The following comments are written concerning Docket No. 2003D-0349 "Draft Guidance for Reviewers:  Instructions and Template for Chemistry, Manufacturing, and Control (CMC) Reviewers of Human Somatic Cell Therapy Investigational New Drug Applications (INDs)."  We support in principle the proposed Guidance, but request that the following issues be addressed in the final document.

General Comment

Once they have completed the template in Appendix A, FDA reviewers should consider sending a copy to sponsors for their input.  This Appendix represents the FDA reviewer's interpretation of the sponsor's IND.  Some of those interpretations may not be manifested in the questions and comments that FDA sends to the sponsor.  As a result, sponsors may not know until much later that their original submissions were unclear.  Early in development of the IND, it is crucial that sponsors understand where there has been miscommunication of information to the FDA.  Providing the sponsor with a copy of Appendix A would allow sponsors to learn of potential weaknesses in their submission early in the process, and provide a structured means for sponsors to clarify their intent.  

Section II A 2 b.  Qualification Program, page 9.

We recommend including additional instruction for reviewers to refer to the FDA Guidance applicable to the sponsor’s particular process and product and to carefully consider where and how reagents are used.  In some instances this may warrant early discussion between the FDA and the sponsor.  (For example, when reviewing monoclonal antibodies that are reagents in the process, refer to the specific guideline “Guidance for Industry: Monoclonal Antibodies Used as Reagents in Drug Manufacturing – 3/29/2001")

Section III A 1 b Test Timing, page 15.
Because the first full paragraph on that page combines the issues of 'timing of testing' with 'exceptions to the 14-day test,' we recommend starting a new paragraph with the sentence, "If cells must be administered prior. . . "  It would also aid clarity if the first sentence in the new paragraph read "If cells (fresh or previously cryopreserved) must be administered prior. . . "  

Section III A 2.  Mycoplasma, page 15.

This section asks the reviewers to "document that testing is being conducted on both cells and supernatant."  We recommend adding that if the test is being performed on cells, it should not be required on supernatant.  Many somatic cell therapy products are manufactured under shorter incubation periods than typically used with propagation of cell cultures, so any mycoplasma contamination is likely to be found in the cells themselves, as the titer in the supernatants will be very low.  Therefore, cells at the final formulation/fill step are the most valid sample to assure detection of contamination.  In such a scenario, testing the supernatant would be unnecessary.

Appendix A, pages 26-31.

Regarding the tables for in-process and final product testing in Appendix A on page 29, the inclusion of the columns for sensitivity and specificity in the tables could be interpreted to mean that a sponsor must have determined these characteristics of the assays prior to Phase 3.   Most sponsors will not have determined these facts for non-compendial methods until validation during Phase 3.  Even though Appendix B indicates that for alternatives to CFR methods during Phase 2, Reviewers only need "verify that the sponsor intends to initiate validation of alternative method to be of equal sensitivity and specificity," and that it is not until Phase 3 that "Validation of analytical procedures should be ongoing or complete," the FDA should make clear to reviewers what assay characterization is required for non-compendial test methods during early stage development.  This should include the statement that verification of assay sensitivity and specificity does not need to be conducted until validation in Phase 3.  Again, clear communication of such information back to the sponsor will be invaluable in guiding assay development and validation.
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