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Good afternoon Dr. L’Italien,

We have the following request for information regarding the review of BLA
125694/0. Pleas respond to this request by January 25, 2019 by 12 Noon. If you are
unable to meet this deadline please let me know as soon as possible.

1.

2.

Validation of HVAC - Please provide a validation summary for the HVAC
system with the following information:

* A narrative description of the validation process (or protocol), including
the acceptance criteria.
Certification that IQ, OQ and certification of filters has been completed.
Length of the validation period.
A validation data summary (include Performance Qualification data
accumulated during actual processing).
Explanations of any excursions or failures, including deviation reports
and summary of investigation results.

Deviations and Investigation - You indicated (in Section 3.2.5.2.5. Process
Validation and/or Evaluation of STN 125694 /0) that any deviations if
encountered during Process Performance Qualification (PPQ) are mentioned
following each table. You indicated that the PPQ lot - was discarded
shortly after _ of the _ due to contamination. The
information of deviation investigation was not provided. Please provide
summary of investigation results including the identification of possible route
of cause and any corrective and preventative actions.

- You indicated (in Section 3.2.P.3.3 of STN 125694/0) that there

are possible operations _ during the

AAVXS-101 Drug Product manufacturing process. In the SOP-303

(Amendment, STN 125694 /0.5), you did not specify the Sterile
Filtration_ step is allowed to be . We did

not find written procedures for possible _ operations as per
21CFR211.115. Please provide detailed information for each_
procedure, including;:

* A description of the conditions or criteria which indicate the need for



A description of the _ step and referenced Standard
Operating Procedure for the step.
* A description of any additional or modified in-process controls or

specifications which are included to monitor _ steps. A
* description of the modifications in batch numbers and documentation
of in the Batch Production Record (BPR).
* The evidence derived from validation studies which assures that
product identity, purity, potency, and stability is preserved for .

- batches.
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