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ADMINISTRATIVE INFORMATION

	HUMAN
	VETERINARY
	BIOLOGICAL
	NCE
	GENERIC
	LINE EXT
	FAST TRACK

	
	✔
	
	
	
	
	



	Date of submission
	

	Application number
	

	Proprietary name
	

	Active Pharmaceutical Ingredient (API) Name:
(INN, salts/counter ion, solvated state)
	

	API Manufacturer(s) and manufacturing site(s):
Manufacturer’s name:
Site address:
	

	Applicant’s Part version number and date:
	Version: XX, dated: YYYY-MM-DD

	Restricted Part version number and date:
	Version: XX, dated: YYYY-MM-DD

	DMF Reference Number or CEP or WHO CPQ number:
	

	API manufactured as sterile or non-sterile?
	[bookmark: CaseACocher1]|_| Sterile, |X| Non-sterile

	Applicant:
Address:
Phone:
Email:
	

	FPP Manufacturer(s) and manufacturing site(s):
Manufacturer’s name:
Site address:
	

	Scheduling status
	

	Maximum daily dose (MDD) for the drug product:
	>2 g/day OR <2g/day

	Dosage form:
	

	Route(s) of administration:
	

	FPP manufactured as sterile or non-sterile?
	|_| Sterile, |_| Non-sterile

	Strength per unit dose
	

	Target patient population(s):
	neonates/infants/children, adults

	Packaging
	

	Country of Origin (FPP)
	

	Foreign registration (FPP)
	




	Appendices:
	1. Final Active/drug substance specification, Re-test period (or Shelf-life, if appropriate), and Storage conditions accepted by the Regulatory Agency

(to be appended only when the information is considered acceptable by the Regulatory Agency)



This template must be used together with the Guide for Assessors.
Key:
Black: Information from the applicant/found in the dossier.
Red: First reviewer’s comments or conclusions.
Blue: Second reviewer’s comments or conclusion.
Bold/Italics: Guidance in completing the template and must be deleted.

*This template has been adapted from IGDPR template: ASMF/DMF Quality Assessment Report, v2.0, June 7, 2017



REGIONAL INFORMATION 


	Assessment history of this application:

	This application<has/has not>been previously assessed. 

It <was/was not>found to be acceptable in connection with an application with the above characteristics (e.g., MDD, route of administration).

This Application was previously assessed and a List of Questions (LOQ) was sent to the Applicant on <date>. This report includes the original assessment and an assessment of the Applicant’s responses to the LOQ.

	International regulatory information and the status of thisDMF (e.g., foreign assessment reports):
	<discuss, if available>




DMF
	Recommendation:




	This version of the DMF <is/is not>considered acceptable to support the proposed application with the characteristics above.

	Reviewers Recommendation
	

	Date of  DMF Quality Assessment Report:
	2017-MM-DD (specify: Original QAR, QAR of Responses to LOQ)



FINAL PRODUCT
	Recommendation:




	This FPP<is/is not>considered acceptable to support the proposed application with the characteristics above.

	Reviewers Recommendation
	

	Date of Quality Assessment Report:
	2017-MM-DD (specify: Original QAR, QAR of Responses to LOQ)




QUALITY ASSESSOR’S INTRODUCTION

Summary of available literature references on the active/drug substance:

	Literature Reference
	Present (yes/no)?

	USP
	

	Pharmacopeial Forum
	

	Ph.Eur.
	

	Pharmeuropa?
	

	BP
	

	Ph.Int.
	

	Other References (specify)
	



Other introductory information:


MODULE 1
MODULE 1
[bookmark: _Toc501095264]1.0	Letter of Application 
[bookmark: _Toc301950244][bookmark: _Toc501095265]1.1	Comprehensive table of contents 
[bookmark: _Toc301950245][bookmark: _Toc501095266][bookmark: _Toc301950246]1.2 	Application 
	Application form
	Letter of authorisation

[bookmark: _Toc301950248][bookmark: _Toc501095269]1.3	Labelling and packaging 

[bookmark: _Toc301950253][bookmark: _Toc501095273]1.4	Information about the experts 
[bookmark: _Toc301950254][bookmark: _Toc501095274][bookmark: _Toc301950255][bookmark: _Toc301950261]1.5	Specific requirements for different types of applications 
[bookmark: _Toc501095276][bookmark: _Toc301950279]1.7	Good manufacturing practice 
1.7.4.1 API, Release
1.7.4.2 IPIs
1.7.4.3 FPRC tests
1.7.4.4 FPRR criteria
[bookmark: _Toc501095282]1.8	Details of compliance with screening outcomes
[bookmark: _Toc301950281][bookmark: _Toc501095283][bookmark: _Toc301950282][bookmark: _Toc301950283]1.10	Foreign regulatory status (reliance)
[bookmark: _Toc301950287][bookmark: _Toc501095288]1.12	Paediatric development program

RECOMMENDATIONS TO APPLICANT FOR MODULE 1:



MODULE 3 – QUALITY
ACTIVE PHARMACEUTICAL INGREDIENT (Module 3.2.S)

Indicate the approach used by the applicant for providing information on the drug substance:

	Type of submission
	Details 
	Status (Accepted, not accepted or under review) 

	Reliance (with unredacted RRA reports)
	RRA reference number: 

Use abridged review template 
	

	Clone/Replicas
	Application number of approved product:

Use internal reliance template
	

	Internal reliance 
	Application number of approved product:

Use internal reliance template
	

	Reference to Zazibona
	For retrospective application Zazi application number:

New applications-use QOS
	

	Reference to a Certificate of Suitability to the Monograph of the Ph.Eur. Issued by EDQM (CEP)

	CEP number:
	

	Reference to a Confirmation of API Prequalification document (CPQ) issued by WHO
	CPQ number:
	

	Reference to an Active Substance Master File (ASMF)/Drug Master File (DMF) on NRA database
	ASMF/DMF number/ NRA APIMF Number:
	

	All API information is submitted within the application
	N/A-Full Assessment
	



The above types of submissions should be able to assist us on which sections of the CTD can be omitted in our reports









CERTIFICATE OF SUITABILITY (CEP) ASSESSMENT <delete this section if no CEP is provided>

The API is:

☐ not a polymeric complex and
☐ not an API that could be contaminated by adventitious agent(s) of human or animal origin.

Manufacturer (CEP holder): Click to enter text.

Manufacturing Site: Click to enter text.

	1
	Is CEP current & valid?
	☐ Yes   ☐ No 

	2
	Is CEP information complete? 
	☐ Yes   ☐ No  

	3
	Use of animal sourced material declared in manufacturing covered by CEP? 
	☐ Yes   ☐ No  

	4
	CEP number:
	



CONCLUSION

☐ CEP is Acceptable

☐ CEP is Not Acceptable 

Verify information on: https://extranet.edqm.eu/publications/recherches_CEP.shtml

Discuss any additional data that has been assessed in relation to the CEP: 

Refer to 2.02_Quality and Bioequivalence Guideline_Jul19_v7 page 25 for guidance. Available on https://www.NRA.org.za/wp-content/uploads/2020/02/2.02_Quality-and-Bioequivalence-Guideline_Jul19_v7-1.pdf.

S.1.3 General properties 

Discussions on any additional applicable physicochemical and other relevant API properties that are not controlled by the CEP and Ph.Eur. monograph, e.g. solubilities and polymorphs as per guidance in this section. 

S.2.5 Process validation and/or evaluation

In the case of sterile APIs, data on the sterilisation process of the API, including validation data, should be included in the dossier.

S.3.1 Elucidation of structure and other characteristics 

Studies to identify polymorphs (exception: where the CEP specifies a polymorphic form) and particle size distribution, where applicable, as per guidance in this section. 
S.4 Control of the Drug Substance 
S.4.1 Specification 

<Include a summary of the currently proposed drug substance specifications from the drug product manufacturer>

Discussion on the acceptability of the proposed specification and claimed standard: 

Discussion on how the drug substance is controlled by the drug product manufacturer:

Summary of risk assessment and discussion on the potential presence of Nitrosamine impurities, taking into consideration the manufacturing process and controls for the drug substance and the potential for degradation:
S.4.2 Analytical Procedures and (S.4.3) Validation of Analytical Procedures 

<Complete the following table for any analytical methods that have not been previously assessed and used by the FPP manufacturer in addition to those in the CEP and Ph.Eur. monograph. Add additional columns as required. Delete the table if all methods have been reviewed as part of the CEP.>

	Analytical Procedure
	Insert Method Description or “N/A”
	Method Type:
	

	Routine System Suitability Tests and Acceptance criteria
	

	Specificity
	

	Linearity 
	

	Accuracy
	

	Precision:
	

	- Repeatability 
	

	- Intermediate precision 
	

	Range (specify)
	

	Detection limit (specify)
	

	Quantitation limit (specify)
	

	Robustness 
	

	Solution stability 
	



+ indicates that the parameter is acceptably tested and validated
- indicates that the parameter is not tested 
? indicates that questions remain before the parameter is judged to be acceptable
<Include any discussion below the table>


S.4.4 Batch analysis 

Results from two batches of at least pilot scale, demonstrating compliance with the FPP manufacturer’s API specifications.
S.5 Reference Standards or Materials

Source of reference standards or reference materials for drug substance and impurity(ies):

Discussion of the characterisation of any in-house primary or secondary reference standards (if applicable):

S.6 Container closure system 

Specifications including descriptions and identification of primary packaging components. Exception: where the CEP specifies a container closure system and the applicant / FPP manufacturer declares to use the same container closure system.
S.7 Stability

Exception: where the CEP specifies a re-test period that is the same as or of longer duration, and storage conditions which are the same or higher temperature and humidity as proposed by the applicant. 
S.7.1 Stability summary and conclusions

<include a summary of the currently proposed re-test period (or shelf life), container closure system, and storage conditions>

	Container Closure System
	Storage Conditions
	Retest period

	
	
	



A retest period of <<... years/months>> is approved for <<API (form if any)>>  manufactured by <<API manufacturer>>when packed in <<container closure system>>, and stored <<at xx C>> / <<between   and    C>>OR as stated on the CEP.  

CONFIRMATION OF API PREQUALIFICATION DOCUMENT (CPQ) ASSESSMENT <delete this section if no CPQ is provided>

The API is:

☐ not a polymeric complex and
☐ not an API that could be contaminated by adventitious agent(s) of human or animal origin.

Manufacturer (CPQ holder): Click to enter text.

Manufacturing Site: Click to enter text.

	1
	Is CPQ current & valid?
	☐ Yes   ☐ No 

	2
	Is CPQ information complete? 
	☐ Yes   ☐ No  

	3
	WHO prequalification number
	



CONCLUSION

☐ CPQ is Acceptable

☐ CPQ is Not Acceptable 

Verify information on  http://www.who.int/prequal/info_applicants/API_info_applicants.htm. 

Discuss any additional data that has been assessed in relation to the CPQ: 

Refer to 2.02_Quality and Bioequivalence Guideline_Jul19_v7 page 26 for guidance. Available on https://www.NRA.org.za/wp-content/uploads/2020/02/2.02_Quality-and-Bioequivalence-Guideline_Jul19_v7-1.pdf.

S.1.3 General properties 

Discussions on any additional applicable physicochemical and other relevant API properties that are not controlled by the API manufacturer’s specifications e.g. solubilities and polymorphs as per guidance in this section.

S.2.5 Process validation and/or evaluation

In the case of sterile APIs, data on the sterilisation process of the API, including validation data, should be included in the dossier, unless it is stated on the CPQ that the API is sterile.
 
S.3.1 Elucidation of structure and other characteristics 

Studies to identify polymorphs and particle size distribution, where applicable, as per guidance in this section. 

S.4 Control of the Drug Substance 
S.4.1 Specification 

<include a summary of the currently proposed drug substance specifications from the drug product manufacturer>

Discussion on the acceptability of the proposed specification and claimed standard: 

Discussion on how the drug substance is controlled by the drug product manufacturer:

Summary of risk assessment and discussion on the potential presence of Nitrosamine impurities, taking into consideration the manufacturing process and controls for the drug substance and the potential for degradation:
S.4.2 Analytical Procedures and (S.4.3) Validation of Analytical Procedures 

<Complete the following table for any analytical methods that have not been previously assessed used by the FPP manufacturer in addition to those in the API manufacturer’s specifications Add additional columns as required. Delete the table if all methods have been reviewed as part of the CPQ (Check analytical methods appended on the CPQ).>

	Analytical Procedure
	Insert Method Description or “N/A”
	Method Type:
	

	Routine System Suitability Tests and Acceptance criteria
	

	Specificity
	

	Linearity 
	

	Accuracy
	

	Precision:
	

	- Repeatability 
	

	- Intermediate precision 
	

	Range (specify)
	

	Detection limit (specify)
	

	Quantitation limit (specify)
	

	Robustness 
	

	Solution stability 
	



+ indicates that the parameter is acceptably tested and validated
- indicates that the parameter is not tested 
? indicates that questions remain before the parameter is judged to be acceptable
<include any discussion below the table>

S.4.4 Batch analysis 

Results from two batches of at least pilot scale, demonstrating compliance with the FPP manufacturer’s API specifications.
S.5 Reference Standards or Materials

Source of reference standards or reference materials for drug substance and impurity(ies):

Discussion of the characterisation of any in-house primary or secondary reference standards (if applicable):

S.6 Container closure system 

Confirm the CCS for the prequalified API on WHO PQ spreadsheet.
http://www.who.int/prequal/info_applicants/API_info_applicants.htm.
S.7 Stability
Data to support the retest period should be submitted if either the proposed retest period is longer or the proposed storage conditions are at a lower temperature or humidity to that of the Prequalified API.
S.7.1 Stability summary and conclusions

<include a summary of the currently proposed re-test period (or shelf life), container closure system, and storage conditions>

	Container Closure System
	Storage Conditions
	Retest period

	
	
	



A retest period of <<... years/months>> is approved for <<API (form if any)>> manufactured by <<API manufacturer>>when packed in <<container closure system>>, and stored <<at xx C>> / <<between   and    C>>OR as stated on the CPQ.  


ASMF/DMF/ NRA APIMF ASSESSMENT <delete this section if no ASMF/DMF/NRA APIMF is referenced >

Manufacturer (ASMF/DMF holder): Click to enter text. 

Manufacturing Site: Site name and address from Section S.2.1 of Module 3 of the application and confirmed in the ASMF 

Discussion:

<Provide a brief summary of the status of the assessment of the ASMF/DMF/ NRA APIMF at the time of initial assessment >

CONCLUSION

☐ ASMF/DMF/ NRA APIMF is Acceptable at the time of initial assessment

☐ ASMF/DMF/ NRA APIMF is Not Acceptable at the time of initial assessment

S.4 Control of the Drug Substance 
S.4.1 Specification 

<Include a summary of the currently proposed drug substance specifications from the drug product manufacturer>

Discussion on the acceptability of the proposed specification and claimed standard: 

Discussion on how the drug substance is controlled by the drug product manufacturer:

Summary of risk assessment and discussion on the potential presence of Nitrosamine impurities, taking into consideration the manufacturing process and controls for the drug substance and the potential for degradation:








S.4.2 Analytical Procedures and (S.4.3) Validation of Analytical Procedures 

<Complete the following table for any analytical methods that have not been previously assessed (e.g., in the assessment of the ASMF/DMF/NRA APIMF). Add additional columns as required. Delete the table if all methods have been reviewed as part of the ASMF/DMF / NRA APIMF and cross-referenced to the ASMF/DMF/ NRA APIMF.> 

	Analytical Procedure
	Insert Method Description or “N/A”
	Method Type:
	

	Routine System Suitability Tests and Acceptance criteria
	

	Specificity
	

	Linearity 
	

	Accuracy
	

	Precision:
	

	- Repeatability 
	

	- Intermediate precision 
	

	Range (specify)
	

	Detection limit (specify)
	

	Quantitation limit (specify)
	

	Robustness 
	

	Solution stability 
	



+ indicates that the parameter is acceptably tested and validated
- indicates that the parameter is not tested 
? indicates that questions remain before the parameter is judged to be acceptable
 <include any discussion below the table>
S.5 Reference Standards or Materials

Source of reference standards or reference materials for drug substance and impurity(ies):

Discussion of the characterisation of any in-house primary or secondary reference standards (if applicable):






S.7 Stability
S.7.1 Stability summary and conclusions

<include a summary of the currently proposed re-test period (or shelf life), container closure system, and storage conditions>

	Container Closure System
	Storage Conditions
	Retest period

	
	
	



Summary of the long-term, intermediate (if applicable), and accelerated studies conducted:

<Only complete the table if stability is reviewed as part of the drug application (i.e., the checkbox below is NOT checked). Otherwise, delete the table.>

	Test
	Acceptance criteria
	Pertinent stability results
	Discussion

	
	
	
	


☐ N/A (the re-test period is supported by the referenced ASMF/DMF/ NRA APIMF) 

Discussion regarding the impact of processing not covered by the ASMF/DMF/ NRA APIMF on drug substance stability (e.g., stability data for the micronized drug substance):

The proposed re-test period and storage conditions <are/are not> considered acceptable at this time.

A retest period of <<... years/months>> is approved for <<API (form if any)>>  manufactured by <<API manufacturer>>when packed in <<container closure system>>, and stored <<at xx C>> / <<between   and    C>>OR as stated on the CEP.  











FULL API ASSESSMENT <delete this section if an ASMF/DMF/ NRA APIMF, CEP or CPQ is referenced>
[bookmark: _Toc369594758][bookmark: _Toc378066151]3.2.S.1 General Information
3.2.S.1.1 Nomenclature 
	International non-proprietary name (INN):
	

	Compendial name, Chemical names or other relevant names or codes (e.g., company code):
	

	United States Adopted Name (USAN):
	

	Chemical Abstracts Service (CAS) Number:
	


3.2.S.1.2 Structure 
	Structural formula (including relative and absolute stereochemistry, salt form and solvate moieties):
	

	Molecular formula:
	

	Molecular mass:
	


3.2.S.1.3 General properties
	Physical characteristics:
	

	pKa-value:
	

	Partition coefficient:
	

	Hygroscopicity:
	

	Polymorphism:
	

	Stereochemistry:
	

	Particle size
	

	Refractive index (liquids):
	


[bookmark: _Toc369594759][bookmark: _Toc378066152]Solubility in Relevant media over the pH range 
	Medium (and pH if relevant)
	Temperature (°C)
	Solubility (mg/ml)

	
	
	

	
	
	

	
	
	


QUESTIONS TO APPLICANT FOR 3.2.S.1
1. 
3.2.S.2 Manufacture
3.2.S.2.1 Manufacturer(s)

Name, address (including unit/plot/block), and responsibility of each manufacturing facility(ies) (including manufacturer(s) of the intermediates, if sourced from a third party):

	Name and Address(including block(s)/unit(s))
	Responsibility

	
	e.g. manufacturing

	
	sterilisation

	
	testing


3.2.S.2.2 Description of manufacturing process and process controls 

Flow diagram of the synthetic process(es) from the Applicant’s part of the ASMF/DMF (if lengthy, include as an appendix):

<It has been confirmed by the Assessor that the flow diagram of the synthetic process provided in the application contains sufficient information.>

Summary and discussion on the detailed manufacturing process and process controls:

<This summary should include a flow diagram of the synthetic process(es), short summary of the narrative of the manufacturing process, critical process steps and process controls, other manufacturing procedures (if any, e.g., alternative processes, reprocessing, recovery, blending of batches), proposed production scale batch size(s).>

Discussion of milling or micronization details (e.g., operating principles and controls), when particle size distribution is a critical quality attribute:

For S.2.3 to 2.6, the assessment is included under the Restricted Part of this report for a discussion on the detailed manufacturing process and process controls.
QUESTIONS TO APPLICANT FOR 3.2.S.2
1. 
[bookmark: _Toc369594760][bookmark: _Toc378066153]

3.2.S.3 Characterisation
3.2.S.3.1 Elucidation of structure and other characteristics

Studies performed to elucidate the structure (e.g., IR, UV, NMR, MS, elemental analysis) including a brief summary of results and conclusion:

Discussion relating to the characterisation of the drug substance (e.g., potential isomerism and identification of stereochemistry, polymorphism, particle size distribution):
Overlaid IR comparison with the Compendial reference standard

	Proof of correctness of structure for a well-known API(Overlaid IR)
	Yes/No

	API is not described in a monograph of any of the official pharmacopoeias. (NMR, IR, MS, elemental analysis, etc., with interpretation)
	Yes/No

	Isomerism & stereochemistry (Specific optical rotation)
	Yes/No

	Polymorphism (X-ray Diffraction (XRD), Differential Scanning Calorimetry (DSC), Fourier Transform Infrared Spectroscopy (FTIR))
	Yes/No

	Particle size distribution
	Yes/No



3.2.S.3.2 Impurities 

Drug-related impurities (e.g., starting materials, by-products, intermediates, chiral impurities, degradation products):

	Descriptor
	Structure and
Origin
	Maximum
Observed Levels
	LOQ
(if applicable)
	Acceptance Criteria
(if applicable)

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	












Applicable thresholds for drug-related impurities as per ICH Q3A guideline:

	Maximum daily dose for the API:
	<x mg/day>

	Test
	Parameter
	ICH threshold or concentration limit

	API-related impurities
	Reporting Threshold
	

	
	Identification Threshold
	

	
	Qualification Threshold
	



Process-related impurities (e.g., residual solvents, reagents, elemental impurities):

	Process-related impurity
	ICH Q3C/Q3D Class and Concentration Limit
	Step Used
	Maximum Observed Levels
	LOQ
(if applicable)
	Acceptance Criteria
(if applicable)

	<Ethanol>
	<Class 3/NMT 5000>
	
	
	
	

	<Diethyl ether>
	<Class 3/NMT 5000>
	
	
	
	

	<Acetone>
	<Class 3/NMT 5000>
	
	
	
	

	<Ethyl acetate>
	<Class 3/NMT 5000>
	
	
	
	

	<Isopropanol>
	<Class 3/NMT 5000>
	
	
	
	

	<Methanol>
	<Class 2 /NMT 3000>
	
	
	
	

	<Acetonitrile>
	<Class 2/NMT 410>
	
	
	
	

	<Dichloromethane>
	<Class 2/NMT 600>
	
	
	
	

	<Tetrahydrofuran>
	<Class 2/NMT 720>
	
	
	
	

	<Toluene>
	<Class 2/NMT 890>
	
	
	
	

	<Benzene>
	<Class 1/NMT 2 >
	
	
	
	

	<delete or insert impurities as necessary>
	
	
	
	
	



Discussion of potential mutagenic impurities and control strategy applied as per ICH M7 (including a summary of risk assessment for the potential presence of Nitrosamine impurities taking into consideration the manufacturing process and controls for the drug substance and the potential for degradation):

Note: The justification for the proposed acceptance criteria for the drug-related and process-related impurities (and mutagenic impurities, if applicable) is discussed in 3.2.S.4.5.

QUESTIONS TO APPLICANT FOR 3.2.S.3
1. 
[bookmark: _Toc369594761][bookmark: _Toc378066154]

3.2.S.4 Control of the Drug Substance
3.2.S.4.1 Specification

<Include a summary of the currently proposed drug specifications from the drug product manufacturer>

Discussion on the acceptability of the proposed specification and claimed standard: 

Discussion on how the drug substance is controlled by the drug product manufacturer:

3.2.S.4.2 Analytical procedures

· Discussion of in-house analytical procedures (e.g., analytical conditions, methods of quantification, system suitability tests (SSTs)):
1. Include detailed methods used for quality testing (identification, assay, determination of related substances, residual solvents etc., including chromatograms for the API Manufacturer and FPP Manufacturer (if different).
1. When pharmacopoeial methods are used these should be current and may be referred to.
3.2.S.4.3 Validation of analytical procedures

	Validation Parameter
	Analytical Procedure

	
	Assay
	Impurities
	Residual Solvents
	

	Method Type:
	HPLC
	HPLC
	GC
	

	Method Number:
	No. X
	No. Y
	No. Z
	

	Accuracy
	
	
	
	

	Precision:
	
	
	
	

	- Repeatability 
	
	
	
	

	- Intermediate precision 
	
	
	
	

	Specificity
	
	
	
	

	Detection limit (specify)
	
	
	
	

	Quantitation limit (specify)
	
	
	
	

	Linearity 
	
	
	
	

	Range (specify)
	
	
	
	

	Robustness 
	
	
	
	

	Solution stability 
	
	
	
	



+ indicates that the parameter is acceptably tested and validated
- indicates that the parameter is not tested 
? indicates that questions remain before the parameter is judged to be acceptable 
3.2.S.4.4 Batch analyses

Summary of batches:

	Batch Number
	Batch Size
	Manufacturing Site
	Manufacturing Date

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	



Summary of batch analyses results and conformance to proposed specifications:
3.2.S.4.5 Justification of specification 

· Discussion on the justification and acceptability of the proposed specification and the claimed standard (e.g., including the tests that are omitted or not routinely performed and the controls for impurities, polymorphs, particle size distribution, as applicable):
· Full justification is required for in-house standards claimed (refer ICH Q6A). 
· No justification is required for pharmacopoeial standards claimed unless there are additional tests.
QUESTIONS TO APPLICANT FOR 3.2.S.4
1.
[bookmark: _Toc369594762][bookmark: _Toc378066155]

3.2.S.5 Reference Standards or Materials
Source of reference standards or reference materials (e.g., in-house, USP, BP, Ph.Eur.) for drug substance and impurity(ies):
For NCEs and well-known non-compendial APIs at least the following information on the primary reference standard should be presented: 
· Purification method if applicable 
· Establishment of purity (potency) 
· State if a certificate of analysis has been submitted with purity assigned based on mass balance or a determination of absolute purity.
If a pharmacopoeial monograph is claimed, the pharmacopoeial standard should be used.
Discussion of the characterisation of any in-house primary or secondary reference standards (if applicable):
State if a certificate of analysis has been submitted.
State if a secondary reference standard (e.g. working standard) is standardized against the compendial reference standard or primary reference standard.
Description of reference standards or materials for impurities (when applicable):
QUESTIONS TO APPLICANT FOR 3.2.S.5
1.
[bookmark: _Toc369594763][bookmark: _Toc378066156]

3.2.S.6 Container Closure System

Description of the container closure system(s) for the storage of the drug substance:

Discussion of the suitability of the container closure system (e.g., choice of materials, protection from moisture and light, compatibility of the materials of construction with the drug substance):

QUESTIONS TO APPLICANT FOR 3.2.S.6
1.


[bookmark: _Toc369594764][bookmark: _Toc378066157]

3.2.S.7 Stability
S.7.1 Stability summary and conclusions

Summary of stress testing studies (e.g., heat, humidity, oxidation, photolysis, acid/base) conducted:

Discussion of the stability-indicating ability of the applicable analytical procedures(s) (e.g., observance of mass balance):
S.7.2 Post-approval stability protocol and stability commitment

Summary of post-approval stability protocol and stability commitment:
S.7.3 Stability data
<include a summary of the currently proposed re-test period (or shelf life), container closure system, and storage conditions from Module 3>

	Container Closure System
	Storage Conditions
	Retest period

	
	
	



Summary of long-term, intermediate (if applicable), and accelerated studies conducted:

	Test
	Acceptance criteria
	Pertinent stability results
	Discussion

	
	
	
	

	
	
	
	

	
	
	
	



The stability specification includes tests for assay, impurities, etc, with the same acceptance criteria as described in 3.2.S.4.1. The <same/different>analytical methods described in 3.2.S.4.2 are used (where different, validation should be discussed). The analytical methods are considered to be stability indicating. The container closure system <simulates/does not simulate>that described in section 3.2.S.6.
The proposed re-test period and storage conditions <are/are not> supported by the stability data
QUESTIONS TO APPLICANT FOR 3.2.S.7
1. 	Module 3.2.S.7	
A retest period of <<... years/months>> is approved for <<API (form if any)>>  manufactured by <<API manufacturer>>when packed in <<container closure system>>, and stored <<at xx C>> / <<between   and    C>>.
EVALUATORS
	Full name
	Signature
	Date

	E Evaluator
	
	

	Reviewer
	
	



Confidential

NB: THIS SECTION SHOULD NOT BE DISCLOSED TO THE APPLICANT

RESTRICTED PART (RP) of the DMF (Delete if not relevant)

[NB: This section should not be disclosed to the Applicant. It should also be noted that this section should only include an assessment of information that has not been previously discussed in the Applicant’s Part of the ASMF/DMF (e.g., only proprietary or detailed information on the manufacturing process, impurities not disclosed in the Applicant’s Part). If applicable, those section(s) that are fully discussed/assessed in the Applicant’s Part of the ASMF/DMF should be deleted.]

INITIAL EVALUATION (RP)
[bookmark: _Toc369594765][bookmark: _Toc378066163]3.2.S.2 Manufacture
S.2.2 Description of manufacturing process and process controls 

Summary and discussion on the detailed manufacturing process and process controls:

This summary should include a flow diagram of the synthetic process(es), short summary of the narrative of the manufacturing process and process controls, other manufacturing procedures (if any, e.g., alternative processes, reprocessing, recovery, blending of batches), proposed production scale batch size(s)).

Discussion of milling or micronization details (e.g., operating principles and controls), when particle size distribution is a critical quality attribute:
QUESTIONS TO DMF HOLDER FOR 3.2.S.2
S.2.3 Control of materials 

Summary and discussion of the acceptability of the declared API starting material(s):

<This summary should include the name, chemical structure, name and address of manufacturer(s), flow diagram of the synthetic route, specification, analytical methods (provided/not provided), justification of the API starting material.>

Other materials (e.g., raw materials, reagents, catalysts, solvents):

Discussion on the quality and control of materials used in the manufacture of the drug substance (e.g., API starting material(s), raw materials, solvents (including those solvents known to be potentially contaminated with ICH Class 1 solvents such as benzene), reagents, catalysts):

QUESTIONS TO DMF HOLDER FOR 3.2.S.2.3



S.2.4 Control of critical steps and intermediates 

Lists of critical process steps and critical process parameters, isolated intermediate specifications, and in-process control acceptance criteria:

Discussion on the adequacy of the quality and controls performed at the critical steps and on intermediates isolated during the manufacturing process:

QUESTIONS TO DMF HOLDER FOR 3.2.S.2.4

S.2.5 Process validation and/or evaluation 

Summary of process validation and/or evaluation studies (e.g., for aseptic processing and sterilisation):

If API is sterile and/or blended with another API or IPIs. Preparation of sterile material (full description of aseptic or sterilisation process including conditions), if there is no further sterilisation of the FPP.

QUESTIONS TO DMF HOLDER FOR 3.2.S.2.5

S.2.6 manufacturing process development 

Discussion on significant changes (if any) made to the manufacturing process and/or manufacturing site of the drug substance used in the bioavailability, clinical, scale up and production batches:

Discussion of manufacturing process development to support a design space and/or real time release (if proposed):

QUESTIONS TO DMF HOLDER FOR 3.2.S.2.6
S.3.2 Impurities

Impurities that have not been previously discussed in the assessment of the Applicant’s Part of the ASMF/DMF (e.g., related to the detailed description of the manufacturing process):

QUESTIONS TO DMF HOLDER FOR 3.2.S.3.2
S.4.5 Justification of specification 

Discussion on justification that has not been previously discussed in the assessment of the Applicant’s Part of the ASMF/DMF (e.g., impurities not disclosed or discussed in the Applicant’s Part):

Discussion of the ASMF/DMF Holder’s justification for not routinely controlling potential impurities in the final active/drug substance:

QUESTIONS TO DMF HOLDER FOR 3.2.S.4.5 (Not to be sent to the applicant, only the API manufacturer)

[bookmark: _Toc378066166]Overall Conclusions on the Restricted Part of the ASMF/DMF:

<Include a brief summary of the main conclusions>

[bookmark: _Toc378066167]List of Questions (LOQ) on the Restricted Part of the ASMF/DMF:

<Collate the LOQ on the Restricted Part>

EVALUATORS
	Full name
	Signature
	Date

	E Evaluator
	
	

	Reviewer
	
	











[bookmark: _Toc443571579]
REGIONAL INFORMATION

3.2.S.R.2 Parent API manufacturer with various sites(Delete if not relevant)
If an identical route of synthesis, or manufacturing process of the PPL (in case of Biological Medicines), including the purification step is used by each site of the same parent company, a statement to this effect will suffice with regard to the route. 
A valid CoAs from the API manufacturer or manufacturer of the primary production lot (in case of Biological Medicines) for two batches issued by each site should be included:
RECOMMENDATIONS TO APPLICANT FOR 3.2.R.2


[bookmark: _Toc443571581]3.2.R.4 Multiple API manufacturers
If more than one manufacturer of the API is being applied for (irrespective of the apparent similarity of the routes utilised by the different manufacturers), or when different routes of synthesis are used in the manufacture of the API, the following should be submitted, in addition to Module 3.2.S for each API: 
[bookmark: _Toc443571582]3.2. R.4.1 Comparative API manufacturers study report
A report pointing out the differences in the routes used, where applicable, and the differences with regard to the impurity profiles and residual solvents unless justified:
Date of report:
Date of testing:
Results:
[bookmark: _Toc443571583]3.2.R.4.2 Comparative results
A report, signed and dated: 
comparative critical tests, e.g. identification, assay, solubility and/or dissolution, particle size distribution, polymorphism, optical rotation, residual solvents and impurity profiles, to demonstrate physical and chemical equivalence
[bookmark: _Toc443571584]3.2.R.4.3 Confirmation of compliance with guidelines
Confirmation of compliance with the Amendments guideline, stating type and category, and identification of the location of the relevant data in the dossier:
Confirmation of compliance with the Stability guideline (1.2.3 a)) and identification of the relevant data in the dossier :
[bookmark: _Toc443571585]3.2.R.4.4 Certificates of analysis
Certificates of analysis for each batch of API reported on in 3.2.R.4.2 should be provided.
QUESTIONS TO APPLICANT FOR 3.2.R.4

[bookmark: _Toc443571587]3.2.R.6 Materials of animal and/or human origin
All ingredients of animal origin (excluding products from porcine origin) should be BSE/TSE free. 

QUESTIONS TO APPLICANT FOR 3.2.R.6

EVALUATORS
	Full name
	Signature
	Date

	E Evaluator
	
	

	Reviewer
	
	






[bookmark: _Toc349824447][bookmark: _Toc443571531]PHARMACEUTICAL PRODUCT (Module 3.2.P)

INITIAL EVALUATION 
[bookmark: _Toc443571532][bookmark: _Toc349824448]3.2.P.1 Description and composition of the pharmaceutical product
Composition of the Final Product
	Ingredient and grade
	Reference
	Function
	Quantity per dosage unit
	Quantity per batch

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


[bookmark: _Toc443571533][bookmark: _Toc349824449]
<Include a summary of the currently proposed formulation>

Type of container and closure used for the dosage form and accompanying reconstitution diluent, if applicable:

RECOMMENDATIONS TO APPLICANT FOR 3.2.P.1
1. 




3.2.P.2 Pharmaceutical development
[bookmark: _Toc443571534]3.2.P.2.1 Components of the pharmaceutical product
[bookmark: _Toc443571535]Attributes of the API and excipients that are clinically relevant:

3.2.P.2.1.1 Active Pharmaceutical Substance
Discussion on all physico-chemical properties, e.g. solubility (in terms of BCS classification), water content, particle size distribution, crystal properties, polymorphs, chirality, isomers, stability of the API that can influence the performance of the final product should be discussed: 
The compatibility of the API with excipients listed in 3.2.P.1. Studies (literature), with proposed excipients: 
If the excipients are the same as those of the reference product, this is not required. 
[bookmark: _Toc443571536]3.2.P.2.1.2 Excipients
An explanation of the function of the IPIs should be submitted: 
Justification for quantity of the excipients used: 
For multisource products, state whether excipients are the same as in the reference product or not:
[bookmark: _Toc443571537]3.2.P.2.2 Final pharmaceutical product	
[bookmark: _Toc443571538]3.2.P.2.2.1 Formulation development
Data or literature (including the qualitative composition of the innovator product) on any interactions likely to occur, or that may occur, under given circumstances between the API and excipients:
For multisource products a tabulated comparison of the qualitative composition, appearance, physical parameters, impurity profiles and other relevant parameters of the test and reference/innovator products:
Discussion of the relevant physico-chemical parameters:
	Dissolution and choice of medium, effect of pH.:
	Discriminatory properties of the chosen dissolution method:
	Particle size:
Functional scoring of table: data of a study on the uniformity of dosage units of the tablet halves in terms of USP or Ph.Eur/BP.: (This test may then be excluded from FPP specification.)
Pre-formulation testing:
Clinical trial formulations (if applicable):
Stability (may refer to Module 3.2.P.8):
Conclusion on stability and shelf-life allocation:
[bookmark: _Toc443571539]3.2.P.2.2.2 Overages
On which basis are overages justified? Overages for the sole purpose of extending the shelf-life of the FPP are generally not acceptable, unless justified.
[bookmark: _Toc443571540]3.2.P.2.2.3 Physicochemical and biological properties
Parameters relevant to the performance of the final product such as pH, ionic strength, dissolution, redispersion, reconstitution, particle size distribution, aggregation, polymorphism, rheological properties, biological activity or potency, and/or immunological activity:
It should be show that no precipitation will occur with poorly soluble APIs formulated at a non-physiological pH or formulated with co-solvents (IM, SC, IV):
[bookmark: _Toc443571541]Summary and discussion on Formulation Development
3.2.P.2.3 Manufacturing process development
The selection and optimisation of the manufacturing process described in 3.2.P.3.3, in particular critical aspects should be explained:  Where relevant, the method of sterilisation should be explained and justified, and compatibility with production equipment e.g. filter media established.
[bookmark: _Toc443571542]3.2.P.2.4 Container closure system
The suitability of the container closure system described in 3.2.P.7 used for storage, transportation (shipping) and use of the final product:
[bookmark: _Toc443571543]3.2.P.2.5 Microbiological attributes
The rationale for not performing microbial limit testing for non-sterile products and the selection and effectiveness of preservative systems in products containing antimicrobial preservatives:
For sterile products the integrity of the container closure system to prevent microbial contamination:
[bookmark: _Toc443571544]In-use stability testing whether there is a preservative or not (including eye drops):


3.2.P.2.6 Compatibility
The compatibility of FPP with
Reconstitution diluent(s):
IV solutions (provide data or reference to primary references):
Dosage devices (e.g. precipitation of API in solution, sorption on injection administration sets, adsorption by in-line filters should be addressed to provide appropriate and supportive information for the labelling):
QUESTIONS TO APPLICANT FOR 3.2.P.2
1. 


[bookmark: _Toc443571545][bookmark: _Toc349824450]3.2.P.3 Manufacture
[bookmark: _Toc443571546]3.2.P.3.1 Manufacturer(s)
Name, address, and responsibility of each manufacturer:

	Name and address (including block(s)/unit(s))
	Responsibility 

	
	

	
	

	
	


[bookmark: _Toc443571549]3.2.P.3.2 Batch formula

List of all components of the dosage form to be used in the manufacturing process and their amounts on a per batch basis.

The batch manufacturing formulation, also for FPP intermediates, and the batch size(s) (number of dosage units). 
If more than one batch size is indicated, the batch formulation for each of the batch sizes should be given.

	Strength (label claim)
	

	Master production document
reference number and/or version
	

	Proposed commercial batch size(s) 
	
	
	

	Component 
(and grade, if applicable)
	Quantity per batch (e.g. kg/batch)
	Quantity per batch (e.g. kg/batch)
	Quantity per batch (e.g. kg/batch)

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	Total
	
	
	


[bookmark: _Toc443571550]


3.2.P.3.3 Description of manufacturing process and process controls
A comprehensive flow diagram:
The description of the manufacturing procedures:
A brief description of the packaging procedure: 
For sterile manufacturing the grades of clean areas should also be indicated: 
Either a copy of the Master Batch Manufacturing and Packaging Document or Records for a batch or the Batch Records should be available for inspection, or be available on request.
[bookmark: _Toc443571551]3.2.P.3.4 Controls of critical steps and intermediates

Summary and discussion of controls performed at the critical steps and data used to support controls
The frequency of all in-process control tests:
Do the controls reduce the risks identified during formulation and process development: 
	Step
(e.g. granulation, compression, coating)
	Controls

	
	

	
	

	
	

	
	

	
	


[bookmark: _Toc443571552]3.2.P.3.5	Process validation and/or evaluation
A process validation protocol (VP) or report (VR) Number:
The validation of the maximum holding time of the final product before packaging and the holding time of FPP intermediates before further processing:
Conditions during storage and/or shipping:
QUESTIONS TO APPLICANT FOR 3.2.P.3
1.
[bookmark: _Toc443571553]

[bookmark: Control]3.2.P.4 Control of Inactive Pharmaceutical Ingredients
[bookmark: _Toc443571554]3.2.P.4.1 Specifications
Functionality specifications which confirm the IPI characteristics: 
Microbial limits and control procedures for all organic ingredients of natural origin, should be included 
[bookmark: _Toc443571555]3.2.P.4.2 Analytical procedures
Control procedures for all inactive pharmaceutical ingredients (When pharmacopoeial methods are used these should be current and may be referred to):
[bookmark: _Toc443571556]3.2.P.4.3 Validation of analytical procedures
Justification for the proposed excipient specification: 
3.2.P.4.5 Excipients of human and animal origin
Refer to 3.2.R.6 and ICH M4Q 
[bookmark: _Toc443571558]3.2.P.4.6 Novel excipients (CTD section


Discussion regarding the control of excipients: comprehensive summary of P.4.1-P.4.6 can suffice.

QUESTIONS TO APPLICANT FOR 3.2.P.4
1.
[bookmark: _Toc443571559]

[bookmark: Control_of_pharmaceutical_product]3.2.P.5 Control of pharmaceutical product
[bookmark: _Toc443571560]3.2.P.5.1 Specification(s)
<include a summary of the currently proposed both release and shelf-life specification specifications for pharmaceutical product for each strength>
[bookmark: _Toc443571561]3.2.P.5.2 Analytical procedures
All control procedures, other than those from a recognised pharmacopoeia, should be described in full and calculations included where relevant: Provide a summary table of the methods.
[bookmark: _Toc443571562]3.2.P.5.3 Validation of analytical procedures
Are the Assay, Related substances and dissolution methods validated in full?
Assay method is proven to be stability indicating.
[bookmark: _Toc443571563]3.2.P.5.4 Batch analyses

Discussion on batch size, relevant results and notable observations.
Complete batch analysis data for at least two batches (pilot or production) of the final product should be submitted with the application.
[bookmark: _Toc443571564]3.2.P.5.5 Characterisation of impurities

Discussion of data for additional specified impurities in the drug product and not present in the drug substance:

Discussion of potential mutagenic impurities (including a summary of risk assessment for the potential presence of Nitrosamine impurities taking into consideration the manufacturing process and controls for the drug product, the excipients, the container closure system and the potential for degradation):

Discussion of the ICH Q3D risk assessment:

3.2.P.5.6 Justification of Specification

Discussion on the justification and acceptability of the proposed specification and the claimed standard.
(Refer ICH Guidelines Q3B, Q6A and Q6B).

Discussion regarding the control of pharmaceutical product: comprehensive summary of P.5.1-P.5.6 can suffice.

QUESTIONS TO APPLICANT FOR 3.2.P.5
1.

[bookmark: _Toc443571566][bookmark: _Toc349824453]
3.2.P.6 Reference standards or materials

[bookmark: _Toc443571053][bookmark: _Toc443571315][bookmark: _Toc443571445][bookmark: _Toc443571567]Refer to Module 3.2.S.5 where relevant
For NCEs and well-known non-compendial APIs, the following information on the primary reference standard should be stated:
Purification method if applicable:
Establishment of purity (potency):
CoA, with a potency statement:
If a pharmacopoeial monograph is claimed, the pharmacopoeial standard should be used.
Secondary standards should always be established against the pharmacopoeial/primary standard.
QUESTIONS TO APPLICANT FOR 3.2.P.6
1.

[bookmark: _Toc443571568][bookmark: _Toc349824454]3.2.P.7 Container closure system
Description of the container closure system(s) for the storage of the drug product:

Discussion of the specifications for the container closure system (s):
Comment on the suitability of the chosen packaging:
Comment on the test methods for the components of the packaging: 

QUESTIONS TO APPLICANT FOR 3.2.P.6
1.


[bookmark: _Toc443571569][bookmark: _Toc349824455]3.2.P.8 Stability
[bookmark: _Toc443571570]3.2.P.8.1 Stability summary and conclusion
Summary of batches placed on stability:

	Batch Information
(number of batches of each strength, batch size)
	Container Closure
	Duration of Study and Storage Conditions

	
	
	

	
	
	

	
	
	

	
	
	



[bookmark: _Toc443571571]3.2.P.8.2 Post-approval stability protocol and stability commitment
Discussion of post-approval stability protocol and stability commitment:
[bookmark: _Toc443571572]3.2.P.8.3 Stability data
The stability data on which the summary and conclusion in P.8.1 is based, is included in the dossier.
	Test and Specification
	Pertinent Results - Accelerated
	Pertinent Results – Long-term
	Notable Observations (e.g., trends and OOS results)

	
	
	
	



Discussion of key stability data and trends:

Discussion of the stability specification, analytical methods, container closure system used during the stability studies:

Discussion of long-term, intermediate (if applicable), and accelerated studies conducted:

Discussion of stress testing studies conducted:

In–Use stability: 

Comment also on stability after opening and during use, e.g. for infusions to be diluted, stability after dilution and during administration, compatibility with commercially available administration equipment, etc. 

In-use shelf life and storage conditions necessary? Are the applicant’s proposals in line with the current guidelines? If not, are they still justified?

Discussion of the stability-indicating ability of the applicable analytical procedures(s):




Proposed shelf-life and storage conditions:

	Container Closure System
	Storage Conditions
	Shelf-life

	
	
	



This shelf-life <is supported/is not supported> by the stability data.
QUESTIONS TO APPLICANT FOR 3.2.P.8
1. 	Module 3.2.P.8	
A shelf life of <<... years/months>> is approved for <<FPP>> manufactured by << manufacturer>>, with <<API>> manufactured by << API Manufacturer>>, when packed in <<container closure system>>, and stored <<at or below xx C>> / <<between   and     C>>.


[bookmark: APPENDICES]APPENDICES (Module 3.2.A)
[bookmark: _Toc443571573][bookmark: _Toc349824457]INITIAL EVALUATION (AP)
	
[bookmark: _Toc443571574]3.2.A.1 Facilities and equipment (name, manufacturer)

[bookmark: _Toc443571575]3.2.A.2 Adventitious agents safety evaluation

[bookmark: _Toc443571576]3.2.A.3 Excipients	Regional information

QUESTIONS TO APPLICANT FOR 3.2.A.
1. 

REGIONAL INFORMATION (Module 3.2.R)
[bookmark: _Toc443571578]3.2.R.1 Pharmaceutical and biological availability
Partial exemption from the requirements of 3.2.R.1 and 5.3.1, if efficacy and safety are intended to be established by clinical data. Clinical trials should have been conducted with the same formulation as the one being applied for. 
The pharmaceutical availability profile(s) of the API(s) in the final formulation being applied for, should specifically be demonstrated: 
The dissolution profiles for solid oral, oral suspension and parenteral suspension products: 
Data to unequivocally characterise the formulation used in the clinical trials:
Exemption: (parenteral solutions, powders etc) 
Rationale for accepting safety and efficacy: 
Discussion on the excipients included:
A comparison of final product characteristics:

QUESTIONS TO APPLICANT FOR 3.2.R.1






R.6 Materials of animal and/or human origin 
All ingredients of animal origin (excluding products from porcine origin) are BSE/TSE free:
A declaration from FPP manufacturer that the materials used will always comply with BSE/TSE free requirements:

QUESTIONS TO APPLICANT FOR 3.2.R.6

[bookmark: _Toc443571588]R.7 Batch records 
The batch records of the proposed production batches and biobatch should be submitted. 

[bookmark: _Toc443571590]LITERATURE REFERENCES (Module 3.3)


[bookmark: _Toc378066158]Overall Conclusions on the Application (Do not include questions on the restricted part of the DMF):

<Include a brief summary of the main conclusions>
[bookmark: _Toc378066159]List of Recommendations Questions (LOQ) on the Application:

<Collate the LOQ on the Application>

[bookmark: _Toc443571594]EVALUATORS
	Full name
	Signature
	Date

	E Evaluator
	
	

	Reviewer
	
	










APPENDIX 1 - Final Active/drug substance specification, Re-test period, and Storage conditions accepted by the NRA


Active/drug substance specification:




Re-test period (or Shelf-life, as appropriate) and Storage conditions:

	Container Closure System
	Storage Conditions
	Re-test Period
(or Shelf-life, as appropriate)
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[bookmark: _Toc484469831]
LIST OF ABBREVIATIONS

API			Active Pharmaceutical Ingredient
ASMF			Active Substance Master File 
BCS			Biopharmaceutics Classification System
BP 			British Pharmacopoeia 
CEP 			Certificate of Suitability to the Monographs of the European Pharmacopoeia 
CCS			Container Closure System
CFU			Colony Forming Unit 
CTD-Q			Common Technical Document-Quality (also referred to as M4Q) 
d10, d50, d90		Representation of the midpoint and the range for particle size distribution 
DMF 			Drug Master File 
EMA			European Medicines Agency 
ICH			International Council on Harmonisation 
IGDRP 			International Generic Drug Regulators Programme
LOD			Limit of Detection
LOQ			Limit of Quantification
MA 			Market Authorisation 
MAA 			Marketing Authorisation Application
NCE			New Chemical Entity
NLT 			Not Less Than
NMT 			Not More Than
PAR 			Proven Acceptable Range
Ph. Eur. 		European Pharmacopoeia 
PSD			Particle Size Distribution
QAR			Quality Assessment Report 
Q&A			Questions & Answers document
QbD 			Quality by Design 
SSTs 			System Suitability Tests
USP			United States Pharmacopeia 
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