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DRUG POLICY

Agamree and Deflazacort Products
NOTICE

This policy contains information which is clinical in nature. The policy is not medical advice. The information
in this policy is used by Wellmark to make determinations whether medical treatment is covered under the
terms of a Wellmark member's health benefit plan. Physicians and other health care providers are
responsible for medical advice and treatment. If you have specific health care needs, you should consult
an appropriate health care professional. If you would like to request an accessible version of this document,
please contact customer service at 800-524-9242.

BENEFIT APPLICATION

Benefit determinations are based on the applicable contract language in effect at the time the services were
rendered. Exclusions, limitations or exceptions may apply. Benefits may vary based on contract, and
individual member benefits must be verified. Wellmark determines medical necessity only if the benefit
exists and no contract exclusions are applicable. This medical policy may not apply to FEP. Benefits are
determined by the Federal Employee Program.

DESCRIPTION

The indications below including FDA-approved indications and compendial uses are considered covered
benefits provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

FDA-Approved Indications
Agamree, Emflaza, Jaythari, Kymbee, Pyquvi are indicated for the treatment of Duchenne muscular
dystrophy (DMD) in patients 2 years of age and older.

POLICY

Required Documentation
The following information is necessary to initiate the prior authorization review:
1. Laboratory confirmation of DMD diagnosis by genetic testing or muscle biopsy.
2. Submission of medical records documenting persistent psychiatric/behavioral issues with previous
prednisone or prednisolone treatment.
3. Continuation requests: submission of medical records (e.g., chart notes, pulmonary function tests,
MRC score, 6MWT distance, etc.) demonstrating clinical benefit from therapy

Prescriber Specialties
This medication must be prescribed by or in consultation with a physician who specializes in the treatment
of Duchenne muscular dystrophy (DMD) and/or neuromuscular disorders.

Criteria for Initial Approval
A) Duchenne Muscular Dystrophy
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1. Authorization of 6 months may be granted for treatment of DMD when ALL of the following
criteria are met:

a.) The diagnosis of DMD was confirmed by one of the following criteria:

1. Genetic testing demonstrating a mutation in the DMD gene.
2. Muscle biopsy demonstrating absent dystrophin.

b.) The patient is 2 years of age or older.

c.) The patient has tried prednisone or prednisolone and experienced persistent,
unmanageable, and clinically significant psychiatric/behavioral issues (e.g., abnormal
behavior, aggression, irritability).

AND
e Achange in BOTH dosage and timing of administration (e.g., afternoon or evening)
has been attempted but was unsuccessful.
e Psychiatric/behavioral issues persisted beyond the first 6 weeks of treatment with
prednisone or prednisolone.

d.) The dose requested is within FDA labeled dosing based on the patient’s weight and does

not exceed maximum dose (if applicable)

Continuation of Therapy
A) Duchenne Muscular Dystrophy
1. Authorization of 12 months may be granted for patients (including new members) when ALL of
the following criteria are met:
a.) The patient meets initial authorization criteria
b.) The patient demonstrates improved tolerance (i.e. improvement in neuropsychiatric
symptoms) to the requested drug as compared to treatment with prednisone
c.) The patient is experiencing a positive response to therapy with the requested drug (see
appendix for examples)

Other

Agamree (vamorolone), Emflaza (deflazacort), Jaythari (deflazacort), Kymbee (deflazacort), and Pyquvi
(deflazacort) are considered not medically necessary for patients with a diagnosis of DMD who do not
meet the criteria set forth above. All other indications are unproven and considered not medically necessary.

Members currently receiving the requested medication as samples or via the manufacturer’s patient
assistance program will be required to meet the criteria for initial approval. This ensures that members are
treated equally regardless of their provider’s ability to access medication samples.

Non-Formulary Exception Criteria

Non-Formulary Exception criteria applies to formularies which do not include the requested product(s) on
the formulary drug list. Meeting the criteria above may satisfy some, or all, portions of the Non-Formulary
Exception Criteria. A medication that is non-formulary may be covered when the Criteria for Approval AND
the following criteria are met:

1. The requested drug must be used for an FDA-approved indication, or an indication supported in
the compendia of current literature (examples: AHFS, Micromedex, current accepted guidelines).
Diagnostic testing/lab results required when applicable.

2. The prescribed dose/quantity must fall within the FDA-approved labeling or dosing guidelines found
in the compendia of current literature.

3. All covered formulary alternative drugs on any tier will be ineffective, have been ineffective, would
not be as effective as the non-formulary drug, or would have adverse effects. Documentation is
required and must include chart note(s) or other documentation indicating prior treatment failure,
severity of the adverse event (if any), and dosage and duration of the prior treatment, or
contraindication to formulary alternatives.
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Dosing and Administration
Approvals may be subject to dosing limits in accordance with FDA-approved labeling, accepted compendia,
and/or evidence-based practice guidelines.

Quantity Limits

Drug Name FDA-recommended Dosing Quantity Limit
Agamree (vamorolone) 40 mg/mL 6 mg/kg daily (Max 300 mg/day) 225 mL per 30 days
suspension
Emflaza (deflazacort) 6 mg tablet 60 per 30 days
Emflaza (deflazacort) 18 mg tablet 30 per 30 days
Emflaza (deflazacort) 30 mg tablet 30 per 30 days
Emflaza (deflazacort) 36 mg tablet 30 per 30 days
Emflaza (deflazacort) 22.75 mg/mL 54 mL per 30 days
suspension
Jaythari (deflazacort) 6 mg tablet 60 per 30 days
Jaythari (deflazacort) 18 mg tablet 30 per 30 days
Jaythari (deflazacort) 30 mg tablet . 30 per 30 days
Jaythari (deflazacort) 36 mg tablet 0-9 mglkg daily 30 per 30 days
Jaythari (deflazacort) 22.75 mg/mL 54 mL per 30 days
suspension
Kymbee (deflazacort) 6 mg tablet 60 per 30 days
Kymbee (deflazacort) 18 mg tablet 30 per 30 days
Kymbee (deflazacort) 30 mg tablet 30 per 30 days
Kymbee (deflazacort) 36 mg tablet 30 per 30 days
Pyquivi (deflazacort) 22.75 mg/mL 54 mL per 30 days
suspension
APPENDIX

Appendix: Clinical Response

Positive Response* Clinical Outcome Assessment Examples
Stabilization or Improvement | Muscle strength Medical Research Council (MRC) scale for
muscle strength with 0 being no movement and
5 being normal strength
Stabilization or Improvement | Pulmonary function Forced vital capacity (FVC), maximal expiratory
pressure
Stabilization or Improvement | Motor function 6 minute walk test (6MWT) distance, timed tests
(standing from lying position, climbing 4 stairs,
running/walking 30 feet, propelling wheelchair
30 feet)

*Improvement of motor function must be superior relative to that projected for the natural course of Duchenne Muscular Dystrophy
(slowing of decline or slowing of progression).

CLINICAL RATIONALE

Emflaza (deflazacort) is a corticosteroid indicated for the treatment of Duchenne muscular dystrophy
(DMD). Specifically, deflazacort is a corticosteroid prodrug, whose active metabolite, 21-desDFZ, acts
through the glucocorticoid receptor to exert anti-inflammatory and immunosuppressive effects. The
precise mechanism by which Emflaza (deflazacort) exerts its therapeutic effect in patients with DMD
is unknown.
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The approval of Emflaza by the FDA was based on two trials that evaluated the safety and efficacy of
Emflaza. One trial that compared Emflaza with placebo was unable to conclude a significant difference
in muscle strength at two years due to disease progression and high dropout rates. Another trial
compared Emflaza with prednisone and placebo on muscle strength and motor function in patients with
DMD. Over 1 year of treatment, Emflaza was better tolerated and resulted in a lower incidence of
weight gain and psychiatric adverse events, which are the most common reasons for discontinuing
treatment when compared with prednisone. However, the trial had several limitations resulting in a low
quality of evidence.

In a study by McDonald et al, published in Lancet 2017, the authors showed that glucocorticoid
treatment for 1 year or longer was associated with increased median age at loss of mobility milestones
by 2.1-4.4 years and upper limb milestones by 2.8-8.0 years compared with treatment for less than 1
month. Deflazacort was associated with increased median age at loss of three milestones by 2.1-2.7
years in comparison with prednisone or prednisolone (log-rank p< 0.012). Authors noted that their
analyses include comparison of multiple glucocorticoid agents and regimens (such as daily vs
intermittent dosing) to estimate differences in functional outcomes, an in-depth analysis of specific
doses or schedules is not feasible in a long-term prospective natural history study, but requires a
randomized clinical trial. For example, differences between deflazacort and prednisone observed long
term are possibly attributed to dose or schedule issues. It is possible that dose reductions occurred
more commonly with prednisolone or prednisone treatment than with deflazacort treatment because of
different frequencies of side-effects. Alternatively, daily regimens of deflazacort might be used more
commonly than daily regimens of prednisone or prednisolone because there is more literature
pertaining to intermittent prednisolone and prednisone regimens.

Since Emflaza (deflazacort) is a corticosteroid prodrug, the warnings of Emflaza (deflazacort) use are
similar to those found with other corticosteroids. Side effects or intolerance to generic corticosteroids
are expected with Emflaza (deflazacort) use given the medication is converted to active corticosteroid
in the body. Based on a review of the randomized clinical trials, systematic reviews and treatment
guidelines, there is very low-quality evidence that prednisone is associated with more weight gain than
deflazacort but clinical significance has not been studied. Based on the available evidence, the safety
of deflazacort (Emflaza) relative to other therapies is unknown at this time.

A clinical trial comparing daily prednisone, daily deflazacort, and intermittent prednisone followed 196
boys with DMD aged 4-7 at enrollment for a three-year period from January 2013 through September
2019. Finding the Optimum Regimen for Duchenne Muscular Dystrophy (FOR-DMD) results were
released in August 2022 and demonstrated that daily prednisone and daily deflazacort were superior
to intermittent prednisone in improving rise from the floor velocity (the time to stand from supine in
rise/seconds) and forced vital capacity (in liters). While the two daily regimens showed significant
improvement in motor function, pulmonary function, and satisfaction with treatment when compared to
intermittent prednisone, there were no statistical differences between daily prednisone and daily
deflazacort in these measurements. The findings from FOR-DMD supports the need for initiating daily
corticosteroids rather than intermittent prednisone in the treatment of DMD, however there is no
recommendation as to which corticosteroid to initiate.

Agamree (vamorolone) is a corticosteroid indicated for the treatment of Duchenne muscular dystrophy
(DMD) in patients 2 years of age and older. Vamorolone is a dissociative steroidal anti-inflammatory
drug that acts through the glucocorticoid and mineralocorticoid receptors. However, the exact
mechanism by which Agamree (vamorolone) effects patients with DMD is unknown.

Agamree (vamorolone) was approved by the FDA based on a phase llb, randomized, double-blind,
placebo-controlled trial (VISION-DMD) and three open-label safety studies. VISION-DMD enrolled
boys 4 to 7 years of age (N=121) with a diagnosis of DMD not previously treated with corticosteroids.
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Overall, treatment with Agamree (vamorolone) resulted in improvements from baseline for functional
end points (i.e., time to stand velocity, 6-minute walk test, time to run/walk velocity) compared to
placebo. Agamree (Vamorolone) also demonstrated safety advantages over prednisone (i.e., bone
health, height percentile and linear growth). Warnings, precautions, and reported adverse events for
Agamree (vamorolone) are similar to other corticosteroids and include alterations in endocrine function,
immunosuppression, vomiting, and vitamin D deficiency among others.

Corticosteroids, including Emflaza (deflazacort) and Agamree (vamorolone), are effective in the
management of DMD. DMD treatment guidelines from the American Academy of Neurology (AAN)
recommend corticosteroid prednisone or deflazacort for the short-term benefit of muscle strength and
function. The AAN guidelines have not been updated since the approval of Agamree (vamorolone).
Emflaza (deflazacort) and Agamree (vamorolone) have not been compared in head-to-head trials at
this time. Although Emflaza (deflazacort) and Agamree (vamorolone) are FDA approved for DMD, there
is insufficient evidence to establish superiority between agents or to prednisone therapy. Prednisone
is a less costly alternative with comparable efficacy.

PROCEDURES AND BILLING CODES

To report provider services, use appropriate CPT* codes, Alpha Numeric (HCPCS level 2) codes,
Revenue codes, and/or ICD diagnostic codes.
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