	
	
	



Sanofi~Synthelabo 


June 27, 2003

Documents Management Branch (HFA-305)

Food and Drug Administration

5600 Fishers Land

Rockville, MD 20857

Re: Docket Number 02D-0526

Dear Sir/Madam:

This document is in response to the Federal Register Notice issued on January 28, 2003, Vol.68, No.18 with regard to the above referenced docket.  I would like to thank you for the opportunity to comment on the Draft Guidance for Industry, Drug Product, Chemistry, Manufacturing, and Controls Information.  This is an extensive document that contains some important considerations for presenting the drug product section of an application.

Please find attached comments on the said document for your perusal.  

Please do not hesitate to contact me if you have any questions, or if I can be of further assistance at 610-889-6394. 

Sincerely,

Gopi K. Vudathala, Ph.D.

Director, CMC Regulatory Affairs,

	Line Number
	Proposed Revision
	Rationale

	General
	Specific "sub" guidances should be referenced in the Drug Product CMC Information Guidance as appropriate, for e.g., stability guidance.

	There are certain aspects provided in the Drug Product guidance for which details are provided in the sub-guidances.  These sub-guidances should be referred to for the reader to clearly understand the requirements.

	236,241
	It is recommended that the guidance also use the CTD-Q alphanumeric designations.
	The non-CTD -Q headings can be very confusing if the application follows the CTD format.  Hence it is recommended to retain the CTD-Q alphanumeric designations in order to be consistent with the ICH CTD-Q guidance.



	254-274
	Question pertaining to labeling:  Should the drug product labeling also include all components used in the manufacture of the drug product regardless of whether or not they appear in the finished product?


	Although it is indicated in the guidance that the composition statement must contain a list o fall components used in the manufacture of the drug product regardless of whether or not they appear in the finished drug product, this may have implications for the composition provided in the drug product labeling.  



	362-680
	Delete the pharmaceutical development section in the FDA guidance and provide reference to the ICH CTD-Q guideline.
	This section in the FDA guideline is very detailed and prescriptive.  There may be an initiative in ICH to develop a harmonized guideline on pharmaceutical development.  FDA should not preempt that effort.  If ICH does not develop a harmonized guideline, the CTD guidance serves as an adequate starting point for this section and the applicant should have some flexibility in presenting the data.  

	416
	Add: ..shelf life or data on qualification of….
	Clarifies the sentence

	564
	Add:…dissolution versus disintegration or vice-versa.
	The reverse of the selection of dissolution versus disintegration may be applicable in some cases with an appropriate justification or rationale.

	710-712
	Delete this section to avoid duplication.
	This personnel information is provided in the drug establishment information provided along with Form 356H.  This form is updated and submitted with every registration submitted

	720
	Delete ‘validation’ and replace with ‘commercial’ 
	Validation is normally performed on the commercial batch sizes of each formulation.

	803
	Delete ‘validation’ and replace with ‘commercial’ 
	Validation is normally performed on the commercial batch sizes of each formulation.

	784-785
	Delete “(e.g. weighing of components through finished product release)”.
	Requiring basic plant operations such as weighing and release to be shown in the flow diagram adds to the complexity of the diagram without providing useful information.  The flow diagram should focus on the major manufacturing unit operations.  

	824-830
	Move this paragraph to the Appendix A.1
	Information specific to facilities and equipment should be provided in Appendices to Module 3 to be consistent with the spirit of ICH.

	840-847
	The pH could also be a process test or an in-process test.  Add examples of process tests and in-process tests.
	Provides further clarification regarding operating parameters, process tests and in-process tests.

	918
	Delete ‘s’ in Controls
	Grammatical error.

	982-983
	Delete “and the applicant intends to perform full testing on each batch received,”.
	Full or reduced testing by the applicant is a GMP issue, not a registration issue and should be separated from the DP guidance.  

	1022-1027
	Delete this paragraph.
	The issue of whether the applicant does full testing or reduced testing is a GMP issue and should not be a required part of the application.

	1079-1081
	Delete this sentence.
	These are too detailed requirements for compendial excipients.  If included however, justification may be provided. 



	1089-1091
	Delete this sentence
	This information can be made available to an inspector, but is not necessary to be provided to the review division as this is a GMP issue.

	1189
	Reword to state:..that the test need not be performed….
	Typo/Grammatical error

	1191-1193
	Delete sentence
	In this case, the value of PQIT is not clear, if it is required in addition to the drug product specifications.

	1558-1560
	Add the details necessary that should be elaborated in a stability protocol or add a cross reference to an appropriate FDA or ICH stability guidance.
	More clarity with the requirements on information that needs to be submitted.

	1806-1822
	Delete this paragraph.
	This is an additional requirement that is not necessary and beyond the spirit of the ICH.  This information may be considered necessary at the time of an inspection but not necessary for the review division.  Much of this information is already being provided in other sections of the Module 3.

	1838-1840
	Clarify the sentence as this information may not be available to the sponsor.
	Clarity.

	1981
	Replace ‘dissolved’ with ‘released’ to be consistent with rest of the paragraph.
	Clarity and consistency.
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