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General principles on planning and designing

pharmacoepidemiological studies that utilize real-world data for
satety assessment of a medicine
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PMDA/MHLWMO'SICHICX 9 $12% : Reflection Paper

Endorsed by the ICH Assembly on 5 June 2019

harmonisation for better health

. ?‘E %w E Eq ICH Reflection paper

Strategic Approach to International Harmonization of Technical Scientific Requirements for
Pharmacoepidemiological Studies Submitted to Requlatory Agencies to Advance
More Effective Utilization of Real-World Data

. 2019E6H ICH Assemblyﬁ*ﬂ ). |CH ICH Reflection Paper

* to harmonize the technical scientific
Background
re q u i re m e ntS re I ate d to In recent years, the sophistication of pharmacoepidemiological studies conducted in various countries

worldwide has advanced dramatically alongside more active use of Real-World Data (RWD). Many

h . d - I . I d . regulatory agencies and industries are now conducting epidemiological safety assessments based on data
p a rmaCO e p I e m I O Ogl Ca Stu I e S gathered during the post-marketing stage. In the last 10-years, the only ICH activity related to
pharmacovigilance has been the revision of the PSUR guideline (E2C)%, and ICH currently has no forum in

b . d I . which to facilitate the exchange of information related to pharmacoepidemiological studies, such as issues

S u m Itte to re gu ato ry age n C I e S . faced by epidemiologists in their daily work. Therefore, best practices, relevant know-how, and personnel
experiences related to pharmacoepidemiology concerns are not being adequately shared among the

different regulatory agencies, resulting in a lack of communications among regulatory agencies and

e promote a globally—harmonized e

Some regulatory guidelines related to epidemiological evaluation during the post-marketing stage have

h . t_ k t . f t — been already published in each region, such as the FDA, United States Guidance for Industry “Best Practices
a p p roa C I n p O S I I Ia r e I n g S a e y for Conducting and Reporting Pharmacoepidemiclogic Safety Studies Using Electronic Healthcare Data”?,

the European Network of Centres for Pharmacoepidemiology and Pharmacovigilance (ENCePP) guidances®
: related to the planning and execution of pharmacoepidemiological studies, and the PMDA “Guidelines for
re | ate d re gu |at0 ry aCt| O n S b aS e d O n the Conduct of Pharmacoepidemiological Studies in Drug Safety Assessment with Medical Information
nd
the most current scientific evidence.

Databases”, among others.

https://admin.ich.org/sites/default/files/2019-08/ICH ReflectionPaper Pharmacoepidemiology 2019 0605.pdf
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- Workload Deliverable Timing*
. mﬁﬁﬁ-l- 1 ® Information exchange for mutual | e List of 2019.04
Stage understanding of situations including Harmonizable -2020.Q2
1. %i’lﬂﬁ@RWD(:Fﬁ?%ﬁl’f F%’f\/ contents of local guidelines in each areas in ICH
TR - = region (mainly e-mail/TC based)
®1’E5Z4k;R€E{£I<$Z-Ts £3 %Eﬁ*u ® Considering the specific areas and
(:Fﬁ?%gigﬁh{ﬂﬁgmﬁ ¥ %;ﬁg;]- Oppnrtu.nitir:as for  international
harmonization
- L n— g~ > = 2™ ® Prioritizing harmonization area as ICH | ® Priority list and | 2020.Q3
2. B_IWD('—Fﬁj-éZJ /r I\jlr J«Eﬁ_‘{@*ﬂs Stage guidelines overall -2021.Q1
7$|<<(:|-E_I (j'f,_: I\I: ‘)D@1§5‘EJIE{M1{HT e Creating overall structure of these | structure of all
guidelines (i.,e. the relationships guidelines
between the different guidelines)
3rd ® Creating opportunity proposal for high | ® Opportunity 2021.Q2
2 " 3 =1 S B = Stage priority topics to propose a form of proposal -2021.Q3
3. YERINREHAFIMVDIRE T
® Opportunity proposal for the other
topic will be created in order of priority
" " —_ . 4t e Following regular ICH process; New | ® ICH Guideline | 2021.Q4
4. ICHjJ ’f |‘7’f \/0)145 J'-'jZVE% Stage Topic proposal, adoption and Steps 1- -20XX.QX
|

*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.

https://admin.ich.org/sites/default/files/2019-08/ICH ReflectionPaper Pharmacoepidemiology 2019 0605.pdf
F44[EICHENISERES (2021%F12H22H) 4
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GAP Analysis : RWDD;EH(CEET & MIFZDH 1 RS 1 > DL

US-FDA:1 Swissmedic:4 EFPIA : 20 SFDA : 1 NMPA :1 HealthCanada:5 PMDA:7

" N Y ¥ ¥ »

The total number of guidelines submitted by 7 parties: 39

ERRRRRRRRR] duplication

. o ) ) Exclusion criteria

The unique number of guidelines submitted by 7 parties: 28 Non-drug guideline: 1 (Deceive
guideline)
IIIIIIIIIIIIIIIIIIII> 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

General
Protocol Report Regulator Data
principles on Methodology P 5 Y Validation o
format format purpose reliability
study plan 8 4
9 9 4 9 9

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

Number of guidelines published by
Number of Number of

Protocol format 5 9 1 2 0 2 1 1 2
Purpose of RWD/RWE utilization 5 9 4 2 1 1 1 0 0
General principles on study plan 4 9 2 1 0 2 1 0 3
Methodology @~ 4 8 2 2 1 1 o 0 2
Data reliability 4 9 3 1 0 3 1 0 1
Reporting format 3 4 o 1 o0 1 0 1 1
validaion 3 4 i 1 0 1 o 0 1
Glossary 2 4 3 0 1 0 0o 0 0
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https://www.pmda.go.jp/files/000241195.pdf

GAP Analysis : RWDDEH(CET & EDH 1 RS 1 > DL

. %:I:II:% Number of

Key items regulatory guidelines

Topics Numl_aer of (Number of regions)
regions General considerations 4 (4)
Protocol format 5 Database selection 6 (4)
Purpose of RWD/RWE utilization 5 Design considerations 5(4)
General principles on study plan 4 Target population 4 (4)
Methodology 4 Exposure definition 5 (4)
Data reliability 4 Outcome definition 5 (4)
Reporting format 3 Analyses 5 (4)
Valldatlon 777777777777 3 Data management 4 (4)
Glossary 2 Limitation 1(1)

https://www.pmda.go.jp/files/000241195.pdf
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“General principles on planning and designing pharmacoepidemiological studies that
utilize real-world data for safety assessment of a medicine”
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* The proposed guideline will

, such as:
data source selection, study design, definitions of target populations,
exposure and outcome(s), and analytic approaches.

 The guideline will promote faster access of patients to new drugs by
giving and
In an internationally
harmonized way in real world setting.

e [t also promotes
, leading to better decision making.

https://www.pmda.go.jp/files/000241195.pdf
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, ]C H Dated 3 November 2021

ICH ASSEMBLY “VANCOUVER” VIRTUAL MEETING
AGENDA

Wednesday 17 and Thursday 18 November 2021

Wednesday 17 November 2021 — 13h to 15h Geneva time

9.20. M14 informal WG: General principles on planning and designing pharmacoepidemiological

studies that utilize real-world data for safety assessment of a medicine (informal WG Leader: Dr.
Moeny — FDA, United States: Regulatory Chair: Dr. Kajivama — MHLW/PMDA, Japan)

» The Assembly is invited to note the status of establishment of the M14 informal WG.

1. Membership and Observership

https://admin.ich.org/sites/default/files/2021-11/ICH43 Assembly Agenda VirtualMeeting 2021 1103.pdf
F44[O]ICHENE RS (2021412H822H) 15
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General principles on planning and designing
pharmacoepidemiological studies that utilize real-world data
for safety assessment of a medicine
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M14 informal WG YCw4

H B
* The proposed guideline will outline recommendations on general
considerations when utilizing RWD for drug safety assessments, including
data source selection, study design, definitions of target populations,
exposure and outcome(s), and analytic approaches.

B SINEA [anvisa, Brazi BIO
CDSCO, India EC, Europe
EFPIA FDA, United States (Leader)
Global Self-Care Federation Health Canada, Canada
IFPMA IGBA
JPMA MFDS, Republic of Korea
MHLW/PMDA, Japan (Regulatory Chair) | NMPA, China
PhRMA SFDA, Saudi Arabia
TFDA, Chinese Taipei WHO
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B 51 FMAVEZEICAITEZEDRN (FB5E)
= M14 informal WGDH E

Final Concept PaperD{E Rk
Business PlanD{E Rk

M14 formal EWNGDH &
Work PlanD{E Rk,
Step 1:Consensus Building
Step 2a: Consensus on the Technical Document
2b : Endorsement of the ICH Draft Guideline
|l Step 3:Public Regulatory Consultation and Discussion

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