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BACKGROUND

Several recent FDA inspections of eye banks have resulted in Form FDA 483, Inspectional
Observations, for not determining donors to be ineligible with a diagnosis of sepsis. All cited eye
banks utilized the same Infectious Disease consultant for sepsis evaluation as part of the donor
eligibility (DE) determination. Specifically, FDA cited the eye banks for not ensuring that:

o Deceased donors where there is a diagnosis of sepsis in the hospital records obtained
for the hospital stay immediately preceding death are determined ineligible.

e The firm reviews all available medical records for a sepsis diagnosis for the entire
hospital stay that preceded the donor’s death. Currently only the medical records from
the preceding 5 days in the hospital are reviewed for such diagnosis.

In addition, FDA is now requesting copies of donor medical records for reported MedWatch
adverse reaction (AR) reports.

FDA's inspectional focus on sepsis is likely due to the two recent Mycobacterium

tuberculosis (MTB) outbreaks linked to bone allografts. The first donor had symptoms consistent
with TB disease (70—80-pound weight loss in two years and 2—3-week cough) and met SIRS
criteria, which was attributed to other underlying conditions. The second donor had a cough for
2-3 weeks and a medical diagnosis of sepsis.

The 2021 multi-state outbreak of Mtb in the United States was linked to transplantation of a
viable bone allograft product and resulted in significant morbidity and mortality. Of the 113
product recipients identified, 77% had microbiologic or imaging evidence of TB disease and
three deaths were attributed to TB. Additionally, 73 healthcare personnel were identified with
new latent tuberculosis infection following exposure to the contaminated product, product
recipients, surgical instruments, or medical waste.

A second bone allograft-related outbreak in 2023 affected 36 recipients of viable bone matrix
products. A total of 27 patients tested positive for TB infection, 5 patients had laboratory
confirmed TB disease, and 2 patients died from TB disease.

FDA released Important Information for Human Cell, Tissue and Cellular and Tissue-based
Product (HCT/P) Establishments Regarding Tuberculosis Outbreaks Linked to a Bone Matrix
Product on September 6, 2023. This alert outlined risk mitigation strategies to identify risk
factors, conditions, clinical evidence, and physical evidence that can be associated with an
increased risk for TB (including active TB and LTBI) and/or an increased risk of sepsis.

RECOMMENDATIONS

Eye banks must comply with the requirements in 21 CFR part 1271, subpart C, for donor-
eligibility determinations based on donor screening and testing for relevant communicable
disease agents and diseases. The August 2007 Guidance for Industry Eligibility Determination
for Donors of Human Cells, Tissues, and Cellular and Tissue- Based Products (HCT/Ps) will
assist HCT/P establishments in complying with these requirements.




Sepsis includes, but is not limited to, bacteremia, septicemia, sepsis syndrome, systemic
infection, systemic inflammatory response syndrome (SIRS) or septic shock. If any of these
conditions is specifically diagnosed in the medical records during a hospital stay immediately
preceding death, you should determine the donor to be ineligible.

FDA expects a full review of all “available” relevant medical records for risk factors for, and
clinical evidence of, relevant communicable diseases. Eye banks that utilize an ID consultant to
provide an expert opinion must submit the entire medical record for review and not just a
summary of records.

Negative blood cultures themselves cannot rule out sepsis, as sepsis can be caused by viruses
or MTB which would not be identified in normal blood cultures.

If a statement such as “rule-out sepsis” is noted in the medical records, and subsequent
notations indicate a diagnosis other than sepsis, a potential donor might still be eligible. Eye
banks should document the criteria used to determine that sepsis was not the cause of death.

Final donor eligibility determination remains with the Medical Director/MDD. The responsible
person must verify and document that, on the basis of record review, release criteria have been
met and they have determined that an HCT/P is available for distribution (21 CFR
1271.265(c)(1)).

EBAA met with the Center for Biologics Evaluation and Research (CBER) Office of the Center
Director, Super Office of Therapeutic Products, Office of Compliance and Biologics Quality, and
Office of Communication, Outreach and Development in a virtual EBAA/FDA Executive Liaison
Meeting on April 18, 2024, to discuss how eye banks evaluate donors with a differential
diagnosis of sepsis.

Additional guidance from FDA may be forthcoming. CBER’s Guidance Agenda for CY 2024
includes two new final guidance documents on reducing the risk of Mycobacterium tuberculosis
transmission through HCT/Ps and transmission of disease agents associated with sepsis for
HCT/P donors, in addition to the long-awaited Recommendations for Determining Eligibility of
Donors of Human Cells, Tissues, and Cellular and Tissue-Based Products (HCT/Ps); Draft Guidance
for Industry.

IMPLICATIONS

EBAA recognizes that FDA guidance that rules out all prospective donors with any notation of
sepsis during their hospital stay would drastically reduce the supply of ocular tissue. In addition
to our FDA Executive Liaison Meeting, we are preparing additional materials to inform and
educate FDA, with an emphasis on the fact that eye banks use ID consultants as one source of
information among many, and that final determination is made by the Medical Director or the
Medical Director Designee.

This topic will be discussed in detail during the MAB meeting on June 7 in Kansas City. We are
also in close contact with our colleagues at AATB, whose members would also be affected by
FDA's guidance on this issue.

We will continue to work this issue actively and will keep our members apprised as the situation
develops.
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