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The aims of this study are 1) to provide scientific evidence to develop or revise guidelines on safety evaluation
and/or quality control of new drug registration in the International Council for Harmonisation of Technical
Requirements for Pharmaceuticals for Human Use (ICH), and 2) to achieve worldwide harmonization process
based on the scientific consensus among academy, regulatory, and industry experts. The outcomes in this
study are also expected to contribute to the prompt and efficient drug development and to the experimental
animal welfare, so called “3Rs”. This study consists 17 subgroups as follows:

1. Study on safety evaluation for the biotechnological products and the oligonucleotide therapeutics;
Gathered information related to ICH S6. Published the Guideline for preclinical safety assessment of
oligonucleotide therapeutics and a review paper (doi: 10.1089/nat.2020.0879). 2. Study on carcinogenicity
test; contributed the ICH S1(R1) EWG to compile the status report 2019 “The ICH S1 Regulatory Testing
Paradigm of Carcinogenicity in rats and to sign off the ICH S1(R1) step 1 document. 3. Study on nonclinical
safety testing in support of development of pediatric medicines; contributed the ICH S11 EWG to finalize the
guideline ICH S11 (Step5, March 2021) and to create training materials. 4. Study on pharmacopeial
harmonization promotion; for the global harmonization of the regulation and official standards of natural
medicines, information on the status of the approval system of the natural medicines and the standards and
test methods for the natural medicines in Pharmacopoeia was shared in the international meetings on
natural medicines such as IRCH and TEAPN. 5. Study on assessment and control of DNA reactive
(mutagenic) impurities in pharmaceuticals to limit potential carcinogenic risk; contributed the ICH M7(R2)
EWG to resolve the problems of ICH M7 and to formulate revised guideline, ICH M7(R2), ie, (1) made Q &
A document, (2) set compound-specific acceptable levels, (3) improved the reliability of QSAR, and developed
an expert judgement method. 6. Study on Validation of Analytical Procedures: Text and Methodology/
Analytical Procedure Development; contributed the EWG of ICH Q2 (R2) and ICH Q14 to formulate their
step 1 document. 7. Study on biopharmaceutics classification system (BCS)-based biowaivers; contributed
the ICH M9 EWG to finalize the guideline ICH M9 (December 2020 (Step 5)) and to create Q&A documents
and training materials. 8. Study on elemental impurities and residual solvents; contributed the ICH Q3
EWGs to finalize the guideline ICH Q3D(R1) (Step5, June 2020), to formulate the guideline ICH Q3D(R2)
(Step3, November 2020) and ICH Q3C (R8) (Step4, April 2021), and to prepare a concept paper of ICH Q3E.
9. Study on bioanalytical method validation; contributed the ICH M10 EWG to formulate ICH M10 step 2
document and now to be under revision considering the comments collected through the public consultation
in each region. 10. Study for analytical methods for biomarker validation on drug development; published a
document entitled " Point to Consider Document on Analytical Method Validation and Study Sample Analysis
for Biomarkers as a Drug Development Tool" as a result of the study. 11. Study on the quality of
biotechnological products: viral safety evaluation of biotechnology products derived from cell lines of human
or animal origin; contributed the ICH Q5A(R2) EWG to formulate the first draft of the technical document
for Q5A(R2). 12. Study for active use of the electronic common technical document (eCTD) based on standard
for exchange of nonclinical data (SEND); examined a possibility to apply the SEND data for the new drug
application (NDA) review system in Japanese regulation for pharmaceuticals. 13. Study on Developmental
and Reproductive Toxicity testing; discussed the scientific requirements to apply alternative methods and
contributed the ICH S5(R3) EWG to finalize the ICH S5(R3) (Step5, January 2021). 14. Study on clinical and
nonclinical evaluation of QT/QTc interval prolongation and proarrhythmic potential; contributed the ICH
S7B EWG to formulate Q&A of the ICH S7B (Step3, September 2020). 15. Study on the safety evaluation for
therapeutic vaccines and immune therapy; summarized and presented "biomarkers related to pregnancy
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immune risk" at 5th PMDA Regulatory Science Research Exhibition and Yokohama RIKEN. 16. Study on
Nonclinical Biodistribution Considerations for Gene Therapy Products; discussed the contents of Stepl draft
document for ICH S12 (Step1). 17. Study on the electronic standards; contributed the ICH M2 EWG to
investigate recent trends in standard development activities, HL7 FHIR, which potential impact on the

existing and future ICH electronic standards.



