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OVERVIEW
Relyvrio, a combination product of sodium phenylbutyrate and taurursodiol, is indicated for the treatment
of amyotrophic lateral sclerosis (ALS) in adults.

Relyvrio has been withdrawn from the market after a required post-marketing clinical study (PHOENIX)
failed to support the effectiveness of Relyvrio.® Relyvrio is no longer available for new patients as of April
4, 2024. For patients currently on therapy who wish to continue, in consultation with their physician, can
be transitioned into Amylyx’s free distribution program.®

Guidelines

The American Academy of Neurology practice parameter on the care of patients with ALS (last updated
2009; reaffirmed 2023) does not yet address Relyvrio; Radicava is also not addressed.?® The practice
parameter states that riluzole is safe and effective for slowing disease progression to a modest degree and
should be offered to patients with ALS. However, riluzole may result in fatigue in some patients and if the
risk of fatigue outweighs modest survival benefits, discontinuation of riluzole may be considered. Referral
to a specialized multidisciplinary clinic should be considered for patients with ALS to optimize health care
delivery, prolong survival, and enhance quality of life. Additionally, noninvasive mechanical ventilation
may lengthen survival and can be considered to improve quality of life and slow forced vital capacity
decline. The European Federation of Neurological Societies guidelines on the clinical management of ALS
(2012) also recommend patients be offered treatment with riluzole as early as possible after diagnosis.*
However, patients with progressive muscular atrophy, primary lateral sclerosis, or hereditary spastic
paraplegia should not be treated with riluzole. New guidelines on the management of ALS were presented
at the European Academy of Neurology 2023 meeting and are expected to be published before the end of
2023.° The recommendations during this meeting stated the riluzole should be offered lifelong to all ALS
patients at diagnosis and a single daily dose of 50 mg can be effective.” The Canadian best practice
recommendations for the management of ALS state that riluzole has demonstrated efficacy in improving
survival in ALS and there is evidence that riluzole prolongs survival by a median duration of 3 months.®
Riluzole should be started soon after the diagnosis of ALS.

POLICY STATEMENT
Due to the lack of clinical efficacy data, approval is not recommended for Relyvrio.
Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
None.

12/18/2024
© 2024. All Rights Reserved.
This document is confidential and proprietary. Unauthorized use and distribution are prohibited.



Neurology — Relyvrio PA Policy
Page 2

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

1. Amyotrophic Lateral Sclerosis (ALS). Approval is not recommended due to the unclear clinical
benefit of Relyvrio and lack of clinical efficacy data.” The preliminary evidence demonstrates a
potentially minimal clinical benefit that is confounded to interpret (e.g., two-point difference in the
ALS functional rating scale — revised [ALSFRS-R] mean score). The efficacy data for Relyvrio are
not convincing and have many limitations in analysis. The post-marketing clinical study (PHOENIX)
failed to support the effectiveness of Relyvrio.®

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