Apotex Group of Companies


Comments to Draft Guidance for Industry: Drug Product – Chemistry, Manufacturing and Controls Information (dated January 2003)

Docket No.: 02D-0526

Line # refers to pdf version of the document.

	Line #
	Comment
	Proposed Revision/Rationale

	362
	Pharmaceutical Development section 3.2.P.2. -Development information for ANDAs is typically not provided unless necessary to support overages, packaging component selection (for example) or other extenuating circumstances.

	We suggest that more clarification be provided regarding the typical development pharmaceutics information to be provided for ANDAs or if required at all.


	511
	a) We are not aware of acceptance criteria for content uniformity of split tablets.

b) We would like a clarification whether dissolution of split tablets is required only for modified release tablets or whether it is required also for immediate release tablets. If for the latter as well, we would like a rationale for the requirement.


	a) We suggest that if information regarding content uniformity of split tablets is required that acceptance criteria be provided.

b) Clarification and rationale for the dissolution requirement for split tablets should be provided. For an immediate release tablet, there is not really any effect of the surface area on the dissolution of the tablet and as such the value of the test on a split tablet is questionable.

	621
	Currently, the CTD format calls out placement of sterility assurance information into two sections;  3.2.P.2.5 and 3.2.P.3.5.  This differs from the current placement of information in the ANDA format (found in section XXII).


	We suggest to place all information into section 3.2.P.3.5 to create efficiencies in the review process as well as in the preparation of the sterility assurance package


	710
	There is no requirement of GMP certification letters (including details of previous FDA inspections) for the listed manufacturing/testing sites in Section P.3.1.
	We suggest that this information be placed in Module 1 with a reference to it in Section P.3.1 of Module 3.

	712
	States facilities should be ready for inspection when the application is submitted to FDA.
	We suggest the removal of this statement.  The 356h form allows one to indicate when the facility will be ready for submission.  This conflicts with the statement in the guidance.

	818
	The submission of the proposed master production record (MPR) for ANDAs is requested in Section P.3.3.
	As this is regional information, we suggest that the MPR be placed in the section for regional information – R.3.P. This will facilitate a more global CTD for those companies  which submit to several jurisdictions.

	811 and 920
	A description of process controls and the associated numeric ranges, limits or acceptance criteria is requested in Sections P.3.3 and P.3.4.
	There appears to be duplication of information for these two sections and we would like clarification of the difference in information required. In the interim, we take it that the acceptance criteria are to be described in P.3.3 and that the justification of the acceptance criteria including actual data is to be provided in P.3.4.

	958
	Whilst validation information relating to the sterilization process is called for in Section P.3.5, submission of other manufacturing processes for most drug products is not necessary.
	As such, for the other manufacturing processes, we propose that a statement will be provided that this validation information will be available for a facility audit.

	1089
	Excipient COA from the manufacturer and test results from the drug product manufacturer for the components used in the executed batch are requested in P.4.4 and also in R.1.P.
	We suggest to provide all the results in R.1.P as this will be more logical. P.4.4. is the justification of specifications which is only required for non-compendial or novel excipients.

	1457
	Discusses the usage of sunset test protocols
	We support the usage of sunset test protocols and would like clarification in the guidance that this would apply to ANDAs also.

	1529
	There is no requirement for a letter of access to the package component manufacturer’s DMF in P.7
	We suggest placing these letters of access in Module 1.
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