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Despite recent advances in personalized medicine, conventional chemotherapy remains a backbone in breast cancer therapy and resistance to

chemotherapy is still a main cause of treatment failure. Thus, identifying markers predicting sensitivity or resistance to individual chemotherapeutics is of I' In samples from the EpiTax-trial, CDH1 mutations predicted an inferior response (trend across response groups; cPD, cSD, cPR and cCR) in the paclitaxel "L In in vitro analyses, resistance to paclitaxel was observed In three different breast cancer cell ines upon siRNA mediated knock-down of CDHL, as well
great importance. Such biomarkers may be used for selection of optimal treatment strategies, improving the chances of favourable responses and curation arm (p=0.01) as well as the epirubicin arm (p=0.04). The predictive value was observed within the subgroup of ER-positive cases (both for paclitaxel as in a CRISPR/Cas9 mediated CDHI knock-out model, as measured by growth rate, induction of apoptosis, G2 arrest, mitochondrial respiration and tubulin
as well as allowing omission of treatment that is unlikely to be effective and would result in unnecessary side effects to the individual patient. (p=0.005) and epirubicin (p=0.003)) but not among ER-negative tumors. The majority of CDH1 mutations (24/34=71%) were observed in lobular cancers. stability. For anthracyclines, similar effects were observed for mitochondrial respiration.

While lobular histology predicted resistance to paclitaxel (but not epirubicin), CDH1 mutations predicted resistance also within the subgroup of lobular

cases (p=0.002), demonstrating CDH1 mutations to be an independent predictor and not only a co-variate to lobular histology. Assessing functionally linked Apoptosis in CDH1 K.D. cells

Exploring molecular resistance mechanisms in neoadjuvant trials is an attractive approach since the response evaluation is performed within the trial time
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