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Reverse omics analysis for mechanisms on hand-foot syndrome and predictive system
construction.
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Metabolome, vast majority of endobiotic metabolites, is the most down-stream of
omics layers and close to phenotype including drug adverse reactions. Purpose of this study is to reveal
onset mechanisms of molecularly-targeted drug-related hand-foot syndrome, using mainly metabolomic
analysis and upstream genomics. First, metabolomic analysis was performed with extracts from human A431
cell line treated with sorafenib and sunitinib (likely to cause the syndrome) as well as imatinib and
gefitinib (unlikely to cause the syndrome). Among the measured lipids, a diacylglycerol was significantly
changed by sorafenib and sunitinib, but not by imatinib and gefinitib. Based on this result, protein
kinase C was suggested to be involved in the onset of hand-foot syndrome. Since recruiting
sorafenib-administered patients have been continuing, genomic and metabolomic analyses of patient samples
have not been obtained the final results and would be publicized it near future.
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