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['Defective RNA Splicing and Oncogene Activation,]
B  David M. Epstein %4

Associate Professor/Associate Dean,
Cancer & Stem Cell Biology Programme
Duke-NUS Medical School

Abstract: Activating, somatic mutations in the intracellular kinase domains of receptor
tyrosine kinases are major oncogenic drivers for a variety of cancers. Large scale alterations
in protein structure and function may also be achieved through dysregulated mRNA splicing.
Does aberrant splicing provide a separate and general means to oncogenic activation? We are
interested in delineating the functional effects of aberrant mRNA splicing in the context of
altered biological pathways, and in understanding the mechanism of activation of individual
oncogenes. We describe an initial analysis of global splicing program changes in gastric
cancer and then present a novel mechanism of oncogene activation.
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