ILSI Health and Environmental Sciences Institute
Key Features of Testing Paradigm as
Proposed by the HESI ACSA Technical
Committee

Base Set (Tier 1)

Integrated approach to evaluating systemic toxicity including
reproductive and life stage effects

Pivotal 28-day rat study

Dosing based on kinetics and physiology

Evaluation of relative sensitivity of rat v. dog

Full utilization of animals in each study via thorough analysis of
clinical chemistry, histopath, etc.

Reduces/refines animal usage

Emphasis on effects of concern

ler 2:
Testing focused on endpoints identified in Tier 1
Flexible study designs
Mechanistic data explored
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Tier 1: Base Set
Systemic Toxicity Provides Data for Tier 1

Acute Toxicity
Genetic Toxicity
Metabolism
Bioavailability and Kinetics

Dermal Penetration
28-day Rat Dietary?!
90-day Dog Dietary

12-month Chronic/24-month Carcinogenicity Rat Dietary? Tier 2: Case-by-Case Decisions

From, but not limited to:
Life Stages Data for Tier 113

More Detailed Mode-of-Action Endpoints
F1l-Extended One-Generation Reprotox Study ADME in Fetus and Neonate
Rabbit Developmental Toxicity Study Further Neurotoxicity, Immunotoxicity,
and Endocrine Testing
Testing Late-Life Sensitivity
Second Species Developmental Toxicity
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lincludes consideration of neurological, immunological, and
endocrine endpoints

’may not be necessary if dietary exposure is < 6 months
Soptional ADME in pregnant animals to guide dose selection
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