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 M4Q(R2) should enable efficient, effective, patient-centric and globally harmonised submissions,
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M4Q(R2)DEARI LT

M4Q(R2) Establishes Module 2 as the Basis for
Regulatory Assessment, Supported by Module 3

harmonisation for better health

odule 2\
/

Basis for regulatory
assessment, Risk-based
approach

Comprehensive overview of
the product and its

Links for
further
details

/ Module
N -

components

Product and manufacturing
process understanding and
overall control strategy

PLCM tools

v

~__

3D

Information and data
repository incl. reports, data,
protocols, descriptions
Prepared for SPQS
Supporting emerging
concepts

g

assessment and life cycle management, and minimize dossier redundancies

e Suitable for various types of submission and product modalities
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Key Registration Elements(#TFHEE) vs Established Conditions (ICH Q12FB&E
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’ harmonisation for better health -
2.3.1 Introduction

DpP

2.3.2 Overall Control Strategy

Drafted >2>»
guidance —

language

2.3.3 Development summary and justifications Packaged MP

2.3.4 Key registration elements*

N :
Work in ‘?M
—
progress 2.3.5 Specific m.'?:}al%m!;e !o%a 1r dtion .an I ecyc ﬂnm §mﬂ"h be defined
» Rationale for the Establis\éﬂlf%:hhiﬁﬁ W btsla:@lut Q1 2
reporting categornes
* Product Life Cycle Management Document (PLCM)
* Post-approval change management protocols (PACMP)
2.3.6 Post-approval commitments (optional)
2.3.7 Conclusion which may contain Quality Benefit Risk
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Integrated

2Sigiaz o0 for betterheakih . CQIDETIE. BRFEEARBETLEICL. TMTHAIINNRIAY M
2.3.1 Introduction R BEHICBELEZSNBERISTIET 3.
2.3.0CS Overall Control Strategy(@{EH EEEMK) « COTTYIVOIBRICE, HMDEAFIHESLINCOARIIO DP
37)5 HBERE, —EDE[FFIEIR (Supportive Info.) HEFENSB,
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2.3.D Development summary and justific

fons (supportive) - scientific justification (BAFBE - ZL4H

2 D e
Y -

2.3.C Core Quality Information — may trigger post-approval change

2.3.L Product lifecycle management document (optional) (ICH Q12 ;& Ki"é%%ﬂf'ﬁ)
- Established Condition identification (optional)

Regional

- Alternate reporting categories and regulatory justifications (optional)
» Post-approval change management protocols (PACMP)
* Post-approval CMC Commitments

2.3.X Conclusion which may contain Quality Benefit Risk

Module 3 is supportive and only amended as a result of post-approval changes
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* Started to draft outlines/narratives for Module 3

" ICH
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Overall structure & logic for M3

* M3 is designed to be a flexible model with
optional section to fit all types of medicinal
products

* M3 structure is modular and has a placeholder
for all elements currently listed in M4Q(R1) to be
able to fit any proposal of M4Q(R2) independently
of final content allocation between M2 and M3

* Information that is specific to an item
independently of “where-used” should be directly
on this item (e.g. imﬂurity structure on impurity
itself) while some other place may cross-refer to
this item in a specific context (e.g. specification of
the drug substance in M2 Core Quality Information
(cqQn)  limit this impurity to 0.2%)

* Whenever possible, terms and logic aligned to
ISO IDMP to facilitate future move to SPQS

Packaged
Medicinal
product®

*Optional sections, used when required.
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Substance ([RZE%)

Module 2.3 U3 DIERERE U R &SI

Product (S #l)

Device (#425)

Starting Material
Master cell bank, working cell bank (host)

Intermediate
virus precursor

Drug Substance
Adeno therapeutic Vec (replicating virus)

Raw Materials

RPMI 1640 cell culture medium
Phosphate buffered saline

Impurities

Host cell proteins

Fetal bovine serum

Excipients

Disodium hydrogen phosphase dihydrate,
Myo-inositol, Sorbitol

Reference Standard
Standard A (Adeno therapeutic Vec)

¥

*
*
*
¥

I
b

#

Drug Product

Adeno therapeutic Vec, in 1mL Buffer X
solution, 10,000 plaque-forming units (PFU)
in single-dose prefilled syringe (PFS)

) ~

Product Intermediate

Lyophilized Adeno therapeutic Vec
(DP is stored in lyophilized state before
reconstitution and fill/finish in PFS)

Medical Device

Wy

Single-dose, disposable syringe
Software (Advanced Analytics)

Modeling and Simulations, Artificial Intelligence

Transformed Pharmaceutical Product
Reconstituted Adeno theraVec in Buffer X

*Note: all examples are hypothetical*

Combined Packaged Medicinal Product **

Carton: Adeno therapeutic Vec, in 1mL Buffer X
solution, 10,000 plaque-forming units (PFU) in
single-dose prefilled syringe (PFS) + Needle

g, V\\“\\/

Analytical Procedure (53 #7%)

Purity Potency Endotoxin

Sterility Clarity Characterization

Identity pH PAT

Facility (B & HEE%)

ABC Biopharma
ABC Biopharma France Ltd.
QRS CMO Inc.

**(Optional) to be used only in a complex scenarios
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Module 3 guiding principles Standard content model
* Unambiguous place for each piece of 0 Description fREH . Y5k

information with other places cross-
referring to it where relevant, reducing
duplication and facilitating lifecycle : enter
it once and re-use many

® Manufacture #sig

o fts
* Aligned content / chapter model across all Control L

items in a category, bringing consistency
to the structure of information and paving ® Storage BT ek
the way for advanced digital tools

Module2. 30D {E 3118 B I3 AT RERRY . DMCSIL—)LZ@EH T %75 B Tishh
==L, Module2 3TIZIEEEDEMRD=H ., FEHEBE DRI T (R ZRTISFE

{1l : 2.3.DSJ Drug substance A [M: 855 |DFEE I, Starting Material 1,2,3, Raw Materials 1.23%%8D1+5
{51 : 2.3.DSJ Drug substance A [(C: &I |DERE TIZ. Impurityl,2,3%#D+5,

g
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Subsection Module 2 Module 3
Development Summary and Core Quality Information
Justifications
Description © g e link | & e link | & e

link

Manufacturing o | (N ..........c.coovveeeeeene .
link link link

Lo KN N SRR .
link link link

Control . .
link link link

Storage O e e e .
link link link

BRI D A A —2

Module2 3% EXERDEE :

ICH
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2.3.1 Introduction
2.3.0CS Overall Control Strategy(S1% A B TR ER]

S NN

ER(FE)EROBFELEEDT

-+ CQl (hEZREER) OEC. RERDETRILL, I17Y

AINIZXIAI P EBRRICT BLEDCBEEERSNAERICH
593,

- ZORTVaVOERICHE., HEHORA LI SEIATORRAD

HolEHEr, —EOEMIER (Supportive Info.) H'&EN3,
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2.3.D Development summary and justifications (supportive) - scientific justification (%% 41%)

2.3.C Core Quality Information — may trigger post-approval change (%5 B {&3R)

2.3.L Product lifecycle management document (optional)
* Established Condition identification (optional)

»

(ICH Q12D BE T E Z 48 #1%E)

Alternate reporting categories and regulatory justifications (optional)
Post-approval change management protocols (PACMP)

Post-approval CMC Commitments

2.3.X Conclusion which may contain Quality Benefit Risk

Module 3 is supportive and only amended as a result of post-approval changes
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Integrated

DP

Device

Packaged MP

Regional
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Mock Examples Laid the Foundation for Alignment

* APIC Mock Example
Drug Substance (DMF case) X Sakuramil ICHQ1EE:E&E D F|7E

°* PhRMA & EFPIA Mock Example
Drug Product (Small Molecule) 3% Sakurabloom ICH QIWGRE:EE ¥ 0 F|;E

* BIO Mock Example
Antibody Drug Conjugate Molecule (YERLH)

°* FDA Mock Example

Drug Substance (Small Molecule)
Drug Product (Solid Dosage Form)

11
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Guidance Development

Overall Content Model

Overall Control Strategy & Product Quality Benefit Risk
Substance XEX#UT/BOEREE (BITEENLTLD) £EOBERYALH
Product

Packaging

Device/Software

Analytical Procedure

Facility <eomPE#IZDOUL\T, CTDELTEDBEDABDRHEZRD 5H

PN OV AW

International Council for Harmonisation of Technical Requirements
for Pharmaceuticals for Human Use
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Work plan: Expected future key milestones

Expected
future

completion

date
Mar. 2024

Apr. 2024
Jun. 2024
Nov. 2024
Nov. 2024

Nov. 2025
Jun. 2026

Milestone
Consensus EWG first draft of technical document

Plenary Working Party (PWP) and Stakeholder Consultation
|CH Meeting Japan to address the comments received

ICH Meeting Montreal Step 1 Experts Sign-Off

Step 2a Endorsement by Members of the Assembly
Step 2b Endorsement by Regulatory Members of the Assembly
Release for public consultation

Review and resolve public comments
Step 3 Sign-off and Step 4 Adoption of Final Guideline
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Module 1 : ¥
Application Form i Module 2 (J-QOS) :: Module3

. (Approval letter)
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: Module 1

:[ Application Form |[::
:| (Approval letter) is |i :
:| still available in |}

EES
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