The Medical Letter

on Drugs and Therapeutics

Volume 67 September 15, 2025

IN THIS ISSUE

ISSUE No.

.l 737 In Brief: Embryotoxicity REMS Removal for Endothelin Receptor Antagonists ................. p 152

Important Copyright Message

FORWARDING OR COPYING IS A VIOLATION OF U.S. AND INTERNATIONAL COPYRIGHT LAWS

The Medical Letter, Inc. publications are protected by U.S. and international copyright laws.

Forwarding, copying, or any distribution of this material without permission to a nonsubscriber
is prohibited.

Sharing a password with a nonsubscriber or otherwise making the contents of this site
available to third parties is prohibited.

By accessing and reading the attached content | agree to comply with U.S. and international
copyright laws and these terms and conditions of The Medical Letter, Inc.

For further information click: Subscriptions, Site Licenses, Reprints
or call customer service at: 800-211-2769

Published by The Medical Letter, Inc. « A Nonprofit Organization » medicalletter.org


http://medicalletter.org/sub-prods
http://medicalletter.org/sitelicense
http://medicalletter.org/copyright

The Medical Letter publications are protected by US and international copyright laws.
Forwarding, copying or any other distribution of this material is strictly prohibited.
For further information call: 800-211-2769

The Medical Letter

on Drugs and Therapeutics

Volume 67 (Issue 1737) September 15, 2025

Take CME Exams

IN BRIEF

Embryotoxicity REMS Removal for
Endothelin Receptor Antagonists

The FDA has removed the Risk Evaluation and
Mitigation Strategy (REMS) requirement for the
endothelin receptor antagonists ambrisentan (Letairis,
and generics), bosentan (Tracleer, and generics),
macitentan (Opsumit, and generics; Opsynvi), and
aprocitentan (Tryvio) and the endothelin receptor
antagonist and angiotensin Il receptor antagonist
sparsentan (Filspari) that was initially implemented
because of a possible risk of embryofetal toxicity.!

Ambrisentan, bosentan, and macitentan are FDA-
approved for treatment of pulmonary arterial hyper-
tension (PAH), aprocitentan is approved for treatment
of hypertension, and sparsentan is approved to slow
kidney function decline in patients with primary
immunoglobulin A nephropathy (IgAN).

The embryofetal toxicity REMS requirement for these
drugs was based on studies in pregnant animals.
Removal of the REMS requirement was based on
an analysis in humans showing that exposure to an
endothelin receptor antagonist during pregnancy was
not associated with the congenital malformations
observed in animal studies.!

All of these drugs still include a boxed warning in
their labels about the risk of embryofetal toxicity
associated with their use in animals. Pregnancy
should be excluded before starting treatment with
an endothelin receptor antagonist, and women
with reproductive potential should use effective
contraception while taking any of these drugs.

Because of increased risks of hepatotoxicity associ-
ated with their use, bosentan and sparsentan are still
only available through a REMS program. =

1. FDA Endothelin Receptor Antagonist REMS Information.
FDA removes REMS requirements for embryofetal toxicity
risk from all endothelin receptor antagonist medicines. July
3, 2025. Available at: https://bit.ly/44SAm6U. Accessed
August 27, 2025.
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