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PRIOR AUTHORIZATION PoOLICY

PoLicy: Acthar Gel Prior Authorization Policy
e H.P. Acthar® Gel (repository corticotropin injection for intramuscular or subcutaneous
use — Mallinckrodt)

REVIEW DATE: 03/25/2020; selected revision 12/16/2020

OVERVIEW
H.P. Acthar gel (Acthar), an adrenocorticotropic hormone (ACTH) analog, is indicated for the following
uses:!

e Infantile spasms in infants and children less than 2 years of age.

e Multiple sclerosis (MS) exacerbations in adults.

Although data are limited, the prescribing information notes that Acthar may also be used for the following
disorders and diseases:*

e Allergic states, such as serum sickness.

e Collagen diseases, during an exacerbation or as a maintenance therapy in selected cases of
systemic lupus erythematosus and systemic dermatomyositis (polymyositis).

e Dermatologic diseases, such as severe erythema multiforme and Stevens-Johnson syndrome.
Edematous state including to induce a diuresis or a remission of proteinuria in the nephrotic
syndrome without uremia of the idiopathic type or that due to lupus erythematosus.

e Respiratory diseases such as symptomatic sarcoidosis.

e Rheumatoid disorders, as an adjunctive therapy for short-term administration (to tide the patient
over an acute episode or exacerbation) in psoriatic arthritis, rheumatoid arthritis (including juvenile
rheumatoid arthritis) [selected cases may require low-dose maintenance therapy], and ankylosing
spondylitis.

e Ophthalmic diseases including severe acute and chronic allergic and inflammatory processes
involving the eye and its adnexa such as keratitis, iritis, iridocyclitis, diffuse posterior uveitis and
choroiditis, optic neuritis, chorioretinitis, and anterior segment inflammation.

Guidelines
Several guidelines discuss Acthar.

e American Academy of Neurology and the Child Neurology Society published an evidence-
based guideline for the medical treatment of infantile spasms (2012).2 ACTH is a first-line agent
for the short-term treatment of infantile spasms.

e Infantile Spasms Working Group published a US consensus report on infantile spasms in 2010.
Most patients with this condition (90%) present within the first year of life. ACTH is an effective
first-line therapy for infantile spasms.

e Kidney Disease Improving Global Outcomes (KDIGO) published clinical practice guidelines
for glomerulonephritis (2012).6 Due to limited data, recommendations cannot be made regarding
ACTH.

e National MS Society has recommendations regarding corticosteroids in the management of MS
(2008).* High-dose corticosteroids are the accepted standard of care short-term. The most common
regimen is 500 to 1,000 mg of intravenous methylprednisolone given daily for 3 to 5 days, with or
without an oral steroid tapering regimen (most often prednisone) for 1 to 3 weeks. Acthar and
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high-dose intravenous methylprednisolone have been shown to possess similar efficacy in the
management of MS relapses.®

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Acthar. All approvals are provided
for the duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30
days. Because of the specialized skills required for evaluation and diagnosis of patients treated with Acthar
as well as monitoring required for adverse events and efficacy, approval requires Acthar to be prescribed by
or in consultation with a physician who specializes in the conditions being treated. All denials will be
forwarded to the Medical Director.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Acthar is recommended in those who meet the following criteria:

FDA-Approved Indication

1.

Infantile Spasms, Treatment. Approve Acthar for 1 month if the patient meets the following criteria
(A and B):

A) Child is less than 2 years of age; AND

B) Medication is prescribed by a physician who has consulted with or specializes in neurology.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Acthar is not recommended in the following situations:

1.

Multiple Sclerosis (MS) as “Pulse Therapy” on a Monthly Basis. Preliminary data have
investigated use of Acthar given as 80 units administered intramuscularly once a day for 3 days once
amonth.” This is not an accepted use of Acthar and more data are needed.

Treatment of Proteinuria in Diabetic Nephropathy. At this time, limited data are available® and
Acthar is not established for this use.

Treatment of Nephrotic Syndrome. Very limited data have investigated the use of Acthar in patients
with  diagnoses including idiopathic membranous nephropathy, membranoproliferative
glomerulonephritis, focal segmental glomerulosclerosis, minimal change disease, immunoglobulin A
nephropathy, class V SLE glomerulonephritis, monoclonal diffuse proliferative glomerulonephritis,
and lupus nephritis.®?® Recommendations for use cannot be made at this time.

Dermatomyositis or Polymyositis. Data are limited in this clinical scenario??2” and controlled trials
are needed before Acthar can be considered an established or recommended therapy.

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
Selected Revision Documentation is now required to confirm that the patient is treating an acute 07/11/2018
exacerbation of multiple sclerosis.
Early Annual No criteria changes 07/25/2018
Revision
Early Annual The criteria regarding the treatment of acute exacerbations of multiple sclerosis in 04/10/2019
Revision adults were removed. No recent quality data have emerged regarding this condition of (effective
use and other agents, such as intravenous methylprednisolone, are preferred in these 7/1/2019)
clinical scenarios. Individual circumstances should be reviewed on a case-by-case
basis, as needed.
Selected Revision | The following criteria changes were made: 09/25/2019
1. Infantile Spasms, Treatment: The criterion regarding age was changed from
patients < 5 years of age to < 2 years of age. Regarding the requirement of a
specialist, an epileptologist was removed from the criteria; the requirement that
the medication be prescribed by or in consultation with a neurologist remains.
Annual Revision In the Policy Statement, wording was added that all reviews will be forwarded to the 03/25/2020
Medical Director. (effective
4/1/2020)
Update 08/26/2020: No criteria changes. 08/26/2020
The Policy Statement was change to reflect that all denials will be forwarded to the
Medical Director. Previously all reviews were going to the medical director.
Selected Revision Infantile Spasms — Treatment: Criteria for specialist changed from “Acthar is 12/16/2020
prescribed by or in consultation with a neurologist” to “Medication is prescribed by a
physician who has consulted with or specializes in neurology.”
PRIOR AUTHORIZATION PoOLICY
PoLicy: Allergen Immunotherapy — Grass Pollen Sublingual Products Prior Authorization Policy
e Grastek® (Timothy grass pollen allergen extract sublingual tablets — ALK-Abello)
e Oralair® (Sweet Vernal, Orchard, Perennial Rye, Timothy, and Kentucky Blue Grass

REvVIEW DATE:

OVERVIEW

mixed pollens allergen extract sublingual tablets — Stallergenes/Greer)

08/05/2020

Grastek and Oralair are grass pollen allergen extract sublingual tablets.}? Grastek is a Timothy grass pollen
allergen extract.! Oralair is a five-grass mixed pollen allergen extract.? Grastek and Oralair are indicated

for:

o Allergic rhinitis, with or without conjunctivitis, that has been confirmed by a positive skin test or
in vitro test for pollen-specific immunoglobulin E (IgE) antibodies for Timothy grass or cross
reactive grass pollens (Grastek) or any of the five grasses contained in the product (Oralair). These
products are indicated in patients 5 through 65 years of age.
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Per product labeling, Grastek must be initiated 12 weeks before the expected onset of each grass pollen
season and Oralair must be initiated 4 months before the expected onset of each grass pollen season.>? Both
must be continued throughout the season.

Clinical Efficacy

In clinical trials, therapy with the grass pollen sublingual immunoallergen agents prior to and during a single
grass pollen season resulted in a 23% to 30% improvement in patients’ Total Combined Score (TCS) [a
measurement of both allergic rhinitis with or without conjunctivitis symptoms and relief medication use]
compared with placebo.? Longer-term data demonstrate a 38% to 40% improvement in the TCS with
these agents vs. placebo.

Guidelines

Numerous guidelines address allergic rhinitis and allergen immunotherapy. In general, allergen
immunotherapy should be considered for patients with allergic rhinitis or allergic asthma and an inadequate
response to medical therapy who have evidence of specific IgE antibodies to clinically relevant allergens.3#
Grass pollen sublingual immunotherapy tablets are recommended for both short-term and long-term benefit
in grass pollen-induced allergic rhinitis with or without conjunctivitis.>®

PoLICY STATEMENT
Prior Authorization is recommended for prescription benefit coverage of Grastek and Oralair. All approvals
are provided for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Grastek and Oralair is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Grass Pollen-Induced Allergic Rhinitis. Approve for 1 year if the patient meets ALL of the following
criteria (A, B and C):
A) Patient is > 5 years of age; AND
B) The timing of prescribing meets ONE of the following criteria (i or ii):

i. Grastek: Therapy is initiated 12 weeks prior to the expected onset of the grass pollen season
or therapy is being dosed daily continuously for consecutive grass pollen seasons; OR

ii. Oralair: Therapy is initiated 4 months prior to the expected onset of the grass pollen season;
AND

C) The diagnosis of grass pollen-induced allergic rhinitis is confirmed by meeting ONE of the

following conditions (i or ii):

i. Patient has a positive skin test response to a grass pollen from the Pooideae subfamily of grasses
(this includes, but is not limited to: sweet vernal, Kentucky blue grass, Timothy grass, orchard,
or perennial rye grass); OR

ii. Patient has a positive in vitro test (i.e., a blood test) for allergen-specific immunoglobulin E
(IgE) antibodies for a grass in the Pooideae subfamily of grasses (see examples above).

CONDITIONS NOT RECOMMENDED FOR APPROVAL
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Coverage of Grastek and Oralair is not recommended in the following situations:

6. Concurrent Use of Grastek or Oralair with Subcutaneous Allergen Immunotherapy (e.g., Allergy
Shots) or Sublingual Allergen Immunotherapy (e.g., Odactra™ [house dust mite
{Dermatophagoides farina and Dermatophagoides pteronyssinus} allergen extract sublingual
tablets], Ragwitek® [short ragweed pollen allergen extract sublingual tablets]). The efficacy of
Grastek and Oralair has not been evaluated in patients who are receiving concomitant allergen
immunotherapy.! Approved product labeling for both Grastek and Oralair states that concomitant
dosing with other allergen immunotherapy may increase the risk of local or systemic adverse events to
either subcutaneous or sublingual allergen immunotherapy. A Joint Practice Parameter specifically
addressing sublingual immunotherapy (2017) highlights that no studies have evaluated the efficacy of
multiple sublingual immunotherapy tablets administered together.> There is a need for further
investigation to determine efficacy and optimal formulations for multi-allergen sublingual
immunotherapy.

7. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES
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HISTORY

Type of Revision Summary of Changes Review Date
Annual Revision No criteria changes. 08/15/2018
Update Date: 12/18/2018 NA

Updated policy to reflect Oralair indication expanded down to 5 years of age. No change
to approval criteria. Criteria previously approved and continues to approve for patients >
5 years of age.

Selected Revision Removed the requirement that Grastek/Oralair be prescribed by or in consultation with an 01/30/2019

allergist, immunologist, or an otolaryngologist (ear, nose and throat [ENT]) physician

specialist).
Early Annual No criteria changes. 07/10/2019
Revision
Selected Revision No criteria changes. 08/05/2020
PRIOR AUTHORIZATION PoLICY
PoLicy: Allergen Immunotherapy - Odactra Prior Authorization Policy

e Odactra™ (house dust mite [Dermatophagoides farina and Dermatophagoides
pteronyssinus] allergen extract sublingual tablets — Merck)
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REVIEwW DATE:  08/05/2020

OVERVIEW

Odactra is a house dust mite allergen extract sublingual tablet indicated as immunotherapy for house dust
mite-induced allergic rhinitis, with or without conjunctivitis, confirmed by in vitro testing for
immunoglobulin E (IgE) antibodies to house dust mites or skin testing to licensed house dust mite allergen
extracts. Itis approved for use in patients 18 to 65 years of age. Odactra is not indicated for the immediate
relief of allergic symptoms.

Clinical Efficacy

In clinical trials involving adult patients (one pivotal study included a small number of pediatric patients),
52 weeks of therapy with Odactra resulted in a 17% to 18% improvement in patients’ average Total
Combined Rhinitis Score (TCRS) [a measurement of both rhinitis symptoms and relief medication use]
compared with placebo.?® In a 24-week environmental exposure chamber study, Odactra therapy resulted
in a 48.6% improvement in the average total nasal symptom score (TNSS) compared with placebo.* There
are limited data with Odactra in patients < 18 years of age as well; however, the safety and efficacy has not
been established at this time.>¢13

Guidelines

Several guidelines address allergic rhinitis with or without conjunctivitis, house dust mite allergy, and
sublingual immunotherapy. In general, it is recommended that allergen immunotherapy should be
considered for patients with allergic rhinitis or allergic asthma and an inadequate response to medical
therapy who have evidence of specific IgE antibodies to clinically relevant allergens.”®* House dust mite
sublingual allergen immunotherapy is recommended for long-term benefit in house dust mite-induced
allergic rhinitis with or without conjunctivitis (in select guidelines).® There is more evidence supporting
the use of subcutaneous immunotherapy and therefore, these agents are more widely recommended.®
However, sublingual immunotherapy is noted to be safe and effective. Additionally, in patients with house-
dust mite-driven allergic asthma, house dust mite sublingual immunotherapy tablets have demonstrated a
robust effect on several critical asthma parameters (e.g., exacerbations, control, and safety) in adult
patients.'>12  Therefore, house dust mite sublingual immunotherapy is recommended as an add-on to
standard asthma therapy in house dust mite-sensitized adults who continue to have asthma exacerbations
despite standard therapy.

PoLICcY STATEMENT
Prior Authorization is recommended for prescription benefit coverage of Odactra. All approvals are
provided for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Odactra is recommended in those who meet the following criteria:

FDA-Approved Indications
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2.

House Dust Mite-Induced Allergic Rhinitis. Approve for 1 year if the patient meets ALL of the
following criteria (A and B):
D) Patient is > 18 years of age; AND
E) The diagnosis of house dust mite-induced allergic rhinitis is confirmed by meeting ONE of the
following conditions (i or ii):
i. Patient has a positive skin test response to house dust mite allergen extracts; OR
ii. Patient has a positive in vitro test (i.e., a blood test for allergen-specific IgE antibodies) for
house dust mite.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Odactra is not recommended in the following situations:

8.

Concurrent Use of Odactra with Subcutaneous Allergen Immunotherapy (e.g., Allergy Shots) or
Sublingual Allergen Immunotherapy (e.g., Grastek® [Timothy grass pollen allergen extract
sublingual tablets], Oralair® [Sweet Vernal, Orchard, Perennial Rye, Timothy, and Kentucky
Blue Grass mixed pollens allergen extract sublingual tablets], Ragwitek® [short ragweed pollen
allergen extract sublingual tablets]). The efficacy and safety of Odactra have not been evaluated in
patients who are receiving concomitant allergen immunotherapy. Approved product labeling for
Odactra states that concomitant dosing with other allergen immunotherapy may increase the risk of
local or systemic adverse events to either the subcutaneous or sublingual allergen immunotherapy.

Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision No criteria changes. 06/13/2018
Selected Revision Removed the requirement that Odactra be prescribed by or in consultation with 01/30/2019
an allergist, immunologist, or an otolaryngologist (ear, nose and throat [ENT])
physician specialist).
Annual Revision No criteria changes. 07/10/2019
Annual Revision No criteria changes. 08/05/2020
PRIOR AUTHORIZATION POLICY
PoLicy: Allergen Immunotherapy — Palforzia Prior Authorization Policy

e Palforzia® (peanut [Arachis hypogaea] allergen powder-dnfp for oral administration —
Aimmune Therapeutics)

REVIEW DATE: 02/17/2021

OVERVIEW

Palforzia, an oral immunotherapy, is indicated for the mitigation of allergic reactions, including
anaphylaxis, that may occur with accidental exposure to peanut.? It is approved for use in patients with a
confirmed diagnosis of peanut allergy. Initial Dose Escalation may be administered to patients 4 through
17 years of age; Up-Dosing and Maintenance may be continued in patients > 4 years of age. Palforzia is to
be used in conjunction with a peanut-avoidant diet. It is not indicated for the emergency treatment of
allergic reactions, including anaphylaxis. Prior to initiation, the prescriber should verify that the patient
has injectable epinephrine and has been instructed on its appropriate use.

Clinical Efficacy

The Palforzia pivotal study, PALISADE (published) [n =551 {n = 496 patients 4 to 17 years of age in the
intent-to-treat (ITT) analysis}], included patients were required to have a diagnosis of peanut allergy
supported by either a serum peanut-specific immunoglobulin E (psIgE) level of > 0.35 allergen-specific
unit per liter (kUa/L) or a mean wheal diameter of at least 3 mm larger than the negative control to a skin-
prick test (SPT) for peanut.? Additionally, to be eligible for randomization, patients had to have an allergic
reaction (with dose-limiting symptoms) to a dose of 100 mg or less of peanut protein (equivalent to
approximately one-third of a peanut kernel) during a double-blind, placebo-controlled food challenge
(DBPCFC) at screening. Eligible patients were randomized (3:1) to receive either Palforzia or matching
placebo administered once daily (QD). Following Initial dose Escalation, Up-Dosing, and 24 weeks of
Maintenance Dosing, patients underwent an exit DBPCFC to assess their tolerance to peanut protein. In
patients 4 to 17 years of age, 67.2% of patients receiving Palforzia (n = 250/372) were able to tolerate the
single dose of 600 mg of peanut protein or more during the exit DBPCFC, compared with 4.0% (n = 5/124)
with placebo (treatment difference: 63.2%; P < 0.001).

Guidelines

According to guidelines for the Diagnosis and Management of Food Allergy in the US from the National
Institute of Allergy and Infectious Diseases (NIAID) expert panel (2010; 2017 addendum for the prevention
of peanut allergy), medical history and a physical examination should guide the diagnosis, but parent and
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patient reports of food allergy must be confirmed, as 50% to 90% of patient-reported food allergies are not
IgE-mediated food allergies.* An SPT and allergen-specific IgE testing are each recommended as a method
to identify food that provoke allergic reactions. However, each test alone cannot be considered to be
diagnostic for food allergy. The NIAID guidelines®*, as well as a Joint Task Force practice parameter on
food allergy from the American Academy of Allergy, Asthma & Immunology (AAAAI) and the American
College of Allergy, Asthma & Immunology (ACAAI)® and food allergy and anaphylaxis guidelines from
the European Academy of Allergy and Immunology (EAACI) [2014]° all recommend strict avoidance of
peanut as the primary treatment for peanut allergy; anaphylaxis should be managed with epinephrine. These
guidelines were published prior to the approval of Palforzia.

PoLICcY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Palforzia. All approvals are
provided for the duration noted below. Because of the specialized skills required for evaluation and
diagnosis of patients treated with Palforzia as well as the monitoring required for adverse events and long-
term efficacy, approval requires Palforzia to be prescribed by or in consultation with a physician who
specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Palforzia is recommended in those who meet the following criteria:

FDA-Approved Indication

3. Peanut Allergy. Approve for 1 year if the patient meets ALL of the following criteria (A, B, C, D, E,
and F):
F) Patient meets ONE of the following (i or ii):

i. Patientis4to 17 years of age; OR

ii. Patient is > 18 years of age AND has been previously started on therapy with Palforzia prior
to becoming 18 years of age; AND

G) Per the prescriber, the patient has a history of an allergic reaction to peanut that met each of the
following (i, ii, and iii):

i. Patient demonstrated signs and symptoms of a significant systemic allergic reaction; AND
Note: Signs and symptoms of a significant systemic allergic reaction include hives, swelling,
wheezing, hypotension, and gastrointestinal symptoms.

ii. This reaction occurred within a short period of time following a known ingestion of peanut or
peanut-containing food; AND

iii. The prescriber deemed this reaction significant enough to require a prescription for an
epinephrine auto-injector; AND
Note: Examples of epinephrine auto-injectors include EpiPen, EpiPen Jr., Auvi-Q, and
generic epinephrine auto-injectors.

H) Patient has a positive skin prick test (SPT) response to peanut with a wheal diameter > 3 mm larger
than the negative control; AND

1) Patient has a positive in vitro test (i.e., a blood test) for peanut-specific IgE (psIgE) with a level >
0.35 kUa/L; AND

J) Per the prescriber, Palforzia will be used in conjunction with a peanut-avoidant diet; AND

K) The medication is prescribed by or in consultation with an allergist or immunologist.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Palforzia is not recommended in the following situations:

10. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 02/12/2020
Annual Revision No criteria changes. 02/17/2021
PRIOR AUTHORIZATION PoOLICY
PoLicy: Allergen Immunotherapy — Ragwitek Prior Authorization Policy

e Ragwitek® (short ragweed pollen allergen extract sublingual tablets — ALK-Abello)

ReviEw DATE: 08/05/2020

OVERVIEW

Ragwitek is a ragweed pollen allergen extract sublingual tablet indicated as immunotherapy for the
treatment of patients 18 to 65 years of age with short ragweed pollen-induced allergic rhinitis with or
without conjunctivitis confirmed by a positive skin test or in vitro test for pollen-specific immunoglobulin
E (IgE) antibodies for short ragweed pollen.! Ragwitek is not indicated for the immediate relief of allergy
symptoms. Ragwitek is dosed once daily and must be initiated at least 12 weeks before the expected onset
of ragweed pollen season and continued throughout the season.

Clinical Efficacy
Clinical trials enrolled adults with allergic rhinitis with or without conjunctivitis to have their diagnosis
confirmed by a positive skin prick test and positive in vitro testing for serum IgE antibodies for short

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 12

ragweed. In these patients, therapy with Ragwitek prior to and during the ragweed pollen season resulted
in a 24% to 27% improvement in patients’ Total Combined Score (a measurement of both allergic rhinitis
with or without conjunctivitis symptoms and relief medication use) compared with placebo.?® Ragwitek
has also been evaluated in pediatric patients 5 to 17 years of age with allergic rhinitis with or without
conjunctivitis; however, it is not indicated in this patient population.t®

Guidelines

Numerous guidelines address allergic rhinitis and allergen immunotherapy. In general, allergen
immunotherapy should be considered for patients with allergic rhinitis or allergic asthma and an inadequate
response to medical therapy who have evidence of specific IgE antibodies to clinically relevant allergens.*
" FDA-approved sublingual immunotherapy agents, including Ragwitek, are recommended to be used only
for the treatment of allergic rhinitis with or without conjunctivitis and not for other off-label conditions.

PoLICcY STATEMENT
Prior Authorization is recommended for prescription benefit coverage of Ragwitek. All approvals are
provided for the duration noted below.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Ragwitek is recommended in those who meet the following criteria:

FDA-Approved Indications

4.

Short Ragweed Pollen-Induced Allergic Rhinitis. Approve for 1 year if the patient meets ALL of
the following criteria (A, B and C):
L) Patient is > 18 years of age;* AND
M) Ragwitek therapy is initiated 12 weeks prior to the expected onset of the short ragweed pollen
season; AND
N) The diagnosis of short ragweed pollen-induced allergic rhinitis is confirmed by meeting ONE of
the following conditions (i or ii):
i. Patient has a positive skin test response to short ragweed pollen; OR
ii. Patient has a positive in vitro test (i.e., a blood test) for allergen-specific immunoglobulin E
(IgE) antibodies for short ragweed pollen.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Ragwitek is not recommended in the following situations:

11.

12.

Concurrent Use of Ragwitek with Subcutaneous Allergen Immunotherapy (e.g., allergy shots) or
Sublingual Allergen Immunotherapy (e.g., Grastek® [Timothy grass pollen allergen extract
sublingual tablets], Oralair® [Sweet Vernal, Orchard, Perennial Rye, Timothy, and Kentucky
Blue Grass mixed pollens allergen extract sublingual tablets], Odactra™ [house dust mite
{Dermatophagoides farina and Dermatophagoides pteronyssinus} allergen extract sublingual
tablets]). The efficacy of Ragwitek has not been evaluated in patients who are receiving concomitant
allergen immunotherapy.! Approved product labeling for Ragwitek states that concomitant dosing with
other allergen immunotherapy may increase the risk of local or systemic adverse events to either
subcutaneous or sublingual allergen immunotherapy. A Joint Practice Parameter specifically
addressing sublingual immunotherapy (2017) highlights that no studies have evaluated the efficacy of
multiple sublingual immunotherapy tablets administered together.® There is a need for further
investigation to determine efficacy and optimal formulations for multi-allergen sublingual
immunotherapy.

Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision No criteria changes. 08/15/2018
Selected Revision Removed the requirement that Ragwitek be prescribed by or in consultation with an 01/30/2019
allergist, immunologist, or an otolaryngologist (ear, nose and throat [ENT]) physician
specialist).
Early Annual No criteria changes. 07/10/2019
Revision
Annual Revision No criteria changes. 08/05/2020
PRIOR AUTHORIZATION PoOLICY
PoLicy: Alpha;-Proteinase Inhibitor Products Prior Authorization Policy

e Aralast NP™ (alpha;-proteinase inhibitor [human] lyophilized powder — Shire)

e Glassia™ (alpha;-proteinase inhibitor [human] solution — Shire)

e Prolastin®-C and Prolastin®-C Liquid (alpha;-proteinase inhibitor [human] lyophilized
powder and solution — Grifols Therapeutics)

e Zemaira® (alpha;-proteinase inhibitor [human] lyophilized powder — CSL Behring)

REVIEW DATE:  10/21/2020

OVERVIEW

Alpha;-proteinase inhibitor (also known as alphas-antitrypsin [AAT]), is indicated for use as a chronic
augmentation and maintenance therapy in adults with alpha;-proteinase deficiency and clinical evidence of
emphysema.’® The following products are available commercially in the US: Prolastin-C (also available
as Prolastin-C Liquid), Aralast NP, Zemaira, and Glassia. The products vary in their availability and in
some of their purification and viral inactivation processes.

Disease Overview

AAT deficiency is a rare, chronic, hereditary, autosomal co-dominant disorder marked by low
concentrations of AAT which leads to progressive, severe emphysema that often does not manifest until
the third to fourth decades of life.! One of the principal functions of AAT is the inhibition of neutrophil
elastase, which is responsible for proteolytic degradation of matrix proteins.® When AAT is deficient,
neutrophil elastase predominates and leads to breakdown of tissues, particularly in the parenchyma of the
lungs. AAT can also predispose to liver disease since the protein is synthesized and can accumulate in
hepatocytes. A large number of phenotypic variants exist, which have different clinical consequences.®’
This disease is most severe in those with null phenotypes (with no detectable circulating AAT in the plasma)
or the PI*ZZ variant (AAT levels typically < 35% of normal).*’

The goal of treatment is to increase AAT levels in the lungs to provide adequate anti-elastase activity.
Treatment is aimed at raising serum levels of AAT above a theoretical protective threshold of 11 uM, which
is equivalent to the tenth percentile of the AAT range of PI*SZ individuals; epidemiological data suggest
lower probability of COPD above this level.® Of note, older laboratory techniques (e.g., radial
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immunodiffusion) measured non-purified levels of AAT, which tend to overestimate the concentration by
35% to 40%. To distinguish between non-purified and purified standards, the former are expressed in
mg/dL and the latter are expressed in uM. An AAT level of 80 mg/dL measured by radial immunodiffusion
corresponds to a plasma AAT level of 11 uM. Alpha;-proteinase inhibitor is the only treatment approved
to correct AAT deficiency. The approved dosage regimen to achieve adequate concentrations in the lung
is 60 mg/kg of body weight administered intravenously (1) once weekly.

Guidelines

A European Respiratory Society (ERS) statement addresses diagnosis and treatment of pulmonary disease
in alphas-antitrypsin deficiency (2017).8 It is noted that augmentation therapy has been shown to reduce
progression of emphysema in severe AATD deficiency. There is no evidence to support efficacy of AAT
augmentation therapy for current smokers of any phenotype. These guidelines support earlier American
Thoracic Society (ATS)/ERS guidelines (2003) which state that intravenous augmentation therapy is
recommended for individuals with established airflow obstruction from AAT deficiency.’

The Canadian Thoracic Society updated its guidelines (2012) regarding AAT deficiency testing and
augmentation therapy.® The guidelines state that evidence supports the consideration of AAT augmentation
therapy in non-smoking or ex-smoking patients with COPD due to emphysema and a documented AAT
deficiency (level < 11 pumol/L). Patients should also be receiving other pharmacological and non-
pharmacologic therapies, including comprehensive case management and pulmonary rehabilitation.

The Medical and Scientific Advisory Committee of the Alpha-1 Foundation guidelines (2016) provide
similar recommendations.’® Intravenous alpha;-antitrypsin augmentation is strongly recommended in non-
smoking or ex-smoking patients with forced expiratory volume (FEV1) 30 to 65% of predicted due to well-
documented benefit in this group. Weaker recommendations also support treatment of patients with FEV1
below 30% of predicted or above 65% of predicted. Usual management of COPD should also be provided,
with strong emphasis on facilitating tobacco cessation. Of note, AAT replacement therapy is not
recommended for patients who continue to smoke.

Other Uses with Supportive Evidence

Although not indicated for this use, alphai-proteinase inhibitor therapy has been utilized for AAT-
associated panniculitis, a rare complication characterized by erythematous nodules and plaques located on
subcutaneous (skin) tissue in wide areas of the lower extremities, arms, trunk, and/or face.**1® The literature
mainly documents case reports.!° In the ATS/ERS 2003 guidelines, it is stated that AAT replacement
therapy is a reasonable option for AAT deficiency-associated panniculitis.” Although no controlled trials
provide a clear treatment recommendation, augmentation therapy with purified human alpha;-proteinase
inhibitor or fresh frozen plasma to restore plasma and local tissue levels of AAT appears to be rational,
safe, and effective. In a review of treatment options for panniculitis in AAT deficiency, augmentation
therapy with alpha;-proteinase inhibitor was noted to be the most successful medical treatment.?°

PoLICcY STATEMENT
Prior authorization is recommended for prescription benefit coverage of alpha;-proteinase inhibitor. All
approvals are provided for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
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Coverage of alpha;-proteinase inhibitor (e.g., Aralast NP, Glassia, Prolastin-C, Prolastin-C Liquid,
Zemaira) is recommended in those who meet the following criteria:

FDA-Approved Indications

1.

Alphas-Antitrypsin Deficiency with Emphysema (or Chronic Obstructive Pulmonary Disease).

Approve for 1 year if the patient meets the following criteria (A, B, and C):

A) Patient is > 18 years of age; AND

B) Patient has a baseline (pretreatment) AAT serum concentration of < 80 mg/dL or 11 uM (11
umol/L); AND

C) According to the prescriber, the patient is a current non-smoker.

Other Uses with Supportive Evidence

2.

Alphai-Antitrypsin Deficiency-Associated Panniculitis. Approve for 1 year if the patient is > 18
years of age.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of alphal-proteinase inhibitor is not recommended in the following situations:

1.

Alphas-Antitrypsin Deficiency without Lung Disease, even if Deficiency-Induced Hepatic Disease
is Present. The ATS/ERS standards for the diagnosis and management of individuals with AAT
deficiency (2003) state that the pathophysiology of liver disease in AAT deficiency is different from
that of lung disease, and the use of alpha;-proteinase inhibitor is not discussed for these patients.” There
is an absence of information that suggests alphai-proteinase inhibitor is useful in patients with AAT
deficiency-related liver disease.

Bronchiectasis (without alpha;-antitrypsin deficiency). Studies have not demonstrated alpha;
proteinase inhibitor to be effective for this condition. The ATS/ERS standards for the diagnosis and
management of individuals with AAT deficiency (2003) state that despite the well-recognized
association between AAT deficiency and the early development of emphysema, only a limited number
of studies have assessed the association between AAT deficiency and bronchiectasis.” Studies suggest
that bronchiectasis is more a result of emphysematous changes in the parenchyma than of AAT
deficiency.

Chronic Obstructive Pulmonary Disease (COPD) without Alpha;-Antitrypsin Deficiency. The
Global Initiative for Chronic Obstructive Lung Disease (GOLD) guidelines for the diagnosis,
management, and prevention of COPD, updated in 2019, state that never or ex-smokers with an FEV1
of 35 to 60% of predicted have been suggested as most suitable for AAT deficiency augmentation
therapy; newer evidence suggests that individuals with higher FEV; values may also be candidates.?
However, this therapy is not recommended for COPD that is unrelated to AAT deficiency.

Cystic Fibrosis. The use of alphai-proteinase inhibitor is considered investigational due to the lack of
literature available regarding use of the agent for this disease state and many studies utilized an
investigational aerosolized AAT delivery mechanism.?22®

Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY

Type of Revision Summary of Changes Review Date

Annual Revision Approval duration decreased to 1 year from 3 years. Prolastin-C Liquid added to 09/12/2018

policy.

Selected Revision Alphai-Antitrypsin Deficiency with Emphysema (or COPD): Criteria added to | 10/17/2018

require current non-smoking status for approval.

Annual Revision No criteria changes 10/09/2019

Annual Revision Alphai-Antitrypsin Deficiency with Emphysema (or Chronic Obstructive 10/21/2020

Pulmonary Disease): A criterion was added to specify that the patient must be > 18
years of age, in alignment with product labeling.

Alphai-Antitrypsin Deficiency-Associated Panniculitis: A criterion was added
requiring that the patient be > 18 years of age.
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PRIOR AUTHORIZATION PoLicy

PoLicy: Amifampridine Products Prior Authorization Policy
e Firdapse® (amifampridine tablets — Catalyst Pharmaceuticals)
e Ruzurgi® (amifampridine tablets — Jacobus Pharmaceutical)

REVIEW DATE:  06/24/2020

OVERVIEW
Amifampridine is a broad spectrum potassium channel blocker.> The mechanism by which amifampridine exerts its
therapeutic effect in patients with Lambert-Eaton myasthenic syndrome (LEMS) has not been fully elucidated.

e Firdapse is indicated for the treatment of LEMS in adults.!

e Ruzurgi is indicated for the treatment of LEMS in patients 6 years to < 17 years of age.?

Disease Overview

LEMS is a rare autoimmune disorder affecting the connection between nerves and muscles and causing proximal
muscle weakness, autonomic dysfunction, and areflexia.>* LEMS can occur at any age. The prevalence of LEMS
specifically in pediatric patients is not known, but the overall prevalence of LEMS is estimated to be three per million
individuals worldwide.® The characteristic weakness is thought to be caused by antibodies generated against the P/Q-
type voltage-gated calcium channels (VGCC) present on presynaptic nerve terminals and by diminished release of
acetylcholine (ACh).* More than half of LEMS cases are associated with small cell lung carcinoma (SCLC), which
expresses functional VGCC. The diagnosis of LEMS is confirmed by electrodiagnostic studies, including repetitive
nerve stimulation (RNS), or anti-P/Q-type VGCC antibody testing to confirm the diagnosis.

Clinical Efficacy

Firdapse was approved based on two pivotal trials.® One pivotal trial enrolled both amifampridine-naive and
treatment-experienced patients; patients were initially entered into an open-label run-in phase lasting 90 days.> During
the open-label run-in phase, Firdapse was titrated for each individual patient to a dose that produced optimal
neuromuscular benefit and tolerability in the opinion of the investigator. In order to continue in the study, treatment-
naive patients were required to have an improvement of at least three points in the quantitative myasthenia gravis
score from the initial evaluation.

Although Ruzurgi is indicated for use in children, the efficacy of Ruzurgi for the treatment of LEMS was established
in one randomized, double-blind, placebo-controlled, withdrawal study in adults with an established diagnosis of
LEMS (n = 32).2 Patients were required to be on an adequate and stable dosage for > 3 months of Ruzurgi prior to
entering the study. The efficacy of Ruzurgi in patients 6 to < 17 years of age is supported by evidence from adequate
and well-controlled studies of Ruzurgi in adults with LEMS, pharmacokinetic data in adult patients, pharmacokinetic
modeling and simulation to identify the dosing regimen in pediatric patients, and safety data from pediatric patients 6
to < 17 years of age.

Safety

Firdapse and Ruzurgi are contraindicated in patients with a history of seizures.? There is also a Warning/Precaution
in the prescribing information for these medications because seizures have been observed in patients with and without
a history of seizures taking amifampridine at the recommended doses. Many of these patients were taking medications
or had comorbidities that may have lowered their seizure threshold. Seizures may be dose-dependent.

POLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of amifampridine. Because of the specialized
skills required for evaluation and diagnosis of patients treated with amifampridine as well as the monitoring required
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for adverse events and long-term efficacy, initial approval requires amifampridine to be prescribed by or in
consultation with a physician who specializes in the condition being treated. All approvals are provided for the
duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30 days.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of amifampridine is recommended in those who meet the following criteria:

FDA-Approved Indications

5. Lambert-Eaton Myasthenic Syndrome (LEMS). Approve amifampridine for the duration noted if the patient
meets ONE of the following criteria (A or B):
A) Initial therapy. Approve amifampridine for 3 months if the patient meets the following criteria (i, ii, iii, and
iv):
i. Patient is > 6 years of age; AND
ii. Patient has confirmed LEMS based on at least one electrodiagnostic study (e.g., repetitive nerve
stimulation) or anti-P/Q-type voltage-gated calcium channels antibody testing, according to the
prescriber; AND
iii. Patient does not have a history of seizures; AND
iv. Amifampridine is being prescribed by or in consultation with a neurologist or a neuromuscular
specialist; OR
B) Patient is Currently Receiving amifampridine. Approve amifampridine for 1 year if the patient is
continuing to derive benefit from amifampridine, according to the prescriber.
Note: Examples of continued benefit include improved muscle strength and improvements in mobility.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of amifampridine is not recommended in the following situations:

1. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

1. Firdapse® tablets [prescribing information]. Coral Gables, FL: Catalyst Pharmaceuticals, Inc.; November 2018.

2. Ruzurgi® tablets [prescribing information]. Princeton, NJ: Jacobus Pharmaceutical Company, Inc.; May 2019.

3. FDA news release. FDA approves first treatment for children with Lambert-Eaton myasthenic syndrome, a rare autoimmune
disorder. Issued on: May 6, 2019. Available at: https://www.fda.gov/news-events/press-announcements/fda-approves-first-
treatment-children-lambert-eaton-myasthenic-syndrome-rare-autoimmune-disorder. Accessed on May 23, 2019.

4. Kesner VG, Oh SJ, Dimachkie MM, et al. Lambert-Eaton Myasthenic Syndrome. Neurol Clin. 2018;36(2):379-394.

5. Oh S, Shcherbakova N, Kostera-Pruszczyk A, et al. Amifampridine phosphate (Firdapse®) is effective and safe in a phase 3
clinical trial in LEMS. Muscle Nerve. 2016;53(5):717-25.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy -- 01/09/2019
Annual revision The policy name was changed from Firdapse PA to Amifampridine 06/18/2019

Products PA. Addition of Ruzurgi to the policy. The criterion
restricting use to patients > 18 years of age was changed to > 6 years
of age to reflect the age noted in Ruzurgi’s indication.
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Annual revision Prescribing physician was changed to prescriber throughout the 06/24/2020
criteria. No additional changes to criteria.
PRIOR AUTHORIZATION POLICY
PoLicy: Amyloidosis — Onpattro Utilization Review Medical Policy

e Onpattro® (patisiran intravenous injection — Alnylam)

REVIEW DATE:  10/28/2020

OVERVIEW

Onpattro, a lipid nanoparticle formulated RNA interference (RNAI) therapeutic, is indicated for treatment of adults
with polyneuropathy of hereditary amyloid transthyretin amyloidosis (hnATTR).! hATTR is a rare, inherited,
rapidly-progressive, debilitating, life-threatening disease.?* It is a multisystem condition caused by mutation in the
transthyretin (TTR) gene that results in misfolded TTR protein accumulation (as amyloid) in the nerves, heart, and
other areas of the body. Onpattro targets hepatic production of mutant TTR. By reducing the unstable circulating
TTR tetramers, organ deposition of amyloid is prevented, thus, stabilizing or improving symptoms of neuropathy.

Guidelines

There is a European consensus for diagnosis, management, and treatment of transthyretin familial amyloid
polyneuropathy (2016). Symptomatic management associated with sensory-motor neuropathy and autonomic
dysfunction should be started at diagnosis.® This may include painkillers, antidiarrheal drugs, treatment of
symptomatic orthostatic hypotension, diuretics for heart failure, prophylactic pacemaker implantation for conduction
disorders, and/or vitrectomy/trabeculectomy for ocular amyloidosis or glaucoma. Tetramer stabilizers (tafamidis and
diflunisal) are mentioned as treatment options that slow the rate of amyloidogenesis by preventing the dissociation,
misfolding, and misassembly of mutated TTR. Tafamidis is recommended for use in patients with Stage 1 disease.
Those presenting with Stage 2 disease are recommended for a clinical trial with an antisense oligonucleotide, small
interfering RNA, doxycycline-tauroursodeoxycholic acid, or off-label use of diflunisal. For symptomatic relief of
neuropathic pain due to hAATTR, pregabalin, gabapentin, amitriptyline, and duloxetine are potential treatments.>® Prior
to the availability of drug therapies, liver transplantation (which removes the main source of mutated TTR) was the
only treatment option for hATTR.2

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Onpattro. All approvals are provided for the
duration noted below. Because of the of the specialized skills required for evaluation and diagnosis of patients treated
with Onpattro as well as the monitoring required for adverse events and long-term efficacy, approval requires Onpattro
to be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Onpattro is recommended in those who meet the following criteria:

FDA-Approved Indication

1.

Polyneuropathy of Hereditary Transthyretin-Mediated Amyloidosis (hRATTR). Approve for 1 year if the

patient meets ALL of the following (A, B, C, D, E, and F):

A) Patient is >18 years of age; AND

B) Patient has a transthyretin (TTR) mutation as confirmed by genetic testing; AND

C) Patient has symptomatic polyneuropathy; AND
Note: Examples of symptomatic polyneuropathy include reduced motor strength/coordination, and impaired
sensation (e.g., pain, temperature, vibration, touch). Examples of assessments for symptomatic disease
include history and clinical exam, electromyography, or nerve conduction velocity testing.

D) Patient has tried or is currently receiving at least one systemic agent for symptoms of polyneuropathy from
one of the following pharmacologic classes: a gabapentin-type product, duloxetine, or a tricyclic
antidepressant; AND
Note: Examples of gabapentin-type products include gabapentin (Neurontin) and pregabalin (Lyrica).
Examples of tricyclic antidepressants include amitriptyline and nortriptyline.

E) The patient does not have a history of liver transplantation; AND

F) The medication is prescribed by or in consultation with a neurologist, geneticist, or a physician who
specializes in the treatment of amyloidosis.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Onpattro is not recommended in the following situations:

13.

14.

Concomitant Use With Tegsedi (inotersen subcutaneous injection) or a Tafamidis Product. Note: Examples
of tafamidis products are Vyndagel and Vyndamax. There are insufficient data supporting the safety and efficacy
of concurrent use of these agents for ATTR-PN. The Vyndagel/VVyndamax pivotal trial, which took place prior
when Onpattro and Tegsedi were under investigation for amyloidosis, did not include patients who were taking
investigational drugs. The pivotal trials for Onpattro and Tegsedi did not allow concurrent use of tetramer
stabilizers (e.g., tafamidis, diflunisal). A Phase Il open-label extension study (n = 27) included 13 patients who
were treated concomitantly with Onpattro and tafamidis.” Following 24 months of treatment, there was no
significant difference in the median serum TTR percent change from baseline with concomitant Onpattro and
tafamidis (-80%) vs. Onpattro monotherapy (-88%).

Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria. Criteria
will be updated as new published data are available.

REFERENCES

1.

2.

3.

Onpattro lipid complex injection, for intravenous use [prescribing information]. Cambridge, MA: Alnylam Pharmaceuticals,
Inc.; February 2020.

Rizk M, Tiizmen S. Update on the clinical utility of an RNA interference-based treatment: focus on patisiran. Pharmgenomics
Pers Med. 2017;10:267-278.

Adams D, Suhr OB, Hund E, et al. First European consensus for diagnosis, management, and treatment of transthyretin
familial amyloid polyneuropathy. Curr Opin Neurol. 2016;29 Suppl 1:514-26.

Gertz MA, Benson MD, Dyck PJ, et al. Diagnosis, prognosis, and therapy of transthyretin amyloidosis. J Am Coll Cardiol.
2015;66(21):2451-2466.

Ando Y, Coelho T, Berk JL. Guideline of transthyretin-related hereditary amyloidosis for clinicians. Orphanet J Rare Dis.
2013;8:31.

Kristen AV, Ajroud-Driss S, Conceicéo I, et al. Patisiran, an RNAI therapeutic for the treatment of hereditary transthyretin-
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Lin H, Merkel M, Hale C, Marantz JL. Experience of patisiran with transthyretin stabilizers in patients with hereditary
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HISTORY

Review Date

Type of Revision

Summary of Changes

Early Annual
Revision

Polyneuropathy of Hereditary Transthyretin-Mediated Amyloidosis: Add criteria
to require patients to have tried or be currently taking a gabapentin-type product or a

10/03/2018

tricyclic antidepressant.

Update 10/30/2018: For hereditary transthyretin-mediated amyloidosis, remove the word N/A
“documentation” from criterion that requires genetic testing for the transthyretin
(TTR) gene mutation. This edit is intended to clarify that documentation is not

required to be submitted for approval.

Annual Revision Polyneuropathy of Hereditary Transthyretin-Mediated Amyloidosis: The dose 10/16/2019
was clarified to be up to the maximum dose and shortest treatment interval. Duloxetine
was added as a systemic agent that may be tried prior to Onpattro.

Conditions Not Recommended for Approval: Concomitant use with Tegsedi or

tafamidis products was added to the list of conditions not recommended for coverage.

Polyneuropathy of Hereditary Transthyretin-Mediated Amyloidosis: To align 10/28/2020
with the approved labeling, criteria for symptomatic disease was reworded to require
polyneuropathy (previously required peripheral neuropathy).  Clinical exam,
electromyography, or nerve conduction velocity testing were added as examples of
assessments to confirm systematic disease. A criterion was also added to require that

the patient does not have a history of liver transplantation.

Annual Revision

PRIOR AUTHORIZATION PoLICY
PoLicy: Amyloidosis — Tafamidis Products
« Vyndagel (tafamidis meglumine capsules — Pfizer)
« Vyndamax (tafamidis capsules — Pfizer)

ReviEw DATE: 10/28/2020

OVERVIEW

Vyndagel and Vyndamayx, selective stabilizers of transthyretin (TTR), are indicated for the treatment of the
cardiomyopathy of wild-type or hereditary TTR-mediated amyloidosis (ATTR-CM) in adults to reduce
cardiovascular mortality and cardiovascular-related hospitalization.! Studies excluded patients with New
York Heart Association class IV disease.?

Disease Overview

In ATTR-CM, there is misfolding of the TTR protein resulting in accumulation of amyloid in the heart
causing thickening of both ventricles.?® ATTR-CM may be suspected following cardiac imaging (e.g.,
echocardiogram, cardiac magnetic imaging). Subsequent testing (e.g., scintigraphy or biopsy) confirms the
diagnosis of ATTR-CM. Endomyocardial biopsy is almost 100% sensitive for diagnosis of transthyretin
amyloidosis and is the gold standard for diagnosis. Biopsy can confirm if ATTR-CM is due to a hereditary
mutant variant of TTR vs. an acquired wild-type variant. In patients with confirmed cardiac amyloidosis,
TTR gene sequencing aids in treatment decisions and is necessary for genetic counseling in relatives of
patients with a TTR variant. Although many mutations have been identified, mutation of V1221 is the most
common in the US. This mutation is present in 3% to 4% of African Americans and is associated with
amyloid cardiomyopathy. Vyndagel and Vyndamax bind to TTR at the thyroxine binding sites and stabilize
the tetramer. This slows dissociation into monomers, which is the rate-limiting step in the amyloidogenic
process.!
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Guidelines

The Cleveland Clinic amyloidosis center has an update on the diagnosis and treatment of cardiac
amyloidosis (2017), published prior to approval of Vyndagel and Vyndamax in the US.> Treatment of
ATTR-CM focuses on management of cardiac symptoms and treating the underlying disease. Liver
transplantation is a potential treatment for the hereditary mutant variant of TTR but not for wild-type
disease. Heart transplantation (sometimes in combination with liver transplantation) is a treatment option
for patients with both wild-type and hereditary variants of ATTR-CM. Although limited data are available,
the following three pharmacologic classes were discussed for treatment or future treatment of the
underlying ATTR-CM disease process: 1) agents that block TTR synthesis; 2) therapies that stabilize the
TTR tetramer (e.g., tafamidis, diflunisal); and 3) agents that disrupt and clear the ATTR amyloid fibril (e.qg.,
doxycycline).

PoLICcY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of tafamidis products (Vyndagel and
Vyndamax). Because of the specialized skills required for evaluation and diagnosis of patients treated with
Vyndagel and Vyndamax as well as the monitoring required for adverse events and long-term efficacy,
initial approval requires the agent to be prescribed by or in consultation with a physician who specializes
in the condition being treated. All approvals are provided for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Vyndagel and Vyndamax is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Cardiomyopathy of Wild-Type or Hereditary Transthyretin Amyloidosis. Approve for 1 year if
the patient meets ALL of the following (A, B, C, D, and E):
A) Patient is 18 years of age or older; AND
B) The diagnosis was confirmed by one of the following (i, ii, or iii):
i. Atechnetium pyrophosphate scan (i.e., nuclear scintigraphy); OR
ii. Amyloid deposits are identified on cardiac biopsy; OR
iii. Patient had genetic testing which, according to the prescriber, identified a transthyretin (TTR)
mutation; AND
Note: Examples of TTR mutations include Val122Ile mutation and Thr60Ala mutation. If the
patient has wild-type amyloidosis, this is not a TTR mutation.
C) Diagnostic cardiac imaging has demonstrated cardiac involvement; AND
Note: Examples of cardiac imaging include echocardiogram and cardiac magnetic imaging.
Examples of cardiac involvement on imaging include increased thickness of the ventricular wall or
interventricular septum.
D) Patient has heart failure, but does not have New York Heart Association class IV disease; AND
E) The medication is prescribed by or in consultation with a cardiologist or a physician who specializes
in the treatment of amyloidosis.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
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Coverage of Tafamidis products (Vyndagel and Vyndamax) is not recommended in the following
situations:

15. Concomitant Use With Onpattro (patisiran lipid complex intravenous infusion) or Tegsedi

16.

17.

(inotersen subcutaneous injection). There are no data supporting the safety and efficacy of
concurrent use with Vyndagel/VVyndamax. The Vyndagel/VVyndamax pivotal trial, which took place
prior when Onpattro and Tegsedi were under investigation for amyloidosis, did not include patients
who were taking investigational drugs. The pivotal trials for Onpattro and Tegsedi did not allow
concurrent use of tetramer stabilizers (e.g., tafamidis, diflunisal). A Phase Il open-label extension
study, included 13 patients who were treated with concomitantly with Onpattro and tafamidis.’
Following 24 months of treatment, there was not significant difference in the median serum TTR
percent change from baseline with comcomitant Onpattro and tafamidis (-80%) vs. Onpattro
monotherapy (-88%).

Concurrent Use of Vyndagel and Vyndamax. There are no data available to support concomitant
use.

Polyneuropathy of Hereditary Transthyretin-Mediated Amyloidosis (hATTR) [Note: For
patients with hATTR and cardiomyopathy or mixed phenotype {concurrent cardiomyopathy and
polyneuropathy}, refer to FDA-Approved Indication, above]. Neither VVndagel nor Vyndamax are
indicated for treatment of symptoms of polyneuropathy associated with hATTR.
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18. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.

REFERENCES

1. Vyndagel and Vyndamax [prescribing information]. New York, NY: Pfizer; May 2019.

2. Maurer MS, Schwartz JH, Gundapaneni B, et al. Tafamidis treatment for patients with transthyretin amyloid cardiomyopathy.
N Engl J Med. 2018;379(11):1007-1016.

3. Maurer MS, Elliott P, Merlini G, et al. Design and rationale of the Phase 3 ATTR-ACT clinical trial (tafamidis in transthyretin
cardiomyopathy clinical trial). Circ Heart Fail. 2017;10(6).

4. Maurer MS, Bokhari S, Damy T, et al. Expert consensus recommendations for the suspicion and diagnosis of transthyretin
cardiac amyloidosis. Circ Heart Fail. 2019 Sep;12(9):e006075.

5. Donnelly JP, Hanna M. Cardiac amyloidosis: an update on diagnosis and treatment. Cleve Clin J Med. 2017;84(12 Suppl
3):12-26.

6. Siddigi OK, Ruberg FL. Cardiac amyloidosis: an update on pathophysiology, diagnosis, and treatment. Trends Cardiovasc
Med. 2018;28(1):10-21.

7. Lin H, Merkel M, Hale C, Marantz JL. Experience of patisiran with transthyretin stabilizers in patients with hereditary
transthyretin-mediated amyloidosis. Neurodegener Dis Manag. 2020;10(5):289-300.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 05/15/2019
Early Annual Cardiomyopathy of Wild-Type or Hereditary Transthyretin Amyloidosis: 10/23/2019
Revision Remove the requirement for genetic testing as a requirement. Add genetic testing as
an alternative to nuclear scan or cardiac biopsy to confirm the diagnosis in patients
with a TTR mutation (does not apply for patients with wild-type amyloidosis).
Annual Revision | No criteria changes. 10/28/2020
PRIOR AUTHORIZATION POLICY
PoLicy: Amyloidosis — Tegsedi Utilization Review Medical Policy

e  Tegsedi® (inotersen injection for subcutaneous use — lonis/Akcea Therapeutics)

REVIEW DATE: 10/28/2020

OVERVIEW

Tegsedi, an antisense oligonucleotide indicated for treatment of adults with polyneuropathy of hereditary
transthyretin-mediated amyloidosis (hAATTR).! hATTR is a rare, inherited, rapidly-progressive, debilitating, life-
threatening disease.?? It is a multisystem condition caused by mutation in the transthyretin (TTR) gene that results in
misfolded TTR protein accumulation (as amyloid) in the nerves, heart, and other areas of the body. Tegsedi binds to
TTR messenger RNA, causing degradation of mutant and wild-type TTR mRNA. This reduces serum TTR protein
and TTR protein deposits in tissues.*

Guidelines

A European consensus for diagnosis, management, and treatment of transthyretin familial amyloid polyneuropathy
(2016) was published prior to approval of Tegsedi and Onpattro.? Symptomatic management associated with sensory-
motor neuropathy and autonomic dysfunction should be started at diagnosis. This may include painkillers,
antidiarrheal drugs, treatment of symptomatic orthostatic hypotension, diuretics for heart failure, prophylactic
pacemaker implantation for conduction disorders, and/or vitrectomy/trabeculectomy for ocular amyloidosis or
glaucoma. Tetramer stabilizers (tafamidis and diflunisal) are mentioned as treatment options that slow the rate of
amyloidogenesis by preventing the dissociation, misfolding, and misassembly of mutated TTR. Tafamidis is
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recommended for use in patients with Stage 1 disease. Those presenting with Stage 2 disease are recommended for a
clinical trial with an antisense oligonucleotide, small interfering RNA, doxycycline-tauroursodeoxycholic acid, or off-
label use of diflunisal. For the clinical symptoms associated with neuropathic pain due to hATTR, pregabalin,
gabapentin, amitriptyline, and duloxetine are potential treatments.>® Prior to the availability of drug therapies, liver
transplantation (which removes the main source of mutated TTR) was the only treatment option for hRATTR.?

Safety

Tegsedi has a Boxed Warning regarding sudden and unpredictable thrombocytopenia which may be life-threatening.*
It is contraindicated in patients with a platelet count less than 100 x 10%/L. Based on monitoring, Tegsedi may need
to be interrupted or discontinued. Following discontinuation, continue to monitor platelet counts for 8 weeks (or
longer if platelet count is less than 100 x 10%L). Tegsedi also has a Boxed Warning regarding glomerulonephritis,
which may require immunosuppressive treatment and may lead to dialysis-dependent renal failure. Due to the risks
and frequent monitoring for both serious bleeding caused by severe thrombocytopenia and because of
glomerulonephritis, Tegsedi is only available through a restricted distribution program under the Tegsedi REMS (Risk
Evaluation and Mitigation Strategy).

PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Tegsedi. All approvals are provided for the
duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated with
Tegsedi as well as the monitoring required for adverse events and long-term efficacy, approval requires Tegsedi to be
prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Tegsedi is recommended in those who meet the following criteria:

FDA-Approved Indication

1. Polyneuropathy of Hereditary Transthyretin—Mediated Amyloidosis (hRATTR). Approve for 1 year if the

patient meets ALL of the following (A, B, C, D, E, and F):

A) Patient is > 18 years of age; AND

B) Patient has a transthyretin (TTR) mutation as confirmed by genetic testing; AND

C) Patient has symptomatic polyneuropathy; AND
Note: Examples of polyneuropathy include reduced motor strength/coordination, and impaired sensation
(e.g., pain, temperature, vibration, touch). Examples of assessments for symptomatic disease include history
and clinical exam, electromyography, or nerve conduction velocity testing.

D) Patient has tried or is currently receiving at least one systemic agent for symptoms of polyneuropathy from
one of the following pharmacologic classes: a gabapentin-type product, duloxetine, or a tricyclic
antidepressant; AND
Note: Examples of gabapentin-type products include gabapentin (Neurontin) and pregabalin (Lyrica).
Examples of tricyclic antidepressants include amitriptyline and nortriptyline.

E) Patient does not have a history of liver transplantation; AND

F) The medication is prescribed by or in consultation with a neurologist, geneticist, or a physician who
specializes in the treatment of amyloidosis.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Tegsedi is not recommended in the following situations:

19. Concomitant Use With Onpattro (patisiran lipid complex intravenous infusion) or a Tafamidis Product.
Note: Examples of tafamidis products are Vyndagel and Vyndamax. There are insufficient data supporting the
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20.

safety and efficacy of concurrent use of these agents for ATTR-PN. The Vyndagel/Vyndamax pivotal trial, which
took place prior when Onpattro and Tegsedi were under investigation for amyloidosis, did not include patients
who were taking investigational drugs. The pivotal trials for Onpattro and Tegsedi did not allow concurrent use
of tetramer stabilizers (e.g., tafamidis, diflunisal). There is a Phase 11 open-label extension study (h = 27) using
Onpattro that included 13 patients who were treated concomitantly with tafamidis.” Following 24 months of
treatment, there was no significant difference in the median serum TTR percent change from baseline with
concomitant Onpattro and tafamidis (-80%) vs. Onpattro monotherapy (-88%).

Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria. Criteria
will be updated as new published data are available.

REFERENCES
1. Tegsedi injection [prescribing information]. Carlshad, CA: lonis/Akcea Therapeutics; July 2020.
2. Adams D, Suhr OB, Hund E, et al. First European consensus for diagnosis, management, and treatment of transthyretin
familial amyloid polyneuropathy. Curr Opin Neurol. 2016;29 Suppl 1:514-26.
3. Gertz MA, Benson MD, Dyck PJ, et al. Diagnosis, prognosis, and therapy of transthyretin amyloidosis. J Am Coll Cardiol.
2015;66(21):2451-2466.
4. Onpattro injection [prescribing information. Cambridge, MA: Alnylam Pharmaceuticals, Inc.; September 2019.
5. Ando Y, Coelho T, Berk JL. Guideline of transthyretin-related hereditary amyloidosis for clinicians. Orphanet J Rare Dis.
2013;8:31.
6. Kristen AV, Ajroud-Driss S, Conceicdo I, et al. Patisiran, an RNAI therapeutic for the treatment of hereditary transthyretin-
mediated amyloidosis. Neurodegener Dis Manag. 2019;9(1):5-23.
7. Lin H, Merkel M, Hale C, Marantz JL. Experience of patisiran with transthyretin stabilizers in patients with hereditary
transthyretin-mediated amyloidosis. Neurodegener Dis Manag. 2020;10(5):289-300.
HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 10/10/2018
Update 10/30/2018: For hereditary transthyretin-mediated amyloidosis, remove the word N/A
“documentation” from criterion that requires genetic testing for the transthyretin
(TTR) gene mutation. This edit is intended to clarify that documentation is not
required to be submitted for approval.
Annual Revision Polyneuropathy of Hereditary Transthyretin-Mediated Amyloidosis: Duloxetine 10/16/2019
was added as a systemic agent that may be tried prior to Tegsedi.
Conditions Not Recommended for Approval: Concomitant use with Onpattro or
tafamidis products was added to the list of conditions not recommended for coverage.
Annual Revision | Polyneuropathy of Hereditary Transthyretin-Mediated Amyloidosis: To align 10/28/2020
with the approved labeling, criteria for symptomatic disease was reworded to require
polyneuropathy (previously required peripheral neuropathy).  Clinical exam,
electromyography, or nerve conduction velocity testing were added as examples of
assessments to confirm systematic disease. A criterion was also added to require that
the patient does not have a history of liver transplantation.

PRIOR AUTHORIZATION PoLICY

PoLicy: Antibiotics — Linezolid (Zyvox), Sivextro Prior Authorization Policy

e Linezolid tablets, oral suspension (Zyvox" — Pfizer, generics)
e Sivextro” (tedizolid phosphate tablets — Cubist Pharmaceuticals)

RevieEw DATE: 10/14/2020

OVERVIEW
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Linezolid (Zyvox) and Sivextro are synthetic oxazolidinone antimicrobial agents.}? Both agents have
clinical utility in the treatment of infections caused by aerobic Gram-positive bacteria. Cross-resistance
between linezolid or Sivextro and other classes of antibiotics is unlikely because the mechanism of action
for both of these agents differs from that of other antibacterial agents.

Linezolid is indicated in adults and children for the treatment of the following infections caused by

susceptible strains of the designated microorganisms:*

o Community-acquired pneumonia (CAP), caused by S. pneumoniae, including cases with concurrent
bacteremia, or S. aureus (MSSA only);

e Complicated skin and skin structure infections (cSSTIs), including diabetic foot infections, without
concomitant osteomyelitis caused by S. aureus (MSSA and MRSA), Streptococcus pyogenes, or
Streptococcus agalactiae. Zyvox has not been studied in the treatment of decubitus ulcers;

¢ Nosocomial pneumonia, caused by Staphylococcus aureus (methicillin-susceptible [MSSA] and
methicillin-resistant strains [MRSA]), or Streptococcus pneumoniae;

o Uncomplicated skin and skin structure infections (SSTIs), caused by S. aureus (MSSA only) or
S. pyogenes;

e Vancomycin-resistant Enterococcus faecium (VRE) infections, including cases with concurrent
bacteremia.

Sivextro is indicated for the treatment of acute bacterial skin and skin structure infections (ABSSSI) in
adults and pediatric patients > 12 years of age that are caused by susceptible isolates of the following Gram-
positive microorganisms: S. aureus (MRSA and MSSA), S. pyogenes, S. agalactiae, Streptococcus
anginosus Group (including S. anginosus, Streptococcus intermedius, and Streptococcus constellatus), and
Enterococcus faecalis.?

Although linezolid and Sivextro are indicated for susceptible strains of MSSA and drug-resistant strains of
S. pneumoniae in some situations, it is not the optimal drug or drug of first-choice for these
microorganisms.®* Other antibiotics may be used. In efforts to reduce the development of drug-resistant
bacteria and maintain effectiveness of linezolid and Sivextro, both antibiotics should be used only to treat
infections that are proven or strongly suspected to be caused by susceptible bacteria.>? When culture and
susceptibility information are available, they should be considered in selecting or modifying antibacterial
therapy. In the absence of such data, local epidemiology and susceptibility patterns may contribute to the
empiric selection of therapy.
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Guidelines

Diabetic Foot Infections

A clinical practice guideline for the diagnosis and treatment of diabetic foot infections (Infectious Diseases
Society of America [IDSA] 2012) notes that diabetic foot infections of moderate severity may be treated
with oral or initial parenteral therapy, while severe infections should be treated with parenteral therapy.®
Linezolid, Cubicin® (daptomycin injection), and intravenous (IV) vancomycin are listed as therapy options
for infections caused by MRSA (linezolid is the only oral therapy in this grouping).

Infective Endocarditis

Treatment guidelines, from the American Heart Association and endorsed by the IDSA (2015), recommend
linezolid as a treatment option for patients with infective endocarditis caused by Enterococcus species that
is resistant to penicillin, aminoglycosides, and vancomycin.®

MRSA

The 2011 IDSA guidelines for the treatment of MRSA infections recognize linezolid as a treatment option
for other infections including infections of the central nervous system (e.g., meningitis, brain abscess),
osteomyelitis, and septic arthritis.>

Pneumonia

Guidelines from the American Thoracic Society (ATS) and IDSA (2016) recommend that MRSA hospital-
acquired pneumonia (HAP) or ventilator-associated pneumonia (VAP) be treated with either vancomycin
or linezolid rather than other antibiotics or other antibiotic combinations.* The choice between vancomycin
and linezolid may be guided by patient-specific factors such as blood cell counts, concurrent prescriptions
for serotonin-reuptake inhibitors, renal function, and cost. The available evidence indicates that
vancomycin and linezolid are roughly similar and no alternative agent or regimen is clearly superior to
these two products. Guidelines from the IDSA/ATS (2019) for CAP recommend vancomycin or linezolid
for the treatment of community-acquired MRSA.® In addition, the Pediatric Infectious Disease Society and
the IDSA guidelines (2011) for the treatment of CAP in infants and children > 3 months of age recommend
linezolid as an alternative to vancomycin for treatment of MRSA, and as an alternative to ceftriaxone for
the treatment of S. pneumoniae resistant to penicillin.®

Skin and Soft Tissue Infections (SSTIs)

According to the IDSA guidelines (2014) for the diagnosis and management of SSTIs, for mild nonpurulent
(i.e., necrotizing infection, cellulitis, erysipelas) SSTI, oral antibiotics such as penicillin VK, cephalosporin,
dicloxacillin, or clindamycin can be used.” For moderate nonpurulent SSTI, IV antibiotics such as
penicillin, ceftriaxone, cefazolin, or clindamycin are recommended. For moderate purulent SSTIs, empiric
treatment can be started with trimethoprim/sulfamethoxazole (TMP/SMX) or doxycycline. For MRSA
infections, TMP/SMX is the recommended therapy. Cephalexin or dicloxacillin are usually effective for
MSSA infections. For severe purulent SSTI, empiric therapy with IV vancomycin, Cubicin, linezolid,
Vibativ® (telavancin powder for injection), or Teflaro® (ceftaroline powder for injection) are recommended.
All of these agents are active against MRSA strains. For severe purulent SSTI caused by MSSA, therapy
can be switched to nafcillin, cefazolin, or clindamycin.

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 30

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of linezolid and Sivextro. All
approvals are provided for the duration noted below. In cases where approval is in months, 1 month is
equal to 30 days.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
A. Coverage of linezolid is recommended in those who meet one of the following criteria:
FDA-Approved Indications
1. Vancomycin-Resistant Enterococcus (VRE) Species Infection, Treatment. Approve for 1 month.
2. Methicillin-Resistant Staphylococcus Species Infection, Treatment. Approve for 1 month.
Other Uses with Supportive Evidence
3. Continuation of Linezolid Therapy. Approve for 1 month in patients who meet ONE of the following
criteria (a or b):
a) Patient is transitioning from intravenous (I1V) linezolid or IV vancomycin to oral linezolid therapy;
OR

b) Patient was started on oral linezolid in an inpatient facility and is continuing therapy.

4. Treatment of an Infection that is Resistant to Other Antibiotics, but the Organism is Sensitive to
Linezolid. Approve for 1 month.

5. There is Insufficient Information Available to Make a Determination Regarding Coverage and
the Prescriber or Representative Cannot be Contacted. Approve for up to 2 weeks of therapy.

To avoid delays or disruption in therapy for the patient, if there is insufficient information available to
make a determination regarding coverage and the prescriber or representative of the prescriber cannot
be contacted, approve linezolid for up to 2 weeks.

B. Coverage of Sivextro is recommended in those who meet one of the following criteria:

FDA-Approved Indications

1. Acute Bacterial Skin and Skin Structure Infections (ABSSSI) Caused by Methicillin-Resistant
Staphylococcus aureus (MRSA), Selected Streptococcus Species (i.e., Streptococcus pyogenes,

Streptococcus agalactiae, Streptococcus anginosus Group) and Enterococcus faecalis. Approve for
up to 6 days of therapy.

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 31

Other Uses with Supportive Evidence

2.

Continuation of Sivextro Therapy in the Outpatient Setting. Approve for up to 6 days of therapy
in patients transitioning from Sivextro IV therapy to oral therapy.

There is Insufficient Information Available to Make a Determination Regarding Coverage and
the Prescriber or Representative Cannot be Contacted. Approve for up to 6 days of therapy.

To avoid delays or disruption in therapy for the patient, if there is insufficient information available to
make a determination regarding coverage and the prescriber or representative of the prescriber cannot
be contacted, approve Sivextro. Since the available data for Sivextro only supports up to 6 days of
therapy for the ABSSSI indication, we are limiting approval to this duration.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of linezolid and Sivextro is not recommended in the following situations:

21. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria

for both linezolid and Sivextro. Criteria will be updated as new published data are available.
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PRIOR AUTHORIZATION PoLicy

PoLIcy:  Antibiotics — Synercid® (quinupristin and dalfopristin powder for injection — Pfizer)

DATE REVIEWED: 06/10/2020

OVERVIEW
Synercid is a combination of two streptogramin antibiotics, quinupristin and dalfopristin mixed in a 30:70 ratio.*
Dalfopristin and quinupristin work synergistically in the bacterial ribosome where it inhibits early and late phase
protein synthesis, respectively. Synercid is bactericidal against methicillin-susceptible and methicillin-resistant
staphylococci.

Synercid is indicated in adults for the treatment of complicated skin and skin structure infections caused by
Staphylococcus aureus (methicillin-susceptible) or Streptococcus pyogenes.t To reduce the development of drug-
resistant bacteria and maintain effectiveness of Synercid, it should only be used to treat or prevent infections that are
proven or strongly suspected to be caused by susceptible bacteria. Synercid should be continued for a minimum of 7
days for the treatment of complicated skin and skin structure infections.

Guidelines

Skin and Soft Tissue Infections (SSTIs)

According to the IDSA guidelines (2014) for the diagnosis and management of SSTIs, for mild nonpurulent (i.e.,
necrotizing infection, cellulitis, erysipelas) SSTI, oral antibiotics such as penicillin VK, cephalosporin, dicloxacillin,
or clindamycin can be used.? For moderate nonpurulent SSTI, IV antibiotics such as penicillin, ceftriaxone, cefazolin,
or clindamycin are recommended. For moderate purulent SSTIs, empiric treatment can be started with
trimethoprim/sulfamethoxazole (TMP/SMX) or doxycycline. For methicillin-resistant Staphylococcus aureus
(MRSA) infections, TMP/SMX is the recommended therapy. Cephalexin or dicloxacillin are usually effective for
methicillin-susceptible Staphylococcus aureus (MSSA) infections. For severe purulent SSTI, empiric therapy with
IV vancomycin, Cubicin, Zyvox, Vibativ® (telavancin powder for injection), or Teflaro® (ceftaroline powder for
injection) are recommended. All of these agents are active against MRSA strains. For severe purulent SSTI caused
by MSSA, therapy can be switched to nafcillin, cefazolin, or clindamycin. Synercid is recommended as an alternative
in patients with severe penicillin hypersensitivity for the treatment of necrotizing infections of the skin, fascia, and
muscle.

Other Uses With Supportive Evidence

In pooled data from two prospective, emergency-use studies conducted simultaneously, the safety and efficacy of
Synercid was assessed in the treatment of patients (n = 396) with infections caused by vancomycin-resistant
Enterococcus faecium infection and other gram-positive bacteria.® The most common types of infection were intra-
abdominal, bacteremia, and urinary tract infections. Patients received Synercid 7.5 mg/kg intravenously (V) once
every 8 hours for a mean of 14.5 + 10.7 days (range, 1 day to 108 days). The clinical success rate was 73.6% and the
microbiologic success rate was 70.5% in the evaluable population. In another prospective, emergency-use study, the
safety and efficacy of Synercid was assessed in the treatment of patients (n = 396) with infections caused by
vancomycin-resistant Enterococcus faecium infection.* Bacteremia, intra-abdominal, and skin and skin-structure
infections were the most common types of infection. Patients received Synercid 7.5 mg/kg IV every 8 hours for a
mean of 13.7 + 11 days. In the evaluable population, the clinical response rate was 68.8% and the microbiologic
response rate was 68.0%. In an open-label trial, patients with nosocomial pneumonia caused by gram-positive bacteria
were randomized to Synercid 7.5 mg/kg IV every 8 hours (n = 150) for a mean of 10.1 + 4.0 days or vancomycin 1
gm every 12 hours (n = 148) for a mean of 9.5 + 4.1 days.5 In the bacteriologically evaluable group, clinical success
was achieved by 56.3% of the patients receiving Synercid and in 58.3% of the patients receiving vancomycin
(difference -2.0%; 95% confidence interval [CI]: -16.8%, 12.8%).
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POLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Synercid. All approvals are provided for the
duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30 days.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Synercid is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Skin and Skin Structure Infections, Complicated. Approve for 1 month if the patient meets the
following criteria (A and B):
A) The patient has an infection that is proven or strongly suspected to be caused by Staphylococcus
aureus (methicillin-susceptible) or Streptococcus pyogenes; AND
B) The patient has severe penicillin hypersensitivity.

Other Uses with Supportive Evidence

2. Treatment of an Infection Caused by a Microorganism that is Resistant to At Least Two Other
Antibiotics, but the Organism is Sensitive to Synercid. Approve for 1 month.

3. Continuation of Synercid Therapy. Approve for 1 month if the patient was started on Synercid and
is continuing a course of therapy.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Synercid has not been shown to be effective, or there are limited or preliminary data or potential safety concerns that
are not supportive of general approval for the following conditions.

2. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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PRIOR AUTHORIZATION PoLicy

PoLicy: Antibiotics — Vancomycin Capsules Prior Authorization Policy
¢ Vancocin® (vancomycin capsules — Ani Pharmaceuticals; generics)

ReEVIEwW DATE:  08/19/2020

OVERVIEW

Vancomycin capsules, an antimicrobial, are indicated for the treatment of Clostridiodes difficile- (formerly
known as Clostridium difficile)-associated diarrhea and for the treatment of enterocolitis caused by
Staphylococcus aureus (including methicillin-resistant strains).! The usual duration of therapy for the
treatment of C. difficile-associated diarrhea in adults is 10 days and for pediatric patients, the duration is
typically 7 to 10 days. The usual duration of therapy for the treatment of Staphylococcal enterocolitis in
adults is 7 to 10 days.

PoLICcY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of vancomycin capsules when being
used in a compounded formulation for foot baths or other formulations co-formulated with one or more of
the following: topical clindamycin products, topical clotrimazole products, topical ketoconazole products,
and/or topical mupirocin products. All approvals are provided for the duration noted below.

Automation: This Prior Authorization policy will apply to vancomycin capsules when there is a
prescription history of topical clindamycin products, topical clotrimazole products, topical ketoconazole
products, and/or topical mupirocin products in the past 180 days. Prescriptions for vancomycin capsules

without a claims history for topical clindamycin, topical clotrimazole, topical ketoconazole, and/or topical
mupirocin products in the past 180 days are excluded from the Prior Authorization policy.

RECOMMENDED AUTHORIZATION CRITERIA

Coverage of vancomycin capsules is recommended in those who meet the following criteria:
FDA-Approved Indications

1. Clostridiodes Difficile — Associated Diarrhea. Approve for 2 weeks.

2. Enterocolitis — Caused by Staphylococcus aureus. Approve for 2 weeks.
CONDITIONS NOT RECOMMENDED FOR APPROVAL

Coverage of vancomycin capsules is not recommended in the following situations.

22. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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REFERENCES
8. Vancomycin capsules [prescribing information]. Lake Forest, IL: Akorn, Inc.; August 2017.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 08/21/2019
Update 9/12/2019: Removed the formulations within the parentheses (Policy NA

Statement and Automation): topical clindamycin products (gel, lotion,
solution), topical clotrimazole products (cream or solution), topical
ketoconazole products (cream, foam, or gel), and topical mupirocin products
(cream or ointment) such that the specific formulations are not listed. Revised
wording: topical clindamycin products, topical clotrimazole products, topical
ketoconazole products, and topical mupirocin products.

Annual revision No criteria changes. 08/19/2020

NA — Not applicable.
PRIOR AUTHORIZATION POLICY

PoLicy: Antibiotics — Xifaxan Prior Authorization Policy
e  Xifaxan® (rifaximin tablets — Salix Pharmaceuticals)

REVIEW DATE:  11/18/2020

OVERVIEW
Xifaxan, a rifamycin antibiotic, is indicated for the following uses:*
e Hepatic encephalopathy, to reduce the risk of overt disease in adults.
e Irritable bowel syndrome (IBS) with diarrhea, in adults.
e Traveler’s diarrhea, caused by noninvasive Escherichia coli in patients > 12 years of age.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of Xifaxan and other antibacterial
drugs, Xifaxan when used to treat infection should be used only to treat or prevent infections that are proven or strongly
suspected to be caused by susceptible bacteria.® When culture and susceptibility information are available, they should
be considered in selecting or modifying antibacterial therapy. In the absence of such data, local epidemiology and
susceptibility patterns may contribute to the empiric selection of therapy.

Limitations of Use: Xifaxan should not be used in patients with diarrhea complicated by fever or blood in the stool
or diarrhea due to pathogens other than E. coli.!

Clinical Efficacy

The efficacy of Xifaxan for the treatment of small intestinal bacterial overgrowth (SIBO) was established in four
clinical trials.>* In two prospective, parallel-group trials, the efficacy of Xifaxan was assessed in 170 patients with a
diagnosis of SIBO established with a glucose breath test (GBT).2* Patients were randomized to rifaximin 600 mg/day,
800 mg/day, 1,200 mg/day, or 1,600 mg/day for 7 days. One month after treatment, the GBT normalization rate was
58% to 60% with 1,200 mg/day and 80% with 1,600 mg/day. In a clinical trial, 142 patients with SIBO were
randomized to Xifaxan 1,200 mg/day or metronidazole 750 mg/day, both given for 7 days.* The GBT normalization
rate, 1 month after treatment, was significantly higher with Xifaxan compared with metronidazole (63.4% vs. 43.7%
odds ratio: 1.50; 95% confidence interval: 1.14, 4.38; P < 0.05). In a prospective trial, 50 consecutive children (mean
age: 9.9 years; range: 3.2 to 15 years) with IBS were screened for SIBO.® There were 33 patients with SIBO and all
patients were treated with rifaximin 600 mg/day for 7 days. Normalization of the lactulose breath test occurred in
64% of the patients with SIBO.
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Policies

Guidelines

Hepatic Encephalopathy: The American Association for the Study of Liver Diseases and the
European Association for the Study of the Liver (AASLD/EASL) developed practice guidelines
for the management of hepatic encephalopathy (2014).6 The AASLD/ESLD guidelines state that
Xifaxan add-on to lactulose is effective for the prevention of overt hepatic encephalopathy and for
the prevention of recurrent episodes of hepatic encephalopathy after the second episode.

Irritable Bowel Syndrome with Diarrhea (IBS-D): The American College of Gastroenterology
(ACG) guidelines for the management of IBS (2018) suggest Xifaxan to reduce the global
symptoms of IBS and to reduce bloating in non-constipated IBS patients.” In addition, the
American Gastroenterological Association (AGA) guidelines on the management of IBS (2014)
suggest Xifaxan over no drug treatment for patients with IBS-D.®

Small Intestine Bacterial Overgrowth: Clinical guidelines from the ACG (2020) list Xifaxan
550 mg three times daily as a suggested antibiotic for the treatment of SIBO.® ACG also states that
the diagnosis of SIBO can be made with breath testing (glucose hydrogen or lactulose hydrogen),
or by small bowel aspiration and culture. In addition, practice guidelines from the AGA (2020) list
Xifaxan 800 — 1,200 mg/day as an option for the treatment of SIBO.%°

Travelers’ Diarrhea: The Centers for Disease Control and Prevention (CDC) Yellow Book —
Health Information for International Travel (2020) state that Xifaxan may be used for the treatment
of moderate, noninvasive travelers’ diarrhea and may be used for the treatment of severe,
nondysenteric travelers’ diarrhea.!! In addition, guidelines developed by an expert panel (2017)
state that Xifaxan is appropriate for moderate or severe, nondysenteric travelers’ diarrhea, and when
indicated for the prophylaxis of travelers’ diarrhea.*?

POLICY STATEMENT
Prior Authorization is recommended for prescription benefit coverage of Xifaxan. All approvals are provided for the

duration

noted below. In cases where the approval is authorized in months, 1 month is equal to 30 days.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA

FDA-Approved Indications

4. Hepatic Encephalopathy. Approve Xifaxan 550 mg tablets for 6 months if the patient meets the
following criteria (A, B, and C):

A)
B)
C)

Patient is > 18 years of age; AND
According to the prescriber, the patient has previously had overt hepatic encephalopathy; AND
Xifaxan will be used concomitantly with lactulose.

5. Irritable Bowel Syndrome with Diarrhea. Approve Xifaxan 550 mg tablets for 14 days if the patient

s>

18 years of age.

6. Traveler’s Diarrhea. Approve Xifaxan 200 mg tablets for 3 days if the patient meets the following
criteria (A, B, and C):

A)
B)
C)

Patient is > 12 years of age; AND
According to the prescriber, the patient is afebrile; AND
According to the prescriber, the patient does not have blood in the stool.
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Other Uses with Supportive Evidence

4.

Small Intestine Bacterial Overgrowth: Approve Xifaxan (either strength) for 14 days if small
intestine bacterial overgrowth is diagnosed by ONE of the following criteria (A, B or C):

A) Glucose hydrogen breath test; OR

B) Lactulose hydrogen breath test; OR
C) Small bowel aspiration and culture.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Xifaxan is not recommended in the following situations:

3. Helicobacter pylori Infection. There are limited data assessing the efficacy of Xifaxan in the treatment
of H. pylori infection in adults.”® The available studies are small, of poor quality, and none of the
studies were conducted in the United States. In addition, treatment guidelines from the American
College of Gastroenterology do not address the use of Xifaxan for the treatment of H. pylori.

4. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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e Arikayce® (amikacin liposome inhalation suspension for oral inhalation — Insmed)

REVIEW DATE:  10/28/2020

OVERVIEW

Avrikayce is indicated for the treatment of Mycobacterium avium complex (MAC) lung disease, in adults who have
limited or no alternative treatment options, as part of a combination antibacterial regimen in patients who do not
achieve negative sputum cultures after at least six consecutive months of a background multidrug regimen (MDR)
therapy.! As only limited clinical safety and efficacy data is available, reserve Arikayce for adults with limited or no
other treatment options.

This indication is approved under accelerated approval based on achieving sputum culture conversion (defined as
three consecutive negative monthly sputum cultures) by Month 6.

Limitation of Use: Arikayce has only been studied in patients with refractory MAC lung disease defined as not
achieving culture negativity after at least 6 months of background MDR treatment.! Arikayce is not recommended in
patients with non-refractory MAC lung disease.

Disease Overview

Nontuberculous mycobacteria (NTM) are ubiquitous environmental microorganisms that are routinely found in soil
and water, including both natural and treated water.2* In susceptible people, NTM can cause pulmonary and extra-
pulmonary disease.? MAC is by far, the most common NTM causing pulmonary nontuberculosis mycobacterial
disease (PNTM) with M. kansassii and M. abscessus the second and third most common causes of PNTM.2 The
prevalence is higher in women than men,?35 and in the Southeast and the West.> The prevalence of PNTM increases
with increasing age,® is associated with chronic obstructive pulmonary disease (COPD),* and 90% of the cases of
PNTM occur in Caucasians, followed by Asians/Pacific Islanders and Blacks in the US.? Studies from North America
have found the annual rate of isolation of NTM to range from 6 to 22 per 100,000 persons and the annual rate of
PNTM to range from 5 to 10 per 100,000 persons.®

Treatment recommendations for MAC lung disease are based on disease severity and previous therapies received and
almost all are three drug regimens.® For those with nodular/bronchiectatic disease or with fibrocavitary disease who
cannot tolerate daily treatment, a three times weekly (TIW), three-drug regimen is recommended. The TIW regimen
consists of azithromycin 500 to 600 mg or clarithromycin 1,000 mg, ethambutol 25 mg/kg, and rifampin 600 mg. For
select patients with nodular/bronchiectatic disease (mild disease, medication intolerance, or goal of therapy is disease
suppression), a two drug regimen consisting of azithromycin or clarithromycin plus ethambutol daily is acceptable.
For patients with fibrocavitary disease or severe nodular/bronchiectatic disease, daily administration of azithromycin
250 to 300 mg or clarithromycin 500 to 1,000 mg, ethambutol 15 mg/kg, and rifampin 600 mg is recommended.
Treatment recommendations for patients with severe or previously treated disease include azithromycin 250 to 300
mg or clarithromycin 500 to 1,000 mg, ethambutol 15 mg/kg, and rifabutin 150 to 300 mg or rifampin 600 mg daily.
Intermittent IV amikacin or streptomycin are recommended for the first 2 to 3 months in patients with cavitary disease,
or previous treatment failure. Patients should be treated for 12 months beyond the time that the sputum cultures
convert to negative. For most patients conversion occurs within 6 months of initiation of treatment.

Guidelines

The American Thoracic Society (ATS), the European Respiratory Society (ERS), the European Society of Clinical
Microbiology and Infectious Disease (ESCMID), and the Infectious Disease Society of America (IDSA) developed
clinical practice guidelines for the treatment of nontuberculous mycobacterial pulmonary disease (2020 version).® The
guidelines recommend the addition of liposomal amikacin to guideline-based therapy, in patients with MAC
pulmonary disease who have failed treatment after > 6 months of treatment with guideline-based therapy. Liposomal
amikacin is not recommended for the initial treatment of MAC pulmonary disease.
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The US Cystic Fibrosis Foundation and the European Cystic Fibrosis Society (2016 version) developed consensus
recommendations on the treatment of NTM lung disease in which nebulized amikacin is listed as a treatment option
for MAC and M. abscessus lung disease in cystic fibrosis (CF) patients.” The guidelines recommend that inhaled
amikacin be used in conjunction with other NTM antibiotics.

Other Uses with Supportive Evidence

The efficacy of Arikayce in the treatment of Pseudomonas aeruginosa infection in CF patients has been assessed in
three studies.® In a Phase II1, randomized, open-label, non-inferiority study, 302 patients with CF were randomized
to Arikayce 590 mg once daily (QD) or tobramycin inhalation solution (TIS) 300 mg twice daily. Patients received
three cycles of treatment which consisted of 28 days on treatment followed by 28 days off treatment. The primary
endpoint of the study was the relative change from baseline to the end of the 24-week study in forced expiratory
volume in 1 second (FEV1). Secondary endpoints included change in FEV1 and forced expiratory volume % (FEV1
%) predicted at various time points, change in CF Questionnaire-Revised (CFQ-R), time to first exacerbation, change
in logio colony-forming units (CFU), and all-cause hospitalization. The improvement in least squares mean FEV; at
Day 168 was similar between Arikayce and TIS. The mean difference was -1.31% meeting the prespecified criteria
for non-inferiority (lower bound of the 95% CI > -5.0%). Change in FEV1 at the end of each treatment course (Day
28, 84, and 140) and change in FEV1 % predicted at the midpoint of cycle 1 (Day 14) and at the end of each treatment
course were similar between treatment groups. More patients receiving Arikayce experienced pulmonary
exacerbations compared with TIS; however, fewer patients required all-cause hospitalization. Change in CFQ-R was
similar between groups at the end of each treatment course. Mean reductions in P. aeruginosa logio CFU was similar
for Arikayce and TIS at Day 28 and at Day 140.

A pooled report included 24 patients from two Phase Ib/lla pharmacokinetic/pharmacodynamic studies with chronic
P. aeruginosa infection.® Patients received liposomal amikacin 500 mg QD by inhalation for 14 days. Statistically
significant changes from baseline to Days 7 and 14 were seen in FEV1, FEV1 % predicted, and forced expiratory flow
between 25% and 75% of forced vital capacity. Another report included pooled data from two dose-ranging studies
(one Phase 1b/lla and one Phase I1a) in patients with CF (n = 105) chronically infected with P. aeruginosa.® Patients
received 70, 140, 280 or 560 of liposomal amikacin or placebo QD for 28 days and followed for an additional 28 days.
In repeated-measures mixed-effect models, the 560 mg dose was associated with statistically significant improvements
in FEV4, and FEV1 % predicted and a reduction in logio CFUSs.

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Arikayce. All approvals are provided for the
duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated with
Avrikayce as well as the monitoring required for adverse events and long-term efficacy, approval requires Arikayce to
be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Arikayce is recommended in those who meet the following criteria:

FDA-Approved Indications

7. Mycobacterium avium Complex (MAC) Lung Disease. Approve for 1 year if the patient meets the
following criteria (A, B, C, and D):
A) Patient is > 18 years of age; AND
B) Patient has NOT achieved negative sputum cultures for Mycobacterium avium complex within the
past 3 months after completion of > 6 consecutive months of a background multidrug regimen;
AND
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Note: A multidrug regimen typically includes a macrolide (azithromycin or clarithromycin),
ethambutol, and a rifamycin (rifampin or rifabutin).

C) Arikayce will be used in conjunction to a background multidrug regimen; AND
Note: A multidrug regimen typically includes a macrolide (azithromycin or clarithromycin),
ethambutol, and a rifamycin (rifampin or rifabutin).

D) The medication is prescribed by a pulmonologist, infectious diseases physician or a physician who
specializes in the treatment of Mycobacterium avium complex lung infections.

Other Uses with Supportive Evidence

8.

Cystic Fibrosis. Approve for 1 year if the patient meets the following criteria (A and B):

A) Patient has Pseudomonas aeruginosa in culture of the airway (e.g., sputum culture, oropharyngeal
culture, bronchoalveolar lavage culture); AND

B) The medication is prescribed by or in consultation with a pulmonologist or a physician who
specializes in the treatment of cystic fibrosis.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Arikayce is not recommended in the following situations:

5. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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Annual Revision Removed cystic fibrosis from the list of Conditions Not Recommended for 10/23/2019
Approval and added it to Other Uses with Supportive Evidence.

Selected Revision Mycobacterium avium complex (MAC) lung disease: Added “within the past 3 06/24/2020
months after completion of” to the criteria for sputum cultures.
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PRIOR AUTHORIZATION PoLicy

PoLicy: Antibiotics (Inhaled) — Cayston® (aztreonam inhalation solution — Gilead Sciences)

DATE REVIEWED: 04/08/2020

OVERVIEW

Cayston (aztreonam) is a monobactam antibiotic which inhibits bacterial cell wall synthesis by binding to penicillin-
binding proteins in susceptible organisms, including Pseudomonas aeruginosa, leading to cell death.® The presence
of cystic fibrosis (CF) lung secretions does not reduce the activity of aztreonam.

Cayston is indicated to improve respiratory symptoms in CF patients with P. aeruginosa.! Safety and efficacy has not
been established in pediatric patients below the age of 7 years, in patients with forced expiratory volume in 1 second
(FEV1) < 25% or > 75% predicted, or in patients colonized with Burkholderia cepacia.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of Cayston and other antibiotics,
Cayston should be used to treat patients with CF known to have P. aeruginosa in the lungs.*

Disease Overview

CF is a complex, chronic, multi-organ, inherited disorder.? Lung disease accounts for nearly 85% of mortality in
patients with CF. Lung destruction in CF is caused by obstruction of the airways due to dehydrated and thickened
secretions, resultant endobronchial infection, and an exaggerated inflammatory response leading to development of
bronchiectasis and progressive obstructive airway diseases. In patients with CF, there are a number of maintenance
treatments that may be prescribed, including inhaled antibiotics.

Aerosolized delivery of antimicrobial agents for pulmonary infections provides an ideal method for achieving high
local drug concentration in the lungs while minimizing systemic exposure.® It has been estimated that by 18 years of
age, 80% of patients with CF have P. aeruginosa infection. Once P. aeruginosa is established in the respiratory tract
of a patient with CF, the clinical course of the disease can worsen. Although many organisms can be found in the
lower respiratory tract of patients who have CF, infection with mucoid P. aeruginosa is common and is associated
with poorer outcomes.* Infection with chronic mucoid P. aeruginosa is associated with poor growth, more rapid
decline in lung function, increased need for antibiotic treatment and hospitalization, and earlier death. In addition,
mucoid P. aeruginosa (characterized by its biofilm) is more resistant to antibiotics than non-mucoid P. aeruginosa.
Therefore, effective antimicrobial therapies targeting P. aeruginosa are central to the management of CF.

Clinical Efficacy

An open-label study assessed inhaled aztreonam for the eradication of newly acquired P. aeruginosa in children aged
3 months to < 18 years of age (n = 105).% In total, 49 patients < 6 years of age were included in the study. Patients
received inhaled aztreonam 75 mg three times daily for 28 days. At the end of treatment with inhaled aztreonam,
91.5% of the patients (n = 43/47) < 6 years of age were culture-negative for P. aeruginosa and 76.6% of patients (n =
36/47) < 6 years of age remained culture-negative 4 weeks after completing the course of therapy.

Guidelines

The Cystic Fibrosis Foundation (CFF) established a Pulmonary Therapeutics Committee which provided
recommendations, based on available evidence (2007) for the use of medications intended to maintain lung health.?
In 2013 the Committee published updated recommendations for the use of chronic medications in the management of
CF lung disease.® In patients > 6 years of age with CF and moderate-to-severe lung disease with P. aeruginosa
persistently present in cultures of the airways, the chronic use of inhaled aztreonam is strongly recommended to
improve lung function and quality of life (QoL). For mild disease, the Committee recommends chronic use of inhaled
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aztreonam for patients with CF > 6 years of age with P. aeruginosa persistently present in cultures of the airways, to
improve lung function and QoL.

The CFF published a systematic review of the literature regarding eradication of initial P. aeruginosa infections to
develop guidelines for effective prevention (2014).” The recommendations pertaining to inhaled antibiotics are as
follows: 1) Inhaled antibiotic therapy is recommended for the treatment of initial or new growth of P. aeruginosa
(the favored antibiotic regimen is tobramycin [300 mg BID] for 28 days); and 2) Prophylactic antipseudomonal
antibiotics to prevent the acquisition of P. aeruginosa are not recommended.

POLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Cayston. All approvals are provided for the
duration noted below.

Because of the specialized skills required for evaluation and diagnosis of patients treated with Cayston as well as the
monitoring required for adverse events and long-term efficacy, approval requires Cayston to be prescribed by or in
consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Cayston is recommended in those who meet the following criteria:

FDA-Approved Indications

9. Cystic Fibrosis. Approve for 1 year if the patient meets the following criteria (A and B):
A) The patient has Pseudomonas aeruginosa in culture of the airway (e.g., sputum culture,
oropharyngeal culture, bronchoalveolar lavage culture); AND
B) Cayston is prescribed by or in consultation with a pulmonologist or a physician who specializes in
the treatment of cystic fibrosis.

Other Uses with Supportive Evidence

10. Continuation of Cayston. Approve for 1 month if the patient was started on Cayston and is continuing
course of therapy.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Cayston has not been shown to be effective, or there are limited or preliminary data or potential safety concerns that
are not supportive of general approval for the following conditions.

6. Nasal Rinse. Cayston is not approvable for compounding of aztreonam nasal rinse.

7. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 04/17/2019
Select revisions Cystic Fibrosis criteria. Criteria requiring patient to be > 6 years of 05/15/2019
age was removed.
Conditions Not Recommended for Approval. Added compounded
nasal rinse as a condition that is not approvable.
Annual Revision | No criteria changes. 04/08/2020

PRIOR AUTHORIZATION PoOLICY

PoLicy: Antibiotics (Inhaled) — TOBI® Podhaler (tobramycin inhalation powder — Novartis Pharmaceuticals)

DATE REVIEWED: 04/08/2020

OVERVIEW

Tobramycin is an aminoglycoside antibiotic which disrupts protein synthesis ultimately leading to cell death.® In
vitro, tobramycin is bactericidal at concentration at or just above the minimum inhibitory concentration and has
activity against gram-negative microorganisms including Pseudomonas aeruginosa.

TOBI Podhaler is indicated for the management of cystic fibrosis (CF) in patients with P. aeruginosa.! Safety and
efficacy have not been demonstrated in patients < 6 years of age, patients with forced expiratory volume in 1 second
(FEV1) < 25% or > 80% predicted, or patients colonized with Burkholderia cepacia.

Disease Overview

CF is a complex, chronic, multi-organ, inherited disorder.? Lung disease accounts for nearly 85% of mortality in
patients with CF. Lung destruction in CF is caused by obstruction of the airways due to dehydrated and thickened
secretions, resultant endobronchial infection, and an exaggerated inflammatory response leading to development of
bronchiectasis and progressive obstructive airway diseases. In patients with CF, there are a number of maintenance
treatments that may be prescribed, including inhaled antibiotics.

Aerosolized delivery of antimicrobial agents for pulmonary infections provides an ideal method for achieving high
local drug concentration in the lungs while minimizing systemic exposure.® It has been estimated that by 18 years of
age, 80% of patients with CF have P. aeruginosa infection. Once P. aeruginosa is established in the respiratory tract
of a patient with CF, the clinical course of the disease can worsen. Although many organisms can be found in the
lower respiratory tract of patients who have CF, infection with mucoid P. aeruginosa is common and is associated
with poorer outcomes.* Infection with chronic mucoid P. aeruginosa is associated with poor growth, more rapid
decline in lung function, increased need for antibiotic treatment and hospitalization, and earlier death. In addition,
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mucoid P. aeruginosa (characterized by its biofilm) is more resistant to antibiotics than non-mucoid P. aeruginosa.
Therefore, effective antimicrobial therapies targeting P. aeruginosa are central to the management of CF.

Guidelines

The Cystic Fibrosis Foundation (CFF) established a Pulmonary Therapeutics Committee which provided
recommendations, based on available evidence (2007) for the use of medications intended to maintain lung health.?
In 2013 the Committee published updated recommendations for the use of chronic medications in the management of
CF lung disease.® In patients > 6 years of age with CF and moderate-to-severe lung disease with P. aeruginosa
persistently present in cultures of the airways, the chronic use of inhaled tobramycin is strongly recommended to
improve lung function, quality of life, and reduce exacerbations. For mild disease, the Committee recommends
chronic use of inhaled tobramycin for patients with CF > 6 years of age with P. aeruginosa persistently present in
cultures of the airways, to reduce exacerbations.

The CFF published a systematic review of the literature regarding eradication of initial P. aeruginosa infections to
develop guidelines for effective prevention (2014).6 The recommendations pertaining to inhaled antibiotics are as
follows: 1) Inhaled antibiotic therapy is recommended for the treatment of initial or new growth of P. aeruginosa
(the favored antibiotic regimen is tobramycin [300 mg BID] for 28 days); and 2) Prophylactic antipseudomonal
antibiotics to prevent the acquisition of P. aeruginosa are not recommended.

The American Thoracic Society (ATS) published a clinical review (2013) of non-cystic fibrosis bronchiectasis on
their webpage.” The review lists nebulized antibiotics (e.g., colistin, gentamicin, tobramycin) as treatment options for
the eradication or suppression of P. aeruginosa. The European Respiratory Society (ERS) have published guidelines
(2017) for the management of adult bronchiectasis and recommend patients with a new isolate of P. aeruginosa be
offered eradication antibiotic treatment which includes nebulized antibiotics (e.g., colistin, gentamicin, tobramycin).®
Neither the ATS or the ERS guidelines include Tobi Podhaler® (tobramycin inhalation powder) as a treatment option
for bronchiectasis and no clinical trials have been published with Tobi Podhaler for treatment of non-cystic fibrosis
bronchiectasis.

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of TOBI Podhaler. All approvals are provided
for the duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated
with TOBI Podhaler as well as the monitoring required for adverse events and long-term efficacy, approval requires
TOBI Podhaler to be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of TOBI Podhaler is recommended in those who meet the following criteria:

FDA-Approved Indications

11. Cystic Fibrosis. Approve for 1 year if the patient meets the following criteria (A, B and C):
A) The patient is > 6 years of age; AND
B) The patient has Pseudomonas aeruginosa in culture of the airway (e.g., sputum culture,
oropharyngeal culture, bronchoalveolar lavage culture); AND
C) TOBI Podhaler is prescribed by or in consultation with a pulmonologist or a physician who
specializes in the treatment of cystic fibrosis.

Other Uses with Supportive Evidence
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12. Continuation of TOBI Podhaler. Approve for 1 month if the patient was started on TOBI Podhaler

and is continuing course of therapy.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
TOBI Podhaler has not been shown to be effective, or there are limited or preliminary data or potential safety concerns
that are not supportive of general approval for the following conditions.

8. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY

Type of Revision Summary of Changes Date Reviewed
New Policy - 04/17/2019
Annual Revision | No criteria changes. 04/08/2020

PRIOR AUTHORIZATION PoLicy

PoLicy: Antibiotics (Inhaled) — Tobramycin Inhalation Solution

e Bethkis® (tobramycin inhalation solution — Chiesi USA/Catalent Pharma Solutions)

e Kitabis™ (tobramycin inhalation solution — Catalent Pharma Solutions, authorized
generic)

e TOBI® (tobramycin inhalation solution — Novartis Pharmaceuticals, generics)

DATE REVIEWED: 04/08/2020

OVERVIEW
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Tobramycin is an aminoglycoside antibiotic which disrupts protein synthesis ultimately leading to cell death.? In
vitro, tobramycin is bactericidal at concentration at or just above the minimum inhibitory concentration and has
activity against gram-negative microorganisms including Pseudomonas aeruginosa.

TOBI and Kitabis are indicated for the management of cystic fibrosis (CF) in adults and pediatric patients > 6 years
of age with P. aeruginosa.l? Safety and efficacy have not been demonstrated in patients < 6 years of age, patients
with forced expiratory volume in 1 second (FEV1) < 25% or > 75% predicted, or patients colonized with Burkholderia
cepacia.

Bethkis is indicated for the management of CF patients with P. aeruginosa.® Safety and efficacy have not been
demonstrated in patients < six years of age, patients with FEV'1 < 40% or > 80% predicted, or patients colonized with
B. cepacia.

Disease Overview

CF is a complex, chronic, multi-organ, inherited disorder.* Lung disease accounts for nearly 85% of mortality in
patients with CF. Lung destruction in CF is caused by obstruction of the airways due to dehydrated and thickened
secretions, resultant endobronchial infection, and an exaggerated inflammatory response leading to development of
bronchiectasis and progressive obstructive airway diseases. In patients with CF, there are a number of maintenance
treatments that may be prescribed, including inhaled antibiotics.

Aerosolized delivery of antimicrobial agents for pulmonary infections provides an ideal method for achieving high
local drug concentration in the lungs while minimizing systemic exposure.® It has been estimated that by 18 years of
age, 80% of patients with CF have P. aeruginosa infection. Once P. aeruginosa is established in the respiratory tract
of a patient with CF, the clinical course of the disease can worsen. Although many organisms can be found in the
lower respiratory tract of patients who have CF, infection with mucoid P. aeruginosa is common and is associated
with poorer outcomes.® Infection with chronic mucoid P. aeruginosa is associated with poor growth, more rapid
decline in lung function, increased need for antibiotic treatment and hospitalization, and earlier death. In addition,
mucoid P. aeruginosa (characterized by its biofilm) is more resistant to antibiotics than non-mucoid P. aeruginosa.
Therefore, effective antimicrobial therapies targeting P. aeruginosa are central to the management of CF.

Guidelines

The Cystic Fibrosis Foundation (CFF) established a Pulmonary Therapeutics Committee which provided
recommendations, based on available evidence (2007) for the use of medications intended to maintain lung health.*
In 2013 the Committee published updated recommendations for the use of chronic medications in the management of
CF lung disease.” In patients > 6 years of age with CF and moderate-to-severe lung disease with P. aeruginosa
persistently present in cultures of the airways, the chronic use of inhaled tobramycin is strongly recommended to
improve lung function, quality of life and reduce exacerbations. For mild disease, the Committee recommends chronic
use of inhaled tobramycin for patients with CF > 6 years of age with P. aeruginosa persistently present in cultures of
the airways, to reduce exacerbations.

The CFF published a systematic review of the literature regarding eradication of initial P. aeruginosa infections to
develop guidelines for effective prevention (2014).8 The recommendations pertaining to inhaled antibiotics are as
follows: 1) Inhaled antibiotic therapy is recommended for the treatment of initial or new growth of P. aeruginosa
(the favored antibiotic regimen is tobramycin [300 mg BID] for 28 days); and 2) Prophylactic antipseudomonal
antibiotics to prevent the acquisition of P. aeruginosa are not recommended.

Other Uses With Supportive Evidence

A few trials support the efficacy of tobramycin inhalation solution (TIS) for the treatment of bronchiectasis with P.
aeruginosa infection. In a randomized, double-blind, placebo-controlled study, patients received either TIS 300 mg
(n=37) or placebo (n = 37) twice daily (BID) for 4 weeks and were followed for an additional 2 weeks off treatment.®
At Week 4, the TIS group had a mean 4.54 logio decrease in P. aeruginosa colony-forming units (CFU)/g of sputum
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compared with no change in the placebo group (P <0.01). At Week 6, complete eradication of P. aeruginosa occurred
in 35% of the patients in the TIS group compared with none in the placebo group, and 62% of patient in the TIS group
vs. 38% of the placebo group had improvements in their general health (odds ratio 2.7; 95% confidence interval: 1.1,
6.9).

In a randomized, single-blind study, patients received TIS 300 mg (n = 16) or placebo (n = 19) BID for 3 months
following a 14-day course of intravenous ceftazidime and tobramycin and were followed for an additional 12 months.*°
At the end of the study, 54.5% of the TIS group (n = 6/11) and 29.4% of the placebo group (n = 5/17) were free of P.
aeruginosa (P = 0.048). In addition, patients in the TIS group had significantly fewer exacerbations (1.27 vs. 2.5; P
= 0.044), hospital admissions (0.06 vs. 0.47; P = 0.037), and hospital days (0.9 vs. 13.56; P = 0.034) than the placebo
group, respectively. No significant difference was found in pulmonary function tests.

A double-blind, placebo-controlled, crossover study randomized 30 patient to initial TIS 300 mg or placebo BID for
6 months, followed by a 1 month washout period and 6 months of therapy with the other treatment.'* During the first
treatment period, TIS treatment resulted in a significant reduction in P. aeruginosa density compared with placebo (P
= 0.038). During both treatment periods, patients treated with TIS had fewer admissions (0.15 vs. 0.75; P = 0.038)
and hospital days (2.05 vs. 12.65; P = 0.047) than patients treated with placebo, respectively. No significant changes
occurred with number of exacerbations and pulmonary function tests.

In an open-label trial, 41 patients received three cycles of TIS 300 mg BID for 14 days followed by 14 days off
therapy.'? Patients were followed for an additional 40 weeks after the three cycles of treatment with TIS. At Week
10, there was a significant improvement from baseline (mean change 1.5 points; P = 0.006) in the composite
pulmonary symptom score which included cough, shortness of breath, sputum production, fatigue, and wheezing.
Quality of life, assessed using the St. George’s Respiratory Questionnaire, was significantly improved at Week 10
(mean change 9.8; P < 0.001) compared with baseline. At Week 12, 22.2% of patients (n = 6/27) were considered to
have P. aeruginosa eradicated from sputum cultures.

The American Thoracic Society (ATS) published a clinical review (2013) of non-cystic fibrosis bronchiectasis on
their webpage.'® The review lists nebulized antibiotics (e.g., colistin, gentamicin, tobramycin) as treatment options
for the eradication or suppression of P. aeruginosa. The European Respiratory Society (ERS) have published
guidelines (2017) for the management of adult bronchiectasis and recommend patients with a new isolate of P.
aeruginosa be offered eradication antibiotic treatment which includes nebulized antibiotics (e.qg., colistin, gentamicin,
tobramycin).* While both the ATS and ERS list nebulized colistin and gentamicin as treatment options for non-cystic
fibrosis bronchiectasis, neither drug has a commercially available formulation for nebulization.

POLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of tobramycin inhalation solution. All approvals
are provided for the duration noted below.

Because of the specialized skills required for evaluation and diagnosis of patients treated with tobramycin inhalation
solution as well as the monitoring required for adverse events and long-term efficacy, approval requires tobramycin
inhalation solution to be prescribed by or in consultation with a physician who specializes in the condition being
treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of tobramycin inhalation solution is recommended in those who meet the following criteria:

FDA-Approved Indications

13. Cystic Fibrosis. Approve for 1 year if the patient meets the following criteria (A and B):
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A) The patient has Pseudomonas aeruginosa in culture of the airway (e.g., sputum culture,
oropharyngeal culture, bronchoalveolar lavage culture); AND

B) Tobramycin inhalation solution is prescribed by or in consultation with a pulmonologist or a
physician who specializes in the treatment of cystic fibrosis.

Other Uses with Supportive Evidence

14. Bronchiectasis, Non-Cystic Fibrosis. Approve for 1 year if the patient meets the following criteria
(A, B, and C):
A) The patient is > 18 years of age; AND
B) The patient has Pseudomonas aeruginosa in culture of the airway (e.g., sputum culture,
oropharyngeal culture, bronchoalveolar lavage culture); AND
C) Tobramycin inhalation solution is prescribed by or in consultation with a pulmonologist.

15. Continuation of Tobramycin Inhalation Solution Therapy. Approve for 1 month if the patient was
started on tobramycin inhalation solution and is continuing course of therapy.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Tobramycin inhalation solution has not been shown to be effective, or there are limited or preliminary data or potential
safety concerns that are not supportive of general approval for the following conditions.

9. Nasal Rinse. Tobramycin inhalation solution is not approvable for compounding of tobramycin nasal
rinse.

10. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 04/17/2019
Select revisions Cystic fibrosis. Removed the age criteria for cystic fibrosis. 05/15/2019

Conditions Not Recommended for Approval. Added compounded
nasal rinse as a condition that is not approvable.

DEU update Added Kitabis authorized generic to the policy Not applicable
06/26/2019
Annual Revision | No criteria changes. 04/08/2020
PRIOR AUTHORIZATION PoLICY

PoLicy: Antibiotics (Injectable) Products Prior Authorization Policy
Generic | Brand | Manufacturer
Aminoglycosides
Amikacin sulfate solution for injection various
Gentamicin sulfate solution for injection various
Plazomicin sulfate solution for injection Zemdri™ (brand only) Cipla USA, Inc
Streptomycin sulfate lyophilized powder for injection various
Tobramycin sulfate solution for injection various
Carbapenems
Doripenem powder for injection various

Ertapenem sodium lyophilized powder for injection Invanz® Merck, others
Imipenem/cilastatin sodium powder for injection Primaxin® Merck, others
Meropenem powder for injection Merrem® Pfizer, others

Meropenem/vaborbactam powder for injection Vabomere® (brand only) Melinta Therapeutics, Inc

Cephalosporins

Cefazolin sodium powder for injection various

Cefotetan disodium powder for injection Cefotan® IGI Labs, Inc, others

Cefoxitin powder for injection various

Cefuroxime sodium powder for injection various

Cefotaxime sodium powder for injection Claforan® sanofi-aventis, others

Ceftazidime powder for injection Tazicef® Fortaz: various
Tazicef: Hospira, others

Ceftriaxone powder for injection various

Cefepime powder for injection Maxipime™ various

Ceftaroline fosamil monoacetate powder for injection Teflaro® (brand only) Allergan

Ceftazidime/avibactam powder for injection Avycaz® (brand only) Allergan
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Generic Brand Manufacturer
Ceftolozane/tazobactam lyophilized powder for injection Zerbaxa® (brand only) Merck
Glycopeptides
Dalbavacin hydrochloride powder for injection Dalvance® (brand only) Allergan

Oritavacin diphosphate lyophilized powder for injection

Orbactiv® (brand only)

Melinta Therapeutics, Inc

Telavacin hydrochloride lyophilized powder for injection

Vibativ® (brand onl
y

Theravance

Vancomycin hydrochloride lyophilized powder for injection

various

Lincosamides

Clindamycin phosphate solution for injection

Cleocin phosphate®

Pharmacia & Upjohn, others

Lincomycin hydrochloride solution for injection Lincocin® Pharmacia & Upjohn, others
Macrolides

Azithromycin lyophilized powder for injection Zithromax® Pfizer, others

Erythrocin lactobionate lyophilized powder for injection various

Miscellaneous

Aztreonam lyophilized powder for injection Azactam® Bristol-Myers Squibb, others
Colistimethate sodium powder for injection Coly-Mycin® M Par Pharmaceuticals, others
Daptomycin lyophilized powder for injection Cubicin® Merck, others
Metronidazole solution for injection Various
Quinupristin/dalfopristin Iyophilized powder for injection Synercid® (brand only) Pfizer
Sulfamethoxazole-trimethoprim solution for injection various

Tigecycline lyophilized powder for injection Tygacil® Wyeth Pharmaceuticals, others

Oxazolidiones

Linezolid solution for injection

Zyvox® (brand only)

Pharmacia & Upjohn, others

Tedizolid phosphate lyophilized powder for injection

Sivextro® (brand only)

Merck

Penicillins

Ampicillin sodium powder for injection various
Ampicillin sodium/sulbactam Unasyn® Pfizer, others
Nafcillin sodium powder for injection various
Oxacillin sodium powder for injection various
Penicillin G benzathine suspension for injection various
Penicillin G procaine suspension for injection various
Penicillin G potassium solution for injection various
Penicillin G sodium powder for injection various
Piperacillin sodium/tazobactam suspension for injection Zosyn® Wyeth Pharmaceuticals, others
Quinolones

Ciprofloxacin solution for injection Cipro® IV Bayer, others

Delafloxacin meglumine suspension for injection

Baxdela® (brand onl
Y.

Melinta Therapeutics, Inc

Levofloxacin solution for injection

various

Moxifloxacin solution for injection

Avelox® IV

Bayer, others

Tetracyclines

Eravacycline di-hydrochloride lyophilized powder for
injection

Xerava (brand only)

Tetraphase ~ Pharmaceuticals,

Inc

Doxycycline hyclate lyophilized powder for injection

Doxy 100™

Fresenius Kabi, others

Minocycline hydrochloride powder for injection

Minocin® (brand only)

Melinta Therapeutics Inc

Omadacycline tosylate lyophilized powder for injection

Nuzyra® (brand only)

Paratek Pharmaceuticals, Inc

Review DATE: 08/19/2020

OVERVIEW

Injectable antibiotics are used to treat moderate to severe bacterial infections.! In addition, injectable
antibiotics can also be used for prophylactic indications (e.g., before surgeries; in immunocompromised

patients [e.g., patients with cancer]).

Recently, some injectable antibiotics are being used with nasal or nebulized corticosteroids to compound
nasal rinses and nasal irrigations. There are no data to support the use of these products.
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PoLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of the injectable antibiotics listed
above, when these products are prescribed in conjunction with nasal or nebulized dosage forms of
beclomethasone, budesonide, ciclesonide, flunisolide, fluticasone, mometasone, or triamcinolone. The list
of injectable antibiotics in this policy is not inclusive; other injectable antibiotics may also be targeted in
this edit. Approvals are provided for the duration noted below. In cases where the approval is authorized
in months, 1 month is equal to 30 days.

Automation: This Prior Authorization policy will apply to injectable antibiotics when there is a
prescription history of a nasal or nebulized formulation of the selected corticosteroid (beclomethasone,
budesonide, ciclesonide, flunisolide, fluticasone, mometasone, triamcinolone) in the past 180 days.
Prescriptions for injectable antibiotics without a claims history for nasal or nebulized corticosteroids in the
past 180 days are excluded from the Prior Authorization policy.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of injectable antibiotics is recommended in those who meet the following criteria:
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FDA-Approved Indications

3. Systemic Bacterial Infections (Prophylaxis or Treatment). Approve for 3 months.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of injectable antibiotics is not recommended in the following situations:

23. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

9. Facts and Comparisons®  Online. Wolters  Kluwer  Health, Inc.; 2020. Available  at:
http://online.factsandcomparisons.com/login.aspx?url=/index.aspx&gs=. Accessed on August 13, 2020. Search terms:
aminoglycoside, carbapenem, cephalosporin, glycopeptide, lincosamide, macrolide, oxazolidione, penicillin, quinolone,
tetracycline.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy -- 08/07/2019
Update 08/20/2019: Policy name is changed from Antibiotics (Intravenous) PA NA
Policy to Antibiotics (Injectable) PA Policy.
Annual Revision No criteria changes. 08/19/2020

NA — Not applicable.
PRIOR AUTHORIZATION PoLicy

PoLicy: Anticoagulants — Eliquis Prior Authorization Policy
e Eliquis® (apixaban tablets — Bristol-Myers Squibb/Pfizer)

ReviEw DATE: 11/18/2020

OVERVIEW
Eliquis, a Factor Xa inhibitor, is indicated for the following®:
e Non-valvular atrial fibrillation, to reduce the risk of stroke and systemic embolism.
o Prophylaxis of deep vein thrombosis (DVT), which may lead to pulmonary embolism (PE), in
patients who have undergone hip or knee replacement surgery.
e Treatment of DVT and PE, as well as reduction in the risk of recurrence of DVT and PE following
initial therapy.

Guidelines

Guidelines are available which support the use of direct oral anticoagulants (DOACS) in their commonly
used clinical settings, such as DVT/PE?* and atrial fibrillation>®, In patients who are eligible for a DOAC,
these are generally preferred over vitamin K antagonists (e.g., warfarin). It is noted that in the randomized
trials in atrial fibrillation, DOACs were consistently at least non-inferior to warfarin regarding the
composite of stroke or systemic embolism and were associated with lower risk of serious bleeding.®
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Anticoagulants and Coronavirus Disease 19 (COVID-19)

Several clinical practice guidelines have been published with regard to use of anticoagulant therapy in the
management of COVID-19. In a guideline from the American College of Chest Physicians (CHEST) [June
2, 2020], anticoagulant thromboprophylaxis is suggested over no prophylaxis for acutely ill hospitalized
patients with COVID-19.” Extended thromboprophylaxis after hospital discharge is not routinely
recommended but may be considered for a patient with low bleeding risk, if emerging data on the post-
discharge risk of venous thromboembolism (VTE) and bleeding indicate a net benefit of such prophylaxis.
Randomized, controlled trials have not been conducted to evaluate the efficacy of various anticoagulants
or placebo in COVID-19 patients; however, the guideline notes that most patients with COVID-19 would
have been eligible to participate in landmark trials of anticoagulant thromboprophylaxis in acutely ill
medical inpatients. According to guidance from the International Society of Thrombosis and Hemostasis
(May 27, 2020), extended post-discharge thromboprophylaxis should be considered for all hospitalized
patients with COVID-19 who meet high VTE risk criteria.® Xarelto® (rivaroxaban tablets) and Bevyxxa®
(betrixaban capsules) are cited as treatment options for extended-duration thromboprophylaxis. Likewise,
guidance from the Anticoagulation Forum (May 21, 2020) states that for a COVID-19 patient in whom
post-discharge prophylaxis is deemed reasonable, an adequately studied and/or approved agent such as
Bevyxxa or Xarelto is recommended.

Other Uses with Supportive Evidence

Although data are not robust regarding use of DOACs in off-label thromboembolic-related conditions,
CHEST qguidelines (2012) suggest anticoagulation for certain patients with superficial vein thrombosis,
symptomatic splanchnic thromboses (portal, mesenteric, and/or splenic vein), or symptomatic hepatic vein
thrombosis.? The guidelines acknowledge the limited available data in these settings, and all are given
Grade 2C recommendations (weak recommendation, low-quality evidence). The 2016 CHEST guideline
update did not address these conditions or comment on the role of DOACs.® The choice of anticoagulant
is often individualized based on patient-specific factors; therefore, for certain patients, DOAC use may be
considered in practice. Evidence for DOACs is limited for off-label scenarios; in general, agents such as
vitamin K antagonists (e.g., warfarin) and low molecular weight heparin have more clinical experience in
these settings.

PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Eliquis. All approvals are provided
for the duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30
days.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA

Coverage of Eliquis is recommended in those who meet the following criteria:
FDA-Approved Indications

2. Atrial Fibrillation (or Atrial Flutter). Approve for 1 year.

3. Deep Vein Thrombosis in Patients Undergoing Hip or Knee Replacement Surgery, Prophylaxis.
Approve for 60 days.
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4.

5.

Deep Vein Thrombosis or Pulmonary Embolism, Treatment. Approve for 1 year.

Deep Vein Thrombosis or Pulmonary Embolism to Reduce the Risk of Recurrence. Approve for
1 year.

Other Uses with Supportive Evidence

6.

Treatment or Prevention of Other Thromboembolic-Related Conditions (e.g., superficial vein
thrombosis, splanchnic vein thrombosis, hepatic vein thrombosis, prophylaxis of venous
thromboembolism in a high-risk patient). Approve for 6 months if the patient meets one of the
following criteria (A or B):
A) Patient meets one of the following for the condition (i or ii):
i. Patient has tried warfarin, fondaparinux injection, or a low molecular weight heparin product
(e.g., enoxaparin injection, Fragmin® [dalteparin injection]); OR
ii. Patient has tried Xarelto® (rivaroxaban tablets), Pradaxa® (dabigatran capsules), or Savaysa®
(edoxaban tablets); OR
B) Patient has been started on Eliquis for the treatment of an acute thromboembolic condition.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Eliquis is not recommended in the following situations:

1.

Venous Thromboembolism in an Acutely 11l Medical Patient, Prophylaxis. (Note: This includes
post-discharge thromboprophylaxis for a patient hospitalized with coronavirus disease 19 [COVID-
19]). Eliquis has been compared with enoxaparin for post-discharge prophylaxis in acutely ill medical
patients; however, superiority vs. enoxaparin was not achieved, and bleeding was increased with
Eliquis.’® Xarelto and Bevyxxa are labeled for prophylaxis of venous thromboembolism in acutely ill
medical patients and are supported in clinical practice guidelines, including guidelines which address
prophylaxis of venous thromboembolism in COVID-19 patients.”®

Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision Treatment or Prevention of Other Thromboembolic-Related Conditions: 11/28/2018
Examples updated to reflect current clinical practice guidelines and provide
consistency across anticoagulant prior authorization policies.
Annual Revision No criteria changes. 11/13/2019
Annual Revision Use After an Acute Coronary Syndrome to Reduce the Potential for Thrombotic 11/18/2020
Events: This condition was removed from Conditions Not Recommended for
Approval.
Venous Thromboembolism in an Acutely 1l Medical Patient, Prophylaxis: This
was added to Conditions Not Recommended for Approval. Of note, this includes
post-discharge thromboprophylaxis in a patient hospitalized with coronavirus disease
19 (COVID-19).
PRIOR AUTHORIZATION WITH STEP THERAPY POLICY
PoLicy: Anticoagulants — Pradaxa Prior Authorization with Step Therapy Policy

e Pradaxa® (dabigatran capsules — Boehringer Ingelheim)

ReviEw DATE: 11/18/2020

OVERVIEW
Pradaxa, a direct thrombin inhibitor, is indicated for the following conditions:
e Non-valvular atrial fibrillation, to reduce the risk of stroke and systemic embolism.
e Prophylaxis of DVT and PE, in patients who have undergone hip replacement surgery.
o Treatment of deep venous thrombosis (DVT) and pulmonary embolism (PE) in patients who have
been treated with a parenteral anticoagulant for 5 to 10 days, as well as reduction in the risk of
recurrence of DVT and PE in patients who have been previously treated.

Guidelines

Guidelines are available which support the use of direct oral anticoagulants (DOACS) in their commonly
used clinical settings, such as DVT/PE?* and atrial fibrillation>®. In patients who are eligible for a DOAC,
these are generally preferred over vitamin K antagonists (e.g., warfarin). It is noted that in the randomized
trials in atrial fibrillation, DOACs were consistently at least non-inferior to warfarin regarding the
composite of stroke or systemic embolism and were associated with lower risk of serious bleeding.®

Anticoagulants and Coronavirus Disease 19 (COVID-19)
Several clinical practice guidelines have been published with regard to use of anticoagulant therapy in the
management of COVID-19. In a guideline from the American College of Chest Physicians (CHEST) [June
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2, 2020], anticoagulant thromboprophylaxis is suggested over no prophylaxis for acutely ill hospitalized
patients with COVID-19.” Extended thromboprophylaxis after hospital discharge is not routinely
recommended but may be considered for a patient with low bleeding risk, if emerging data on the post-
discharge risk of venous thromboembolism (VTE) and bleeding indicate a net benefit of such prophylaxis.
Randomized, controlled trials have not been conducted to evaluate the efficacy of various anticoagulants
or placebo in COVID-19 patients; however, the guideline notes that most patients with COVID-19 would
have been eligible to participate in landmark trials of anticoagulant thromboprophylaxis in acutely ill
medical inpatients. According to guidance from the International Society of Thrombosis and Hemostasis
(May 27, 2020), extended post-discharge thromboprophylaxis should be considered for all hospitalized
patients with COVID-19 who meet high VTE risk criteria.® Xarelto® (rivaroxaban tablets) and Bevyxxa®
(betrixaban capsules) are cited as treatment options for extended-duration thromboprophylaxis. Likewise,
guidance from the Anticoagulation Forum (May 21, 2020) states that for a COVID-19 patient in whom
post-discharge prophylaxis is deemed reasonable, an adequately studied and/or approved agent such as
Bevyxxa or Xarelto is recommended.

Other Uses with Supportive Evidence

Pradaxa has data supporting its use in prophylaxis after knee replacement surgery.'2 Although data are
not robust regarding use of DOACs in other off-label thromboembolic-related conditions, CHEST
guidelines (2012) suggest anticoagulation for certain patients with superficial vein thrombosis,
symptomatic splanchnic thromboses (portal, mesenteric, and/or splenic vein), or symptomatic hepatic vein
thrombosis.? The guidelines acknowledge the limited available data in these settings, and all are given
Grade 2C recommendations (weak recommendation, low-quality evidence). The 2016 CHEST guideline
update did not address these conditions or comment on the role of DOACs.® The choice of anticoagulant
is often individualized based on patient-specific factors; therefore, for certain patients, DOAC use may be
considered in practice. Evidence for DOACs is limited for off-label scenarios; in general, agents such as
vitamin K antagonists (e.g., warfarin) and low molecular weight heparin have more clinical experience in
these settings.

PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Pradaxa. This policy also contains
a Step Therapy component, which has been developed to encourage the use of one Step 1 Product (Eliquis®
[apixaban tablets] or Xarelto) prior to Pradaxa (Step 2). All approvals are provided for the duration noted
below. In cases where the approval is authorized in months, 1 month is equal to 30 days. If the patient
meets the criteria for the diagnosis stated but has not tried a Step 1 Product, approvals are provided for both
of the Step 1 Products.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA

Coverage of Pradaxa is recommended in those who meet the following criteria:

FDA-Approved Indications

7. Atrial Fibrillation (or Atrial Flutter). Approve for 1 year if the patient has tried Eliquis or Xarelto.

8. Deep Vein Thrombosis or Pulmonary Embolism, Treatment. Approve for 1 year if the patient
meets one of the following (A or B):
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10.

A) Patient has tried Eliquis or Xarelto; OR
B) Patient is currently receiving Pradaxa for this condition.

Deep Vein Thrombosis or Pulmonary Embolism, To Reduce the Risk of Recurrence. Approve for
1 year if the patient has tried Eliquis or Xarelto.

Deep Vein Thrombosis or Pulmonary Embolism, Prophylaxis Following Hip Replacement
Surgery. Approve for 60 days if the patient meets one of the following (A or B):

A) Patient has tried Eliquis or Xarelto; OR

B) Patient is currently receiving Pradaxa for this condition.

Other Uses with Supportive Evidence

11.

12.

Deep Vein Thrombosis in Patients Undergoing Knee Replacement Surgery, Prophylaxis.
Approve for 60 days if the patient meets one of the following (A or B):

A) Patient has tried Eliquis or Xarelto; OR

B) Patient is currently receiving Pradaxa for this condition.

Treatment or Prevention of Other Thromboembolic-Related Conditions (e.g., superficial vein
thrombosis, splanchnic vein thrombosis, hepatic vein thrombosis, prophylaxis of venous
thromboembolism in high-risk patients). Approve for 6 months if the patient meets ONE of the
following criteria (A or B):
C) Patient meets one of the following for the condition (i or ii):

i. Patient has tried warfarin, fondaparinux, or a low molecular weight heparin (LMWH) product

(e.g., enoxaparin, Fragmin® [dalteparin injection]); OR

ii. Patient has tried Eliquis or Xarelto; OR

D) Patient has been started on Pradaxa for the treatment of an acute thromboembolic condition.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Pradaxa is not recommended in the following situations:

3. Venous Thromboembolism in an Acutely Il Medical Patient, Prophylaxis. (Note: This includes
post-discharge thromboprophylaxis for a patient hospitalized with coronavirus disease 19 [COVID-
19]). Xarelto and Bevyxxa are labeled for prophylaxis of venous thromboembolism in acutely ill
medical patients and are supported in clinical practice guidelines, including guidelines which address
prophylaxis of venous thromboembolism in COVID-19 patients.’*

24. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY

Type of Revision Summary of Changes Review Date

Annual Revision Deep Vein Thrombosis (DVT) in Patients Undergoing Knee Replacement 11/28/2018

Surgery, Prophylaxis: Added to Other Uses with Supportive Evidence; previously
this was grouped under Treatment or Prevention of Other Thromboembolic-Related
Conditions (Other Uses with Supportive Evidence, #6). Criteria were updated to
allow completion of therapy for patients started on Pradaxa for this indication.
Treatment or Prevention of Other Thromboembolic-Related Conditions:
Examples updated to reflect current clinical practice guidelines and provide
consistency across anticoagulant prior authorization policies.

Annual Revision No criteria changes. 11/13/2019

Annual Revision Mechanical Prosthetic Heart Valves (To Prevent Thromboembolic 11/18/2020

Complications): Removed from Conditions Not Recommended for Approval.

Use after Acute Coronary Syndrome to Reduce the Potential for Thrombotic
Events: Removed from Conditions Not Recommended for Approval.

Venous Thromboembolism in an Acutely 11l Medical Patient, Prophylaxis: This
was added to Conditions Not Recommended for Approval. Of note, this includes
post-discharge thromboprophylaxis in a patient hospitalized with coronavirus disease
19 (COVID-19).

DEU Update 01/26/2021: No changes to criteria. The policy was renamed to “Anticoagulants — NA

Pradaxa Prior Authorization with Step Therapy Policy”.

PRIOR AUTHORIZATION WITH STEP THERAPY PoLICY

PoLicy: Anticoagulants — Savaysa Prior Authorization with Step Therapy Policy

e Savaysa® (edoxaban tablets — Daiichi Sankyo)

RevieEw DATE: 11/18/2020
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OVERVIEW
Savaysa, a Factor Xa inhibitor, is indicated for the following*:
e Non-valvular atrial fibrillation, to reduce the risk of stroke and systemic embolism.
o Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE), following 5 to 10 days
of initial therapy with a parenteral anticoagulant.

Savaysa has a unique Boxed Warning regarding reduced efficacy in non-valvular atrial fibrillation in
patients with a creatinine clearance > 95 mL/min; Savaysa should be avoided in these individuals.

Guidelines

Guidelines are available which support the use of direct oral anticoagulants (DOACS) in their commonly
used clinical settings, such as DVT/PE?* and atrial fibrillation®®. In patients who are eligible for a DOAC,
these are generally preferred over vitamin K antagonists (e.g., warfarin). It is noted that in the randomized
trials in atrial fibrillation, DOACs were consistently at least non-inferior to warfarin regarding the
composite of stroke or systemic embolism and were associated with lower risk of serious bleeding.® In the
setting of cancer-associated venous thromboembolism (VTE), both Savaysa and Eliquis® (apixaban tablets)
are supported as category 1 recommendations by the National Comprehensive Cancer Network guidelines
(version 1.2020 — April 16, 2020).

Anticoagulants and Coronavirus Disease 19 (COVID-19)

Several clinical practice guidelines have been published with regard to use of anticoagulant therapy in the
management of COVID-19. In a guideline from the American College of Chest Physicians (CHEST) [June
2, 2020], anticoagulant thromboprophylaxis is suggested over no prophylaxis for acutely ill hospitalized
patients with COVID-19.” Extended thromboprophylaxis after hospital discharge is not routinely
recommended but may be considered for a patient with low bleeding risk, if emerging data on the post-
discharge risk of VTE and bleeding indicate a net benefit of such prophylaxis. Randomized, controlled
trials have not been conducted to evaluate the efficacy of various anticoagulants or placebo in COVID-19
patients; however, the guideline notes that most patients with COVID-19 would have been eligible to
participate in landmark trials of anticoagulant thromboprophylaxis in acutely ill medical inpatients.
According to guidance from the International Society of Thrombosis and Hemostasis (May 27, 2020),
extended post-discharge thromboprophylaxis should be considered for all hospitalized patients with
COVID-19 who meet high VTE risk criteria.2 Xarelto® (rivaroxaban tablets) and Bevyxxa® (betrixaban
capsules) are cited as treatment options for extended-duration thromboprophylaxis. Likewise, guidance
from the Anticoagulation Forum (May 21, 2020) states that for a COVID-19 patient in whom post-discharge
prophylaxis is deemed reasonable, an adequately studied and/or approved agent such as Bevyxxa or Xarelto
is recommended.®

Other Uses with Supportive Evidence

Savaysa has data for prophylaxis of VTE after hip replacement surgery.l® Although data are not robust
regarding use of DOACs in other off-label thromboembolic-related conditions, CHEST guidelines (2012)
suggest anticoagulation for certain patients with superficial vein thrombosis, symptomatic splanchnic
thromboses (portal, mesenteric, and/or splenic vein), or symptomatic hepatic vein thrombosis.? The
guidelines acknowledge the limited available data in these settings, and all are given Grade 2C
recommendations (weak recommendation, low-quality evidence). The 2016 CHEST guideline update did
not address these conditions or comment on the role of DOACs.® The choice of anticoagulant is often
individualized based on patient-specific factors; therefore, for certain patients, DOAC use may be
considered in practice. Evidence for DOACsS is limited for off-label scenarios; in general, agents such as
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vitamin K antagonists (e.g., warfarin) and low molecular weight heparin have more clinical experience in
these settings.

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Savaysa. This policy also contains
a Step Therapy component, which has been developed to encourage the use of one Step 1 Product (Eliquis
or Xarelto) prior to Savaysa (Step 2). All approvals are provided for the duration noted below. In cases
where the approval is authorized in months, 1 month is equal to 30 days. If the patient meets the criteria
for the diagnosis stated but has not tried a Step 1 Product, approvals are provided for both of the Step 1
Products.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Savaysa is recommended in those who meet the following criteria:

FDA-Approved Indications

13. Atrial Fibrillation (or Atrial Flutter). Approve for 1 year if the patient meets both of the following
criteria (A and B):
C) Patient has an estimated creatinine clearance (CrCl) < 95 mL/min; AND
D) Patient has tried Eliquis or Xarelto.

14. Deep Vein Thrombosis or Pulmonary Embolism, Treatment. Approve for 1 year if the patient
meets one of the following criteria (A or B):
A) Patient has tried Eliquis or Xarelto; OR
B) Patient is currently receiving Savaysa for this condition.

Other Uses with Supportive Evidence

15. Deep Vein Thrombosis in Patients Undergoing Hip Replacement Surgery, Prophylaxis. Approve
for 60 days if the patient meets one of the following criteria (A or B):
C) Patient has tried Eliquis or Xarelto; OR
D) Patient is currently receiving Savaysa for this condition.

16. Treatment or Prevention of Other Thromboembolic-Related Conditions (e.g., superficial vein
thrombosis, splanchnic vein thrombosis, hepatic vein thrombosis, prophylaxis of venous
thromboembolism in high-risk patients). Approve for 6 months if the patient meets ONE of the
following criteria (A or B):

E) Patient meets one of the following for the condition (i or ii):
i. Patient has tried warfarin, fondaparinux, or a low molecular weight heparin product (e.g.,
enoxaparin, Fragmin® [dalteparin injection]); OR
ii. Patient has tried Eliquis or Xarelto; OR
F) Patient has been started on Savaysa for the treatment of an acute thromboembolic condition.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Savaysa is not recommended in the following situations:

25.

26.

Venous Thromboembolism in an Acutely 11l Medical Patient, Prophylaxis. (Note: This includes
post-discharge thromboprophylaxis for a patient hospitalized with coronavirus disease 19 [COVID-
19]). Xarelto and Bevyxxa are labeled for prophylaxis of venous thromboembolism in acutely ill
medical patients and are supported in clinical practice guidelines, including guidelines which address
prophylaxis of venous thromboembolism in COVID-19 patients.’*

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY

Type of Revision

Summary of Changes

Review Date

Annual Revision

Deep Vein Thrombosis (DVT) or Pulmonary Embolism (PE), Treatment: Added
criterion to allow Savaysa use without previous trial of Xarelto or Eliquis in patients
with DVT/PE associated with cancer, based on preference for Savaysa in this use per
NCCN guidelines (2.2018). Combined DVT and PE into one indication for
consistency across anticoagulant PA policies.

Deep Vein Thrombosis (DVT) in Patients Undergoing Hip Replacement
Surgery, Prophylaxis: Added to Other Uses with Supportive Evidence; previously
this was grouped under Treatment or Prevention of Other Thromboembolic-Related
Conditions (Other Uses with Supportive Evidence, #4). Criteria were updated to
allow for completion of therapy in patients started on Savaysa for this indication.

Treatment or Prevention of Other Thromboembolic-Related Conditions:
Examples updated to reflect current clinical practice guidelines and provide
consistency across anticoagulant PA policies.

11/28/2018

Annual Revision

No criteria changes.

11/13/2019

Annual Revision

Deep Vein Thrombosis or Pulmonary Embolism, Treatment: Removed the
exception criterion for patients with cancer-associated thromboembolism. This is no
longer needed as Eliquis also has a category 1 recommendation for use in this setting.
Use after Acute Coronary Syndrome to Reduce the Potential for Thrombotic
Events: Removed from Conditions Not Recommended for Approval.

Venous Thromboembolism in an Acutely 1l Medical Patient, Prophylaxis: This
was added to Conditions Not Recommended for Approval. Of note, this includes
post-discharge thromboprophylaxis in a patient hospitalized with coronavirus disease
19 (COVID-19).

11/18/2020

DEU Update

01/26/2021: No changes to criteria. The policy was renamed to “Anticoagulants —
Savaysa Prior Authorization with Step Therapy Policy”.

NA

PRIOR AUTHORIZATION PoOLICY

PoLicy: Anticoagulants — Xarelto Prior Authorization Policy

REvVIEW DATE:

OVERVIEW

Xarelto® (rivaroxaban tablets — Janssen)

11/18/2020

Xarelto, an oral Factor Xa inhibitor, is indicated for the following?:

e Non-valvular atrial fibrillation, to reduce the risk of stroke and systemic embolism.

e Prophylaxis of DVT, which may lead to PE, in patients undergoing knee or hip replacement

surgery.

e Prophylaxis of venous thromboembolism in acutely ill medical patients at risk for
thromboembolic complications not at high risk of bleeding.
e Reduction in risk of major adverse cardiovascular (CV) events (CV death, myocardial infarction,
and stroke), in combination with aspirin, in patients with chronic coronary artery disease or
peripheral arterial disease.
o Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE), as well as reduction in
the risk of recurrence of DVT and/or PE in patients at continued risk for recurrent DVT and/or PE
after completion of initial treatment.
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Guidelines

Guidelines are available which support the use of direct oral anticoagulants (DOACS) in their commonly
used clinical settings, such as DVT/PE** and atrial fibrillation®®. In patients who are eligible for a DOAC,
these are generally preferred over vitamin K antagonists (e.g., warfarin). It is noted that in the randomized
trials in atrial fibrillation, DOACs were consistently at least non-inferior to warfarin regarding the
composite of stroke or systemic embolism and were associated with lower risk of serious bleeding.®

Anticoagulants and Coronavirus Disease 19 (COVID-19)

Several clinical practice guidelines have been published with regard to use of anticoagulant therapy in the
management of COVID-19. In a guideline from the American College of Chest Physicians (CHEST) [June
2, 2020], anticoagulant thromboprophylaxis is suggested over no prophylaxis for acutely ill hospitalized
patients with COVID-19.” Extended thromboprophylaxis after hospital discharge is not routinely
recommended but may be considered for a patient with low bleeding risk, if emerging data on the post-
discharge risk of venous thromboembolism (VTE) and bleeding indicate a net benefit of such prophylaxis.
Randomized, controlled trials have not been conducted to evaluate the efficacy of various anticoagulants
or placebo in COVID-19 patients; however, the guideline notes that most patients with COVID-19 would
have been eligible to participate in landmark trials of anticoagulant thromboprophylaxis in acutely ill
medical inpatients. According to guidance from the International Society of Thrombosis and Hemostasis
(May 27, 2020), extended post-discharge thromboprophylaxis should be considered for all hospitalized
patients with COVID-19 who meet high VTE risk criteria.2 Xarelto and Bevyxxa (betrixaban capsules) are
cited as treatment options for extended-duration thromboprophylaxis. Likewise, guidance from the
Anticoagulation Forum (May 21, 2020) states that for a COVID-19 patient in whom post-discharge
prophylaxis is deemed reasonable, an adequately studied and/or approved agent such as Bevyxxa or Xarelto
is recommended.

Other Uses with Supportive Evidence

Although data are not robust regarding use of DOACSs in off-label thromboembolic-related conditions,
CHEST guidelines (2012) suggest anticoagulation for certain patients with superficial vein thrombosis,
symptomatic splanchnic thromboses (portal, mesenteric, and/or splenic vein), or symptomatic hepatic vein
thrombosis.? The guidelines acknowledge the limited available data in these settings, and all are given
Grade 2C recommendations (weak recommendation, low-quality evidence). The 2016 CHEST guideline
update did not address these conditions or comment on the role of DOACs.?® The choice of anticoagulant
is often individualized based on patient-specific factors; therefore, for certain patients, DOAC use may be
considered in practice. Evidence for DOACs is limited for off-label scenarios; in general, agents such as
vitamin K antagonists (e.g., warfarin) and low molecular weight heparin have more clinical experience in
these settings.

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Xarelto. All approvals are
provided for the approval duration noted below. In cases where the approval is authorized in months, 1
month is equal to 30 days.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
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FDA-Approved Indications

1.

2.

Atrial Fibrillation (or Atrial Flutter). Approve for 1 year.

Deep Vein Thrombosis in a Patient Undergoing Knee or Hip Replacement Surgery, Prophylaxis.
Approve for 60 days.

Deep Vein Thrombosis or Pulmonary Embolism, Treatment. Approve for 1 year.

Deep Vein Thrombosis or Pulmonary Embolism, to Reduce the Risk of Recurrence. Approve for
1 year.

Reduction in Risk of Major Cardiovascular Events. Approve for 1 year if the patient meets the
following criteria (A and B):

A) Patient has coronary artery disease or peripheral artery disease; AND

B) Patient will be taking concomitant aspirin at least 75 mg daily.

Venous Thromboembolism in an Acutely Il Medical Patient, Prophylaxis. Approve for 60 days.
Note: This includes post-discharge thromboprophylaxis for a patient hospitalized with coronavirus

disease 19 (COVID-19).

Other Uses with Supportive Evidence

7.

Treatment or Prevention of Other Thromboembolic-Related Conditions (e.g., superficial vein
thrombosis, splanchnic vein thrombosis, hepatic vein thrombosis, prophylaxis of venous
thromboembolism in a high-risk patient). Approve for 6 months if the patient meets ONE of the
following criteria (A or B):
A) Patient meets one of the following for the condition (i or ii):
i. Patient has tried warfarin, fondaparinux or a low molecular weight heparin product (e.g.,
enoxaparin, Fragmin® [dalteparin injection]); OR
ii. Patient has tried Eliquis® (apixaban tablets), Pradaxa® (dabigatran capsules), or Savaysa®
(edoxaban tablets); OR
B) Patient has been started on Xarelto for the treatment of an acute thromboembolic condition.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Xarelto is not recommended in the following situations:

4,

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision Reduction in Risk of Major Cardiovascular (CV) Events, Patients with 10/31/2018

Coronary Artery Disease (CAD) or Peripheral Artery Disease (PAD): Added
to FDA-approved indications.

Selected Revision | Deep Vein Thrombosis (DVT) or Pulmonary Embolism (PE), Treatment: 11/28/2018
Combined DVT and PE into one indication for consistency across anticoagulant
PA policies (previously listed separately).

Treatment or Prevention of Other Thromboembolic-Related Conditions:
Examples updated to reflect current clinical practice guidelines and provide
consistency across anticoagulant PA policies.

Selected Revision | Venous Thromboembolism in Acutely 1l Medical Patients, Prophylaxis: 10/30/2019
Added to FDA-approved indications.
Annual Revision Use After an Acute Coronary Syndrome to Reduce the Potential for 11/13/2019

Thrombotic Events: Removed from Conditions Not Recommended for
Approval. Xarelto is indicated to reduce major adverse cardiovascular events in
patients with coronary artery disease or peripheral artery disease. Individuals
with acute coronary syndromes meet criteria for coronary artery disease.

Annual Revision Reduction in Risk of Major Cardiovascular Events: The phrase “coronary 11/18/2020
artery disease or peripheral artery disease” was moved from condition title into
criteria.

Venous Thromboembolism in an Acutely 11l Medical Patient, Prophylaxis:
A note was added to clarify that this includes post-discharge thromboprophylaxis
for a patient hospitalized with coronavirus disease 2019 (COVID-19).

PRIOR AUTHORIZATION PoLicy

PoLicy: Antiepileptics — Banzel Prior Authorization Policy
e Banzel® (rufinamide tablets and oral suspension — Eisai)

RevieEw DATE: 09/16/2020

OVERVIEW
Banzel is indicated for adjunctive treatment of seizures associated with Lennox-Gastaut Syndrome in
pediatric patients > 1 year of age and in adults.’

Although Banzel is only FDA-approved for use in Lennox-Gastaut Syndrome, clinical trial data indicate
the drug may also be beneficial as adjunctive treatment of refractory focal epilepsy.? A review of six clinical
trials found that Banzel when used as an add-on treatment was effective in reducing seizure frequency in
patients with drug-resistant focal epilepsy.

Banzel is a triazole derivative structurally unrelated to currently marketed antiepileptic drugs (AEDs).* The
precise mechanism by which rufinamide exerts its antiepileptic effect is not known. In vitro studies suggest
that the primary mechanism of action of rufinamide is modulation of the activity of sodium channels and,
in particular, prolongation of the inactive state of the channel. Banzel is contraindicated for use in patients
with Familial Short QT syndrome. Banzel should be used cautiously with other drugs that shorten the QT
interval.

Disease Overview
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Lennox-Gastaut syndrome (LGS), a severe epileptic and developmental encephalopathy, is associated with
a high rate of morbidity and mortality.>* LGS most often begins between 3 years and 5 years of age and
comprises approximately 3% to 4% of childhood epilepsies.>® Affected children experience several
different types of seizures, most commonly atonic seizures (sudden loss of muscle tone and limpness, also
called drop seizures) and tonic seizures (increased muscle tone and muscle stiffness).>® The three main
forms of treatment of LGS are antiepileptic drugs (AEDs), dietary therapy (typically the ketogenic diet),
and device/surgery (e.g., vagus nerve stimulation, corpus callosotomy).® None of the therapies are effective
in all cases of LGS and the disorder has proven particularly resistant to most therapeutic options. The
choice of treatment should take into consideration the patient’s age and other associated conditions.

Guidelines/Recommendations

Lennox-Gastaut syndrome. Currently, the FDA-approved drugs for this condition are Epidiolex®
(cannabidiol oral solution), felbamate, lamotrigine, Banzel, topiramate, and clobazam.” Despite the lack of
level 1 or level Il evidence, valproic acid remains a mainstay in treatment.>%8 If valproic acid does not
provide adequate seizure control, which is almost always the case, lamotrigine should be added as the first
adjunctive therapy.* If the combination regimen of valproic acid and lamotrigine does not provide adequate
control, then Banzel should be initiated and either valproic acid or lamotrigine should be discontinued. If
seizure control is still not achieved, the next adjunctive therapies to consider are topiramate, clobazam, and
felbamate. There are limited evidence for the use of levetiracetam, zonisamide, and Fycompa® (perampanel
tablet, oral suspension). Where possible, no more than two AEDs should be used concomitantly; use of
multiple AEDs raise the risk of side effects and/or drug-drug interactions.

PoLICcY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Banzel. Because of the specialized
skills required for evaluation and diagnosis of patients treated with Banzel as well as the monitoring required
for adverse events and long-term efficacy, initial approval requires Banzel to be prescribed by, or in
consultation with, a physician who specializes in the condition being treated. All approvals are provided for
the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Banzel is recommended in those who meet the following criteria:

FDA-Approved Indications

4. Lennox-Gastaut Syndrome. Approve for the duration noted below if the patient meets ONE of the
following criteria (A or B):
A) Initial Therapy: Approve for 1 year if the patient meets the following criteria (i, ii, and iii):
i. Patientis> 1 year of age; AND
ii. Patient has tried and/or is concomitantly receiving at least two other antiepileptic drugs; AND
Note: Examples of antiepileptic drugs include valproic acid, gabapentin, phenytoin,
carbamazepine, oxcarbazepine, lacosamide, levetiracetam, zonisamide, Fycompa (perampanel
tablet or oral suspension), vigabatrin, lamotrigine, topiramate, clobazam, Diacomit (stiripentol
capsules or oral suspension), Epidiolex (cannabidiol oral solution), and felbamate.
iii. The medication is prescribed by, or in consultation with, a neurologist.
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B) Patient is Currently Receiving Banzel: Approve for 1 year if the patient is responding to therapy
(e.g., reduced seizure severity, frequency, and/or duration) as determined by the prescriber.

Other Uses with Supportive Evidence

2.

Treatment-Refractory Seizures/Epilepsy. Approve for the duration noted below if the patient meets
ONE of the following criteria (A or B):
A) Initial Therapy: Approve for 1 year if the patient meets the following criteria (i, ii, and iii):
i. Patient is > 1 years of age; AND
ii. Patient has tried and/or is concomitantly receiving at least two other antiepileptic drugs; AND
Note: Examples of antiepileptic drugs include valproic acid, gabapentin, phenytoin,
carbamazepine, oxcarbazepine, lacosamide, levetiracetam, zonisamide, Fycompa (perampanel
tablet or oral suspension), vigabatrin, lamotrigine, topiramate, clobazam, Diacomit (stiripentol
capsules or oral suspension), Epidiolex (cannabidiol oral solution), and felbamate.
iii. The medication is prescribed by, or in consultation with, a neurologist.
B) Patient is Currently Receiving Banzel: Approve for 1 year if the patient is responding to therapy
(e.g., reduced seizure severity, frequency, and/or duration) as determined by the prescriber.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Banzel is not recommended in the following situations:

27. Coverage is not recommended for circumstances not listed in the Recommended Authorization

Criteria. Criteria will be updated as new published data are available.

REFERENCES
10. Banzel® tablets and oral suspension [prescribing information]. Woodcliff Lake, NJ: Eisai Inc.; November 2019.
11. Panebianco M, Prabhakar H, Marson AG. Rufinamide add-on therapy for refractory epilepsy. Cochrane Database Syst Rev.
2018;4:CD011772.
12. Sirven JI, Shafer PO. Epilepsy Foundation — Lennox-Gastaut Syndrome. Updated February 2020. Available at:
https://www.epilepsy.com/learn/types-epilepsy-syndromes/lennox-gastaut-syndrome-lgs. Accessed on September 11, 2020.
13. Cross JH, Auvin S, Falip M, et al. Expert opinion on the management of Lennox-Gastaut syndrome: treatment algorithms
and practical considerations. Front Neurol. 2017;8:505.
14. Ostendorf AP, Ng YT. Treatment-resistant Lennox-Gastaut syndrome: therapeutic trends, challenges, and future directions.
Neuropsych Dis Treatment. 2017;13:1131-1140.
15. Wheless JW. National Organization for Rare Diseases (NORD) — Lennox-Gastaut syndrome. Available at:
https://rarediseases.org/rare-diseases/lennox-gastaut-syndrome/. Accessed on September 11, 2020.
16. Lennox-Gastaut Syndrome Foundation - Lennox-Gastaut Syndrome. Available at:
http://imww.Igsfoundation.org/understanding. Accessed on September 11, 2020.
17. Cherian KA. Lennox-Gastaut syndrome treatment & management. Updated August 6, 2020. Available at:
https://emedicine.medscape.com/article/1176735-treatment. Accessed on September 11, 2020.
HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 09/18/2019
Annual Revision No change to criteria. 09/16/2020
PRIOR AUTHORIZATION PoLICY
PoLicy: Antiepileptics — Clobazam Products Prior Authorization Policy

e Onfi® (clobazam tablets and oral suspension — Lundbeck, generics)
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e Sympazan™ (clobazam oral soluble film — Aquestive Therapeutics)

RevVIEw DATE: 11/18/2020

OVERVIEW
All forms of clobazam are indicated for the adjunctive treatment of seizures associated with Lennox-
Gastaut syndrome (LGS) in patients > 2 years of age.?

Clobazam is a benzodiazepine.? The exact mechanism of action is not fully understood but is thought to
involve potentiation of gamma-aminobutyric acid (GABA)ergic neurotransmission resulting from binding
at the benzodiazepine site of the GABAA receptor.

Disease Overview

Lennox-Gastaut syndrome (LGS), a severe epileptic and developmental encephalopathy, is associated with
a high rate of morbidity and mortality.>* LGS most often begins between 3 and 5 years of age and comprises
approximately 4% to 10% of childhood epilepsies; the prevalence is 0.26 per 1,000 people.>® Children
may develop normally before onset of seizures and then lose previously acquired skills (psychomotor
regression), and because the seizures associated with LGS are usually resistant to treatment, intellectual
impairment and learning problems may worsen over time.® Affected children experience several different
types of seizures, most commonly atonic seizures (sudden loss of muscle tone and limpness, also called
drop seizures) and tonic seizures (increased muscle tone and muscle stiffness).*¢ The three main forms of
treatment of LGS are antiepileptic drugs (AEDs), dietary therapy (typically the ketogenic diet), and
device/surgery (e.g., Vagus nerve stimulation, corpus callosotomy).® None of the therapies are effective in
all cases of LGS and the disorder has proven particularly resistant to most therapeutic options. The choice
of treatment should take into consideration the patient’s age and other associated conditions.

Dravet syndrome is a rare genetic epileptic encephalopathy (dysfunction of the brain) marked with frequent
and/or prolonged seizures.”® It’s been estimated that 1 out of 15,700 infants born in the US are affected
with Dravet syndrome. The seizures generally begin in the first year of life in an otherwise healthy infant.
Affected individuals can develop many seizure types: myoclonic, tonic-clonic, absence, atypical absence,
atonic, focal aware or impaired awareness (previously called partial seizures), and status epilepticus.® As
the seizures continue, most of the children develop some level of developmental disability and other
conditions associated with the syndrome. Two or more AEDs are often needed to control the seizures; most
of the seizures are refractory to medications. The goals of treatment are cessation of prolonged convulsions,
reductions in overall seizure frequency, and minimization of treatment side effects.*!® Some patients
respond to the ketogenic diet and/or vagus nerve stimulation.

Guidelines/Recommendations

Lennox-Gastaut Syndrome

Currently, the FDA-approved drugs for this condition are Epidiolex® (cannabidiol oral solution), felbamate,
lamotrigine, Banzel® (rufinamide tablet, oral suspension), topiramate, and clobazam.!* Despite the lack of
level 1 or level 11 evidence, valproic acid remains a mainstay in treatment.>512 I valproic acid does not
provide adequate seizure control, which is almost always the case, lamotrigine should be added as the first
adjunctive therapy.* If the combination regimen of valproic acid and lamotrigine does not provide adequate
control, then Banzel should be initiated and either valproic acid or lamotrigine should be discontinued. If
seizure control is still not achieved, the next adjunctive therapies to consider are topiramate, clobazam, and
felbamate. There are limited evidence for the use of levetiracetam, zonisamide, and Fycompa® (perampanel
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tablet, oral suspension). Where possible, no more than two AEDs should be used concomitantly; use of
multiple AEDs raise the risk of side effects and/or drug-drug interactions.

Dravet Syndrome

Valproic acid and clobazam are considered to be the first-line treatment for Dravet syndrome.”*1° If seizure
control is suboptimal, Diacomit® (stiripentol capsules), Epidiolex® (cannabidiol oral solution), Fintepla®
(fenfluramine oral solution), and topiramate are treatment options. Ketogenic diet is moderately effective
and can also be considered second-line. If control is still inadequate, other therapies to consider are
clonazepam, levetiracetam, and zonisamide. Drugs that should be avoided in Dravet syndrome include
sodium channel blockers (e.g., carbamazepine, oxcarbazepine, lamotrigine, and phenytoin), Sabril®
(vigabatrin tablet, oral packet), and tiagabine.

The American Academy of Neurology (AAN) and the American Epilepsy Society published a guideline
update for treatment-resistant epilepsy (2018) stating that clobazam is probably effective as add-on therapy
for LGS and is possibly effective as add-on therapy for treatment-resistant adult focal epilepsy.™
Adjunctive therapy with clobazam has been effective in the treatment of uncontrolled or refractory epilepsy
in adults and children.* If first-line treatment is ineffective or not tolerated, clobazam has been used as
adjunctive treatment of refractory focal seizures (partial seizure and localization-related seizure) in children,
young adults, and adults; adjunctive treatment of generalized tonic-clonic seizures in children, young adults,
and adults; and adjunctive treatment of children and young adults with benign epilepsy with centrotemporal
spikes, Panayiotopoulos syndrome or late-onset childhood occipital epilepsy (Gastaut type).

PoLICcY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of clobazam. Because of the
specialized skills required for evaluation and diagnosis of patients treated with clobazam as well as the
monitoring required for adverse events and long-term efficacy, initial approval requires clobazam to be
prescribed by, or in consultation with, a physician who specializes in the condition being treated. All
approvals are provided for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of clobazam is recommended in those who meet the following criteria:

FDA-Approved Indications

5. Lennox-Gastaut Syndrome. Approve for 1 year if the patient meets ONE of the following criteria (A
or B):
C) Initial Therapy. Approve for 1 year if the patient meets the following criteria (i, ii, and iii):
i. Patient is > 2 years of age; AND
ii. Patient has tried and/or is concomitantly receiving at least two other antiepileptic drugs (e.g.,
valproic acid, levetiracetam, zonisamide, perampanel, vigabatrin, others) OR one of
lamotrigine, topiramate, rufinamide, felbamate, or Epidiolex; AND
iii. Clobazam is prescribed by, or in consultation with, a neurologist.
D) Patient is Currently Receiving Clobazam. Approve for 1 year if the patient is responding to therapy,
as determined by the prescriber.
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Note: Examples of therapy response include reduced seizure severity, frequency, and/or duration
from baseline [prior to initiation of clobazam].

Other Uses with Supportive Evidence

6. Dravet Syndrome. Approve for 1 year if the patient meets ONE of the following criteria (A or B):

A) Initial Therapy. Approve for 1 year if the patient meets the following criteria (i and ii)
i. Patient is > 2 years of age; AND
ii. Clobazam is prescribed by, or in consultation with, a neurologist.

B) Patient is Currently Receiving Clobazam. Approve for 1 year if the patient is responding to therapy,
as determined by the prescriber.
Note: Examples of therapy response include reduced seizure severity, frequency, and/or duration
from baseline [prior to initiation of clobazam].

3. Treatment-Refractory Seizures/Epilepsy. Approve for 1 year if the patient meets ONE of the
following criteria (A or B):
C) Initial Therapy. Approve for 1 year if the patient meets the following criteria (i, ii, and iii):
i. Patient is > 2 years of age; AND
ii. Patient has tried and/or is concomitantly receiving at least two other antiepileptic drugs; AND
Note: Examples are valproic acid, lamotrigine, topiramate, clonazepam, levetiracetam,
zonisamide, Banzel, felbamate.
iii. Clobazam is prescribed by, or in consultation with, a neurologist.
D) Patient is Currently Receiving Clobazam. Approve for 1 year if the patient is responding to therapy,
as determined by the prescriber.
Note: Examples of therapy response include reduced seizure severity, frequency, and/or duration
from baseline [prior to initiation of clobazam].

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of clobazam is not recommended in the following situations:

28. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 11/07/2018
Annual Revision In each of the three approved conditions (Lennox-Gastaut Syndrome, Dravet 11/20/2019
Syndrome, and Treatment-Refractory Seizures/Epilepsy), the term “prescribing
physician” is being changed to “prescriber”.
Annual Revision No criteria changes. 11/18/2020
PRIOR AUTHORIZATION PoOLICY
PoLicy: Antiepileptics — Diacomit Prior Authorization Policy

e Diacomit® (stiripentol capsules and powder for oral suspension — Biocodex)

ReEviEw DATE: 02/03/2021

OVERVIEW

Diacomit, an antiepileptic drug (AED), is indicated for the treatment of seizures associated with Dravet
syndrome in patients > 2 years of age taking clobazam.® There are no clinical data to support the use of
Diacomit as monotherapy in Dravet syndrome.

Disease Overview

Dravet syndrome is a rare genetic epileptic encephalopathy (dysfunction of the brain) marked with frequent
and/or prolonged seizures.>® The seizures generally begin in the first year of life in an otherwise healthy
infant. Affected individuals can develop many seizure types: myoclonic, tonic-clonic, absence, atypical
absence, atonic, focal aware or impaired awareness (previously called partial seizures), and status
epilepticus.> Two or more AEDs are often needed to control the seizures; most of the seizures are refractory
to medications. The goals of treatment are cessation of prolonged convulsions, reductions in overall seizure
frequency, and minimization of treatment side effects.*®

Clinical Efficacy in Other Refractory Seizures

In one study (n = 212), Diacomit was studied in children with different types of epilepsy syndromes
(including Lennox-Gastaut Syndrome [LGS]; infantile spasms; infection-related or anoxo-ischemic
epilepsy syndromes; tuberous sclerosis complex; Sturge-Weber syndrome; Doose syndrome; cortical
malformation/dysplasia; and epilepsy with myoclonic absences) whose seizures were refractory to more
than two AEDs (including Sabril).® In the 88 patients who completed the 3-month placebo-controlled study,
56.8% of patients with partial epilepsy responded (with 14% becoming seizure free) compared with 41.9%
of patients with generalized epilepsy and 38.4% of patients with myoclonic epilepsy. Diacomit has also
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been administered to patients with epileptic encephalopathies associated with SCN1A mutations or other
sodium channel mutations under compassionate use protocalls.” A single-blind, exploratory trial evaluated
Diacomit in combination with standard treatment in 16 patients with LGS and eight patients with
symptomatic generalized epilepsy of the Lennox-Gastaut type.® There were 15 evaluable patients with
LGS. The overall results identified some benefit for LGS where 60% of patients were responders (based
on 50% responder rate). Diacomit treatment produced a mean 62% seizure reduction and median -80%
reduction from baseline. Additionally, a published study of Diacomit added to carbamazepine in childhood
partial epilepsy (n = 67) demonstrated seizure response in 32 patients with conditions including herpetic
encephalitis, LGS, and tuberous sclerosis complex.®

Guidelines/Recommendations

At this time, there are three drugs approved for the treatment of seizures associated with Dravet syndrome:
Diacomit, Epidiolex® (cannabidiol oral solution), and Fintepla® (fenfluramine oral solution).*%*  An
expert panel considers valproic acid and clobazam are considered to be the first-line treatment for Dravet
syndrome.® If seizure control is suboptimal, Diacomit and topiramate are second-line treatment. Ketogenic
diet is moderately effective and can also be considered second-line. The Dravet Foundation states that
Diacomit, Epidiolex, and Fintepla are considered first-line agents for the treatment of Dravet syndrome.?
If control is still inadequate, other therapies to consider are clonazepam, levetiracetam, and zonisamide.?*%
Sodium channel blockers (e.g., carbamazepine, oxcarbazepine, lamotrigine, and phenytoin) can worsen
seizures in Dravet syndrome. Additionally, vigabatrin and tiagabine may increase the frequency of
myoclonic seizures and should be avoided.

PoLICcY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Diacomit. Because of the
specialized skills required for evaluation and diagnosis of patients treated with Diacomit as well as the
monitoring required for adverse events and efficacy, initial approval requires Diacomit to be prescribed by,
or in consultation with, a physician who specializes in the condition being treated. All approvals are provided
for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Diacomit is recommended in those who meet the following criteria:

FDA-Approved Indications

7. Dravet Syndrome. Approve for 1 year if the patient meets ONE of the following criteria (A or B):
C) Initial Therapy: Approve for 1 year if the patient meets the following criteria (i, ii, and iii):
i. Patient is > 2 years of age; AND
ii. Patient meets ONE of the following criteria (a or b):
a) Patient is taking concomitant clobazam; OR
b) Patient is unable to take clobazam due to adverse events as determined by the prescriber;
AND
iili. The medication is prescribed by, or in consultation with, a neurologist; OR
D) Patient is Currently Receiving Diacomit: Approve for 1 year if the patient is responding to therapy
(e.g., reduced seizure severity, frequency, and/or duration) as determined by the prescriber.
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Other Uses with Supportive Evidence

4. Treatment-Refractory Seizures/Epilepsy [specific rare conditions] (i.e., Lennox-Gastaut
Syndrome; infantile spasms; tuberous sclerosis complex; Sturge-Weber syndrome; Doose syndrome;
infection-related or anoxo-ischemic epilepsy syndromes; cortical malformation/dysplasia; epileptic
encephalopathies associated with sodium channel mutations; and epilepsy with myoclonic absences).
Approve for 1 year if the patient meets ONE of the following criteria (A or B):

E) Initial Therapy: Approve for 1 year if the patient meets the following criteria (i, ii, and iii)
iv. Patient is > 2 years of age; AND
v. Patient has tried at least two other antiepileptic drugs; AND
Note: Examples of other antiepileptic drugs include valproic acid, lamotrigine, topiramate,
clonazepam, Banzel® (rufinamide tablet, oral suspension), feloamate, clobazam, Fycompa®
(perampanel tablet, oral suspension), vigabatrin, levetiracetam, zonisamide, others.
vi. The medication is prescribed by, or in consultation with, a neurologist; OR
F) Patient is Currently Receiving Diacomit: Approve for 1 year if the patient is responding to therapy
(e.g., reduced seizure severity, frequency, and/or duration) as determined by the prescriber.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Diacomit is not recommended in the following situations:

29. Coverage is not recommended for circumstances not listed in the Recommended Authorization

Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 01/03/2019
Annual Revision Prescribing physician was changed to prescriber throughout the criteria as needed. 01/29/2020

Treatment-Refractory Seizures/Epilepsy, Including Lennox-Gastaut Syndrome:
Examples of other antiepileptic drugs were removed from the criteria and changed to
a note.

Selected Revision | Treatment-Refractory Seizures/Epilepsy: This is now limited to specific rare 05/20/2020

conditions. The specific rare conditions are Lennox-Gastaut Syndrome; infantile
spasms; tuberous sclerosis complex; Sturge-Weber syndrome; Doose syndrome;
infection-related  or  anoxo-ischemic  epilepsy  syndromes; cortical
malformation/dysplasia; epileptic encephalopathies associated with sodium channel
mutations; and epilepsy with myoclonic absences.

Annual Revision No criteria changes. 02/03/2021

PRIOR AUTHORIZATION PoLICY

PoLicy: Antiepileptics — Epidiolex Prior Authorization Policy

e Epidiolex” (cannabidiol oral solution — GW Pharmaceuticals)

Review DATE: 02/03/2021

OVERVIEW
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Epidiolex is indicated for the treatment of seizures in patients > 1 years of age associated with:?
e Dravet syndrome.
e Lennox-Gastaut syndrome.
e Tuberous sclerosis complex.

Disease Overview

Dravet syndrome is a rare genetic epileptic encephalopathy marked with frequent and/or prolonged
seizures.>® The seizures generally begin in the first year of life in an otherwise healthy infant. Affected
individuals can develop many seizure types: myoclonic, tonic-clonic, absence, atypical absence, atonic,
focal aware or impaired awareness (previously called partial seizures), and status epilepticus.® Two or more
antiepileptic drugs (AEDs) are often needed to control the seizures; most of the seizures are refractory to
medications. The goals of treatment are cessation of prolonged convulsions, reductions in overall seizure
frequency, and minimization of treatment side effects.*®

Lennox-Gastaut syndrome, a severe epileptic and developmental encephalopathy, is associated with a high
rate of morbidity and mortality.®” Lennox-Gastaut syndrome most often begins between 3 and 5 years of
age.® Affected children experience several different types of seizures, most commonly atonic seizures
(sudden loss of muscle tone and limpness) and tonic seizures.®® The three main forms of treatment of
Lennox-Gastaut syndrome are AEDs, dietary therapy (typically the ketogenic diet), and device/surgery
(e.g., vagus nerve stimulation, corpus callostomy).® None of the therapies are effective in all cases of
Lennox-Gastaut syndrome and the disorder has proven particularly resistant to most therapeutic options.

Tuberous sclerosis complex is a rare, genetic disease that causes non-cancerous (benign) tumors to grow in
the brain and on other vital organs such as the kidneys, heart, eyes, lungs, and skin.1® It can result in a
combination of symptoms including seizures, impaired intellectual development, autism, behavioral
problems, skin abnormalities, and kidney disease. Seizures affect most individuals with tuberous sclerosis
complex at some point during their life and can be difficult to control.

Clinical Efficacy in Other Refractory Seizures
In 2014, an expanded access program was initiated to provide Epidiolex to patients with treatment-

resistant epilepsy. Of the 607 patients included in a published review, 174 patients were diagnosed with
Dravet syndrome or Lennox-Gastaut syndrome, and 433 patients were diagnosed with other conditions,
including CDKL5 deficiency disorder, Dup15q, Aicardi, and Doose syndromes; febrile infection-related
epilepsy syndromes; tuberous sclerosis complex; Sturge-Weber syndrome; lissencephaly; cortical
malformation/dysplasia; and myoclonic absence.’* The patients enrolled in the study had severe,
intractable, childhood-onset treatment-resistant epilepsy and were on stable doses of AEDs for 4 weeks
before starting Epidiolex as add-on therapy. The initial dose of Epidiolex was 2 to 10 mg/kg/day (taken as
two divided doses) and gradually titrated until intolerance or to a maximum dose of 25 mg/kg/day or 50
mg/kg/day, depending upon treatment site. After 12 weeks of treatment, Epidiolex was associated with
51% and 48% reductions in median monthly convulsive and total seizures, respectively. In a cohort of 132
patients (72 children, 60 adults) with treatment-resistant epilepsy, bi-weekly seizure frequency decreased
from a mean of 144.4 at entry to 52.2 at 12 weeks (P = 0.01) and remained stable thereafter.’> Of note,
patients with a diagnosis of Lennox-Gastaut syndrome or Dravet syndrome were initially excluded
because of preferential enrollment into the randomized clinical trials; once these trials were closed for
enrollment, patients with these syndromes were also enrolled. In a separate cohort of patients with
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CDKLS5 deficiency disorder and Aicardi, Doose, and Dup15q syndromes (n = 46), the percent change in
median convulsive seizure frequency decreased from baseline to Week 12 by 51.4% and by 59.1% at Week
48.®* There was a significant difference between the percent changes in monthly convulsive seizure
frequency during baseline and Week 12 (P = 0.00001), with no difference in seizure percent change
between Weeks 12 and 48. Of the 55 patients in the safety group, 27% of patients withdrew by Week 144
due to adverse effects (n = 4), lack of efficacy (n = 9), withdrawn consent (n = 1), and lost to follow-up (n
=1).

Guidelines/Recommendations

Dravet Syndrome

At this time, there are three drugs approved for the treatment of seizures associated with Dravet syndrome:
Epidiolex, Diacomit® (stiripentol capsules, powder for oral suspension), and Fintepla® (fenfluramine) oral
solution).t1:" An expert panel considers valproic acid and clobazam to be the first-line treatment for
Dravet syndrome.* If seizure control is suboptimal, Diacomit and topiramate are second-line treatment.
Ketogenic diet is moderately effective and can also be considered second-line. The Dravet Foundation
states that Diacomit, Epidiolex, and Fintepla are considered first-line agents for the treatment of Dravet
syndrome.? If control is still inadequate, other therapies to consider are clonazepam, levetiracetam, and
zonisamide.>* Sodium channel blockers (e.g., carbamazepine, oxcarbazepine, lamotrigine, and phenytoin
can worsen seizures in Dravet syndrome. Additionally, vigabatrin and tiagabine may increase the frequency
of myoclonic seizures and should be avoided.

Lennox-Gastaut Syndrome

Currently, the FDA-approved drugs for this condition are felbamate, Banzel® (rufinamide tablet, oral
suspension), topiramate, and clobazam.? Despite the lack of level I or level 11 evidence, valproic acid
remains a mainstay in treatment.2®* If valproic acid does not provide adequate seizure control, which is
almost always the case, lamotrigine should be added as the first adjunctive therapy.’” If the combination
regimen of valproic acid and lamotrigine does not provide adequate control, then Banzel should be initiated
and either valproic acid or lamotrigine should be discontinued. If seizure control is still not achieved, the
next adjunctive therapies to consider are topiramate, clobazam, and felbamate. There is limited evidence
for the use of levetiracetam, zonisamide, and Fycompa® (perampanel tablet, oral suspension). Where
possible, no more than two AEDs should be used concomitantly; use of multiple AEDs raise the risk of side
effects and/or drug-drug interactions.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Epidiolex. Because of the
specialized skills required for evaluation and diagnosis of patients treated with Epidiolex as well as the
monitoring required for adverse events and long-term efficacy, initial approval requires Epidiolex to be
prescribed by, or in consultation with, a physician who specializes in the condition being treated. All
approvals are provided for the duration noted below.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Epidiolex is recommended in those who meet the following criteria:

FDA-Approved Indications

8. Dravet Syndrome. Approve if the patient meets ONE of the following criteria (A or B):
E) |Initial Therapy: Approve for 1 year if the patient meets the following criteria (i, ii, and iii)
iv. Patient is 2 1 years of age; AND
V. Patient meets ONE of the following criteria (a or b):
i.Patient has tried at least two other antiepileptic drugs; OR
Note: Examples of other antiepileptic drugs include valproic acid, topiramate, clonazepam,
levetiracetam, zonisamide.
ii.Patient has tried one of Diacomit or clobazam; AND
vi.  The medication is prescribed by, or in consultation with, a neurologist.
F) Patient is Currently Receiving Epidiolex: Approve for 1 year if the patient is responding to therapy
(e.g., reduced seizure severity, frequency, and/or duration) as determined by the prescriber.

9. Lennox-Gastaut Syndrome. Approve if the patient meets ONE of the following criteria (A or B):
E) |Initial Therapy: Approve for 1 year if the patient meets the following criteria (i, ii, and iii)
i. Patientis > 1 years of age; AND
ii. Patient meets ONE of the following criteria (a or b):
a) Patient has tried at least two other antiepileptic drugs; OR
Note: Examples of other antiepileptic drugs include valproic acid, levetiracetam,
zonisamide, Fycompa, vigabatrin.
b) Patient has tried one of lamotrigine, topiramate, Banzel, felbamate, clobazam; AND
iii. The medication is prescribed by, or in consultation with, a neurologist.
F) Patient is Currently Receiving Epidiolex: Approve for 1 year if the patient is responding to therapy
(e.g., reduced seizure severity, frequency, and/or duration) as determined by the prescriber.

10. Tuberous Sclerosis Complex. Approve if the patient meets ONE of the following criteria (A or B):
A) Initial Therapy: Approve for 1 year if the patient meets the following criteria (i, ii, and iii)
i. Patientis > 1 years of age; AND
ii. Patient has tried at least two other antiepileptic drugs; AND
Note: Examples of other antiepileptic drugs include valproic acid, lamotrigine, topiramate,
clonazepam, levetiracetam, zonisamide, Banzel, felbamate, clobazam, Fycompa, vigabatrin,
everolimus.
iii. The medication is prescribed by, or in consultation with, a neurologist.
B) Patient is Currently Receiving Epidiolex: Approve for 1 year if the patient is responding to therapy
(e.g., reduced seizure severity, frequency, and/or duration) as determined by the prescriber.

Other Uses with Supportive Evidence

5. Treatment-Refractory Seizures/Epilepsy [specific rare conditions] (i.e., CDKL5 deficiency disorder;
Dup15q, Aicardi, or Doose syndromes; febrile infection-related epilepsy syndromes; Sturge-Weber
syndrome; lissencephaly; cortical malformation/dysplasia; and epilepsy with myoclonic absences).
Approve if the patient meets ONE of the following criteria (A or B):
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G) Initial Therapy: Approve for 1 year if the patient meets the following criteria (i, ii, and iii):
vii. Patientis 2 1 years of age; AND
viii. Patient has tried at least two other antiepileptic drugs; AND
Note: Examples of other antiepileptic drugs include valproic acid, lamotrigine, topiramate,

clonazepam, levetiracetam, zonisamide, Banzel, felbamate, clobazam, Fycompa, vigabatrin,
others.

ix. The medication is prescribed by, or in consultation with, a neurologist.
H) Patient is Currently Receiving Epidiolex: Approve for 1 year if the patient is responding to therapy
(e.g., reduced seizure severity, frequency, and/or duration) as determined by the prescriber.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Epidiolex is not recommended in the following situations:

1. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

105. Epidiolex® oral solution [prescribing information]. Carlsbad, CA: Greenwich Biosciences, Inc,; October 2020.

106. Dravet Foundation — Dravet Syndrome. Available at: https://www.dravetfoundation.org/what-is-dravet-syndrome/.
Accessed on February 1, 2021.

107. Shafer  PO. Epilepsy Foundation — Dravet Syndrome. Updated August 2020. Available at:
https://www.epilepsy.com/learn/types-epilepsy-syndromes/dravet-syndrome. Accessed on February 1, 2021.

108. Wirrell EC, Laux L, Donner, et al. Optimizing the diagnosis and management of Dravet syndrome: recommendations from
a North American Consensus Panel. Pediatr Neurol. 2017;68:18-34.

109. Knupp KG1, Wirrell EC. Treatment Strategies for Dravet Syndrome. CNS Drugs. 2018;32(4):335-350.

110. Sirven JI, Shafer PO. Epilepsy Foundation — Lennox-Gastaut Syndrome. Updated February 2020. Available at:
https://www.epilepsy.com/learn/types-epilepsy-syndromes/lennox-gastaut-syndrome-lgs. Accessed on February 1, 2021.

111. Cross JH, Auvin S, Falip M, et al. Expert opinion on the management of Lennox-Gastaut syndrome: treatment algorithms
and practical considerations. Front Neurol. 2017;8:505.

112. Ostendorf AP, Ng YT. Treatment-resistant Lennox-Gastaut syndrome: therapeutic trends, challenges, and future directions.
Neuropsych Dis Treatment. 2017;13:1131-1140.

113. Wheless JW. National Organization for Rare Diseases (NORD) - Lennox-Gastaut syndrome. Available at:
https://rarediseases.org/rare-diseases/lennox-gastaut-syndrome/#standard-therapies. Accessed on February 1, 2021.

114. National Institutes of Neurological Disorders and Stroke. Tuberous Sclerosis Fact Sheet. Last updated: May 13, 2020.
Available at: https://www.ninds.nih.gov/Disorders/Patient-Caregiver-Education/Fact-Sheets/Tuberous-Sclerosis-Fact-
Sheet#3220_6. Accessed on February 1, 2021.

115. Diacomit® capsules, powder for oral suspension [prescribing information]. France: Bicodex; August 2018.

116. Lennox-Gastaut Syndrome Foundation - Lennox-Gastaut Syndrome. Available at:
http://Amww.Igsfoundation.org/understanding. Accessed on February 1, 2021.

117. Cherian KA.  Lennox-Gastaut syndrome treatment & management.  Updated August 2020.  Available at:
https://emedicine.medscape.com/article/1176735-treatment. Accessed on February 1, 2021.

118. Szaflarski JP, Bebin EM, Comi AM, et al. Long-term safety and treatment effects of cannabidiol in children and adults with
treatment-resistant epilepsies: Expanded access program results. Epilepsia. 2018;59(8):1540-1548.

119. Szaflarski JP, Bebin EM, Cutter G, et al. Cannabidiol improves frequency and severity of seizures and reduces adverse events
in an open-label add-on prospective study. Epilepsy Behav. 2018;87:131-136.

120. Devinsky O, Verducci C, Thiele EA, et al. Open-label use of highly purified CBD (Epidiolex®) in patients with CDKL5
deficiency disorder and Aicardi, Dup15q, and Doose syndromes. Epilepsy Behav. 2018;86:131-137.

121. Fintepla® oral solution [prescribing information]. Emeryville CA: Zogenix Inc; June 2020.

HISTORY

| Type of Revision Summary of Changes Review Date

03/25/2020

© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.


https://www.dravetfoundation.org/what-is-dravet-syndrome/
https://www.epilepsy.com/learn/types-epilepsy-syndromes/dravet-syndrome
https://www.ncbi.nlm.nih.gov/pubmed/?term=Knupp%20KG%5BAuthor%5D&cauthor=true&cauthor_uid=29594870
https://www.ncbi.nlm.nih.gov/pubmed/?term=Wirrell%20EC%5BAuthor%5D&cauthor=true&cauthor_uid=29594870
https://www.epilepsy.com/learn/types-epilepsy-syndromes/lennox-gastaut-syndrome-lgs
https://rarediseases.org/rare-diseases/lennox-gastaut-syndrome/#standard-therapies
https://www.ninds.nih.gov/Disorders/Patient-Caregiver-Education/Fact-Sheets/Tuberous-Sclerosis-Fact-Sheet#3220_6
https://www.ninds.nih.gov/Disorders/Patient-Caregiver-Education/Fact-Sheets/Tuberous-Sclerosis-Fact-Sheet#3220_6
http://www.lgsfoundation.org/understanding
https://emedicine.medscape.com/article/1176735-treatment

ESI PA Policies
Page 80

Early Annual Revision Revised Dravet syndrome criterion regarding previous drug use such that use of 01/03/2019
clobazam can lead to an approval: Epidiolex can be approved if patient has tried
at least two other AEDs (e.g., valproic acid, topiramate, clonazepam,
levetiracetam, zonisamide, others) OR one of Diacomit or clobazam

Annual Revision “Prescribing physician” was changed to “prescriber” throughout the criteria as 01/29/2020
needed. Also, examples of other antiepileptic drugs were removed from the
criteria and changed to notes in all three of the approved conditions.

Update 4/9/2020: Epidiolex is no longer a controlled substance, so reference to it being -
a Schedule V controlled substance was removed.
Selected Revision For the approval condition of Treatment-Refractory Seizures/Epilepsy, this is 05/20/2020

now limited to specific rare conditions. The specific rare conditions are tuberous
sclerosis complex; CDKL5 deficiency disorder; Dupl5q, Aicardi, or Doose
syndromes; febrile infection-related epilepsy syndromes; Sturge-Weber
syndrome; lissencephaly; cortical malformation/dysplasia; and epilepsy with
myoclonic absences.

Selected Revision Criteria for a new FDA-approved indication was added for tuberous sclerosis 08/12/2020
complex and this condition was removed from the approval condition of
Treatment-Refractory Seizures/Epilepsy [specific rare conditions] under Other
Uses with Supportive Evidence. For the approval conditions of Lennox-Gastaut
syndrome, Dravet syndrome, and Treatment-Refractory Seizures/Epilepsy
[specific rare conditions], criteria was revised to approve for children > 1 year of
age from > 2 years of age based on expanded age indications.

Annual Revision No criteria changes. 02/03/2021

PRIOR AUTHORIZATION PoOLICY

PoLicy: Antiepileptics — Fintepla Prior Authorization Policy
e Fintepla® (fenfluramine oral solution — Zogenix)

REVIEW DATE:  07/15/2020

OVERVIEW
Fintepla, a serotonin 5-hydroxytryptamine subtype 2 (5-HT>) agonist, is indicated for the treatment of
seizures associated with Dravet syndrome in patients > 2 years of age.’

Disease Overview

Dravet syndrome is a rare genetic epileptic encephalopathy (dysfunction of the brain) marked with frequent and/or
prolonged seizures.?® It is estimated that 1 out of 15,700 infants born in the US are affected with Dravet syndrome.
The seizures generally begin in the first year of life in an otherwise healthy infant. Affected individuals can develop
many seizure types: myoclonic, tonic-clonic, absence, atypical absence, atonic, focal aware or impaired awareness
(previously called partial seizures), and status epilepticus.® As the seizures continue, most of the children develop
some level of developmental disability and other conditions associated with the syndrome. Two or more antiepileptic
drugs (AEDs) are often needed to control the seizures; most of the seizures are refractory to medications. The goals
of treatment are cessation of prolonged convulsions, reductions in overall seizure frequency, and minimization of
treatment side effects.*> Some patients respond to the ketogenic diet and/or vagus nerve stimulation.

Guidelines

Fintepla is not mentioned in the treatment recommendations. Clobazam and valproate (all forms) are the optimal first-
line medications and treatment should be initiated with one of these agents and the other added if control remains
suboptimal.® Diacomit® (stiripentol capsule and powder for oral suspension) and topiramate are optimal second-line
medications and should be used if seizure control remains poor after use of both first-line therapies. Ketogenic diet is
moderately effective and can be considered second-line. Clonazepam, levetiracetam, and zonisamide are moderately
effective if patients fail to respond to the first- and second-line therapies. Medical marijuana is moderately effective
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for Dravet syndrome (although there is no consensus regarding the specific type/concentration of medical marijuana);
and all patients need a home rescue medication and seizure protocol. Carbamazepine, oxcarbazepine, lamotrigine,
phenytoin, Sabril® (vigabatrin tablet and oral packet), and tiagabine should be avoided in these patients as these
medications can exacerbate seizures in Dravet syndrome.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Fintepla. Because of the specialized skills
required for evaluation and diagnosis of patients treated with Fintepla as well as the monitoring required for adverse
events and long-term efficacy, initial approval requires Fintepla to be prescribed by or in consultation with a physician
who specializes in the condition being treated. All approvals are provided for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Fintepla is recommended in those who meet the following criteria:

FDA-Approved Indications

16. Dravet Syndrome. Approve if the patient meets ONE the following criteria (A or B):
A) Initial Therapy: Approve for 1 year if the patient meets the following (i, ii, and iii):
i. Patient is > 2 years of age; AND
ii. Patient meets ONE of the following (a or b):
a) Patient has tried or is concomitantly receiving at least two other antiepileptic drugs; OR
Note: Examples of other antiepileptic drugs include valproic acid, clobazam, topiramate,
clonazepam, levetiracetam, zonisamide.
b) Patient has tried or is concomitantly receiving one of Epidiolex or Diacomit; AND
iii. Fintepla is prescribed by or consultation with a neurologist; OR
B) Patient is Currently Receiving Fintepla: Approve for 1 year if the patient is responding to therapy
(e.g., reduced seizure severity, frequency, and/or duration) as determined by the prescriber.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Fintepla is not recommended in the following situations:

11. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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Type of Revision Summary of Changes Review Date
New Policy - 07/15/2020
PRIOR AUTHORIZATION POLICY
PoLicy: Antiepileptics — Nayzilam Prior Authorization Policy

e Nayzilam® (midazolam nasal spray — UCB, Inc.)

REVIEW DATE:  08/19/2020

OVERVIEW

Nayzilam is indicated for the acute treatment of intermittent, stereotypic episodes of frequent seizure activity (i.e.,
seizure clusters, acute repetitive seizures) that are distinct from a patient's usual seizure pattern in patients with
epilepsy > 12 years of age.!

Nayzilam is a benzodiazepine which is thought to work by the potentiation of gamma-aminobutyric acid (GABA)ergic
neurotransmission resulting from binding at the benzodiazepine site of the GABAA receptor.! The recommended
initial dose is one spray (5 mg dose) into one nostril. If needed, the recommended second dose is one additional 5 mg
spray into the opposite nostril administered after 10 minutes if the patient has not responded to the initial dose. A
second dose of Nayzilam should not be administered if the patient has trouble breathing or if there is excessive sedation
that is uncharacteristic of the patient during a seizure cluster episode. No more than two doses of Nayzilam should be
used to treat a single episode. It is recommended that Nayzilam be used to treat no more than one episode every 3
days and no more than five episodes per month. Nayzilam is available as a single-dose nasal spray unit containing 5
mg/0.1 mL of midazolam and supplied in boxes of two nasal spray units. Nayzilam is a Schedule C-1V controlled
substance.

Disease Overview

Patients with epilepsy can experience acute repetitive seizures or seizure clusters.? The prevalence of epilepsy in the
US is approximately 3.4 million people, and of these patients, an estimated 36% of patients have uncontrolled disease,
a significant risk factor for seizure clusters.®* Seizure clusters are estimated to occur in approximately 15% of adults
with uncontrolled epilepsy.> No consensus definition of a seizure cluster has been agreed upon, and seizure cluster is
not listed in the International League Against Epilepsy commission on classification and terminology.? A broad
definition of seizure clusters has been proposed to be “acute episodes of deterioration in seizure control”. More
specifically, they could be defined as a series of grouped seizures that have short interictal periods. However, the
number of seizures and the interictal period are the subject of controversy. Seizure clusters can result in increased
emergency room visits or hospitalization, and they can disrupt the daily life, studies, and work of patients and
caregivers. They are particularly concerning because of their association with status epilepticus, a potentially life-
threatening condition. Benzodiazepine rescue medication is the primary acute therapy for management of seizure
clusters, helping to abort clusters and reduce emergency department visits.

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Nayzilam. Because of the specialized skills
required for evaluation and diagnosis of patients treated with Nayzilam as well as the monitoring required for adverse
events and efficacy, approval requires Nayzilam to be prescribed by or in consultation with a physician who specializes
in the condition being treated. All approvals are provided for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Nayzilam is recommended in those who meet the following criteria:
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FDA-Approved Indications

17.

Intermittent Episodes of Frequent Seizure Activity (i.e., seizure clusters, acute repetitive
seizures). Approve for 1 year if the patient meets the following criteria (A and B):

A) Patient is currently receiving maintenance antiepileptic medication(s); AND

B) Nayzilam is prescribed by or in consultation with a neurologist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Nayzilam is not recommended in the following situations:

12. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

68. Nayzilam® nasal spray [prescribing information]. Plymouth, MN: Proximagen, LLC; May 2019.

69. Jafarpour S, Hirsch LJ, Gainza-Lein M, et al. Seizure cluster: Definition, prevalence, consequences, and management.
Seizure. 2019;68:9-15.

70. Zack M, Kobau R. National and state estimates of the numbers of adults and children with active epilepsy - United States,
2015. MMWR Morb Mortal Wkly Rep. 2017;66(31):821-825. Available at:
https://www.cdc.gov/mmwr/volumes/66/wr/mm6631al.htm. Accessed on August 17, 2020.

71. Chen B, Choi H, Hirsch LJ, et al. Prevalence and risk factors of seizure clusters in adult patients with epilepsy. Epilepsy Res.
2017;133:98-102.

72. Chen Z, Brodie MJ, Liew D, et al. Treatment outcomes in patients with newly diagnosed epilepsy treated with established
and new antiepileptic drugs: a 30-year longitudinal cohort study. JAMA Neurol. 2018;75(3):279-286.

HISTORY

Type of Revision Summary of Changes Review Date
New Policy - 08/07/2019
Annual Revision | No change to criteria. 08/19/2020
PRIOR AUTHORIZATION PoLICY
PoLicy: Antiepileptics — Valtoco Prior Authorization Policy

e Valtoco® (diazepam nasal spray — Neurelis)

REVIEW DATE: 02/03/2021

OVERVIEW

Valtoco, a benzodiazepine, is indicated for the acute treatment of intermittent, stereotypic episodes of frequent
seizure activity (i.e., seizure clusters, acute repetitive seizures) that are distinct from a patient’s usual seizure pattern
in patients with epilepsy > 6 years of age.’

Valtoco is for acute treatment only. Do not use more than two doses of Valtoco to treat a single episode.! It is
recommended that Valtoco be used to treat no more than one episode every five days and no more than five episodes
per month.

Disease Overview

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



https://www.cdc.gov/mmwr/volumes/66/wr/mm6631a1.htm

ESI PA Policies
Page 84

Patients with epilepsy can experience acute repetitive seizures or seizure clusters.? Patients with severe and/or poorly
controlled epilepsy are more likely to experience seizure clusters. Seizure clusters can result in increased emergency
room visits or hospitalization, and they can disrupt the daily life, studies, and work of patients and caregivers. They
are particularly concerning because of their association with status epilepticus, a potentially life-threatening condition.
Benzodiazepine rescue medication is the primary acute therapy for management of seizure clusters, helping to abort
clusters and reduce emergency department visits.

POLICY STATEMENT
Prior Authorization is recommended for prescription benefit coverage of Valtoco. All approvals are provided for the
duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Valtoco is recommended in those who meet the following criteria:

FDA-Approved Indications

18. Intermittent Episodes of Frequent Seizure Activity (i.e., seizure clusters, acute repetitive
seizures). Approve for 1 year if the patient meets the following criteria (A and B):
A) Patient is currently receiving maintenance antiepileptic medication(s); AND
B) The medication is prescribed by or in consultation with a neurologist.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Valtoco is not recommended in the following situations:

13. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

73. Valtoco® nasal spray [prescribing information]. San Diego, CA: Neurelis, Inc.; January 2020.

74. Jafarpour S, Hirsch LJ, Gainza-Lein M, et al. Seizure cluster: Definition, prevalence, consequences, and management.
Seizure. 2019;68:9-15.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 02/05/2020
Annual Revision | No criteria changes. 02/03/2021
PRIOR AUTHORIZATION PoOLICY
PoLicy: Antiepileptics — Vigabatrin (Sabril) Prior Authorization Policy

e Sabril® (vigabatrin tablets and powder for solution — Lundbeck, generics)

REviEw DATE: 09/16/2020

OVERVIEW
Vigabatrin is indicated for the following:*

e Monotherapy for infantile spasms in pediatric patients 1 month to 2 years of age for whom the
potential benefits outweigh the potential risk of vision loss. Vigabatrin is not indicated as a first
line agent for complex partial seizures.

e Adjunctive therapy for refractory complex partial seizures in adults and pediatric patients > 2
years of age who have inadequately responded to several alternative treatments and for whom
the potential benefits outweigh the risk of vision loss.

According to the vigabatrin prescribing information, use the lowest dosage and shortest exposure to
vigabatrin consistent with clinical objectives.! For infantile spasms, vigabatrin is titrated to a maximum
dose of 150 mg/kg/day given in two divided doses (75 mg/kg twice daily). Vigabatrin should be withdrawn
if a substantial clinical benefit is not observed within 2 to 4 weeks. For refractory complex partial seizures,
vigabatrin is titrated to 3,000 mg/day (1,500 mg twice daily) for patients > 17 years of age and to 2,000
mg/day (1,000 mg twice daily) for pediatric patients 10 years to 16 years of age. In patients with refractory
complex partial seizures, vigabatrin should be withdrawn if a substantial clinical benefit is not observed
within 3 months of initiating treatment.

Safety

Vigabatrin has a Boxed Warning with regard to permanent vision loss.! In some cases, vigabatrin also can
damage the central retina and may decrease visual acuity. The onset of vision loss from vigabatrin is
unpredictable, and can occur within weeks of starting treatment or sooner, or at any time after starting
treatment, even after months or years. The risk of vision loss increases with increasing dose and cumulative
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exposure, but there is no dose or exposure known to be free of risk of vision loss. Vision assessment is
recommended at baseline (no later than 4 weeks after starting vigabatrin), at least every 3 months during
therapy, and about 3 to 6 months after the discontinuation of therapy. Once detected, vision loss due to
vigabatrin is not reversible. Because of the risk of vision loss, vigabatrin should be withdrawn from patients
with refractory complex partial seizures who fail to show substantial clinical benefit within 3 months of
initiation and within 2 to 4 weeks of initiation for patients with infantile spasms, or sooner if treatment
failure becomes obvious. Because of the risk of permanent vision loss, vigabatrin is available only through
a restricted program under a Risk Evaluation and Mitigation Strategy (REMS) called the Vigabatrin REMS
Program.

Guidelines/Recommendations

In 2012 the American Academy of Neurology (AAN) and the Child Neurology Society updated the
evidence-based guideline for the medical treatment of infantile spasms.? The guidelines note that low-dose
adrenocorticotropic hormone (ACTH) is a first-line agent for the short-term treatment of infantile spasms.
ACTH or vigabatrin may be useful for short-term treatment of infantile spasms, with ACTH considered
preferentially over vigabatrin. Hormonal therapy (ACTH or prednisolone) may be considered for use in
preference to vigabatrin in infants with cryptogenic infantile spasms, to possibly improve developmental
outcome. A shorter lag time to treatment of infantile spasms with either hormonal therapy or vigabatrin
possibly improves long-term developmental outcomes. The Infantile Spasms Working Group (ISWG)
published a US consensus report on infantile spasms in 2010.® Data regarding ACTH use and vigabatrin
use in infantile spasms were detailed.> ACTH is an effective first-line therapy for infantile spasms.
Vigabatrin is considered a drug of first choice for infantile spasms comorbid with tuberous sclerosis
complex, and it is the drug of second or third choice for children with other symptomatic or cryptogenic
infantile spasms.

The American Academy of Neurology (AAN) and the American Epilepsy Society published a guideline
update for treatment-resistant epilspsy (2018) that clobazam is probably effective as add-on therapy for
LGS and is possibly effective as add-on therapy for treatment-resistant adult focal epilepsy.* Vigabatrin is
effective as add-on therapy in treatment-resistant adult focal epilepsy based on two Class | studies, but it
should not be used as a first-line treatment. The benefits of vigabatrin should be weighed against the risks,
particularly the risk of irreversible retinopathy.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of vigabatrin. Because of the
specialized skills required for evaluation and diagnosis of patients treated with vigabatrin as well as the
monitoring required for adverse events and long-term efficacy, initial approval requires vigabatrin to be
prescribed by, or in consultation with, a physician who specializes in the condition being treated. All
approvals are provided for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA

Coverage of vigabatrin is recommended in those who meet the following criteria:
FDA-Approved Indications

11. Infantile Spasms. Approve for 6 months if the patient meets the following criteria (A, B, and C):

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 87

B) Patientis <2 years of age; AND
C) Vigabatrin is being used as monotherapy; AND
D) The medication is prescribed by, or in consultation with, a neurologist.

12. Treatment-Refractory Complex Partial Seizures. Approve for the duration noted below if the
patient meets ONE of the following criteria (A or B):
G) Initial Therapy: Approve for 3 months if the patient meets the following criteria (i, ii, and iii):
i. Patientis > 2 years of age; AND
ii. Patient has tried and/or is concomitantly receiving at least three other antiepileptic drugs;
AND
Note: Examples of antiepileptic drugs include valproic acid, gabapentin, phenytoin,
carbamazepine, oxcarbazepine, lacosamide, levetiracetam, zonisamide, Fycompa
(perampanel tablet or oral suspension), lamotrigine, topiramate, rufinamide, tiagabine,
felbamate, Diacomit (stiripentol capsules or oral suspension), and clobazam.
iii. The medication is prescribed by, or in consultation with, a neurologist.
H) Patient is Currently Receiving Vigabatrin: Approve for 1 year if the patient is responding to
therapy (e.g., reduced seizure severity, frequency, and/or duration) as determined by the
prescriber.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of vigabatrin is not recommended in the following situations:

2. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

122. Sabril® tablets and oral solution [prescribing information]. Deerfield, IL: Lundbeck; January 2020.

123. Go CY, Mackay MT, Weiss SK, et al. Evidence-based guideline update: medical treatment of infantile spasms: Report of
the guideline development subcommittee of the American Academy of Neurology and the Practice Committee of the Child
Neurology Society. Neurology. 2012;78:1974-1980.

124. Pellock JM, Hrachovy R, Shinnar S, et al. Infantile spasms: a US consensus report. Epilepsia. 2010;51(10):2175-2189.

125. Kanner AM, Ashman E, Gloss D, et al. Practice guideline update summary: Efficacy and tolerability of the new antiepileptic
drugs Il:  Treatment-resistant epilepsy. Report of the Guideline Development, Dissemination, and Implementation
Subcommittee of the American Academy of Neurology and the American Epilepsy Society. Neurology. 2018;91:82-90.

126. Treiman DM. Management of refractory complex partial seizures: current state of the art. Neuropsychiatr Dis Treat.
2010;6:297-308.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 09/18/2019
Selected Revision For the approval condition of treatment-refractory complex partial seizures, the 03/25/2020
age criterion was changed from > 10 years of age to > 2 years of age based on
a change to the approved indication.
Annual Revision No change to criteria. 09/16/2020

PRIOR AUTHORIZATION PoLICY

PoLicy:  Antifungal — Cresemba® (isavuconazonium sulfate capsules — Astellas Pharma)
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DATE REVIEWED: 06/10/2020

OVERVIEW

Cresemba, an azole antifungal, is indicated for use in patients > 18 years of age for the treatment of invasive
aspergillosis or invasive mucormycosis.* Cresemba is also available for use as an intravenous (1V) infusion.
Switching between the IV and oral formulations is acceptable as the two formulations are bioequivalent.

In the pivotal study involving patients with invasive aspergillosis, patients were initiated on IV Cresemba
before transitioning to oral Cresemba therapy.! The mean treatment duration was 47 days, of which patients
received IV Cresemba for 8 to 9 days. In an open-label, non-comparative study that included a subset of
patients with invasive mucormycosis, patients were treated with either IV or oral Cresemba. The median
duration of Cresemba therapy was 102 days.

Guidelines/Recommendations

The Infectious Diseases Society of America (IDSA) [2016] recommends Cresemba as a treatment option
for invasive aspergillosis and different invasive syndromes of Aspergillus (e.g., invasive pulmonary
aspergillosis, invasive sinus aspergillosis, aspergillosis of the central nervous system, etc).? Treatment of
invasive aspergillosis should be continued for a minimum of 6 to 12 weeks, depending on the degree and
duration of immunosuppression, site of disease, and evidence of disease improvement.

The European Conference on Infections in Leukemia (ECIL), a collaboration between the European
Organization for Research and Treatment of Cancer (EORTC), the European Society for Bone and Marrow
Transplantation (EBMT), the European Leukemia Net (ELN), and the International Immunocompromised
Host Society (CSH), provided recommendations for the treatment of several types of fungal infections,
including invasive aspergillosis and mucormycosis in hematologic patients (2016).> The ECIL-6
recommendations list Cresemba, among other antifungals, as first-line for the treatment of invasive
aspergillosis (Al grade; good evidence from at least one properly randomized, controlled trial). The panel
recommends a multidisciplinary approach, including antifungal therapy (amphotericin B), surgery, and
control of the underlying conditions (e.g., control of diabetes, use of hematopoietic growth factor if the
patient is neutropenic, discontinuation/tapering of steroids, reduction of immunosuppressive therapy).

The European Society for Clinical Microbiology and Infectious Diseases (ESCMID) and the European
Confederation of Medical Mycology (ECMM) published joint clinical guidelines for the management of
mucormycosis in 2013.* The panel notes that there are no published, well-designed, randomized clinical
efficacy trials in the field of mucormycosis. Surgery, whenever possible, is strongly recommended to be
combined with medical treatment. The drug of choice for the treatment of invasive mucormycosis is
liposomal amphotericin B.

The National Comprehensive Cancer Network (NCCN) Prevention and Treatment of Cancer-Related
Infections clinical guidelines (version 2.2020 — June 5, 2020) note that Cresemba is currently not
recommended for use as prophylaxis against fungal infections in patients with cancer and neutropenia.®

PoLICcY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Cresemba capsules.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Cresemba is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Aspergillus Infections — Treatment. Approve for 3 months.
2. Mucormycosis — Treatment. Approve for 3 months.

Other Uses with Supportive Evidence

3. Fungal Infections (Systemic) That Are Susceptible to Cresemba — Treatment. Approve for 3
months.

4. Patients Currently Receiving Intravenous Cresemba or Oral Cresemba Capsules. Approve for 3
months to complete the course of therapy.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Cresemba has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)

30. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.

REFERENCES

43. Cresemba® capsules [prescribing information]. Northbrook, IL: Astellas Pharma US, Inc.; December 2019.

44, Patterson TF, Thompson GR, Denning DW, et al. Practice guidelines for the diagnosis and management of aspergillosis:
2016 update by the Infectious Diseases Society of America. Clin Infect Dis. 2016;63(4):e1-e60.

45. Tissot F, Agrawal S, Pagano L, et al. ECIL-6 guidelines for the treatment of invasive candidiasis, aspergillosis, and
mucormycosis in leukemia and hematopoietic stem cell transplant patients. Haematologica. 2017;102(3):433-444.

46. Cornely OA, Arikan-Akdagli S, Dannaoui E, et al. ESCMID and ECMM joint clinical guidelines for the diagnosis and
management of mucormycosis 2013. Clin Microbiol Infect. 2014;20(Suppl 3):5-26.

47. The NCCN Prevention and Treatment of Cancer-Related Infections Clinical Practice Guidelines in Oncology (version 2.2020
—June 5, 2020). ©2019 National Comprehensive Cancer Network, Inc. Available at: http://www.nccn.org. Accessed on June
5, 2020.

HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 06/05/2019
Annual revision No criteria changes 06/10/2020

PRIOR AUTHORIZATION PoLICY
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PoLicy:  Antifungal — Noxafil® (posaconazole delayed-release tablets [generics] and oral suspension —
Merck)

DATE REVIEWED: 06/10/2020

OVERVIEW

Noxafil, an azole antifungal, is indicated for prophylaxis of invasive Aspergillus and Candida infections in
patients who are at high risk of developing these infections due to being severely immunocompromised,
such as hematopoietic stem cell transplant (HSCT) recipients with graft-versus-host disease (GVHD) or
those with hematologic malignancies with prolonged neutropenia from chemotherapy.! Noxafil oral
suspension is also indicated for the treatment of oropharyngeal candidiasis, including oropharyngeal
candidiasis refractory to itraconazole and/or fluconazole. Noxafil delayed-release tablets and oral
suspension are indicated for use in patients > 13 years of age. The delayed-release tablets and oral
suspension should not be used interchangeably.

The duration of Noxafil therapy is varied. In a pivotal study, where Noxafil oral suspension was compared
with fluconazole capsules as prophylaxis for the prevention of invasive fungal infections in allogeneic
HSCT recipients with GVHD, the mean duration of Noxafil therapy was 80 days.!

Guidelines/Recommendations

The Infectious Diseases Society of America (IDSA) guidelines for aspergillosis (2016) recommend Noxafil
for prophylaxis of invasive aspergillosis.? The IDSA guidelines for candidiasis (2016) notes Noxafil as one
of the drugs of choice for the treatment of fluconazole-refractory oropharyngeal candidiasis.®> The National
Comprehensive Cancer Network (NCCN) Guidelines for the Prevention and Treatment of Cancer-Related
Infections (version 2.2020 — June 5, 2020) recommends Noxafil (category 1) for antifungal prophylaxis in
patients with acute myeloid leukemia (AML) or myelodysplastic syndrome (MDS) and neutropenia who
are receiving induction or re-induction chemotherapy; voriconazole is a category 2B recommendation.*
The IDSA notes Noxafil as having high-quality evidence for prophylaxis of candidiasis, whereas
voriconazole is noted as having moderate-quality evidence.

Other Uses

The IDSA guidelines for aspergillosis (2016) list Noxafil as an option for treatment of invasive aspergillosis
that is refractory to other antifungal therapies or that has progressed despite treatment.? The guidelines for
prevention and treatment of opportunistic infections in adults and adolescents with human
immunodeficiency virus (HIV) infections (2019) note Noxafil as an option for treatment of patients with
coccidiodomycosis.* The NCCN Guidelines for Prevention and Treatment of Cancer-Related Infections
(version 2.2020 — June5, 2020) include Noxafil as one of the antifungal therapies for the following:
treatment of mouth and esophageal infections (e.g., oral thrush) refractory to fluconazole; invasive
fusariosis; Scedosporium infections; and maintenance treatment of mucormycosis.® Additionally, the
NCCN notes Noxafil as one of the antifungal therapies that are recommended for use as prophylaxis against
fungal infections in patients with cancer (e.g., patients with AML or MDS; patients with graft-versus-host
disease [GVHD]; hematopoietic cell transplant [HCT] recipients). Antifungal prophylaxis should be
continued until resolution of neutropenia or GVHD. Noxafil is active against Candida and Aspergillus
species, some Zygomycetes species; and against dimorphic fungi.

PoLICcY STATEMENT
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Prior authorization is recommended for prescription benefit coverage of Noxafil delayed-release tablets and
oral suspension.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA

Coverage of Noxafil is recommended in those who meet the following criteria:
FDA-Approved Indications

5. Aspergillus Infections — Prophylaxis. Approve for 6 months.

6. Candida Infections (Systemic) — Prophylaxis. Approve for 6 months.

7. Oropharyngeal candidiasis — Treatment. Approve for 3 months.

Other Uses with Supportive Evidence

8. Aspergillus Infections — Treatment. Approve for 3 months.

9. Mouth and Esophageal Infections (Refractory to Other Azole Antifungals) — Treatment. Approve
for 3 months.

10. Mucormycosis — Maintenance. Approve for 6 months.
11. Fusariosis, Invasive — Treatment. Approve for 3 months.
12. Scedosporium infections — Treatment. Approve for 3 months.

13. Fungal Infections (Systemic) In Patients with Human Immunodeficiency Virus (HIV) Infections
(e.g., Histoplasmosis, Coccidioidomycosis) — Treatment. Approve for 3 months.

14. Fungal Infections (Systemic) In Patients At Risk Of Neutropenia — Prophylaxis. Approve for 6
months.

15. Fungal Infections (Systemic) That Are Susceptible to Noxafil — Treatment. Approve for 3 months.

16. Patients Currently Receiving Intravenous Noxafil or Oral Noxafil (Tablets or Oral Suspension).
Approve for 3 months to complete the course of therapy.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Noxafil has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)
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31. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.

REFERENCES

48. Noxafil® delayed-release tablets and oral suspension [prescribing information]. Whitehouse Station, NJ: Merck Sharp &
Dohme Corp., a subsidiary of Merck & Co., Inc.; March 2020.

49. Patterson TF, Thompson GR, Denning DW, et al. Practice guidelines for the diagnosis and management of aspergillosis:
2016 update by the Infectious Diseases Society of America. Clin Infect Dis. 2016;63(4):e1-e60.

50. Pappas PG, Kauffman CA, Andes DR, etal. Clinical practice guidelines for the management of candidiasis: 2016 update by
the Infectious Diseases Society of America. Clin Infect Dis. 2016;62(4):e1-50.

51. Panel on Opportunistic Infections in HIV-Infected Adults and Adolescents. Guidelines for the prevention and treatment of
opportunistic infections in HIV-infected adults and adolescents: recommendations from the Centers for Disease Control and
Prevention, the National Institutes of Health, and the HIV Medicine Association of the Infectious Diseases Society of America.
Available at: http://aidsinfo.nih.gov/contentfiles/Ivguidelines/adult_oi.pdf. Accessed on June 5, 2020.

52. The NCCN Prevention and Treatment of Cancer-Related Infections Clinical Practice Guidelines in Oncology (version 2.2020
— June 5, 2020). ©2020 National Comprehensive Cancer Network, Inc. Available at: http://www.nccn.org. Accessed on
June 5, 2020.

HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 06/05/2019
Annual revision No criteria changes. 06/10/2020

PRIOR AUTHORIZATION WITH STEP THERAPY PoLICY
PoLicy: Tolsura™ (itraconazole capsules — Mayne Pharma)

DATE REVIEWED: 06/10/2020

OVERVIEW

Tolsura, a branded itraconazole product, is indicated for the treatment of the following fungal infections in
immunocompromised and non-immunocompromised adult patients: blastomycosis (pulmonary and
extrapulmonary); histoplasmosis, including chronic cavitary pulmonary disease and disseminated, non-
meningeal histoplasmosis; and aspergillosis (pulmonary and extrapulmonary) in patients who are intolerant
of or who are refractory to amphotericin B therapy.! Limitations of use: Tolsura is not indicated for the
treatment of onychomycosis. Tolsura is not interchangeable or substitutable with other itraconazole
products due to the differences in the dosing between Tolsura and other itraconazole products. Compared
with itraconazole capsules, the bioavailability of Tolsura is greater (relative bioavailability is 173% with
21% less variability).? The recommended dose for the treatment of blastomycosis or histoplasmosis is 130
mg (2 x 65 mg capsules) once daily (QD). The dose is 130 mg (2 x 65 mg capsules) QD or twice daily
(BID) for the treatment of aspergillosis.> A loading dose of 130 mg (2 x 65 mg capsules) three times a day
(TID) may be necessary for the treatment of life-threatening infections. Tolsura is available as 65 mg
capsules.

Itraconazole capsule (Sporanox, generics) is indicated for the treatment of the following fungal infections
in immunocompromised and non-immunocompromised patients:  blastomycosis (pulmonary and
extrapulmonary); histoplasmosis (including chronic cavitary pulmonary disease and disseminated, non-
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meningeal histoplasmosis); and aspergillosis (pulmonary and extrapulmonary) in patients who are
intolerant of or who are refractory to amphotericin B therapy.® Itraconazole capsule is also indicated for
the treatment of the following fungal infections in non-immunocompromised patients: onychomycosis of
the toenail, with or without fingernail involvement, due to dermatophytes (tinea unguium); and
onychomyecosis of the fingernail due to dermatophytes (tinea unguium). The dose of itraconazole capsule
(100 mg capsules) for the treatment of systemic fungal infections and onychomycosis range from 200
mg/day to 400 mg/day; a 600 mg/day loading dose (for 3 days) is recommended for life-threatening
infections.

Itraconazole oral solution (Sporanox, generics) is indicated for the treatment of oropharyngeal and
esophageal candidiasis.* The prescribing information notes that itraconazole oral solution was not
investigated in severely neutropenic patients with oropharyngeal and/or esophageal candidiasis and it is not
recommended for initiation of treatment in patients at immediate risk of systemic candidiasis. The
recommended dose of itraconazole oral solution (10 mg/mL) range from 100 mg (10 mL) to 200 mg (20
mL) per day. Itraconazole oral solution should not be used interchangeably with itraconazole capsule.
Drug exposure is greater with the oral solution than with the capsules when the same dose of drug is given.
Although itraconazole oral solution is not FDA-approved for the treatment of systemic fungal infections,
both the capsule and liquid formulation of itraconazole are listed as options for use in the treatment and
prophylaxis of systemic fungal infections by the Infectious Diseases Society of America (IDSA), American
Thoracic Society (ATS) and the National Comprehensive Cancer Network (NCCN).>" Many guidelines
note improved bioavailability of the oral solution compared with the capsule formulation.>®° Therapeutic
drug monitoring of itraconazole is recommended.

Clinical Efficacy/Guidelines

Tolsura has not yet been incorporated into guidelines. Conventional itraconazole (capsule and/or oral
solution) is a treatment option for systemic fungal infections, including invasive aspergillosis,
blastomycosis, and histoplasmosis.>%1°

PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Tolsura. This Prior Authorization
Policy also contains a Step Therapy component. When clinically appropriate, patients are directed to try one
Preferred Step 1 agent (itraconazole capsules or oral solution) prior to Tolsura (Step 2). All approvals are
provided for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA

Coverage of Tolsura is recommended in those who meet the following criteria:

FDA-Approved Indications

13. Blastomycosis — Pulmonary Or Extrapulmonary — Treatment. Approve for 3 months if the patient
meets one of the following criteria (A or B):

a) The patient has tried one of itraconazole capsules or oral solution; OR
b) The patient is currently receiving Tolsura for this condition.
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14. Histoplasmosis (Including Chronic Cavitary Pulmonary Disease and Disseminated, Non-
Meningeal) — Treatment. Approve for 3 months if the patient meets one of the following criteria (A
or B):
a) The patient has tried one of itraconazole capsules or oral solution; OR
b) The patient is currently receiving Tolsura for this condition.

15. Aspergillosis — Pulmonary Or Extrapulmonary — Treatment. Approve for 3 months if the patient
meets one of the following criteria (A or B):
a) The patient has tried one of itraconazole capsules or oral solution; OR
b) The patient is currently receiving Tolsura for this condition.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Tolsura not been shown to be effective, or there are limited or preliminary data or potential safety concerns
that are not supportive of general approval for the following conditions. Rationale for non-coverage for
these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions Not
Recommended for Approval.)

32. Onychomycosis. Treatment of onychomycosis is noted as a Limitation of Use in the prescribing
information.

33. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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PRIOR AUTHORIZATION POLICY

PoLicy:  Antifungals —Voriconazole tablets and oral suspension (Vfend® — Roerig, a division of Pfizer;
generics)

DATE REVIEWED: 06/10/2020

OVERVIEW

Voriconazole (Vfend, generics), an azole antifungal, is indicated in adults and pediatric patients (> 2 years
of age) for the treatment of invasive aspergillosis, esophageal candidiasis, and for the treatment of serious
fungal infections caused by Scedosporium apiospermum (asexual form of Pseudallescheria boydii) and
Fusarium spp., including Fusarium solani in patients intolerant of, or refractory to, other therapy.!
Voriconazole is also indicated for the treatment of candidemia in non-neutropenic patients and the
following Candida infections: disseminated infections in skin and infections in abdomen, kidney, bladder
wall, and wounds. The duration of voriconazole therapy is varied, ranging from a median duration of 15
days for esophageal candidiasis to 76 days for invasive aspergillosis.

Guidelines/Recommendations

The Infectious Diseases Society of America (IDSA) recommends Voriconazole as a treatment option for
invasive aspergillosis (2016) and different invasive syndromes of Aspergillus (e.g., invasive pulmonary
aspergillosis, invasive sinus aspergillosis, aspergillosis of the central nervous system) and for candidemia
and candidiasis (2016).2> The National Comprehensive Cancer Network (NCCN) Guidelines for
Prevention and Treatment of Cancer-Related Infections (version 2.2020 — June 5, 2020) note Voriconazole
as an option for the treatment of infections caused by Fusarium and Scedosporium species.*

Other Uses

The IDSA guidelines for aspergillosis (2016) recommend Voriconazole for prophylaxis of invasive
aspergillosis. The IDSA guidelines for management of candidiasis (2016) note voriconazole as a treatment
option for the following infections: Candida intravascular infections, including endocarditis and infections
of implantable cardiac devices; fluconazole-refractory oropharyngeal candidiasis; Candida
endophthalmitis.® The IDSA guidelines for the management of blastomycosis (2008) note VVoriconazole as
an option for the treatment of central nervous system blastomycosis.> The NCCN Guidelines for Prevention
and Treatment of Cancer-Related Infections (version 2.2020 — June 5, 2020) note VVoriconazole as an option
for prophylactic use against fungal infections in patients at risk of neutropenia (e.g., patients with cancer;
patients with graft-versus-host disease [GVHD]; hematopoietic cell transplant [HCT] recipients).*
Antifungal prophylaxis should be continued until resolution of neutropenia or GVHD; in one study
involving HCT recipients, Voriconazole was used for up to 6 months. The guidelines for prevention and
treatment of opportunistic infections in adults and adolescents with human immunodeficiency virus (HIV)
infections (2019) recommend voriconazole for prophylaxis or chronic suppressive/maintenance treatment
for various fungal infections in patients with HIV (e.g., histoplasmosis, coccidioidomycosis, infections
caused by Talaromyces marneffei [formerly known as Penicillium marneffei]).®

PoLicY STATEMENT
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Prior authorization is recommended for prescription benefit coverage of Vfend tablets and oral suspension
and generic voriconazole tablets and oral suspension.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Voriconazole is recommended in those who meet the following criteria:

FDA-Approved Indications

17. Aspergillus Infections — Treatment. Approve for 3 months if the patient meets one of the following

criteria (A or B):

a.  Generic voriconazole tablets or oral suspension is requested; OR

b. If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic product,
which per the prescribing physician, would result in a significant allergy or serious adverse
reaction.

18. Esophageal Candidiasis — Treatment. Approve for 3 months if the patient meets one of the following

criteria (A or B):

a.  Generic voriconazole tablets or oral suspension is requested; OR

b. If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic product,
which per the prescribing physician, would result in a significant allergy or serious adverse
reaction.

19. Infections caused by Scedosporium apiospermum — Treatment. Approve for 3 months if the patient

meets one of the following criteria (A or B):

a.  Generic voriconazole tablets or oral suspension is requested; OR

b. If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic product,
which per the prescribing physician, would result in a significant allergy or serious adverse
reaction.

20. Infections caused by Fusarium species — Treatment. Approve for 3 months if the patient meets one
of the following criteria (A or B):
a.  Generic voriconazole tablets or oral suspension is requested; OR
b. If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic product,
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which per the prescribing physician, would result in a significant allergy or serious adverse
reaction.

21. Candida (Systemic) Infections — Treatment. Approve for 3 months if the patient meets one of the

following criteria (A or B):

a.  Generic voriconazole tablets or oral suspension is requested; OR

b. If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic product,
which per the prescribing physician, would result in a significant allergy or serious adverse
reaction.

Other Uses with Supportive Evidence

22.

23.

24,

25.

Aspergillus Infections — Prophylaxis. Approve for 6 months if the patient meets one of the following

criteria (A or B):

A) Generic voriconazole tablets or oral suspension is requested; OR

B) If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic product,
which per the prescribing physician, would result in a significant allergy or serious adverse
reaction.

Oropharyngeal Candidiasis (fluconazole-refractory) — Treatment. Approve for 3 months if the

patient meets one of the following criteria (A or B):

A) Generic voriconazole tablets or oral suspension is requested; OR

B) If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic product,
which per the prescribing physician, would result in a significant allergy or serious adverse
reaction.

Candidia endophthalmitis — Treatment. Approve for 3 months if the patient meets one of the

following criteria (A or B):

A) Generic voriconazole tablets or oral suspension is requested; OR

B) If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic product,
which per the prescribing physician, would result in a significant allergy or serious adverse
reaction.

Blastomycosis — Treatment. Approve for 3 months if the patient meets one of the following criteria

(A or B):

a. Generic voriconazole tablets or oral suspension is requested; OR

b. If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
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26.

27.

12.

13.

generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic product,
which per the prescribing physician, would result in a significant allergy or serious adverse
reaction.

Fungal Infections (Systemic) in Patients At Risk Of Neutropenia — Prophylaxis. Approve for 6

months if the patient meets one of the following criteria (A or B):

A) Generic voriconazole tablets or oral suspension is requested; OR

B) If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic product,
which per the prescribing physician, would result in a significant allergy or serious adverse
reaction.

Fungal Infections (Systemic) In Patients with Human Immunodeficiency Virus (HIV) -

Prophylaxis or Treatment. Approve for 6 months if the patient meets one of the following criteria

(A or B):

A) Generic voriconazole tablets or oral suspension is requested; OR

B) If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic product,
which per the prescribing physician, would result in a significant allergy or serious adverse
reaction.

Fungal Infections (Systemic) That Are Susceptible to Voriconazole — Treatment. Approve for 3

months if the patient meets one of the following criteria (A or B):

A) Generic voriconazole tablets or oral suspension is requested; OR

B) If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic product,
which per the prescribing physician, would result in a significant allergy or serious adverse
reaction.

Patients Currently Receiving Intravenous Voriconazole or Oral Voriconazole (Tablets or Oral

Suspension). Approve for 3 months to complete the course of therapy if the patient meets ONE of the

following criteria (A or B):

A) Generic voriconazole tablets or oral suspension is requested; OR

B) If brand Vfend tablet or brand Vfend oral suspension is requested, the patient has tried the
corresponding generic voriconazole product (tablet or oral suspension) AND cannot take the
generic voriconazole product due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the brand and the bioequivalent generic
product, which per the prescribing physician, would result in a significant allergy or serious
adverse reaction.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
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Voriconazole has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)

34. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 06/05/2019
Update 08/27/19: Changed policy name from “Antifungals — VVoriconazole --
(Vfend) [Oral] PA Policy” to “Antifungals — VVoriconazole Tablets and
Oral Suspension PA Policy”.
Annual revision No criteria changes. 06/10/2020
PRIOR AUTHORIZATION PoOLICY
PoLicy: Antifungals (Azoles) — Intravenous Products Prior Authorization Policy

e Cresemba® (isavuconazonium sulfate injection for intravenous infusion — Astellas)
o Fluconazole injection for intravenous infusion — generic only

e Noxafil® (posaconazole injection for intravenous infusion injection — Merck)

e Vfend® (voriconazole injection for intravenous infusion use — Pfizer, generic)

Review DATE: 02/10/2021

OVERVIEW

Cresemba injection for intravenous (IV) infusion, fluconazole injection for IV infusion, Noxafil injection
for IV infusion, and voriconazole injection for IV infusion are azole antifungals. These products are
indicated for prophylaxis and/or treatment of fungal infections, including Candida infections, cryptococcal
meningitis, esophageal candidiasis, invasive aspergillosis, and invasive mucormycosis.!*
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Injectable formulations of some antifungals have been compounded with other topical products
(clindamycin, clotrimazole, ketoconazole, and mupirocin) to make foot baths and other products. There
are no data to support these uses.

PoLICcY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Cresemba injection for intravenous
(V) infusion, fluconazole injection for IV infusion, Noxafil injection for IV infusion, and voriconazole
injection for IV infusion, when these products are prescribed in conjunction with select topical products:
clindamycin, clotrimazole, ketoconazole, and mupirocin. All approvals are provided for the duration noted
below. In cases where the approval is authorized in months, 1 month is equal to 30 days.

Automation: If there are no prescription claims for topical clindamycin, topical clotrimazole, topical
ketoconazole, and/or topical mupirocin products in the past 180 days, the Prior Authorization edit will not
be applied in adjudication. Prior Authorization will only apply to prescriptions for Cresemba injection for
IV infusion, fluconazole injection for IV infusion, Noxafil injection for IV infusion, and voriconazole
injection for IV infusion when there is history of topical clindamycin, topical clotrimazole, topical
ketoconazole, and/or topical mupirocin products in the past 180 days.

RECOMMENDED AUTHORIZATION CRITERIA

Coverage of Cresemba injection for intravenous (V) infusion, fluconazole injection for IV infusion,
Noxafil injection for IV infusion, and voriconazole injection for IV infusion is recommended in those who
meet the following criteria:

FDA-Approved Indications

16. Systemic Fungal Infections (Prophylaxis or Treatment). Approve for 3 months.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Cresemba injection for intravenous (IV) infusion, fluconazole injection for 1V infusion,
Noxafil injection for IV infusion, and voriconazole injection for 1V infusion is not recommended in the
following situations:

35. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

69. Cresemba® capsule and lyophilized powder for injection [prescribing information]. Northbrook, IL: Astellas Pharma US,
Inc; December 2019.

70. Fluconazole in sodium chloride, USP [prescribing information]. Schaumburg, IL: Sagent Pharmaceuticals.; July 2019.

71. Noxafil® injection for intravenous use, delayed-release tablets for oral use, oral suspension [prescribing information].

Whitehouse Station, NJ: Merck Sharp & Dohme Corp, a subsidiary of Merck & Co., Inc.; September 2017.

72. Vfend® lyophilized powder for injection [prescribing information]. New York, NY: Roerig, Division of Pfizer; January 2021.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 02/06/2019
Update Clarified indications for oral/injectable Noxafil and oral/injectable voriconazole. 04/17/2019
Selected Revision Added to the list of products that will trigger the PA policy: topical clotrimazole 7/31/2019
products (cream or solution), topical ketoconazole products (cream, foam, or gel),
and topical mupirocin products (cream or ointment). Previously, only topical
clindamycin products were listed in the policy.
Update 9/12/2019: Removed the formulations within the parentheses (Policy Statement and -
Automation):  topical clindamycin products (gel, lotion, solution), topical
clotrimazole products (cream or solution), topical ketoconazole products (cream,
foam, or gel), and topical mupirocin products (cream or ointment) such that the
specific formulations are not listed. Revised wording: topical clindamycin products,
topical clotrimazole products, topical ketoconazole products, and topical mupirocin
products.
Annual Revision No criteria changes. 02/12/2020
Annual Revision e Slight wording changes: 02/10/2021

o Policy statement: Revised “... when these products are prescribed in
conjunction with topical clindamycin products, topical clotrimazole products,
topical ketoconazole products, and/or topical mupirocin products” to ““... when
these products are prescribed in conjunction with select topical products:
clindamycin, clotrimazole, ketoconazole, and mupirocin”.

o Automation: Revised “Prior Authorization will only apply to IV Cresemba,
fluconazole, Noxafil, and voriconazole with history of topical clindamycin
products, topical clotrimazole products, topical ketoconazole products, and/or
topical mupirocin products in the past 180 days.” to “Prior Authorization will
only apply to prescriptions for Cresemba injection for intravenous (1V)
infusion, fluconazole injection for IV infusion, Noxafil injection for IV
infusion, and voriconazole injection for 1V infusion when there is history of
topical clindamycin, topical clotrimazole, topical ketoconazole, and/or topical
mupirocin products in the past 180 days”.

o No criteria changes.

PRIOR AUTHORIZATION PoLICY

PoLICcY:  Antiparasitics — Impavido® (miltefosine capsules — Profounda, Inc.)
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DATE REVIEWED: 04/22/2020

OVERVIEW

Impavido is indicated in adults and adolescents > 12 years of age weighing > 30 kg for the treatment of
visceral leishmaniasis caused by Leishmania donovani; cutaneous leishmaniasis caused by L. braziliensis,
L. guyanensis, and L. panamensis; and mucosal leishmaniasis caused by L. braziliensis.! Limitation of use:
Leishmania species studied in clinical trials evaluating Impavido were based on epidemiologic data; there
may be geographic variation in clinical response of the same Leishmania species to Impavido; and the
efficacy of Impavido in the treatment of other Leishmania species has not been evaluated.

Impavido is active in vitro against promastigotes and amastigotes of a variety of Leishmania species and
anti-leishmanial activity has been demonstrated in clinical infections.! The exact mechanism of action is
unknown. The recommended dose of Impavido is one 50 mg capsule twice daily with food for patients
who weigh between 30 kg and 44 kg, and one 50 mg capsule three times a day with food for patients who
weigh > 45 kg. The treatment duration is 28 consecutive days.

A systematic review of four studies conducted in the Americas evaluated the efficacy of Impavido in
pediatric patients < 12 years of age with cutaneous leishmaniasis (n = 130).> The regimen was similar for
all studies, with a target dose of 2.5 mg/kg/day (given as three times a day) for 28 days. The reported
efficacy ranged from 63.1% to 82.8%.

Disease Overview

Leishmaniasis is a vector-borne disease that is transmitted by sandflies.®> The number of annual new cases
of leishmaniasis is unknown; it is estimated there are 700,000 to 1 million new cases annually. The cases
of leishmaniasis in the US reflect travel and immigration patterns; leishmaniasis is not endemic to the US.*
There are three primary forms of leishmaniasis: cutaneous, mucosal, and visceral.>® Cutaneous
leishmaniasis is the most common form, both in general and in US travelers. Mucosal leishmaniasis is the
least common form of the three and it can be a sequela of cutaneous leishmaniasis, resulting from
dissemination of the parasites from the skin to the naso-oropharyngeal mucosa.* Visceral leishmaniasis can
affect several internal organs (usually the spleen, liver, and bone marrow) and can be life-threatening. If
left untreated, visceral leishmaniasis can become fatal, either directly from the disease or indirectly from
complications such as secondary bacterial infection or hemorrhage.3*

Guidelines/Recommendations

In March 2011, Impavido was added to the World Health Organization (WHQ) Essential Medicines List as
an anti-leishmanial medicine.® The current WHO recommendations for the treatment of leishmaniasis
include Impavido, liposomal amphotericin B, amphotericin B deoxycholate, paromomycin (not available
in the US), pentavalent antimonial compounds (not available in the US) with or without pentoxifylline,
systemic azole therapies, and thermotherapy.®”’

The Infectious Diseases Society of America (IDSA) and the American Society of Tropical Medicine and
Hygiene (ASTMH) released guidelines for the management of persons with leishmaniasis in 2016.%
Systemic therapies, including Impavido, are recommended for the treatment of patients with cutaneous,
mucosal, or visceral leishmaniasis.

PoLICcY STATEMENT
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Prior authorization is recommended for prescription benefit coverage of Impavido. All approvals are
provided for the duration noted below. In cases where the approval is authorized in months, 1 month is
equal to 30 days. Because of the specialized skills required for evaluation and diagnosis of patients treated
with Impavido as well as the monitoring required for adverse events and long-term efficacy, approval
requires Impavido to be prescribed by, or in consultation with, a physician who specializes in the condition
being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Impavido is recommended in those who meet the following criteria:

FDA-Approved Indications

28. Leishmaniasis, Visceral, Cutaneous, or Mucosal. Approve Impavido for 1 month if prescribed by,
or in consultation with, an infectious diseases specialist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Impavido has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)

36. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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PRIOR AUTHORIZATION PoOLICY

PoLicy: Attention Deficit Hyperactivity Disorder Non-Stimulant Medications Prior Authorization
Policy
¢ Intuniv® (guanfacine extended-release tablets — Shire Pharmaceuticals, generics)
e Kapvay® (clonidine hydrochloride extended-release tablets — Concordia, generics)
e Strattera® (atomoxetine capsules — Eli Lilly and Company, generics)

REviIEw DATE: 08/05/2020

OVERVIEW

Currently, there are three non-stimulant medications approved for the treatment of attention deficit
hyperactivity disorder (ADHD): atomoxetine (Strattera, generics), guanfacine extended-release tablets
(Intuniv, generics), and clonidine extended-release tablets (Kapvay, generics).’> Atomoxetine, a selective
norepinephrine reuptake inhibitor, is indicated for the treatment of ADHD in children > 6 years of age,
adolescents, and adults.® Guanfacine extended-release tablets and clonidine extended-release tablets, both
of which are alpha agonists, are approved for use in children and adolescents aged 6 to 17 years with
ADHD.2® Guanfacine extended-release tablets and clonidine extended-release tablets are indicated for use
as monotherapy or as adjunctive therapy to stimulant medications.

Clinical Efficacy

Patients with pervasive developmental disorders who have symptoms of ADHD respond to ADHD
medications at a reduced rate compared with typically developing peers and often with undesirable side
effects.*®> However, there is evidence to support use of these agents (e.g., stimulants, atomoxetine,
guanfacine extended-release tablets, clonidine extended-release tablets) in this patient population.

PoLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of atomoxetine (Strattera, generics),
guanfacine extended-release tablets (Intuniv, generics), and clonidine extended-release tablets (Kapvay,
generics). All approvals are provided for the duration noted below.

Automation: An age edit targeting patients < 6 or > 18 years of age is recommended. Therefore, patients
between the ages of 6 and 18 years will be approved at the point-of-service. For patients < 6 or > 18 years
of age, coverage will be determined by Prior Authorization criteria.

RECOMMENDED AUTHORIZATION CRITERIA

Coverage of atomoxetine (Strattera, generics), guanfacine extended-release tablets (Intuniv, generics), or
clonidine extended-release tablets (Kapvay, generics) is recommended in those who meet the following
criteria:

FDA-Approved Indications
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6.

Attention Deficit Hyperactivity Disorder. Approve for 3 years if the patient is > 6 years of age.

Other Uses with Supportive Evidence

7.

Pervasive Developmental Disorders (e.g., autism spectrum disorder, Asperger’s disorder).
Approve for 3 years in patients with symptoms of attention deficit hyperactivity disorder (e.g.,
inattention, hyperactivity).

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of atomoxetine (Strattera, generics), guanfacine extended-release tablets (Intuniv, generics), or
clonidine extended-release tablets (Kapvay, generics) is not recommended in the following situations:

37.

38.

39.

40.

41.

Binge-Eating Disorder. In one 10-week, placebo-controlled study in outpatients with binge-eating
disorder (n = 40), atomoxetine was associated with a significantly greater reduction in binge-eating
episode frequency vs. placebo.® Additional studies with atomoxetine are needed. There are no data
with guanfacine extended-release tablets or clonidine extended-release tablets.

Depression Without Attention Deficit/Hyperactivity Disorder. Limited information is available on
the use of atomoxetine for the treatment of major depressive disorder. In three case reports and one
case series in 15 patients with depressive disorders, adding atomoxetine to a selective serotonin
reuptake inhibitor (SSRI) resulted in further improvement.”® However, in a published controlled trial,
patients with major depressive disorder (without ADHD) [n =276] were treated with sertraline at doses
up to 200 mg/day.® Patients who continued to experience depressive symptoms (n = 146) were then
randomly assigned to either treatment with atomoxetine 40 to 120 mg/day or placebo for an additional
8 weeks. There was no difference between the atomoxetine/sertraline and placebo/sertraline treatment
groups in mean change in depressive symptom severity or in the number of patients whose depressive
symptoms remitted (40.3% vs. 37.8%, respectively; P = 0.865). Atomoxetine did not improve clinically
significant depression in patients with Parkinson disease (n = 55) in one study.'® There are no data with
guanfacine extended-release tablets or clonidine extended-release tablets.

Fibromyalgia. In case reports, atomoxetine was effective in reducing fatigue and pain in fibromyalgia
syndrome.! Well-controlled trials with atomoxetine are needed to establish safety and efficacy. There
are no data with guanfacine extended-release tablets or clonidine extended-release tablets.

Improve Cognitive Function (or Neuroenhancement). The use of prescription medication to
augment cognitive or affective function in otherwise healthy individuals (also known as
neuroenhancement) is increasing in adult and pediatric populations.’®* A 2013 Ethics, Law, and
Humanities Committee position paper, endorsed by the American Academy of Neurology (AAN)
indicates that based on currently available data and the balance of ethics issues, neuroenhancement in
children and adolescents without a diagnosis of a neurologic disorder is not justifiable. The prescription
of neuroenhancements is inadvisable due to numerous social, developmental, and professional integrity
issues. Several studies have evaluated atomoxetine for cognitive function in various patient
populations, including patients with Huntington disease!?, Alzheimer’s disease®?, schizophrenia®#?®,
and Parkinson’s disease.’®* However, atomoxetine has not demonstrated clinical benefit.

Long-Term Combination Therapy (i.e., > 2 months) with atomoxetine (Strattera, generics) and
Central Nervous System (CNS) Stimulants used for the Treatment of Attention
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42.

43.

44,

Deficit/Hyperactivity Disorder (e.g., mixed amphetamine salts extended-release capsules
[Adderall XR®, generics], methylphenidate extended-release tablets, methylphenidate
immediate-release tablets). Currently, data do not support using atomoxetine and CNS stimulant
medications concomitantly.}”*® Short-term drug therapy (2 months or less) with both atomoxetine and
CNS stimulant medications are allowed for transitioning the patient to only one drug. Guanfacine
extended-release tablets and clonidine extended-release tablets are indicated for use as monotherapy or
as adjunctive therapy to CNS stimulant medications; therefore, long-term combination therapy with
either agent and CNS stimulants is appropriate.?

Nocturnal Enuresis. In case reports, children with ADHD and other comorbid psychiatric diagnoses
who had nocturnal enuresis and were treated with atomoxetine had resolution of their enuresis.?® In
one controlled trial in pediatric patients (n = 87) with nocturnal enuresis, atomoxetine increased the
average number of dry nights per week by 1.47 vs. 0.60 for placebo (P = 0.01).2* Additional controlled
trials with atomoxetine are needed. There are no data with guanfacine extended-release tablets or
clonidine extended-release tablets.

Weight Loss. Inone 12-week, placebo-controlled study in obese women (n = 30), atomoxetine resulted
in a mean -3.7% loss vs. 0.2% gain with placebo when combined with a hypocaloric diet (500 kcal/day
deficit).??  Atomoxetine did not demonstrate efficacy for weight reduction in patients with
schizophrenia (n = 37) treated with antipsychotics (clozapine or olanzapine).?? Additional studies are
needed.

Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

127.

128

130.

131

132.

133.

134.

135.

136.

137.
138.

139.

140.

Strattera® capsules [prescribing information]. Indianapolis, IN: Eli Lilly and Company; February 2020.

. Intuniv® extended-release tablets [prescribing information]. Lexington, MA: Shire US Inc.; December 2019.
129.

Kapvay® extended-release tablets, oral [prescribing information]. Overland Park, KS: Concordia Pharmaceuticals Inc.;
February 2020.

Nash K, Carter KJ. Treatment options for the management of pervasive developmental disorders. Int J Psychiatry Med.
2016;51(2):201-210.

Goel R, Hong JS, Findling RL. An update on pharmacotherapy of autism spectrum disorder in children and adolescents. Int
Rev Psychiatry. 2018;30(1):78-95.

McElroy SL, Guerdjikova A, Kotwal R, et al. Atomoxetine in the treatment of binge-eating disorder: a randomized placebo-
controlled trial. J Clin Psychiatry. 2007;68:390-398.

Berigan TR. Atomoxetine used adjunctively with selective serotonin reuptake inhibitors to treat depression. Prim Care
Companion J Clin Psychiatry. 2004;6:93-94.

Carpenter LL, Milosavljevic N, Jordan JD, Schecter JM, Tyrka AR, Price LH. Augmentation with open-label atomoxetine
for partial or nonresponse to antidepressants. J Clin Psychiatry. 2005;66:1234-1238.

Michelson D, Adler LA, Amsterdam JD, et al. Addition of atomoxetine for depression incompletely responsive to sertraline:
a randomized, double-blind, placebo-controlled study. J Clin Psychiatry. 2007;68:582-587.

Weintraub D, Mavandadi S, Mamikonyan E, et al. Atomoxetine for depression and other neuropsychiatric symptoms in
Parkinson disease. Neurology. 2010;75:448-455.

Berigan T. The use of atomoxetine adjunctively in fibromyalgia syndrome. Can J Psychiatry. 2004;49:499-500.

Beglinger LJ, Adams WH, Paulson H, et al. Randomized controlled trial of atomoxetine for cognitive dysfunction in early
Huntington disease. J Clin Psychopharmacol. 2009;29:484-487.

Mohs R, Shiovitz TM, Tariot PN, et al. Atomoxetine augmentation of cholinesterase inhibitor therapy in patients with
Alzheimer disease: 6-month, randomized, double-blind, placebo-controlled, parallel-trial study. Am J Geriatr Psychiatry.
2009;17:752-759.

Kelly DL, Buchanan RW, Boggs DL, et al. A randomized double-blind trial of atomoxetine for cognitive impairments in 32
people with schizophrenia. J Clin Psychiatry. 2009;70:518-525.

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 107

141.
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HISTORY
Type of Revision Summary of Changes Review Date
Annual revision No change to criteria. 06/27/2018
Annual revision In the criteria for Pervasive Developmental Disorders, the “such as” statement was 07/24/2019
revised from e.g., autism, autistic disorder, Asperger’s disorder to €.g., autism
spectrum disorder, Asperger’s disorder.
Annual revision No change to criteria. 08/05/2020
PRIOR AUTHORIZATION PoLIcy
PoLicy: Attention Deficit Hyperactivity Disorder Stimulant Medications Prior Authorization Policy

e Adderall® (dextroamphetamine sulfate, dextroamphetamine saccharate, amphetamine
sulfate, amphetamine aspartate immediate-release tablets — Teva, generics)

e Adderall XR® (mixed amphetamine salts [dextroamphetamine sulfate,
dextroamphetamine saccharate, amphetamine sulfate, amphetamine aspartate]
extended-release capsules — Shire US, generics)

e Adhansia XR™ (methylphenidate extended-release capsules — Adlon/Purdue)

e Adzenys ER™ (amphetamine extended-release oral suspension — Neos Therapeutics)

e Adzenys XR-ODT™ (amphetamine extended-release orally disintegrating tablets —
Neos Therapeutics)

e Aptensio XR™ (methylphenidate extended-release capsules — Rhodes)

Concerta® (methylphenidate extended-release tablets — Janssen, generics)

Cotempla XR-ODT™ (methylphenidate extended-release orally disintegrating tablets

— Neos Therapeutics)

Daytrana® (methylphenidate transdermal system — Noven Pharmaceuticals)

Desoxyn® (methamphetamine tablets — Recordati, generics)

dextroamphetamine sulfate tablets — generics

Dexedrine® Spansules® (dextroamphetamine sustained-release capsules — Impax,

generics)

Dyanavel™ XR (amphetamine extended-release oral suspension — Tris)

e Evekeo™ (amphetamine sulfate tablets — Arbor Pharmaceuticals)

e & o o °

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 108

REVIEW DATE:

OVERVIEW

Evekeo ODT™ (amphetamine sulfate orally disintegrating tablets — Arbor
Pharmaceuticals)

Focalin® (dexmethylphenidate immediate-release tablets — Novartis, generics)
Focalin® XR (dexmethylphenidate extended-release capsules — Novartis, generics)
Jornay PM™ (methylphenidate hydrochloride extended-release capsules — Ironshore)
Metadate® CD (methylphenidate extended-release capsules — UCB, generics)
Metadate® ER (methylphenidate sustained-release tablets — UCB, generics)
Methylin® (methylphenidate tablets, chewable tablets, and oral solution — Shionogi,
generics)

methylphenidate extended-release capsules (generics to discontinued Methylin™ ER)
methylphenidate 72 mg extended-release tablets (branded product — Trigen)
Mydayis™ (mixed salts of a single-entity amphetamine product extended-release
capsules — Shire)

Procentra® (dextroamphetamine sulfate liquid — FSC Laboratories, generics)
QuilliChew ER™ (methylphenidate extended-release chewable tablets — Pfizer)
Quillivant™ XR (methylphenidate extended-release oral suspension — Pfizer)
Relexxii® (methylphenidate extended-release tablets — Vertical [branded generic])
Ritalin® (methylphenidate immediate-release tablets — Novartis, generics)

Ritalin® LA (methylphenidate extended-release capsules — Novartis, generics)

Ritalin SR® (methylphenidate sustained-release tablets — Novartis, generics)
Vyvanse® (lisdexamfetamine dimesylate capsules and chewable tablets — Shire)
Zenzedi™ (dextroamphetamine tablets — Arbor Pharmaceuticals)

08/05/2020

The central nervous system (CNS) stimulant medications in this policy are indicated for:1-244546:50-54

e Attention deficit hyperactivity disorder (ADHD), treatment. All of the stimulant medications in
this policy are indicated for the treatment of ADHD.

e Binge eating disorder (BED), treatment. Vyvanse is the only stimulant medication indicated for
the treatment of BED.

e Narcolepsy, treatment. Several methylphenidate and amphetamine-containing products are also
indicated for the treatment of narcolepsy.

e Exogenous obesity, treatment. Evekeo is indicated as adjunctive therapy for the short-term (i.e.,
a few weeks) treatment of exogenous obesity.

Dextroamphetamine sulfate tablets, Zenzedi, and Adderall (generics) are indicated in patients > 3 years of
age; the other products are indicated in patients > 6 years of age, except for Mydayis which is indicated in
patients > 13 years of age. Adderall XR (generics), Adzenys ER, Adzenys XR-ODT, Mydayis, Vyvanse,
Concerta (generics), and several methylphenidate products are indicated for use in adults with ADHD.
Jornay PM is the only stimulant taken in the evening.

Disease Overview

Idiopathic hypersomnia, a condition similar to narcolepsy, is characterized by constant or recurrent daytime
sleepiness with no other cause of sleepiness, prolonged nocturnal sleep, difficulty awakening with sleep
drunkenness, and long unrefreshing naps with no history of cataplexy.3-3
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Guidelines

Eating disorders: The American Psychiatric Association (APA) guideline on the treatment of patients
with eating disorders (2006 with a Guideline Watch in 2012) suggests treatment with antidepressant
medications, particularly selective serotonin reuptake inhibitors (SSRIS), is associated with at least a short-
term reduction in binge eating behavior but, in most cases, not with substantial weight loss (recommended
with substantial clinical confidence); topiramate is effective for binge reduction and weight loss
(recommended with moderate clinical confidence); and zonisamide may produce similar effects regarding
weight loss (may be recommended on the basis of individual circumstances).®4* The 2012 Guideline
Watch references a 2011 literature review by a multinational task force on eating disorders which concluded
that Grade A evidence supports the use of imipramine (with moderate risk-benefit ratio), sertraline and
citalopram/escitalopram (all with good risk-benefit ratios), and topiramate (with moderate risk-benefit
ratio), and Grade D evidence for fluvoxamine and fluoxetine (i.e., inconsistent results).

Narcolepsy and other hypersomnias: The practice parameters from the American Academy of Sleep
Medicine for the treatment of narcolepsy and other hypersomnias of central origin, updated in 2007, state
that amphetamine, methamphetamine, dextroamphetamine, and methylphenidate are effective for treatment
of daytime sleepiness due to narcolepsy.?” The parameters also state that amphetamine, methamphetamine,
dextroamphetamine, methylphenidate and modafinil may be effective for the treatment of daytime
sleepiness due to idiopathic hypersomnia. As there may be underlying causes/behaviors associated with
excessive daytime sleepiness (EDS), a sleep specialist physician has the training to correctly recognize and
diagnose this condition.

Major depressive disorder (MDD): The 2010 APA practice guidelines for the treatment of patients with
MDD state that many clinicians find augmentation of antidepressants with low doses of stimulants such as
methylphenidate or dextroamphetamine may help ameliorate otherwise suboptimally responsive
depression, although not all clinical trials have shown benefits from this strategy.?® There are no clear
guidelines regarding the length of time stimulants should be coadministered. A 16-week randomized,
double-blind, placebo-controlled trial in patients with geriatric depression in older (mean age of 70 years)
outpatients diagnosed with major depression (n = 143) found that combined treatment with citalopram and
methylphenidate demonstrated an enhanced clinical response profile in mood and well-being, as well as a
higher rate of remission, compared with either drug alone.*’

Cancer-related fatigue: The National Comprehensive Cancer Network (NCCN) guidelines on cancer-
related fatigue (version 2.2020 — May 4, 2020) state to consider use of psychostimulants (i.e.,
methylphenidate) after other causes of fatigue have been ruled out and/or other management strategies have
been attempted.?® The NCCN guidelines on adult cancer pain (version 1.2020 — April 8, 2020) state that
sedation may hinder the achievement of dose titration of opioids to levels that provide adequate analgesia.*
If opioid-induced sedation develops and persists for greater than 2 to 3 days, it may be managed by
administration of a psychostimulant, such as methylphenidate, dextroamphetamine, or modafinil, or by
adding caffeine. A meta-analysis of treatments for fatigue associated with palliative care showed a superior
effect for methylphenidate in cancer-related fatigue.”® A review of methylphenidate for cancer-related
fatigue found a small but significant improvement in fatigue over placebo (P = 0.005).%

PoLICcY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of ADHD stimulant medications in
adults. Only patients > 18 years of age will be required to meet the Prior Authorization criteria below. All
approvals are provided for the duration noted below.
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Automation: This policy includes an age edit targeting patients > 18 years of age. Therefore, patients
below the age of 18 years will be approved at the point-of-service. For patients > 18 years of age, coverage
will be determined by Prior Authorization criteria.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of ADHD stimulant medications is recommended in those who meet the following criteria:

FDA-Approved Indications

8. Attention Deficit Hyperactivity Disorder. Approve for 1 year.

2. Binge Eating Disorder. Approve only Vyvanse for 1 year if the patient is > 18 years of age.
3. Narcolepsy. Approve for 1 year.

Other Uses with Supportive Evidence

4. Depression, Adjunctive/Augmentation Treatment in Adults. Approve for 1 year if the patient is
concurrently receiving other medication therapy for depression.
Note: Examples of medications for the treatment of depression include selective serotonin reuptake
inhibitors (SSRISs).

5. Fatigue associated with Cancer and/or its Treatment. Approve for 1 year.

6. Idiopathic Hypersomnolence. Approve for 1 year if the diagnosis is confirmed by a sleep specialist
physician or at an institution that specializes in sleep disorders (i.e., sleep center).

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of ADHD stimulant medications is not recommended in the following situations:

1. Fatigue associated with Multiple Sclerosis. There are no published studies supporting this use. In
addition, neither recent review articles nor the 2007 practice parameters for the treatment of narcolepsy
and other hypersomnias of central origin mention stimulants (only modafinil). Practice parameters for
the treatment of narcolepsy and other hypersomnias of central origin, updated in 2007, state that
modafinil may be effective for the treatment of daytime sleepiness due to MS.?” Agents that have been
studied for the treatment of fatigue due to MS include amantadine, modafinil, pemoline,
aminopyridines, antidepressants, and aspirin.*

45. Long-term Combination Therapy (i.e., > 2 months) with Strattera® (atomoxetine capsules) and
Central Nervous System (CNS) Stimulants for the treatment of Attention Deficit/Hyperactivity
Disorder (e.g., mixed amphetamine salts extended-release capsules [Adderall XR®, generics],
methylphenidate extended-release tablets, methylphenidate immediate-release tablets).
Currently, data do not support using Strattera and CNS stimulant medications concomitantly.*> Short-
term drug therapy (< 2 months) with both Strattera and CNS stimulant medications are allowed for
transitioning the patient to only one drug. Intuniv and clonidine extended-release tablets (Kapvay,
generics) are indicated for use as monotherapy, or as adjunctive therapy to CNS stimulant medications;
therefore, long-term combination therapy with either agent and CNS stimulants is appropriate.5-3
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46.

47.

48.

Neuroenhancement. The use of prescription medication to augment cognitive or affective function in
otherwise healthy individuals (also known as neuroenhancement) is increasing in adult and pediatric
populations.®” A 2013 Ethics, Law, and Humanities Committee position paper, endorsed by the
American Academy of Neurology (AAN) indicates that based on available data and the balance of
ethics issues, neuroenhancement in legally and developmentally nonautonomous children and
adolescents without a diagnosis of a neurologic disorder is not justifiable. In nearly autonomous
adolescents, the fiduciary obligation of the physician may be weaker, but the prescription of
neuroenhancements is inadvisable due to numerous social, developmental, and professional integrity
issues.

Weight Loss. Of the CNS stimulants, only amphetamine and methamphetamine are indicated for
exogenous obesity, as a short-term (i.e., a few weeks) adjunct in a regimen of weight reduction based
on caloric restriction, for patients in whom obesity is refractory to alternative therapy (e.g., repeated
diets, group programs, and other drugs).*** However, guidelines on the management of obesity do not
address or recommend use of amphetamine or methamphetamine (or any other CNS stimulants).38-40

Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
Update 2/7/2018: Addition of methylphenidate 72 mg extended-release tablets (branded --
product) to the policy.
Update 3/28/2018: Addition of Adzenys ER to the policy. --
Annual revision No change to criteria. 10/3/2018
Selected revision Addition of Jornay PM to the policy. No change to criteria. 06/18/2019
Annual revision Addition of Adhansia XR and Evekeo ODT to the policy. For the approval 08/07/2019
condition of Binge Eating Disorder, the requirement to have tried one medication
for binge eating disorder prior to VVyvanse approval was removed.
Annual revision No change to criteria. 08/05/2020
Update 10/28/2020: Addition of Relexxii to the policy. --
PRIOR AUTHORIZATION PoOLICY
PoLicy: Bone Modifiers — Evenity Prior Authorization Policy

e Evenity® (romosozumab-aqqg injection for subcutaneous use — Amgen)

REvVIEW DATE: 04/22/2020

OVERVIEW

Evenity, a sclerostin inhibitor, is indicated for the treatment of osteoporosis in postmenopausal women at
high risk for fracture, defined as a history of osteoporotic fracture, or multiple risk factors for fracture; or
patients who have failed or are intolerant to other available osteoporosis therapy.* According to the Evenity
prescribing information, the anabolic effect of Evenity wanes after 12 monthly doses of therapy. Therefore,
limit the duration of use to 12 monthly doses. If osteoporosis therapy remains warranted, continued therapy
with an anti-resorptive therapy (e.g., alendronate) should be considered.

Guidelines

Many guidelines are available regarding the management of postmenopausal osteoporosis.?® In general,
the guidelines recommend bisphosphonate therapy as initially for women in whom pharmacologic therapy
is warranted (e.g., women at high risk of fractures) to reduce the risk of fractures. For patients who are
extremely high risk of fracture (e.g., previously experienced an osteoporotic or fragility fracture) other
osteoporosis therapies are recommended. Other agents are also recommended for women who cannot take
bisphosphonate therapy (e.g., patients with severe renal impairment [creatinine clearance < 35 mL/min],
chronic kidney disease) or who have an underlying gastrointestinal condition (e.g., esophageal lesions). In
general, osteoporosis is defined by the presence of fragility fractures or among women with a T-score of -
2.5 or lower in the lumbar spine, femoral neck, total hip, and/or 33% (one-third) radius.? Therapy is also
recommended among women who have a T-score between -1.0 and -2.5 if a substantial risk for major
osteoporotic fracture is present (e.g., Fracture Risk Assessment Tool [FRAX®] score suggests high risk).

In 2020 the Endocrine Society issued a guideline update regarding the pharmacological management of
osteoporosis in postmenopausal women which addressed Evenity.® In postmenopausal women with
osteoporosis at very high risk of fractures such as patients with severe osteoporosis (i.e., low T-score < -
2.5 and fractures) or multiple fractures, Evenity therapy is recommended for up to 1 year for the reduction
of vertebral, hip, and nonvertebral fractures. The recommended dose is 210 mg monthly by SC injection
for 12 months. In postmenopausal women with osteoporosis who have completed a course of Evenity,
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antiresorptive osteoporosis therapy is recommended to maintain bone density gains and reduce fracture

risk.

POLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Evenity. Coverage is limited to
12 monthly doses during the therapy course.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Evenity is recommended in those who meet the following criteria:

FDA-Approved Indication

1. Osteoporosis Treatment for a Postmenopausal Patient. Approve for 1 year if the patient meets the
following criteria (A, B and C):
A) The patient meets ONE of the following conditions (i, ii, or iii):
i. The patient has had a T-score (current or at any time in the past) at or below -2.5 at the lumbar
spine, femoral neck, total hip and/or 33% (one-third) radius (wrist); OR
The patient has had an osteoporotic fracture or a fragility fracture; OR
The patient has low bone mass (T-score [current or at any time in the past] between -1.0 and -
2.5 at the lumbar spine, femoral neck, total hip, and/or 33% [one third] radius [wrist]) and the
physician determines that the patient it at high risk for fracture; AND
B) The patient meets ONE of the following (i, ii, iii, or iv):
The patient has tried at least one oral bisphosphonate or oral bisphosphonate-containing
product and meets one of the following (a, b, or c):

a)

b)

c)

The patient has had an inadequate response to oral bisphosphonate therapy after a trial
duration of 12 months as determined by the prescribing physician (e.g., ongoing and
significant loss of bone mineral density (BMD), lack of BMD increase); OR

The patient has had an osteoporotic fracture or a fragility fracture while receiving oral
bisphosphonate therapy; OR

The patient has experienced intolerability to an oral bisphosphonate (e.g., severe
gastrointestinal [GI]-related adverse events, severe musculoskeletal-related adverse events,
a femoral fracture); OR

The patient cannot take an oral bisphosphonate due to one of the following circumstances (a,
b, or ¢):

a)
b)

c)

The patient cannot swallow or has difficulty swallowing; OR

The patient cannot remain in an upright position post oral bisphosphonate administration;
OR

The patient has a pre-existing gastrointestinal (GI) medical condition (e.g., patient with
esophageal lesions, esophageal ulcers, or abnormalities of the esophagus that delay
esophageal emptying [stricture, achalasia]); OR

iii. The patient has tried ibandronate injection (Boniva IV) or zoledronic acid injection (Reclast);

OR

iv. The patient meets one of the following conditions (a, b or c):

a)
b)
c)

Severe renal impairment (creatinine clearance < 35 mL/min); OR
Chronic kidney disease; OR
The patient has had an osteoporotic fracture or a fragility fracture; AND
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C) The patient has received no more than 12 monthly doses during this therapy course.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Evenity is not recommended in the following situations:

49

50.

. Osteoporosis Prevention. Evenity is not indicated for the prevention of osteoporosis.Concurrent

Use with Other Medications for Osteoporosis.

Note:  Examples include oral bisphosphonates (e.g., alendronate, risedronate, ibandronate),
intravenous bisphosphonates (zoledronic acid injection [Reclast], intravenous ibandronate), Prolia®
(denosumab injection for subcutaneous use), teriparatide injection for subcutaneous use
(Forteo®Bonsity®), Tymlos® (abaloparatide injection for subcutaneous use), and calcitonin nasal spray
(Miacalcin®/Fortical®).

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY

Type of Revision Summary of Changes Review Date
New Policy - 04/10/2019

Selected Revision | Osteoporosis Treatment for a Postmenopausal Patient: The criterion that requires 05/08/2019
that the patient has received no more than 12 monthly doses during their lifetime was
modified to remove “their lifetime” and replaced with the phrasing “this therapy
course.”

Annual Revision | The following changes were made: 04/22/2020

1. Conditions Not Recommended for Approval: For the criteria regarding Concurrent
Use of Other Medications for Osteoporosis, the examples of other medications used
for osteoporosis were moved from the criteria to a note. Reference to calcium and
vitamin D was deleted.

PRIOR AUTHORIZATION PoLICY

PoLicy: Bone Modifiers — Ibandronate Intravenous (Boniva V) Prior Authorization Policy

e Boniva® (ibandronate injection — Genentech/Roche, generics)
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REVIEW DATE:  02/26/2020

OVERVIEW
Ibandronate injection (Boniva IV) is indicated for the treatment of osteoporosis in postmenopausal women.!

POLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of ibandronate injection (Boniva V).
All approvals are provided for the duration cited below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of ibandronate injection (Boniva IV) is recommended in those who meet the following criteria:

FDA-Approved Indication

2. Osteoporosis Treatment for a Postmenopausal Patient. Approve ibandronate injection (Boniva IV)

for 1 year if the patient meets the following criteria (A and B):

A) The patient meets ONE of the following conditions (i, ii, or iii):

iv. The patient has had a T-score (current or at any time in the past) at or below -2.5 at the lumbar

spine, femoral neck, total hip and/or 33% (one-third) radius (wrist); OR
v. The patient has had an osteoporaotic fracture or a fragility fracture; OR
vi. The patient has low bone mass (T-score [current or at any time in the past] between -1.0 and -
2.5 at the lumbar spine, femoral neck, total hip, and/or 33% [one third] radius [wrist]) and the
physician determines that the patient it at high risk for fracture; AND
B) The patient meets ONE of the following (i, ii, iii, or iv):
The patient has tried one oral bisphosphonate or oral bisphosphonate-containing product and
meets one of the following (a, b, or ¢):

a) The patient has had an inadequate response to oral bisphosphonate therapy after a trial
duration of 12 months as determined by the prescribing physician (e.g., ongoing and
significant loss of bone mineral density (BMD), lack of BMD increase); OR

b) The patient has had an osteoporotic fracture or a fragility fracture while receiving oral
bisphosphonate therapy; OR

c) The patient has experienced intolerability to an oral bisphosphonate (e.g., severe
gastrointestinal [Gl]-related adverse effects); OR

The patient cannot take an oral bisphosphonate due to one of the following circumstances (a,

b, or ¢):

a) The patient cannot swallow or has difficulty swallowing; OR

b) The patient cannot remain in an upright position post oral bisphosphonate administration;
OR

c) The patient has a pre-existing gastrointestinal (GI) medical condition in which 1V

bisphosphonate therapy may be warranted (e.g., patient with esophageal lesions,
esophageal ulcers, or abnormalities of the esophagus that delay esophageal emptying
[stricture, achalasia]); OR

iii. The patient has tried ibandronate injection (Boniva IV) or zoledronic acid injection (Reclast);

OR
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iv. The patient has had an osteoporotic fracture or a fragility fracture.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of ibandronate injection (Boniva 1V) is not recommended in the following situations:

51. Osteoporosis Prevention. Ibandronate injection (Boniva 1V) is not indicated for the prevention of
osteoporosis and supporting data are limited.

52. Concurrent Use with Other Medications for Osteoporosis (e.g., other bisphosphonates [e.g.,
alendronate, risedronate, ibandronate], Prolia® [denosumab injection for subcutaneous use], Evenity™
[romosozumab-aqqg injection for subcutaneous use], Forteo®/Bonsity® [teriparatide injection for
subcutaneous use], Tymlos® [abaloparatide injection for subcutaneous use], and calcitonin nasal
spray), except calcium and Vitamin D.

53. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.

REFERENCES
1. Boniva® injection for intravenous use [prescribing information]. South San Francisco, CA: Genentech USA/Roche;
December 2016.
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HISTORY

Type of Revision Summary of Changes Review Date

Annual Revision | Changed the name of the policy to add “Bone Modifiers” — Bisphosphonates | 02/14/2018
(intravenous) PA Policy. For ibandronate injection and zoledronic acid injection
regarding osteoporosis treatment for a postmenopausal patient and for zoledronic acid
injection for the treatment of osteoporosis in men, regarding the T-score it was added to
include 33% (one-third) radius (wrist) as a site. Also, a fragility fracture was added as
an accepted manner to diagnose osteoporosis, in addition to an osteoporotic fracture.
Also, regarding previous criteria that addressed patients with a T-score at or below -2.0,
the criteria were revised to state low bone mass (T-score between -1.0 and -2.5 at the
lumbar spine, femoral neck, total hip and/or 33% [one-third] radius [wrist]) and the
physician “determines” (instead of the word “believes”) that the patient is at high risk for
fracture. Also, patients who were on oral bisphosphonate therapy and had a fragility
fracture (in addition to the previously-cited osteoporotic fracture) are permitted to use
either agent (in addition to meeting other criteria). Patients that have had an osteoporotic
fracture or a fragility fracture are also granted exceptions as they are at higher risk. For
the indication regarding glucocorticoid-induced osteoporosis patients with a fragility
fracture (in addition to the previously-listed an osteoporotic fracture) while receiving oral
bisphosphonate therapy are permitted to use zoledronic acid injection (in addition to
meeting other criteria). Also, patients with an osteoporotic fracture or a fragility fracture
can receive zoledronic acid injection if they are on glucocorticosteroids. For osteoporosis
prevention for a postmenopausal patient, the 33% (one third) radius (wrist) was added as
a site to assess the T-score. Also, a fragility fracture was added as an accepted manner
to diagnose this condition, in addition to an osteoporotic fracture. Additionally, patients
who were on oral bisphosphonate therapy and had a fragility fracture (in addition to the
previously-cited osteoporotic fracture) are permitted to use zoledronic acid-injection (in
addition to meeting other criteria). Patients that have had an osteoporotic fracture or a
fragility fracture are also granted exceptions as they are at higher risk. Evista (raloxifene)
was deleted from the list of osteoporosis medications in which Prolia should not be used
with concurrently; Tymlos was added to this list.

Annual Revision | Previously, the policy was entitled “Bone Modifiers — Bisphosphonates (intravenous)” | 02/27/2019
and included Boniva IV and Reclast. These policies were divided such that this policy
only includes Boniva IV and is titled “Bone Modifiers — Ibandronate IV (Boniva IV).
Approval durations changed from 3 years to 1 year for osteoporosis treatment for a
postmenopausal patient.

Annual Revision In the Conditions Not Recommended for Approval section, added medication examples 02/26/2020
that ibandronate IV should not be used with concomitantly (e.g., Bonsity, Evenity, and
provided examples of bisphosphonates).

PRIOR AUTHORIZATION PoLICY

PoLicy: Bone Modifiers — Prolia Prior Authorization Policy
e Prolia® (denosumab injection for subcutaneous use — Amgen)

RevieEw DATE: 07/29/2020

OVERVIEW
Prolia, a receptor activator of nuclear factor kappa-B (RANK) ligand inhibitor, is indicated for the following
uses:?
e Bone loss (treatment to increase bone mass), in men with nonmetastatic prostate cancer at
high risk for fracture receiving androgen deprivation therapy (ADT).
e Bone loss (treatment to increase bone mass), in women with breast cancer at high risk for
fracture receiving adjuvant aromatase inhibitor (Al) therapy.
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Glucocorticoid-induced osteoporosis (treatment), in men and women at high risk of fracture who
are either initiating or continuing systemic glucocorticoids in a daily dosage equivalent to 7.5 mg
or greater of prednisone and expected to remain on glucocorticoids for at least 6 months.
Osteoporosis, treatment of postmenopausal women at high risk of fracture.

Osteoporosis, treatment to increase bone mass in men at high risk for fracture.

In general, high risk of fractures is defined as a history of osteoporotic fracture, multiple risk factors for
fracture, or patients who have failed or are intolerant to other available osteoporosis therapy.! Of note,
denosumab subcutaneous injection is also available under the brand name Xgeva®, and is indicated for the
prevention of skeletal-related events in patients with multiple myeloma, as well as in patients with bone
metastases from solid tumors, giant cell tumor of bone, and hypercalcemia of malignancy.?

Dosing Information
For all indications, the dose is 60 mg once every 6 months as a subcutaneous injection.!

Guidelines
Several guidelines address Prolia.

Breast Cancer/Prostate Cancer: The National Comprehensive Cancer Network (NCCN)
guidelines for breast cancer (version 5.2020 — July 15, 2020)® and prostate cancer (version 2.2020
— May 21, 2020)7 note that if patients are receiving agents that impact bone mineral density (BMD),
bisphosphonates (oral/intravenous), as well as Prolia, should be considered to maintain or improve
BMD and/or reduce the risk of fractures.

Glucocorticoid-Induced Osteoporosis (GI1O): In 2017, the American College of Rheumatology
(ACR) updated guidelines for the prevention and treatment of G1O.> In various clinical scenarios,
oral bisphosphonates are preferred, followed by intravenous bisphosphonates (e.g., zoledronic acid
injection).

Postmenopausal Osteoporosis: Prolia is prominently featured in guidelines for postmenopausal
osteoporosis by the Endocrine Society (2019)° and the American Association of Clinical
Endocrinologists (AACE) and the American College of Endocrinology (ACE) [2020]*. Prolia is
one of among several agents cited as an alternative for patients at high risk for fractures.
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POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Prolia. All approvals are provided
for 1 year in duration. In the approval indication, as appropriate, an asterisk (*) is noted next to the specified
gender. In this context, the specified gender is defined as follows: men are defined as individuals with the
biological traits of a man, regardless of the individual’s gender identity or gender expression.

Automation: Smart Coverage Review uses patient claim history to answer Prior Authorization questions
regarding medication history of Boniva® (ibandronate injection for intravenous use) or Reclast® (zoledronic
acid injection for intravenous use). A 2-year look back period will be used to check claim history and
automate for use of either agent (Boniva intravenous or Reclast). If not in claims, medication history can
be obtained through Prior Authorization criteria. For all reviews, other Prior Authorization criteria listed
below will also be applied.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Prolia is recommended in those who meet the following criteria:

FDA-Approved Indications

17. Bone Loss (Treatment to Increase Bone Mass) in Patients with Breast Cancer at High Risk for
Fracture Receiving Adjuvant Aromatase Inhibitor Therapy. Approve for 1 year if the patient meets
the following criteria (A and B):
A) Patient has breast cancer that is not metastatic to bone; AND
B) Patient is receiving aromatase inhibitor therapy (e.g., anastrozole, letrozole, or exemestane).

18. Bone Loss (Treatment to Increase Bone Mass) in Patients with Nonmetastatic Prostate Cancer at
High Risk for Fracture Receiving Androgen Deprivation Therapy. Approve for 1 year if the patient
meets the following criteria (A and B):

A) Patient has prostate cancer that is not metastatic to bone; AND
B) Patient meets ONE of the following conditions (i or ii):

i. Patient is receiving androgen deprivation therapy (e.g., Lupron Depot® [leuprolide for depot
suspension], Eligard® [leuprolide acetate for injectable suspension], Trelstar® [triptorelin
pamoate for injectable suspension], or Zoladex® [goserelin implant]); OR

ii. Patient has undergone bilateral orchiectomy.

19. Glucocorticoid-Induced Osteoporosis — Treatment. Approve for 1 year if the patient meets the
following criteria (A and B):
A) Patient is either initiating or continuing systemic glucocorticoids (e.g., prednisone); AND
B) Patient meets ONE of the following (i, ii, iii, or iv):
i. Patient has tried zoledronic acid injection (Reclast); OR
ii. Patient has tried at least one oral bisphosphonate or oral bisphosphonate-containing product
and meets one of the following (a, b, or c):
Note: Examples of oral bisphosphonate products include Fosamax® (alendronate tablets and
oral solution), Fosamax® Plus D (alendronate/cholecalciferol tablets), Actonel® (risedronate
tablets), Atelvia® (risedronate delayed-release tablets), and Boniva® (ibandronate tablets).
a) Patient has had an inadequate response to oral bisphosphonate therapy after a trial duration
of 12 months as determined by the prescriber (e.g., ongoing and significant loss of bone
mineral density [BMD], lack of BMD increase); OR
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b) Patient has had an osteoporotic fracture or fragility fracture while receiving oral
bisphosphonate therapy; OR

c) Patient has experienced intolerability to an oral bisphosphonate (e.g., severe
gastrointestinal [GI]-related adverse effects, severe musculoskeletal-related side effects, a
femoral fracture); OR

Patient cannot take an oral bisphosphonate due to one of the following circumstances (a, b, or

a) Patient cannot swallow or has difficulty swallowing; OR

b) Patient cannot remain in an upright position post oral bisphosphonate administration; OR

c) Patient has a pre-existing gastrointestinal (GI) medical condition (e.g., patient with
esophageal lesions, esophageal ulcers, or abnormalities of the esophagus that delay
esophageal emptying [stricture, achalasia]); OR

Patient meets one of the following conditions (a, b, or c):

a) Severe renal impairment (creatinine clearance < 35 mL/min); OR

b) Chronic kidney disease (CKD); OR

c) Patient has had an osteoporotic fracture or a fragility fracture.

20- Osteoporosis Treatment for a Postmenopausal Patient. Approve for 1 year if the patient meets the
following criteria (A and B):
A) Patient meets ONE of the following conditions (i, ii, or iii):

Patient has had a T-score (current or at any time in the past) at or below -2.5 at the lumbar

spine, femoral neck, total hip, and/or 33% (one-third) radius (wrist); OR

Patient has had an osteoporotic fracture or a fragility fracture; OR

Patient meets both of the following (a and b):

a) Patient has low bone mass (T-score [current or at any time in the past] between -1.0 and
-2.5 at the lumbar spine, femoral neck, total hip and/or 33% [one-third] radius [wrist]);
AND

b) Prescriber determines the patient is at high risk for fracture; AND

B) Patient meets ONE of the following (i, ii, iii, or iv):

Patient has tried ibandronate injection (Boniva) or zoledronic acid injection (Reclast); OR
Patient has tried at least one oral bisphosphonate or oral bisphosphonate-containing product
and meets one of the following (a, b, or c):

Note: Examples of oral bisphosphonate products include Fosamax® (alendronate tablets and

oral solution), Fosamax® Plus D (alendronate/cholecalciferol tablets), Actonel® (risedronate

tablets), Atelvia® (risedronate delayed-release tablets), and Boniva® (ibandronate tablets).

a) Patient has had an inadequate response to oral bisphosphonate therapy after a trial duration
of 12 months as determined by the prescriber (e.g., ongoing and significant loss of bone
mineral density (BMD), lack of BMD increase); OR

b) Patient has had an osteoporotic fracture or a fragility fracture while receiving oral
bisphosphonate therapy; OR

c) Patient has experienced intolerability to an oral bisphosphonate (e.g., severe
gastrointestinal-related adverse effects, severe musculoskeletal-related side effects, a
femoral fracture); OR

Patient cannot take an oral bisphosphonate due to one of the following circumstances (a, b, or

C):

a) Patient cannot swallow or has difficulty swallowing; OR

b) Patient cannot remain in an upright position post oral bisphosphonate administration; OR
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c) Patient has a pre-existing gastrointestinal medical condition (e.g., patient with esophageal
lesions, esophageal ulcers, or abnormalities of the esophagus that delay esophageal
emptying [stricture, achalasia]); OR

iv. Patient meets one of the following conditions (a, b, or c):

a) Severe renal impairment (creatinine clearance < 35 mL/min); OR

b) Chronic kidney disease (CKD); OR

c) Patient has had an osteoporotic fracture or a fragility fracture.

21. Osteoporosis — Treatment (to Increase Bone Mass) for Men*. Approve for 1 year if the patient
meets the following criteria (A and B):
A) Patient meets ONE of the following conditions (i, ii, or iii):
i. Patient has had a T-score (current or at any time in the past) at or below -2.5 at the lumbar
spine, femoral neck, total hip and/or 33% (one-third) radius (wrist); OR
ii. Patient has had an osteoporotic fracture or a fragility fracture; OR
iii. Patient meets both of the following (a and b):
a) Patient has low bone mass (T-score [current or at any time in the past] between -1.0 and
-2.5 at the lumbar spine, femoral neck, total hip and/or 33% [one-third] radius [wrist]);

AND
b) Prescriber determines the patient is at high risk of fracture; AND
B) Patient meets ONE of the following (i, ii, iii or iv):

i. Patient has tried zoledronic acid injection (Reclast); OR
ii. Patient has tried at least one oral bisphosphonate or oral bisphosphonate-containing product

and meets one of the following (a, b, or c):

Note: Examples of oral bisphosphonate products include Fosamax® (alendronate tablets and

oral solution), Fosamax® Plus D (alendronate/cholecalciferol tablets), Actonel® (risedronate

tablets), Atelvia® (risedronate delayed-release tablets), and Boniva® (ibandronate tablets).

a) Patient has had an inadequate response to oral bisphosphonate therapy after a trial duration
of 12 months as determined by the prescriber (e.g., ongoing and significant loss of bone
marrow density [BMD], lack of BMD increase); OR

b) Patient has had an osteoporotic fracture or a fragility fracture while receiving oral
bisphosphonate therapy; OR

c) Patient has experienced intolerability to an oral bisphosphonate (e.g., severe
gastrointestinal [GI]-related adverse effects, severe musculoskeletal-related side effects, a
femoral fracture); OR

iii. Patient cannot take an oral bisphosphonate due to one of the following circumstances (a, b or

C):

a) Patient cannot swallow or has difficulty swallowing; OR

b) Patient cannot remain in an upright position post oral bisphosphonate administration; OR

c) Patient has a pre-existing Gl medical condition (e.g., patient with esophageal lesions,
esophageal ulcers, or abnormalities of the esophagus that delay esophageal emptying
[stricture, achalasia]); OR

iv. Patient meets one of the following conditions (a, b, or c):

a) Severe renal impairment (creatinine clearance < 35 mL/min); OR

b) Chronic kidney disease (CKD); OR

c) Patient has had an osteoporotic fracture or a fragility fracture.

* Refer to the Policy Statement.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Prolia is not recommended in the following situations:

54.

55.

56.

57.

Concurrent Use with Other Medications for Osteoporosis.

Note: Examples include teriparatide injection for subcutaneous use (Forteo®/Bonsity®), Tymlos®
(abaloparatide injection for subcutaneous use), oral bisphosphonates (e.g., alendronate, risedronate,
ibandronate), intravenous bisphosphonates (zoledronic acid injection [Reclast], intravenous
ibandronate), calcitonin nasal spray (Miacalcin®/Fortical®), and Evenity® (romosozumab-aqqg
injection for subcutaneous use). Prolia is not indicated for use as combination therapy.!

Giant Cell Tumor of Bone. Studies with denosumab in giant cell tumor of the bone used dosing for
Xgeva, which is indicated for the treatment of adults and skeletally mature adolescents with giant cell
tumor of bone that is unresectable or where surgical resection is likely to result in severe morbidity.?
Osteoporosis Prevention. Prolia is not indicated for the prevention of osteoporosis.*

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
Annual revision Criteria added regarding GIO treatment. 06/20/2018
Annual revision Approval durations for all FDA-approved uses were changed from 3 years to 1 07/03/2019

year. The following criteria changes were made:

Conditions Not Recommended for Approval: Added Evenity to the list of
medications that should not be used concomitantly with Prolia.

Annual revision In related criteria the word “prescriber” is replacing the word/phrase “physician” 07/29/2020
or “prescribing physician”. Additionally, the following changes were made:
Automation: Automation was previously listed as “None”. Smart Coverage
Review automation was added.

Conditions Not Recommended for Approval: For the criteria regarding
Concurrent Use of Other Medications for Osteoporosis, the examples of other
medications used for osteoporosis in the note were revised. Reference to
calcium and vitamin D was deleted.

Update 08/29/2020: No criteria changes: -
For the conditions that require a trial of at least one oral bisphosphonate or an
oral bisphosphonate-containing product (glucocorticoid-induced osteoporosis —
treatment; osteoporosis treatment for a postmenopausal patient, and
osteoporosis treatment [to increase bone mass] for men), added a note that
provided examples of these products (Note: Examples of oral bisphosphonate
products include Fosamax® [alendronate tablets and oral solution], Fosamax®
Plus D [alendronate/cholecalciferol tablets], Actonel® [risedronate tablets],
Atelvia® [risedronate delayed-release tablets], and Boniva® [ibandronate
tablets]).

PRIOR AUTHORIZATION PoLicy

PoLicy: Bone Modifiers — Teriparatide Products Prior Authorization Policy
e Forteo® (teriparatide injection for subcutaneous injection — Eli Lilly)
e Bonsity® (teriparatide injection for subcutaneous injection — Pfenex)
e Teriparatide injection for subcutaneous use — Alvogen

RevieEw DATE: 07/29/2020

OVERVIEW
Teriparatide products, recombinant human parathyroid hormone (PTH) [1-34], are indicated for the
following uses:*?
e Osteoporosis, treatment of postmenopausal women at high risk for fracture.
e Osteoporosis, to increase bone mass in men with primary or hypogonadal osteoporosis at high
risk for fracture.
e Glucocorticoid-induced osteoporosis (treatment), in men and women at high risk for fracture
associated with sustained systemic glucocorticoid therapy (daily dosage equivalent to 5 mg or
greater of prednisone).

In general, for all indications, patients at high risk for fracture are defined as those with a history of
osteoporotic fractures, have multiple risk factors for fracture, or have failed or are intolerant to other
osteoporosis therapy.t

Teriparatide has been used for patients with hypoparathyroidism.**! Natpara® (parathyroid hormone
injection for subcutaneous use) is indicated as an adjunct to calcium and vitamin D to control hypocalcemia
in patients with hypoparathyroidism.'? However, there is a recall of Natpara and teriparatide is one of two
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main alternatives recommended in a joint guidance statement from the American Society for Bone and
Mineral Research (ASBMR) and Endocrine Society for patients with hypoparathyroidism transitioning
from Natpara.’® It is notable that if teriparatide therapy is used in this clinical scenario, twice daily or even
three times daily injections are usually needed.

Guidelines
Teriparatide is addressed in various clinical guidelines.

o Postmenopausal Osteoporosis:  Teriparatide products are mentioned in guidelines for
postmenopausal osteoporosis by the Endocrine Society (2019)* and the American Association of
Clinical Endocrinologists (AACE) and the American College of Endocrinology (ACE) [2020]*°.
Teriparatide is one of among several agents cited as an alternative for patients at very high risk for
fractures or among those who cannot tolerate oral therapy. However, teriparatide therapy should
be limited to a duration of 2 years in a lifetime.

e Glucocorticoid-Induced Osteoporosis (GIO): The American College of Rheumatology (ACR)
updated guidelines for the prevention and treatment of GIO (2017).*¢ In various clinical scenarios,
teriparatide is recommended after trial of other agents (e.g., oral bisphosphonates, intravenous
bisphosphonates).
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Safety

The prescribing information for teriparatide products include a Boxed Warning regarding an increased
incidence of osteosarcoma in rats at doses 3 to 60 times the exposure in humans administered as a 20 mcg
dose.r Due to these risks, the agent should not be given to those who have an increased baseline risk for
osteosarcoma. The prescribing information does not recommend use of teriparatide for more than 2 years
because its safety and efficacy beyond this time frame have not been evaluated.

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of teriparatide products. Coverage
cumulative with teriparatide products and Tymlos® (abaloparatide injection for subcutaneous use) is
recommended for up to 2 years of a patient’s lifetime. All approval(s) are provided for up to 2 years in
duration unless otherwise noted below. For the indication of hypoparathyroidism, because of the
specialized skills required for evaluation and diagnosis of patients treated with teriparatide as well as
monitoring for adverse events and long-term efficacy, approval requires teriparatide to be prescribed by or
in consultation with a physician who specialized in the condition being treated. In the approval indication,
as appropriate, an asterisk (*) is noted next to the specified gender. In this context, the specified gender is
defined as follows: men are defined as individuals with the biological traits of a man, regardless of the
individual’s gender identity or gender expression.

Automation: Smart Coverage Review uses patient claim history to answer Prior Authorization questions
regarding medication history of Boniva® (ibandronate injection for intravenous use) or Reclast® (zoledronic
acid injection for intravenous use). A 2-year look back period will be used to check claim history and
automate for use of either agent (Boniva intravenous or Reclast). If not in claims, medication history can
be obtained through Prior Authorization criteria. For all reviews, other Prior Authorization criteria listed
below will also be applied.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of teriparatide products are recommended in those who meet the following criteria:

FDA-Approved Indications

1. Glucocorticoid-Induced Osteoporosis — Treatment. Approve for up to 2 years (total) if the patient
meets the following criteria (A, B, and C):
C) Patient is either initiating or continuing systemic glucocorticoids (e.g., prednisone); AND
D) Patient meets ONE of the following (i, ii, iii, or iv):
v. Patient has tried zoledronic acid injection (Reclast); OR
vi. Patient has tried at least one oral bisphosphonate or oral bisphosphonate-containing product

and meets one of the following (a, b, or c):

Note: Examples of oral bisphosphonate products include Fosamax® (alendronate tablets and

oral solution), Fosamax” Plus D (alendronate/cholecalciferol tablets), Actonel® (risedronate

tablets), Atelvia® (risedronate delayed-release tablets), and Boniva® (ibandronate tablets).

d) Patient has had an inadequate response to oral bisphosphonate therapy after a trial
duration of 12 months as determined by the prescriber (e.g., ongoing and significant loss
of bone mineral density [BMD], lack of BMD increase); OR

e) Patient has had an osteoporotic fracture or fragility fracture while receiving oral
bisphosphonate therapy; OR
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E)

f) Patient has experienced intolerability to an oral bisphosphonate (e.g., severe
gastrointestinal [Gl]-related adverse effects, severe musculoskeletal-related side effects,
a femoral fracture); OR
vii. Patient cannot take an oral bisphosphonate due to one of the following circumstances (a, b,
or c):
d) Patient cannot swallow or has difficulty swallowing; OR
e) Patient cannot remain in an upright position post oral bisphosphonate administration; OR
f) Patient has a pre-existing gastrointestinal (Gl) medical condition (e.g., patient with
esophageal lesions, esophageal ulcers, or abnormalities of the esophagus that delay
esophageal emptying [stricture, achalasia]); OR
viii. Patient meets one of the following conditions (a, b, or c):
d) Severe renal impairment (creatinine clearance < 35 mL/min); OR
e) Chronic kidney disease (CKD); OR
f) Patient has had an osteoporotic fracture or a fragility fracture; AND
Use of teriparatide and/or Tymlos does not exceed 2 years during a patient’s lifetime.
Note: Approve the duration necessary to complete a maximum of 2 years of therapy during a
patient’s lifetime (e.g., a patient who has already received 3 months of treatment with Forteo,
Bonsity, or Tymlos should be approved for a duration of 21 months. This allows for completion
of a maximum of 2 years of therapy).

2. Osteoporosis Treatment for a Postmenopausal Patient. Approve for up to 2 years (total) if the
patient meets the following criteria (A, B, and C):
A) Patient meets ONE of the following conditions (i, ii, or iii):

B)

i. Patient has had a T-score (current or at any time in the past) at or below -2.5 at the lumbar
spine, femoral neck, total hip, and/or 33% (one-third) radius (wrist); OR

ii. Patient has had an osteoporotic fracture or a fragility fracture; OR

iii. Patient meets both of the following (a and b):

a) Patient has low bone mass (T-score [current or at any time in the past] between -1.0 and -
2.5 at the lumbar spine, femoral neck, total hip and/or 33% [one-third] radius [wrist]); AND

b) Prescriber determines the patient is at high risk for fracture; AND

Patient meets ONE of the following (i, ii, iii, or iv):
i. Patient has tried ibandronate injection (Boniva) or zoledronic acid injection (Reclast); OR
ii. Patient has tried at least one oral bisphosphonate or oral bisphosphonate-containing product

and meets one of the following (a, b, or c):

Note: Examples of oral bisphosphonate products include Fosamax® (alendronate tablets and

oral solution), Fosamax” Plus D (alendronate/cholecalciferol tablets), Actonel® (risedronate

tablets), Atelvia® (risedronate delayed-release tablets), and Boniva® (ibandronate tablets).

a) Patient has had an inadequate response to oral bisphosphonate therapy after a trial
duration of 12 months as determined by the prescriber (e.g., ongoing and significant loss
of bone mineral density [BMD], lack of BMD increase); OR

b) Patient has had an osteoporotic fracture or fragility fracture while receiving oral
bisphosphonate therapy; OR

c) Patient has experienced intolerability to an oral bisphosphonate (e.g., severe
gastrointestinal [Gl]-related adverse effects, severe musculoskeletal-related side effects,
a femoral fracture); OR

iii. Patient cannot take an oral bisphosphonate due to one of the following circumstances (a, b,
orc):

a) Patient cannot swallow or has difficulty swallowing; OR
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b) Patient cannot remainin an upright position post oral bisphosphonate administration; OR
c) Patient has a pre-existing gastrointestinal (GI) medical condition (e.g., patient with
esophageal lesions, esophageal ulcers, or abnormalities of the esophagus that delay
esophageal emptying [stricture, achalasia]); OR
iv. Patient meets one of the following conditions (a, b, or c):
a) Severe renal impairment (creatinine clearance < 35 mL/min); OR
b) Chronic kidney disease (CKD); OR
c) Patient has had an osteoporotic fracture or a fragility fracture; AND
C) Use of teriparatide products and/or Tymlos does not exceed 2 years during a patient’s lifetime.
Note: Approve the duration necessary to complete a maximum of 2 years of therapy during a
patient’s lifetime (e.g., a patient who has already received 3 months of treatment with
teriparatide or Tymlos should be approved for a duration of 21 months. This allows for
completion of a maximum of 2 years of therapy).

3. Osteoporosis — (to Increase Bone Mass) in Men* with Primary or Hypogonadal Osteoporosis.
Approve for up to 2 years (total) if the patient meets the following criteria (A, B and C):
A) Patient meets ONE of the following conditions (i, ii, or iii):
i. Patient has had a T-score (current or at any time in the past) at or below -2.5 at the lumbar
spine, femoral neck, total hip and/or 33% (one-third) radius (wrist); OR
ii. Patient has had an osteoporotic fracture or a fragility fracture; OR
iii. Patient meets both of the following (a and b):

a) Patient has low bone mass (T-score [current or at any time in the past] between -1.0 and -
2.5 at the lumbar spine, femoral neck, total hip and/or 33% [one-third] radius [wrist]); AND

b) Prescriber determines the patient is at high risk for fracture; AND

B) Patient meets one of the following (i, ii, iii, or iv):
i. Patient has tried zoledronic acid injection (Reclast); OR
ii. Patient has tried at least one oral bisphosphonate or oral bisphosphonate-containing product

and meets one of the following (a, b, or c):

Note: Examples of oral bisphosphonate products include Fosamax® (alendronate tablets and

oral solution), Fosamax” Plus D (alendronate/cholecalciferol tablets), Actonel® (risedronate

tablets), Atelvia® (risedronate delayed-release tablets), and Boniva® (ibandronate tablets).

a) Patient has had an inadequate response to oral bisphosphonate therapy after a trial
duration of 12 months as determined by the prescriber (e.g., ongoing and significant loss
of bone mineral density [BMD], lack of BMD increase); OR

b) Patient has had an osteoporotic fracture or a fragility fracture while receiving oral
bisphosphonate therapy; OR

c) Patient has experienced intolerability to an oral bisphosphonate (e.g., severe
gastrointestinal [Gl]-related adverse effects, severe musculoskeletal-related side effects,
a femoral fracture); OR

iii. Patient cannot take an oral bisphosphonate due to one of the following circumstances (a, b,
orc):

a) Patient cannot swallow or has difficulty swallowing; OR

b) Patient cannot remain in an upright position post oral bisphosphonate administration; OR

c) Patient has a pre-existing gastrointestinal medical condition (e.g., patient with
esophageal lesions, esophageal ulcers, or abnormalities of the esophagus that delay
esophageal emptying [stricture, achalasia]); OR

iv. Patient meets one of the following conditions (a, b, or c):
a) Severe renal impairment (creatinine clearance < 35 mL/min); OR
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b) Chronic kidney disease (CKD); OR
c) Patient has had an osteoporotic fracture or a fragility fracture; AND
C) Use of teriparatide and/or Tymlos does not exceed 2 years during a patient’s lifetime.
Note: Approve the duration necessary to complete a maximum of 2 years of therapy during a
patient’s lifetime (e.g., a patient who has already received 3 months of treatment with
teriparatide or Tymlos should be approved for a duration of 21 months. This allows for
completion of a maximum of 2 years of therapy).

* Refer to the Policy Statement.

Other Uses with Supportive Evidence

4.

Hypoparathyroidism. Approve for up to 2 years (total) if the patient meets the following criteria (A
and B):
1. Patient has tried Natpara (parathyroid hormone injection), or Natpara is not available; AND
Note: Approval for this use is a unique circumstance and the other criterion regarding the other
indications do not apply.
2. The agent is prescribed by or in consultation with an endocrinologist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of teriparatide is not recommended in the following situations:

58.

59.

60.

Concurrent Use with Other Medications for Osteoporosis.

Note: Examples include Prolia® (denosumab injection for subcutaneous use), oral bisphosphonates
(e.g., alendronate, risedronate, ibandronate) intravenous bisphosphonates (zoledronic acid injection
[Reclast], intravenous ibandronate), calcitonin nasal spray (Miacalcin®Fortical®), Tymlos®
(abaloparatide injection for subcutaneous use) and Evenity® (romosozumab-aqqg injection for
subcutaneous use).

Osteoporosis Prevention. Teriparatide products have not been studied in this patient population. The
benefits and risks of building bone with teriparatide products in a condition in which substantial bone
loss has not occurred have not been investigated.*

Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY

Type of Revision Summary of Changes Review Date

Annual revision No criteria changes. 06/20/2018

Annual revision The following criteria changes were made: 07/03/2019

FDA-Approved Indications: For all approval conditions, criteria were added that
use of Forteo and/or Tymlos does not exceed 2 years during a patient’s lifetime.
Conditions Not Recommended for Approval: The stipulation that use of Forteo
and/or Tymlos does not exceed 2 years during a patient’s lifetime was removed as
this is now addressed in the approval conditions. Also, added Evenity to the list of
medications that should not be used concomitantly with Forteo.

Selected revision Approval criteria were developed regarding hypoparathyroidism under the “Other 10/02/2019

Uses with Supportive Evidence” section. Approval is given if the agent is prescribed
by or in consultation with and endocrinologist and the patient has either tried Natpara,
or Natpara is not available. Some data are available with Forteo and due to a Natpara
recall, Forteo is being recommended as an alternative. Hypoparathyroidism was
removed from the “Conditions Not Recommended for Approval” section.

Selected revision The name of the policy was changed from Forteo PA to Teriparatide Products PA to 10/23/2019

reflect the availability of the new teriparatide product, Bonsity. The criteria for
Bonsity are the same as that which were established for Forteo. Of note, this includes
that use of Forteo, Bonsity, and or Tymlos not exceed 2 years during a patient’s
lifetime.

Annual revision In related criteria the word “prescriber” is replacing the word/phrase “physician” or 07/29/2020

“prescribing physician”. An authorized generic to Bonsity (teriparatide) was added
to the Policy. The same criteria as that in place for Forteo and Bonsity apply.
Additionally, the following changes were made:

Automation: Automation was previously listed as “None”. Smart Coverage Review
automation was added.

Other Uses with Supportive Evidence: For the criteria regarding Concurrent Use
of Other Medications for Osteoporosis, the examples of other medications used for
osteoporosis in the note were revised. Reference to calcium and vitamin D was
deleted.

Update 08/29/2020: No criteria changes: --

For the conditions that require a trial of at least one oral bisphosphonate or an oral
bisphosphonate-containing  product  (glucocorticoid-induced — osteoporosis —
treatment; osteoporosis treatment for a postmenopausal patient, and osteoporosis
treatment [to increase bone mass] for men), added a note that provided examples of
these products (Note: Examples of oral bisphosphonate products include Fosamax®
[alendronate tablets and oral solution], Fosamax® Plus D [alendronate/cholecalciferol
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tablets], Actonel® [risedronate tablets], Atelvia® [risedronate delayed-release tablets],
and Boniva® [ibandronate tablets]).
PRIOR AUTHORIZATION PoLICY
PoLicy: Bone Modifiers — Tymlos Prior Authorization Policy

e Tymlos® (abaloparatide injection for subcutaneous use — Radius Health)

ReEVIEwW DATE:  07/29/2020

OVERVIEW

Tymlos, a human parathyroid hormone related peptide (PTHrP[1-34]) analog, is indicated for the treatment
of postmenopausal women with osteoporosis at high risk for fracture.! Patients at high risk for fracture are
defined as those with a history of osteoporotic fractures, have multiple risk factors for fracture, or have
failed or are intolerant to other osteoporosis therapy.

Guidelines

Guidelines for osteoporosis in postmenopausal women from the Endocrine Society (2019)? as well as from
the American Association of Clinical Endocrinologists (AACE) and the American College of
Endocrinology (ACE) [2020]° discuss Tymlos. In general, Tymlos is one of several alternatives
recommended in patients who are at high risk of fracture or in those unable to utilize oral bisphosphonate
therapy.

Safety

The prescribing information for Tymlos includes a Boxed Warning regarding an increased incidence of
osteosarcoma in rats at doses 4 to 28 times the exposure in humans administered as a 80 mcg dose.! Due
to these risks, the agent should not be given to those who have an increased baseline risk for osteosarcoma.
The prescribing information for Tymlos states that cumulative use of Tymlos and parathyroid hormone
analogs (e.g., teriparatide injection for subcutaneous use [Forteo®/Bonsity®]) for > 2 years during a patient’s
lifetime is not recommended.

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Tymlos. Coverage cumulative
with Tymlos and teriparatide injection for subcutaneous use (Forteo/Bonsity) is recommended for up to 2
years of a patient’s lifetime. All approval(s) are provided for up to 2 years in duration unless otherwise
noted below.

Automation: Smart Coverage Review uses patient claim history to answer Prior Authorization questions
regarding medication history of Boniva® (ibandronate injection for intravenous use) or Reclast® (zoledronic
acid injection for intravenous use). A 2-year look back period will be used to check claim history and
automate for use of either agent (Boniva intravenous or Reclast). If not in claims, medication history can
be obtained through Prior Authorization criteria. For all reviews, other Prior Authorization criteria listed
below will also be applied.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Tymlos is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Osteoporosis Treatment for a Postmenopausal Patient. Approve for up to 2 years (total) if the
patient meets the following criteria (A, B, and C):
D) Patient meets ONE of the following conditions (i, ii, or iii):

E)

F)

V.

V.
Vi.

Patient has had a T-score (current or at any time in the past) at or below -2.5 at the lumbar

spine, femoral neck, total hip and/or 33% (one-third) radius (wrist); OR

Patient has had an osteoporotic fracture or a fragility fracture; OR

The patient meets both of the following (a and b):

a) Patient has low bone mass (T-score [current or at any time in the past] between -1.0 and -
2.5 at the lumbar spine, femoral neck, total hip and/or 33% [one-third] radius [wrist]); AND

b) Prescriber determines the patient is at high risk for fracture; AND

Patient meets ONE of the following (i, ii, iii, or iv):

V.
vi.

vii.

viii.

Patient has tried ibandronate injection (Boniva) or zoledronic acid injection (Reclast); OR
Patient has tried at least one oral bisphosphonate or oral bisphosphonate-containing product
and meets one of the following (a, b, or c):

Note: Examples of oral bisphosphonate products include Fosamax® (alendronate tablets and

oral solution), Fosamax” Plus D (alendronate/cholecalciferol tablets), Actonel® (risedronate

tablets), Atelvia® (risedronate delayed-release tablets), and Boniva® (ibandronate tablets).

d) Patient has had an inadequate response to oral bisphosphonate therapy after a trial
duration of 12 months as determined by the prescriber (e.g., ongoing and significant loss
of bone mineral density [BMD], lack of BMD increase); OR

e) Patient has had an osteoporotic fracture or fragility fracture while receiving oral
bisphosphonate therapy; OR

f) Patient has experienced intolerability to an oral bisphosphonate (e.g., severe
gastrointestinal [Gl]-related adverse effects, severe musculoskeletal-related side effects,
a femoral fracture); OR

The patient cannot take an oral bisphosphonate due to one of the following circumstances (a,

b, or c):

a) Patient cannot swallow or has difficulty swallowing; OR

b) Patient cannot remain in an upright position post oral bisphosphonate administration; OR

c) Patient has a pre-existing gastrointestinal (Gl) medical condition (e.g., patient with
esophageal lesions, esophageal ulcers, or abnormalities of the esophagus that delay
esophageal emptying [stricture, achalasia]); OR

Patient meets one of the following conditions (a, b, or c):

d) Severe renal impairment (creatinine clearance < 35 mL/min); OR

e) Chronic kidney disease (CKD); OR

f) Patient has had an osteoporotic fracture or a fragility fracture; AND

Use of Tymlos and/or teriparatide injection for subcutaneous use (Forteo/Bonsity) does not
exceed 2 years during a patient’s lifetime.

Note: Approve the duration necessary to complete a maximum of 2 years of therapy during a
patient’s lifetime (e.g., a patient who has already received 3 months of treatment with Tymlos or
teriparatide [Forteo/Bonsity] should be approved for a duration of 21 months. This allows for
completion of a maximum of 2 years of therapy).
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Tymlos is not recommended in the following situations:

61. Concurrent Use with Other Medications for Osteoporosis.
Note: Examples include Prolia® (denosumab injection for subcutaneous use), oral bisphosphonates
(alendronate, risedronate, ibandronate), intravenous bisphosphonates (zoledronic acid injection
[Reclast], ibandronate intravenous), calcitonin nasal spray (Miacalcin®/Fortical®), teriparatide
injection for subcutaneous use (Forteo®/Bonsity), and Evenity® (romosozumab-aqqg injection for
subcutaneous use). Tymlos is not indicated for use as combination therapy.

62. Osteoporosis Prevention. Tymlos has not been studied in this patient population. The benefits and
risks of building bone with Tymlos in a condition in which substantial bone loss has not occurred have
not been investigated.*

63. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.

REFERENCES

173. Tymlos® injection for subcutaneous use [prescribing information]. Waltham, MA: Radius Health; October 2018.

174. Eastell R, Rosen CJ, Black DM, et al. Pharmacological management of osteoporosis in postmenopausal women: an Endocrine
Society clinical practice guideline. J Clin Endocrinol Metab. 2019;104(5):1595-1622.

175. Camacho PM, Petak SM, Binkley N, et al. American Association of Clinical Endocrinologists and American College of
Endocrinology clinical practice guidelines for the diagnosis and treatment of postmenopausal osteoporosis-2020 update.
Endocrin Pract. 2020;26(Suppl 1):1-46.

HISTORY
Type of Revision Summary of Changes Review Date
Annual revision. No criteria changes. 06/20/2018
Annual revision The following criteria changes were made: 07/03/2019
Osteoporosis Treatment for a Postmenopausal Patient. Criteria were added that
use of Tymlos and/or Forteo does not exceed 2 years during a patient’s lifetime.
Conditions Not Recommended for Approval. The stipulation that use of Tymlos
and/or Forteo does not exceed 2 years during a patient’s lifetime was removed as this
is now addressed in the approval conditions. Also, added Evenity to the list of
medications that should not be used concomitantly with Tymlos.
Annual revision In related criteria the word “prescriber” is replacing the word/phrase “physician” or 07/29/2020

“prescribing physician”. Additionally, the following changes were made:
Automation: Automation was previously listed as “None”. Smart Coverage Rule
Automation was added.

Conditions Not Recommended for Approval: For the criteria regarding
Concurrent Use of Other Medications for Osteoporosis, the examples of other
medications used for osteoporosis in the note were revised. Reference to calcium and
vitamin D was deleted.

Update

08/29/2020: No criteria changes:

For the conditions that require a trial of at least one oral bisphosphonate or an oral
bisphosphonate-containing product (osteoporosis treatment for a postmenopausal
patient), added a note that provided examples of these products (Note: Examples of
oral bisphosphonate products include Fosamax® [alendronate tablets and oral
solution], Fosamax® Plus D [alendronate/cholecalciferol tablets], Actonel®
[risedronate tablets], Atelvia® [risedronate delayed-release tablets], and Boniva®
[ibandronate tablets]).

PRIOR AUTHORIZATION PoLICY
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PoLicy: Bone Modifiers — Xgeva Prior Authorization Policy
e  Xgeva® (denosumab injection for subcutaneous use — Amgen)

REVIEW DATE:  02/26/2020

OVERVIEW

Xgeva, a receptor activator of nuclear factor kappa-B ligand (RANKL) inhibitor, is indicated for the prevention of
skeletal-related events in patients with multiple myeloma and in patients with bone metastases from solid tumors.?
Xgeva is also indicated for the treatment of adults and skeletally-mature adolescents with giant cell tumor of bone that
is unresectable or where surgical resection is likely to result in severe morbidity. Xgeva is also indicated for the
treatment of hypercalcemia of malignancy refractory to bisphosphonate therapy. Another injectable formulation of
denosumab is available, Prolia®, but it is not included in this policy.?

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Xgeva. All approvals are provided for the
duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30 days. Because of
the specialized skills required for evaluation and diagnosis of patients treated with Xgeva as well as the monitoring
required for adverse events and long-term efficacy approval requires Xgeva to be prescribed by or in consultation with
a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Xgeva is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Bone Metastases from Solid Tumors (Prevention of Skeletal-Related Events) [e.g., Breast Cancer, Prostate
Cancer, Non-Small-Cell Lung Cancer]. Approve for 1 year if the patient meets the following criteria (A, B, C
and D):

A) The patient is aged > 18 years; AND

B) The agent is prescribed by, or in consultation with, a hematologist or an oncologist; AND

C) The patient has bone metastases; AND

D) Patients with prostate cancer have received at least one hormonal therapy (e.g., Lupron Depot® [leuprolide
for depot suspension], Eligard® [leuprolide acetate for injectable suspension], Trelstar® [triptorelin pamoate
for injectable suspension], or Zoladex® [goserelin implant]).

2. Multiple Myeloma (Prevention of Skeletal-Related Events). Approve for 1 year if the patient meets the
following criteria (A and B):
A) The patient is aged > 18 years; AND
B) The agent is prescribed by, or in consultation with, a hematologist or an oncologist.

3. Giant Cell Tumor of Bone. Approve for 1 year.

4. Hypercalcemia of Malignancy. Approve for 2 months if the patient meets the following criteria (A, B, and C):
A) The patient has a current malignancy; AND
B) The patient meets one of the following (i or ii):
i.  The patient has tried intravenous (V) bisphosphonate therapy (e.g., zoledronic acid injection [Zometa],
pamidronate injection [Aredia]); OR
ii. The patient has an estimated calculated creatinine clearance (CrCl) < 30 mL/min; AND
C) The patient’s albumin-corrected calcium (cCa) is > 11.5 mg/dL.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Xgeva is not recommended in the following situations:

14. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES
75. Xgeva® injection for subcutaneous use [prescribing information]. Thousand Oaks, CA: Amgen; February 2020.
76. Prolia® injection for subcutaneous use [prescribing information]. Thousand Oaks, CA: Amgen; July 2019.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 02/27/2019
Annual revision No criteria changes. 02/26/2020
PRIOR AUTHORIZATION PoLICY
PoLicy: Bone Modifiers — Zoledronic Acid (Reclast) Prior Authorization Policy

e Reclast® (zoledronic acid injection — Novartis, generic)

REvIEwW DATE: 02/26/2020

OVERVIEW

Zoldedronic acid (Reclast) is a bisphosphonate given intravenously.? Zoledronic acid injection (Reclast) is
indicated for the treatment of osteoporosis in postmenopausal women; for the prevention of postmenopausal
osteoporosis (PMO) in women; the treatment of Paget’s disease of bone in men and women; for the
treatment to increase bone mass in men with osteoporosis; and for the treatment and prevention of
glucocorticoid-induced osteoporosis (G1O) in patients expected to be on systemic glucocorticoids (daily
dosage equivalent to > 7.5 mg of prednisone) for at least 12 months.> In PMO, zoledronic acid injection
(Reclast) reduces the incidence of fractures (hip, vertebral and non-vertebral osteoporosis-related fractures).
Also, for patients at high risk of fracture, defined as a recent low-trauma hip fracture, zoledronic acid
injection (Reclast) reduces the incidence of new clinical fractures.! Another zoledronic acid injection
product, Zometa®, is indicated for hypercalcemia of malignancy; and for multiple myeloma and bone
metastases from solid tumors.?

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of zoledronic acid injection (Reclast).
All approvals are provided for the duration cited below. In the approval indication for zoledronic acid
injection (Reclast), as appropriate, an asterisk (*) is noted next to the specified gender. In this context, the
specified gender is defined as follows: men are defined as individuals with the biological traits of a man,
regardless of the individual’s gender identity or gender expression.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA

FDA-Approved Indications

1. Osteoporosis Treatment for a Postmenopausal Patient. Approve 1 year if the patient meets the
following criteria (A and B):
A) The patient meets ONE of the following conditions (i, ii, or iii):

The patient has had a T-score (current or at any time in the past) at or below -2.5 at the lumbar
spine, femoral neck, total hip, and/or 33% (one-third) radius (wrist); OR

The patient has had an osteoporotic fracture or a fragility fracture; OR

The patient has low bone mass (T-score [current or at any time in the past] between -1.0 and -
2.5 at the lumbar spine, femoral neck, total hip, and/or 33% [one-third] radius [wrist]) and the
physician determines that the patient is at high risk for fracture; AND

B) The patient meets ONE of the following (i, ii, iii, or iv):

iv.

The patient has tried one oral bisphosphonate or oral bisphosphonate-containing product and

meets one of the following (a, b, or ¢):

a) The patient has had an inadequate response to oral bisphosphonate therapy after a trial
duration of 12 months as determined by the prescribing physician (e.g., ongoing and
significant loss of BMD, lack of BMD increase); OR

b) The patient has had an osteoporotic fracture or a fragility fracture while receiving oral
bisphosphonate therapy; OR

c) The patient has experienced intolerability to an oral bisphosphonate (e.g., severe Gl-related
adverse effects); OR

The patient cannot take an oral bisphosphonate due to one of the following circumstances (a,

b, or ¢):

a) The patient cannot swallow or has difficulty swallowing; OR

b) The patient cannot remain in an upright position post oral bisphosphonate administration;
OR

c) The patient has a pre-existing Gl medical condition in which IV bisphosphonate therapy
may be warranted (e.g., patient with esophageal lesions, esophageal ulcers, or
abnormalities of the esophagus that delay esophageal emptying [stricture, achalasia]); OR

The patient has tried ibandronate injection (Boniva 1V) or zoledronic acid injection (Reclast);

OR

The patient has had an osteoporotic fracture or a fragility fracture.

2. Osteoporosis Treatment for Men*. Approve for 1 year if the patient meets the following criteria (A

and B):

A) The patient meets ONE of the following conditions (i, ii, or iii):

The patient has had a T-score (current or at any time in the past) at or below -2.5 at the lumbar
spine, femoral neck, total hip, and/or 33% (one third) radius (wrist); OR

The patient has had an osteoporotic fracture or a fragility fracture; OR

The patient has low bone mass (T-score [current or at any time in the past] between -1.0 and -
2.5 at the lumbar spine, femoral neck, total hip, and/or 33% [one-third] radius [wrist]) and the
physician determines that the patient is at high risk for fracture; AND

B) The patient meets ONE of the following (i, ii, iii, or iv):

The patient has tried one oral bisphosphonate or oral bisphosphonate-containing product and
meets one of the following (a, b, or ¢):
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a) The patient has had an inadequate response to oral bisphosphonate therapy after a trial
duration of 12 months as determined by the prescribing physician (e.g., ongoing and
significant loss of bone mineral density [BMD], lack of BMD increase); OR

b) The patient has had an osteoporotic fracture or a fragility fracture while receiving oral
bisphosphonate therapy; OR

c) The patient has experienced intolerability to an oral bisphosphonate (e.g., severe
gastrointestinal (Gl)-related adverse effects); OR

The patient cannot take an oral bisphosphonate due to one of the following circumstances (a,

b, or ¢):

a) The patient cannot swallow or has difficulty swallowing; OR

b) The patient cannot remain in an upright position post oral bisphosphonate administration;
OR

c) The patient has a pre-existing gastrointestinal (GI) medical condition in which 1V
bisphosphonate therapy may be warranted (e.g., patient with esophageal lesions,
esophageal ulcers, or abnormalities of the esophagus that delay esophageal emptying
[stricture, achalasia]); OR

iii. The patient has tried zoledronic acid injection (Reclast); OR
iv. The patient has had an osteoporotic fracture or a fragility fracture.

* Refer to the Policy Statement.

3. Glucocorticoid-Induced Osteoporosis (GIO) Prevention and Treatment. Approve for 1 year if the
patient meets the following criteria (A and B):
A) The patient is either initiating or continuing systemic glucocorticoids (e.g., prednisone); AND

B)
I.

The patient meets ONE of the following (i, ii, iii, or iv):

The patient has tried one oral bisphosphonate or oral bisphosphonate-containing product and

meets one of the following (a, b, or c):

a) The patient has had an inadequate response to oral bisphosphonate therapy after a trial
duration of 12 months as determined by the prescribing physician (e.g., ongoing and
significant loss of bone mineral density [BMD], lack of BMD increase); OR

b) The patient has had an osteoporotic fracture or fragility fracture while receiving oral
bisphosphonate therapy; OR

c) The patient has experienced intolerability to an oral bisphosphonate (e.g., severe Gl-related
adverse effects); OR

The patient cannot take an oral bisphosphonate due to one of the following circumstances (a,

b, or ¢):

a) The patient cannot swallow or has difficulty swallowing; OR

b) The patient cannot remain in an upright position post-oral bisphosphonate administration;
OR

c) The patient has a pre-existing gastrointestinal (GI) medical condition in which 1V
bisphosphonate therapy may be warranted (e.g., patient with esophageal lesions,
esophageal ulcers, or abnormalities of the esophagus that delay esophageal emptying
[stricture, achalasia]); OR

The patient has tried zoledronic acid injection (Reclast); OR

iv. The patient has had an osteoporotic fracture or a fragility fracture.

4. Paget’s Disease of the Bone. Approve for one dose if the patient meets ONE of the following criteria
(A, B, or C):
A) The patient has elevations in serum alkaline phosphatase of two times higher than the upper limit
of the age-specific normal reference range; OR
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B) The patient is symptomatic (e.g., bone pain, hearing loss, osteoarthritis); OR
C) The patient is at risk for complications from their disease (e.g., immobilization, bone deformity,
fractures, nerve compression syndrome).

Osteoporosis Prevention for a Postmenopausal Patient. Approve for 1 year if the patient meets the
following criteria (A, B, and C):
A) The patient meets ONE of the following conditions (i or ii):
i. The patient has had a T-score (current or at any time in the past) between -1.0 and -2.5 at the
lumbar spine, femoral neck, total hip, and/or 33% (one third) radius (wrist); OR
ii. The patient has had an osteoporotic fracture or a fragility fracture; AND
B) The patient meets ONE of the following (i, ii, iii, or iv):
i. The patient has tried one oral bisphosphonate or oral bisphosphonate-containing product and

meets one of the following (a, b, or c):

a) The patient has had an inadequate response to oral bisphosphonate therapy after a trial
duration of 12 months as determined by the prescribing physician (e.g., ongoing and
significant loss of BMD, lack of BMD increase); OR

b) The patient has had an osteoporotic fracture or fragility fracture while receiving oral
bisphosphonate therapy; OR

c) The patient has experienced intolerability to an oral bisphosphonate (e.g., severe
gastrointestinal [Gl]-related adverse effects); OR

ii. The patient cannot take an oral bisphosphonate due to one of the following circumstances (a,

b, or ¢):

a) The patient cannot swallow or has difficulty swallowing; OR

b) The patient cannot remain in an upright position post oral bisphosphonate administration;
OR

c) The patient has a pre-existing gastrointestinal (GI) medical condition in which 1V
bisphosphonate therapy may be warranted (e.g., patient with esophageal lesions,
esophageal ulcers, or abnormalities of the esophagus that delay esophageal emptying
[stricture, achalasia]); OR

iii. The patient has tried zoledronic acid injection (Reclast); OR
iv. The patient has had an osteoporotic fracture or a fragility fracture.
C) If the patient has received Reclast previously, at least 24 months has elapsed since the last dose.

Other Uses with Supportive Evidence

6.

Osteogenesis Imperfecta. Approve for 1 year.

Although not indicated, zoledronic acid injection (Reclast) has been used in patients, mainly children,

with osteogenesis imperfecta and benefits were noted, such as increases in bone mineral density.*?8

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of zoledronic acid injection (Reclast) is hot recommended in the following situations:

1.

Concurrent Use with Other Medications for Osteoporosis (e.g., other bisphosphonates [e.g.,
alendronate, risedronate, ibandronate], Prolia® [denosumab injection for subcutaneous use], Evenity™
[romosozumab-aqqg injection for subcutaneous use], Forteo/Bonsity® [teriparatide injection for
subcutaneous use], Tymlos® [abaloparatide injection for subcutaneous use], and calcitonin nasal
spray), except calcium and Vitamin D.
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2.

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY

Type of Revision Summary of Changes Review Date

Annual Revision | Changed the name of the policy to add “Bone Modifiers” — Bisphosphonates 02/14/2018

(intravenous) PA Policy. For ibandronate injection and zoledronic acid injection
regarding osteoporosis treatment for a postmenopausal patient and for zoledronic acid
injection for the treatment of osteoporosis in men, regarding the T-score it was added to
include 33% (one-third) radius (wrist) as a site. Also, a fragility fracture was added as
an accepted manner to diagnose osteoporosis, in addition to an osteoporotic fracture.
Also, regarding previous criteria that addressed patients with a T-score at or below -2.0,
the criteria were revised to state low bone mass (T-score between -1.0 and -2.5 at the
lumbar spine, femoral neck, total hip and/or 33% [one-third] radius [wrist]) and the
physician “determines” (instead of the word “believes”) that the patient is at high risk
for fracture. Also, patients who were on oral bisphosphonate therapy and had a fragility
fracture (in addition to the previously-cited osteoporotic fracture) are permitted to use
either agent (in addition to meeting other criteria). Patients that have had an
osteoporotic fracture or a fragility fracture are also granted exceptions as they are at
higher risk. For the indication regarding glucocorticoid-induced osteoporosis patients
with a fragility fracture (in addition to the previously-listed an osteoporotic fracture)
while receiving oral bisphosphonate therapy are permitted to use zoledronic acid
injection (in addition to meeting other criteria). Also, patients with an osteoporotic
fracture or a fragility fracture can receive zoledronic acid injection if they are on
glucocorticosteroids. For osteoporosis prevention for a postmenopausal patient, the
33% (one third) radius (wrist) was added as a site to assess the T-score. Also, a fragility
fracture was added as an accepted manner to diagnose this condition, in addition to an
osteoporotic fracture. Additionally, patients who were on oral bisphosphonate therapy
and had a fragility fracture (in addition to the previously-cited osteoporotic fracture) are
permitted to use zoledronic acid-injection (in addition to meeting other criteria).
Patients that have had an osteoporotic fracture or a fragility fracture are also granted
exceptions as they are at higher risk. Evista (raloxifene) was deleted from the list of
osteoporosis medications in which Prolia should not be used with concurrently; Tymlos
was added to this list.

Annual revision The name of this policy was changed from “Bone Modifiers — Bisphosphonates 02/27/2019

(Intravenous)” to “Bone Modifiers — Zoledronic Acid IV (Reclast).” The agents are
now listed separately as Boniva IV and Reclast IV. The approval durations changed
from 3 years to 1 year for the following indications: osteoporosis treatment for a
postmenopausal patient, osteoporosis for men, glucocorticoid-induced osteoporosis
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prevention and treatment, osteoporosis prevention for a postmenopausal patient, and
osteogenesis imperfecta.

Annual revision In the Conditions Not Recommended for Approval section, added medication examples 02/26/2020
that Reclast should not be used with concomitantly (e.g., Bonsity, Evenity, and provided
examples of bisphosphonates).

PRIOR AUTHORIZATION PoLicy

PoLicy: Bone Modifiers — Zoledronic Acid (Zometa) Prior Authorization Policy
e Zometa® (zoledronic acid injection — Novartis, generics)

REVIEW DATE:  02/26/2020

OVERVIEW

Zoledronic acid injection (Zometa) is indicated for the treatment of hypercalcemia of malignancy, defined
as an albumin-corrected calcium (cCa) > 12 mg/dL (3.0 mmol/L). Zoledronic acid injection (Zometa) is
also indicated for the treatment of patients with multiple myeloma and patients with documented bone
metastases from solid tumors, in conjunction with standard antineoplastic therapy. A limitation of use is
that the efficacy and safety of zoledronic acid injection (Zometa) in the treatment of hypercalcemia
associated with hyperparathyroidism or with other nontumor-related conditions have not been established.
Prostate cancer should have progressed after treatment with at least one hormonal therapy.® Another
formulation of zoledronic acid injection is available, Reclast®, but is not included in this policy.?

Other Uses With Supportive Evidence

Data are available with zoledronic acid injection (Zometa) regarding off-label uses. One example is to prevent bone
loss in patients with breast cancer receiving aromatase inhibitor therapy. Aromatase inhibitor therapy prevents
peripheral production and suppress estrogen levels and can lead to accelerated bone loss beyond what would naturally
occur in women.®* This can place the patient at an risk for having a fracture. A review on the management of
aromatase inhibitor-associated bone loss in postmenopausal women with breast cancer® states that zoledronic acid
injection (Zometa) [4 mg every 6 months] is the preferred agent for preventing and treatment aromatase inhibitor bone
loss.* Zoledronic acid injection (Zometa) has been studied and shown benefits in postmenopausal women receiving
adjuvant letrozole for breast cancer.>6

Zoledronic acid injection (Zometa) also has utilized to prevent bone loss in patients with prostate cancer who are
receiving androgen deprivation therapy (ADT). ADT is associated with a variety of adverse events, including
osteoporosis. The National Comprehensive Cancer Network (NCCN) clinical practice guidelines regarding prostate
cancer (version 4.2019 — August 19, 2019)7 cite zoledronic acid as an option to increase bone density, a surrogate for
fracture risk, during ADT for prostate cancer. Zoledronic acid injection (Zometa) has led to bone mineral density
increases in patients with prostate cancer who are receiving androgen deprivation therapy.®® A clinical practice
guideline for osteoporosis in men from the Endocrine Society® recommends pharmacological treatment for
osteoporosis for men with prostate cancer receiving ADT who have a high risk of fracture.

Zoldedronic acid injection (Zometa) has utility in premenopausal patients with breast cancer who have developed
ovarian failure. Chemotherapy-induced ovarian failure is an adverse effect associated with some adjuvant
chemotherapy and can lead to rapid bone loss.’®! Studies have demonstrated zoledronic acid injection (Zometa) to
be efficacious in preserving bone mineral density in premenopausal women with breast cancer who developed ovarian
failure due to adjuvant chemotherapy.
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POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of zoledronic acid injection (Zometa). All
approvals are provided for the duration noted below. In cases where the approval is authorized in months, 1 month is
equal to 30 days. Because of the specialized skills required for evaluation and diagnosis of patients treated with
zoledronic acid injection (Zometa) as well as the monitoring required for adverse events and long-term efficacy,
approval requires zoledronic acid injection (Zometa) to be prescribed by or in consultation with a physician who
specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of zoledronic acid injection (Zometa) is recommended in those who meet the following criteria:

FDA-Approved Indications

19. Hypercalcemia of Malignancy. Approve for 1 month if the patient meets the following criteria (A
and B):
A) The patient has a current malignancy; AND
B) The patient’s albumin-corrected calcium (cCa) is > 11.5 mg/dL.

20. Multiple Myeloma (Treatment). Approve for 1 year if the agent is prescribed by or in consultation
with a hematologist or oncologist.

21. Treatment of Bone Metastases From Solid Tumors (e.g., Breast Cancer, Prostate Cancer, Non-Small
Cell Lung Cancer, Renal Cell Cancer, Small Cell Lung Cancer, Colorectal Cancer, Bladder Cancer,
Gastrointestinal/Genitourinary Cancer, Head and Neck Cancer). Approve for 1 year if the patients
meets all of the following criteria (A, B, and C):

A) The agent must be prescribed by or in consultation with a hematologist or oncologist; AND

B) The patient has bone metastases; AND

C) Patients with prostate cancer have received at least one hormonal therapy (e.g., Lupron Depot®
[leuprolide for depot suspension], Eligard® [leuprolide acetate for injectable suspension], Trelstar®
[triptorelin pamoate for injectable suspension], or Zoladex® [goserelin implant]).

Other Uses with Supportive Evidence

22. Prevention of Bone Loss (To Increase Bone Mass) in Patients with Breast Cancer Receiving
Aromatase Inhibitor Therapy. Approve for 1 year if the patient meets the following criteria (A and
B):
A) The patient has breast cancer that is not metastatic to bone; AND
B) The patient is receiving an aromatase inhibitor therapy (e.g., anastrozole, letrozole, and
exemestane).

23. Prevention of Bone Loss (To Increase Bone Mass) in Patients with Prostate Cancer Who are
Receiving Androgen Deprivation Therapy (ADT). Approve for 1 year if the patient meets the
following criteria (A and B):

A) The patient has prostate cancer that is not metastatic to bone; AND

B) The patient is currently receiving androgen deprivation therapy (e.g., Lupron Depot® [leuprolide
for depot suspension], Eligard® [leuprolide acetate for injectable suspension], Trelstar® [triptorelin
pamoate for injectable suspension], or Zoladex® [goserelin implant]), or the patient has undergone
bilateral orchiectomy.
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24. Prevention of Bone Loss (to Increase Bone Mass) in Premenopausal Patients with Breast Cancer

Who Have Developed Ovarian Failure. Approve for 1 year if the patient meets the following criteria
(A and B):

A) The patient is a premenopausal patient with breast cancer that is not metastatic to bone; AND

B) The patient has received adjuvant chemotherapy and has developed ovarian failure.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of zoledronic acid (Zometa) is not recommended in the following situations:

15. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.

Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 03/06/2019
Annual Revision | No criteria changes. 02/26/2020

PRIOR AUTHORIZATION POLICY

PoLIcy: Botulinum Toxins — Botox® (onabotulinumtoxinA for injection — Allergan)

DATE REVIEWED: 06/03/2020

OVERVIEW

Botox® (onabotulinumtoxinA), is indicated for the following:

o blepharospasm associated with dystonia, including benign essential blepharospasm or seventh
nerve disorders, and strabismus in patients > 12 years of age;
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e cervical dystonia to reduce the severity of abnormal head position and neck pain associated with
cervical dystonia;
e hyperhidrosis, primary axillary, that is inadequately treated with topical agents;
e migraine headache prophylaxis in adults with chronic migraine (> 15 days per month with headache
lasting 4 hours per day or longer);
e overactive bladder with symptoms of urge urinary incontinence, urgency, and frequency, in adults
who have inadequate response to or are intolerant of an anticholinergic medication;
o |ower limb spasticity in adults to decrease the severity of increased muscle tone in ankle and toe
flexors;
o lower limb spasticity in pediatric patients 2 to 17 years of age, excluding spasticity caused by
cerebral palsy;
e upper limb spasticity in adults to decrease the severity of increased muscle tone in elbow flexors,
wrist flexors, finger flexors, and thumb flexors;
e upper limb spasticity in pediatric patients 2 to 17 years of age; AND
e urinary incontinence due to detrusor overactivity associated with a neurological condition (e.qg.,
spinal cord injury, multiple sclerosis) in adults who have an inadequate response to or are intolerant
of an anticholinergic medication.!
In addition, botulinum toxin type A has been used to treat a multitude of disorders characterized by
abnormal muscle contraction.? The benefit of this drug has also been demonstrated in the treatment of
gastrointestinal, genitourinary, ocular, and autonomic nervous system disorders.?®

Botox® Cosmetic (onabotulinumtoxinA) is indicated for the temporary improvement in appearance of
moderate to severe glabellar lines with corrugator and/or procerus muscle activity in adults, moderate to
severe lateral canthal lines associated with orbicularis oculi activity in adults, and moderate to severe
forehead lines associated with frontalis muscle activity. Botox Cosmetic is not included in this policy.

Studies have attempted to establish a conversion ratio between botulinum toxin products, with variable
results. In general, conversion ratios of 1:1 for Botox to Xeomin® (incobotulinumtoxinA), 1:3 for Botox to
Dysport® (abobotulinumtoxinA), and 1:50 to 1:100 for Botox to Myobloc® (rimabotulinumtoxinB) have
been suggested.>®

Other Uses with Supportive Evidence
Botox has been studied in a variety of indications outside of FDA-approved uses. Literature is available to
support use of Botox in the following conditions:

e Achalasia: The clinical data on the use of botulinum toxin A for treatment of achalasia are
extensive and suggest that it is effective in the majority of patients treated; 70% to 100% of patients
experience short-term symptomatic relief.”® A large amount of data from both uncontrolled studies
and randomized, controlled studies support the effectiveness of botulinum toxin A as a non-
invasive therapeutic alternative.®* The American College of Gastroenterology (ACG) clinical
guideline for the diagnosis and management of achalasia (2013) recommends the use of botulinum
toxin therapy in patients who are not good candidates for more definitive therapy with pneumatic
dilation or surgery (myotomy).?

e Anal Fissures: There is an extensive amount of data from open-label studies; randomized,
placebo-controlled trials; and randomized, comparative trials supporting the efficacy of botulinum
toxin A in the treatment of anal fissures.”3% The majority of the available data are evaluating use
of Botox. Overall, injections of botulinum toxin A have resulted in healing of 60% to 80% of anal
fissures.’® Botulinum toxin A appears to be a safe and effective short-term treatment of chronic
anal fissure, demonstrating a healing rate of 70% to 98% after 2 to 4 months.}” Botox has been
shown to be more effective than topical nitroglycerin but less effective than surgery in inducing
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and maintaining fissure healing. The ACG clinical guideline for the management of benign
anorectal disorders (2014) recommends the use of botulinum toxin therapy or surgical internal anal
sphincterotomy in patients who do not respond to conservative or topical pharmacologic agents,
such as a calcium channel blockers or nitrates.'*

e Chronic Facial Pain/Pain Associated with Temporomandibular Dysfunction: Data from
several open-label studies, as well as one randomized, placebo-controlled trial, support the efficacy
of Botox in the treatment of chronic facial pain/chronic facial pain associated with hyperactivity of
the masticatory muscles.'®%

o Chronic Low Back Pain (CLBP): In one 8-week, randomized, double-blind, placebo-controlled
trial in 31 patients with CLBP (no causative factor identified in the majority of patients; history of
disc disease in 6 patients, discectomy in 3 patients, and trauma in 4 patients), Botox in addition to
their current pharmacologic treatment regimen resulted in significantly greater improvement in pain
relief and degree of disability compared with placebo.?? A 14-month, open-label, prospective study
evaluated the short- and long-term effects of paraspinal muscle injections of Botox in 75 patients
with refractory CLBP. A total of 53% and 52% of patients reported significant pain relief at 3
weeks and 2 months, respectively.?

o Dystonia, other than cervical (e.g., focal dystonias, tardive dystonia, anismus, laryngeal
dystonia/spasmodic dysphonia): In one large, prospective, 5-year, open-label study in 477
patients with various focal dystonias (symptomatic despite optimum pharmacological or surgical
therapy), 93% of patients reported moderate to marked relief of their spasm after treatment with
Botox.?* Data from several other smaller open-label studies, case reports, and small, randomized,
controlled trials further support the effectiveness of Botox in the treatment of non-cervical
dystonias.?>3° Guidelines from the American Academy of Neurology (AAN) support use of
botulinum toxins in focal dystonias of the upper extremity (should be considered; Level B
recommendation).®* Botulinum toxin A is the most widely accepted treatment for spasmodic
dysphonia, a focal laryngeal dystonia, viewed as the treatment of choice by the American Academy
of Otolaryngology-Head and Neck Surgery.3? Per the guideline, clinicians should offer, or refer to
a clinician who can offer, botulinum toxin injections for treatment of dysphonia caused by
spasmodic dysphonia and other types of laryngeal dystonia. AAN guidelines note that botulinum
toxin is probably effective and should be considered for adductor type laryngeal dystonia (Level
B).Sl

e Essential Tremor: According to the clinical practice parameter on essential tremor (ET) by the
American Academy of Neurology, propranolol and primidone are first-line therapy in the treatment
of essential tremor.** Second-line medication options include alprazolam, atenolol, (monotherapy),
sotalol, gabapentin, and topirimate. Botulinum toxin A may also reduce tremor. The guidelines
recommend that botulinum toxin A may be considered in medically refractory cases of limb, head,
and voice tremor associated with ET (Level C for limb, head, and voice tremor). Botox was shown
to significantly improve tremor severity and postural tremor outcomes compared with placebo in
two randomized, double-blind, placebo-controlled studies in a total of 158 patients with moderate
to severe essential hand tremor.3*** Open-label studies as well as one double-blind, placebo-
controlled study support the effectiveness of botulinum toxin A in improving essential voice tremor
and essential head tremor (head tremor without dystonia).36-%

¢ Frey’s Syndrome (gustatory sweating): Botulinum toxin A has been shown to be highly effective
in treating the symptoms (i.e., hyperhidrosis and facial flushing) of Frey’s syndrome and has
emerged as the treatment of choice in the treatment of this condition.®**! In six open-label trials in
a total of 132 patients with Frey’s syndrome/gustatory sweating, injections of Botox resulted in the
complete absence or pronounced improvement of symptoms in all patients studied.*>*¢ Although
AAN guidelines only state that botulinum toxin “may be considered” for this use (Level C), Botox
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is recommended as a first-line option for Frey’s syndrome by the International Hyperhidrosis
Society.*"48

e Hyperhidrosis, Palmar/Plantar and Facial: Overall, topical antiperspirants (e.g., aluminum
chloride) are the recommended first-line therapy for the treatment of primary focal hyperhidrosis;
other conventional treatments include oral anticholinergics.24*! Topical treatment is more
effective in mild cases compared with more severe cases.®® The efficacy of Botox is well-
established in the treatment of primary focal/palmar hyperhidrosis based on data from both
randomized, double-blind, placebo-controlled studies and open-label studies.>®® Guidelines from
the International Hyperhidrosis Society support use of Botox in patients who have failed to respond
to topical therapy.*"525% AAN guidelines state that botulinum toxins are probably safe and effective
and should be considered for palmar hyperhidrosis (plantar and facial hyperhidrosis are not
addressed in the AAN guideline).*®

e Myofascial Pain: Data from several retrospective reviews and open-label trials support the
efficacy of Botox in the treatment of myofascial pain syndromes associated with various muscle
groups.’®%* In one randomized, controlled trial in 40 patients with chronic myofascial pain of
various forms, Botox resulted in a significantly greater reduction in pain score from baseline
compared with intramuscularly administered methylprednisolone at 30 days and 60 days post
injection.®® Another double-blind, randomized, placebo-controlled study involving 30 patients
showed no difference in spontaneous and evoked pain reduction between Botox and isotonic saline
injection recipients.%

e Ophthalmic Disorders, Other Than Blepharospasm or Strabismus (e.g., esotropia, exotropia,
nystagmus, facial nerve paresis): Botulinum toxin A has been successful in improving or treating
many ophthalmic disorders. One retrospective review (n = 54) concluded that Botox may have a
role in the treatment of esotropia in patients > 18 months of age.%” Botox improved visual acuity
in one small, open-label study in patients with acquired symptomatic nystagmus from multiple
sclerosis or brain-stem hemorrhage as well as in case reports.%® Data from uncontrolled studies
have shown Botox to be beneficial in the treatment of sixth nerve palsy.®°6!

e Plantar Fasciitis: In one randomized, double-blind study (n = 36), botulinum toxin A exhibited
more rapid and sustained improvement over the duration of the study as compared with the patients
who received steroid injections.®? The clinical consensus statement on the diagnosis and treatment
of heel pain (developed by the American College of Foot and Ankle Surgeons) published in 2010,
botulinum toxin injection is listed as a Tier 2 option (Grade 1); Tier 1 treatment options include:
padding and strapping of the foot (Grade B), therapeutic orthotic insoles (Grade B), oral anti-
inflammatory agents (Grade 1), corticosteroid injections (Grade B), and achilles and plantar fascia
stretching (Grade B) [Grade B recommendations are supported by fair evidence, Grade |
recommendations indicate there is insufficient evidence to make a recommendation].®3

e Sijalorrhea, Chronic: Botulinum toxin A has been studied in the treatment of sialorrhea associated
with Parkinson’s Disease, parkinsonian syndromes, cerebral palsy, head and neck carcinoma,
neurodegenerative disease, stroke, and amytrophic lateral sclerosis (ALS).2 A review of the
literature on medical treatment of sialorrhea found that Botox is probably effective for the treatment
of this condition (level B evidence).** AAN guidelines note that botulinum toxin is probably safe
and effective and should be considered (Level B).*

e Spasticity, Other Than Lower and Upper Limb (i.e., spasticity or hypertonia due to cerebral
palsy, stroke, brain injury, spinal cord injury, multiple sclerosis, hemifacial spasm):
Botulinum toxin is the most widely used treatment for focal spasticity.®® Neurosurgery and oral
medications have a long history in spasticity treatment (e.g., baclofen, benzodiazepines, phenytoin,
or gabapentin), yet they have dose-limiting side effects and limited diffusion across the blood brain
barrier.%® Several randomized, double-blind, placebo-controlled trials support the effectiveness of
botulinum toxin A in the treatment of focal spasticity/focal hypertonia.'®¢”-"* Other randomized,

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 146

controlled trials evaluated botulinum toxin A for the management of upper limb spasticity in
children with cerebral palsy and showed significant improvement in spasticity/tone, range of
motion, and functional gains after botulinum toxin A injections.”? The majority of the data
evaluated the use of Botox. Treatment with botulinum toxin A in hemifacial spasm appears to
remain effective over long-term use of several years (4 to 10 years); most cases do not require a
dosage increase.” In an observational study, patients (n = 133) with hemifacial spasm or
reinnervation synkinesias were exclusively treated with either Botox or Dysport for 6 years (range,
2 to 12 years) with a minimum of eight consecutive treatments.”* The therapeutic effect was stable
throughout observation in 85% of patients. There were no differences between both drugs with
respect to efficacy or safety. Per the AAN, botulinum toxin is established effective in upper and
lower limb spasticity and in cerebral palsy (Level A), and it may be considered in hemifacial spasm
(Level C).3t7®

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Botox. Use should be limited to
the treatment of medical conditions. Prescription benefit coverage of this product is not recommended for
cosmetic conditions. All approvals are provided for 1 year. Previous therapy is required to be verified by
a clinician in the ESI Coverage Review Department when noted in the criteria as [verification of therapies
required].

Prior authorization and prescription benefit coverage are not recommended for Botox Cosmetic.

Automation: None

RECOMMENDED AUTHORIZATION CRITERIA

FDA-Approved Indications

1.

2.

Blepharospasm Associated with Dystonia or Strabismus. Approve for 1 year.

Cervical Dystonia (spasmodic torticollis). Approve for 1 year.
(Note: Cervical dystonia is also known as spasmaodic or cervical torticollis.)

Hyperhidrosis, Primary Axillary. Approve for 1 year if the patient has tried at least one topical agent
(e.g., topical aluminum chloride, Qbrexza™ [glycopyrronium cloth 2.4% for topical use]).

Migraine Headache Prophylaxis in Patients with Chronic Migraine. Approve for 1 year in patients
who meet all of the following conditions (A, B, C, and D):

A)

B)

)

D)

Patient has 2 15 migraine headache days per month with headache lasting 4 hours per day or
longer (prior to initiation of Botox therapy); AND

Patient has tried at least two other prophylactic pharmacologic therapies, each from a different
pharmacologic class (e.g., B-blocker, anticonvulsant, tricyclic antidepressant) [verification of
therapies required]; AND

Patient meets ONE of the following (i or ii):

i. Patient has tried at least one triptan therapy; OR

ii. Patient has a contraindication to triptan(s) according to the prescriber; AND

Botox is being prescribed by or after consultation with a neurologist or headache specialist.
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Overactive Bladder with Symptoms of Urge Urinary Incontinence, Urgency, and Frequency. Approve
for 1 year if the patient has tried at least one other pharmacologic therapy (e.g., oral anticholinergic
medication [for example: oxybutynin, tolterodine tartrate, trospium chloride, Enablex, Toviaz,
Vesicare] or Myrbetriq).

(Note: For treatment of urinary incontinence associated with a neurological condition [e.g., spinal

cord injury, multiple sclerosis], see FDA-Approved Indications criterion #8 [below].)

Spasticity, Lower Limb. Approve for 1 year.
(Note: For other forms of spasticity that do not fit this condition of approval, see Other Uses with
Supportive Evidence, Spasticity.)

Spasticity, Upper Limb. Approve for 1 year.
(Note: For other forms of spasticity that do not fit this condition of approval, see Other Uses with
Supportive Evidence, Spasticity.)

Urinary Incontinence Associated with a Neurological Condition (e.g., spinal cord injury, multiple
sclerosis). Approve for 1 year if the patient has tried at least one other pharmacologic therapy (e.g., an
anticholinergic medication [for example: oxybutynin, tolterodine tartrate, trospium chloride, Enablex,
Toviaz, Vesicare] or Myrbetriq).

(Note: For treatment of overactive bladder with symptoms of urge urinary incontinence, urgency, and
frequency, see FDA-Approved Indications criterion #5 [above].)

Other Uses with Supportive Evidence

9.

10.

11.

12.

13.

14.

15.

Achalasia. Approve for 1 year.

Anal Fissure (anal sphincter). Approve for 1 year.

Chronic Facial Pain/Pain Associated with Temporomandibular Dysfunction. Approve for 1 year.

Chronic Low Back Pain. Approve for 1 year in patients who meet the following conditions (A and

B):

A) Patient has tried at least two other pharmacologic therapies (e.g., nonsteroidal anti-inflammatory
drugs [NSAIDs], antispasmodics, muscle relaxants, opioids, antidepressants); AND

B) Botox is being used as part of a multimodal therapeutic pain management program.®

Dystonia, Other Than Cervical (e.g., focal dystonias, tardive dystonia, anismus, laryngeal
dystonia/spasmodic dysphonia). Approve for 1 year.
(Note: For cervical dystonia, see FDA-Approved Indications criterion #2 [above].)

Essential Tremor. Approve for 1 year after a trial with at least one other pharmacologic therapy (e.g.,
primidone, propranolol, benzodiazepines, gabapentin, topiramate).

Frey’s Syndrome (gustatory sweating). Approve for 1 year.
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16.

17.

18.

19.

20.

21.

Hyperhidrosis, Palmar/Plantar and Facial. Approve for 1 year if the patient has tried at least one
topical agent (e.g., aluminum chloride).

Myofascial Pain. Approve for 1 year.

Ophthalmic Disorders, Other Than Blepharospasm or Strabismus (e.g., esotropia, exotropia,
nystagmus, facial nerve paresis). Approve for 1 year.

(Note: For blepharospasm associated with dystonia or strabismus, see FDA-Approved Indications
criterion #1 [above]).

Plantar Fasciitis. Approve for 1 year after a trial of two other treatment modalities (e.g., padding and
strapping of the foot, therapeutic orthotic insoles, oral anti-inflammatory drugs, corticosteroid
injections, stretching).

Sialorrhea, Chronic. Approve for 1 year.

Spasticity, Other Than Lower and Upper Limb (i.e., spasticity or hypertonia due to cerebral
palsy, stroke, brain injury, spinal cord injury, multiple sclerosis, hemifacial spasm). Approve for
1 year.

(Note: For lower and upper limb spasticity, see FDA-Approved Indications criteria #6 and #7 [above].)

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Botox has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)

1.

Cosmetic Uses (e.g., facial rhytides, frown lines, glabellar wrinkling, horizontal neck rhytides, mid and
lower face and neck rejuvenation, platsymal bands, rejuvenation of the periorbital region). Cosmetic
use is not recommended for coverage as this indication is excluded from coverage in a typical pharmacy
benefit.

Fibromyalgia. More data are needed to define the place in therapy of Botox in the treatment of
fibromyalgia. A small pilot study involving 16 patients concluded botulinum toxin A injections into
fibromyalgia trigger points offered more relief (up to 16 weeks minimum) compared with local saline
or anesthetic injections; it was concluded Botox is effective in the treatment of fibromyalgia.”® Other
small studies have shown effectiveness of Botox in pain relief post injection.? Botox is not mentioned
in guidelines for the treatment of fibromyalgia.

Gastroparesis. The ACG issued clinical guidelines on the management of gastroparesis (2013).%
ACG does not recommend the use of botulinum toxin injected into the pylorus as a treatment for
gastroparesis. This is based on two double-blind, placebo-controlled studies which did show some
improvement in gastric emptying, but no improvement in symptoms compared with placebo.
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4.

Vaginismus. More data are needed to define the place in therapy of Botox in the treatment of
vaginismus. The use of Botox for the treatment of vaginismus has been evaluated in a few small studies
with successful outcomes.’’

5. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Date Reviewed
Annual revision Removal of two Uses with Supportive Evidence — Headache prophylaxis and 04/11/2018

Tourette’s syndrome. Removal of Allergic rhinitis, Crocodile tears syndrome and
Gait freezing in Parkinson’s disease from Conditions Not Recommended for
Approval.
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Selected revision Migraine prophylaxis: Updated criteria to include trial of triptans or 08/01/2018
contraindication to triptans.

Annual revision Hyperhidrosis, Primary Axillary: Qbrexza was added as an example of a 05/08/2019
medication that satisfies the requirement for trial of a topical product.
Ophthalmic Disorders, Other Than Blepharospasm or Strabismus: “Other
than blepharospasm or strabismus” added for clarification. Clarification noted to
refer to FDA-Approved Indication #1 for Blepharospasm Associated with
Dystonia or Strabismus.

Spasticity, Other Than Lower and Upper Limb: “Other than lower or upper
limb” added for clarification.

Annual revision FDA-Approved Uses: 06/03/2020
e “Cervical Dystonia” updated to “Cervical Dystonia (spasmodic torticollis)”.
e Under criteria for “Migraine Headache Prophylaxis in Patients with Chronic

Migraine”, “prescribing physician” was updated to “prescriber”.
Other Uses with Supportive Evidence:
e  “Benign Prostatic Hyperplasia” removed from policy.
e  “Salivary Hypersecretion” updated to “Sialorrhea, Chronic.”
e  “Speech/Voice Disorder (e.g.,, dysphonias)” renamed to laryngeal

dystonia/spasmodic torticollis. This approval condition was rolled up into
“Dystonia, other than cervical” and laryngeal dystonia/spasmodic dysphonia
was added to the list of examples.

e  “Tinnitus” removed from policy.

PRIOR AUTHORIZATION POLICY

PoLicy: Botulinum Toxins — Dysport® (abobotulinumtoxinA for injection — Ipsen)

DATE REVIEWED: 06/03/2020

OVERVIEW
Dysport® (abobotulinumtoxinA), is indicated for the following:
e Treatment of cervical dystonia in adults;
e Treatment of upper and lower limb spasticity in adults;
e Treatment of upper limb spasticity in pediatric patients > 2 years of age, excluding spasticity caused
by cerebral palsy; and
e Treatment of lower limb spasticity in pediatric patients > 2 years of age.!

Toxin distribution varies between the commercially available botulinum toxin A products, Botox®
(onabotulinumtoxinA), Xeomin® (incobotulinumtoxinA), and Dysport.** It has been postulated that
differences in albumin concentration control diffusion of toxin from the injection site (Botox contains 500
mcg of albumin, while Dysport contains 125 mcg of albumin and Xeomin contains 1 mg of albumin). In
addition, the labels for the botulinum toxin type A products (Botox, Dysport, and Xeomin) state that there
is a lack of interchangeability between the products for various reasons, including differences in the units
of biological activity.">* Studies have attempted to establish a conversion ratio between botulinum toxin
products, with variable results. In general, conversion ratios of 1:1 for Botox to Xeomin, 1:3 for Botox to
Dysport, and 1:50 to 1:100 for Botox to Myobloc have been suggested.>®

Other Uses with Supportive Evidence
Botulinum toxins, including Dysport, have been studied in a variety of indications outside of FDA-approved
uses. Literature is available to support use of Dysport in the following conditions:
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Anal Fissure (anal sphincter): There is an extensive amount of data from open-label studies,
randomized, placebo-controlled trials, and randomized, comparative trials supporting the efficacy
of botulinum toxin A in the treatment of anal fissures.” Injection of botulinum toxin allows healing
in approximately 60% to 80% of anal fissures.® There is no consensus on the dose, site of injection,
or number of injections. Botulinum toxin A has been shown to be more effective than topical
nitroglycerin but less effective than surgery in inducing and maintaining fissure healing.!* The
ACG clinical guideline for the management of benign anorectal disorders (2014) recommends the
use of botulinum toxin therapy or surgical internal anal sphincterotomy in patients who do not
respond to conservative or topical pharmacologic agents, such as a calcium channel blockers or
nitrates.®

Blepharospasm:  Dysport has demonstrated efficacy in clinical trials in patients with
blepharospasm.?3 AAN guidelines (2016) support the use of Dysport for blepharospasm with a
Level C recommendation (“possibly effective”).!

Frey’s Syndrome (gustatory sweating): Botulinum toxin A has been successfully used to treat
gustatory sweating. Dysport demonstrated efficacy in two small trials in a total of 53 patients with
gustatory sweating.® American Academy of Neurology (AAN) guidelines state that botulinum
toxin is possibly effective and may be considered for this use (Level C).®

Hyperhidrosis, Primary Axillary: Topical antiperspirants (e.g., topical aluminum chloride) or
Qbrexza are the recommended first-line therapy for the treatment of primary axillary
hyperhidrosis.'?° The efficacy of Dysport for axillary hyperhidrosis was demonstrated in one
randomized, double-blind, multicenter study in patients (n = 145) unresponsive to topical therapy
with aluminum chloride (10% or 20%).?* A significant (P < 0.001) decrease in sweat production
vs. placebo occurred 2 weeks post-injection and was maintained 24 weeks post-injection.
Sialorrhea, Chronic: Botulinum toxin A has been studied in the treatment of sialorrhea associated
with Parkinson’s Disease, parkinsonian syndromes, cerebral palsy, head and neck carcinoma,
neurodegenerative disease, stroke, and amytrophic lateral sclerosis (ALS).?>?* Data with Dysport
come from two small controlled trials.?22 AAN guidelines state that botulinum toxin is probably
safe and effective and should be considered (Level B).*

Spasticity, Other Than Lower and Upper Limb (i.e., spasticity or hypertonia due to cerebral
palsy, stroke, brain injury, spinal cord injury, multiple sclerosis, hemifacial spasm): Oral
medications have a long history in spasticity treatment (e.g., baclofen, benzodiazepines, tizanidine,
dantrolene, phenytoin, or gabapentin) yet they have dose-limiting side effects and limited diffusion
across the blood brain barrier.?® Several randomized, controlled trials have evaluated the efficacy
of Dysport in spasticity of various etiologies in both upper and lower limbs.1t?>27  QOther
randomized, controlled trials evaluated botulinum toxin A for the management of upper limb
spasticity in children with cerebral palsy and showed significant improvement in spasticity/tone,
range of motion, and functional gains after botulinum toxin A injections.?® Treatment with
botulinum toxin A in hemifacial spasm appears to remain effective over long-term use of several
years (4 to 10 years); most cases do not require a dosage increase.?® In an observational study,
patients (n = 133) with hemifacial spasm and reinnervation synkinesias were exclusively treated
with either Dysport or Botox for 6 years; Botox and Dysport were similarly effective and the
therapeutic effect was stable throughout the observation period.*

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Dysport. Use should be limited to
the treatment of medical conditions. Prescription benefit coverage of this product is not recommended for
cosmetic conditions. All approvals are provided for 1 year.
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Automation: None

RECOMMENDED AUTHORIZATION CRITERIA

FDA-Approved Indications

10.

11.

12.

Cervical Dystonia (spasmodic torticollis). Approve for 1 year.
(Note: Cervical dystonia is also known as spasmodic or cervical torticollis.)

Spasticity, Lower Limb. Approve for 1 year.
(Note: For other forms of spasticity that do not fit this condition of approval, see Other Uses with
Supportive Evidence, Spasticity.)

Spasticity, Upper Limb. Approve for 1 year.
(Note: For other forms of spasticity that do not fit this condition for coverage, see Other Uses with
Supportive Evidence, Spasticity.)

Other Uses with Supportive Evidence

13.

14.

15.

16.

17.

18.

Anal Fissure (anal sphincter). Approve for 1 year.
Blepharospasm. Approve for 1 year.
Frey’s Syndrome (gustatory sweating). Approve for 1 year.

Hyperhidrosis, Primary Axillary. Approve for 1 year if the patient has tried at least one topical agent
(e.g., topical aluminum chloride, Qbrexza™ [glycopyrronium cloth 2.4% for topical use]).

Sialorrhea, Chronic. Approve for 1 year.

Spasticity, Other Than Lower and Upper Limb (i.e., spasticity or hypertonia due to cerebral
palsy, stroke, brain injury, spinal cord injury, multiple sclerosis, hemifacial spasm). Approve for
1 year.

(Note: For lower limb spasticity and upper limb spasticity, see FDA-Approved Indication criteria #2
and #3 [above].)

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Dysport has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)

6.

Cosmetic Uses (e.g., facial rhytides, frown lines, glabellar wrinkling, horizontal neck rhytides, mid and
lower face and neck rejuvenation, platsymal bands, rejuvenation of the periorbital region). Cosmetic
use is not recommended for coverage as this indication is excluded from coverage in a typical pharmacy
benefit.

Fibromyalgia. Limited data are available with Botox. No data are available with Dysport at this time.
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8.

Ophthalmic Disorders, Other Than Blepharospasm (e.g., esotropia, exotropia, nystagmus, facial
nerve paresis). More data are needed to define the place of therapy of Dysport in the treatment of
ophthalmic disorders. Botulinum toxin A has been successful in improving or treating many
ophthalmic disorders. Retrospective reviews conclude that botulinum toxin A may have a role in the
treatment of exotropia.®3 Dysport improved visual acuity in patients with acquired symptomatic
nystagmus from multiple sclerosis or brain-stem hemorrhage in one case series (n = 12).** Data from
an uncontrolled study have shown Dysport to be beneficial in the treatment of fourth nerve palsy.>*

9. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Date Reviewed
Annual review No change to criteria. 03/08/2017
Annual revision Removal of Allergic rhinitis, Bladder/voiding/urethral dysfunction, Crocodile 04/11/2018
tears syndrome, Essential tremor, Gait freezing in Parkinson’s disease, and
Vaginismus from Conditions Not Recommended for Approval.
Annual revision Hyperhidrosis, Primary Axillary: Qbrexza (glycopyrronium cloth) added to list 05/08/2019
of medications that satisfy requirement for trial of a topical agent.
Spasticity, Other Than Lower and Upper Limb: “Other than lower and upper
limb” added to clarify this covers uses other than the FDA-approved indications.
Ophthalmic Disorders, Other Than Blepharospasm (e.g., esotropia,
exotropia, nystagmus, facial nerve paresis): The phrase “other than
blepharospasm” was added for clarification, and “i.e.” was changed to “e.g.”.
Annual revision FDA-Approved Indications: 06/03/2020
e  “Cervical Dystonia (torticollis)” updated to “Cervical Dystonia (spasmodic
torticollis)”.
Other Uses with Supportive Evidence:
e  “Salivary Hypersecretion” updated to “Sialorrhea, Chronic.”

PRIOR AUTHORIZATION PoLicy

PoLicy: Botulinum Toxins — Myobloc® (rimabotulinumtoxinB injection — Solstice Neurosciences)

DATE REVIEWED: 06/03/2020

OVERVIEW
Myobloc® (rimabotulinumtoxinB) is indicated for the treatment of patients with cervical dystonia to reduce
the severity of abnormal head position and neck pain associated with cervical dystonia.! It is also indicated
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for the treatment of chronic sialorrhea. There are published studies and case reports supporting the use of
botulinum toxin type B for other medical conditions.

Like the botulinum toxin type A products (Botox® and Botox® Cosmetic [onabotulinumtoxinA], Dysport®
[abobotulinumtoxinA]), and Xeomin® [incobotulinumtoxinA]), Myobloc has also been used to treat
cosmetic conditions such as glabellar rhytides, crow’s feet, and platysmal bands, and it has been used in
brow lifts.

Albeit rare, repeated injections of botulinum toxin type A products can lead to the formation of neutralizing
antibodies which can result in clinical resistance. It is important to note that the presence of botulinum
toxin type A antibodies are not equivalent to clinical nonresponse. Myabloc is antigenically distinct from
botulinum toxin type A and, therefore, in some cases may be used as an alternative to botulinum toxin type
A in type A-resistant patients.? Studies have attempted to establish a conversion ratio between botulinum
toxin products, with variable results. In general, conversion ratios of 1:1 for Botox to Xeomin, 1:3 for
Botox to Dysport, and 1:50 to 1:100 for Botox to Myobloc have been suggested.®#

Other Uses with Supportive Evidence
Botulinum toxins, including Myobloc, have been studied in a variety of indications outside of FDA-
approved uses. Literature is available to support use of Myobloc in the following conditions:

e Bladder Dysfunction: Botulinum toxin type B was shown to be effective in improving symptoms
of overactive bladder in one small randomized, double-blind, placebo-controlled study
(formulation not specified) in patients unresponsive to oral antimuscarinic agents.® Oral
pharmacologic therapy with antimuscarinic agents is the mainstay of drug therapy in the treatment
of overactive bladder.®”

e Hyperhidrosis, Palmar or Primary Axillary: Myobloc was shown to be effective in treating
palmar hyperhidrosis in one small, randomized, double-blind, placebo-controlled study and a
second prospective, open, single-blind, multicenter study.®® Botulinum toxin type B was shown
to be effective in treating axillary hyperhidrosis in one randomized, double-blind, placebo-
controlled trial (using Myobloc) and one small, open-label study (using Neurobloc).X%!: There was
no significant difference between Botox and Myobloc/Neurobloc in duration of effect in one small
comparative study in patients with axillary hyperhidrosis.*? In a small (n = 10), single-blind,
comparative study, botulinum toxin type B (Neurobloc) was significantly more effective than
Botox in decreasing sweat weight and area.!* Topical antiperspirants (e.g., topical aluminum
chloride) are recommended first-line therapies for the treatment of primary hyperhidrosis.*6: In
the setting of primary axillary hyperhidrosis, Qbrexza, a topical anticholinergic, may also be used
first-line.!” The AAN notes that botulinum toxin therapy is established safe and effective in axillary
hyperhidrosis (Level A).®® AAN guidelines state that botulinum toxins are probably safe and
effective and should be considered for palmar hyperhidrosis (Level B).

e Myofascial Pain: Myobloc was effective in reducing myofascial pain associated with piriformis
syndrome in a small open-label study; 95% of patients reported fair to excellent improvement in
pain.®

e Spasticity (i.e., spasticity or hypertonia due to cerebral palsy, stroke, brain injury, spinal cord
injury, multiple sclerosis, hemifacial spasm): Botulinum toxin type B was shown to be effective
in reducing spasticity in one open-label study (formulation not specified) in children with spastic
or dystonic movement disorders?® and in a randomized, double-blind, placebo-controlled study (n
= 24) in hemiparetic patients with disabling elbow flexor overactivity after stroke or traumatic brain
injury.? In one small, randomized, double-blind, placebo-controlled study in patients with upper-
limb post-stroke spasticity (n = 15), Myobloc reduced spasticity at 2 weeks but was not statistically
significant at other follow-up visits.?? Botulinum toxin type B was shown to be effective in treating
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hemifacial spasm in one small open-label study (formulation not specified).?? Per American
Academy of Neurology (AAN) guidelines, botulinum toxin is possibly effective and may be
considered for hemifacial spasm (Level C).

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Myobloc. Use should be limited
to the treatment of medical conditions. Prescription benefit coverage of this product is not recommended
for cosmetic conditions. All approvals are provided for 1 year.

Automation: None

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Myobloc is recommended in those who meet one of the following criteria:

FDA-Approved Indications
1. Cervical Dystonia (spasmodic torticollis). Approve for 1 year.

2. Sialorrhea, Chronic. Approve for 1 year.

Other Uses with Supportive Evidence
3. Bladder Dysfunction. Approve for 1 year in patients who meet the following conditions (A and B):
A) Patient has tried at least one other pharmacologic therapy (e.g., oral antimuscarinic agents [for
example: oxybutynin, tolterodine tartrate, trospium chloride, Enablex, Toviaz, Vesicare]), AND
B) Myaobloc is being prescribed by or after consultation with a urologist.

4. Hyperhidrosis, Palmar or Primary Axillary. Approve for 1 year in patients who meet the following
conditions (A and B):
A) Patient has tried at least one topical agent (e.g., topical aluminum chloride, Qbrexza™
[glycopyrronium cloth 2.4% for topical use]); AND
B) Patient has tried Botox.

5. Myofascial Pain. Approve for 1 year.

6. Spasticity (i.e., spasticity or hypertonia due to cerebral palsy, stroke, brain injury, spinal cord
injury, multiple sclerosis, hemifacial spasm). Approve for 1 year.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Myobloc has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)
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1.

Cosmetic Uses (e.g., facial and/or glabellar rhytides [wrinkles, lines], crow’s feet, brow lifts,
platysmal bands). Cosmetic use is not recommended for coverage as this indication is excluded from
coverage in a typical pharmacy benefit.

2. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY

Type of Revision Summary of Changes Date Reviewed

Selected revision Migraine prophylaxis: Updated criteria to include trial of triptans or 08/01/2018
contraindication to triptans.

Selected revision Migraine prophylaxis: Change to require verification of specific therapies that have 09/19/2018
been tried for migraine prophylaxis.

Annual revision Hyperhidrosis, Palmar or Primary Axillary: Qbrexza was added as an example 05/08/2019
of a medication that satisfies the requirement for trial of a topical product.

Selected revision Sialorrhea (Salivary Hypersecretion), Chronic: Moved to FDA-approved 09/04/2019
indications. “Chronic” added for clarification and to align with product labeling.

Annual revision FDA-Approved Indications: 06/03/2020
e  “Sialorrhea (Salivary Hypersecretion), Chronic” updated to “Sialorrhea,

Chronic.”
Other Uses with Supportive Evidence:
e  “Anal Fissures” removed from policy.
e  “Blepharospasm” removed from policy.
e  “Hemifacial spasm” rolled into approval condition of “Spasticity”.
e  “Migraine headache prophylaxis in patients with chronic migraine” removed
from policy.

e  “Speech/Voice Disorder” removed from policy.

PRIOR AUTHORIZATION POLICY

PoLicy: Botulinum Toxins — Xeomin® (incobotulinumtoxinA for injection — Merz)

DATE REVIEWED: 06/03/2020

OVERVIEW
Xeomin® (incobotulinumtoxinA) is indicated in adult patients for the following:
e blepharospasm;
e cervical dystonia;
e chronic sialorrhea; AND
e upper limb spasticity.!
Xeomin is also indicated for the temporary improvement in the appearance of moderate to severe glabellar
lines associated with corrugators and/or procerus muscle activity in adult patients.

The labels for the botulinum toxin type A products (Botox® [onabotulinumtoxinA], Dysport®
[abobotulinumtoxinA], and Xeomin) state that there is a lack of interchangeability between the products
for various reasons, including differences in the units of biological activity.’* However, studies have
demonstrated that identical units of Xeomin and Botox were equally effective.*” Based on published
literature, it has been established that Xeomin and Botox have identical therapeutic effects and adverse
event (AE) profiles with a 1:1 conversion ratio.’

Other Uses with Supportive Evidence
Botulinum toxins, including Xeomin, have been studied in a variety of indications outside of FDA-approved
uses. Literature is available to support use of Xeomin in the following conditions:

» Hyperhidrosis, Primary Axillary, Palmar/Plantar, and Facial: Overall, topical antiperspirants
(e.g., aluminum chloride) are the recommended first-line therapy for the treatment of primary
axillary hyperhidrosis and focal hyperhidrosis.2*! In the setting of primary axillary hyperhidrosis,
Qbrexza, a topical anticholinergic, may also be used first-line.*? The efficacy of Xeomin in the
treatment of palmar/plantar hyperhidrosis and cranial hyperhidrosis was demonstrated in patients
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(n = 20) previously treated with Botox.®* In a double-blind clinical trial, patients (n = 25) with
moderate or severe palmar hyperhidrosis received in the same session intradermal injections of
Botox on one hand and Xeomin on the other; the two products appeared to be comparable.* The
efficacy of Xeomin for axillary hyperhidrosis was demonstrated in a prospective, double-blind,
head-to-head intra-individual comparison trial vs. Botox.™ A total of 46 patients received 50 units
of botulinum toxin type A treatment (Xeomin in one axilla, and Botox in the other axilla). Efficacy
and tolerability were similar between Botox and Xeomin. In addition, the efficacy of Xeomin in
the treatment of axillary hyperhidrosis was demonstrated in patients (n = 41) previously treated
with Botox.** AAN guidelines state that botulinum toxins are probably safe and effective and
should be considered for palmar hyperhidrosis (plantar and facial hyperhidrosis are not addressed
in the AAN guideline).'®

Spasticity, Other Than Upper Limb (i.e., spasticity or hypertonia due to cerebral palsy,
stroke, brain injury, spinal cord injury, multiple sclerosis, hemifacial spasm): Oral
medications have a long history in spasticity treatment (e.g., baclofen, benzodiazepines, phenytoin,
or gabapentin) yet they have dose-limiting side effects and limited diffusion across the blood brain
barrier.l” In a prospective, randomized study in patients (n = 192) with upper limb spasticity due
to stroke, brain injury, multiple sclerosis, or cerebral palsy, the majority of Xeomin-treated patients
had improvement in functional disability and in muscle tone.*® In a Phase Il randomized study in
patients (n = 148) with post-stroke upper limb spasticity, Xeomin was significantly more effective
than placebo at Week 4 and at Week 12.1° In addition, the efficacy of Xeomin in the treatment of
hemispasticity, arm spasticity, generalized spasticity, paraspasticity, leg spasticity, and hemifacial
spasm was demonstrated in patients (n = 95) previously treated with Botox for at least 1 year under
stable conditions and crossed over in a blinded fashion to Xeomin for 3 years.* Per the AAN,
botulinum toxin is established effective in upper and lower limb spasticity and in cerebral palsy
(Level A), and it may be considered in hemifacial spasm (Level C).20%

PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Xeomin. Use should be limited to
the treatment of medical conditions. Prescription benefit coverage of this product is not recommended for
cosmetic conditions. All approvals are provided for 1 year.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA

FDA-Approved Indications

19.

20.

21.

22.

Blepharospasm. Approve for 1 year.

Cervical Dystonia (spasmodic torticollis). Approve for 1 year.
(Note: Cervical dystonia is also known as spasmodic or cervical torticollis.)

Sialorrhea, Chronic. Approve for 1 year.

Spasticity, Upper Limb. Approve for 1 year.

(Note: For other forms of spasticity that do not fit this condition of approval, see Other Uses with

Supportive Evidence, Spasticity.)
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Other Uses with Supportive Evidence

23. Hyperhidrosis — Primary Axillary, Palmar/Plantar, and Facial. Approve for 1 year if the patient
has tried at least one topical agent (e.g., aluminum chloride, Qbrexza™ [glycopyrronium cloth 2.4% for
topical use]).

24. Spasticity, Other Than Upper Limb (i.e., spasticity or hypertonia due to cerebral palsy, stroke,
brain injury, spinal cord injury, multiple sclerosis, hemifacial spasm). Approve for 1 year.
(Note: For upper limb spasticity, see FDA-Approved Indication criterion #4 [above].)

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Xeomin has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)

10. Cosmetic Uses (e.g., facial rhytides, frown lines, glabellar wrinkling, horizontal neck rhytides, mid and
lower face and neck rejuvenation, platsymal bands, rejuvenation of the periorbital region). Cosmetic
use is not recommended for coverage as this indication is excluded from coverage in a typical pharmacy
benefit.

11. Fibromyalgia. Limited data are available with Botox. No data are available with Xeomin at this time.

12. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY

Type of Revision Summary of Changes Date Reviewed

Annual revision Combined Primary Axillary Hyperhidrosis, Palmar/Plantar Hyperhidrosis and 04/11/2018
Facial Hyperhidrosis under one Other Use with Supportive Evidence; previously
they were listed separately. Removal of Allergic rhinitis, Crocodile tears
syndrome, Dysphagia, Gait freezing, Interstitial cystitis, Trigeminal neuralgia, and
Vaginismus from Conditions Not Recommended for Approval.

Selected revision Moved criterion for Chronic Sialorrhea (Salivary Hypersecretion) to FDA- 7/18/2018
Approved Indications from Other Uses with Supportive Evidence.

Annual revision Hyperhidrosis — Primary Axillary, Palmar/Plantar, and Facial: Added 05/08/2019
Qbrexza to list of medications that satisfy requirement for trial of a topical agent.
Spasticity, Other Than Upper Limb: “Other than upper limb” added to clarify
this covers uses other than the FDA-approved indications.

Selected revision Blepharospasm: Removed requirement for previous trial of Botox. 05/22/2019
Annual revision FDA-Approved Indications: 06/03/2020
e  “Cervical Dystonia” updated to “Cervical Dystonia (spasmodic torticollis)”.

e  “Sialorrhea (Salivary Hypersecretion), Chronic” updated to “Sialorrhea,
Chronic.”

PRIOR AUTHORIZATION PoLICY

PoLicy:  Calcitonin Gene-Related Peptide Inhibitors — Aimovig® (erenumab injection for subcutaneous

use — Amgen)

DATE REVIEWED: 04/15/2020
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OVERVIEW

Aimovig, a calcitonin gene-related peptide (CGRP) receptor antagonist, is indicated for the preventive
treatment of migraine in adults.! Aimovig is a human monoclonal antibody that binds to the CGRP receptor
and antagonizes CGRP receptor function. The recommended dosage of Aimovig is 70 mg injected
subcutaneously (SC) once monthly. Some patients may benefit from a dosage of 140 mg SC once monthly.

Disease Overview

Migraine is a common, chronic condition marked by paroxysmal, unilateral attacks of moderate-to-severe
throbbing headache which is aggravated by routine physical activity (e.g., walking or climbing stairs) and
associated with nausea, vomiting, and/or photophobia and phonophobia.?2 Migraine headache episodes
typically last 4 to 72 hours if untreated. Migraine affects approximately 15% of US adults.> Migraines
have been defined as chronic or episodic. Chronic migraine is described by the International Headache
Society as headache occurring on > 15 days/month for > 3 months and has the features of migraine headache
on > 8 days/month.? Episodic migraine is characterized by headaches that occur < 15 days/month.* Patients
with episodic migraine may transform to chronic migraine over time at a rate of about 2.5% of episodic-
migraine patients/year. Potential strategies for preventing migraine transformation include preventing and
treating headaches, lifestyle modifications, or effective management of comorbidities (e.g., obesity,
obstructive sleep apnea, depression, anxiety). Episodic migraine is more common than chronic migraine;
however, chronic migraine is associated with a markedly greater personal and societal burden.

Guidelines

An updated assessment of the preventive and acute treatment of migraine by the American Headache
Society (2018) reaffirms previous migraine guidelines.® Patients with migraine should be considered for
preventive treatment when attacks significantly interfere with patients’ daily routines despite acute
treatment; frequent attacks (> 4 monthly headache days); contraindication to, failure, overuse, or adverse
events with acute treatments; or patient preference. Before developing a preventive treatment plan, the
appropriate use (e.g., drug type, route and timing of administration, frequency) of acute treatments should
be initiated and coupled with education and lifestyle modifications. All patients with migraine should be
offered a trial of acute treatment. Based on the level of evidence for efficacy and the American Academy
of Neurology (AAN) scheme for classification of evidence, the following oral treatments have established
efficacy and should be offered for migraine prevention: antiepileptic drugs (divalproex sodium, valproate
sodium, topiramate [not for women of childbearing potential without a reliable method of birth control]);
beta-blockers (metoprolol, propranolol, timolol); and frovatriptan (for short-term preventive treatment of
menstrual migraine).® The following treatments are probably effective and should be considered for
migraine prevention: antidepressants (amitriptyline, venlafaxine); beta-blockers (atenolol, nadolol); and
angiotensin receptor blockers (candesartan).

Four injectable preventive therapies for migraine are mentioned in the AHS consensus statement: Botox®
(onabotulinumtoxinA injection) and three monoclonal antibodies targeting CGRP (Aimovig, Ajovy®
[fremanezumab-vfrm injection], and Emgality® [galcanezumab-gnlm injection]).> The update notes that a
CGRP inhibitor should only be initiated in patients who are diagnosed with migraine, have > 4 migraine
headache days per month, and have intolerance or inadequate response to 6-week trials of at least two
traditional oral migraine preventive medications. Additional criteria apply depending on the number and
severity of monthly headache days. Clinical judgment may result in an emerging treatment being added to
one or more established treatments. If initiating treatment with a CGRP inhibitor in a patient already on a
preventive treatment, it is appropriate to add the CGRP inhibitor to the existing regimen and make no other
changes until the effectiveness of the CGRP inhibitor is determined since the risk of interactions between
traditional oral migraine preventive medications and the CGRP inhibitors is minimal or nonexistent.
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Making a decision regarding continuation of therapy for a CGRP inhibitor requires a trial of the medication
for at least 3 months, and treatment should be continued only if benefits can be documented during that
time (e.g., reduction in mean monthly headache days of > 50% relative to the pretreatment baseline). Since
migraine may improve or remit over time, it is important to reevaluate therapeutic response and, if possible,
taper or discontinue treatment if patients no longer meet the criteria for offering preventive treatment.
However, once control is established, the decision to discontinue or taper treatment should be a shared
decision between patient and clinician.

PoLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Aimovig. All approvals are
provided for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Aimovig is recommended in those who meet the following criteria:

FDA-Approved Indications

9. Migraine Headache Prevention. Approve Aimovig for 1 year if the patient meets the following
criteria (A, B, C, and D):
2. Patient is > 18 years of age; AND
3. Patient has > 4 migraine headache days per month (prior to initiating a migraine-preventative
medication); AND
4. Patient has tried at least two standard prophylactic pharmacologic therapies, each from a different
pharmacologic class (e.g., angiotensin receptor blocker, angiotensin converting enzyme inhibitor,
anticonvulsant, B-blocker, calcium channel blocker, tricyclic antidepressant, other antidepressant),
and meets ONE of the following criteria (i, ii, or iii):
i. The patient has had inadequate efficacy to both of those standard prophylactic
pharmacologic therapies, according to the prescriber; OR
ii.  The patient has experienced adverse event(s) severe enough to warrant discontinuation of
both of those standard prophylactic pharmacologic therapies, according to the prescriber;
OR
iii.  The patient has had inadequate efficacy to one standard prophylactic pharmacologic
therapy and has experienced adverse event(s) severe enough to warrant discontinuation to
another standard prophylactic pharmacologic therapy, according to the prescriber; AND
5. Patient meets ONE of the following (i or ii):
i.  Patient has tried at least one triptan therapy; OR
ii.  Patient has a contraindication to triptan(s) according to the prescriber.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Aimovig has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)
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1. Acute Treatment of Migraine. Aimovig has not been studied for the acute treatment of migraine.

2. Cluster Headache, Treatment or Prevention. Aimovig has not been studied in patients with cluster
headache. The pivotal trials of Aimovig excluded patients with this condition.”®

3. Combination Therapy with Ajovy® (fremanezumab-vfrm injection for subcutaneous use),
Emgality® (galcanezumab-gnlm injection for subcutaneous use), or Vyepti™ (eptinezumab-jjmr
injection for intravenous use). Aimovig, Ajovy, Emgality, and Vyepti are calcitonin gene-related
peptide (CGRP) inhibitors for migraine prevention and have not been studied for use in combination
with another agent in the same class.®!

4. Hemiplegic Migraine, Treatment or Prevention. Aimovig has not been studied in patients with
hemiplegic migraine. The pivotal trials of Aimovig excluded patients with this condition.”®

5. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY

Type of Revision Summary of Changes Date Reviewed
New Policy - 05/18/2018
Selected revision | The criterion requiring inadequate responses at least two standard prophylactic 06/13/2018
pharmacologic therapies from two different pharmacologic classes was modified
to clarify that the patient had inadequate efficacy or serious adverse events to
those preventive therapies.
Selected revision | Changed the document name to Calcitonin Gene-Related Peptide (CGRP) 10/03/2018
Inhibitors — Aimovig PA to take into account the different mechanism of action
of the new CGRP inhibitor Ajovy. Added a new Condition Not Recommended
for Approval for combination therapy with Ajovy or Emgality.
Annual revision No change to criteria. 05/29/2019
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Annual revision Throughout the criteria, “prescribing physician” was changed to “prescriber”. 04/15/2020
For the Condition Not Recommended for Approval of combination therapy,
Vyepti was added to the list of injectable calcitonin gene-related peptide
inhibitors. For the Conditions Not Recommended for Approval of cluster
headache and hemiplegic migraine, “treatment or prevention” was added to
clarify the intent.

PRIOR AUTHORIZATION PoLicy

PoLicy: Calcitonin Gene-Related Peptide Inhibitors — Ajovy® (fremanezumab-vfrm injection for
subcutaneous use — Teva)

DATE REVIEWED: 04/15/2020

OVERVIEW

Ajovy, a calcitonin gene-related peptide (CGRP) antagonist, is indicated for the preventive treatment of
migraine in adults.! Ajovy is a human monoclonal antibody that binds to the CGRP ligand and blocks its
binding to the receptor. The recommended dosage of Ajovy is 225 mg injected subcutaneously (SC) once
monthly or 675 mg every 3 months (quarterly), which is administered as three consecutive SC injections of
225 mg each. A healthcare professional, patient, and/or caregiver may administer Ajovy.

Disease Overview

Migraine is a common, chronic condition marked by paroxysmal, unilateral attacks of moderate-to-severe
throbbing headache which is aggravated by routine physical activity (e.g., walking or climbing stairs) and
associated with nausea, vomiting, and/or photophobia and phonophobia.?2 Migraine headache episodes
typically last 4 to 72 hours if untreated. Migraine affects approximately 15% of US adults.®> Migraines
have been defined as chronic or episodic. Chronic migraine is described by the International Headache
Society as headache occurring on > 15 days/month for > 3 months and has the features of migraine headache
on > 8 days/month.? Episodic migraine is characterized by headaches that occur < 15 days/month.* Patients
with episodic migraine may transform to chronic migraine over time at a rate of about 2.5% of episodic-
migraine patients/year. Potential strategies for preventing migraine transformation include preventing and
treating headaches, lifestyle modifications, or effective management of comorbidities (e.g., obesity,
obstructive sleep apnea, depression, anxiety). Episodic migraine is more common than chronic migraine;
however, chronic migraine is associated with a markedly greater personal and societal burden.

Guidelines

An updated assessment of the preventive and acute treatment of migraine by the American Headache
Society (2018) reaffirms previous migraine guidelines.® Patients with migraine should be considered for
preventive treatment when attacks significantly interfere with patients’ daily routines despite acute
treatment; frequent attacks (> 4 monthly headache days); contraindication to, failure, overuse, or adverse
events with acute treatments; or patient preference. Before developing a preventive treatment plan, the
appropriate use (e.g., drug type, route and timing of administration, frequency) of acute treatments should
be initiated and coupled with education and lifestyle modifications. All patients with migraine should be
offered a trial of acute treatment. Based on the level of evidence for efficacy and the American Academy
of Neurology (AAN) scheme for classification of evidence, the following oral treatments have established
efficacy and should be offered for migraine prevention: antiepileptic drugs (divalproex sodium, valproate
sodium, topiramate [not for women of childbearing potential without a reliable method of birth control]);
beta-blockers (metoprolol, propranolol, timolol); and frovatriptan (for short-term preventive treatment of
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menstrual migraine).® The following treatments are probably effective and should be considered for
migraine prevention: antidepressants (amitriptyline, venlafaxine); beta-blockers (atenolol, nadolol); and
angiotensin receptor blockers (candesartan).

Four injectable preventive therapies for migraine are mentioned in the AHS consensus statement: Botox®
(onabotulinumtoxinA injection) and three monoclonal antibodies targeting CGRP (Aimovig, Ajovy®
[fremanezumab-vfrm injection], and Emgality® [galcanezumab-gnim injection]).> The update notes that a
CGRP inhibitor should only be initiated in patients who are diagnosed with migraine, have > 4 migraine
headache days per month, and have intolerance or inadequate response to 6-week trials of at least two
traditional oral migraine preventive medications. Additional criteria apply depending on the number and
severity of monthly headache days. Clinical judgment may result in an emerging treatment being added to
one or more established treatments. If initiating treatment with a CGRP inhibitor in a patient already on a
preventive treatment, it is appropriate to add the CGRP inhibitor to the existing regimen and make no other
changes until the effectiveness of the CGRP inhibitor is determined since the risk of interactions between
traditional oral migraine preventive medications and the CGRP inhibitors is minimal or nonexistent.
Making a decision regarding continuation of therapy for a CGRP inhibitor requires a trial of the medication
for at least 3 months, and treatment should be continued only if benefits can be documented during that
time (e.g., reduction in mean monthly headache days of > 50% relative to the pretreatment baseline). Since
migraine may improve or remit over time, it is important to reevaluate therapeutic response and, if possible,
taper or discontinue treatment if patients no longer meet the criteria for offering preventive treatment.
However, once control is established, the decision to discontinue or taper treatment should be a shared
decision between patient and clinician.

PoLICcY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Ajovy. All approvals are provided
for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Ajovy is recommended in those who meet the following criteria:

FDA-Approved Indications

10. Migraine Headache Prevention. Approve Ajovy for 1 year if the patient meets the following criteria
(A, B, C,and D):
6. Patient is > 18 years of age; AND
7. Patient has > 4 migraine headache days per month (prior to initiating a migraine-preventative
medication); AND
8. Patient has tried at least two standard prophylactic pharmacologic therapies, each from a different
pharmacologic class (e.g., angiotensin receptor blocker, angiotensin converting enzyme inhibitor,
anticonvulsant, B-blocker, calcium channel blocker, tricyclic antidepressant, other antidepressant),
and meets ONE of the following criteria (i, ii, or iii):
i.The patient has had inadequate efficacy to both of those standard prophylactic pharmacologic
therapies, according to the prescriber; OR
ii.The patient has experienced adverse event(s) severe enough to warrant discontinuation of both of
those standard prophylactic pharmacologic therapies, according to the prescriber; OR
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iii.The patient has had inadequate efficacy to one standard prophylactic pharmacologic therapy and
has experienced adverse event(s) severe enough to warrant discontinuation to another standard
prophylactic pharmacologic therapy, according to the prescriber; AND
9. Patient meets ONE of the following (i or ii):
i.Patient has tried at least one triptan therapy; OR
ii.Patient has a contraindication to triptan(s) according to the prescriber.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Ajovy has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)

6. Acute Treatment of Migraine. Ajovy has not been studied for the acute treatment of migraine.

7. Cluster Headache, Treatment or Prevention. Ajovy has not been found to be effective in in patients
with chronic or episodic cluster headache.’

8. Combination Therapy with Aimovig™ (erenumab-aooe injection for subcutaneous use),
Emgality™ (galcanezumab-gnlm injection for subcutaneous use), or Vyepti'™ (eptinezumab-jjmr
injection for intravenous use). Ajovy, Aimovig, Emgality, and Vyepti are calcitonin gene-related
peptide (CGRP) antagonists for migraine prevention and have not been studied for use in combination
with another agent in the same class.21

9. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 09/19/2018
Selected revision | Changed the document name to Calcitonin Gene-Related Peptide (CGRP) 10/03/2018
Inhibitors — Ajovy PA to take into account the different mechanisms of action of
the CGRP inhibitors. Added Emgality to the Condition Not Recommended for
Approval for combination therapy with Aimovig.
Annual revision No change to criteria. 05/29/2019
Annual revision Throughout the criteria, “prescribing physician” was changed to “prescriber”. 04/15/2020
For the Condition Not Recommended for Approval of combination therapy,
Vyepti was added to the list of injectable calcitonin gene-related peptide
inhibitors. For the Condition Not Recommended for Approval of cluster
headache, “treatment or prevention” was added to clarify the intent.

PRIOR AUTHORIZATION PoOLICY

PoLicy: Calcitonin Gene-Related Peptide Inhibitors — Emgality® (galcanezumab-gnim injection for
subcutaneous use — Lilly)

DATE REVIEWED: 04/15/2020

OVERVIEW

Emagality, a calcitonin gene-related peptide (CGRP) antagonist, is indicated for the preventive treatment of
migraine in adults and for the treatment of episodic cluster headache in adults.! Emgality is a human
monoclonal antibody that binds to the CGRP ligand and blocks its binding to the receptor. The
recommended dosage of Emgality for the prevention of migraine is 240 mg (two consecutive subcutaneous
[SC] injections of 120 mg each) once as a loading dose, followed by monthly doses of 120 mg injected
subcutaneously. For cluster headache, Emgality is dosed as 300 mg SC (administered as three consecutive
injections of 100 mg each) at the onset of the cluster period, and then monthly until the end of the cluster
period. Emgality is intended for patient self-administration.

Disease Overview

Migraine is a common, chronic condition marked by paroxysmal, unilateral attacks of moderate-to-severe
throbbing headache which is aggravated by routine physical activity (e.g., walking or climbing stairs) and
associated with nausea, vomiting, and/or photophobia and phonophobia.? Migraine headache episodes
typically last 4 to 72 hours if untreated. Migraine affects approximately 15% of US adults.®> Migraines
have been defined as chronic or episodic. Chronic migraine is described by the International Headache
Society as headache occurring on > 15 days/month for > 3 months and has the features of migraine headache
on > 8 days/month.? Episodic migraine is characterized by headaches that occur < 15 days/month.* Patients
with episodic migraine may transform to chronic migraine over time at a rate of about 2.5% of episodic-
migraine patients/year. Potential strategies for preventing migraine transformation include preventing and
treating headaches, lifestyle modifications, or effective management of comorbidities (e.g., obesity,
obstructive sleep apnea, depression, anxiety). Episodic migraine is more common than chronic migraine;
however, chronic migraine is associated with a markedly greater personal and societal burden.

Cluster headache is the most common of the group of headache disorders known as the trigeminal
autonomic cephalalgias, with a lifetime prevalence exceeding 1in 1,000.5 Cluster headaches are associated
with attacks of severe, strictly unilateral pain which is orbital, supraorbital, temporal, or in any combination
of these sites, lasting 15 to 180 minutes.? The headaches occur from once every other day to eight times a
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day. Cluster headache is considered among the most severe of the primary headache disorders because of
extreme pain, associated autonomic symptoms, and high attack frequency.® In addition, a large proportion
of patients with cluster headache have chronic cluster headache, which features only brief or no remission
periods, and may be particularly refractory to medical therapies. Patients with cluster headache are often
suboptimally treated, even though treatment of cluster headache in accordance with guidelines is associated

with better outcomes.
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Guidelines

An updated assessment of the preventive and acute treatment of migraine by the American Headache
Society (2018) reaffirms previous migraine guidelines.® Patients with migraine should be considered for
preventive treatment when attacks significantly interfere with patients’ daily routines despite acute
treatment; frequent attacks (> 4 monthly headache days); contraindication to, failure, overuse, or adverse
events with acute treatments; or patient preference. Before developing a preventive treatment plan, the
appropriate use (e.g., drug type, route and timing of administration, frequency) of acute treatments should
be initiated and coupled with education and lifestyle modifications. All patients with migraine should be
offered a trial of acute treatment. Based on the level of evidence for efficacy and the American Academy
of Neurology (AAN) scheme for classification of evidence, the following oral treatments have established
efficacy and should be offered for migraine prevention: antiepileptic drugs (divalproex sodium, valproate
sodium, topiramate [not for women of childbearing potential without a reliable method of birth control]);
beta-blockers (metoprolol, propranolol, timolol); and frovatriptan (for short-term preventive treatment of
menstrual migraine).” The following treatments are probably effective and should be considered for
migraine prevention: antidepressants (amitriptyline, venlafaxine); beta-blockers (atenolol, nadolol); and
angiotensin receptor blockers (candesartan).

Four injectable preventive therapies for migraine are mentioned in the AHS consensus statement: Botox®
(onabotulinumtoxinA injection) and three monoclonal antibodies targeting CGRP (Aimovig, Ajovy®
[fremanezumab-vfrm injection], and Emgality® [galcanezumab-gnim injection]).® The update notes that a
CGRP inhibitor should only be initiated in patients who are diagnosed with migraine, have > 4 migraine
headache days per month, and have intolerance or inadequate response to 6-week trials of at least two
traditional oral migraine preventive medications. Additional criteria apply depending on the number and
severity of monthly headache days. Clinical judgment may result in an emerging treatment being added to
one or more established treatments. If initiating treatment with a CGRP inhibitor in a patient already on a
preventive treatment, it is appropriate to add the CGRP inhibitor to the existing regimen and make no other
changes until the effectiveness of the CGRP inhibitor is determined since the risk of interactions between
traditional oral migraine preventive medications and the CGRP inhibitors is minimal or nonexistent.
Making a decision regarding continuation of therapy for a CGRP inhibitor requires a trial of the medication
for at least 3 months, and treatment should be continued only if benefits can be documented during that
time (e.g., reduction in mean monthly headache days of > 50% relative to the pretreatment baseline). Since
migraine may improve or remit over time, it is important to reevaluate therapeutic response and, if possible,
taper or discontinue treatment if patients no longer meet the criteria for offering preventive treatment.
However, once control is established, the decision to discontinue or taper treatment should be a shared
decision between patient and clinician.

The American Headache Society has published evidence-based guidelines on the treatment of cluster
headache (2016).° The guidelines recommend sumatriptan subcutaneous, zolmitriptan nasal spray, and
high flow oxygen for acute treatment. For prophylactic therapy, suboccipital steroid injection has been
established as effective for the prophylactic therapy of episodic and chronic cluster headache (Level A).
Lithium, verapamil, and melatonin are considered possibly effective for the prophylactic therapy of episodic
and chronic cluster headache (Level C). Currently, there is insufficient evidence to make a recommendation
for frovatriptan and prednisone (Level U).
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PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Emgality. All approvals are
provided for the duration noted below. In cases where the approval is authorized in months, 1 month is
equal to 30 days.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Emgality is recommended in those who meet the following criteria:

FDA-Approved Indications

11. Episodic Cluster Headache Treatment. Approve Emgality for 6 months if the patient meets the
following criteria (A, B, C, and D):
10. Patient is > 18 years of age; AND
11. Patient has between one headache every other day and eight headaches per day; AND

12. Patient has tried at least one standard prophylactic pharmacologic therapy for cluster headache;
AND

Note: Examples of standard prophylactic pharmacologic therapies for cluster headache include
lithium, verapamil, melatonin, frovatriptan, prednisone, suboccipital steroid injection, topiramate,
and valproate.

13. Patient has had inadequate efficacy or has experienced adverse event(s) severe enough to warrant
discontinuation of the standard prophylactic pharmacologic therapy, according to the prescriber.

12. Migraine Headache Prevention. Approve Emgality for 1 year if the patient meets the following
criteria (A, B, C, D, and E):
A) Patient is > 18 years of age; AND
B) Patient has > 4 migraine headache days per month (prior to initiating a migraine-preventative
medication); AND
C) Patient has tried at least two standard prophylactic pharmacologic therapies, each from a different
pharmacologic class; AND
Note: Examples of standard prophylactic pharmacologic therapies for migraine include angiotensin
receptor blocker, angiotensin converting enzyme inhibitor, anticonvulsant, B-blocker, calcium
channel blocker, tricyclic antidepressant, other antidepressant.
D) Patient meets ONE of the following criteria (i, ii, or iii):
i. The patient has had inadequate efficacy to both of those standard prophylactic pharmacologic
therapies, according to the prescriber; OR
ii. The patient has experienced adverse event(s) severe enough to warrant discontinuation of both
of those standard prophylactic pharmacologic therapies, according to the prescriber; OR
iii. The patient has had inadequate efficacy to one standard prophylactic pharmacologic therapy
and has experienced adverse event(s) severe enough to warrant discontinuation to another
standard prophylactic pharmacologic therapy, according to the prescriber; AND
E) Patient meets ONE of the following (i or ii):
i. Patient has tried at least one triptan therapy; OR
ii. Patient has a contraindication to triptan(s) according to the prescriber.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
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Emgality has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)

10.

11.

12.

Acute Treatment of Migraine. Emgality has not been studied for the acute treatment of migraine.

Combination Therapy with Aimovig® (erenumab-aooe injection for subcutaneous use), with
Ajovy® (fremanezumab-vfrm injection for subcutaneous use), or Vyepti™ (eptinezumab-jjmr
injection for intravenous use). Ajovy, Aimovig, Emgality, and Vyepti are calcitonin gene-related
peptide (CGRP) antagonists for migraine prevention and have not been studied for use in combination
with another agent in the same class.®*°

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 09/28/2018
Annual revision No change to criteria. 05/29/2019
Selected revision | Addition of criteria for episodic cluster headache treatment. 07/03/2019
Selected revision | For the FDA-approved indication of Episodic Cluster Headache Treatment, 10/23/2019
approval criteria was changed from requiring a trial of at least two standard
prophylactic pharmacologic therapies to requiring a trial of at least one standard
prophylactic pharmacologic therapy. The prescriber still needs to attest to the
patient having had inadequate efficacy or having experienced adverse event(s)
severe enough to warrant discontinuation of the standard prophylactic
pharmacologic therapy.
Annual revision For the Condition Not Recommended for Approval of combination therapy, 04/15/2020
Vyepti was added to the list of injectable calcitonin gene-related peptide
inhibitors.

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.




ESI PA Policies
Page 175

PRIOR AUTHORIZATION PoLicy

PoLicy: cCalcitonin Gene-Related Peptide Inhibitors — Vyepti™ (eptinezumab-jjmr injection for intravenous use
— Lundbeck)

DATE REVIEWED: 03/25/2020; selected revision 04/15/2020

OVERVIEW

Vyepti, a calcitonin gene-related peptide (CGRP) inhibitor, is indicated for the preventive treatment of migraine in
adults.® Vyepti is a humanized monoclonal antibody produced in Pichia pastoris yeast cells by recombinant DNA
technology. Vyepti binds to the CGRP ligand and blocks its binding to the CGRP receptor. The recommended dosage
is 100 mg administered by intravenous (V) infusion over approximately 30 minutes once every 3 months; however,
some patients may benefit from a dosage of 300 mg IV once every 3 months. Vyepti must be administered by a
healthcare provider.

Disease Overview

Migraine is a common, chronic condition marked by paroxysmal, unilateral attacks of moderate-to-severe throbbing
headache which is aggravated by routine physical activity (e.g., walking or climbing stairs) and associated with nausea,
vomiting, and/or photophobia and phonophobia.? Migraine headache episodes typically last 4 to 72 hours if untreated.
Migraine affects approximately 15% of US adults.® Migraines have been defined as chronic or episodic. Chronic
migraine is described by the International Headache Society as headache occurring on > 15 days/month for > 3 months
and has the features of migraine headache on > 8 days/month.? Episodic migraine is characterized by headaches that
occur < 15 days/month.* Patients with episodic migraine may transform to chronic migraine over time at a rate of
about 2.5% of episodic-migraine patients/year. Potential strategies for preventing migraine transformation include
preventing and treating headaches, lifestyle modifications, or effective management of comorbidities (e.g., obesity,
obstructive sleep apnea, depression, anxiety). Episodic migraine is more common than chronic migraine; however,
chronic migraine is associated with a markedly greater personal and societal burden.

Guidelines

An updated assessment of the preventive and acute treatment of migraine by the American Headache Society
(2018) reaffirms previous migraine guidelines.®> Patients with migraine should be considered for preventive treatment
when attacks significantly interfere with patients’ daily routines despite acute treatment; frequent attacks (>4 monthly
headache days); contraindication to, failure, overuse, or adverse events with acute treatments; or patient preference.
Before developing a preventive treatment plan, the appropriate use (e.g., drug type, route and timing of administration,
frequency) of acute treatments should be initiated and coupled with education and lifestyle modifications. All patients
with migraine should be offered a trial of acute treatment. Based on the level of evidence for efficacy and the American
Academy of Neurology (AAN) scheme for classification of evidence, the following oral treatments have established
efficacy and should be offered for migraine prevention: antiepileptic drugs (divalproex sodium, valproate sodium,
topiramate [not for women of childbearing potential without a reliable method of birth control]); beta-blockers
(metoprolol, propranolol, timolol); and frovatriptan (for short-term preventive treatment of menstrual migraine).® The
following treatments are probably effective and should be considered for migraine prevention: antidepressants
(amitriptyline, venlafaxine); beta-blockers (atenolol, nadolol); and angiotensin receptor blockers (candesartan).

Four injectable preventive therapies for migraine are mentioned in the AHS consensus statement: Botox®
(onabotulinumtoxinA injection) and three monoclonal antibodies targeting CGRP (Aimovig, Ajovy® [fremanezumab-
vfrm injection], and Emgality® [galcanezumab-gnIm injection]).> The update notes that a CGRP inhibitor should only
be initiated in patients who are diagnosed with migraine, have > 4 migraine headache days per month, and have
intolerance or inadequate response to 6-week trials of at least two traditional oral migraine preventive medications.
Additional criteria apply depending on the number and severity of monthly headache days. Clinical judgment may
result in an emerging treatment being added to one or more established treatments. If initiating treatment with a CGRP
inhibitor in a patient already on a preventive treatment, it is appropriate to add the CGRP inhibitor to the existing
regimen and make no other changes until the effectiveness of the CGRP inhibitor is determined since the risk of
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interactions between traditional oral migraine preventive medications and the CGRP inhibitors is minimal or
nonexistent. Making a decision regarding continuation of therapy for a CGRP inhibitor requires a trial of the
medication for at least 3 months, and treatment should be continued only if benefits can be documented during that
time (e.g., reduction in mean monthly headache days of > 50% relative to the pretreatment baseline). Since migraine
may improve or remit over time, it is important to reevaluate therapeutic response and, if possible, taper or discontinue
treatment if patients no longer meet the criteria for offering preventive treatment. However, once control is
established, the decision to discontinue or taper treatment should be a shared decision between patient and clinician.

POLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Vyepti. All approvals are provided for the
duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Vyepti is recommended in those who meet the following criteria:

FDA-Approved Indications

13. Migraine Headache Prevention. Approve Vyepti for 1 year if the patient meets the following criteria (A, B, C,
and D):
14. Patient is > 18 years of age; AND
15. Patient has > 4 migraine headache days per month (prior to initiating a migraine-preventative medication);
AND
16. Patient has tried at least two standard prophylactic pharmacologic therapies, each from a different
pharmacologic class (e.g., angiotensin receptor blocker, angiotensin converting enzyme inhibitor,
anticonvulsant, B-blocker, calcium channel blocker, tricyclic antidepressant, other antidepressant), and meets
ONE of the following criteria (i, ii, or iii):
i The patient has had inadequate efficacy to both of those standard prophylactic pharmacologic
therapies, according to the prescriber; OR
ii. The patient has experienced adverse event(s) severe enough to warrant discontinuation of both of
those standard prophylactic pharmacologic therapies, according to the prescriber; OR
iii. The patient has had inadequate efficacy to one standard prophylactic pharmacologic therapy and
has experienced adverse event(s) severe enough to warrant discontinuation to another standard
prophylactic pharmacologic therapy, according to the prescriber; AND
17. Patient meets ONE of the following (i or ii):
i Patient has tried at least one triptan therapy; OR
ii. Patient has a contraindication to triptan(s) according to the prescriber.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Vyepti has not been shown to be effective, or there are limited or preliminary data or potential safety concerns that
are not supportive of general approval for the following conditions. Rationale for non-coverage for these specific
conditions is provided below. (Note: This is not an exhaustive list of Conditions Not Recommended for Approval.)

16. Acute Treatment of Migraine. Clinical data is currently lacking for the use of Vyepti in the acute
treatment of migraine.

17. Cluster Headache, Treatment or Prevention. Vyepti has not been studied in patients with cluster
headache. The pivotal trials of VVyepti excluded patients with this condition.”®

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 177

18. Combination Therapy with Aimovig® (erenumab-aooe injection for subcutaneous use), Ajovy®

(fremanezumab-vfrm injection for subcutaneous use) or Emgality® (galcanezumab-gnim
injection for subcutaneous use). Aimovig, Ajovy, Emgality, and Vyepti are calcitonin gene-related
peptide (CGRP) inhibitors for migraine prevention and have not been studied for use in combination

with another agent in the same class.**!

19. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.

Criteria will be updated as new published data are available.
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2019.

HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 03/25/2020
Selected revision | Throughout the criteria, “prescribing physician” was changed to 04/15/2020
“prescriber”. For the Condition Not Recommended for Approval of
cluster headache, “treatment or prevention” was added to clarify the
intent.
PRIOR AUTHORIZATION PoOLICY
PoLicy: Cardiology — Corlanor Prior Authorization Policy

e Corlanor® (ivabradine tablets and oral solution — Amgen)

RevieEw DATE: 05/20/2020

OVERVIEW
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Corlanor, a hyperpolarization-activated cyclic nucleotide-gated channel blocker, is indicated to reduce the
risk of hospitalization for worsening heart failure (HF) in adults with stable, symptomatic chronic HF with
left ventricular ejection fraction (LVEF) < 35%, who are in sinus rhythm with a resting heart rate > 70
beats per minute (bpm) and either are receiving maximally tolerated doses of beta blockers or have a
contraindication to beta blocker use.! Corlanor is also indicated for the treatment of stable symptomatic
HF due to dilated cardiomyopathy in pediatric patients > 6 months and older, who are in sinus rhythm with
an elevated heart rate.

Clinical Efficacy

The efficacy of Corlanor was established in a randomized, event-driven, multinational, double-blind,
parallel-group pivotal trial called SHIFT (Systolic Heart failure treatment with the Ir inhibitor ivabradine
Trial) that compared Corlanor with placebo, in addition to standard HF therapies, in adults with stable New
York Heart Association (NYHA) class Il to IV HF, a reduced LVEF, and a resting heart rate of rate 70 bpm
(n = 6,558).12 The occurrence of the primary endpoint (a composite of the first occurrence of either
hospitalization for HF or worsening HF or cardiovascular [CV] death) was reduced with Corlanor compared
with placebo??

A randomized, multicenter, double-blind, placebo-controlled, Phase Il/l1l, 12-month trial evaluated the
effects of Corlanor on heart rate in children who were > 6 months to < 18 years of age, with symptomatic
dilated cardiomyopathy (n = 116).11" Patients had a history of class Il or IV symptomatic HF (NYHA
functional class or Ross classification) and a LVEF < 45% who were receiving stable treatment for chronic
HF. Also, patients had to be clinically stable for > 4 weeks and be optimized on medical therapy and have
a resting heart rate in the normal range for age. The mean patient age was 5.8 + 4.9 years.!” The target
heart rate reduction was achieved at the end of the titration period in a higher number of patients who
received Corlanor compared with placebo (72% vs. 16%).1 Of note, dilated cardiomyopathy comprises
approximately one-half of all cardiomyopathies in children.t” The overall incidence of pediatric dilated
cardiomyopathy is low; however, it is more common in children < 1 year of age (44 cases per million/year)
compared with children > 3 years of age (3.4 cases per million/year).

Guidelines

In 2017 the American College of Cardiology (ACC), American Heart Association (AHA), and the Heart
Failure Society of America published a focused update for the management of heart failure.** Regarding
Corlanor it is stated that the agent can be beneficial to reduce HF hospitalization for patients with
symptomatic (NYHA Class II to III) stable chronic HF with reduced ejection fraction (LVEF < 35%) who
are receiving guideline-directed evaluation and management, including a beta-blocker at the maximum
tolerated dose, and who are in sinus rhythm with a heart rate of 70 beats per minute or greater at rest. Due
to the well-proven mortality benefits of beta blocker therapy, it is important to initiate and up-titrate these
agents to target doses, as tolerated, prior to evaluating resting heart rate for consideration of Corlanor.

Other Uses with Supportive Evidence

Inappropriate sinus tachycardia is defined as a sinus heart rate > 100 bpm at rest (with a mean 24-hour heart
rate > 90 bpm not due to primary causes) and is associated with distressing symptoms such as palpitations,
weakness, dizziness and syncope.™ The condition is believed to be chronic in many cases. The mechanisms
causing inappropriate sinus tachycardia are not distinctly known but underlying diseases that can result in
this syndrome include increased sinus node automaticity, beta-adrenergic hypersensitivity, and decreased
parasympathetic activity. There is a paucity of long-term, prospective, placebo-controlled trials of any
agents that show substantial improvement in outcomes, and syndromes may persist despite heart rate
control. Very few medications have solid evidence supporting benefits for this condition. Beta-blockers
are not usually effective. Other treatments have been suggested (e.g., fludrocortisone, volume expansion,
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clonidine, and erythropoietin). Some data with Corlanor note improvement in symptoms and increased
exercise performance.!t13151921 The 2015 Heart Rhythm Society Expert Consensus Statement on the
diagnosis and treatment of postural tachycardia syndrome, inappropriate sinus tachycardia, and vasovagal
syncope state that Corlanor can be useful for treating patients with inappropriate sinus tachycardia.
Additionally, the 2015 American College of Cardiology, American Heart Association Task Force on
Clinical Practice Guidelines, and the Heart Rhythm Society also state that Corlanor is reasonable for
ongoing management in patients with symptomatic inappropriate sinus tachycardia (class lla
recommendation).’? Also, the guidelines state that the combination of beta blockers and Corlanor may be
considered for the ongoing management of patients with inappropriate sinus tachycardia (class Ilb
recommendation).

POLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Corlanor. All approvals are
provided for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Corlanor is recommended in those who meet the following criteria:

FDA-Approved Indications

14. Heart Failure (HF). Approve for 1 year if the patient meets the following criteria (A, B and C):
A) Patient is > 18 years of age; AND
B) The patient has a left ventricular ejection fraction (LVEF) < 35% currently or prior to initiation of
Corlanor therapy; AND
C) The patient meets one of the following (i or ii):

iii.  The patient has tried or is currently receiving one beta blocker for heart failure treatment.
Note: Examples of beta blockers are metoprolol succinate sustained-release, carvedilol,
bisoprolol, and Coreg CR® (carvedilol extended-release capsules); OR

iv.  The patient has a contraindication to use of beta blocker therapy. Note: Examples that are
contraindications to use of beta blockers are bronchospastic disease such as chronic
obstructive pulmonary disease (COPD) and asthma, severe hypotension or bradycardia.

2. Heart Failure due to Dilated Cardiomyopathy. Approve for 1 year if the patient is < 18 years of
age.

Other Uses with Supportive Evidence
3. Inappropriate Sinus Tachycardia. Approve for 1 year.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Corlanor is recommended in those who meet the following criteria:
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64.

65.

Stable Angina Pectoris, in Patients Without Chronic Heart Failure. Corlanor has been studied as
a treatment for stable angina pectoris but further data are needed.*®® US guidelines addressing stable
angina do not include Corlanor.%1015-16

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision No criteria changes. 05/23/2018
Annual Revision | The oral solution was added to with the same approval criteria as those applied to 05/08/2019

Corlanor tablets. The heading “Cardiology” was put in the name of this policy.
Chronic Heart Failure: This criteria set was revised to remove the distinctions that
differed in criteria for patients who are not receiving Corlanor (initial therapy) and among
those who are currently receiving Corlanor. Criteria were revised so that these two
clinical scenarios are addressed in one criteria set. The criterion that the patient is in
sinus rthythm with a resting heart rate of > 70 beats per minute was removed, which only
impacted patients who were to receive therapy initially. To address both clinical
scenarios, the phrase “currently or prior to initiation of Corlanor therapy” was added to
the criterion that requires patients to have a left ventricular ejection fraction <35%. Also,
due to the new indication in children (addressed below), the descriptor of “adults” was
added to the chronic heart failure diagnosis.

Heart failure due to Dilated Cardiomyopathy, Children. This diagnosis was added
to approve for 1 year based on its new FDA-approved indication for use.

Annual Revision | The following changes were made: 05/20/2020

a.Heart Failure (Adults): The terms of “Chronic” and “Adults” were removed from
the listing of the indication. A criterion was added that the patient is > 18 years of age.
For the criteria that requires that the patient has tried or is currently receiving one beta
blocker for heart failure treatment, the examples of beta blockers removed from the
criteriaand put in a note. Also, the reasons provided on why use of beta blocker therapy
is contraindicated was moved from the criteria to a note.

b.Heart Failure (Children). The term “Children” was removed from the wording of
the indication “Heart Failure due to Dilated Cardiomyopathy, Children.” A criterion
was added that the patient is < 18 years of age.

PRIOR AUTHORIZATION PoLICY

PoLicy: Cardiology — Zontivity Prior Authorization Policy
e Zontivity® (vorapaxar tablets — Aralez Pharmaceuticals)

ReviEw DATE: 10/14/2020

OVERVIEW

Zontivity, a protease-activated receptor-1 antagonist, is indicated for the reduction of thrombotic
cardiovascular (CV) events in patients with a history of myocardial infarction (MI) or with peripheral
arterial disease (PAD).! Zontivity has been shown to reduce the rate of a combined endpoint of CV death,
MI, stroke, and urgent coronary revascularization. There is no experience with the use of Zontivity alone
as the only administered antiplatelet agent. Studies involving Zontivity involved adding the agent to aspirin
and/or clopidogrel. Use Zontivity with aspirin and/or clopidogrel according to indicated uses or the
standard of care. The clinical use of Zontivity with other antiplatelet medications is limited. In a subgroup
analyses of the pivotal data, patients weighing < 60 kg who received Zontivity did not have a favorable
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outcome regarding the primary composite endpoint of CV death, MI, stroke, or urgent coronary
revascularization.-2

Guidelines

In 2016 and American Heart Association and the American College of Cardiology published a guidelines
on the management of patients with lower extremity peripheral artery disease (PAD).? The guidelines state
that the overall clinical benefit of Zontivity added to existing antiplatelet therapy in patients with
symptomatic PAD is uncertain.

Safety

Zontivity has a Boxed Warning regarding the risk of bleeding. Zontivity is contraindicated in patients with
a history of stroke, transient ischemic attack (TIA), or intracranial hemorrhage (ICH). Antiplatelet
medications, including Zontivity, increased the risk of bleeding, including ICH and fatal bleeding.

POLICY STATEMENT
Prior Authorization is recommended for prescription benefit coverage of Zontivity. All approvals are
provided for the duration noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Zontivity is recommended in patients who meet the following criteria:

FDA-Approved Indication

15. Patient with a Previous Myocardial Infarction (MI) or Peripheral Arterial Disease (PAD).

Approve for 3 years if the patient meets the following criteria (A, B and C):

O) Patient is receiving Zontivity in combination with aspirin and/or clopidogrel; AND

P) Patient has been determined to be at high risk for future thrombotic events as determined by the
prescriber; AND
Note: Examples of high risk include that the patient has experienced multiple myocardial
infarctions, has undergone many urgent coronary revascularization procedures, has had placement
of coronary artery stents, or the patient has other concomitant diseases that increase cardiovascular
risk such as diabetes.

Q) The patient weighs > 60 kg.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Zontivity is not recommended in the following situations:

66. Acute Coronary Syndrome (ACS) that Occurred Recently (within < 14 days). In the TRACER
(Thrombin Receptor Antagonist for Clinical Event Reduction in acute coronary syndrome) study,
adding Zontivity to standard therapy in those who experienced an ACS increased the risk of major
bleeding and did not result in clinical benefits.
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67. Patient with a Prior History of Stroke, Transient Ischemic Attack (TIA), or Intracranial
Hemorrhage (ICH). Zontivity is contraindicated for use in patients with a history of stroke, TIA or
ICH due to an increased risk of ICH in this population.

68. Concurrent Use of Effient® (prasugrel tablets) or Brilinta® (ticagrelor tablets). There is limited
clinical experience involving use of Zontivity with antiplatelet agents (e.g., Effient, Brilinta) other than
aspirin and/or clopidogrel.

69. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes ReviewDate
Annual Revision No criteria changes. 10/10/2018
Annual Revision No criteria changes. 10/09/2019
Annual Revision. Added the header “Cardiology” to the Zontivity Prior Authorization Policy. In the 10/14/2020
criteria, the phrase “prescribing physician” was changed to “prescriber”. Also,
examples of clinical scenarios associated with a high risk of thrombotic events was
moved from the criteria to a Note.
PRIOR AUTHORIZATION PoOLICY
PoLicy: Chelating Agents — Chemet® (succimer capsules — Lannett Company,
Inc., for Recordati Rare Diseases, Inc.)
DATE REVIEWED: 04/22/2020
OVERVIEW

Chemet, a heavy metal chelator, is indicated for the treatment of lead poisoning in pediatric patients with
blood lead levels > 45 mcg/dL.! Chemet is not indicated for prophylaxis of lead poisoning in a lead-
containing environment; the use of Chemet should be accompanied by identification and removal of the
source of the lead exposure. Safety and efficacy of Chemet in children < 12 months of age have not been
established. The course of therapy is 19 days; if indicated, a repeat course may be given with a minimum
of 2 weeks between courses, unless blood lead levels indicate the need for more prompt treatment. The
chemical name for Chemet is meso 2,3-dimercaptosuccininc acid (DMSA).

Lead, mercury, arsenic, and iron account for most cases of diagnosed heavy metal poisoning in the US.?
Most cases of lead poisoning are in children who swallow lead-based paint in homes or toys; other causes
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include water carried through pipes made of lead or containing lead solder. Children are especially
susceptible to the toxic effects of lead, which may affect the developing brain and nervous system,
potentially causing lower 1Qs, learning difficulties, hearing loss, and behavior difficulties. In adults, lead
poisoning can cause high blood pressure and kidney damage.

Arsenic is a naturally-occurring substance; in some areas of the world, low-level arsenic exposure occurs
because of the presence of arsenic in ground water.2 Accidental poisoning accounts for the majority of
acute arsenic toxicity.® Patients may develop muscle weakness, numbness and tingling in their arms and
legs, skin changes (darkening or discoloration, redness, swelling, and hyperkeratosis), sensory and motor
nerve damage, and cancer if they are exposed to lower levels of arsenic over a long period of time.?*
Symptoms of acute poisoning include gastrointestinal (GI) symptoms, such as profuse vomiting and
diarrhea; shock and coma can follow.? The Agency for Toxic Substances and Disease Registry (ATSDR)
states that patients with severe arsenic poisoning must be hospitalized.” Chelation therapy can curtail the
distribution of arsenic in the body and reduce the body burden. Oral chelators, such as Chemet, have been
used with success. There are case reports to support the use of DMSA in acute arsenic poisoning.®>® The
patients’ clinical status improved with DMSA therapy and urine arsenic levels decreased with therapy.

Mercury poisoning can result from vapor inhalation, mercury ingestion, mercury injection, and absorption
of mercury through the skin.® Symptoms of mercury poisoning depends on the type of mercury exposure
and severity of exposure: organic mercury (antiseptics, bactericidals, fungicides, insecticides), inorganic
mercury (chemical laboratory work, disinfectants, explosives, fur hat processing), and elemental mercury
(thermometers, batteries, dental amalgams, fluorescent lamps). The primary sources of inorganic mercury
exposure in humans are from contaminated fish and industrial chemicals.2®> Chronic and intense acute
mercury exposure cause cutaneous (e.g., erythema of the palms and soles, desquamating rash) and
neurologic symptoms (e.g., visual loss, extremity numbness, hearing loss, and ataxia). Other effects of
mercury exposure include Gl effects, weight loss, fatigue, lung injury, and kidney damage.? The ATSDR
notes that patients with serious mercury exposure must be hospitalized.® Chelation should be considered
for any symptomatic patient with a clear history of acute elemental mercury exposure. The decision to
chelate is less clear in asymptomatic patients with elevated urine mercury levels.X® Oral chelators, such as
Chemet, have been used successfully for the treatment of acute mercury intoxication/poisoning.® The
World Health Organization (WHO) recommends that urine mercury concentration should not exceed 50
mcg/g creatinine.!

Several case reports have demonstrated the effectiveness of DMSA therapy for treatment of acute mercury
poisoning.'?*> All of the patients exhibited symptoms consistent with mercury poisoning and were treated
in a hospital setting. DMSA therapy resulted in reduction of mercury levels and improved symptomatology.

Treatment Recommendations

Treatment of heavy metal poisoning includes removing the patient from the source of the metal and treating
the patient’s symptoms.? Diagnosis includes the patient’s history, symptoms, and blood or urine tests.>*°
Treatment of acute metal poisoning involves emergency care and generally requires the use of chelating
agents, such as DMSA.® The chemical name for Chemet is DMSA. (Note: the chemical name, DMSA,
will be used to describe the case reports in this document because it is unclear if the FDA-approved Chemet
product was used).

POLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Chemet. All approvals are provided
for the duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30
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days. Because of the specialized skills required for evaluation and diagnosis of patients treated with Chemet
as well as the monitoring required for adverse events, approval requires Chemet to be prescribed by, or in
consultation with, a physician who specializes in the condition being treated..

Documentation: Documentation is required where noted in the criteria as [documentation required].
Documentation may include, but is not limited to, chart notes, prescription claims records, prescription
receipts and/or laboratory data.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Chemet is recommended in those who meet the following criteria:

FDA-Approved Indications

16. Acute Lead Poisoning. Approve for 2 months if the patient meets the following criteria (A, B, C, and

D):

A) The patient is between the age of 12 months and 18 years; AND

B) Prior to starting Chemet therapy, the patient’s blood lead level was > 45 micrograms/deciliter
(mcg/dL) [documentation required]; AND

C) Chemet is being used for treatment of acute lead poisoning and not as prophylaxis against lead
poisoning in a lead-containing environment; AND

D) Chemet is prescribed by, or in consultation with, a professional experienced in the use of chelation
therapy (e.g., a medical toxicologist or a poison control center specialist).
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Other Uses with Supportive Evidence

17.

18.

Acute Arsenic Intoxication/Poisoning. Approve for 1 month if the patient meets the following criteria

(A and B):

A) The patient was recently initiated on Chemet therapy in the hospital and further treatment is needed
to finish the course of therapy; AND

B) Chemet is prescribed by, or in consultation with, a professional experienced in the use of chelation
therapy (e.g., a medical toxicologist or a poison control center specialist).

Acute Mercury Intoxication/Poisoning. Approve for 1 month if the patient meets the following

criteria (A and B):

A) The patient was recently initiated on Chemet therapy in the hospital and further treatment is needed
to finish the course of therapy; AND

B) Chemet is prescribed by, or in consultation with, a professional experienced in the use of chelation
therapy (e.g., a medical toxicologist or a poison control center specialist).

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Chemet has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below.

70.

71.

72.

Use of Chemet in Conjunction with other Chelators (e.g., calcium disodium versenate injection
[CaNa:EDTA], dimercaprol injection [British anti-Lewisite {BAL}]).

In patients with acute lead poisoning, data on the concomitant use of Chemet with CaNa,EDTA with
or without BAL are not available and such use is not recommended.*

Chelation of Heavy Metals to Treat Chronic Medical and/or Psychiatric Conditions.

Chelation of heavy metals has been advertised as a viable treatment for numerous conditions:
treatment of intermittent claudication; treatment or management of symptoms of autism; prevention
or cure of neurodegenerative conditions such as Alzheimer’s disease; use in Parkinson’s disease;
treatment of macular degeneration.? There is no evidence to show that chelators work in these
conditions. Furthermore, unapproved uses of chelation therapy have resulted in harm and even death.

Chelation of heavy metals is also one of several popular interventions in children with autism spectrum
disorders.? The FDA notes chelation therapies for the treatment of autism to be associated with
significant health risks and does not approve such use.®

Chronic Arsenic Exposure.

Use of chelation therapy following chronic exposure to inorganic arsenic may accelerate metal
excretion, but potential therapeutic efficacy in terms of decreased morbidity and mortality is largely
unestablished.'’

In a prospective, randomized-controlled trial, 21 patients with chronic arsenicosis due to drinking
arsenic-contaminated subsoil water were randomized to receive DMSA (1,400 mg/day or 100 mg/m?
in four divided doses for 1 week and then 1,050 mg/day or 750 mg/m? in three divided doses for 2
weeks; repeat the regimen after 3 weeks) or placebo.® The patients had history of drinking arsenic-
contaminated water (50 mcg/L or > 0.05 mg/L) for at least 2 years and clinical signs/symptoms of
chronic arsenicosis. Similar improvement in the clinical score was observed in the DMSA and placebo
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73.

groups. Furthermore, urinary arsenic excretion before treatment and at 48 hours and 72 hours post-
treatment were similar between the two groups. The investigators concluded that DMSA did not result
in clinical or biochemical benefit in patients with chronic arsenicosis.

In another case report involving a 39 year old woman with arsenic poisoning (urine arsenic level was
2,000 mcg/L; normal level is < 10 mcg/L), DMSA 600 mg three times a day (TID) for 45 days did not
significantly affect the clearance of arsenic or clinical outcome.® During the 45-day course, the patient
stopped therapy for a total of 13 days (unknown reason).

Chronic Mercury Exposure.

The American Academy of Pediatrics notes there is no scientific evidence behind the use of chelation
therapy to improve nervous system symptoms of chronic mercury toxicity.'® Use of chelation therapy
following chronic exposure to inorganic mercury may accelerate metal excretion, but potential
therapeutic efficacy in terms of decreased morbidity and mortality is largely unestablished.*’

In a randomized, double-blind, parallel-group, placebo-controlled study in Sweden, 20 patients were
randomized to receive DMSA 20 mg/kg/day in three divided doses or placebo for 14 days.?® These
patients experienced symptoms that were allegedly associated with amalgam fillings for at least 6
months. DMSA therapy resulted in increased urinary excretion of mercury and blood mercury levels
were decreased. However, there were no statistically significant changes in any of the symptoms. The
investigators concluded that although urinary excretion of mercury was increased during DMSA
treatment, chelating therapy did not alleviate symptoms allegedly attributable to mercury from
amalgam fillings.

Cao and colleagues reported the effects of Chemet in reducing blood mercury levels in children 12 to
33 months of age.?* The original study was to evaluate the use of Chemet for lead poisoning; the
investigators used the blood samples for the lead study and measured the mercury levels. Blood
mercury concentrations were measured one week before randomization and treatment, at one week
after treatment initiation, and after three courses of treatment. Mercury was not detected/quantified in
any of the blood samples. At one week of treatment, organic mercury concentration decreased 8% in
the Chemet group, but remained the same in the placebo group (P = 0.04). However, the investigators
suggested that the difference was not due to a reduction in the Chemet group but rather, Chemet therapy
prevented a rise in the blood mercury concentration as seen in the placebo group. Chemet therapy did
not reverse the accumulation of organic mercury over multiple courses over 5 months.

74. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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PoLicy: Chelating Agents — Iron Chelators (Oral) Prior Authorization Policy

e Exjade® (deferasirox tablets for suspension — Novartis; generics)

e Jadenu® (deferasirox tablets — Novartis; generics)

e Jadenu® Sprinkle (deferasirox granules for oral use — Novartis)

e Ferriprox® (deferiprone tablets and oral solution — ApoPharma USA)

RevieEw DATE: 06/17/2020

OVERVIEW

Iron chelating therapy should be considered in all patients who require long-term blood transfusions.®
Patients with sickle cell disease, myelodysplastic syndromes (MDS), thalassemia major, Diamond-
Blackfan anemia, aplastic anemia, and other congenital and acquired forms of refractory anemia (e.g.,
hereditary hemochromatosis) may require regular blood transfusions and as a result may require iron
chelation therapy. This is because the body does not have an efficient mechanism to excrete iron. In
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patients requiring multiple blood transfusions, iron accumulates and is deposited into multiple organ
systems. The long term consequences of chronic iron overload include multiple organ dysfunction (e.g.,
heart, liver) and/or organ failure. Iron chelation therapy is necessary to prevent organ failure and decrease
mortality. In the US, it is estimated that approximately 25,000 patients are transfusion dependent due to
various causes such as sickle cell disease and refractory anemias.’

Serum ferritin level measurements are the laboratory parameter most often used to assess the iron burden
and response to chelation therapy.* Sustained serum ferritin levels > 2,500 mcg/L are associated with organ
toxicity and death. Most chelation regimens strive to achieve the goal of ferritin levels < 2,500 mcg/L.
Trends in ferritin level are useful in monitoring the direction of body iron loading, but it may not predict
cardiac iron loading.® Long-term elevations in ferritin levels predict cardiac mortality, with ferritin levels
> 2,500 mcg/L indicating a higher cardiac risk; however, there is no threshold effect, so a ferritin level of
1,000 mcg/L could indicate a risk. Cardiac iron levels have a better predictive value of heart failure.

Exjade, Jadenu (granules and tablets), and Ferriprox are orally administered iron chelators used for the
treatment of iron overload.® Exjade and Jadenu have the same chemical entity (deferasirox) in different
formulations.> Deferoxamine is an intravenously (1) administered iron chelator that is not covered under
this prior authorization policy. Both Exjade and Jadenu products have Limitations of Use that safety and
efficacy has not been established when each of these agents are used in combination with other iron
chelation therapy.

Ferriprox is indicated for the treatment of patients with transfusional iron overload due to thalassemia
syndromes when current chelation therapy is inadequate.® Ferriprox approval was based on a reduction in
serum ferritin levels. There are no controlled trials demonstrating a direct treatment benefit, such as an
improvement in disease-related symptoms, functioning, or increased survival. Safety and effectiveness of
Ferriprox for the treatment of transfusional iron overload in patients with other chronic anemias have not
been established.

Exjade and Jadenu (granules and tablets) have the following FDA-approved indications2:

e Treatment of chronic iron overload due to blood transfusions (transfusion iron overload) in patients > 2
years of age. Exjade/Jadenu therapy should be considered when a patient has evidence of chronic
transfusional iron overload (e.g., at least 20 units of packed red blood cells for a 40 kg person or more)
and a serum ferritin consistently > 1,000 mcg/L.

e Exjade and Jadenu are also indicated for the treatment of chronic iron overload in patients > 10 years of
age with non-transfusion-dependent thalassemia (NTDT) syndromes and with a liver iron concentration
(LIC) of at least 5 milligrams of iron per gram of liver dry weight (mg Fe/g dw) and a serum ferritin >
300 mcg/L. This indication is based on achievement of an LIC < 5 mg Fe/g dw. An improvement in
survival or disease-related symptoms has not been established.

o Limitations of Use: Controlled trials of Exjade and Jadenu with myelodysplastic syndrome (MDS) and
chronic iron overload due to blood transfusions have not been performed. The safety and efficacy of
Exjade and Jadenu when administered with other iron chelation therapy have not been established.

EFFICACY

A 5-year multicenter, randomized, open-label trial assessed the efficacy of Ferriprox compared with
deferoxamine intravenous (1V) treatment in patients with sickle cell disease.!! Patients (n = 60) were > 13
years of age and had serum ferritin concentration between 800 to 3,000 mcg/L. By Year 5, 36.6% of
patients treated with Ferriprox achieved serum ferritin levels < 400 mcg/L compared with 3.3% of patients
treated with deferoxamine. Overall survival did not differ significantly between the two groups after 5
years or 10 years. A Phase Il study is underway comparing the efficacy of Ferriprox vs. Exjade/Jadenu in
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pediatric patients with transfusion-related iron overload due to thalassemia, sickle cell disease, and other
conditions.!? Studies with Ferriprox use in pediatric patients for various iron overload conditions have been
conducted in other countries.*®

Iron overload in thalassemia intermedia is mainly due to increased intestinal absorption of iron due to
chronic anemia.® Transfusions play a minor role in iron overloading in these patients, but iron chelation
therapy is indicated for thalassemia intermedia. A 5-year randomized, open-label, long-term trial was
conducted in patients (n = 88) with thalassemia intermedia comparing Ferriprox with deferoxamine 1V
treatment. After 5 years there were no statistically significant differences between Ferriprox and
deferoxamine in the decrease in mean serum ferritin levels and overall survival. There are data available
from other studies as well with Ferriprox use in iron-loaded non-transfusion dependent thalassemias.°

The three pivotal studies for Exjade/Jadenu included patients with B-thalassemia, chronic anemias,
myelodysplastic syndromes, sickle cell disease, Diamond-Blackfan syndrome and other congenital or
acquired anemias.? The prospective EPIC study (Evaluation of Patients’ Iron Chelation with Exjade)
included patients with thalassemia (~70%), myelodysplastic syndrome (20%), aplastic anemia (7%), sickle
cell disease (5%) and other rare anemias such as red cell aplasia and hemolytic anemias (~2.5%).* Baseline
median serum ferritin levels in all subgroups were > 2,500 mcg/L. Overall there was a significant reduction
in serum ferritin level from baseline (-264 ng/mL) in all subgroups, except sickle cell disease (likely due to
low number of patients). The NCCN myelodysplastic syndromes guidelines notes that monitoring serum
ferritin levels and aiming to decrease ferritin levels to < 1,000 mcg/L may be useful.®

GUIDELINES

The American Heart Association published a consensus statement on cardiovascular function and treatment
in B-thalassemia major.® Exjade/Jadenu, Ferriprox, and deferoxamine intravenous (1V) iron chelator all
remove cardiac iron if given in adequate doses and if patient compliance is good. Optimal therapy must be
tailored to each patient. In patients with detectable, asymptomatic cardiac iron overload, the following are
noted: retrospective studies suggest that Ferriprox monotherapy may offer superior cardiac protection and
improve survival compared with deferoxamine IV chelator. The AHA recommends the use of Ferriprox
monotherapy in patients with cardiac siderosis and it is also suitable for patients with reduced left
ventricular ejection fraction (LVEF) or asymptomatic left ventricular (LV) dysfunction. Exjade/Jadenu
monotherapy can be used successfully in patients with detectable cardiac iron and normal cardiac function;
however, no change in LVEF was observed in trails. The AHA recommends Exjade/Jadenu for cardiac
siderosis, but it is not recommended as first-choice treatment for cardiac iron (T2*) < 6 ms or in patients
with reduced LVEF because of the limited data on efficacy. Caution is recommended in the use of
Exjade/Jadenu monotherapy to treat cardiac siderosis in patients with high liver iron loading, especially if
higher doses are required (> 40 mg/kg/day), as cardiac efficacy may be delayed. The use of combination
Ferriprox and deferoxamine therapy is noted as widespread, and this combination is used especially in
patients with moderate to severe cardiac iron overload or when LVEF is impaired. Exjade/Jadenu has also
been used in combination with deferoxamine. There are limited data available for the combination use of
daily Ferriprox with daily Exjade/Jadenu.

The National Comprehensive Cancer Network (NCCN) guidelines for myelodysplastic syndromes (version
2.2020 — February 28, 2020) has the following recommendations under supportive care, for the management
of iron overload.® For patients with chronic transfusion need, serum ferritin levels and associated organ
function should be monitored. It is useful to decrease serum ferritin levels to < 1,000 mcg/L. The NCCN
Panel recommends consideration of once-daily deferoxamine subcutaneously or Exjade/Jadenu orally to
decrease iron overload (aiming for target ferritin level < 1,000 ng/mL) in lower risk patients with MDS or
who are potential transplant candidates and are anticipated to receive > 20 to 30 blood transfusions; and
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patients with serum ferritin levels > 2,500 ng/mL the aim is to get the levels to < 1,000 ng/mL. The NCCN
recommendations notes that a third oral chelating agent, Ferriprox, is available and it was approved based
on retrospective analysis of pooled efficacy and safety studies in patients with transfusion-related iron
overload refractory to existing chelation therapy. NCCN notes that controversy remains regarding the use
of this agent for MDS due to the boxed warning for agranulocytosis.

PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Exjade, Jadenu (granules and
tablets), and Ferriprox. Because of the specialized skills required for evaluation and diagnosis of patients
treated with these agents as well as the monitoring required for adverse events and long-term efficacy,
approval requires Exjade, Jadenu (granules and tablets), and Ferriprox to be prescribed by or in consultation
with a physician who specializes in the condition being treated. All approvals are provided for the duration
listed below.

Documentation: Documentation is required where noted in the criteria as [documentation required].
Documentation may include, but is not limited to, chart notes, prescription claims records, prescription
receipts, and/or laboratory data.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA

Coverage of Ferriprox is recommended in those who meet the following criteria:

FDA-Approved Indications

19. Iron Overload, Chronic — Transfusion-Related Due to Thalassemia Syndromes. Approve

Ferriprox for 1 year if the patient meets the following criteria (A or B):
18. Initial Therapy. Approve Ferriprox if the patient meets all of the following criteria (i and ii):
i. Prior to starting Ferriprox therapy, the serum ferritin level was > 2,500 micrograms/liter
[mcg/L]) [documentation required]; AND
ii. Ferriprox is prescribed by or in consultation with a hematologist.
19. Patients Currently Receiving Ferriprox. Approve for 1 year if the patient is benefiting from
Ferriprox therapy (e.g., reduction in the serum ferritin levels by at least 20% from baseline, stable
disease, reduced cardiac iron load), as confirmed by the prescriber.

Other Uses with Supportive Evidence

2. lIron Overload, Chronic — Transfusion — Related Due to Sickle Cell Disease. Approve Ferriprox

for 1 year if the patient meets the following criteria (A or B).

A) Initial Therapy. Approve Ferriprox if the patient meets all the following criteria (i and ii):

i. Prior to starting Ferriprox therapy, the patient’s serum ferritin level was > 1,000
micrograms/liter (mcg/L) [documentation required]; AND
ii. Ferriprox is prescribed by or in consultation with a hematologist.

B) Patients Currently Receiving Ferriprox. Approve for 1 year if the patient is benefiting from
Ferriprox therapy for sickle cell disease (e.g., reduction in the serum ferritin levels to
< 1,000 mcg/L, stable disease, reduced cardiac iron load), as confirmed by the prescriber.

3. lIron Overload, Chronic — Non-Transfusion-Dependent Thalassemia Syndromes. Approve

Ferriprox for 1 year if the patient meets the following criteria (A or B).

A) Initial Therapy. Approve Ferriprox if the patient meets all the following criteria (i, ii, and iii):

i. Prior to starting Ferriprox therapy, the patient’s serum ferritin level was > 300 micrograms/liter
(mcg/L) [documentation required]; AND
ii. Ferriprox is prescribed by or in consultation with a hematologist.

B) Patients Currently Receiving Ferriprox. Approve for 1 year if the patient is benefiting from
Ferriprox therapy (e.g., reduction in the serum ferritin levels, stable disease, reduced cardiac iron
load), as confirmed by the prescriber.

I1. Coverage of Exjade or Jadenu (granules or tablets) is recommended in those who meet the following
criteria:

FDA-Approved Indications

1.

Iron Overload, Chronic — Transfusion-Related. Approve Exjade or Jadenu (granules or tablets) for
1 year if the patient meets the following criteria (A or B):
A) Initial Therapy. Approve Exjade or Jadenu (granules or tablets) if the patient meets all the
following criteria (i, ii, and iii):
i. Patient is receiving blood transfusions at regular intervals for various conditions (e.g.,
thalassemia syndromes, myelodysplastic syndrome, chronic anemia, sickle cell disease); AND
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20.

ii. Prior to starting Exjade or Jadenu (granules or tablets) therapy, the patient’s serum ferritin level
was > 1,000 micrograms/liter (mcg/L) [documentation required]; AND
iii. Exjade or Jadenu (granules or tablets) is prescribed by or in consultation with a hematologist.
B) Patients Currently Receiving Exjade or Jadenu (granules or tablets). Approve for 1 year if the
patient is benefiting from Exjade or Jadenu (granules or tablets) therapy (e.g., reduction in the
serum ferritin levels to < 1,000 mcg/L, stable disease, reduced cardiac iron load), as confirmed by
the prescriber.

Iron Overload, Chronic — Non-Transfusion-Dependent Thalassemia Syndromes. Approve Exjade
or Jadenu (granules or tablets) for 1 year if the patient meets the following criteria (A or B).
A) Initial Therapy. Approve Exjade or Jadenu (granules or tablets) if the patient meets all the
following criteria (i and ii):
i. Prior to starting Exjade or Jadenu (granules or tablets) therapy, the patient’s serum ferritin level
was > 300 micrograms/liter (mcg/L) [documentation required]; AND
ii. Exjade or Jadenu (granules or tablets) is prescribed by or in consultation with a hematologist.
B) Patients Currently Receiving Exjade or Jadenu (granules or tablets). Approve for 1 year if the
patient is benefiting from Exjade or Jadenu (granules or tablets) therapy (e.g., reduction in the
serum ferritin levels, stable disease, reduced iron load), as confirmed by the prescriber.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Exjade, Jadenu (granules or tablets), and Ferriprox have not been shown to be effective, or there are limited
or preliminary data or potential safety concerns that are not supportive of general approval for the following
conditions. Rationale for non-coverage for these specific conditions is provided below. (Note: This is not
an exhaustive list of Conditions Not Recommended for Approval.)

75.

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes” Review Date
New Policy - 04/26/2017
Selected revision | Added Jadenu Sprinkle to drug target list and wherever appropriate in 07/12/2017
the policy. No criteria changes.
Annual revision No criteria changes 05/02/2018
Annual revision No criteria changes 05/22/2019
Annual revision Changed “prescribing physician” to “prescriber” where applicable. 06/17/2020
Added availability of generics to drug targets for Jadenu.
PRIOR AUTHORIZATION PoOLICY
PoLicy: Chelating Agents — Penicillamine Products
e Cuprimine® (penicillamine capsules — Valeant, generics)
e Depen® (penicillamine tablets — Meda, generics)
DATE REVIEWED: 04/15/2020
OVERVIEW

Penicillamine products ([Cuprimine® capsules, generics] and [Depen® tablets, generics]) are chelating
agents indicated for the treatment of Wilson’s disease.’? These agents also have other indications for the
treatment of cystinuria and treatment of patients with severe, active rheumatoid arthritis who have failed to
respond to an adequate trial of conventional therapy. However, per product labeling, available evidence
suggests that Cuprimine and Depen are not of value in ankylosing spondylitis. Product labeling for
Cuprimine and Depen is identical, with the exception of the differences in dosage forms; Cuprimine is
supplied as 250 mg capsules; Depen is supplied as 250 mg tablets.

Wilson’s Disease Overview

Copper is an essential metal and is an important cofactor for many proteins.* However, normal dietary
consumption and absorption of copper exceeds the amount that the body needs.> Copper homeostasis
depends primarily on biliary excretion. Wilson’s disease is an inherited disorder in which alterations in
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cellular copper processing and impaired biliary excretion lead to copper accumulation.®® Copper initially
builds up in the liver and eventually is released into the bloodstream and deposited into other organs (e.g.,
brain, kidneys, and cornea). The majority of patients with Wilson’s disease are diagnosed between the ages
of 5 and 35 years, with the most common presentations being liver disease, neurological disorder (e.g.,
tremor, ataxia, dystonia), or psychiatric illness.*® The average prevalence of Wilson’s disease is 30 cases
per million individuals. Lifelong pharmacologic therapy is the mainstay of treatment for Wilson’s disease;
without treatment, most patients will die from liver disease or progressive neurologic disease. Liver
transplantation is reserved for severe or resistant cases. In patients with Wilson’s disease, penicillamine
acts as a general metal chelator and promotes urinary copper excretion.

Guidelines

The American Association for the Study of Liver Diseases (AASLD) provides guidelines for the diagnosis
and management of Wilson’s disease (2008).* It is noted that while the most experience in the treatment
of this condition is with penicillamine; trientine hydrochloride capsules (Syprine, generics), another
chelating agent, is also effective for the treatment of Wilson’s disease, especially in patients who are
intolerant of penicillamine or have clinical features indicating potential intolerance (history of renal disease
of any sort, congestive splenomegaly causing severe thrombocytopenia, autoimmune tendency). The
AASLD recommends that initial treatment for symptomatic patients include a chelating agent
(penicillamine or trientine). For the treatment of presymptomatic patients or those on maintenance therapy,
chelating agents and zinc are both treatment options. In pregnant patients, treatment for Wilson’s disease
should be continued due to the risk of liver failure with therapy interruption, but dosage reduction is
advisable for penicillamine and trientine. Dose reductions with zinc are not necessary. Satisfactory
outcomes have been shown with continuation of therapy with chelating agents (both penicillamine and
trientine) during pregnancy. Liver transplantation should be considered in patients with acute liver failure
due to Wilson’s disease and in patients with decompensated cirrhosis unresponsive to chelation therapy.
The European Association for the Study of the Liver (EASL) also published a clinical practice guideline
for the treatment of Wilson’s disease (2012).% Like the AASLD, the EASL acknowledges that numerous
studies have demonstrated the effectiveness of penicillamine. The EASL also notes that trientine has been
shown to be an effective initial therapy. A chelating agent (penicillamine or trientine) is the recommended
initial treatment of symptomatic patients, and again, a chelating agent or zinc may be used for the treatment
of presymptomatic patients or patients established on maintenance therapy. In patients with neurological
disease established on maintenance therapy either a chelating agent or zinc may be used; zinc may have a
role as first-line therapy in these patients. If zinc is used, careful monitoring of transaminases is needed,
with changing to chelators if these laboratory parameters are increasing. The EASL guidelines also state
that despite teratogenicity concerns with penicillamine, treatment of Wilson’s disease should be continued
during pregnancy as the risks of withdrawing therapy outweigh those of continuing therapy. However,
penicillamine and trientine dosage reductions are recommended in pregnant patients.

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of the penicillamine products. All
approvals are provided for the duration listed below. Because of the specialized skills required for evaluation
and diagnosis of patients treated with penicillamine products as well as the monitoring required for adverse
events and long-term efficacy, approval requires penicillamine products to be prescribed by or in
consultation with a physician who specializes in the condition being treated.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of the penicillamine products is recommended in those who meet the following criteria:

Coverage of Cuprimine and penicillamine capsules are recommended in those who meet the following
criteria:

FDA-Approved Indications

1.

Wilson’s Disease. Approve for 3 years if the patient meets the following criteria (A, B, and C):
A) The medication is prescribed by or in consultation with a gastroenterologist, hepatologist, or liver
transplant physician; AND
B) The patient meets ONE of the following criteria (i, ii, iii, or iv):
i. The patient has tried Galzin® (zinc acetate capsules); OR
ii. The patient has tried another zinc product (e.g., zinc sulfate, zinc gluconate, zinc acetate); OR
iii. According to the prescriber, the patient has symptoms of Wilson’s disease and zinc would not
be an appropriate therapy; OR
iv. The patient has been started on therapy with a penicillamine product; AND
C) The patient meets one of the following (i or ii):
i. Generic penicillamine capsules are requested; OR
ii. If brand Cuprimine is prescribed, the patient has tried generic penicillamine capsules AND
cannot take generic penicillamine capsules due to a formulation difference in the inactive
ingredient(s) [e.g., difference in dyes, fillers, preservatives] between the Brand and the
bioequivalent generic product which, per the prescriber, would result in a significant allergy or
serious adverse reaction.

Cystinuria. Approve for 3 years if the patient meets one of the following criteria (A or B):

A) Generic penicillamine capsules are requested; OR

B) If brand Cuprimine is prescribed, the patient has tried generic penicillamine capsules AND cannot
take generic penicillamine capsules due to a formulation difference in the inactive ingredient(s)
[e.g., difference in dyes, fillers, preservatives] between the Brand and the bioequivalent generic
product which, per the prescriber, would result in a significant allergy or serious adverse reaction.

Rheumatoid Arthritis. Approve for 3 years if the patient meets one of the following criteria (A or B):

A) Generic penicillamine capsules are requested; OR

B) If brand Cuprimine is prescribed, the patient has tried generic penicillamine capsules AND cannot
take generic penicillamine capsules due to a formulation difference in the inactive ingredient(s)
[e.g., difference in dyes, fillers, preservatives] between the Brand and the bioequivalent generic
product which, per the prescriber, would result in a significant allergy or serious adverse reaction.

. Coverage of Depen and penicillamine tablets are recommended in those who meet the following

criteria:

FDA-Approved Indications

1.

Wilson’s Disease. Approve for 3 years if the patient meets the following criteria (A, B, and C):

A) The medication is prescribed by or in consultation with a gastroenterologist, hepatologist, or liver
transplant physician; AND

B) The patient meets ONE of the following criteria (i, ii, iii, or iv):
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i. The patient has tried Galzin® (zinc acetate capsules); OR

ii. The patient has tried another zinc product (e.g., zinc sulfate, zinc gluconate, zinc acetate); OR

iii. According to the prescriber, the patient has symptoms of Wilson’s disease and zinc would not
be an appropriate therapy; OR

iv. The patient has been started on therapy with a penicillamine product.

C) The patient meets one of the following (i or ii):

i.  Generic penicillamine tablets are requested; OR

ii. If brand Depen is prescribed, the patient has tried generic penicillamine tablets AND cannot
take generic penicillamine tablets due to a formulation difference in the inactive ingredient(s)
[e.g., difference in dyes, fillers, preservatives] between the Brand and the bioequivalent generic
product which, per the prescriber, would result in a significant allergy or serious adverse
reaction.

Cystinuria. Approve for 3 years if the patient meets one of the following criteria (A or B):

A) Generic penicillamine tablets are requested; OR

B) If brand Depen is prescribed, the patient has tried generic penicillamine tablets AND cannot take
generic penicillamine tablets due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the Brand and the bioequivalent generic product
which, per the prescriber, would result in a significant allergy or serious adverse reaction.

Rheumatoid Arthritis. Approve for 3 years if the patient meets one of the following criteria (A or B):

A) Generic penicillamine tablets are requested; OR

B) If brand Depen is prescribed, the patient has tried generic penicillamine tablets AND cannot take
generic penicillamine tablets due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the Brand and the bioequivalent generic product
which, per the prescriber, would result in a significant allergy or serious adverse reaction.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

The penicillamine products have not been shown to be effective, or there are limited or preliminary data or
potential safety concerns that are not supportive of general approval for the following conditions. Rationale
for non-coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of
Conditions Not Recommended for Approval.)

1. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

127.

128.
129.

130.

131.

Cuprimine® [prescribing information]. Bridgewater, NJ. Aton Pharma. Inc., a division of Valeant Pharmaceuticals North
America LLC; November 2019.

Depen® [prescribing information]. Somerset, NJ. Meda Pharmaceuticals Inc.; January 2019.

Weiss KH, Thurik F, Gotthardt DN, et al. Efficacy and safety of oral chelators in treatment of patients with Wilson Disease.
Clin Gastroenterol Hepatol. 2013;11:1028-1035.

Roberts EA, Schilsky MI. AASLD Practice Guidelines: Diagnosis and treatment of Wilson Disease: an update. Hepatology.
2008;47(6):2089-2111.

European Association for Study of the Liver (EASL) clinical practice guidelines: Wilson’s disease. J Hepatol.
2012;56(3):671-85.
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HISTORY

Type of Revision Summary of Changes Date Reviewed

New Policy - 04/11/2018

Annual revision No criteria changes 04/07/2019

Annual revision The Step Therapy component of the policy was removed. Addition of generic 04/15/2020
products was added.

. Coverage of Cuprimine was changed to coverage of Cuprimine and
penicillamine capsules.

Wilson’s Disease. For the exception applying to patients having symptoms of
Wilson’s disease and zinc would not be an appropriate therapy, wording was
updated to more generally allow this determination by the prescriber (criteria
previously specified this was according to the prescribing physician).

Wilson’s Disease, Cystinuria, & Rheumatoid Arthritis. The criterion requiring
the patient to try Depen was removed. Criteria requiring the generic penicillamine
capsules be requested or the patient has tried generic penicillamine capsules AND
cannot take generic penicillamine capsules due to a formulation difference in the
inactive ingredient(s) [e.g., difference in dyes, fillers, preservatives] between the
Brand and the bioequivalent generic product which, per the prescriber, would result
in a significant allergy or serious adverse reaction was added to the policy.ll.
Coverage of Depen was changed to coverage of Depen and penicillamine tablets.
Wilson’s Disease. For the exception applying to patients having symptoms of
Wilson’s disease and zinc would not be an appropriate therapy, wording was
updated to more generally allow this determination by the prescriber (criteria
previously specified this was according to the prescribing physician).

Wilson’s Disease, Cystinuria, & Rheumatoid Arthritis. Criteria requiring the
generic penicillamine tablets be requested or the patient has tried generic
penicillamine tablets AND cannot take generic penicillamine tablets due to a
formulation difference in the inactive ingredient(s) [e.g., difference in dyes, fillers,
preservatives] between the Brand and the bioequivalent generic product which, per
the prescriber, would result in a significant allergy or serious adverse reaction was
added to the policy.

PRIOR AUTHORIZATION PoLicy

PoLicy: Chelating Agents — Syprine Prior Authorization Policy
e Syprine® (trientine hydrochloride capsules — Valeant, generics)

REVIEW DATE:  09/23/2020

OVERVIEW

Trientine, a metal chelator, is indicated for the treatment of patients with Wilson’s disease who are intolerant of
penicillamine.r Trientine and penicillamine are not interchangeable; trientine should be used when treatment with
penicillamine is no longer possible because of intolerable or life-endangering side effects. Trientine is not indicated
for use in patients with cystinuria, rheumatoid arthritis, or biliary cirrhosis. In general, patients should remain under
regular medical supervision while receiving trientine and patients (especially women) should be closely monitored for
evidence of iron deficiency anemia. Controlled studies of trientine in pediatric patients are not available; however, it
has been used in patients as young as 6 years with no adverse events. Other chelating agents indicated in the treatment
of Wilson’s disease include penicillamine capsules (Cuprimine®, generics) and Depen® (penicillamine tablets).5
These agents also have other indications for the treatment of cystinuria and treatment of patients with severe, active
rheumatoid arthritis who have failed to respond to an adequate trial of conventional therapy.

Disease Overview

Copper is an essential metal and is an important cofactor for many proteins.®> However, normal dietary consumption
and absorption of copper exceeds the amount that the body needs.* Copper homeostasis depends primarily on biliary
excretion. Wilson’s disease is an inherited disorder in which alterations in cellular copper processing and impaired
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biliary excretion lead to copper accumulation.>* Copper initially builds up in the liver and eventually is released into
the bloodstream and deposited into other organs (e.g., brain, kidneys, and cornea). The majority of patients with
Wilson’s disease are diagnosed between the ages of 5 and 35 years, with the most common presentations being liver
disease, neurological disorder (e.g., tremor, ataxia, dystonia), or psychiatric illness.>* The average prevalence of
Wilson’s disease is 30 cases per million individuals. Lifelong pharmacologic therapy is the mainstay of treatment for
Wilson’s disease; without treatment, most patients will die from liver disease or progressive neurologic disease. Liver
transplantation is reserved for severe or resistant cases. In patients with Wilson’s disease, trientine acts as a general
metal chelator and promotes urinary copper excretion.

Guidelines

The American Association for the Study of Liver Diseases (AASLD) provides guidelines for the diagnosis and
management of Wilson’s disease (2008).% It is noted that while the most experience in the treatment of this condition
is with penicillamine, trientine is effective for the treatment of Wilson’s disease, especially in patients who are
intolerant of penicillamine or have clinical features indicating potential intolerance (history of renal disease of any
sort, congestive splenomegaly causing severe thrombocytopenia, autoimmune tendency). Trientine has been found to
be effective initial therapy, even in patients with decompensated liver disease at the outset. The AASLD recommends
that initial treatment for symptomatic patients include a chelating agent (penicillamine or trientine). Neurological
worsening following therapy initiation appears to be much less common with Syprine than with penicillamine. For
the treatment of presymptomatic patients or those on maintenance therapy, chelating agents and zinc are both treatment
options. Zinc appears preferable for presymptomatic children under the age of 3 years. In pregnant patients, treatment
for Wilson’s disease should be continued due to the risk of liver failure with therapy interruption, but dosage reduction
is advisable for penicillamine and trientine. Satisfactory outcomes have been shown with continuation of therapy with
chelating agents (both penicillamine and trientine) during pregnancy. Liver transplantation should be considered in
patients with acute liver failure due to Wilson’s disease and in patients with decompensated cirrhosis unresponsive to
chelation therapy.

The European Association for the Study of the Liver (EASL) also published a clinical practice guideline for the
treatment of Wilson’s disease (2012).# Like the AASLD, the EASL acknowledges that numerous studies have
demonstrated the effectiveness of penicillamine. The EASL also notes that trientine has been shown to be an effective
initial therapy. A chelating agent (penicillamine or trientine) is the recommended initial treatment of symptomatic
patients, and again, a chelating agent or zinc may be used for the treatment of presymptomatic patients or patients
established on maintenance therapy. In patients with neurological disease established on maintenance therapy either
a chelating agent or zinc may be used; zinc may have a role as first-line therapy in these patients. The EASL guidelines
also state that despite teratogenicity concerns with penicillamine, treatment of Wilson’s disease should be continued
during pregnancy as the risks of withdrawing therapy outweigh those of continuing therapy. However, penicillamine
and trientine dosage reductions are recommended in pregnant patients.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of trientine. All approvals are provided for the
duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated with
trientine as well as the monitoring required for adverse events and long-term efficacy, approval requires trientine to
be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of trientine is recommended in those who meet the following criteria:

FDA-Approved Indications

4. Wilson’s Disease. Approve for 3 years if the patient meets the following criteria (A and B):
D) Patient meets ONE of the following criteria (i, ii, iii, iv, v or vi):
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i. Patient has tried one penicillamine product and is intolerant to penicillamine therapy, according to the
prescriber; OR
Note: Examples of penicillamine products are Cuprimine® (penicillamine capsules, generics), Depen®
(penicillamine tablets, generics).
ii. Patient has clinical features indicating the potential for intolerance to penicillamine therapy, according
to the prescriber; OR
Note: Specific clinical features include history of any renal disease, congestive splenomegaly causing
severe thrombocytopenia, autoimmune tendency.
iii. Patient has a contraindication to penicillamine therapy, according to the prescriber; OR
iv. Patient has neurologic manifestations of Wilson’s disease; OR
v. Patient is pregnant; OR
vi. Patient has been started on therapy with trientine (Syprine, generics).
E) The medication is prescribed by or in consultation with a gastroenterologist, hepatologist, or liver transplant
physician.
CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of trientine is not recommended in the following situations:

76. Biliary Cirrhosis. Trientine (Syprine, generics) is not indicated for the treatment of biliary cirrhosis.*

77. Cystinuria. Trientine (Syprine, generics) is not recommended for use in patients with cystinuria.? Unlike
penicillamine, trientine does not contain a sulfhydryl moiety and therefore it is not capable of binding cysteine.

78. Rheumatoid Arthritis (RA). Trientine (Syprine, generics) is not recommended for use in patients with RA.?
Per the prescribing information, trientine was not found to be effective in improving any clinical or biochemical
parameter after 12 weeks of treatment of patients with RA.

20. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

132. Syprine® [prescribing information]. Bridgewater, NJ: Valeant Pharmaceuticals North America LLC; December 2016.

133. Weiss KH, Thurik F, Gotthardt DN, et al. Efficacy and safety of oral chelators in treatment of patients with Wilson Disease.
Clin Gastroenterol Hepatol. 2013;11:1028-1035.

134. Roberts EA, Schilsky MI. AASLD Practice Guidelines: Diagnosis and treatment of Wilson Disease: an update. Hepatology.
2008;47(6):2089-2111.

135. European Association for Study of the Liver (EASL) clinical practice guidelines: Wilson’s disease. J Hepatol.
2012;56(3):671-85.

136. Cuprimine® [prescribing information]. Bridgewater, NJ. Aton Pharma. Inc., a division of Valeant Pharmaceuticals North
America LLC; March 2018.

137. Depen® [prescribing information]. Somerset, NJ. Meda Pharmaceuticals Inc.; January 2019.

HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision No criteria changes. 09/12/2018

Annual Revision | Wilson’s Disease. In reference to the criteria that the patient has tried one penicillamine | 09/18/2019
product, wording was changed from “per the prescribing physician” to “according to the
prescriber”. In reference to the criteria that the patient has clinical features indicating the
potential for intolerance to penicillamine therapy, wording was changed from “per the
prescribing physician” to “according to the prescriber”. In reference to the criteria that
the patient has a contraindication to penicillamine therapy, wording was changed from
“per the prescribing physician” to “according to the prescriber”.

Annual Revision No criteria changes. 09/23/2020
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PRIOR AUTHORIZATION PoLicy

PoLicy: Chenodal Prior Authorization Policy
e Chenodal™ (chenodiol tablets — Retrophin)

REVIEW DATE: 08/12/2020

OVERVIEW

Chenodal, a naturally occurring bile acid, is indicated for patients with radiolucent stones in well-opacifying
gallbladders, in whom selective surgery would be undertaken except for the presence of increased surgical
risk due to systemic disease or age.! The most widely used treatment for symptomatic gallstones is
cholecystectomy.?  Two naturally occurring bile acids are used in the treatment of gallstones:
ursodeoxycholic acid (UrsoForte®, Urso-250%, [ursodiol tablets, generics], Actigall® [ursodiol capsules,
generics]) and chenodeoxycholic acid/chenodiol (Chenodal).> These agents reduce biliary cholesterol;
however, their exact mechanisms differ. Both Chenodal and ursodiol promote the gradual dissolution of
radiolucent gallstones over a period of 6 months to 2 years.?

Cerebrotendinous xanthomatosis (CTX) is a lipid storage disorder with various clinical manifestations including
juvenile cataracts, tendon xanthomas, premature atherosclerosis, and progressive neurologic disturbance (e.g., ataxia,
seizures, psychiatric disorders, and peripheral neuropathy).* Other conditions associated with CTX include
osteoarthritis, skeletal fractures, pulmonary insufficiency, renal and hepatic calculi, and childhood chronic diarrhea.
CTX is the result of a mutated enzyme (cytochrome P450 27-sterol hydroxylase [CYP27]) which is normally
responsible for the conversion of cholesterol to cholic acid and chenodeoxycholic acid. In CTX, reduced synthesis of
cholic- and chenodeoxycholic acids seem to result in failed feedback inhibition of cholesterol production, in turn
leading to hallmark laboratory findings of the disorder: increased serum cholestanol concentrations and elevated
urinary bile alcohols.® Replacement therapy with chenodiol inhibits abnormal bile acid synthesis and is most effective
in reducing elevated plasma cholesterol concentrations and eliminating bile alcohols.*

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Chenodal. All approvals are provided for
the duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated
with Chenodal as well as the monitoring required for adverse events and long-term efficacy, approval requires
Chenodal to be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Chenodal is recommended in those who meet the following criteria:
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FDA-Approved Indications

1. Gallstones. Approve for 3 years if the patient meets one of the following criteria (A or B):
A) Patient has tried an ursodiol product; OR
B) Patient is currently receiving an ursodiol product.

Other Uses with Supportive Evidence

2. Cerebrotendinous Xanthomatosis. Approve for 3 years if Chenodal is prescribed by or in consultation with a
metabolic specialist who treats patients with cerebrotendinous xanthomatosis or a specialist who focuses in the
treatment of cerebrotendinous xanthomatosis.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Chenodal is not recommended in the following situations:

21. Combination Therapy with Cholbam™ (cholic acid capsules). There are no efficacy data available to support
use of combination therapy with Chenodal and Cholbam.

22. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

99. Chenodal™ tablets [prescribing information]. San Diego, CA: Retrophin, Inc.; June 2015.

100. Gaby AR. Nutritional approaches to prevention and treatment of gallstones. Altern Med Rev. 2009;14(3):258-267.

101. Abraham S, Rivero HG, Erlikh 1V, Griffith LF, and Hondamudi VK. Surgical and nonsurgical management of gallstones.
Am Fam Physician. 2014;89(10):795-802.

102. Moghadasian MH, Salen G, Frohlich JJ, et al. Cerebrotendinous Xanthomatosis. Arch Neurol. 2002;59:527-529.

103. Lorincz MT, Rainier S, Thomas D and Fink JK. Cerebrotendinous xanthomatosis: possible higher prevalence than
previously recognized. Arch Neurol. 2005;62:1459-1463.

HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision No criteria changes. 07/11/2018
Annual Revision No criteria changes. 07/17/2019
Annual Revision No criteria changes. 08/12/2020

PRIOR AUTHORIZATION PoLICY

PoLicy: Cholbam® (cholic acid capsules — Retrophin)

DATE REVIEWED: 06/03/2020

OVERVIEW

Cholbam, a bile acid, is indicated for the treatment of bile acid synthesis disorders due to single enzyme
defects (SEDs).! It is also indicated for adjunctive treatment of peroxisomal disorders (PDs), including
Zellweger spectrum disorders, in patients who exhibit manifestations of liver disease, steatorrhea, or
complications from decreased fat soluble vitamin absorption. The effects of Cholbam on extrahepatic

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 203

manifestations (e.g., neurologic symptoms) of bile acid synthesis disorders due to SEDs or PDs have not
been established.

The prescribing information states that treatment with Cholbam should be discontinued if liver function
does not improve within 3 months of the start of treatment or if complete biliary obstruction develops.*

Bile Acid Synthesis Disorders

Bile acids are found in the liver and have several biological roles, including promotion of bile flow and
intestinal absorption of fat and fat soluble vitamins.?® The two primary bile acids are cholic acid and
chenodeoxycholic acid (available as Chenodal® [chenodiol tablets]). Bile acids are formed from
cholesterol; inadequate bile acid production leads to accumulation of cholesterol in the body, as well as
other intermediary metabolites. This can result in damage to various organ systems. Severe cases may
progress to cirrhosis and liver failure. Progressive neurologic disease may also occur, even in the absence
of liver disease. There are at least 17 known enzymes involved in bile acid synthesis.®> Primary bile acid
synthesis disorders may be caused by a defect in the gene encoding any one of these enzymes, and therefore
these conditions are also termed SEDs.?® The estimated incidence of bile acid synthesis disorders due to
SEDs is 1 to 9 per one million live births.* The most common of all of the bile acid SEDs is 3p-hydroxy-
Cor-steroid oxidoreductase deficiency (3B-HSD gene defect).> Other common defects include A*-3-
oxosteroid 5p-reductase deficiency (aldo-keto reductase 1D1 [AKR1D1] gene), 27-hydroxylase deficiency
(cerebrotendinous xanthomatosis [CTX]), and alpha-methylacyl-CoA racemase deficiency (AMACR
gene). Cholbam is indicated for all SEDs, though the majority of patients in the pivotal study for Cholbam
had 3B-HSD defect.! Chenodal has been used for CTX though it is not labeled for this condition.® Bile
acid synthesis disorders may be diagnosed with either genetic testing or urine bile acid profile by Fast Atom
Bombardment ionization — mass spectrometry (FAB-MS).1® FAB-MS was used for diagnosis in the pivotal
trial; gene sequencing was not available when the trial was conducted.!* However, gene sequencing is now
available for many of the affected enzymes.

Peroxisomal Disorders (PDs)

PDs occur due to genetic mutations which are essential to the proper formation of peroxisomes.’
Peroxisomes are found throughout the body but are most numerous in the kidneys and liver.”® Among their
many roles, peroxisomes are vital to the production of bile acids, as well as plasmalogens, which are
important for neurologic function.? Peroxisomal disorders are estimated to affect approximately 1 in 50,000
live births.* Zellweger spectrum disorder is a type of PD and includes Zellweger syndrome, neonatal
adrenoleukodystrophy (NALD), and infantile Refsum disease. Zellweger syndrome is the most severe form
in the spectrum, followed by NALD, and infantile Refsum disease is the least severe form. Cholbam is
indicated only for adjunctive treatment of liver disease symptoms such as steatorrhea. Patients with
Zellweger spectrum disorders present with other primary clinical issues such as feeding problems in infants,
weak muscle tone, hearing and vision loss, and seizures. Liver involvement with Zellweger spectrum
disorders may be diagnosed by genetic testing or by bile acid profile testing with mass spectrometry.*?
FAB-MS was used for diagnosis in the pivotal trial; gene sequencing was not available when the trial was
conducted.'* However, gene sequencing is now available for many of the affected enzymes.

GUIDELINES

A joint guideline by the North American and European societies for Pediatric Gastroenterology,
Hepatology, and Nutrition is available (2017).° The guideline, which briefly addresses evaluation of
cholestatic jaundice in infants, provides recommendations for diagnosis of bile acid synthesis disorders. It
is possible to perform rapid diagnosis of potential inborn errors in bile acid synthesis from urinary bile acid
analysis; fast atom bombardment mass spectrometry of urine is recommended. The guideline also notes
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that molecular technigues identify the specific mutations in genes encoding enzymes responsible for bile
acid synthesis.

PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Cholbam. Because of the
specialized skills required for evaluation and diagnosis of patients treated with Cholbam as well as the
monitoring required for efficacy, approval requires Cholbam to be prescribed by or in consultation with a
physician who specializes in the condition being treated. All approvals are provided for 1 year in duration
unless otherwise noted below. In cases where the approval is authorized in months, 1 month is equal to 30
days.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Cholbam is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Bile Acid Synthesis Disorders Due to Single Enzyme Defects (SEDs). Approve for the duration noted
if the patient meets one of the following conditions (A or B):
A) Initial Therapy: Approve for 3 months if the patients meets both of the following criteria (i and
ii):
i. Patient has a diagnosis of SED based on at least one of the following criteria (a or b):
a) Anabnormal urinary bile acid as confirmed by Fast Atom Bombardment ionization — Mass
Spectrometry (FAB-MS) analysis; OR
b) Molecular genetic testing consistent with the diagnosis; AND
ii. Cholbam is prescribed by or in consultation with a hepatologist, metabolic specialist, or a
gastroenterologist.
B) Patients Currently Receiving Cholbam: Approve for 1 year if the patient meets the following
criteria (i, ii, and iii):
i. Patient has responded to initial Cholbam therapy with an improvement in liver function tests
(e.g., aspartate aminotransferase [AST], alanine aminotransferase [ALT], bilirubin levels); AND
ii. Patient does not have complete biliary obstruction; AND
iii. Cholbam is prescribed by or in consultation with a hepatologist, metabolic specialist, or a
gastroenterologist.

2. Bile Acid Synthesis Disorders Due to Peroxisomal Disorders (PDs), Including Zellweger Spectrum
Disorders. Approve for the duration noted if the patient meets one of the following conditions (A or
B):
A) Initial Therapy: Approve for 3 months if the patient meets the following criteria (i, ii, and iii):
i. Patient has peroxisomal disorders with at least one of the following criteria (a or b):
a) An abnormal urinary bile acid analysis by Fast Atom Bombardment ionization — Mass
Spectrometry (FAB-MS); OR
b) Molecular genetic testing consistent with the diagnosis; AND
ii. Patient has liver disease, steatorrhea, or complications from decreased fat soluble vitamin
absorption (e.g., rickets); AND
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iii. Cholbam is prescribed by or in consultation with a hepatologist, metabolic specialist, or a

gastroenterologist.
B) Patients Currently Receiving Cholbam: Approve for 1 year if the patient meets the following

criteria (i, i, and iii):

i. Patient has responded to initial Cholbam therapy as per the prescribing physician (e.g.,
improvements in liver enzymes, improvement in steatorrhea); AND

ii. Patient does not have complete biliary obstruction; AND

iii. Cholbam is prescribed by or in consultation with a hepatologist, metabolic specialist, or a
gastroenterologist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Cholbam has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)

79.

80.

Combination Therapy with Chenodal. There are no efficacy data available to support use of
combination therapy with Cholbam and Chenodal.

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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Annual revision No criteria changes 05/02/2018
Annual revision Bile Acid Synthesis Disorders Due to Single Enzyme Defects (SEDs): 05/22/2019
Added molecular genetic testing as an option for a test that confirms the
diagnosis for initial therapy.
Bile Acid Synthesis Disorders Due to Peroxisomal Disorders (PDs),
Including Zellweger Spectrum Disorders: Added molecular genetic
testing as an option for a test that confirms the diagnosis for initial therapy.
Annual revision No criteria changes. 06/03/2020
PRIOR AUTHORIZATION PoOLICY
PoLicy: Cinacalcet (Sensipar) Prior Authorization Policy

e Sensipar® (cinacalcet tablets — Amgen, generic)

REVIEW DATE: 02/10/2021

Overview
Cinacalcet (Sensipar, generic), a calcium-sensing receptor agonist (calcimimetic), is indicated for the
following uses:!

e Hypercalcemia in adult patients with parathyroid carcinoma.

e Hypercalcemia in adult patients with primary hyperparathyroidism for whom
parathyroidectomy would be indicated on the basis of serum calcium levels, but who are unable to
undergo parathyroidectomy.

e Secondary hyperparathyroidism in adult patients with chronic kidney disease (CKD) on dialysis.

Disease Overview
Secondary hyperparathyroidism is a frequent complication of CKD caused by a reduction in circulating
calcitriol levels and disturbances in calcium and phosphorous metabolism.? This leads to increases in the
parathyroid hormone (PTH) levels, which then leads to osteoclastic activity resulting in bone resorption
and marrow fibrosis.

Parathyroid carcinoma is a rare malignant cancer and is an uncommon cause of primary
hyperparathyroidism.® The condition is associated with higher serum calcium and PTH levels than primary
hyperparathyroidism due to benign adenoma. The primary cause of morbidity in patients with parathyroid
carcinoma is due to complications of hypercalcemia (e.g., cardiac arrhythmias, renal failure). Surgical
resection of the malignancy may relieve symptoms and reduce serum calcium levels. Medical therapy with
cinacalcet and intravenous bisphosphonates are useful adjunct therapies to control hypercalcemia.

Guidelines

The Kidney Disease: Improving Global Outcomes (KDIGO) clinical practice guidelines (2017) for the
treatment of CKD-mineral bone disorder (MBD) recommend the use of cinacalcet, calcitriol, vitamin D
analogues, or a combination of these agents in CKD stage 5D (dialysis) patients with elevated or rising
PTH levels.* The guidelines recognize that there are no randomized controlled trials showing that treatment
to achieve a specific PTH level results in improved outcomes. There is no established “cause and effect”
relationship between the measured biochemical variables and observed outcomes. Therefore, the guidelines
recommend interpreting changes in PTH in conjunction with calcium and phosphorous levels to guide
therapeutic decisions. In general, in patients with CKD stage 5D, the KDIGO guidelines suggest
maintaining intact PTH (iPTH) levels in the range of approximately two to nine times the upper limit of
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normal for the assay. Changes in therapy are suggested if there are marked changes in PTH levels in either
direction within this range. If iPTH levels fall below two times the upper limit of normal for the assay, the
use of calcimimetics, calcitriol, or vitamin D analogues should be reduced or discontinued.

Other Uses with Supportive Evidence

The KDIGO clinical practice guidelines (2017) for the treatment of CKD-MBD note that although
cinacalcet is not approved for the treatment of hyperparathyroidism in kidney transplant recipients, it is
used in these patients, especially those with significant hypercalcemia.*

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of cinacalcet. All approvals are
provided for the duration noted below. Because of the specialized skills required for evaluation and
diagnosis of patients treated with cinacalcet as well as the monitoring required for adverse events and long-
term efficacy, approval requires cinacalcet to be prescribed by or in consultation with a physician who
specializes in the condition being treated.

Automation: When available, the ICD-9/ICD-10 codes for Malignant Neoplasm of Parathyroid Gland
(ICD-9: 194.1* and ICD-10: C75.0*) AND “oncologist or endocrinologist” will be used as part of
automation to allow approval of the requested medication.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of cinacalcet is recommended in those who meet the following criteria:

FDA-Approved Indications

21. Hypercalcemia due to Parathyroid Carcinoma. Approve for 1 year if cinacalcet is prescribed by or
in consultation with an oncologist or endocrinologist.

22. Hypercalcemia in Patients with Primary Hyperparathyroidism. Approve for 1 year if the patient
meets both of the following criteria (A and B):
A) Patient has failed or is unable to undergo a parathyroidectomy due to a contraindication; AND
B) The medication is prescribed by or in consultation with a nephrologist or endocrinologist.

23. Secondary Hyperparathyroidism. Approve for 1 year if the patient meets the following criteria (A,
B, and C):
A) Patient has chronic kidney disease and is on dialysis; AND
B) The baseline (prior to starting cinacalcet therapy) intact parathyroid hormone (iPTH) level is at
least two times the upper limit of normal as defined by the laboratory reference value measured on
two separate occasions; AND
C) The medication is prescribed by or in consultation with a nephrologist or endocrinologist.

Other Uses with Supportive Evidence

24. Hyperparathyroidism in Post-Renal Transplant Patients. Approve for 1 year if the patient meets
both of the following conditions (A and B):
A) The baseline (prior to starting cinacalcet therapy) calcium and intact parathyroid hormone (iPTH)
levels are above the normal range, as defined by the laboratory reference values; AND
B) The medication is prescribed by or in consultation with a transplant physician, nephrologist, or
endocrinologist.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of cinacalcet is not recommended in the following situations:

81. Patients with Primary Hyperparathyroidism eligible for Parathyroidectomy. Parathyroidectomy

is the primary treatment for primary hyperparathyroidism.

82. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY

Type of Revision

Summary of Changes

Review Date

Annual Revision

No criteria changes

02/06/2019

Annual Revision

No criteria changes

02/12/2020

Selected Revision

e Secondary Hyperparathyroidism: Added “baseline” to criterion regarding
intact parathyroid hormone level to read: The baseline (prior to starting
cinacalcet therapy) intact parathyroid hormone (iPTH) level is at least two times
the upper limit of normal as defined by the laboratory reference value measured
on two separate occasions”.

e Hyperparathyroidism in Post-Renal Transplant Patients: Consolidated the
Initial and Continuation Criteria set. Approval is based on two criteria: The
baseline (prior to starting cinacalcet therapy) calcium and intact parathyroid
hormone (iPTH) levels are above the normal range as defined by the laboratory
reference values and Cinacalcet is prescribed by, or in consultation with a
transplant physician, nephrologist, or endocrinologist.

03/11/2020

Annual Revision

No criteria changes.

02/10/2021

PRIOR AUTHORIZATION PoLicy

PoLicy: Colony Stimulating Factors — Filgrastim Products Prior Authorization Policy

REvIEW DATE:

OVERVIEW

Neupogen® (filgrastim injection for subcutaneous or intravenous use — Amgen)

Nivestym™ (filgrastim injection for subcutaneous or intravenous use — Hospira/Pfizer)
Zarxio® (filgrastim-sndz injection for subcutaneous or intravenous use — Sandoz)

08/19/2020

Filgrastim products leukocyte growth factors, are indicated for the following uses:*
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e Decrease the incidence of infection as manifested by febrile neutropenia, in patients with
nonmyeloid malignancies receiving myelosuppressive anti-cancer drugs associated with a
significant incidence of severe neutropenia with fever.

e Mobilization of hematopoietic progenitor cells, into the peripheral blood for collection by
leukapheresis.

e Reduce the time to neutrophil recovery and the duration of fever, following induction or
consolidation chemotherapy treatment of adults with acute myeloid leukemia (AML).

e Reduce the duration of neutropenia and neutropenia-related clinical sequelae (e.g., febrile
neutropenia), in patients with nonmyeloid malignancies undergoing myeloablative chemotherapy
followed by marrow transplantation.

e Reduce the incidence and duration of sequelae of neutropenia (e.g., fever, infections,
oropharyngeal ulcers), in symptomatic patients with congenital neutropenia, cyclic neutropenia,
or idiopathic neutropenia.

Nivestym and Zarxio are two products that are biosimilars to Neupogen.?® Neupogen is the only agent indicated to
increase survival in patients acutely exposed to myelosuppressive doses of radiation (Hematopoietic Syndrome of
Acute Radiation Syndrome).! Granix (tbo-filgrastim injection for subcutaneous use) is another filgrastim product.*

Guidelines
The National Comprehensive Cancer Network (NCCN) address the use of filgrastim products in several guidelines.

e Acute Lymphoblastic Leukemia: Guidelines (version 2.2020 — January 15, 2020) recommend
granulocyte colony-stimulating factors (CSFs) as supportive care for myelosuppressive blocks of
therapy or as directed by treatment protocol.’

e Hematopoietic Growth Factors: Guidelines (version 2.2020 — January 27, 2020) recommend
filgrastim, along with other CSFs, for prophylactic use if the patient is receiving anti-cancer
medications that are associated with a high (> 20%) incidence of severe neutropenia with fever.®
Consider CSF therapy for patients with an intermediate (10% to 20%) probability of developing
febrile neutropenia based on risk factors. The NCCN guidelines also recommend therapy with a
CSFs in other scenarios in those given myelosuppressive chemotherapy. Filgrastim products are
also recommended for mobilization and following hematopoietic cell transplant.

¢ Management of Immunotherapy-Related Toxicities: Guidelines (version 1.2020 — December
16, 2019) recommend granulocyte CSFs as supportive care for neutropenic patients with Grade 1
cytokine release syndrome resulting from chimeric antigen receptor (CAR) T-cell therapy.?°

e Myelodysplastic Syndromes (MDS): Guidelines (version 2.2020 — February 28, 2020)
recommend filgrastim for use in certain patients with MDS (e.g., neutropenic patients with
recurrent or resistant infections, combination use with epoetin alfa or Aranesp® [darbepoetin alfa
injection] in patients with anemia]).®

The American Society of Clinical Oncology clinical practice guidelines for the use of white blood cell growth factors
(2015) recommends CSFs to reduce the risk of febrile neutropenia in patients receiving cancer chemotherapy.® CSFs
may be considered in patients receiving radiation therapy alone if prolonged delays secondary to neutropenia are
expected. The guidelines state CSFs should be avoided in patients receiving concomitant chemotherapy and radiation
therapy, particularly involving the mediastinum.

Other Uses With Supportive Evidence

Neutropenia occurs in patients with HIV and may be caused by medications or due to the disease process. Studies
have demonstrated positive outcomes with the use of filgrastim for the treatment of neutropenia in this patient
population.®12

Filgrastim has been used for agranulocytosis caused by non-cytotoxic medications, primarily described in case series,
case reports and literature reviews, 31
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POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of filgrastim products. All approvals are
provided for the duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30
days. Because of the specialized skills required for evaluation and diagnosis of patients treated with filgrastim
products as well as the monitoring required for adverse events and long-term efficacy, approval for some conditions
requires filgrastim products to be prescribed by or in consultation with a physician who specializes in the condition
being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of filgrastim products is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Cancer in a Patient Receiving Myelosuppressive Chemotherapy. Approve for 6 months if the patient meets
the following (A and B):
A) Patient meets ONE of the following conditions (i, ii, iii, or iv):
iii. Patient is receiving myelosuppressive anti-cancer medications that are associated with a high risk of
febrile neutropenia (the risk is at least 20% based on the chemotherapy regimen); OR
iv. Patient is receiving myelosuppressive anti-cancer medications that are associated with a risk of febrile
neutropenia, but the risk is less than 20% based on the chemotherapy regimen and the patient has at least
one risk factor for febrile neutropenia according to the prescriber.
Note: Examples of risk factors include age > 65 years; prior chemotherapy or radiation therapy;
persistent neutropenia; bone marrow involvement by tumor; recent surgery and/or open wounds; liver
and/or renal dysfunction; poor performance status; or human immunodeficiency virus (HIV) infection;
OR
v. Patient has had a neutropenic complication from prior chemotherapy and did not receive prophylaxis
with a colony stimulating factor and a reduced dose or frequency of chemotherapy may compromise
treatment outcome; OR
Note: Examples of colony-stimulating factors include filgrastim products, pegfilgrastim products, and
sargramostim products (e.g., Leukine®).
vi. Patient who has received chemotherapy has febrile neutropenia and has at least one risk factor for poor
clinical outcomes or for developing infection-associated complications according to the prescriber; AND
Note: Examples of risk factors include sepsis syndrome; age > 65 years; severe neutropenia (absolute
neutrophil count [ANC] < 100 cells/fmm?); neutropenia expected to be > 10 days in duration; invasive
fungal infection; or other clinically documented infections.
B) The agent is prescribed by, or in consultation with, an oncologist or hematologist.

2. Acute Myeloid Leukemia in a Patient Receiving Chemotherapy. Approve for 6 months if prescribed by or in
consultation with an oncologist or hematologist.

3. Bone Marrow Transplant in a Patient with Cancer Who Received Chemotherapy. Approve for 1 month if
prescribed by or in consultation with a hematologist, an oncologist, or a physician who specializes in
transplantation.

4. Peripheral Blood Progenitor Cell Collection and Therapy. Approve for 1 month if prescribed by or in
consultation with an oncologist, a hematologist or a physician who specializes in transplantation.

5. Severe Chronic Neutropenia (e.g., Congenital Neutropenia, Cyclic Neutropenia, Idiopathic Neutropenia).
Approve for 6 months if prescribed by or in consultation with a hematologist.
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6.

Radiation Syndrome (Hematopoietic Syndrome of Acute Radiation Syndrome). Approve for 1 month if
prescribed by or in consultation with a physician who has expertise in treating acute radiation syndrome.

Other Uses with Supportive Evidence

7.

10.

11.

12.

Neutropenia Associated with Human Immunodeficiency Virus (HIV) or Acquired Immunodeficiency
Syndrome (AIDS). Approve for 4 months if the agent is prescribed by or in consultation with a physician that
specializes in infectious diseases, a hematologist, or a physician who specializes in the management of HIV/AIDS.

Myelodysplastic Syndromes. Approve for 3 months if prescribed by, or in consultation with, an oncologist or
hematologist.

Drug-Induced (Non-Chemotherapy) Agranulocytosis or Neutropenia. Approve for 1 month.

Acute Lymphoblastic Leukemia. Approve for 1 month if prescribed by or in consultation with an oncologist
or a hematologist.

Radiation-Induced Neutropenia. Approve for 6 months if the patient meets the following criteria (A and B):
A) Patient is not currently receiving chemotherapy; AND
B) The agent is prescribed by, or in consultation with, an oncologist, radiologist or radiation oncologist.

Cytokine Release Syndrome Associated with Chimeric Antigen Receptor (CAR) T-Cell Therapy.
Approve for 1 month if prescribed for a patient who has neutropenia.

Note: Examples of CAR T-cell therapy include Kymriah™ (tisagenlecleucel intravenous suspension)
and Yescarta™ (axicabtagene ciloleucel intravenous suspension).

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of filgrastim products is not recommended in the following situations:

23.

Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY

Type of Revision Summary of Changes Review Date

Annual Revision | The name of the policy was changed from Colony Stimulating Factors — Neupogen PA 08/01/2018

to Colony Stimulating Factors — Filgrastim products PA. This includes the filgrastim
biosimilars of Zarxio and Nivestym. Nivestym was just added to the policy. Zarxio was
added to the policy as well and the individual PA policy for Zarxio was retired. Criteria
that stated Neupogen or Zarxio was changed to state filgrastim to address all products.
For the criteria regarding patients with cancer receiving myelosuppressive therapy in the
criteria that reference a colony stimulating factor, the terminology of filgrastim and
pegfilgrastim products were added, along with the listing of the individual products,
which included adding Nivestym and Fulphila.

Selected Revision | For the indication regarding Patients with Cancer (Adults and Children) Receiving 08/08/2018

Myelosuppressive Chemotherapy, removed “(adults and children)”.

Annual Revision | The following changes per the specific indications are cited below: 08/21/2019

1. Cancer in Patients Receiving Myelosuppressive Chemotherapy: CSFs are
provided as examples in a Note rather than as part of the criterion. Also, risk factors
are now listed as Notes rather than as part of the criterion. The wording in reference
to according to the “according to the prescribing physician” was changed to
“according to the prescriber”.

2. Acute Myeloid Leukemia in Patients Receiving Chemotherapy: The qualifier of
“adults” was removed from the indication.

3. Peripheral Blood Progenitor Cell Collection and Therapy: The qualifier of
“adults and children” was removed from the indication.

4. Severe Chronic Neutropenia: The qualifier of “adults and children” was removed
from the indication.

5. Neutropenia Associated with HIV or AIDS: The qualifier of “adults” was removed
from the indication.

6. MDS: The qualifier of “adults” was removed from the indication.

7. Aplastic Anemia: The criteria for approval were eliminated for this condition.

Annual Revision Cytokine release syndrome associated with chimeric antigen receptor (CAR) T-cell 08/19/2020

therapy and criteria were added as an approval condition.

PRIOR AUTHORIZATION PoLICY

PoLicy: Colony Stimulating Factors — Granix Prior Authorization Policy

e  Granix® (tbo-filgrastim injection for subcutaneous use — Teva)
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REVIEW DATE:  08/19/2020

OVERVIEW

Granix, a leukocyte growth factor, is indicated to reduce the duration of severe neutropenia in adults and
pediatric patients 1 month of age and older with non-myeloid malignancies receiving myelosuppressive
anti-cancer medications associated with a clinically significant incidence of febrile neutropenia.t

Guidelines
The National Comprehensive Cancer Network (NCCN) address the use of Granix in guidelines.

e Hematopoietic Growth Factors: Guidelines (version 2.2020 — January 27, 2020) recommend
Granix, along with other granulocyte colony stimulating factors (CSFs), for prophylactic use if the
patient is receiving anti-cancer medications that are associated with a high (> 20%) incidence of
severe neutropenia with fever.2 Consider CSF therapy for patients with an intermediate (10% to
20%) probability of developing febrile neutropenia based on risk factors. The NCCN guidelines
also recommend therapy with a CSFs in other scenarios in those given myelosuppressive
chemotherapy. Granix is also recommended for mobilization and following hematopoietic cell
transplant.

e Mpyelodysplastic Syndromes (MDS): Guidelines (version 2.2020 — February 28, 2020)
recommend Granix for use in certain patients with MDS (e.g., neutropenic patients with recurrent
or resistant infections, combination use with epoetin alfa or Aranesp® [darbepoetin alfa injection]
in patients with anemia]).®

The American Society of Clinical Oncology clinical practice guidelines for the use of white blood cell growth factors
(2015) recommends CSFs to reduce the risk of febrile neutropenia in patients receiving cancer chemotherapy.* CSFs
may be considered in patients receiving radiation therapy alone if prolonged delays secondary to neutropenia are
expected. The guidelines state CSFs should be avoided in patients receiving concomitant chemotherapy and radiation
therapy, particularly involving the mediastinum.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Granix. All approvals are provided for the
duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30 days. Because of
the specialized skills required for evaluation and diagnosis of patients treated with Granix as well as the monitoring
required for adverse events and long-term efficacy, approval requires Granix to be prescribed by or in consultation
with a physician who specializes in the condition being treated.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Granix is recommended in those who meet the following criteria:

FDA-Approved Indications

12. Cancer in a Patient Receiving Myelosuppressive Chemotherapy. Approve for 6 months if the patient meets
the following (A and B):
B) Patient meets ONE of the following conditions (i, ii, iii, or iv):

Vii.

viii.

Patient is receiving myelosuppressive anti-cancer medications that are associated with a high risk of
febrile neutropenia (the risk is at least 20% based on the chemotherapy regimen); OR

Patient is receiving myelosuppressive anti-cancer medications that are associated with a risk of febrile
neutropenia, but the risk is less than 20% based on the chemotherapy regimen and the patient has at least
one risk factor for febrile neutropenia according to the prescriber; OR

Note: Examples of risk factors include age > 65 years; prior chemotherapy or radiation therapy;
persistent neutropenia; bone marrow involvement by tumor; recent surgery and/or open wounds; liver
and/or renal dysfunction; poor performance status; or human immunodeficiency virus (HIV) infection.
Patient has had a neutropenic complication from prior chemotherapy and did not receive prophylaxis
with a colony stimulating factor and a reduced dose or frequency of chemotherapy may compromise
treatment outcome; OR

Note: Examples of colony-stimulating factors include filgrastim products, pegfilgrastim products, and
sargramostim products (e.g., Leukine®).

Patient who has received chemotherapy has febrile neutropenia and has at least one risk factor for poor
clinical outcomes or for developing infection-associated complications according to the prescriber; AND
Note: Examples of risk factors include sepsis syndrome; age > 65 years; severe neutropenia (absolute
neutrophil count [ANC] < 100 cells/fmm?); neutropenia expected to be > 10 days in duration; invasive
fungal infection; other clinically documented infections; or prior episode of febrile neutropenia.

B) The medication is prescribed by, or in consultation with, an oncologist or hematologist.

Other Uses with Supportive Evidence

13. Peripheral Blood Progenitor Cell Collection and Therapy. Approve for 1 month if prescribed by or in
consultation with an oncologist, a hematologist or a physician who specializes in transplantation.

14. Myelodysplastic Syndromes. Approve for 3 months if prescribed by, or in consultation with, an oncologist or
hematologist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Granix is not recommended in the following situations:

24. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved

This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 215

REFERENCES

21. Granix® injection [prescribing information]. North Wales, PA: Teva Pharmaceuticals; March 2019.

22. The NCCN Hematopoietic Growth Factors Clinical Practice Guidelines in Oncology (version 2.2020 — January 27, 2020). ©
2020 National Comprehensive Cancer Network, Inc. Available at: http://www.nccn.org. Accessed on July 22, 2020.

23. The NCCN Myelodysplastic Syndromes Clinical Practice Guidelines in Oncology (version 2.2020 — February 28, 2020). ©
2020 National Comprehensive Cancer Network, Inc. Available at: http://www.nccn.org. Accessed: July 22, 2020.

24. Smith TJ, Bohlke K, Lyman GH, Carson KR, et al. Recommendations for the use of WBC growth factors: American Society
of Clinical Oncology Clinical Practice Guideline Update. J Clin Oncol. 2015;33(28):3199-3212.

HISTORY

Type of Revision Summary of Changes Review Date

Annual Revision For the criteria regarding patients with cancer receiving myelosuppressive therapy who 08/01/2018

are adults, in the criteria that reference a colony stimulating factor, the terminology of
filgrastim and pegfilgrastim products were added, along with the listing of the individual
products, which included adding Nivestym and Fulphila.

Selected Revision | For the indication of cancer patients receiving myelosuppressive chemotherapy, removed 08/08/2018

the notation “who are adults” to reflect FDA-approval of Granix in children.

Annual Revision | The following changes per the specific indications are cited below: 08/21/2019

8. Cancer in Patients Receiving Myelosuppressive Chemotherapy: CSFs are now
provided as examples in a Note rather than as part of the criterion. Also, risk factors
are now listed as Notes rather than as part of the criterion. The wording in reference
to “according to the prescribing physician” was changed to “according to the
prescriber”.

9. Peripheral Blood Progenitor Cell Collection and Therapy: The qualifier of
“adults and children” was removed from the indication.

Annual Revision Myelodysplastic Syndromes and criteria were added as an approval condition. 08/19/2020

PRIOR AUTHORIZATION PoOLICY

PoLicy: Colony Stimulating Factors — Leukine Prior Authorization Policy

e Leukine® (sargramostim injection — Partner Therapeutics)

REvVIEwW DATE:  08/19/2020

OVERVIEW
Leukine, a recombinant human granulocyte macrophage colony stimulating factor (GM-CSF), is indicated
for the following uses:!

Acute exposure to myelosuppressive doses of radiation, to increase survival in adult and
pediatric patients from birth to 17 years of age acutely exposed to myelosuppressive doses of
radiation (hematopoietic syndrome of acute radiation syndrome).

Acute myeloid leukemia following induction chemotherapy, to shorten the time to neutrophil
recovery and to reduce the incidence of severe, life-threatening, or fatal infections in patients > 55
years of age.

Allogeneic bone marrow transplantation, for acceleration of myeloid reconstitution in adult and
pediatric patients > 2 years of age undergoing allogeneic bone marrow transplantation from human
leukocyte antigen-matched related donors.

Allogeneic or autologous bone marrow transplantation: treatment of delayed neutrophil
recovery or graft failure, treatment of patients > 2 years of age who have undergone allogeneic
or autologous bone marrow transplantation in whom neutrophil recovery is delayed or failed.
Autologous peripheral blood progenitor cell (PBPC) and bone marrow transplantation,
acceleration of myeloid reconstitution after autologous PBPC or bone marrow transplantation in
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adult and pediatric patients 2 years of age and older with non-Hodgkin’s lymphoma, acute
lymphoblastic leukemia, and Hodgkin’s lymphoma.

e Autologous peripheral blood progenitor cell mobilization and collection, in adult patients with
cancer undergoing autologous hematopoietic stem cell transplantation for the mobilization of
hematopoietic progenitor cells into peripheral blood for collection by leukapheresis.

Other Uses With Supportive Evidence

Unituxin® (dinutuximab injection for intravenous use) is indicated for use in combination with GM-CSF, interleukin-
2, and 13-cis-retinoic acid for the treatment of pediatric patients with high-risk neuroblastoma who achieve at least a
partial response to first-line, multiagent, multimodality therapy.?

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Leukine. All approvals are provided for the
duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30 days. Because of
the specialized skills required for evaluation and diagnosis of patients treated with Leukine as well as the monitoring
required for adverse events and long-term efficacy, approval requires Leukine to be prescribed by or in consultation
with a physician who specializes in the condition being treated.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Leukine is recommended in those who meet the following criteria:

FDA-Approved Indications

25. Acute Myeloid Leukemia. Approve for 6 months if the patient is prescribed by or in consultation with
an oncologist or a hematologist.

26. Peripheral Blood Progenitor Cell Collection and Therapy. Approve for up to 14 days if the agent
is prescribed by or in consultation with an oncologist, a hematologist, or a physician that specializes in
transplantation.

27. Bone Marrow Transplant. Approve for 1 month if prescribed by or in consultation with a
hematologist, an oncologist, or a physician who specializes in transplantation.

28. Radiation Syndrome (Hematopoietic Syndrome of Acute Radiation Syndrome). Approve for 1
month if the agent is prescribed by or in consultation with a physician with expertise in treating acute
radiation syndrome.

Other Uses with Supportive Evidence

29. Neuroblastoma. Approve for 6 months if the patient meets the following criteria (A, B and C):
A) The patient is < 18 years of age; AND
B) The patient is receiving Leukine in a regimen with Unituxin® (dinutuximab injection for
intravenous use); AND
C) The agent is prescribed by or in consultation with an oncologist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Leukine is not recommended in the following situations:

25. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

104. Leukine® injection for intravenous or subcutaneous use [prescribing information]. Lexington, MA: Partner Therapeutics;
May 2018.

105. Unituxin™ injection for intravenous use [prescribing information]. Silver Springs, MD: United Therapeutic Corporation;
March 2017.
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HISTORY
Type of Revision Summary of Changes Review Date
New Policy -- 03/13/2019
Early annual Changes per the specific indications were as follows: 08/21/2019
revision 1. Bone Marrow Transplant. Criteria were added that approves Leukine for 1 month
if prescribed by or in consultation with a hematologist, an oncologist, or a physician
who specializes in transplantation. Previously, criterion directed to a Medical
Director and this criterion was removed.
2. Cancer in Patients Receiving Myelosuppressive Chemotherapy: This indication
for use, and related criteria, were removed.
3. Myelodysplastic syndrome: This indication for use was deleted.
4. Neuroblastoma: Criteria were added that the patient is < 18 years of age and the
phrase “Pediatric Patients with High Risk™ was removed from the cited condition of
approval..
Annual Revision No criteria changes. 08/19/2020
PRIOR AUTHORIZATION PoOLICY
PoLicy: Colony Stimulating Factors — Pegfilgrastim Products Prior Authorization Policy

e Fulphila™ (pegfilgrastim-jmdb injection for subcutaneous use — Mylan)

e Neulasta® (pegfilgrastim injection for subcutaneous use [includes single-dose prefilled syringes
for manual use and single-dose prefilled syringe co-packaged with the On-body Injector] —
Amgen)

e Nyvepria™ (pegfilgrastim-apgf injection for subcutaneous use — Pfizer)

e Udenyca™ (pegfilgrastim-cbqv injection for subcutaneous use — Coherus)

e Ziextenzo™ (pegfilgrastim-bmez injection for subcutaneous use — Sandoz)

REVIEW DATE:  08/19/2020

OVERVIEW

Pegfilgrastim, a leukocyte growth factor, is indicated to decrease the incidence of infection, as manifested
by febrile neutropenia, in patients with non-myeloid malignancies receiving myelosuppressive anti-cancer
drugs associated with a clinically significant incidence of febrile neutropenia.l® Fulphila, Nyvepria,
Udenyca, and Ziextenzo are biosimilars to Neulasta. Neulasta is additionally indicated to increase survival
in patients acutely exposed to myelosuppressive doses of radiation (Hematopoietic Subsyndrome of Acute
Radiation Syndrome).!

Guidelines

The National Comprehensive Cancer Network (NCCN) address the use of filgrastim products in guidelines for
hematopoietic growth factors (version 2.2020 — January 27, 2020).% Guidelines recommend pegfilgrastim, along with
other granulocyte colony stimulating factors (CSFs), for prophylactic use if the patient is receiving anti-cancer
medications that are associated with a high (> 20%) incidence of severe neutropenia with fever.> Consider CSF
therapy for patients with an intermediate (10% to 20%) probability of developing febrile neutropenia based on risk
factors. The NCCN guidelines also endorse pegfilgrastim for the treatment of hematopoietic acute radiation syndrome
and as supportive care post autologous hematopoietic cell transplant. NCCN recognize biosimilars as substitutes for
Neulasta.

The American Society of Clinical Oncology clinical practice guidelines for the use of white blood cell growth factors
(2015) recommends CSFs to reduce the risk of febrile neutropenia in patients receiving cancer chemotherapy.” CSFs
may be considered in patients receiving radiation therapy alone if prolonged delays secondary to neutropenia are
expected. The guidelines state CSFs should be avoided in patients receiving concomitant chemotherapy and radiation
therapy, particularly involving the mediastinum.
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POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of pegfilgrastim. All approvals are provided
for the duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30 days.
Because of the specialized skills required for evaluation and diagnosis of patients treated with pegfilgrastim as well
as the monitoring required for adverse events and long-term efficacy, approval requires pegfilgrastim to be prescribed
by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of pegfilgrastim products is recommended in those who meet the following criteria:

FDA-Approved Indications

15. Cancer in a Patient Receiving Myelosuppressive Chemotherapy. Approve for 6 months if the
patient meets the following criteria (A and B):
A) Patient meets ONE of the following conditions (i, ii, or iii):

Patient is receiving myelosuppressive anti-cancer medications that are associated with a high
risk of febrile neutropenia (the risk is at least 20% based on the chemotherapy regimen); OR
Patient is receiving myelosuppressive anti-cancer medications that are associated with a risk of
febrile neutropenia but the risk is less than 20% based on the chemotherapy regimen and the
patient has at least one risk factor for febrile neutropenia according to the prescriber; OR
Note: Examples of risk factors include age > 65 years; prior chemotherapy or radiation therapy;
persistent neutropenia; bone marrow involvement by tumor; recent surgery and/or open
wounds; liver and/or renal dysfunction; poor performance status; or human immunodeficiency
virus (HIV) infection.

The patient has had a neutropenic complication from prior chemotherapy and did not receive
prophylaxis with a colony stimulating factor and a reduced dose or frequency of chemotherapy
may compromise treatment outcome; AND

Note: Examples of colony-stimulating factors include filgrastim products, pegfilgrastim
products, and sargramostim products (e.g., Leukine®).

B) The medication is prescribed by or in consultation with an oncologist or hematologist.

30. Radiation Syndrome (Hematopoietic Syndrome of Acute Radiation Syndrome). Approve for 1
month if the agent is prescribed by or in consultation with a physician with expertise in treating acute
radiation syndrome.

Other Uses with Supportive Evidence

31. Peripheral Blood Progenitor Cell Transplantation in Patients with Cancer. Approve one dose if
prescribed by or in consultation with, an oncologist, a hematologist, or a physician who specializes in
transplantation.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of pegfilgrastim products is not recommended in the following situations:
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26. Myelodysplastic Syndrome (MDS). Only limited data report use of pegfilgrastim for patients with
MDS.® Guidelines from the NCCN for MDS (version 2.2020 — February 28, 2020) do not mention use
of pegfilgrastim in this patient population.®

27. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES
25.
26.
27.

2019.
28.
29.
30.

Ziextenzo™ injection for subcutaneous use [prescribing information]. Princeton, NJ: Sandoz; August 2019.
Nyvepria™ injection for subcutaneous use [prescribing information]. New York, NY: Pfizer, June 2020.
The NCCN Hematopoietic Growth Factors Clinical Practice Guidelines in Oncology (version 2.2020 — January 27, 2020). ©

Neulasta® injection for subcutaneous use [prescribing information]. Thousand Oaks, CA: Amgen, Inc.; April 2019.
Fulphila® injection for subcutaneous use [prescribing information]. Rockford, IL: Mylan; May 2019.
Udenyca™ injection for subcutaneous use [prescribing information]. Redwood City, CA: Coherus BioSciences; February

2020 National Comprehensive Cancer Network, Inc. Available at: http://www.nccn.org. Accessed on July 22, 2020.

31.

of Clinical Oncology Clinical Practice Guideline Update. J Clin Oncol. 2015;33(28):3199-3212.

32.

darbepoetin alfa in combination with pegfilgrastim. Ann Hematol. 2005;84(10):694-695.

33.
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HISTORY
Type of Revision Summary of Changes Review Date
Selected Revision | Selected revision to add Fulphila to the PA. Changed the PA policy to state 06/13/2018
“Pegfilgrastim Products” after” Colony Stimulating Factors”.
Annual Revision For the criteria regarding patients with cancer receiving myelosuppressive therapy in the 08/01/2018
criteria that reference a colony stimulating factor, the terminology of filgrastim and
pegfilgrastim products were added, along with the listing of the individual products,
which included adding Nivestym and Fulphila.
Selected Revision | For the indication regarding Patients with Cancer (Adults and Children) Receiving 08/08/2018
Myelosuppressive Chemotherapy, removed “(adults and children)”.
Selected Revision | Selected revision to add Udenyca to the PA. 12/05/2018
Annual Revision Changes per the specific indication were as follows: 08/21/2019
1. Cancer in Patients Receiving Myelosuppressive Chemotherapy: CSFs are now
provided as examples in a Note rather than as part of the criterion. Also, risk factors
are now listed as Notes rather than as part of the criterion. The wording in reference
to “according to the prescribing physician” was changed to “according to the
prescriber”.
Selected Revision | Added Ziextenzo to the policy. 11/13/2019
Selected Revision | Added Nyvepria to the policy. 06/17/2020
Annual Revision No criteria changes. 08/19/2020

PoLicy:

PRIOR AUTHORIZATION PoLICY

Complement Inhibitors — Soliris Prior Authorization Policy

REvIEW DATE:

OVERVIEW

Soliris® (eculizumab injection for intravenous use — Alexion)

05/27/2020; selected revision 09/16/2020
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Soliris, a complement inhibitor, is indicated for the following uses:!

e Atypical hemolytic uremic syndrome (aHUS), to inhibit complement-mediated thrombotic
microangiopathy.

o Generalized myasthenia gravis (gMG), in adult patients who are anti-acetylcholine receptor
(AChR) antibody positive.

o Neuromyelitis optica spectrum disorder (NMOSD), in adult patients who are anti-aquaporin-4
(AQP4) antibody positive.

e Paroxysmal nocturnal hemoglobinuria (PNH), to reduce hemolysis.

Soliris is not indicated for the treatment of patients with Shiga toxin E. coli related hemolytic uremic syndrome. The
safety and effectiveness of Soliris for the treatment of PNH, gMG, and NMOSD in pediatric patients have not been
established. The safety and effectiveness of Soliris in pediatric patients for aHUS is supported by evidence from four
adequate and well-controlled clinical studies assessing the safety and effectiveness of Soliris for the treatment of
aHUS.

Disease Overview

Myasthenia gravis (MG) is a chronic autoimmune neuromuscular disease that causes weakness in the skeletal muscles,
which are responsible for breathing and moving parts of the body, including the arms and legs.* The hallmark of
myasthenia gravis is muscle weakness that worsens after periods of activity and improves after periods of rest. Certain
muscles such as those that control eye and eyelid movement, facial expression, chewing, talking, and swallowing are
often involved in the disorder; however, the muscles that control breathing and neck and limb movements may also
be affected. Acquired MG results from the binding of autoantibodies to components of the neuromuscular junction,
most commonly the AChR.®

PNH is a rare disorder involving bone marrow failure that manifests with hemolytic anemia, thrombosis, and
peripheral blood cytopenias.® Due to the absence of two glycosylphosphatidylinositol (GPI)-anchored proteins, CD55
and CD59, uncontrolled complement activation leads to hemolysis and other PNH manifestations. GPI anchor protein
deficiency is often due to mutations in phosphatidylinositol glycan class A (PIGA), a gene involved in the first step
of GPI anchor biosynthesis. PNH is a clinical diagnosis that should be confirmed with peripheral blood flow cytometry
to detect the absence or severe deficiency of GPl-anchored proteins on at least two lineages. Prior to the availability
of Soliris, there was no specific therapy for PNH with only supportive management in terms of the cytopenias and
control of thrombotic risk. Supportive measures used include platelet transfusion, immune suppressive therapy for
patients with bone marrow failure, use of erythropoietin for anemias, and aggressive anticoagulation. Soliris is the
treatment of choice for patients with severe manifestations of PNH. Bone marrow transplantation is the only cure for
PNH but should be reserved for patients with a suboptimal response to Soliris.

NMOSD is a rare, relapsing, autoimmune disorder of the brain and spinal cord with optic neuritis and/or myelitis as
predominate characteristic symptoms.2 NMOSD often causes significant, permanent damage to vision and/or spinal
cord function causing blindness or impaired mobility.® Patients may experience pain, paralysis, loss of bowel and
bladder control, loss of visual acuity, uncontrolled motor functions, and complications can cause death. Uplizna™
(inebilizumab-cdon injection for intravenous infusion) and Enspryng™ (satralizumab-mwge for subcutaneous
injection) are two other FDA-approved medications for treatment of NMOSD in adults who are anti-AQP4 antibody-
positive.*® For acute attacks, typical treatment is high-dose intravenous corticosteroids.®” Plasma exchange may be
effective in patients who suffer acute severe attacks that do not response to intravenous corticosteroids. For long-term
control of the disease a variety of immunosuppressive drugs are utilized as first-line therapy. While all are considered
off-label use, corticosteroids, azathioprine, mycophenolate mofetil, and rituximab are treatments prescribed as
preventative therapy.

Guidelines

An international consensus guidance for the management of MG was published in 2016 and do not address Soliris.
The guidelines recommend pyridostigmine for the initial treatment in most patients with MG. The ability to
discontinue pyridostigmine can indicate that the patient has met treatment goals and may guide the tapering of other
therapies. Corticosteroids or immunosuppressant therapy should be used in all patients with MG who have not met
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treatment goals after an adequate trial of pyridostigmine. Nonsteroidal immunosuppressant agents include
azathioprine, cyclosporine, mycophenolate mofetil, methotrexate, and tacrolimus. It is usually necessary to maintain
some immunosuppression for many years, sometimes for life. Plasma exchange and intravenous immunoglobulin can
be used as short-term treatments in certain patients. The guidelines note that few physicians treat enough patients
with MG to be comfortable with all available treatments.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Soliris. All approvals are provided for the
duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30 days. Because of
the specialized skills required for evaluation and diagnosis of patients treated with Soliris as well as the monitoring
required for adverse events and long-term efficacy, approval requires Soliris to be prescribed by or in consultation
with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Soliris is recommended in those who meet the following criteria:

FDA-Approved Indications

25. Atypical Hemolytic Uremic Syndrome. Approve for 1 year if the patient meets the following criteria (A and
B):
20. Patient does not have Shiga toxin E. coli related hemolytic uremic syndrome; AND
21. The medication is being prescribed by or in consultation with a nephrologist.

26. Generalized Myasthenia Gravis. Approve if the patient meets ONE of the following criteria (A or B):
B) Initial therapy: Approve for 6 months if the patient meets the following criteria (i, ii, iii, iv, v, and vi):

i. Patient is > 18 years of age; AND

ii. Patient has confirmed anti-acetylcholine receptor antibody positive generalized Myasthenia Gravis;
AND

iii. Patientis currently receiving or has tried and has contraindications, intolerance, or failed pyridostigmine;
AND

iv. Patient is currently receiving or has tried and has contraindications, intolerance, or failed two different
immunosuppressant therapies over > 1 year; AND
Note: Examples of immunosuppressant therapies tried include azathioprine, cyclosporine,
mycophenolate mofetil, methotrexate, tacrolimus, cyclophosphamide.

v. Patient has evidence of unresolved symptoms of generalized Myasthenia Gravis, such as difficulty
swallowing, difficulty breathing, or a functional disability resulting in the discontinuation of physical
activity (e.g., double vision, talking, impairment of mobility); AND

vi. The medication is being prescribed by or in consultation with a neurologist.

C) Patient currently receiving Soliris. Approve for 1 year if the patient is continuing to derive benefit from

Soliris, according to the prescriber.

Note: Examples of derived benefit include reductions in exacerbations of myasthenia gravis; improvements

in speech, swallowing, mobility, and respiratory function.

27. Neuromyelitis Optica Spectrum Disorder. Approve if the patient meets ONE of the following criteria (A or
B):
A) Initial Therapy. Approve for 1 year if the patient meets the following criteria (i, ii, iii, iv, and v):
i. Patient is > 18 years of age; AND
ii. Neuromyelitis optica spectrum disorder diagnosis was confirmed by blood serum test for anti-aquaporin-
4 antibody positive; AND
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28.

iii. Patient is currently receiving or has previously tried two of the following systemic therapies (a, b, c, or
d):
a. Azathioprine; OR
b. Corticosteroid; OR
c. Mycophenolate mofetil; OR
d. Rituximab; AND
Note: An exception to the requirement for a trial of a systemic therapy can be made if the patient
has already tried Enspryng™ (satralizumab-mwge for subcutaneous injection) or Uplizna™
(inebilizumab-cdon injection) for neuromyelitis optica spectrum disorder. Patients who have
already tried Enspryng or Uplizna for neuromyelitis optica spectrum disorder are not required to try
another systemic agent.
iv. Patient has a history of at least 1 relapse in the last 12 months or two relapses in the last 2 years; AND
v. The medication is being prescribed by or in consultation with a neurologist.
B) Patients Currently Receiving Soliris. Approve for 1 year if the patient meets the following (i, ii, iii, and iv):
i. Patient is > 18 years of age; AND
ii. Neuromyelitis optica spectrum disorder diagnosis was confirmed by blood serum test for anti-aquaporin-
4 antibody positive; AND
iii. According to the prescriber, patient has had clinical benefit from the use of Soliris; AND
Note: Examples of clinical benefit include reduction in relapse rate, reduction in symptoms
(e.g., pain, fatigue, motor function), and a slowing progression in symptoms.
iv. The medication is being prescribed by or in consultation with a neurologist.

Paroxysmal Nocturnal Hemoglobinuria. Approve if the patient meets ONE of the following (A or B):
A) |Initial therapy: Approve for 6 months if the patient meets the following criteria (i, ii, and iii):
i. Patientis > 18 years of age; AND
ii. Paroxysmal nocturnal hemoglobinuria diagnosis was confirmed by peripheral blood flow cytometry
results showing the absence or deficiency of glycosylphosphatidylinositol (GPI)-anchored proteins on at
least two cell lineages; AND
iii. The medication is being prescribed by or in consultation with a hematologist; OR
B) Patient currently receiving Soliris: Approve for 1 year if the patient is continuing to derive benefit from
Soliris, according to the prescriber.
Note: Examples of derived benefit include stabilization of hemoglobin levels, decreased transfusion
requirements or transfusion independence, reductions in hemolysis.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Soliris is not recommended in the following situations:

28. Concomitant use with a rituximab product, Enspryng™ (satralizumab-mwge), or Uplizna™
(inebilizumab-cdon injection). There is no evidence to support additive efficacy of combining Soliris
with rituximab, Enspryng or Uplizna.

29. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
New Policy -- 05/16/2018
Annual Revision No change to criteria. 05/29/2019

Selected Revision | Neuromyelitis Optica Spectrum Disorder approval Criteria were added to the FDA- 08/07/2019
approved indications section of the policy.
Annual Revision No changes to criteria. 05/27/2020
Selected Revision | Generalized Myasthenia Gravis (gMG). Examples of immunosuppressant therapies 09/09/2020
were changed to a Note. For patients currently receiving Soliris, examples of the patient
continuing to derive benefit was changed to a Note and prescribing physician was
changed to prescriber.

Paroxysmal Nocturnal Hemoglobinuria. For patients currently receiving Soliris,
examples of the patient continuing to derive benefit was changed to a Note and
prescribing physician was changed to prescriber.

Neuromyelitis Optica Spectrum Disorder. Criteria was separated into Initial Therapy
and Patients Currently Receiving Soliris. For both sections, criteria for approval
duration, age restriction, diagnosis confirmation, and specialist requirement remained the
same as before. For Initial Therapy, a Note was created to allow an exception to
previously tried systemic therapies for patients who have tried Enspryng or Uplizna.
Criteria for a history of previous relapses were added. For Patients Currently Receiving
Soliris, criteria were added to show the patient is receiving a clinical benefit from Soliris.
Concomitant use with a rituximab product, Soliris® (eculizumab injection), or
Enspryng™ (satralizumab-mwge injection) was added as a condition not
recommended for approval.

PRIOR AUTHORIZATION PoLicy

PoLicy: Complement Inhibitors — Ultomiris Prior Authorization Policy
e Ultomiris™ (ravulizumab-cwvz injection for intravenous use — Alexion)

REvVIEW DATE:  11/04/2020

OVERVIEW
Ultomiris, a complement inhibitor, is indicated for the following uses:*
e Atypical hemolytic uremic syndrome (aHUS), in adults and pediatric patients one month of age
and older.
e Paroxysmal nocturnal hemoglobinuria (PNH), in adults.

The safety and effectiveness of Ultomiris for the treatment of PNH in pediatric patients have not been established.*
PNH is a clinical diagnosis that should be confirmed with peripheral blood flow cytometry to detect the absence or
severe deficiency of glycosylphosphatidylinositol (GPI)-anchored proteins on at least two lineages.? The
recommended dosing regimen for adults with PNH consists of a weight-based loading dose (dosage range: 2,400 mg
to 3,000 mg) followed by maintenance dosing (dosage range: 3,000 mg to 3,600 mg), administered by intravenous
(IV) infusion.! Starting 2 weeks after the loading dose administration, begin maintenance doses at a once every 8-
week interval. The recommended dosing regimen for patients with aHUS consists of a weight-based loading dose
(dosage range: 600 mg to 3,000 mg) followed by maintenance dosing (dosage range: 300 mg to 3,600 mg),
administered by 1V infusion. Starting 2 weeks after the loading dose administration, begin maintenance doses at a
once every 4-week interval for patients > 5 kg to < 20 kg or at a once every 8-week interval for patients > 20 kg. For
both PNH and aHUS the dosing schedule is allowed to occasionally vary within 7 days of the scheduled infusion day
(with the exception of the first maintenance dose) but the subsequent dose should be administered according to the
original schedule.

Disease Overview
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Hemolytic uremic syndrome (HUS) is defined as the triad of non-immune hemolytic anemia, thrombocytopenia, and
acute renal failure, in which the underlying lesions are mediated by systemic thrombotic microangiopathy (TMA).4
The TMA process that characterizes HUS can be caused by a variety of things. Atypical HUS (aHUS) is a sub-type
of HUS in which TMA are the consequence of endothelial damage in the microvasculature of the kidneys and other
organs due to a dysregulation of the activity of the complement system. Various aHUS-related mutations have been
identified in genes of the complement system, which can explain approximately 60% of the aHUS cases, and a number
of mutations and polymorphisms have been functionally characterized. aHUS should be distinguished from a more
common condition referred to as typical HUS.> The two disorders have different causes and different signs and
symptoms. Unlike aHUS, the typical form is caused by infection with certain strains of Escherichia coli (E. coli)
bacteria that produce toxic substances called Shiga-like toxins. The typical form is characterized by severe diarrhea
and most often affects children < 10 years of age, and it is less likely than aHUS to involve recurrent attacks of kidney
damage that lead to end stage renal disease (ESRD). The incidence of aHUS is estimated to be 1:500,000 people/year
in the US; aHUS is approximately 10 times less common than typical HUS.

PNH is a rare disorder involving bone marrow failure that manifests with hemolytic anemia, thrombosis, and
peripheral blood cytopenias.? Due to the absence of two GPl-anchored proteins, CD55 and CD59, uncontrolled
complement activation leads to hemolysis and other PNH manifestations. GPI anchor protein deficiency is often due
to mutations in phosphatidylinositol glycan class A (PIGA), a gene involved in the first step of GPI anchor
biosynthesis. Prior to the availability of Soliris® (eculizumab injection for V) [a complement inhibitor]?, there was
no specific therapy for PNH with only supportive management in terms of the cytopenias and control of thrombotic
risk. Supportive measures used include platelet transfusion, immune suppressive therapy for patients with bone
marrow failure, use of erythropoietin for anemias, and aggressive anticoagulation. Soliris is the treatment of choice
for patients with severe manifestations of PNH. Bone marrow transplantation is the only cure for PNH but should be
reserved for patients with a suboptimal response to medication.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Ultomiris. All approvals are provided for
the duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30 days. Because
of the specialized skills required for evaluation and diagnosis of patients treated with Ultomiris as well as the
monitoring required for adverse events and long-term efficacy, approval requires Ultomiris to be prescribed by or in
consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Ultomiris is recommended in those who meet the following criteria:

FDA-Approved Indications

29. Paroxysmal Nocturnal Hemoglobinuria. Approve for the duration noted if the patient meets ONE of the
following (A or B):
B) Initial therapy: Approve Ultomiris for 6 months if the patient meets the following criteria (i, ii, and iii):
i. Patient is > 18 years of age; AND
ii. Paroxysmal nocturnal hemoglobinuria diagnosis was confirmed by peripheral blood flow cytometry
results showing the absence or deficiency of glycosylphosphatidylinositol (GPI)-anchored proteins on at
least two cell lineages; AND
iii. Ultomiris is being prescribed by or in consultation with a hematologist; OR
C) Patient currently receiving Ultomiris: Approve Ultomiris for 1 year if the patient is continuing to derive
benefit from Ultomiris, according to the prescriber.
Note: Examples of benefit from Ultomiris include stabilization of hemoglobin levels, decreased transfusion
requirements or transfusion independence, reductions in hemolysis.
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30. Atypical Hemolytic Uremic Syndrome. Approve for 1 year if the patient meets the following criteria (A and
B):
22. Patient does not have Shiga toxin E. coli related hemolytic uremic syndrome; AND
23. Ultomiris is being prescribed by or in consultation with a nephrologist.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Ultomiris is not recommended in the following situations:

30. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

106. Ultomiris™ injection [prescribing information]. New Haven, CT: Alexion Pharmaceuticals, Inc.; October 2020.

107. Brodsky RA. Paroxysmal nocturnal hemoglobinuria. Blood. 2014;124(18):2804-2811.

108. Soliris® injection [prescribing information]. New Haven, CT: Alexion Pharmaceuticals, Inc.; July 2019.

109. Campistol JM, Arias M, Ariceta G, et al. An update for atypical haemolytic uraemic syndrome: diagnosis and treatment. A
consensus document. Nefrologia. 2015;35:421-447.

110. Genetics Home Reference. Atypical hemolytic-uremic syndrome. National Institutes of Health (NIH). Awvailable at:
https://ghr.nlm.nih.gov/condition/atypical-hemolytic-uremic-syndrome#sourcesforpage. Accessed on October 26, 2020.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy -- 12/24/2018
Early Annual The condition of Atypical Hemolytic Uremic Syndrome and criteria were added to the 11/06/2019
Revision policy within the FDA-approved indications.

Annual Revision | Paroxysmal Nocturnal Hemoglobinuria. For patients currently receiving Ultomiris, 11/04/2020
the wording of “prescribing physician” was changed to “prescriber”. Also, examples of
benefit from Ultomiris were changed to a Note.

PRIOR AUTHORIZATION PoLicy

PoLicy: Compounded Select Topical Medications (topical ketamine, topical gabapentin, topical
diclofenac, topical ketoprofen, topical flurbiprofen, topical nabumetone, topical meloxicam,
topical hyaluronic acid, topical mometasone furoate, topical fluticasone propionate)

DATE REVIEWED: 05/13/2020

OVERVIEW

Compounded products are used for a variety of indications from treating pain to hormone therapy. The
compounded formulations can contain just one active drug in a base vehicle or they may contain a
combination of active drugs. Compounded medications are not Food and Drug Administration (FDA)
approved, thus the FDA has limited regulatory authority over compounding pharmacies since they are
licensed by their respective state board of pharmacy. Compounded medications also do not undergo the
rigorous drug review process to demonstrate safe and effective use in patients that all commercially
available prescription drugs must establish prior to widespread availability. Also, compounded medications
generally do not have standardized dosages and duration for use; likewise, there are no standardized
protocols to prepare each compound. For these reasons, compounded preparations are at a greater
propensity to have batch-to-batch variability and the product sterility/purity cannot be guaranteed relative
to the commercially available products.
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EFFICACY

There are very limited published controlled studies with established safety and efficacy data supporting use
of compounded medications for any condition. The available efficacy data for the targeted topical
compounds in this policy are described below.

Topical Ketamine

There are four randomized, placebo-controlled studies published assessing the use of compounded topical
ketamine for neuropathic pain. Study 1 enrolled patients (n = 208) with chemotherapy-induced peripheral
neuropathy (CIPN) and randomized them to either a placebo gel or a compounded mixture containing
baclofen 10 mg, amitriptyline 40 mg, and ketamine 20 mg in a pluronic lecithin organogel (BAK-PLO)
vehicle base.! Patients applied the gel twice daily (BID) for 4 weeks. There was a trend towards
improvement in the sensory neuropathy scale (primary endpoint) compared with placebo, though it was not
statistically significant (P = 0.053). Statistically significant improvement was noted with the motor subscale
(P =0.021). Study 2 enrolled patients (n = 92) with mixed neuropathic pain (i.e., diabetic neuropathy [n =
20/92], postherpetic neuralgia [n = 14/92], post-surgical/post-traumatic neuropathic pain [n = 58/92] with
allodynia, hyperalgesia, or pinprick hyperthesia) and evaluated the application of one of four topical
creams: topical amitriptyline 2%, topical ketamine 1%, a combination of topical amitriptyline 2% and
topical ketamine 1%, or placebo (vehicle base).? Patients applied 4 mL cream to the site of maximum pain
three times daily (TID) for 3 weeks. Pain levels at the end of the study compared with baseline were not
statistically significant between treatment groups. Study 3 evaluated the efficacy of topical ketamine 5%
cream applied TID for 4 weeks in patients (n = 17) with diabetic neuropathy.®> Seven different pain
characteristics (i.e., intensity, sharpness, cold, hot, dull, sensitive, and itchy) were measured using a pain
scale both before and after treatment. Diabetic pain measures were reduced in both treatment groups and
the placebo effect was equally as strong as ketamine 5% cream. Study 4 was a cross-over trial that assessed
the efficacy of (S)-ketamine 1% ointment or placebo applied four times daily (QID) for 15 days in patients
(n = 12) with postherpetic neuralgia.* There was a wash-out period of 7 days in-between crossover. A
numerical verbal scale was used to assess pain scores and efficacy of therapy during three different clinic
visits. There was no statistical significance in pain scores during treatments with (S)-ketamine 1% ointment
or placebo.

One small randomized, double-blind, placebo-controlled study assessed the use of compounded topical
ketamine in patients (n = 20) with complex regional pain syndrome (CRPS).> CRPS has been described as
a challenging pain syndrome usually starting after a trauma or surgery.® CRPS can be classified into two
types: patients with CRPS type 1 do not have demonstrable nerve lesions and type 2 is based on objective
nerve damage, most commonly caused by severe trauma. CRPS type 1 has also been recognized as a
chronic neuropathic pain syndrome that typically develops in an extremity after tissue trauma. The above
mentioned study® concluded that topical ketamine did not lead to pain reduction in patients with CRPS, but
it did reduce allodynia to brushing.

Topical Gabapentin
There are no published data available with the use of compounded topical gabapentin for neuropathic pain.

The only published trial available is a retrospective study assessing the use of topical gabapentin 2% to 6%
cream in women (n = 51) with vulvodynia (chronic, unexplained vulvar pain or discomfort, characterized
by burning, stinging, irritation or rawness).” After a minimum of 8 weeks of therapy with application of
gabapentin cream TID, about 80% of the patients demonstrated at least a 50% improvement in their pain
scores. The British Society for the Study of Vulval Diseases guidelines (2010) for the management of
vulvodynia do not list topical gabapentin as a therapeutic choice (oral gabapentin is considered an option).8
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Topical Hyaluronic Acid Sodium Salt

Hyaluronic acid is a naturally occurring polysaccharide that is widely distributed in various body tissues.®
Sodium hyaluronate and other derivatives are used for a variety of conditions, such as osteoarthritis (OA),
and as surgical aid in ophthalmic procedures. It is available commercially as FDA-approved products in
various dosage forms: as intra-articular injections (e.g., Synvisc®) for the treatment of knee OA; as
ophthalmic solution for irrigation (e.g., Vitrax®); and as topical spray, cream, and gel products for use in
wound care (e.g., Hylase® wound gel, Bionect® topical gel, cream, spray). There are also multiple
hyaluronic acid products available as intradermal injectable gel for use as wrinkle fillers in cosmetic
procedures (e.g., Juvederm® XC). Most of the hyaluronic acid products were approved as devices by the
FDA.

There are limited published data available with the use of compounded topical hyaluronic acid as vaginal
suppositories for the treatment of vaginal atrophy in postmenopausal women.%* If over-the-counter
(OTC) vaginal moisturizers were ineffective as initial treatment, prescription vaginal estrogen therapy is
the recommended first-line agent for the treatment of symptomatic vaginal atrophy.®

Topical Corticosteroids — Fluticasone Propionate, Mometasone Furoate

Fluticasone propionate and mometasone furoate are corticosteroids which are used intranasally for the
treatment of allergic and non-allergic rhinitis, by oral inhalation for the treatment of asthma and/or chronic
obstructive pulmonary disease (COPD), and as topical preparations for the treatment of inflammatory and
pruritic types of dermatoses and psoriasis.® These two corticosteroids are available as FDA-approved,
commercial products in the following strengths and dosage form: fluticasone propionate 0.05% cream,
lotion, and as 0.005% ointment; mometasone furoate 0.1% cream, lotion, and ointment.

There are no published clinical trial data available for the use of compounded topical formulations of
fluticasone propionate or mometasone furoate either alone or in combination with other products for the
treatment of skin conditions. One small open-label study (n = 23) evaluated the use of intranasal irrigation
of fluticasone propionate in post-endoscopic sinus surgery patients with chronic rhinosinusitis.** The main
intent of this study was to assess the effects of fluticasone on adrenal function (whether or not it was
suppressed) and its effect on intraocular pressure (IOP). The irrigation solution was prepared by emptying
a 3-mg capsule of fluticasone propionate (provided by a compounding pharmacy) into 240 mL isotonic
saline solution (available OTC as Sinus Rinse™ saline rinse kit) and used twice daily for 6 weeks. There
were no significant changes with fluticasone irrigation use in measured salivary cortisol levels or I0P after
6 weeks. No other efficacy data are noted in this study.

Topical Non-Steroidal Anti-inflammatory Drugs (NSAIDs)

The other compounded topical drugs targeted in this policy — topical diclofenac, ketoprofen, flurbiprofen,
meloxicam, and nabumetone — all belong to the NSAID drug class. These agents are generally used for the
treatment of pain (e.g., OA, musculoskeletal pain). There are several topical NSAID formulations that are
FDA-approved and commercially available. Topical diclofenac is commercially available as Solaraze® 3%
gel, Voltaren® 1% gel, Pennsaid® 1.5% topical solution, Voltaren® 0.1% ophthalmic solution, and as
Flector® 1.3% topical patch.?* Voltaren gel is indicated for the treatment of OA in knees and hands, and
Pennsaid is indicated for the treatment of OA of the knees.’®® Topical flurbiprofen is commercially
available as Ocufen® 0.03% ophthalmic solution and it is indicated for the treatment of intraoperative
miosis.??> The American College of Rheumatology (ACR) guidelines (2012) for hand, hip, and knee OA
recommend topical NSAIDs for the treatment of hand and knee OA.?® It is important to note that these
guidelines are only referring to FDA-approved topical NSAIDs, as literature searches were limited to only
commercially available NSAID formulations in the US and Canada.
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PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of the following compounded topical
medications:  ketamine, gabapentin, diclofenac, ketoprofen, flurbiprofen, meloxicam, nabumetone,
hyaluronic acid derivatives, mometasone furoate, and fluticasone propionate. Due to the lack of robust
clinical efficacy and safety data, in addition to the lack of standardized dosages and formulations, approval
is not recommended for any condition for these non-FDA-approved topical compounded formulations of
ketamine, gabapentin, diclofenac, ketoprofen, flurbiprofen, meloxicam, nabumetone, hyaluronic acid
derivatives, mometasone furoate, and fluticasone propionate (either alone or in combination with other
medications).

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
None.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL

Compounded topical formulations of ketamine, gabapentin, diclofenac, ketoprofen, flurbiprofen,
meloxicam, nabumetone, hyaluronic acid derivatives, mometasone furoate, and fluticasone propionate
(either alone or in combination with other medications) have not been shown to be effective or there are
limited or preliminary data that are not supportive of general approval for the following conditions.
Rationale for non-coverage for these specific conditions is provided below. (Note: This is not an exhaustive
list of Conditions Not Recommended for Approval.)

Topical Ketamine

83.

84.

Neuropathic Pain. There are published data available from four randomized, placebo-controlled
studies assessing the efficacy of compounded topical ketamine, either alone or in combination with
other agents (e.g., amitriptyline, baclofen) for the treatment of various types of neuropathic pain (e.g.,
peripheral neuropathy, diabetic neuropathy).* In summary, three of the four studies did not show any
statistically significant efficacy differences compared with placebo. One study showed a trend towards
improvement compared with placebo in patients with CIPN.! All of the other published data with
topical ketamine use for neuropathic pain are based on case reports, open-label studies, or pilot studies.

Complex regional pain syndrome (CRPS). There are very limited published efficacy data available
with topical ketamine for the treatment of CRPS. One small double-blind, placebo-controlled study
assessed the efficacy of ketamine 10% cream in patients (n = 20) with CRPS type 1 (n = 18/20) and
type 2 (n = 2/20) on two separate occassions.> The primary aim was to determine whether topical
ketamine inhibited sensory disturbances in the symptomatic limb of patients. Topical ketamine did
not lead to pain reduction, but allodynia to brushing the skin was reduced. Most of the other published
evidence for topical ketamine use for CRPS is based on case reports.

Topical Gabapentin

1.

Neuropathic Pain. There are no published efficacy or safety data available with compounded topical
formulations of gabapentin either alone or in combination with other drugs for use in neuropathic pain.

Complex regional pain syndrome (CRPS). There are no published efficacy or safety data available
with topical gabapentin use for the treatment of CRPS.

Vulvodynia. There is one retrospective study that assessed the efficacy of topical gabapentin 2% to
6% in women (n = 51) with vulvodynia.” Though topical gabapentin was effective in reducing pain
in about 80% of women, these data are limited by small sample size and study design. Large
randomized trials are needed to establish the efficacy of topical gabapentin for vulvodynia.

Topical NSAIDs (diclofenac, ketoprofen, flurbiprofen, nabumetone, and meloxicam)

1.

Arthritis (e.g., osteoarthritis [OA], rheumatoid arthritis [RA]). There are no published data
available with the use of compounded, non-FDA approved topical formulations of NSAIDs such as
topical diclofenac, topical ketoprofen, topical meloxicam, topical nabumetone, or topical flurbiprofen,
either alone or in combination with other agents for the treatment of arthritis, such as OA. FDA-
approved, commercially available topical NSAIDs such as Voltaren 1% gel, and Pennsaid 1.5%
topical solution are indicated for the treatment of OA and have substantial efficacy and safety data
supporting their use.1>!* With the availability of effective and safe FDA-approved topical NSAIDs,
the use of other compounded topical NSAIDs with no established efficacy and safety data is not
recommended.

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 233

Topical Fluticasone Propionate and Mometasone Furoate

1.

Use in various types of skin conditions (e.g., dermatitis, wound care). There are very limited to
no published efficacy or safety data available with non-FDA approved, compounded formulations of
fluticasone and mometasone for the treatment of skin conditions.

Cosmetic Use (e.g., scar therapy, for minimizing stretch marks). Cosmetic use is excluded from
coverage in a typical pharmacy benefit.

Use as Intranasal Irrigation Solution for Chronic Rhinosinusitis. One small study (n = 23)
assessed the use of fluticasone propionate 3 mg in 240 mL saline, as irrigation solution twice daily in
patients with chronic rhinosinusitis who had undergone sinus surgery.'® The study mainly assessed
for the effects of fluticasone on salivary cortisol levels and ocular changes. There are no other
published efficacy or safety data with the use of corticosteroids in irrigation solutions.

Topical Hyaluronic Acid Derivatives

1. Vaginal Atrophy. Limited data are available with the use of hyaluronic acid derivatives in
combination with other agents (e.g., vitamin E) for the treatment of vaginal atrophy;'%* however,
vaginal estrogen therapies are the recommended first-line agents for the treatment of symptomatic
vaginal atrophy.®

2. Osteoarthritis (OA). There are no published efficacy data available to support the use of
non-FDA -approved, compounded formulations of hyaluronic acid and its derivatives for use in any
OA or other pain-related conditions. Hyaluronic acid intra-articular injections (e.g., Synvisc) are
available as FDA-approved products for the treatment of OA of the knee.®

3. Use in Any Other Medical Condition, Including, But Not Limited to Ophthalmic Procedures
and Wound Care. There are no published efficacy data available to support the use of
non-FDA- approved, compounded formulations of hyaluronic acid and its derivatives for use in any
medical condition.

4. Cosmetic Use (e.g., treatment of frown lines). Cosmetic use is excluded from coverage in a typical
pharmacy benefit.

REFERENCES

1. Barton DL, Wos EJ, Qin R, et al. A double-blind, placebo-controlled trial of a topical treatment for chemotherapy-induced
peripheral neuropathy: NCCTG trial NO6CA. Support Care Cancer. 2011;19:833-841.

2. Lynch ME, Clark AJ, Sawynok J, et al. Topical 2% amitriptyline and 1% ketamine in neuropathic pain syndromes.
Anesthesiology. 2005;103:140-146.

3. Mahoney JM, Vardaxis V, Moore JL, et al. Topical ketamine cream in the treatment of painful diabetic neuropathy. A
randomized, placebo-controlled, double-blind initial study. J Am Podiatr Med Assoc. 2012;102:178-183.

4. Moreira de Barros GA, Braz AM, Borges MA, et al. Topical (S)-ketamine for pain management of postherpetic neuralgia.
Communication. An Bras Dermatol. 2012;87:504-506.

5. Finch PM, Knudsen L, Drummond PD. Reduction of allodynia in patients with complex regional pain syndrome: a double-
blind placebo-controlled trial of topical ketamine. Pain. 2009;146:18-25.

6. Kopsky DJ, Keppel Hesselink JM. Multimodal stepped care approach involving topical analgesics for severe intractable
neuropathic pain in CRPS type 1: A case report. Case Rep Med. 2011 [Published online October 17, 2011].

7. Boardman LA, Cooper AS, Blais LR, et al. Topical gabapentin in the treatment of localized and generalized vulvodynia.
Obstet Gynecol. 2008;112:579-585.

8. Mandal D, Nunns D, Byrne M, et al. Guidelines for the management of vulvodynia. Br J Dermatol. 2010;162:1180-1185.

9. Clinical Pharmacology [database online]. Tampa, FL: Gold Standard, Inc.; 2014. Available at

http://www.clinicalpharmacology-ip.com/Default.aspx. Accessed on February 11, 2014. Search term: hyaluronic,
fluticasone, mometasone.

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.


http://www.clinicalpharmacology-ip.com/Default.aspx

ESI PA Policies
Page 234

10. Constantino D, Guaraldi C. Effectiveness and safety of vaginal suppositories for the treatment of the vaginal atrophy in
postmenopausal women: an open, non-controlled clinical trial. Eur Rev Med Pharmacol Sci. 2008;12:411-416.

11. Ziagham S, Abbaspoor Z, Abbaspour M. Effect of hyaluronic acid and vitamin E vaginal tablets on atrophic vaginitis: a
randomized controlled trial. Afr J Pharm Pharmacol. 2012;6:3124-3129.

12.  Ekin M, Yasar L, Savan K, et al. The comparison of hyaluronic acid vaginal tablets with estradiol vaginal tablets in the
treatment of atrophic vaginitis: a randomized controlled trial. Arch Gynecol Obstet. 2011;283:539-543.

13. Stute P. Is vaginal hyaluronic acid as effective as vaginal estriol for vaginal dryness relief? Arch Gynecol Obstet.
2013;288:1199-1201.

14.  Morali G, Polatti F, Metelitsa EN, et al. Open, non-controlled clinical studies to assess the efficacy and safety of a medical
device in form of gel topically and intravaginally used in postmenopausal women with genital atrophy.
Arzneimittelforschung. 2006;56:230-238.

15.  North American Menopause Society. Management of symptomatic vulvovaginal atrophy: 2013 position statement of The
North American Menopause Society. Menopause. 2013;20(9):888-902.

16. Man LX, Farhood Z, Luong A, et al. The effect of intranasal fluticasone propionate irrigations on salivary cortisol,
intraocular pressure, and posterior subcapsular cataracts in postsurgical chronic rhinosinusitis patients. Int Forum Allergy
Rhinol. 2013;3:953-957

17. Solaraze® 3% gel [prescribing information]. Melville, NY: PharmaDerm A division of Fougera Pharmaceuticals Inc.;
December 2012.

18.  Voltaren® 1% gel [prescribing information]. Chatts Ford, PA: Endo Pharmaceuticals Inc.; October 2009.

19. Pennsaid® 1.5% topical solution [prescribing information]. Hazelwood, MO: Mallincrodt Brand Pharmaceuticals; January
2010.

20.  Flector® patch [prescribing information]. Bristol, TN: King Pharmaceuticals Inc.; December 2012.

21.  Voltaren Ophthalmic® 0.1% solution [prescribing information]. Fort Worth, TX: Alcon Laboratories, Inc.; October 2012.

22.  Ocufen® 0.03% ophthalmic solution [prescribing information]. Irvine, CA: Allergan, Inc.; July 2012.

23.  Hochberg MC, Altman RD, April KT, et al. American College of Rheumatology 2012 recommendations for the use of
nonpharmacologic and pharmacologic therapies in osteoarthritis of the hand, hip, and knee. Arthritis Care Res (Hoboken).
2012;64:465-474.

HISTORY
Type of Revision Summary of Changes” Date Reviewed
Integrated policy New policy 05/29/2013
Early Annual Added compounded topical meloxicam, nabumetone, hyaluronic 03/05/2014
revision acid, fluticasone propionate, and mometasone furoate to policy.
Annual revision No criteria changes 03/18/2015
Annual revision No criteria changes 03/30/2016
Annual revision No criteria changes 04/05/2017
Annual revision No criteria changes 04/11/2018
Annual revision No criteria changes 04/17/2019
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PRIOR AUTHORIZATION PoLICY
PoLicy: Contraceptives — Phexxi Prior Authorization Policy

e Phexxi™ (lactic acid, citric acid, and potassium bitartrate vaginal gel — EvoFem
Biosciences, Inc.)

REVIEW DATE:  11/04/2020

OVERVIEW

Phexxi is indicated for the prevention of pregnancy in females of reproductive potential for use as an on-
demand method of contraception.! Limitation of Use: Phexxi is not effective for the prevention of
pregnancy when administered after intercourse.
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Phexxi contains lactic acid, citric acid, and potassium bitartrate; in vitro studies show that a pH lowering
effect and sperm motility reduction contribute to the activity of the product in the vagina.! Phexxi has been
previously known under multiple names, such as Amphora, Acidform, and was historically available as an
over-the-counter (OTC) personal lubricant.? The recommended dose of Phexxi is one pre-filled applicator
(5 grams) vaginally administered immediately before or up to one hour before each act of vaginal
intercourse.! If more than one act of vaginal intercourse occurs within one hour, an additional dose must
be used.

POLICY STATEMENT
Prior Authorization is recommended for prescription benefit coverage of Phexxi. All approvals are provided for the
duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30 days.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Phexxi is recommended in those who meet the following criteria:

FDA-Approved Indications

32. Prevention of Pregnancy. Approve for 6 months if the patient has tried THREE other barrier methods
of contraception (i.e., diaphragms, condoms, spermicides, or sponges).

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Phexxi is not recommended in the following situations:

31. As a Personal Lubricant. The ingredients in Phexxi were previously available and marketed as an
OTC personal lubricant.2 Phexxi is currently only indicated for prevention of pregnancy.*

32. Acute Episodes of Bacterial VVaginosis. Low vaginal pH may provide a measure of protection against
specific organisms.? In a pilot clinical study comparing Acidform gel with metronidazole gel for the
treatment of symptomatic bacterial vaginosis, Acidform gel was significantly less effective.?

33. For Protection Against Human Immunodeficiency Virus (HIV) or any other Sexually
Transmitted Infections. Per Phexxi labeling, it does not protect against HIV infection and other
sexually transmitted infections.!

34. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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| New Policy | - | 11/04/2020 |
PRIOR AUTHORIZATION POLICY

PoLicy: Coronavirus Disease — VVeklury Prior Authorization Policy

e Veklury® (remdesivir injection — Gilead Sciences, Inc.)

REVIEW DATE:  11/04/2020

OVERVIEW

Veklury, a severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) nucleotide analog RNA
polymerase inhibitor, is indicated for the treatment of coronavirus disease 19 (COVID-19) in patients >
12 years of age and weighing > 40 kg, who require hospitalization.

Guidelines

The Infectious Disease Society of America (IDSA) and the National Institutes of Health (NIH) have developed
treatment guidelines for the management of COVID-19 and each address the use of Veklury.2® Both the IDSA and
NIH guidelines recommend Veklury for hospitalized patients with COVID-19 who require supplemental oxygen. For
patients receiving supplemental oxygen, Veklury is recommended for 5 days of treatment, and patients receiving
invasive mechanical ventilation or extracorporeal membrane oxygenation should be treated with Veklury for 10 days.

POLICY STATEMENT
Prior Authorization is recommended for prescription benefit coverage of Veklury. All approvals are provided for the
duration noted below. All reviews will be forwarded to the Medical Director for evaluation.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Veklury is recommended in those who meet the following criteria:

FDA-Approved Indications

33. Coronavirus Disease 2019 (COVID-19), Treatment. Approve for 10 days if the patient meets the
following criteria (A, B, and C):
A) Patient is > 12 years of age; AND
B) Patient has tested positive for the severe acute respiratory syndrome coronavirus 2 (SARS-CoV-
2); AND
C) Patient is being treated in a hospital.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Veklury is not recommended in the following situations:

35. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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PoLicy: Crysvita Prior Authorization Policy

e Crysvita® (burosumab-twza injection, subcutaneous use — Ultragenyx)

REVIEW DATE: 05/27/2020; selected revision 07/22/2020

OVERVIEW
Crysvita, a fibroblast growth factor 23 (FGF23) blocking antibody, is indicated for*:
e X-linked hypophosphatemia in patients > 6 months of age.
e Tumor-induced osteomalacia, for treatment of FGF-related hypophosphatemia associated with
phosphaturic mesenchymal tumors that cannot be curatively resected or localized in patients > 2
years of age.

Disease Overview

X-Linked Hypophosphatemia

X-linked hypophosphatemia is a condition that is believed to result from an inactivating genetic mutation
in phosphate regulating endopeptidase on the X chromosome (PHEX).%* This mutation leads to increased
levels of FGF23, which increases phosphate excretion and abnormal vitamin D metabolism, ultimately
leading to hypophosphatemic rickets.?® Pediatric patients (usually < 2 years of age) usually present with
bowing deformities of the lower extremities and short stature. In adults, symptoms include calcification of
tendons, ligaments, and joint capsules, joint pain, impaired mobility, spontaneous dental abscesses, stress
fractures, and sensorineural hearing loss. The X-linked hypophosphatemia diagnosis can be established in
patients with a low serum phosphate concentration, a reduced tubular resorption of phosphate corrected for
glomerular filtration rate (TmP/GFR), an inappropriate calcitriol level for the severity of
hypophosphatemia, and/or by identification on molecular genetic testing of a hemizygous PHEX
pathogenic variant in a male patient or a heterozygous PHEX pathogenic variant in a female patient.
Genetic testing is estimated to identify mutations in the PHEX gene in approximately 70% of patients with
hypophosphatemic rickets and 85% to 90% of patients who have familial hypophosphatemic rickets.®

Tumor-Induced Osteomalacia

Tumor-induced osteomalacia is an extremely rare condition caused by tumors that produce the phosphaturic
hormone FGF23.” Elevated FGF23 causes renal phosphate wasting, which ultimately leads to
hypophosphatemia, rickets, and osteomalacia. Tumor-induced osteomalacia is generally caused by small,
slow-growing, benign phosphaturic mesenchymal tumors; complete resection of the tumor results in cure.
However, in some cases, locating the tumor is not possible or the tumor may be inoperable. Patients usually
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present in adulthood with symptoms of fatigue, muscle weakness, and pain.2 They may also experience
decreased bone mineral density and frequent fractures. Current treatment of patients with inoperable or
unidentifiable tumors has been phosphate supplementation and active vitamin D.

Clinical Efficacy

X-Linked Hypophosphatemia

The efficacy of Crysvita for the treatment of X-linked hypophosphatemia was evaluated in several clinical
in pediatric and adult patients with X-linked hypophosphatemia.* Eligible patients had baseline serum
phosphorus levels less than the lower limit of normal for age.»*!' Across the studies, Crysvita was found
to increase mean serum phosphorus levels significantly from baseline. Radiographic improvements and
healing of fractures/pseudofractures were also observed. In a single-arm extension of the adult study,
normalization of serum phosphorous was maintained during an additional 24 weeks of Crysvita therapy.!2
Improvements in healing of fractures/pseudofractures were also observed. One additional study compared
Crysvita with conventional therapy in patients 1 to 12 years of age with X-linked hypophosphatemia.’?
Following 64 weeks of therapy, patients receiving Crysvita had demonstrated a significantly greater
improvement in the Radiographic Global Impression of Change global score compared with the
conventional therapy group.

Tumor-Induced Osteomalacia

Two studies evaluated the efficacy of Crysvita in patients with tumor-induced osteomalacia.** Eligible
patients were adults with a confirmed diagnosis of FGF-23-related hypophosphatemia produced by an
underlying tumor that was not amenable to surgical excision or could not be located. In addition to low
baseline serum phosphorus, patients were also required to have a low tubular reabsorption of phosphate
corrected for glomerular filtration rate (TmP/GFR) and a high FGF23 level. The vast majority of patients
had previously received phosphate and active vitamin D therapy. Crysvita was found to increase the mean
serum phosphorus level from baseline through Week 24 (Month 6) when levels stabilized. These increases
were sustained near or above the lower limit of normal through Week 144,

Guidelines

X-Linked Hypophosphatemia

In 2019, an expert panel published Clinical Practice Recommendations for the Diagnosis and Management
of X-linked hypophosphatemia.®®* This document recommends treatment with oral phosphate and active
vitamin D (e.g., calcitriol) for symptomatic adults with X-linked hypophosphatemia. Crysvita therapy
should be considered for the treatment of adults with X-linked hypophosphatemia with the following
features: persistent bone/joint pain due to X-linked hypophosphatemia and/or osteomalacia that limits daily
activities; pseudofractures or osteomalacia-related fractures; and insufficient response or refractory to oral
phosphate and active vitamin D. If patients experience complications related to oral phosphate and active
vitamin D, Crysvita is recommended as well.

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Crysvita. Because of the
specialized skills required for evaluation and diagnosis of patients treated with Crysvita as well as the
monitoring required for adverse events and long-term efficacy, approval requires Crysvita to be prescribed
by or in consultation with a physician who specializes in the condition being treated. All approvals are
provided for the duration noted below.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Crysvita is recommended in those who meet the following criteria:

FDA-Approved Indication

1. X-Linked Hypophosphatemia. Approve Crysvita for the duration noted if the patient meets ONE of
the following criteria (A or B):
A) Initial Therapy. Approve for 1 year if the patient meets ALL of the following criteria (i, ii, iii, and
iv):
i. Patient has had a baseline (prior to any X-linked hypophosphatemia treatment) serum
phosphorus level that was below the normal range for age; AND

Note:  Examples of X-linked hypophosphatemia treatment include Crysvita, oral

phosphate/vitamin D therapy.

ii. Patient meets ONE of the following (a or b):

a) Patient has had a baseline (prior to any X-linked hypophosphatemia treatment) tubular
reabsorption of phosphate corrected for glomerular filtration rate (TmP/GFR) that was
below the normal range for age and gender; OR
Note: Examples of X-linked hypophosphatemia treatment include Crysvita, oral
phosphate/vitamin D therapy.

b) Patient has had a genetic test confirming the diagnosis of X-linked hypophosphatemia via
identification of a PHEX mutation; AND

iii. Ifthe patient is > 18 years of age, the patient meets BOTH of the following (a and b):

a) Per the prescriber, the patient is currently exhibiting one or more signs or symptoms of X-
linked hypophosphatemia; AND
Note: Examples of signs and symptoms of X-linked hypophosphatemia in patients > 18
years of age include fractures/pseudofractures, bone and joint pain, muscle weakness, and
impaired mobility.

b) Patient meets ONE of the following (1 or 2):

a) Patient has tried oral phosphate and calcitriol therapy; OR

b) Per the prescriber the patient has a contraindication to oral phosphate therapy, calcitriol

therapy, or both; AND
iv. The medication is prescribed by or in consultation with an endocrinologist or nephrologist.
B) Patient is Currently Receiving Crysvita. Approve for 1 year if the patient is continuing to derive

benefit from Crysvita as determined by the prescriber.
Note: Examples of a response to Crysvita therapy are increased phosphorus levels, radiographic
improvement in deformities, healing of fractures/pseudofractures, reduction in the incidence of new
fractures/pseudofractures.

2. Tumor-Induced Osteomalacia. Approve Crysvita for the duration noted if the patient meets ONE of
the following criteria (A or B):
A) Initial Therapy. Approve for 6 months if the patient meets ALL of the following criteria (i, ii, iii,
iv, v, vi and vii):
i. Patient is > 2 years of age; AND
ii. Patient has a mesenchymal tumor that cannot be curatively resected or identified/localized,;
AND
iii. Per the prescriber, the patient is currently exhibiting one or more signs or symptoms of tumor-
induced osteomalacia; AND
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Note: Examples of signs and symptoms of tumor-induced osteomalacia include bone pain,
impaired mobility, muscle weakness, and fatigue.

iv. Patient has had a baseline (prior to any tumor-induced osteomalacia treatment) serum
phosphorus level that was below the normal range for age; AND
Note:  Examples of tumor-induced osteomalacia treatment include Crysvita, oral
phosphate/vitamin D therapy.

v. Patient has had a baseline (prior to any tumor induced osteomalacia treatment) tubular
reabsorption of phosphate corrected for glomerular filtration rate (TmP/GFR) that was below
the normal range for age and gender; AND
Note:  Examples of tumor-induced osteomalacia treatment include Crysvita, oral
phosphate/vitamin D therapy.

vi. Patient meets ONE of the following (a or b):

a) Patient has tried oral phosphate and calcitriol therapy; OR
b) Per the prescriber the patient has a contraindication to oral phosphate therapy, calcitriol
therapy, or both; AND

vii. The medication is prescribed by or in consultation with an endocrinologist or nephrologist.

B) Patient is Currently Receiving Crysvita. Approve for 1 year if the patient is continuing to derive
benefit from Crysvita as determined by the prescriber.

Note: Examples of a response to Crysvita therapy are increased phosphorus levels, decreased

symptoms of bone pain and/or muscle weakness, and increased mobility.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Crysvita is not recommended in the following situations:

1. Chronic Kidney Disease, Severe Renal Impairment or End Stage Renal Disease. Crysvita is
contraindicated in patients with severe renal impairment or end stage renal disease.! These patients
often have abnormal mineral metabolism which may be associated with FGF23. However, Crysvita
has not been studied for the treatment of patients with chronic kidney disease who have elevations of
FGF23 impacting phosphate regulation.*®

2. Epidermal Nevus Syndrome. More data are necessary to establish the efficacy and safety of Crysvita
in patients with epidermal nevus syndrome. A Phase Il single-arm, open-label, dose-finding study
(unpublished) included 16 adults with tumor induced osteomalacia (n = 15) or epidermal nevus
syndrome (n = 1) with hypophosphatemia and an elevated FGF23.1° Crysvita administered every 4
weeks improved mean serum phosphorus levels and increased markers of bone turnover (as measured
by biopsy) at Weeks 16 and 24.

3. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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New Policy

04/25/2018

Annual Revision

X-Linked Hypophosphatemia: Added criteria for patients currently receiving
Crysvita to approve if the patient is continuing to derive benefit from Crysvita as
determined by the prescribing physician. Changed approval duration from 3 years
to 1 year.

05/15/2019

Selected Revision

X-Linked Hypophosphatemia: Added criteria to allow for genetic confirmation
of X-linked hypophosphatemia.

08/14/2019

Update

Date: 10/02/2019
No criteria changes. Updated overview to reflect expanded age indication.

NA

Annual Revision

X-Linked Hypophosphatemia: Added criteria to require patients > 18 years of
age to have one or more signs or symptoms of X-linked hypophosphatemia per the
prescriber and to have tried oral phosphate and calcitriol therapy (or per the
prescriber have a contraindication to one or both of these therapies). Wording in
reference to “according to the prescribing physician” was changed to “according
to the prescriber”.

05/27/2020

Selected Revision

Tumor-Induced Osteomalacia: Added new approval criteria for this indication
which include an age requirement, involvement of a specialist, the presence of
signs/symptoms of tumor-induced osteomalacia, low serum phosphorus, low
tubular resorption of phosphate corrected for glomerular filtration rate, and
previous phosphate and calcitriol therapy.
Conditions Not Recommended for Approval:
Osteomalacia”.

Removed “Tumor-Induced

07/22/2020

PoLicy:

DATE REVIEWED:

OVERVIEW

Isturisa, a cortisol synthesis inhibitor, is indicated for the treatment of patients > 18 years of age with Cushing’s disease
for whom pituitary surgery is not an option or has not been curative.® Isturisa inhibits cytochrome 11beta-hydroxylase,

PRIOR AUTHORIZATION PoLICY

Cushing’s — Isturisa® (osilodrostat tablets — Recordati Rare Diseases)

05/27/2020
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the enzyme responsible for the final step of cortisol biosynthesis in the adrenal gland. The recommended initial dose
is 2 mg administered orally twice daily, with or without food. The maintenance dosage of Isturisa is individualized
and determined by titration based on cortisol levels and patient’s signs and symptoms. Titrate the dosage by 1 to 2
mg twice daily, no more frequently than every 2 weeks based on the rate of cortisol changes (elevated 24-hour urine
free cortisol levels above upper normal limit). The maximum recommended maintenance dosage of Isturisa is 30 mg
twice daily.

Disease Overview

Cushing's syndrome refers to the general state of excessive levels of cortisol (hypercortisolism) in the blood.??
Hypercortisolism can occur for reasons that are either endogenous or exogenous in nature (e.g., Cushing’s disease,
cortisol-containing medications, adrenal gland tumor, certain cancers). The incidence of endogenous Cushing’s
syndrome is dependent on the population studied, ranging from 0.7 to 2.4 cases per million population per year and is
more common in women than men. Endogenous Cushing’s syndrome can be divided into adrenocorticotropic
hormone (ACTH) -dependent and ACTH-independent with the majority of cases as ACTH-dependent (80%).
Cushing’s disease (hypercortisolism caused by pituitary adenomas) is the most common type of ACTH-dependent
Cushing’s syndrome (70%). Other ACTH-dependent causes include ectopic ACTH secretion by a benign or malignant
tumor (10%) or rarely ectopic corticotropin-releasing hormone secretion by a tumor. ACTH-independent causes of
Cushing’s syndrome include adrenal adenoma (10%), adrenal carcinoma (5%), adrenal hyperplasia (1% to 2%),
McCune Albright syndrome (1% to 2%) and primary pigmented medullar adrenal disease, including Carney complex
(1% to 2%). Patients with Cushing’s syndrome exhibit a variety of signs and symptoms such as high blood pressure,
diabetes, loss of libido, menstrual disorders, weight gain, hirsutism, acne, easy bruising, purplish skin striae,
osteoporosis, muscle weakness, depression, and cognitive impairment as a result of prolonged and inappropriately
high exposure of tissue to glucocorticoids. In patients with persistent hypercortisolism, Cushing’s syndrome is
accompanied by a higher mortality compared to the general population (3.8 to 5 times greater) due to vascular and
metabolic comorbidities; therefore, early disease detection is important.

The role of drug therapy in patients with Cushing’s syndrome is generally adjunctive and may help to improve the
medical status of patients in preparation for surgery, and to control severe hypercortisolism in patients who are acutely
ill, or in patients awaiting the effects of radiotherapy.®® Drug therapies act at the hypothalamic-pituitary level and
decrease ACTH secretion (e.g., Signifor® [pasireotide injection for subcutaneous use], Signifor® LAR [pasireotide
injection for intramuscular use], bromocriptine), at the adrenal level and inhibit cortisol synthesis (steroidgenesis
inhibitors [e.g., ketoconazole, Metopirone® {metyrapone capsules}, Lysodren® {mitotane tablets}, etomidate]), or at
the peripheral level by competing with cortisol (Korlym® [mifepristone tablets]).3¢ Pituitary-directed medical
treatments are suggested in patients with Cushing’s disease who are not surgical candidates or have persistent disease
after surgery.” Korlym is indicated to control hyperglycemia secondary to hypercortisolism in adult patients with
endogenous Cushing's syndrome who have type 2 diabetes mellitus or glucose intolerance and have failed surgery or
are not candidates for surgery.®

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Isturisa. All approvals are provided for the
duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated with
Isturisa as well as the monitoring required for adverse events and long-term efficacy, approval requires Isturisa to be
prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Isturisa is recommended in those who meet the following criteria:

FDA-Approved Indications

31. Cushing’s Disease. Approve for 1 year if the patient meets the following criteria (A, B, and C):
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A) Patient is > 18 years of age; AND

B) Isturisa is prescribed by or in consultation with an endocrinologist or a physician who specializes
in the treatment of Cushing’s disease; AND

C) According to the prescriber, the patient is not a candidate for surgery or surgery has not been
curative.
Note: For patients with endogenous Cushing’s syndrome awaiting surgery or therapeutic response
after radiotherapy, see Other Uses with Supportive Evidence.

Other Uses with Supportive Evidence

32. Endogenous Cushing’s Syndrome. Approve for 1 year if the patient meets the following criteria (A,

B, C, and D):

A) Patient is > 18 years of age; AND

B) Isturisa is prescribed by or in consultation with an endocrinologist or a physician who specializes in the
treatment of endogenous Cushing’s syndrome; AND

C) According to the prescriber, the patient is not a candidate for surgery or surgery has not been curative.
Note: For patients with endogenous Cushing’s syndrome awaiting surgery or therapeutic response after
radiotherapy, see Other Uses with Supportive Evidence.

D) The patient meets one of the following (i or ii):

i. The patient has tried one of ketoconazole tablets, Korlym® (mifepristone tablets), Metopirone®
(metyrapone capsules), Lysodren® (mitotane tablets), Signifor® (pasireotide injection for subcutaneous
use), or Signifor® LAR (pasireotide injection for intramuscular use) for the treatment of endogenous
Cushing’s syndrome; OR

ii. The patient is currently receiving Isturisa.
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3. Endogenous Cushing’s Syndrome — Patients Awaiting Surgery. Approve for 4 months if the patient meets
the following criteria (A and B):
A) Patient is > 18 years of age; AND
B) Isturisa is prescribed by or in consultation with an endocrinologist or a physician who specializes in the
treatment of Cushing’s syndrome.

4. Endogenous Cushing’s Syndrome — Patients Awaiting Therapeutic Response After Radiotherapy. Approve
for 4 months if the patient meets the following criteria (A and B):
A) Patient is > 18 years of age; AND
B) Isturisa is prescribed by or in consultation with an endocrinologist or a physician who specializes in the
treatment of Cushing’s syndrome.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Isturisa not been shown to be effective, or there are limited or preliminary data or potential safety concerns that are
not supportive of general approval for the following conditions. Rationale for non-coverage for these specific
conditions is provided below. (Note: This is not an exhaustive list of Conditions Not Recommended for Approval.)

36. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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9. Tritos NA, Biller BM. Advances in medical therapies for Cushing's syndrome. Discov Med. 2012;13(69):171-179.
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12. Arnaldi G and Boscaro M. New treatment guidelines on Cushing’s disease. F1000 Med Rep. 2009;1.
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14. Korlym™ tablets [prescribing information]. Menlo Park, CA: Corcept Pharmaceuticals; March 2020.

HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 05/27/2020
PRIOR AUTHORIZATION PoLICY
PoLicy: Cushing’s — Korlym® (mifepristone 300 mg tablets — Corcept)

DATE REVIEWED: 05/27/2020

OVERVIEW

Korlym is a cortisol receptor blocker indicated to control hyperglycemia secondary to hypercortisolism in
adult patients with endogenous Cushing’s syndrome who have type 2 diabetes mellitus or glucose
intolerance and have failed surgery or are not candidates for surgery.! Korlym should not be used for the
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treatment of type 2 diabetes mellitus unrelated to endogenous Cushing’s syndrome. Mifepristone, the active
ingredient in Korlym is also available as Mifeprex® (mifepristone 200 mg tablets) indicated for the medical
termination of intrauterine pregnancy through 70 days’ pregnancy.? Mifeprex is not included in this Prior
Authorization policy.

Mifepristone, the active ingredient in Korlym is a selective antagonist of the progesterone receptor (PR) at
low doses and blocks the glucocorticoid type 2 receptor (GR-II) at higher doses.! Mifepristone has high
affinity for the GR-1I receptor but little affinity for the GR-1 (mineralocorticoid) receptor (MR). In addition,
mifepristone appears to have little or no affinity for estrogen, muscarinic, histaminic, or monoamine
receptors. Mifepristone acts at the receptor level to block the effects of cortisol, and its antagonistic actions
affect the hypothalamic-pituitary-adrenal (HPA) axis in such a way as to further increase circulating cortisol
levels while at the same time blocking their effects. Mifepristone and its three active metabolites have
greater affinity for the glucocorticoid receptor (100%, 61%, 48%, and 45%, respectively) than either
dexamethasone (23%) or cortisol (9%).

Cushing’s Disease

Endogenous Cushing’s syndrome is a rare heterogeneous disorder with diverse causes that leads to cortisol
excess (hypercortisolism).® Patients with Cushing’s syndrome exhibit a variety of signs and symptoms
such as high blood pressure, diabetes, loss of libido, menstrual disorders, weight gain, hirsutism, acne, easy
bruising, purplish skin striae, osteoporosis, muscle weakness, depression and cognitive impairment as a
result of prolonged and inappropriately high exposure of tissue to glucocorticoids.>*

The treatment of Cushing’s syndrome requires a multi-modal approach. The goals of treatment are
normalization of cortisol excess, long-term disease control, avoidance of recurrence and reversal of clinical
features.® Drug therapy plays an adjunctive role in patients with Cushing’s syndrome and may help to
improve the medical status of patients in preparation for surgery, and to control severe hypercortisolism in
patients who are acutely ill, or in patients awaiting the effects of radiotherapy.®

Medications inhibiting adrenocortical steroidgenesis (ketoconazole tablets, Metopirone® [metyrapone
capsules], Lysodren® [mitotane tablets] and etomidate injection) have been widely used in patients with
Cushing’s syndrome of varying causes.® Ketoconazole tablets have a Food and Drug Administration (FDA)
Orphan Drug Designation for the treatment of endogenous Cushing’s syndrome.’® Ketoconazole and
metyrapone (not commercially available in the US, may be obtained from the manufacturer on a
compassionate use basis) are dose-dependent and reversible inhibitors of adrenal cortisol synthesis.58
Mitotane inhibits the synthesis of cortisol; however, at doses greater than 4 grams daily it causes cellular
necrosis due to its irreversible effects on mitochondrial function, and therefore is primarily used in adrenal
cancer.® Signifor is a somatostatin analog indicated for the treatment of adults with Cushing’s disease for
whom pituitary surgery is not an option or has not been curative and works by decreasing
adrenocorticotropic hormone (ACTH) secretion.®> The use of these drugs is limited by variable efficacy
and adverse events (AES).

The impairment of glucose metabolism generally resolves with normalization of cortisol levels because
hypercortisolism is the causative factor for hyperglycemia.’

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Korlym. All approvals are provided
for 1 year unless otherwise noted below. Because of the specialized skills required for evaluation and
diagnosis of patients treated with Korlym as well as the monitoring required for AEs, approval requires
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Korlym to be prescribed by or in consultation with an endocrinologist or a physician who specializes in the
treatment of Cushing’s syndrome.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Korlym is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Endogenous Cushing’s Syndrome. Approve in patients who meet the following criteria (A, B, C, D

and E):

A) Patient is > 18 years of age; AND

B) Korlym is prescribed by or in consultation with an endocrinologist or a physician who specializes
in the treatment of Cushing’s syndrome; AND

C) Korlym is being used to control hyperglycemia secondary to hypercortisolism in patients who have
type 2 diabetes mellitus or glucose intolerance; AND

D) According to the prescriber, the patient is not a candidate for surgery or surgery has not been
curative; AND
Note: For patients with endogenous Cushing’s syndrome awaiting surgery or therapeutic response
after radiotherapy, see Other Uses with Supportive Evidence.

E) The patient meets one of the following (i or ii):
i. The patient has tried one of ketoconazole tablets, Metopirone (metyrapone capsules), Lysodren

(mitotane tablets), or Signifor/Signifor LAR for the treatment of Cushing’s syndrome; OR

ii. The patient is currently receiving Korlym.

Other Uses with Supportive Evidence

2. Endogenous Cushing’s Syndrome — Patients Awaiting Surgery. Approve for 4 months if the patient
meets the following criteria (A and B):
A) Patient is > 18 years of age; AND
B) Korylm is prescribed by, or in consultation with, an endocrinologist or a physician who specializes
in the treatment of Cushing’s syndrome.

3. Endogenous Cushing’s Syndrome — Patients Awaiting Response After Radiotherapy. Approve
for 4 months if the patient meets the following criteria (A and B):
A) Patient is > 18 years of age; AND
B) Korlym is prescribed by, or in consultation with, an endocrinologist or a physician who specializes
in the treatment of Cushing’s syndrome.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Korlym has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)

85. Exogenous (latrogenic) Cushing’s Syndrome. Korlym is not indicated in exogenous Cushing’s
syndrome. Exogenous Cushing’s syndrome is caused by excessive glucocorticoid administration.*?
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86.

87.

88.

Therefore, the process to reverse the excessive cortisol exposure is to taper or discontinue the offending
drug when possible.

Type 2 Diabetes Not Associated with Endogenous Cushing’s Syndrome. Korlym should not be
used for the treatment of type 2 diabetes unrelated to endogenous Cushing’s syndrome.!

Psychotic Features of Psychotic Depression. Mifepristone has been used to treat the psychotic
features of psychotic depression. Individual trials have demonstrated variable efficacy results.310-11.1518
In some of the studies comparing mifepristone with placebo, various statistically significant
improvements in psychiatric symptoms have been noted with mifepristone relative to placebo;
however, the methodology and statistical analyses of some studies have been questioned.'* Data are
inconclusive.

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY

Type of Revision Summary of Changes Date Reviewed
Annual Revision Updated policy title to include Cushing’s. The requirement that 05/23/2018

Korlym be prescribed by an endocrinologist was modified to add
“a physician who specializes in the treatment of Cushing’s
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syndrome”. A requirement was added to align with the FDA-
approved indication to add that Korlym is being used to control
hyperglycemia secondary to hypercortisolism in patients who have
type 2 diabetes mellitus or glucose intolerance.

Selected revision

Added Signifor LAR as option of previous therapies.

09/12/2018

Annual revision

Endogenous Cushing’s Syndrome: the length of approval was
updated from 3 years to 1 year. Cushing’s Syndrome — Patients
Awaiting Surgery: the length of approval was updated from 2
months to 4 months to align with other Cushing’s policies.
Created separate approval condition for Cushing’s Syndrome —
Patients Awaiting Therapeutic Response for Radiotherapy with a
4 month approval duration.

05/08/2019

Selected revision

1. Endogenous Cushing’s Syndrome: The option was added as
an alternative to a trial of another therapy that “The patient is
currently receiving Korlym.”; such patients are not subject to try
another therapy prior to approval

12/18/2019

Annual revision

Endogenous Cushing’s Syndrome. For the exception applying
to patient who are not a candidate for surgery or surgery has not
been curative, wording was updated to more generally allow this
determination by the prescriber (criteria previously specified this
was according to the prescribing physician). A note was added_for
patients with endogenous Cushing’s syndrome awaiting surgery or
therapeutic response after radiotherapy, see Other Uses with
Supportive Evidence.

05/27/2020

PoLicy:

DATE REVIEWED:

OVERVIEW

Signifor is an injectable cyclohexapeptide somatostatin analogue indicated for the treatment of adults with
Cushing’s disease for whom pituitary surgery is not an option or has not been curative.! Signifor exerts its
pharmacological activity via binding to somatostatin receptors (ssts). Five human somatostatin receptor
(hsst) subtypes are known: hsst 1, 2, 3, 4, and 5; these receptor subtypes are expressed in different tissues
under normal physiological conditions. Corticotroph tumor cells from patients with Cushing’s disease
frequently over-express hsst 5 whereas the other receptor subtypes are often not expressed or are expressed
at lower levels. Signifor binds and activates the hsst receptors resulting in inhibition of adrenocorticotropic

PRIOR AUTHORIZATION PoLICY

Cushing’s — Signifor™ (pasireotide injection — Novartis)

05/27/2020

hormone (ACTH) secretion, which leads to decreased cortisol secretion.
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Signifor is administered by subcutaneous (SC) injection twice a day (BID) and the dose is titrated based on
response and tolerability.! Patients should be evaluated for a treatment response (clinically meaningful
reduction in 24-hour urinary free cortisol [UFC] levels and/or improvement in signs or symptoms of the
disease) and should continue receiving therapy with Signifor as long as benefit is derived. Maximum UFC
reduction is typically seen by 2 months of treatment. Management of suspected adverse events (AES) may
require temporary dose reduction of Signifor.

Prior to the start of Signifor, patients should have baseline levels of the following: fasting plasma glucose
(FPG), glycosylated hemoglobin (HbA:c), liver tests and serum potassium and magnesium levels.! Patients
should also have a baseline electrocardiogram (ECG) and gallbladder ultrasound. Treatment of patients
with poorly controlled diabetes mellitus should be intensively optimized with anti-diabetic therapy prior to
starting Signifor.

Cushing’s Disease

Causes of endogenous Cushing’s syndrome can be divided into ACTH-dependent and ACTH-independent.?
The majority of cases of endogenous Cushing’s syndrome are ACTH-dependent (80%); most of these cases
are caused by pituitary adenoma (also referred to as Cushing’s disease [70%]). Other ACTH-dependent
causes include ectopic ACTH secretion by a benign or malignant tumor (10%) or rarely ectopic
corticotropin-releasing hormone (CRH) secretion by a tumor. ACTH-independent causes of Cushing’s
syndrome include adrenal adenoma (10%), adrenal carcinoma (5%), adrenal hyperplasia (1% to 2%),
McCune Albright syndrome (1% to 2%) and primary pigmented medullar adrenal disease, including Carney
complex (1% to 2%).

The treatment of Cushing’s syndrome requires a multi-modal approach. The goals of treatment are
normalization of cortisol excess, long-term disease control, avoidance of recurrence, and reversal of clinical
features.®> In general, the initial treatment of choice for Cushing’s disease (that is Cushing’s syndrome
caused by a pituitary adenoma) is selective pituitary adenomectomy by a surgeon with extensive
demonstrated experience in pituitary surgery. However, the rate of cure at long-term follow-up is
suboptimal and recurrences are high.* Immediate remission rates range from 65% to 90%, with recurrence
rates reaching about 25% after 10 years.

The role of drug therapy in patients with Cushing’s syndrome is generally adjunctive and may help to
improve the medical status of patients in preparation for surgery, and to control severe hypercortisolism in
patients who are acutely ill, or in patients awaiting the effects of radiotherapy.2>® Drug therapies act at the
hypothalamic-pituitary level and decrease ACTH secretion (e.g., Signifor, bromocriptine), at the adrenal
level and inhibit cortisol synthesis (steroidgenesis inhibitors [e.g., ketoconazole, Metopirone® {metyrapone
capsules}, Lysodren® {mitotane tablets}, etomidate]), or at the peripheral level by competing with cortisol
(Korlym® [mifepristone tablets]).2* Pituitary-directed medical treatments are suggested in patients with
Cushing’s disease who are not surgical candidates or have persistent disease after surgery.’

PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Signifor. Because of the
specialized skills required for evaluation and diagnosis of patients treated with Signifor as well as the
monitoring required for AEs and long-term efficacy, approval requires Signifor to be prescribed by or in
consultation with a physician who specializes in the condition being treated. All approvals are provided
for the duration specified below.

Automation: None.

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 250

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Signifor is recommended in those who meet the following criteria:

Food and Drug Administration (FDA)-Approved Indications

33. Cushing’s Disease.
A) Initial Therapy. Approve for 4 months of initial therapy if the patient meets the following criteria
(i, ii, and iii):
i. Patient is > 18 years of age; AND
ii. Signifor is prescribed by or in consultation with an endocrinologist or a physician who
specializes in the treatment of Cushing’s syndrome; AND
iii. According to the prescriber, the patient is not a candidate for surgery or surgery has not been
curative.
Note: For patients with endogenous Cushing’s syndrome awaiting surgery or therapeutic
response after radiotherapy, see Other Uses with Supportive Evidence.
B) Patients Currently Receiving Signifor/Signifor LAR. Approve for 1 year of continuation therapy
if the patient has already been started on Signifor/Signifor LAR; patient has had a response, as
determined by the prescriber; and patient is continuing therapy to maintain response.

Other Uses with Supportive Evidence

2. Endogenous Cushing’s Syndrome — Patients Awaiting Surgery. Approve for 4 months if the patient
meets the following criteria (A and B):
A) Patient is > 18 years of age; AND
B) Signifor is prescribed by or in consultation with an endocrinologist or a physician who specializes
in the treatment of Cushing’s syndrome.
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3. Endogenous Cushing’s Syndrome - Patients Awaiting Therapeutic Response After
Radiotherapy. Approve for 4 months if the patient meets the following criteria (A and B):
A) Patient is > 18 years of age; AND
B) Signifor is prescribed by or in consultation with an endocrinologist or a physician who specializes
in the treatment of Cushing’s syndrome.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Signifor has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions are provided below. (Note: This is not an exhaustive list of
Conditions Not Recommended for Approval.)

89. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Date Reviewed
Annual revision Updated policy title to include Cushing’s. The requirement that 05/23/2018

Signifor be prescribed by an endocrinologist was modified to add “a
physician who specializes in the treatment of Cushing’ syndrome”.

Selected revision Added Signifor LAR to the policy under patient currently receiving 09/12/2018
therapy. Specified Cushing’s Disease/”Syndrome” to approval
condition and added “Patients” awaiting surgery. Approval duration
increased from 2 months to 4 months to align. Created separate
approval condition for Cushing’s Disease/Syndrome — Patients
Awaiting Therapeutic Response from Radiotherapy with 4 month
approval duration. Initial therapy approval criteria for Cushing’s
Disease changed to 4 months.

Annual revision Removal of the following Conditions Not Recommended for 05/08/2019
Approval: Acromegaly and Neuroendocrine Tumors
Annual revision Cushing’s Disease. For the exception applying to patient who are 05/27/2020

not a candidate for surgery or surgery has not been curative, wording
was updated to more generally allow this determination by the
prescriber (criteria previously specified this was according to the
prescribing physician). The Note pertaining to patients with
Cushing’s disease awaiting surgery was changed to endogenous
Cushing’s syndrome awaiting surgery with addition of patients
waiting for a therapeutic response after radiotherapy. For the
exception applying to patients that have already been started on
Signifor/Signifor LAR and has had a response, wording was updated
to more generally allow this determination by the prescriber (criteria
previously specified this was according to the prescribing physician).
Cushing’s Disease/Syndrome — Patients Awaiting Surgery. The
condition name was changed to Endogenous Cushing’s Syndrome
— Patients Awaiting Surgery.

Cushing’s Disease/Syndrome — Patients Awaiting Therapeutic
Response After Radiotherapy. The condition name was changed
to Endogenous Cushing’s Syndrome - Patients Awaiting
Therapeutic Response After Radiotherapy.

PRIOR AUTHORIZATION PoLicy

PoLicy: Cystic Fibrosis — Bronchitol Prior Authorization Policy
e Bronchitol® (mannitol inhalation powder, for oral inhalation — Pharmaxis Ltd/Chiesi USA)

REVIEW DATE: 02/03/2021

OVERVIEW
Bronchitol, a sugar alcohol, is indicated as add-on maintenance therapy to improve pulmonary function
in patients > 18 years of age with cystic fibrosis (CF).!

Safety

Bronchitol can cause bronchospasm, which can be severe in susceptible patients.® Therefore, Bronchitol is
contraindicated in individuals who fail to pass the Bronchitol Tolerance Test. Prior to prescribing
Bronchitol, the Bronchitol Tolerance Test must be administered and performed under the supervision of a
healthcare practitioner who is able to manage acute bronchospasm, to identify patients who are suitable
candidates for Bronchitol maintenance therapy. For patients who have passed the Bronchitol Tolerance
Test, the recommended dosage of Bronchitol is 400 mg twice a day (BID) by oral inhalation (the contents
of 10 capsules administered individually) via the inhaler. A short-acting bronchodilator should be
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administered by oral inhalation, 5 to 15 minutes before every dose of Bronchitol. Bronchitol should be
taken once in the morning and once in the evening, with the later dose taken at least 2 to 3 hours before
bedtime.

Guidelines

Bronchitol is not addressed in US guidelines. Guidelines from the CF Foundation (2013) in the US strongly
recommend chronic use of Pulmozyme (dornase alfa inhalation solution) in patients > 6 years of age with moderate
to severe disease to improve lung function, quality of life, and reduce exacerbations. Pulmozyme is also recommended
for chronic use in patients > 6 years of age with asymptomatic or mild disease to improve lung function and reduce
exacerbations. Chronic use of hypertonic saline is also recommended in individuals with CF who are > 6 years of age
to improve lung function and quality of life and reduce exacerbations.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Bronchitol. All approvals are provided for
the duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated
with Bronchitol as well as the monitoring required for adverse events and long-term efficacy, approval requires
Bronchitol to be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Bronchitol is recommended in those who meet the following criteria:

FDA-Approved Indications

34. Cystic Fibrosis (CF). Approve for 1 year if the patient meets the following criteria (A, B, C, D, and
E):
A) Patient is > 18 years of age; AND
B) Patient has tried hypertonic saline; AND
C) Patient has passed the Bronchitol Tolerance Test; AND
D) Patient will pre-medicate with a short-acting bronchodilator; AND
E) The medication is prescribed by or in consultation with a pulmonologist or a physician who
specializes in the treatment of cystic fibrosis.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Bronchitol is not recommended in the following situations:

37. Concomitant Use with Hypertonic Saline. Bronchitol has not been studied in combination with
hypertonic saline.®®

38. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

131. Bronchitol® inhalation powder [prescribing information]. Frenchs Forest NSW, Australia/Cary, NC: Pharmaxis Ltd/Chiesi
USA, Inc.; October 2020

132. Mogayzel PJ, Naureckas ET, Robinson KA, et al. Pulmonary clinical practice guidelines committee. Cystic fibrosis
pulmonary guidelines. Chronic medications for maintenance of lung health. Am J Respir Crit Care Med. 2013;187(7):680-
689.

133. Flume P, Amelina E, Krasko V, et al; for the CF-303 Study Investigators. The efficacy and safety of inhaled mannitol in
adults with cystic fibrosis [poster #257]. National Association for Cystic Fibrosis (NACF). Indianapolis, IN; 2017.

134. Bilton D, Robinson P, cooper P, et al; for the CF301 Study Investigators. Inhaled dry powder mannitol in cystic fibrosis: an
efficacy and safety study. Eur RespirJ. 2011;38:1071-1080.

135. Aitken ML, Bellon G, De Boeck K, et al; for the CF302 Investigators. Long-term inhaled dry powder mannitol in cystic
fibrosis. An international randomized study. Am J Respir Crit Care. 2012;185(6): 645-652.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy -- 02/03/2021
PRIOR AUTHORIZATION PoLICY
PoLicy: Cystic Fibrosis — Kalydeco Prior Authorization Policy

e Kalydeco® (ivacaftor tablets and oral granules — Vertex)

REvVIEW DATE:  02/03/2021

OVERVIEW
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Kalydeco, a cystic fibrosis transmembrane conductance regulator (CFTR) potentiator, is indicated for the treatment
of cystic fibrosis (CF) in patients > 4 months of age who have who have one mutation in the CFTR gene that is
responsive to Kalydeco potentiation based on clinical and/or in vitro assay data.*

Mutations with an increase in chloride transport of 10% or greater are considered responsive. In patients with
unknown genotype, a FDA-cleared CF mutation test should be used to detect the presence of the CFTR mutation
followed by verification with bidirectional sequencing when recommended by the mutation test instructions for use.
Kalydeco is not effective in patients with CF who are homozygous for the F508del mutation in the CFTR. A patient
must have at least one CFTR mutation responsive to ivacaftor to be indicated. Table 1 lists mutations that are
responsive to Kalydeco based on 1) a positive clinical response and/or 2) in vitro data in FRT cells indicating that
Kalydeco increases chloride transport to > 10% over baseline (% of normal).

Table 1. List of CFTR Gene Mutations that Produce CFTR Protein and are Responsive to Kalydeco.!

2789+5G—>A F311del 1148T R75Q S549N
3272-26A—>G F311L 1175V R1070Q S549R
3849+10kbC—>T F508C 1807TM R1070W S945L
711+3A—>G F508C;S1251N 110277 R117C S977F
A120T F1052V 11139V R117H S589N
A234D F1074L K1060T R347H S737F
A349V G1069R L206W R352Q S1159F
Al1067T G1244E L320V R117G S1159P
A455E G1349D L967S R117L T338I
D110E G178R L997F R117P T1053I
D1152H G551D L1480P R170H V232D
D110H G5518 M152V R347L V562l
D192G G194R M9521 R553Q V754M
D1270N G314E M952T R668C V1293G
D924N G576A P67L R792G W1282R
D579G G970D Q237E R933G Y1014C
E193K Y1032C Q237H R1162L G178E
E882K G1249R Q359R R1283M

E56K HI939R Q1291R S1251N

E831X H1375P R74W S1255P

CFTR — Cystic fibrosis transmembrane regulator.

Guidelines

Guidelines from the CF Foundation (2018) provide guidance on the use of CFTR therapy in patients with CF, Symdeko
and Trikafta are not addressed and neither is the lower pediatric age indication for Kalydeco.? For adults > 6 years of
age with CF due to a gating mutation other than G551D or R117H (e.g., G178R, S549N, S549R, G551S, G1244E,
S1251N, S1255P, or G1249D), the Guidelines make a conditional recommendation for treatment with Kalydeco. For
those with the R117H mutation, the Guideline panel made a conditional recommendation for treatment with Kalydeco
for adults > 18 years of age and for children 6 to 17 years of age with a ppFEV1 < 90%. For individuals with R117H
mutation, the Guidelines recommend against treatment with Kalydeco for children 12 to 17 years of age with a percent
predicted forced expiratory volume in 1 second (ppFEV1) > 90% and in children < 6 years of age.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Kalydeco. All approvals are provided for 3
years. Because of the specialized skills required for evaluation and diagnosis of patients treated with Kalydeco as
well as the monitoring required for adverse events and efficacy, approval requires Kalydeco to be prescribed by or in
consultation with a physician who specializes in the condition being treated.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Kalydeco is recommended in those who meet the following criteria:

FDA-Approved Indications

35. Cystic Fibrosis (CF). Approve Kalydeco for 3 years in patients who meet the following criteria (A,

B, and C):

A) Patient is > 4 months of age; AND

B) Patient has at least ONE of the following mutations in the cystic fibrosis transmembrane
conductance regulator (CFTR) gene: E56K, P67L, R74W, D110E, D110H, R117C, E193K,
L206W, R347H, R352Q, A455E, D579G, S945L, S977F, F1052V, K1060T, A1067T, G1069R,
R1070Q, R1070W, F1074L, D1152H, D1270N, G551D, G178R, S549N, S549R, G551S, G1244E,
S1251N, S1255P, G1349D, 2789+5G—>A, 3272-26A—>G, 3849+10kbC—>T, 711+3A—>G,
E831X, R117H, A120T, A234D, A349V, D192G, D924N, E882K, F311L, F311delF508C,
F508C;S1251N, G178E, G194R, G314E, G576A, G970D, G1249R, H939R, H1375P, 1148T,
1175V, 1807M, 11027T, 11139V, L320V, L967S, L997F, L1480P, M152V, M9521, M952T,
Q237E, Q237H, Q359R, Q1291R, R75Q, R117G, R117L, R117P, R170H, R347L, R553Q,
R668C, R792G, R933G, R1162L, R1283M, S589N, S737F, S1159F, S1159P, T338l, T1053l,
V232D, V562I, V754M, V1293G, W1282R, Y1014C, or Y1032C; AND

C) The medication is prescribed by or in consultation with a pulmonologist or a physician who
specializes in the treatment of CF.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Kalydeco is not recommended in the following situations:

1. Cystic Fibrosis (CF), Patients who are Homozygous for the phe508del (F508del) Mutation in the Cystic
Fibrosis Transmembrane Regulator (CFTR) Gene. Efficacy results from a double-blind, placebo controlled
trial in patients with CF who were homozygous for the phe508del mutation in the CFTR gene showed no
statistically significant difference in FEV1 over 16 weeks of Kalydeco treatment compared with placebo.! In a
Phase Il trial in patients homozygous for the F508del (n = 112) Kalydeco did not result in an improvement in
FEV; relative to placebo.®

90. Cystic Fibrosis (CF), Patients with Unknown Cystic Fibrosis Transmembrane Regulator (CFTR) Gene
Mutation. An FDA-cleared CF mutation test should be used to detect the presence of the CFTR mutation prior
to use of Kalydeco.!

91. Combination Therapy with Orkambi, Symdeko, or Trikafta. Orkambi, Symdeko, and Trikafta contain
ivacaftor, the active agent in Kalydeco and therefore are not indicated in combination with Kalydeco.

4. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria. Criteria
will be updated as new published data are available.

REFERENCES

237. Kalydeco® tablets and oral granules [prescribing information]. Cambridge, MA: Vertex Pharmaceuticals, Inc; December
2020.

238.Ren CL, Morgan RL, Oermann C, et al. Cystic Fibrosis Foundation Pulmonary Guidelines: Use of cystic fibrosis
transmembrane conductance regulator modulator therapy in patients with cystic fibrosis. Ann Am Thorac Soc.
2018;15(3):271-280.

239. Flume PA, Liou TG, Borowitz DS, et al; VX08-770-104 Study Group. Ivacaftor in subjects with cystic fibrosis who are
homozygous for the F508del-CFTR mutation. Chest. 2012;142(3):718-724.
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HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision | Added concomitant use with Symdeko to conditions not recommended for approval. 03/07/2018
Selected Revision | Update to criteria based on new FDA approved age indication to > 12 months. 08/22/2018
Annual Revision No criteria changes 03/27/2019
Selected Revision | Cystic Fibrosis (CF) approval criteria updated to reflect the new FDA indication to > 6 05/08/2019
months of age.
Selected Revision | Combination Therapy with Orkambi or Symdeko: Trikafta was added to this indication 10/23/2019
not recommended for approval.
Annual Revision No criteria changes 03/25/2020
Selected Revision | Cystic Fibrosis (CF) approval criteria updated to reflect the new FDA indication to > 4 09/30/2020
months of age.
Selected Revision | Cystic Fibrosis (CF): Added additional mutations to criteria for coverage (A120T, 01/06/2021
A234D, A349V, D192G, D924N, E882K, F311delF508C, F508C;S1251N, G194R,
G314E, G576A, G970D, G1244E, G1249R, HI939R, H1375P, 1148T, 1175V, 1807M,
11027T, 11139V, L320V, L967S, L997F, L1480P, M152V, M9521, M952T, Q237E,
Q237H, Q359R, Q1291R, R75Q, R117G, R117L, R117P, R170H, R347L, R553Q,
R668C, R792G, R933G, R1162L, R1283M, S589N, S737F, S1159F, S1159P, T3381,
T10531, V232D, V5621, V754M, V1293G, W1282R, Y1014C, or Y1032C).
Annual Revision | Cystic Fibrosis (CF): F311L and G178E were added to the list of approvable mutations. 02/03/2021
T3381, T10531, and V5621 were amended to: T338l, T1035l, and VV562I.

PRIOR AUTHORIZATION PoLicy

PoLicy: Cystic Fibrosis — Orkambi Prior Authorization Policy

e Orkambi™ (lumacaftor/ivacaftor tablets and oral granules — Vertex)

REVIEW DATE: 07/08/2020

OVERVIEW

Orkambi, a combination of lumacaftor and ivacaftor, is indicated for the treatment of cystic fibrosis (CF) in patients
> 2 years of age who are homozygous for the F508del mutation in the cystic fibrosis transmembrane regulator (CFTR)
gene.!

If the patient’s genotype is unknown, an FDA-cleared CF mutation test should be used to detect the presence of the
F508del mutation on both alleles of the CFTR gene. The efficacy and safety of Orkambi have not been established in
patients with CF other than those homozygous for the F508del mutation. Orkambi contains a new chemical entity,
lumacaftor, which is a CFTR corrector that increases trafficking of F508del CFTR to the cell surface, and ivacaftor
(the same active ingredient contained in Kalydeco® [ivacaftor tablets and granules]), a CFTR potentiator that enhances
chloride transport of CFTR on the cell surface. The F508del mutation in CFTR causes CF by limiting the amount of
CFTR protein that reaches the epithelial cell surface.

PoLicYy STATEMENT

Prior authorization is recommended for prescription benefit coverage of Orkambi. Because of the specialized skills
required for evaluation and diagnosis of patients treated with Orkambi as well as the monitoring required for adverse
events and long-term efficacy, initial approval requires Orkambi to be prescribed by or in consultation with a physician
who specializes in the condition being treated. All approvals are provided for the duration noted below.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Orkambi is recommended in those who meet the following criteria:

FDA-Approved Indications

36.

Cystic Fibrosis (CF), Homozygous for the F508del (Phe508del) Mutation in the Cystic Fibrosis

Transmembrane Regulator (CFTR) Gene. Approve for 3 years in a patient who meets the following

criteria (A, B, and C):

A) Patient is homozygous for the F508del (Phe508del) mutation in the CFTR gene (meaning the
patient has two copies of the F508del [Phe508del] mutation); AND

B) Patient is > 2 years of age; AND

C) Orkambi is prescribed by or in consultation with a pulmonologist or a physician who specializes in
the treatment of CF.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Orkambi is not recommended in the following situations:

39.

40.

41.

Cystic Fibrosis, Heterozygous for the F508del (Phe508del) Mutation in the CFTR Gene. Orkambi
is not indicated for patients with only one copy of the F508del mutation in the CFTR gene.! Patients
who are heterozygous for the F508del mutation and have one of the following mutations are potential
candidates for Kalydeco therapy: G551D, G178R, S549N, S549R, G551S, G1244E, S1251N, S1255P,
G1349D, or R117H.

Combination Therapy with Kalydeco, Symdeko, or Trikafta. Orkambi contains ivacaftor, the
active agent in Kalydeco and therefore is not indicated in combination with Kalydeco. Symdeko and
Trikafta contain ivacaftor and are therefore not indicated in combination with Orkambi.

Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

240.
241.

242.

243.

Orkambi® [prescribing information]. Cambridge, MA: Vertex Pharmaceuticals, Inc; July 2019.

CF patient registry 2017. Awvailable at: https://www.cff.org/Research/Researcher-Resources/Patient-Registry/2018-Patient-
Registry-Annual-Data-Report.pdf. Accessed on June 23, 2020.

Wainwright CE, Elborn JS, Ramsey G, et al. Lumacaftor-ivacaftor in patients with cystic fibrosis homozygous for F508del
CFTR. N Engl JMed. 2015; 373:220-231.

Ren CL, Morgan RL, Oermann C, et al. Cystic fibrosis foundation pulmonary guidelines: Use of CFTR modulator therapy
in patients with cystic fibrosis. Ann Am Thorac Soc. 2018;15(3):271-280.

HISTORY
Type of Revision Summary of Changes Review Date
Annual revision Added Symdeko to therapies Orkambi should not to be used in combination with. 07/11/2018
Selected revision | Added new age indication down to 2 years. 08/22/2018
Annual revision No criteria changes. 07/10/2019
Selected revision | Combination Therapy with Kalydeco or Symdeko: Trikafta was added to this 10/23/2019
indication not recommended for approval.
Annual revision No criteria changes. 07/08/2020

PRIOR AUTHORIZATION PoLICY
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PoLicy: Cystic Fibrosis — Pulmozyme® (dornase alfa inhalation solution — Genentech, Inc.)
DATE REVIEWED: 05/20/2020

OVERVIEW

Pulmozyme, a recombinant human deoxyribonuclease | (rhDNase), is indicated in conjunction with
standard therapies for the management of cystic fibrosis (CF) patients to improve pulmonary function.*
According to Patient Registry data compiled by the Cystic Fibrosis Foundation (2018), Pulmozyme is used
by the vast majority of patients with CF and its use continues to rise.?

Disease Overview

CF is an autosomal recessive disease of epithelial chloride transport estimated to affect approximately
30,000 individuals in the US.2 Dysfunction in the cystic fibrosis transmembrane conductance regulator
(CFTR) protein decreases chloride and water transport across mucus-producing cells, leading to viscous
sputum.®* The retained secretions allow development of chronic bronchial infection.* Subsequent massive
neutrophil infiltration causes tissue destruction, as well as release of nucleic acids and cytosol matrix, which
further contribute to mucus hyper-viscosity.®> Pulmozyme cleaves to the extracellular DNA present in the
mucus, thereby decreasing sputum viscosity.*

Guidelines

Guidelines from the CF Foundation (2007, updated in 2013) address the chronic use of medications for
management of lung health in CF patients aged 6 years and older.>® These guidelines recommend
Pulmozyme use for CF patients regardless of disease severity to improve lung function and reduce
exacerbations. Separate guidelines have addressed Pulmozyme use in younger patients.”® Although
efficacy data are lacking in patients under 5 years of age, safety and tolerability have been established in
patients as young as 3 months.2® CF Foundation guidelines for infants under 2 years of age (2009) and
children between 2 and 5 years of age (2016) support Pulmozyme use in these populations based on
individual circumstances.”®

PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Pulmozyme. Because of the
specialized skills required for evaluation and diagnosis of patients treated with Pulmozyme, approval
requires Pulmozyme to be prescribed by or in consultation with a physician who specializes in the condition
being treated. All approvals are provided for 3 years unless otherwise noted below.

Automation: None

RECOMMENDED AUTHORIZATION CRITERIA

Coverage of Pulmozyme is recommended in those who meet the following criteria:
FDA-Approved Indications

1. Cystic Fibrosis. Approve Pulmozyme for 3 years if Pulmozyme is prescribed by or in consultation
with a pulmonologist or a physician who specializes in the treatment of cystic fibrosis.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL

Pulmozyme has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions. Rationale for non-
coverage for these specific conditions is provided below. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval.)

1. Asthma. Mucus hypersecretion may be mediated by a variety of causes, including inflammation,
irritation, stimulation, or mucus-producing tumors.® However, efficacy of Pulmozyme is not
established for conditions other than CF. In a pilot study of patients with severe acute asthma (n = 50),
there was no significant difference in forced expiratory volume in 1 second (FEV1) with Pulmozyme
use vs. placebo.®

2. Bronchiectasis, Idiopathic. A multicenter, double-blind, randomized, placebo-controlled 24-week
trial (n = 349) examined the effect of Pulmozyme vs. placebo on patients with idiopathic bronchiectasis
(i.e., bronchiectasis not related to cystic fibrosis).!* Patients in the Pulmozyme arm experienced
worsened lung function and more frequent pulmonary exacerbations vs. placebo. The authors
concluded that Pulmozyme should not be used in this population.

3. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

244. Pulmozyme® inhalation solution [prescribing information]. San Francisco, CA: Genentech, Inc; January 2018.

245. Cystic Fibrosis Foundation.  Patient registry. Annual data report of the center directors, 2018. Available at:
https://www.cff.org/Research/Researcher-Resources/Patient-Registry/2018-Patient-Registry-Annual-Data-Report.pdf.
Accessed on May 18, 2020.

246. Rafeeq MM, Murad HAS. Cystic fibrosis: current therapeutic targets and future approaches. J Transl Med. 2017;15(1):84.

247. Yang C, Montgomery M. Dornase alfa for cystic fibrosis. Cochrane Database Syst Rev. 2018;9:CD001127.

248. Flume PA, O’Sullivan BP, Robinson KA, et al. Cystic Fibrosis Pulmonary Guidelines: Chronic Medications for Maintenance
of Lung Health. Am J Respir Crit Care Med. 2007;176:957-969.

249. Mogayzel PJ Jr, Naureckas ET, Robinson KA, et al, Pulmonary Clinical Practice Guidelines Committee. Cystic Fibrosis
Pulmonary Guidelines:  Chronic Medications for Maintenance of Lunch Health. Am J Respir Crit Care Med.
2013;187(7):680-689.

250. Borowitz D, Robinson KA, Rosenfeld M, et al, Cystic Fibrosis Foundation. Cystic Fibrosis Foundation evidence-based
guidelines for management of infants with cystic fibrosis. J Pediatr. 2009;155(6 Suppl):S73-93.

251. Lahiri T, Hempstead SE, Brady C, et al. Clinical practice guidelines from the Cystic Fibrosis Foundation for preschoolers
with cystic fibrosis. Pediatrics. 2016;137(4):

252. Rubin BK. Aerosol medications for treatment of mucus clearance disorders. Respiratory Care. 2015;60(6):825-832.

253. Silverman RA, Foley F, Dalipi R, et al. The use of rhDNase in severely ill, non-intubated adult asthmatics refractory to
bronchodilators: a pilot study. Respir Med. 2012; 106(8):1096-1102.

254. O’Donnell AE, Barker AF, Ilowite JS, Fick RB. Treatment of idiopathic bronchiectasis with aerosolized recombinant human
DNase I. rhDNase Study Group. Chest. 1998;113(5):1329-1334.
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HISTORY
Type of Revision Summary of Changes Date Reviewed
New policy - 05/15/2019
Annual revision No changes to criteria. 05/20/2020

PRIOR AUTHORIZATION PoLICY
PoLicy: Cystic Fibrosis — Symdeko Prior Authorization Policy
e Symdeko® (tezacaftor/ivacaftor and ivacaftor tablets — Vertex)

REviIEwW DATE: 02/03/2021

OVERVIEW

Symdeko is indicated for the treatment of patients > 6 years of age with cystic fibrosis (CF) who are
homozygous for the F508del mutation or who have at least one mutation in the cystic fibrosis
transmembrane conductance regulator (CFTR) gene that is responsive to tezacaftor/ivacaftor based on in
vitro data and/or clinical evidence.! If the patient’s genotype is unknown, an FDA-cleared CF mutation
test should be used to detect the presence of a CFTR mutation followed by verification with bi-directional
sequencing when recommended by the mutation test instructions for use. Table 1 lists responsive CFTR
mutations based on: 1) a clinical forced expiratory volume in 1 second (FEV1) response and/or 2) in vitro
data in FRT cells, indicating that tezacaftor/ivacaftor increases chloride transport to > 10% of untreated
normal over baseline. CFTR gene mutations that are not responsive to ivacaftor alone (Kalydeco®) are not
expected to respond to Symdeko except for F508del homozygotes.

Table 1. List of CFTR Gene Mutations that Produce CFTR Protein and are Responsive to Symdeko.*

E56K E193K S945L F1074L

P67L L206W S977TF D1152H

R74W R347H F1052V D1270N

D110E R352Q E831X 2789+5G 2A

D110H A455E K1060T 3272-26A>G

R117C D579G A1067T 3849 + 10kbC2>T

F508del” 711+3A2G R1070W G622D

A120T E60K F1016S G970D

A234D E92K F1099L G1069R

A349V E116K G126D G1244E

AS554E E403D G178E G1249R

A1006E E558V G178R G1349D

D192G E822K G194R H939R

D443Y F191V G194V H1054D

D443Y;G57A; R668C F311del G314E H1375P

D614G F311L G551D 1148T

D836Y F508C G551S 1175V

D924N F508C;S1251N G576A 1336K

D979V F575Y G576A;R668C 1601F

1618T L346P M952T R74Q

1807M L967S P5L R74W;D1270N

1980K L997F P205S R74W;V201M

11027T L1324P Q98R R74W;V201M;D1270N

11139V L1335P Q237E R75Q

11269N L1480P Q237H R117G

11366N M152v Q359R R117H
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L15P M265R Q1291R R117L
L320V M9521 R31L R117P
R170H R1066H S1251N W1282R
R258G R1070Q S1255P Y109N
R334L R1162L T338l Y161S
R334Q R1283M T1036N Y1014C
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Table 1 (continued). List of CFTR Gene Mutations that Produce CFTR Protein and are Responsive to Symdeko.?
R347L R1283S T1053I Y1032C
R347P S549N V201M R792G
R352W S549R V232D R933G
R553Q S589N V5621 S1159F
R668C S737F V754M S1159P
R751L S912L V1153E V1240G
V1293G 546insCTA

CFTR - Cystic fibrosis transmembrane regulator; * A patient must have two copies of the F508del mutation or at least one copy of
a responsive mutation presented in Table 1 to be indicated.

Guidelines
Guidelines from the CF Foundation (2018) provide guidance on the use of CFTR therapy in patients with
CF; Symdeko is not addressed.*

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Symdeko. Because of the
specialized skills required for evaluation and diagnosis of patients treated with Symdeko as well as the
monitoring required for adverse events and efficacy, approval requires Symdeko to be prescribed by or in
consultation with a physician who specializes in the condition being treated. All approvals are provided
for 3 years unless otherwise noted below.

Automation: None

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Symdeko is recommended in those who meet the following criteria:

FDA-Approved Indications

22. Cystic Fibrosis (CF). Approve Symdeko for 3 years in patients who meet the following criteria (A,
B, and C):
A) Patient meets ONE of the following conditions (i or ii):

i. Patient has at least one of the following mutations in the cystic fibrosis transmembrane
conductance regulator (CFTR) gene: E56K, P67L, R74W, D110E, D110H, R117C, E193K,
L206W, R347H, R352Q, A455E, D579G, 711+3A > G, S945L, S977F, F1052V, E831X,
K1060T, A1067T, R1070W, F1074L, D1152H, D1270N, 2789+5G > A, 3272-26A > G,
3849 + 10kbC > T, 546insCTA, A120T, A234D, A349V, A554E, A1006E, D192G, D443Y,
D443Y;G57A;R668C, D614G, D836Y, D924N, D979V, 1618T, 1807M, 1980K, 11027T,
11139V, 11269N, 11366N, L15P, L320V, R170H, R258G, R334L, R334Q, R347L, R347P,
R352W, R553Q, R668C, R751L, V1293G, E60K, E92K, E116K, E403D, E558V, E822K,
F191V, F311del, F311L, F508C, F508C;S1251N, F575Y, L346P, L967S, L997F, L1324P,
L1335P, L1480P, M152V, M265R, M9521, R1066H, R1070Q, R1162L, R1283M, R1283S,
S549N, S549R, S589N, S737F, S912L, F1016S, F1099L, G126D, G178E, G178R, G194R,
G194V, G314E, G551D, G551S, G576A, G576A;R668C, M952T, P5L, P205S, Q98R, Q237E,
Q237H, Q359R, Q1291R, R31L, S1251N, S1255P, T3381, T1036N, T1053l, V201M, V232D,
V5621, V754M, V1153E, G622D, G970D, G1069R, G1244E, G1249R, G1349D, HI939R,
H1054D, H1375P, 1148T, 1175V, 1336K, 1601F, R74Q, R74W;D1270N, R74W;V201M,
R74W;V201M;D1270N, R75Q, R117G, R117H, R117L, R117P, W1282R, Y109N, Y161S,
Y1014C, Y1032C, R792G, R933G, S1159F, S1159P, or V1240G; OR
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ii. The patient has two copies of the F508del mutation; AND

B) Patient is > 6 years of age; AND

C) The medication is prescribed by or in consultation with a pulmonologist or a physician who
specializes in the treatment of CF.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Symdeko is not recommended in the following situations:

1. Cystic Fibrosis (CF), Patients with Unknown Cystic Fibrosis Transmembrane Regulator (CFTR)
Gene Mutation. An FDA-cleared CF mutation test should be used to detect the presence of the CFTR
mutation prior to use of Symdeko*

92. Combination Therapy with Orkambi, Kalydeco, or Trikafta. Symdeko contains ivacaftor, the
active agent in Kalydeco and part of Orkambi and Trikafta. Symdeko also contains tezacaftor, part of
Trikafta. Symdeko is not indicated in combination with Kalydeco, Orkambi, or Trikafta.

3. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

255. Symdeko® tablets [prescribing information]. Cambridge, MA: Vertex Pharmaceuticals, Inc; December 2020.

256. Rowe SM, Daines C, Ringshausen FC, et al. Tezacaftor-ivacaftor in residual-function heterozygotes with cystic fibrosis. New
NeglJ Med. 2017;377(21):2024-2035.

257. Taylor-Cousar JL, Munck A, McKone EF, et al. Tezacaftor-ivacaftor in patients with cystic fibrosis homozygous for phe508del.
N EnglJ Med. 2017; 377(21); 2013-2023.

258. Ren CL, Morgan RL, Oermann C, et al. Cystic Fibrosis Foundation Pulmonary Guidelines: Use of cystic fibrosis
transmembrane conductance regulator modulator therapy in patients with cystic fibrosis. Ann Am Thorac Soc.
2018;15(3):271-280.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy Approved for FDA-approved indication 02/14/2018
Annual Revision No criteria changes 03/06/2019

Selected Revision | Cystic Fibrosis: Criteria were modified to approve in patients > 6 years of age, 06/26/2019
previously > 12 years of age.

Selected Revision | Combination Therapy with Orkambi or Kalydeco: Trikafta was added to this indication 10/23/2019
not recommended for approval.

Annual Revision No criteria changes 03/25/2020

Selected Revision | Cystic Fibrosis (CF): Additional mutations were added to the criteria for approval 01/06/2021
(R751L, V1293G, E60K, E92K, E116K, E403D, E558V, E822K, F191V, F311del,
F311L, F508C, F508C;S1251N, F575Y, L346P, L967S, L997F, L1324P, L1335P,
L1480P, M152V, M265R, M9521, R1066H, R1070Q, R1162L, R1283M, R1283S,
S549N, S549R, S589N, S737F, S912L, F1016S, F1099L, G126D, G178E, G178R,
G194R, G194V, G314E, G551D, G551S, G576A, G576A;R668C, M952T, P5L, P205S,
Q98R, Q237E, Q237H, Q359R, Q1291R, R31L, S1251N, S1255P, T3381, T1036N,
T10531, V201M, V232D, V5621, V754M, V1153E, G622D, G970D, G1069R,
G1244E, G1249R, G1349D, H939R, H1054D, H1375P, 1148T, 1175V, 1336K, 1601F,
R74Q, R74W;D1270N, R74W;V201M, R74W;V201M;D1270N, R75Q, R117G,
R117H, R117L, R117P, W1282R, Y109N, Y161S, Y1014C, Y1032C, R792G, R933G,
S1159F, S1159P, or V1240G)
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Annual Revision Cystic Fibrosis (CF): T3381, T10531, and V5621 mutations were amended to T338l, 02/03/2021
T1053I, and VV5621. 546insCTA was added as an approvable mutation.

PRIOR AUTHORIZATION PoLicy

PoLicy: Cystic Fibrosis — Trikafta Prior Authorization Policy
e Trikafta® (elexacaftor/tezacaftor/ivacaftor tablets; ivacaftor tablets, co-packaged — Vertex)

REVIEW DATE:  10/21/2020; selected revision 01/06/2021

OVERVIEW

Trikafta is a combination of ivacaftor, a cystic fibrosis transmembrane regulator (CFTR) potentiator,
tezacaftor, and elexacaftor indicated for the treatment of cystic fibrosis (CF) in patients > 12 years of age
who have at least one F508del mutation in the CFTR gene or a mutation in the CFTR gene that is responsive
based on in vitro data.! If the patient’s genotype is unknown, an FDA-cleared CF mutation test should be
used to confirm the presence of at least one F508del mutation. Table 1 lists responsive CFTR mutations
based on in vitro data in Fischer Rat Thyroid cells indicating that Trikafta increases chloride transport to >
10% of normal over baseline.

Table 1. List of CFTR Gene Mutations that are Responsive to Trikafta.!

3141del9 A349V D110E D579G D1152H G576A;R668C
E822K F508C;S1251N F1074L G178E G463V R74W;V201M;D1270N
G1069R H199Y H1375P 1601F 11139V S492F

L967S L1480P M1101K Q98R R31L Y563N
R117L R334Q R352W R933G R1283M E193K

S912L S1251N V201M V754M W1098C G622D
546insCTA A455E D110H D614G D1270N L206W
F191V F508del F1099L G178R G480C R75Q

G1244E HI39R 1148T 1618T 11269N S549N

L997F M152v P5L Q237E R74Q Y1014C
R117P R347H R553Q R1066H R1283S E403D

S945L S1255P V232D V1153E W1282R G628R
A46D AS554E D192G D836Y E56K L320V
F311del F575Y G27R G194R G551D R117C
G1249R H1054D 1175V 1807M 11366N S549R
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L1077P M265R P67L Q237H R74W Y1032C
R170H R347L R668C R1070Q S13F E474K
S977F T338I V456A V1240G Y109N G970D
A120T A1006E D443Y D924N E60K L346P
F311L F1016S G85E G194V G551S R117G
G1349D H1085P 1336K 1980K R74W:D1270N | S589N
L1324P M952I P205S Q359R S341P E588V
R258G R347P R751L R1070W Y161D G1061R
S1159F T1036N V456F V1293G E92K L453S
A234D A1067T D443Y:G576A:R668C | D979V G576A R117H
F508C F1052V G126D G314E L15P S737F
H139R H1085R 1502T 11027T R74W:V201M L165S
L1335P M952T P574H Q1291R S364P K1060T
R334L R352Q R792G R1162L Y161S

S1159P T1053I V/562I W361R E116K

CFTR — Cystic Fibrosis Transmembrane Regulator.

Elexacaftor is a new chemical entity. Ivacaftor is also available as Kalydeco® (tablets and oral granules)
and as part of the co-formulated Orkambi® (lumacaftor/ivacaftor tablets and oral granules).?® Tezacaftor
and ivacaftor are part of the co-formulated product, Symdeko® (tezacaftor/ivacaftor tablets; ivacaftor
tablets).*

Both elexacaftor and tezacaftor bind to different sites of the CFTR protein and have an additive effect in
facilitating the cellular processing and trafficking of F508del-CFTR to increase the amount of CFTR protein
delivered to the cell surface compared with either molecule alone.* Ivacaftor potentiates the channel open
probability (or gating) of the CFTR protein at the cell surface. The combined effect of the three drugs is
increased quantity and function of F508del-CFTR at the cell surface, resulting in increased CFTR activity
as measured by CFTR mediated chloride transport.

Guidelines
Guidelines from the CF Foundation (2018) provide guidance on the use of CFTR therapy in patients with CF; Trikafta
is not addressed.®

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Trikafta. All approvals are provided for 3
years unless otherwise noted below. Because of the specialized skills required for evaluation and diagnosis of patients
treated with Trikafta as well as the monitoring required for adverse events and long-term efficacy, approval requires
Trikafta to be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Trikafta is recommended in those who meet the following criteria:

FDA-Approved Indications

37. Cystic Fibrosis (CF). Approve for 3 years if the patient meets the following criteria (A, B, and C):
A) Patient is > 12 years of age; AND
B) Patient has at least one copy of one of the following mutations in the cystic fibrosis conductance
regulator gene: F508del, 3141del9, E822K, G1069R, L967S, R117L, S912L, 546insCTA, F191V,
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G1244E, L997F, R117P, S945L, A46D, F311del, G1249R, L1077P, R170H, S977F, A120T,
F311L, G1349D, L1324P, R258G, S1159F, A234D, F508C, H139R, L1335P, R334L, S1159P,
A349V, F508C;S1251N, H199Y, L1480P, R334Q, S1251N, A455E, H939R, M152V, R347H,
S1255P, A554E, F575Y, H1054D, M265R, R347L, T338l, A1006E, F1016S, H1085P, M952I,
R347P, T1036N, A1067T, F1052V, H1085R, M952T, R352Q, T1053I, D110E, F1074L, H1375P,
M1101K, R352W, V201M, D110H, F1099L, 1148T, P5L, R553Q, V232D, D192G, G27R, 1175V,
P67L, R668C, V456A, D443Y, G85E, 1336K, P205S, R751L, V456F, D443Y;G576A;R668C,
G126D, 1502T, P574H, R792G, V5621, D579G, G178E, 1601F, Q98R, R933G, V754M, D614G,
G178R, 1618T, Q237E, R1066H, V1153E, D836Y, G194R, 1807M, Q237H, R1070Q, V1240G,
D924N, G194V, 1980K, Q359R, R1070W, V1293G, D979V, G314E, 11027T, Q1291R, R1162L,
W361R, D1152H, G463V, 11139V, R31L, R1283M, W1098C, D1270N, G480C, 11269N, R74Q,
R1283S, W1282R, E56K, G551D, 11366N, R74W, S13F, Y109N, E60K, G551S, K1060T,
R74W;D1270N, S341P, Y161D, E92K, G576A, L15P, R74W;V201M, S364P, Y161S, E116K,
G576A;R668C, L165S, R74W;V201M;D1270N, S492F, Y563N, E193K, G622D, L206W, R75Q),
S549N, Y1014C, E403D, G628R, L320V, R117C, S549R, Y1032C, E474K, G970D, L346P,
R117G, S589N, E588V, G1061R, L453S, R117H, or S737F; AND

C) The medication is prescribed by or in consultation with a pulmonologist or a physician who
specializes in the treatment of CF.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Trikafta is not recommended in the following situations:

42. Cystic Fibrosis (CF), Patients with Unknown Cystic Fibrosis Transmembrane Regulator (CFTR)
Gene Mutation. An FDA-cleared CF mutation test should be used to detect the presence of the CFTR
mutation prior to use of Trikafta.!

43. Combination Therapy with Orkambi, Kalydeco, or Symdeko. Trikafta contains ivacaftor which is
a component of Orkambi, Kalydeco, and Symdeko. Tezacaftor, another component of Trikafta is also
contained in Symdeko.

44. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

136. Trikafta® tablets [prescribing information]. Cambridge, MA: Vertex Pharmaceuticals, Inc; December 2020.

137. Kalydeco® tablets and oral granules [prescribing information]. Cambridge, MA: Vertex Pharmaceuticals, Inc; September
2020.

138. Orkambi® tablets and oral granules [prescribing information]. Cambridge, MA: Vertex Pharmaceuticals, Inc; July 2019.

139. Symdeko® tablets [prescribing information]. Cambridge, MA: Vertex Pharmaceuticals, Inc; December 2019.

140. Ren CL, Morgan RL, Oermann C, et al. Cystic Fibrosis Foundation Pulmonary Guidelines: Use of cystic fibrosis
transmembrane conductance regulator modulator therapy in patients with cystic fibrosis. Ann Am Thorac Soc.
2018;15(3):271-280.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy -- 10/23/2019
Annual Revision No criteria changes. 10/21/2020
Selected Revision | Cystic Fibrosis (CF): New mutations added to this condition of approval (3141del9, 01/06/2021
E822K, G1069R, L967S, R117L, S912L, 546insCTA, F191V, G1244E, L997F, R117P,
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S945L, A46D, F311del, G1249R, L1077P, R170H, S977F, A120T, F311L, G1349D,
L1324P, R258G, S1159F, A234D, F508C, H139R, L1335P, R334L, S1159P, A349V,
F508C;S1251N, H199Y, L1480P, R334Q, S1251N, A455E, HI939R, M152V, R347H,
S1255P, AS54E, F575Y, H1054D, M265R, R347L, T338I, A1006E, F1016S, H1085P,
M9521, R347P, T1036N, A1067T, F1052V, H1085R, M952T, R352Q, T1053I, D110E,
F1074L, H1375P, M1101K, R352W, V201M, D110H, F1099L, 1148T, P5L, R553Q,
V232D, D192G, G27R, 1175V, P67L, R668C, V456A, D443Y, G85E, 1336K, P205S,
R751L, V456F, D443Y;G576A;R668C, G126D, 1502T, P574H, R792G, V5621, D579G,
G178E, 1601F, Q98R, R933G, V754M, D614G, G178R, 1618T, Q237E, R1066H,
V1153E, D836Y, G194R, 1807M, Q237H, R1070Q, V1240G, D924N, G194V, 1980K,
Q359R, R1070W, V1293G, D979V, G314E, 11027T, Q1291R, R1162L, W361R,
D1152H, G463V, 11139V, R31L, R1283M, W1098C, D1270N, G480C, 11269N, R74Q,
R1283S, W1282R, E56K, G551D, 11366N, R74W, S13F, Y109N, E60K, G551S,
K1060T R74W;D1270N, S341P, Y161D, E92K, G576A, L15P, R74W;V201M, S364P,
Y161S, E116K, G576A;R668C, L165S R74W;V201M;D1270N, S492F, Y563N,
E193K, G622D, L206W, R75Q, S549N, Y1014C, E403D, G628R, L320V, R117C,
S549R, Y1032C, E474K, G970D, L346P, R117G, S589N, E588V, G1061R, L453S,
R117H, or S737F)

PRIOR AUTHORIZATION PoOLICY

PoLicy: Desmopressin Products — Nocdurna Prior Authorization Policy

e Nocdurna® (desmopressin acetate sublingual tablets [27.7 mcg and 55.3 mcg] —
Ferring)

REVIEW DATE:  10/07/2020

OVERVIEW

Nocdurna, a vasopressin analog, is indicated for the treatment of nocturia due to nocturnal polyuria in adults
who awaken at least two times per night to void.! Before initiating therapy it is recommended that the
diagnosis of nocturnal polyuria has been confirmed with a 24-hour urine collection.

Disease Overview

Nocturnal polyuria is defined as nocturnal urine volume exceeding 33% of the total 24-hour urine volume
in patients > 65 years of age or exceeding 20% of 24-hour urine volume in younger patients.? Nocturnal
polyuria may improve via lifestyle and behavior modifications, which should be implemented prior to
pharmacotherapy.® Such modifications include minimizing fluid intake before bed (particularly caffeine
and alcohol), restriction of total fluid consumption, emptying the bladder before bed, increasing exercise
and fitness levels, earlier dosing of medications such as diuretics, and elevating the legs above heart level
for a few hours before going to bed (for patients with peripheral edema).

Safety

Nocdurna has a Boxed Warning regarding hyponatremia.! Use of Nocdurna is contraindicated in patients
at increased risk of severe hyponatremia such as patients with excessive fluid intake, illness that may cause
fluid or electrolyte imbalances, and in patients using loop diuretics or systemic or inhaled glucocorticoids.
It is recommended to check serum sodium concentrations prior to initiating or resuming Nocdurna and
throughout treatment. If hyponatremia occurs, Nocdurna may need to be temporarily or permanently
discontinued.
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Nocdurna is contraindicated in patients with hyponatremia or among those with a history of hyponatremia.t
Also, patients with polydipsia should not use Nocdurna. Do not administer Nocdurna concomitantly with
loop diuretics or with systemic or inhaled glucocorticoids. Patients with renal impairment with an estimated
glomerular filtration rate below 50 mL/min/1.73 m? should not use Nocdurna. Those with known or
suspected syndrome of inappropriate antidiuretic hormone secretion should not use Nocdurna. Do not
utilize Nocdurna during illnesses that may cause fluid or electrolyte imbalance, such as gastroenteritis, salt-
wasting nephropathies, or systemic infection. Nocdurna is contraindicated in patients with heart failure or
among those with uncontrolled hypertension because the fluid retention in these conditions increases the
risk of worsening the underlying condition. Also, Nocdurna is not recommended in patients at risk for
increased intracranial pressure or those with a history of urinary retention. Trials involving Nocdurna have
not included pediatric patients.

Guidelines

A consensus statement on the diagnosis and treatment of nocturia was published by the International
Continence Society in 2019.2 There was consensus that fluid restriction should be advised for all
desmopressin-treated patients. Newer desmopressin formulations, including Nocdurna and Noctiva®
(desmopressin acetate nasal spray), are generally regarded as low-dose desmopressin. Low-dose
formulations are appropriate in the absence of contraindications to desmopressin therapy.

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Nocdurna. All approvals are
provided for the duration noted below. Due to the specialized skills required for evaluation and diagnosis
of patients treated with Nocdurna, as well as the monitoring required for adverse events and long-term
efficacy, approval requires Nocdurna to be prescribed by or in consultation with a physician who specializes
in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Nocdurna is recommended in those who meet the following criteria:

FDA-Approved Indications

34. Nocturia due to Nocturnal Polyuria. Approve for 1 year if the patient meets all of the following
criteria (A, B, C, D, E, F, and G):
G) Patient is > 18 years of age; AND
H) The diagnosis of nocturnal polyuria has been confirmed with a 24-hour urine collection before
treatment initiation and the patient meets one of the following (i or ii):
i. The nocturnal urine volume exceeds 20% of the total 24-hour urine volume in patients < 65
years of age; OR
ii. The nocturnal urine volume exceeds 33% of the total 24-hour urine volume in patients > 65
years of age; AND
1) Prior to desmopressin therapy, patient awakens at least two times per night to void; AND
J) Patient has serum sodium concentrations within the normal range (135 to 145 mmol/L); AND
K) Prescriber has verified that the patient does not have the following conditions/circumstances in
which use of Nocdurna is not recommended (i, ii, iii, iv, v, or vi):
i. Currently receiving loop diuretics (e.g., furosemide, torsemide, bumetanide); OR
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ii. Currently receiving systemic or inhaled glucocorticoids; OR
iii. Renal impairment with an estimated glomerular filtration rate < 50 mL/min/1.73 m?; OR
iv. Heart failure; OR
v. Polydipsia; OR
vi. Known or suspected syndrome of inappropriate antidiuretic hormone secretion; AND
L) Patient has tried non-pharmacologic techniques or lifestyle interventions to manage the nocturia;
AND

Note: Examples of non-pharmacologic techniques include nighttime fluid restriction, avoidance
of caffeine and alcohol, earlier timing of medications, leg elevation, or use of compression
stockings.

M) Nocdurna is prescribed by or in consultation with a urologist, geriatrician, or endocrinologist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Nocdurna is not recommended in the following situations:

93. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.

REFERENCES

148. Nocdurna® sublingual tablets [prescribing information]. Parsippany, NJ: Ferring Pharmaceuticals; June 2018.

149. Everaert K, Hervé F, Bosch R, et al. International Continence Society consensus on the diagnosis and treatment of
nocturia. Neurourol Urodyn. 2019 Feb;38(2):478-498.

150. Weiss JP, Everaert K. Management of nocturia and nocturnal polyuria. Urology. 2019;133S:24-33.

HISTORY
Type of Revision Summary of Changes Review Date
New Policy -- 08/15/2018
Annual Revision | No changes to criteria. 09/11/2019
Annual Revision | Nocturia due to Nocturnal Polyuria: “Prescribing physician” was 10/07/2020
updated to “prescriber” throughout criteria. Examples of non-
pharmacologic interventions were moved to a note.
PRIOR AUTHORIZATION WITH STEP THERAPY PoLICY
PoLicy: Desmopressin Products — Noctiva Prior Authorization with Step Therapy Policy

e Noctiva™ (desmopressin acetate nasal spray for intranasal use [0.83 mcg/0.1 mL and
1.66 mcg/0.1 mL] — Avadel)

Review DATE: 10/07/2020

OVERVIEW

Noctiva, a vasopressin analog, is indicated for the treatment of nocturia due to nocturnal polyuria in adults
who awaken at least two times per night to void.! A limitation of use is that the agent has not been studied
in patients < 50 years of age.
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Disease Overview

Nocturnal polyuria is defined as nocturnal urine volume exceeding 33% of the total 24-hour urine volume
in patients > 65 years of age or exceeding 20% of 24-hour urine volume in younger patients.? Nocturnal
polyuria may improve via lifestyle and behavior modifications, which should be implemented prior to
pharmacotherapy.® Such modifications include minimizing fluid intake before bed (particularly caffeine
and alcohol), restriction of total fluid consumption, emptying the bladder before bed, increasing exercise
and fitness levels, earlier dosing of medications such as diuretics, and elevating the legs above heart level
for a few hours before going to bed (for patients with peripheral edema).

Safety

Noctiva has a Boxed Warning regarding hyponatremia.! Noctiva is contraindicated in patients with
hyponatremia or among those with a history of hyponatremia. Also, patients with polydipsia or primary
nocturnal enuresis should not use Noctiva. Do not administer Noctiva concomitantly with loop diuretics
or with systemic or inhaled glucocorticoids. Patients with renal impairment with an estimated glomerular
filtration rate below 50 mL/min/1.73 m? should not use Noctiva. Those with known or suspected syndrome
of inappropriate antidiuretic hormone secretion should not use Noctiva. Do not utilize Noctiva during
illnesses that may cause fluid or electrolyte imbalance, such as gastroenteritis, salt-wasting nephropathies,
or systemic infection. Noctiva is contraindicated in patients with congestive heart failure (CHF) [New York
Heart Association {NYHAZ} class 1l to 1] or among those with uncontrolled hypertension because the fluid
retention in these conditions increases the risk of worsening the underlying condition. Also, Noctiva is not
recommended in patients at risk for increased intracranial pressure or those with a history of urinary
retention, and should be used with caution (e.g., monitoring of volume status) in patients with NYHA class
I CHF. Noctiva is contraindicated for the treatment of primary nocturnal enuresis because of reports of
hyponatremic-related seizures in pediatric patients treated with other intranasal formulations of
desmopressin. Trials involving Noctiva have not been performed in pediatric patients.

Guidelines

A consensus statement on the diagnosis and treatment of nocturia was published by the International
Continence Society in 2019.2 There was consensus that fluid restriction should be advised for all
desmopressin-treated patients. Newer desmopressin formulations, including Nocdurna® (desmopressin
acetate sublingual tablets [27.7 mcg and 55.3 mcg]) and Noctiva, are generally regarded as low-dose
desmopressin. Low-dose formulations are appropriate in the absence of contraindications to desmopressin
therapy. Oral desmopressin tablets are cited as another formulation in the consensus statement (available
as 100 mcg and 200 mcg tablets in the US). This is noted to be an option for certain patients, although
lower-dose formulations should be used when concomitant hyponatremia risk factors are present. Of note,
it is uncertain how the pharmacokinetic profile of Noctiva aligns with the other FDA-approved nasal
desmopressin products because there are no comparative bioavailability studies and Noctiva contains a
novel excipient, cyclopentadecanolide, which enhances absorption.! The consensus statement suggests that
pharmacodynamic and pharmacokinetic studies in nocturia patients during an overnight evaluation would
be ideal to characterize plasma desmopressin levels and rationale for dose differentiation.?

PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Noctiva. All approvals are provided
for the duration noted below. Due to the specialized skills required for evaluation and diagnosis of patients
treated with Noctiva well as the monitoring required for adverse events and long-term efficacy, approval
requires Noctiva to be prescribed by or in consultation with a physician who specializes in the condition
being treated.
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Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Noctiva is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Nocturia due to Nocturnal Polyuria. Approve for 1 year if the patient meets all of the following
criteria (A, B, C, D, E, F, G and H):

A)
B)

C)

E)

F)

G)

H)

Patient is > 50 years of age; AND

The diagnosis of nocturnal polyuria has been confirmed with a 24-hour urine collection before

treatment initiation and the patient meets one of the following (i or ii):

i. The nocturnal urine volume exceeds 20% of the total 24-hour urine volume in patients < 65
years of age; OR

ii. The nocturnal urine volume exceeds 33% of the total 24-hour urine volume in patients > 65
years of age; AND

Prior to desmopressin therapy, patient awakens at least two times per night to void; AND

Patient has serum sodium concentrations within the normal range (135 to 145 mmol/L); AND

Prescriber has verified that the patient does not have the following conditions/circumstances in

which use of Noctiva is not recommended (i, ii, iii, iv, v, or vi):

i.  Currently receiving loop diuretics (e.g., furosemide, torsemide, bumetanide); OR

ii. Currently receiving systemic or inhaled glucocorticoids; OR

iii. Renal impairment with an estimated glomerular filtration rate < 50 mL/min/1.73 m?; OR

iv. New York Heart Association class Il to IV congestive heart failure; OR

v. Polydipsia; OR

vi. Known or suspected syndrome of inappropriate antidiuretic hormone secretion; AND

Patient has tried non-pharmacologic techniques or lifestyle interventions to manage the nocturia;

AND

Note: Examples of non-pharmacologic techniques include nighttime fluid restriction, avoidance of

caffeine and alcohol, earlier timing of medications, leg elevation, or use of compression stockings.

Patient tried one of Nocdurna (desmopressin acetate sublingual tablets) or oral desmopressin

acetate tablets (DDAVP tablets, generics); AND

Noctiva is prescribed by or in consultation with a urologist, geriatrician, or endocrinologist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Noctiva is not recommended in the following situations:

94. Primary Nocturnal Enuresis. Use of Noctiva is contraindicated for the treatment of patients with
primary nocturnal enuresis.! Reports of hyponatremia-related seizures have occurred in pediatric
patients treated with other intranasal formulations of desmopressin.

95. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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REFERENCES
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HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 03/07/2018
Early Annual For the criteria that required that the patient has tried oral desmopressin, added 08/15/2018
revision Nocdurna and specified that only one product had to be tried in order to receive
authorization. The title in the document was altered to include the header
“desmopressin products”.
Annual Revision No changes to criteria. 09/11/2019
Annual Revision Nocturia due to Nocturnal Polyuria: “Prescribing physician” was updated to 10/07/2020
“prescriber” throughout criteria. Examples of non-pharmacologic interventions
were moved to a note.
DEU Update 01/26/2021: No changes to criteria. The policy was renamed to “Desmopressin NA
Products — Noctiva Prior Authorization with Step Therapy Policy.”
PRIOR AUTHORIZATION POLICY
PoLicy: Diabetes — Glucagon-Like Peptide-1 Agonists Prior Authorization Policy

REvVIEW DATE:

OVERVIEW

Adlyxin® (lixisenatide injection — sanofi-aventis)

Bydureon® (exenatide extended-release injectable suspension — AstraZeneca)
Bydureon BCise® (exenatide extended-release injectable suspension — AstraZeneca)

Byetta® (exenatide injection — AstraZeneca)
Ozempic® (semaglutide injection — Novo Nordisk)
Rybelsus® (semaglutide tablets — Novo Nordisk)

Tanzeum™ (albiglutide injection — GlaxoSmithKline [obsolete 07/31/2018])

Trulicity® (dulaglutide injection — Eli Lilly)
Victoza® (liraglutide injection — Novo Nordisk)

10/21/2020

The glucagon-like peptide-1 (GLP-1) receptor agonists addressed in this policy are indicated as adjuncts to
diet and exercise to improve glycemic control in adults with type 2 diabetes.’® Victoza is additionally
indicated for type 2 diabetes in patients > 10 years of age.® Victoza, Ozempic, and Trulicity also have
labeled indications related to cardiovascular (CV) risk reduction in adults with type 2 diabetes.

Guidelines

According to the ADA Standards of Care (2020), among patients with type 2 diabetes with established
atherosclerotic CV disease, sodium-glucose co-transporter 2 inhibitors or GLP-1 agonists with
demonstrated CV disease benefit are recommended as part of the antihyperglycemic regimen.’* GLP-1
agonists are also useful as add-on therapy for patients who are inadequately controlled on metformin. Other
guidelines have similar recommendations.
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PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of the GLP-1 agonists targeted in this
policy. Of note, Saxenda® (liraglutide injection) is indicated for weight loss, not diabetes, and is not
targeted in this policy. All approvals are provided for the duration noted below.

Automation: If criteria for previous use of an oral medication for diabetes (this includes all oral
medications for diabetes) in the past 130 days are not met at the point of service, coverage will be
determined by prior authorization criteria.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Type 2 Diabetes Mellitus. Approve for 3 years.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage is not recommended in the following situations:

45. Type 1 Diabetes Mellitus. None of the GLP-1 agonists are indicated for patients with type 1 diabetes.™
° Addition of GLP-1 receptor agonists to insulin therapy resulted in small (0.2%) reductions in HbA:c
among patients with type 1 diabetes compared with insulin alone.*

46. Weight Loss Treatment. Saxenda contains the same chemical entity as Victoza at a higher dosage
and is indicated for chronic weight management. Endocrine Society guidelines for pharmacological
management of obesity (2015) advise against off-label prescribing of medications such as GLP-1
receptor agonists for the sole purpose of producing weight loss.*?

47. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES
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Byetta® injection [prescribing information]. Wilmington, DE: AstraZeneca; February 2020.

Ozempic® injection [prescribing information]. Plainsboro, NJ: Novo Nordisk; January 2020.

Rybelsus® tablets [prescribing information]. Plainsboro, NJ: Novo Nordisk; January 2020.

Tanzeum™ injection [prescribing information]. Research Triangle Park, NC: GlaxoSmithKline; December 2017.

Trulicity®injection [prescribing information]. Indianapolis, IN: Eli Lilly; September 2020.

Victoza® injection [prescribing information]. Plainshoro, NJ: Novo Nordisk; August 2020.

0. American Diabetes Association. Standards of medical care in diabetes — 2020. Diabetes Care. 2020;43(Suppl 1):S1-S212.

Available at: https://care.diabetesjournals.org/content/43/Supplement_1. Accessed on October 15, 2020.

11. Garber AJ, Handelsman Y, Grunberger G, et al. Consensus statement by the American Association of Clinical
Endocrinologists and American College of Endocrinology on the comprehensive type 2 diabetes management algorithm —
2020 executive summary. Endocr Pract. 2020;26(1):107-139.
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12. Apovian CM, Aronne LJ, Bessesen DH, et al. Pharmacological management of obesity: An endocrine society clinical practice
guideline. J Clin Endocrinol Metab. 2015;100(2):342-362. Available at:
https://academic.oup.com/jcem/article/100/2/342/2813109. Accessed on October 15, 2020.

HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision No criteria changes. 07/10/2019
Early Annual Rybelsus added to policy. 10/09/2019
Revision Policy statement clarified to note that Saxenda is not targeted in this policy.
Annual Revision No criteria changes. 10/21/2020
PRIOR AUTHORIZATION POLICY
PoLicy: Diabetes — Symlin Prior Authorization Policy

e Symlin™ (pramlintide injection — AstraZeneca)

REviEw DATE: 08/12/2020

OVERVIEW

Symlin, an antihyperglycemic agent for subcutaneous injection, is indicated as an adjunctive treatment in
patients with type 1 or type 2 diabetes who use mealtime insulin therapy and who have failed to achieve
desired glucose control despite optimal insulin therapy. Symlin is contraindicated in patients with a
confirmed diagnosis of gastroparesis and in patients with hypoglycemia unawareness. At the initiation of
Symlin, mealtime insulin should be decreased by 50%.

Pramlintide is a synthetic analog of the naturally occurring neuroendocrine hormone amylin which is
synthesized by pancreatic B-cells and contributes to glucose control during the postprandial period.!
Pramlintide slows gastric emptying and reduces the postprandial rise in plasma glucagon. Pramlintide has
also been shown to reduce food intake via a proposed satiety mechanism.

Guidelines/Consensus Statements

The American Diabetes Association (ADA) Standards of Medical Care in Diabetes (2020) note that Symlin
is the only approved treatment for adjunct therapy to insulin in type 1 diabetes; however, a specific
recommendation for its use it not provided.? Symlin is not included on the ADA treatment algorithm for
type 2 diabetes. Similarly, American Association of Clinical Endocrinologists (AACE) and American
College of Endocrinology (ACE) guidelines for management of type 2 diabetes (2020) note that Symlin is
approved in combination with basal-bolus insulin regimens but do not make a recommendation regarding
its place in therapy.®

PoLICcY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Symlin. All approvals are provided
for the duration noted below.

Automation: If criteria for previous use of insulin (automated) within the past 130 days are not met at the
point of service, coverage will be determined by prior authorization criteria.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Symlin is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Diabetes Mellitus, Type 1 or Type 2. Approve for 3 years if Symlin is prescribed in adjunct to insulin
therapy.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Symlin is not recommended in the following situations:

1. Weight Loss Treatment. AACE/ACE obesity clinical practice guidelines (2016) comment that
Symlin may lead to modest weight loss in diabetic patients but do not comment on a role for Symlin in
management of obesity in non-diabetic patients.* Limited data are available with Symlin for weight
loss treatment.®> Other pharmacotherapies are available and indicated for weight loss.

96. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

1. Symlin®injection [prescribing information]. Wilmington, DE: AstraZeneca; December 2019.
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Endocrinologists and American College of Endocrinology on the comprehensive type 2 diabetes management algorithm —
2020 executive summary. Endocr Pract. 2020;26(1):107-139. Available at: https://www.aace.com/sites/all/files/diabetes-
algorithm-executive-summary.pdf. Accessed on August 4, 2020.
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5.  Smith SR, Aronne LJ, Burns CM, Kesty N et al. Sustained weight loss following 12-month pramlintide treatments as an
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HISTORY
Type of Revision Summary of Changes Review Date
Annual revision No criteria changes 08/22/2018
Annual revision No criteria changes 08/28/2019
Annual revision No criteria changes 08/12/2020
PRIOR AUTHORIZATION PoOLICY
PoLicy: Dronabinol Prior Authorization Policy

e Marinol® (dronabinol capsules — AbbVie, generics)
e Syndros® (dronabinol oral solution — Insys)

RevieEw DATE: 10/21/2020
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OVERVIEW

Dronabinol capsules (Marinol®, generics) and Syndros® (dronabinol oral solution) are both indicated for
anorexia associated with weight loss in patients with Acquired Immune Deficiency Syndrome (AIDS) and
for nausea and vomiting associated with cancer chemotherapy in patients who have failed to respond
adequately to conventional antiemetic treatments.*2

Dronabinol is an orally active cannabinoid which has complex effects on the central nervous system
(CNS).}2  The active ingredient is synthetic delta-9-tetrahydrocannabinol (delta-9-THC), which is a
naturally occurring component of Cannabis sativa L. (e.g., marijuana). Dronabinol demonstrates reversible
effects on appetite, mood, cognition, memory, and perception. These effects appear to be dose-related,
increasing in frequency with higher dosages, and subject to great interpatient variability. Dronabinol
capsules have not been studied in and are not recommended for pediatric patients with AIDS-related
anorexia; caution is recommended in prescribing dronabinol capsules for children because of the
psychoactive effects. The safety and effectiveness of Syndros have not been established in pediatric
patients. Dronabinol is a controlled substance; the capsules are ClII and the oral solution is CII.

In addition to the FDA-approved uses for dronabinol, several Phase 111 studies have been completed or are
underway according to clinicaltrials.gov; the disease states being studied include anorexia nervosa, chronic
pain, multiple sclerosis, and opioid dependence.® Published studies supporting these off-label uses are
lacking.

Guidelines

The National Comprehensive Cancer Network (NCCN) guidelines regarding the treatment of emesis
(version 2.2020 — April 23, 2020) include various regimens depending upon the emetogenic potential of
the chemotherapy agent(s) being administered.* Dronabinol is included in the list of medications for
breakthrough nausea or emesis. Other recommended agents for breakthrough nausea or emesis include
serotonin 5-HTj3 receptor antagonists, olanzapine, lorazepam, haloperidol, metoclopramide, scopolamine,
prochlorperazine, promethazine, and dexamethasone. The agent should be from a different drug class to
the current regimen, but no preference is given.

Safety

Dronabinol capsules contain sesame oil and are contraindicated in patients who are allergic to this
substance.! Syndros is contraindicated in patients with a history of hypersensitivity to alcohol and patients
who are receiving, or have recently received, disulfiram- or metronidazole-containing products within 14
days.? Syndros contains 50% (w/w) dehydrated alcohol and 5.5% (w/w) propylene glycol.
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PoLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of dronabinol. All approvals are
provided for the duration noted below. In cases where the approval is authorized in months, 1 month is
equal to 30 days.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA

A. Coverage of dronabinol capsules is recommended in those who meet the following criteria:

FDA-Approved Indications

23. Anorexia Associated with Weight Loss in Patients with Acquired Immune Deficiency Syndrome
(AIDS): Approve for 6 months if ONE of the following criteria is met (A or B):
A) Generic dronabinol capsules are requested; OR
B) If brand Marinol is prescribed, the patient has tried generic dronabinol capsules AND the Brand
product is being requested due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the Brand and the bioequivalent generic product
which, per the prescriber, would result in a significant allergy or serious adverse reaction.

2. Nausea and Vomiting Associated with Cancer Chemotherapy in Patients who have Failed to
Respond Adequately to Conventional Antiemetic Treatments: Approve for 1 year if the patient
meets BOTH of the following criteria (A and B):

A) Patient has failed to respond adequately to at least two conventional antiemetic treatments; AND
Note: Examples of conventional antiemetic treatments include selective serotonin [5-HT3] receptor
antagonists [such as ondansetron, granisetron, Anzemet® {dolasetron}, Aloxi® {palonosetron
injection}], Akynzeo® [netupitant/palonosetron capsules], Emend® (aprepitant capsules), Varubi™
(rolapitant tablets), metoclopramide, prochlorperazine, dexamethasone.

B) Patient meets ONE of the following criteria (i or ii):

i. Generic dronabinol capsules are requested; OR

ii. Ifbrand Marinol is prescribed, the patient has tried generic dronabinol capsules AND the Brand
product is being requested due to a formulation difference in the inactive ingredient(s) [e.g.,
difference in dyes, fillers, preservatives] between the Brand and the bioequivalent generic
product which, per the prescriber, would result in a significant allergy or serious adverse
reaction.

B. Coverage of Syndros is recommended in those who meet the following criteria:

FDA-Approved Indications

1. Anorexia Associated with Weight Loss in Patients with Acquired Immune Deficiency Syndrome
(AIDS): Approve Syndros for 6 months if the patient meets ONE of the following criteria (A or B):

A) Patient has tried generic dronabinol capsules; OR
B) Patient cannot swallow or has difficulty swallowing capsules.
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2. Nausea and Vomiting Associated with Cancer Chemotherapy in Patients who have Failed to
Respond Adequately to Conventional Antiemetic Treatments: Approve Syndros for 1 year if the
patient meets BOTH of the following criteria (A and B):

A) Patient has failed to respond adequately to at least two conventional antiemetic treatments; AND
Note: Examples of conventional antiemetic treatments include selective serotonin [5-HT3] receptor
antagonists [such as ondansetron, granisetron, Anzemet® {dolasetron}, Aloxi® {palonosetron
injection}], Akynzeo® [netupitant/palonosetron capsules], Emend® (aprepitant capsules), Varubi™
(rolapitant tablets), metoclopramide, prochlorperazine, dexamethasone.

B) Patient meets ONE of the following (i or ii):

i. Patient has tried generic dronabinol capsules; OR
ii. Patient cannot swallow or has difficulty swallowing capsules.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of dronabinol is not recommended in the following situations:

97. Chronic Non-Cancer Pain. Based on a review of published studies, there is insufficient evidence for
the use of dronabinol in non-cancer pain due to the small study sizes and moderate to high risk of bias
to allow for a definitive conclusion.® In the two studies reviewed, the authors reported mixed effects
for pain measures for dronabinol. More data are needed to define the place in therapy of dronabinol
in the treatment of chronic non-cancer pain.

98. Multiple Sclerosis. Results from one published, randomized, double-blind, placebo-controlled study
(n = 498) demonstrated that dronabinol has no overall effect on the progression of multiple sclerosis
in patients with primary and secondary progressive multiple sclerosis.® There is limited published
evidence for the use of dronabinol in spasticity and pain in multiple sclerosis.”® An analysis of three
studies in patients with spasticity due to multiple sclerosis found some improvement with dronabinol
vs. placebo, but it did not reach statistical significance.” A small study (n = 24) in patients with pain
due to multiple sclerosis found that dronabinol had a modest analgesic effect, but adverse effects were
also more frequent with dronabinol over placebo.® A study in patients with multiple sclerosis and
central neuropathic pain (n = 240) found no difference between dronabinol and placebo in pain
intensity.® More data are needed to define the place in therapy of dronabinol in the treatment of
multiple sclersosis.

99. Tourette’s syndrome. Published studies of dronabinol in patients with Tourette’s syndrome are
lacking.® More data are needed to define the place in therapy of dronabinol in the treatment of
Tourette’s syndrome.

100.Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision No change to criteria. 10/3/2018
Annual Revision No change to criteria. 10/23/2019
Annual Revision Nausea and Vomiting Associated with Cancer Chemotherapy in Patients 10/21/2020
who have Failed to Respond Adequately to Conventional Antiemetic
Treatments: Moved examples of antiemetics to a note.
Prescribing physician was changed to prescriber as needed throughout the criteria.
PRIOR AUTHORIZATION PoOLICY
PoLicy: Enspryng Prior Authorization Policy

e Enspryng™ (satralizumab-mwge for subcutaneous injection — Viela Bio)

REVIEW DATE:  08/26/2020; selected revision 09/09/2020

OVERVIEW
Enspryng, an interleukin-6 receptor antagonist, is indicated for the treatment of neuromyelitis optica spectrum disorder
(NMOSD) in patients > 18 years of age who are anti-aquaporin-4 antibody positive.!

Disease Overview

NMOSD is a rare, relapsing, autoimmune disorder of the brain and spinal cord with optic neuritis and/or myelitis as
predominate characteristic symptoms.2 NMOSD often causes significant, permanent damage to vision and/or spinal
cord function resulting in blindness or impaired mobility.® Patients may experience pain, paralysis, loss of bowel and
bladder control, loss of visual acuity, uncontrolled motor functions, and complications can lead to death.

Other Therapies

Soliris® (eculizumab injection for intravenous infusion) and Uplizna™ (inebilizumab-cdon injection for intravenous
infusion) are two other FDA-approved medications for treatment of NMOSD in adults who are anti-AQP4 antibody-
positive.*® For acute attacks, typical treatment is high-dose intravenous corticosteroids.%” Plasma exchange may be
effective in patients who suffer acute severe attacks that do not respond to intravenous corticosteroids. For long-term
control of the disease, a variety of immunosuppressive drugs are utilized as first-line therapy. Preventative
maintenance therapies include corticosteroids, azathioprine, mycophenolate mofetil, and rituximab (off-label).

POLICY STATEMENT
Prior Authorization is recommended for prescription benefit coverage of Enspryng. All approvals are provided for
the duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated
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with Enspryng as well as the monitoring required for adverse events and long-term efficacy, approval requires
Enspryng to be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 282

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Enspryng is recommended in those who meet the following criteria:

FDA-Approved Indications

35. Neuromyelitis Optica Spectrum Disorder. Approve if the patient meets ONE of the following criteria (A or
B):
C)) Initial Therapy. Approve for 1 year if the patient meets the following criteria (i, ii, iii, iv, and v):
vi. Patient is > 18 years of age; AND
vii. Neuromyelitis optica spectrum disorder diagnosis was confirmed by blood serum test for anti-
aquaporin-4 antibody positive; AND
viii.Patient is currently receiving or has previously tried two of the following systemic therapies (a,
b, c, or d):
a. Azathioprine; OR
b. Corticosteroid; OR
c. Mycophenolate mofetil; OR
d. Rituximab; AND
Note: An exception to the requirement for a trial of a systemic therapy can be made if the
patient has already tried Soliris® (eculizumab injection) or Uplizna™ (inebilizumab-cdon
injection) for neuromyelitis optica spectrum disorder. Patients who have already tried
Soliris or Uplizna for neuromyelitis optica spectrum disorder are not required to try another
systemic agent.
ix. Patient has a history of at least one relapse in the last 12 months or two relapses in the last 2 years; AND
X. The medication is being prescribed by or in consultation with a neurologist.
D) Patient is Currently Receiving Enspryng. Approve for 1 year if the patient meets the following (i, ii, iii, and
iv):
v. Patient is > 18 years of age; AND
vi. Neuromyelitis optica spectrum disorder diagnosis was confirmed by blood serum test for anti-
aquaporin-4 antibody positive; AND
vii. According to the prescriber, patient has had clinical benefit from the use of Enspryng; AND
Note: Examples of clinical benefit include reduction in relapse rate, reduction in symptoms
(e.g., pain, fatigue, motor function), and a slowing progression in symptoms.
viii. The medication is being prescribed by or in consultation with a neurologist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Enspryng is not recommended in the following situations:

48. Concomitant use with a rituximab product, Soliris® (eculizumab injection), or Uplizna™
(inebilizumab-cdon injection). There is no evidence to support additive efficacy of combining
Enspryng with rituximab, Soliris or Uplizna.

49. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
New Policy -- 08/26/2020

Selected Revision | Neuromyelitis Optica Spectrum Disorder. Initial therapy approval duration was | 09/09/2020
changed from 6 months to 1 year. The requirement for tried systemic therapies verbiage
of “used in the maintenance setting” was removed. The addition of two relapses in the
last 2 years was added as an option and (acute attack from neuromyelitis optica spectrum
disorder) was removed from the history of relapses criteria.

Concomitant use with Soliris® (eculizumab injection) or Uplizna™ (inebilizumab-
cdon injection). Rituximab was added as a product not to be used concomitantly with
Enspryng.

PRIOR AUTHORIZATION PoLicy

PoLicY: Enzyme Replacement Therapy — Strensiq® (asfotase alfa for subcutaneous use — Alexion
Pharmaceuticals, Inc.)

TAC APPROVAL DATE: 08/08/2018

OVERVIEW

Strensiq is indicated for the treatment of patients with perinatal/infantile- and juvenile-onset
hypophosphatasia (HPP).! Strensiq is an enzyme replacement therapy which replaces human tissue non-
specific alkaline phosphatase (TNSALP). Strensig is produced via recombinant DNA technology in
Chinese hamster ovary cells. It is a soluble glycoprotein composed of two identical polypeptide chains,
each containing TNSALP, bound to the Fc domain of human immunoglobulin G; and a deca-aspartate
peptide for targeting the bone.

Disease Overview

Hypophosphatasia (HPP) is an inherited metabolic disease caused by a loss-of-function mutation in the
gene which codes for TNSALP.2 TNSALP is tissue bound and expressed in high concentrations in the
liver, kidney, neurons, neutrophils, bone and teeth.>® In HPP, inorganic pyrophosphate and pyridoxal 5’-
phosphate, substrates for TNSALP, are increased and lead to disease manifestations. Inorganic
pyrophosphate is an inhibitor of bone mineralization, and its accumulation leads to rickets and
osteomalacia. Pyridoxal 5’-phosphate, a derivative of vitamin Be, is necessary for the synthesis of gamma
aminobutyric acid (GABA). However, for pyridoxal 5’-phosphate to enter the neuron, it must be
dephosphorylated to allow pyridoxal to enter the neuron where it is rephosphorylated. The decreased
synthesis of GABA in HPP leads to seizures.
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HPP is a rare disease, with an estimated live-birth incidence, for the severe forms of HPP, of 1:100,000 in
Canada and approximately 1:300,000 in Europe.?* Prevalence in certain populations, such as Canadian
Mennonites may be as high as 1:2,500 births. Disease severity can range from neonatal death with almost
no skeletal mineralization to dental problems in adults without any bone symptoms.?* In patients most
severely affected by HPP, mortality ranges from 50% to nearly 100% during infancy.?

PoLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Strensig. All approvals are provided
for the duration noted below. Because of the specialized skills required for evaluation and diagnosis of
patients treated with Strensiq as well as the monitoring required for adverse events and long-term efficacy,
approval requires Strensiq to be prescribed by or in consultation with a physician who specializes in the
condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Strensiq is recommended in those who meet the following criteria:

FDA-Approved Indications

36. Hypophosphatasia — Perinatal/Infantile- and Juvenile-Onset. Approve for 3 years if the patient
meets ALL of the following criteria (A, B, C AND D):
24. Diagnosis is supported by one of the following (i, ii or iii):

i.  Molecular genetic testing documenting tissue non-specific alkaline phosphatase (ALPL)
gene mutation; OR

ii.  Low baseline serum alkaline phosphatase activity; OR

iii.  An elevated level of a tissue non-specific alkaline phosphatase substrate (i.e., serum
pyridoxal 5’-phosphate, serum or urinary inorganic pyrophosphate, urinary
phosphoethanolamine); AND

25. Patient meets one of the following (i or ii):

i. Patient currently has, or has a history of clinical manifestations consistent with
hypophosphatasia (e.g., skeletal abnormalities, premature tooth loss, muscle weakness,
poor feeding, failure to thrive, respiratory problems, Vitamin Be-dependent seizures); OR

ii.  Patient has a family history (parent or sibling) of hypophosphatasia without current clinical
manifestations of hypophosphatasia; AND

26. Disease onset < 18 years of age; AND

27. Strensiq is prescribed by or in consultation with a geneticist, endocrinologist, a metabolic disorder
sub-specialist, or a physician who specializes in the treatment of hypophosphatasia or related
disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Strensiq has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions.

101.Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes” TAC Approval Date
New Policy - 08/08/2018

*

For a further summary of criteria changes, refer to respective TAC minutes available at:
http://esidepartments/sites/Dep043/Committees/TAC/Forms/Allltems.aspx; TAC — Therapeutic Assessment Committee.

PRIOR AUTHORIZATION PoOLICY

PoLicy: Enzyme Replacement Therapy — Adagen Prior Authorization Policy
e Adagen® (pegademase bovine injection for intramuscular use — Leadiant [obsolete
6/30/2019])

RevieEw DATE: 11/11/2020

OVERVIEW

Adagen is a modified enzyme used for enzyme replacement therapy for the treatment of severe combined
immunodeficiency disease associated with a deficiency of adenosine deaminase (ADA-SCID). It is
recommended for use in infants from birth or in children at any age at the time of diagnosis.

Disease Overview

ADA-SCID is an ultra-rare, autosomal recessive genetic disorder of purine metabolism affecting
lymphocyte development, viability, and function.*? It is estimated to occur in 1:200,000 to 1:1,000,000
live births. ADA is a purine salvage enzyme which metabolizes deoxyadenosine (dAdo) and adenosine
(Ado) into deoxyinosine and inosine, respectively.> When ADA is deficient, dAdo accumulates in
intracellular and extracellular compartments, along with its metabolite, deoxyadenosinetriphosphate
(dATP). The buildup of both dAdo and dATP negatively impacts lymphocyte development and function
by impeding DNA replication and repair, inducing apoptosis, and inhibiting lymphocyte activation.

There are a variety of phenotypes of ADA deficiency; ADA-SCID is the most severe and typically
diagnosed before 1 year of age.? Infants with typical ADA-SCID have failure to thrive and opportunistic
infections associated with marked depletion of B, T, and NK lymphocytes. Manifestations include
persistent diarrhea, extensive dermatitis, recurrent pneumonia, and other life-threatening illnesses caused
by opportunistic infections. Growth failure and other physical manifestations, including hepatic and
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neurologic abnormalities, may also be present. Without treatment, patients with ADA-SCID rarely survive
beyond 1 to 2 years of age.

Guidelines

According to a consensus statement for management of ADA-SCID (2018), diagnosis is usually established
by demonstrating absent or very low (< 1 % of normal) ADA catalytic activity, accompanied by elevated
Ado or dAdo in plasma, urine, or dried blood spots.* This should be followed by genetic testing to confirm
bi-allelic mutations in the ADA gene. Enzyme replacement therapy (ERT) is recommended by the
consensus panel for all patients newly diagnosed with ADA-SCID as an immediate stabilizing measure.
The ideal duration of ERT has not been established. The consensus recommends that most patients use
ERT as a “bridge” for a few months to approximately 2 years prior to undergoing curative therapy with a
hematopoietic stem cell transplant (HSCT) or hematopoietic stem cell gene therapy. Long-term use of ERT
has declined in the past 30 years and has not been systematically studied. Lymphocyte counts and function
may deteriorate over time, contributing to increased risk of infections and malignancy. Therefore, ERT
longer than 5 to 8 years should be avoided and employed on a continuous basis only when neither HSCT
nor gene therapy have been available or effective. The consensus also suggests ERT use for patients with
later-onset phenotypes who may not be ideal candidates for curative processes.

PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Adagen. All approvals are provided
for the duration noted below. Because of the specialized skills required for evaluation and diagnosis of
patients treated with Adagen, approval requires it to be prescribed by or in consultation with a physician
who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Adagen is recommended in those who meet the following criteria:

FDA-Approved Indications

3. Adenosine Deaminase Severe Combined Immunodeficiency (ADA-SCID). Approve for 1 year if
the patient meets the following criteria (A and B):
A) Patient has a diagnosis of ADA-SCID confirmed by one of the following criteria (i or ii):
i. Atbaseline (i.e., prior to initiating enzyme replacement therapy), the patient has had absent or
very low (< 1% of normal) adenosine deaminase (ADA) catalytic activity; OR
ii. Patient has had molecular genetic testing confirming bi-allelic mutations in the ADA gene;
AND
B) The medication is prescribped by, or in consultation with, an immunologist,
hematologist/oncologist, or physician that specializes in ADA-SCID or related disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Adagen is not recommended in the following situations:

6. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy -- 10/31/2018
Annual Revision No changes to criteria. 11/20/2019
Annual Revision No changes to criteria. 11/11/2020

PRIOR AUTHORIZATION PoOLICY

PoLICY:  Enzyme Replacement Therapy — Aldurazyme® (laronidase solution for intravenous infusion — Genzyme
Corporation)

DATE REVIEWED: 04/15/2020

OVERVIEW
Aldurazyme is human a-L-iduronidase produced in Chinese hamster ovary cells via recombinant DNA technology.*
Alpha-L-iduronidase catalyzes the hydrolysis of terminal a-L-iduronic acid from dermatan sulfate and heparin sulfate.

Aldurazyme is indicated for patients with Hurler and Hurler-Scheie forms of Mucopolysaccharidosis type | and in
patients with the Scheie form who have moderate to severe symptoms.! The risks and benefits of treating mildly
affected patients with the Scheie form have not been established.

Disease Overview

Mucopolysaccharidosis type | (MPS 1) is a rare autosomal recessive, lysosomal storage disease characterized by the
deficiency of a-L-iduronidase.? Patients with MPS I are unable to degrade dermatan and heparin sulfate, resulting in
the accumulation of glycosoaminoglycans within lysosomes. Over time, the accumulation of glycosoaminoglycans
leads to progressive tissue damage,® ultimately resulting in multiorgan dysfunction.?® Patients with MPS | commonly
have a characteristic face, corneal clouding, cardiomyopathy, enlarged tongue, respiratory insufficiency,
hepatosplenomegaly, hernias, dysostosis multiplex, joint stiffness, and cognitive impairment.*> MPS | is commonly
classified as three separate entities, Hurler syndrome (severe form), Hurler-Scheie syndrome (intermediate form) and
Scheie syndrome (mild form).%* However, this classification system is based on disease severity and age of onset,
not on any biochemical differences between the three syndromes.> All three forms of the disease are the result of the
same enzymatic deficiency and represent varying degrees of severity along the disease continuum. The definitive
diagnosis of MPS I is based on demonstrating deficient a-L-iduronidase activity in fibroblasts, leukocytes, plasma, or
serum.35

Specific treatments for MPS | include hematopoietic stem cell transplantation (HSCT) and enzyme replacement
therapy.>*% HSCT is indicated for the severe forms of MPS I, in children < 2 years of age who are cognitively intact.>*
HSCT has been shown to preserve intellectual development, reverse some aspects of somatic disease and increase
survival.2*® Enzyme replacement therapy (Aldurazyme) does not cross the blood-brain barrier and is unlikely to
improve cognitive or neurologic function.? Therefore, Aldurazyme is appropriate in children < 2 years of age who
have already experienced cognitive decline, or who are cognitively intact with severe physical disease prior to HSCT
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to improve their health. Aldurazyme is also recommended in older patients with or without cognitive or neurologic
decline.

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Aldurazyme. All approvals are provided for
the duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated
with Aldurazyme as well as the monitoring required for adverse events and long-term efficacy, approval requires
Aldurazyme to be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Aldurazyme is recommended in those who meet the following criteria:

FDA-Approved Indications

38. Mucopolysaccharidosis Type | (Hurler Syndrome, Hurler-Scheie Syndrome, and Scheie

Syndrome). Approve for 1 year if the patient meets the following criteria (A and B):

A) The diagnosis is established by one of the following (i or ii):
i. Patient has a laboratory test demonstrating deficient a-L-iduronidase activity in leukocytes,

fibroblasts, plasma, or serum; OR

ii. Patient has a molecular genetic test demonstrating a-L-iduronidase gene mutation; AND

B) Aldurazyme is prescribed by or in consultation with a geneticist, endocrinologist, a metabolic disorder sub-
specialist, or a physician who specializes in the treatment of lysosomal storage disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Aldurazyme has not been shown to be effective, or there are limited or preliminary data or potential safety concerns
that are not supportive of general approval for the following conditions.

50. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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PRIOR AUTHORIZATION PoLicy

PoLIcY: Enzyme Replacement Therapy — Elaprase® (idursulfase injection for intravenous use — Shire Human
Genetic Therapies)

DATE REVIEWED: 04/15/2020

OVERVIEW

Elaprase is human iduronate-2-sulfatase (idursulfase), produced in a human cell line using recombinant DNA
technology.! Idursulfase hydrolyzes the 2-sulfate esters of terminal iduronate sulfate residues from dermatan and
heparin sulfate in lysosomes of various cell types.

Elaprase is indicated for patients with Hunter syndrome (Mucopolysaccharidosis type Il [MPS 11]).! Elaprase has
been shown to improve walking capacity in patients > 5 years of age. In patients 16 months to 5 years of age, no data
are available to demonstrate improvement in disease-related symptoms or long-term clinical outcome; however,
treatment has reduced spleen volume similar to that of patients > 5 years of age.

Disease Overview

MPS 11 or Hunter syndrome, is a rare, X-linked lysosomal storage disorder characterized by a deficiency of iduronate-
2-sulfatase leading to the accumulation of the glycosaminoglycans dermatan sulfate and heparin sulfate.>® Males are
almost exclusively affected, although there have been a few case reports of females with Hunter syndrome.®* The
onset, progression, and severity of MPS 1l is variable.>* Most of the patients with MPS Il have a severe form with
neurologic involvement leading to cognitive impairment and neurologic regression.®* Other manifestations of Hunter
syndrome include course facial features, hepatosplenomegaly, cardiac and respiratory disease, short stature, and stiff
joints and contractures.>® The definitive diagnosis of MPS Il is established by demonstrating deficient iduronate-2-
sulfatase activity in leukocytes, fibroblasts, serum, or plasma, or mutations in the iduronate-2-sulfatase gene.?®
Definitive treatment of MPS Il consists of enzyme replacement therapy with Elaprase.>* Hematopoietic stem cell
transplantation has not demonstrated clear neurological benefit to date and is not recommended for MPS Il due to the
high rate of morbidity and mortality associated with this therapy.?*

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Elaprase. All approvals are provided for the
duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated with
Elaprase as well as the monitoring required for adverse events and long-term efficacy, approval requires Elaprase to
be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Elaprase is recommended in those who meet the following criteria:

FDA-Approved Indications

39. Mucopolysaccharidosis Type Il (Hunter Syndrome). Approve for 1 year if the patient meets the
following criteria (A and B):
A) The diagnosis is established by one of the following (i or ii):
i. Patient has a laboratory test demonstrating deficient iduronate-2-sulfatase activity in
leukocytes, fibroblasts, serum, or plasma; OR
ii. Patient has a molecular genetic test demonstrating iduronate-2-sulfatase gene mutation; AND
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B) Elaprase is prescribed by or in consultation with a geneticist, endocrinologist, a metabolic disorder sub-
specialist, or a physician who specializes in the treatment of lysosomal storage disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Elaprase has not been shown to be effective, or there are limited or preliminary data or potential safety concerns that
are not supportive of general approval for the following conditions.

51. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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153. Elaprase® injection for intravenous use [prescribing information]. Lexington, MA: Shire Human Genetic Therapies, Inc.;
November, 2018.

154. Scarpa M, Almassy Z, Beck M, et al. Mucopolysaccharidosis type Il: European recommendations for the diagnosis and
multidisciplinary management of a rare disease. Orphanet J Rare Dis. 2011;6:72.

155. Muenzer J, Beck M, Eng CM, et al. Multidisciplinary management of Hunter syndrome. Pediatrics. 2009;124:e1228-1239.

156. Giugliani R, Federhen A, Munoz Rojas MV, et al. Mucopolysaccharidosis I, 1l, and VI: Brief review and guidelines for
treatment. Genet Mol Biol. 2010;33:589-604.

157. D’Avanzo F, Rigon L, Zanetti A, Tomanin R. Mucopolysaccharidosis type II: One hundred years of research, diagnosis, and
treatment. Int J Mol Sci. 2020;21:E1258.

HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 04/17/2019
Annual Revision | Added “serum” as a source to test to demonstrate deficient iduronate- 04/15/2020
2-sulfatase activity.

PRIOR AUTHORIZATION PoLICY

PoLICcY: Enzyme Replacement Therapy — Fabrazyme® (agalsidase injection for intravenous use — Genzyme)

DATE REVIEWED: 04/15/2020

OVERVIEW

Fabrazyme is human a-galactosidase A (a-Gal), with the same amino acid sequence as the native enzyme.! It is
produced in Chinese hamster ovary cells via recombinant DNA technology. Fabrazyme catalyzes the breakdown of
globotriaosylceramide (GL-3) and other a-galactyl-terminated neutral glycosphingolipids to ceramide and galactose.

Fabrazyme is indicated for use in patients with Fabry disease.! It reduces the deposition of GL-3 in the capillary
endothelium of the kidney and certain other cell types.

Disease Overview

Fabry disease is a rare inherited X-linked lysosomal storage disorder due to absent or significantly reduced a-Gal
activity leading to the accumulation of GL-3 in a wide variety of cells throughout the body.?* The accumulation of
GL-3 leads to progressive multisystem disease, primarily impacting the kidney, heart and nervous system.®4 The
incidence of Fabry disease is estimated to be about 1:117,000 live male births.? Fabry disease can be divided into two
phenotypes. A severe, classical phenotype typically occurs in men without a-Gal activity, whereas a generally milder
non-classical phenotype is found in men and women with some residual a-Gal activity.>® The diagnosis of Fabry
disease can be confirmed in males by demonstrating a deficiency in a-Gal activity, and in all patients by identifying a
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Fabry disease causing gene mutation.* Long-term consequences of Fabry disease include hypertrophic
cardiomyopathy, arrhythmias, renal failure, and stroke.® The kidney disease that occurs in Fabry disease is associated
with progressive proteinuria and a decline in glomerular filtration rate, which over time, leads to end-stage renal
disease requiring dialysis and ultimately, kidney transplantation.? Treatment with Fabrazyme reduces the
accumulation of GL-3 in the kidney (and in other organs), with the goal of stopping or slowing the decline in kidney
function.

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Fabrazyme. All approvals are provided for
the duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated
with Fabrazyme as well as the monitoring required for adverse events and long-term efficacy, approval requires
Fabrazyme to be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Fabrazyme is recommended in those who meet the following criteria:

FDA-Approved Indications

40. Fabry Disease. Approve for 1 year if the patient meets the following criteria (A and B):
A) The diagnosis is established by one of the following (i or ii):
i. Patient has a laboratory test demonstrating deficient a-galactosidase A activity in leukocytes
or fibroblasts; OR
ii. Patient has a molecular genetic test demonstrating mutations in the galactosidase alpha gene;
AND
B) Fabrazyme is prescribed by or in consultation with a geneticist, endocrinologist, a metabolic disorder sub-
specialist, or a physician who specializes in the treatment of lysosomal storage disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Fabrazyme has not been shown to be effective, or there are limited or preliminary data or potential safety concerns
that are not supportive of general approval for the following conditions.

52. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

158. Fabrazyme® injection [prescribing information]. Cambridge, MA: Genzyme Corporation; December 2018.

159. Schiffmann R. Fabry Disease. Handb Clin Neurol. 2015;132:231-248.

160. Arends M, Wanner C, Hughes D, et al. Characterization of Classical and Nonclassical Fabry Disease: A Multinational Study.
J Am Soc Nephrol. 2017;28:1631-1641.

161. Laney DA, Bennett RL, Clarke V, et al. Fabry Disease Practice Guidelines: Recommendations of the National Society of
Genetic Counselors. J Genet Counsel. 2013;22:555-564.
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PRIOR AUTHORIZATION PoLicy

PoLICcY: Enzyme Replacement Therapy — Kanuma™ (sebelipase alfa injection for intravenous use — Alexion
Pharmaceuticals)

DATE REVIEWED: 04/15/2020

OVERVIEW

Kanuma is human lysosomal acid lipase (LAL) produced in the egg white of genetically engineered chicken via
recombinant DNA technology.! LAL catalyzes the breakdown of cholesteryl esters to free cholesterol and fatty acids,
and the breakdown of triglycerides to glycerol and free fatty acids.

Kanuma is indicted for the treatment of patients with a diagnosis of LAL deficiency.?

Disease Overview

LAL deficiency is a rare lysosomal storage disorder characterized by absent or deficient LAL activity leading to the
accumulation of cholesterol and triglycerides in the liver and other organs.?® Patients with LAL deficiency often have
dyslipidemias, cardiovascular disease and progressive liver disease.? The disorder has a heterogeneous presentation
ranging from a rapidly progressive form occurring in infants which leads to death in the first year of life, to a
childhood/adult-onset form with milder signs and symptoms. Almost all patients with childhood/adult-onset LAL
deficiency have hepatomegaly with elevated liver transaminases and have an increased risk of developing fibrosis and
cirrhosis.® The diagnosis of LAL deficiency is established by demonstrating deficient LAL activity in leukocytes,
fibroblasts, or liver tissue, or by genetic testing.?3

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Kanuma. All approvals are provided for the
duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated with
Kanuma as well as the monitoring required for adverse events and long-term efficacy, approval requires Kanuma to
be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Kanuma is recommended in those who meet the following criteria:

FDA-Approved Indications

41. Lysosomal Acid Lipase Deficiency. Approve for 1 year if the patient meets the following criteria (A
and B):
A) The diagnosis is established by one of the following (i or ii);
i. Patient has a laboratory test demonstrating deficient lysosomal acid lipase activity in
leukocytes, fibroblasts, or liver tissue; OR
ii. Patient has a molecular genetic test demonstrating lysosomal acid lipase gene mutation; AND
B) Kanuma is prescribed by or in consultation with a geneticist, endocrinologist, a metabolic disorder sub-
specialist, or a physician who specializes in the treatment of lysosomal storage disorders.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Kanuma has not been shown to be effective, or there are limited or preliminary data or potential safety concerns that
are not supportive of general approval for the following conditions.

53. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

162. Kanuma™ injection [prescribing information]. Cheshire, CT: Alexion Pharmaceuticals; December 2015.

163. Reiner Z, Guardamagna O, Nair D, etal. Lysosomal acid lipase deficiency — an under-recognized cause of dyslipidaemia and
liver dysfunction. Atherosclerosis. 2014;235:21-30.

164. Erwin AL. The role of sebelipase alfa in the treatment of lysosomal acid lipase deficiency. Ther Adv Gastroenterol.
2017;10:553-562.

HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 04/17/2019
Annual Revision | No criteria changes. 04/15/2020

PRIOR AUTHORIZATION PoOLICY

PoLIcY: Enzyme Replacement Therapy — Lumizyme® (alglucosidase injection for intravenous use — Genzyme)

DATE REVIEWED: 04/15/2020

OVERVIEW

Lumizyme (alglucosidase) is a human hydrolytic lysosomal glycogen-specific enzyme (acid a-glucosidase) produced
in Chinese hamster ovary cell line via recombinant DNA technology.! After administration of Lumizyme, it is
internalized into cells and transported to lysosomes where it catalyzes the breakdown of glycogen to glucose.

Lumizyme is indicated for patients with Pompe disease (acid a-glucosidase deficiency).!

Disease Overview

Pompe disease (glycogen storage disease type Il, or acid maltase deficiency), is a rare lysosomal storage disorder
characterized by a deficiency in acid a-glucosidase activity leading to the accumulation of glycogen, particularly in
muscle.2® The onset, progression and severity of Pompe disease is variable. Infantile-onset Pompe disease usually
manifests in the first few months of life and death often occurs in the first year of life and if left untreated.? Clinical
manifestations of infantile-onset Pompe disease includes hypotonia, difficulty feeding, and cardiopulmonary failure.*
Late-onset Pompe disease has more variable clinical course, can manifest any time after 12 months of age, and patients
typically present with progressive muscle weakness which can progress to respiratory insufficiency.®# The diagnosis
of Pompe disease is established by demonstrating decreased acid a-glucosidase activity in blood, fibroblasts, or muscle
tissue, or by genetic testing.>* Definitive treatment of Pompe disease consists of enzyme replacement therapy with
Lumizyme.?*

POLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Lumizyme. All approvals are provided for
the duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated
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with Lumizyme as well as the monitoring required for adverse events and long-term efficacy, approval requires
Lumizyme to be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Lumizyme is recommended in those who meet the following criteria:

FDA-Approved Indications

42. Acid Alpha-Glucosidase Deficiency (Pompe Disease). Approve for 1 year if the patient meets the
following criteria (A and B):
A) The diagnosis is established by one of the following (i or ii):
i. Patient has a laboratory test demonstrating deficient acid alpha-glucosidase activity in blood,
fibroblasts, or muscle tissue; OR
ii. Patient has a molecular genetic test demonstrating acid alpha-glucosidase gene mutation; AND
B) Lumizyme is prescribed by or in consultation with a geneticist, neurologist, a metabolic disorder sub-
specialist, or a physician who specializes in the treatment of lysosomal storage disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Lumizyme has not been shown to be effective, or there are limited or preliminary data or potential safety concerns
that are not supportive of general approval for the following conditions.

54. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

165. Lumizyme® injection [prescribing information]. Cambridge, MA: Genzyme Corporation; February 2020.

166. Chien YH, Hwu WL, Lee NC. Pompe disease: Early diagnosis and early treatment make a difference. Pediatr Neonatol.
2013;54:219-227.

167. Llerena Junior JC, Nascimento OJM, Oliveira ASB, et al. Guidelines for the diagnosis, treatment and clinical monitoring of
patients with juvenile and adult Pompe disease. Arg Neuropsiquiatr. 2016;74:166-176.

168. Cupler EJ, Berger KI, Leshner RT, etal. Consensus treatment recommendations for late-onset Pompe disease. Muscle Nerve.
2012;45:319-333.

HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 04/17/2019
Annual Revision | No criteria changes. 04/15/2020

PRIOR AUTHORIZATION PoLICY

POLICY:  Enzyme Replacement Therapy — Mepsevii™ (vestronidase alfa-vjbk injection, for intravenous use —
Ultragenyx Pharmaceutical)

DATE REVIEWED: 04/15/2020
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OVERVIEW

Mepsevii is lysosomal beta glucuronidase (GUS) produced in a Chinese hamster ovary cell line via recombinant DNA
technology.® It has the same amino acid sequence as human GUS and catabolizes accumulated glycosaminoglycans
in lysosomes in affected tissues.

Mepsevii is indicated in pediatric and adult patients for the treatment of Mucopolysaccharidosis type VII ([MPS VII],
Sly syndrome).!

Disease Overview

MPS V11 or Sly syndrome is an extremely rare lysosomal storage disorder characterized by deficient GUS activity.2
In MPS VI, the partially catabolized glycosaminoglycans, chondroitin sulfate, dermatan sulfate, and heparin sulfate
accumulate in the lysosomes, ultimately leading to the signs and symptoms of the disease.>® The onset, severity and
rate of progression of MPS VI is heterogeneous. Patients may present at birth with hydrops fetalis and only survive
a few months while others may have milder disease and survive into their 40s.> However, most patients have mental
retardation, hepatosplenomegaly, and musculoskeletal issues including short stature, course facial features, loss of
range of motion, restricted mobility, scoliosis, and kyphosis. The diagnosis of MPS VII is established by
demonstrating deficient GUS activity in leukocytes, fibroblasts or serum, or by genetic testing.® Treatment for MPS
VIl includes enzyme replacement therapy with Mepsevii and hematopoietic stem cell transplantation.?

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Mepsevii. All approvals are provided for the
duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated with
Mepsevii as well as the monitoring required for adverse events and long-term efficacy, approval requires Mepsevii to
be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Mepsevii is recommended in those who meet the following criteria:
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FDA-Approved Indications

43. Mucopolysaccharidosis Type VII (Sly Syndrome). Approve for 1 year if the patient meets the

following criteria (A and B):

A) The diagnosis is established by one of the following (i or ii):
i. Patient has a laboratory test demonstrating deficient beta-glucuronidase activity in leukocytes,

fibroblasts, or serum; OR

ii. Patient has a molecular genetic test demonstrating glucuronidase gene mutation; AND

B) Mepsevii is prescribed by or in consultation with a geneticist, endocrinologist, a metabolic disorder sub-
specialist, or a physician who specializes in the treatment of lysosomal storage disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Mepsevii has not been shown to be effective, or there are limited or preliminary data or potential safety concerns that
are not supportive of general approval for the following conditions.

55. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

169. Mepsevii injection [prescribing information]. Novato, CA: Ultragenyx Pharmaceutical; December 2019.

170. Montano AM, Lock-Hock N, Steiner RD, et al. Clinical course of sly syndrome (mucopolysaccharidosis type VII). J Med
Genet. 2016;53:403-418.

171. Tomatsu S, Montano AM, Dung VC, et al. Mutations and polymorphisms in GUSB gene in mucopolysaccharidosis VII (Sly
syndrome). Hum Mutat. 2009;30:511-519.

HISTORY
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PRIOR AUTHORIZATION PoLicy

PoLicY: Enzyme Replacement Therapy — Naglazyme® (galsulfase injection for intravenous use — BioMarin
Pharmaceuticals)

DATE REVIEWED: 04/15/2020

OVERVIEW

Naglazyme (galsulfase) is human N-acetylgalactosamine 4-sulfatase, produced in a Chinese hamster ovary cell line
via recombinant DNA technology.! The enzyme catalyzes the hydrolysis of the sulfate ester from the
glycosaminoglycans, chondroitin 4-sulfate and dermatan sulfate.

Naglazyme is indicated for patients with Mucopolysaccharidosis type VI (Maroteaux — Lamy syndrome [MPS VI1]).%
Naglazyme has been shown to improve walking and stair climbing capacity.

Disease Overview
MPS VI, or Maroteaux — Lamy syndrome, is a rare lysosomal storage disorder characterized by a deficiency of N-
acetylgalactosamine 4-sulfatase (arylsulfatase B).2® The enzyme deficiency results in the accumulation of partially
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hydrolyzed dermatan sulfate and chondroitin 4-sulfate in lysosomes leading to the signs and symptoms of the
disease.?® The onset, severity and rate of progression of MPS V1 is heterogeneous; however, most patients are severely
affected with a rapidly progressive form.® Clinical manifestations include course facial features, short stature,
kyphoscoliosis, joint stiffness, pulmonary insufficiency, cardiac disease, hepatosplenomegaly, corneal clouding, and
hernias.2® The definitive diagnosis of MPS VI is established by demonstrating deficient arylsulfatase B enzyme
activity in leukocytes or fibroblasts, or by genetic testing.2® Definitive treatment of MPS VI consists of either enzyme
replacement therapy (ERT) with Naglazyme or hematopoietic stem cell transplantation (HSCT). Due to the morbidity
and mortality associated with HSCT, this therapy is typically reserved for patients who are intolerant of or do not
respond to ERT.2

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Naglazyme. All approvals are provided for
the duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated
with Naglazyme as well as the monitoring required for adverse events and long-term efficacy, approval requires
Naglazyme to be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Naglazyme is recommended in those who meet the following criteria:
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FDA-Approved Indications

44. Mucopolysaccharidosis Type VI (Maroteaux — Lamy Syndrome). Approve for 1 year if the patient

meets the following criteria (A and B):

A) The diagnosis is established by one of the following (i or ii):
i. Patient has a laboratory test demonstrating deficient N-acetylgalactosamine 4-sulfatase

(arylsulfatase B) activity in leukocytes or fibroblasts; OR

ii. Patient has a molecular genetic test demonstrating arylsulfatase B gene mutation; AND

B) Naglazyme is prescribed by or in consultation with a geneticist, endocrinologist, a metabolic disorder sub-
specialist, or a physician who specializes in the treatment of lysosomal storage disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Naglazyme has not been shown to be effective, or there are limited or preliminary data or potential safety concerns
that are not supportive of general approval for the following conditions.

56. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

172. Naglazyme® injection for intravenous use [prescribing information]. Novato, CA: BioMarin Pharmaceutical, Inc.; December
2019.

173. Harmatz PR, Shediac R. Mucopolysaccharidosis VI: Pathophysiology, diagnosis and treatment. Front Biosci. 2017;22:385-
406.

174. Vairo F, Federhen A, Baldo G, et al. Diagnostic and treatment strategies in mucopolysaccharidosis V1. Appl Clin Genet.
2015;8:245-255.
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PRIOR AUTHORIZATION PoOLICY
PoLicy: Enzyme Replacement Therapy — Revcovi Prior Authorization Policy

¢ Revcovi® (elapegademase-Ivir injection for intramuscular use — Leadiant)

Review DATE: 11/11/2020

OVERVIEW
Revcovi is a recombinant adenosine deaminase indicated for the treatment of adenosine deaminase severe
combined immune deficiency (ADA-SCID) in pediatric and adult patients.*

Disease Overview

ADA-SCID is an ultra-rare, autosomal recessive genetic disorder of purine metabolism affecting
lymphocyte development, viability, and function.>? It is estimated to occur in 1:200,000 to 1:1,000,000
live births. ADA is a purine salvage enzyme which metabolizes deoxyadenosine (dAdo) and adenosine
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(Ado) into deoxyinosine and inosine, respectively.> When ADA is deficient, dAdo accumulates in
intracellular and extracellular compartments, along with its metabolite, deoxyadenosinetriphosphate
(dATP). The buildup of both dAdo and dATP negatively impacts lymphocyte development and function
by impeding DNA replication and repair, inducing apoptosis, and inhibiting lymphocyte activation.

There are a variety of phenotypes of ADA deficiency; ADA-SCID is the most severe and typically
diagnosed before 1 year of age.? Infants with typical ADA-SCID have failure to thrive and opportunistic
infections associated with marked depletion of B, T, and NK lymphocytes. Manifestations include
persistent diarrhea, extensive dermatitis, recurrent pneumonia, and other life-threatening illnesses caused
by opportunistic infections. Growth failure and other physical manifestations, including hepatic and
neurologic abnormalities, may also be present. Without treatment, patients with ADA-SCID rarely survive
beyond 1 to 2 years of age.

Guidelines

According to a consensus statement for management of ADA-SCID (2018), diagnosis is usually established
by demonstrating absent or very low (< 1 % of normal) ADA catalytic activity, accompanied by elevated
Ado or dAdo in plasma, urine, or dried blood spots.* This should be followed by genetic testing to confirm
bi-allelic mutations in the ADA gene. Enzyme replacement therapy (ERT) is recommended by the
consensus panel for all patients newly diagnosed with ADA-SCID as an immediate stabilizing measure.
The ideal duration of ERT has not been established. The consensus recommends that most patients use
ERT as a “bridge” for a few months to approximately 2 years prior to undergoing curative therapy with a
hematopoietic stem cell transplant (HSCT) or hematopoietic stem cell gene therapy. Long-term use of ERT
has declined in the past 30 years and has not been systematically studied. Lymphocyte counts and function
may deteriorate over time, contributing to increased risk of infections and malignancy. Therefore, ERT
longer than 5 to 8 years should be avoided and employed on a continuous basis only when neither HSCT
nor gene therapy have been available or effective. The consensus also suggests ERT use for patients with
later-onset phenotypes who may not be ideal candidates for curative processes.
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POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Revcovi. All approvals are provided
for the duration noted below. Because of the specialized skills required for evaluation and diagnosis of
patients treated with Revcovi, approval requires it to be prescribed by or in consultation with a physician
who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Revcovi is recommended in those who meet the following criteria:

FDA-Approved Indications

4. Adenosine Deaminase Severe Combined Immunodeficiency (ADA-SCID). Approve for 1 year if
the patient meets the following criteria (A and B):
A) Patient has a diagnosis of ADA-SCID confirmed by one of the following (i or ii):
i. At baseline (i.e., prior to initiating enzyme replacement therapy), the patient has had absent or
very low (< 1% of normal) adenosine deaminase (ADA) catalytic activity; OR
ii. Patient has had molecular genetic testing confirming bi-allelic mutations in the ADA gene;
AND
B) The medication is prescribed by, or in consultation with, an immunologist,
hematologist/oncologist, or physician that specializes in ADA-SCID or related disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Revcovi is not recommended in the following situations:

7. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES
19. Revcovi® [prescribing information]. Gaithersburg, MD: Leadiant Biosciences, Inc; October 2018.
20. Hershfield M. GeneReviews  [Internet]. Updated  March 16, 2017. Available  at:

https://www.ncbi.nlm.nih.gov/books/NBK1483/. Accessed on November 2, 2020.

21. Gaspar HB, Aiuti A, Porta F, etal. How I treat ADA deficiency. Blood. 2009;114:3524-3532.

22. Kohn DB, Hershfield MS, Puck JM, et al. Consensus approach for the management of severe combined immune deficiency
caused by adenosine deaminase deficiency. J Allergy Clin Immunol. 2019;143(3):852-863.
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o Strensiq® (asfotase alfa for subcutaneous use — Alexion Pharmaceuticals, Inc.)

RevVIEwW DATE: 07/15/2020

OVERVIEW

Strensiqg, a tissue non-specific alkaline phosphatase, is indicated for the treatment of patients with
perinatal/infantile- and juvenile-onset hypophosphatasia (HPP).! Strensiq is an enzyme replacement
therapy which replaces human tissue non-specific alkaline phosphatase (TNSALP).

Disease Overview

Hypophosphatasia (HPP) is an inherited metabolic disease caused by a loss-of-function mutation in the
gene which codes for TNSALP.2 TNSALP is tissue bound and expressed in high concentrations in the
liver, kidney, neurons, neutrophils, bone and teeth.?® In HPP, inorganic pyrophosphate and pyridoxal 5’-
phosphate, substrates for TNSALP, are increased and lead to disease manifestations. Inorganic
pyrophosphate is an inhibitor of bone mineralization, and its accumulation leads to rickets and
osteomalacia. Pyridoxal 5’-phosphate, a derivative of vitamin Bg, is necessary for the synthesis of gamma
aminobutyric acid (GABA). However, for pyridoxal 5’-phosphate to enter the neuron, it must be
dephosphorylated to allow pyridoxal to enter the neuron where it is rephosphorylated. The decreased
synthesis of GABA in HPP leads to seizures.

HPP is a rare disease, with an estimated live-birth incidence, for the severe forms of HPP, of 1:100,000 in
Canada and approximately 1:300,000 in Europe.?* Prevalence in certain populations, such as Canadian
Mennonites may be as high as 1:2,500 births. Disease severity can range from neonatal death with almost
no skeletal mineralization to dental problems in adults without any bone symptoms.?* In patients most
severely affected by HPP, mortality ranges from 50% to nearly 100% during infancy.?

PoLICcY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Strensig. All approvals are provided
for the duration noted below. Because of the specialized skills required for evaluation and diagnosis of
patients treated with Strensiq as well as the monitoring required for adverse events and long-term efficacy,
approval requires Strensiq to be prescribed by or in consultation with a physician who specializes in the
condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Strensiq is recommended in those who meet the following criteria:

FDA-Approved Indications

37. Hypophosphatasia — Perinatal/Infantile- and Juvenile-Onset. Approve for 3 years if the patient
meets all of the following criteria (A, B, C, and D):
28. Diagnosis is supported by one of the following (i, ii, or iii):
i.  Molecular genetic testing documenting tissue non-specific alkaline phosphatase (ALPL) gene
mutation; OR
ii.  Low baseline serum alkaline phosphatase activity; OR
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iii.  Anelevated level of a tissue non-specific alkaline phosphatase substrate (i.e., serum pyridoxal
5’-phosphate, serum or urinary inorganic pyrophosphate, urinary phosphoethanolamine); AND
29. Patient meets one of the following (i or ii):
i.Patient currently has, or has a history of clinical manifestations consistent with hypophosphatasia;
OR
Note: Examples of clinical manifestations include skeletal abnormalities, premature tooth loss,
muscle weakness, poor feeding, failure to thrive, respiratory problems, vitamin Bs-dependent
seizures.
ii.Patient has a family history (parent or sibling) of hypophosphatasia without current clinical
manifestations of hypophosphatasia; AND
30. Disease onset < 18 years of age; AND
31. Strensiq is prescribed by or in consultation with a geneticist, endocrinologist, a metabolic disorder
sub-specialist, or a physician who specializes in the treatment of hypophosphatasia or related
disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Strensiq is not recommended in the following situations:

102.  Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.

REFERENCES

165. Strensiq® injection [prescribing information]. Cheshire, CT: Alexion Pharmaceuticals, Inc.; June, 2020.

166. Whyte MP. Hypophosphatasia: Enzyme Replacement Therapy Brings New Opportunities and New Challenges. J Bone
Miner Res. 2017;32:667-675.

167. Orima H. Pathophysiology of Hypophosphatasia and the Potential Role of Asfotase Alfa. Ther Clin Risk Manag.
2016;12:777-786.

168. Millan JL, Plotkin H. Hypophosphatasia — Pathophysiology and Treatment. Actual Osteol. 2012;8:164-182.

OTHER REFERENCES UTILIZED

e  Whyte MP, Greenberg CR, Salman NJ, et al. Enzyme-replacement therapy in life-threatening hypophosphatasia. N Engl J
Med. 2012;366:904-913.
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PoOLICY:  Enzyme Replacement Therapy — Sucraid® (sacrosidase oral solution — QOL Medical)
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OVERVIEW
Sucraid is indicated as oral replacement therapy of the genetically determined sucrase deficiency, which is part of
congenital sucrase-isomaltase deficiency (CSID).!

Disease Overview

CSID is an autosomal recessive intestinal disorder characterized by reduced or absent activity of the sucrase-
isomaltase complex.?® These enzymes are responsible for the hydrolysis of complex sugars and starches into simple
sugars which are absorbed from the gastrointestinal tract. With absent or diminished enzyme activity, complex sugars
and starches accumulate in the small intestine and lead to disease manifestations.? Symptoms include osmotic
diarrhea, vomiting, bloating, abdominal pain, and steatorrhea.?® Patients can occasionally experience dehydration,
failure to thrive, developmental retardation, and muscular hypotonia.? The diagnosis of CSID can be established by
testing small intestine biopsy specimens for reduced or absent enzyme activity, a sucrose hydrogen breath test, or by
genetic testing to identify a mutation in the sucrase-isomaltase gene.3#

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Sucraid. All approvals are provided for the
duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated with
Sucraid as well as the monitoring required for adverse events and long-term efficacy, approval requires Sucraid to be
prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Sucraid is recommended in those who meet the following criteria:

FDA-Approved Indications

45. Congenital Sucrase-Isomaltase Deficiency. Approve for 1 year if the patient meets the following
criteria (A and B):
A) The diagnosis is established by one of the following (i, ii, or iii):
i. Patient has a laboratory test demonstrating deficient sucrase or isomaltase activity in duodenal
or jejunal biopsy specimens; OR
ii. Patient has a sucrose hydrogen breath test; OR
iii. Patient has a molecular genetic test demonstrating sucrase-isomaltase mutation in saliva or
blood; AND
B) Sucraid is prescribed by or in consultation with a geneticist, gastroenterologist, a metabolic disorder sub-
specialist, or a physician who specializes in the treatment of congenital diarrheal disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Sucraid has not been shown to be effective, or there are limited or preliminary data or potential safety concerns that
are not supportive of general approval for the following conditions.

57. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES
175. Sucraid® oral solution [prescribing information]. Vero Beach, FL: QOL Medical; February 2019.
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176. Naim HY, Heine M, Zimmer KP. Congenital sucrose-isomaltase deficiency: Heterogeneity of inheritance, trafficking, and
function of an intestinal enzyme complex. J Pediatr Gastroenterol Nutr. 2012;55:513-S20.

177. Cohen SA. The clinical consequences of sucrose-isomaltase deficiency. Mol Cell Pediatr. 2016;3:5.

178. Gericke B, Amiri M, Scott CR, Naim HY. Molecular pathogenicity of novel sucrose-isomaltase mutations found in congenital
sucrose-isomaltase deficiency patients. Biochim Biophys Acta Mol Basis Dis. 2017;1863:817-826.

HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 04/17/2019
Annual Revision | No criteria changes 04/15/2020

PRIOR AUTHORIZATION PoLicy

PoLICcY: Enzyme Replacement Therapy — Vimizim® (elosulfase alfa injection for intravenous use — BioMarin
Pharmaceuticals)

DATE REVIEWED: 04/15/2020

OVERVIEW

Vimizim (elosulfase) is human N-acetylgalactosamine-6-sulfatase produced in Chinese hamster ovary cells via
recombinant DNA technology.? Vimizim is a hydrolytic lysosomal enzyme which is taken up by lysosomes and
hydrolyzes sulfate from the non-reduced ends of the glycosaminoglycans keratan sulfate and chondroitin-6-sulfate.

Vimizim is indicated for patients with Mucopolysaccharidosis type IVA (Morquio A syndrome [MPS IVA]).?

Disease Overview

MPS IVA (Morquio A syndrome) is a rare lysosomal storage disorder characterized by deficient N-
acetylgalactosamine-6-sulfatase activity leading to the accumulation of chondroitin-6-sulfate and keratan sulfate in
lysosomes in bone, cartilage, and ligaments.2® The clinical course, onset, and severity of MPS IVA is heterogeneous.?
Manifestations of MPS IVA include short trunk dwarfism with short neck, kyphoscoliosis, odontoid dysplasia, knock-
knee, cervical spinal cord compression, hypermobile joints, cardiac disease, respiratory insufficiency, obstructive
sleep apnea, corneal clouding, and dental abnormalities.>* MPS IVA has not been associated with cognitive decline.?
The definitive diagnosis of MPS IVA is established by demonstrating deficient N-acetylgalactosamine-6-sulfatase
activity in leukocytes or fibroblasts, or by genetic testing.? Definitive treatment for MPS IVA consists of enzyme
replacement therapy with Vimizim. Hematopoietic stem cell transplantation is not recommended for MPS IVA.

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Vimizim. All approvals are provided for the
duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated with
Vimizim as well as the monitoring required for adverse events and long-term efficacy, approval requires Vimizim to
be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Vimizim is recommended in those who meet the following criteria:

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 305

FDA-Approved Indications

46. Mucopolysaccharidosis Type IVA (Morquio A Syndrome). Approve for 1 year if the patient meets
the following criteria (A and B):
A) The diagnosis is established by one of the following (i or ii):
i. Patient has a laboratory test demonstrating deficient N-acetylgalactosamine-6-sulfatase activity
in leukocytes or fibroblasts; OR
ii. Patient has a molecular genetic test demonstrating N-acetylgalactosamine-6-sulfatase gene
mutation; AND
B) Vimizim is prescribed by or in consultation with a geneticist, endocrinologist, a metabolic disorder sub-
specialist, or a physician who specializes in the treatment of lysosomal storage disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Vimizim has not been shown to be effective, or there are limited or preliminary data or potential safety concerns that
are not supportive of general approval for the following conditions.

58. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

179. Vimizim® injection for intravenous use [prescribing information]. Novato, CA: BioMarin Pharmaceuticals; December 2019.

180. Hendriksz CJ, Berger Kl, Giugliani R, et al. International guidelines for the management and treatment of Morquio A
syndrome. Am J Med Genet A. 2015;167A:11-25.

181. Tomatsu S, Yasuda E, Patel P, et al. Morquio A syndrome: Diagnosis and current and future therapies. Pediatr Endocrinol
Rev. 2014;12:141-151.

182. Regier DS, Tanpaiboon P. Role of elosulfase alfa in mucopolysaccharidosis IVA. Appl Clin Genet. 2016;9:67-74.

HISTORY
Type of Revision Summary of Changes Date Reviewed
New Policy - 04/17/2019
Annual Revision | No criteria changes. 04/15/2020
PRIOR AUTHORIZATION PoOLICY
POLICY: Erectile Dysfunction — Alprostadil for injection Prior Authorization Policy

e Caverject® (alprostadil for injection — Pfizer)

e Caverject Impulse® (alprostadil for injection — Pfizer)

e Edex® (alprostadil for injection — Endo Pharmaceuticals, Inc.)

e MUSE® (alprostadil urethral suppository — MEDA Pharmaceuticals)

Review DATE: 9/23/2020

OVERVIEW

Injectable alprostadil products include Caverject, Caverject Impulse (disposable, single-dose, dual chamber
syringe system), and Edex.}®* MUSE is available as a single-use, medicated transurethral system for the
delivery of alprostadil directly in the urethra.* MUSE is administered by inserting the applicator stem into
the urethra after urination. All of the alprostadil products are indicated for the treatment of ED due to
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neurogenic, vasculogenic, psychogenic, or mixed etiology.’* Additionally, intracavernosal Caverject may
be used adjunct to other diagnostic tests in the diagnosis of ED.!

These products have also been studied for penile rehabilitation.® Alprostadil may help the recovery of
erectile function by promotion of cavernosal oxygenation levels. Several studies have demonstrated the
efficacy of alprostadil injections and MUSE for early penile rehabilitation post radical prostatectomy.®*2

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of alprostadil products. Intravenous
(1V) or other routes of administration of alprostadil is not covered by this policy. All approvals are provided
for the duration noted below. Because of the specialized skills required for evaluation and diagnosis of
patients treated with alprostadil products as well as the monitoring required for adverse events and long-
term efficacy, approval requires alprostadil products to be prescribed by or in consultation with a physician
who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA

Coverage of alprostadil products are recommended in those who meet the following criteria:
FDA-Approved Indications

38. Erectile Dysfunction. Approve for 1 year.
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Other Uses with Supportive Evidence

39. Prophylaxis after Radical Prostatectomy (Early Penile Rehabilitation). Approve for 1 year in
treatment-naive patients if they meet both of the following criteria (A and B).
A) Therapy will be started within 6 months of surgery; AND
B) The medication is prescribed by or in consultation with an urologist

40. Patient with a History of Radical Prostatectomy who is Continuing Alprostadil Therapy (e.g.,
Edex, Caverject, MUSE). Approve for 1 year if patient was started on therapy post-operatively and
is currently continuing therapy.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of alprostadil products are not recommended in the following situations:

103.Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.

REFERENCES

259. Caverject® [prescribing information]. New York, NY: Pfizer; December 2017.

260. Caverject Impulse® [prescribing information]. New York, NY: Pfizer; October 2016.

261. Edex® [prescribing information]. Malvern, PA: Endo Pharmaceuticals, Inc.; July 2018.

262. MUSE [prescribing information]. Somerset, NJ: Meda Pharmaceuticals; April 2018.

263. Kim ED. Local therapies to heal the penis: Fact of fiction? J Androl. 2009;30:384-390.

264. Montorsi F, Guazzoni G, Strambi LF, et al. Recovery of spontaneous erectile function after nerve-sparing radical retropubic
prostatectomy with and without early intracavernous injections of alprostadil: Results of a prospective, randomized trial. J
Urol. 1997;158:1408-1410.

265. Yiou R, Cunin P, de la Taille A, et al. Sexual rehabilitation and penile pain associated with intracavernous alprostadil after
radical prostatectomy. J Sex Med. 2011;8:575-582.

266. Raina R, Lakin MM, Thukral M, et al. Long-term efficacy and compliance of intracorporeal (IC) injection for erectile
dysfunction following radical prostatectomy: SHIM (IIEF-5) analysis. Int J Impot Res. 2003;15(5):318-322.

267. Claro J, Aboim J, Maringolo M, et al. Intracavernous injection in the treatment of erectile dysfunction after radical
prostatectomy: an observational study. Sao Paulo Med J. 2001;119:135-137.

268. Raina R, Pahlajani G, Agarwal A, et al. The early use of transurethral alprostadil after radical prostatectomy potentially
facilitates an earlier return of erectile function and successful sexual activity. BJU Int. 2007;100:1317-1321.

269. Raina R, Agarwal A, Ausmundson S, et al. Long-term efficacy and compliance of MUSE for erectile dysfunction following
radical prostatectomy: SHIM (IIEF-5) analysis. Int J Impot Res. 2005;17:86-90.

270. Raina R, Nandipati KC, Agarwal A, et al. Combination therapy: Medicated urethral system for erection enhances sexual
satisfaction in sildenafil citrate failure following nerve-sparing radical prostatectomy. J Androl. 2005;26:757-760.
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Annual Revision No criteria changes 09/16/2020
PRIOR AUTHORIZATION PoOLICY
PoLicy: Erectile Dysfunction — Sildenafil (Viagra) Prior Authorization Policy

e Viagra® (sildenafil tablets — Pfizer, generics)
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REvIEwW DATE: 09/23/2020

OVERVIEW
Sildenafil (Viagra, generics) are indicated for the treatment of erectile dysfunction.*

Sildenafil has been studied for other indications.

Pulmonary Arterial Hypertension. Sildenafil tablets (Revatio®) are approved for pulmonary
arterial hypertension.? Sildenafil (Viagra, generics) are available in 25 mg, 50 mg, and 100 mg
tablets, and Revatio is available as 20 mg tablets. Viagra has been used for this diagnosis.>” Doses
of Viagra that were used in these reports ranged from 25 mg twice daily to 100 mg five times
daily. Patients will have usually been started on Revatio 20 mg three times daily.

Raynaud Phenomenon. Studies show Viagra has been effective in patients with Raynaud
phenomenon (usually with scleroderma) who have digital ischemia, gangrene, or ulcers.’>!!
Capillary blood flow velocity increased in patients after therapy with Viagra.

Benign Prostatic Hyperplasia. The European Association of Urology guidelines (2020) note that
phosphodiesterase type 5 inhibitors can be used in men with moderate-to-severe lower urinary
tract symptoms with or without erectile dysfunction.’® The guidelines add that based on the
results from a meta-analysis'?, younger men with lower body mass index and more severe lower
urinary tract symptoms benefit the most from phosphodiesterase type 5 inhibitors.

Prophylaxis after Radical Prostatectomy. Viagra given on a daily basis has been used to improve
the return of normal spontaneous erectile function, improve tissue oxygenation, and prevent
penile fibrosis after nerve-sparing radical prostatectomy.’*'” It is better to initiate a penile
rehabilitation program as soon as possible after surgery in order to limit and prevent
postoperative local hypoxygenation and fibrosis.

High-Altitude Pulmonary Edema. Published guidelines for the prevention of high-altitude
pulmonary edema recommend nifedipine as the preferred pharmacologic treatment option .8
Other pharmacologic therapies include salmeterol, tadalafil, sildenafil, dexamethasone, or
acetazolamide.

PoLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of sildenafil (Viagra, generics). All
approvals are provided for the duration noted below. Because of the specialized skills required for evaluation
and diagnosis of patients treated with sildenafil (Viagra, generics) as well as the monitoring required for
adverse events and long-term efficacy, approval requires sildenafil (Viagra, generics) to be prescribed by or
in consultation with a physician who specializes in the condition being treated.

Automation: When available, the ICD-10 codes for male erectile dysfunction (ICD-10: N52.*) will be
used for automation to allow approval of the requested medication. This automation is gender-selective
and is not applicable for women; approval for use in women is always determined by prior authorization

criteria.

Note: Phosphodiesterase type 5 inhibitors should not be administered, either regularly or intermittently,
with concomitant nitrate therapy. Patients will be informed of the consequences should they initiate nitrate
therapy while taking a phosphodiesterase type 5 inhibitor.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of sildenafil (Viagra, generics) are recommended in those who meet one of the following criteria:

FDA-Approved Indications

24. Erectile Dysfunction. Approve for 1 year.

Other Uses with Supportive Evidence

25. Pulmonary Arterial Hypertension. Approve for 1 year.

26. Raynaud’s Phenomenon. Approve for 1 year if the patient meets one of the following criteria (A or

B):

27. Patient has tried at least two of the following therapies for Raynaud disease: calcium channel
blockers, a-adrenergic blockers, nitroglycerin, losartan, fluoxetine, or angiotensin converting
enzyme (ACE) inhibitors; OR
Note: Examples of calcium channel blockers include amlodipine, felodipine, nifedipine. Examples
of a-adrenergic blockers include prazosin, doxazosin. Examples of ACE inhibitors include lisinopril,

benazepril, captopril, enalapril.

B) Patient has tried one vasodilator.
Note: Examples of vasodilators include: Flolan® (epoprostenol for injection), Edex® (alprostadil
for injection), Tracleer® (bosentan tablets).

28:27. Benign Prostatic Hyperplasia. Approve for 1 year if the patient meets one of the following criteria

(A or B):
29.28. Patient has tried an as-blocker; OR

Note: Examples of ai-blockers include doxazosin, terazosin, tamsulosin, alfuzosin.
30:28. Patient has tried a 5a-reductase inhibitor.

Note: Examples of a 5a-reductase inhibitor includes finasteride, dutasteride.

Note: For men with erectile dysfunction and benign prostatic hyperplasia, use criterion 1 above.

5. Prophylaxis After Radical Prostatectomy (Early Penile Rehabilitation). Approve for 1 year in
patients who meet the following criteria (A and B):
A) Patient had radical prostatectomy within the previous 12 months; AND
B) The medication is prescribed by or in consultation with an urologist.

6. High-Altitude Pulmonary Edema (HAPE), Treatment or Prevention. Approve for 1 year in
patients who meet the following criteria (A and B):
A) Patient has HAPE or a history of HAPE; AND
B) Patient has tried one other pharmacologic therapy for the treatment or prevention of HAPE.
Note: Examples of other pharmacologic therapy for the treatment of HAPE are nifedipine, Serevent
(salmeterol inhalation powder), dexamethasone, acetazolamide, Cialis (tadalafil tablets).
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of sildenafil (VViagra, generics) is not recommended in the following situations:

1. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision No criteria changes. Generic Viagra added. 08/22/2018
Annual Revision No criteria changes. 08/29/2019
Annual Revision Raynaud’s Phenomenon: Moved examples of calcium channel blockers, a- 09/23/2020
adrenergic blockers, angiotensin converting enzyme inhibitors, and
vasodilators to a note.
Benign Prostatic Hyperplasia: Moved examples of ai-blockers and Sa-
reductase inhibitors to a note.
High-Altitude Pulmonary Edema (HAPE), Treatment or Prevention:
Moved other pharmacologic therapies for treatment or prevention of HAPE
to a note.
Removal of ICD-9 codes from automation. ICD-10 codes still applicable.
PRIOR AUTHORIZATION PoOLICY
PoLicy: Erectile Dysfunction — Stendra Prior Authorization Policy

e Stendra™ (avanafil tablets — Mist Pharmaceuticals, LLC)

REviIEwW DATE: 09/23/2020

OVERVIEW
Stendra is a phosphodiesterase type 5 (PDES) inhibitor indicated for the treatment of erectile dysfunction
(ED).

PoLICcY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Stendra. All approvals are
provided for the duration noted below.

Automation: When available, the ICD-10 codes for male erectile dysfunction (ICD-10: N52.*) will be
used for automation to allow approval of the requested medication. This automation is gender-selective
and is not applicable for women; approval for use in women is always determined by prior authorization
criteria.

Note: Phosphodiesterase type 5 inhibitors should not be administered, either regularly or intermittently,

with concomitant nitrate therapy. Patients will be informed of the consequences should they initiate nitrate
therapy while taking a phosphodiesterase type 5 inhibitor.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Stendra is recommended in those who meet the following criteria:

FDA-Approved Indications

7. Erectile Dysfunction (ED). Approve for 1 year.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
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Stendra is not recommended in the following situations:

104.Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.

REFERENCES
271. Stendra™ tablets [prescribing information]. Cranford, NJ: Mist Pharmaceuticals, LLC; September 2019.

HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision No criteria changes 08/22/2018
Annual Revision No criteria changes 8/28/2019
Annual Revision Removal of the following Conditions Not Recommended for Approval: Benign 09/23/2020
prostatic hyperplasia and Prophylaxis of erectile dysfunction after radical
prostatectomy.
Removal of ICD-9 codes from automation. 1CD-10 codes still applicable.
PRIOR AUTHORIZATION PoLICY
PoLicy: Erectile Dysfunction — Tadalafil (Cialis) Prior Authorization Policy

e Cialis” (tadalafil tablets — Eli Lilly, generics)

REVIEW DATE:  09/23/2020

OVERVIEW
Tadalafil (Cialis, generics) is indicated for the following uses:
e Erectile dysfunction.
e The signs and symptoms of benign prostatic hyperplasia.
e Erectile dysfunction and the signs and symptoms of benign prostatic hyperplasia.

Tadalafil has been studies for other indications:

e Raynaud phenomenon. Multiple studies have evaluated the efficacy of tadalafil for Raynaud
disease.”™

e Prophylaxis after radical prostatectomy. Multiple studies have evaluated the efficacy of
tadalafil for prophylaxis after radical prostatectomy.>”

e Pulmonary arterial hypertension. Adcirca (and generics) contain the same active ingredient as
tadalafil (Cialis, generics) and are indicated for the treatment of pulmonary arterial
hypertension. Tadalafil (Cialis, generics) are available in 2.5 mg, 5 mg, 10 mg, and 20 mg
tablets. Adcirca is available as a 20 mg tablet. Tadalafil (Cialis, generics) have been used in
multiple studies for pulmonary arterial hypertension.®1°

e High-Altitude pulmonary edema. Published guidelines for the prevention of high-altitude
pulmonary edema recommend nifedipine as the preferred pharmacologic treatment option.!!
Other pharmacologic therapies include salmeterol, sildenafil, dexamethasone, or
acetazolamide.
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PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of tadalafil (Cialis, generics). All
approvals are provided for the duration noted below. Because of the specialized skills required for evaluation
and diagnosis of patients treated with tadalafil (Cialis, generics) as well as the monitoring required for
adverse events and long-term efficacy, approval requires tadalafil (Cialis, generics) to be prescribed by or in
consultation with a physician who specializes in the condition being treated.

Automation: When available, the ICD-10 codes for male erectile dysfunction (ICD-10: N52.*) will be
used for automation to allow approval of the requested medication. This automation is gender-selective
and is not applicable for women; approval for use in women is always determined by prior authorization
criteria.

Note: Phosphodiesterase type 5 inhibitors should not be administered, either regularly or intermittently,
with concomitant nitrate therapy. Patients will be informed of the consequences should they initiate nitrate
therapy while taking a phosphodiesterase type 5 inhibitor.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of tadalafil (Cialis, generics) are recommended in those who meet one of the following criteria:

FDA-Approved Indications
8. Erectile Dysfunction. Approve for 1 year.

9. Benign Prostatic Hyperplasia. Approve for 1 year if the patient meets one of the following criteria
(A or B):
A) Patient has tried an as-blocker; OR
Note: Examples of ai-blockers include doxazosin, terazosin, tamsulosin, alfuzosin.

B) Patient has tried a Sa-reductase inhibitor.
Note: Examples of Sa-reductase inhibitor includes finasteride, dutasteride.

Note: For men with erectile dysfunction/benign prostatic hyperplasia, use criterion 1 above.
Other Uses with Supportive Evidence

10. Raynaud’s Phenomenon. Approve for 1 year if the patient meets one of the following criteria (A or

B):

A) Patient has tried at least two of the following therapies for Raynaud disease: calcium channel
blockers, a-adrenergic blockers, nitroglycerin, losartan, fluoxetine, or angiotensin converting
enzyme (ACE) inhibitors; OR
Note: Examples of calcium channel blockers include amlodipine, felodipine, nifedipine. Examples
of a-adrenergic blockers include prazosin, doxazosin. Examples of ACE inhibitors include

lisiniopril, benazepril, captopril, enalapril.

B) Patient has tried one vasodilator.
Note: Examples of vasodilators include Flolan® (epoprostenol for injection), Edex® (alprostadil for
injection), Tracleer® (bosentan tablets).
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Prophylaxis After Radical Prostatectomy (Early Penile Rehabilitation). Approve for 1 year in
patients who meet the following criteria (A and B):

A) Patient had radical prostatectomy within the previous 12 months; AND

B) The medication is prescribed by or in consultation with an urologist.

Pulmonary Arterial Hypertension (PAH). Approve for 1 year in patients who cannot use Adcirca
(or generics of Adcirca) because the dose is not available using Adcirca (or generics of Adcirca), that
is, patients who are using 10 mg doses of tadalafil (Cialis, generics).

Note: Patients using 20 mg or 40 mg of tadalafil (Cialis, generics) for PAH should use Adcirca (or
generics of Adcirca).

High-Altitude Pulmonary Edema (HAPE), Treatment or Prevention. Approve for 1 year in
patients who meet the following criteria (A and B):
A) Patient has HAPE or a history of HAPE; AND
B) Patient has tried one other pharmacologic therapy for treatment or prevention of HAPE.
Note: Examples of other pharmacologic therapy for the treatment of HAPE are nifedipine, Serevent
(salmeterol inhalation powder), dexamethasone, acetazolamide, Viagra (sildenafil).

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of tadalafil (Cialis, generics) is not recommended in the following situations:

1. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

1. Cialis® tablets [prescribing information]. Indianapolis, IN: Eli Lilly; June 2020.

2. Levien TL. Phosphodiesterase inhibitors in Raynaud's phenomenon. Ann Pharmacother. 2006;40:1388-1393.

3. Rosato E, Letizia C, Proietti M, etal. Plasma adrenomedullin and endothelin-1 levels are reduced and Raynaud's phenomenon
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of Acute Altitude Illness: 2019 Update. Available at: https://www.wemjournal.org/article/S1080-6032(19)30090-
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HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision No criteria changes 08/22/2018
Annual Revision Generic Cialis was added to policy. Criteria specific to Pulmonary Arterial 08/28/2019
Hypertension (PAH) was updated to include generic Adcirca.
Annual Revision Benign Prostatic Hyperplasia: Moved examples of oi-blockers and 5a- 09/23/2020

reductase inhibitors to a note.

Raynaud’s Phenomenon: Moved examples of calcium channel blockers, a-
adrenergic blockers, angiotensin converting enzyme inhibitors, and
vasodilators to a note.

High-Altitude Pulmonary Edema (HAPE), Treatment or Prevention:
Moved other pharmacologic therapies for treatment or prevention of HAPE
to a note.

Removal of ICD-9 codes from automation. ICD-10 codes still applicable.

PoLicy: Erectile Dysfunction — Vardenafil (Levitra, Staxyn) Prior Authorization Policy
Levitra® (vardenafil tablets — GlaxoSmithKline, generics)
Staxyn™ (vardenafil orally disintegrating tablet — GlaxoSmithKline, generics)

REVIEW DATE:

OVERVIEW

Vardenafil (Levitra, generics) and vardenafil orally disintegrating tablets (Staxyn, generics) are indicated

PRIOR AUTHORIZATION PoLicy

09/23/2020

for the treatment of erectile dysfunction.?

Vardenafil has been studied for other indications:
e Raynaud Phenomenon. Vardenafil has been studied in patients with Raynaud phenomenon.
Levitra improved digital blood flow and decreased the number of Raynaud’s attacks.

e Benign Prostatic Hyperplasia. Vardenafil has been studied in benign prostatic hyperplasia.>® The
European Association of Urology guidelines (2020) note that phosphodiesterase type 5 inhibitors
can be used in men with moderate-to-severe lower urinary tract symptoms with or without
erectile dysfunction.” The guidelines add that based on the results from a meta-analysis®, younger
men with lower body mass index and more severe lower urinary tract symptoms benefits the

most from phosphodiesterase type 5 inhibitors.

o Prophylaxis after Radical Prostatectomy. Vardenafil was studied in men following bilateral

nerve-sparing radical prostatectomy.’

PoLicY STATEMENT

Prior authorization is recommended for prescription benefit coverage of vardenafil tablets (Levitra, generics)
and vardenafil orally disintegrating tablets (Staxyn, generics). All approvals are provided for the duration
noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated with
vardenafil tablets (Levitra, generics) and vardenafil orally disintegrating tablets (Staxyn, generics) as well
as the monitoring required for adverse events and long-term efficacy, approval requires vardenafil tablets
(Levitra, generics) and vardenafil orally disintegrating tablets (Staxyn, generics) to be prescribed by or in

consultation with a physician who specializes in the condition being treated.
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Automation: When available, the ICD-10 codes for male erectile dysfunction (ICD-10: N52.*) will be
used for automation to allow approval of the requested medication. This automation is gender-selective
and is not applicable for women; approval for use in women is always determined by prior authorization
criteria.

Note: Phosphodiesterase type 5 inhibitors should not be administered, either regularly or intermittently,
with concomitant nitrate therapy. Patients will be informed of the consequences should they initiate
nitrate therapy while taking a phosphodiesterase type 5 inhibitor.

RECOMMENDED AUTHORIZATION CRITERIA

Coverage of vardenafil tablets (Levitra, generics) or vardenafil orally disintegrating tablet (Staxyn,
generics) is recommended in those who meet one of the following criteria:

FDA-Approved Indications

11. Erectile Dysfunction. Approve for 1 year.
Other Uses with Supportive Evidence

2. Raynaud’s Phenomenon. Approve for 1 year if the patient meets one of the following criteria (A or

B):

A) Patient has tried at least two of the following therapies: calcium channel blockers, a-adrenergic
blockers, nitroglycerin, losartan fluoxetine, or angiotensin converting enzyme (ACE) inhibitors;
OR
Note: Examples of calcium channel blockers include amlodipine, felodipine, nifedipine. Examples
of a-adrenergic blockers include prazosin, doxazosin. Examples of ACE inhibitors include
lisinopril, benazepril, captopril, enalapril.

B) Patient has tried one vasodilator.

Note: Examples of vasodilators include Flolan® (epoprostenol for injection), Edex® (alprostadil
for injection), Tracleer® (bosentan tablets).

3. Benign Prostatic Hyperplasia. Approve for 1 year if the patient meets one of the following criteria
(A or B):
A) Patient has tried an as-blocker; OR
Note: Examples of as-blockers include doxazosin, terazosin, tamsulosin, alfuzosin.
B) Patient has tried a Sa-reductase inhibitor.
Note: Examples of 5a-reductase inhibitor includes finasteride, dutasteride.

Note: For men with erectile dysfunction and benign prostatic hyperplasia, use criterion 1 above.

4. Prophylaxis After Radical Prostatectomy (Early Penile Rehabilitation). Approve for 1 year in
patients who meet the following criteria (A and B):
A) Patient had radical prostatectomy within the previous 12 months; AND
B) The medication is prescribed by or in consultation with an urologist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of vardenafil (Levitra, generics) or vardenafil orally disintegrating tablets (Staxyn, generics) is
not recommended in the following situations:
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1. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES

1. Levitra tablets [prescribing information]. Research Triangle Park, NC: GlaxoSmithKline; November 2018.

2. Staxyn™ orally disintegrating tablets [prescribing information]. Research Triagnle Park, NC: GlaxoSmithKline; August 2017.

3. Caglayan E, Huntgeburth M, Karasch T, et al. Phosphodiesterase type 5 inhibition is a novel therapeutic option in Raynaud
disease. Arch Intern Med. 2006;166:231-233.

4. Caglayan E, Axmann S, Hellmich M, et al. Research Letter. Vardenafil for the treatment of Raynaud Phenomenon: a
randomized, double-blind, placebo-controlled crossover study. Arch Intern Med. 2012;172:1182-1184.

5. Stief CG, Porst H, Neuser D, et al. A randomised, placebo-controlled study to assess the efficacy of twice-daily vardenafil in
the treatment of lower urinary tract symptoms secondary to benign prostatic hyperplasia. Eur Urol. 2008;53:1236-1244.

6. Gacci M, Vittori G, Tosi N, et al. A randomized, placebo-controlled study to assess safety and efficacy of vardenafil 10 mg
and tamsulosin 0.4 mg vs. tamsulosin 0.4 mg alone in the treatment of lower urinary tract symptoms secondary to benign
prostatic hyperplasia. J Sex Med. 2012;9:1624-1633.

7. Gravas S, Cornu JN, Gacci C, et al. Management of non-neurogenic male lower urinary tract symptoms (LUTS). © European
Association of Urology 2020. Available at: http://uroweb.org/guideline/treatment-of-non-neurogenic-male-luts/
Accessed on September 8, 2020.

8. Gacci M, Corona G, Salvi M, etal. A systematic review and meta-analysis on the use of phosphodiesterase 5 inhibitors alone
or in combination with a-blockers for lower urinary tract symptoms due to benign prostatic hyperplasia. Eur. Urol.
2012;61:994-1003.

9. Montorsi F, Brock G, Lee J, et al. Effect of nightly versus on-demand vardenafil on recovery of erectile function in men
following bilateral nerve-sparing radical prostatectomy. Eur Urol. 2008;54:924-931.

HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision No criteria changes 08/22/2018
Annual Revision Generic Levitra and generic Staxyn were added to the policy. No criteria 08/28/2019
changes.
Annual Revision Raynaud’s Phenomenon: Moved examples of calcium channel blockers, a- 09/23/2020
adrenergic blockers, angiotensin converting enzyme inhibitors, and
vasodilators to a note.
Benign Prostatic Hyperplasia: Moved examples of aa-blockers and So-
reductase inhibitors to a note.
Removal of the following Condition Not Recommended for Approval:
Pulmonary arterial hypertension.
Removal of ICD-9 codes from automation. ICD-10 codes still applicable.
PRIOR AUTHORIZATION PoOLICY
PoLicy: Erythropoiesis-Stimulating Agents — Aranesp Prior Authorization Policy

e Aranesp® (darbepoetin alfa for intravenous or subcutaneous use — Amgen)

REVIEW DATE: 07/22/2020

OVERVIEW
Aranesp, an erythropoiesis-stimulating agent (ESA), is indicated for the following uses:*
e Anemia due to chronic kidney disease (CKD), including patients on dialysis and patients not on
dialysis.

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.


http://uroweb.org/guideline/treatment-of-non-neurogenic-male-luts/
http://uroweb.org/guideline/treatment-of-non-neurogenic-male-luts/

ESI PA Policies
Page 318

e Anemia due to chemotherapy in patients with cancer, in patients with non-myeloid
malignancies where anemia is due to the effect of concomitant myelosuppressive chemotherapy,
and upon initiation, there is a minimum of two additional months of planned chemotherapy.

Aranesp has not been shown to improve quality of life, fatigue, or patient well-being.! Aranesp is not indicated for
use:
o In patients with cancer receiving hormonal agents, biologic products, or radiotherapy unless also receiving
concomitant myelosuppressive chemotherapy.
e In patients with cancer receiving myelosuppressive chemotherapy when the anticipated outcome is cure.
e In patients with cancer receiving myelosuppressive chemotherapy in whom anemia can be managed by
transfusion.
e Asa substitute for red blood cell (RBC) transfusions in those who require immediate correction of anemia.

Therapy should be initiated for adult patients with CKD on dialysis when the hemoglobin (Hb) level is < 10.0 g/dL
and if the Hb level approaches or exceeds 11.0 g/dL, reduce or interrupt the Aranesp dose.! For adult patients with
CKD not on dialysis, Aranesp should be initiated when Hb is < 10.0 g/dL and other considerations apply (e.g., patient
is likely to need transfusions). If the Hb level exceeds 10.0 g/dL, reduce or interrupt the Aranesp dose and use the
lowest dose sufficient to reduce the need for RBC transfusions. Initiate Aranesp for patients on cancer chemotherapy
only if the Hb is < 10.0 g/dL. Use the lowest dose of Aranesp to avoid RBC transfusions. For pediatric patients with
CKD, initiate Aranesp when the Hb < 10.0 g/dL and if the Hb level approaches 12.0 g/dL, reduce or interrupt the dose
of Aranesp.

Guidelines

The Kidney Disease Improving Global Outcomes (KDIGO) clinical practice guidelines for anemia in CKD (2012)
state that for adults with CKD on dialysis, ESA therapy should be used to avoid having the Hb concentration fall
below 9.0 g/dL by initiating ESA therapy when the Hb is between 9.0 and 10.0 g/dL.? The guidelines recommend
against ESA therapy for adult patients with CKD who are not on dialysis when Hb levels are > 10.0 g/dL. For adult
patients with CKD who are not on dialysis with Hb levels < 10.0 g/dL, the decision whether to initiate ESA therapy
should be individualized based on many factors (e.g., prior response to iron therapy, the risk of needing a transfusion,
presence of symptoms). In general, ESAs should not be used to maintain Hb concentrations above 11.5 g/dL in adult
patients with CKD. For pediatric patients with CKD, the Hb concentration in which ESAs should be initiated in the
individual patient should be considered while being aware of the potential benefits and potential harms. In all pediatric
patients with CKD receiving ESA therapy the selected Hb concentration should be in the range of 11.0 to 12.0 g/dL.
Iron supplementation can improve response to ESA therapy. Baseline and periodic monitoring (e.g., iron, total iron-
binding capacity, transferrin saturation, or ferritin levels) and instituting iron replacement when needed may be useful
in limiting the need for ESAs, maximizing symptomatic improvement in patients, and determining the reason for
failure to adequately respond to ESAs. Iron deficiency can occur following continued ESA use and, therefore, iron
supplementation is required in most patients to maintain an optimal response.

Clinical practice guidelines from the National Comprehensive Cancer Network (NCCN) for myelodysplastic
syndrome (MDS) [version 2.2020 — February 28, 2020] list Aranesp as having utility in anemic, symptomatic patients
with MDS if serum erythropoietin levels are < 500 mU/mL.% Iron stores should be adequate. Due to safety issues,
the guidelines suggest that ESAs be used in the management of symptomatic anemia in patients with MDS and to aim
for a target Hb < 12.0 g/dL. The NCCN guidelines for myeloproliferative neoplasms (version 1.2020 — May 21, 2020)
address Aranesp and epoetin alfa products as options for treatment of patients with anemia related to myelofibrosis
having a serum erythropoietin level <500 mU/mL.* Iron stores should be adequate. The guidelines also advise that
ESAs are not effective for the management of transfusion-dependent anemia.

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Aranesp in patients with conditions other than
CKD who are on dialysis. The intent of this policy is to provide recommendations for uses other than anemia in
patients with CKD who are on dialysis. All approvals are provided for the duration noted below. In cases where the
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approval is authorized in months, 1 month is equal to 30 days. Because of the specialized skills required for evaluation
and diagnosis of patients treated with Aranesp as well as the monitoring required for adverse events and long-term
efficacy, approval requires Aranesp to be prescribed by or in consultation with a physician who specializes in the
condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Aranesp is recommended in those who meet the following criteria:

FDA-Approved Indications

1.

2.

Anemia in Patients with Chronic Kidney Disease who are on Dialysis. Approve for 3 years.

Anemia in Patients with Chronic Kidney Disease who are not on Dialysis. Approve for 1 year if the patient
meets the following criteria (A or B):
A) |Initial Therapy. Approve if the patient meets the following criteria (i and ii):

B)

i. Patient meets one of the following (a or b):

a) Patient is > 18 years of age with a hemoglobin < 10.0 g/dL; OR

b) Patient is < 18 years of age with a hemoglobin < 11.0 g/dL; AND
ii. Patient meets one of the following (a or b):

a) Patient is currently receiving iron therapy; OR

b) Patient has adequate iron stores according to the prescriber; OR
Patient is currently receiving an erythropoiesis-stimulating agent (ESA). Approve if the patient meets the
following criteria (i and ii):
Note: Examples of erythropoiesis-stimulating agents include an epoetin alfa product (e.g., Epogen, Procrit,
or Retacrit), a darbepoetin alfa product (e.g., Aranesp), or a methoxy polyethylene glycol-epoetin beta
product (e.g., Mircera).
i. Patient meets one of the following (a or b):

a) Patient is > 18 years of age with a hemoglobin < 11.5 g/dL; OR

b) Patient is < 18 years of age with a hemoglobin < 12.0 g/dL; AND
ii. Patient meets one of the following (a or b):

a) Patient is currently receiving iron therapy; OR

b) Patient has adequate iron stores according to the prescriber.

Anemia in Patients with Cancer due to Cancer Chemotherapy. Approve for 6 months if the patient meets the
following criteria (A or B):
A) Initial Therapy. Approve if the patient meets the following criteria (i, ii, and iii):

B)

i. Patient has a hemoglobin < 10.0 g/dL; AND
ii. Patient is currently receiving myelosuppressive chemotherapy; AND
iii. Patient meets one of the following (a or b):
a) Patient is currently receiving iron therapy; OR
b) Patient has adequate iron stores according to the prescriber; OR
Patient is currently receiving an erythropoiesis-stimulating agent (ESA). Approve if the patient meets the
following criteria (i, ii, and iii):
Note: Examples of erythropoiesis-stimulating agents include an epoetin alfa product (e.g., Epogen, Procrit,
or Retacrit), or a darbepoetin alfa product (e.g., Aranesp).
i. Patient has a hemoglobin < 12.0 g/dL; AND
ii. Patient is currently receiving myelosuppressive chemotherapy; AND
iii. Patient meets one of the following (a or b):
a) Patient is currently receiving iron therapy; OR
b) Patient has adequate iron stores according to the prescriber.
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Other Uses with Supportive Evidence

4. Anemia Associated with Myelodysplastic Syndrome (MDS). Approve for 1 year if the patient meets the
following criteria (A or B):
A) | nltlal Therapy. Approve if the patient meets the following criteria (i, ii, iii, and iv):

B)

Patient meets one of the following (a or b):

a) Patient has a hemoglobin < 10.0 g/dL; OR

b) Patient has a serum erythropoietin level <500 mU/mL; AND
Patient is > 18 years of age; AND

iii. Aranesp is prescribed by or in consultation with a hematologist or oncologist; AND

Patient meets one of the following (a or b):
a) Patient is currently receiving iron therapy; OR
b) Patient has adequate iron stores according to the prescriber; OR

Patient is currently receiving an erythropoiesis-stimulating agent (ESA). Approve if the patient meets the

following criteria (i, ii, iii, and iv):
Note: Examples of erythropoiesis-stimulating agents include an epoetin alfa product (e.g., Epogen, Procrit,
or Retacrit), or a darbepoetin alfa product (e.g., Aranesp).

iii.
iv.

Patient has a hemoglobin < 12.0 g/dL; AND

Patient is > 18 years of age; AND

Aranesp is prescribed by or in consultation with a hematologist or oncologist; AND
Patient meets one of the following (a or b):

a) Patient is currently receiving iron therapy; OR

b) Patient has adequate iron stores according to the prescriber.

5. Anemia Associated with Myelofibrosis. Approve for the duration noted below if the patient meets the following
criteria (A or B):
A) nltlal Therapy. Approve for 3 months if the patient meets the following criteria (i, ii, and iii):

B)

Patient meets one of the following (a or b):
a) Patient has a hemoglobin < 10.0 g/dL; OR
b) Patient has a serum erythropoietin level <500 mU/mL; AND
The agent is prescribed by or in consultation with a hematologist or oncologist; AND
Patient meets one of the following (a or b):
a) Patient is currently receiving iron therapy; OR
b) Patient has adequate iron stores according to the prescriber; OR

Patient is currently receiving an erythropoiesis-stimulating agent (ESA) therapy. Approve for 1 year if the

patient meets the following criteria (i, ii, iii, and iv):
Note: Examples of erythropoiesis-stimulating agents include an epoetin alfa product (e.g., Epogen, Procrit,
or Retacrit), or a darbepoetin alfa product (e.g., Aranesp).

Patient has a hemoglobin < 12.0 g/dL; AND

The ESA therapy is prescribed by or in consultation with a hematologist or oncologist; AND

Patient meets one of the following (a or b):

a) Patient is currently receiving iron therapy; OR

b) Patient has adequate iron stores according to the prescriber; AND

According to the prescriber, patient has responded to therapy defined as hemoglobin > 10 g/dL or a
hemoglobin increase of > 2 g/dL.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Aranesp is not recommended in the following situations:

1. Anemia Associated with Cancer in Patients not Receiving Myelosuppressive Cancer Chemotherapy.
Aranesp is not indicated in patients with cancer who are not receiving cancer chemotherapy.*
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Anemia Associated with Acute Myelogenous Leukemias (AML), Chronic Myelogenous Leukemias (CML)
or other Myeloid Cancers. Aranesp is indicated for use in non-myeloid cancers. AML and CML are examples
of myeloid cancers.!

3. Anemia Associated with Radiotherapy in Cancer. Aranesp is not indicated for use in patients with cancer who
are given only radiation therapy.*

4. To Enhance Athletic Performance. Aranesp is not recommended for approval because this indication is
excluded from coverage in a typical pharmacy benefit.

5. Anemia due to Acute Blood Loss. Use of Aranesp is not appropriate in these types of situations.

6. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria. Criteria
will be updated as new published data are available.

REFERENCES

1. Aranesp® injection for intravenous or subcutaneous use [prescribing information]. Thousand Oaks, CA: Amgen, Inc.; January
2019.

2. Kidney Disease: Improving Global Outcomes (KDIGO) Anemia Work Group. KDIGO Clinical Practice Guideline for
Anemia in Chronic Kidney Disease. Kidney Int. 2012;2(Suppl):279-335.

3. The NCCN Myelodysplastic Syndromes Clinical Practice Guidelines in Oncology (version 2.2020 — February 28, 2020). ©
2020 National Comprehensive Cancer Network, Inc. Available at: http://www.nccn.org. Accessed on June 29, 2020.

4. The NCCN Myeloproliferative Neoplasms Clinical Practice Guidelines in Oncology (version 1.2020 — May 21, 2020). ©
2020 National Comprehensive Cancer Network, Inc. Available at: http://www.nccn.org. Accessed on June 29, 2020.

HISTORY

Type of Revision Summary of Changes Review Date

Annual revision Criteria that previously stated Epogen/Procrit were changed to cite epoetin alfa to address 06/20/2018

the approval of Retacrit. For patients with anemia due to CKD who are on dialysis, the
criteria were changed to reflect approval of Mircera in pediatric patients who are on
hemodialysis. For patients requesting to use Aranesp who are currently receiving
Mircera, the target Hb of < 12.0 g/dL was added for children, similar to other ESA.
Previously, the criteria only addressed the Hb threshold in adults (< 11.5 g/dL) who were
receiving Mircera and requesting to transition to Aranesp.

Annual revision The following changes were made: 07/24/2019

1. Anemia in CKD for Patients Who are on Dialysis: The approval duration was
changed from 6 months to 1 year. For the criteria that requires the patient have a
specified Hb value, changed the wording of “adults” to “patients > 18 years of age”. For
the criteria that requires children to have a specified Hb value, changed the wording of
“children” to “patients < 18 years of age”. For the criteria that addresses patients who
are currently receiving an ESA, changed from citing examples of the ESA products in
criteria to providing a list of ESAs in a note. The example cited that the “Aranesp
prescribing information recommends supplemental iron therapy when serum ferritin is <
100 mcg/L or when serum transferrin saturation is < 20%” was deleted.

2. Anemia in CKD for Patients Who are Not on Dialysis: The approval duration was
changed from 6 months to 1 year. For the criteria that requires the patient have a
specified Hb value, changed the wording of “adults” to “patients > 18 years of age”. For
the criteria that requires children to have a specified Hb value, changed the wording of
“children” to “patients < 18 years of age”. For the criteria that addresses patients who
are currently receiving an ESAs, changed from citing examples of the ESA products in
criteria to providing a list of ESASs in a note. The example cited that the “Aranesp
prescribing information recommends supplemental iron therapy when serum ferritin is <
100 mcg/L or when serum transferrin saturation is < 20%” was deleted.
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3. Anemia in Patients with Cancer Due to Cancer Chemotherapy: The approval
duration was changed from 4 months to 6 months. For the criteria that addresses patients
who are currently receiving an ESA, changed from citing examples of the ESA products
in criteria to providing a list of ESAs in a note. The example cited that the “Aranesp
prescribing information recommends supplemental iron therapy when serum ferritin is <
100 mcg/L or when serum transferrin saturation is < 20%” was deleted.

4. Anemia Associated with MDS: The approval duration was changed from 6 months
to 1 year. For the criteria that addresses patients who are currently receiving an ESAS,
changed from citing examples of the ESA products in criteria to providing a list of ESAs
in a note. Initial approval and extended approval as a separate section was removed,
including the criteria that defined response. The example cited that the “Aranesp
prescribing information recommends supplemental iron therapy when serum ferritin is <
100 mcg/L or when serum transferrin saturation is < 20%” was deleted.

5. Anemia Associated with Myelofibrosis: New criteria were approved.

Selected revision | Anemia in CKD for Patients Who are on Dialysis. EXxisting criteria were removed. 9/11/2019

This indication is no longer a targeted indication for this policy. All requests for anemia
in CKD for patients who are on dialysis changed to approve for 1 year.

Selected revision | For Anemia in Patients with Chronic Kidney Disease who are on Dialysis, the 11/06/2019

approval duration was changed from 1 year to 3 years.

Annual Revision No criteria changes. 07/22/2020

PRIOR AUTHORIZATION PoLicy

PoLicy: Erythropoiesis-Stimulating Agents — Epoetin Alfa Products Prior Authorization Policy

e  Epogen® (epoetin alfa injection for intravenous or subcutaneous use — Amgen)
e Procrit® (epoetin alfa injection for intravenous or subcutaneous use — Janssen)
e Retacrit™ (epoetin alfa-epbx injection for intravenous and subcutaneous use Pfizer/Hospira)

REVIEW DATE: 07/22/2020

OVERVIEW
Epoetin alfa (Epogen, Procrit, Retacrit), an erythropoiesis-stimulating agent (ESA), is indicated for the
following uses:*?

Anemia due to chronic kidney disease (CKD), including patients on dialysis and patients not on
dialysis to decrease the need for red blood cell (RBC) transfusions.

Anemia due to chemotherapy in patients with cancer, in patients with non-myeloid
malignancies where anemia is due to the effect of concomitant myelosuppressive chemotherapy,
and upon initiation, there is a minimum of two additional months of planned chemotherapy.
Anemia due to zidovudine, in patients with human immunodeficiency virus (HIV) infection.
Reduction of allogeneic RBC transfusions, in patients with perioperative hemoglobin (Hb) > 10.0
to < 13.0 g/dL who are at high risk for perioperative blood loss from elective, noncardiac,
nonvascular surgery.

Epoetin alfa has not been shown to improve quality of life, fatigue, or patient well-being.’®* Epoetin alfa is not
indicated for use:

In patients with cancer receiving hormonal agents, biologic products, or radiotherapy unless also
receiving concomitant myelosuppressive chemotherapy.

In patients with cancer receiving myelosuppressive chemotherapy when the anticipated outcome is
cure.

In patients with cancer receiving myelosuppressive chemotherapy in whom anemia can be managed
by transfusion.
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e In patients scheduled for surgery who are willing to donate autologous blood.
e In patients undergoing cardiac or vascular surgery.
e Asa substitute for RBC transfusions in those who require immediate correction of anemia.

Therapy should be initiated for patients with CKD on dialysis when the Hb level is < 10.0 g/dL and if the Hb level
approaches or exceeds 11.0 g/dL, reduce or interrupt the dose of epoetin alfa.* For adults with CKD who are not on
dialysis, epoetin alfa should be initiated when the Hb is < 10.0 g/dL and other considerations apply (e.g., patient is
likely to need transfusions). If the Hb exceeds 10.0 g/dL, reduce or interrupt the epoetin alfa dose and use the lowest
dose sufficient to reduce the need for RBC transfusions. Epoetin alfa is indicated for the treatment of anemia due to
zidovudine given at < 4,200 mg per week in HIV-infected patients with endogenous serum erythropoietin levels of <
500 mU/mL. Itis recommended to withhold epoetin alfa if Hb exceeds 12.0 g/dL. Data show that epoetin alfa elevated
or maintained Hb and/or hematocrit and decreased transfusions in anemic patients (Hb < 10.0 g/dL) who were
receiving zidovudine. Patients with baseline endogenous serum erythropoietin levels < 500 mU/mL derived greater
benefit with epoetin alfa (e.g., achievement of higher hematocrit, reduction in transfusion requirements) compared
with those having levels greater than this threshold. Initiate epoetin alfa for patients on cancer chemotherapy only if
the Hb is < 10.0 g/dL. Use the lowest dose of epoetin alfa necessary to avoid RBC transfusions. Hb can be increased
to (or near) a concentration of 12.0 g/dL at which time the dose of epoetin alfa should be titrated to maintain that level.

Guidelines

The Kidney Disease Improving Global Outcomes (KDIGO) clinical practice guidelines for anemia in CKD (2012)
state that for adults with CKD on dialysis ESA therapy should be used to avoid having the Hb concentration fall below
9.0 g/dL by initiating ESA therapy when the Hb is between 9.0 and 10.0 g/dL.* The guidelines recommend against
ESA therapy for adult patients with CKD who are not on dialysis when Hb levels are > 10.0 g/dL. For adult patients
with CKD who are not on dialysis with Hb levels < 10.0 g/dL, the decision whether to initiate ESA therapy should be
individualized based on many factors (e.g., prior response to iron therapy, the risk of needing a transfusion, presence
of symptoms). In general, ESAs should not be used to maintain Hb concentrations above 11.5 g/dL in adult patients
with CKD. For pediatric patients with CKD, the Hb concentration in which ESAs should be initiated in the individual
patient should be considered while being aware of the potential benefits and potential harms. In all pediatric patients
with CKD receiving ESA therapy, the selected Hb concentration should be in the range of 11.0 to 12.0 g/dL. Iron
supplementation can improve response to ESA therapy. Baseline and periodic monitoring (e.g., iron, total iron-
binding capacity, transferrin saturation, or ferritin levels) and instituting iron replacement when needed may be useful
in limiting the need for ESAs, maximizing symptomatic improvement in patients, and determining the reason for
failure to adequately respond to ESAs. Iron deficiency can occur following continued ESA use and, therefore, iron
supplementation is required in most patients to maintain an optimal response.

Clinical practice guidelines from the National Comprehensive Cancer Network (NCCN) for myelodysplastic
syndrome (MDS) [version 2.2020 — February 28, 2020] list Epoetin alfa as having utility in anemic, symptomatic
patients with MDS if serum erythropoietin levels are < 500 mU/mL.5 Iron stores should be adequate. Due to safety
issues, the guidelines suggest that ESAs be used in the management of symptomatic anemia in patients with MDS and
to aim for a target Hb < 12.0 g/dL. The NCCN guidelines for myeloproliferative neoplasms (version 1.2020 — May
21, 2020) address Aranesp and epoetin alfa products as options for treatment of patients with anemia related to
myelofibrosis having a serum erythropoietin level < 500 mU/mL.% Iron stores should be adequate. The guidelines
also advise that ESASs are not effective for the management of transfusion-dependent anemia.

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of epoetin alfa products in patients with
conditions other than CKD who are on dialysis. The intent of this policy is to provide recommendations for uses other
than anemia in patients with CKD who are on dialysis. All approvals are provided for the duration noted below. In
cases where the approval is authorized in months, 1 month is equal to 30 days. Because of the specialized skills
required for evaluation and diagnosis of patients treated with epoetin alfa as well as the monitoring required for adverse
events and long-term efficacy, approval requires epoetin alfa to be prescribed by or in consultation with a physician
who specializes in the condition being treated.
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Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of epoetin alfa is recommended in those who meet the following criteria:

FDA-Approved Indications
4. Anemia in Patients with Chronic Kidney Disease who are on Dialysis. Approve for 3 years.

5. Anemia in Patients with Chronic Kidney Disease who are not on Dialysis. Approve for 1 year if the patient
meets the following criteria (A or B):
C) Initial Therapy. Approve if the patient meets the following criteria (i and ii):
iii. Patient meets one of the following (a or b):
c) Patient is > 18 years of age with a hemoglobin < 10.0 g/dL; OR
d) Patient is < 18 years of age with a hemoglobin < 11.0 g/dL; AND
iv. Patient meets one of the following (a or b):
c) Patient is currently receiving iron therapy; OR
d) Patient has adequate iron stores according to the prescriber; OR
D) Patient is currently receiving an erythropoiesis-stimulating agent (ESA). Approve if the patient meets the
following criteria (i and ii):
Note: Examples of erythropoiesis-stimulating agents include an epoetin alfa product (e.g., Epogen, Procrit,
or Retacrit), a darbepoetin alfa product (e.g., Aranesp), or a methoxy polyethylene glycol-epoetin beta
product (e.g., Mircera).
iii. Patient meets one of the following (a or b):
c) Patient is > 18 years of age with a hemoglobin < 11.5 g/dL; OR
d) Patient is < 18 years of age with a hemoglobin < 12.0 g/dL; AND
iv. Patient meets one of the following (a or b):
c) Patient is currently receiving iron therapy; OR
d) Patient has adequate iron stores according to the prescriber.

6. Anemia in Patients with Cancer due to Cancer Chemotherapy. Approve for 6 months if the patient meets the
following criteria (A or B):
C) Initial Therapy. Approve if the patient meets the following criteria (i, ii, and iii):
iv. Patient has a hemoglobin < 10.0 g/dL; AND
v. Patient is currently receiving myelosuppressive chemotherapy; AND
vi. Patient meets one of the following (a or b):
c) Patient is currently receiving iron therapy; OR
d) Patient has adequate iron stores according to the prescriber; OR
D) Patient is currently receiving an erythropoiesis-stimulating agent (ESA). Approve if the patient meets the
following criteria (i, ii, and iii):
Note: Examples of erythropoiesis-stimulating agents include an epoetin alfa product (e.g., Epogen, Procrit,
or Retacrit), or a darbepoetin alfa product (e.g., Aranesp).
iv. Patient has a hemoglobin < 12.0 g/dL; AND
v. Patient is currently receiving myelosuppressive chemotherapy; AND
vi. Patient meets one of the following (a or b):
c) Patient is currently receiving iron therapy; OR
d) Patient has adequate iron stores according to the prescriber.

4. Patients with Anemia and Human Immunodeficiency Virus who are Receiving Zidovudine. Approve for 1
year if the patient meets the following criteria (A or B):
A) Initial Therapy. Approve if the patient meets the following criteria (i, ii, and iii):
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B)

i. Patient meets one of the following (a or b):
a) Patient has a hemoglobin < 10.0 g/dL; OR
b) Patient has a serum erythropoietin level is < 500 mU/mL; AND
ii. Patient is currently receiving zidovudine therapy; AND
iii. Patient meets one of the following (a or b):
a) Patient is currently receiving iron therapy; OR
b) Patient has adequate iron stores according to the prescriber; OR
Patient is currently receiving an erythropoiesis-stimulating agent (ESA). Approve if the patient meets the
following criteria (i, ii, and iii):
Note: Examples of erythropoiesis-stimulating agents include an epoetin alfa product (e.g., Epogen, Procrit,
or Retacrit), or darbepoetin alfa product (e.g., Aranesp).
v. Patient has a hemoglobin < 12.0 g/dL; AND
vi. Patient is currently receiving zidovudine therapy; AND
vii. Patient meets one of the following (a or b):
a) Patient is currently receiving iron therapy; OR
b) Patient has adequate iron stores according to the prescriber.

5. Reduction of Allogeneic Red Blood Cell Transfusions in Patients Undergoing Surgery. Approve for 1 month
if the patient meets the following criteria (A, B, C and D):

Hemoglobin is < 13.0 g/dL; AND

The surgery is elective, nonvascular and noncardiac; AND

Patient is not willing or able to donate autologous blood prior to surgery; AND
Patient meets one of the following (i or ii):

i. Patient is currently receiving iron therapy; OR

ii. Patient has adequate iron stores according to the prescriber.

Other Uses with Supportive Evidence

6. Anemia Associated with Myelodysplastic Syndrome (MDS). Approve for 1 year if the patient meets the
following criteria (A or B):

C)

B)

Initial Therapy. Approve if the patient meets the following criteria (i, ii, iii, and iv):
v. Patient meets one of the following (a or b):
a) Patient has a hemoglobin < 10.0 g/dL; OR
b) Patient has a serum erythropoietin level <500 mU/mL; AND
vi. Patient is > 18 years of age; AND
vii. The agent is prescribed by or in consultation with a hematologist or oncologist; AND
viii. Patient meets one of the following (a or b):
c) Patient is currently receiving iron therapy; OR
d) Patient has adequate iron stores according to the prescriber; OR
Patient is currently receiving an erythropoiesis-stimulating agent (ESA). Approve if the patient
meets the following criteria (i, ii, iii, and iv):
Note: Examples of erythropoiesis-stimulating agents include an epoetin alfa product (e.g., Epogen, Procrit,
or Retacrit), or a darbepoetin alfa product (e.g., Aranesp).
viii. Patient has a hemoglobin < 12.0 g/dL; AND
ix. Patientis > 18 years of age; AND
X. The agent is prescribed by or in consultation with a hematologist or oncologist; AND
xi. Patient meets one of the following (a or b):
c) Patient is currently receiving iron therapy; OR
d) Patient has adequate iron stores according to the prescriber.

7. Anemia Associated with Myelofibrosis. Approve for the duration noted below if the patient meets the following
criteria (A or B):

A)

Initial Therapy. Approve for 3 months if the patient meets the following criteria (i, ii, and iii):
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i. Patient meets one of the following (a or b):
a) Patient has a hemoglobin < 10.0 g/dL; OR
b) Patient has a serum erythropoietin level < 500 mU/mL; AND
ii. The agent is prescribed by or in consultation with a hematologist or oncologist; AND
iii. Patient meets one of the following (a or b):
a) Patient is currently receiving iron therapy; OR
b) Patient has adequate iron stores according to the prescriber; OR
B) Patient is currently receiving an erythropoiesis-stimulating agent (ESA) therapy. Approve for 1 year if the
patient meets the following criteria (i, ii, iii, and iv):
Note: Examples of erythropoiesis-stimulating agents include an epoetin alfa product (e.g., Epogen, Procrit,
or Retacrit), or a darbepoetin alfa product (e.g., Aranesp).
i. Patient has a hemoglobin < 12.0 g/dL; AND
ii. The ESA therapy is prescribed by or in consultation with a hematologist or oncologist; AND
iii. Patient meets one of the following (a or b):
a) Patient is currently receiving iron therapy; OR
b) Patient has adequate iron stores according to the prescriber; AND
iv. According to the prescriber, patient has responded to therapy defined as hemoglobin > 10 g/dL or a
hemoglobin increase of > 2 g/dL.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Epoetin alfa is not recommended in the following situations:

7. Anemia Associated with Cancer in Patients not Receiving Myelosuppressive Cancer Chemotherapy.
Epoetin alfa is not indicated in patients with cancer who are not receiving cancer chemotherapy. '

8. Anemia Associated with Acute Myelogenous Leukemias (AML), Chronic Myelogenous Leukemias (CML)
or other Myeloid Cancers. Epoetin alfa is indicated for use in non-myeloid cancers. AML and CML are
examples of myeloid cancers.!

9. Anemia Associated with Radiotherapy in Cancer. Epoetin alfa is not indicated for use in patients with cancer
who are given only radiation therapy.'

10. To Enhance Athletic Performance. Epoetin alfa is not recommended for approval because this indication is
excluded from coverage in a typical pharmacy benefit.

11. Anemia due to Acute Blood Loss. Use of Epoetin alfa is not appropriate in these types of situations.

12. Non-Anemic Patients (Hemoglobin [Hb] > 13.0 g/dL) Prior to Surgery. Although studies have been done
that involved non-anemic patients undergoing various surgeries receiving epoetin alfa preoperatively and
sometimes postoperatively to prevent transfusions or subsequent anemia, the overall benefit of this therapy in
those with relatively normal preoperative Hb level is questionable.

13. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria. Criteria
will be updated as new published data are available.

REFERENCES

5. Procrit® injection for intravenous or subcutaneous use [prescribing information]. Horsham, PA: Janssen; May 2020.

6. Epogen® injection for intravenous or subcutaneous use [prescribing information]. Thousand Oaks, CA: Amgen, Inc.; July
2018.

7. Retacrit™ injection for subcutaneous or intravenous use [prescribing information]. New York, NY and Lake Forest, IL: Pfizer

and Hospira; June 2020.
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8. Kidney Disease: Improving Global Outcomes (KDIGO) Anemia Work Group. KDIGO Clinical Practice Guideline for
Anemia in Chronic Kidney Disease. Kidney Int. 2012;2(Suppl):279-335.

9. The NCCN Myelodysplastic Syndromes Clinical Practice Guidelines in Oncology (version 2.2020 — February 28, 2020). ©
2020 National Comprehensive Cancer Network, Inc. Available at: http://www.nccn.org. Accessed on June 29, 2020.
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HISTORY

Type of Revision

Summary of Changes

Review Date

Annual revision

Added Retacrit to the policies with the same approval criteria to that of Epogen and
Procrit. The name of the policy was changed from Epogen/Procrit to Epoetin Alfa
Products. Criteria that previously stated Epogen/Procrit were changed to state epoetin
alfa. Criteria were revised to reflect FDA-approval of Mircera for use in the treatment
of anemia associated with chronic kidney disease in pediatric patients who are on
hemodialysis. For patients requesting to use epoetin alfa who are currently receiving
Mircera, the target Hb of < 12.0 g/dL was added for children, similar to the other ESAs.
Previous, the criteria only addressed the hemoglobin threshold in adults (< 11.5 g/dL)
who were receiving Mircera and requesting to transition to epoetin alfa.

06/20/2018

Annual revision

The following changes were made:

1. Anemia in CKD for Patients Who are on Dialysis: The approval duration was
changed from 6 months to 1 year. For the criteria that requires the patient have a
specified Hb value, changed the wording of “adults” to “patients > 18 years of age”. For
the criteria that requires children to have a specified Hb value, changed the wording of
“children” to “patients < 18 years of age”. For the criteria that addresses patients who
are currently receiving an ESA, changed from citing examples of the ESA products in
criteria to providing a list of ESAs in a note. The example cited that the “Epoetin alfa
prescribing information recommends supplemental iron therapy when serum ferritin is <
100 meg/L or when serum transferrin saturation is <20%” was deleted.

2. Anemia in CKD for Patients Who are Not on Dialysis: The approval duration was
changed from 6 months to 1 year. For the criteria that requires the patient have a
specified Hb value, changed the wording of “adults” to “patients > 18 years of age”. For
the criteria that requires children to have a specified Hb value, changed the wording of
“children” to “patients < 18 years of age”. For the criteria that addresses patients who
are currently receiving an ESA, changed from citing examples of the ESA products in
criteria to providing a list of ESAs in a note. The example cited that the “Epoetin alfa
prescribing information recommends supplemental iron therapy when serum ferritin is <
100 meg/L or when serum transferrin saturation is <20%” was deleted.

3. Patients with Anemia and HIV who are Receiving Zidovudine: The duration of
therapy was changed from 4 months to 1 year. For the criteria that addresses patients
who are currently receiving an ESA, changed from citing examples of the ESA products
in criteria to providing a list of ESAs in a note. The example cited that the “Epoetin alfa
prescribing information recommends supplemental iron therapy when serum ferritin is <
100 meg/L or when serum transferrin saturation is <20%” was deleted.

4. Anemia in Patients with Cancer Due to Cancer Chemotherapy: The approval
duration was changed from 4 months to 6 months. For the criteria that addresses patients
who are currently receiving an ESA, changed from citing examples of the ESA products
in criteria to providing a list of ESAs in a note. The example cited that the “Epoetin alfa
prescribing information recommends supplemental iron therapy when serum ferritin is <
100 mcg/L or when serum transferrin saturation is < 20%” was deleted.

5. Reduction of Allogeneic Red Blood Cell Transfusions in Patients Undergoing
Surgery: The example cited that the “Epoetin alfa prescribing information recommends
supplemental iron therapy when serum ferritin is < 100 mcg/L or when serum transferrin
saturation is < 20%” was deleted.

6. Anemia Associated with MDS: The approval duration was changed from 6 months
to 1 year. For the criteria that addresses patients who are currently receiving an ESA,
changed from citing examples of the ESA products in criteria to providing a list of ESAs
in a note.

7. Anemia Associated with Myelofibrosis: New criteria were approved. See policy.

07/24/2019

Selected revision

Anemia in CKD for Patients Who are on Dialysis. Existing criteria were removed.
This indication is no longer a targeted indication for this policy. All requests for anemia
in CKD for patients who are on dialysis changed to approve for 1 year.

9/11/2019

Selected revision

For Anemia in Patients with Chronic Kidney Disease who are on Dialysis, the
approval duration was changed from 1 year to 3 years.

11/06/2019

Annual Revision

No criteria changes.

07/22/2020

PRIOR AUTHORIZATION PoLICY

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved

This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.




ESI PA Policies
Page 329

PoLicy: Erythropoiesis-Stimulating Agents — Mircera Prior Authorization Policy
e Mircera® (methoxy polyethylene glycol-epoetin beta injection for intravenous or
subcutaneous use — Vifor Pharma)

REVIEW DATE:  07/22/2020

OVERVIEW
Mircera, an erythropoiesis-stimulating agent (ESA), is indicated for the following uses:*
e Anemia due to chronic kidney disease (CKD), including adult patients on dialysis, adult patients
not on dialysis, and pediatric patients 5 to 17 years of age on hemodialysis who are converting from
another ESA after their hemoglobin level was stabilized with an ESA.

Mircera has not been shown to improve symptoms, physical functioning, or health-related quality of life.! Mircera is
not indicated for use:

e In the treatment of anemia due to cancer chemotherapy.

e Asasubstitute for red blood cell (RBC) transfusions in those who require immediate correction of anemia.

Therapy should be initiated for patients with CKD on dialysis when the Hb level is < 10.0 g/dL and if the Hb level
approaches or exceeds 11.0 g/dL, reduce or interrupt the dose of Mircera.! Patients with CKD not on dialysis, Mircera
should be initiated when the Hb is < 10.0 g/dL and other considerations apply (e.g., patient is likely to need
transfusions). If the Hb exceeds 10.0 g/dL, reduce or interrupt the Mircera dose and use the lowest dose sufficient to
reduce the need for RBC transfusions.

Guidelines

The Kidney Disease Improving Global Outcomes (KDIGO) clinical practice guidelines for anemia in CKD (2012)
state that for adults with CKD on dialysis ESA therapy should be used to avoid having the Hb concentration fall below
9.0 g/dL by initiating ESA therapy when the Hb is between 9.0 and 10.0 g/dL.? The guidelines recommend against
ESA therapy for adult patients with CKD who are not on dialysis when Hb levels are > 10.0 g/dL. For adult patients
with CKD who are not on dialysis with Hb levels < 10.0 g/dL, the decision whether to initiate ESA therapy should be
individualized based on many factors (e.g., prior response to iron therapy, the risk of needing a transfusion, presence
of symptoms). In general, ESAs should not be used to maintain Hb concentrations above 11.5 g/dL in adult patients
with CKD. For pediatric patients with CKD, the Hb concentration in which ESAs should be initiated in the individual
patient should be considered while being aware of the potential benefits and potential harms. In all pediatric patients
with CKD receiving ESA therapy, the selected Hb concentration should be in the range of 11.0 to 12.0 g/dL. Iron
supplementation can improve response to ESA therapy. Baseline and periodic monitoring (e.g., iron, total iron-
binding capacity, transferrin saturation, or ferritin levels) and instituting iron replacement when needed may be useful
in limiting the need for ESAs, maximizing symptomatic improvement in patients, and determining the reason for
failure to adequately respond to ESAs. Iron deficiency can occur following continued ESA use and, therefore, iron
supplementation is required in most patients to maintain an optimal response.

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Mircera in patients with conditions other than
CKD who are on dialysis. The intent of this policy is to provide recommendations for uses other than anemia in
patients with CKD who are on dialysis. All approvals are provided for the duration noted below. Because of the
specialized skills required for evaluation and diagnosis of patients treated with Mircera as well as the monitoring
required for adverse events and long-term efficacy, approval requires Mircera to be prescribed by or in consultation
with a physician who specializes in the condition being treated.

Automation: None.
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RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Mircera is recommended in those who meet the following criteria:

FDA-Approved Indications

7.

8.

Anemia in Patients with Chronic Kidney Disease who are on Dialysis. Approve for 3 years.

Anemia in Patients with Chronic Kidney Disease who are not on Dialysis. Approve for 1 year if the patient
meets the following criteria (A or B):
A) Initial Therapy. Approve if the patient meets the following criteria (i, ii, and iii):
i. Patient is > 18 years of age; AND
ii. Patient has a hemoglobin < 10.0 g/dL; AND
iii. Patient meets one of the following (a or b):
a) Patient is currently receiving iron therapy; OR
b) Patient has adequate iron stores according to the prescriber; OR
B) Patient is currently receiving an erythropoiesis-stimulating agent (ESA). Approve if the patient
meets the following criteria (i, ii, and iii):
Note: Examples of erythropoiesis-stimulating agents include an epoetin alfa product (e.g., Epogen, Procrit,
or Retacrit), a darbepoetin alfa product (e.g., Aranesp), or a methoxy polyethylene glycol-epoetin beta
product (e.g., Mircera).
i. Patientis > 18 years of age; AND
ii. Patient has a hemoglobin < 11.5 g/dL; AND
iii. Patient meets one of the following (a or b):
a) Patient is currently receiving iron therapy; OR
b) Patient has adequate iron stores according to the prescriber.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Mircera is not recommended in the following situations:

14.

15.

16.

17.

Anemia Associated with Cancer in Patients Receiving Myelosuppressive Cancer Chemotherapy. Mircera
is not indicated and not recommended for the treatment of anemia due to cancer chemotherapy.!

To Enhance Athletic Performance. Aranesp is not recommended for approval because this indication is
excluded from coverage in a typical pharmacy benefit.

Anemia due to Acute Blood Loss. Use of Aranesp is not appropriate in these types of situations.

Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria. Criteria
will be updated as new published data are available.

REFERENCES
11. Mircera® solution for injection [prescribing information]. Basking Ridge, NJ: Vifor Pharma; August 2019.
12. Kidney Disease: Improving Global Outcomes (KDIGO) Anemia Work Group. KDIGO Clinical Practice Guideline for
Anemia in Chronic Kidney Disease. Kidney Int. 2012;2(Suppl):279-335.
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Early annual Criteria that mentioned Epogen/Procrit were changed to epoetin alfa to reflect approval 06/20/2018
revision of Retacrit, the first biosimilar epoetin alfa product. For the criteria regarding patients

with anemia in CKD who are on dialysis, the criteria that the patient be > 18 years of age
was changed to > 5 years of age. For this indication, in patients receiving Mircera for
initial therapy for anemia in CKD for patients who are on dialysis, it was noted that the
Hb value was required to be < 11.0 g/dL for children initiating therapy; for patients
currently receiving Mircera, the Hb value is required to be < 12.0 g/dL in children.
Annual revision The following changes were made: 07/24/2019
1. Anemia in CKD for Patients Who are on Dialysis: The approval duration was
changed from 6 months to 1 year. For the criteria that requires the patient have a
specified Hb value, changed the wording of “adults” to “patients > 18 years of age”. For
the criteria that requires children to have a specified Hb value, changed the wording of
“children” to “patients < 18 years of age”. For the criteria that addresses patients who
are currently receiving an ESA, changed from citing examples of the ESA products in
criteria to providing a list of ESAs in a note. The example cited that the “Mircera
prescribing information recommends supplemental iron therapy when serum ferritin is <
100 meg/L or when serum transferrin saturation is <20%” was deleted.

2. Anemia in CKD for Patients Who are Not on Dialysis: The approval duration was
changed from 6 months to 1 year. For the criteria that requires the patient have a
specified Hb value, changed the wording of “adults” to “patients > 18 years of age”. For
the criteria that requires children to have a specified Hb value, changed the wording of
“children” to “patients < 18 years of age”. For the criteria that addresses patients who
are currently receiving an ESA, changed from citing examples of the ESA products in
criteria to providing a list of ESAs in a note. The example cited that the “Mircera
prescribing information recommends supplemental iron therapy when serum ferritin is <
100 mcg/L or when serum transferrin saturation is < 20%” was deleted.

Selected revision | Anemia in CKD for Patients Who are on Dialysis. Existing criteria were removed. 9/11/2019
This indication is no longer a targeted indication for this policy. All requests for anemia
in CKD for patients who are on dialysis changed to approve for 1 year.

Selected revision | For Anemia in Patients with Chronic Kidney Disease who are on Dialysis, the 11/06/2019
approval duration was changed from 1 year to 3 years.
Annual revision No criteria changes. 7/22/2020

PRIOR AUTHORIZATION PoLICY

PoLicy: Fabry Disease — Galafold Prior Authorization Policy
e Galaford® (migalastat capsules — Amicus Therapeutics, Inc.)

ReviEw DATE: 09/30/2020

OVERVIEW

Galafold is indicated for the treatment of adults with a confirmed diagnosis of Fabry disease and an
amenable galactosidase alpha gene (GLA) variant based on in vitro assay data.! Certain GLA variants
produce abnormally folded and less stable forms of the a-galactosidase A (a-GAL) enzyme, however the
enzyme still retains activity. Galafold is a pharmacologic chaperone which binds to the active site of a-
GAL, which stabilizes the enzyme and allows it to be trafficked from the endoplasmic reticulum to
lysosomes. In the lysosome, Galafold dissociates from the enzyme allowing it to exert its pharmacologic
activity.

Disease Overview

Fabry disease is a rare inherited X-linked lysosomal storage disorder due to absent or significantly reduced
a-Gal activity leading to the accumulation of globotriaosylceramide (GL-3) in a wide variety of cells
throughout the body.>* The accumulation of GL-3 leads to progressive multisystem disease, primarily

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 332

impacting the kidney, heart, and nervous system.®* Life expectancy in patients with Fabry disease is
reduced, median survival is typically 50 to 55 years in men and 70 years in women.?

The disease can be divided into two phenotypes, a severe, classical phenotype typically found in men
without a-Gal activity, and a generally milder non-classical phenotype in men and women with some
residual a-Gal activity.>® Classical Fabry disease symptoms often seen at presentation include neuropathic
pain, cornea verticillata, and angiokeratoma,® and can occur in males as young as 6 to 8 years of age and at
9 years of age in females.* Long-term consequences of Fabry disease include hypertrophic
cardiomyopathy, arrhythmias, renal failure, and stroke.®> Individuals with some residual a-Gal activity
typically develop non-classical Fabry disease, which has a later onset, variable disease course, is typically
less severe and may affect a single organ, most commonly the heart.2® Despite Fabry disease being an X—
linked disorder, women often have Fabry disease signs and symptoms, however they typically have less
severe disease than men.

Currently, there have been more than 800 mutations to the gene encoding a-Gal identified and about 60%
are missense mutations resulting in single amino acid substitutions.> Some of these mutated enzymes have
activity levels similar to normal a-Gal however they have been found to be unstable and are retained in the
endoplasmic reticulum.

Guidelines
Current Fabry disease treatment guidelines either do not mention Galafold as a treatment option or discuss
it as an investigational agent.®”

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Galafold. All approvals are
provided for the duration noted below. Because of the specialized skills required for evaluation and
diagnosis of patients treated with Galafold as well as the monitoring required for adverse events and long-
term efficacy, initial approval requires Galafold to be prescribed by or in consultation with a physician who
specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Galafold is recommended in those who meet the following criteria:

FDA-Approved Indications

41. Fabry Disease. Approve for 3 years if the patient meets the following criteria (A, B, and C):
32 Patient is > 18 years of age; AND
33: Patient has an amenable galactosidase alpha gene (GLA) variant based on in vitro assay data; AND
34. The medication is prescribed by or in consultation with a geneticist, nephrologist, or a physician
who specializes in the treatment of Fabry disease.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Galafold is not recommended in the following situations:
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105.

106.

Concurrent Use with Fabrazyme. One small study (n = 23) assessed a single dose of Galafold
(150 mg or 450 mg) used concurrently with Fabrazyme or agalsidase alpha. While a single dose of
Galafold significantly increased a-GAL activity, the long-term safety and efficacy of concurrent use of
Galafold and Fabrazyme has not been established.? Galafold is not FDA approved for concurrent use
with Fabrazyme.

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.

REFERENCES
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171.
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173.

174.

175.
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HISTORY
Type of Revision Summary of Changes Review Date
New Policy - 08/13/2018
Annual Review No change to the criteria 10/02/2019
Annual Revision | No criteria changes. 09/30/2020

PRIOR AUTHORIZATION POLICY
PoLicy: Gamifant Prior Authorization Policy

e  Gamifant® (emapalumab-lzsg for intravenous injection — Sobi)

REvIEwW DATE: 12/02/2020

OVERVIEW

Gamifant, an anti-interferon gamma (IFN-y) antibody, is indicated for the treatment of adult and pediatric
patients with primary hemophagocytic lymphohistiocytosis (HLH) with refractory, recurrent, or
progressive disease or intolerance with conventional HLH therapy.!

Disease Overview

HLH is a syndrome characterized by signs and symptoms of extreme inflammation, caused by defects in
cytotoxic function (cytotoxic T cells and natural killer cells).? The incidence is estimated at 1.2 cases per
million individuals per year, but this is likely an underestimate.® In healthy individuals, cytotoxic function
is important to terminate immune responses when appropriate by targeting and destroying activated immune
cells. Deficiencies in cytotoxic function lead to an unchecked immune response and hyper-inflammation.
Primary HLH has a clear genetic cause, whereas secondary HLH is triggered by a concomitant infection or
medical condition, such as Epstein-Barr virus infection, malignancy, or rheumatologic disorders. IFN-y
normally has both pro-inflammatory functions (e.g., macrophage activation) and anti-inflammatory
functions (e.g., activation of cytotoxic cells).*> However, in HLH, the anti-inflammatory action of IFN-y
is ineffective due to impaired cytotoxic cell activity; thus, pro-inflammatory effects predominate.

Guidelines

The HLH-2004 treatment protocol, developed by the Histiocyte Society, is the current standard of care for
diagnostic and therapeutic guidelines.® Gamifant is not addressed in the 2004 protocol. To establish a
diagnosis of HLH, patients must either have a molecular diagnosis consistent with HLH or meet five out of
eight diagnostic criteria. A backbone of etoposide and systemic dexamethasone is the conventional
standard of care to induce symptomatic resolution; cyclosporine A and anti-thymocyte globulin have also
demonstrated efficacy. Although chemotherapy prolongs survival in primary HLH, a hematopoietic stem
cell transplant (HSCT) is needed for cure. Patients with primary HLH should continue chemotherapy
(usually with etoposide, cyclosporine A, and dexamethasone) until HSCT can be performed. Myelotoxicity
due to chemotherapy is a concern, especially since patients with HLH can have severe cytopenias and
immunodeficiency at baseline.

PoLICcY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Gamifant. Because of the
specialized skills required for evaluation and diagnosis of patients treated with Gamifant, approval requires
it to be prescribed by or in consultation with a physician who specializes in the condition being treated. All
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approvals are provided for the duration noted below. In cases where the approval is authorized in months,
1 month is equal to 30 days.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Gamifant is recommended for those who meet the following criteria:

FDA-Approved Indications

5. Hemophagocytic Lymphohistiocytosis, Primary. Approve Gamifant for 6 months in patients
meeting all of the following criteria (A, B, C, and D):
A) Patient has a diagnosis of hemophagocytic lymphohistiocytosis determined by at least one of the
following (i or ii):
i. Patient has a molecular genetic diagnosis consistent with hemophagocytic lymphohistiocytosis;
OR
ii. Prior to treatment, the patient meets at least FIVE of the following diagnostic criteria at baseline
(FIVE of a, b, c,d, e, f, g, or h):
a) Fever>38.5°C;
b) Splenomegaly;
c) Cytopenias defined as at least TWO of the following (1, 2, or 3):
1) Hemoglobin < 9 g/dL (or < 10 g/dL in infants less than 4 weeks of age);
2) Platelets < 100 x 10%L;
3) Neutrophils < 1.0 x 10%L;
d) Patient meets one of the following (1 or 2):
1) Fasting triglycerides > 265 mg/dL; OR
2) Fibrinogen < 1.5 g/L;
e) Hemophagocytosis in bone marrow, spleen, or lymph nodes;
f) Low or absent natural killer cell activity (according to local laboratory reference);
g) Ferritin > 500 mcg/L;
h) Soluble CD25 (i.e., soluble interleukin-2 receptor) > 2,400 U/mL; AND
B) Patient has tried at least one conventional therapy (e.g., etoposide, cyclosporine A, or anti-
thymocyte globulin); AND
C) According to the prescriber, the patient has experienced at least ONE of the following (i or ii):
i. Refractory, recurrent, or progressive disease during conventional therapy (e.g., etoposide,
cyclosporine A, or anti-thymocyte globulin); OR
ii. Intolerance to conventional therapy (e.g., etoposide, cyclosporine A, or anti-thymocyte
globulin); AND
D) The medication is prescribed by, or in consultation with, a hematologist, oncologist, immunologist,
transplant specialist, or physician who specializes in hemophagocytic lymphohistiocytosis or
related disorders.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Gamifant is not recommended in the following situations:

8. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

03/25/2020
© 2020 Express Scripts Holding Company. All Rights Reserved
This document is confidential and proprietary to Express Scripts Holding Company. Unauthorized use and distribution are prohibited.



ESI PA Policies
Page 336

REFERENCES

23. Gamifant® [prescribing information]. Waltham, MA: Sobi, Inc; November 2018.

24. Jordan MB, Allen CE, Weitzman S, Filipovich AH, McClain KL. How I treat hemophagocytic lymphohistiocytosis. Blood.
2011;118(15):4041-4052.

25. Weitzman S. Approach to hemophagocytic syndromes. Hematology Am Soc Hematol Edu Program. 2011;2011:178-183.

26. Avau A, Matthys P. Therapeutic potential of interferon-y and its antagonists in autoinflammation: lessons from murine
models of systemic juvenile idiopathic arthritis and macrophage activation syndrome. Pharamceuticals. 2015;8:793-815.

27. Osinska I, Popko K, Demkow U. Perforin: an important player in immune response. Centr Eur J Immunol. 2014;39(1):109-
115.

28. Henter J, Horne A, Aricé M, et al. HLH-2004: Diagnostic and Therapeutic Guidelines for Hemophagocytic
Lymphohistiocytosis. Pediatr Blood Cancer. 2007;48:124-131.

HISTORY
Type of Revision Summary of Changes Review Date
New policy -- 12/19/2018
Annual revision No criteria changes. 12/18/2019
Annual Revision No criteria changes. 12/02/2020
PRIOR AUTHORIZATION PoOLICY
PoLicy: Gastroenterology — Gattex Prior Authorization Policy

e Gattex (teduglutide injection for subcutaneous use — NPS Pharmaceuticals)

REVIEW DATE:  06/24/2020

OVERVIEW

Gattex is a glucagon-like peptide-2 (GLP-2) analog indicated for the treatment of short bowel syndrome in patients >
1 year of age who are dependent on parenteral support.® In clinical studies, Gattex decreased the volume of parenteral
support needed for some patients with short bowel syndrome and intestinal failure. It is administered via a daily
subcutaneous injection.

Clinical Efficacy

In a study involving adults (n = 86) with short bowel syndrome requiring parenteral support at least 3 days per week,
more patients treated with Gattex through Month 6 achieved > 20% reduction in weekly intravenous volume (63% vs.
30% with placebo).! The mean reduction in intravenous volume was 4.4 liters with Gattex vs. 2.3 liters with placebo.
When treated over an additional 2 years, the mean reduction from baseline was 7.55 liters. Ten patients were weaned
off of nutritional support and remained on Gattex therapy. At Week 24 of a pediatric study, 69% of patients (n =
18/26) reduced parenteral support volume by at least 20% with Gattex. The mean reduction in intravenous volume
was -23 mL/kg/day, a 42% reduction in parenteral support. Three patients were weaned off of parenteral nutritional
support.

Safety

Gattex has Warnings and Precautions regarding acceleration of neoplastic growth, intestinal obstruction, biliary and
pancreatic disease, fluid overload (including congestive heart failure), and increased absorption of concomitant oral
medications.® It was approved with a Risk Evaluation and Mitigation Strategy (REMS) program intended to inform
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healthcare providers and patients about serious risks, including the risks of possible acceleration of neoplastic growth
and enhancement of colon polyp growth, gastrointestinal (GI) obstruction, and biliary and pancreatic disorders.2

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Gattex. All approvals are provided for the
duration noted below. In cases where the approval is authorized in months, 1 month is equal to 30 days. Because of
the specialized skills required for evaluation and diagnosis of patients treated with Gattex as well as the monitoring
required for adverse events and long-term efficacy, approval requires Gattex to be prescribed by or in consultation
with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Gattex is recommended in those who meet the following criteria:

FDA-Approved Indications

47. Short Bowel Syndrome. Approve for the duration noted if the patient meets the following criteria (A
or B):
A) Initial Therapy. Approve for 6 months if the patient meets ALL of the following (i, ii, and iii):
i. Patientis> 1 year of age; AND
ii. Patient meets ONE of the following (a or b):
a) Patient is currently receiving parenteral nutrition on 3 or more days per week; OR
b) According to the prescriber, the patient is unable to receive adequate total parenteral
nutrition (TPN) required for caloric needs; AND
iii. The medication is prescribed by or in consultation with a gastroenterologist.
B) Patient is Currently Receiving Gattex. Approve for 1 year if the patient meets all of the following
(i, ii, and iii):
i. Patient has already received at least 6 months of therapy with Gattex; AND
Note: A patients who has received < 6 months of continuous therapy should be considered
under criterion 1A (Initial Therapy).
ii. According to the prescriber, the patient has experienced at least a 20% decrease from baseline
in the weekly volume of parenteral nutrition; AND
iii. The agent is prescribed by or in consultation with a gastroenterologist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Gattex is not recommended in the following situations:

59. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.

REFERENCES
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New Policy -- 03/13/2019
Early annual Short Bowel Syndrome: Due to the updated age indication, change criteria to approve 06/12/2019
revision in patients > 1 year of age (previously was > 18 years of age).
Annual revision No changes to the criteria. 06/24/2020

PRIOR AUTHORIZATION PoLicy

PoLIcY:  Gaucher Disease — Enzyme Replacement Therapy — Cerezyme® (imiglucerase for injection — Genzyme)

DATE REVIEWED: 03/25/2020

OVERVIEW

Cerezyme is an analogue of B-glucocerebrosidase produced via recombinant DNA technology in Chinese hamster
ovary cells.! Cerezyme differs from human placental glucocerebrosidase by one amino acid at position 495.
Cerezyme catalyzes the breakdown of glucocerebroside to glucose and ceramide.

Cerezyme is indicated for the long-term enzyme replacement therapy for pediatric and adult patients with a confirmed
diagnosis of Type 1 Gaucher disease that results in at least one of the following: anemia, thrombocytopenia, bone
disease, hepatomegaly, or splenomegaly.!

Disease Overview

Gaucher disease is a rare autosomal recessive, inherited, lysosomal storage disorder caused by a deficiency of the
lysosomal enzyme [-glucocerebrosidase.?* Glucocerebrosidase is responsible for the breakdown of
glucosylcerebroside (GluCer) into glucose and ceramide. A deficiency of this enzyme is characterized by an excessive
accumulation of GluCer in the visceral organs such as the liver, spleen, and bone marrow. GluCer remains stored
within lysosomes causing enlarged lipid-laden macrophages called “Gaucher cells”.

Gaucher disease is classified into three phenotypes (Types 1 through 3).%° Type 1 is a non-neuropathic variant with
asymptomatic or symptomatic clinical manifestations of splenomegaly, hepatomegaly, anemia, thrombocytopenia,
skeletal complications, and occasional lung involvement. Type 2 is an acute neuropathic form characterized by an
early onset (3 to 6 months of age) of rapidly progressive neurological disease with visceral manifestations; death
generally occurs by the time patients reach 1 to 2 years of age. Type 3 is characterized by neurological symptoms and
visceral symptoms with a later onset and includes abnormal eye movements, ataxia, seizures, and dementia. Type 1
is most prevalent in the Western world, accounting for an estimated 94% of patients with Gaucher disease.?® Types
2 and 3 represent < 1% and 5%, respectively, in Europe, North America, and Israel.>® The diagnosis of Gaucher
disease is established by demonstrating deficient B-glucocerebrosidase activity in leukocytes or fibroblasts, or
mutations in the glucocerebrosidase gene.”®

POLICY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Cerezyme. All approvals are provided for
the duration noted below. Because of the specialized skills required for evaluation and diagnosis of patients treated
with Cerezyme as well as the monitoring required for adverse events and long-term efficacy, approval requires
Cerezyme to be prescribed by or in consultation with a physician who specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Cerezyme is recommended in those who meet the following criteria:

FDA-Approved Indications
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48. Gaucher Disease, Type 1. Approve for 1 year if the patient meets the following criteria (A and B):
A) The diagnosis is established by one of the following (i or ii):
i. Demonstration of deficient $-glucocerebrosidase activity in leukocytes or fibroblasts; OR
ii. Molecul