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Today’s talks

• PMDA’s initiatives to date for 3Rs and NAMs

• PMDA’s future initiatives for 3Rs and NAMs

• PMDA’s thoughts on the FDA Announcement/Roadmap

• Examples of successful reduction or elimination of animal testing

• Summary 
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PMDA’s initiatives to date for 3Rs and NAMs 

• ICH activities: S5(R3), E14/S7B QA, S1B(R1), etc.
• International activities: collaboration with IWG3R, participation in FNIH NAMs-VQN, et al
• Domestic activities: participation in AMED research group involving in NAMs and JaCVAM

PMDA is committed to promoting the 3Rs and NAMs and contributing to 
them through domestic and international activities.
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PMDA will also focus 
on improving the 

understanding and 
education of regulatory 

review staff.

PMDA’s future initiatives for 3Rs and NAMs 

PMDA will review 
current frameworks and 
disease areas to identify 
animal testing that can 

be reduced.

In parallel, PMDA will 
consider establishing a 
qualification system for 

NAMs as part of its 
efforts to promote 
NAMs in Japan.

Present

Future

Promoting NAMs in Japan
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PMDA is committed to promoting the 3Rs and NAMs and contributing to 
them through domestic and international activities.
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 PMDA's thoughts is outlined below:

 Focus Firstly on Monoclonal Antibodies 
Supports FDA’s approach to eliminate long-term repeated-dose toxicity 
studies in NHPs and shorten dosing period when no safety concerns in the 
1-month study and NAM study.

 Need for International Consensus
Believes revision of the ICH S6(R1) is essential, as this approach will 
change the current framework for nonclinical safety evaluation of monoclonal 
antibodies.

 Collaboration with FDA
Intends to work together to propose topics for updating ICH S6(R1) guideline 

PMDA's thoughts on the FDA Announcement/Roadmap
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PMDA's thoughts on the FDA Announcement/Roadmap
 PMDA's thoughts is outlined below (continued):

FDA has stated that it will also make exceptions for drug development 
involving small molecule compounds in the future. 

 Be Cautious About Expanding to Small Molecules 
 Modalities such as small molecules have concerns about off-target 

toxicity
 Repeated-dose toxicity studies are very important studies, because they 

are directly related to human safety and are also a WoE element for 
omitting rat carcinogenicity studies based on the S1B(R1) guideline. 

 In Japan, regulatory agencies bear significant responsibility for drug-
related adverse events
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Examples of successful reduction of animal testing 

ICH S6(R1)

This paper proposes a strategy to allow exemption of reproductive and developmental toxicity studies in monkeys 
based on a WoE evaluation that is not covered by ICH S6(R1).
WoE factors are the below; known class effects in humans, knowledge gained from genetically modified animals 
with and without drug administration, information gained from alternative compounds, a literature-based 
evaluation of the developmental role of the drug target, and expected exposure during embryo-fetal development
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Examples of successful reduction or elimination of animal testing 

• The exemption from rat carcinogenicity testing based on the ICH S1B(R1) guideline is an example of 
a significant contribution to reducing rat carcinogenicity testing based on WoE assessment.

• The decision on whether or not to exempt is made by each regulatory authority, so there is a fair 
amount of disagreement in judgment, which was shared at the ICH S1B(R1) regulatory authority (five 
countries) meeting.

• The process of the decision is shared and used as a lesson for the future.
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A successful example of off-target toxicity evaluation for antibody 
products for which in vitro tissue cross-reactivity study is not possible

https://pmc.ncbi.nlm.nih.gov/articles/PMC11346545/pdf/KMAB_16_2393785.pdf

https://force-dsc.my.site.com/ddt/s/ 9

https://pmc.ncbi.nlm.nih.gov/articles/PMC11346545/pdf/KMAB_16_2393785.pdf
https://force-dsc.my.site.com/ddt/s/
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• Supports focus firstly on monoclonal antibodies
• Be cautious about expanding to small molecules due to concerns about off-target 

toxicity
• Believes that international (e.g. ICH) discussions are needed to discuss changes 

to the current framework utilizing the NAM.
• Intends to work to promote the 3Rs, with a view to revising the current ICH 

guidelines.

Summary
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