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GuidelineS regarding the M3
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“This document is intended to provide
guidance on the format of a registration
application […]”

“The content of these sections should include
relevant information described in existing ICH
guidelines […].”

“The "Body of Data" in this guideline merely
indicates where the information should be
located. Neither the type nor extent of specific
supporting data has been addressed in this
guideline […].”

ICH M4Q(R1) The Common Technical 
Document - Quality

Q1 : Stability
Q2 : Analytical Validation
Q3 : Impurities
Q4 : Pharmacopoeias
Q5 : Quality of Biotechnological Products
Q6 : Specifications
Q7 : Good Manufacturing Practice
Q8 : Pharmaceutical Development
Q9 : Quality Risk Management
Q10 : Pharmaceutical Quality System
Q11 : Development and Manufacture of Drug 

Substances
Q12 : Lifecycle Management*

ICH QX

Format Content

* draft at the time of the 
presentation



“Tend to harmonize the content within 
countries following ICH”

Make the structure harmonized for 
submission in countries following
the ICH

Standardize the 
dossier structure

Benefits:

Objective of M3
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“[…] format of a registration application for drug substances 
and their corresponding drug products”

ICH M4Q(R1) The Common Technical Document - Quality

It gives an harmonized structure to the 
organization of the data to be 
presented for licensing.

As any other Module of the CTD, M3 is
primarily defined by a Table of Content and
a granularity.

It implicitly describes the expected 
information and in some extend the 
level of detail.



Structure of the M3
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ICH M4Q(R1) The Common Technical Document - Quality



Content of the M3
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Synopsis of 
characteristics and 
state of art of the 
manufacture and 

control
How is it 

manufactured?

S.2 Manufacture

P.3 Manufacture

What is it?

S.1 General Information

P.1 Description and 
Composition of the 

Drug Product

S.3 Characterisation

How is it 

controlled?
S.4 Control of Drug Substance

P.4 Control of Excipients

P.5 Control of Drug Product

S.5 Reference Standards or 
Materials

P.6 Reference Standards 
or Materials

How is it 

packed?
S.6 Container Closure 

System

P.7 Container Closure 
System

How is it to be 

stored?

P.8 Stability

S.7 Stability 

Why?

P.2 Pharmaceutical 
Development 

Additional

A. Appendices

R. Regional information



2. Prepare the 

Module 3



Prepare the M3

Let’s see the Drug Substance (DS) and Drug Product (DP) sections

 At a rather high level

 Based on the guideline ICH M4Q(R1)

 Share about practical aspects

 Mainly based on experience in EU
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Drug Substance



Drug Substance
S.1 General Information

• S.1.1 Nomenclature

 Name it without ambiguity (e.g.: INN, CAS, …) – No patent information

• S.1.2 Structure

 Adapt depending on the DS nature

• S.1.3 General Properties

 physicochemical and other relevant properties

 biological activity (Biotech)
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What is it?

C257H383N65O77S6

BiotechChemical Substance

Structures: Prim, Sec, Ter, Qua
post-translational modifications
…

Structure
Specify the isomer 
Specify the salt
…

C16H19N3O5S



How is it 

manufactured
?

Drug Substance
S.2 Manufacture (1/3)

• S.2.1 Manufacturer(s)

 The name, address, and responsibility

 no phone, emails or person names

• S.2.2 Description of Manufacturing Process and Process Controls

 Flow diagram + A sequential procedural narrative

 Level of detail should be well balanced – This section is not a SOP or Master Batch 
Record

 Define:

 The starting material – ICH Q11 provides guidance (and recent Q11 Q&A)

 The first step of the manufacturing process

13



How is it 

controlled?

How is it 

manufactured
?

Drug Substance
S.2 Manufacture (2/3)

• S.2.3 Control of Materials

 Raw materials, starting materials, solvents, reagents, catalysts

 Information on the quality and control

• S.2.4 Controls of Critical Steps and Intermediates

 Critical Steps: Tests and acceptance criteria

 Intermediates: Information on the quality and control of intermediates

• S.2.5 Process Validation and/or Evaluation

 Process validation and/or evaluation studies for aseptic processing and sterilisation
should be included. – Often not applicable to chemical substance.

 Biotech: validation and evaluation studies to demonstrate that the manufacturing 
process (including reprocessing steps) is suitable
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How is it 

manufactured
?

Drug Substance
S.2 Manufacture (3/3)

• S.2.6 Manufacturing Process Development

 Chemical Substance:

 Description and discussion manufacturing process used in producing nonclinical, 
clinical, scale-up, pilot, and, if available, production scale batches.

 Biotech:

 The developmental history of the manufacturing process, as described in 3.2.S.2.2
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Drug Substance
S.3 Characterisation

• S.3.1 Elucidation of Structure and other Characteristics

 Chemical Substance:

 Confirmation of structure based on e.g., synthetic route and spectral analyses.

 Isomerism, stereochemistry, polymophirsm

 Biotech:

 Primary, secondary and higher-order structure, post-translational forms 

 Where relevant: biological activity, purity, and immunochemical properties

• S.3.2 Impurities

 Characterisation (e.g.: naming, structure, origin …)

 Chemical Substance:

 Organic, non-organic, residual solvents, degradation …

 Biotech:

 Cell subtrate, DNA, process related impurities (chemical, proteins, antifoam 
agents…), …

16

What is it?



Drug Substance
S.4 Control of Drug Substance

• S.4.1 Specification

 ICH definition for specification: 
“A list of tests, references to analytical procedures, and appropriate acceptance criteria 
which are numerical limits, ranges, or other criteria for the tests described.” – ICH Q6A

• S.4.2 Analytical Procedures

 Analytical procedures used for testing the drug substance

• S.4.3 Validation of Analytical Procedures

• S.4.4 Batch Analyses

• S.4.5 Justification of Specification
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How is it 

controlled?

Ph. Eur. 07/2014:10000 1. General notices

Ph. Eur. 

Validation of pharmacopoeial methods. The test methods given
in monographs and general chapters have been validated in
accordance with accepted scientific practice and current
recommendations on analytical validation. Unless otherwise
stated in the monograph or general chapter, validation of the test
methods by the analyst is not required.



Drug Substance
S.5 Reference Standards or Materials

 Information on the reference standards or reference materials used for testing of the 
drug substance

 ICH definition for specification:
“A reference standard, or reference material, is a substance prepared for use as the standard in an 
assay, identification, or purity test. It should have a quality appropriate to its use. It is often 
characterized and evaluated for its intended purpose by additional procedures other than those used 
in routine testing. For new drug substance reference standards intended for use in assays, the 
impurities should be adequately identified and / or controlled, and purity should be measured by a 
quantitative procedure.” – ICH Q6A
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How is it 

controlled?



Drug Substance
S.6 Container Closure System

 Primary packaging

 Secondary packaging
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How is it 

packed?



Drug Substance
S.7 Stability

How is it to be 

stored?

• S.7.1 Stability Summary and Conclusions

 Summary:

 Studies conducted, protocols used, and results

 “conclusions with respect to storage conditions and retest date or shelf-life” – ICH M4Q

• S.7.2 Post-approval Stability Protocol and Stability Commitment

 Post-approval stability protocol and stability commitment

• S.7.3 Stability Data

 Results of the stability studies

 Tabular, graphical, or narrative
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2.1.8. Stability Commitment, ICH Q1A(R2)

ICH Q1A(R2)

When available long term stability data on
primary batches do not cover the proposed re-
test period granted at the time of approval, a
commitment should be made […]
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Drug Product



Drug Product
P.1 Description and Composition of the Drug Product

 Description of the dosage form

 Composition

 If applicable: diluent(s)

 Type of container
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What is it?

components
Amount

(per-unit basis)
function

reference to their 
quality standards



Drug Product
P.2 Pharmaceutical Development (1/3)
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Why?

“Information on the development studies conducted to establish that the dosage form, the 
formulation, manufacturing process, container closure system, microbiological attributes and 

usage instructions”

Often it includes evolution of the formulation since the clinical phase.

• P.2.1 Components of the Drug Product

 Drug Substance

 Compatibility of the drug substance with excipients

 Key physicochemical characteristics (solubility, polymorphism, … )

 Excipients

 Discussion on the choice of the excipients



Drug Product
P.2 Pharmaceutical Development (2/3)
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Why?

• P.2.2 Drug Product

 Discussion about:

 Formulation Development

 Overage

 Physicochemical and Biological Properties

• P.2.3 Manufacturing Process Development

 Discussion on the selection and optimisation of the manufacturing process



Drug Product
P.2 Pharmaceutical Development (3/3)
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Why?

• P.2.4 Container Closure System

 Discussion on the suitability of the container closure system

• P.2.5 Microbiological Attributes

 Where appropriate, discussion on the microbiological attributes of the dosage form

 “Including rationale for not performing microbial limits testing for non-sterile 
products”

• P.2.6 Compatibility

 “The compatibility of the drug product with reconstitution diluent(s) or dosage 
devices”



Drug Product
P.3 Manufacture
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• P.3.1 Manufacturer(s)

 The name, address, and responsibility

 no phone, emails or person names

• P.3.2 Batch Formula

 List of all components of the dosage form to be used in the manufacturing process

 Amounts on a per batch basis

 Include solvents that are removed during the manufacture

 Include overage

How is it 

manufactured
?



Drug Product
P.3 Manufacture
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• P.3.3 Description of Manufacturing Process and Process Controls

 Flow diagram + A sequential procedural narrative

 Level of detail should be well balanced – This section is not a SOP or Master Batch 
Record

• P.3.4 Controls of Critical Steps and Intermediates

 Critical Steps: Tests and acceptance criteria

 Intermediates: Information on the quality and control of intermediates isolated during 
the process

• P.3.5 Process Validation and/or Evaluation

 Focus on critical steps or critical assays used in the manufacturing process 

How is it 

manufactured
?



Drug Product
P.4 Control of Excipients
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• P.4.1 Specifications

• P.4.2 Analytical Procedures

• P.4.3 Validation of Analytical Procedures

• P.4.4 Justification of Specifications

• P.4.5 Excipients of Human or Animal Origin

• P.4.6 Novel Excipients

How is it 

controlled?



Drug Product
P.5 Control of Drug Product
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• P.5.1 Specification(s)

 ICH definition for specification: 
“A specification is defined as a list of tests, references to analytical procedures, and 
appropriate acceptance criteria which are numerical limits, ranges, or other criteria for 
the tests described.” – ICH Q6B

• P.5.2 Analytical Procedures

• P.5.3 Validation of Analytical Procedures

• P.5.4 Batch Analyses

• P.5.5 Characterisation of Impurities

 Impurities not yet described in S.3.2 Impurities

• P.5.6 Justification of Specification(s)

How is it 

controlled?

Ph. Eur. 07/2014:10000 1. General notices

Ph. Eur. 

Validation of pharmacopoeial methods. The test
methods given in monographs and general chapters
have been validated in accordance with accepted
scientific practice and current recommendations on
analytical validation. Unless otherwise stated in the
monograph or general chapter, validation of the test
methods by the analyst is not required.



Drug Product
P.6 Reference Standards or Materials
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 Definition in ICH Q6B

How is it 

controlled?



Drug Product
P.7 Container Closure System

31

 Primary packaging

 Secondary packaging

How is it 

packed?



Drug Product
P.8 Stability
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• P.8.1 Stability Summary and Conclusion

 Summary:

 Studies conducted, protocols used, and results

 “conclusions with respect to storage conditions, shelf-life if applicable, in-use storage 
conditions.” – ICH M4Q

• P.8.2 Post-approval Stability Protocol and Stability Commitment

 Post-approval stability protocol and stability commitment

• P.8.3 Stability Data

 Results of the stability studies

 Tabular, graphical, or narrative

How is it to be 

stored?

2.1.8. Stability Commitment, ICH Q1A(R2)

ICH Q1A(R2)

When available long term stability data on
primary batches do not cover the proposed re-
test period granted at the time of approval, a
commitment should be made[…]



3.2 Appendices
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• A.1 Facilities and Equipment

 For Biotech

• A.2 Adventitious Agents Safety Evaluation

 Information assessing the risk with respect to potential contamination with adventitious 
agents

• A.3 Excipients

 Further data to complete the information from the section P.4.6 Novel Excipients

Additional



3.2 Regional

34

“Any additional drug substance and/or drug product information specific to each 
region should be provided in section R of the application.” – ICH M4Q(R1)

Additional

Example of EU

 Process Validation Scheme for the Drug Product

 Medical Device information, CE-mark information

 Certificate(s) of Suitability

 Medicinal products containing or using in the manufacturing process 
materials of animal and/or human origin  Compliance with the Annex 
I to Dir. 2001/83/EC, Part I, Module 2, paragraph 3.2 (9)



Summarize the CTD Module 3
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Synopsis of 
characteristics and 
state of art of the 
manufacture and 

control

It is It is not

Master Batch 
Record

“GMP 
documentation”

“bibliography 
about the history 

of the product 
manufacturing 

life cycle”

Patent 
dossier



3. Post-Approval 

changes in the 

Module 3



Post-Approval changes 
management in M3

A dossier optimized for the post-approval
• CTD tends to limit duplication of the information in the dossier

 Information is specific for each section

 Encourage reference to other section instead of duplicating the information

 It also relies on the author diligence
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Described in P.5.1 Specification(s)

In P.8.2 Post-approval Stability 
Protocol and Stability Commitment
Cross refer to P.5.1

P.1 Description and 
Composition of the Drug 
Product
Not mention them

P.5.2 Analytical 
Procedures
Should not be needed 
here 

Example: DP acceptance criteria



Post-Approval changes 
management in M3
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Life cycle management

 Not addressed by the CTD M3 structure

 More related to the dossier format paper

NeeS

eCTD

Module 3

 Absence of timeline

 The aim of structure is to present the 
current situation

Module 3 content

Old

manufacture 

& control

Present
manufacture 

& control

Future

manufacture 

& control

Consideration about the life cycle management of the M3



Post-Approval changes 
management in M3

• If M3 information should be timeless, how 
to describe or support the change?

 Suggest to use the Module 1 to

 Describe the change

 Identify the changes made in the M3 
sections within a comparative table 
(current vs. proposed)

 Provide supportive data (e.g.: rational, 
comparability study results) which 
would not fit into the M3 structure.
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P.7
new

M3

3.2.P

Application Form (including 
comparative table of the changes in 
P.7)

M1

1.2 Application Form

Rational (and supportive data)

Post-Approval change package (in EU)

1.1 Cover letter

Cover letter



Post-Approval changes 
management in M3

How to facilitate the life cycle management?

 Respect and maintain the granularity of the Module 3

 Refer to ICH M4  provide good advice

 Information is well localized  frame the change

 Reduce the publishing work

 Replace only the relevant information

 Identify the changes in a stand alone comparative table

 Part of the M1

 Ease the review of the change

 Use a unique ID number per version of the section

 Documentation management
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High Tech

eCTD is the best approach currently available 
to manage M3 life cycle and maintain the 
chronology between the sections version

1 section = 1

Change in CTD M3

new new



4. Discussion on 

some documents 

location



Discussion on some documents 
location

Suggestion about some additional documents used in Brazilian submissions:

• 3.2.R Regional Information

 Executed Batch record / Master Batch Record

 Transportation Validation

• 3.3 Literature

 Copy of the Pharmacopeia texts

• Module 1

 Comparative dissolution data supporting a change

 PATE

 Comparability manufacturing report
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Conclusion

The ICH CTD M3 is like a language, it provides the gramma and 
the orthography to allow a good communication about 
manufacturing and control.
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pierre-yves.marzolf@roche.com

Obrigado.


