ADMINISTRATION

/@ 21 U.S. FOOD & DRUG

Our STN: BL 125807/0 LATE-CYCLE
MEETING MEMORANDUM
March 27, 2024

Abeona Therapeutics, Inc.
Attention: Carl Denny

Vice President, Regulatory Affairs
6555 Carnegie Ave, 4th Floor
Cleveland, OH 44103

Dear Carl Denny:

Attached is a copy of the memorandum summarizing your March 21, 2024, Late-Cycle
Meeting with CBER. This memorandum constitutes the official record of the meeting. If
your understanding of the meeting outcome differs from those expressed in this
summary, it is your responsibility to communicate with CBER in writing as soon as
possible.

Please include a reference to STN BL 125807 in future submissions related to the
subject product.

If you have any questions, please contact Hawa Camara at hawa.camara@fda.hhs.gov,
or at (240) 402-8097.

Sincerely,

Mara Miller, MA

Director

Division of Review Management and Regulatory Review 2
Office of Review Management and Regulatory Review
Office of Therapeutic Products

Center for Biologics Evaluation and Research
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BACKGROUND

BLA 125807 was submitted on September 25, 2023, for prademagene zamikeracel.

Proposed indication: Treatment of wounds associated with recessive dystrophic
epidermolysis bullosa (RDEB)

PDUFA goal date: May 25, 2024

In preparation for this meeting, FDA issued the Late-Cycle Meeting Materials on March
11, 2024.

DISCUSSION
1. Discussion of Substantive Review Issues
The following substantive review issues have been identified to date:

Chemistry, Manufacturing, and Controls (CMC)

a. Safety concerns remain with the revised sterility assurance plan provided as
supplemental information to IR #15 (CMC IR#7), received February 8, 2024.
While the revised plan includes improvements to the sterility test methods (e.g.,
inclusion of a rapid sterility testing method, (D) (4) of media test
sample with DP), we still have the following concerns (please refer to IR #30
(CMC IR#12), dated March 6, 2024):

i.  Itis unclear if the new test sample (i.e., (b) (4) (b) (4)
(b) (4) is adequate to allow for detection of contamination in
the DP. (D) (4) studies are necessary to demonstrate adequacy

of the sterility test sample for all assays utilizing this test sample (i.e., rapid
sterility testing, endotoxin, (D) (4)

i.  The validation of the rapid sterility test method has not been completed
but is required prior to commercialization to support sterility assurance of
the final drug product.

ii.  Sterility testing, per (D) (4)  on the final drug product is not included in
the revised sterility testing plan. This testing is necessary to ensure final
product sterility using a (b) (4) assay.
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b. A product-specific RCR validation study has not been performed for testing of the
(b) (4) as identified in your IR response to CMC IR#11. You
indicated that you are “in the process of identifying a CRO that can perform the
RCR validation activity.” However, the validation testing plan and timeline for
completion of the validation testing are unclear. This test is necessary to
demonstrate safety of the () (4) We note that this assay is currently performed at
(b) (4) Please clarify whether you intend to use a different CRO for this vector
release testing.

c. Inresponse to a CMC IR #10 Question 4, you proposed to develop a
characterization test for keratinocyte identity testing “using a () (4)
(b) (4) method.” Currently, the identity testing involves (b) (4)
(b) (4)
However, no () (4) is performed. Additional
information is needed regarding the additional identity testing method, including
acceptance criteria with justification, and a timeline for validation of the method.

Meeting Discussion:

FDA provided an overview of the remaining substantive deficiencies, as outlined
in the meeting agenda, reiterating that the final validation reports for the safety
assays (i.e., sterility and RCR testing) should be submitted prior to approval of
the BLA.

Abeona discussed their revised sterility assurance plan, indicating the use of a
(b) (4) assay as well as a rapid sterility assay, along with endotoxin,
(0) (4) and(b) (4) testing. Abeona indicated that the final validation
reports would be provided to FDA for review by end of August 2024. FDA
acknowledged Abeona’s proposal and response, and clarified that (b) (4)

(b) (4) as well as rapid sterility testing would require separate
validations, as they are considered two separate assays. Abeona acknowledged
that they understood.

When prompted by FDA, Abeona confirmed that as part of their (D) (4)

(b) (4) they plan to include (B) (4) as well as (b) (4) FDA
indicated that such inclusion would classify the assay as a sterility assay.

Next, Abeona presented their plans for contracting a new Contract Research
Organization (CRO) to conduct the ®) () testing on the (b) (4)

including the validation of this new method. Abeona proposed to provide the final
validation report by April 2025. FDA acknowledged the new ®) ¥ test method
plans but expressed concern with the information provided on the current (®) 4)
method validation. Specifically there is insufficient product-specific information,
including (b) (4) assessment, which will impact ® ®) available for
commercial use. Abeona responded that they only have enough material for the
feasibility runs, but not enough to complete a validation. Abeona acknowledged
that they need to generate more material for validation purposes. FDA stated
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that additional product-specific information to support the current ® ) assay
method, such as sensitivity data from a (D) (4) control to assess the current
method matrix effect, is necessary prior to approval.

Regarding Abeona’s plan to evaluate identify of the final DP using (b) (4)

(b) (4) FDA recommended Abeona use a more specific (D) (4)
that can confirm the presence of their desired cell population in the DP (e.g.,
keratinocytes), or conduct an additional study to demonstrate that the (D) (4) is
specific enough so that only the desired cell population is detected. FDA
recommended Abeona add sensitivity to their proposed validation plans for the
identity assay.

Abeona also provided a brief overview of the remaining ®) @ stability data that
will be provided, with final reports expected by the end of June 2024. Regarding
the proposed (b) (4) stability plan, FDA recommended that the ® ) should be
(b) (4) instead of the proposed (B) (4) as the acceptable
range for (b) (4) is(b) (4) and(b) (4) stability studies should be
performed with the worst-case scenario.

2. Discussion of Minor Review Issues

a. Device design control processes and procedures for PZ combination product
were established after the submission of the BLA but have not been submitted as
an amendment to the BLA. Additionally, the design validation per Phase Il and
design completion per Phase Il should also be submitted to the BLA once
completed.

Meeting Discussion:
FDA acknowledged the information Abeona submitted for the design controls in
response to CMC IR #4 (received March 19, 2024). FDA will review and follow
up with Abeona if there are any further questions.

3. Additional Applicant Data

Please refer to Meeting Discussion in 1 and 2

4. Information Requests

a. CMC IR#11 (2/16/24) — Requested data from (b) (4) drug
substance (DS) (b) (4) and (b) (4) studies. Expected by the
end of March 2024.

Meeting Discussion:
FDA is reviewing the protocol Abeona submitted as part of CMC IR #12. Abeona
clarified that the expected final study reports are expected by end of June 2024.
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5. Discussion of Upcoming Advisory Committee Meeting
a. An Advisory Committee meeting is not planned.

Meeting Discussion:
No discussion during the meeting.

6. Risk Management Actions (e.g., REMS, the ability of adverse event reporting and
CBER’s Sentinel Program to provide sufficient information about product risk)

a. There is no anticipation of a REMS at this time.

Meeting Discussion:
No discussion during the meeting.

7. Postmarketing Requirements/Postmarketing Commitments
a. PMR/PMC review is currently ongoing.

Meeting Discussion:
Abeona stated they are open to discuss any potential PMRs or PMCs.

8. Major Labeling Issues
a. Labeling review is ongoing.

Meeting Discussion:
No discussion during the meeting.

9. Review Plans
a. Review of the BLA is on-going. We will continue sending IRs as necessary to get
clarification on any submitted information. FDA plans to send the labeling
comments by April 25, 2024.

Meeting Discussion:
No discussion during the meeting.

10. Applicant Questions

Meeting Discussion:
Please refer to discussions 1 and 2.

11.Wrap-up and Action Items

a. The Late Cycle Meeting Summary will be sent by April 20, 2024.
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Meeting Discussion:
Abeona summarized the action items from the meeting, as described in the
substantive review issues discussion above and described in Abeona’s LCM

presentation.

This application has not yet been fully reviewed by the signatory authorities, Division
Directors and Review Committee Chair and therefore, this meeting did not address the
final regulatory decision for the application.





