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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

e Summary

This presentation is based on the personal views of the presenter and does not represent

the official views of Pharmaceuticals and Medical Devices Agency
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PMDA'’s initiatives to date for 3Rs and NAMSs

PMDA is committed to promoting the 3Rs and NAMs and contributing to
them through domestic and international activities.

« |CH 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
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PMDA'’s future initiatives for 3Rs and NAMSs

PMDA is committed to promoting the 3Rs and NAMs and contributing to
them through domestic and international activities.

PMDA will review
current frameworks and
disease areas to identify

animal testing that can
be reduced.

In parallel, PMDA will
consider establishing a
gualification system for

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

PMDA will also focus
on improving the
understanding and
education of regulatory
review staff.

Promoting NAMSs In Japan




PMDA's thoughts on the FDA Announcement/Roadmap
® PMDA's thoughts is outlined below:

v" 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 studly.

v"  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.

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

v' 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



Examples of successful reduction of animal testing
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Alternatives to Monkey Reproductive
Toxicology Testing for Biotherapeutics

Alan M. Hoberman, PhD', Kazushige Maki, BVSc, PhD>*,
Fumito Mikashima, BVSc?#, Misaki Naota, BVSc, PhD>*,
Ronald L. Wange, PhD** 0, Janice A. Lansita, PhD?, and

Shawna L. Weis, PhD**

ICH S6(R1)

Abstract

Embryofetal toxicity studies are conducted to support inclusion of women of childbearing potential in clinical trials and to support
labeling for the marketed pharmaceutical product. For biopharmaceuticals, which frequently lack activity in the rodent or rabbit,
the nonhuman primate is the standard model to evaluate embryofetal toxicity. These studies have become increasingly challenging
to conduct due to the small number of facilities capable of performing them and a shortage of sexually mature monkeys. The low
number of animals per group and the high rate of spontaneous abortion in cynomolgus monkeys further complicate interpretation
of the data. Recent FDA guidance has proposed a weight of evidence (WOoE) approach to support product labeling for reproductive
toxicity of products intended to be used for the treatment of cancer (Oncology Pharmaceuticals: Reproductive Toxicity Testing and
Labeling Recommendations), an approach that has also supported the approval of biotherapeutics for non-cancer indications.
Considerations to determine the appropriateness and content of a WWoE approach to support product labeling for embryofetal risk
include known class effects in humans; findings from genetically modified animals with or without drug administration; information
from surrogate compounds; literature-based assessments about the developmental role of the pharmaceutical target; and the
anticipated exposure during embryofetal development. This paper summarizes the content of a session presented at the 42nd
annual meeting at the American College of Toxicology, which explored the conditions under which alternative approaches may be
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appropriate to support product labeling for reproductive risk, and how sponsors can best justify the use of this approach.

This paper proposes a strategy to allow exemption of reproductive and developmentas toxicity studies in monkeys
based on a WoE evaluation that is not covered by ICH S6(R1).
WOoE 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

< 2-year rat study and/or investigative approaches

Sponsor Assesses Key Biologic, Pharmacologic, and Toxicologic more likely if less likely if

Information to Form a Carcinogenicity Assessment Strategy

Poorly characterized biologic
pathways, unknown class effects

Well characterized biologic
pathways, known class effects

Target Biology

Low target selectivity, Secondary High target selectivity,
off-target activity Pharmacology no off-target activity
Hyperplastic or other lesions H istopathology No findings of concern or
of concern Chronic Studies human-irrelevant findings

Endocrine/reproductive Hormonal Effects No findings of concern or
organ perturbation human-irrelevant findings

Positive genotoxicity data of No genotoxicity risk

Genotoxicity or
Carcinogenic potential in Carcinogenic potential in Carcinogenic potential in uncertain human relevance Unequivocal genotoxicity (S1A)
humans is likely humans is unlikely humans is uncertain Immune effects of uncertain No effect on immune cellsftissues

human reley Immune Modulation or
man reflevance Broad immunosuppression in humans

Addendum Section 2 Addendum Section 2 SIB Section 4 Potential Investigative Approaches to Further Inform Concerns Identified by YoE (see Section 2.1)

Document VWoE assessment and |. Document WoE assessment and |. Long-term (2-year) Nonclinical Approaches: Including but not limited to special histochemical stains, molecular biomarkers,
seek regulatory consultation on seek regulatory consultation on carcinogenicity study serum hormone levels, immune cell function, in vitro or in vivo test systems, data from emerging technologies.
nodtfconductmg a 2-year‘ rat Stl.ld)‘ not I:OI'IdI.ICtiI'Ig a Z-YEQI' rat sr.udy 2. Additional in vivo tan:inogenil:ity Clinical Data Approaches: Generated to inform human mechanistic relevance at therapeutic doses and
and/or a mouse study' g 2. Mouse carcinogenicity study** study exposures (e.g., urine drug concentrations and evidence of crystal formation; targeted measurements of clinical

plasma hormonal alterations; human imaging data).

*WoE=Weight of Evidence, **In some cases a mouse study may not be appropriate (see Section 2.3)

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.



A successful example of off-target toxicity evaluation for antibody
products for which in vitro tissue cross-reactivity study is not possible
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Summary

o 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.

PMDA S T o NN | O

Making everyone’s lives brighter together

Copyright © Pharmaceuticals and Medical Devices Agency, All Rights Reserved. 10



Making everyone’s lives brighter together

Copyright © Pharmaceuticals and Medical Devices Agency, All Rights Reserved.



	スライド番号 1
	スライド番号 2
	スライド番号 3
	スライド番号 4
	スライド番号 5
	スライド番号 6
	スライド番号 7
	スライド番号 8
	スライド番号 9
	スライド番号 10
	スライド番号 11

