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To whom it may concern.

Please find enclosed the comments of Sandoz regarding the draft guidance for industry “ANDAs:
Impunities in Drug Products”

FLTne number(s) of
| draft guidance

Comments

117-119

We acknowledge that the United States Pharmacopeia (USP) I1s considered as
reliable source in establishing acceptance criteria for degradation products.
However, based upon ICH guidelines we recommend to include consultation of
other official Pharmacopeias (e.g. European Pharmacopeia) as well, in case no
corresponding USP monograph is available or no acceptance criteria for
degradation products are mentioned in the corresponding USP monograph.

151-152, 206-208

In the current version of the guidance issued in November 1999 an impurity is
qualified if it is found at similar levels in the innovators drug product [*The
impurity is qualified if it is found at similar levels level no more than twofold
higher, but not to exceed 1.0 % for most drug substances.”}. To our
understanding the arguments provided in this version are still reasonable and
vald.

With regard to gualification of impurities observed in the corresponding
approved drug product, we therefore recommend not to modify this criterion and
to include it also in the revision of the document.
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This paragraph deals only with identified degradation products. The current
version of the guidance, however, includes a procedure for identified and

unidentified impurities.

206-208 We are of the opinion that unidentified impurities are also qualified if they are
observed at similar levels in the innovator's drug product via a comparative
study
A clarification with regard to the term “significant metabolite” is appreciated.

153, 213-214 We propose to define every metabolite above the qualification threshold as a

“significant metabolite”.

156-157, 224-225

A clarffication which kind of toxicity tests and/or argumentations are considered
acceptable i1s appreciated.

159-161

To our opinion cases may arise that allow qualification of a degradation product
via QSAR studies and conclusions by analogy for structural closely related
compounds as such compounds often have the same degradation pathway.
We are of the opinion that in these cases it is not necessary to conduct toxicity
studies

Sandoz appreciates the opportunity to provide feedback and suggestions to this draft guidance very much.
If any questions regarding the submitted comments arise, please do not hesitate to contact us.

Yours sincerely,
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Dr. Ursula Bauer
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Head QA Product Development Head Global QA Sandoz
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