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Regulatory documents on drug interaction evaluation in EU/Japan/US

ICH M12 EWG (Drug Interaction Studies) is active from 2019

Final Draft, 2014

Concept paper on a revision of 
guideline, 2017

2012

2018

Draft Guidance, 2012

Draft Guidance (In vitro / Clinical drug 
interaction), 2017

2020
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Goal of developing harmonized guideline on Drug Interaction Studies

Integrate available scientific 
evidence based on the concept of 
ICH M12: Drug Interaction Studies

Harmonized Guideline

M12

• Guideline on Pharmacokinetic interactions mediated via metabolic enzymes and transporters

• Help reduce uncertainty for the pharmaceutical industries and allow them to use a more 
global approach to assess DDI liability of their drugs

• Lead to more efficient utilization for resources and help bring drugs to the global market more 
quickly for patients who need them
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ICH M12 harmonization work

• Rapporteur Rajanikanth Madabushi (FDA, United States)

• Regulatory Chair Akihiro Ishiguro (MHLW/PMDA, Japan)
ANVISA, Brazil ; Luiza Novaes Borges

CIOMS; Hervé Le Louet

EC, Europe; Carolien Versantvoort, Elin Lindhagen

EFPIA; Sheila Peters, Venkatesh Pilla Reddy

FDA, United States; Kellie Reynolds, Xinning Yang

IFPMA; Tao Xiaolu

IGBA; Michael Forstner

JPMA; So Miyoshi, Ryota Shigemi

MFDS, Republic of Korea; Ji Sun Kim

MHLW/PMDA; Motohiro Hoshino, Akihiro Ishiguro

NMPA, China; Shujun FU, Li Li

PhRMA; Heidi Einolf, Vikram Sinha

Swissmedic, Switzerland; Matthias Roost

TFDA, Chinese Taipei; Meng-Syuan Yang

TGA, Australia; Irene Horne

Draft (step 2b) is on MHLW website since Aug 2022
Public consultation ended Oct 2022

Nov 
2018

proposal new 
Guideline

Nov 
2019 

EWG formation
- Singapore 

mtg.

2020-2022
GL work 

- Virtual ICH 
conferences

May 2022
Draft for public 

consultation
(step 2b)

November 2022- ongoing
Work with comments and oustanding issues

- Geneva mtg., March 2023
- Prague mtg., November 2023

Dec 2023
Internal agency 

review, 
educational 

activities

1Q 2024
Implementation

Draft guideline can be found on MHLW and ICH website

https://www.ich.org/page/multidisciplinary-guidelines
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Table of Contents of M12

1. Introduction
2. In vitro evaluation
3. Clinical evaluation
4. Other topics

• Pharmacogenetics
• Therapeutic Protein DDIs

5. Reporting and interpreting clinical DDI study results
6. Risk assessment and management
7. Appendices

• Glossary
• Protein Binding
• In vitro evaluation of metabolism/transporter-based DDIs
• Predictive modeling
• List of drugs that can be used in in vitro/clinical studies

8. References
https://public-comment.e-gov.go.jp/servlet/PcmFileDownload?seqNo=0000239543
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Progress made at the Prague meeting

• Step 3: Addressing Public Consultation Comments
• Implemented a shared plan to address about 1000 comments we received through public consultation
• Developed and discussed specific proposals 

• Text updates
• New content (Endogenous Biomarkers and Protein Binding)
• Q&As for the topics identified at the Interim Meeting in Geneva

• Gained general alignment of the EWG on edits for several sections in the guideline and several Q&As
• Drafting team initiated incorporating the aligned text

Working Group progressing as planned
 Addressed all comments identified by the subgroups
 Identified and prioritized 9 questions, developed answers and gained EWG alignment (e.g., Mass Balance,         

DDI study with contraceptive steroids, Sample size for clinical DDI studies, In vitro experimental methodology)
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Endogenous Biomarkers

Latest findings published after reaching Step2b suggest use of endogenous substrates 
as alternative approach of drug interaction evaluation

 “Biomarker Approach” as a type of Clinical DDI Studies 
 Considerations for Biomarker Approach including an example of plasma 

coproporphyrin I (CP-I) for evaluation of hepatic OATP1B inhibition potential



7

Protein Binding

 New text on method validation requirements for highly bound drugs in Appendix Section

Availability of “Orthogonal Approaches” to establish novel and 
emerging protein binding assay for highly protein bound drugs 
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Work plan

Expected 
Completion date

Milestones

Dec 2023 Initiate Internal Consultation

Jan 2024 Share draft Guideline document with PWP experts 

March 2024 Step 4 Sign-off and Adoption of the final guideline
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Thank you
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