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The Japanese Society for Alternatives to Animal Experiments
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ALTERNATIVES TO ANIMAL EXPERIMENTATION
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9.58 million animals were used for
“research and testing” in the year 2017 *en
(European Commission, 2020) .)

Rising Alternatives

in vitro, in silico, invertebrates

these models can be used as a starting point in workflow
protocols, reducing and improving animal experimentation

Editorial > Eur J Neurosci. 2025 Jan;61(1):e16651. doi: 10.1111/ejn.16651.

Are Animal Models Necessary? Exploring
(Dis)advantages and Alternatives
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New Approach Methodologies:NAMs

US FDA Modernization Act [EDA

® The FDA Modernization Act 2.0 (and 3.0) encourages the use of NAMs (New
Approach Methodologies) in studies required for drug approval applications.

=Qualifying methods must be intended to replace or reduce animal testing and to either improve the safety and efficacy of

nonclinical testing or reduce the time to develop a drug. H.R.7248 - FDA Modernization Act 3.0, Congress.gov
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NAMS: New ApproaCh MethOdOIogies Cyele time ~ 1.5 year ~ L5 year ~1S5yenr  ~lyear  ~ 15 year ~ 1.5 year 5 1.5 year
% Cost per NME 3 6% ~1T% ~15% ~2% ~ 6% 5%
Probability of succes ~ bib.4" ~48.6% ~ 5%
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Sayed N et al., Cardiovasc Res. 115. 2019 (modified)
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ZYIERFES (DILI; Drug-Induced Liver Injury)
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Target Compound Lead Pre-clinical o Approval
el i | op i g, Phase | Phase 11 Phase I sl
Cycle time = L5 year ~ 1.5 year ~15year ~lyear ~L5yed
% Cost per NME - 3% ~6% ~17% ~ 7% ~15%
Probability of success — 66.4%

10,000 - 250 10-20
candidates  § candidates  BEIENS

Sun D et al., Acta Pharm Sin B., 12(7), 2022

NAMs: New Approach Methodologies

Lead optimization
Compound screening

Target validation

Phase 11 & Phase 111
Phase | PK. Dose escalation, Toxicity
Pre-climical test SAR, Drug-like properties, Solubility
< Permeability, ADME, Plasma PK

Efficacy, Toxicity

Visual sereening, HTS

Disease models, Target identification, Target validation

Modeling & simulation

ICH HARMONISED GUIDELINE

NONCLINICAL SAFETY TESTING IN SUPPORT OF
DEVELOPMENT OF PAEDIATRIC PHARMACEUTICALS

S11
ICH Consensus Guideline
DESIGN OF NONCLINICAL JUVENILE ANIMAL STUDIES.
3.8.1 Core Endpoints ........cccccocevinerennnnne.

3.8.1.1 Mortality and Clinical Observations..
3.8.1.2Growth .....cooooviiiiiiccicc

3.8.1.3 Food Consumption.............cc.ccceveeeee

3.8.1.4 Sexual Development.............cccc.c......
3.8.1.5 Clinical Pathology ........c.ccccvevrenrnnen
3.8.1.6 Anatomic Pathology

3.8.1.7 ToXiCOKINEtiCS.......coeveeerrieiiecrriienee

WoE Further Further
Factors + Studies Studies
Youngest Likely Unlikely

Intended

Patient Age

Neonates Infant Child Adolescent
(<1 Month) (1-23 Months)  (2-11 Years) (212 Years)

Effects on

Deveioping organ ) (EE—
Systems Yes No
Amount/Type of —
Existing Data No Nonclinical Adult Nonclinical Adult Pediatric
or Clinical Data Only Clinical Clinical
Pharmacalogical
Target has Role In Organ _
Development Yes No
Selectivity and
Specificity of —
Pharmaceutical Low High

Clinical Treatment
Duration
Chronic Use

Acute Use




FDA workshop for “Pediatric Developmental Safety Assessment”

ED/A

Pediatric Developmental Safety Assessment and
New Approach Methodologies

A Hybrid Workshop sponsored by the U.S. Food and Drug
Administration and the Triangle Center of Excellence in
Regulatory Science and Innovation

. Friday, December 5, 2025

Great Room, White Oak Campus (with Remote Option) https://www.fda.gov/about-fda/visitor-information

Topic 1: Identifying Secondary Targets for Pediatric Developmental Safety
Moderator: Dr. Rebecca Racz, Office of Clinical Pharmacology, CDER, US FDA
Topic 2: Preclinical Tools for Pediatric Developmental Safety Assessment
Moderator: Dr. Jeffrey Fisher, ScitoVation LLC, Research Triangle Park NC
Topic 3: Experience with Developing Tools for Specific Toxicology Screening
Moderator: Dr. Paul Watkins, Distinguished Professor, Eshelman School of Pharmacy, UNC Chapel Hill and Co-Director, Triangle CERSI
Topic 4: Using Prior Experience + Modeling & Simulation for Pediatric Developmental Safety

Moderators: Dr. Aaron Pawlyk, Chief, Obstetric and Pediatric Pharmacology and Therapeutics Branch, National Institute of Child Health
and Human Development and Dr. Gilbert Burckart
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Japan Consortium for Advanced Non-Clinical Development for
Young and Pediatric Patients
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