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Vinayak K. Prasad, MD, MPH

Director

Center for Biologics Evaluation and Research
Food and Drug Administration

10903 New Hampshire Avenue

Silver Spring, MD 20993-0002

In Re: Docket No. FDA-2024-D-3067

Dear Dr. Prasad,

The Eye Bank Association of America (EBAA) appreciates the opportunity to provide
comments to the May 2025 draft guidance “Recommendations to Reduce the Risk of
Transmission of Disease Agents Associated with Sepsis by Human Cells, Tissues, and
Cellular and Tissue-Based Products; Draft Guidance for Industry; Availability” [Docket No.
FDA-2024-D-3067].

The EBAA is the world’s oldest transplantation association, established in 1961 by the
American Academy of Ophthalmology (AAO) and the nationally recognized accrediting and
standards-setting body for eye banks.

The association strives to ensure the superior quality of banked human eye tissue through
the adoption and implementation of stringent medical standards, which are scientifically
based, and specific to ocular tissue. The association is committed to “the restoration of
sight worldwide,” and works toward this vision by developing and delivering standards,
accreditation, and educational programs that optimize patient and donor care and safety.

EBAA eye banks are non-profit organizations that recover, medically evaluate, process, and
distribute ocular tissue for transplant, research, and education. In 2024, U.S. EBAA eye
banks provided tissue for 85,926 sight-restoring corneal transplant surgeries.’

Corneal transplants performed in 2024 have a lifetime net benefit of $8.24 billion.2 The
Lewin study compared the medical cost of transplant procedures to the direct and indirect
lifetime costs of the alternative — living with blindness or severe vision impairment. With a
corneal transplant, an individual avoids the direct expenditures that come with vision loss,
such as higher routine medical costs, long-term care costs, and the indirect costs of
potential years of lost productivity to both the patient and their caregivers.
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Executive Summary

EBAA appreciates FDA’s commitment to protecting public health and reducing the risk of
transmission of sepsis by HCT/Ps. However, we are concerned that FDA’s guidance would
have a devastating effect on the availability of ocular tissue and will adversely impact the
availability of life transformative tissue products for patients. This includes the over 51,559
Americans each year who receive sight-restoring corneal transplant surgeries. With an
estimated 12.7 million people waiting for a corneal transplantation, only 1 donor cornea is
available for every 70 people that require one worldwide.®

While the guidance document includes boilerplate language that “FDA’s guidance
documents, including this guidance, do not establish legally enforceable responsibilities...”
and “...should be viewed only as recommendations,” in practice, FDA inspectors have
already begun issuing citations and taking other enforcement actions against entities that

do not comply with the new requirements contained in this draft guidance.

Implementation of this guidance as written will require time to update the DRAI, draft new
SOPs, create job aids, train staff in new procedures, and notify physicians and staff at both
their recovery and transplant facilities what to expect under the new requirements. We will
be faced with a decreased supply of ocular tissue, negatively impacting the quality and
costs of the corneal grafts that remain available for transplant.

Thank you for rescinding the final guidance published January 7, 2025, and reissuing this
draft guidance with an opportunity for feedback from the public and industry stakeholders
before beginning work on the final guidance. We hope you will also schedule a public
webinar to provide tissue establishments with FDA’s regulatory requirements and
expectations for donor eligibility determinations and address questions submitted by
registrants.

Comments

The EBAA appreciates this opportunity to provide public comments on existing Center for
Biologics Evaluation and Research (CBER) regulatory requirements. On behalf of our
member banks, we would like to offer these general comments for consideration.

COMMENT 1 -Remove sepsis as an RCDAD for ocular tissue.

The draft FDA sepsis guidance aims to reduce the risk of transmission of disease agents
associated with sepsis by HCTPs. Sepsis has been defined by FDA as an RCDAD since the
August 2007 HCT/P DE guidance.®

[101 I7th Street NW - Suite 400 - Washington, DC 20036 S 202.775.4999 D restoresight.org



EYE BANK

ASSOCIATION
OF AMERICA

Sepsis is not a discrete communicable disease but is defined as life-threatening organ
dysfunction caused by a dysregulated host response to a suspected infection. This
definition is often based solely on clinical suspicion, with the primary goal of initiating
prompt treatment to reduce the risk of morbidity and mortality.

Donor screening criteria for “sepsis” would best be aligned with the presence of a true
systemic infection transmissible by tissues, not the physiologic response to an infection.
Sepsis screening measures physiologic (temperature, heart rate, respiratory rate, blood
pressure) and chemical (white cell counts, lactic acid level, oxygen level) responses in the
setting of a possible suspicion of infection.

Sepsis is often diagnosed presumptively and may remain listed in the patient’s medical
record throughout the hospital stay, even when subsequent objective laboratory data fail to
confirm the presence of a systemic infection, and even when other non-infectious causes
for the observed organ dysfunction have been identified, including myocardial infarction,
embolisms, stroke, trauma, etc.

We agree with the FDA that a diaghosis of sepsis in a potential donor should be considered
during eligibility determination and that it warrants careful evaluation given its potential
association with an infectious agent. However, we believe that this is most accurately
categorized as a condition of concern and not an RCDAD.

Peer-reviewed studies and internal data confirm the negligible correlation between septic
donors and ocular-related infections such as keratitis or endophthalmitis’'. As a corollary in
living individuals, transmission of blood borne systemic pathogens to the cornea is
exceedingly rare except in unusual parasitic infections such as onchocerciasis.
Furthermore, as noted in Section Ill.A of the guidance, while blood, blood components, and
transplanted organs risk transmission of bacterial infection, the cornea, being an avascular
tissue, significantly reduces and/or eliminates the risk of transmitting sepsis-associated
microbial pathogens to a recipient.

COMMENT 2 -There is no discretion to allow donation by a donor with a medical
diagnosis of sepsis or suspicion of sepsis, unless documented as resolved.

Recommendation: Allow for the assessment of a donor with a clinical diagnosis of sepsis
during the hospital stay or other healthcare facility stay following consultation with the
primary treating physician. This will allow donation when a source of infection was
identified that was adequately treated prior to death or when the clinical record indicates
that sepsis is resolved. Acknowledge/Allow that a single mention of possible sepsis does
not constitute a diagnosis of sepsis.

[101 I7th Street NW - Suite 400 - Washington, DC 20036 S 202.775.4999 D restoresight.org



EYE BANK

ASSOCIATION
OF AMERICA

Rationale

Literature review indicated that a diagnosis of sepsis impacts approximately 35% (at least
one third of donors) of the potential in-hospital cadaveric HCT/P donor pool. AATB’s pilot
study shows that the total percentage of donors who had either a sepsis diagnosis or met
SIRS criteria constituted about 38% of charts reviewed?®. Eliminating one third of our donor
pool will severely reduce the donor supply, without a tangible prevention benefit, and thus
patients’ access to cornea and tissue transplants.

The CDC reports that, in a typical year, at least 1.7 million adults in America develop sepsis,
at least 350,000 adults who develop sepsis die during their hospitalization or are discharged
to hospice, and 1 in 3 people who die in a hospital had sepsis during that hospitalization.

The 2007 donor eligibility guidance® permits medical directors to accept donors when there
was a clinical diagnosis of sepsis during the hospital stay when a source of infection was
identified that was adequately treated prior to death or the clinical record indicates that
sepsis is resolved. Additionally, the 2007 DE guidance permits medical directors to accept
donors meeting SIRS/ SOFA criteria if they believe the symptoms are explained by an
alternative diagnosis.

Electronic medical records (EMR) often produce exceedingly long, occasionally inaccurate
notes with redundancy, inconsistency, and outdated information due to the use of copy and
paste functions used by an overwhelming number of clinicians. This can result in the
passive repetition of patient problem lists, even when some of the patient problems may
have been completely resolved, resulting in discharge diagnosis lists which are not
updated.

Itis uncommon to document in the medical record that sepsis was ruled out or resolved
unless the patient survives the initially presumed sepsis and dies later in a hospitalization
from another cause. It may be more favorable to leave sepsis on the problem list to justify
clinical orders or for reimbursement purposes related to blood cultures and antibiotic
administration and to avoid claim-denial for subsequent nosocomial infections. Reaching
out to the responsible physician to identify donors with adequately treated infections and
resolved sepsis has had limited success. While the EBAA Sepsis Working Group currently
encourages communication with the treating physician, it recognizes that communication
is frequently not feasible in an appropriate time frame for tissue utilization.

The guidance states that tissue establishments “must determine to be ineligible” any donor
“known to have a medical diagnosis of sepsis or suspicion of sepsis,” but provides no
direction on what constitutes a “suspicion” of sepsis or who should be responsible for
determining that there is a suspicion of sepsis.
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We interpret this to mean that the reviewing medical director or designee must decide if
there is a suspicion of sepsis after thoroughly reviewing the available medical records,
laboratory testing, donor risk assessment interview, and autopsy findings. Furthermore,
EBAA does not interpret that a single notation in the patient’s electronic health records of
possible sepsis, including the obtaining of cultures of blood and other bodily fluids to
exclude infection as a cause of observed signs/symptoms, is sufficient to trigger a finding of
ineligibility.

Comment 3 - Unrealistic expectation of conferring with primary treating physician
prior to making donor eligibility determination.

B. Screening a Donor for Clinical Evidence of Sepsis

2. clinical evidence of current systemic infection exhibited by a potential donor
whose immune system was weakened and unable to respond to infection (i.e.,
immunocompromised orimmunosuppressed, such as due to age, a medical
condition, or medication), or who is a recent sepsis survivor. In this scenario,
when feasible and appropriate, you should communicate (and document your
communication) with the patient’s primary treating physician to obtain
additional information regarding their patient’s potential for higher risk of sepsis.

Recommendation:

Allow for the assessment of a donor with clinical evidence of sepsis during the hospital stay
or other healthcare facility stay by qualified designees when the eye bank maintains and
follows established protocols and/or work flows as defined in approved standard operating
procedures without consultation with the primary treating physician, as we do not consider
this feasible nor appropriate.

Rationale

We agree that documentation of sepsis, bacteremia, septicemia, sepsis syndrome,
systemic infection, systemic inflammatory response syndrome (SIRS) due to infection, or
septic shock should make the donor ineligible. However, a single notation in the patient’s
electronic health records of possible sepsis, including the obtaining of blood cultures to
exclude infection as a cause of observed signs/symptoms, should be insufficient to trigger a
finding of ineligibility.

The requirement to document your communication with the primary treating physician
when the patient has a potential for higher risk of sepsis is not feasible for ocular tissue,
when tissue must be recovered and donors’ eligibility determined in a matter of days.
Attending physicians and/or hospitalists are busy treating their living patients and will not
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respond to our urgent calls to discuss the deceased potential donor. Formally consulting
the primary treating physician on their perception of the risk of sepsis beyond what was
documented in the medical record can inadvertently expose those physicians to liability
risks. This will strain our relationship with healthcare providers and cause an unnecessary
burden on the healthcare system.

Language in the new guidance appears to contradict 21 CFR 1271.3(s)(4), which
distinguishes between “relevant medical records” and records to seek “if available,” such
as consulting with the treating physician.

In practice, information from the treating physician becomes “not available” if it cannot be
obtained within approximately three days postmortem - the standard timeframe for viable
tissue to be released for transplantation based on surgeon preferences and logistical
constraints. In instances where the treating physician cannot be reached for consultation,
we will rely on the expertise of our Medical Directors to make informed determinations
regarding donor eligibility.

Without further clarification from the FDA, we interpret “recent sepsis survivor” as an
individual who has a history of sepsis from the most recent admission, but is not septic

at the time of death. Patients with a prior diagnosis of sepsis that has been treated and
resolved within any current admission whose primary treating physician attests that sepsis
has been resolved, along with supporting clinical evidence should not be automatically
deemed ineligible to donate. When we are unable to reach the treating physician for
consultation, we will work with our Medical Directors to determine the eligibility of the
donor.

For donors whose medical records do not reference sepsis as outlined in Example 1 but
who meet the criteria for being immunocompromised, the EBAA will continue to assess
“indicators of higher risk for sepsis” as part of the eligibility determination process. In
instances where the treating physician cannot be reached for consultation, we will rely on
the expertise of our Medical Directors to make informed determinations regarding donor
eligibility.

Furthermore, the examples listed for potential higher risk of sepsis due to weakened
immune system would require consultation with the “primary treating physician” on all
immunocompromised donors. This includes criteria which are not currently rule outs for
ocular tissue donors and will severely decrease the supply of corneal tissue.

A total of 58.6% of ocular donors are older than 60 years of age'. The Cornea Donor Study’
showed that graft survival over a 5-year follow-up period using corneal tissue from donors
66 to 75 years of age is similar to graft survival using corneas from younger donors. Last
year, 17.0% of ocular donors had cancer listed as their cause of death’. CDC reports that

[101 I7th Street NW - Suite 400 - Washington, DC 20036 S 202.775.4999 D restoresight.org



EYE BANK

ASSOCIATION
OF AMERICA

the prevalence of diabetes was 15.8% in all adults. Although eye banks do ask about
diabetes in the DRAI, they do so for ocular tissue processing decisions, not for donor
eligibility. The Eye-Only DRAI eliminated questions about renal dysfunction, as our Policy,
Position and Review Subcommittee (PPRS) did not consider this significant for ocular
donors. Adding these new criteria to the DRAI is a process that would require months of
planning and execution and are not scientifically based for ocular tissue.

The much more stringent donor screening requirements will increase eye banks’ time,
effort, and expense while sharply reducing the supply of corneal tissue in the United States,
leading to inevitable delays and cancelations of surgeries due to a lack of tissue.

Sepsis, being neither specific nor diagnostic of transmissible infection by ocular tissues, is
taken into consideration as one item among many and is not the sole determinant of
eligibility. Other factors evaluated include the medical, social, and behavioral history of the
donor which determines epidemiologic exposures, immune status, susceptibility to
infections and potential of harboring certain transmissible infections. The physical exam
findings, laboratory, microbiological and imaging data are also evaluated.

Donor screening criteria for “sepsis” would best be aligned with the presence of a true
systemic infection transmissible by tissues, not the physiologic response to an infection.
Although there is a risk of transmission of latent or active ocular infections with corneal
transplantation, there is currently no evidence to suggest that septic donors increase the
risk of transmission from ocular tissue donors to recipients.

Chu et al® compared outcomes of keratoplasty among 697 corneas from 356 donors, 70 of
which were from bacteremic donors. Corneoscleral rim cultures showed similar microbial
growth rates in grafts, 7.1% in bacteremic donors vs 9.1% in nonbacteremic donors
(p=0.30). None of the contaminated corneas grew the same bacterial strains as those from
their blood cultures. The most common contaminant was normal skin flora, supporting
previous reports that bacterial contamination of donor corneas likely originates from
external sources rather than internal infection. Furthermore, corneas from bacteremic
donors had similar endothelial cell density (ECD) compared to those from non-bacteremic
donors, and both groups had transplant success rates greater than 98%.

Spelsberg et al® conducted a similar study examining outcomes of transplantation of
corneas from 91 donors with multiorgan failure secondary to sepsis and 809 from non-
septic donors. They showed similar rates of graft contamination between grafts taken from
septic and non-septic donors (8% vs 11%), with the same finding that no microbes isolated
from the contaminated grafts matched any pathogens isolated from the cadaver’s blood.
They also reported no cases of endophthalmitis in recipients from both groups, as well as
similar rates of graft failure.
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Vasiliauskaite et al'® examined outcomes from septic versus non-septic donor grafts for
Descemet membrane endothelial keratoplasty and found similar discard and
contamination rates. They also reported that studies that showed higher contamination
rates in grafts from septic donors did not find any matches between the pathogen of the
graft culture contaminant and the septic donor.

In response to the recent FDA inspectional focus on donor eligibility with regard to sepsis,
the EBAA released our May 17, 2024 Regulatory Alert* and formed a Sepsis Working Group

to study the issue more closely. The Medical Review Subcommittee (MRS) reviewed'" all
2023 infectious adverse reaction reports in OARRS (16 endophthalmitis and 13 keratitis
cases). The MRS was asked to review the appropriateness of accepting the donor, whether
the donor was septic prior to recovery, and the likelihood that sepsis was related to the
recipient infection.

All but one donor was accepted consistent with existing protocols and FDA regulations. This
donor had clinical evidence and a diagnosis of sepsis a few hours before death and should
have been determined to be ineligible. One donor had pneumonia, and another had UTl as a
source of infection, but did not fulfill the criteria for SIRS and consequently sepsis.

However, there was no evidence to suggest that SIRS transmitted infection to the recipient,
as there was no match in cultures between donor and recipient, including the septic donor
associated with an ocular infectious adverse event.

EBAA intends to interpret this recommendation to mean that the eye bank should attempt
to contact the primary treating physician if clarification would be helpful to the donor
eligibility determination, as is currently the standard practice within the industry.

Conclusion

EBAA appreciates FDA’s dedication to protecting public health and ensuring quality and
safety of tissues for transplantation. However, we believe the magnitude of issues identified
in this draft guidance requires clarification or revision, prior to release of a final; guidance.
We are committed to working with the Agency to ensure that its approach is evidence-
based, risk-based, and does not inadvertently interfere with patients’ access to cornea and
tissue transplants.

Sincerely,

2B

Kevin P. Corcoran, CAE
President & CEO
Eye Bank Association of America

[101 I7th Street NW - Suite 400 - Washington, DC 20036 S 202.775.4999 D restoresight.org


https://restoresight.org/wp-content/uploads/2024/05/FDA-Inspectional-Focus-on-Donor-Eligibility-with-Regard-to-Sepsis-final.pdf
https://restoresight.org/wp-content/uploads/2024/11/MAB-Meeting-Minutes-October-2024-DRAFT-V2-combined.pdf

EYE BANK

ASSOCIATION
OF AMERICA

References

1. Eye Bank Association of America (2025). “2024 Eye Banking Statistical Report”.

2. Vision-Restoring Corneal Transplants Performed in 2023 Have a Lifetime Net Benefit of
Nearly $8 Billion - EBAA.

3. Gain P, Jullienne R, He Z, et al. Global survey of corneal transplantation and eye
banking. JAMA Ophthalmol. 2016;134:167-173. [DOI] [PubMed]

4. EBAA Regulatory Alert: FDA Inspectional Focus on Donor Eligibility with Regard to
Sepsis. May 17, 2024

5. AATB Sepsis Pilot Study Report on Sepsis Criteria. September 2024.

6. Food and Drug Administration. Guidance for Industry: Eligibility Determination for
Donors of Human Cells, Tissues, and Cellular and Tissue-Based Products. August 2007.

7. Cornea Donor Study Investigator Group; The effect of donor age on corneal
transplantation outcome results of the cornea donor study. Ophthalmology. 2008
Apr;115(4):620-626.e6. doi: 10.1016/j.0phtha.2008.01.003.

8. ChuHS, Lai CT, Hou YC, et al. Reappraisal of the suitability of corneas from bacteremic
donors for use in corneal transplants. BrJ Ophthalmol. 2019;103(8):1030-1034.
doi:10.1136/bjophthalmol-2018-312816

9. Spelsberg H, Reinhard T, Sengler U, Daeubener W, Sundmacher R. Organ-cultured
corneal grafts from septic donors: a retrospective study. Eye (Lond). 2002;16(5):622-
627.doi:10.1038/sj.eye.6700145

10. Vasiliauskaité I, de Jong M, Quilendrino R, van der Wees J, Oellerich S, Melles GRJ. Use
of Corneas from Septic Donors for Descemet Membrane Endothelial Keratoplasty.
Cornea. 2021;40(1):33-38. doi:10.1097/1C0O.0000000000002443

11. EBAA Medical Advisory Board Minutes — October 17, 2024

[101 I7th Street NW - Suite 400 - Washington, DC 20036 & 202.775.4999 D restoresight.org


https://restoresight.org/wp-content/uploads/2025/04/2024_StatisticalReport_FINAL.pdf
https://restoresight.org/news/vision-restoring-corneal-transplants-performed-in-2023-have-a-lifetime-net-benefit-of-nearly-8-billion/
https://restoresight.org/news/vision-restoring-corneal-transplants-performed-in-2023-have-a-lifetime-net-benefit-of-nearly-8-billion/
https://doi.org/10.1001/jamaophthalmol.2015.4776
https://pubmed.ncbi.nlm.nih.gov/26633035/
https://restoresight.org/news/regulatory-alert-fda-inspectional-focus-on-donor-eligibility-with-regard-to-sepsis/
https://restoresight.org/news/regulatory-alert-fda-inspectional-focus-on-donor-eligibility-with-regard-to-sepsis/
https://www.aatb.org/sites/default/files/2024/Sepsis%20Pilot%20Study/AATB%20Pilot%20Study%20Report%20on%20Sepsis%20Criteria%20FINAL%209.20.24.pdf
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/eligibility-determination-donors-human-cells-tissues-and-cellular-and-tissue-based-products
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/eligibility-determination-donors-human-cells-tissues-and-cellular-and-tissue-based-products
https://pubmed.ncbi.nlm.nih.gov/18387407/
https://pubmed.ncbi.nlm.nih.gov/18387407/
https://restoresight.org/wp-content/uploads/2024/11/MAB-Meeting-Minutes-October-2024-DRAFT-V2-combined.pdf

