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Roadmap to Reducing Animal

Testing in Preclinical Safety Studies

Executive Summarv

This roadmap outlines a strategic, stepwise approach for FDA to reduce animal tasting in preclinical safaty
studies with scientifically validated new approach mathodologies (NAMSs), such as organ-on-a-chip systams,
computational modeling, and advanced in witro assays. By partnening with faderal agencias like MIH and

WA through [CCVAM, FDA can accslerate the validation and adoption of these human-relevant mathods,
improving predictive accuracy while reducing animal use. This transition will enhance public health by
streamlining drug development and ensuring safer therapies reach patients faster, while positioning FDA as a
global leader in modern regulatory science and innovation.

Background

Thera is growing scigntific recognition that animals do not provide adequate models of hums
disgasze.' Over 90% of drugs that appear safe and affective in animals do not go on toss
in humans pradominantly dua to safsty and/or efficacy issuss (1). Animal-basad o
poor pradictors of drug success for multiple common diseasas including
inflammatory diseaseas (4). Soms medications which are genearally rs»
miay have nevar passed animal testing (5). Conversaly, somes
models have been lathal in human trials (5). Thess ax
humans and othar animal spacias.

5

Dug to the limitations of animal testins
increased focus within the scigs?
in witro human-basad sys>
avaluate immungps
the predictps

or biosimilar biologics licensa application
TAMs in lisu of animal studies. Then in 2024, the
«Tacommendations on how the agency can spur adoption,

g of this transition with a recant survay finding that =85% of
dentifying adults folt that animal expermeants should be p
a5 ¢ Together, scigntific advances and policy drivars ¢ esta sn
Tecadmap to reducse animal tasting whils imoroving drua d :
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Map critical endpoint
Use cases
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Prospective validation
trials / Parallel testing

NIHZEF & DR FRES

Support targeted
development of NAM
technologies

EEEDT1—FINVD

Gl - THARIR T — Y [C XDt
HEREEE REU

Monitor outcomes,
Iteratively refine

RERREIREER

Use caseD¥FE NAMEB:iTRAFE D= 1E Validation,Qualification

CoUEIC{EFAME - FIRTE - 1£RE
ICx49 S22 BAfE(L

Validation and
qualification pathways

EBAIDERRFERR. 1T VR,
EFRESISF

Regulatory guidance,
Training, Communication
Culture change
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General Considerations
for the Use of New
Approach Methodologies

in Drug Development
Guidance for Industry

DRAFT GUIDANCE
igrjbuted for comment purposes only.

submitted within 60 days o
vailability of the draft
ms.gov. Submit written

d Drug Administration, 5630
should be identified with the
in the Federal Register.
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Innovative Science and Technology Approaches for New Drugs
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FDA Expanded Decision Tree (EDT)

Expanded Decision Tree: FDA’s Food Chemical | The Expanded Decision

Toxicity Screening Tool Tree (EDT) is one
example of New
Approach Methods,
which leverage large data
PEsparsded ek omiTe £ - sets to achieve faster,
S n less expensive, and
e . informative new
O - - approaches to chemical
= assessments that can
inform risk management
decisions and actions.

=
|

2025.7~ 2 FH

U.S. FDA, Expanded Decision Tree:
FDA’s Food Chemical Toxicity Screening Tool, websitedkt
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Carcinogenicity 79
Genotoxicity 231
- Chromosome damage 105
- Mutagenicity 154
Irritation 67
Miscellaneous endpoints 116
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Organ toxicity 241
- Hepatotoxicity 76
Reproductive toxicity 61
Respiratory sensitisation 13
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