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Predictive biomarkers for the death receptor targeted cancer therapies
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he death receptors (DRs) TNFR1, Fas/CD95, DR4 and DR5 are attractive targets for cancer treatment. When expressed on

cell surface, they can transduce death signals from their cognate ligands such as TNFa, Fas ligand, and TNF-related apoptosis
inducing ligand (TRAIL). Multiple clinical trials are ongoing to evaluate the antitumor activities of the recombinant forms of
human TNFa variants, Fas/CD95 ligand, TNF-related apoptosis inducing ligand (TRAIL) and its agonistic antibodies. However,
concerns about drug resistance in tumor cells are shifting the emphasis toward the identification of predictive biomarkers as well
as effective combination therapies. Our laboratory investigates the molecular mechanisms involved in cancer drug action and
resistance. This presentation highlights our recent findings in molecular determinants of TRAIL resistance and the implication in
discovery of biomarkers for prediction of tumor sensitivity to the DR-dependent therapies.
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