
11/14/2008

1

Quenching

Overload?

Chemical

Inventories

Nonreactive

Families

Detoxication

QSAR

Library 

(24,000)

Excretion

Reactive

Families

Structures

Low

Chemical Properties

Non-Specific Pathways

Receptor-Based Pathways

DNA

Damage

Antigenic

Conjugate

Critical

Cellular

Targets

High

Immune Response

Mutagenicity

Carcinogenicity

Necrosis

Deterministic Endpoints

Probabilistic Endpoints

Genome-Specific Endogenous Factors

Test Method-Specific Factors

Conformational

Analysis

Virtual Metabolism

?

?

Probabilistic Models

Peffect = P1 x P2 x P3 x P4 x �Pn
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--after Li (2002)

Forecasting distinct probabilities of low incident outcomes like idiosyncratic hepatic failure

requires probability distributions for critical steps rather than effects under standard conditions
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Probabilistic Models for Prioritization

Peffect = Pchem x Pexposure x Penviron x Pgenetic 
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Prioritization does not require explicit estimates of toxicity but rather a

reliable ordering with respect to explicit risk management scenarios

Simulated 2-Acetylaminofluorene Metabolism
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