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M14 Use of real-world data for safety assessment of medicines
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General principles on plan, design, and analysis of pharmacoepidemiological studies that utilize real-world

data for safety assessment of medicines

This topic was endorsed by the ICH Assembly in June 2021.

Further to the ICH Management Committee’'s endorsement of the Ml4
Concept Paper and Business Plan in April 2022, the M4 EWG was
established to work on the development of the harmonised ICH M4
Guideline on General Principles on Plan, Design, and Analysis of
Pharmacoepidemiological Studies that Utilize Real-World Data for Safety
Assessment of Medicines.

The guideline will focus on non-interventional pharmacoepidemiological
studies using Real-World Data (RWD) and will include basic principles that
may apply to these studies when real-world data elements are included

Further information can be found in the M14 Concept Paper and Business
Plan.

Rapporteur: Dr. David Moeny (FDA, United States)

Regulatory Chair: Dr. Kazuhiro Kajiyama (MHLW/PMDA, Japan)

Status: Step 7

Endorsed Documents
o M4 Concept Paper
o Mi4 Business Plan

| M4 Work Plan

WG list

LINK to ICH website



https://www.ich.org/

Background and History
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Origins of ICH M14

* Proposal for a multidisciplinary guideline arose from the ICH Reflection Paper on
Pharmacoepidemiological Studies

* Intended goals and impacts:

— Harmonise the technical scientific requirements related to pharmacoepidemiology
studies submitted to regulatory agencies.

— Harmonisation in this area facilitates utilization of Real-World Data and promotes a
globally-harmonised approach in post-marketing safety-related regulatory actions
based on the most current scientific evidence

* Endorsed by the ICH Assembly June 2019
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Pharmacoepidemiology Discussion Group (PEpiDG)

« Worked to harmonize the technical scientific requirements related to
pharmacoepidemiological studies submitted to regulatory agencies

 Promote a globally-harmonized approach in post-marketing safety-related
regulatory actions based on the most current scientific evidence

« Concept paper outline endorsed by the assembly in July 2021

— Called for establishment of a new ICH guideline on “General principles on planning

and designing pharmacoepidemiological studies that utilize real-world data for safety
assessment of a medicine”
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PEpIiDG GAP Analysis
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The total number of guidelines submitted by 7 parties: 39

lllllllllll> dupﬁcation

) . . . ) Exclusion criteria

The unique number of guidelines submitted by 7 parties: 28 Non-drug guideline: 1 (Deceive
guideline)
llllllllll.l...-....> Clinical Trial guideline: 1
Scientific article: 1 (bias analysis
— ) guideline)

The number of guidelines for GAP analysis: 24 ICH guideline: 1 (E2E)

Guidelines were categorized into 8 topics* based on their contents
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principles on Methodology Glossary Validation
4 4

Data
reliability

Protocol Report Regulatory

format format purpose
) 4 9

study plan 8 9
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2 Guidelines describing more than one topic are categorized in multiple relevant topics.
https://www.pmda.go.jp/files/000241195.pdf



https://www.pmda.go.jp/files/000241195.pdf

PEpIiDG Concept Paper

« Guideline to outline recommendations on considerations when utilizing RWD for
drug safety assessments

— Data source selection, design, definitions of target population, exposure, outcome,
and analytic approach

« The guideline will promote faster access of patients to new drugs
— Increase confidence for pharmacovigilance activity with RWD
— Accelerating rapid accumulation of safety data

* Promote sharing of post-marketing safety information among different regulatory
agencies, leading to better decision making
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ICH M14 Expert Working Group (EWG)

 Informal working group formed November 2021
« Concept paper and business plan endorsed April 2022

M14 EWG formalized May 2022:
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Draft Guideline
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Draft Guideline Development

« Sub-“small group edits”: +/- weekly work in addition to biweekly EWG meetings

« Circulated for internal party review: June-August 2023
— 615 comments and edits received

* Pre-ICPE F2F meeting of the EWG (informal): 24 August 2024

* Review of all member comments and edits: Completed January 2024
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Contents

* Focus on post-approval non-interventional studies on drugs, vaccines and other
biologics

e Studies with treatment assignment excluded
— Principles may be applicable to these studies when RWD elements included

* Principles may be applicable to studies conducted for purposes other than safety
evaluation, such as drug utilization and effectiveness studies

q



1 INTRODUCTION 1 6 DATA MANAGEMENT 21

Do TR DR TS SR SR A A 1 6.1 Datd HOIAET ......oeoemmeir s s s s s aneaes 22
1320 IO RCIRRIONIIR s oo s s o S B e OSSO G SV 1 6.2 RESCATCHETS ...ttt cte et e eaaeets e s e eseeasaesaseseessaesnsessenneenseenseernsennerns 22
1.3 SCOPC e eureeeureeeecaeeeeeeeesaea s sae s sasesaseesssaesssa s e s sa e s s ea s sensee et ee s saea e s nn et enaea s na e sannaenas 1 7 ANALYSIS 23
LA Stiiies coticad for R U A SRPy OB IOLOIS . crosscn i ) Tl LTIt ATIRIYEER L. cociiisnivsnossiumonsnnsssis oiemessan omss s SRS mNSHOHHR 7 SR SO BAHE R4 SRS TR A SR NS 23
2 GENERAL PRINCIELES 2 g.l gfpl())gil:gloNfg(ﬁ/l:r]s)eseg:gslfi?i{g:e Drug Reactions, and Product Quality Complaints.... ;2
%ORE]?ADIX'IF :V ORK. FOR GENERATING ADEQUATE. EVIDENCE: USING RE‘;L- 8.2  Regulatory Submission Formatting and CONtent .............ceceeiueueunueiciereieesesieee e 25
4 INITIAL DESIGN AND FEASIBILITY 5 9 DISSEMINATION AND COMMUNICATION 25
4:1.  Résearch QUESTHON .immnmninisissmsninimisimssiniiiinsimnmieimsisiiiseii 5 10 STUDY DOCUMENTATION AND RECORD RETENTION 25
4.2 Feasibility ASSESSIMENT(S)...cuiereereeereeeeeieeeeeteesteeseeeseeeseesseesaeeseessessesseesssesssensessneensesneesssessenn 5 1 CONSIDERATIONS IN SPECIFIC POPULATIONS 26
5 PROTOCOL DEVELOPMENT 7 111 PregiafiCy SRIGIOR: . ccuiizissssns s sias e s isas soas s v ase S5 sas 4 s oAb s So s NSN3 26
il Y DIBSITI .o evusuinnsiusnisesirausssesssssesses e Hos wosi 4 R o BB S5 A HR A58 A S O s 7 12 GLOSSARY 27
512 DA QU O s a o oo B B T s 8 13 REGULATORY GUIDELINES REFERENCED 34

5.2.1 Appropriateness of Data Sources in Addressing Safety Questions of Interest ............. 9 14 NON-REGULATORY GUIDELINES REFERENCED 35

5.2.2 DEA TVPES.c.eieeeeeee ettt et ettt ettt et et nn e aeneen 9

3:2.3 Characteristics:of Major Data SOUNCeS........:civaiissianisiamivmies st 9 Ly REFHRENCES 3

524 Datastandardlz@lion. ;. s s s s s i s 13

T2z TG DI s S 0 S S N SRR 0 13

DG DTG UL s s s R e S S B B S o B S s WS a3 14

5.2.7 Data Collection and Data Source Sections in the Study Protocol ............................. 14
53 Tarpet/Study POPUIAHON ... v omosiuvimmanssimscsts rsiimaess s asss soaoss ossmm smssasassdoisessmsnssenssivg 14
54: Exposures; Qutcomes; COVariates: i i s niiiais s 15

YHEUT BERTIISIIIC. c-coomysstonsvs somss A e 0 e S S e Sy SN A s o RS S 16

S:4.2 OUICOME ...ttt e ea e e ase e e aae e e nseeess e enneesneenneeenneas 17

S5.:4.3  COVAFIALES ..ottt et e eae s e e aae e et e e ens e nsaenneeneeenneas 18
5.5  Bias and CONfOUNAING ........oiiiiiiiieriieiiee ettt aess e saassssse e e enseesassassaessenneaseesnns 19

AN Y TG F TR 16+ BTSSRSO



Current Status and Next Steps
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Current Status

* ICH parties reach consensus (ICH Step 2a): targeted April 2024

* Public consultation (ICH Step 2b): targeted for end of April 2024
— 90 days in duration through the ICH website



https://www.ich.org/page/public-consultations

Next Steps

| Step 5: Implementation
Step 4: Adoption of ICH Harmonized Guideline

Step 3: Regulatory Consultation and Discussion

; Step 2a: ICH Parties Consensus

| Step 2b: Draft guideline adoption (Public Comment)

; Step 1: Consensus Building- Technical Document

Guideline establishment goal date:
January/February 2025

; Planned
| May 2025

; Planned
| Jan/Feb 2024

; Planned
April 2024
; Planned
April 2024
| Planned
| March/April 2024
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