























Sponsor Question 7:

We propose to explore the development of an in vitro potency assay (section 5.4.1) for
release and to montitor the stability of the drug product but can’t comment at this time
whether it will be sufficiently accurate or precise to use for dose calculations.
Therefore, we are planning to dose AAV9/SUMF1 according to a quantity of vector
genome-containing viral particles. Is this plan acceptable?

FDA Preliminary Meeting Response to Question 7:

Yes, the dose of AAV9/SUMF1 vector should be based on vector genomes (vg) as this is a
measure of the active ingredient and, how the product will be administered in
preclinical studies.

a. Please provide a complete description of your vector genome quantitation
assay in your IND. Please see additional CMC comments below regarding
qualification of your vg quantification assay.

b. We recommend that you use the same qualified vg quantification assay for all
your clinical and pre-clinical lots to ensure adequate bridging between studies.

c. Minor changes to the assay or operator may produce wide variation in your vg
assay results, which in turn will affect the dose. Therefore, we recommend that
you compare the quantity of vg using side-by-side analyses for different lots

- made (e.g., lots for proof-of-concept, toxicology and clinical studies) and
thoroughly investigate any discrepancies or unexpected differences.

Meeting Discussion for Sponsor Question 7:

FDA explained that quantitation of SUMF1 mRNA in cultured cells is not
an acceptable potency assay for clinical studies intended to support safety
and efficacy of the product for BLA. And that a measure of mRNA level is
not sufficient to evaluate transgene function. FDA recommended that the
sponsor develop an assay (quantitative or semi-quantitative) based on a
relevant SUMF1 activity, to support further product development. (See
discussion for question 6).

Clini

Sponsor Question 8:

Does the agency agree with the general design and enrollment criteria of the Phase
I/II trial, the dose escalation strategy and route of administration as summarized in
the protocol synopsis (section 6.3)?

FDA Preliminary Meeting Response to Question 8:
Although the design of your proposed Phase 1/2 study is generally acceptable, please
provide the following changes/clarifications to the protocol in your IND submission:
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