Uniform Medical Plan (UMP) coverage limits for drugs covered under UMP’s
prescription drug benefit
Updates effective July 01, 2025

These coverage limits apply to all UMP Plans that the Public Employees Benefits Board (PEBB) and the
School Employees Benefits Board (SEBB) offer.

As a state-sponsored health plan, UMP follows the Washington State Pharmacy and Therapeutics (P&T)
Committee’s coverage recommendations. The committee consists of Washington health care
professionals, including physicians and pharmacists. The UMP Preferred Drug List (PDL) aligns with
the committee’s coverage recommendations and contains useful information such as a drug’s coverage
limits. The UMP PDL is the same for both Public Employees Benefits Board (PEBB) and School
Employees Benefits Board (SEBB) members.

The Washington State P&T committee does not review all drug classes. For all other prescription drug
classes, the Washington State Rx Services P& T Committee makes coverage recommendations for UMP
to consider. UMP then determines a drug’s coverage, including any coverage limits. These drugs are
also included on the UMP PDL.

Some prescription drugs require preauthorization to determine whether they are medically necessary and
meet UMP coverage criteria. If you do not receive approval for your preauthorization, UMP will not
cover these drugs. To request a preauthorization, a member, pharmacy, or prescribing provider
can call Washington State Rx Services at 1-888-361-1611 (TRS: 711).

Some drugs may only be covered under UMP medical benefits and have different rules for
preauthorization. To request a preauthorization for a drug covered under UMP medical benefits, call
UMP Customer Service at:

o PEBB Members: 1-888-849-3681 (TRS: 711)
e SEBB Members: 1-800-628-3481 (TRS: 711)

For more information:

e Refer to your plan’s current certificate of coverage by visiting Forms and publications at
hca.wa, mp-

e (Call Washington State Rx Services at 1-888-361-1611 (TRS: 711)

e Refer to the UMP Preferred Drug List by visiting
hca.wa.gov/assets/pebb/ump-preferred-drug-list-2024.pdf



https://www.hca.wa.gov/employee-retiree-benefits/forms-and-publications?combine&field_customer_type_tid=All&field_pebb_document_type_value_selective=All&field_peb_topic_tid=15686&field_year_tid_selective=All&field_erb_plan_tid_selective=23446
https://www.hca.wa.gov/assets/pebb/ump-preferred-drug-list-2024.pdf
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UMP POLICY

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMP108

Split Fill Management*

Description

Acalabrutinib (Calquence) and its active metabolite inhibit Bruton tyrosine kinase (BTK) by irreversibly
bonding to the active BTK site. This prevents activation of the signaling proteins CD86 and CD69, as well
as inhibits proliferation and survival of malignant B cells.

Length of Authorization
e |nitial: Six months
e Renewal: 12 months

Quantity Limits

Product Name Dosage Form Indication Quantity Limit
100 mg capsule Mantle cell lymphoma (previously 60 capsules/30 days
acalabrutinib treated); Chronic lymphocytic leukemia
(Calquence) (CLL); small lymphocytic lymphoma
100 mg tablets (SLL) 60 tablets/30 days

Initial Evaluation

I.  Acalabrutinib (Calquence) may be considered medically necessary when the following criteria
below are met:
A. Member is 18 years of age or older; AND
B. Medication is prescribed by, or in consultation with, an oncologist or hematologist; AND
C. Member has not experienced disease progression while on a BTK inhibitor [e.g.
zanubrutinib (Brukinsa®), ibrutinib (Imbruvica®)]; AND
D. A diagnosis of one of the following:
1. Chronic Lymphocytic Leukemia (CLL) or small lymphocytic lymphoma (SLL); AND
i. Medication is used in one of the following settings:
a. Previously untreated CLL/SLL; AND
i. Medication will be used as monotherapy or in combination
with obinutuzumab (Gazyva); OR
b. Relapsed or refractory after at least one prior systemic therapy;
AND
i. Member has not experienced disease progression while on
venetoclax (Vencelxta) or a phosphoinositide-3 kinase
inhibitor [e.g. duvelisib (Copiktra), idelalisib (Zydelig)]; AND

A
Washington State Rx Services is administered by l I l O d Q

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage. Preauthorization requirements are only valid
for the month published. They may have changed from previous months and may change in future months.



ii. Medication will not be used in combination with other
oncologic medications (i.e., will be used as monotherapy)

Acalabrutinib (Calquence) is considered investigational when used for all other conditions,
including but not limited to:
A. Mantle cell ymphoma (MCL)
Diffuse Large B-Cell Lymphoma
Head and neck squamous cell carcinoma
Ovarian cancer
Non-small cell lung cancer (NSCLC)
Severe Chronic Graft Versus Host Disease
Waldenstréom’s macroglobulinemia (WM)

6GmMmMmoOw

Renewal Evaluation

Member has received a previous prior authorization approval for this agent through this health
plan or has been established on therapy from a previous health plan; AND
Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. Initial policy criteria must be met for the member to qualify
for renewal evaluation through this health plan; AND
Medication will not be used in combination with other oncologic medications (i.e., will be used as
monotherapy); OR

A. Acalabrutinib (Calquence) will be used in combination with obinutuzumab (Gazyva) in the

setting of previously untreated CLL/SLL; AND

Member has exhibited improvement or stability of disease symptoms (e.g., no signs of disease
progression).

Supporting Evidence

Safety and efficacy of acalabrutinib (Calquence) has not been established in the pediatric
population.

CLL and SLL are difficult, life threatening diseases, accordingly treatment with acalabrutinib
(Calquence) requires consultation with an oncologist or hematologist.

There is no published data from a head-to-head studies between acalabrutinib (Calquence) and
other BTK inhibitors [zanubrutinib (Brukinsa), ibrutinib (Imbruvica)] to show superiority of one
BTK inhibitor over another. There is also no published data in the use of BTK inhibitors in
patients diagnosed with MCL or CLL/SLL that have relapsed or are refractory to other BTK
inhibitors. Additionally, no data is available to show one BTK inhibitor could overcome common
mechanisms of resistance of BTK inhibitors.

The efficacy of acalabrutinib (Calquence) in patients with CLL was demonstrated in two
randomized, controlled trials which included patients with SLL because it is the same disease. In
the ELEVATE-TN trial, a randomized, multicenter, open-label, actively controlled, three-arm trial
of acalabrutinib (Calquence) in combination with obinutuzumab, acalabrutinib (Calquence)
monotherapy, and obinutuzumab in combination with chlorambucil in patients with previously
untreated chronic lymphocytic leukemia, both the acalabrutinib (Calquence) monotherapy arm
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and acalabrutinib (Calquence) in combination with obinutuzumab arm significantly prolonged
progression free survival (PFS) when compared to obinutuzumab plus chlorambucil.

V.  The efficacy of acalabrutinib (Calquence) in patients with relapsed or refractory CLL was based
on a multicenter, randomized, open-label trial (ASCEND). The trial enrolled patients with
relapsed or refractory CLL after at least one prior systemic therapy, while excluding those with
transformed disease, prolymphocytic leukemia, or who had previous treatment with venetoclax,
a Bruton tyrosine kinase inhibitor, or a phosphoinositide-3 kinase inhibitor. Interim analysis
results indicate acalabrutinib (Calquence) significantly prolonged PFS when compared to
rituximab combined with idelalisib or bendamustine.

Investigational or Not Medically Necessary Uses

I.  Acalabrutinib (Calquence) has not been sufficiently evaluated outside CLL/SLL. Limited evidence
is available consisting of early phase studies evaluating use in other cancers; however, safety and
efficacy have not been established in these conditions:

A. Mantle cell ymphoma (MCL)

i. Forthe treatment of MCL, acalabrutinib (Calquence) was FDA-approved under the
accelerated approval pathway based on overall response rate (ORR). Continued
approval for this indication may be contingent upon verification and description of
clinical benefit in confirmatory trials.

ii. Acalabrutinib (Calguence) was studied in an open-label, phase 2 study in 124
patients with relapsed or refractory mantle cell lymphoma. Oral acalabrutinib (100
mg twice per day) was given until disease progression or unacceptable toxicity. At
a median follow-up of 15.2 months, 100 (81%) patients achieved an overall
response. The most common prior therapies in clinical trials included rituximab,
bendamustine + rituximab, CHOP (cyclophosphamide, doxorubicin, vincristine,
and prednisone) - based regimen, Hyper-CVAD (cyclophosphamide, vincristine,
doxorubicin, and dexamethasone), bortezomib or carfilzomib, stem-cell transplant
and lenalidomide.

iii. Treatment of MCL with acalabrutinib (Calquence) remains experimental and
investigational. The quality of evidence is considered low due to observational
nature of clinical trial (single-arm, open-label study design) with unknown clinical
impact on the overall survival rate, health-related quality of life, or symptom
improvement in treated patients. Confirmatory trials are needed to definitively
establish benefit and value of this agent in MCL.

Diffuse Large B-Cell Lymphoma

Head and neck squamous cell carcinoma

Ovarian cancer

Non-small cell lung cancer (NSCLC)

Severe Chronic Graft Versus Host Disease

Waldenstrom’s macroglobulinemia (WM)
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* The Moda Split Fill program is a physician-centric, patient engagement program intended to provide enhanced patient and
physician support while accomplishing the goals of minimizing waste and avoiding incremental healthcare costs due to
medication intolerance and unexpected change or termination of therapy regimen. Under the Split Fill program, the identified
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medications are programmed for fills of up to a 14 or 15-day supply for the duration of the first three months (86 or 90 days) of
therapy. This program affords additional interactions with a specialty pharmacist, allowing more frequent assessments of side
effects and barriers to adherence. Each fill is administered at half of the member cost-share, thereby reducing the economic

burden if they must discontinue therapy mid-month.
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Policy Implementation/Update:

Action and Summary of Changes Date
Revised renewal criteria for clarity 02/2025
Added 100mg tablet formulation to the policy 08/2022
Removed initial criteria and moved MCL indication to investigational or not medically necessary uses 01/2022
section

Updated criteria to policy format. Addition of age requirement to ages 18 and older. Require member has 12/2019
not experienced disease progression while on a BTK inhibitor. Added new indication of CLL/SLL.

Previous Reviews 02/2018
Criteria created 01/2018
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n Uniforrm adagrasib (Krazati®)

@ ArrayRx

UMP POLICY

Policy Type: PA/SP Pharmacy Coverage Policy: UMP265

Split Fill Management*

Description
adagrasib (Krazati®) is an orally administered selective inhibitor of Kirsten Rat Sarcoma viral oncogene
homologue (KRAS) and targets tumors harboring KRAS G12C mutation.

Length of Authorization

N/A

Quantity Limits

Product Name Indication Dosage Form Quantity Limit

adagrasib (Krazati) 200 mg tablets | 180 tablets/30 days

Non-Small Cell Lung Cancer
(NSCLC), advanced or metastatic
with a KRAS G12C mutation

Colorectal cancer, metastatic with
a KRAS G12C mutation

Initial Evaluation

Adagrasib (Krazati) is considered investigational when used for all conditions, including but not
limited to Non-Small Cell Lung cancer (NSCLC) and colorectal cancer (CRC).

Renewal Evaluation

N/A

Supporting Evidence

NSCLC

Adagrasib (Krazati) is the second FDA-approved therapy under accelerated pathway for
advanced or metastatic NSCLC that harbors a KRAS G12C mutation in adults patients who have
received at least one prior systemic therapy. It follows sotorasib (Lumakras), which received
accelerated FDA approval in this setting. Adagrasib (Krazati) was granted accelerated FDA
approval in combination with cetuximab (Erbitux) for treatment of metastatic colorectal cancer
harboring KRAS G12C mutation, in adults who have received prior treatment with
fluoropyrimidine-, oxaliplatin-, and irinotecan-based chemotherapy in June 2024.

KRAS mutations account for up to 25% of mutations in NSCLC and are often associated with
resistance to targeted therapies and generally poor patient outcomes in patients with cancer.

KRAS G12C, a subset of KRAS mutations, accounts for about 13% of mutations in NSCLC.

Most patients with NSCLC including KRAS-mutated tumors are treated with systemic

chemotherapy, which includes carboplatin, pemetrexed, cisplatin, and paclitaxel. Additionally,
targeted immunotherapy such as inhibitors of programmed death-1 (PD-1) or programmed A
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death-ligand 1 (PD-L1) (e.g., pembrolizumab (Keytruda), atezolizumab (Tecentriq), nivolumab
(Opdivo)) are also recommended. Vascular Endothelial Growth Factor (VEGF) inhibitor
ramucirumab (Cyramza) in combination with docetaxel (Taxotere) has shown success as a
subsequent-line therapy in refractory disease.

Ill.  Adagrasib (Krazati) is a subsequent-line therapy in the advanced or metastatic NSCLC, after
progression on or after at least one prior systemic chemotherapy and is indicated for patients 18
years of age and older.

IV.  The National Comprehensive Cancer Network (NCCN) treatment guideline for NSCLC has given
adagrasib (Krazati) a Category 2A recommendation as a subsequent-line treatment for NSCLC
harboring KRAS G12C mutation, after progression on or after conventional chemotherapy
and/or immunotherapy.

V.  The New Drug Application (NDA) for adagrasib (Krazati) for the treatment of NSCLC was based
on results from a subset of participants (cohort A) in an open-label, Phase 1/2, single-arm trial
(KRYSTAL-1). Patients (N=116) with KRAS G12C mutated NSCLC, who had disease progression
after platinum-based chemotherapy and/ or immunotherapy received adagrasib (Krazati) 600
mg orally twice daily for a median 15.7 months. The primary efficacy outcome was Objective
Response Rate (ORR). Key secondary outcomes were Progression-free Survival (PFS), duration of
response (DoR), and Overall Survival (OS). Adagrasib (Krazati) showed an ORR of 42.9% (95% Cl;
33.5, 52.6), which included one patient (0.9%) complete response (CR) with remainder (n=47)
exhibiting partial responses. Additionally, participants in this cohort showed DoR of 8.5 months
(95% CI; 6.2, 13.8), PFS 6.5 months (95% Cl; 4.7, 8.4), and OS 12.6 months (95% Cl; 9.2, 19.2).

VI. Based on the data from KRYSTAL-1 trial, the quality of the evidence to support efficacy of
adagrasib (Krazati) is considered low at this time. Given the lack of comparator and single-arm
open-label trial design, as well as lack of clinically meaningful outcomes in morbidity, mortality,
and quality of life — medication efficacy remains uncertain.

VII.  The safety of adagrasib (Krazati) was based on drug exposure during the clinical trial (N=116). All
participants reported any grade adverse reactions (AE) with 81.9% suffering a grade > 3 AE. The
most common AE included diarrhea, nausea and vomiting, fatigue, dyspnea, and increased
creatinine and aspartate aminotransferase (AST). Anemia, hyponatremia, and dyspnea were
reported as serious (grade = 3) AE. Adagrasib (Krazati) led to 82.8% dose reduction or therapy
interruptions, with 15.5% of patients requiring permanent discontinuation. Twenty (17.2%)
patient deaths were reported during the trial, of which, two (1.7%) were ascribed as treatment-
emergent (cardiac failure and pulmonary hemorrhage). Current patient exposure to adagrasib
(Krazati) is limited to clinical trial participants; thus, the real-world safety profile and patient
experience with this drug remain undefined. Based on a single-arm, open-label clinical trial in a
small patient population, the overall safety profile of adagrasib (Krazati) is largely unknown.

VIIl.  Single-arm, open-label clinical trial may provide indicators of primary efficacy. However, data
from these trials are insufficient to determine causal relationship between the drug use with
patient outcomes and may not be clinically meaningful to make healthcare decisions.
Additionally, the primary endpoint, ORR, despite being considered an optimal marker for a
single-arm study design, is not a strong surrogate marker. Overall Response Rate (ORR) is not a
direct measure of benefit and cannot be used as a comprehensive measure of drug activity.

IX.  Targeted therapies for treatment of NSCLC have garnered interest in recent years and may be
considered part of a paradigm shift in the management of NSCLC based on histology and
actionable driver mutations. However, while initially effective, many targeted therapies have
been associated with increased drug resistance after their initial use. Acquired resistance to
current molecularly targeted therapies in lung cancer presents a major clinical challenge.
Additionally, targeted therapy approach is also susceptible to failure due to escape mutations.
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X.  Ongoing research focuses on identifying potential novel biomarkers and mechanisms involved in
resistance to these therapies. In this regard, conventional chemotherapy agents (e.g., docetaxel,
pemetrexed) and immune checkpoint inhibitors (e.g., nivolumab, pembrolizumab) remain
practical and established therapeutic options for members, after progression on or after first-
line therapies (e.g., platinum-based chemotherapy). Additionally, combination regimens
containing angiogenesis inhibitors with conventional chemotherapy agents (e.g., ramucirumab
and docetaxel) have been successful treatment options based on a Phase 3 clinical trial
reporting OS of 10.5 months versus docetaxel monotherapy 9.1 months (HR 0.86; 95% CI 0.75,
0.98; p 0.023). The efficacy and safety of targeted agents such as adagrasib (Krazati) in
comparison with, or in combination with, currently established regimens, have not been studied
and remain unknown.

Colorectal cancer

I.  Colorectal cancer (CRC) is the third most prevalent cancer worldwide and the second most

common cause of cancer death in the United States. Initial clinical presentation as mCRC occurs
in approximately 20% of patients and nearly 70% of patients with localized disease eventually
develop metastases. In 2023, approximately 150,000 individuals will be diagnosed with CRC and
over 50,000 individuals will die from the disease. KRAS mutation presents in more than 50% of
CRC cases. The KRAS glycine-to-cysteine mutation at codon 12 (KRAS G12C) occurs in up to 4%
of patients and is associated with short responses to standard chemotherapy and worse overall
survival (OS) compared to wildtype tumors.

II.  The National Comprehensive Cancer Network (NCCN) recommends fluoropyrimidine-based
regimen in combination with oxaliplatin and/or irinotecan in the first- and second-line setting. In
patients with mCRC with confirmed KRAS G12C mutation, sotorasib (Lumakras) and adagrasib
(Krazati) with cetuximab (Erbitux) or panitumumab (Vectibix) are recommended as second-line
and subsequent therapy options (category 2A recommendation).

M. Adagrasib (Krazati) was studied in a Phase 1/2, open-label, non-randomized, single arm trial. The
trial evaluated the efficacy of adagrasib (Krazati) monotherapy (n=44) and adagrasib (Krazati) in
combination with IV cetuximab (Erbitux) (n=32) in a total of 76 participant 18 years and older
with metastatic colorectal cancer with confirmed KRAS G12C mutation. Participants had at least
one prior platinum-containing chemotherapy regiment or check point inhibitor. Participants
with brain metastases or other malignancies were excluded. Baseline characteristics were
similar between both cohorts, all participants had received fluoropyrimidine-based
chemotherapy, majority had also received oxaliplatin, irinotecan or both, median number of
previous lines of systemic therapy was three.

IV.  After a median follow up of 20.1 months and 17.5 months, the primary endpoint of objective
response rate (ORR) was 19% (95% Cl, 8 to 33) in the monotherapy group and 46% (95% Cl, 28
to 66) in the combination group. Median PFS was 5.6 months (95% Cl, 4.1 to 8.3) and 6.9
months (95% Cl, 5.4 to 8.1) and OS was 19.8 months (95% Cl, 12.5 to 23.0) and 13.4 months
(95% Cl, 9.5 to 20.1), respectively.

V. Longer follow up analysis from KRYSTAL-1 presented with the 2025 Gastrointestinal Cancer
Symposium demonstrated that at a median follow-up of 20.4 months (original trial’s median
follow-up was 20.1 months), updated data showed that the overall response rate (ORR) was
34% (95% Cl, 25%-45%) in the combination group.

VI. Events that occurred in at least 20% of the patients were diarrhea (66%), nausea (57%), vomiting
(45%), and fatigue (45%). Treatment related adverse events that led to dose reductions occurred
in 17 patients (39%) in the monotherapy group. In the combination group, nausea (62%),
diarrhea (56%), vomiting (53%), dermatitis acneiform (47%), fatigue (47%), dry skin (41%),
headache (31%), dizziness (25%), maculopapular rash (25%), and stomatitis (22%) were the most
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common adverse events. Treatment related adverse events that led to dose reductions occurred
in 10 patients (31%) and 5 patients (16%) discontinued due to treatment related adverse events.

VIl.  Single-arm, open-label clinical trial may provide indicators of primary efficacy. However, data
from these trials are insufficient to determine causal relationship between the drug use with
patient outcomes and may not be clinically meaningful to make healthcare decisions.
Additionally, the primary endpoint, ORR, despite being considered an optimal marker for a
single-arm study design, is not a strong surrogate marker. Overall Response Rate (ORR) is not a
direct measure of benefit and cannot be used as a comprehensive measure of drug activity.

VIII. Due to lack of conclusive clinical data to direct a path to curative therapies, NCCN guidelines for
NSCLC note that the best management for any patient with cancer is in a clinical trial setting,
and participation in trial is especially encouraged. Patients participating in clinical trials receive
regular care, often at leading health care facilities with experts in the field while participating in
important medical research and further advancements in treatment, with close safety
monitoring and follow-up. Participation in a clinical trial remains the most favorable treatment
option for patients with advanced NSCLC. Despite the accelerated FDA-approval, continued
approval of adagrasib (Krazati) as a subsequent-line treatment of NSCLC and mCRC, remains
contingent upon verification of clinical benefit in confirmatory trials. Additionally, an expanded
access program via manufacturer, as part of the ongoing clinical studies of adagrasib (Krazati),
remains a practical option and an alternative path to treatment for qualifying patients.

IX.  Currently, there are multiple clinical trials (Phase 1b / 2) ongoing for adagrasib (Krazati) in the
settings of NSCLC, colorectal cancer, and other solid tumors harboring KRAS G12C mutation.
Additionally, adagrasib (Krazati) is being studied as a combination regimen with other targeted
therapies (e.g., MEK inhibitor, EGFR inhibitor, SHP2 inhibitor) for the treatment of NSCLC. These
clinical trials are in early phases and as of June 2025, data is not available for review.

Investigational or Not Medically Necessary Uses

I. Adagrasib (Krazati) has not been sufficiently studied for safety and efficacy for any condition to
date.

* The Moda Split Fill program is a physician-centric, patient engagement program intended to provide enhanced patient and
physician support while accomplishing the goals of minimizing waste and avoiding incremental healthcare costs due to
medication intolerance and unexpected change or termination of therapy regimen. Under the Split Fill program, the identified
medications are programmed for fills of up to a 14 or 15-day supply for the duration of the first three months (86 or 90 days) of
therapy. This program affords additional interactions with a specialty pharmacist, allowing more frequent assessments of side
effects and barriers to adherence. Each fill is administered at half of the member cost-share, thereby reducing the economic
burden if they must discontinue therapy mid-month.
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Related Policies

Policies listed below may be related to the current policy. Related policies are identified based on similar
indications, similar mechanisms of action, and/or if a drug in this policy is also referenced in the related policy.

mutation, Colorectal cancer, metastatic with a KRAS G12C mutation

Policy Name Disease state

regorafenib (Stivarga®) Gastrointestinal stromal tumor, metastatic colorectal cancer, hepatocellular
carcinoma

trifluridine/tipiracil (Lonsurf®) Stomach or esophagogastric adenocarcinoma, metastatic colorectal cancer

encorafenib (Braftovi®), binimetinib | Malignant melanoma (BRAF V600E mutation), metastatic colorectal cancer with BRAF

(Mektovi®) V600E mutation

fruquintinib (Fruzagla™) Metastatic colorectal cancer (mCRC)

sotorasib (Lumakras™) Non-Small Cell Lung Cancer (NSCLC), advanced or metastatic with a KRAS G12C

Policy Implementation/Update

Action and Summary of Changes Date
Added new FDA approved indication for treatment of metastatic colorectal cancer with KRAS G12C

mutation to E/I section with supporting evidence. Updated related polices table. Updated QL table to 06/2025
reflect correct 200mg tablet.

Policy created 11/2022
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ALK+ Inhibitors

UMP POLICY

: ArrayRX

J

Policy Type: PA/SP

Pharmacy Coverage Policy: UMP002

Split Fill Management* (applies to ensartinib [Ensacove], lorlatinib
[Lorbrenal, crizotinib [Xalkori], ceritinib [Zykadia] and brigatinib
[Alunbrig] only)

Description

Crizotinib (Xalkori), ceritinib (Zykadia), alectinib (Alecensa), brigatinib (Alunbrig), lorlatinib (Lorbrena),
and ensartinib (Ensacove) are orally administered anaplastic lymphoma kinase positive (ALK+) tyrosine
kinase inhibitors (TKI).

Length of Authorization
e |nitial: Six months
e Renewal: 12 months

Quantity limits

Up to a maximum duration of 2 years for alectinib (Alecensa) for adjuvant treatment of
NSCLC

Product Name Indication Dosage Form Quantity Limit
ALK+ NSCLC, metastatic;
ROS1+ NSCLC, metastatic; 200 mg capsules 60 capsules/30 days
ALK+ IMT, unresectable, recurrent,
crizotinib refractory 250 mg capsules 60 capsules/30 days
(Xalkori) ALK+ systemic ALCL,
relapsed;refractory; 200 mg capsules 120 capsules/30 days
ALK+ IMT, unresectable, recurrent,
refractory 250 mg capsules 120 capsules/30 days
alectinib ALK+ NSCLC
! 1 I 24 I
(Alecensa) adjuvant treatment, metastatic >0 mg capsules 0 capsules/30 days
ceritinib 150 mg capsules 84 capsules/28 days
(zykadia) 150 mg tablets 84 tablets/28 days
30 mg tablets 180 tablets/30 days
90 mg tablet 30 tablets/30d
brigatiniy T s
(Alunbrig) ALK+ NSCLC, metastatic tablet titration pack 30 tablets/30 days
180 mg tablets 30 tablets/30 days
lorlatinib 25 mg tablets 90 tablets/30 days
(Lorbrena) 100 mg tablets 30 tablets/30 days
ensartinib 25 mg capsule 90 capsules/30 days
(Ensacove) 100 mg capsule 60 capsules/30 days
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Initial Evaluation

l. Crizotinib (Xalkori), ceritinib (Zykadia), alectinib (Alecensa), brigatinib (Alunbrig), lorlatinib
(Lorbrena), and ensartinib (Ensacove) may be considered medically necessary when the
following criteria below are met:

A. The medication is prescribed by, or in consultation with, an oncologist; AND
B. The medication will not be used in combination with other agents and will be used as
monotherapy for the diagnosis submitted; AND
C. A diagnosis of Non-Small Cell Lung Cancer (NCSLC); AND
D. Meets one of the following:
1. Request is for the adjuvant treatment following complete tumor resection; AND
i. Member has completely resected stage II-IlIA or stage 11I1B (T3, N2) NSCLC
or tumors are 2 4 cm or node positive; AND
ii. Disease is anaplastic lymphoma kinase (ALK)-positive as detected by an
FDA-approved test; OR
2. Member has recurrent, advanced or metastatic (stage IV) disease; AND
i. Disease is anaplastic lymphoma kinase (ALK)-positive as detected by an
FDA-approved test; AND
a. Therequest is for alectinib (Alecensa), ceritinib (Zykadia), or
brigatinib (Alunbrig); AND
i. The member has not progressed on any other agent listed
in this policy; OR
ii. The member has progressed on or after use of crizotinib
(Xalkori); OR
b. The request is for crizotinib (Xalkori) or ensartinib (Ensacove); AND
i. The member has not progressed on any other agent listed
in this policy; OR
c. Therequest is for lorlatinib (Lorbrena); OR
ii. Disease is ROS1+ as detected by an FDA-approved test; AND
a. The request is for crizotinib (Xalkori) or ceritinib (Zykadia)

Il. Crizotinib (Xalkori), ceritinib (Zykadia), alectinib (Alecensa), brigatinib (Alunbrig), lorlatinib
(Lorbrena), and ensartinib (Ensacove) are considered investigational when used for all other
conditions, including but not limited to:

ALK+ systemic Anaplastic Large Cell Lymphoma (ALCL) in patients one year of age and older

Inflammatory myofibroblastic tumors (IMT)

NSCLC outside of the ROS1+ or ALK mutation (e.g., RET-rearranged NSCLC)

Erdheim-Chester Disease (ECD) with ALK fusion

Large B-Cell Lymphoma (LBCL)

NSCLC in combination with other therapies

Thyroid cancer

Melanoma

Gastrointestinal cancer

Prostate cancer

Leukemias or lymphomas

Urothelial cancer

FASTIOMMOON®P
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Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health

plan or has been established on therapy from a previous health plan; AND

Il Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND

Il Medication will not be used in combination with another targeted chemotherapy (e.g. Alectinib
(Alecensa), brigatinb (Alunbrig), ceritinib (Zykadia), crizotinib (Xalcori)); AND

IV.  There is documentation of disease response with treatment, defined by stabilization of disease,
decrease in tumor size, or tumor spread.

Supporting Evidence

I.  Thereis currently no evidence for safety and efficacy of any of these agents in combination with
another ALK inhibitor, or in combination with any other therapies for the treatment of non-
small-cell lung cancer (NSCLC). Any open prior authorizations for other ALK-inhibitors will be
closed if coverage is approved for an agent in this policy. These agents have only been studied
for the adjuvant treatment, metastatic, and adult populations with NSCLC in clinical trials.

Il.  The National Comprehensive Cancer Network guidelines for treatment of ALK-positive NSCLC
(version 3.2025) recommend alectinib (Alecensa), brigatinib (Alunbrig), lorlatinib (Lobrena), and
ensartinib (Ensacove) as first line treatment (category 1, preferred) and crizotinib (Xalkori) and
ceritinib (Zykadia) as useful in certain circumstances (category 1).

Alectinib (Alecensa)

M. Alectinib (Alecensa) is indicated as adjuvant treatment in adult patients following tumor
resection of anaplastic lymphoma kinase (ALK)-positive non-small cell lung cancer (NSCLC)
(tumors 2 4 cm or node positive), as detected by an FDA-approved test. Alectinib (Alecensa) was
evaluated in the international, open-label, phase 3 ALINA trial which assessed the efficacy and
safety of 24 months of adjuvant alectinib vs. platinum-based chemotherapy in 257 patients with
completely resected stage IB to IlIA ALK-positive NSCLC. The primary endpoint was disease-free
survival (DFS). Patients were randomized to receive oral alectinib (600 mg twice daily) for 24
months or chemotherapy (cisplatin and vinorelbine, gemcitabine, or pemetrexed) for four 21-
day cycles. Treatment with alectinib reduced the risk of recurrence or death by 76% (HR, 0.24;
95% Cl, 0.13—-0.45; P<0.001) compared with adjuvant chemotherapy alone. The alectinib group
also had a 78% improvement in central nervous system DFS (HR, 0.22; 95% Cl, 0.08—-0.58).
Alectinib was well tolerated with no new safety signals. Therapy with alectinib (Alecensa) for
two years is recommended as a category 1 treatment for patients with completely resected
stage and positive for ALK rearrangements.

V. Alectinib (Alecensa) has been evaluated in the first-line setting for metastatic ALK+ NSCLC, or
after progression on crizotinib (Xalkori). A class review was done in 2018 which revealed
advantages with alectinib (Alecensa) including superior head-to-head progression-free survival
(PFS), intracranial response compared to crizotinib, and a more favorable safety profile via
indirect comparison. As of September 2024, NCCN guideline for NSCLC list the following as first
line therapy for ALK-positive NSCLC when ALK rearrangement is discovered prior to first line
systemic therapy (all category 1): alectinib (Alecensa), brigatinib (Alunbrig), and lorlatinib
(Lorbrena) are preferred, ceritinib (Zykadia) is marked as “other recommended treatment,” and
crizotinib ((Xalkori) marked useful in certain circumstances for performance status 0-4.
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VI.

A review of clinical data indicates that all ALK+ tyrosine kinase inhibitors indicated in the first-
line treatment setting have comparable evidence with no agent standing out as superior to
others (based on efficacy analysis supported by improvement in PFS, comparable toxicity
profiles, and no clear survival advantage reported for any of the agents). Alectinib was
recommended as the preferred first-line therapy of ALK-positive NSCLC by National
Comprehensive Cancer Network (NCCN) NSCLC panel (V9.2024) (based on clinical trial data from
ALEX and J-ALEX trials). As of September 2024, this recommendation remains unchanged.
Additionally, alectinib (Alecensa) has been evaluated after progression on crizotinib (Xalkori) or
lorlatinib (Lorbrena); however, safety and efficacy after progression on ceritinib (Zykadia) and/or
brigatinib (Alunbrig) are unknown.

Patients typically have disease progression after first-line therapy with alectinib, brigatinib,
ceritinib, crizotinib, or lorlatinib; subsequent therapy recommendations are described in the
algorithm and often include continuing the first-line targeted therapies, depending on the type
of progression. In the second line setting, several agents have been evaluated after progression
on crizotinib (Xalkori). Lorlatinib (Lorbrena) is the only agent at this time that has been
evaluated in the third line setting following progression on crizotinib (Xalkori) and one other
ALK+ TKI for NSCLC.

Lorlatinib (Lobrena)

VII.

VIII.

Lorlatinib (Lorbrena) received its FDA-approval for second or greater line therapy in the
metastatic setting of NSCLC. In March 2021, lorlatinib (Lorbrena) received expanded approval in
the first line setting for metastatic ALK+ NSCLC based on the data from a phase 3, open-label,
randomized clinical trial (CROWN study). In 296 previously untreated patients with advanced
metastatic ALK+ NSCLC, lorlatinib (Lorbrena) showed higher efficacy as compared to crizotinib
(Xalkori) based on a 12-month PFS rate of 78% (95% Cl; 70, 84) versus that of 39% (95% Cl, 30 to
48) in crizotinib arm [HR 0.28; (95% Cl, 0.19 to 0.41); P<0.001]. Median PFS for lorlatinib
(Lorbrena) was not reached while that for crizotinib (Xalkori) was 9.3 months (95% Cl; 7.6, 11.1).
In an updated analysis from the CROWN study, after 5 years of follow-up, lorlatinib continued to
show superior efficacy over crizotinib in patients with ALK+ NSCLC, with at a median follow-up of
60.2 months, median PFS was still NR with lorlatinib. Most (76%) PFS events occurred in the first
2 years with lorlatinib in the CROWN study, with only six additional PFS events occurring
between 3 years and 5 years. At the time of this analysis in May 2024, the required number of
OS events for a protocol-specified second interim analysis was not met. Overall survival (OS)
follow-up is currently ongoing in the CROWN study.

ROS1 gene rearrangements occur in an estimated 1% - 2% of patients with NSCLC. The NCCN
guidelines recommend crizotinib, entrectinib, or ceritinib as first-line monotherapy options for
patients with ROS1+ metastatic NSCLC. Ceritinib (Zykadia) is an “other recommended” first-line
therapy option for patients with ROS1+ metastatic NSCLC and provides a cost-effective
treatment option. Crizotinib (Xalkori) is currently FDA-approved for ROS1+ NSCLC and ALK+
systemic ALCL.

Brigatinib (Alunbrig)

IX.

Brigatinib (Alunbrig) was evaluated in an open-label, Phase 3, randomized trial against crizotinib
(Xalkori) in metastatic ALK+ NSCLC. The study included 275 subjects, and those receiving
brigatinib (Alunbrig) had a greater PFS (12-month PFS was 67% versus 43%; HR 0.49, p<0.001).
The intracranial response was 78% for brigatinib (Alunbrig) and 29% for crizotinib (Xalkori). The
data is not considered high quality due to open label trial design, and lack of clinically significant
outcomes such as overall survival and quality of life parameters.
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Ensartinib (Ensacove)

X.

XI.

XIl.

XMl.

XIV.

Ensartinib (Ensacove) is the sixth FDA-approved ALK inhibitor for the treatment of ALK-positive
NSCLC and joins crizotinib (Xalkori), ceritinib (Zykadia), alectinib (Alecensa), brigatinib (Alunbrig),
and lorlatinib (Lobrena). Ensartinib (Ensacove) exhibits brain-penetrant properties like alectinib
(Alecensa), brigatinib (Alunbrig), and lorlatinib (Lobrena).

Ensartinib (Ensacove) was studied in a Phase 3, open-label, randomized study (eXALT3). The
study included 290 participants 18 years and older with confirmed locally advanced or
metastatic ALK-positive NSCLC. Participants with prior ALK inhibitors were not permitted.
Participants were randomized to receive ensartinib (Ensacove) 225mg orally once daily or
crizotinib (Xalkori) 250mg orally twice daily. Baseline characteristics were similar between both
groups: median age 54 years, mostly men (51%), Asian (56%), and never smokers (62%). The
primary endpoint was PFS, which was significantly higher in the ensartinib (Ensacove) group
compared to crizotinib (25.8 months vs 12.7 months, HR 0.51 (0.35, 0.72), p<0.001. Overall
survival (OS) was not mature at the time of PFS analysis.

There is currently no evidence that ALK-inhibitors improve clinical outcomes (e.g., overall
survival, quality of life) in patients with NSCLC. Quality of life parameter improvements were
reported in CROWN study for lorlatinib (Lorbrena). However, this improvement was not
clinically significant. Although PFS data is promising, PFS is a surrogate endpoint in NSCLC that
has not been correlated with improved outcomes.

Insight from oncology specialists indicate that the diagnosis of stage IV metastatic disease can
include intra-pulmonary (disease contained within the lungs) and extra-pulmonary (disease
spread to organs outside the lungs) metastases. Intra-pulmonary metastases are typically staged
as M1la and described as one of the following situations: separate nodule in the other lung,
pleural or pericardial nodules, or malignant pleural or pericardial effusions. The treatment
approach for those with intra-pulmonary metastases should be individualized and include
surgery and, when surgery is not feasible, standard systemic therapy.

Information on FDA-approved tests for the detection of ALK rearrangements in NSCLC is
available at http://www.fda.gov/CompanionDiagnostics

Investigational or Not Medically Necessary Uses

The agents in this policy have not been sufficiently evaluated in the following settings. There may
be NCCN recommendations or low-quality data available; however, safety and efficacy have not
been established for:
A. ALK+ systemic Anaplastic Large Cell Lymphoma (ALCL) in patients one year of age and
older
i. InJanuary 2021, crizotinib (Xalkori) received expanded approval in patients aged
one and older with ALK+ relapsed or refractory systemic anaplastic large cell
lymphoma (ALCL) based on a phase 2, open-label, single-arm study in 26 patients
aged one to < 21 years with ALK+ ALCL. All enrolled patients were refractory to
systemic chemotherapy, two patients were refractory to a monoclonal antibody,
and one patient was refractory to brentuximab. Primary outcome studied was
objective response rate (ORR), which was 88% [95% Cl 71-96]. There were 21
(81%) and 2 (8%) of patients who achieved complete response (CR) and partial
response (PR), respectively. The median time to first response was 3.9 weeks
(range: 3.5-9.1 weeks). Progression free survival and overall survival were not
evaluated.
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ii. The NCCN guidelines for peripheral T-cell lymphoma version 4.2024 recommend
ALK+ Inhibitors (alectinib, brigatinib, ceritinib, crizotinib, and lorlatinib) as other
recommended regimens for the treatment ALK+ ALCL. Enrollment in clinical trial
remains the preferred regimen for ALCL. There is currently no evidence that
crizotinib (Xalkori) or other ALK inhibitors improves clinically meaningful outcomes
(e.g., overall survival, quality of life) in patients with ALCL. Improvement in ORR
has not been correlated with improved clinically meaningful outcomes. While
Alectinib is approved for relapsed/refractory ALCL in Japan, crizotinib (Xalkori) and
remaining ALK inhibitors remain an investigational treatment in all patients with
ALCL.

B. Inflammatory myofibroblastic tumors (IMT)

i. InJuly 2022, crizotinib (Xalkori) received FDA approval for the treatment of adult
and pediatric patients one year and older with unresectable, recurrent, or
refractory ALK+ IMT. The medication received the approval based on two clinical
trials, one in the pediatric space and one in adults.

ii. The efficacy of crizotinib (Xalkori) in pediatrics was evaluated in a multicenter,
single-arm, open-label Phase 2 study in fourteen patients aged 1 to 21 with
unresectable, recurrent, or refractory ALK+ IMT. Twelve patients had undergone
prior therapy, most commonly surgery, but also chemotherapy and radiation.
Twelve of the fourteen patients received 280mg/m”2 twice daily until disease
progression or unacceptable toxicity; two patients received a lower dose. The
primary endpoint was objective response rate (ORR); five patients attained a
complete response and seven had a partial response.

iii. The efficacy of crizotinib (Xalkori) in adults was evaluated in a multicenter, single-
arm, open-label phase 1b study of seven patients with unresectable, recurrent, or
refractory ALK+IMT. Patients received 250 mg twice daily in evaluation of the
primary outcome of ORR. Of the seven patients, one patient had a complete
response, five patients had a partial response, and the median duration of
treatment was nearly three years in 67% of these patients.

iv. The NCCN soft tissue sarcoma version 2.2024 guidelines recommend ALK+
Inhibitors (alectinib, brigatinib, ceritinib, crizotinib, and lorlatinib) ) as preferred
category 2A regimens for the treatment of IMT with ALK+ translocation.

v. Currently, there is no evidence that crizotinib (Xalkori) improves clinically
meaningful outcomes (e.g., overall survival, quality of life) in patients with
ALK+IMT. Improvement in ORR has not been correlated with improved clinically
meaningful outcomes. ALK+ inhibitors remain an investigational treatment in all
patients with ALK+IMT.

ROS1+ NSCLC for any agent in this policy except for crizotinib (Xalkori)
NSCLC outside of the ROS1+ or ALK mutation (e.g., RET-rearranged NSCLC)
E. Erdheim-Chester Disease (ECD) with ALK fusion

i. The NCCN recommends the use of ALK+ inhibitors (alectinib, brigatinib, ceritinib,
crizotinib, and lorlatinib) for anaplastic lymphoma kinase (ALK)-fusion targeted
symptomatic Erdheim-Chester Disease in certain circumstances. However their
use in histiocytic neoplasms like ECD has not been evaluated for efficacy and
safety in phase Il clinical trials.

F. Large B-Cell Lymphoma (LBCL)
NSCLC in combination with other therapies

H. Thyroid cancer A
Washington State Rx Services is administered by l I l O d 0

HEALTH
These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage. Preauthorization requirements are only valid

for the month published. They may have changed from previous months and may change in future months.

oo

2



Melanoma
Gastrointestinal cancer
Prostate cancer
Leukemias or lymphomas
Urothelial cancer

ol

* The Moda Split Fill program is a physician-centric, patient engagement program intended to provide enhanced patient and
physician support while accomplishing the goals of minimizing waste and avoiding incremental healthcare costs due to
medication intolerance and unexpected change or termination of therapy regimen. Under the Split Fill program, the identified
medications are programmed for fills of up to a 14 or 15-day supply for the duration of the first three months (86 or 90 days) of
therapy. This program affords additional interactions with a specialty pharmacist, allowing more frequent assessments of side
effects and barriers to adherence. Each fill is administered at half of the member cost-share, thereby reducing the economic
burden if they must discontinue therapy mid-month.
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Related Policies

Policies listed below may be related to the current policy. Related policies are identified based on similar
indications, similar mechanisms of action, and/or if a drug in this policy is also referenced in the related policy.

Policy Name Disease state
entrectinib (Rozlytrek) ROS1+ metastatic NSCLC
repotrectinib (Augtyro) ROS1+ metastatic NSCLC, NRTK fusion solid tumors

Policy Implementation/Update:

Action and Summary of Changes Date
Added criteria and supporting evidence for ensartinib (Ensacove) for treatment of ALK+NSCLC (newly FDA 05/2025
approved October 2024).

Removed step through alectinib as the preferred treatment option in advance/metastatic NSCLC. Added

criteria for alectinib for adjuvant treatment of ALK+ NSCLC. Added certinib as a treatment option in ROS1+ 09/2024
NSCLC. Updated requirements for lorlatinib in ALK+ NSCLC. Removed oncologist specialist requirement in

renewal. Updated supporting evidence, E/I, references, related policies.

Added expanded indication for crizotinib (Xalkori) for ALK+ IMT as investigational and updated quantity

. . . 04/2023
limit table to include this indication

Updated supporting evidence around alectinib being the preferred first-line therapy 11/2021
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Added supporting evidence around stage IV metastatic disease and metastases. 10/2021

Added expanded indication for lorlatinib (Lorbrena) in the first-line treatment setting; added indication of
ALK+ systemic ALCL for crizotinib (Xalkori) as investigational, updated quantity level limits for crizotinib

(Xalkori), updated the supporting evidence section to include crizotinib (Xalkori) in the setting of ALK+ 04/2021
systemic ALCL

Criteria update: Transitioned prior authorization criteria to policy format and consolidated all agents into

one policy. Brigatinib now allowed for first-line setting if member has Cl or intolerance to preferred 07/2019

therapy. Quantity level limits updated to reflect currently available products and package sizes. Addition of
Zykadia tablets that are available in addition to the capsules.

Criteria updates: Crizotinib updated criteria to new format, moved new start versus continuation question
up. Updated prescriber question to fit current format, updated and added a question regarding both of the
FDA-approved indications. Added a question regarding other therapies tried and failed or contraindicated.
Zykadia updated to new format, deleted try and fail crizotinib question as this agent can now be used first
line, added try and fail alectinib question, as per class review this is Moda Health’s preferred agent. 01/2018
Removed age question, removed LFT question, QT prolongation question, and placed new versus
continuation question up front. Alecensa criteria updated criteria to new format, deleted try and fail
crizotinib question as this agent can now be used first line, removed age question. Alunbrig criteria updated
to add question regarding prescribed and preferred therapy.

12/2012,

. R 09/2014,

Past criteria reviews 12/2015,
06/2017

Criteria created 12/2011
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alpelisib (Pigray®, Vijoice®)

UMP POLICY

Uniform

s ArrayRx

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMPO03
Split Fill Management* [Applies to alpelisib (Pigray) ONLY]

Description
Alpelisib (Pigray, Vijoice) is an orally administered kinase inhibitor with predominant activity against
PIK3CA gene.

Length of Authorization
e |Initial: Six months (first three months split fill for alpelisib [Pigray] only)
e Renewal: 12 months

Quantity limits

Product Name Indication Dosage Form Quantity Limit*
150 mg tablets

(300 mg daily dose pack)
200 mg tablets

Advanced or 56 tablets/28 days

metastatic breast

alpelisib (Pigray) cancer, PIK3CA (200 mg daily dose pack) 28 tablets/28 days
mutation positive, 200 mg and 50 mg tablets
HR+, HER2- g & 56 tablets/28 days

(250 mg daily dose pack)
50 mg tablets
(50 mg daily dose pack)
125 mg tablets
(125 mg daily dose pack)
200 mg and 50 mg tablets
(250 mg daily dose pack)

28 tablets/28 days

PIK3CA-Related
alpelisib (Vijoice) | Overgrowth Spectrum
(PROS)™ **

28 tablets/28 days

56 tablets/28 days

*Quantity limit exceptions not allowed, except for dose reductions.

TExperimental/ Investigational indication.

**Disclaimer: In the event an exception is granted for alpelisib (Vijoice) for any condition, a trial of a comparable, cost-effective formulation
of alpelisib will be required [i.e., alpelisib (Pigray)].

Initial Evaluation

I.  Alpelisib (Pigray) may be considered medically necessary when the following criteria are met:
A. The member is 18 years of age or older; AND
B. The medication is prescribed by, or in consultation with, an oncologist; AND
C. A diagnosis of advanced or metastatic breast cancer; AND
1. The request is for alpelisib (Pigray); AND
The breast cancer is HR-positive, HER2-negative; AND
PIK3CA mutation has been tested and confirmed; AND
Provider attestation that the member is endocrine resistant or refractory; AND
The medication will be used in combination with fulvestrant (Faslodex) only; AND
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6. Alpelisib (Pigray) will not be used in combination with any other oncolytic medication
including but not limited to CDK4/6 inhibitors (e.g., palbociclib [Ibrance], abemaciclib
[Verzenio], ribociclib [Kisqali], etc.]

Il.  Alpelisib (Pigray) is considered not medically necessary when the criteria above are not met
and/or when used for:
A. Breast cancer that is not PIK3CA mutated.

Ill.  Alpelisib (Pigray, Vijoice) is considered investigational when used for all other conditions,
including but not limited to:
A. PIK3CA- Related Overgrowth Spectrum (PROS)
Overgrowth Spectrum disorders without PIK3CA mutation
Breast cancer that is not HR+, HER2-, PIK3CA mutated, and/or advanced or metastatic
Meningioma
Oropharyngeal cancer
Melanoma
Renal cell cancer
Pancreatic cancer
Head and neck cancers
Ovarian cancer

ST IOMMOOW

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health
plan or has been established on therapy from a previous health plan; AND
Il Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND
IIl.  Alpelisib (Pigray) will be used in combination with fulvestrant (Faslodex); AND
A. Alpelisib (Pigray) will not be used in combination with any other oncolytic
medication including but not limited to CDK4/6 inhibitors (e.g., palbociclib [Ibrance],
abemaciclib [Verzenio], ribociclib [Kisqali], etc.]; AND
V. Member has exhibited a positive response to treatment or stability of disease symptoms (e.g.,
stabilization of disease, a decrease in tumor size or tumor spread)

Supporting Evidence

I.  Alpelisib (Pigray, Vijoice) is an orally administered kinase inhibitor with predominant activity
against PIK3CA gene. It is FDA-approved for the treatment of advanced or metastatic breast
cancer with PIK3CA mutation, and for PIK3CA-Related Overgrowth Spectrum (PROS). The FDA
approvals for these indications are specific to the respective formulation of alpelisib as well as
recommended dosing. Alpelisib (Pigray) is indicated for the treatment of breast cancer, and
alpelisib (Vijoice) is indicated for the treatment of PROS. Of note, use of alpelisib (Vijoice) for the
treatment of PROS is considered experimental and investigational (please see the experimental
and investigational section below).
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Il.  Given the complexities involved with the diagnosis, treatment approaches and management of
therapy for the indicated population, the treatment with alpelisib (Pigray) should be initiated by
or in consultation with an oncologist.

lll.  Alpelisib (Pigray) was evaluated in one double-blind, Phase 3, placebo-controlled randomized
trial (SOLAR-1). Both arms were in combination with fulvestrant. The trial evaluated adult
subjects with and without the PIK3CA mutation; however, those without the mutation did not
show favorable outcomes; thus, the efficacy information stated here is specific to those with the
PIK3CA mutation. Safety information was pulled from the entirety of the population.

V. Subjects in the pivotal trial had HR+, HER2-, advanced or metastatic breast cancer; 98% of which
had received prior endocrine therapy and were deemed to be endocrine resistant. The trial
focused on the endocrine-refractory population. The primary efficacy outcome was progression
free survival (PFS), and secondary outcomes included PFS per a blinded review committee,
overall response (OR) and clinical benefit (CB) (i.e., complete or partial response or stable
disease). The primary outcome, PFS, was 11 months versus 5.7 months for alpelisib (Pigray) plus
fulvestrant versus placebo plus fulvestrant (HR 0.65, p<0.001). Overall response was 26.6%
versus 12.8% respectively, and CB was 61.5% versus 45.3% respectively.

V.  There is a high risk of serious adverse events with alpelisib (Pigray). Serious adverse events
occurred in 34.9% versus 16.7% for the placebo group. Adverse events of serious grade that
occurred more often in the alpelisib (Pigray) arm versus placebo included: hyperglycemia,
diarrhea, abdominal pain, acute kidney injury, anemia, nausea, osteonecrosis of the jaw, rash,
stomatitis, erythema multiforme, hypokalemia, mucosal inflammation, maculopapular rash,
creatinine increased, brain edema, renal failure, bacteremia, Steven’s Johnson Syndrome, and
many other cases of serious safety concerns. Common adverse reactions occurring in more than
20% of subjects included laboratory abnormalities (glucose, creatinine, lymphocyte, GGT, ALT,
lipase, calcium, hemoglobin), fatigue, decrease appetite, stomatitis, vomiting, weight loss, aPTT
prolongation, and alopecia. Tolerability of alpelisib (Pigray) is of concern; 74% of subjects from
the treatment arm in SOLAR-1 required a dose-interruption and 64% required a dose-reduction
versus 32% and 9% for the placebo arm respectively. Permanent discontinuation of drug due to
adverse events occurred in 25% of alpelisib (Pigray) subjects versus 4.2% for subjects in the
placebo group.

VI.  The safety and efficacy of alpelisib (Pigray) in patients with HR+, HER2-, advanced or metastatic
breast cancer with PIK3CA mutation and prior CDK4/6 inhibitor use has not been extensively
studied due to evolving standard of care to include front-line use of CDK4/6 inhibitors.
Nevertheless, the use of alpelisib (Pigray) may be supported in this setting by a small number of
patients included in the SOLAR-1 trial, a Phase 2, open-label trial, BYLieve, as well as several
non-interventional, retrospective studies which demonstrate modest efficacy and comparable
safety in the real-world setting.

Investigational or Not Medically Necessary Uses

I. PIK3CA-Related Overgrowth Spectrum (PROS):
** Disclaimer: In the event an exception is granted for alpelisib (Vijoice) for any condition, a trial of a comparable, cost-
effective formulation of alpelisib will be required [i.e., alpelisib (Pigray)].

A. Alpelisib (Vijoice) received accelerated FDA-approval and a breakthrough therapy
designation for the treatment of PIK3CA-related overgrowth spectrum (PROS) in patients
two years of age and older, who require systemic therapy. This approval was based on the
data of an open-label, retrospective chart review study, and continued approval remains
contingent upon confirmatory trials.
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B. Alpelisib (Vijoice) is available as monthly therapy packs consisting of 50 mg, 125 mg and
200 mg tablets. The recommended dose of alpelisib (Vijoice) is 250 mg once daily for
adults. For pediatric patients, the dose is age dependent. For children 2 to 6 years of age:
50 mg once a day; and for children =6 years of age and adolescents <18 years of age:
initial dose of 50 mg daily for 6 months, followed by dose titration to 125 mg once a day to
optimize clinical response.

C. As of September 2022, the monthly cost of alpelisib (Vijoice) remains significantly higher
(>2 fold) than that of comparable formulations (therapy packs) of alpelisib (Pigray). In the
event an exception is granted for alpelisib (Vijoice) for the treatment of PROS, alpelisib
(Pigray) may serve as a comparable cost-effective formulation.

D. According to the prescribing information for alpelisib (Pigray, Vijoice), there is no well-
established maximum dose for the approved indications. It is expected that alpelisib
(Vijoice) may be utilized at higher doses in order to optimize clinical response. Availability
of alpelisib (Pigray) therapy packs consisting of alpelisib (Pigray) 50 mg, 150 mg, and 200
mg tablets, may provide an avenue for dose escalations and optimizations. As an example,
for an adult member requiring 250 mg daily dose of alpelisib (Vijoice), a 250 mg daily dose
pack of alpelisib (Pigray) may be considered as an alternative. Similarly, a provider
outreach may be needed in order to achieve optimized dosing for adolescent members,
for whom the recommended daily dose of alpelisib (Vijoice) is 125 mg. It is estimated that
these members may see dose escalations to 150 mg or beyond. In absence of concerns
regarding drug toxicity, a daily dose of 150 mg may be efficacious alternative to a 125 mg
daily dose.

E. PIK3CA-related overgrowth spectrum (PROS) is a heterogeneous group of rare,
asymmetric overgrowth disorders caused by postzygotic variants in the PIK3CA gene. One
PIK3CA encodes the p110a catalytic subunit of phosphoinositide 3-kinase (P13K), which
transduces activation of tyrosine kinase growth factor and hormone receptors into
activation of AKT and mTOR signaling to promote tissue growth.

F. Overgrowth includes adipose tissue, muscle, skin, bone, blood or lymph vessels, or neural
tissue, among others. Adipose and vascular components are particularly striking, reflecting
the inherent plasticity and postnatal growth potential of these tissues. Complications of
PROS depend on the anatomical site and extent of overgrowth, but may include functional
impairment (e.g., of walking or swallowing), pain, recurrent superficial infections,
thromboembolism, and/or hemorrhage, all of which may be debilitating, and cause early
mortality. Based on the organ system involvement and the types of lesions, PROS may
present as heterogeneous segmental overgrowth phenotypes - with or without vascular
anomalies. Some of the prominent anomalies classified under PROS include CLOVES
Syndrome, Klippel-Trenaunay Syndrome (KTS), Fibroadipose Infiltrating Lipomatosis (FIL),
and Megalencephaly-Capillary Malformation (MCAP, or M-CM).

G. Current standard of care for PROS involves regular monitoring, debulking surgery,
amputation, and/or endovascular occlusive procedures. Regrowth following surgery
occurs frequently and repeated surgery is common.

H. Allosteric mTOR inhibitors such as sirolimus, which is approved for posttransplant
immunosuppression, have been utilized for PROS treatment. Sirolimus may potently
attenuate pathological AKT signaling and reduces cell proliferation in dermal fibroblasts
derived from people with PROS, which suggests that it could be an effective treatment of
PROS. However, it is important to note that the use of sirolimus may only be applicable to
the patient population, whose PROS involves vascular and lymphatic malformations with
predominant adipose overgrowth. These lesions are typically seen in CLOVES syndrome,
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FIL, and MCAP, and manifest as visible lesions on the contralateral limb, truncal region,
and/or face. In absence of these anomalies, the use of sirolimus may be deemed
inappropriate by the treating provider.

I. A non-randomized, single-arm, open-label clinical trial (N=39) assessed the efficacy and
safety of low-dose sirolimus (median target plasma levels of 3.3 ng/mL). Patients aged
from three years to 65 years were included. For the primary outcome, tissue volumes at
affected and unaffected sites were measured by dual-energy X-ray absorptiometry during
26 weeks of untreated run-in and 26 weeks of sirolimus therapy. Among the 30
participants, who completed the study, sirolimus led to a change in mean percentage total
tissue volume of —7.2% (SD 16.0, p 0.04) at affected sites, but not at unaffected sites
(+1.7%, SD 11.5, p 0.48) (n = 23 evaluable). No differences were detected in QOL scores
before and after sirolimus treatment among adults or children. During run-in, five
hospitalizations in five participants and two surgical interventions in two participants were
recorded. In the treatment phase 15 hospitalizations in 9 participants and no surgical
interventions arose. This difference was not significant (p = 0.24). Twenty-eight of 39
(72%) participants had 21 adverse event related to sirolimus of which 37% were grade 3 or
4 in severity and 7/39 (18%) participants were withdrawn consequently.

J.  Efficacy of alpelisib (Vijoice) was evaluated using real-world data from EPIK-P1, a single-
arm, open-label retrospective chart review study in patients, who received alpelisib
(Vijoice) as part of an expanded access program for compassionate use. Eligible patients
had clinical manifestations of PROS that were assessed by the treating physicians as
severe or life-threatening and necessitating systemic treatment and had documented
evidence of mutation in the PIK3CA gene. The efficacy of alpelisib (Vijoice) was evaluated
in a total of 37 patients with at least one target lesion identified on imaging performed
within 24 weeks prior to receipt of the first dose. The major efficacy outcome measure
was the proportion of patients with a radiological response at week 24 as determined by
blinded independent central radiology review, defined as a 220% reduction from baseline
in the sum of measurable target lesion volume in up to 3 lesions confirmed by at least 1
subsequent imaging assessment. Duration of response was an additional efficacy outcome
measure. Of the 37 patients included in the efficacy population, 27% (95% Cl: 14, 44) had
a radiological response at week 24. The most common (210%) adverse reactions occurring
in patients were diarrhea, stomatitis, and hyperglycemia. Additionally, improvements in
functionality were observed as determined by Eastern Cooperative Oncology Group
Performance Status (ECOG PS) scale and Lansky and Karnofsky scales: at baseline, the
performance status was recorded for 47 patients: at the 24 weeks follow-up, 30% of
patients showed ECOG PS improvement of at least 1 point and Karnofsky scale at least 20
points.

K. Despite accelerated approval and orphan designation, continued approval of alpelisib
(Vijoice) remains contingent upon the verification of clinical benefit in confirmatory trials.
Although FDA-approved for the treatment of PROS, efficacy data for alpelisib (Vijoice) is
based on a retrospective chart review of a small patient population. The quality of data is
considered low and the true clinical value of alpelisib (Vijoice) for the treatment of PROS
remains undetermined.

L. Given the lack of curative therapy options and paucity of clinical data supporting the use
of currently approved therapies, enroliment in a clinical trial may remain a practical
management approach for patients with PROS. Patients participating in clinical trials
receive regular care, often at leading health care facilities with experts in the field, while
participating in important medical research and further advancements in treatment, with
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close safety monitoring and follow-up. Participation in a clinical trial remains the most
favorable treatment option for patients with advanced diseases with limited or no
treatment options. As of September 2022, alpelisib (Vijoice) is available to patients via
ongoing clinical trial and an expanded access program across the US and other countries.

Il. Breast cancer without PIK3CA mutation.

A. Alpelisib (Pigray) was evaluated in breast cancer patients that did not have the PIK3CA
mutation and statistical significance over placebo was not reached.

Ill. Aleplisib (Pigray, Vijoice) is currently being investigated for safety and efficacy in many oncolytic
disease states and potentially other non-oncolytic conditions. Safety and efficacy have not yet
been determined in the following:

A. Breast cancer that is not HR+, HER2-, PIK3CA mutated, and/or advanced or metastatic

Meningioma

Oropharyngeal cancer

Melanoma

Renal cell cancer

Pancreatic cancer

Head and neck cancers

Ovarian cancer

IOMMOO®

* The Moda Split Fill program is a physician-centric, patient engagement program intended to provide enhanced patient and
physician support while accomplishing the goals of minimizing waste and avoiding incremental healthcare costs due to
medication intolerance and unexpected change or termination of therapy regimen. Under the Split Fill program, the identified
medications are programmed for fills of up to a 14 or 15-day supply for the duration of the first three months (86 or 90 days) of
therapy. This program affords additional interactions with a specialty pharmacist, allowing more frequent assessments of side
effects and barriers to adherence. Each fill is administered at half of the member cost-share, thereby reducing the economic
burden if they must discontinue therapy mid-month.
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Related Policies
Policies listed below may be related to the current policy. Related policies are identified based on similar
indications, similar mechanisms of action, and/or if a drug in this policy is also referenced in the related policy.

Policy Name Disease state ‘
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Cyclin-Dependent Kinase (CDK) 4/6 Inhibitors

metastatic

Breast cancer, HER2-negative, HR-positive, advanced, or

Policy Implementation/Update:

Action and Summary of Changes Date
Removal of criterion requiring CDK4/6 inhibitor naive patient population from the metastatic breast cancer 08/2023
indication

Inclusion of new indication for PROS in the QL table; added PROS as E/I indication; added supporting 11/2022
evidence for PROS; format changes to align with current policy format

Updated supporting evidence section to include data from BYLieve clinical trial 09/2020
Policy created 08/2019
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amifampridine (Firdapse®, Ruzurgi®)
UMP POLICY

Uniform

@ ArrayRX

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMP030

Description
Amifampridine (Firdapse, Ruzurgi) are orally administered, broad-spectrum potassium channel blockers.

Length of Authorization
e |nitial: Three months
e Renewal: 12 months

Quantity limits

Product Name Indication Dosage Form Quantity Limit
amifampridine 10 mg tablets 240 tablets/30 days
(Firdapse) Lambert-Eaton & y
myasthenic
syndrome
it -
amifampridine 10 mg tablets 240 tablets/30 days

(Ruzurgi)*

*In a January 2022 court ruling, the FDA converted the final approval of the Ruzurgi new drug application to a tentative approval. Therefore,
Ruzurgi may not be legally marketed or distributed in the United States at this time

Initial Evaluation

I.  Amifampridine (Firdapse, Ruzurgi) may be considered medically necessary when the following
criteria are met:
A. Prescribed by, or in consultation with, a neurologist; AND
B. A diagnosis of Lambert-Eaton Myasthenic Syndrome (LEMS); AND
a.Documentation of a confirmatory diagnostic test:
i. Repetitive Nerve Stimulation (RNS); OR
ii. Positive anti-P/Q type voltage-gated calcium channel (VGCC) antibody test;
AND
b.Member is experiencing moderate to severe weakness that interferes with function

II.  Amifampridine (Firdapse, Ruzurgi) is considered investigational when used for all other
conditions, including but not limited to the diagnosis of:
A. Inflammatory muscle disease
Limb-girdle muscular dystrophy
Myasthenia gravis
Congenital myasthenic syndrome
Motor neuron disease (i.e. amyotrophic lateral sclerosis, multifocal motor neuropathy)
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Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health
plan or has been established on therapy from a previous health plan; AND
1. Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND
Il. Member has exhibited improvement or stability of disease symptoms [e.g., improved muscle
strength

Supporting Evidence

l. LEMS is a rare presynaptic disorder of neuromuscular transmission in which the release of
acetylcholine is impaired. Disruption of a subset of P/Q-type CA2+ channels causes proximal
muscle weakness, depressed tendon reflexes, post-tetanic potentiation, and autonomic
dysfunction. Major clinical presentation is progressive proximal muscle weakness. Forty to 60%
of LEMs cases are paraneoplastic, involving and correlated with a [usually new] cancer diagnosis.
Remaining patients with autonomic LEMS and without cancer, expect normal longevity.

Il Patients with LEMS who have mild weakness that does not interfere with function can be
monitored without the use of symptomatic or immunologic therapy. Amifampridine (also known
as 3,4-diaminopyridine) is the recommended therapy in patients with moderate or severe
weakness that interferes with functions of daily living. Guanidine is approved for the treatment
of LEMS, however, is associated with a high-level of toxicity and adverse effects, limiting its use.
Pyridostigmine is known to be less toxic overall and is sometimes taken as in conjunction with
guanidine. Use of pyridostigmine is generally accepted if amifampridine is not accessible,
however its use is not supported by high-quality data. When used as monotherapy it has been
shown to be only mildly effective with no effect on muscle strength. Immunoglobulin is often
used in patients specifically for refractory weakness, which may or may not be associated with
the underlying cancer in paraneoplastic LEMS. Alternative immunotherapies used include
prednisone, azathioprine, plasma exchange, mycophenolate, rituximab.

Il In trials LMS-002, LMS-003, and DAPPER, subjects were confirmed of diagnosis of LEMS by nerve
conduction findings OR positive anti-P/Q type voltage-gated calcium channel (VGCC) antibody
test. This appears to be aligned with practice as the diagnosis is made via clinical features (e.g.,
muscle weakness, autonomic dysfunction, ptosis and diplopia) and electrodiagnostic studies
(e.g., VGCC or repetitive nerve stimulation) as confirmatory evidence.

IV.  The clinical presentation of LEMS that of slowly progressive, symmetric and proximal weakness,
among other clinical symptoms, indicates a need of specific diagnosis by an experienced
specialist.

V.  There is a lack of strong scientific evidence to support the safety and efficacy for an increased
dosing frequency or doses above the recommended. Trials were too small to indicate a dose-
related trend of improvement or indicate a variation in effectiveness among subgroup
populations.
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Investigational or Not Medically Necessary Uses

I. Diagnosis of LEMS is largely based on clinical assessment and rule-out of other symptomatically
similar disease. The following disease states have a similar presentation or relatedness to LEMS,
however, randomized controlled trials to support the efficacy and safety of amifampridine
(Firdapse, Ruzurgi) have yet to be completed.

A. Inflammatory muscle disease

B. Limb-girdle muscular dystrophy

C. Myasthenia gravis

D. Congenital myasthenic syndrome

E. Motor neuron disease (i.e. amyotrophic lateral sclerosis, multifocal motor neuropathy)
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Currently there are no related policies.

Policy Implementation/Update:

Action and Summary of Changes Date

Removal of requirement to trail Ruzurgi prior to Firdapse due to removal of Ruzurgi from market. In a
January 2022 court ruling, the FDA converted the final approval of the Ruzurgi new drug application to a
tentative approval. Therefore, Ruzurgi may not be legally marketed or distributed in the United States at 04/2022
this time. Addition of criteria requiring symptomatic disease. Removal of initial criteria requiring trial of
pyridostigmine or IVIG. Updated renewal section to include samples language and previous approvals.

Addition of Ruzurgi to policy 07/2019

Policy created 02/2019
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Uniform

UMP POLICY

amikacin liposomal (ARIKAYCE®) 32: ArrgyRx

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMP201

Description
Amikacin liposomal (Arikayce) is an aminoglycoside antibiotic administered via nebulizer with the

Lamira™ Nebulizer System

Length of Authorization
e |nitial: Six months
e Renewal: Twelve months

Quantity limits

amikacin liposomal (Arikayce) Indication Quantity Limit DDID
590 mg/8.4 mL suspension Mpycobacterium avium complex | 252 mL/30 day 204273

Initial Evaluation

I.  Amikacin liposomal (Arikayce) may be considered medically necessary when the following criteria
are met:
A. Prescribed by an infectious disease specialist; AND
B. Patientis 18 years of age; AND
C. Adiagnosis of refractory Mycobacterium avium complex (MAC) lung disease as confirmed
by a MAC-positive sputum culture when the following are met:

1. Positive sputum culture obtained after at least six months of compliant use of a
multi-drug regimen for MAC lung disease such as clarithromycin (or
azithromycin), rifampin, and ethambutol within the past 12 months; AND

2. Will be used as part of a multi-drug regimen; AND

3. HIV negative

Il.  Amikacin liposomal (Arikayce) is considered investigational when used for all other conditions,
including but not limited to:
A. Cystic fibrosis patients with Pseudomonas aeruginosa
B. Non-refractory MAC lung disease
C. Use of amikacin liposomal (Arikayce) alone

Renewal Evaluation

l. Received therapy with amikacin liposomal (Arikayce) as part of a multi-drug regimen; AND
1. Has not received or will not receive 18 months or more of therapy with amikacin liposomal
(Arikayce); AND
Il. Negative sputum culture obtained within the last 30 days; AND
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IV.  Absence of unacceptable toxicity from the medication

Supporting Evidence

I.  Amikacin liposomal (Arikayce)is FDA-approved as part of a combination regimen for the
treatment of treatment of MAC lung disease in adults who do not achieve negative sputum
cultures after 6 months of a multidrug background regimen therapy.

1. As per the package insert: Continued approval for this indication may be contingent upon
verification and description of clinical benefit in confirmatory trials. Clinical benefit has not yet
been established due to uncertainties with sputum culture conversion predicting clinical benefit
in this patient population. As only limited clinical safety and effectiveness data for Arikayce is
currently available, use should be reserved to adults who have limited or no alternative
treatment options.

Il In the pivotal trial leading to approval, patients with a diagnosis of cystic fibrosis or HIV were
excluded. The study met the primary efficacy outcome of culture conversion (three consecutive
monthly negative sputum cultures) by month six.

V. Per ATS/ISDA guidelines, the goals of therapy include symptomatic, radiographic, and
microbiologic improvement. The primary microbiologic goal of therapy is 12 months of negative
sputum cultures while on therapy; therefore, sputum must be collected from patients
throughout treatment. Patients should show clinical improvement within 3 to 6 months and
should convert their sputum to negative within 12 months on macrolide-containing regimens.
Failure to respond in these time periods should prompt investigation for possible
noncompliance (perhaps due to drug intolerance) or macrolide resistance or the presence of
anatomic limitations to successful therapy (e.g., focal cystic or cavitary disease).

V. Recent genotyping studies support 12 months of culture-negative sputum as a reasonable
treatment endpoint because new positive sputum cultures for MAC after initial sputum
conversion and culture negativity for 10 to 12 months are usually due to reinfection (new MAC
genotype) rather than disease relapse.

VI.  The ATS/IDSA guidelines state that patients should continue to be treated until they have
negative cultures for one year. Patients that have had negative cultures for 1 year will not be
approved for continued treatment.

VIl.  Treatment beyond the first renewal approval (after 18 months) will not be approved as amikacin
liposomal (Arikayce) has not been studied beyond 18 moths nor in the reinfection or disease
relapse setting.

Investigational or Not Medically Necessary Uses

I. Cystic fibrosis patients with Pseudomonas aeruginosa
A. Use in cystic fibrosis patients with Pseudomonas aeruginosa was evaluated in a phase 3
study (NCT01315678), comparing amikacin liposomal (Arikayce) to inhaled tobramycin
(Tobi). Results from the study are not yet available.

Il. Non-refractory MAC lung disease
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https://clinicaltrials.gov/ct2/show/NCT01315678?term=arikayce&rank=1&submit_fld_opt=

A. Per FDA label, the use of Arikayce is not recommended for patients with non-refractory
MAC lung disease. Arikayce has only been studied in patients with refractory MAC lung

disease defined as patients who did not achieve negative sputum cultures after a
minimum of 6 consecutive months of a multidrug background regimen therapy.
Use of amikacin liposomal (Arikayce) alone

A. Inthe pivotal trial leading to approval amikacin liposomal (Arikayce) was studied as part of

a multi-drug regimen for treatment of refractory MAC. Monotherapy treatment with
amikacin liposomal (Arikayce) is not supported by clinical evidence.
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Uniform

Amyloid Cardiomyopathy

UMP POLICY

@ ArrayRx

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMP034

Description

Acoramidis (Attruby), tafamidis meglumine (Vyndagel), and tafamidis (Vyndamax) are orally

administered transthyretin stabilizers.

Length of Authorization
e |nitial: 12 months
e Renewal: 12 months

Quantity limits

Product Name Indication

Dosage Form

Quantity Limit

acoramidis (Attruby)
tafamidis meglumine
(Vyndagel)

Cardiomyopathy of wild
type or hereditary

transthyretin-mediated

356 mg tablets

112 tablets/28 days

20 mg capsules

120 capsules/30 days

61 mg capsules

30 capsules/30 days

Initial Evaluation

I.  Acoramidis (Attruby), tafamidis meglumine (Vyndagqel), or tafamidis (Vyndamax) may be
considered medically necessary when the following criteria below are met:

A. Member is 18 years of age or older; AND

B. Medication is prescribed by, or in consultation with a cardiologist; AND

C. Medication will not be used in combination with other agents for the treatment of
transthyretin-mediated amyloidosis [i.e., inotersen (Tegsedi), patisiran (Onpattro),
eplontersen (Wainua), acoramidis (Attruby), tafamidis meglumine (Vyndagel), tafamidis

(Vyndamax)]; AND

D. A diagnosis of cardiomyopathy of wild type (WATTR-CM) or hereditary transthyretin-

mediated amyloidosis (RATTR-CM) when the following are met:

1. Provider attestation a monoclonal protein screening shows a normal serum
kappa/lambda free light chain ratio (<0.26 or >1.65) and no presence of serum/urine

immunofixation is detected; AND

i. Prescence of transthyretin precursor protein confirmed by scintigraphy (i.e.,
radiotracer 99m technetium pyrophosphate (99mTc-PYP); OR
ii. Documented presence of amyloid deposit by endomyocardial biopsy; AND
2. Provider attestation of history of heart failure evidenced by at least one prior
hospitalization for heart failure or clinical evidence of heart failure such as volume
overload, elevated intracardiac pressures, heart failure symptoms requiring

management with a diuretic; AND

3. New York Heart Association (NYHA) functional class I-1ll; AND
4. No prior history of liver or heart transplantation
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Acoramidis (Attruby), tafamidis meglumine (Vyndaqgel) and tafamidis (Vyndamax) are considered
not medically necessary when used for all other conditions, including but not limited to:
A. Cardiomyopathy of wild type or hereditary transthyretin-mediated amyloidosis in members
with NYHA functional class IV

Acoramidis (Attruby), tafamidis meglumine (Vyndagel) and tafamidis (Vyndamax) are considered
investigational when used for all other conditions, including but not limited to:
A. Polyneuropathy of hereditary transthyretin-mediated amyloidosis (ATTR-PN) or familial
amyloid polyneuropathy (FAP)
B. Primary (light chain) amyloidosis

Renewal Evaluation

VI.

Member has received a previous prior authorization approval for this agent through this health
plan or has been established on therapy from a previous health plan; AND

Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND

Documentation that the patient has experienced a positive clinical response therapy (e.g.,
reduced cardiovascular hospitalizations, improved quality of life, slowing of disease progression,
etc.); AND

No prior history of liver or heart transplantation; AND

New York Heart Association (NYHA) functional class I-1ll; AND

Medication will not be used in combination with other agents for the treatment of
transthyretin-mediated amyloidosis [i.e., inotersen (Tegsedi), patisiran (Onpattro) eplontersen
(Wainua), acoramidis (Attruby), tafamidis meglumine (Vyndagel), tafamidis (Vyndamax)].

Supporting Evidence

Acoramidis (Attruby), tafamidis meglumine (Vyndagel), and tafamidis (Vyndamax) are
transthyretin (TTR) stabilizers FDA approved for the treatment of cardiomyopathy (CM) of wild
type or hereditary transthyretin-mediated amyloidosis (ATTR-CM) in adults to reduce
cardiovascular mortality and cardiovascular-related hospitalization.

Given the complexity of diagnosis and treatment of ATTR-CM, therapy should be prescribed by,
or in consultation with, a cardiologist.

Transthyretin amyloid cardiomyopathy (ATTR-CM) is a restrictive heart disease caused by
extracellular deposits of amyloid fibrils, clumps of misfolded TTR proteins which normally
circulate through the body carrying retinol (vitamin A) and thyroxine. This condition results in
heart failure, usually with a preserved ejection fraction, due to walls of the heart stiffening and
preventing the heart from filling properly. Shortness of breath, arrhythmias, and death are all
results of the disease. There are two types of ATTR-CM, hereditary (hATTR-CM), sometimes
called variant, and wild type (WATTR-CM). Hereditary cases are due to a variant in the TTR gene,
with symptoms presenting as early as the 30s, and more commonly affects African Americans in
the United States with one in 25 Black individuals having the gene variant. Wild type does not
include the gene mutation and makes up about 90% of all cases of ATTR-CM, and while it affects
the heart, it can also cause carpal tunnel syndrome and peripheral neuropathy, mainly affecting
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elderly men regardless of any one race, with an average age of 74 years at diagnosis.
Historically, considered a rare disease, advancements in cardiac imaging and better
understanding of the TTR gene have led to 5,000-7,000 new cases identified per year. A
conservative estimate suggest that 50,000 to 150,000 adults in the US have ATTR-CM. Life
expectancy for untreated patients with ATTR-CM is about two to five years after diagnosis.

IV.  Cardiomyopathy (CM) of wild type or hereditary transthyretin-mediated amyloidosis (ATTR-CM)
should be suspected in all elderly patients with recurrent HF exacerbations, irrespective of their
ejection fraction status. Often, patients will present with fatigue, poor exercise tolerance, and
shortness of breath with the New York Heart Association (NYHA) functional class | to lll. In
addition, patients may have significant right ventricular involvement, causing peripheral
congestive symptoms like elevated jugular venous pressure, lower extremity edema, hepatic
congestion, and ascites. Those with wATTR-CM additionally develop extracardiac symptoms due
to nerve entrapment with amyloid deposits. Bilateral carpal tunnel syndrome and lumbar spinal
stenosis are commonly associated with wATTR-CM, and often occur five to ten years before a
diagnosis of ATTR-CM occurs.

V.  The cardiac amyloidosis diagnostic process begins with clinical history, electrocardiogram (ECG),
and transthoracic echocardiogram. Echocardiographic clues can also rule out other causes of
heart failure (HF), but it is not diagnostic to ATTR-CM alone. The 2022 American Heart
Association also notes that patients may undergo cardiovascular magnetic resonance (CMR)
imaging which can further identify amyloidosis with sensitivity and specificity of 85 to 90%, but
cannot distinguish between light chain amyloidosis heart failure (AL-CM) and ATTR-CM. If the
above is consistent with cardiac amyloidosis, monoclonal protein tests are performed. Patients
who test positive for serum/urine immunofixation electrophoresis (IFE) and have a serum
kappa/lambda free light chain abnormality, should be further screened for AL-CM as treatment
in conjunction with a hematologist should begin as soon as possible. If the protein test is
negative, cardiac scintigraphy with technetium pyrophosphate (Tc-PYP) is preformed, with a
positive test indicative of ATTR-CM. Patients may also elect to undergo genetic testing to see if
positive for the gene variation due to high likelihood of familial inheritance of the gene
mutation. A diagnostic pitfall would be to interpret a cardiac scintigraphy scan without a
concomitant monoclonal protein screen; a scintigraphy scan alone is neither appropriate nor
valid for distinguishing ATTR-CM from AL-CM. An endomyocardial biopsy with congo red
staining, has a sensitivity and specificity of 100%, and remains the gold standard to diagnose
ATTR-CM, but patients and physicians may prefer the other less invasive measures for
confirmation such as scintigraphy.

VI. There are no guidelines specific to ATTR-CM in the U.S.; however, the American Heart
Association (2022) and American College of Cardiology (2023) have recommendations for the
treatment of hATTR-CM and wATTR-CM. Currently only the TTR stabilizer, tafamidis
(Vyndamax/Vyndagel) is noted as first line use in cardiomyopathy on top of standard of care HF
medications (e.g. diuretics, beta-blockers) and anti-arrhythmics. The guidelines have not been
updated to include acoramidis (Attruby). The guidelines do not comment on using other TTR
agents in combination, such as TTR silencers with TTR stabilizers. Clinical trial programs for
acoramidis (Attruby) and tafamidis (Vyndamax/Vyndagel) did not study these medications in
combination with TTR silencers, therefore such use would not be appropriate due to lack of
safety and efficacy data supporting such a treatment approach (i.e., in combination with
inotersen (Tegsedi), patisiran (Onpattro), and/or eplontersen (Wainua)). Additionally, use of A
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tafamidis (Vyndamax/Vyndagel) in combination with acoramidis (Attruby) is not permitted as
combination treatment is not expected to result in greater efficacy or better patient outcomes,
as demonstrated in the ATTRibute-CM clinical trial.

tafamidis (Vyndamax/Vyndaqel)

l. Tafamidis meglumine (Vyndaqgel) was studied in a Phase 3, multicenter, international,
randomized, double-blind, placebo-controlled study in 441 patients with wild type or hereditary
ATTR-CM (ATTR-ACT trial). Patients included in the pivotal trial had a history of heart failure,
evidence of cardiac involvement by echocardiography with an end-diastolic interventricular
septal wall thickness > 12 mm and confirmed transthyretin-mediated amyloidosis by
documented presence of amyloid deposit by biopsy and/or presence of transthyretin precursor
protein confirmed by scintigraphy. Patients were excluded if they had NYHA Class IV heart
failure, primary amyloidosis, or a history of liver or heart transplantation. Patients on average
were 74 years of age, 90% male, with wild-type TTR (65%); they were randomized 1:2:2: to
tafamidis 20mg, 80mg, or placebo once daily.

Il.  The trial met its primary endpoint, demonstrating a significant reduction (p=0.0006) in all-cause
mortality and frequency of cardiovascular-related hospitalizations (p<0.0001) in the pre-
specified pooled tafamidis meglumine (Vyndagel) 20-mg and 80-mg groups versus placebo at 30
months. Tafamidis meglumine (Vyndagel) also showed a lower rate of decline in distance for the
6-minute walk test and lower rate of decline in the Kansas City Cardiomyopathy Questionnaire
Overall Summary score (KCCQ-0S). Of note, subgroup analysis of patients identified as NYHA
class Il at baseline did not show a reduction in all-cause mortality or cardiovascular related
hospitalizations. In NYHA class Il patients, cardiovascular related hospitalizations were actually
higher among patients receiving tafamidis meglumine (Vyndaqgel) than those receiving placebo.

. Tafamidis meglumine (Vyndagel) was studied as monotherapy. There is no data on the use of
combination therapy with other medications indicated for different types of amyloid disease.

IV.  Within the pivotal trial results, a greater proportion of patients in the tafamidis meglumine
group either improved upon or remained at their respective NYHA baseline classification
compared with patients in the placebo group.

V.  Vyndamax (tafamidis) was developed for patient convenience. Vyndagel (tafamidis meglumine)
and Vyndamax (tafamidis) are not substitutable on a per-mg basis.

acoramidis (Attruby)

I.  The safety and efficacy of acoramidis (Attruby) was studied in a Phase 3, randomized, double-
blind, placebo-controlled study (ATTRibute-CM) that ran for 30 weeks. A total of 632 adult
patients were randomized 2:1 to receive acoramidis (N=421) 800 mg twice daily or matching
placebo (n=211) on top of standard heart failure medications (e.g., diuretics 93%, beta-blockers
57%). On average, patients were aged 77 years, White (87%), male (90%), with wild-type TTR
(90%), and New York Heart Association (NYHA) class 11 (69.6%). Due to a protocol amendment
post the approval of tafamidis (Vyndamax/Vyndagel) patients were allowed to begin tafamidis
(Vyndamax/Vyndagel); 61 patients (15.9%) in the acoramidis (Attruby) arm and 46 in the
placebo arm (22.8%) were on tafamidis (Vyndamax/Vyndagel) plus the respected study arm
agent. Patients were required to be on 12 months of single arm study agent before allowance of
tafamidis (Vyndamax/Vyndagel) and average exposure of tafamidis (Vyndamax/Vyndagel) was
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11 months. Patients with NYHA Class IV and chronic kidney disease (CKD) stage IV were excluded
from the study. The primary endpoint was a four-step hierarchical test that included: death from
any cause (which was defined in the trial as death from any cause, receipt of a heart transplant,
or receipt of an implanted cardiac mechanical assist device), cumulative frequency of
cardiovascular-related hospitalization (CVH), the change from baseline in the N-terminal pro-B-
type natriuretic peptide (NT-proBNP) level, and the change from baseline in the 6-minute walk
distance in the modified intent to treat (mITT) population, those with an estimated glomerular
filtration rate (eGFR) 230 ; analyzed using the Finkelstein-Schoenfeld Method of wins versus
losses on matched pair tests.

Il.  The primary analysis met statistical significance in the percent number of wins versus placebo;
63.7 with acoramidis (Attruby) versus 35.9 with placebo, a win ratio of 1.8 (95% Cl:1.4-2.2),
p<0.001.

e Furthermore, all cause-mortality (ACM) and cardiovascular related hospitalizations
(CVH) sub-composite met statistical significance, with hazard ratio (HR) of 0.645
(95%Cl: 0.500-0.832, p=0.0008). This indicates a 35% risk reduction for ACM and
CVH associated with acoramidis (Attruby).

e Additional individual components of the hierarchical composite that were
statistically significant in favor of acoramidis (Attruby) versus placebo were
reduction of CVH, improvement in NT-proBNP levels, and changes in 6MWD.

e The ACM component by itself was not statistically significant in the modified
intention to treat (mITT) population, with 19.3% versus 25.7% of patients achieving
this endpoint in the acoramidis (Attruby) vs placebo arm and a relative risk
reduction (RRR) of 25% in favor of acoramidis (Attruby) p=0.057. However, ACM
evaluated in the intention to treat (ITT) population (prespecified secondary
endpoint) which included patients with eGFR of 15-30, was statistically significant,
with 20.0% of patients in the acoramidis (Attruby) arm reaching this endpoint versus
placebo at 27.0%, p=0.039.

e Secondary outcomes included health-related quality of life assessment utilizing the
KCCQ-0S questionnaire. The results was -11.48 in the acoramidis (Attruby) arm
versus -21.42 in placebo, difference of 9.94 [5.19-14.10] p<0.0001.

e Sensitivity analyses indicated that receiving tafamidis (Vyndamax/Vyndagel) with
acoramidis (Attruby) showed no additional benefit.

Il Upon completion of ATTRibute-CM, 389 patients enrolled in the open-label extension study.
Continuous use of acoramidis (Attruby) was associated with sustained clinical benefits at month
42, with HR for all-cause mortality of 0.64.

IV.  The overall quality of evidence for acoramidis (Attruby) is considered moderate. ATTRibute-CM
demonstrated statistically significant and clinically meaningful benefits in favor of acoramidis
(Attruby) when evaluating the primary endpoint (composite) and select hierarchical
components. Most importantly, all-cause mortality (ITT population only) and cardiovascular
related hospitalizations risk was reduced with acoramidis (Attruby) treatment by 35%. While all-
cause mortality alone was not statistically significant at the end of 30 months in the modified
intent to treat group, this may be due to the relative short-term study time frame and a
healthier overall population at baseline. Real world applications to excluded populations, such
as those with NYHA class IV symptoms, are unknown at this time.
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Investigational or Not Medically Necessary Uses

Cardiomyopathy of wild type or hereditary transthyretin-mediated amyloidosis in members with
NYHA functional class IV

A. In both the ATTR-ACT trial and ATTRibute-CM trial, patients with NYHA Class IV were
excluded from the pivotal trial. The progressive nature of the disease underscores the
importance of early diagnosis and suggests tafamidis meglumine and acoramidis
treatment may be most beneficial when initiated in early stages of the disease when heart
failure is less severe and may be more easily reversed compared with later stages.
Disease-modifying treatments, such as tafamidis meglumine (Vyndaqgel) and acoramidis
(Attruby) may be less effective once amyloid deposition has caused irreversible organ
damage.

Polyneuropathy of hereditary transthyretin-mediated amyloidosis or familial amyloid
polyneuropathy (FAP)

A. Coelho et al. 2012 reported no significant changes in patients with early-stage V30M
transthyretin familial amyloid polyneuropathy (TTR-FAP) as coprimary endpoints were not
met in the ITT population.

B. The US FDA did not approve tafamidis meglumine (Vyndagel) use in FAP during a filing in
2012, due to limited efficacy data. The agency requested the completion of a second
efficacy study to establish substantial evidence of effectiveness prior to approval.

Primary (light chain) amyloidosis

A. In both pivotal trials, patients with primary amyloidosis were excluded. Primary
amyloidosis is caused by a bone marrow disorder. Treatment consists of chemotherapy or
bone marrow transplant.
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Anabolic Steroids

Uniform EE: AITCIVRX

UMP POLICY

Policy Type: PA Pharmacy Coverage Policy: UMP109

Description

Oxymetholone (Androl-50) enhances production of erythropoietin in patients with anemias due to bone
marrow failure. It stimulates erythropoiesis in anemias due to deficient red cell production.
Oxandrolone is a synthetic testosterone derivative with similar androgenic and anabolic actions.

Length of Authorization
e Oxymetholone (Anadrol-50)

i. Anemias
1. Initial: Six months
2. Renewal: 12 months

ii. Cachexia associated with AIDS:
1. Initial: Three months
2. Renewal: Three months

e Generic oxandrolone
i. Initial: Three months
ii. Renewal: Not eligible. If additional treatment courses are requested, please see initial

criteria.
Quantity Limits
Product Name | Dosage Form Indication Quantity Limit
oxymetholone 50 mg tablets Anecn;:?;:;:jigobrz (ézfciﬁf:i; e Anemias: 1 to 5 meg/kg/day

(Anadrol-50) Cachexia: 90 tablets/30 days

associated with AIDS

Weight gain associated with
2.5 mg tablets surgery, infections, trauma;
Catabolism with prolonged
corticosteroid use; Bone pain
10 mg tablets associated with osteoporosis;
Cachexia associated with AIDS

Adults: 60 tablets/30 days

oxandrolone
Pediatrics: <0.1 mg/kg/day

Initial Evaluation

I.  Oxymetholone (Anadrol-50) may be considered medically necessary when the following criteria
below are met:
A. Member has a diagnosis of anemia caused by deficient red cell production associated with
one of the following conditions:
1. Acquired aplastic anemia; OR
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2. Congenital aplastic anemia; OR

3. Fanconi’s anemia; OR

4. Hypoplastic anemias caused by the administration of myelotoxic drugs, or
myelosuppression due to chemotherapy; OR

5. Mpyelofibrosis; OR

B. Member has a diagnosis of cachexia associated with AIDS; AND
1. Medication is prescribed by, or in consultation with, a specialist in
gastroenterology, nutritional support, or infectious disease; AND

Member has 2 10% unintentional weight loss over a 12 month period; OR
Member has > 7.5% unintentional weight loss over a 6 month period; OR
Member has 2 5% body cell mass (BCM) loss within 6 months; OR

iv. For males, BCM < 35% and body mass index (BMI) < 27 kg/m?; OR
v.  For females, BCM < 23% and BMI < 27 kg/m?; OR

vi.  BMI< 18 kg/m?;, AND

vii.  Weight loss is not attributable to other causes

Il.  Generic oxandrolone may be considered medically necessary when the following criteria below

are met:

A. Medication will be used as adjunctive therapy to promote weight gain; AND
1. Weight loss is due to one of the following conditions:

Extensive surgery; OR

Chronic infections; OR

Severe trauma; OR

Member fails to gain or maintain normal weight without definite
pathophysiological reasons; OR

B. Medication will be used to offset the protein catabolism associated with prolonged
administration of corticosteroids; OR
C. Medication will be used for the treatment of bone pain associated with osteoporosis; OR
D. Member has a diagnosis of cachexia associated with AIDS; AND
1. Medication is prescribed by, or in consultation with, a specialist in
gastroenterology, nutritional support, or infectious disease; AND

Member has 2 10% unintentional weight loss over a 12 month period; OR
Member has > 7.5% unintentional weight loss over a 6 month period; OR
Member has > 5% body cell mass (BCM) loss within 6 months; OR

iv. For males, BCM < 35% and body mass index (BMI) < 27 kg/m?; OR
v.  For females, BCM < 23% and BMI < 27 kg/m?; OR

vi.  BMI< 18 kg/m? AND

vii. Weight loss is not attributable to other causes; OR

E. Member has a diagnosis of Turner Syndrome

Il. Oxymetholone (Anadrol-50) and oxandrolone are considered investigational when used for all

other conditions.
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Renewal Evaluation

I.  Oxymetholone (Anadrol-50)
e Member has received a previous prior authorization approval for this agent through this
health plan; AND
e Member is not continuing therapy based off being established on therapy through
samples, manufacturer coupons, or otherwise. Initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND
e Member has exhibited improvement or stability of disease symptoms (e.g. weight gain,
reduction in pain, resolution of symptoms)
1. Oxandrolone: If an additional treatment course is requested, please see initial criteria.

Supporting Evidence

I.  Oxymetholone (Anadrol-50) is FDA-approved for the treatment of anemias caused by deficient
red blood cells. Common conditions associated with this include acquired and congenital
aplastic anemia, myelofibrosis, and hypoplastic anemias due to the administration of myelotoxic
drugs. Other supportive measures for these anemias include transfusion, correction of iron, folic
acid, vitamin B12 or pyridoxine deficiency, antibacterial therapy, and the appropriate use of
corticosteroids.

e Oxymetholone (Anadrol-50) is the most commonly used androgen in Fanconi’s
anemia, but danazol and oxandrolone have also been used. The efficacy of
androgens in Fanconi’s anemia was evaluated in a retrospective series that included
37 patients with available medication records. Of these patients, 68% had an
improvement in hemoglobin level, and 32% showed improvements in hemoglobin,
white blood cell count, and platelet count. In most cases, the responses were
sufficient enough to convert the patient from transfusion-dependent to transfusion-
independent. The median time to response was 12 to 14 weeks.

e Although FDA-approved for myelofibrosis-associated anemia, oxymetholone
(Anadrol-50) is not routinely recommended for use. Danazol, another oral anabolic
steroid, is considered an NCCN Category 2A option in patients with anemia
associated with myelofibrosis when serum EPO remains above 500 mU/mL despite
treating coexisting causes. Other options include lenalidomide (Revlimid) and
thalidomide.

1. For treatment of anemias caused by deficient red blood cells, if there is no response seen after
three to six months, therapy should be discontinued. If blood counts stabilize or improve, the
daily dose may be tapered to the minimum effective dose to avoid non-hematologic toxicity.

Il. Oxandrolone is FDA-approved as adjunctive therapy to promote weight gain after weight loss
following extensive surgery, chronic infections, or severe trauma, and in some patients who
without definite pathophysiological reasons, fail to gain or maintain normal weight. It is also
indicated to offset the protein catabolism associated with prolonged administration of
corticosteroids, and for the relief of bone pain that may accompany osteoporosis.
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e Current osteoporosis guidelines do not make recommendations regarding use of
oxandrolone for osteoporosis related pain.

IV.  Atwo to four week course of oxandrolone is usually adequate depending on clinical response
and tolerance. Therapy should be intermittent (vs chronic).

V. Testosterone and its derivatives, such as oxandrolone, have been studied in patients with
HIV/AIDS. A 2004 review concluded that improvements in body composition and muscle
strength were significant with oxandrolone in the majority of well-designed trails, although long-
term safety and optimal dose were yet to be determined. Historically, weight loss and tissue
wasting were common in HIV/AIDS; however, the incidence of wasting has declined since the
introduction of effective antiretroviral treatment.

VI.  Anabolic steroids, such as oxandrolone may be used as an adjunct to growth hormone (GH) in
patients with Turner Syndrome. It is well established that GH therapy is effective in increasing
final adult height. For those less than nine years of age, growth-promoting therapy is generally
initiated with GH alone. However, in older patients, or those with extreme short stature,
consideration can be given to adding an agent such as oxandrolone.

e Therapy should be continued until a satisfactory height has been attained or until
little growth potential remains (e.g. bone age > 14 years and growth velocity < 2
cm/year)

VIl.  Androgen therapy can be associated with a number of side effects, including virilization, growth
abnormalities, behavioral changes, and hypertension. Serious side effects involve the liver, and
include transaminitis, cholestasis, peliosis hepatitis, and liver tumors. Given these concerning
risks, patients receiving androgen therapy should have liver chemistry profiles monitored every
one to two months, and liver ultrasounds performed every six to 12 months.

Investigational or Not Medically Necessary Uses

IV.  Due to a lack of high-quality, prospective clinical trials, oxymetholone (Anadrol-50) and
oxandrolone are considered investigational for all other conditions.
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Policy Implementation/Update:

Date Created December 2019
Date Effective December 2019
Last Updated

Last Reviewed

Action and Summary of Changes Date

New policy created 12/2019
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apomorphine (Apokyn®, Kynmobi™, Onapgo“").
Uniform UMP POLICY @2 ArrayRx

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMPO087

Description

Apomorphine (Apokyn, Kynmobi), a non-ergoline dopamine agonist, is administered as a subcutaneous
injection. It possesses an unknown mechanism in the treatment of Parkinson's disease but is suggested
that its effects are attributed to stimulation of post-synaptic D(2)-type receptors within the brain.

Length of Authorization
e Initial: Three months
e Renewal: 12 months

Quantity limits

Product Name Dosage Form Indication Quantity Limit
ap(cXEgLs:l)ne 10 mg/mL subcutaneous injection | Parkinson’s Disease 54 mL/30 days
10 mg sublingual film 150 films/30 days
15 mg sublingual film 150 films/30 days
apomorphine 20 mg sublingual film Parki < i 150 films/30 days
(Kynmobi) 25 mg sublingual film arkinson's Lisease 17159 films/30 days
30 mg sublingual film 150 films/30 days
10/15/20/25/30 mg titration kit 1 kit/30 days
ap(oOT](a);Z};l)ne 4.9 mg/mL subcutaneous injection Parkinson’s Disease | 600 mL/30 days

Initial Evaluation

I.  Apomorphine (Apokyn, Kynmobi, Onapgo) may be considered medically necessary when the
following criteria below are met:
A. Member is 18 years of age or older; AND
B. Must be prescribed by, or in consultation with, a neurologist; AND
C. Not used in combination with a 5-HT; receptor antagonist (e.g. ondansetron, granisetron,
dolasetron, etc.); AND
D. A diagnosis of Parkinson’s disease when the following are met:
1. Member experiences predictable acute, intermittent hypomobility “off” episodes;
AND
2. Provider must attest that the first dose will be done in office and the member will
be monitored; AND
3. Member will be taking carbidopa/levodopa concurrently with apomorphine
(Apokyn, Kynmobi, Onapgo); AND
4. Treatment with ONE of the following has been ineffective, contraindicated, or not
tolerated:
i Dopamine agonist (e.g. pramipexole, ropinirole, rotigotine)
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ii. Monoamine oxide-B (MAO-B) inhibitor (e.g. selegiline, rasagiline)
iii. Catechol-O-methyl transferase (COMT) inhibitors (e.g. entacapone,
tolcapone)

II.  Apomorphine (Apokyn) is considered investigational when used for all other conditions, including
but not limited to:
A. Erectile dysfunction

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health
plan or has been established on therapy from a previous health plan; AND
1. Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND
M. Member has demonstrated benefit through reduction of “off” episodes/hypomobility

Supporting Evidence

I.  Apomorphine subcutaneous injection (Apokyn) was studied in three randomized controlled
trials. All patients in the studies were on L-dopa, 86% of patients were on oral dopaminergic
agonists, 31% were on catechol-ortho-methyl transferase inhibitors, and 10% were on
monoamine B oxidase inhibitors.

e Study one was a randomized, double-blind, placebo-controlled, parallel-group trial
evaluating 29 patients with advanced Parkinson’s disease who had at least two hours of
“off” time per day. Apomorphine (Apokyn) demonstrated a statistically significant decrease
in the Unified Parkinson’s Disease Rating Scale (UPDRS) compared to placebo, with a mean
change from baseline of -23.9 and -0.1 (p<0.001) respectively.

e Study two was a randomized, placebo-controlled crossover trial evaluating 17 patients with
Parkinson’s disease who had been using apomorphine (Apokyn) for at least three months.
Apomorphine (Apokyn) demonstrated a statistically significant decrease in UPDRS compared
to placebo, with a mean change from baseline of -20 and -3 respectively.

e Study three was a randomized, double-blind, placebo-controlled, trial evaluating 62 patients
with Parkinson’s disease who had been using apomorphine (Apokyn) for at least three
months. Apomorphine (Apokyn) demonstrated a statistically significant decrease in UPDRS
at 20 minutes compared to placebo, with a mean change from baseline of -24.2 vs -7.4
(p<0.0001) respectively.

II.  Apomorphine sublingual tablet (Kynmobi) was studied in one phase 3 clinical trial that consisted
of an open label dose-titration phase followed by a 12 week randomized, double-blind, placebo-
controlled trial in 109 patients who had diagnosis of Parkinson’s Disease and had at least two
hours of ‘off’ time per day with predictable morning ‘off’ periods. Patients continued
concomitant Parkinson’s Disease medications including levodopa-containing agents (100%
apomorphine and placebo group), dopamine agonists (56% apomorphine and placebo group),
monoamine oxidase-B inhibitors (41% apomorphine, 44% placebo), amantadine (15%
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apomorphine, 29% placebo) and catechol-O-methyltransferase inhibitors (9% apomorphine and
placebo groups).

e The primary efficacy endpoint, mean change from pre-dose to 30 minutes post-dose
in MDS-UPDRS Part 3 score at week 12, was significantly greater in the apomorphine
group compared to placebo (change -11.1, SE 1.46, 95% Cl -14.0 to -8.2, with
apomorphine sublingual film VS -3.5, 1.29, -6.1 to -0.9, with placebo) with a least
squares mean difference of -7.6 (SE 1.96, 95% Cl -11.5 to -3.7; p=0.0002).

e The key secondary endpoint, percentage of patients with a self-rated full on
response within 30 minutes at the 12-week visit, was significantly greater in the
apomorphine group (35%, SE 21 to 35) compared to placebo (16%, SE 8 to 30) (OR
2.81, 1.04 to 7.64; p=0.043).

Il Use of apomorphine (Apokyn, Kynmobi) with 5-HT; antagonists (e.g. ondansetron, granisetron,
dolasetron, or alosetron) is contraindicated. There have been reports of profound hypotension
and loss of consciousness when administered together.

IV.  Adverse events are similar between both the sublingual and subcutaneous formulations of
apomorphine (Apokyn, Kynmobi), including syncope, hypotension, orthostatic hypotension,
nausea, vomiting, falling asleep during activities of daily living, somnolence, and hallucinations
or psychotic-like behavior. Oral mucosal irritation was common during the clinical trials for
apomorphine sublingual films (Kynmobi) with approximately 20% of patients developing mild to
moderate oral mucosal ulcerations or stomatitis, oral soft tissue pain or paresthesia,
oral/pharyngeal soft tissue swelling or oral mucosal erythema.

V. Because of the high incidence of nausea and vomiting with apomorphine (Apokyn, Kynmobi) at
recommended doses, a non 5HT-3 antagonist antiemetic (e.g. trimethobenzamide) should be
initiated beginning three days prior to starting apomorphine (Apokyn, Kynmobi). Treatment with
the antiemetic should be continued only as long as necessary to control nausea and vomiting
symptoms, and ideally is discontinued no longer than two months after initiation of
apomorphine (Apokyn, Kynmobi).

VI. Due to high incidence of syncope/hypotension/orthostatic hypotension with apomorphine
(Apokyn, Kynmobi), dose initiation should occur under the supervision of a healthcare provider
where blood pressure and pulse can be monitored according to the package insert.

VIl.  According to the prescribing information for apomorphine subcutaneous injection (Apokyn),
there is no evidence from controlled trials that doses greater than 0.6mL (6mg) gave an
increased effect and therefore, individual doses exceeding 0.6mL (6mg) are not recommended.
The average frequency of dosing in the developmental program is 3 times per day. Additionally,
there is limited experience with single doses greater than 0.6 mL (6mg), dosing more than five
times per day, and with total daily doses greater than 2mL (20mg).

VIIl.  According to the prescribing information for apomorphine sublingual tablets (Kynmobi), the
dose range is 10mg to 30mg per dose. The maximum single dose should not exceed 30mg; do
not administer more than five doses per day.

Investigational or Not Medically Necessary Uses

I. Apomorphine (Apokyn) has not been adequately studied in patients with erectile dysfunction.
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Policy Implementation/Update:

Action and Summary of Changes Date

Added Onapgo to the policy 03/2025

e  Added apomorphine sublingual films (Kynmobi) to policy

e Added requirement of member is experiencing predictable acute, intermittent hypomobility “off”
episodes

e  Updated renewal criteria to require prior approval through this OR prior health plan (not 03/2021
established via samples)

e  Removed renal criteria requirement confirming lack of toxicity to therapy

e  Updated apomorphine subcutaneous injection (Apokyn) QLL to align with FDA label and package
size of 3mL/cartridge

Criteria transitioned to policy 10/2019
11/2014
Previous reviews 12/2008
09/2008
Criteria created 09/2005
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Uniform

aprocitentan (Tryvio™)
UMP POLICY

@ ArrayRx

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMP299

Description

Aprocitentan (Tryvio) is an orally administered endothelin receptor antagonist.

Length of Authorization
e Initial: Length of Benefit
e Renewal: Lenth of Benefit

Quantity Limits

Product Name Indication Dosage Form Quantity Limit

aprocitentan (Tryvio) Resistant hypertension 12.5 mg tablets 30 tablets/30 days*

*Quantity exceptions exceeding quantity limit are not allowed

Initial Evaluation

I. Aprocitentan (Tryvio) may be considered medically necessary when the following criteria are met:

A.
B.

C.

Member is 18 years of age or older; AND
Medication is prescribed by, or in consultation with, a cardiologist or hypertension
specialist; AND
A diagnosis of resistant hypertension when the following are met:
1. Provider attestation that the member’s blood pressure remains above target goal
despite appropriate adherence to standard of care therapies; AND
2. Provider attestation that secondary causes of hypertension have been ruled out (i.e.
pseudo-resistant hypertension, white coat hypertension); AND
3. Treatment with at least one agent in all of the following groups has been ineffective
or not tolerated, or all are contraindicated:
i. Group 1: renin-angiotensin system (RAS) inhibitors (e.g., losartan, valsartan,
lisinopril, enalapril)
ii. Group 2: calcium channel blockers (CCB) (e.g., amlodipine, felodipine,
nifedipine, verapamil, diltiazem)
iii. Group 3: thiazide/thiazide-like diuretics (e.g., hydrochlorothiazide,
chlorthalidone, indapamide); AND
iv. Group 4: mineralocorticoid receptor antagonist (e.g., spironolactone,
eplerenone); AND
4. Treatment with an additional antihypertensive agent of a different mechanism of
action (e.g., beta blockers [e.g., bisoprolol, atenolol, metoprolol], hydralazine,
clonidine, etc.) has been ineffective, not tolerated, or all are contraindicated; AND
5. Background blood pressure therapies will be continued along with aprocitentan
(Tryvio), unless contraindicated or not tolerated.
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Il. Aprocitentan (Tryvio) is considered investigational when used for all other conditions, including but
not limited to:
A. Pulmonary hypertension

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health

plan or has been established on therapy from a previous health plan; AND

Il Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND

Il Member has exhibited improvement or stability of disease symptoms (e.g., reduced blood
pressure) AND

V. Background blood pressure therapies will be continued along with aprocitentan (Tryvio), unless
contraindicated or not tolerated.

Supporting Evidence

I.  Aprocitentan (Tryvio) was studied in a multicenter, blinded, randomized, parallel-group Phase 3
trial (PRECISION). The main portion of the trial included a 4-week, double-blind, randomized
treatment of aprocitentan 12.5 mg, aprocitentan 25 mg, or placebo (part 1), followed by a single
(patient)-blind, active treatment portion for 32 weeks where all participants received
aprocitentan 25 mg (part 2), and concluded with a 12-week, double-blind, re-randomized
withdrawal phase to either aprocitentan 25 mg or placebo (part 3).

II.  The primary outcome was the change of sitting office systolic BP (SBP) from baseline to week 4
and the key secondary outcome was change of sitting office SBP from withdrawal baseline
(week 36) to week 40. The primary outcome was met with a decrease in SBP by -15.3 mmHg and
-11.5 mmHg for aprocitentan 12.5mg and placebo, respectively (difference of -3.8 mmHg [97.5%
Cl, -6.8 to -0.8; p=0.0042].

lll.  Although the change in SBP from baseline was found to be numerically larger and statistically
significant, the difference in mean change of aprocitentan (Tryvio) compared to placebo is not
considered to be clinically meaningful. Additionally, sustained reduction at the FDA approved
dose (12.5mg) is questionable as readable data for this dose is limited to 4 weeks post-initiation,
limiting the confidence in the clinical benefit in the FDA-approved population. Therefore, due to
the lack of clinically meaningful benefit compared to placebo and limited data to support long-
term efficacy of the FDA-approved dose in a chronic disease state, the overall quality of
evidence is low.

V. Edema or fluid retention was the most reported adverse event during the trial in the
aprocitentan groups, with most cases considered mild to moderate in severity, and found to be
dose dependent. The incidence rates were 9.1% vs. 2.1% for the 12.5mg and placebo,
respectively. This adverse event occurred most frequently in patients with CKD. One other side
effect of note was anemia at 3.7% vs. 0% between the 12.5mg tablet and placebo, respectively.
There was a total of 13 deaths reported, 11 of which were considered treatment emergent and
ultimately were ruled as not being related to the study drug. Five deaths were CV-related and
primarily occurred in the 25mg arm. There were no documented deaths in the 12.5mg group.
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V.  The 25mgis not FDA approved as it did not demonstrate a meaningful improvement in blood
pressure reduction when compared to the 12.5 mg dose and there was an increase in ADEs
especially edema and fluid retention. For this reason, quantity exceptions to allow for a quantity
above 12.5 mg are not allowed.

VL. The 2017 High Blood Pressure Guidelines from American College of Cardiology /American Heart
Association (ACC/AHA) define resistant hypertension as not achieving blood pressure (BP)
control despite taking three or more agents with complementary mechanisms of action (MOAs)
or achieving BP control but requiring at least four medications to do so. Their treatment
recommendations for resistant hypertension include a triple-therapy regimen consisting of a
thiazide diuretic, calcium channel blocker (CCB), and an angiotensin converting enzyme inhibitor
(ACE-I) OR angiotensin receptor blocker (ARB). Guidelines recommend addition of
spironolactone (or other agent with a complementary or a different mechanism if intolerable) if
BP goal is not achieved despite proper adherence on triple-therapy regimen.

VIl.  The European Society for Hypertension (ESH) 2023 guidelines defines resistant hypertension as
failure to lower BP to <140/90 mmHg despite appropriate lifestyle measures and maximized
dose with at least three or more medications. Their recommendations for resistant
hypertension treatment includes maximizing a triple-therapy regimen that should include an
ACE-I OR ARB, a CCB, and a thiazide diuretic. If not controlled, then other agents with other
MOAs can be included, preferring spironolactone (if not contraindicated). Other agents that
could be added instead are beta-blockers, alpha blockers, or centrally acting agents.
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Uniform arimoclomol (Miplyffa™) and

UMP POLICY

levacetylleucine (Agneursa™) 3¢ ArerF\)x

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMP318

Description

Arimoclomol (Miplyffa) is a synthetic pyridine derivative that is not currently identified within a specific
drug class. Levacetylleucine (Agneursa) is a is a modified amino acid (N-acetyl-L-leucine; NALL) that uses
monocarboxylate transporters to cross the blood-brain barrier and reach the central nervous system.

Length of Authorization
e Initial: 12 months
e Renewal: 12 months

Quantity Limits
Product Name Indication Dosage Form Quantity Limit
Treat neurological manifestations of | 47 mg capsule
arimoclomol Niemann-Pick disease type C (NPC) in | 62 mg capsule
(Miplyffa) adult and pediatric pa’z:nts (2 yea)rs 93 mg capsule 90 capsules/30 days
of age and older 124 mg capsule
Treat neurological manifestations of
levacetylleucine Niemann-Pick disease type C (NPC) in 1 g unit dose 112 unit-dose
(Agneursa) adult and pediatric patients weighing packet packets/28 days
215 kg

Initial Evaluation

I.  Arimoclomol (Miplyffa) or levacetylleucine (Aqneursa) may be considered medically necessary
when the following criteria below are met:

A. The medication is prescribed by, or in consultation with, a neurologist, endocrinologist,
metabolic disorder specialist, or a physician specializing in the treatment of Niemann-Pick
disease type C; AND

B. Member has a diagnosis of Niemann-Pick disease type C (NPC) when the following are
met:

1. Presence of a genetically confirmed mutation in both alleles of NPC1 or NPC2; OR
i. Mutation in only one allele of NPC1 or NPC2 plus either positive filipin
staining or elevated cholestane-triol/oxysterols level (i.e., greater than two
times the upper limit of normal); AND
2. Member has one or more neurological symptom(s) of Niemann-Pick disease type C
(e.g., loss of motor function, difficulty swallowing, speech and cognitive
impairment, etc.); AND
3. Member can walk independently or with assistance; AND
C. Therequestis for:
1. Levacetylleucine (Agneursa); AND
i. Member is 4 years of age or older; AND
ii. Member weighs 15 kg or more; AND
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iii. Levacetylleucine (Agneursa) will not be used in combination with

arimoclomol (Miplyffa); OR
2. Arimoclomol (Miplyffa); AND

i. Member is 2 years of age or older; AND

ii. Member weighs 8 kg or more; AND

iii. The medication will be taken in combination with miglustat®*; AND

iv. Arimoclomol (Miplyffa) will not be used in combination with levacetylleucine
(Agneursa)

*Please note: medications notated with an asterisk may require additional review.

Arimoclomol (Miplyffa) and levacetylleucine (Agneursa) are considered investigational or not
medically necessary when used for all other conditions, including but not limited to:
A. Amyotrophic Lateral Sclerosis
B. Arimoclomol (Miplyffa) and levacetylleucine (Agneursa) used in combination with each
other for any indication, including Niemann-Pick disease type C (NPC)
C. Gaucher Disease
D. Myositis

Renewal Evaluation

VI.

Member has received a previous prior authorization approval for this agent through this health
plan or has been established on therapy from a previous health plan; AND

Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND

Member’s weight is documented; AND

Arimoclomol (Miplyffa) and levacetylleucine (Agneursa) will not be used in combination with each
other; AND

Member has experienced benefit from treatment defined as disease stabilization or slowed
disease progression and treatment provides clinical benefit to the member (e.g., improvement in
gait, sitting, stance, speech, fine motor skills, etc.); AND

If the request is for arimoclomol (Miplyffa), arimoclomol (Miplyffa) will be used in combination
with miglustat*

*Please note: medications notated with an asterisk may require additional review.

Supporting Evidence

Niemann-Pick disease type C (NPC) is a rare, inherited lysosomal storage disorder characterized

by the abnormal accumulation of cholesterol and other lipids in the cells. These genetic

mutations impair the intracellular trafficking of lipids, leading to progressive neurological and
hepatic dysfunction. Biomarker profile genetic testing identifying two alleles with known
disease-causing mutations in either NPC1 or NPC2 gene confirms the diagnosis of NPC, and is

the most reliable way to confirm the diagnosis of NPC. As a neurodegenerative disease with a

very heterogeneous presentation, symptoms typically appear in childhood and can include
developmental delay, ataxia, seizures, and progressive liver enlargement, with later stages often
involving cognitive decline, motor impairment, and difficulty swallowing. The age of onset of A

Washington State Rx Services is administered by l I l O 0
HEALTH

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage. Preauthorization requirements are only valid
for the month published. They may have changed from previous months and may change in future months.



neurological symptoms predicts the severity of the disease and determines life expectancy. The
prevalence of NPC is estimated to be approximately 1 in 100,000 to 150,000 live births, and it is
estimated that there are 900 people in the United States with NPC. The spectrum of NPC ranges
from a neonatal rapidly progressive fatal disorder to an adult-onset chronic neurodegenerative
disease. The late-infantile and juvenile-onset forms account for the majority of NPC cases.
Across all phenotypes, the median age of death is 13 years (range, 0.1 to 69 years), most often
due to respiratory failure.

Il.  Therapeutic management of NPC primarily focuses on symptom management and slowing
disease progression, as there is no cure. Supportive therapies, such as physical and occupational
therapy, anti-seizure medications, and interventions to manage liver complications, are often
recommended to address specific symptoms. Early diagnosis and intervention are crucial for
improving the quality of life and prolonging survival, but the overall prognosis remains poor,
particularly in later stages of the disease. Regular monitoring and a multidisciplinary care
approach are essential to optimize treatment and manage complications.

Il Miglustat (Opfolda, Yargesa, Zavesca) has been approved in the European Union, Canada, and
Japan and is considered a standard of care for treating progressive neurological complications in
NPC internationally. Niemann-Pick Type C Guidelines Working Group and the International
Niemann-Pick Disease Alliance 2018 consensus clinical management recommend miglustat as an
effective and recommended treatment option in the management of existing neurologic
manifestations of NPC in children and adults who exhibit symptoms of neurological decline
(Strength of recommendation: 2; Level of evidence: C). Clinical evidence suggests that miglustat
can help slow the progression of the disease particularly in patients with moderate symptoms or
in the early stages of the disease, with effects noted on motor and cognitive functions. Data
from a randomized, controlled trial and a retrospective, observational cohort study support the
use of miglustat in the treatment of NPC disease in adults and children 12 years and older.
Administered orally, miglustat’s dosage depends on the patient’s age and weight, with
treatment often beginning in early childhood for those with signs of neurological involvement.
However, common side effects, including gastrointestinal issues such as diarrhea, nausea, and
weight loss require careful monitoring. Dose adjustments are often necessary to manage these
side effects. Despite miglustat’s position as a standard of care, there has been no significant
change in the survival of patients with NPC.

V. From the 2018 International NPC guidelines, “miglustat therapy is not appropriate for patients
who have profound neurological disease, which, in the opinion of the attending physician,
would make it difficult to assess for any improvements with therapy. Such symptoms may
include but are not limited to:

a. Profound dementia resulting in the need for 24 h care
b. Inability to ambulate without a wheelchair
c. Complete lack of verbal communication
d. Swallowing difficulties profound enough to require tube feeding through a per-
cutaneous gastrostomy...”
Additionally, the guidelines do not recommend miglustat therapy in the following situations:
patients who are pre-symptomatic or only have spleen/liver enlargement, patients with another
life-threatening illness with estimated life span less than 1 year (Strength of recommendation: 2;
Level of evidence: C).
Arimoclomol (Miplyffa)

V.  Asof September 2024, there are two FDA-approved therapies for NPC: arimoclomol (Miplyffa)
and levacetylleucine (Agneursa). Arimoclomol (Miplyffa) is an orally administered capsule that is

A
Washington State Rx Services is administered by l I l O d 0

HEALTH
These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage. Preauthorization requirements are only valid

for the month published. They may have changed from previous months and may change in future months.



indicated for use in combination with miglustat for the treatment of neurological manifestations
of NPC in adult and pediatric patients two years of age and older and weigh >8kg. The approval
of arimoclomol (Miplyffa) was based on data from a Phase 3, randomized, double-blind,
placebo-controlled, 12-month trial in patients aged two to 18 years with NPC1 or NPC2. Fifty
patients were randomized 2:1 to treatment with weight-adjusted arimoclomol (Miplyffa) (31 to
124 mg) or placebo orally three times per day. Inclusion criteria included participants with at
least one neurological sign of NPC, ability to walk independently or with assistance, and on
stable dose of miglustat for at least 6 continuous months. Among these 50 patients, 39 (78%)
received miglustat as background treatment in the trial. The primary endpoint evaluated a
rescored 4-domain NPC Clinical Severity Scale (RADNPCCSS) score in the patients who used
miglustat as their background treatment at 12 months. The RADNPCCSS is a measure of NPC
disease progression that looks at four items that patients with NPC, their caregivers and
physicians have identified as most relevant including ambulation, speech, swallow and fine
motor skills. Higher scores signify a greater severity of the disease. A 0.2-point decrease on the
R4DNPCCSS was observed in patients who received arimoclomol (Miplyffa) in combination with
miglustat, compared with an increase of 1.9 points in patients who received placebo with
miglustat. Secondary endpoints (change from baseline in CGI-I, RADNPCCSS, 17-domain NPCCSS,
NPC-cdb, EQ-5D-y, 9HPT, SARA) were assessed and found to be not statistically significant. While
the primary outcome was assessed via a validated assessment tool, the quality of evidence is
considered low as there are several uncertainties that remain including lack of additional well-
designed confirmatory trials, lack of a well-established MOA, unknown effectiveness without
miglustat, and a small population size that could impact the interpretability of the rescored
R4ANPCCSS which limit the durability of results. Although arimoclomol (Miplyffa) showed a
statistically significant difference in the modified RADNPCCSS score, the effect of treatment was
relatively small. The most common adverse reactions in arimoclomol (Miplyffa)-treated patients
(215%) were upper respiratory tract infection, diarrhea, and decreased weight. Serious adverse
reactions reported in arimoclomol (Miplyffa)-treated patients were three hypersensitivity
reactions including urticaria and angioedema. Three (6%) of the arimoclomol (Miplyffa)-treated
patients had the following adverse reactions that led to withdrawal: increased serum creatinine
(one patient), and progressive urticaria and angioedema (two patients). One patient in the
arimoclomol group died, assessed as related to NPC progression. There are no specific
contraindications to using arimoclomol (Miplyffa); however, warnings and precautions include:
hypersensitivity reactions, embryofetal toxicity, and increase creatinine.

VI.  Arimoclomol (Miplyffa) is administered orally three times daily, with or without food, and is
dosed based on patient body weight (see appendix for dosing). Arimoclomol (Miplyffa) must be
administered with miglustat. There are limited data to determine the efficacy of arimoclomol
(Miplyffa) without miglustat at this time.

Levacetylleucine (Agneursa)

VII. Levacetylleucine (Agneursa) is available as orally dosed unit packets given three times daily to
treat neurological manifestations of NPC in adults and pediatric patients weighing 215 kg. The
approval of levacetylleucine (Agneursa) was based on data from a Phase 3, randomized, double-
blind, placebo-controlled, two-period crossover study, which evaluated 12 weeks of
levacetylleucine (Agneursa) therapy in two groups. Patients were randomized in a 1:1 ratio to
one of the two treatment sequences:
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e Treatment Sequence 1 (N=30): levacetylleucine (Agneursa) in Treatment Period |,
followed by immediate crossover to placebo in Treatment Period Il
e Treatment Sequence 2 (N=30): placebo in Treatment Period |, followed by
immediate crossover to levacetylleucine (Agneursa) in Treatment Period Il

Most participants continued to receive background miglustat throughout the trial. Although the
FDA label does not mandate the concurrent administration of miglustat with levacetylleucine
(Agneursa), it is probable that healthcare providers will choose to continue miglustat therapy
when prescribing levacetylleucine (Agneursa) as a majority of participants in the pivotal clinical
trial were on concomitant miglustat (85%). Key inclusion criteria included patients aged four
years or older, weighing >15kg, with a confirmed diagnosis of NPC, and at least mild disease-
related neurological symptoms (SARA score between 7 — 34). The primary outcome was the
functional Scale for the Assessment and Rating of Ataxia (fSARA). The estimated mean fSARA
total score was 5.1 when patients were treated with Agneursa and 5.6 when treated with
placebo with an estimated treatment difference for the fSARA total score at -0.4 (95% CI (-0.7,
-0.2); p<0.001). Most common adverse reactions (incidence 25%) in levacetylleucine
(Agneursa)-treated patients were abdominal pain, dysphagia, upper respiratory tract infections,
and vomiting. Three patients had transient adverse events that were judged to be related to
treatment (anal incontinence, restless-leg, rosacea). No serious adverse events occurred that
were considered by an investigator to be related to levacetylleucine (Agneursa) or placebo. One
death was due to aspiration pneumonia after a preplanned placement of a percutaneous
endoscopic gastrostomy tube and therefore was not related to trial treatment. There are no
specific contraindications, but embryo-fetal toxicity is listed as a warning and precaution to
using levacetylleucine (Agneursa).

VIIl.  Although levacetylleucine (Agneursa) showed a statistically significant difference in fSARA score,
the clinical significance of these results are of low confidence. Considering NPC is a
neurodegenerative disease with a very heterogeneous presentation, the short trial duration is a
limitation of the study as a 12-week duration may not have been enough to be able to
demonstrate benefit in a patient who is not progressing quickly and may explain why the
treatment effect was small, albeit statistically significant. While the observed average treatment
effect in fSARA is -0.45, at least a 1-point improvement in any of the four fSARA domains were
seen more often when subjects received levacetylleucine (Agneursa) than received placebo. As
improvements in neurological symptoms would not be expected given the known natural
history of NPC, this change is considered to be clinically meaningful. Furthermore, the two
treatment sequences had significantly different baseline fSARA scores and the primary outcome
analysis averaged the levacetylleucine (Agneursa) response in each sequence. Extended follow-
up data up to 12 months was presented at the European Academy of Neurology Congress in
2024 that evaluated 54 patients on levacetylleucine (Agneursa). At 12 months, the mean change
from baseline on the 5-domain Niemann-Pick disease type C Clinical Severity Scale (NPCCSS) was
-0.115 in the levacetylleucine (Agneursa) arm and 1.5 + 3.1 in the historical cohort (mean
difference 1.56; 95% Cl, 0.31-2.92; P < 0.017). Given the limited data available, it is difficult to
reliably determine whether there was a further decrease in fSARA as time on therapy increased.
Longer-term data will help to ascertain treatment benefits.

IX. Due to differences in trial design, a formal cross-trial comparison of the pivotal trials for
levacetylleucine (Agneursa) and arimoclomol (Miplyffa) is not possible. Both treatments are
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backed by a single small, relatively short randomized clinical trial, with each demonstrating a

statistically significant but modest difference in the primary outcome. However, even a 1- to 2-

point difference on each scale can lead to a meaningful improvement in a patient's quality of

life.

Investigational or Not Medically Necessary Uses

I. Arimoclomol (Miplyffa) and levacetylleucine (Agneursa) have not been FDA-approved, or
sufficiently studied for safety and efficacy for the conditions or settings listed below:

A. Amyotrophic Lateral Sclerosis

B. Arimoclomol (Miplyffa) and levacetylleucine (Agneursa) used in combination with each
other for any indication, including Niemann-Pick disease type C (NPC)

i. Arimoclomol (Miplyffa) and levacetylleucine (Agneursa) have distinct mechanisms

of action, although the exact ways in which they produce clinical effects in NPC
are not fully understood. Sequential or combined use of Arimoclomol (Miplyffa)
and levacetylleucine (Agneursa) has not been studied in clinical trials, there is
currently no evidence to support a synergistic effect, additive benefits, or assess
safety when arimoclomol (Miplyffa) and levacetylleucine (Agneursa) are used

combination.
C. Gaucher Disease
D. Myositis

Appendix

l. Arimoclomol (Miplyffa) dosing recommendation

Table 1. Recommended Dosage of Arimoclomol (Miplyffa) Based on Body Weight (kg)
Patient Body Weight Recommended Dosage
8-15kg 47 mg three times a day
>15-30 kg 62 mg three times a day
>30- 55 kg 93 mg three times a day
>55 kg 124 mg three times a day

a. Miplyffa capsules may be swallowed whole or the contents of the capsule can be added

to a suitable beverage, soft food, or added to water to allow administration via a

feeding tube

b. For patients with an eGFR 15 to < 50 mL/minute, the recommended oral dosage of
arimoclomol (Miplyffa) in combination with miglustat is based on actual body weight

and given twice daily.

Il. Levacetylleucine (Agneursa) recommended dosage: supplied in unit dose packets, each
containing 1 g of levacetylleucine as granules for oral suspension

Table 2. Recommended Dosage of Levacetylleucine Based on Body Weight (kg)

Body Weight (kg) Morning Dose Aft;(r)r;zon Evening Dose Tot;(l)sD:Hy
15 to <25 kg 1g No dose 1g 2g
25to <35 kg 1g 1g 1g 3g

35 kg or more 2g 1g 1g 4g

a. Agneursa packets can be added to water, orange juice, or almond milk. Contents can be

administered via gastronomy tube (G-tube) by mixing with water.
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Il While not FDA-approved, miglustat dosing is based on the doses studied in clinical
trials/compendia and dose approved in the European Union for NPC. Miglustat use requires
careful monitoring for side effects and regular treatment adjustments to optimize patient
outcomes. Some forms of miglustat (Opfolda) are available in 65-mg capsules, therefore
certain treatment regimens may not allow for exact dosing. Please refer to updated clinical
compendia for dosing recommendations. Generic miglustat along with brand (Opfolda,
Yargesa, Zavesca) may require additional clinical review and prior authorization criteria to be

met.
Table 3. Off-label dosing for miglustat based on clinical compendia
Patient population BSA Miglustat dose

BSA <0.47 m? 100 mg once daily
BSA >0.47 to 0.73 m? 100 mg 2 times daily
<12 years of age BSA >0.73 to 0.88 m? 100 mg 3 times daily
BSA >0.88 to 1.25 m? 200 mg 2 times daily
BSA >1.25 m? 200 mg 3 times daily
>12 years of age and older - 200 mg 3 times daily

V. BSA (mz) _ \/ height (cn;);;;veight (kg)
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Related Policies
Policies listed below may be related to the current policy. Related policies are identified based on similar
indications, similar mechanisms of action, and/or if a drug in this policy is also referenced in the related policy.

Policy Name Disease state

miglustat (Opfolda, Yargesa, Zavesca) and

eliglustat (Cerdelga) Policy Niemann-Pick disease type C (off-label)
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asciminib (Scemblix™)
UMP POLICY

Uniform

@2 ArrayRx

Policy Type: PA/SP Pharmacy Coverage Policy: UMP251
Split Fill Management*

Description
Asciminib (Scemblix) is an orally administered BCR-ABL1 tyrosine kinase inhibitor (TKI) specifically
targeting the ABL myristoyl pocket (STAMP) of BCR-ABL protein.

Length of Authorization
e |nitial: Six months
e Renewal: 12 months

Quantity Limits

Product Name Dosage Form Indication Quantity Limit
Philadelphia chromosome-
20 mg tablets positive (Ph+) chronic 60 tablets/30 days*
asciminib myeloid leukemia in chronic
. phase (CP-CML) with
(Scemblix) , .
resistance or intolerance to
40 mg tablets two prior tyrosine kinase 60 tablets/30 days*
inhibitors
Philadelphia chromosome- .
o 20 mg tablets positive (Ph+) chronic 60 tablets/30 days
asciminib . o .
(Scemblix) myeloid leukemia in chronic .
40 mg tablets phase (CP-CML) with T315I 300 tablets/30 days
100 mg tablets mutation 120 tablets/30 days*

*Quantity exceptions are not allowed.

Initial Evaluation

I.  Asciminib (Scemblix) may be considered medically necessary when the following criteria are
met:
A. Member is 18 years of age or older; AND
B. Medication is prescribed by, or in consultation with, an oncologist or hematologist; AND
C. Medication will not be used in combination with any other BCR-ABL1 tyrosine kinase
inhibitor (e.g., imatinib [Gleevec], dasatinib [Sprycel], bosutinib [Bosulif]); AND
D. A diagnosis of Chronic Myeloid Leukemia (CML) when the following are met:
i. The member has chronic phase Philadelphia chromosome-positive CML (Ph+
CP-CML); AND
a. Documented resistance, or intolerance to, two prior BCR-ABL1
tyrosine kinase inhibitors (TKIs) (e.g., imatinib (Gleevec), dasatinib
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(Sprycel), nilotinib (Tasigna), bosutinib (Bosulif), ponatinib
(Iclusig)); AND
b. Requested total daily dose of asciminib (Scemblix) does not exceed
80 mg per day (40 mg twice a day); OR
ii. The member has chronic phase Philadelphia chromosome-positive CML (Ph+
CP-CML) with T315] mutation; AND
a. Ponatinib (Iclusig) has been ineffective, or not tolerated; OR
i. Documentation that the member has pre-existing
cardiovascular and/ or hepatic comorbidity that precludes
the use of ponatinib (Iclusig); AND
b. Requested total daily dose of asciminib (Scemblix) does not exceed
400 mg per day (200 mg twice a day)

1. Asciminib (Scemblix) is considered investigational when used for all other conditions, including
but not limited to:
A. Newly diagnosed CP-CML not previously treated with a TKI
B. CML in accelerated phase (AP-CML) or blast phase (BP-CML)
C. Any myeloproliferative neoplasm other than CP-CML (e.g., acute myeloid leukemia (AML),
chronic lymphocytic | CLL)

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health

plan or has been established on therapy from a previous health plan; AND

Il Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND

Il Medication will not be used in combination with any other BCR-ABL1 tyrosine kinase inhibitor
[e.g., imatinib (Gleevec), dasatinib (Sprycel), bosutinib (Bosulif)]; AND

V. Member has exhibited improvement or stability of disease symptoms [e.g., complete cytogenic
response (CCyR), major molecular response (MMR)]

Supporting Evidence

I.  Asciminib (Scemblix) is a BCR-ABL1 tyrosine kinase inhibitor (TKI). Unlike previous generation
TKls, which bind to the ATP binding pocket on BCR-ABL1 protein, asciminib (Scemblix) is
purported to specifically target the ABL myristoyl pocket (STAMP), thus named a STAMP-
inhibitor. Asciminib (Scemblix) is the first BCR-ABL1 STAMP inhibitor, FDA-approved as a third-
line treatment option after resistance or intolerance to two or more prior TKls for the
treatment of Philadelphia chromosome positive chronic phase Chronic Myeloid Leukemia (Ph+
CP-CML). Additionally, it may be a treatment option for PH+ CP-CML with T315] mutation. The
NCCN guideline for CML has included asciminib (Scemblix) as a Category 2A recommendation in
these settings.
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Il.  Given the complexities involved in diagnosis and management of CML, therapy decisions
regarding initiation of asciminib (Scemblix) must be made by, or under the supervision of, a
specialist practicing in this setting, (e.g., an oncologist, hematologist).

lll.  Asciminib (Scemblix) has ongoing clinical trials in the setting of treatment of CML in combination
with another TKI (e.g., imatinib). However, such combination therapy has not been sufficiently
supported by available clinical data and/or FDA approval.

V. CML is classified into three groups that help predict its outlook. The phases are based mainly on
the number of immature white blood cells (blasts) in the blood or bone marrow. Different
groups of experts have suggested different cutoffs to define the phases, but a common system
(proposed by the World Health Organization (WHO)) is widely accepted, described below:

e Chronic Phase (CP-CML): Less than 10% blasts in their blood or bone marrow
samples. Generally mild symptoms (if any) and usually respond to standard
treatments. Most patients are diagnosed in the chronic phase.

e Accelerated Phase (AP-CML): If any of the following are true: Blood samples have >
15% but < 30% blasts; plasma basophils > 20%; > 30% plasma (peripheral) blasts and
promyelocytes combined; Very low platelet counts (100 x 1,000/mm?3or less); or
new chromosome changes in the leukemia cells with the Philadelphia chromosome.

o Blast phase (acute phase or blast crisis): Bone marrow and/or blood samples have >
20% blasts. Large clusters of blasts are seen in the bone marrow. The blast cells have
spread to tissues and organs beyond the bone marrow. CML acts like an AML in this
phase.

V.  Asciminib (Scemblix) is an oral tablet taken once or twice a day (dose based on indication) and is
available as a 20 mg and 40 mg formulation. The dose for CP-CML refractory to > 2 TKl is up to
80 mg per day (40 mg BID), while in the setting of CP-CML with T315] mutation, recommended
dose of asciminib (Scemblix) is 200 mg twice a day. Dose reductions may be necessary due to
drug related adverse reactions. Consequently, 20 mg tablet may be necessary to achieve dose
modification for members requiring a lower dose. However, it should be noted that any
increments of dosing up to 200 mg (each dose) may be achievable by use of a maximum 60
tablets of asciminib (Scemblix) 20 mg tabs. Similarly, in the setting of CP-CML refractory to > 2
TKI, based on the maximum recommended dose (80 mg per day), quantity limit exceptions to
asciminib (Scemblix) 40 mg tablet are not advised given excessive additional cost.

VI. More than 95% cases of CML are caused by the BCR-ABL1 fusion gene (Ph chromosome) and are
usually diagnosed in its chronic phase when the treatment is very effective for most patients.
Current standard of care for the treatment of CP-CML involves use of BCR-ABL1 TKI and
allogenic hematopoietic cell transplant (HCT). First-generation TKI (imatinib) is the preferred
initial therapy for patients with low-risk scores, while second-generation TKI (e.g., bosutinib,
dasatinib, nilotinib) are the preferred regimens for intermediate or high-risk cases of CP-CML.
The NCCN treatment guideline for CML recommends use of an alternative second-generation
TKI for CP-CML refractory to first-generation TKI. Ponatinib (Iclusig) is a third-line therapy option
for CP-CML resistant to at least two prior TKls, or for patients with T315I mutation. Additionally,
omacetaxine (Synribo) is recommended in cases with T315] mutation and on progression from
CP-CML to accelerated phase CML (AP-CML).

VII. Clinical Trials: Asciminib (Scemblix) was evaluated in two open-label clinical trials, one for each
FDA-approved indication, a Phase 3 randomized trial (ASCEMBL) and a Phase 1, single-arm trial
(X2101).

e Phase 3: Arandomized (2:1), open-label trial of asciminib (Scemblix) (40 mg BID)
versus bosutinib (Bosulif) (500 mg QD) as active comparator. This trial was designed
for the treatment of CP-CML in adult patients (N=233) refractory to > 2 TKls or A
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intolerance to the most recent TKI therapy. The rate of major molecular response
(MMR) at week 24 was the primary endpoint along with MMR and rate of complete
cytogenic response (CCyR) at 96 weeks, as key secondary endpoints. Known T315I
mutations were excluded. At Week 24, the MMR rate was 25.5% for patients
receiving asciminib (Scemblix) and 13.2% for those receiving bosutinib (Bosulif). The
between-arm common treatment difference was 12.2% (95% Cl: 2.19, 22.30;
p=0.029). Additionally, asciminib arm reported a deep molecular response
(MMRA4.5; BCR-ABL1 < 0.0032%) in 10.8% (n=17) versus 5.3% (n=4) for those in
bosutinib (Bosulif) arm.

e Phase 1: A single-arm dose exploration trial (N= 150), which was expanded for
assessing asciminib (Scemblix) in Ph+ CP-CML patients (n=52) with T315I mutation.
Majority of patients were refractory to > 2 prior TKI therapies, however patients
with T315] mutation were enrolled if refractory to one prior TKI. Although the
primary endpoint was determination of maximum tolerated dose of asciminib
(Scemblix), MMR was used as an objective measure of efficacy. At week 24, four out
of 17 evaluable patients (24%) in the T315I+ CML cohort, who did not have MMR at
baseline, achieved MMR (BCR-ABL <0.1%).

VIIl.  Asciminib (Scemblix) received accelerated FDA-approval as a third-line treatment for Ph+ CP-
CML, refractory to two or more TKI therapies, and a full FDA-approval for treatment of CP-CML
with T315] mutation. Continued approval in the third-line treatment setting remains contingent
upon verification of clinical benefits in confirmatory trials.

IX.  The safety data of asciminib (Scemblix) was based on all participants exposed to therapy. The
most common adverse events (AE) included: Phase 1 trial: fatigue, increased lipase,
thrombocytopenia, and hypertension. Phase 3 trial: 89.7% of patients in the asciminib arm and
96.1% of patients in the bosutinib arm experienced an AE with most common AE: diarrhea,
increased ALT, and AST. Participants in the asciminib (Scemblix) arm reported significantly
higher neutropenia (21.8% versus 21.1%) and thrombocytopenia (28.8% versus 18.4%)
compared to bosutinib (Bosulif). During the Phase 3 clinical trial, asciminib (Scemblix) led to 36%
dose reductions and 52% therapy interruptions, majority due to AE.

X.  Asciminib (Scemblix) has not been compared with ponatinib (Iclusig) in head-to-head clinical
trials. The majority of the safety and efficacy data for the use of TKls in the setting of T315+ CP-
CML are rooted in the previous clinical trials and established real-world efficacy and safety data
of ponatinib (Iclusig). Additionally, omacetaxine (Synribo), a protein synthesis inhibitor, is
indicated for the treatment of CP-CML with T315I mutation. Prescribing information for
ponatinib (Iclusig) includes warnings and precautions related to cardiovascular toxicities, hepatic
impairment, pancreatitis, hypertension, neuropathy, among others. It should be noted that
proposed benefit of asciminib (Scemblix) over ponatinib (Iclusig) may be based on purported
safety profile and lack of severe adverse events in the clinical trial population. The real-world
long-term safety of asciminib (Scemblix) remains unknown. Weighing the safety, efficacy, cost,
and clinical experience, ponatinib (lclusig) may be considered an appropriate high-value
treatment option in this space. Coverage of asciminib (Scemblix) in ponatinib-naive population
may be considered based on medical necessity (e.g., history of cardiovascular disorders, un-
controlled hypertension etc.).
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Investigational or Not Medically Necessary Uses

I. There are several clinical trials underway for assessing efficacy of asciminib (Scemblix) in the first-
line treatment setting for CML as well as in combination with other TKls. Trials have not been
completed, and safety and efficacy in this setting and/or as a combination therapy remain
unknown.

Il.  Asciminib (Scemblix) has not been FDA-approved, or sufficiently studied for safety and efficacy for
the treatment of other conditions or settings, including CML in accelerated phase (AP-CML) or
blast phase (BP-CML).

* The Moda Split Fill program is a physician-centric, patient engagement program intended to provide enhanced patient and
physician support while accomplishing the goals of minimizing waste and avoiding incremental healthcare costs due to
medication intolerance and unexpected change or termination of therapy regimen. Under the Split Fill program, the identified
medications are programmed for fills of up to a 14 or 15-day supply for the duration of the first three months (86 or 90 days) of
therapy. This program affords additional interactions with a specialty pharmacist, allowing more frequent assessments of side
effects and barriers to adherence. Each fill is administered at half of the member cost-share, thereby reducing the economic
burden if they must discontinue therapy mid-month.
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U asfotase alfa (Strensiq™)
iform
UMP POLICY

s ArrayRx

J

Policy Type: PA Pharmacy Coverage Policy: UMP006

Description
Asfotase alfa (Strensig™) is a tissue nonspecific alkaline phosphatase fusion protein considered a form of enzyme
replacement therapy.

Length of Authorization

e Initial: Six months
e Renewal: 12 months

Quantity Limits

Product Name Dosage Form Indication Quantity Limit
18mg/0.45mL vial infantil diatri 24 vials/28 days
asfotase alfa 28mg/ 0.7mL infantile, pediatric, or 24 vials/ 28 days

. - juvenile onset -
(Strensiq) 40mg/ 1 mL vial hypophosphatasia 24 vials/ 28 days

80mg/ 0.8 mL vial 24 vials/ 28 days
*See appendix A for dose recommendations

Initial Evaluation

l. Asfotase alfa (Strensiq) may be considered medically necessary when the following criteria below are met:
A. Diagnosis is made by, or in consultation with, a geneticist, metabolic specialist, endocrinologist, or
bone and mineral specialist; AND
B. Adiagnosis of perinatal/infantile-onset and juvenile-onset hypophosphatasia (HPP) when the
following are met:
1. Documented tissue-non-specified alkaline phosphatase (TNSALP) gene mutation status;
OR
2. Documented serum alkaline phosphatase (ALP) level below the age and gender-adjusted
normal range; AND
i Elevated TNSALP substrate levels as determined by age and gender specific
reference range of one of the following:
a. Plasma pyridoxal-5’-phosphate (PLP); OR
b. Urine concentration of phosphoethanolamine (PEA); OR
c. Urinary inorganic pyrophosphate level (PPi); AND
3. Onset of perinatal/infantile or juvenile-onset HPP occurring prior to the age of 18, as
documented by signs and/or symptoms (e.g., respiratory insufficiency, vitamin B6
responsive seizures, failure to thrive, delayed walking, waddling gait, dental abnormalities,
low trauma fracture, etc.); OR
i. Radiographic evidence supporting the diagnosis of HPP prior to the age of 18 (e.g.
craniosynostosis, infantile rickets, non-traumatic fracture); AND
ii. Provider attestation member will be monitored for ectopic calcification
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Il Asfotase alfa (Strensiq) is considered not medically necessary when criteria above are not met and/or
when used for:
A. Adult-onset HPP
B. Odontohypophosphatasia
C. Pseudophypophosphatasia
D. Other forms or causes of osteomalacia: X-linked hypophosphatemia, low bone mass, inappropriate
treatment with bisphosphonates, osteoporosis

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health plan; AND

Il Member is not continuing therapy based off being established on therapy through samples, manufacturer
coupons, or otherwise. Initial policy criteria must be met for the member to qualify for renewal evaluation
through this health plan; AND

Il Diagnosis is made by, or in consultation with, a geneticist, metabolic specialist, endocrinologist, or bone
and mineral specialist; AND

V. A diagnosis of perinatal/infantile-onset and juvenile-onset hypophosphatasia (HPP); AND

V. Documentation of a positive response to therapy with asfotase alfa, which includes improvement and/or

stabilization in the clinical signs and symptoms of hypophosphatasia (e.g. improvement in ALP/PLP/PEA/PPi

levels, improvement in respiratory function/breathing, weight gain, improvement in milestones, absence
of new fractures/reduction in fracture occurrence, radiographic evidence of improvement, etc).

Supporting Evidence

I Perinatal/infantile and juvenile-onset HPP are the pediatric variants of hypophosphatasia, which is a rare
genetic disorder that impairs bone metabolism. HPP is associated with a high mortality rate, with survival
rate estimated at less than 50% by one year of age in infancy due to rachitic deformities developed by six
months of age; the diagnosis is lethal in the perinatal setting. Juvenile HPP is associated with premature
loss of deciduous teeth, delayed walking, and waddling gait. Due to the risk of fractures, bone deformities
and failure to thrive, there is risk for abnormal growth and development in pediatric patients diagnosed
with perinatal/infantile or juvenile-onset HPP.

e Approval by the FDA was based on three pivotal trials (ENB-002-08/ENB-003-08, ENB-010-
10, and ENB-006-09/ENB-008-10) conducted in 13 pediatric patients (five subjects with
perinatal/infantile-onset HPP; eight subjects with juvenile-onset HPP).

i. A Kaplan-Meier analysis of pooled overall survival data (n=68) was compared with a
natural history group (n=48). This analysis showed an overall survival rate of 91%
(n=68) of treated subjects when compared with 27% (n=48) of the historical control
group.

ii. Inthe juvenile-onset population, efficacy was assessed based on the Tinetti
Modified Performance Oriented Mobility Assessment — Gait (MPOMA-G) scale. It
was agreed by the FDA that change in gait is considered a surrogate marker and is
not interpreted as an improvement in clinical outcomes. Radiographic analysis
showed improvement in all subjects with treatment; however, using change in

rickets severity and assessed by the Radiographic Global Impression of Change (RGI-

C) scale, when compared to control group.
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e HPPis a broadly expressed disorder ranging from death to arthropathy without bone
disease. Prognosis is largely based on skeletal complications, with the most severe disease
affecting patients with perinatal/infantile or juvenile-onset of HPP.

e Adult-onset hypophosphatasia is characterized by poor healing, bone pain, recurrent
fracture, and increased incidence of pyrophosphate arthropathy and chondrocalcinosis. As
onset presents during middle-age, the benefit of enzyme replacement in the adult
population is unknown.

e The presence of a defective TNSALP allele without sign or symptoms of dental or arthritic
complications helps determine the patient is a carrier only.

e As ectopic calcification has been reported, monitoring for ectopic calcification by means of
ophthalmic examination and renal ultrasound is recommended by label at baseline and
periodically throughout treatment.

Investigational or Not Medically Necessary Uses

I. Adult-onset HPP

A. Asfotase alfa (Strensiq) is FDA-indicated for the treatment of members with perinatal/infantile- and
juvenile-onset HPP; these populations are known to have the most severe disease and the benefit
of enzyme replacement therapy is supported by data.

B. There are limited to no research studies to support the efficacy of asfotase alfa (Strensiq) in the
setting of adult-onset HPP without history of infantile and/or juvenile onset HPP. Evidence is
currently limited to case-reports only.

C. Adult-onset HPP treatment is currently limited to supportive therapy.

II. Odontohypophosphatasia

A. Odontohypophosphatasia, expressed in dental complications alone, is the mildest and most
prevalent form of hypophosphatasia. This diagnosis is typically associated with otherwise normal
and/or good health condition.

lll. Pseudohypophosphatasia

A. Resembles infantile hypophosphatasia, however, without low serum alkaline phosphatase. Use of
age-dependent reference range is important to differentiate between infantile-onset and
pseudohypophosphatasia, or simply a transient elevation in TNSALP substrate.

B. Causes of pseudohypophosphatasia can include, but are not limited to: cardiac bypass surgery,
Celiac disease, Cushing syndrome, hypothyroidism, multiple myeloma, starvation, certain vitamin
or mineral deficiencies or intoxications, or improperly collected blood sampling.

IV. Other forms or causes of osteomalacia: X-linked hypophosphatemia, low bone mass, inappropriate
treatment with bisphosphonates, osteoporosis.

Appendix

Weight-Based Dosing for Administration of 2 mg/kg three times per week

BodyWeight (kg) Dosetolnject |  Volumetolnject | Vial Configuration | Number ofVials per 28 days |
3 6 mg 0.15mL 18mg/0.45mL 12
4 8 mg 0.2 mL 18mg/0.45mL 12
5 10 mg 0.25 mL 18mg/0.45mL 12
6 12 mg 0.3 mL 18mg/0.45mL 12
7 14 mg 0.35 mL 18mg/0.45mL 12
8 16 mg 0.4 mL 18mg/0.45mL 12
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9 18 mg 0.45 mL 18mg/0.45mL 12
10 20 mg 0.5 mL 28mg/0.7kmL 12
15 30 mg 0.75mL 40mg/mL 12
20 40 mg 1mL 40mg/mL 12
25 50 mg 1.25mL Two 28mg/0.7mL 24
30 60 mg 1.5 mL Two 40mg/mL 24
35 70 mg 1.75mL Two 40mg/mL 24
40 80 mg 0.8 mL 80mg/0.8mL 12
50 100 mg 1mL Two 80mg/0.8mL 24
60 120 mg 1.2 mL Two 80mg/0.8mL 24
70 140 mg 1.4 mL Two 80mg/0.8mL 24
80 160 mg 1.6 mL Two 80mg/0.8mL 24

Weight-Based Dosing for Administration of 1 mg/kg six times per week

BodyWeight(kg) Dose to Inject Volumeto Inject | Vial Configuration | Number of Vials per 28 days |
3 3 mg 0.08 mL 18mg/0.45mL 24
4 4 mg 0.1 mL 18mg/0.45mL 24
5 5 mg 0.13 mL 18mg/0.45mL 24
6 6 mg 0.15mL 18mg/0.45mL 24
7 7mg 0.18 mL 18mg/0.45mL 24
8 8 mg 0.2 mL 18mg/0.45mL 24
9 9mg 0.23 mL 18mg/0.45mL 24
10 10 mg 0.25 mL 18mg/0.45mL 24
15 15 mg 0.38 mL 18mg/0.45mL 24
20 20 mg 5mL 28mg/0.7mL 24
25 25 mg 1.63 mL 28mg/0.7mL 24
30 30 mg 0.75mL 40mg/mL 24
35 35 mg 0.88 mL 40mg/mL 24
40 40 mg 1mL 40mg/mL 24
50 50 mg 0.5 mL 80mg/0.8mL 24
60 60 mg 1.6 mL 80mg/0.8mL 24
70 70 mg 0.7 mL 80mg/0.8mL 24
80 80 mg 0.8 mL 80mg/0.8mL 24
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Policy Implementation/Update:

Action and Summary of Changes Date

Updated the age of onset of symptoms from 12 years of age to 18 years of age. Updated renewal criteria to be
limited to requirements around being prescribed by a specialist, confirmation of indication, and documented 12/2020
improvements in signs/symptoms rather than repetition of all initial criteria.

Transfer to policy format. Added NMC and Supportive Evidence sections. Addition of criterion for appropriate
diagnosis, as is recommended by compendia and medical literature. Addition of requirement of diagnosis by a
specialist: diagnosis requires assessment of multiple laboratory levels, and combined/compared with clinical

09/2019
presentation. Potential for differential diagnosis is high. Change to initial approval of six months and renewal at /
12 months from 3 month initial approval and 6 month renewal. As the overall benefit of Strensiq is seen over the
course of pediatric development, a longer renewal period was implemented.
Previous reviews 8/2017
Policy created 11/2015
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avacopan (Tavneos™)
UMP POLICY

Uniform

@2 ArrayRx

Policy Type: PA/SP Pharmacy Coverage Policy: UMP237

Description
Avacopan (Tavneos) is a complement C5a receptor antagonist for the treatment of antineutrophil
cytoplasmic autoantibody (ANCA)-associated vasculitis (AAV).

Length of Authorization
e |nitial: Six months
e Renewal: 12 months

Quantity Limits

Product Name Dosage Form Indication Quantity Limit
Antineutrophil cytoplasmic
avacopan i
10 mg capsules autoantibody (ANCA)- 180 capsules/30 days
(Tavneos) . o
associated vasculitis

Initial Evaluation

I.  Avacopan (Tavneos) may be considered medically necessary when the following criteria are met:
A. Member is 12 years of age or older; AND
B. Medication is prescribed by, or in consultation with, a nephrologist, rheumatologist,
pulmonologist, or a specialist in the treatment of vasculitis associated disorders; AND
C. A diagnosis of antineutrophil cytoplasmic autoantibody (ANCA)-associated vasculitis
(AAV) when the following are met:
1. Diagnosis is classified as granulomatosis with polyangiitis (GPA) or microscopic
polyangiitis (MPA); AND
2. Presence of organ-threatening manifestations (e.g., severe and progressive kidney
involvement, severe lung or nervous system involvement); AND
3. Treatment with high dose glucocorticoids in combination with standard of care
agents (e.g., cyclophosphamide, rituximab) has been ineffective, contraindicated,
or not tolerated; AND
4. INDUCTION: Medication will be used in combination with cyclophosphamide or
rituximab (e.g., Rituxan, Ruxience); AND
5. MAINTENANCE: Medication will NOT be used in combination with rituximab (e.g.,
Rituxan, Ruxience)

1. Avacopan (Tavneos) is considered investigational when used for all other conditions, including
but not limited to:
A. MPA or GPA in patients less than 12 years of age
B. Eosinophilic granulomatosis with polyangiitis (Churg-Strauss)

C. Systemic lupus erythematosus A
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D. IgA vasculitis
E. Rheumatoid vasculitis

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health

plan or has been established on therapy from a previous health plan; AND

1. Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND

Il. For maintenance treatment, medication will NOT be used in combination with rituximab (e.g.,
Rituxan, Ruxience); AND

V. Member has exhibited improvement or stability of disease symptoms (e.g., achievement of
long-standing remission, decrease in rates of relapse); OR

V. Medication will be used for induction treatment in combination with cyclophosphamide or
rituximab (e.g., Rituxan, Ruxience)

Supporting Evidence

l. ANCA-associated vasculitis (AAV) are a group of rare autoimmune disorders characterized by
inflammation and destruction of small to medium-sized blood vessels and presence of
circulating ANCA. Specific subtypes include GPA, MPA, renal-limited vasculitis, and eosinophilic
granulomatosis with polyangiitis (EGPA). The presentation of AAV is highly variable and
spectrum of disease may range from relatively mild and localized to the upper respiratory tract
to life-threatening involvement of multiple organ systems. If left untreated AAV is a fatal
disorder, with the main cause of death due to respiratory or renal failure.

II.  Assessment of AAV requires expert guidance to differentiate activity from damage or infection
and to consider differential diagnoses. Patients may require interventions by multiple different
specialists depending on organ involvement and disease severity and may require services such
as immunological monitoring, specialized radiography, assessment of eye involvement, and
renal transplantation. The 2015 European League Against Rheumatism (EULAR) clinical
guidelines recommend that all AAV patients should be managed in close collaboration with, or
at, centers of expertise (Grade of recommendation: C).

lll.  The diagnosis of GPA or MPA is suspected in patients presenting with constitutional symptoms
(e.g., fever, weight loss, arthralgias) with clinical evidence of renal or respiratory tract
involvement. Testing for ANCA should be performed using assays for proteins within neutrophils
called proteinase 3 (PR3) and myeloperoxidase (MPO). Approximately 82 to 94 percent of
patients with either GPA or MPA have a positive ANCA, depending on severity of disease. GPA is
primarily associated with PR3-ANCA (65 to 75 percent of cases), while MPA is primarily
associated with MPO-ANCA (55 to 65 percent of cases). A negative assay does not exclude the
diagnosis of GPA or MPA and ANCA status may change over time. Tissue biopsies should be
considered in cases of suspected AAV to confirm diagnosis. Tissue biopsy is particularly
important in patients who are ANCA-negative or in whom there is a degree of diagnostic
uncertainty. A negative or “nondiagnostic” biopsy does not exclude a diagnosis of AAV as
diagnostic sensitivities vary depending on the organ biopsied. A
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V. Disease severity is characterized as either organ or life threatening or non-organ threatening.
Examples of non-organ threatening disease include skin involvement without ulceration,
myositis, nasal, and paranasal disease without bony involvement or cartilage collapse. For non-
organ threatening disease treatment with methotrexate or mycophenolate is preferred. For
organ or life threatening disease, treatment with cyclophosphamide or rituximab is indicated.

V.  Treatment of patients with AAV is comprised of two phases: induction and maintenance.
Induction treatment typically lasts for three-to-six months with the goal of establishing
remission. For some induction may extend for longer than 6 months, however this is not
common. The optimal duration of maintenance is unknown. Therapy for induction and
maintenance is chosen based on the severity of disease. The 2015 EULAR clinical guidelines
recommend induction treatment based on severity of the disease:

Induction/relapse

e New onset organ-threatening or life threatening AAV — combination of high-dose
glucocorticoids and either cyclophosphamide OR rituximab (Grade of
recommendation: A)

e Non-organ threatening AAV — combination of high-dose glucocorticoids and either
methotrexate or mycophenolate mofetil (Grade of recommendation: B for
methotrexate, C for mycophenolate mofetil)

Maintenance: Combination of low-dose glucocorticoids initially and either azathioprine,
rituximab, methotrexate or mycophenolate mofetil for at least 24 months following sustained
remission (Grade of recommendation: A)

VI. Avacopan (Tavneos) was studied in one 52-week, randomized, double-blind, double-dummy,
Phase 3 clinical trial in 331 patients with newly diagnosed or relapsed GPA or MPA, in whom
treatment with cyclophosphamide or rituximab was indicated. Enrolled patients were 12 years
of age or older, with median patient age of 61 years. Avacopan (Tavneos) was studied at an oral
dose of 30 mg twice daily against oral prednisone taper over a 21-week period (6 Omg, 45 mg for
patients <55 kg and 30 mg for patients <37 kg per day starting dose). All patients received
cyclophosphamide followed by azathioprine (or mycophenolate mofetil) or rituximab. Patients
were allowed to receive glucocorticoid rescue therapy and to continue glucocorticoids for non-
vasculitis reasons. The primary efficacy outcomes were clinical remission at week 26 and
sustained remission at week 52 and no receipt of glucocorticoids for 4 weeks before evaluation
of efficacy endpoints.

Primary Endpoints | Avacopa | Predniso Difference
n (n=166) ne (95% CI)
(n=164)

120 (72.3) | 115 (70.1) | 3.4 (-6.0-12.8) Noninferiority:
p<0.001
Superiority: p=0.24
109 (65.7) | 90 (54.9) 12.5 (2.6-22.3) Noninferiority:

Remission at wk 26, no
%

Sustained remission at p<0.001
wk 52, no % Superiority:
p=0.007
VIl.  Safety profile of avacopan (Tavneos) is still developing and is limited to a small population, 166

patients who received at least one dose of avacopan (Tavneos) and 134 who received it for
more than six months. Overall a similar proportion of patients in both treatment arms
experienced adverse events (AEs), including serious adverse events (SAEs) and AEs leading to
discontinuation. SAEs occurred in 42.2% vs 45.1% of the avacopan (Tavneos) and prednisone
arms, respectively. Common SAEs included ANCA-positive vasculitis, 7.2% vs 12.2%; pneumonia,
4.8% vs 3.7%; GPA, 3% vs 0.6%; acute kidney injury 1.2% vs 0.6%; and urinary tract infection
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1.8% vs 1.2% in the avacopan (Tavneos) and prednisone arms, respectively. There were more
patients in the avacopan (Tavneos) group than in the prednisone group that experienced SAEs of
abnormality on liver-function testing, 5.4% vs 3.7%, respectively. More patients experienced AEs
related to glucocorticoids in the prednisone group than in the avacopan (Tavneos) group, 80.5%
Vs 66.3%, respectively.

VIIl.  The place in therapy for avacopan’s (Tavneos) is evolving; however, it is currently limited by
evidence gathered from one Phase 3 clinical trial with a small safety database. High dose
glucocorticoids have a known safety profile and remain highly effective when used in
combination with the standard of care (e.g., cyclophosphamide, rituximab) to induce remission.
This coupled with absence of significant differences in the observed adverse events seen in
patients treated with avacopan (Tavneos), makes high dose glucocorticoids an appropriate first-
line treatment option. Though there were fewer steroid related adverse events noted in the
avacopan (Tavneos) arm during the pivotal clinical trial, the majority of adverse events expected
with a prednisone taper when starting with a high dose are predictable, manageable, and
transient. At this time, insight to the safety profile and cost-effectiveness of glucocorticoids are
favorable to avacopan (Tavneos).

IX. Maintenance therapy is initiated after successful induction of remission. Avacopan (Tavneos)
has not been studied in combination with rituximab as maintenance therapy. Further studies are
needed to establish safety and efficacy of this combination therapy. At this time it is unknown
whether efficacy may be additive if these therapies are used in combination, and safety of this
combination is unknown.

Investigational or Not Medically Necessary Uses

I. Avacopan (Tavneos) has not been FDA-approved, or sufficiently studied for safety and efficacy for
the conditions or settings listed below:
A. MPA or GPA in patients less than 12 years of age

B. Eosinophilic granulomatosis with polyangiitis (Churg-Strauss)
C. Systemic lupus erythematosus
D. IgA vasculitis
E. Rheumatoid vasculitis
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Policy Implementation/Update:

Action and Summary of Changes Date

Added criteria in the renewal section which ensures medication will not be used in combination with
rituximab for maintenance and if used for induction treatment, medication will be used in combination 01/2022
with cyclophosphamide or rituximab and does not require attestation of achieved remission.
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avapritinib (Ayvakit™)

UMP POLICY

e ArrayRx

J

Policy Type: PA/SP

Split Fill Management*

Description

Pharmacy Coverage Policy: UMP181

Avapritinib (Ayvakit) is an orally administered tyrosine kinase inhibitor that acts on platelet-derived
growth factor receptor alpha (PDGFRA) and v-kit Hardy Zukerman 4 feline sarcoma viral oncogene
homolog (KIT) mutants.

Length of Authorization

e N/A

Quantity Limits

Product Name

Indication

Dosage Form

Quantity Limit

avapritinib
(Ayvakit)

Unresectable or metastatic

Gastrointestinal Stromal Tumor with a

PDGFRA exon 18 mutation

300 mg tablets

200 mg tablets

100 mg tablets

Advanced Systemic Mastocytosis, 30 tablets/30 days
including aggressive systemic 50 mg tablets
mastocytosis, systemic mastocytosis
with an associated hematological 25 mg tablets
neoplasm and mast cell leukemia
Indolent Systemic Mastocytosis 25 mg tablets 30 tablets/30 days

Initial Evaluation

I.  Avapritinib (Ayvakit) is considered investigational when used for all conditions, including but not
limited to gastrointestinal stromal tumor (GIST), advanced systemic mastocytosis (AdvSM) [e.g.,
aggressive systemic mastocytosis (ASM), systemic mastocytosis with an associated hematological
neoplasm (SM-AHN), mast cell leukemia (MCL)], and indolent systemic mastocytosis (ISM).

Renewal Evaluation

l. N/A
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Supporting Evidence

I.  Avapritinib (Ayvakit) is FDA-approved for the treatment of adults with unresectable or
metastatic GIST harboring a platelet-derived growth factor receptor alpha (PDGFRA) exon 18
mutation, including PDGFRA D842V mutations, adult patients with advanced systemic
mastocytosis (AdvSM), including patients with aggressive systemic mastocytosis (ASM), systemic
mastocytosis with an associated hematological neoplasm (SM-AHN), and mast cell leukemia
(MCL), and adults with indolent systemic mastocytosis (ISM) whose symptoms are not
adequately controlled by best supportive care (BSC).

II.  Avapritinib (Ayvakit) has not been evaluated in patients under the age of 18; therefore, its safety
and efficacy in the pediatric population is unknown.

Il. Avapritinib (Ayvakit) has not been sufficiently evaluated for safety and/or efficacy in
combination with any other oncolytic medication. Avapritinib (Ayvakit) has been studied when
used in combination with BSC therapies (e.g., antihistamines, cromolyn, anti-IgE antibody,
leukotriene receptor antagonists, corticosteroids, etc.) in patients with systemic mastocytosis.

V. Due to the complex nature of treating any of the diagnoses listed above, treatment with
avapritinib (Ayvakit) should be prescribed by, or in consultation with, an oncologist. When being
requested for systemic mastocytosis, treatment may be prescribed by, an oncologist, allergist,
immunologist gastroenterologist, or dermatologist.

V.  Gastrointestinal Stromal Tumors (GIST)

a. The National Comprehensive Cancer Network (NCCN) and European Society for Medical
Oncology guidelines state most PDGFRA mutations respond to imatinib (Gleevec), with
the exception of PDGFRA D842V mutants, which do not respond to current TKI therapies
[e.g. imatinib (Gleevec), sunitinib (Sutent), regorafenib (Stivarga)]. Avapritinib (Ayvakit)
carries a category 2A recommendation as a preferred first line regimen for patients with
unresectable, progressive, or metastatic GIST with a PDGFRA exon 18 mutations that are
insensitive to imatinib (including PDGFRA D842V). Avapritinib (Ayvakit) is also listed
under “useful in certain circumstances” as an additional treatment option after
progression on approved therapies.

b. GIST tumors have the following mutation prevalence: 75%-80% are KIT mutated, 5%-
10% are PDGFRA mutated, and 10%-15% do not express KIT or PDGFRA. PDGFRA D842V
mutants make up 60% of all PDGFRA mutations.

c. Inaninternational survey, imatinib (Gleevec) had a median progression free survival
(PFS) of 2.8 months for patients with a D842V substitution and 28.5 months for patients
with other PDGFRA mutations. In 46 months of follow-up, median overall survival was
14.7 months for patients with D842V substitutions and was not reached for patients
with other PDGFRA mutations.

d. Avapritinib (Ayvakit) was FDA-approved off interim analysis of one Phase 1, open-label,
single-arm trial (NAVIGATOR) in 43 patients with unresectable or metastatic GIST that is
PDGFRA positive. Patients included had previously tried and failed one or more previous
TKls. The primary efficacy outcome was overall response rate (ORR), and at interim
analysis, it was 84% (95% Cl 69, 93), and 89% (95% Cl 75, 97) for the PDGFRA exon 18
group, and PDGFRA D842V group, respectively. Secondary outcomes included duration
of response (DOR), and PFS, which were only reported for the PDGFRA D842V group.
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DOR was 27.6 months (95% Cl 14.3, 27.6), and median PFS was 29.5 months (95% Cl not
reported).
1. At trial completion, the ORR in the PDGFRA D842V population (n = 56),
91% (51/56 patients). The DOR was 27.6 months (95% Cl: 17.6 — not
reached [NR]); the median PFS was 34.0 months (95% Cl: 22.9 — NR);
median OS was not reached.

e. Single-arm, open-label clinical trials may provide indicators of primary efficacy.
However, data from these trials are insufficient to determine causal relationship
between drug use and patient outcomes and may not be clinically meaningful to make
healthcare decisions. Additionally, the primary endpoint, ORR, despite being considered
an optimal marker for a single-arm study design, is not a strong surrogate marker.
Overall Response Rate (ORR) is not a direct measure of benefit and cannot be used as a
comprehensive measure of drug activity.

f. The quality of the current evidence for avapritinib (Ayvakit) is considered low. The
primary outcome, ORR, has not yet been correlated to clinically meaningful outcomes
such as overall survival or quality of life parameters in GIST. The PFS result has unknown
value due to the small sample size as well as the single arm, open-label design, and the
medications significant safety profile. There is a lack of evidence indicated that
avapritinib (Ayvakit) would provide a net health benefit for members.

g. Clinical trials initially started avapritinib (Ayvakit) at 400 mg daily but reduced the dose
to 300 mg due to toxicity. Of the patients receiving 400 mg and 300 mg, 97% and 72%
experienced AEs of grade >3 severity, respectively. There was no noted difference in
efficacy between the 400 mg and 300 mg doses.

h. Avapritinib (Ayvakit) showed a 49% dose reduction rate, a 57% dose interruption rate,
and a 22% permanent discontinuation rate due to intolerable adverse events.

i. Avapritinib (Ayvakit) has notable serious side effects for anemia (9%), abdominal pain
(3%), pleural effusion (3%), sepsis (3%), gastrointestinal hemorrhage (2%), vomiting
(2%), acute kidney injury (2%), pneumonia (1%), and tumor hemorrhage (1%). Almost all
patients experienced one AE (99%), with the most common AEs (>20%) being: edema,
nausea, fatigue, cognitive impairment, vomiting, decreased appetite, diarrhea,
increased lacrimation, abdominal pain, constipation, rash, dizziness, and hair color
changes. There are no specific contraindications to using avapritinib (Ayvakit); however,
warnings and precautions include: intracranial hemorrhage, central nervous system
effects (e.g., cognitive impairment, dizziness, sleep disorders), and embryo-fetal toxicity.

j. The VOYAGER trial was a randomized, open-label, phase 3 clinical trial evaluating PFS,
ORR, and OS of avapritinib (Ayvakit) against regorafenib (Stivarga) in patients with
locally advanced unresectable or metastatic GIST. There was no significant difference in
median PFS between avapritinib and regorafenib in patients with molecularly
unselected, late-line GIST. In May 2020, the FDA issued a complete response
letter stating that it will not approve a new drug application for avapritinib for use in the
treatment of adult patients with unresectable or metastatic fourth-line GIST based on
data from VOYAGER.

VI.  Advanced Systemic Mastocytosis (AdvSM)
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a. Systemic mastocytosis (SM) is a rare, clonal neoplastic proliferation of mast cells driven
by the KITD816V mutation, resulting in uncontrolled proliferation and activation of
abnormal mast cells in various tissues, including skin, bone marrow, gastrointestinal
tract, liver, spleen, and lymph nodes. Advanced systemic mastocytosis (AdvSM)
accounts for approximately 5% of all SM cases and includes the following disease
variants: aggressive systemic mastocytosis (ASM), systemic mastocytosis with an
associated hematologic neoplasm (SM-AHN), and mast cell leukemia (MCL).

b. According to NCCN guidelines for systemic mastocytosis, as of May 2022, treatment
options for AdvSM include cytoreductive therapy, allogenic HCT, and enrollment in
clinical trials. Cytoreductive therapies include avapritinib, midostaurin, cladribine,
imatinib, and peginterferon alfa-2a + prednisone. The guidelines note the following
treatment considerations for AdvSM, all with category 2A recommendations:

1. Preferred regimens: Avapritinib and midostaurin

2. Other recommended regimens: Cladribine for patients that may
require when rapid debulking of disease. Peginterferon alfa-2a, has
a cytostatic mechanism of action and may be more suitable for
patients with slowly progressive disease without the need for rapid
cytoreduction

3. Useful in certain circumstance: Imatinib is FDA-approved for adult
patients with ASM without the KIT D816V mutation (including wild-
type) or with unknown mutational status. Imatinib included as a
treatment option for patients with ASM (for KIT D816V mutation
negative or unknown, WDSM, or if eosinophilia is present with
FIP1L1-PDGFRA fusion gene may also be considered as another
treatment option for patients diagnosed with ASM or SM-ANH.

c. Avapritinib (Ayvakit) was FDA-approved based on the data from one phase 1
(EXPLORER) and a prespecified interim analysis of the phase 2 (PATHFINDER)
multicenter, single-arm, open-label clinical trials. Patients were considered evaluable if
they had a confirmed diagnosis of AdvSM per World Health Organization (WHO) and
met modified international working group-myeloproliferative neoplasms research and
treatment-European competence network on mastocytosis (IWG-MRT-ECNM) criteria at
baseline. There were 48 evaluable patients in the EXPLORER trial and 32 patients in the
PATHFINDER trial at interim analysis. The primary efficacy endpoint in the PATHFINDER
trial was overall response rate (ORR), which was 75%. A favorable ORR was observed in
the EXPLORER trial, which was 75% (95% Cl, 62 — 86). Additional efficacy outcome
measures included duration of response (DOR) and time to response; the median DOR
for all evaluable patients was 38.3 months (95% Cl, 19, not estimable) and time to
response was 2.1 months.

d. A pooled efficacy and safety analysis from the EXPLORER and PATHFINDER trials
compared avapritinib and best available therapy in patients with AdvSM who received
>1 systemic therapy prior to avapritinib. The ORR in n=31 evaluable patients was 71%
(95% ClI: 52 — 86), including 19% with complete remission (CR)/CR with partial recovery
of peripheral blood counts (CRh). Median OS was not reached (median follow-up 17.7
months). Median time to response was 2.3 months, median time to CR/CRh was 7.4
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months. The median duration of response (DOR) was not reached. Median OS was
significantly improved in patients treated with avapritinib (49.0 months [95% Cl, 46.9
months—not estimable] vs. 26.8 months [95% Cl, 18.2—39.7 months]; adjusted HR, 0.48;
95% Cl, 0.29-0.79; P = .004). Data further demonstrated that avapritinib treatment was
associated with improved OS compared to midostaurin (HR, 0.59; 95% Cl, 0.36-0.97; P <
.001) and cladribine (HR, 0.32; 95% Cl, 0.15-0.67; P = .003). OS was also improved in
patients with SM-AHN treated with avapritinib compared to best available therapy. The
efficacy of avapritinib in patients with AdvSM was established irrespective of prior
therapies or S/A/R mutation status.

e. Single-arm, open-label clinical trials may provide indicators of primary efficacy.
However, data from these trials are insufficient to determine causal relationship
between the drug use with patient outcomes and may not be clinically meaningful to
make healthcare decisions. Additionally, the primary endpoint, ORR, despite being
considered an optimal marker for a single-arm study design, is not a strong surrogate
marker. Overall Response Rate (ORR) is not a direct measure of benefit and cannot be
used as a comprehensive measure of drug activity.

f. Based on information from the EXPLORER and PATHFINDER trials, the quality of
evidence is considered low at this time given the single-arm, open-label trial design and
use of surrogate marker as the primary efficacy outcome. At this time, there is no
correlation between ORR and clinically meaningful outcomes of morbidity and mortality
or quality of life parameters. Therefore, the true efficacy of the medication remains
unknown. The medication also has a significant safety profile that is under post-
marketing review by the FDA. There is a lack of evidence indicating that avapritinib
(Ayvakit) would provide a net health benefit for members.

g. Avapritinib (Ayvakit) is associated with notable serious side effects, including anemia
(5%), subdural hematoma (4%), pleural effusion, ascites and pneumonia (3% each),
acute kidney injury, gastrointestinal hemorrhage, intracranial hemorrhage,
encephalopathy, gastric hemorrhage, large intestine perforation, pyrexia, and vomiting
(2% each). Grade 23 cytopenias occurred in up to one-quarter of patients and
facial/periorbital edema (any grade) in one-half (3 percent grade >3 facial/periorbital
edema). No new safety signals were observed during the clinical trials for AdvSM.

h. In patients with AdvSM, a platelet count must be performed prior to initiating therapy
and every 2 weeks first the first 8 weeks of starting therapy. Thrombocytopenia is listed
as a warning/precaution for therapy when used in patients with AdvSM. Avapritinib
(Ayvakit) is not recommended for the treatment of patients with AdvSM with platelet
counts of less than 50 X 10°/L.

i. The FDA has issued a post-marketing requirement to provide additional evaluation of
the safety signals of intracranial hemorrhage and cognitive adverse reactions associated
with avapritinib (Ayvakit), which can only be adequately assessed in clinical trials. This
trial is anticipated to be submitted by 12/2021. The FDA has also issued a second post-
marketing requirement to submit the completed phase 2 PATHFINDER trial data, which
is anticipated to be completed 1/2026.

VII. Non-advanced, indolent systemic mastocytosis (ISM)
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a. Indolent systemic mastocytosis (ISM) is defined as a rare, usually benign, chronic, form
of systemic mastocytosis characterized by an abnormal accumulation of neoplastic mast
cells mainly in the bone marrow, but also in other organs or tissues such as the skin. ISM
accounts for more than 70% of all SM cases in published literature. One of the key
diagnostic determinants that differentiates ISM from other SM subtypes includes
absence of C-findings (are indicative of organ damage produced by mast cell infiltration
via biopdy), no evidence of an associated hematologic neoplasm, low mast cell burden,
and higher prevalence of skin lesions. Patients with ISM have a near-normal life
expectancy, and ISM carries a low risk of progression with < 3% of patients progressing
to a more severe form of systemic mastocytosis. The most common cause of death is
disability or anaphylaxis.

b. Avapritinib (Ayvakit) is the first FDA-approved therapy for ISM. Approval was based on
data from the randomized, double-blind, placebo-controlled part of the PIONEER trial,
141 patients received avapritinib (Ayvakit) 25 mg once daily + best supportive care (BSC)
and 71 patients received placebo + BSC. The study included adults with an indolent SM
diagnosis confirmed by central pathology review, and moderate-to-severe symptom
burden despite an optimized regimen of BSC, which may include antihistamines,
cromolyn, anti-IgE antibody, leukotriene receptor antagonists, corticosteroids, etc. All
patients were able to continue symptom-directed therapy throughout the trial and,
following completion of the 24-week treatment period, had the option to receive
avapritinib (Ayvakit) in an open-label extension study (HARBOR trial). The primary
endpoint was the change in patient-reported disease symptoms as assessed by the ISM
Symptom Assessment Form (ISM-SAF) total symptom score (TSS) Key secondary
endpoints include mean change in individual symptom scores of ISM-SAF, change in
most severe symptom score, Qol, and several biomarkers of mast cell burden.
Avapritinib (Ayvakit) achieved a statistically significant improvement in TSS compared to
placebo at 24 weeks (p=0.003) and demonstrated statistically significant differences all
key secondary endpoints, observed with improvements in severe symptoms and across
all symptoms measured by the ISM-SAF that deepened over time.

c. The most common treatment-related AEs were headache (8 %), nausea (6%), peripheral
edema (6%), periorbital edema (6%), and dizziness (3%). Across treatment arms, most
adverse events were mild to moderate in severity, and treatment-related AEs leading to
discontinuations were low for both arms (< 2% each). No new safety signals were
observed during the clinical trials for ISM.

d. Data from this trial are insufficient to determine causal relationship between the drug
use with patient outcomes and may not be clinically meaningful to make healthcare
decisions. It is unclear whether avapritinib (Ayvakit) provides a clinically meaningful
improvement in a condition that is already indolent. Furthermore, the NCCN guideline
acknowledges that the IWG-MRT-ECNM response criteria were developed mainly for
use in clinical trials and may not be widely used in clinical practice. There is a lack of
evidence indicating that avapritinib (Ayvakit) would provide a net health benefit for
members with an already indolent form of SM.

e. The NCCN guidelines recommend observation or treating mast cell activation symptoms
with best supportive care in patients with symptomatic ISM. The guidelines do not have
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any pharmacotherapies listed in their treatment algorithm for ISM nor have avapritinib
(Ayvakit) noted as a potential therapy option for ISM. Furthermore, the NCCN guidelines
encourages enrollment in well-designed clinical trials investigating novel therapeutic
strategies regardless of SM type. As of May 2023, an expanded access program (EAP)
(NCT04714086) for avapritinib for patients with ISM is available, which may provide
access to therapy in lieu of clinical trial enrollment.

Investigational or Not Medically Necessary Uses

I. Avapritinib (Ayvakit) has not been FDA-approved, OR sufficiently studied for safety and efficacy for

any condition or setting to date, including those listed below:
A. Gastrointestinal Stromal Tumor (GIST)
Advanced systemic mastocytosis (AdvSM, ASM, SM-ANH, MCL)
Non-advanced, indolent systemic mastocytosis (ISM)
Non-advance, smoldering systemic mastocytosis (SMM)
Soft tissue sarcoma
Solid tumors with or without CKIT or PDGFRA mutations
Acute myeloid leukemia (AML) with or without CKIT or PDGFRA mutations

O mMmMmoOOw

* The Moda Split Fill program is a physician-centric, patient engagement program intended to provide enhanced patient and
physician support while accomplishing the goals of minimizing waste and avoiding incremental healthcare costs due to
medication intolerance and unexpected change or termination of therapy regimen. Under the Split Fill program, the identified
medications are programmed for fills of up to a 14 or 15-day supply for the duration of the first three months (86 or 90 days) of
therapy. This program affords additional interactions with a specialty pharmacist, allowing more frequent assessments of side
effects and barriers to adherence. Each fill is administered at half of the member cost-share, thereby reducing the economic
burden if they must discontinue therapy mid-month.
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Related Policies

Policies listed below may be related to the current policy. Related policies are identified based on similar

indications, similar mechanisms of action, and/or if a drug in this policy is also referenced in the related policy.

Policy Name Disease state

regorafenib (Stivarga) Gastrointestinal Stromal Tumors (GIST)
dasatinib (Sprycel) Gastrointestinal Stromal Tumors (GIST)
ripretinib (Qinlock) Gastrointestinal Stromal Tumors (GIST)
sunitinib (Sutent) Gastrointestinal stromal tumors (GIST)

Gastrointestinal stromal tumors (GIST)

imatinib (Gleevec . . . .
( ) Systemic mast cell disease (systemic mastocytosis)

midostaurin (Rydapt)

Systemic mast cell disease (aggressive systemic mastocytosis, systemic
mastocytosis with hematological neoplasm, mast cell leukemia)

omalizumab (Xolair) Systemic mastocytosis

Policy Implementation/Update

Action and Summary of Changes Date
Added new indication of indolent systemic mastocytosis (ISM). Updated supporting evidence, E/I section, 05/2023
references for all indications. Added solid tumors and AML to E/I section. Added related policies section.

Addition of new indication advanced systemic mastocytosis (AdvSM) and updated trial information for 10/2021
gastrointestinal stromal tumors (GIST)

Policy created 05/2020
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axitinib (Inlyta®)
UMP POLICY

Uniform

s ArrayRx

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMPOQ7
Split Fill Management*

Description
Axitinib (Inlyta) is an orally administered tyrosine kinase inhibitor, including vascular endothelial growth
factor receptors (VEGFR) that are responsible for tumor growth, angiogenesis, and disease progression.

Length of Authorization
e |Initial: Three months
e Renewal: 12 months

Quantity limits

Product Name Dosage Form Indication Quantity Limit
o 1 mg tablets ) 240 tablets/30 days
axitinib (Inlyta) Advance renal cell carcinoma
5 mg tablets 120 tablets/30 days

Initial Evaluation

I.  Axitinib (Inlyta) may be considered medically necessary when the following criteria below are
met:
A. Axitinib (Inlyta) is prescribed by, or in consultation with, an oncologist or urologist; AND
B. A diagnosis of Advanced Renal Cell Carcinoma (Relapsed or Stage IV) when the following
are met:
1. Axitinib (Inlyta) will be used as monotherapy; AND
2. Prior treatment with one of the following has been ineffective or not tolerated,
unless ALL are contraindicated.
i. sunitinib (Sutent)
ii. temsirolimus (Torisel)
iii. bevacizumab (Avastin)
iv. pazopanib (Votrient)
v.  sorafenib (Nexavar)
vi.  everolimus (Afinitor); OR
3. Axitinib (Inlyta) will be used in combination with pembrolizumab (Keytruda) as
first-line therapy; OR
4. Axitinib (Inlyta) will be used in combination with avelumab (Bavencio) as first-line
therapy

1. Axitinib (Inlyta) is considered investigational when used for all other conditions, including but not

limited to: A
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A. Non-metastatic Stage I-lll Renal Cell Carcinoma

Renewal Evaluation

I.  Tumor response is documented with stabilization of disease or decrease in size of tumor or
tumor spread; AND
Il.  The member has an absence of unacceptable toxicity from the medication

Supporting Evidence

I.  Axitinib (Inlyta) is indicated for advance renal cell carcinoma (RCC) after failure of one prior
systemic therapy; or as first-line therapy when used in combination with pembrolizumab
(Keytuda); or as first-line therapy when used in combination with avelumab (Bavencio).

II.  The FDA approval of axitinib (Inlyta) in the setting of advanced RCC after failure of one prior
systemic therapy was based on the results of a phase 3 trial (AXIS). In the AXIS trial, the primary
end point was progression free survival in the intention-to-treat population. The median PFS
was 6-7 months with axitinib compared to 4-7 months with sorafenib (hazard ratio 0-665; 95% Cl
0-544-0-812; one-sided p<0-0001).

e Note: Sunitinib (Sutent) is considered the first systemic agent to use for adjuvant
treatment for all stages of RCC after primary treatment (surgical).

Ill.  The FDA approval of pembrolizumab (Keytruda) in combination with axitinib (Inlyta) was based
on the results of KEYNOTE-426, an open-label, phase 3 trial. In the KEYNOTE-426 trial, the
primary end points were overall survival and progression-free survival in the intention-to-treat
population. Statistical significance as achieved after a median follow-up of 12.8 months, the
estimated percentage of untreated advanced RCC patients who were alive at 12 months was
89.9% in the pembrolizumab-axitinib group compared to 78.3% in the sunitinib group.

e Note: Sunitinib (Sutent) is considered the first systemic agent to use for adjuvant
treatment for all stages of RCC after primary treatment (surgical).

IV.  The FDA approval of avelumab (Bavencio) in combination with axitinib (Inlyta) was based on
positive results from the Phase Il JAVELIN Renal 101 study, involving previously untreated
advanced RCC patients. In the JAVELIN Renal 101 study, the median progression-free survival
was 13.8 months with avelumab plus axitinib, as compared with 7.2 months with sunitinib.

e Note: Sunitinib (Sutent) is considered the first systemic agent to use for adjuvant
treatment for all stages of RCC after primary treatment (surgical).

Investigational or Not Medically Necessary Uses

I. Non-metastatic Stage I-1ll Renal Cell Carcinoma
A. Axitinib (Inlyta) has not been studied in non-metastatic, non-advanced (stage I-ll) renal
cell carcinoma.

* The Moda Split Fill program is a physician-centric, patient engagement program intended to provide enhanced patient and
physician support while accomplishing the goals of minimizing waste and avoiding incremental healthcare costs due to
medication intolerance and unexpected change or termination of therapy regimen. Under the Split Fill program, the identified
medications are programmed for fills of up to a 14 or 15-day supply for the duration of the first three months (86 or 90 days) of
therapy. This program affords additional interactions with a specialty pharmacist, allowing more frequent assessments of side
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effects and barriers to adherence. Each fill is administered at half of the member cost-share, thereby reducing the economic
burden if they must discontinue therapy mid-month.
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Policy Implementation/Update:

Action and Summary of Changes Date

Transitioned criteria to policy. In this transition, the following updates were made: added new indication
for advance renal cell carcinoma to use axitinib (Inlyta) in combination with pembrolizumab (Keytruda) or 06/2019
avelumab (Bavencion) as first-line therapy.

03/2016;
Previous Updates 04/2016;
06/2019;
Policy Update 07/2012
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Policy Type: PA/SP Pharmacy Coverage Policy: UMP2018

Description
Azacitidine (Onureg) is an orally administered hypomethylating agent (HMA).

Length of Authorization
e Initial: Six months
e Renewal: 12 months

Quantity Limits

Product Name Indication Dosage Form Quantity Limit

Acute Myeloid
200 mg tablet
Leukemia (AML), &
maintenance
treatment after first 300 mg tablet

complete remission

azacitidine 14 tablets/28 days

(Onureg)

Initial Evaluation

I.  Azacitidine (Onureg) may be considered medically necessary when the following criteria are met:

A. Member is 18 years of age or older; AND
B. Medication is prescribed by, or in consultation with, an oncologist or hematologist; AND

C. Medication will be used as monotherapy; AND
D. A diagnosis of acute myeloid leukemia (AML) when the following are met:
1. Provider attestation the member has intermediate or poor-risk disease; AND
2. Member has achieved first complete remission (CR) after induction chemotherapy
(e.g. cytarabine, idarubicin, daunorubicin, mitoxantrone); AND
3. Member received at least one cycle of consolidation chemotherapy; OR
i. Provider attests that the member is not able to receive any or all of the
recommended consolidation therapy; AND
4. Provider attests that the member is ineligible for allogenic hematopoietic stem cell
transplant (HSCT); AND
E. Treatment with IV or subcutaneous (SC) azacitidine (Vidaza) or IV decitabine (Dacogen) has

been ineffective, contraindicated, or not tolerated

1. Azacitidine (Onureg) is considered Not Medically Necessary when used for:
A. Treatment of Myelodysplastic syndrome (MDS)

IIl.  Azacitidine (Onureg) is considered investigational when used for all other conditions, including

but not limited to:
A. Acute myeloid leukemia- newly diagnosed (Induction chemotherapy)

A
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B. Acute myeloid leukemia — maintenance following allogenic HSCT
C. Acute myeloid leukemia — relapsed after first remission
D. In combination with other oncolytic agents

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health
plan; AND
Il Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. Initial policy criteria must be met for the member to
qualify for renewal evaluation through this health plan; AND
Il Disease response to treatment defined by stabilization or improvement of disease (e.g.
maintenance of remission; lack of disease relapse or progression)

Supporting Evidence

I.  Azacitidine (Onureg) is an orally administered HMA FDA-approved for the treatment of AML in
patients aged 18 years and older. It is indicated for patients who have achieved first CR after
induction chemotherapy and/or consolidation therapy.

Il. Many treatment options exist for AML. Initial and further line therapies in this setting are
contingent upon patient specific characteristics, disease-risk, and cytogenetic stratification.
Given the complexities surrounding diagnosis and treatment choices, azacitidine (Onureg) must
be prescribed by or in consultation with an oncologist or hematologist.

Il. Currently, AML treatment is stratified by patient age, cytogenetic and molecular risk status,
actionable mutations, AML disease characteristics and classification, and the patient’s ability to
tolerate intensive therapy based on comorbidities and performance status. Patients with AML
are encouraged to enroll in clinical trials during any phase of treatment. Initial induction therapy
for AML usually involves use of antimetabolite (e.g. cytarabine) in combination with
anthracycline analogs (e.g. daunorubicin), also known as 7+3 regimen. Although majority of
patients achieve CR, or complete remission with incomplete blood count recovery (CRi), post
induction therapy, consolidation chemotherapy is recommended in order to prolong remission.

V. Historically, induction therapy utilizing an intensive chemotherapy regimen (e.g., cytarabine and
an anthracycline) has been the standard of care in AML patients with a good performance status
who can tolerate aggressive initial treatment. Post-remission therapy, which includes
consolidation, allogeneic HSCT, maintenance, and/or continued treatment, is tailored based on
the patient’s overall risk of AML relapse. Relapse rates for AML can be as high as 80% depending
on patient age, cytogenetic and molecular abnormalities, and other factors. Intensive curative
therapy (e.g., allogeneic HSCT) may not be a feasible option for many older patients due to
comorbidities, poor performance status, and a high risk of transplant-related mortality.
Additionally, some patients experience a deterioration in their condition between the start of
induction and achievement of CR, others refuse HSCT, and disadvantaged populations with high
levels of poverty and living in rural geographic counties have inferior access to HSCT, such that
only a minority (8%) of treated patients with AML receive an allogeneic HSCT. In such cases,
additional interventions to decrease the likelihood of relapse and improve survival are practical.
Consolidation with successive cycles of AML-directed therapy may be recommended for patients
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with relatively low risk of AML relapse, while allogeneic HSCT may be offered to eligible patients
with intermediate and high risk of relapse. Azacitidine (Onureg) is indicated for continued
treatment for adult patients, who had CR or CRi post induction chemotherapy, with or without
consolidation, and who are unable to complete intensive curative therapy. NCCN guidelines for
AML has included azacitidine (Onureg) as a maintenance therapy agent. However, consolidation
chemotherapy is still a preferred option for patients with favorable risk cytogenetics and those
who do not have comorbidities precluding use of intensive consolidation chemotherapy.

V. The use of azacitidine (Onureg) has not been studied in combination with other treatment
regimens for AML, such as venetoclax (Venclexta) and midostaurin (Rydapt). Due to lack of
safety and efficacy data with a combination regimen, these agents should not be used together.
Additionally, there is no data to support efficacy of azacitidine (Onureg) in place of HSCT, which
remains the curative therapeutic alternative for majority of patients.

VI.  The efficacy and safety of azacitidine (Onureg) was evaluated in a Phase 3, double-blind,
randomized, placebo-controlled trial (N=472). Patient were randomized to receive an oral 300
mg dose of treatment or matching placebo for 14 days. Overall survival (OS) was the primary
endpoint and relapse-free survival (RFS) was a key secondary outcome. Median treatment
duration was 12 cycles. Patients included had intermediate or poor cytogenetic risk AML, who
were not candidates for HSCT and had CR or CRi post induction and/or consolidation therapy.
Patients with prior history of HMA were excluded. Overall survival for azacitidine (Onureg)
treatment arm was 24.7 months (95% Cl; 18.7, 30.5) as compared to that of 14.8 months (95%
Cl; 11.7, 17.6) for placebo the arm [hazard ratio 0.69 (95% Cl; 0.55, 0.86; p= 0.0009].
Additionally, median RFS was 10.2 months vs 4.8 months for treatment vs placebo [HR 0.65
(95% Cl; 0.52, 0.81; p=0.0001)].

VII. During the clinical trial, dose escalation to a 21-day regimen of azacitidine (Onureg) was allowed
for patients showing 5% to 15% bone marrow (BM) blasts during treatment phase. However,
increased drug exposure did not lead to additional survival benefits. Currently, there is
insufficient data to support a 21 day treatment cycle with azacitidine (Onureg).

VIIl.  The most common adverse events (AE) reported for azacitidine (Onureg) during clinical trial
were nausea, vomiting, and diarrhea. Additionally, grade 3 to 4 hematological AEs such as
neutropenia, thrombocytopenia, and febrile neutropenia were reported. Azacitidine (Onureg)
treatment led to 13% treatment discontinuation, 43% dose interruption due to AEs, and 16%
dose reduction rates.

IX.  The NCCN guideline for the treatment of AML was updated in June 2022, which upgraded the
recommendation to use oral azacitidine (Onureg) as a maintenance treatment for AML to a
Category 1 recommendation. This recommendation is limited to patients, who are > 55 years of
age, have intermediate to poor cytogenetic risk, and have undergone a consolidation therapy, or
are unable to receive any consolidation regimens. This criteria is consistent with the clinical trial
design for azacitidine (Onureg) wherein majority of trial participants were > 55 years of age. It is
important to note that the efficacy and safety of azacitidine (Onureg) have not been compared
with IV or subcutaneous azacitidine (Vidaza) via a head-to-head clinical trial and the current
clinical data does not establish the superiority of oral azacitidine (Onureg) over IV or SC
azacitidine (Vidaza). Additionally, IV and SC azacitidine formulations remain a guideline
recommended alternative for patients > 55 years (Category 2A recommendation). IV azacitidine
is not contraindicated in patients 2 55 years, nor a dose adjustment is recommended based on
age. Although not FDA approved, IV and SC formulations of azacitidine (Vidaza) have been A
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utilized as maintenance therapy of AML and are expected to remain mainstay treatment
alternatives. For members < 55 years of age, who are medically fit, and are not candidates for
HSCT, surveillance may be considered over maintenance therapy. Although NCCN guideline
recommend use of oral azacitidine (Onureg) as a maintenance treatment in this population, the
NCCN panel notes that the data surrounding the efficacy of azacitidine (Onureg) in this setting is
limited to the older population (> 55 years of age). Additionally, as of June 2022, use of
decitabine (Dacogen) as a maintenance therapy, has been updated to a Category 2B
recommendation.

X.  The majority of the safety and efficacy data for use of hypomethylating agents in the
maintenance treatment of AML are rooted in the trials for the IV and SC therapies. Approval of
azacitidine (Onureg) was based on the reported survival outcomes data of this oral formulation.
However, there is no evidence to suggest superiority of oral azacitidine (Onureg) over IV/SC
azacitidine (Vidaza) and/or IV decitabine (Dacogen). Weighing the safety, efficacy, cost, and
clinical experience, IV/ SC therapies are considered standard and appropriate high-value
treatment options in this space and are preferred over azacitidine (Onureg).

Investigational or Not Medically Necessary Uses

I. Efficacy and safety of azacitidine (Onureg) for treatment of MDS was studied in a Phase 3 trial
wherein 300 mg of azacitidine (Onureg) or a matching placebo were administered once daily for
21 days per 28-day cycle in patients with RBC transfusion-dependent anemia and
thrombocytopenia due to IPSS lower-risk MDS (AZA-MDS-003). Although azacitidine (Onureg)
treatment showed higher percentage of patients reporting RBC transfusion independence versus
placebo, the study was halted due to safety concerns related to an excess of early mortality due to
hematological toxicities in the treatment arm.

Il. Azacitidine (Onureg) is currently being studied in multiple clinical trials in the settings of MDS
maintenance post HSCT, for maintenance therapy after HSCT in patients with AML, and for
induction chemotherapy for newly diagnosed AML. However, there are no published results for
these trials indicating efficacy and safety of azacitidine (Onureg) in these conditions.
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1. Azacitidine (Onureg) prescribing information. Summit, NJ: Celgene Corporation; September 2020.

2. Estey, E H. Acute myeloid leukemia: 2019 update on risk-stratification and management. Am J Hematol.
2018;93(10):1267-1291.
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studies. Blood (ASH Annual Meeting Abstracts) 2016b;128: Abstract 905.

Related Policies
Currently there are no related policies.
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Policy Implementation/Update:

Action and Summary of Changes Date

NCCN updated recommendation (Category 1) reviewed; PA policy unchanged; updated formatting and 11/2022
supporting evidence

Policy created

02/2021
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l' Uniformm aztreonam (CAYSTON™)

UMP POLICY

@ ArrayRx

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMP0O08

Description

Aztreonam (Cayston) inhibits bacterial cell wall synthesis by binding to one or more penicillin-binding
proteins (PBPs). Bacteria eventually lyse due to ongoing activity of cell wall autolytic enzymes while cell
wall assembly is arrested.

Length of Authorization
e |nitial: Six months
e Renewal: Twelve months

Quantity limits

Product Name Dosage Form Indication Quantity Limit
75 mg/vial inhalation
powder

aztreonam (Cayston) Cystic Fibrosis (CF) | 6,300 mg (84 vials)/28 days*

* total of 7 fills in one year
Initial Evaluation

I.  Aztreonam (Cayston) may be considered medically necessary when the following criteria are met:
A. Prescribed by, or in consultation with, a pulmonologist; AND
B. Member is 7 years of age or older; AND
C. Adiagnosis of cystic fibrosis with Pseudomonas aeruginosa when the following are met:
1. Member has FEV;of 25% to 75% predicted; AND
2. Member is not colonized with Burkholderia cepacia

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health

plan; AND

Il. Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. Initial policy criteria must be met for the member to
qualify for renewal evaluation through this health plan; AND

M. Member has exhibited improvement or stability of disease symptoms (e.g., reduction of
cough/wheezing, reduction in sputum production, improvement in FEV;, decrease in pulmonary
exacerbations)

Supporting Evidence

l. Aztreonam (Cayston) was studied in a randomized, double-blind, placebo-controlled,
multicenter trial that enrolled 164 patients who were seven years of age or older with cystic
fibrosis (CF) and pseudomonas aeruginosa (P. aeruginosa) colonization for a period of 28 days.
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The treatment difference at Day 28 between the patients in the aztreonam (Cayston) arm and

placebo arm were 10% (95% Cl: 6%, 14%), the FEV1 was statistically significant favoring the

aztreonam (Cayston) arm.

Il.  Safety and effectiveness have not been established in a clinical trial in patients with FEV1 less

than 25% or greater than 75% predicted, or patients colonized with Burkholderia cepacian.

References

1. Cayston [Prescribing Information]. Foster City, CA: Gilead Sciences, Inc. September 2012.

Policy Implementation/Update:

Action and Summary of Changes Date
Criteria added: Member is not colonized with Burkholderia cepacia 06/2020
Criteria update: The FEV; requirements were added to initial criteria as that was part of the inclusion 10/2019
criteria. Additionally, renewal criteria and supporting evidence sections were added.

Criteria update: quantity limit has been updated to reflect the clinical use of Cayston. 2/2019
Created and effective 07/2011
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Uniform belimumab (Benlysta®) . AIroyRX

UMP POLICY

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMP112

Description

Belimumab (Benlysta) is a subcutaneously administered human IgG1 lambda monoclonal antibody that
inhibits the binding of soluble human B lymphocyte stimulator protein (BLyS) to its receptors on the B
cells.

Length of Authorization
e |nitial: Six months
e Renewal: 12 months

Quantity limits

Product Name Indication Dosage Form Quantity Limit
Systemic Lupus 200 mg/mL syringe *4 syringes/28 days

Erythematosus (SLE);

Lupus Nephritis (LN)

*Does not include loading dose required for LN

belimumab

(Benlysta) 200 mg/mL autoinjector | *4 autoinjectors/28 days

Initial Evaluation

l. Belimumab (Benlysta) may be considered medically necessary when the following criteria below
are met:
A. Member is five years of age or older; AND
B. Medication is prescribed by, or in consultation with, a rheumatologist or nephrologist; AND
C. Not used in combination with other biologic(s)[e.g., rituximab (Rituxan), abatacept
(Orencia), voclosporin (Lupkynis)]; AND
D. A confirmed positive autoantibody test [antinuclear (ANA) and/or anti-double-stranded
DNA (anti-ds-DNA)]; AND
E. A diagnosis of one of the following:
1. Systemic Lupus Erythematosus (SLE); AND
i. ASLE Disease Activity Index (SELENA-SLEDAI) score of > 8 supported by
documentation in chart notes; AND
ii. Documentation of baseline Physician’s Global Assessment (PGA) score; AND
iii. Treatment with one standard therapy agent from each category below, has
been ineffective, contraindicated, or ALL are not tolerated:
a. Antimalarials (e.g., chloroquine, hydroxychloroquine)
b. NSAIDs (e.g., ibuprofen, naproxen)
c. Immunosuppressive (e.g., azathioprine, mycophenolate mofetil,
methotrexate); OR
2. Lupus Nephritis (LN); AND
i. Biopsy indicating class lll (focal), IV (diffuse) or V (membranous) LN; AND
ii. Biopsy shows active lesions or active AND chronic lesions; AND
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iii. Provider attestation indicating medication will be given in combination with
mycophenolate for induction and maintenance OR cyclophosphamide for
induction followed by azathioprine for maintenance; AND

F. Provider attestation indicating member will continue to receive standard therapy (e.g.,
antimalarials, NSAIDs, immunosuppressives, corticosteroids), unless all are contraindicated
or not tolerated

1. Belimumab (Benlysta) is considered investigational when used for all other conditions, including
but not limited to:
A. Severe active central nervous system lupus

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health
plan or has been established on therapy from a previous health plan; AND
1. Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND
lll. A diagnosis of Systemic Lupus Erythematosus (SLE); AND
A. Member has exhibited improvement or stability of disease symptoms (e.g., reduction in
SELENA-SLEDAI score or PGA score); OR
IV.  Adiagnosis of Lupus Nepbhritis (LN); AND
A. Member has exhibited improvement or stability of disease symptoms (e.g., reduction in
proteinuria, improved/stable serum creatinine, reduction in urinary sediment); AND
V.  Not used in combination with other biologic(s); AND
VI. Member will continue to receive standard therapy (e.g., antimalarials, NSAIDs,
immunosuppressives, corticosteroids), unless all are contraindicated or not tolerated.

Supporting Evidence

I.  The safety and efficacy of belimumab (Benlysta) in the pediatric SLE population was studied via
the intravenous formulation in an international, randomized, double blind, placebo-controlled,
52-week, trial involving 93 pediatric patients as young as five years of age. The primary efficacy
endpoint was the SLE Responder Index (SRI-4) at Week 52; of the 53 randomized participants to
the belimumab (Benlysta) arm, the SRI-4 was 53% while the placebo arm was 44% with an odds
ratio of 1.49 and 95% Cl (0.64, 3.46).

Il FDA approval of belimumab (Benlysta) in pediatric patients with lupus nephritis was based on
the extrapolation of efficacy from the intravenous (IV) study in adults with active lupus
nephritis, and supported by pharmacokinetic data from IV studies in adults with active lupus
nephritis and from pediatric patients with SLE. The estimated Benlysta exposures for pediatric
patients were comparable to adults with active lupus nephritis.

M. Belimumab (Benlysta) was shown to be ineffective in seronegative patients, and is therefore
only indicated in patients with active SLE who are autoantibody positive (seropositive). Clinical
trials in the setting of LN also included patients who are autoantibody positive.
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V. Per label, the use of belimumab (Benlysta) in combination with other biologics has not been
studied and is not recommended.
Systemic Lupus Erythematosus (SLE)

V.  The safety and efficacy of belimumab (Benlysta) administered subcutaneously were evaluated in
a randomized, double-blind, placebo-controlled trial involving 836 patients with SLE. Patients
with severe active lupus nephritis and severe active CNS lupus were excluded. The primary
efficacy endpoint was the SRI-4 at Week 52; in the belimumab (Benlysta) arm SRI-4 was 61%
compared to placebo 48% with an odds ratio of 1.7 and 95% Cl (1.3, 2.3).

A. Asreported in the trial baseline concomitant medications included corticosteroids (86%),
antimalarials (69%), and immunosuppressives (46%, including azathioprine, methotrexate,
and mycophenolate). Most patients (approximately 80%) were receiving 2 or more classes
of SLE medications.

Lupus Nephritis (LN)

VI. LN is a kidney disease that develops in about 40% of patients with SLE with approximately 10%
of patients with LN developing end stage renal disease (ESRD). Kidney failure, dialysis, and
kidney transplants are all common in this patient population. Patients with SLE with any sign of
kidney involvement (glomerular hematuria and/or cellular casts, proteinuria >0.5 g/24 hours (or
spot urine protein-to-creatine ratio (UPCR) >500 mg/g), unexplained decrease in glomerular
filtration rate (GFR)) are candidates for kidney biopsy to confirm diagnosis/class of LN, which
then guides treatment.

e (Class | (minimal mesangial) and Class Il (mesangial proliferative): Usually does not need
specific immunosuppressive therapy but may be prone to histological transformation to
more aggressive disease on repeat biopsy.

e Class lll (focal) and Class IV (diffuse): active, chronic classifications at high risk of
developing ESRD, thus are targeted populations for immunosuppressive therapies.

e (Class V (membranous): presents similar to nephrotic syndrome with subendothelial
deposits. Patients with Class Il or IV disease may have these deposits and can be classified
as Class Il or IV in combination with Class V, can also present as pure Class V.
Immunosuppressive therapy is indicated.

e (Class VI (advanced sclerosing): patients with sclerosing lesions; generally do not respond
to immunosuppressive therapy; treatment requires dialysis and/or kidney transplant.

VIl.  European Renal Association—European Dialysis and Transplant Association (EULAR/ERA-EDTA)
2019 and 2012 American College of Rheumatology guidelines on LN recommend
immunosuppressive therapy for LN starting with an induction phase to achieve a renal response,
which is recommended for the first six months of treatment, followed by maintenance therapy.
Initial (induction) treatment is recommended with mycophenolate mofetil (MMF) or low-dose
intravenous cyclophosphamide, both combined with glucocorticoids (pulses of IV
methylprednisolone, then oral prednisone). Subsequent long-term maintenance treatment with
MMF or azathioprine should follow, with no, or low-dose (<7.5 mg/day) glucocorticoids. If a
patient fails to respond to the first six months of induction therapy, guidelines suggest switching
the immunosuppressive agent in combination with glucocorticoid pulse.

VIIl.  The safety and efficacy of belimumab (Benlysta) in the setting of LN was evaluated in a
randomized, double-blind, placebo-controlled trial involving 448 patients with Class IlI-V LN.
Patients with severe active CNS lupus were excluded. The primary efficacy endpoint was renal
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response (complete or no response) at week 104. Renal response was defined as urinary protein

to creatinine ratio of <0.7, eGFR no worse than 20% below the pre-flare value or 260 ml per

minute per 1.73 m2, and no rescue therapy. In the belimumab (Benlysta) arm renal response

was 43% compared to placebo 32.3% with an odds ratio of 1.6 and 95% Cl (1.0, 2.3), P= 0.0311.

e All patients included in the trial were on background therapy with mycophenolate

mofetil or cyclophosphamide—azathioprine. Patients were 18 years of age and older
with antibody positive SLE, ratio of urinary protein to creatinine > 1 or more, biopsy
proven LN class Ill (focal lupus nephritis) or IV (diffuse lupus nephritis) with, or
without, coexisting class V (membranous lupus nephritis), or pure class V lupus
nephritis within last 6 months. All patients also had biopsy specimens showing
active lesions or active and chronic lesions.

Investigational or Not Medically Necessary Uses
I. Severe active central nervous system lupus

A. Per label, the use of belimumab (Benlysta) in the setting of severe active central nervous
system lupus has not been evaluated, and efficacy has not been established; therefore,
use is not recommended by the manufacturer in this setting.
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Policy Implementation/Update:

Action and Summary of Changes Date
Expanded age requirement to five years and older. 10/2022
Added voclosporin (Lupkynis) in examples of biologics that cannot be used in combination with Benlysta 08/2021
Addition of new indication of lupus nephritis and further specified specialist to include nephrologist. 02/2021
Removal of criteria excluding concomitant use of cyclophosphamide

Criteria transitioned into policy with the following updates made: addition of supporting evidence and

investigational section, removal of active infection question, removal of vaccine question, updated renewal 11/2019
question relating to symptom improvement into one question, and removing specific symptom

improvement parameters to be consistent with the market.

Previous review 11/2017
Criteria created 09/2017
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l' Uniform belumosudil (Rezurock™)
COMMERCIAL POLICY

s ArrayRx
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Policy Type: PA/SP Pharmacy Coverage Policy: UMP239

Description
Belumosudil (Rezurock) is an orally administered Rho-associated kinase inhibitor.

Length of Authorization
e |nitial: Six months
e Renewal: 12 months

Quantity Limits

Product Name Dosage Form Indication Quantity Limit
Chronic graft-versus-host
belumosudil 200 mg tablets disease afterfaﬂgre of at 30 tablets/30 days*
(Rezurock) least two prior lines of
therapy

*Quantity exceptions are not allowed.
Initial Evaluation

l. Belumosudil (Rezurock) may be considered medically necessary when the following criteria are
met:
A. Medication is prescribed by, or in consultation with, an oncologist, hematologist,
dermatologist, or immunologist; AND
B. A diagnosis of chronic graft-versus-host disease (cGVHD) when the following are met:
1. Documentation of moderate-to-severe disease (e.g., Grade 2-4, or Grade B-D);
AND
2. Memberis 12 years of age or older; AND
3. The medication will not be used in combination with ibrutinib (Imbruvica) or
ruxolitinib (Jakafi); AND
4. Member has had in inadequate response to two prior lines of systemic therapy
for the treatment of cGVHD (e.g., corticosteroids, calcineurin inhibitors
[tacrolimus, cyclosporin], mycophenolate, mTOR inhibitors [sirolimus], ibrutininb
[Imbruvical, ruxolitinib [Jakafi]); AND
5. Proton pump inhibitor therapy (e.g., omeprazole, pantoprazole, lansoprazole,
esomeprazole) will not be used in combination with belumosudil (Rezurock).

1. Belumosudil (Rezurock) is considered not medically necessary when criteria above are not met
and/or when used:
A. In combination with proton pump inhibitors
B. At doses greater that 200 mg daily
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M. Belumosudil (Rezurock) is considered investigational when used for all other conditions, including
but not limited to:
A. Systemic sclerosis
B. Plaque psoriasis
C. Acute graft-versus-host disease
D. Graft-versus-host disease in combination with ibrutinib (Imbruvica) or ruxolitinib (Jakafi)

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health

plan or has been established on therapy from a previous health plan; AND

Il. Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND

Il Provider attestation of positive treatment response (e.g., stability or reduction in symptoms
associated with GVHD: gastrointestinal, ophthalmic, cutaneous, pulmonary); AND

V. Not used in combination with ibrutinib (Imbruvica) or ruxolitinib (Jakafi); AND

V. Proton pump inhibitor therapy (e.g., omeprazole, pantoprazole, lansoprazole, esomeprazole)
will not be used in combination with belumosudil (Rezurock).

Supporting Evidence

I.  Graft-versus-host disease is a complication of allogenic hematopoietic stem cell transplant.
Treatment is dependent on severity and location of disease. The GVHD Grade depends on
severity and location, and ranges from I-IV. Grade | is reflective of skin involvement, Grade IV is
severe disease with severe skin involvement (e.g., blistering) and internal organ involvement,
and Grade II-IV correlate with moderate-to-severe disease. The International Bone Marrow
Transplant Registry Severity Index uses Grade A-D, which align with grading I-IV.

1. For Grade | or A, or mild disease, topical therapy is indicated. For Grade Il or B or greater, or
moderate-to-severe disease, systemic therapy is warranted. Chronic GVHD (cGVHD) is
characterized by that in which symptoms arise more than 100 days after transplant.
Glucocorticoids are the mainstay therapy; however, for those with glucocorticoid resistant
disease, participation in clinical trials is recommended, or use of tacrolimus, cyclosporine,
extracorporeal photopheresis, mycophenolate, rituximab, etanercept (Enbrel), everolimus,
sirolimus and others may be considered as second-line therapy. There is lack of consensus on
standard second-line therapy given limited or lack of sufficient safety and efficacy data from
clinical trials to support use; however, given the poor data available to support any therapy for
the treatment of cGVHD, and the established safety profiles of other therapies in this space —
utilization of belumosudil (Rezurock) is limited to those that have tried and failed at least two
other lines of systemic therapy. This follows the FDA-labeled diagnosis.

Il. Other therapies used for the treatment of cGVHD include ibrutinib (Imbruvica) and ruxolitinib
(Jakafi) which are indicated in the second-line setting or beyond; however, are often used as
later line therapy given safety concerns, cost, and recent approval for this condition. As of
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August 2021, guidelines did not specifically recommend any of these therapies over another in
the second-line setting or beyond. Given lack of standard of care therapy, safety concerns with
drug therapy, and specialized monitoring required for treatment, prescribing by, or in
consultation with, a specialist is required.

V. Use of belumosudil (Rezurock) in combination with other specialty therapies such as ibrutinib
(Imbruvica) or ruxolitinib (Jakafi) has not been evaluated for safety and efficacy. Given the safety
risks of ibrutinib (Imbruvica) and ruxolitinib (Jakafi), the largely unknown safety profile of
belumosudil (Rezurock), as well as lack of data that combination use would provide additional
benefit, use of belumosudil (Rezurock) is not allowed at this time. In clinical trials, belumosudil
(Rezurock) was evaluated in combination with corticosteroids and calcineurin inhibitors (e.g.,
tacrolimus); thus, if adjunctive therapy is warranted, these therapies are recommended in
combination given availability of safety data with combination use.

V. Belumosudil (Rezurock) was evaluated in two Phase 2 clinical trials, both uncontrolled and open-
label. Patients were > 12 years of age, with persistent cGVHD, at least moderate disease,
receiving corticosteroids (CS) or CS + calcineurin inhibitor (Cl). Patients failed multiple lines of
therapy; thus, a standardized control was not available. Primary outcome: objective response
rate (ORR). Secondary outcomes: duration of response (DoR), proportion achieving a clinically
significant improvement in Lee Symptom Score (LSS), proportion with a reduction in CS doses,
mean change in CS dose, proportion of patients discontinuing CS, failure-free survival (FFS).

e Phase 2a: 54 patients, three treatment arms of various doses, a median of four organs
involved, and median of two prior lines of therapy (up to three).

e Phase 2b: 132 patients, two treatment arms, a median of four organs involved, median of
three prior lines of therapy (up to five). Notable past therapies: 34% had ibrutinib
(Imbruvica) therapy, 29% had ruxolitinib (Jakafi).

VI.  The Phase 2b trial had two treatment arms: 200 mg once daily and 200 mg twice daily. Given
similar safety and efficacy, the FDA evaluated data from the 200 mg once daily treatment arm to
support approval; however, efficacy across treatment arms were similar. Additionally, the FDA
utilized data out to cycle 7 (of 28-day cycles) as a reasonable timeframe to evaluate medication
efficacy. The ORR was 75% in one trial and 50% in the other, and the median DoR was 1.9
months, 70% of patients experienced clinical improvement in LSS, the proportion of patients
able to reduce the dose of CS was 65%, 20% of patients were able to discontinue CS, and FFS
was 75% at six months and 56% at one year.

VII. Use of belumosudil (Rezurock) has not been evaluated in patients less than 12 years of age, and
safety implications associated with treatment are largely unknown; thus, use in patients under
12 years of age should be used with extreme caution. Additionally, should be considered only in
those that have exhausted all other appropriate therapies for this age group and where benefits
of therapy are largely expected to outweigh the risks.

VIIl.  The NIH recommends ORR as the primary outcome in trials for GVHD: complete resolution of all
disease manifestations or improvement in at least one organ site without other progression. The
NIH has indicated a 30% ORR in the third-line setting is considered clinically meaningful, and
recommends other patient centered outcomes be measured as well (e.g., QolL). These outcomes
are expected to correlate with improvement in disease manifestations, reduction in mortality
and patient perceived burden of disease.
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IX. Results from two trials exceed NIH recommended thresholds, in a population with limited or no
further treatment options; thus, the quality of the data is considered moderate, despite the
observational nature of the trials. Consistently high ORR, clinically meaningful improvements in
Qol parameters, and reduction in corticosteroids across various populations gives confidence
that belumosudil (Rezurock) provides clinical value.

X. Common adverse events: fatigue (38%), diarrhea (33%), nausea (31%), cough (28%), URTI (27%),
dyspnea (25%), headache (24%), peripheral edema (23%), vomiting (21%), muscle spasms (20%),
LFT changes (24%), pneumonia (8%). There is a warning for embryo-fetal toxicity, and no
contraindications to therapy. Determined to be unrelated to drug therapy, death occurred in 13
patients in both trials. Dose interruptions occurred in 11% of patients, and drug discontinuations
in 18%. Cytopenias and serious infections are known risks of ibrutinib (Imbruvica) and ruxolitinib
(Jakafi), leading to high rates of treatment discontinuation. Belumosudil (Rezurock) has not been
associated with these safety concerns to date; however, given the observational nature of the
data and small number of patients in the clinical trial, the true safety profile is unknown.
Additionally, given lack of control, it is unknown what safety characteristics are due to drug or
disease.

XI. Belumosudil (Rezurock) has a significant drug-drug interaction with proton pump inhibitors
(PPIs). Examples of these include omeprazole, pantoprazole, lansoprazole, esomeprazole. When
used concurrently, the belumosudil (Rezurock) dose needs to be doubled, to 200 mg twice daily
compared to the standard 200 mg once daily dosing. This results in double the cost of therapy
(up to $31,000) per 30-day supply. Additionally, puts members at risk of increased toxicity with
therapy with belumosudil (Rezurock) therapy if PPl adherence is inconsistent or not achieved.
Thus, the plan requires members be transitioned off of PPl therapy prior to initiating
belumosudil (Rezurock). For members with severe symptoms of GERD or another condition
requiring PPl therapy; members and providers may consider dietary and lifestyle modifications,
or use of an H2 blocker (e.g., famotidine). Belumosudil (Rezurock) also has drug-drug
interactions with strong CYP3A inducers (e.g., rifampicin, phenytoin, St. John’s Wort). Quantity
exceptions will not be allowed in the setting of drug-drug interactions where other management
strategies may be employed (e.g., finishing courses of transient therapies, transitioning to other
effective therapies). Additionally, belumosudil (Rezurock) was evaluated at doses greater than
200 mg daily in clinical trials; however, additional benefit/efficacy was not shown. Thus, quantity
exceptions will not be allowed if the member is unable to achieve adequate efficacy at the 200
mg daily dose.

Investigational or Not Medically Necessary Uses

I. Belumosudil (Rezurock) used in combination with proton pump inhibitors is considered not
medically necessary given that concomitant use doubles the cost of belumosudil (Rezurock)
therapy. Given alternative management strategies for conditions warranting use of proton pump
inhibitors, this drug-drug interaction should be mitigated in ways aside from doubling the dose of
belumosudil (Rezurock). See supporting evidence for details. Additionally, clinical trials evaluated
doses of belumosudil (Rezurock) therapy greater than 200 mg daily and there was lack of
additional efficacy (with increased safety concerns). Thus, use of belumosudil (Rezurock)
treatment at doses greater than 200 mg daily is not indicated.
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II. Belumosudil (Rezurock) has not been FDA-approved, or sufficiently studied for safety and efficacy
for the conditions or settings listed below:
A. Systemic sclerosis
B. Plaque psoriasis
C. Acute graft-versus-host disease
D. Graft-versus-host disease in combination with ibrutinib (Imbruvica) or ruxolitinib (Jakafi)
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Policy Type: PA/SP Pharmacy Coverage Policy: UMP240
Split Fill Management*

Description
Belzutifan (Welireg) is an orally administered selective inhibitor of hypoxia inducible factor-2a (HIF-2a).

Length of Authorization
e N/A

Quantity Limits

Product Name Dosage Form Indication Quantity Limit
von Hippel-Lindau (VHL)
disease associated renal
cell carcinoma (RCC),
belzutifan central nervous system
(Welireg) 40 mg tablets (CNS) hemangioblastoma,
or pancreatic
neuroendocrine tumors
(PNET)

90 tablets/30 days

Initial Evaluation

Belzutifan (Welireg) is considered investigational when used for all conditions, including but not limited
to VHL-disease associated renal cell carcinoma (RCC), central nervous system (CNS) hemangioblastoma,
or pancreatic neuroendocrine tumors (pNET).

Renewal Evaluation

l. N/A

Supporting Evidence

l. Belzutifan (Welireg) is the first systemic therapy FDA-approved for the treatment of adult
patients with von Hippel-Lindau (VHL) disease associated renal cell carcinoma (RCC), central
nervous system (CNS) hemangioblastoma, or pancreatic neuroendocrine tumors (pNET), not
requiring immediate surgery. It is also the only orally administered drug indicated in this setting.

II.  Von Hippel-Lindau syndrome (VHL) is a hereditary condition associated with tumors arising in
multiple organs. VHL-related tumors include hemangioblastomas, which are blood vessel tumors
of the brain, spinal cord, and retina. Patients with VHL also have an increased risk of
developing clear cell renal cell carcinoma (cc-RCC), pheochromocytoma, or pancreatic
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neuroendocrine tumor (pNET). Initial features of VHL include kidney cysts, pancreatic cysts,
epididymal cystadenomas, broad ligament cystadenomas, and endolymphatic sac tumors (ELST),
which are tumors of the inner ear that may cause hearing loss.

Il Patients with VHL disease may present with cysts in any one or multiple organ systems. For
example, it is possible for a patient to show radiographic presence of pNET or other
neuroendocrine lesions without presence of kidney lesions. However, the prevalence data
shows kidney lesions and cc-RCC as the most common progressive manifestation in VHL (up to
70% of cases). On the other hand, pNET, hemangioblastoma, pheochromocytoma may be
prevalent between 5% and 30% of the VHL cases.

IV.  Additionally, VHL disease associated tumors are slow growing in nature. Depending on the
tumor type, natural evolution and progression for VHL tumors may be between four years to 10
years after onset. Onset of symptoms is mostly observed in adulthood with median age of onset
24 to 44 years of age.

V. VHL protein deactivation followed by HIF-2a buildup may be one of the key drivers to VHL-
associated tumorigenesis. Unregulated levels of HIF-2a may stimulate several oncogenes
associated with angiogenesis and tumor growth, leading to both benign and malignant tumors.

VI.  The only way to diagnose VHL is with genetic testing. Nearly all patients with VHL will be found
to have a genetic mutation in their VHL gene once tested. There are no universal guidelines
regarding who should be screened for VHL. However, VHL should be suspected when a person
has a family history of VHL.

VIl.  There are no FDA-approved systemic therapies for VHL associated tumors. Current standard of
care (irrespective of tumor type at diagnosis) involves active surveillance, surgical resection
when necessary (e.g., partial nephrectomy or ablation) and radiation (e.g., for spinal cord
tumors). Active surveillance may involve radiographic imaging, biomarker screenings, and
histological study. When tumors/cysts reach resectable mass (e.g., for RCCa 3 cm ruleis
followed), the patient may undergo resection. A patient may have to undergo multiple
resections over lifetime. It is important to note that for initial manifestations, as well as lesions
presenting later during life, surgical resection remains standard of care as long as the tumor/
lesions are determined to be benign.

VIII. For patients who progress to advanced carcinomas with metastatic potential, guideline
recommended systemic therapies (e.g., tyrosine kinase inhibitors (TKI), vascular endothelial
growth factor (VEGF) inhibitors) may be warranted as indicated for the tumor type and location.
The National Comprehensive Cancer Network (NCCN) treatment guideline for kidney cancer
(RCC) has included belzutifan (Welireg) as a Category 2A recommendation for systemic therapy
for confirmed hereditary RCC associated with VHL disease. There are no treatment guidelines
specific to the pharmacological management of the VHL disease.

IX.  Clinical Trial Data:

e Belzutifan (Welireg) received FDA-approval based on an ongoing Phase 2, open-
label, single-arm trial (Study004). Patients (N= 61) with VHL- associated cc-RCC (> 1
measurable localized tumor in the kidney and pancreas), received belzutifan
(Welireg) 120 mg orally once a day for a median of 21.8 months. Primary efficacy
outcome was Overall Response Rate (ORR) in RCC. Key secondary outcomes were
ORR in non-RCC lesions, Progression-Free Survival (PFS), and Duration of Response
(DoR). All participants were not candidates for immediate surgery and were naive to
chemotherapy. The study excluded patients with metastatic disease. Therapy with
belzutifan (Welireg) for a median of 21.8 months showed 49.2% ORR (95% Cl; 36.1,
62.3), all of which were partial responses (PR). DoR and PFS were not estimable
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currently. Additionally, patients with pancreatic lesions (n=61), pancreatic
neuroendocrine tumors (pNET; n= 12), and CNS hemangioblastoma (n= 24)
exhibited 77%, 83%, and 62% ORR, respectively.

e Belzutifan (Welireg) showed significant safety concerns with common adverse
reactions (AE): anemia (90.2%), fatigue (65%), headache (41%), nausea (34%), and
dyspnea (23%). Serious AE (grade 3, 14.8% patients) included anemia, fatigue,
dyspnea and hypertension, pneumonitis, and elevation of liver enzymes. Although
no contraindications are listed, the drug information includes warnings of serious
anemia and hypoxia. Treatment during clinical trial led to 39% therapy
interruptions, 13% dose reductions, 3.3% discontinuations, and one death. The real-
world safety profile of belzutifan (Welireg) remains undetermined at this time.

e Additionally, a Phase 1, open-label, single arm clinical trial for belzutifan (Welireg)
studied safety and efficacy of belzutifan (Welireg) in advanced cc-RCC. Enrolled
patients in this trial had advanced cc-RCC with ECOG PS 1 through > 3. All patients
were treatment experienced (62% had >3 systemic therapies) with majority (91%)
exposed to vascular endothelial growth factor (VEGF) inhibitors, along with mTOR
inhibitors and checkpoint inhibitors. At median 27.7 months of follow-up, belzutifan
(Welireg) treatment led to a 25% ORR (95%Cl; 15, 39) in the cc-RCC cohort.

X. FDA-approval for belzutifan (Welireg) followed an accelerated approval pathway. Continued
approval may be contingent upon verification of clinical benefits in confirmatory trials.
Currently, clinical trials are underway for advanced cc-RCC as monotherapy as well as in
combination with other oncolytic agents.

XI.  Therapies based on targeting molecular pathways in oncology have garnered interest in recent
years and may be considered part of a paradigm shift in the pharmacological management of
cancers. However, while initially effective, many targeted therapies have been associated with
increased drug resistance after their initial use. Specifically, in the setting of VHL-associated
tumors, this resistance may be associated with feedback activation of other downstream
pathways such as vascular endothelial growth factor (VEGF), platelet derived growth factor
receptor beta (PDGFRp), and hypoxia inducible factor-1 (HIF-1) mediated oncogenesis. Thus,
selective inhibition of HIF-2a (which is found mainly in renal cells) by belzutifan (Welireg) may
not provide a clear path to complete suppression of VHL-associated tumors.

XIl. Proposed place in therapy for belzutifan (Welireg) is as an initial (first-line) agent for the
treatment of VHL associated tumors in patients, who do not require immediate surgery; and it
may be considered an option to prolong progression to malignancy and/or surgery. However,
available clinical data do not support clinically meaningful outcomes in mortality, quality of life,
and morbidity (e.g., measurable reduction in the need for surgery, and/ or progression to
malignancy). At this time, the quality of the available evidence is considered low. Although an
acceptable surrogate marker in oncology, ORR does not establish true causal relation between
the intervention and effect. Given the slow natural progression of VHL disease, lack of
comparator, and open-label trial design, medication efficacy and true clinical value of belzutifan
(Welireg) remains uncertain.

Investigational or Not Medically Necessary Uses

1. Belzutifan (Welireg) has not been sufficiently studied for safety and efficacy for any condition to
date.
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* The Moda Split Fill program is a physician-centric, patient engagement program intended to provide enhanced patient and
physician support while accomplishing the goals of minimizing waste and avoiding incremental healthcare costs due to
medication intolerance and unexpected change or termination of therapy regimen. Under the Split Fill program, the identified
medications are programmed for fills of up to a 14 or 15-day supply for the duration of the first three months (86 or 90 days) of
therapy. This program affords additional interactions with a specialty pharmacist, allowing more frequent assessments of side
effects and barriers to adherence. Each fill is administered at half of the member cost-share, thereby reducing the economic
burden if they must discontinue therapy mid-month.
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Policy Type: PA

Description

Pharmacy Coverage Policy: UMP182

Bempedoic acid, bempedoic acid/ezetimibe (Nexletol, Nexlizet) is an orally administered adenosine
triphosphate-citrate lyase inhibitor, and ezetimibe is an intestinal cholesterol absorption inhibitor.

Length of Authorization

e Initial: 12 months
e Renewal: 12 months

Quantity Limits

Product Name

Indication

Dosage Form

Quantity Limit

bempedoic acid
(Nexletol)

bempedoic
acid/ezetimibe
(Nexlizet)

As an adjunct to diet and
maximally tolerated statin
therapy for the treatment of
adults with heterozygous
familial hypercholesterolemia
or established atherosclerotic
cardiovascular disease who
require additional lowering of
LDL-C

To reduce the risk of
myocardial infarction and
coronary revascularization in
adults who are unable to take
recommended statin therapy
(including those not taking a
statin) with established ASCVD
or high risk for a CVD event,
but without established
ASCVD

180 mg tablets

30 tablets/30 days

180 mg/10 mg
tablets

30 tablets/30 days

Initial Evaluation

l. Bempedoic acid, bempedoic acid/ezetimibe (Nexletol, Nexlizet) may be considered medically

necessary when the following criteria below are met:
A. Member is 18 years of age or older; AND

B. Therapy is prescribed by, or in consultation with, a provider specializing in lipid

management (e.g. cardiology, lipidology, endocrinology); AND

C. Therapy with a maximally tolerated statin for at least an 8-week duration has been

ineffective; AND

A
Washington State Rx Services is administered by l I l O d Q

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage. Preauthorization requirements are only valid

for the month published. They may have changed from previous months and may change in future months.



1. The member continues to have an LDL-cholesterol level greater than, or equal to,
70 mg/dL while on maximally tolerated statin therapy; AND
2. The member will continue maximally tolerated statin therapy in combination with
bempedoic acid, bempedoic acid/ezetimibe (Nexletol, Nexlizet); OR
i.  The member has a history of statin intolerance defined as failure of TWO
statin medications due to at least ONE of the following:
a. CKexceeds 10 times the upper limit of normal
b. LFTs exceed 3 times the upper limit of normal
c. Severe rhabdomyolysis leading to hospitalization
d. Severe muscle weakness inhibiting activities of daily living,
employment, or leading to temporary disability; AND
3. The member will not use bempedoic acid, bempedoic acid/ezetimibe (Nexletol,
Nexlizet) in combination with simvastatin (Zocor) >20 mg or pravastatin
(Pravachol) >40 mg; AND
D. Treatment with ezetimibe (Zetia) has been ineffective, contraindicated, or not tolerated;
AND
E. The member has a history of atherosclerotic cardiovascular disease (ASCVD); AND
1. Documentation of clinical atherosclerotic disease via invasive or non-invasive
testing (e.g., stress test, imaging); OR
2. Diagnosis of atherosclerotic disease and primary prevention failure (e.g., member
has had a stroke, myocardial infarction); AND
3. Treatment with a PCSK9 inhibitor (e.g. alirocumab [Praluent]), evolocumab
[Repatha]) or icosapent ethyl (Vascepa) has been ineffective, contraindicated, or
not tolerated; OR
F. The member has a diagnosis of heterozygous familial hypercholesterolemia (HeFH); AND
1. Diagnosis is confirmed by one of the following:
i. Genotyping or clinical criteria using either the Simon Broome diagnostic
criteria (Definite diagnosis classification) or Dutch Lipid Network criteria
(score of at least 8)
ii. Physical signs of familial hypercholesteremia (e.g., arcus cornealis, tendon
xanthomas, xanthelasma)
iii. Clinical documentation or a DNA mutation analysis supporting the
diagnosis of heterozygous familial hypercholesterolemia; AND
2. Treatment with a PCSK9 inhibitor (e.g. alirocumab [Praluent]), evolocumab
[Repatha]) or icosapent ethyl (Vascepa) has been ineffective, contraindicated, or
tolerated; OR
G. The member has a diagnosis of high risk for a cardiovascular (CVD) event in the absence of
established ASCVD; AND
1. High risk for CVD event is defined as one of the following:
i. Comorbid diagnosis of Type 1 or Type 2 diabetes mellitus in females age
265 years and males age 260 years
ii. Reynolds Risk score >30% over 10 years
iii. SCORE Risk score >7.5% over 10 years
iv. ASCVD Risk score 220% over 10 years
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v.  Coronary artery calcium score >400 Agatston units (current or historical)

1. Bempedoic acid, bempedoic acid/ezetimibe (Nexletol, Nexlizet) are considered investigational
when used for all other conditions, including but not limited to:
A. Primary prevention of ASCVD in patients who are not at high risk for CVD event
B. Homozygous familial hypercholesterolemia

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health
plan; AND
Il Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. Initial policy criteria must be met for the member to
qualify for renewal evaluation through this health plan; AND
Il Member has experienced a decrease from baseline LDL while on therapy or LDL remains stable
since previous renewal

Supporting Evidence

l. Bempedoic acid, bempedoic acid/ezetimibe (Nexletol, Nexlizet) was primarily studied in patients
over the age of 18 with a history of ASCVD, HeFH, or those considered at high risk for CVD
events. Bempedoic acid (Nexletol) was also studied in multiple trials in patients that were
intolerant to two different statins.

Il Bempedoic acid (Nexletol) has drug-drug interactions with doses of simvastatin >20 mg and
pravastatin >40 mg due to the potential for increased risk of myopathy.

lll.  Statins remain the primary recommended treatment option for both cholesterol reduction and
cardiovascular protection according to national guidelines. However, these medications are
frequently discontinued due to side effects of myalgia and/or musculoskeletal pain; the
reported incidence is 5 to 20%, but incidence of true rhabdomyolysis is much smaller. The ACC
Expert Consensus guidelines indicate that statin intolerance is generally defined as unacceptable
muscle-related symptoms that resolve with discontinuation of therapy and recur with
rechallenge on at least two (and preferably three) statins, preferably ones that are metabolized
by different pathways and have different lipophilicity/hydrophilicity, and one of which is
prescribed at the lowest approved dose. The majority of patients who experience statin-related
muscle pain are able to tolerate statin rechallenge with an alternative statin or dose reduction
with the same statin.

IV.  Clinical ASCVD and HeFH

e Bempedoic acid (Nexletol) was studied in four randomized, double-blind, placebo-
controlled Phase 3 trials, and bempedoic acid/ezetimibe (Nexlizet) was studied in
one randomized, double-blind, four-arm, Phase 3 trial, in a total of 4,005 patients.

e The primary efficacy outcome was change in LDL from baseline to 12 weeks
compared to placebo. Bempedoic acid (Nexletol) demonstrated reductions of -
18.1% (95% Cl -20%, -16.1%), -17.4% (95% CI -21%, -13.9%), -21.4% (95% Cl -25.1%, -
17.7%), -28.5% (95% Cl -34.4%, -22.5%), for the Wisdom, Harmony, Serenity, and
Tranquility trials respectively.
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e Bempedoic acid/ezetimibe (Nexlizet) demonstrated a reduction in LDL of -38% (95%
Cl -46.5%, -29.6%) compared to placebo.

e Diagnosis of HeFH can be done using genetic testing or evaluation of clinical signs
and symptoms. The presence of tendon xanthoma is a genetically modulated clinical
syndrome of familial hypercholesterolemia. In addition, DNA testing can be used to
diagnose familial hypercholesterolemia functional mutations. In clinical trials,
enrolled patients with heterozygous familial hypercholesterolemia were diagnosed
either by genotyping or clinical criteria (“definite FH” using either the Simon Broome
or Dutch Lipid Network). These clinical criteria can be found in the appendix.

e Using DNA testing, patients with familial hypercholesterolemia (FH) have been
identified as generally having a functional mutation of one of three genes: LDLR,
PCSK9, or APOB gene. Mutations in these three genes can be detected in about 80
percent of patients with definite FH clinical syndrome.

e Clinical ASCVD is commonly diagnosed based on previous major adverse
cardiovascular event (e.g., MI, stroke, stent placement, etc.). However, insight from
cardiology specialists indicate that diagnosis of clinical ASCVD in the absence of a
cardiovascular event can be achieved by angiography, ischemia on stress test, or
stenosis of 50% or more using other imaging techniques. While evidence of
coronary calcification on CTA (calcium score >1) is indicative of high-risk of
developing ASCVD, this number should be integrated into the member’s clinical
profile to determine individual patient risk and treatment, but should not
necessarily be used alone for the purposes of clinical diagnosis.

V. MACE Risk Reduction in patients at high risk for CVD Event

e The safety and efficacy of bempedoic acid (Nexletol) was studied in a Phase 3,
randomized, double-blind, placebo-controlled trial in a total of 13,970 adult patients
aged 18 to 85 years old who were considered statin intolerant. Enrolled patients
had to meet criteria for increased cardiovascular risk, defined as a previous
cardiovascular event (secondary prevention) or having clinical features that placed
them at high risk for a cardiovascular (CVD) event (primary prevention). Primary
prevention patients were required to have one of the following: diabetes mellitus
(Type 1 or Type 2) in females age 265 years or males age 260 years, Reynolds risk
score >30% or a SCORE risk score >7.5% over 10 years, or a coronary calcium score
>400 Agatston units at any time in the past. At baseline, approximately 70% of the
study population were classified as secondary prevention, while 30% were classified
as primary prevention.

e The primary endpoint was time-to-first event for a four-component composite of
major adverse cardiovascular events (MACE), defined as death from cardiovascular
(CV) causes, nonfatal myocardial infarction (MlI), nonfatal stroke, or coronary
revascularization. Key secondary endpoints were assessed in a hierarchical analysis
and included a three-component composite of death from cardiovascular causes,
nonfatal stroke, or nonfatal Ml, fatal or nonfatal Ml, coronary revascularization,
fatal or nonfatal stroke, death from CV causes, and death from any cause. The
primary and first three key secondary endpoints (three-composite MACE, fatal or
nonfatal Ml, coronary revascularization) were met and considered statistically
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significant in favor of bempedoic acid (Nexletol). The results for the other key
secondary end points (fatal or nonfatal stroke, death from cardiovascular causes,
and death from any cause) did not differ significantly between the bempedoic acid
group and the placebo group after a median of 40.6 months of follow-up.

e Although it was not reported as a formal endpoint, reduction in LDL-C from baseline
was also measured and reported during the clinical trial period. The mean baseline
LDL-C was 139mg/dL in both the bempedoic acid and placebo groups. After 6
months of treatment with bempedoic acid, the mean LDL-C was 107 mg/dL, as
compared with 136 mg/dL with placebo, for a difference of 29.2 mg/dL; the
observed difference in the percent reductions was 21.1 percentage points (95%
confidence interval [Cl], 20.3 to 21.9) in favor of bempedoic acid. According to trial
investigators, the time-averaged reduction in LDL cholesterol level of 22.0 mg per
deciliter over the duration of the trial would be expected to lead to the approximate
relative reduction in the risk of cardiovascular events that was observed.

e  While the Reynolds Risk score and SCORE risk score were the primary cardiovascular
risk assessment tools utilized in the clinical trial, they have limited utility in clinical
practice in the United States. The ASCVD risk calculator is the most highly utilized
cardiovascular risk assessment tool used by health care practitioners in the United
States; the ACC defines high risk as a score of 220% over a 10-year period.

VI. AHA/ACC, ESC/EAS, AACE, and NLA guidelines have not been updated to include bempedoic
acid, bempedoic acid/ezetimibe (Nexletol, Nexlizet) in the treatment of dyslipidemia. Guidelines
currently recommend the use of statins, ezetimibe (Zetia), evolocumab (Repatha), alirocumab
(Praluent), and icosapent ethyl (Vascepa) due to their evidence for reducing cardiovascular
events.

VIl.  According to the 2022 ACC Expert Consensus guidance on the non-statin therapies in the
management of ASCVD risk, bempedoic acid can be considered as a treatment option for
patients who are unable to take statins due to side effects and do not have clinical ASCVD.
Guidelines note that after intolerance to at least two (preferably three) statins, adult patients
without clinical ASCVD, either with diabetes or without diabetes with additional CVD risk factors,
may consider first-line therapy with ezetimibe (Zetia), second-line therapy with bile acid
sequestrants (BAS) [e.g., cholestyramine, colestipol, etc.], and third-line therapy with bempedoic
acid (Nexletol). While bile acid sequestrants are recommended by the guidelines, these agents
have numerous drug-drug interactions, which severely limits their utilization in clinical practice.
In patients with clinical ASCVD who are statin intolerant, guidelines recommend the use of
either ezetimibe (Zetia) or PCSK9-inhibitors as first-line therapy, depending on the patient’s
clinical scenario, and bempedoic acid and inclisiran as second-line treatment options.

VIII. Ezetimibe (Zetia) is a common, widely utilized add-on therapy to statin therapy and has well-
known safety and efficacy. Ezetimibe (Zetia) also has data on cardiovascular outcomes and has
evidence for benefit in patients being treated for dyslipidemia.
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Investigational or Not Medically Necessary Uses

I.  Primary prevention of ASCVD in patients who are not at high risk for CVD event
A. There is currently no safety or efficacy data to support the use of bempedoic acid in
reducing/preventing ASCVD in patients who are not at high risk for CVD event.
Il. Homozygous familial hypercholesterolemia
A. There is currently no safety or efficacy data to support the use of bempedoic acid in
patients with homozygous familial hypercholesterolemia.

Appendix

l. Heterozygous familial hypercholesterolemia: Diagnosis criteria tables

Simon Broome Familial Hypercholesterolemia Register diagnostic criteria for familial

hypercholesterolemia

Criteria Description
Total cholesterol concentration above 7.5 mmol/liter (290 mg/dL)
in adults or a total cholesterol concentration above 6.7 mmol/liter
A (259 mg/dL) in children aged less than 16 years, or
Low density lipoprotein cholesterol concentration above
4.9 mmol/liter (189 mg/dL) in adults or above 4.0 mmol/liter (155
mg/dL) in children
B Tendinous xanthomata in the patient or a first-degree relative
C DNA-based evidence of mutation in the LDLR, PCSK9, or APOB gene
Family history of myocardial infarction before age 50 years in a
D second-degree relative or before age 60 years in a first-degree
relative
Family history of myocardial infarction before age 50 years in a
E second-degree relative or before age 60 years in a first-degree
relative
A "definite" FH diagnosis requires either criteria a and b, or criterion c.
A "probable" FH diagnosis requires either criteria a and d, or criteria a and e.

Dutch Lipid Clinic Network diagnostic criteria for familial hypercholesterolemia
Criteria Points

Family history

e First-degree relative with known premature (men: <55 years; women: 1
<60 years) coronary or vascular disease, or

e First-degree relative with known LDL-C above the 95th percentile

e First-degree relative with tendinous xanthomata and/or arcus 2
cornealis, or

e Children <18 years of age with LDL-C above the 95th percentile

Clinical History

e Patient with premature (men: <55 years; women: <60 years) coronary 2
artery disease
e Patient with premature (men: <55 years; women: <60 years) cerebral 1
or peripheral vascular disease A
Washington State Rx Services is administered by l I |O d Q
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Physical examination

e Tendinous xanthomata

e Arcus cornealis before age 45 years
LDL-C levels

e LDL-C>8.5 mmol/L (325 mg/dL) 8
e LDL-C6.5-8.4 mmol/L (251-325 mg/dL) 5
e LDL-C5.0-6.4 mmol/L (191-250 mg/dL) 3
e LDL-C4.0-4.9 mmol/L (155-190 mg/dL) 1
DNA analysis

e Functional mutation in the LDLR, apoB, or PCSK9 gene 8

Choose only one score per group, the highest applicable diagnosis
(diagnosis is based on the total number of points obtained)

e A'definite" FH diagnosis requires >8 points

e A'probable" FH diagnosis requires 6-8 points

e A '"possible" FH diagnosis requires 3-5 points
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Related Policies

Policies listed below may be related to the current policy. Related policies are identified based on similar
indications, similar mechanisms of action, and/or if a drug in this policy is also referenced in the related policy.

Policy Name Disease state

Proprotein Convertase
Subtilisin/Kexin Type 9 (PCSK9)

Inhibitors

Heterozygous familial hypercholesterolemia (HeFH)
Homozygous familial hypercholesterolemia (HoFH)
Established atherosclerotic cardiovascular disease (ASCVD)
Non-familial hypercholesterolemia

A
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Policy Implementation/Update:

Action and Summary of Changes Date
Added new indication criteria for high risk for a cardiovascular (CVD) event in the absence of established

. . s o . 05/2024
ASCVD; Updated supporting evidence. Updated initial authorization duration from 6 months to 12 months.
Updated supporting evidence 12/2020
Policy created 05/2020
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Uniform benralizumab (Fasenra) i ArrayRX

UMP POLICY

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMP174

Description
Benralizumab (Fasenra) is a subcutaneously administered monoclonal antibody (IgG1 Kappa) that
antagonizes interleukin-5 (IL-5).

Length of Authorization
e |nitial: Six months
e Renewal: 12 months

Quantity limits

Product Name Indication Dosage Form Quantity Limit

Loading: 1 autoinjector/28

days for 3 doses
) Asthma (severe)
benralizumab 30 mg/mL Maintenance: 1 autoinjector/

(Fasenra) autoinjector | 56 days

Eosinophilic granulomatosis

with polyangiitis (EGPA) 1 autoinjector/28 days

Initial Evaluation

l. Benralizumab (Fasenra) may be considered medically necessary when the following criteria
below are met:

A. Medication is prescribed by, or in consultation with, a dermatologist or a physician
specializing in allergy, pulmonology, immunology, rheumatology, or ENT (ear, nose, throat);
AND

B. Must not be used in combination with another monoclonal antibody (e.g., dupilumab,
mepolizumab, omalizumab, reslizumab, etc.); AND

C. A diagnosis of one of the following:

1. Asthma (severe); AND
i. Member is six years of age or older; AND
ii. Member has SEVERE asthma as defined by one of the following:
a. Symptoms throughout the day
b. Nighttime awakenings, often 7x/week

c. SABA (e.g., albuterol, levalbuterol) use for symptom control occurs

several times per day
Extremely limited normal activities
Lung function (percent predicted FEV1) < 60%

f.  Exacerbations requiring oral systemic corticosteroids are generally

more frequent and intense relative to moderate asthma; AND

A
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iii. Member must have asthma with an eosinophilic phenotype defined as
blood eosinophils >300 cells/pL within previous 12 months OR >150
cells/uL within 6 weeks of dosing; AND

iv. Member must have two or more exacerbations in the previous year
requiring daily oral corticosteroids for at least 3 days (in addition to the
regular maintenance therapy defined below); AND

V. Member is currently being treated with:

a. A medium- to high-dose, or maximally tolerated inhaled
corticosteroid (ICS) [e.g., budesonide, fluticasone, mometasone];
AND

i. One additional asthma controller medication (e.g., long-
acting beta-2 agonist [LABA] {e.g., Striverdi}, long-acting
muscarinic antagonist [LAMA] {e.g., Spiriva Respimat},
leukotriene receptor antagonist [e.g., Singular], or
theophylline); OR

b. A maximally tolerated ICS/LABA combination product (e.g., Advair,
Airduo, Breo, Dulera, Symbicort); AND

vi. Background controller medications (e.g., Advair, Airduo, Breo, Dulera,
Symbicort) will be continued with the use of benralizumab (Fasenra),
unless contraindicated; AND

vii.  Treatment with mepolizumab (Nucala) has been ineffective,
contraindicated, or not tolerated; OR

2. Eosinophilic Ganulomatosis with Polyangiitis (EGPA); AND
i. Member is 18 years of age or older; AND
ii. Member has a confirmed diagnosis of EGPA (aka Churg-Strauss Syndrome)
as defined by ALL of the following:
a. History or presence of asthma; AND
b. Blood eosinophil level 10% or an absolute eosinophil count >1000
cells/mm?3; AND

c. TWO or more of the following:

i. Histopathologic evidence of eosinophilic vasculitis,
perivascular eosinophilic infiltration or eosinophil rich
granulomatous inflammation

ii. Neuropathy

iii. Pulmonary infiltrates
iv. Sinonasal abnormalities
v. Cardiomyopathy
vi. Glomerulonephritis
vii. Alveolar hemorrhage
viii. Palpable purpura
ix. Antineutrophil Cytoplasmic Antibody (ANCA) positivity;
AND
iii. History of ONE of the following:
a. Atleast one confirmed EGPA relapse within the past two years
b. Failure to attain remission following induction treatment with a
standard regimen (e.g., high-dose glucocorticoids with or without
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immunosuppressive agents [e.g., methotrexate, mycophenolate
mofetil, etc.])
c. Recurrence of EGPA symptoms while tapering oral corticosteroid;
AND
iv. Member has been on stable doses of concomitant oral corticosteroid
therapy for at least 4 weeks (i.e., prednisone or prednisolone at a dose of
at least 7.5 mg/day); AND
V. Physician has assessed baseline disease severity utilizing an objective
measure/tool (e.g., Birmingham Vasculitis Activity Score [BVAS], history of
asthma symptoms and/or exacerbations duration of remission or rate of
relapses, etc.); AND
Vi. Treatment with mepolizumab (Nucala) has been ineffective,
contraindicated, or not tolerated

1. Benralizumab (Fasenra) is considered investigational when used for all other conditions, including
but not limited to:
A. Non-severe, non-eosinophilic phenotype asthma

Atopic dermatitis

Eosinophilic gastritis

Exercise-induced asthma

Chronic obstructive pulmonary disease (COPD)

Hypereosinophilic syndrome

mmoow

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health
plan or has been established on therapy from a previous health plan; AND
Il. Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND
Il Must not be used in combination with another monoclonal antibody (e.g., dupilumab,
mepolizumab, omalizumab, reslizumab, etc.); AND
IV.  Adiagnosis of one of the following:
e Asthma (severe); AND
i. Member has exhibited improvement or stability of disease symptoms (e.g., reduced
asthma exacerbations, FEV1, reduced systemic corticosteroid requirements, reduced
hospitalizations); AND
ii. Background controller medications (e.g., Advair, Airduo, Breo, Dulera, Symbicort) will
be continued with the use of benralizumab (Fasenra), unless contraindicated; OR
e Eosinophilic Granulomatosis with Polyangiitis (EGPA); AND
i. Member has exhibited improvement or stability of disease symptoms as evidenced in
one or more of the following:
1. Member is in remission [defined as a Birmingham Vasculitis Activity Score (BVAS)
score=0 and a prednisone/prednisolone daily dose of < 7.5 mg]
2. Decrease in maintenance dose of systemic corticosteroids
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3. Improvement in BVAS score compared to baseline
4. Improvement in asthma symptoms or asthma exacerbations
5. Improvement in duration of remission or decrease in the rate of relapses.

Supporting Evidence

Benralizumab (Fasenra Pen) is indicated as an add-on maintenance treatment for patients six
years and older with a diagnosis of severe eosinophilic asthma (SEA) and for patients 18 years
and older with a diagnosis of eosinophilic granulomatosis with polyangiitis (EGPA).

Benralizumab (Fasenra Pen) for self-administration via an autoinjector was established based off
two phase Il and one phase | trial that was conducted with the primary objective of usability
and pharmacokinetic (PK) exposure. These trials demonstrated that the safety and tolerability of
benralizumab (Fasenra Pen) was consistent with the established profile of the medication.

There is a lack of evidence supporting treatment with dual use of biologic therapies and a
potential for increased risk of side effects.

Asthma (severe)

The provider administered benralizumab (Fasenra), was FDA approved in the setting of
severe eosinophilic asthma and was evaluated in one 52-week dose ranging exacerbation
trial, three confirmatory randomized, double-blind trials, one 12-week lung function trial,
and one 48-week pharmacokinetic and pharmacodynamic trial.

The 52- week dose ranging exacerbation trial was a phase 2 randomized, double-blind,
placebo-controlled trial. Benralizumab (Fasenra) was administered every 4 weeks for 3
doses followed by every 8 weeks thereafter. In the benralizumab (Fasenra) treatment
arm, there was a decrease in annual exacerbation rate with 2, 20, and 100 mg (-12%
[80% Cl: -51, 18), -34% [80% CI: 6, 54], and -29% [80% Cl: 10, 44], respectively).

The two confirmatory trials were 48 and 52 weeks in duration. The primary outcome
was rate of asthma exacerbations in patients with baseline eosinophil counts of 2300
cells/uL taking both high-dose ICS and LABA. Rates of exacerbation per year in the
benralizumab (Fasenra) arm of both trials was 0.74 and 0.73 compared to 1.52 and
1.01 with placebo (Rate Ratio [95% Cl: 0.37, 0.64], [95% ClI: 0.54, 0.95], respectively).
The third confirmatory trial was 28 weeks in duration and evaluated the effects of
benralizumab (Fasenra) on reducing the use of maintenance oral corticosteroids
(OCS). The primary endpoint was percent reduction from baseline of OCS use during
weeks 24 to 28. The median percent reduction from baseline in the benralizumab
(Fasenra) arm was 75% compared to 25% in placebo (95% Cl: 60, 88).

The 12-week lung function trial measured lung function by the change from baseline
FEV, at week 12. The benralizumab (Fasenra) arm showed an increase of 0.057 liters
compared to -0.016 liters in placebo (p=0.040)

The 48-week, open-label, pharmacokinetic and pharmacodynamic trial (TATE) was
conducted in 28 patients ages six to eleven (mean age 9 years; 6-8 years, n=11; 9-11
years n=17; 32% female, White 29%, Asian 32%, Black or African American 29%) with
severe asthma, and with an eosinophilic phenotype. PK, PD, and safety profile of
benralizumab 10/30 mg in children with severe eosinophilic asthma are consistent
with previous reports in adults and adolescents. Both dose/weight groups achieved
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near-complete depletion of eosinophils and no new safety signals were identified. The
trial was not powered to assess efficacy outcomes.

B. Since severe asthma is associated with difficulty managing symptoms, therapy should be
prescribed and managed by a pulmonologist or other specialist with expertise in asthma/lung
function.

C. The Global Initiative for Asthma (GINA) 2024 update recommends the addition of respiratory
biologics, with respect to their allergic biomarkers, after inadequate asthma control despite
good adherence and inhaler technique on maximized Step 4 (medium/high dose
maintenance ICS-LABA) or Step 5 (add-on LAMA * high dose maintenance ICS-formoterol)
therapy. Other controller options for Step 4 include high dose ICS-LABA, add-on tiotropium,
or add-on LTRA. Other controller options for Step 5 include add-on anti-IL5/5R, anti-IgE, anti-
IL4Ra, anti-TSLP, azithromycin, or add-on low dose OCS, though guidelines do note to
consider side effects.

D. While benralizumab (Fasenra) is approved for use in patients six years of age and older, the
self-administered formulation is only approved for use in patients 235kg. For those weighing
<35kg benralizumab (Fasenra) should be administered by a healthcare provider.

V. Eosinophilic Granulomatosis with Polyangiitis (EGPA)

A. Eosinophilic Granulomatosis with Polyangiitis is a rare disease that does not have well
defined diagnostic criteria. Expert consensus suggests that diagnosis should consist of
objective evidence of vasculitis coupled with clinical considerations; this generally consists
of confirming presence of asthma, blood eosinophilia, and other manifestations, such as
chronic rhinosinusitis with nasal polyps, lung infiltrates/obstructive airway disease,
glomerulonephritis, cardiomyopathy, neuropathy, gastroenteritis, and purpura. Given the
complexities of diagnosing this rare disease, evaluation should involve a specialist.

B. The FDA approval of benralizumab (Fasenra) for the treatment of EGPA was based on a
randomized, double-blind, active-controlled, noninferiority, Phase 3 clinical trial (MANDARA)
evaluating the safety and efficacy of benralizumab (Fasenra) against mepolizumab (Nucala).
Patients enrolled in the trial were age 18 years and older with a diagnosis of EGPA
confirmed by the presence of asthma, blood eosinophilia, and at least two other
characteristics of EGPA. Patients also were required to have a history of relapsed and/or
refractory disease, defined as at least one confirmed EGPA relapse in the previous two
years, while receiving oral prednisolone (or equivalent) of 27.5 mg/day, failure to attain
remission within 6 months prior to baseline visit following induction with treatment with a
standard regimen administered for at least 3 months, or recurrent of symptoms of EGPA
while tapering oral glucocorticoids within 6 months prior to baseline.

C. The primary endpoint was the proportion of patients achieving remission (defined as a BVAS
of 0 or an oral glucocorticoid dose of <4mg/day) at weeks 36 and 48. The adjusted
percentage of patients with remission at weeks 36 and 48 was 59% in the benralizumab
(Fasenra) group and 56% in the mepolizumab (Nucala) group (difference, 3 percentage
points; 95% confidence interval [Cl], —13 to 18; P = 0.73 for superiority). These results
demonstrate noninferiority, but not superiority, of benralizumab (Fasenra) to mepolizumab
(Nucala), since the lower bound of 95% confidence interval exceeded the predetermined
noninferiority threshold of -25 percentage points and the P value for superiority was
greater than 0.05.
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D. According to the American College of Rheumatology (ACR)/Vasculitis Foundation (VF)
treatment guidelines, treatment approach should be stratified based on severity. For
patients with severe (organ-threatening) manifestations, cyclophosphamide and high-dose
corticosteroids should be used for remission induction in new-onset or relapsing disease.
Methotrexate, azathioprine, mepolizumab, or rituximab should be used for maintenance of
remission in relapsing disease. For patients with non-severe manifestations, glucocorticoids
in combination with immunosuppressant agents (e.g., methotrexate, azathioprine,
mycophenolate mofetil), mepolizumab (Nucala), or high-dose glucocorticoids only (for select
patients) can be considered for remission induction in new-onset or relapsing disease, while
mepolizumab (Nucala) monotherapy is recommended for maintenance of remission in
relapsing disease. Systemic corticosteroids may be used in conjunction with other
medications in the maintenance setting, although the goal is to taper off steroids
completely.

E. The Birmingham Vasculitis Activity Score (BVAS) is a validated, objective tool for assessment
of disease activity in patients with many forms of vasculitis, consisting of a list of items from
nine organ systems that reflect the typical features of active systemic vasculitis. It provides
valid and reliable definitions for remission and response to therapy, as well as flare, and has
been widely used in clinical trials, including the MANDARA trial. Baseline BVAS score should
be documented prior to initiation of benralizumab (Fasenra) to accurately measure
response to therapy upon follow-up.

F. The results of the MANDARA trial demonstrated non-inferiority of benralizumab (Fasenra)
compared to mepolizumab (Nucala) for achievement of remission and similar rates of
adverse events between the medications during the trial period. Therefore, it is reasonable
to conclude that these agents provide a comparable level of safety and efficacy. Thus,
pending no contraindication to therapy, preferred formulary therapies should be utilized
based on cost-effectiveness.

Investigational or Not Medically Necessary Uses

I. Benralizumab (Fasenra) has not been adequately studied for the following conditions and does
not have established safety and efficacy in these populations:
A. Non-severe, non-eosinophilic phenotype asthma

B. Atopic dermatitis

C. Eosinophilic gastritis

D. Exercise-induced asthma

E. Hypereosinophilic syndrome

F. Chronic obstructive pulmonary disease (COPD)

i. Asingle phase lla study compared benralizumab to placebo in patients with COPD
and showed there was no difference in rates of exacerbations; therefore, there is
insufficient evidence in the safety and efficacy of benralizumab (Fasenra) for use
in patients with COPD.
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Related Policies

Policy Name

Disease state

dupilumab (Dupixent)

Asthma (moderate to severe)

Atopic dermatitis

Chronic Rhinosinusitis with Nasal Polyps (CRSWNP)

Prurigo Nodularis

Eosinophilic Esophagitis

Chronic Obstructive Pulmonary Disease (COPD)

mepolizumab (Nucala)

Asthma (severe)

Eosinophilic Granulomatosis with Polyangiitis (EGPA)

Hypereosinophilic Syndrome

Chronic Rhinosinusitis with Nasal Polyps (CRSWNP)

omalizumab (Xolair)

Chronic Idiopathic Urticaria (CIU)

Allergic Asthma

Chronic Rhinosinusitis with Nasal Polyps (CRSWNP)

IgE-Mediated Food Allergy

Systemic Mastocytosis

reslizumab (Cinqair)

Asthma (severe)

tepezelumab (Tezspire)

Severe Asthma

Policy Implementation/Update:

Action and Summary of Changes

Date

Updated policy to include newly approved eosinophilic granulomatosis with polyangiitis (EGPA) indication

12/2024

Updated policy name to “benralizumab (Fasenra®) as label does not use Fasenra Pen™ to identify the
product. Updated QL table to updated standard format. Updated provider administered agents table to
include new 10mg/0.5mL dosage form for pediatric patients under 35kg. Updated age criteria and
supporting evidence to include the TATE trial for use in pediatric patients six and older. Updated supporting
evidence to include GINA 2024 recommendations for the treatment of severe asthma.

7/2024

Updated renewal length of authorization from six months to 12 months. Revised “severe eosinophilic
asthma” verbiage “asthma (severe)” in attempts to align with other respiratory biologics policies. For initial

03/2021
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criteria: added dupilumab as an example for another monoclonal antibody that must not be used in
combination; added prescribed by or in consultation with a specialist requirement; added member must
have asthma with an eosinophilic phenotype defined as blood eosinophils 2300 cells/uL within previous 12
months as an “OR” option to existing required =150 cells/uL within 6 weeks of dosing; revised verbiage for
add-on maintenance treatment requirements to medium- to high-dose, or maximally tolerated ICS and
one additional asthma controller medication OR maximally tolerated ICS/LABA combination, added
requirement of continued use with background controller medications. For renewal criteria: added “must
not be used in combination with another monoclonal antibody”; consolidated list of clinical improvement
examples; added continued background controller medications. For supporting evidence: added GINA 2020
guideline recommendations. For investigational or not medically necessary uses: updated verbiage to
current policy format.

Policy created

02/2020
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n Uniform berdazimer (Zelsuvmi™)
UMP POLICY

Policy Type: PA/SP Pharmacy Coverage Policy: UMP305

Description
Berdazimer (Zelsuvmi) is a nitric oxide (NO) releasing agent.

Length of Authorization
e |[nitial: Three months
e Renewal: Not eligible/cannot be renewed

Quantity Limits

Product Name Indication Dosage Form Quantity Limit
. . Molluscum contagiosum o
berdazimer (Zelsuvmi) (MC) infection 10.3% Gel 31 g/30 days

Initial Evaluation

l. Berdazimer (Zelsuvmi) may be considered medically necessary when the following criteria are

met:
A. Member is one year of age or older; AND
B. Not used in combination with other interventions used to treat Molluscum contagiosum
(MC); AND
C. A diagnosis of Molluscum contagiosum when the following are met:
1. Provider attestation that the member meets one of the following:
i. Extremely bothersome itching or pain
ii. Concomitant secondary infection or atopic dermatitis
iii. Affected areas pose a high risk for disease spread and are not coverable with
clothing or bandages; AND
2. Treatment with at least two of the following conventional therapies have been
ineffective or not tolerated, or all are contraindicated:
i. podofilox 0.5% solution
ii. tretinoin 0.05% cream
iii. Over-the-counter (OTC) therapies (potassium hydroxide solution, salicylic
acid, povidone-iodine)

1. Berdazimer (Zelsuvmi) is considered investigational when used for all other conditions, including
but not limited to:
A. Dermatitis not associated with Molluscum contagiosum
B. Genital warts
C. Tinea pedis

A
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Supporting Evidence

l. Molluscum contagiosum (MC) is a highly contagious, predominantly pediatric, skin infection
caused by the molluscipoxvirus. It is common, affecting approximately six million people
annually in the U.S. and is spread via skin to skin or contact with contaminated items.
Molluscum contagiosum (MC) manifests as small, raised lesions that are usually skin colored
with an umbilication. Lesions may become itchy, sore, red, or swollen. Atopic dermatitis is a
common comorbidity which may be exacerbated, sometimes leading to bacterial skin infections.
The infection is usually self-limited but may persist for months to years, impacting quality of life
and may be associated with discomfort, psychosocial stigma, and scarring.

Il Berdazimer (Zelsuvmi) is FDA approved for use in ages one year and older for the treatment of
Molluscum contagiosum. It is administered topically as a thin layer once daily for up to 12 weeks
and intended to be used as monotherapy. Berdazimer (Zelsuvmi) has not been adequately
studied in infants younger than one year of age or in combination with other therapies for the
treatment of MC, therefore, there’s insufficient safety and efficacy data to support such use at
this time.

. Berdazimer (Zelsuvmi) was studied in three Phase 3, multicenter, randomized, double-blind,
vehicle-controlled trials in patients with MC. The primary efficacy outcome was the percentage
of patients who achieved complete clearance of all treatable MC lesions at week 12. In the B-
SIMPLEA4 trial, 32.4% of patients in the berdazimer (Zelsuvmi) group achieved complete
clearance at week 12 as compared to 19.7% in the vehicle group, representing a treatment
difference of 12.7%. The B-SIMPLE1 and B-SIMPLE?2 trials also showed a positive treatment
effect, favoring berdazimer (Zelsuvmi) but treatment differences against the vehicle gel were
not statistically significant. The most common adverse effects reported were mild to moderate
application site reactions and include pain (18.7%), erythema (11.7%), pruritus (5.7%),
exfoliation (5%), and dermatitis (4.9%). The overall confidence that the product provides a
meaningful benefit relative to comparable treatment options is low due to lack of statistically
significant findings in two out of the three clinical trials and modest efficacy seen in one trial (B-
SIMPLE4) with statistically significant results.

IV.  There are currently no clinical practice guidelines for the management of MC. The American
Academy of Dermatology Association (AAD) suggests treatment should be initiated when the
patient is immunocompromised, has genital area involvement, has a comorbidity of atopic
dermatitis, or has extremely bothersome symptoms. The goals of therapy are to alleviate
discomfort such as itching, limit transmission to close contacts, and prevent secondary
infections.

V.  The Centers for Disease Control and Prevention (CDC) notes several topical treatment options
including podophyllotoxin, potassium hydroxide, tretinoin, salicylic acid, and iodine, which are
self-administered. Podophyllotoxin is associated with clearance rates of up 92% but its efficacy
in children less than 10 years old is not established. Potassium hydroxide 10% is associated with
clearance rates ranging from 55% to 86% but may be associated with stinging, burning, and
pigmentation. When compared to potassium hydroxide, tretinoin also has efficacy in reducing
the number of MC lesions with less side effects but with a slower response. Salicylic acid and
iodine also show some efficacy with minor side effects. The evidence for other therapies
including imiquimod and cimetidine is inconclusive. Treatment with berdazimer (Zelsuvmi) may
be medically necessary when standard therapies have been ineffective, not tolerated, or all
contraindicated. Engagement with at least two of the following therapies is required: podofilox,
tretinoin, or OTC ailments (e.g., potassium hydroxide), as these agents represent highly effective
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VI.

and safe lower cost alternatives supported by years of clinical practice experience as well as
recommendations by the CDC and the AAD.

Berdazimer (Zelsuvmi) is not eligible for renewal because use of berdazimer (Zelsuvmi) beyond
12 weeks of treatment has not been adequately studied, therefore, efficacy and safety beyond
12 weeks is not established. An authorization for a distinct engagement with therapy, such as
for a new infection, may be allowed if initial criteria is met.

Investigational or Not Medically Necessary Uses

Berdazimer (Zelsuvmi) has not been FDA-approved, or sufficiently studied for safety and efficacy
for the conditions or settings listed below:

A. Dermatitis not associated with Molluscum contagiosum
B. Genital warts

C. Tinea pedis
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miorm  DEtAINE anhydrous (Cystadane®)
UMP POLICY

Policy Type: PA/SP Pharmacy Coverage Policy: UMP113

Description
Betaine anhydrous (Cystadane) is an orally administered endogenous metabolite of choline.

Length of Authorization
e Initial: Six months
e Renewal: 12 months

Quantity limits

Product Name Indication Dosage Form Quantity Limit
betaine anhydrous
(generic Cystadane) 1g/1.7 mL powder 540 grams/30 days
betaine anhydrous Homocystinuria
¥ 1g/1.7 mL powder 540 grams/30 days

(Cystadane)

Initial Evaluation

l. Betaine anhydrous (Cystadane) may be considered medically necessary when the following
criteria below are met:
A. Medication is prescribed by, or in consultation with, a metabolic or genetic disease
specialist; AND
B. A diagnosis of homocystinuria when the following are met:
1. Diagnosis associated with one of the following (i, ii, or iii):
i.  Cystathionine beta-synthase (CBS) deficiency; AND
a. Treatment with ALL of the following has been ineffective,
contraindicated, or not tolerated:
i. Vitamin B6 (pyridoxine)
ii. Vitamin B12 (cyanocobalamin)
iii. Folic Acid
iv. Dietrestrictions; OR
ii. Homocystinuria associated 5,10-methylenetetrahydrofolate reductase
(MTHFR) deficiency; OR
iii. Cobalamin cofactor metabolism (cbl) defect; AND
2. Treatment with generic betaine anhydrous (generic Cystadane) has been
ineffective, contraindicated, or not tolerated

Il Betaine anhydrous (Cystadane) is considered investigational when used for all other conditions,
including but not limited to:
A. Non-alcoholic fatty liver
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Renewal Evaluation

Member has received a previous prior authorization approval for this agent through this health
plan; AND

Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. Initial policy criteria must be met for the member to
qualify for renewal evaluation through this health plan; AND

Member has exhibited improvement or stability of disease symptoms

Supporting Evidence

V.

Betaine anhydrous (Cystadane) is indicated in pediatric and adult patients for the treatment of
homocystinuria, and is used to decrease elevated homocysteine blood concentrations.
Homocystinuria results from deficiencies or defects in cystathionine beta-synthase (CBS), 5,10-
methylenetetrahydrofolate reductase (MTHFR), and/or cobalamin cofactor metabolism (CBL).
Homocystinuria is a rare autosomal recessive disorder characterized by severe elevations in
plasma and urine homocysteine concentrations. It may result from a deficiency of several
enzymes involved in the conversion of methionine to cysteine or, less commonly, it is due to
impaired conversion of the compound homocysteine to methionine. There are multiple forms of
homocystinuria, which are distinguished by their signs, symptoms, and genetic cause. Clinical
manifestations of homocystinuria includes developmental delay, Marfanoid appearance,
osteoporosis, ocular abnormalities, thromboembolic disease, and severe premature
atherosclerosis. The signs and symptoms of homocystinuria usually develop within the first year
of life; although, the mildly-affected may not develop features until later in childhood or
adulthood.

Guidelines for CBS deficiency state:

e Betaine should be considered as adjunct treatment in patients who cannot achieve
target levels of homocysteine by other means. Betaine treatment alone seldom
achieves target homocysteine levels in those with a pyridoxine-unresponsive CBS
deficiency. It is best used as adjunct treatment in patients who are partially
responsive to pyridoxine, or, who are on dietary treatment but cannot achieve
adequate control.

e Patient response to betaine can vary, and, optimal doses require individualization.
Standard initial dosing for children is 50 mg/kg twice daily; meanwhile, adults start
at three grams two times a day. The dose and frequency are adjusted to the
response of treatment with an added note that exceeding a dose of 150-200
mg/kg/day is unlikely to result in any additional benefit.

Guidelines for MTHFR deficiency state:

e Early identification and treatment with betaine for MTHFR deficiency is strongly
recommended. Pre-symptomatic betaine treatment prevents severe neurological
impairment with a high quality of evidence.

A
Washington State Rx Services is administered by l I l O d 0
HEALTH

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage. Preauthorization requirements are only valid
for the month published. They may have changed from previous months and may change in future months.



Investigational or Not Medically Necessary Uses

I. With limited evidence available, betaine anhydrous (Cystadane) has not been sufficiently

evaluated for safety and efficacy in the following settings:
A. Non-alcoholic fatty liver (NAFLD)

i. Treatment betaine anhydrous (Cystadane) is not listed within the American

Association for the Study of Liver Diseases (AASLD) NAFLD guidelines.

References

Cystadane [Prescribing Information]. Lebanon, NJ: Recordati Rare Diseases Inc. October 2018.

Kang SS. Treatment of hyperhomocyst(e)inemia: physiological basis. J Nutr. 1996;126(4 Suppl):1273S-5S.

3. Homocystinuria. Genetics Home Reference website. Available at: https://ghr.nIm.nih.gov/condition/homocystinuria.

Updated November 12, 2019.

4. National Organization for Rare Disorders. Homocystinuria due to Cystathionine Beta-Synthase Deficiency. Available

at: https://rarediseases.org/rare-diseases/homocystinuria-due-to-cystathionine-beta-synthase-deficiency/.

5. UpToDate, Inc. Overview of homocysteine. UpToDate [database online]. Waltham, MA. Last updated November 13,

2019 Available at: http://www.uptodate.com/home/index.html.

6. Morris AAM, Kozich V, Santra S, et al. Guidelines for the diagnosis and management of cystathionine beta-synthase

deficiency. J Inherit Metab Dis 2017;40:49-74.

7. Huemer M, Diodato D, Schwahn B, et al. Guidelines for diagnosis and management of the cobalamin-related
remethylation disorders cblC, cbID, cblE, cblF, cblG, and MTHFR deficiency. J Inherit Metab Dis 2017; 40:21-48.

8. Miglio F, Rovati LC, Santoro A, et al: Efficacy and safety of oral betaine glucuronate in non-alcoholic steatohepatitis.

Arzneimmittelforschung Drug Res 2000; 50(8):722-727.

9. Chalasani N, Younossi Z, Lavine JE, et al. The diagnosis and management of nonalcoholic fatty liver disease: Practice

guidance from the American Association for the Study of Liver Diseases. Hepatology. 2018;67(1):328-357.

Related Policies
Currently there are no related policies.

Policy Implementation/Update:

Action and Summary of Changes Date
Added requirement to have tried and failed generic betaine anhydrous prior to use of branded Cystadane 04/2022
Policy created 11/2019

A
Washington State Rx Services is administered by l I l o d Q

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage. Preauthorization requirements are only valid

for the month published. They may have changed from previous months and may change in future months.

HEALTH


https://ghr.nlm.nih.gov/condition/homocystinuria
http://www.uptodate.com/home/index.html

-
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bexarotene (Targretin®)
UMP POLICY

Policy Type: PA/SP Pharmacy Coverage Policy: UMP115

Split Fill Management (Only Applies to bexarotene (Targretin) capsule)*

Description

Bexarotene (Targretin) is an orally and topically administered retinoid that binds to and activates
retinoid X receptor subtypes to inhibit growth and induce the regression of tumor cells.

Length of Authorization
e |Initial: Three months
e Renewal: 12 months

Quantity limits

Product Name Indication Dosage Form Quantity Limit

bexarotene
(generic Targretin)

Based on body surface

Primary cutaneous T-cell 75 mg capsule )
area calculation, dose

lymphoma, refractory to
ymp Y to be rounded to the

bexarotene one prior systemic thera
(Targretin) i ! i 75 mg capsule nearest 75 mg
| 19 ical
bexarotene ge. Primary cutaneous T-cell % tqplca 60 grams/30 days
(generic Targretin) gel/jelly
lymphoma, refractory to -

bexarotene gel one prior thera 1% topical 60 grams/30 days

(Targretin) P Py gel/jelly g Y

Initial Evaluation

l. Bexarotene (Targretin) may be considered medically necessary when the following criteria below

are met:

A. Member is 18 years of age or older; AND

B. Medication is prescribed by, or in consultation with, an oncologist; AND

C. Bexarotene (Targretin) will not be used in combination with mechlorethamine (Valchlor);;
AND

D. If the member is a woman of child-bearing potential, the prescriber attests the member
has had a negative pregnancy test prior to starting therapy; AND

E. A diagnosis of primary cutaneous T-cell lymphoma (e.g., mycosis fungosides, Sezary

Syndrome) when the following are met:
1. Forthe request of bexarotene capsules or liquid capsules;
i The member is relapsed and/or refractory to one prior systemic therapy
(e.g., oral retinoids, interferon, methotrexate, cyclophosphamide,
chemotherapy); AND

A
Washington State Rx Services is administered by l I l o d Q
HEALTH

These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage. Preauthorization requirements are only valid
for the month published. They may have changed from previous months and may change in future months.




ii.  Therequest is for generic bexarotene capsules or liquid capsules, unless
generic bexarotene has been ineffective or contraindicated; AND

iii.  Abody surface area that has been documented utilizing weight recorded in
the past three months ; AND

iv. The dose prescribed does not exceed 300 mg/m2/day for at least eight
weeks before dose escalation to a maximum of 400 mg/m2/day; OR

2. Forthe request of bexarotene (Targretin) topical gel/jelly;
i The member has stage IA or IB disease (i.e., limited/localized skin

involvement); AND

ii. The member has had a relapse, refractory of, or intolerance to at least two
other skin-directed therapies (e.g., mechlorethamine, corticosteroids,
phototherapy, imiquimod, topical retinoids); AND

iii. The request is for generic bexarotene gel, unless generic bexarotene gel
has been ineffective or contraindicated

1. Bexarotene (Targretin) is considered investigational when used for all other conditions, including

but not limited to:

A. Breast cancer

Lung cancer
Gastroesophageal cancers
Acute myeloid leukemia
Non-Hodgkin Lymphoma
Thyroid cancer
Aids-related Kaposi’s sarcoma
Alzheimer’s disease
Schizophrenia

T IOmMMOO®

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health
plan; AND
Il Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. Initial policy criteria must be met for the member to
qualify for renewal evaluation through this health plan; AND
Il. Member has exhibited response to therapy as evidenced by an improvement in CAILS score or a
decrease in affected surface area, plaque/scale elevation, or severity; AND
V. For bexarotene capsules or liquid capsules:
A. A body surface area that has been documented utilizing weight recorded in the past three
months; AND
B. The dose will not exceed 400 mg/m2/day; AND
C. Therequest is for generic bexarotene capsules or liquid capsules, unless generic
bexarotene has been ineffective or contraindicated; OR
V. For bexarotene (Targretin) gel/jelly:
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A. The request is for generic bexarotene gel, unless generic bexarotene gel has been
ineffective or contraindicated

Supporting Evidence

Bexarotene (Targretin) gel was evaluated in an open-label, Phase I-ll trial for the treatment of
early stage (IA-11A) cutaneous T-cell ymphoma in those that were refractory, intolerant to, or
reached plateaued response to two prior therapies. Tumor response was assessed via the
Composite Assessment of Index Lesion Disease Severity, and was based on a summation of the
grades for index lesions, erythema, scaling, plaque elevation, hypo or hyperpigmentation, and
area of involvement. Partial response was defined as improvement of at least 50% of the index
lesions and did not require confirmation by biopsy. The primary outcome was overall response
rate, which occurred in 26% (Cl 15%, 40%) of subjects. There was no response seen in those that
had stage Il disease; thus, the FDA-approval was granted to stage IA/IB only. Additionally, due to
the single-arm, open-label trial design, results should be interpreted with caution.

Bexarotene (Targretin) capsules were evaluated as systemic therapy in 152 subjects, with
advanced and early stage cutaneous T-cell ymphoma in two, open-label trials. Those with
advanced disease had been treated with at least one prior systemic therapy, but with a median
of two, and up to six therapies. Early disease subjects were intolerant to, were refractory to, or
reached plateaued response to two prior therapies. Therapy was initiated at a starting dose of
650 mg/m2/day, with a dose reduction to 500 mg/m2/day; however, neither was tolerated in
the study population. The dose was further reduced to 300 mg/m2/day with a dose increase to
400 mg/m2/day if no response was see after eight weeks of therapy. Tumor response was
assessed by observation using Composite Assessment of Index Lesion Disease Severity. The
endpoint was based on a summation of the grades, erythema, scaling, plaque elevation, hypo or
hyperpigmentation and area of involvement. Presence or absence of cutaneous tumors and
extra cutaneous manifestations was considered in the response assessment. Tumor responses
required confirmation over at least two assessments separated by at least four weeks and
partial response was defined as improvement of at least 50% in the index lesions without
worsening or development of new cutaneous tumors or non-cutaneous manifestations. At the
initial dose of 300 mg/m2/day, one subject had complete clinical tumor response, and 30%
(19/62) had partial response. Median duration of tumor response had not been reached by the
end of the study. Reponses may be seen as early as four weeks. Due to the single-arm, open-
label trial design, results should be interpreted with caution.

Commonly utilized skin-directed therapies for cutaneous T-cell lymphoma (e.g., mycosis
fungosides, Sezary Syndrome) include the following: topical corticosteroids, topical
mechlorethamine (nitrogen mustard), local radiation, topical retinoids (tazarotene, bexarotene),
phototherapy, imiquimod, and topical carmustine.

Commonly utilized systemic therapies for cutaneous T-cell lymphoma include the following:
brentuximab vedotin, bexarotene, interferons, methotrexate, mogamulizumab, romidepsin,
vorinostat, gemcitabine, doxorubicin, and pralatrexate.

The cost of one 60-gram tube of topical bexarotene (Targretin) is approximately $30,500;
therefore, a quantity limit of one tube per 30-day supply is in place to ensure appropriate use
without waste. Should a quantity exception be requested, clinical consideration will be taken to
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the amount of body surface area the medication is being applied, rate of application, and
amount utilized with administration.

Investigational or Not Medically Necessary Uses

I. Bexarotene (Targretin) has not been sufficiently evaluated and/or is currently in clinical trials for
the following indications:

A.

IToOomMmMmoOnO®

Breast cancer

Lung cancer
Gastroesophageal cancer
Acute myeloid leukemia
Non-Hodgkin Lymphoma
Thyroid cancer

Aids-related Kaposi’s sarcoma
Alzheimer’s disease
Schizophrenia

* The Moda Split Fill program is a physician-centric, patient engagement program intended to provide enhanced patient and
physician support while accomplishing the goals of minimizing waste and avoiding incremental healthcare costs due to
medication intolerance and unexpected change or termination of therapy regimen. Under the Split Fill program, the identified
medications are programmed for fills of up to a 14 or 15-day supply for the duration of the first three months (86 or 90 days) of
therapy. This program affords additional interactions with a specialty pharmacist, allowing more frequent assessments of side
effects and barriers to adherence. Each fill is administered at half of the member cost-share, thereby reducing the economic
burden if they must discontinue therapy mid-month.
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Policy Implementation/Update:

Action and Summary of Changes Date

Updated to include generic bexarotene gel (generic Targretin); added trial and failure of generic
bexarotene gel (generic Targretin) prior to use of the branded product

06/2022

Prior authorization criteria transitioned to policy format, age edit added, updated specialist prescriber
requirement to new format, removal of liver function test monitoring requirements. Addition of topical 11/2019
bexarotene (Targretin) to the policy. Initial approval criteria increased from six to 12 months.

Previous Reviews

08/2008;
10/2008;
07/2012;
09/2012;
12/2012;
11/2019
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birch triterpenes (Filsuvez®)
UMP POLICY

Uniform

Policy Type: PA/SP Pharmacy Coverage Policy: UMP300

Description
Birch triterpenes (Filsuvez) is a topical gel made from an extract of birch tree bark.

Length of Authorization
e |nitial: Three months
e Renewal: 12 months

Quantity Limits
Product Name Indication Dosage Form Quantity Limit
birch triterpenes (Filsuvez) | Epidermolysis bullosa (EB) 10% (w/w) gel 702 grams/30 days

Initial Evaluation

l. Birch triterpenes (Filsuvez) may be considered medically necessary when the following criteria

are met:
A. Member is six months of age or older; AND
B. Medication is prescribed by, or in consultation with, a geneticist or dermatologist that
specializes in epidermolysis bullosa (EB) management; AND
C. Medication will not be used in combination with beremagene geperpavec (Vyjuvek); AND
D. A diagnosis of epidermolysis bullosa (EB) when the following are met:
1. Provider attestation of genetic mutation for junctional epidermolysis bullosa (JEB)
or dystrophic epidermolysis bullosa (DEB), (e.g., COL17A1, LAMB); AND
2. Provider attestation that documentation of size, length, depth of target wound
has been recorded at baseline; AND
3. Provider attestation to all of the following:
i. Target wounds are free from infection; AND
ii. Member is receiving standard of care preventative or treatment therapies
for wound care (e.g., polymeric membrane, superabsorbent dressings, soft-
silicone foam)

Il Birch triterpenes (Filsuvez) is considered investigational when used for all other conditions,
including but not limited to:
A. Treatment of epidermolysis bullosa simplex (EBS) wounds
B. Treatment of Kindler syndrome wounds (KEB)

Renewal Evaluation

l. Member has received a previous prior authorization approval for this agent through this health
plan or has been established on therapy from a previous health plan; AND
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Il Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this health plan; AND

Il Medication is not used in combination with beremagene geperpavec (Vyjuvek); AND

V. Member has exhibited improvement or stability of disease symptoms [e.g., closure of wounds,
decrease in size of wounds, decrease in pain or itch]

Supporting Evidence

l. Birch triterpenes (Filsuvez) is FDA-approved in those six months of age and older for the
treatment of junctional epidermolysis bullosa (JEB) and dystrophic epidermolysis bullosa (DEB).

Il.  Asepidermolysis bullosa (EB) is a complex skin disease, it is recommended that patients receive
care from a geneticist or dermatologist who specializes in EB, or at least in consultation with
one. There are about 35 centers that specialize in EB over the nation; therefore, all patients
should be seen in person at least yearly at one of these centers and can continue follow up visits
at localized primary care providers or specialists.

Il Epidermolysis bullosa is a rare, inherited connective tissue disorder that causes abnormalities in
the structures that hold the skin together, resulting in blisters, non-healing ulceration, scars, and
eventually fibrosis of the skin in response to friction or trauma. In severe forms of the disease,
even the friction from clothes rubbing against the skin can trigger these reactions. Epidermolysis
bullosa also has manifestations beyond the skin, such as blistering, ulcerations, and scarring in
the lining of the gastrointestinal and respiratory tracks. Fusion of fingers and toes can occur with
loss of limb function and the risk of squamous cell skin carcinoma is quite high.

V. Depending on the type of EB a patient has, symptoms and life expectancy can vary greatly.
Epidermolysis bullosa should be considered in any neonate who presents with blisters and/or
erosions in the absence of another plausible etiology (e.g., infection). Blistering or skin fragility
may develop later in infancy or childhood, particularly related to diaper changing or crawling,
and even in adulthood in milder EB subtypes. Clinical overlap of symptoms can make it difficult
to distinguish between subtypes of EB, so genetic testing is important to confirm a diagnosis. A
skin biopsy is usually the first step for newly suspected EB, followed by genetic testing to
confirm the exact EB subtype diagnosis which is crucial for managing long term outcomes with
EB. Currently, Dystrophic EB Research Association (DEBRA) (the internal EB center with a US
chapter) offers free genetic testing for any suspected patients.

V.  Treatment of EB is largely supportive and includes wound care, control of infection, nutritional
support, and prevention and treatment of complications. Care plans for patients with EB should
be individualized according to age, severity, symptoms, complications, and patient priorities.
The 2017 International Consensus from DEBRA (Dystrophic EB Research Association) gives
detailed recommendations for all aspects of EB care and helpful advice for caregivers.
Recommendations for skin and wound care include bathing in saline water and using
appropriate bandage or dressing types such as silicone and foam dressings. In May 2023, a gene
therapy called beremagene geperpavec (Vyjuvek) was approved for use in patients with DEB
only to promote wound healing by expressing collagen. In December 2023, birch triterpenes
(Filsuvez) received approval in DEB and JEB patients to assist with wound closure in these
patients.
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VI.  The safety and efficacy of birch triterpenes (Filsuvez) was studied in a Phase 3, randomized,
double-blind, placebo-controlled trial (EASE). During the 90-day trial, patients of at least 21 days
of age (n=223) with DEB, JEB, or Kindler EB (KEB) were randomized 1:1 to receive birch
triterpenes (n=109) or the control gel (n=114). No patients with KEB were enrolled. Patients
were not allowed to receive systemic antibiotics or have chronic wounds (wounds present over
three weeks) older than nine months of age or that were infected. All wounds were treated at
least every four days with application to the wound or the dressing at each change with one
target wound was designated as being measured for the primary endpoint. This wound was
defined as an EB partial-thickness wound, involving both the epidermis and the dermis layers of
the skin, of 10 cm?to 50 cm? in size; if multiple wounds met this description, the wound of the
largest size, maximum depth, and oldest was chosen. The primary endpoint was the number of
patients with first complete closure of the EB target wound, within 45 (x seven days) of

treatment.
Primary Outcome Birch Triterpenes (n=109) Control Gel (n=114)
Proportion of patients (%) with first complete 41.3 28.9
closure of EB target wound within day 45 Risk Ratio: 1.44 (95% Cl: 1.01, 2.05, p=0.013)
VIl.  While the primary endpoint was statistically significant, the subgroup analysis was only

significant in those with recessive DEB as this was the largest group reflected in the study
patient population. Secondary endpoints were time to first complete closure of the EB target
wound and proportion of patients with first target wound closure in 90 days (* seven days),
incidence and severity of wound infections, procedural pain scores, and patient quality of life
measurements. While all of these trended to favor birch triterpenes (Filsuvez), none reached a
statistically significant difference. A post-hoc analysis did show statistical significance in the
weekly frequency of dressing changes for birch triterpenes (Filsuvez) with there being three
fewer changes every two weeks versus placebo.

VIIl.  Overall, the quality of evidence is moderate. Complete wound closure represents a clinically
meaningful outcome and substantially more patients treated with birch triterpenes (Filsuvez)
were able to achieve this endpoint vs control gel. Secondary endpoints also favored birch
triterpenes (Filsuvez) and while not statistically significant, all showed positive trends in treating
those with EB.

IX. Birch triterpenes (Filsuvez) is available as a 23.4-gram sterile tube, each tube to be used as single
use for one wound dressing change applied as one millimeter per wound. Multiple wounds can
be treated with each tube. Quantity limit of one tube per day is set based on the average
amount used in the clinical trial as well as practical knowledge about the frequency of wound
dressing changes by caregivers, which can occur daily. The monthly quantity required will
depend on the on the surface area being treated and is expected to vary from patient to patient.
Quantity exceptions may be allowed if the medical necessity for higher quantity is supported by
documentation from the treating physician.

Investigational or Not Medically Necessary Uses

I. Birch triterpenes (Filsuvez) has not been FDA-approved, or sufficiently studied for safety and
efficacy for the conditions or settings listed below:
A. Treatment of epidermolysis bullosa simplex (EBS) wounds
B. Treatment of Kindler syndrome wounds (KEB)
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RUf vricore bosutinib (Bosulif®) % ArrayRX

UMP POLICY

J

Policy Type: PA/SP Pharmacy Coverage Policy: UMP116

Split Fill Management*

Description
Bosutinib (Bosulif) is a tyrosine kinase inhibitor that inhibits the Bcr-Abl kinase which promotes chronic
myelogenous leukemia (CML). It is also known to inhibit Src-family kinases including Src, Lyn, and Hck.

Length of Authorization
e |Initial: Three months
e Renewal: 12 months

Quantity Limits

Product Name Dosage Form Indication Quantity Limit
100 mg tablets ML v di d chroni 90 tablets/30 days
400 mg tablets » NEWlY I;zgsr:se chronic 30 tablets/30 days
bosutinib (Bosulif) 500 mg tablets . P ! . 30 tablets/30 days
CML, resistant or intolerant to prior
50 mg capsules therapy 90 tablets/30 days
100 mg capsules 30 tablets/30 days

Initial Evaluation

l. Bosutinib (Bosulif) may be considered medically necessary when the following criteria below are
met:
A. Medication is prescribed by, or in consultation with, an oncologist or hematologist; AND
B. Medication will not be used in combination with other oncologic medications (i.e., will be
used as monotherapy); AND

C. A diagnosis of chronic myelogenous leukemia (CML) when the following are met:
1. Newly diagnosed chronic phase Philadelphia chromosome-positive (Ph+) CML; OR
2. Chronic, accelerated, or blast phase Ph+ CML; AND

i. Resistant or intolerant to prior treatment with a tyrosine kinase inhibitor
[e.g. imatinib (Gleevec), dasatinib (Sprycel), nilotinib (Tasigna)]

1. Bosutinib (Bosulif) is considered investigational when used for all other conditions, including but
not limited to:
A. Glioblastoma
Dementia
Non-small cell lung cancer
Mesothelioma
Bladder cancer
Ovarian, peritoneal, uterine cervical cancer
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G. Thymoma
H. Thymus cancer

Renewal Evaluation

Member has received a previous prior authorization approval for this agent through this health
plan; AND

Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. Initial policy criteria must be met for the member to
qualify for renewal evaluation through this health plan; AND

The medication is prescribed by, or in consultation with, an oncologist; AND

Medication will not be used in combination with other oncologic medications (i.e., will be used
as monotherapy); AND

Documentation of response to treatment, defined by the stabilization of disease or a decrease
in tumor size or tumor spread.

Supporting Evidence

VI.

VII.

VIII.

Bosutinib (Bosulif) is indicated for the treatment of adult patients with chronic, accelerated, or
blast phase Ph+ CML with resistance or intolerance to prior therapy OR newly diagnosed chronic
phase Ph+ CML.

Prior therapy may include, but is not limited to, one of the following: imatinib (Gleevec),
dasatinib (Sprycel), and/or nilotinib (Tasigna).

All TKIs are all highly effective with no differences in overall survival between imatinib and the
second generation TKI therapies bosutinib, dasatinib, or imatinib.

Members with primary treatment resistance to imatinib can be treated with any second
generation TKI therapy (bosutinib, dasatinib, or nilotinib), while giving consideration to BCR-
ABL1 mutation status. The second-generation TKI therapies are active against many mutations
resistant to imatinib.

Members with primary treatment resistance to bosutinib, dasatinib, or nilotinib may be treated
with any alternate TKI other than imatinib and giving consideration for BCR-ABL Mutation
status.

Treatment recommendations from NCCN Guidelines - Version 02.2020 CML

THERAPY CONTRAINDICATED MUTATIONS
Bosutinib T315I, V299L, G250E, or F317L
Dasatinib T315I/A, F317L/V/1/C or V299L
Nilotinib T315I, Y253H, E255K/V, or F359V/C/I or
G250E

Intolerance is defined as progression while taking a TKI, and/or the inability to tolerate the
current minimum recommended dose, or inability to dose-increase due to toxicity. Resistance
and intolerance to both dasatinib (Sprycel) and nilotinib (Tasigna) are manifested similarly to
that of imatinib (Gleevec).

Disease progression is defined as transformation to accelerated or blast phase, or loss of
previously attained response. Treatment was continued until disease progression
(transformation to accelerated or blast phase, or loss of previously attained response),
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unacceptable toxicity, or withdrawal of consent. Patients were removed from the study if they
were unable to tolerate a bosutinib (Bosulif) dose of > 300 mg/d.

Investigational or Not Medically Necessary Uses

I. There is limited to no evidence to support the use of bosutinib (Bosulif) in any other condition.
Il. Glioblastoma
A. Bosutinib (Bosulif) was evaluated in small phase 2 study in adults with recurrent
glioblastoma, however the study met pre-specified criteria for early closure due to
progression. Bosutinib (Bosulif) monotherapy does not appear to be effective in recurrent
glioblastoma.

* The Moda Split Fill program is a physician-centric, patient engagement program intended to provide enhanced patient and
physician support while accomplishing the goals of minimizing waste and avoiding incremental healthcare costs due to
medication intolerance and unexpected change or termination of therapy regimen. Under the Split Fill program, the identified
medications are programmed for fills of up to a 14 or 15-day supply for the duration of the first three months (86 or 90 days) of
therapy. This program affords additional interactions with a specialty pharmacist, allowing more frequent assessments of side
effects and barriers to adherence. Each fill is administered at half of the member cost-share, thereby reducing the economic
burden if they must discontinue therapy mid-month.
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Policy Implementation/Update:
Action and Summary of Changes Date
Added 50mg and 100mg capsules to QL 2024

Prior authorization criteria transitioned to policy format. Updated requirement of prior therapy to state
prior tyrosine kinase inhibitor rather than stating imatinib. Extended renewal duration from four months to

12 months. Required agent be used as monotherapy and not in combination with other oncologic 12/2019

medications.
. . 02/2013;
Previous Reviews 01/2018;
12/2018;
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/
Brand and High-Cost Generic Testosterone

Products

u Uniform

UMP POLICY

Policy Type: PA

Description

Pharmacy Coverage Policy: UMPO67

Testosterone is the primary endogenous androgen responsible for promoting growth and development
of male sex organs and the maintenance of secondary sex characteristics.

Length of Authorization
e Initial:

i. For delayed puberty in males (e.g. constitutional growth delay): six months

ii. All other indications: 12 months

e Renewal:

i. For delayed puberty in males (e.g. constitutional growth delay): six months; NOT to exceed
18 months of treatment
ii. All other indications: 12 months

Quantity limits

Product Name

Indication

Dosage Form

Quantity Limit

testosterone
(Androderm)

testosterone (Axiron)

testosterone (Natesto)

testosterone (Striant)

testosterone 1%
(AndroGel, Testim,
Vogelxo)

testosterone 1.62%
(AndroGel, Vogelxo)

testosterone 2%
(Fortesta)

testosterone cypionate
(Depo-testosterone)

Primary hypogonadism;
hypogonadotropic
hypogonadism; metastatic
breast cancer; delayed
puberty (males) (e.g.
constitutional growth delay)

2 mg/24 hour patch

60 patches/30 days

4 mg/24 hour patch

30 patches/30 days

30 mg actuation roll-on

110 ml/30 days

solution
5.5 mg/actuation nasal 22 g/30 days
gel
30 mg buccal system 60 buccal systems/ 30
days
25 mg/2.5gm gel 300 g/30 days
50 mg/5gm gel 300 g/30 days
12.5 mg/actuation gel 300 g/30 days
pump
20.25 mg/ 1.25 gm gel
packet 150 g/30 days
40.5 mg/2.5gm gel
packet 150 g/30 days
20.25 mg/actuation gel 150 g/30 days
pump
10mg/ actuation gel 120 g /30 days
. 100me/ mL . 8 mL/28 days
intramuscular injection
200mg/ mL

intramuscular injection

4 mL/28 days

A
Washington State Rx Services is administered by l I l o d Q

HEALTH
These criteria do not imply or guarantee approval. Please check with your plan to ensure coverage. Preauthorization requirements are only valid

for the month published. They may have changed from previous months and may change in future months.



Testosterone enanthate

Primary hypogonadism;
hypogonadotropic
hypogonadism; metastatic
breast cancer; delayed
puberty (males) (e.g.
constitutional growth delay)

200 mg/mL
intramuscular injection

4 mL/28 days

testosterone enanthate

Primary hypogonadism;
hypogonadotropic

50 mg/ 0.5 mL
subcutaneous solution
autoinjector

5 mL/28 days

75 mg/0.5 mL
subcutaneous solution

5 mL/28 days

undecanoate (Jatenzo,
Tlando, Kyzatrex)

Primary hypogonadism;
hypogonadotropic
hypogonadism

(Xyosted) hypogonadism autoinjector
100 mg/ 0.5 mL
subcutaneous solution 4 mL/28 days
autoinjector
100 mg capsule 60 capsules/30 days
150 mg capsule 120 capsules/30 days
testosterone

158 mg capsule

120 capsules/30 days

198 mg capsule

120 capsules/30 days

200 mg capsule

120 capsules/30 days

237 mg capsules

60 capsules/30 days

112.5mg capsules

120 capsules/30 days

methyltestosterone
(Methitest)

Primary hypogonadism;
hypogonadotropic
hypogonadism; metastatic
breast cancer; delayed
puberty (males) (e.g.,
constitutional growth delay)

10 mg tablets or capsules

Men: 150 tablets /30
days
Women: 600
tablets/30 days

Initial Evaluation

Generic testosterone cypionate injection, generic testosterone enanthate injection, and

generic topical testosterone 1% (generic Androgel 1%), and generic topical testosterone 1.62%

pump (generic androgel 1.62% pump) are preferred agents.
e There is no prior authorization required on these preferred generic agents, unless

l. Methyltestosterone (Methitest), testosterone (Androderm, Axiron, Natesto, Striant),
testosterone 1% (AndroGel, Testim, Vogelxo), testosterone 1.62% (AndroGel, Vogelxo),
testosterone 2% (Fortesta), testosterone cypionate (Depo-testosterone), testosterone
enanthate (Xyosted), testosterone undecanoate (Jatenzo, Tlando, Kyzatrex) may be considered
medically necessary when the following criteria are met:

A. A diagnosis of one of the following:
1. Gender dysphoria; OR

2. Delayed puberty in males (e.g. constitutional growth delay); AND
Age is 14 years or older; AND

Prescribed by, or in consultation with, an endocrinologist; AND
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iii. Treatment with one of the following has been ineffective, contraindicated,
or not tolerated:

a. generic testosterone enanthate; OR

b. generic testosterone cypionate; OR

3. Metastatic breast cancer; AND
i. Ageis 18 years or older; AND
ii. Prescribed by, or in consultation with, an oncologist; AND
iii. Treatment with one of the following has been ineffective, contraindicated,
or not tolerated:
a. Generic injectable testosterone cypionate; OR
b. Genericinjectable testosterone enanthate; OR
4. Primary or Secondary Hypogonadism; AND
i Diagnosis further defined as one of the following:

a. Primary hypogonadism (testicular failure) due to: Klinefelter
syndrome (KS), cryptorchidism, orchiectomy, vanishing testes
syndrome, chemotherapy affecting or radiation to the testes,
testicular trauma, torsion, infectious orchitis, HIV infection,
anorchia syndrome, or myotonic dystrophy; OR

b. Secondary hypogonadism (pituitary-hypothalamic hypogonadism)
due to hypothalamic or pituitary tumor, iron overload syndromes,
idiopathic hypogonadotropic hypogonadism, hyperprolactinemia,
head trauma, pituitary surgery, or radiation; AND

ii. (For adults only) Two sub-normal testosterone concentration levels taken
on two separate mornings while fasting; AND

iii. Treatment with all of the following has been ineffective, contraindicated,
or not tolerated:

a. Genericinjectable testosterone; AND

b. Generic topical testosterone (generic AndroGel)

1. Testosterone is considered not medically necessary when used for all other conditions, including
A. Men with low testosterone concentration and without clinical symptoms and signs

consistent with testosterone deficiency. The routine assessment of testosterone level in
the absence of hypogonadal symptoms is not advised.

Men with a single, sub-normal testosterone concentration that is not repeatable per the
U.S. Endocrine Society.

Men with symptoms of hypogonadism, however, present with testosterone level within
normal range upon initial presentation.

Il. Testosterone is considered investigational when used for all other conditions, including but not

limited to:
A. Age-related hypogonadism in adults
B. Men with type 2 diabetes mellitus with low testosterone for the purpose of improving
glycemic control
C. Forthe healing of fracture
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D. Functional uterine bleed
E. Treatment of weight loss unrelated to HIV-wasting

Renewal Evaluation

l. Member has received a previous prior authorization approval for a brand testosterone or
high-cost generic agent through this health plan or has been established on therapy from a
previous health plan; AND

Il. Member has exhibited improvement or stability of disease symptoms from baseline (e.g.,
improved mood, decreased fatigue, no or diminished signs of gynecomastia, endogenous
testosterone levels increasing after stopping therapy, testes enlargement); AND

Il (For Adults Only) One testosterone level within mid-normal range taken within the last 12
months that indicates improvement from baseline levels (pre-treatment); AND

V. If diagnosis of Delayed puberty (e.g. constitutional growth delay):

a. Has NOT had more than 18 months of treatment.

Supporting Evidence

l. Per the 2018 AUA guidelines, diagnosis of hypogonadism should be confirmed prior to initiating
testosterone replacement therapy. Testosterone levels should be drawn ideally between 8 and
10 AM while fasting due to the diurnal fluctuation of testosterone and its sensitivity to glucose
ingestion. A separate, confirmatory measurement is recommended. Thirty percent of men with
an initial testosterone concentration in the hypogonadal range can have a measurement within
the normal range on repeat measurement.

II.  The Endocrine Society strongly advises against “trial periods” of testosterone in men with a
single sub-normal testosterone concentration and vague symptoms of deficiency.

lll.  The benefit of increasing testosterone concentration has only been shown in patients with
organic hypogonadism due to disorders of the hypothalamus, pituitary or testes.

V. In patients within normal range, or have low testosterone concentration due to age, obesity, or
otherwise, the benefit of increased testosterone has not been shown. Rather, in this patient
population with low testosterone and an intact gonadal system, increasing testosterone is
associated with an increase of certain health risks, including cardiovascular disease. Due to this,
the FDA has required manufacturers to label testosterone products warning of the increased
risk for heart attack and stroke.

V. Lower limit of the normal total testosterone (TT) to the CDC standard in healthy, non-obese
young men is 264 ng/dL (9.2 nmol/L).The lower limit of normal range is considered to be <150
ng/dL, with a noted normal range of 200 to 400 ng/dL. For adult patients, it is recommended to
confirm low T concentrations as 30% of men will present with a normal T concentration value
when measured again.

VI.  Testosterone replacement therapy is subject to abuse at doses higher than recommended for
approved indications and in combination with other anabolic androgenic steroids. Abuse-related
adverse events include cardiac arrest, myocardial infarction, hypertrophic cardiomyopathy,
congestive heart failure, hepatotoxicity, and serious psychiatric complaints.
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VIl.  Guidelines advise to monitor testosterone levels 3-6 months after initiation of therapy and then
annually. Serum testosterone concentrations should be brought into the mid-normal range.
Testosterone levels may vary depending on dosage form.

VIII. Boys undergo puberty development around the age of 14. Bone age is delayed by 2 years or
more in bone maturation in patients with delayed puberty, though not a diagnostic approach
but characteristic of disease. Delayed puberty can be treated with short term hormonal therapy
by administering testosterone enanthate or cypionate (50 mg IM once monthly) for six months
and then reassess endogenous gonadal function and size six months later. Pubertal
development was indicated by testicular enlargement and increasing testosterone
concentrations after the cessation of therapy. It is unusual for a boy with delayed puberty to
require more than two three- to six-month courses of testosterone therapy before spontaneous
puberty occurs.

IX. Pediatric testosterone levels are to be very low or not present as boys may not have functioning
testes or without testes. Guidelines recommend testing for other blood tests including LH, FSH,
TSH. It is not reasonable nor recommended to require pediatric patients to check multiple blood
tests.

X.  Generic injectable testosterone is primarily used in delayed puberty due to amount of reliable
data available; other formulations or salts have not been studied in patients under the age of 18
and are otherwise not readily recommended.

XI. Use of bone age is indicated as characteristic of delayed puberty, but not an absolute indication.
The potential adverse effect on bone maturation should be discussed with the patient and
parents prior to androgen administration. X-ray of the hand and wrist to determine bone age
should be obtained every six months to assess the effect of treatment on the epiphyseal
centers.

XIl. Androgens in metastatic breast cancer (women that are 1-5 years postmenopausal advanced
inoperable metastatic breast cancer or in premenopausal women who have benefited from
oophorectomy with hormone response tumors) is rare, including testosterone use. Androgens
were found inferior to high-dose estrogens, even though response rates are high. Additionally, if
androgen therapy is required, the preferred formulation is fluoxymesterone.

Investigational or Not Medically Necessary Uses

I. Testosterone products are considered not medically necessary when used for conditions or
settings listed below:

A. Men with low testosterone concentration and without clinical symptoms and signs
consistent with testosterone deficiency. The routine assessment of testosterone level in
the absence of hypogonadal symptoms is not advised.

B. Men with a single, sub-normal testosterone concentration that is not repeatable per the
U.S. Endocrine Society.

C. Men with symptoms of hypogonadism, however, present with testosterone level within
normal range upon initial presentation.

Il. Testosterone products have not been FDA-approved, or sufficiently studied for safety and efficacy
for the conditions or settings listed below:

A. Age-related hypogonadism
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i. The role of testosterone replacement to treat the natural decline in serum
testosterone common in men over the age of 60, without identified pituitary or
hypothalamic disease, is uncertain.

B. Men with type 2 diabetes mellitus with low testosterone for the purpose of improving
glycemic control

C. For the healing of fracture
Functional uterine bleed

E. Treatment of weight loss unrelated to HIV-wasting
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Appendix:
l. Testosterone lab monitoring assessment based on dosage form
Dosage Form Recommendation
Injectable enanthate/cypionate | Adjust dose or frequency if >600 or <350 ng/dL
Transdermal gels Assess 2-8 hours following application
Transdermal patches Assess 3-12 hours after application
Buccal bioadhesive tablet Assess immediately before or after fresh application
Oral undecanoate Assess 3-5 hours after ingestion with fat-containing meal
Injectable undecanoate Assess at end of the dosing interval prior to next injection
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Policy Implementation/Update:

Action and Summary of Changes Date
Updated Androgel 1% formulation in QL table to read 12.5 mg/actuation 07/2024
Added new medication Tlando capsules. Added methyltestosterone (Methitest) and accompanying

indications. Removed Aveed® as it is HCP administered medication. Updated initial criteria to remove

including removal of age requirement and pertinent negative cancer assessments in hypogonadism use. 09/2022
Added renewal criteria. Added criteria for delayed puberty in males and metastatic breast cancer. Updated

policy name.

Change to policy format; added supplementary evidence section; updated references 07/2018
Add methyltestosterone to policy, remove DDID column from QL section 12/2019
Policy created 06/2019
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budesonide (Tarpeyo™)
UMP POLICY

Uniform

Policy Type: PA/SP Pharmacy Coverage Policy: UMP258

Description
Budesonide (Tarpeyo) is an orally administered corticosteroid indicated to reduce the loss of kidney

function in adults with primary immunoglobulin A nephropathy (IgAN) at risk of rapid disease
progression.

Length of Authorization
e |[nitial: Ten months
e Renewal: No renewal

Quantity Limits

Product Name Indication Dosage Form Quantity Limit
Primary Immunoglobulin A
Nephropathy (IgAN)

budesonide (Tarpeyo) 4 mg capsules | 120 capsules/30 days

Initial Evaluation

l. Budesonide (Tarpeyo) may be considered medically necessary when the following criteria are
met:
A. Member is 18 years of age or older; AND
B. Medication is prescribed by, or in consultation with, a nephrologist; AND
C. A diagnosis of primary immunoglobulin A nephropathy (IgAN) when the following are
met:
1. Diagnosis of Primary immunoglobulin A nephropathy (IgAN) has been confirmed
by a kidney biopsy; AND
2. Member has an eGFR > 35mL/min/1.73 m?; AND
3. Documentation of elevated protein levels in urine as indicated by proteinuria > 1
g/day or urine protein to creatinine ratio (UPCR) of > 1.5 g/g; AND
4. Member has been optimized on an ACE inhibitor (e.g., lisinopril, benazepril, etc.)
or an ARB (e.g., losartan, olmesartan, valsartan, etc.) at a maximum tolerated dose
for at least three months; AND
5. Treatment will be used in combination with an ACE inhibitor or ARB; OR
i. Treatment with an ACE inhibitor or ARB has been contraindicated or not
tolerated; AND
6. Member has documentation of intolerance or contraindication to generic systemic
corticosteroid therapy (e.g., prednisone, prednisolone, methylprednisolone).

1. Budesonide (Tarpeyo) is considered investigational when used for all other conditions, including
but not limited to:

A. 1gAN in members less than 18 years of age .
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Secondary IgA Nephropathy

Budesonide (Tarpeyo) used in combination with sparsentan (Filspari)
Focal segmental glomerulosclerosis (FSGS)

Chronic kidney disease (CKD) other than primary IgAN

mo o w

Renewal Evaluation

l. N/A — Product not eligible for renewal

Supporting Evidence

l. Budesonide (Tarpeyo) is the first therapy FDA approved for the treatment of patients with
primary immunoglobulin A (IgA) nephropathy. IgA nephropathy, also known as Berger’s disease,
is a rare kidney disease that occurs when IgA antibody deposits build up in the kidneys, causing
inflammation that damages kidney tissues. The deposits can cause the kidneys to leak blood and
protein into the urine. IgA nephropathy complications can include high blood pressure and
chronic kidney disease, which can sometimes progress to kidney failure. As such, patients should
be managed in consultation with a nephrologist.

1. Clinical studies NEFIGAN and NeflgArd were conducted in adult patient populations (18 years of
age and older). The efficacy and safety of budesonide (Tarpeyo) in pediatric populations is
unknown at this time. Additionally, guidelines indicate there is insufficient data currently
available to recommend that pediatric IgAN populations be managed as adults.

Il Budesonide (Tarpeyo) was studied in a phase 3, multicenter, randomized, double-blind, placebo
controlled trial (NeflgArd). The trial consisted of two parts. Part A which included a screening
period, 9-month treatment period, with a 3-month follow-up (including a 2-week taper) and part
B which consisted of a 15-month observational follow-up period where no treatment was given.
The primary endpoint of part A was the ratio of urinary protein-creatinine ratio (UPCR) at 9
months following the first dose of study drug compared to baseline. In part B, the primary
endpoint assessed the time-weighted average of change in eGFR from baseline.

e The trial met the prespecified part A primary endpoint based on an interim analysis
of 199 randomized patients who had completed the Month 9 visit. The interim
analysis showed a 31% reduction in UPCR in patients treated with budesonide
(Tarpeyo) 16 mg once daily compared to placebo (95% Cl: 16% to 42% reduction;
p=0.0001). In the final analysis of 364 patients, the percentage change in UPCR
observed at 9 months was consistent with the results in the subset of 199 patients
included in the interim analysis.

e In the final analysis of 364 patients, the trial met the prespecified part B primary
endpoint (p<0.0001). The favorable effect of budesonide (Tarpeyo) on eGFR was
seen by Month 3 (the earliest assessment) and did not appear to increase in
magnitude over two years. At Year 2, there was a 5.9 mL/min/1.73 m2 difference in
the mean change from baseline in eGFR between budesonide (Tarpeyo) and placebo
(95% CI: 3.3 to 8.5 mL/min/1.73 m2 ; p<0.0001).

e The most commonly reported treatment-emergent adverse events during treatment
with budesonide (Tarpeyo) were peripheral edema (31 [17%] of 182 patients vs
placebo, 7 [4%)] of 182 patients), hypertension (22 [12%)] vs six [3%]), muscle spasms
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(22 [12%)] vs 7 [4%)] patients), acne (20 [11%)] vs 2 [1%]), and headache (19 [10%] vs
14 [8%]).

V. In clinical studies participants underwent treatment for budesonide (Tarpeyo) for nine months
followed by a two-week dose taper. Given treatment is a course of high dose steroid, dose
tapering is recommended to avoid steroid withdrawal syndrome.

V. KDIGO guidelines indicate IgAN can only be diagnosed with a kidney biopsy. While there are
several prognostic scoring tools that have been developed to assist in predicting kidney
outcomes of IgAN patients (i.e., MEST-C, International IgAN Prediction Tool, etc.) there are
currently are no validated diagnostic serum or urine biomarkers.

VL. Reduced glomerular filtration rates can be a marker of kidney disease; specifically, those under
35mL/min/1.73 m? which can indicate moderate-to-severe kidney disease (stage 3b). Guidelines
recommend supportive care for these patients with moderate-to-severe kidney disease as
opposed to therapy with corticosteroids.

VIl.  The primary focus of IgAN management is optimized supportive care (i.e., blood pressure
management, maximally tolerated ACEi/ARBs, lifestyle modification, and reduction of
cardiovascular risks). Proteinuria and eGFR are the only validated prognostic serum or urine
biomarkers in IgAN. In all types of proteinuric glomerular diseases, including IgAN, higher levels
of proteinuria are associated with worse kidney outcomes (acute kidney injury, chronic kidney
disease, end stage renal disease, etc.). Reduction in proteinuria, independent of blood pressure
control, is associated with improved kidney outcomes. KDIGO guidelines recommend that all
patients with proteinuria >0.5 g/d, irrespective of whether they have hypertension, be treated
with either an ACEi or ARB to further protect renal function.

VIII. Patients with IgAN who are at high risk of progressive chronic kidney disease (CKD) despite
maximal supportive care are defined as those with proteinuria greater than 0.75 to 1 g/day
despite treatment with a maximally tolerated or allowed daily dose of RAS blockade (ACEi/ARB)
for > 3 months. Guideline recommendations indicate proteinuria reduction to under 1 g/day as a
surrogate marker of improved kidney outcomes in IgAN. Furthermore, a reduction to under 1
g/day is a reasonable treatment target.

IX. Incremental levels of sustained proteinuria above 1 g/d are associated with marked changes in
the risk of loss of kidney function. Reduction of proteinuria, ideally to under 1 g/d, is associated
with favorable outcomes. The urinary protein-creatinine ratio (UPCR) has relatively poor
correlation with 24-hour urine protein excretion, particularly when proteinuria is over 1 g/d.
This makes distinguishing smaller changes in proteinuria (e.g., 1.5 vs 2 g/d) challenging. UPCR
cannot be directly compared with a 24-h proteinuria level; however, UPCR gives the ability to
overcome possible collection errors and deviations from normal creatinine excretion (e.g.,
physically active and muscular men). Due to this reason both can be used to assess proteinuria.

X. Budesonide (Tarpeyo) has not been included in KDIGO guidelines. Currently guidelines
recommend enrollment into clinical trials prior to use of corticosteroids or other
immunosuppressants. If the benefit outweighs the risk, treatment with prednisone or
methylprednisolone is recommended based on limited clinical trial experience. Budesonide
(Tarpeyo) was able to show sustained benefit UPCR reduction eGFR maintenance at two years.
Other glucocorticoid therapies (prednisone, methylprednisolone, and IV methylprednisolone)
have demonstrated similar reductions in proteinuria and have comparable safety profiles to
budesonide (Tarpeyo). It is unknown if budesonide (Tarpeyo) is superior to other glucocorticoid
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therapies that could be utilized. Additionally, budesonide (Tarpeyo) is significantly more costly
than other glucocorticoid therapies. Of the other alternative agents, mycophenolate Mofetil
(MMF) is the preferred option. There is limited clinical data to support the use of other
immunosuppressive agents.

XI. Endpoints from other corticosteroid studies followed patients for up to 10 years. Safety and
efficacy of treatment with subsequent courses of budesonide (Tarpeyo) have not been
established at this time. Data to support possible retreatment with budesonide (Tarpeyo) is
under evaluation in the NefigArd-OLE trial program. Similarly designed trials with long-term
safety data have limited total glucocorticoid exposure to six months due to increased risks of
treatment-related adverse events (infection risk, impaired glucose tolerance, weight gain, etc.).

Investigational or Not Medically Necessary Uses

I. Budesonide (Tarpeyo) has not been FDA-approved, or sufficiently studied for safety and efficacy
for the conditions or settings listed below:
A. IgAN in members less than 18 years of age
i. The use of budesonide (Tarpeyo) has not been evaluated in children. Additionally,
while guidelines acknowledge use of immunosuppressants, specifically
corticosteroids, are more widespread in children there is a lack of randomized
controlled trials and consensus-driven indications for use in pediatric populations.
As in adults, children with rapidly progressive IgAN have a poor outcome, and
despite limited evidence, this subgroup should be offered treatment with
glucocorticoids (usually as methylprednisolone pulses) and cyclophosphamide.
B. Secondary IgA Nephropathy
i. Secondary IgAN can be attributed to a variety of other disorders including but not
limited to cirrhosis and other severe forms of liver disease, celiac disease, HIV
infection, monoclonal gammopathy of renal significance (MGRS), seronegative
arthritis, etc. While there is no standard of care treatment for IgAN in these
patients, therapy should be directed at the underlying primary disease.
C. Budesonide (Tarpeyo) used in combination with Sparsentan (Filspari)
Focal segmental glomerulosclerosis (FSGS)
E. Chronic kidney disease (CKD) other than primary IgAN
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Related Policies

Policies listed below may be related to the current policy. Related policies are identified based on similar

indications, similar mechanisms of action, and/or if a drug in this policy is also referenced in the related policy.

Policy Name Disease State

sparsentan (Filspari) Primary IgA nephropathy; at high risk of progression

Policy Implementation/Update:

Policy created.

Action and Summary of Changes Date
Added related policies table. Updated to allow a pathway to coverage through standard criteria. 01/2023
04/2022
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[' oo CADOZaNtinib (Cabometyx®, Cometriq®)
UMP POLICY

Policy Type: PA/SP Pharmacy Coverage Policy: UMP010
Split Fill Management* [Applies to Cabometyx ONLY]

Description
Cabozantinib (Cabometyx, Cometriq) is an orally administered tyrosine kinase inhibitor of RET, MET,

VEGFR1/2/3, KIT, TRKB, FLT3, and TIE2.

Length of Authorization
e |Initial: Three months
e Renewal: 12 months

Quantity limits

Product Name Dosage Form Indication Quantity Limit*
Advanced and metastatic

renal cell carcinoma
20 mg tablet (aRCC) 30 tablets/30 days

Progressive or metastatic
Hepatocellular (Liver)
carcinoma (HCC), in

cabozantinib 40 mg tablet pat|ents'preV|oust' 30 tablets/30 days
® treated with sorafenib
(Cabometyx®)
Advanced or metastatic
differentiated thyroid
carcinoma (DTC) in
patients previously
60 mg tablet treated with vascular 30 tablets/30 days
endothelial growth factor
(VEGF) targeted therapy
60 day blist
Mg per day blister . . 84 capsules/28 days
cards Progressive or metastatic
cabozantinib 100 day blist medullary thyroid
- e per aay blster . yihy 56 capsules/28 days
(Cometriq®) cards carcinoma
140 mg per day blister
112 les/28 d
cards capsules/ ays
*Quantity limits are based on recommended daily dose of cabozantinib for each indication; QL exceptions allowed only for dose
reductions
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Initial Criteria

l. Cabozantinib (Cabometyx) may be considered medically necessary when the following criteria
below are met:
A. Treatment is prescribed by, or in consultation with, an oncologist; AND
B. The member has a diagnosis of one of the following:
1. Differentiated Thyroid carcinoma (DTC); AND
i Member is 12 years of age or older; AND
ii. Disease is locally advanced or metastatic (stage Ill or IV); AND
iii. Member has one of the following subtypes of DTC:
a. Papillary thyroid carcinoma; OR
b. Follicular thyroid carcinoma; OR
c. Hdarthle cell thyroid carcinoma; AND
iv.  The disease is refractory to radioactive iodine (RAI) treatment, or the
member is not eligible for radioactive iodine treatment; AND
V. Member has been previously treated with at least one vascular endothelial
growth factor (VEGF) targeted therapy (e.g., Lenvatinib [Lenvima],
sorafenib [Nexavar], etc.); AND
vi.  Cabozantinib (Cabometyx) is prescribed as monotherapy; OR
2. Renal cell carcinoma (RCC); AND
i Member is 18 years of age or older; AND
ii. Disease is advanced or metastatic (stage Ill or IV); AND
iii. Cabozantinib (Cabometyx) is prescribed as monotherapy; OR
a. Prescribed in combination with nivolumab (Opdivo); OR
3. Hepatocellular (Liver) carcinoma (HCC); AND
i Member is 18 years of age or older; AND
ii. Disease is progressive or advanced stage or greater (stage Ill or IV); AND
iii. Member has been previously treated with a guideline-recommended first-
line systemic therapy (e.g., atezolizumab with bevacizumab,
tremelimumab-acti with durvalumab, sorafenib, Lenvatinib, durvalumab
alone, pembrolizumab); AND
iv. Provider attests the member has Child-Pugh class A liver function; AND
v.  Cabozantinib (Cabometyx) is prescribed as monotherapy

Il.  Cabozantinib (Cometrig) may be considered medically necessary when the following criteria
below are met:

A. Member is 18 years of age or older; AND

B. Treatment is prescribed by, or in consultation with, an oncologist; AND

C. Member has a diagnosis of medullary thyroid carcinoma (MTC); AND
1. Disease is locally recurrent progressive or metastatic (stage Ill or IV); AND
2. Cabozantinib (Cometriq) is prescribed as monotherapy; [cabozantinib (Cabometyx)

should not be used for medullary thyroid carcinoma (MTC)].

Il. Cabozantinib (Cabometyx or Cometriq) is considered investigational when used for all other

conditions, including but not limited to: A
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Adrenocortical carcinoma
Anaplastic Thyroid Cancer
Breast cancer
Cervical Cancer
Cholangiocarcinoma
Colorectal cancer
Head and neck cancer
Merkel cell carcinoma and skin cancer
Multiple myeloma, acute myeloid leukemia
Neuroendocrine Tumors
Neurofibromas
Non-small cell lung cancer
. Pheochromocytomas and paraganglioma
Prostate cancer
Salivary gland cancer

oczxrAC-TIOMTMOUON®R

Renewal Evaluation
l. Member has received a previous prior authorization approval for this agent through this Health
Plan or has been established on therapy from a previous Health Plan; AND
Il. Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the
member to qualify for renewal evaluation through this Health Plan; AND
Il Provider attests to or provides clinical documentation of response to treatment, such as
stabilization of disease or decrease in tumor size or tumor spread; AND
IV.  Adiagnosis of one the following:
A. Differentiated Thyroid Carcinoma (DTC); AND
1. Cabozantinib (Cabometyx) is prescribed as monotherapy; OR
B. Renal Cell Carcinoma (RCC); AND
1. Cabozantinib (Cabometyx) is prescribed as monotherapy; OR
ii. Cabozantinib (Cabometyx) is prescribed in combination with nivolumab
(Opdivo); OR
C. Hepatocellular Carcinoma (HCC); AND
1. Cabozantinib (Cabometyx) is prescribed as monotherapy; OR
D. Medullary Thyroid Carcinoma (MTC); AND
i. Cabozantinib (Cometriq) is prescribed as monotherapy

Supporting Evidence

l. Given the complexities surrounding diagnosis and treatment choices, targeted drug therapies
such as multi-kinase inhibitors must be prescribed by, or in consultation with, an oncologist.

1. Cabozantinib (Cabometyx) carries three FDA approved indications and is used in the treatment
of advanced renal cell carcinoma (RCC) with, or without, nivolumab (Opdivo), hepatocellular
carcinoma (HCC) in patients previously treated with sorafenib, and advanced or metastatic
differentiated thyroid carcinoma (DTC) patients previously treated with a vascular endothelial
growth factor receptor (VEGFR) targeted therapy. Cabozantinib (Cabometyx) should only be
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used for these indications due to its specific formulation, dosing, and packaging differences
compared to Cabozantinib (Cometriq).

Il Efficacy and safety of cabozantinib (Cometriq) and cabozantinib (Cabometyx) has not been
established in patients less than 18 years of age diagnosed with medullary thyroid carcinoma
(MTC), RCC, and HCC. Only cabozantinib (Cabometyx) has been approved for ages 12 years and
older in DTC.

V. Multi-kinase inhibitors are considered medically necessary when used as monotherapy. Efficacy
and safety have not been studied in combination with other oncology agents with the exception
of cabozantinib (Cabometyx) in combination with nivolumab (Opdivo) in the advanced RCC.

V. Differentiated thyroid carcinoma (DTC)

a. DTCis categorized into papillary, follicular, or Hirthle cell cancer subtypes and is
unrelated to MTC due to differing pathophysiology, evaluation, and treatment strategies
than MTC. Additionally, cabozantinib (Cabometyx) has not been studied for the
treatment of MTC.

b. Cabozantinib (Cabometyx) is FDA approved in patients twelve years of age or older with
locally advanced or metastatic DTC that are RAl-refractory or ineligible and have
progressed on a prior VEGFR-targeted therapy (lenvatinib and/or sorafenib).
Cabozantinib (Cabometyx) was evaluated for efficacy and safety in the treatment of DTC
via a double-blind, placebo-controlled trial (COSMIC-311). Although the COSMIC-311
trial did not meet one of its co-primary endpoints of statistically significant objective
response rate in the first 100 randomized patients versus placebo, the other co-primary
endpoint, progression-free survival (PFS) in all patients, was met. Cabozantinib
(Cabometyx) significantly reduced the risk of disease progression or death in the
primary PFS analysis compared to placebo (median 11 months vs. 1.9 months [HR 0.22;
95% Cl 0.15-0.31; p<0.0001]).

c. NCCN v3.2021 guidelines for thyroid carcinoma recommend lenvatinib as the first line
preferred regimen in advanced or metastatic DTC. Cabozantinib (Cabometyx) received a
Category 1 recommendation for patients that had progression on lenvatinib and/or
sorafenib for advanced or metastatic DTC.

d. The recommended dose for cabozantinib (Cabometyx) is 60mg once daily for adults with
BSA greater than, or equal to, 1.2 m? and 40 mg once daily in pediatric patients 12 years
of age and older, with BSA less than 1.2m?,

VI. Renal Cell Carcinoma (RCC)

a. The NCCN guidelines have been updated to favor the use of multi-TKI in combination
with immune checkpoint inhibitors. Cabozantinib (Cabometyx) in combination with
nivolumab (Opdivo) joins lenvatinib in combination with pembrolizumab (Keytruda) as a
first-line (category 1) treatment for clear-cell advanced RCC.

i. Cabozantinib (Cabometyx) in combination with nivolumab (Opdivo) was studied
against sunitinib in a phase 3, randomized, open-label trial (CheckMate-9ER,
N=651). PFS was doubled with cabozantinib (Cabometyx) plus nivolumab than
with sunitinib (median, 16.6 months vs. 8.3 months; HR 0.51; 95% Cl, 0.41 to
064; P<0.0001). Additionally, overall survival (OS) was longer with cabozantinib
(Cabometyx) in combination with nivolumab than with sunitinib (HR 0.60; 99%
Cl, 0.40 to 0.89; P = 0.001).
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b. The NCCN guidelines recommend cabozantinib (Cabometyx) monotherapy as second-
line (category 1) treatment in clear-cell advanced RCCand in first-line (category 2A)
intermediate or poor-risk clear-cell advanced RCC.

i. Cabozantinib (Cabometyx) was evaluated for the treatment of advanced RCC
against everolimus in a phase 3 RCT (METEOR study). The open-label trial
enrolled 658 patients with clear-cell advanced RCC that have trialed at least one
prior anti-angiogenic therapy. Cabozantinib monotherapy showed a statistically
significant improvement in progression-free survival, overall survival, and
objective response rate compared to everolimus.

ii. Additionally, cabozantinib (Cabometyx) monotherapy was evaluated for first
line treatment for patients with intermediate or poor risk clear-cell advanced
RCC against sunitinib in a phase 2, randomized, open-label trial (CABOSUN,
N=157). Cabozantinib significantly prolonged PFS compared to sunitinib
(median, 8.6 months vs. 5.3 months; HR 0.48; 95% Cl, 0.31 to 074; P=0.0008).

VII. Hepatocellular Carcinoma (HCC)

a. Cabozantinib (Cabometyx) was evaluated in Child-Pugh class A patients with advanced
and progressing hepatocellular carcinoma against a placebo. All patients had been
previously treated with sorafenib in this phase Il trial and had received a maximum of
two previous systemic therapies for advanced hepatocellular carcinoma. Overall survival
was statistically significantly longer with cabozantinib compared to placebo. (10.2
months vs. 8 months [HR 0.76; Cl 0.63-0.92; p=0.005]).

b. NCCN guideline for HCC was recently updated to include atezolizumab (Tecentrig) and
bevacizumab (Avastin) as the preferred first-line therapy (category 1 recommendation).
Sorafenib (Nexavar) and lenvatinib (Lenvima) are other recommended monotherapy
options for first-line therapy (category 1) in patients with a Child-Pugh Class A score [or
class A/ B7 for sorafenib], and those who are treatment naive in the first-line setting.
Incidence of hematological, respiratory, and hepatic adverse reactions is significant with
atezolizumab and bevacizumab regimen and in many situations, patients discontinue
the regimen due to adverse reactions and transition to multi-TKI agents without having
progressed on the first-line therapy. Cabozantinib monotherapy received a NCCN
Category 1 recommendation along with regorafenib as subsequent-line therapy for
patients with Child-Pugh A liver function following disease progression on or after
sorafenib. Additionally, lenvatinib and sorafenib are also recommended as subsequent-
line agents with category 2A NCCN recommendations should there be progression on
first-line therapy with atezolizumab and bevacizumab. Other than sorafenib or
nivolumab, there is no data to define optimal treatment for those who progress after
first-line systemic therapy; therefore, treatment with cabozantinib (Cabometyx) for
progressive HCC is recommended based on the clinical benefit limited to patients who
progressed on sorafenib.

VIIl.  Medullary thyroid carcinoma (MTC)

a. MTC accounts for 1-2% of thyroid cancers in the United States and is characterized as
sporadic or hereditary as part of the multiple endocrine neoplasia type 2 (MEN2)
syndrome with elevated calcitonin as a hallmark feature. MTC is not a type of DTC and
cabozantinib (Cometriq) shall be used for MTC due to its specific formulary, dosing, and
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packaging differences compared to cabozantinib (Cabometyx). Systemic treatment may
be warranted in advanced and metastatic MTC for high volume, symptomatic, or
progressive disease.

Cabozantinib (Cometriq) is FDA-approved for the treatment of medullary thyroid
carcinoma in adult patients with progressive, metastatic disease in the phase IIl EXAM
trial against a placebo. Patients in the trial had either hereditary, sporadic, or metastatic
disease. Fifty nine percent of patients had a RET positive mutation while 40% had
unknown RET mutation. Cabozantinib (Cometriq) demonstrated statistically significant
median PFS compared to placebo (11.2 months vs. 4 months [ HR: 0.28; 95% Cl 0.19-
0.40; p<0.001]). The follow up analysis, published in 2017, indicated that cabozantinib
did not show a statistically significant difference in overall survival compared to placebo
for the overall group of 330 patients; however, in an exploratory assessment of overall
survival, cabozantinib showed a statistically significant difference in overall survival for
the RET M918T mutation population (44.3 months vs 18.9 months [HR 0.60; Cl 0.38-
.094; p=0.03]). Cabozantinib and vandetanib received a category 1 preferred
recommendation for advanced and metastatic medullary thyroid carcinoma in the NCCN
v3.2021 guidelines, regardless of RET-mutation status. Additionally, cabozantinib
(Cometrig) remains a preferred (category 1) systemic therapy for recurrent, persistent-
locoregional or asymptomatic MTC, wherein genomic testing is not a recommended
common practice. Selpercatinib and pralsetinib are FDA-approved in RET-mutated MTC
and carry a category 2A recommendation for treatment.

Investigational or Not Medically Necessary Uses

l. Cabozantinib (Cabometyx or Cometriq) has not been FDA-approved, or sufficiently studied for
safety and efficacy for the conditions or settings listed below:

cCzIrA-TIOITMUOW®R

Adrenocortical carcinoma

Anaplastic Thyroid Cancer

Breast cancer

Cervical Cancer

Cholangiocarcinoma

Colorectal cancer

Head and neck cancer

Merkel cell carcinoma and skin cancer
Multiple myeloma, acute myeloid leukemia
Neuroendocrine Tumors
Neurofibromas

Non-small cell lung cancer

. Pheochromocytomas and paraganglioma

Prostate cancer
Salivary gland cancer

* The Moda Split Fill program is a physician-centric, patient engagement program intended to provide enhanced patient and
physician support while accomplishing the goals of minimizing waste and avoiding incremental healthcare costs due to
medication intolerance and unexpected change or termination of therapy regimen. Under the Split Fill program, the identified
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medications are programmed for fills of up to a 14 or 15-day supply for the duration of the first three months (86 or 90 days) of
therapy. This program affords additional interactions with a specialty pharmacist, allowing more frequent assessments of side
effects and barriers to adherence. Each fill is administered at half of the member cost-share, thereby reducing the economic
burden if they must discontinue therapy mid-month.
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Related Policies

Policies listed below may be related to the current policy. Related policies are identified based on similar
indications, similar mechanisms of action, and/or if a drug in this policy is also referenced in the related policy.

Policy

Disease State

Multi-Targeted Tyrosine Kinase Inhibitors | Hepatocellular Carcinoma (HCC)
(Multi-TKI) Renal Cell Carcinoma (RCC)

Thyroid Carcinoma

Soft Tissue Sarcoma (STS)
Endometrial Carcinoma (EC)

selpercatinib (Retevmo™), pralsetinib RET Fusion-Positive Non-Small Cell Lung Cancer
(Gavreto™) RET-Mutant Medullary Thyroid Cancer
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RET Fusion-Positive Thyroid Cancer, in those that are radioactive iodine
refractory

vandetanib (Caprelsa®) Locally advanced or metastatic medullary thyroid cancer

Advanced Renal cell Carcinoma

Angiomyolipoma of the kidney, tuberous sclerosis syndrome

Breast cancer, advance