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Abstract

Pancreatic adenocarcinoma (PAC) is notorious fodévastating disease course and prognosis. Géineitavhich inhibits
DNA replication, is a widely used regimen for PA€dtment but lack of response and resistance diigits its
effectiveness. The Replication Stress Response XRS&signaling network that recognizes challengeBNA replication
and mobilizes diverse activities to maintain genantegrity. The RSR is critical for the preventiofipancreatic cancer by
acting as a cancer barrier. Mutations in the RSRnptte the proliferation of genetically unstabldseltimately resulting in
cancer but also weaken the ability of cancer delleespond to treatment by compromising repair \pagts. We utilized a
rationale-driven approach to identify novel bionesfor outcome in patients with early-stage rexsb®AC treated with
adjuvant gemcitabine by exploiting dysregulated Rfsfhways in PAC. We completed a synthetic letbeden to identify
genetic determinants of gemcitabine sensitivityhimiman pancreatic cancer cells. Gemcitabine seitgitgenes were
assessed for their potential as biomarkers by nhatérg their dysregulation and differential expliessin pancreatic cancer
tissues. Novel gemcitabine sensitivity genes, dydeted and differentially expressed in PAC, waralgzed as biomarkers
by correlating their expression by immunohistochetngiof tumor tissue from PAC patients who undera@section with
clinical outcome. The identification of novel gemadiine sensitivity gene biomarkers may be utilizeghersonalize therapy
for PAC patients.
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