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Today’s Talk

1. Introduction
2. Mission and organization of JaCVAM
3. Current activities toward the development of NAMs
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ICATM

International Cooperation on Alternative Test Methods

ICATM is a voluntary international cooperation of national organizations
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Mission and
organization of JaCVAM
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R Update on JaCVAM Submission of Alternative . . JaCVAM affiliated
I About JaCVAM JaCVAM Activities Methods to JaCVAM International Cooperation I

Policy and Mission:

<@CVAM Japanese Center for the Validation of Alternative Methods

JaCVAM'’s policy and mission is to promote
the 3R= in animal experiments for the
assessing the safety of chemicals and
other materials in Japan and establish
guidelines for new alternative
experimental methods through

international collaboration.

Submission of Alternative
Methods to JaCVAM

JaCVAM Activities Update on JaCVAM International Cooperation

https://www.jacvam.jp/en/index.html
National Institute of Health S&R )
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Steering committee of JaCVAM
| NIHS |

National Institute of Health Sciences

fBSR Div. Cellularand Molecular \

Center for Biological Toxicol ogy

Safety and Research

Div. Risk Assessment

(incl. Secretory of JaCVAM) Div. Pathology

_ Div. Genetics and
\ Div. Pharmacology MutagenesiS/

Ministry of Health, Labour and Welfare (MHLW)

National Institute of Infectious Pharmaceuticals and Medical
Diseases (NIID) Devices Agency (PMDA)
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Flowchart of Activities

Alternative Methods AIternatlve Methods

developed international developed domestic

]ﬂ Conducting
Support and Validation Studies
]ﬂ - Cooperation l[:>
International approvement for Alternative
Methods Test Guideline
Validation as a domestic Proposal for regulatory
- regulatory acceptance acceptance

Test

__ Guideline
Validation
Process

Regulatory
— Acceptance
Process
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Regulatory Acceptance process

~N
In total, 40 test methods Selection of targeted test methods

have been proposed to and and evaluation of them
accepted by the MHLW. JaCVAM Regulatory

Acceptance Board

__ Editorial Committee A

JaCVAM Steering
MHLW _ — Editorial Committee B

Proposal for
regulatory acceptance Opinion * Proposal

JaCVAM Stakeholder Meeting
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Test Guideline Validation process

Test developer or Proponents

Proposal

) -y as Domestic
International Validation Management
Management Team Team

JaCVAM
Steering

Committee
Peer Review Panel

‘Suv

ICATM

Validation Report,
Peer Review Report
& draft TG

SPSF
(Standard Project
Submission Form)

-— MHLW
Test Guideline(TG)
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&) OECD

BETTER POLICIES FOR BETTER LIVES

Test Guidelines on human health
that do not use animal testing
(as of 2022)

TOTAL
3 3

2
3
10
3
2
13
6
28

Subject of evaluation
Skin corrosiveness

Skin irritation
Phototoxicity

Eye Irritation

Skin sensitization
Percutaneous absorption
Genotoxicity

Endocrine Disruption

H
0]
HOLU‘II—LL&OU)I—L

OECD:http://www.oecd.org/env/ehs/testing/oecdguidel .
inesforthetestingofchemicals.htm 400/0 (30./75) AChleved I
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&) OECD

BETTER POLICIES FOR BETTER LIVES

Test Guidelines on human health

that do not use animal testing

Subject of evaluation

Skin corrosiveness
Skin irritation
Phototoxicity
Eye Irritation

Skin sensitization

Percutaneous absorption
Genotoxicity

Endocrine Disruption

SO 4

(as of 2022)

ID No. of Test Guideline

430, 431 (incl. 5 RhE models), 435

439 (incl. 6 RhE models)

432, 495, 498

437, 438, 460, 467, 491, 492 (incl. 4 ChE models), 492b, 494, 496

442C (ADRA, DPRA, kDPRA), 442D, 442E (h-CLAT, U-SENS, IL-8 Luc
assay, GARD™Skin) , 497

428
471, 473, 476, 487, 490
455 (incl. 3 test methods), 456, 458, 493 (incl. 2 test methods)

Red: Methods developed in Japan

National Institute of Health Sciences, Center for
Biological Safety and Research



Current activities

toward the development
of NAMs
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New Approach Methods (NAMs)

Any technology, methodology, approach, or
combination that can provide information on
chemical hazard and risk assessment to avoid

the use of animal testing (US EPA)
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Toward the development of NAMs

Test methods under development with JaCVAM:
a challenge with a particular focus on general toxicity

1. Reproductive Toxicity
2. Immunotoxicity

3. Toxicokinetics using Microphysiological system (MPS)
models

National Institute of Health Sciences Center for
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Reproductive Toxicity Tests

Zebrafish i .
assay OECD Test guideline

Peer review

Current Research in Toxicology 3 (2022) 100074

Validation study

Contents lists available at ScienceDirect

e
4 ' eP)

iISDT (integrated Signal Disruption Test)
FGF-SRFsignal  Monitoring signal disruption

Pluripoten* ‘a‘\e o
reporter . " o
(Hum!j,, PSCs) = Chemical Chemical dev o ‘
g, Alder. 9
2 \ehicle \/ehicle Thoma ? a
‘:" :Ce.:uerforh
¢ Time ¢ Time < Gtabe roc}
 Experimental Te
Prediction of ) “Drug Sajety Rese
Developmental tox Toxicant Non toxicant Center for Compus

‘Iruumefor Pharme
" Cell Science Group l:
! Evidence-Based To;

1 National Institute of He

MD, USA

Kanno S, Okubo Y et al: iScience, 2022
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ICH guidelines specify the use of
alternative test methods

ICH

harmonisation for better health

ICH S5(R3) Guideline

INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

4.2.2. Alternafive Approaches for Addressing EFD Risk

4.2.21. Use of Alternafive Assays

ICH HARMONISED GUIDELINE A nmumber of alternative in vifro, ex vivo, and non-mammalian in vivo assays (alternative
assays) have been developed to detect potential hazards to embryo-fetal development.
They have been used as drug discovery screens for adverse effects on EFD and have
assisted in the understanding of the mechanism of toxicity, which can be useful for

DETECTION OF REPRODUCTIVE AND DEVELOPMENTA]  translating nonclmical data to human risk (especially for human-specific targets).
TOXICITY FOR HUMAN PHARMA CEUTICALS The continued use of alternative assays for these purposes is encouraged.

S5(R3 If properly qualified, alternative assays have the potential to defer or replace (in certain
S(R3) circumstances) conventional in vivo studies. This has the added benefit of potentially
reducing animal use. Concepts to consider when qualifying these assays, and examples
when the use of such assays could be approprate, appear in Annex 2. Approaches that
incorporate altemative assays should provide a level of confidence for human safety
assurance at least equivalent to that provided by the current testing paradigms described
above. Based on the direction of scientific development as of the writing of this document.
it is expected that for regulatory purposes multiple alternative assays will be used within a
tiered or battery approach. These testing strategies will be qualified within a certain context
of use, which 1s defined by the chemical applicability domain of the assay, and by
EFD: emb ryo fetal develo pme nt characterization of the biological mechanisms covered by the assay.

Final version
Adonted on 18 Februarv 2020
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Reproductive Toxicity Tests

)' ICH

Zebrafish
assay

harmonisation for better health

L4
OECD Test guideline Immedlate

A Peer review °
Validation study
Research & Development

iSDT (integrated Signal Disruption Test)

FGF-SRF signal Monitoring signal disruption
reporter y
(Human iPSCs) Chemical
(=
‘ = 2
ony L4 Vehicle
\L Time
Prediction of )
Developmental tox 1 oxicant No e o e
Kanno S, Okubo Y et al: iScience, 2022 ; i

LG EC o

Mori,K., et al.
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Immunotoxicity Tests

IL-1B \
q Luc assay OECD Test guideline

Peer review

Validation study

Research & Development

Development phase of alternative immunotoxicity testing methods

1.
2. Created DRPs for immunotoxicity testing, primarily for test systems to detect immunosuppression
3.

4. Validation studies of the developed assays are conducted and the assays that make up the Multi-

Developed three AOPs for immunotoxicity

Develop test methods based on AOPs

ImmunoTox Assay (MITA) are converted to TGs.
Finally, an IATA was developed using TG as the core, combined with other information.

National Institute of Health Sciences, Center for
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Skin sensitization tests
developed in Japan

EpiSensA

OECD Test guideline
Peer review

Validation study

Monocyte activation tests

MylcMAT - Japanese Pharmacopoeia

Peer review

Validation study
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Future Plan:
Development of IATA for Immunotoxicity Tests

Skin sensitisation test

In vitro immunotoxicity test

Monocyte activation test

TG 407,408 etc.
(Repeated dose toxicity test)

_ TG 443 (Developmental immunotoxicity)

National Institute of Health Sciences, Center for
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Toxicokinetics using MPS models

Gut-Liver
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Other collaborative activities
Project of Ministry of Economy, Trade and Industry (METI)

AMED-MPS 2: Project Organization

Development of basic technology to support
drug discovery by applying regenerative
medicine technology:

Toward Industrial Implementation &
Regulatory Acceptance of MPS

Development of Next-generation Safety
Prediction Methods Using Artificial
Intelligence Based on Toxicity-related Big
Data: AI-SHIPS Project

Challenges in trying to apply to regulatory
use
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Impact Objectives

Alternatives to -

Directer of the Gamte©
Hirabaye

G rstive work has the potentis

= e pproaches t scentfc NN

DR s ol expi R by ‘
| One such limasan  helping 1 replice, reduce o refine the

R ol bomarkers to mose accurately _use of amimals. profoundsy beneting

Thank you very much for your attention
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