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Abstract: Precision oncology has made significant advances, mainly by targeting actionable mutations and
fusion events involving cancer driver genes. Aiming to expand treatment opportunities, recent studies have
begun to explore the utility of tumor transcriptome to guide patient treatment. | will introduce a new
approach, termed SELECT, which harnesses genetic interactions to successfully predict patient response to
cancer therapy from the tumor transcriptome. SELECT is tested on a broad collection of 35 published targeted
and immunotherapy clinical trials from 10 different cancer types. It is predictive of patients’ response in 80%
of these clinical trials and in the recent multi-arm WINTHER trial. In summary, we report the first systematic,
transcriptomics-based approach that is predictive across many targeted and immune therapies. The predictive
signatures and the code are made publicly available for academic use, laying a basis for future prospective
clinical studies. As time permits, | will provide a brief overview of MadHitter, a new approach for guiding
precision cancer therapy based on single cell tumor transcriptomics.
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