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Food and Drug Administration

5630 Fishers Lane, rm. 1061

Rockville, MD  20852

Reference:  Draft Guidance for Industry on Potency Tests for Cellular and Gene Therapy Products; Federal Dockets Management System Docket FDA-2008-D-0520
Dear Sir/Madam:
PDA is pleased to offer comments on the FDA Draft “Guidance for Industry on Potency Tests for Cellular and Gene Therapy Products”.  PDA is a non-profit international professional association of more than 10,000 individual member scientists having an interest in the fields of pharmaceutical, biological, and device manufacturing and quality.  Our comments were prepared by a committee of experts with experience in cell and gene therapy and potency assays including members representing our Regulatory Affairs and Quality Committee and our Biotechnology Advisory Board.  PDA appreciates the opportunity to offer comments on this Draft Guidance and wishes to thank FDA for the opportunity to do so.

PDA endorses the need to maintain regulatory guidance documents in a state that emphasizes current technology, science and best practices.  We also acknowledge the effort made by FDA in the publication for comments of FDA’s Draft “Guidance for Industry on Potency Tests for Cellular and Gene Therapy Products”.  PDA welcomes this Guidance document as it provides more detailed information on the application of the general rules, as laid down in 21 CFR, for cellular and gene therapy (CGT) products. The guidance provided helps sponsors in the development of an appropriate strategy for the production and control of these products.

With regard to the draft guidance document on potency assays for CGT products, we have provided detailed comments identified by section, paragraph and sentence and have included a supporting rationale in the accompanying table.  The following is a brief overview of the major points that PDA believes are most important to highlight to strengthen this guidance document:

· The terminology used in the development and validation of potency assays as well as in CGT products often has multiple meanings.  PDA has spent considerable effort trying to clarify wording and/or to highlight instances where wording is confusing or has multiple meanings.  Some terms are used in a different way than previous use in 21CFR or other guidance documents, (e.g. “reproducibility”, and “sensitivity”), or terms are used which are not defined in this or other documents, (e.g. ‘reliable’ assay appropriate for lot release; strength vs. potency).  Some clarification about the use of specific terms in this Guidance document are provided in footnotes, however it is proposed to add a Section ‘Glossary’ to collect all definitions in a single place (rather than in footnotes) and to clarify the intended meaning of terms in relation to CGT potency assays.

· The term “reproducibility” is used several times in 21CFR and those uses are referred to in this Guidance, but the term is never defined.   PDA feels it would help the reader of this document to define “reproducibility” as it pertains to uses in this document, especially where it varies from the definition provided in ICH Q2(R1); i.e. with regard to qualitative assays.  Because Q2(R1) refers to reproducibility as one of three aspects for characterizing assay precision, PDA recommends careful use of the term in accordance with Q2(R1).  Where it seemed appropriate, PDA substituted the words “intermediate precision” for “reproducibility”.

· PDA feels that it is important for FDA guidance documents to be consistent with ICH documents and supports the efforts of regulators and industry to harmonize these documents.  We urge the FDA not to ask for validation of parameters not called for in ICH Q2(R1), e.g. sensitivity in IV.C.1 and IV.C.3.    

Again, PDA appreciates the opportunity to comment on this draft Guidance document and provides these recommendations for your consideration.  PDA believes that these comments will clarify and strengthen the Guidance document to better serve the needs of both regulators and industry.  

We would be pleased to offer our expertise in a public discussion and/or meeting with FDA to provide clarification of our comments.  Should you wish to pursue that opportunity, or if there are any other questions, please do not hesitate to contact me.  

Sincerely
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Robert B. Myers

President, PDA
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