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Summary:

The purpose of this informal teleconference was to provide a review status
update to the Applicant for BLA 125781/0.

Dr. Marks started by conveying the following key points:



. We appreciate the information submitted in the BLA for SRP-9001 along
with the significant serious unmet medical need in Duchenne’s Muscular
Dystrophy, along with the input of patients, providers, and advisory
committee members at the recent CTGT Advisory Committee meeting
held on May 12, 2023.

. To be transparent, there are challenges in the data provided in this BLA
which in large part relate to the uncertainty in the data without having the
results of Study 301 in hand as we move forward.

. The challenges include 1) remaining questions about how SRP-9001
microOdystrophin compares to full length and other truncated dystrophins,
2) challenges with the use of external controls, and 3) the discrepancy
between the finding seen in study 102 Part 1 in the 4- to 5-year-old group
and the 6- to 7-year-old group.

. FDA would like to take the opportunity on this teleconference to lay out
what the Agency sees as the path forward over the next several weeks.

a. FDA needs to miss the PDUFA goal date to engage in adequate
labeling negotiations for SRP-9001. Because of this, FDA is proposing
a revised action due date of June 22, 2023. FDA will try to move this
up, but the Agency cannot promise anything at this time.

b. Moving forward, the labeling negotiations will focus on consideration of
the efficacy data from the 4- and 5-years old subset of study 102 and
the overall safety data set. FDA is already aware that you may not
agree with this parsing of the study data, but please work with the
Agency on this, as the larger population of ambulatory patients is not
under consideration for labeling at this time pending the results of
Study 301.

. Although it is obvious that older patients potentially have more urgent
therapeutic need, there are plausible explanations why micro-dystrophin
expression might not predict clinical benefit in these individuals,
particularly in the setting of the negative results from study 102 Part 1.

. FDA must also look at the potential issues with treating older children with
a therapy that has not clearly demonstrated the likelihood of efficacy, and
that also may preclude treatment in the near future with any one of a
number of the several other gene therapies in development.



7. It the context of the lack of clinical evidence of benefit in the 6 and 7 year
old children, as the team has discussed with the applicant previously, FDA
again urged the applicant to consider modifying the ongoing Study 301
trial to be powered for demonstrating efficacy in the 4 to 5 year old subset,
or to be prepared to have to conduct an additional study if study 301 fails
its primary endpoint yet indicates likely efficacy in 4 and 5 year old
subgroup. Though FDA hopes that this will not be the case, FDA owes it
to the patients to work through the potential contingency situations.

8. FDA has considered all the issues, has discussed them very carefully and
has briefed senior leadership in the agency, including Dr. Woodcock.

Based on the discussions at this meeting, the press release submitted to the BLA
will need to be revised.

The applicant shared their concern about limiting the indication to only 4- to 5-
year-old patients with DMD, including whether efficacy of SRP-9001 needs to be
demonstrated in all age groups.

FDA reiterated that the Agency does not know whether SRP-9001 is likely
beneficial to the 6-7 years old subgroup based on available data. FDA hopes
Study 301 will provide more clear answer. Study 301 is only powered for the
overall population of 4 to 7 years old patients and the primary endpoint will be
tested solely on the overall population. If the study fails in the overall population
but wins in the younger age subgroup of 4 to 5 years old, and if the applicant
does not specify an inferential subgroup analysis, the applicant won't be able to
proceed with testing the subgroup effect following a failed test of the overall
population. FDA continues recommending the applicant pre-specify the
inferential age subgroup analysis based on findings of Study 102 Part 1. This
means that the subgroup analysis needs to be pre-specified with adequate power
and proper alpha control. Ultimately, whether data from Study 301 would support
an indication broader than the 4-5 years old ambulatory patients with DMD will be
a review issue. It is premature to comment in the absence of data.

Dr. Marks made it clear that FDA’s position is not up for negotiation. If the
applicant does not agree with FDA’s position, please let FDA know within the
next day. The applicant agreed to follow up with any concerns within the next
day.
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