From: Polo, Stephanie

Sent: Friday, January 11, 2019 5:28 PM

To: 'Patrick.O'Neil@sanofi.com' <Patrick.O'Neil@sanofi.com>

Cc: Prutzman, Kirk C <Kirk.Prutzman@fda.hhs.gov>; Naik, Ramachandra
<Ramachandra.Naik@fda.hhs.gov>

Subject: STN 125682 -Information Request

Dear Mr. O’Neil,

We have the following request for additional information regarding STN 125682 (Dengue
Tetravalent Vaccine [Live, Attenuated]):

The following comment pertains to DP release specifications:

1.

We note that the minimum Virus Concentration specification for product release and
expiry are the same. Given that your stability data indicate the potential for potency loss
over the 36-month dating period and given the intrinsic variability of the Virus
Concentration assay, lots released close to or at the minimum release Virus
Concentration specification may fail to meet the expiry specification. We recommend
that the minimum release specification for Virus Concentration be increased to ensure,
with 95% confidence, that the measured potency will meet the expiry specification
through its the 36-month dating period.

The following comment pertains to the DS manufacturing process:

2.

We note that the ®® used during the (b) (4) step can vary by (B) (4) and the
(b) (4) can vary from (B) (4)  (3.2.5.2.2, Table 3). These
practices could result in lack of product consistency, as indicated by your results for
CYD-2 showing that viral titers are significantly influenced by the ®® and by the

(b) (4 . Please narrow these ranges to minimize this concern or explain
why such wide () (4) ranges must be used.

The following comment pertains to Manufacturing Process Development:

3.

In your CYD Dengue Viruses (B) (4) study (3.2.P.2.3, Manufacturing
Process Development, page 28/131) you observed (B) (4)

Please comment.

The following comments pertain to the Virus Concentration and ldentification test (SOP
Q_0144050) and Validation Report:

4.

In your December 10, 2018 response to the CBER Information Request dated
November 29, 2018, you responded to item 3a, which asked that you state in the SOP
when the (b) (4) . You responded that ‘®®

." Please note that we are
not asking when the (B) (4) is prepared, but rather when the (B) (4)



Please include this information in the SOP. If there Is a time range between
_, please provide data demonstrating no significant effect of this time
interval on assay performance.

5. Please describe how future validity control lots will be qualified prior to use in the Virus
Concentration test and specify the shelf life of the validity controls. Please include this

information in section 3.2.P.6 Reference Standards or Materials and as an appendix to
the SOP Q_0144050.

In your specificity experiment performed for the validation of the Virus Concentration

Please establish appropriate validity criteria for your validation experiments.

7. Please state whether the Virus Concentration test submitted in the BLA is the same as
the Virus Concentration test used to obtain the potencies of the batches that were used
in the pivotal clinical studies. If these tests differ, please identify the differences and

provide information or data that assures that the two versions of the test would yield
similar titers.

The following comment refers to the Virus Identification test for release of the Finished Product:

8. Please provide the description and validation of the Virus Identification test performed for
release of the Finished Product accordingtothe (B) (4)  method
referenced in section 3.2.P.5.1 (page 4 of 4).

Please submit your response in an amendment to STN 125682 by January 28, 2019. In your
response, please include a table stating where all provided information can be found in the
BLA. We recommend that you restate each item and follow it with your explanation or



clarification. Use of this format helps to organize the relevant information and provides a self-
contained document that facilitates future reference. If you have any questions, please contact
Kirk Prutzman, Stephanie Polo or Ramachandra Naik at 301-796-2460.

Best regards,

Stephanie Polo
Primary Reviewer/Regulatory Project Manager

Center for Biologics Evaluation and Research
Office of Vaccines Research and Review

U.S. Food and Drug Administration

Tel: 301-796-2640

stephanie.polo@fda.hhs.gov
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