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We are all different

Human variability
in susceptibility
to environmental

toxicants
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Individual susceptibility can be
modified by genetic variation

Variations contained in
genes could make some
people more susceptible
than others
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Which genes are important for susceptibility?

Use what we know
of metabolism

We don't know much

BUT  4f mechanisms of toxicity
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Functional importance of almost every gene can be determined at the same time!
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Test prioritized human susceptibility genes in human cells
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Test validated human candidates in epidemiology/association studies

Our approach: Use yeast to guide our choice of ¢
Why yeast?

» Conservation between human
and yeast of fundamental
genes and cellular pathways

izt UsEs (~1/3 of yeast's ~6000 genes)

Cell biology * Hundreds of human disease

Cancer ; genes also exist in yeast
Signal transduction . .
* Yeast susceptible to toxicants

* Easy to use and abuse

. Succharmmyces cerevisiae

It's time
for

Toxicology!

Prioritized list of susceptibility genes in yeast
to identify human candidate susceptibility genes
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