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Hello Ms. Wellman:

Please provide responses to the following information requested by our
review team:

1.

Please provide the data and the accompanying analysis that was used to
support

justification of Drug Substance and Drug Product specifications
(3.2.5.4.5 and

3.2.P.5.6). Specifically, please provide the following individual values
separately for

the CHOP lots, Spark lots and all (Spark and CHOP) combined lots:

1.

Mean

ii.

Standard Deviation (SD)

iii.

(?)(4)

1v.

(b) (4) ; upper and lower

V.

Specifications used for lot release earlier (in IND phase)

vi.

Specification proposed for release in BLA.

In that table, please also provide the actual lot release value (for each
data point) that

were considered in your analysis.

2.
Please provide your rationale for the proposed lot release acceptance
criteria, based on
the tolerance interval limits, for the DS and DP submitted to the BLA. We
note that
during previous discussions with the agency (e.g. your type C meeting
packaged
submitted on September 22, 2015 and FDA response of October 28, 2015),
you
proposed to set lot release acceptance criteria for the DS and DP based
on the “w@

values”. We indicated that this may not reflect your accumulated data,
and we also
suggested that )@y may not be appropriate for assays with very high
variability. In



your BLA, you have set the lot release acceptance criteria for the DS and
DP based on

G@ o, which are much wider than the previously
proposed

BY@ . We note that setting acceptance criteria based on (By@n
already

encompasses the @, so it is not clear what is the
origin or

rational for the proposed tolerance interval limits.

3.

Please also provide the justification used for “rounding up and rounding
down”

acceptance criteria. For instance, you noted that the @y
[0 acceptance

criterion is (@ and the Drug Substance @@ acceptance criterion
cannot be
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narrower than the @@ range; therefore, the Drug

Substance acceptance

criterion range must be @@ o units. However, you state that
the tolerance

interval lower limit was rounded-down and the tolerance interval upper
limit was

rounded-up to give an acceptance criterion of @@, which is
outside the limit for

the (By@m -

criterion range must be @@ o units. However, you state that
the tolerance

interval lower limit was rounded-down and the tolerance interval upper
limit was

rounded-up to give an acceptance criterion of @@, which is
outside the limit for

the (BY@m -

4

We note that you are using (EN@NI s
I
s test for Drug

Product release

(in reference to the information provided under Section 3.2.P.5.2 and
Section

3.2.P.5.1). We informed you previously that you must have an assay for
subvisible

particles according to (AN (see FDA
responses of

October 1, 2014). The release criteria for particulate matter p®

|
should be revised accordingly to (6)@NN I
e

, 1n accordance with Ey@m.

If you could provide responses by the end of next week, that would be
great.
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