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ICH M14
General principles on plan, design, and analysis of
pharmacoepidemiological studies that utilize real-world data for

safety assessment of medicines
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US: Guidance for assessing Electronic Health

- US FDA Records and Medical Claims Data To Support
US:21st Century Cure Act Regulatory Decision-Making (Jul. 2024)
Dec. 2016)
US: Guidance for Use of Real-World EU EMA S @i e T
i s : Guidance for Assessing Registries To
Evidence to Support Regulatory Decision- Japan US: Guidance Considerations for the Use of Real-World Data and Real- i
Making for Medical Devices (Aug. 2017) P World Evidence To Support Regulatory Decision-Making (Aug. 2023) Support Regulatory Decision-Making
MHLW/PMDA : (Dec. 2023)
US. Guid for U : US: Considerations for the Design and Conduct of Externally US: Guidance for Data Standards for Drug
- Duigance for USe o . Controlled Trials for Drug and Biological Products (Feb. 2023 Draft) and Biological Product Submissions
Electronic Health Record Data in Containing Real-World Data (Dec. 2023)
Clinical Investigations (Jul. 2018) US: Guidance Submitting Documents Using Real-World
Data and Real-World Evidence to FDA (Sep. 2022)
US: Framework for FDA’s Real- EU: Reflection paper on use of real-world
World Evidence Program EU: Guideline Registry-based study | | EU: Real-world evidence framework to support || data in non-interventional studies to
(Dec. 2018) (Sep. 2021) EU regulatory decision-making (Jun. 2023) generate real-world evidence (Apr. 2024)
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>> 2017 > 2018 > 2019 2020 2021 > 2022 2023 2024
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Points to consider for ensuring the Development of Basic Principles in Partial Revision of the
. — reliability of post-marketing database Conducting a Validation of “Procedures for Developing
Basp Principles on the Use of study for drugs (Feb. 2018) Outcome Definitions used in Post-  Basic principles on utilization of registry Post-marketing Study Plans
Medlcal Inform.atlon Databases ] marketing Database Studies (Jul. for application (Mar. 2021) for Drugs”(Jul. 2024)
in Post-marketing Content and format of a study 2020) + Points to consider for ensuring the
Pharmacovigilance (Jun. 2017) protocol for post-marketing database reliability in utilization of registry data
study (Jan. 2018) for application (Mar. 2021)
Procedure for developing post- Q&A on points to consider for ensuring the
marketing study plan (Mar. 2019) reliability of post-marketing database study for drug
(Jun. 2019) Utilization of Medical
Guidelines for the Conduct of Information Database in
Pharmacoepidemiological Studies in Q&A on Points to Consider for Ensuring the Reliability in Utilization of Data from Registry or Pharmacovigilance and Its
Drug Safety Assessment with Medical Medical Information Database in Applications for Marketing Approval and Re-examination for Examples (Jun. 2023)
Information Databases (Mar. 2014) Drugs (Sep. 2022)

« Amendment of the Instructions for Electronic Package Inserts Regarding Results of Studies Using Medical Information
 Points to Consider for Describing the Results of Studies Using Medical Information Database in Electronic Package Inserts (Feb. 2023) 3

https://www.pmda.go.jp/safety/surveillance-analysis/0046.html



https://www.pmda.go.jp/files/000240945.pdf
https://www.pmda.go.jp/files/000250561.pdf
https://www.pmda.go.jp/files/000226080.pdf
https://www.pmda.go.jp/files/000249053.pdf
https://www.pmda.go.jp/files/000269164.pdf
https://www.pmda.go.jp/files/000269165.pdf
https://www.pmda.go.jp/files/000265835.pdf
https://www.pmda.go.jp/files/000243808.pdf
https://www.pmda.go.jp/files/000274320.pdf
https://www.pmda.go.jp/files/000270248.pdf
https://www.pmda.go.jp/files/000240810.pdf
https://www.pmda.go.jp/files/000240811.pdf
https://www.pmda.go.jp/safety/surveillance-analysis/0046.html
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* harmonize the technical scientific
requirements related to
pharmacoepidemiological studies
submitted to regulatory agencies.

* promote a globally-harmonized
approach in post-marketing safety- the
related regulatory actions based on the
most current scientific evidence. the o

o
ICH

harmonisation for better health

Strategic Approach to International Harmonization of Technical Scientific Requirements for

ICH Reflection Paper
Endorsed by the ICH Assembly on 5 June 2019

ICH Reflection paper

Background

Pharmacoepidemiological Studies Submitted to Regulatory Agencies to Advance
More Effective Utilization of Real-World Data
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Strategic approaches

For achieving the objective, a step-wise approach is proposed as described below.

Workload Deliverable Timing*
1 e Information exchange for mutual | e List of 2019.Q4
Stage understanding of situations including Harmonizable -2020.Q2

contents of local guidelines in each areasin ICH
region (mainly e-mail/TC based)

e Considering the specific areas and
opportunities for international
harmonization

2nd e Prioritizing harmonization area as ICH | e Priority list and | 2020.Q3
Stage guidelines overall -2021.Q1
e Creating overall structure of these structure of all
guidelines (i.e. the relationships guidelines
between the different guidelines)
ge e Creating opportunity proposal for high | « Opportunity 2021.Q2
Stage priority topics to propose a form of proposal -2021.Q3

expert working group
e Opportunity proposal for the other
topic will be created in order of priority

4th ¢ Following regular ICH process; New |  ICH Guideline | 2021.Q4
Stage Topic proposal, adoption and Steps 1- -20XX.QX
4

*Note: The timing will be optimized by the discussion group; some opportunity proposals
may be reported in shorter term, whereas other topics may need a long-term discussion.

Pharmacoepidemiology Discussion Group

It is recommended to establish an informal pharmacoepidemiology discussion group (PEpi-DG) to
accomplish this work. The PEpi-DG will serve for a two-year period.

https://admin.ich.org/sites/default/files/2019-08/ICH ReflectionPaper Pharmacoepidemiology 2019 0605.pdf



https://admin.ich.org/sites/default/files/2019-08/ICH_ReflectionPaper_Pharmacoepidemiology_2019_0605.pdf

FHIKDH AL F T4 > DEE (GAP Analysis)
US-FDA:1 Swissmedic: 4 EFPIA : 20 SFDA : 1 NMPA:1 HealthCanada:5 PMDA:7
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The total number of guidelines submitted by 7 parties: 39

ERRRRRRRRR] duplication

Exclusion criteria

Non-drug guideline: 1 (Deceive
guideline)
IIIIIIIIIIIIIIIIIIII> Clinical Trial guideline: 1
Scientific article: 1 (bias analysis
guideline)

ICH guideline: 1 (E2E)

The unique number of guidelines submitted by 7 parties: 28

The number of guidelines for GAP analysis: 24

Guidelines were categorized into 8 topics™ based on their contents

4\

Protocol Report Regulatory Validation Data

General

incipl Methodol e
principles on ethodology format format purpose reliability

9 4 9 ¢ 9

study plan 8
9

2 Guidelines describing more than one topic are categorized in multiple relevant topics.
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https://www.pmda.go.jp/files/000241195.pdf
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harmonisation for better health

B Type of Harmonisation Action Proposed Final Concept Paper

Establishment of a new ICH guideline on “General principles on plan, design, and analysis of
pharmacoepidemiological studies that utilize real-world data for safety assessment of
medicines”

* This guideline will focus on non- o mwean
Interventional pharmacoepidemiological
studies using Real-World Data.

Type of Harmonisation Action Proposed

Establishment of a new harmonized guideline entitled “General principles on plan, design, and analysis
of pharmacoepidemiological studies that utilize real-world data for safety assessment of medicines.”
For this guideline, medicines refers to drugs, vaccines and other biologics.

This guideline will focus on non-interventional pharmacoepidemiological studies using Real-World Data

* Studies with treatment assignment are
excluded, including randomized clinical ot clice il Howeren the bt pincinles resented mthis grdelie ey be applicable o thse

studies when real-world data elements are included.

trials or single arm clinical trials.

While the number of pharmacoepidemiological studies utilizing RWD in a regulatory context have
increased globally, currently, there are no ICH guidelines that focus on how to generate fit-for-purpose

° The basic pr INCI P les pres ented in this peal Worla Evldance (RWE]. Although many resions (e.g. Canads, China, EU, Jasan, and Us) bave

published guidelines related to general principles of planning and designing such studies, mainly for the

g u i d el i n e m ay b e a_p p | i C ab | e to th eS e E::Sgii:ﬁ:r:;s; \]:2:(;i;oena;r;c:sc;;:jrrlgignzlgiiocrzéfety assessment, a lack of harmonisation in this area can
studies when real-world data elements are

. The proposed guideline will outline general considerations and recommendations for use of RWD for
I n C | u d ed . drug, vaccine and other biologic product safety assessments, including defining the research question,
data source selection/generation, study design, definitions of target populations, exposure and
outcome(s), covariates, data source fit-for-purpose evaluation, sources of and methods to address
confounding and bias, analytic approaches, and format and content of reporting.

https://database.ich.org/sites/default/files/M14 ConceptPaper 2022 0405.pdf
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https://database.ich.org/sites/default/files/M14_ConceptPaper_2022_0405.pdf
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https://www.pmda.go.jp/int-activities/symposia/0148.html
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°* Many regions have published guidelines on the regulatory use of
pharmacoepidemiological studies utilizing real-world data (RWD), but a
lack of harmonisation in this area can cause challenges for sponsors and
regulators

* Development of this guideline will promote harmonisation in the design
and use of these studies, minimize the need to conduct multiple studies on
the same safety concern for submission to multiple regulators, result in
Improved efficiency and transparency in the development, submission and
review of pharmacoepidemiological studies and resultant regulatory
actions

* Provides recommendations and high-level best practices for the conduct of
these studies, with a goal of streamlining the development and regulatory
assessment of study protocols and reports

M14 Step2 Presentation (202455821 B E) & Y ik
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https://database.ich.org/sites/default/files/ICH_Step_2_Presentation_Final_2024_0521.pdf
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1. INTRODUCTION : 8. REPORTING AND SUBMISSION :
* Objectives, Background, Scope * Adverse Events, Adverse Drug
2 GENERAL PRINCIPLES ReaCtiO!’]S, and Product Quallty
Complaints
3. FRAMEWORK FOR GENERATING * Formatting and Content of Study
ADEQUATE EVIDENCE USING REAL-WORLD Documents for Submission to
DATA Regulatory Authorities
4. INITIAL DESIGN AND FEASIBILITY : 9. DISSEMINATION AND
* Research Question and Feasibility Assessments COMMUNICATION OF STUDY
5. PROTOCOL DEVELOPMENT : MATERIALS AND FINDINGS
 Study Design, Data Sources, Target/Study 10. STUDY DOCUMENTATION AND
Population, Exposures/Outcomes/Covariates, RECORD RETENTION
Bias / Confounding, Validation
6. DATA MANAGEMENT 11. %%I:?JIBAE-E?)“;)NS IN SPECIFIC
7. ANALYSIS

M14 Step2 Presentation (202455821 B E) & Y ik
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https://database.ich.org/sites/default/files/ICH_Step_2_Presentation_Final_2024_0521.pdf

FRAMEWORK FOR GENERATING ADEQUATE EVIDENCE USING
REAL-WORLDDATA (/7 U w2 aXy FEE)

The Guideline presents an overall framework for generating adequate evidence using fit-for-purpose
real-world data to address regulatory questions on the safety of medicines, summarized in this
diagram

3. Perform wide scan 4. Develop study draft
, assessment to identify protocol/synopsis
;‘r EESEH ; a;ﬁm C?Sgﬁg:, 2. Define research prioritized list of potential describing study design
eve?lu ot onqin thg Py ——» question and key study ——» available real-world data ——»  and analytic methods
T settiﬁ design elements sources with minimum including approaches to
g 9 requisite data on exposure, evaluating the impact of
outcome and covariates residual bias
8. After study 7. Refineffinalize study 6. Determine whether the 5. Conduct feasibility
implementation, conduct protocol incorporating proposed study (data, assessment to determine
robust assessment of learnings from feasibility methods, analysis) is which data™ are fit-for-

study limitations and ¢ assessment and a priori ; sufficient to generate : purpose (assessing patient
impact on study validity quantitative bias analysis, adequate evidence, count and whether

and interpretation of with detailed description of conducting a priori exposure, outcome, and
results, using approaches choices and rationale for quantitative bias analysis covariates are relevant,
pre-specified in protocol key study parameters as needed operational, accurate)

*Single or in combination using EHR/claims data, primary data collection, or other types of RWD M14 Step2 Presentation(2024E5821 B2 E) & V) k¥



https://database.ich.org/sites/default/files/ICH_Step_2_Presentation_Final_2024_0521.pdf

Expected future complotion date

Sep. 2024 - May 2025 Review, evaluate, and revise guideline based on comments
received;
Complete draft training materials

Jun. 2025 Step 3 Sign-off by M14 EWG Topic Leaders
Step 4 adoption of final Guideline

M14 Workplan(20255%28 138 26) & Y $k#y
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https://database.ich.org/sites/default/files/ICH_M14_EWG_WorkPlan_2025_0213.pdf
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