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LIST OF ABBREVIATIONS, REFERENCES AND TERMINOLOGY DEFINATIONS:
ND=		Not Detected
N/A=		Not Applicable
LOD=		Limit of Detection
LOQ=		Limit of Quantitation
NMT=		Not More Than
NLT=		Not Less Than
COA=		Certificate of Analysis
BMR=		Batch Manufacturing Record
RC= 		Related Compound(s)
API=		Active Pharmaceutical Ingredient
FP=		Finished Product
MDD=		Maximum Daily Dose
 IT=		Identification Threshold 
QT=		Qualification Threshold
AC=		Acceptance Criteria
LOA=		Letter of Authorization
[bookmark: _Toc214899336]2.3.S	DRUG SUBTANCE [API NAME, DMF HOLDER NAME]
[bookmark: _Toc214899337]2.3.S.1	General Information
	1. What is the nomenclature, molecular structure, molecular formula, CAS number, molecular weight, and pharmacological class of the drug?



	Recommended International Nonproprietary Name (rINN)
	

	Compendial Name (USP)
	

	Chemical (IUPAC) Name(s):
	

	Molecular Structure:
	

	Molecular Formula:
	

	Molecular Weight:
	

	Chemical Abstracts Service (CAS) Registry Number
	

	Pharmacological class
	




	2. What are the physical, chemical, biological and, if applicable, mechanical properties including physical description, pKa, chirality, polymorphism, aqueous solubility as a function of pH, hygroscopicity, melting point(s), and partition coefficient?



	Property
	Criteria

	Physical Description
	

	General Solubility
	

	Melting Range
	

	pKa
	

	Partition coefficient
	

	Hygroscopicity
	

	Isomerism
	

	Polymorphism
	

	Loss on drying
	



<Note: Information should match with respective sections of module 32S>

[bookmark: _Toc214899338]2.3.S.2	Manufacture
[bookmark: _Toc214899339]2.3.S.2.1	Manufacturer
	3. Who manufactures the drug substance? List each participant and facility involved in drug substance manufacturing/testing activities and clearly state their function. List the date of the last FDA inspection of each facility involved and the result of the inspection. Has the manufacturer addressed all concerns raised at the FDA inspection? 



The Active Pharmaceutical Ingredient (API) i.e., API Name is manufactured by Manufacturer Name (DMF # xxxx). Please note that DMF # xxxx is reviewed by the Agency for Company Name current approved application for Product Name (ANDA# xxxxxx).

<Note: Please add the tables mentioned in section 3.2.S.2.1. Information should match with section 3.2.S.2.1.>
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[bookmark: _Toc214899340]2.3.S.2.2	Description of the Manufacturing Process and Controls
	4. What is the flow diagram of the manufacturing process that shows all incoming materials, reagents, reaction conditions, and in process controls and, if appropriate, any reprocessing/reworking/alternative processes? 


Please refer to the restricted part of DMF # XXXX.

For DMF Letter of authorization, please refer to Module 1.4.2

	5. If applicable, what on-line/at-line/in-line monitoring technologies are proposed for routine commercial production that allows for real-time process monitoring and control? Provide a summary of how each technology was developed. 


Please refer to the restricted part of DMF # XXXX.
[bookmark: _Toc214899341]2.3.S.2.3	Control of Materials
	6. What is (are) the starting material(s) for the manufacturing process and how would changes in starting material quality and/or synthesis/source be controlled to minimize adverse effects on the drug substance quality? 


Please refer to the restricted part of DMF # XXXX.

Please refer to Module 1.4.2 - Appendix X for the key starting materials ICH Q11 Compliance statement. 

	7. What are the starting material specifications and how are they justified? 


Please refer to the restricted part of DMF # XXXX.

	
8. What are the specifications for reagents, solvents, catalysts, etc.? What are the critical attributes for these materials that impact the quality of the final drug substance? 


Please refer to the restricted part of DMF # XXXX.

[bookmark: _Toc214899342]2.3.S.2.4 	Control of Critical Steps and Intermediates
	9. What are the critical process parameters (CPPs) and how are they linked to drug substance quality? 


Please refer to the restricted part of DMF # XXXX.

	10. What are the in-process controls (IPCs) / tests associated with analytical methods and acceptance criteria for each control? 


Please refer to the restricted part of DMF # XXXX.

	11. What are the specification(s) for the intermediate(s)? 


Please refer to the restricted part of DMF # XXXX.

[bookmark: _Toc214899343]2.3.S.2.5	Process Validation and/or Evaluation
	12. What process validation and/or evaluation information is provided, if any? 


Please refer to the restricted part of DMF # XXXX.

[bookmark: _Toc214899344]2.3.S.2.6	Manufacturing Process Development
	13. What development and scale up information supports the commercial process and control strategy? 


Please refer to the restricted part of DMF # XXXX.

[bookmark: _Toc214899345]3.2.3.S.3	Characterization (Please refer to the restricted part of DMF # XXXX)

	14. How is the drug substance structure characterized?


Based on the information available in the open part of DMF (DMF# xxxx) of API Name of API Manufacturer Name, the structure of the drug substance was confirmed by following and characterization studies. 
<Note: Please add the information about characterization studies from section 3.2.S.3.1 write up>

For detailed information on the characterization details, please refer to Module 3.2.S.3.1



	[bookmark: _Hlk105590710]15. What are the potential impurities (e.g., related substances, degradants, inorganic impurities, residual solvents) in the drug substance? Which of these impurities are potentially genotoxic?



<Note: Please add the brief description about all impurities listed in section 3.2.S.3.2>



[bookmark: _Hlk136355170]Company Logo		API Name

2.3 Quality Overall Summary – Drug Substance





Confidential 	Page 2 of 17
	[bookmark: _Toc214899309]Table 1. IUPAC/ Chemical Name and Structure for Potential related Substance impurities  

	Sr.
	IUPAC / Chemical Name
	Code #
	Chemical Structure
	Process/ Degradation Impurity
	Source/Mechanism

	1
	
	
	
	
	



<Note: This information should be same as section 3.2.S.3.2>
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[bookmark: _Toc214899346]2.3.S.4	Control of Drug Substance
[bookmark: _Toc214899347]2.3.S.4.1	Specifications
	[bookmark: _Hlk214898550]16. What is the drug substance specification and what is the justification? Does the specification include all of the drug substance CQAs?


All tests and specifications listed on Company Name’s drug substance specification are consistent with the drug substance manufacturer’s specification and current USP monograph of API Name which includes the controls on universal attributes that are generally recognized as critical to the quality of the drug substance. Please refer to Module 3.2.S.4.1 for Company Name’s Drug Substance Specification.

[bookmark: _Toc214899310]Table 2	Specification for API Name 
	Test
	Company Name Acceptance Criteria
	Analytical Procedure

	
	
	

	
	
	


For detailed justification of each test, please refer Module 3.2.S.4.5.

[bookmark: _Toc214899348]2.3.S.4.2	Analytical Procedure
	17. For each test in the specification, provide a summary of the analytical procedure(s) and, if applicable, a summary of the validation or verification report(s).


A summary of the method and method verification /validation performed is provided in table below. All test methods are validated / verified in accordance with the current ICH guidelines and Company Name in-house Standard Operating Procedure for Method Validation and/or Verification report are provided for applicable procedures.

[bookmark: _Toc214899311]Table 3	Drug Substances Analytical procedures and Method Validation/Verification reports
	Tests
	Method Source
	Company Name’s Method # 
(3.2.S.4.2)
	Type of Study
	Method Validation/ Verification Report #
(3.2.S.4.3)

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


<Note: above table information should match with section 3.2.S.4.2 & 3.2.S.4.3>
The Summary of the methods and method validation/verification for API Name are provided below.
<Note: add summary of chromatographic parameters and summary of results of method validation of each test mentioned in section 3.2.S.4.3 and these should be match with the validation report>
	Parameter Name
	Description

	
	

	
	



[bookmark: _Toc214899349]2.3.S.4.4	Batch Analysis
	18. How do the batch analysis results compare to the proposed specification? Provide a summary of the batch analysis results.


The specification includes all the critical drug substance attributes that adequately assess the manufacturing and quality of the drug product. Provided below is a summary of the drug substance specification, acceptance criteria and results for the drug substance lots utilized in the manufacture of the Product Name ANDA Submission Batches. Please refer to Module 3.2.S.4.4 for Batch Analysis for drug substance.
	Manufacturer (Manufacturer Name)
Lot #
	API Name
	API Batch Analysis with Spectra and Chromatograms

	
	Company Name’s Receiving #
	

	
	
	Module 3.2.S.4.4
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[bookmark: _Toc214899312]Table 4	API Specification and Test Results for API Name
	Test
	Acceptance Criteria
	Company Name
 Rec.# 
	Company Name
 Rec.# 
	Company Name
 Rec.#
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[bookmark: _Toc214899350]2.3.S.4.5	Justification of Specifications
	19. What is the proposed control strategy for the drug substance manufactured at commercial scale? What are the residual risks upon implementation of the control strategy at commercial scale? 


The requested data of proposed control strategy for the drug substance manufactured at commercial scale is provided under restricted part of DMF # XXXX.
Company’s Justification of Specification
All tests and specifications listed in Company Name’s Drug substance specification meet the requirements as stated in the current specifications (as COA) received from the drug substance manufacturer ‘s DMF and current USP monograph of API name. For detailed Justification of each test, please refer to Module 3.2.S.4.5.
	Specification
	Acceptance Criteria
	Justification

	
	
	


<Note: Please include Justification of specification from section 3.2.S.4.5. Please make sure that information should be match with section 3.2.S.4.1 & 3.2.S.4.5>

[bookmark: _Toc214899351]2.3.S.5	Reference Standards
	20. How are the drug substance reference standards obtained, certified and/or qualified?



Information on reference standards/materials used during the analyses of drug substance lots that were utilized in the three ANDA submission batches as well as those used in method validation/verification studies of drug substance is provided in below table.
<Note: add the tables from the section 3.2.S.5 and brief description>


[bookmark: _Toc214899352]2.3.S.6	Container Closure System
	21. What container closure system(s) is proposed for commercial packaging of the drug substance and how is it suitable to ensure the quality of the drug substance during shipping and storage? 


As per the Manufacturer Name’s Drug Master File # xxxx, the drug substance API Name, is packaged in a <Pack style as per the DMF>.
The packaging material for the API Name drug substance are comply with the food contact compliance according to the respective 21 CFR §177. The declaration of food contact compliance from API Manufacturer Name is provided in Module 3.2.S.6 - Appendix 1.
For more information on drug substance container closure system, please refer to 
Manufacturer Name’s Drug Master File # XXXX. For DMF Letter of Authorization, please refer to Module 1.4.2 - Appendix 1.

[bookmark: _Toc214899353]2.3.S.7	Stability
	22. What are the stability acceptance criteria? If applicable, what is the justification for acceptance criteria that differ from the drug substance release specification? 


Please refer to Manufacturer Name, DMF # XXXX for details regarding stability specification and justification for acceptance criteria for API Name. For DMF Letter of Authorization, please refer to Module 1.4.2 - Appendix 1.

	23. What is the proposed retest period for the drug substance? What drug substance stability data support the proposed retest period and storage conditions in the commercial container closure system? How does statistical evaluation of the stability data, if any, and any observed trends support your proposed retest period?


[bookmark: _Hlk46659470]Stability and Expiry Date Statement <Note: add information from the section 3.2.S.7.1>
	24. What are the post-approval stability protocols and other stability commitments for the drug substance?



Please refer to Manufacturer Name’s DMF # XXXX for details regarding post approval stability protocol and stability commitment for API Name. For DMF Letter of Authorization, please refer to Module 1.4.2 - Appendix 1.
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