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Policy Type:PA/SP

Description

EOCCO POLICY

Pharmacy Coverage Policy: EOCCO303

Eplontersen (Wainua) is a subcutaneously administered antisense oligonucleotide inhibitor.

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

Quantity Limits

Dosage Form

Quantity Limit

Product Name Indication
eplontersen Hereditary transthyretin amyloidosis
(Wainua) (hATTR) with polyneuropathy

45 mg/0.8 mL
auto-injector

0.8mL/28 days

Initial Evaluation

l. Eplontersen (Wainua) may be considered medically necessary when the following criteria are

met:

A. Medication is prescribed by, or in consultation with, a neurologist or cardiologist; AND
B. Member is 18 years of age or older; AND

C. Medication is not used in combination with any other TTR silencer therapy (i.e., inotersen
(Tegsedi), patisiran (Onpattro), tafamidis meglumine (Vyndaqgel)); AND

D. Adiagnosis of hereditary transthyretin amyloidosis (hATTR) with polyneuropathy

confirmed by:

1. Documentation of amyloid deposit via biopsy; AND
2. Documentation of transthyretin variant (TTR mutation) by genotyping (e.g.,
V30M); AND;

3- Confirmation of one of the following baseline measures:
i. A baseline polyneuropathy disability (PND) score less than, or equal to, lllb; OR

ii. A baseline Coutinho stage score less than, or equal to, two; AND
E. Presence of clinical signs and symptoms of the disease (e.g., peripheral sensorimotor

polyneuropathy, autonomic neuropathy, motor disability, etc.); AND
Member has not received or is not anticipating a liver transplant; AND

m

G. Member does not have New York Heart Association (NYHA) functional class 2 Il heart

failure

Il. Eplontersen (Wainua) is considered investigational when used for all other conditions, including

but not limited to:
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A. Cardiac amyloidosis due to wild-type or mutant TTR.
B. Transthyretin amyloidosis of the wild-type origin (ATTRwt)
C. Pediatrics and adolescents under the age of 18 years old
D. When used in combination with other TTR silencer therapy (i.e., inotersen (Tegsedi),

patisiran (Onpattro), tafamidis meglumine (Vyndagel)).

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
M. Documentation that the patient has experienced a positive clinical response to eplontersen
(Wainua) (e.g., improved neurologic impairment, motor function, quality of life, slowing of
disease progression, etc.); AND
IV.  Continued confirmation of one of the following:
A. Polyneuropathy disability (PND) score less than or equal to stage lllb; OR
B. Coutinho stage score less than or equal to two; AND
V. Eplontersen (Wainua) will not be used in combination with other with other therapies for hATTR
(i.e., patisiran (Onpattro) or tafamidis meglumine (Vyndagel); AND
VI. Member has not received or is not anticipating a liver transplant; AND
VII. Member does not have New York Heart Association (NYHA) functional class 2 Il heart failure

Supporting Evidence

I. Hereditary transthyretin amyloidosis (hATTR) with polyneuropathy is a rare, inherited disease
that occurs due to mutations in the gene encoding transthyretin (TTR). Inherited mutations of
the TRR gene are categorized into two main phenotypes: ATTRv with polyneuropathy (ATTRv-
PN) and ATTRv with cardiomyopathy (ATTRv-CM). Eplontersen (Wainua) is currently approved
for ATTRv-PN only.

Il. Hereditary transthyretin amyloidosis is a systemic, progressively debilitating, and fatal disease
caused by the misfolding, deposition, and accumulation of transthyretin (TTR) amyloid fibrils in
multiple organs. Clinical course is variable and typically includes increased multiorgan
involvement with progression of disease. Median survival is about ten years from disease onset.
The goals of treatment include preventing disease progression, treating multiorgan involvement,
reducing function loss, and preserving quality of life.

lll. Eplontersen (Wainua) was studied in a Phase 3, multicenter, open-label, randomized, 6:1,
historical placebo-controlled trial consisting of 144 subjects (NEURO-TTRansform study).
Subjects included in the interim analysis had stage one or two ATTRv-PN (defined by either
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Coutinho staging or polyneuropathy disability [PND] score). Participants were excluded if they
had received previous treatment with TRR silencers or had previously undergone a liver
transplant. The mean subject age was 53 years, the majority being male, with V30M genetic
mutation, stage one ATTRv-PN, less severe mobility at baseline, of non-US geographical region,
and of the mixed cardiomyopathy phenotype.

IV. There are currently no official evidence-based guidelines specifically for the diagnosis of ATTRv-
PN in the U.S. The American College of Cardiology (ACC) 2023 guidelines recommend diagnosis
of ATTRv with a cardiologist as the designated primary clinician. The American Heart Association
(AHA) 2020 guidelines also recommend diagnosis and treatment under either a neurologist or
cardiologist.

V. Safety and efficacy of eplontersen (Wainua) use in patients under the age of 18 has not been
well-established. There is currently a lack of sufficient evidence or additional scientific literature
to support the use of eplontersen (Wainua) in members under 18 years of age.

VI. Safety and efficacy of using eplontersen (Wainua) in combination with other TTR silencer
therapies for hATTR (i.e., patisiran (Onpattro) or tafamidis meglumine (Vyndagel) has not been
studied. There is currently a lack of sufficient evidence or additional scientific literature to
support the use of eplontersen (Wainua) in combination with other TTR silencer therapy.

VII. The American Heart Association (AHA) and American College of Cardiology (ACC) guideline
recommendations for the diagnosis of amyloidosis are specific for the cardiomyopathy
phenotype. The Journal of Neurology (2020) offers expert consensus recommendations
specifically for the diagnosis of ATTRv-PN. Diagnosis of the hereditary form of ATTR requires
deoxyribonucleic acid (DNA) sequencing and a biopsy. Deoxyribonucleic acid sequencing reveals
the TTR gene mutation indicative of hereditary versus wild-type forms of ATTR. A biopsy is
required to detect the presence of amyloid fibrils. Deoxyribonucleic acid sequencing and biopsy
results are definitive for confirmation of hATTR. Eplontersen (Wainua) is not FDA-indicated for
use in wild-type amyloidosis.

VIII.The Journal of Neurology recommends staging of ATTRv-PN with either the Coutinho staging
score or the polyneuropathy disability (PND) staging score to assess for mobility, ambulation,
and neuropathy severity. The NEURO-TTRansform study only included subjects that had earlier,
less severe forms of ATTRv-PN (defined by either Coutinho staging 1 or 2, or polyneuropathy
disability [PND] score <IlIb). Patients with more severe staging of ATTRv-PN were excluded.
There is currently lack of sufficient evidence to support the safety and efficacy of eplontersen
(Wainua) in patients with more severe forms of disease.

IX. Symptoms of ATTRv-PN commonly start with lower limb impairment, orthostatic hypotension,
and gastrointestinal disturbances, but later lead to progressive muscle wasting, central nervous
system dysfunction, renal impairment, and increasingly substantial functional impairment.

X. Studies suggest that orthotopic liver transplantation causes prompt replacement of variant
transthyretin by the donor wild type in the plasma. The NEURO-TTRansform study excluded
patients who had previously received a liver transplant or are anticipating liver transplant within
one year of screening. There is currently insufficient evidence to evaluate the efficacy of
eplontersen (Wainua) in treatment of patients who are refractory to or anticipating liver
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transplant. Phase 3 trials studying the safety and efficacy of TTR silencer therapy in this disease
space also exclude patients with prior or anticipated liver transplant.
XI. The NEURO-TTRansform study excluded patients who had a New York Hearth Association

(NYHA) functional classification score of 2 Il heart failure. There is currently insufficient
evidence to support the efficacy and safety of eplontersen (Wainua) in the treatment of patients
who have more severe cardiovascular disease. According to ACC 2023 guidelines, “...patients
with advanced [cardiac disease], treatment aimed at TTR stabilization is unlikely to be of
significant benefit.”.

Investigational or Not Medically Necessary Uses

l. Eplontersen (Wainua) has not been FDA-approved, or sufficiently studied for safety and efficacy
for the conditions or settings listed below:
A. Cardiac amyloidosis due to wild-type or mutant TTR

i. Eplontersen (Wainua) in the cardiac amyloidosis setting (sans polyneuropathy
involvement) is currently under investigation in a Phase 3, multicenter, double-
blinded study (CARDIO-TTRansform trial). It is currently in the active study
phase, estimated to be completed in June of 2025.

B. Transthyretin amyloidosis of the wild-type origin (ATTRwt)

i. Pivotal trials leading to FDA approval of eplontersen (Wainua) were specifically
in the hereditary transthyretin-mediated amyloidosis setting. Wild-type TTR is
not considered hereditary. There are currently no ongoing or active trials to
study the use of eplontersen (Wainua) in the non-hereditary disease space.
There is currently a lack of sufficient evidence or additional scientific literature
to support the use of eplontersen (Wainua) for ATTRwt.

C. Pediatrics and adolescents under the age of 18 years old

i. There are currently no ongoing or active trials to study the use of eplontersen
(Wainua) in pediatric patients less than 18 years of age. There is currently a
lack of sufficient evidence or additional scientific literature to support the use
of eplontersen (Wainua) in members less than 18 years of age.

D. Use of eplontersen (Wainua) in combination with other TTR silencer therapy (i.e., inotersen
(Tegsedi), patisiran (Onpattro), tafamidis meglumine (Vyndaqel)).

i. There are currently no ongoing or active trials to study the use of eplontersen
(Wainua) in combination with other TTR silencer therapy. There is currently a
lack of additional scientific literature to support the use of eplontersen
(Wainua) in combination with other TTR silencers.
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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

inotersen (TEGSEDI®)

Hereditary transthyretin-mediated amyloidosis with polyneuropathy

tafamidis meglumine (Vyndaqgel®);
tafamidis (Vyndamax™)

Cardiomyopathy of wide type (ATTRwt-CM);
Hereditary transthyretin-mediated amyloidosis (RATTR-CM)
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