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duplexes show two modes of transcript

lation In animal cells
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pset of SIRNAs show strong in vitro off-target regulations

served In human and rhesus cell lines
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ng seed matches improves prediction of SIRNA
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e-wide tools for target site validation remain

ratory

May use tools up front in selection of target site and siRNA
» Seed match silencing prediction
* Long match silencing prediction
» Expression profiling in vitro or in vivo
However, bioinformatics tools have limitations
* Prediction algorithms may miss important off-target genes
* Expression profiling is limited by choice of time point, tissue, organ
etc.

* A potential off-target gene identified in silico or in vitro may not show
toxicity in vivo as it may be a poor target, not expressed at the time
or in the tissue where the drug is present, or non-critical in function

At present, in silico predictions and molecular profiling
are exploratory tools not yet qualified as predictors of
animal or human efficacy or toxicity €9 MERCK
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iIssessment of off-target effects, GLP safety

les are the gold standard

For both small molecule and oligonucleotide therapeutics,
only GLP safety studies assess responses by the whole
organism to the effects of the drug.

No matter how well implemented, bioinformatics tools can
never address the whole organism, all tissues and their
Interactions over time.
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