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What’s M4Q Desighed to Do?

* Provides a harmonized structure and
format for presenting quality information
in Common Technical Document
(CTD)/electronic CTD for registration of

pharmaceuticals for human use

o Module 2 Quality Overall Summary (QOS)
o Module 3 Quality

* M4Q(R1) was developed in 2002
* Major improvement over paper/local
submission formats
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Current M4Q(R1) (from 2002)

&l 1 Administrative Information and Prescribing Information

* Module 2 CTD Summaries e
includes summarization of information from e
Module 3 in the Quality Overall Summary

(QOS)

* Module 3 Quality ==
Body of data displays quality data pertaining to
drug substance and drug product
manufacturing, analytical methods, process
development, specification testing, reference
standards, container closure system, and
stability

ntrol of Excipients
| of Drug Product
or Materials

K

ICH The Common Technical Document for the Registration of Pharmaceuticals for Human Use: Quality M4Q(R1) Quality overall
Summary of Module 3, Module 3: Quality, September 2002
FDA Guidance for Industry M4Q: The CTD — Quality, August 2001
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M4Q (R2) Concept Paper / Business PlanD i} &

Home ' ICH Standards Y CTD

CTD

M4 : The Common Technical Document

The agreement to assemble all the Quality, Safety and Efficacy information in @ common format (called
CTD - Common Technical Document ) has revolutionised the requlatory review processes, led to
harmonised electronic submission that, in turn, enabled implementation of good review practices. For
industries, it has eliminated the need to reformat the information for submission to the different ICH
regulatory authorities.

The CTD is organised into five modules. Module 1 is region specific and Modules 2, 3, 4 and &5 are intended

T The CTD Triangle to be common for all regions. In July 2003, the CTD became the mandatory format for new drug
applications in the EU and Japan, and the strongly recommended format of cheice for NDAs submitted to
FDA, United States.

More information: An electronic version of the Commeon Technical Document (2CTD) can be produced using the information developed by
the eCTD Implementation Working Group.

M4: Organisation v
M4Q: Quality A
> M4Q(RI) CTD on Quality

> M4Q Q&As (R1) Questions & Answers: CTD on Quality
v  M4Q(R2) informal WG Revision of M4Q(R1)

The M4Q(RZ2) informal WG is working on its Concept Paper and Business

Endorsed Documents
Plan.

T M4Q(R2) Concept Paper
T M&Q(R2) Business Plan

Expert list 8
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What Are Perceived Problems./IR{TORZE=Q)

* M4Q(R1) is now due for revision to further improve registration
and lifecycle management efficiency, leverage digital
technologies, and accelerate patient and consumer access to
pharmaceuticals. The specific drivers for this revision include:

1. Several ICH regions have not fully implemented ICH
M4Q(R1). The modernization will support and clarify global
understanding of the CTD, enabling greater regulatory
convergence and harmonization, and decrease redundancy.

(&I TOR+DEH MRS/ DEE /Tj’ﬁ?ﬂklﬂ)

2. The M4Q(R2) guideline should align with modern quality
guidelines Q8-Q14, and other relevant ICH guidelines that
have been developed or given greater focus since the

issuance of ICH M4Q(R1). (MBBED/INTFFALITRE
DEREE :
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What Are Perceived Problems./IR{TORRE=?

3. The M4Q(R2) guideline should provide guidance on the
location of information supporting multicomponent and/or
complex products, such as antibody-drug conjugates,
vaccines, ATMPs/Cell & Gene Therapies & Tissue Engineered
Products or combination products that meet the definition of

a pharmaceutical or biological product. (¥ 72 Ean It L
EiRANEESNTLEL)

4. The M4Q(R2) guideline should facilitate leveraging advances
in digital tools, data management and standardization, and
analytics to enhance efficiencies and effectiveness of
regulatory submissions and assessments, although the
structured pharmaceutical quality submission is beyond the
scope of M4Q(R2) guideline. (TUZILEZEEELI-HA &
TE2TULVZLY) "
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What Are the Issues to be Resolved?/ f&RFEQ)

* The main issues to be resolved during this revision include:

1. Expanding the scope of M4Q(R1) guideline. This M4Q(R2)
guideline applies to all pharmaceutical drug substances and
products (both chemical and biological) that require a
marketing authorization. These may include
multicomponent and/or complex products, such as
antibody-drug conjugates, vaccines, ATMPs/Cell & Gene
Therapies & Tissue Engineered Products or combination
products that meet the definition of a pharmaceutical or

biological product. (IR EFDHILK)




ﬂ I Medical Devices Agency (PMDA)

What Are the Issues to be Resolved?/ f&R K2

2. Establishing the role of M4Q(R2) as the main source of the
structure and location of regulatory quality information. The
guideline should specify the location of lifecycle management
elements. It should address diversity in requirements for quality
information across ICH regions and streamline the requests for
PQS and GMP information. (FKFEZNDE B &Y —)LXOPQS/
GMPEEIFFR D CTDHEHH)

3. Organizing product and manufacturing information in a suitable
format for easy access, analysis, and knowledge management. The
revision should facilitate inclusion of information supporting
emerging concepts such as advanced manufacturing, digitalization,
data management, artificial intelligence, and advanced analytical

tools. (RFMEZTORILY—ILIZHEL-CTDRR R D & E L)
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Incorporating concepts and data expectations presented in ICH
Quality guidelines and aligning with currently recognized
international standards and guidelines. The M4Q(R2) should
enable better use of prior knowledge and ensure that the level
of detail and data of the dossier is commensurate with the risk

to the product squality,. (BRITOHARSA  MDEELED

BE BGERSTORBBD;ER)

Better capturing the pharmaceutical development and the
proposed overall control strategy, which should be the backbone
of the revised M4Q structure. This should address key elements
of the proposed pharmaceutical product, including the Quality
Target Product Profile (QTPP), manufacturing process, and
overall control strategy. It may also include elements of the
product and process development and understanding. (ﬁﬁ%d)

E R D ERE
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What Are the Issues to be Resolved?/ f&R KA

6. Enhancing the Quality Module 2 to facilitate the efficiency and
effectiveness of regulatory submissions and assessments. The
Quality Module 2 may discuss product quality benefit-risk
considerations, summarise the pharmaceutical development,
and present an overall understanding of the product quality,
which may include risk and criticality assessment as per
available Quality guidelines. The Quality Module 2 may also
incorporate key elements of ICH Quality guidelines including
lifecycle management tools to ensure product safety, efficacy,
and quality. (CTD M2.3MD3FEZE1k)

14
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M4Q(R2) Objectives / B HJ

* M4Q(R2) guideline will improve submission and assessment efficiency,
resulting in accelerated access to pharmaceuticals by (6Es):

1.

Encouraging global convergence of science- and risk-based
regulatory approaches in the preparation of dossiers.

Explaining and defining the organization and positioning of
information for Modules 2 and 3.

Enriching communication between regulators and applicants and
enhancing lifecycle and knowledge management.

Embracing product and process innovation.

Enabling efficient use of digital tools for submission and
assessment and preparing for the closely linked, upcoming ICH
guideline on structured pharmaceutical quality submission.

Elucidating regulatory expectations and supporting efficient
assessments, decision-making, and actions.
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M4Q(R2) Importance /E D EE - A1) whk

MA4Q(R2) guideline would speed up patients and consumers’ access to
pharmaceuticals
* For patients and consumers, it would ensure rapid and continuing access to
new products by bringing a streamlined and consistent approach to the
registration and lifecycle management of pharmaceuticals.

MA4Q(R2) guideline would be of great benefit to industry.

* For industry, it would clarify regulatory expectations, facilitate applying the
enhanced ICH quality strategy/vision, streamline regulatory application
preparation, improve the quality of submissions, facilitate data and
information management, promote communication with regulators, and
foster harmonisation and standardisation of data/information requirements
for regulatory submissions, while increasing regulatory convergence.

MA4Q(R2) guideline would be of great benefit to regulators.

* For regulators, it would enhance benefit-risk considerations, increase
access to quality data and information, streamline regulatory assessment,
facilitate oversight of pharmaceutical product quality, increase consistency
and efficiency in regulatory decision-making and actions, and improve
communication with industry and among regulators.
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