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To: David Smith From: Barbara Gould
Fax: 973660-7187 Fax: 301-827-2531
Phonae: 973 660-6806 . Phone: 301-827-2019
Pages: 1 (including cover) | Date: 10-Sep-01

Re: NDA 21-374
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( THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY
- CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER
APPLICABLE LAW. Ifyou are not the addressee, or a person authorized to deliver the docurnent to the addressee, you are hereby
notified that any review, disclosure, dissemination or other action based on the content of the communication is not authorized. If you
have received this document in error, please immediately notify us by telephone and return it to us at the above address by mail.
Thank you.

® Comments:

Please provide the following safety update from the AAPC and DAWN databases since 1999 for NDA 21-374.
Please call if you have any questions or concemns.
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To: David Smith From: Barbara Gould
Fax: 973 660-7187 Fax: 301-827-2531
Phone: 973 660-6806 Phone: 301-827-2019
Pages: 1 (including cover) Date: 25-Sep-01

Re: NDA 21-374 Pharm/Tox Info Request
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N THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER
APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the document to the addressee, you are hereby
notified that any review, disclosure, dissemination or other action based on the content of the communication is not authorized. If you
have received this document in error, please immediately notify us by telephone and retumn it to us at the above address by mail.
Thank you. :

® Comments:

In the fax dated June 28, 2000, Whitehall-Robins Healthcare was requested to provide the results of the chemical
analysis of the dosing solutions for mutagenicity studies. The Sponsor provided tables with the doses for each
experiment. However, the Sponsor needs to clarify the following issues:

Please, specify whether the values in the dose tables are theoretical values or actual levels measured analytically.
Please, clarify based on which active ingredient the —— — _ . was obtained. If it was based on the
pseudoephedrine concentration (as specified or ———, supplement N-006, GC, p. 4-1-5), then the numbers
given in the table do not agree with the respective percentage.

e  The protocol for the Ames test states that the ibuprofen/pseudoephedrine/ . was received by the
performing laboratory (Bacterial Reverse Mutation Assay, page 8). It is then assumed that this stock was used to
prepare the different dilutions with final concentrations of ~  ng/plate. The table, therefore, is not adequate
because ibuprofen/pseudoephedrine containing -———————————— may have not been used in the assay.
Please, specify the actual dose of - wug/plate) used and how they were obtained.

Please call if you have any questions or concerns.
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