Congress of the United States

Washington, BEC 20515

March 26, 2026

The Honorable Marty Makary, M.D.
Commissioner

U.S. Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993

Dear Commissioner Makary:

We write regarding the administration of the Food and Drug Administration’s (FDA’s) Pediatric Rare Disease Priority
Review Voucher (PRV) program, particularly the decision by the previous administration to deny a PRV for a one-time
administered novel curative gene therapy that treats sickle cell disease (SCD), a disease that affects roughly 100,000
Americans, more than 90% being African Americans'. This chronic, debilitating disease causes severe pain episodes
requiring hospitalization, progressive organ damage, and serious acute events like strokes.?> The approvals in December
2023 of two curative gene therapies represented a transformative moment for Americans, 12 years and older, living with
SCD. However, the decision by FDA, under former Commissioner Califf, to deny a PRV for one of the therapies signaled
to industry that treating this population should not be a priority.

Fortunately, today is a new day. President Trump, Secretary Kennedy, Dr. Oz, and you have been stalwart champions of
gene therapies in the mission of Making America Healthy Again. We support the fresh-eyed approach that FDA, and the
Department more broadly, has taken in recent months toward advancing these treatments to make a meaningful difference
in the lives of patients.

For instance, we appreciate the Cell & Gene Therapy roundtable you hosted in June as well as the Administration’s other
initiatives to support access to cell and gene therapies for patients with SCD. In May of 2025, Secretary Kennedy joined
lawmakers, other officials, and SCD patient advocates for an event in South Carolina where Secretary Kennedy
announced the Center for Medicare and Medicaid Innovation’s (CMMI) new coverage model for gene therapies for SCD.
At the event, Secretary Kennedy noted, “by using innovation and all of the agency’s resources, we can address not just the
symptoms of disease, but cures for these diseases as well, while improving patient care and lowering costs.”? Revisiting,
and ultimately reversing, this decision made by the prior Administration will further support those efforts for additional
patient populations, including pediatric SCD patients — and do so at no cost to the federal government.

In a recent op-ed in the Wall Street Journal, you wrote, “The core obstacle to developing more life-changing drugs for
more rare-disease patients is that our regulatory paradigm wasn’t designed for rare diseases. It was designed for common
diseases.”® Congress established the PRV Program in 2012 as one tool to address this paradigm misalignment and
incentivize the development of novel therapies for rare pediatric diseases by providing developers of such drugs with
transferrable vouchers, redeemable for “priority” 6-month reviews of new drug applications. As noted in a previous letter
submitted to former Commissioner Califf®, one of the of the bill sponsors stated in 2012 that, the program will,
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“incentivize pharmaceutical companies to develop new drugs for children with rare pediatric diseases, such as childhood
cancers and sickle cell disease, by expanding the cost neutral priority review voucher program.”

Unfortunately, rather than implement the statue as intended, FDA, under previous leadership erected barriers to
incentivizing treatments for rare disease populations. In the FDA’s original decision, former Center for Biologic
Evaluation and Research (CBER) Director, Peter Marks, and his Deputy, Nicole Verdun, applied a newly created, extra-
statutory definition of “active ingredient” to justify finding that LYFGENIA used the same active ingredient as
ZYNTEGLO, an earlier-approved gene therapy for beta-thalassemia. Congress did not define “active ingredient,”
however, FDA has already recognized that when activity of a cell or gene therapy depends on the contribution of more
than once cell type, the complex mixture of genetically modified cells is a single active ingredient.® The previous
administration ignored this guidance, inexplicably choosing to treat the modified cell types of patients with Beta-
thalassemia and those with SCD as the same "active ingredient." Upholding this arbitrary decision to conflate the two,
despite statutory text and Congressional intent to the contrary, risks jeopardizing the viability of an industry intent on
creating novel treatments for pediatric patients with SCD and other rare, severe genetic diseases.

We are grateful for your leadership in this space and your attention to this matter, and we kindly ask that you take this
opportunity to correct this decision made by the previous Administration.

Sincerely,
Gus M. Bilirakis Tim Scott
Member of Congress U.S. Senator
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Mike Kelly — Rick W. Allen
Member of Congress Member of Congress
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Earl L. "Buddy" Carter
Member of Congress
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