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Dear Elaine,

We have reviewed the information submitted to your BLA 125428/0/48, (Sequence # 46)
on 5/16/2016, regarding the  (B) (4)  assay method, method validation protocol
and validation report; and have the below listed requests. We request that you provide a
response within 2 weeks; if that is not possible, please give us a date by which we can
expect a response.

1. Method:
a. Please provide description of the method, including (b) (4)
, etc.) and assay acceptance criteria in sufficient details so
that a trained analyst can follow and execute the method in our laboratory.

b. On page 10 of 21 of “Response to 27 April 2016 Information Request” (Seq #
0046, Amendment 48), you indicated that a system suitability standard (SST) is
prepared by (b) (4)

Please explain.

c. You (b) (4)

is not clear to us. Please clarify.
2. Method Validation

a. Under Accuracy in page 12 of 21 of “Response to 27 April 2016 Information
Request” you used the following equation to calculate recovery:

(b) (4)
We do not think that the equation you used is correct. Please explain. You may

need to recalculate your recovery data using the corrected equation. If so, please
submit the recalculated results.

b. Precision:

I. Repeatability was assessed from independent runs at the same concentration
of (Bb) (4) . Please provide repeatability assessment from = (b) (4)
runs at the same concentration of . (b) (4)  inthe (b) (4)

each.

ii. You assessed intermediate precision from results obtained by () (4)
Intermediate precision should be assessed by at the
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minimum of @@ analysts on (B) (4) days and, if applicable, using different
instruments. Please provide data from appropriate assessment of intermediate
precision on both samples with the (b) (4)
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