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Islets for US Collaborative Response to HHS Request for Public Comments  
(short summary)
Re: Docket FDA-2026-N-10738 — Improving Patient Access to Deceased Donor Islet Cells and Cell Products

We urge HHS to recognize unmodified deceased-donor pancreatic islets as organs and to regulate their transplantation under the HRSA/OPTN framework, not as FDA biologics.
1. Islets are organs, not manufactured products. Each islet is a naturally formed 3D micro-organ comprise of multiple cell types with its own vascular and neural components, functioning as an integrated unit. Islets are recovered from a pancreas procured by an OPO through standard multiorgan recovery; isolation separates them from exocrine tissue in the same sense that surgical recovery separates any organ from surrounding tissue. Just as every pancreas is different from different donors, every batch of islets is different. Islets are not expanded, differentiated, or engineered, and perform in the recipient the same function as in the donor. The term "islet cell transplantation" is a misnomer that has driven the regulatory mismatch.
2. The drug/biologic framework cannot assure islet quality. No manufacturing process "creates" an islet. The FDA review of Lantidra confirmed that no in-vitro potency assay or combination of release criteria predicts clinical graft function, and that Gram stain alone cannot assure sterility. A BLA therefore creates an appearance of product assurance without the ability to predict outcomes — the problem the organ framework addresses through donor screening, procurement standards, traceability, center accreditation, and outcome monitoring. Donor-to-donor variability is intrinsic to organs, not a manufacturing defect.
3. The evidence base is extensive. CITR (NIDDK, since 2001) holds data on 1,517 recipients and 3,557 islet preparations from 47 programs; a worldwide survey identified 4,321 allogeneic transplants in 2,149 patients across 25 countries (2000–2020); the international Edmonton Protocol trial and 12-year follow-up document durable function. Immunosuppressive agents and the transhepatic portal route have >25 years of clinical experience; repeat reproductive, carcinogenicity, or route-specific animal studies should be waived. International RWE is highly fit for clinical outcomes and, where processing practices are comparable, informative for quality standards.
4. Precedent exists and is narrow. Canada (CTO Regulations), the UK, France, Italy, Switzerland, Australia, Japan and others regulate islets as organ/tissue transplants; EMA does not classify unmodified islets as substantially manipulated. Reclassification should apply only to unmodified deceased-donor islets. Stem cell-derived islets, encapsulated, expanded, or otherwise substantially manipulated products remain appropriately under FDA biologics oversight.
5. The BLA requirement is the central access barrier. After NIH-funded trials ended, the absence of a reimbursement pathway without a BLA caused most U.S. programs to close, while Edmonton alone performed >700 procedures under provincial coverage. Today intraportal transplantation is available only under IND at a few U.S. centers. Over 3,000 patients have applied recently for few open positions in the current trials. Tens of thousands of U.S. patients with hypoglycemia unawareness have no practical access to a therapy that is standard of care abroad.
6. Implementation is feasible within existing OPTN infrastructure. The Pancreas and Islet Transplantation Committee of the OPTN can set standards for program certification, pancreas allocation (donor BMI ≥32 pancreata are preferred for islets and rarely used for whole-pancreas transplant, so there is no competition with other waiting patients), isolation under GTP-based controlled/clean-room conditions with FDA-informed sterility and quality-system standards, release assessment (count, viability, purity, Gram stain, endotoxin) as quality-control tools rather than potency assays, and prospective outcome reporting through OPTN/SRTR (one-year patient and graft survival, primary nonfunction by C-peptide, Igls classification, complications). Transplant centers are accountable for the entire chain, from donor selection to follow-up, as for other organs. No new provider category is needed; existing pancreas programs suffice, with 8–10 centers likely initially. Islet transplantation is less invasive and comparable or lower in cost than whole-pancreas transplantation.
Reclassification would correct a decades-long regulatory mismatch, restore U.S. competitiveness in a field it pioneered, and give patients access to an established, life-changing transplant. We respectfully request that HHS proceed. Detailed responses to each question in the RFI and supporting references are provided in the attached document.
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