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3.2.S.3.2 Characterization OF Impurities
1.1 Potential Organic Impurities
1.1.1 Summary of Organic Impurities

For details of characterization of impurities, please refer to Module 3.2.S.3.2 of manufacturer’s DMF (#XXXXX) from the DMF holder, DMF Holder name. The Maximum Daily Dose [MDD] of API name is XXX mg/day, therefore as per ICH Q3A the recommended identification and qualification threshold are XX % and XX%, respectively. For justification of impurities specification, please refer to Module 3.2.S.4.5.

IUPAC Name, Structure and source/mechanism of impurities refer to Table 1, for USP monograph/ICH Q3A/Supplier’s/Company’s Limit of Organic Impurities refers to Table 2 and for Test Results for Organic Impurities refer to Table 3.

	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
	
	
	
	
	


NA : Not applicable

For summary of test results for related compounds between drug substance manufacturer and Company name, please refer Module 3.2.S.4.5.

<Note: Please take information from DMF and the signed letter from DMF holder as this information should be the same in DMF and ANDA>
Table 2.
Proposed Limits for Related Substance
	Sr.#
	Impurity Name
	USP Limit 
	ICH Q3A Limit
	API Manufacturer’s Limit
	Company Name’s Limit

	1
	
	
	
	
	

	2
	
	
	
	
	

	3
	
	
	
	
	

	4
	
	
	
	
	

	NMT: Not More Than N/A: Not Applicable


Table 3.
Results for Related Substances

	Name of Raw Material: 

API name 
(RMI Code # API Code)
	Mfg. Lot #XXXX†
	Mfg. Lot #XXXX†

	
	Company name’s A.R.# XXXXX
	Company name’s A.R.# XXXXX

	Test Parameter
	Specification
	API Manufacturer
Results
	Company Name Results
	API Manufacturer
Results
	Company Name Results 

	Organic Impurities (by HPLC)

< Method code >
	Impurity name: NMT XX%
	
	
	
	

	
	Impurity name: NMT XX%
	
	
	
	

	
	Impurity name: NMT XX%
	
	
	
	

	
	Impurity name: NMT XX%
	
	
	
	

	†Lot Used in Submission Batches

	ND: Not Detected, NMT: Not More Than, BQL: Below Quantification Limit, BDL : Below Detection Limit


1.1.2 Summary of Residual Solvents
Company Name’s specification for residual solvents is consistent with the Drug substance manufacturer (i.e., API manufacture name, DMF Holder: DMF holder name), ICH Q3C and USP <467> Residual Solvents limits. No any Class 1 solvents (as listed in the current USP <467>) is used in the manufacturing process of API Name. <Please update this line as per DMF, this section should match with DMF and Company specification> 
The solvents used in the manufacturing process of API name by Drug substance manufacturer is the XXXX (ICH Class 2). 
<Please write a summary of solvents present in API based on DMF and their specification limits.>

<Describe about the residual solvent, benzene: how DMF holder investigated, control and is part of the specification or not based on DMF holder data on at least 3 consecutive industrial scale batches. 
Hence, the only residual solvent, included in release specification of API name is Name of residual solvent (NMT XXX ppm) by Drug substance manufacturer. The limit of Class X solvent (Residual solvent name) is in-line with ICH Q3C, additionally which meets USP <467>. For Residual Solvent Statement, refer to Module 3.2.S.2.1 Appendix 8. For summary of residual solvent, please refer Table 4 and for the results of residual solvent, please refer Table 5. For Company name’s test results of Residual Solvents for API name used in the ANDA exhibit batches manufacturing, please refer to Module 3.2.S.4.4.
<Please update the appendix number once section 32s21 updated from your end.>
Table 4.
Summary of Residual Solvents

	Name
	ICH Class
	ICH Q3C Limit 
	API Manufacturer’s Limit
	Company name’s Limit 

	XX
	
	
	
	

	NMT: Not more than


Table 5.
Test Results of Residual solvents

	Name of Raw Material: API name 

(RMI Code # API code)
	Mfg. Lot #XXXX†
	Mfg. Lot #XXXX†

	
	Company name’s A.R.# XXXXX
	Company name’s A.R.# XXXXX

	Test Parameter
	Specification
	API Manufacturer
Results
	Company Name Results
	API Manufacturer
Results
	Company Name Results

	Residual Solvents (by GC-HS)

<Method code>
	Residual solvent name: NMT XXX ppm
	
	
	
	

	† Lot Used in Submission Batches, NMT: Not more than, BQL: Below quantification limit 


1.1.3 Genotoxic Impurities

As per provided information in vendor declaration on Genotoxic Impurities, specified impurities of Drug Substance API name have no genotoxic potential. For Genotoxic Impurities Statement from Drug Substance manufacture, please refer to Module 3.2.S.2.1 Appendix 12. For additional information on the Genotoxic Impurities, please refer to the drug substance manufacturer’s DMF # XXXX. For DMF LOA, please refer to Module 1.4.2.
<Please note that this information about Genotoxic impurity should match with DMF and based on the ICH M7 and EMA/CHMP/ICH/83812/2013.>
1.2 Inorganic Impurities
1.2.1 Residue on Ignition

As per the DMF, API Manufacturer Name has added the test for Residue on Ignition in the API specification. For summary and the results of Residue on Ignition, please refer Table 6. For Company Name’s batch analysis of Residue on Ignition for API Name used in the ANDA exhibit batch manufacturing, please refer to Module 3.2.S.4.4.
Table 6.
Summary and results of Inorganic impurity

	Name
	USP Limit
	API Manufacturer’s Limit
	Company name’s Limit
	Mfg. Lot #XXXX†
	Mfg. Lot #XXXX†

	
	
	
	
	Company name’s A.R.# XXXXX
	Company name’s A.R.# XXXXX

	
	
	
	
	API Manufacturer Results
	Company Name Results
	API Manufacturer Results
	Company Name Results

	Residue on Ignition

<Method code>
	
	
	
	
	
	
	

	† Lot Used in Submission Batches, NMT: Not More Than


1.2.2 Elemental Impurities

The drug substance manufacturer, API Manufacturer Name, has evaluated the detailed elemental impurities risk assessment in compliance to ICH Q3D, taking into consideration all potential sources of elemental impurities: Water, Manufacturing process (i.e. equipment), organic and inorganic raw materials, solvents and reagents, processing aids, packaging material and intentionally added elements (e.g. catalysts).

The conclusions of the risk assessment have been confirmed by Analytical testing of commercial drug substances. The Analytical testing has been performed by validated ICP-MS method.  

Further, API Manufacturer Name performed analysis of API Name for Class 1, Class 2A and Class 3 elements. All the elements were found below quantification limit (less than 30% of their respective ICH Q3D PDE). Based on the risk assessment and test results, no further controls on elemental impurities are deemed necessary in the drug substance specification. Please refer Module 3.2.S.2.1 - Appendix 9 <UPDATE Appendix number as section 32s21 finalized> for the Elemental impurities statement, for API Name from the drug substance manufacturer API Manufacturer Name.
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