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Fig 1. Schematic outline of the traditional drug
discovery process, and the aspects of which
newer genomic approaches are currently
being applied.
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Fig 2. Schematic representation of the method
for identification of a toxicant’ s mechanism
of action.

In this method, gene—expression data derived from exposure of
model systems to known toxicants are analyzed, and a set of
changes characteristic to that type of toxicant(termed the toxicant
signature) is identified. As depicted, oxidant stressors produce
consistent changes in group A genes{indicated by red and green
circles), but not aroup B or C geneslindicated by aray circles). The
set of gene—expression changes elicited by the suspected toxicant
is then compared with these characteristic pattems, and a putative
mechanism of action is assigned to the unknown agent.
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Fig 3. Dendrogram showing the clustering of the

hepatotoxins based on gene regulation.
The clustering was hierarchical using correlation as the distance.
(Waring J.F. 2001)
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Fig 4. Correlation of compounds treated
animals.
The ratios of exposed to control animals corresponding to
transcript levels of genes whose expression was significanfly
altered in any toxicant—exposed animal at the 24~h time point
and 2-week. Comparison of Wyeth 14,643 with either
clofibrate— or gemfibrozil —treated animals vieled appreciable
correlation, which was in agreement with the fact that both of
those compounds belonged to the same peroxisome proliferator

class of toxicant.(Hamadeh H.K 2002)
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Fig 5. Principal components analysis(PCA) of
the data for genes that were altered in a
statistically significant manner with any
of the treatments used.(Hamadeh H.K
2002)
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Fig 6. Estimated predictive accuracy and relative
confidence of the classification model
with the addition of selected transcripts.

The order of transcrips added to the model and the predictive

accuracy were performed using a forward selection scheme and
leave—~one—out cross validation, respectively.(Thomas R.S 2001)
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