Chicago, May 23", 2021

Dr. David Mulligan, the President,
Dr. Matthew Cooper, the President Elect
United Network for Organ Sharing

Dear President Mulligan and Cooper,

We are writing to you on behalf of concerned members of the UNOS Pancreas and Islet
Transplantation Committee as well as the Islets for US Collaborative (www.isletsforus.org), a
group of more than 50 leaders in the field of transplantation and diabetes to request your
urgent help and possible intervention to adjust the regulatory framework for islets
transplantation in the US.

Human Islets have been regulated by the FDA as drugs and the biological license application
(BLA) submitted by drug (islet) manufacturer needs to approve by the FDA. The goal of such
regulation is to ensure proper quality and potency of human islet cells before transplantation.

However, on April 15t™, 2021, FDA officials after the reviewed the first biological license
application for human islets submitted by a private, for-profit company concluded that “critical
quality attributes for islet product, purity and potency did not correlate with the clinical
effectiveness and that the critical quality attributes may not adequately evaluate lot-to-lot
manufacturing consistency”.

It confirmed that the main goal of BLA cannot be achieved, that quality and potency of the
human islet final product cannot be confirmed or verified prior to the transplant.

Therefore, the BLA requirement is obsolete and application of drug manufacturing regulations
ineffective to reassure islet product quality and potency.

However, if nevertheless FDA decides to approve the BLA, transplant physicians will have no
choice but to purchase human islets of unknown quality and potency for their patients from a
commercial BLA holder. The quality and potency cannot be verified, and clinical outcomes
remains uncertain.

Altogether, classifying human islets as a drug does not have any scientific basis and is in fact
potentially harmful not only to patients but also to further developments in the field as we
described in two recent articles (1,2).

As you know and we all know, the quality and potency of any human organs cannot be
reassured by any testing prior to the actual transplantation procedure, which is the rationale
behind OPTN and UNOS, but not the FDA regulating human organs for transplantation and the
reason that regulations developed for drug manufacturing are ineffective when applied to
organs (including islets) for transplantation.
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The quality and potency of the human organs (including human islets) can only be reassured by
the transplant team’s continuous assessment of complex clinical parameters and constant
supervision during the process of donor selection, pancreas recovery, islet isolation and
processing, preservation, transplantation and, finally, post-transplant patient care and
monitoring, which is the only way to ensure a safe, effective and appropriate clinical outcome.

Based on this rationale, human islets should be regulated under the HRSA and submitted to the
OPTN/UNOS regulatory framework, which is specifically designed and developed to reassure
human organ quality and potency as well as safety and effectiveness of the transplantation
therapy.

Pancreas as well as other organs are included into the definition of human organs under the
OPTN Final Rule which allow them to be regulated by the OPTN and UNOS.

Although, subparts of human organs were included in the statutory definition of human organ
under the National Organ Transplantation Act amended (NOTA) in 1988, the human organ
definition under OPTN Final Rule has never been amended and islets as subparts of pancreas
have not been included.

Therefore, we have requested the Secretary of the Health and Human Services to exercise his
authority and include human islets into the definition of human organs under the OPTN Final
Rule, which would allow islets to be properly regulated under OPTN and UNOS.

We would be grateful for your assistance in properly resolving this urgent issue and support our
request to the Secretary through HRSA to regulate islets as any other organ for transplantation.

Thank you very much for considering this urgent request.

On behalf of UNOS Pancreas and Islet Transplantation Committee and
Islet for US Collaborative

Piotr Witkowski M.D. Ph.D.

Associate Professor of Surgery

Director, Pancreatic Islet Transplant Program
The University of Chicago Medicine

Oyedolamu Olaitan M.D.

Associate Professor of Surgery

Director, Pancreatic Transplantation Program
Rush University, Chicago

Silke Niederhaus M.D.
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Clinical Associate Professor of Surgery
Department of Surgery,
University of Maryland School of Medicine, Baltimore, MD

Rachel C. Forbes M.D.

Division of Kidney and Pancreas Transplantation,

Department of Surgery,

Vanderbilt University Medical Center, Nashville, Tennessee, USA
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