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April 28, 2026

Martin A Makary, MD, MPH
Commissioner

U.S. Food and Drug Administration
White Oak Campus

10903 New Hampshire Avenue
Silver Spring, MD 20993

Via e-mail: commissioner@fda.hhs.gov

Dear Commissioner Makary:

We are writing today as current and former Presidents of the American Society of Transplantation (AST)
and the American Society of Transplant Surgeons (ASTS) to urge you to hold a roundtable meeting on
strategies to address the urgent need to accelerate the development and approval of new
immunosuppressive therapies for transplant recipients. Specifically, we urge a focus on the need to
qualify the Composite Biomarker Panel (iBox) as a reasonably likely surrogate endpoint (RLSE) for
kidney transplant clinical trials under the Accelerated Approval pathway.

We believe that a thorough review of iBox, including hearing directly from experts and stakeholders,
ultimately will lead to FDA support and qualification of the iBox as a co-primary endpoint and as a RLSE.
The iBox is an Al-derived biomarker that is prognostic and predictive of long-term (five year) kidney
transplant graft survival. The accuracy of the iBox in predicting graft survival has been tested in four
validation sets, two of which are randomized controlled trials. The qualification of the iBox was led by the
Transplant Therapeutics Consortium (TTAC), a public private partnership with the FDA, AST and ASTS. A
RLSE qualification would provide biopharmaceutical companies an accelerated approval pathway to
demonstrate superiority over conventional (old) immunosuppressive drugs, spurring much-needed
investment of resources in this area.

We appreciate your commitment to streamlining administrative processes and facilitating innovation in
new drug development. While there has been important progress in transplantation, meaningful
improvements in long-term post-transplant outcomes have lagged behind. There is a pressing and
growing need for innovation in the development of new immunosuppressive drugs. Transplant recipients
are suffering from the significant side effects of current immunosuppressive medications, and new
medications are desperately needed that improve long term graft survival and decrease side effects.
These impactful side effects from existing FDA-approved immunosuppressives result in many patients
skipping doses, thus putting their organs at risk of failure. However, for new medications to be
developed, industry needs an expedited pathway to approval and a means to demonstrate benefit
(superiority) over current standard of care regimens from the 1990’s.

Qualifying iBox would represent an important step forward for clinical research in transplantation and help
expand access to innovative therapies for transplant recipients. If qualified, it would give drug sponsors a
pathway to pursue accelerated approval of novel agents that demonstrate superiority over current
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immunosuppressive therapies and have the potential to improve the long-term survival of transplanted
kidneys.

Significantly, the iBox as a co-primary endpoint would not pose any risk to patient safety: If iBox were
qualified as a co-primary endpoint, a pharmaceutical company seeking approval of a new
immunosuppressive drug still would be required to demonstrate safety using the same standards
currently in place including the assessment of death post-transplant; however, to demonstrate
effectiveness for accelerated approval, the company would have to demonstrate not only that the new
drug results in one-year acute rejection that is at least noninferior to that of drugs currently on the market
(the current effectiveness standard) but also that the new drug’s iBox score (a predictor of long term graft
survival) is superior to the standard of care. Approval of the iBox score as a co-primary endpoint poses
no risk to patient safety or to the reputational integrity of the FDA review process.

* * * * * * *

It is critical that we modernize the approval process to provide transplant recipients with more treatment
options that could reduce post-transplant complications and extend the lifespan of the transplanted organ.
Our patients deserve nothing less.

Given our leadership roles within our institutions and across the transplant community -- and the urgency
of this issue -- we are taking the unprecedented step of joining together to urge the FDA to convene a
roundtable with leading kidney transplant experts to discuss these important issues. This discussion
should focus on the significant unmet needs of patients, the strong clinical consensus supporting iBox,
and the importance of encouraging greater investment in the development of new transplant therapies.
We would be happy to work with you to support this effort.

Sincerely,
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David Foley, MD James Markman, MD

AST President ASTS President

Nicole Turgeon, MD, FACS
AST President-Elect
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