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Evaluate perturbations of toxicity
pathways at relevant doses

Move away from traditional high dose,
laboratory animal-based toxicity testing

Concentrations to use /n vitro?

Qualitative and quantitative linkages to
in vivo effects?
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Mode of Action
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<. ..asequence of and
processes, starting with interaction of an
agent with a cell, proceeding through
operational and anatomical changes, and
resulting in cancer formation. . .

(Rita Schoeny)
EPA Cancer Guidelines, 2005
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The Virtual Liver Project (v-Liver™):
A computational system for simulating
chemical-induced injury in hepatic tissues
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< Sufficiently detailed biology that, for a
given toxicant, prediction of PK and
effect is possible.

= In effect, the computer model replaces the
animal model

= On-going need for targeted lab studies?
= How far into the future are we looking?
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Virtual tissues: Better predictive
capabilities? Emergent behavior?
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- What do we need?

“*Prediction of tissue dose.
= In vivo > invitro
<*Insight into normal biological processes.
= Development
= Homeostasis
= Etc.

“*Prediction of how toxicants perturb the
biology.
= Key events - endpoints
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Which one is real?
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