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Delete this explanatory text prior to submission. When edits are complete, convert this document to a PDF, following the guidelines available in PDF Specifications (published September 2016).
For this section, one or multiple documents can be submitted under this subheading. For early-stage INDs, CMC information may be limited. Consider splitting the document into separate subsections only if the resultant PDF is too large, or to increase reviewer comprehension. Place separated files in the appropriate 3.2.S.4 subsection:
· 3.2.S.4.1	Specification
· 3.2.S.4.2	Analytical Procedures
· 3.2.S.4.3	Validation of Analytical Procedures
· 3.2.S.4.4	Batch Analyses
· 3.2.S.4.5	Justification of Specification
For documents larger than 5 pages, it is a good idea to include a hyperlinked table of contents, and lists of tables, figures, and abbreviations if necessary.
If your IND has more than one drug substance, generate separate documents for each, following the naming convention: 32s-name1, 32s-name2.
For general guidance on the Quality sections of the eCTD, please refer to ICH M4Q(R1) CTD on Quality. For more guidance on gene therapy products, see Chemistry, Manufacturing, and Control (CMC) Information for Human Gene Therapy Investigational New Drug Applications (INDs) for additional details. 

[bookmark: _Toc200540437]3.2.S. DRUG SUBSTANCE [SUBSTANCE, MANUFACTURER]
3.2.S.4. Control of Drug Substance
3.2.S.4.1. Specification
Specifications are defined as a list of tests, references to analytical procedures, and appropriate acceptance criteria used to assess quality. These tests describe the physical, chemical, or biologial characteristics of the drug substance to assess identity, potency, quality, and purity. Early-stage INDs are not expected to have finalized specifications, and this section can be modified in later submissions. For an initial submission, provide an “adequate” testing plan to assess the predefined specifications, including how dose level (i.e., strength or potency) is measured. Acceptance criteria should be justified based on data obtained from prior lots (in early stages this could include preclincial lots, manufacturing runs). At a minimum, safety testing should include tests to ensure freedom from extraneous material, adventitious agents, microbial contaminiation, and replication competant virus. Clarification about what constitutes an “adequate” testing plan for a first-in-human trial should be sought at the pre-IND meeting. 
For additional information on potency testing, refer to Potency Tests for Cellular and Gene Therapy Products (January 2011). 
3.2.S.4.2. Analytical Procedures
Provide a description of the analytical procedures used during manufacturing. This should describe in detail how a procedure is performed and should specify any reference standards, equipment, and controls to be used. If sufficiently detailed, contractor test reports are acceptable for this purpose. The guidance document Chemistry, Manufacturing, and Control (CMC) Information for Human Gene Therapy Investigational New Drug Applications (INDs) contains some examples of the types of tests that should be included in this section, and some additional considerations. 
3.2.S.4.3. Validation of Analytical Procedures
This section is not usually required for original IND submissions for Phase 1 studies, but you should still demonstrate that test methods are appropriately controlled. Provide a detailed description of the qualification protocol (e.g., samples, standards, positive/negative controls, reference lots, operators, reagents, equipment, dates) and data supporting the method. For this purpose, use compendial methods wherever possible. Note: use of the same qualified methods to test preclinical and clinical lots will be helpful in establishing safety data in Modules 2.6 and 4.2. For additional guidance, refer to Q2B Validation of Analytical Procedures: Methodology (May 1997).
3.2.S.4.4. Batch Analyses
Include a table with test results for batches (or lots) of the drug substance. Batches manufactured in different ways should be clearly identified. Information regarding process development should be placed in “Manufacturing Process Development 3.2.S.2.6”. It is a good idea to update this section annually, as new batches are produced. Indicate any batches that fail to meet release specifications, and any action taken to investigate the failure according to your Quality Unit procedures. Retain samples of production lots for use in future assay development, validation, or comparability studies.
3.2.S.4.5. Justification of Specification
You should provide justification for the drug substance specifications in your IND. Acceptance criteria may be adjusted throughout the product’s development stages.
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