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BACKGROUND HIERARCHICAL CLUSTERING OF BIOPSY SAMPLES AZD8931 TREATED AND RESISTANT CELL LINES

« AZD8931 is a small-molecule inhibitor with equipotent activity against erbB1 1. Hierarchical clustering of biopsies 4. Downregulation of AKT signaling was confirmed in AZD8931 treated and
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CLARA SIGNATU RE SCORES AN D N EOADJ UVANT TREATM ENT pathway signaling in FLO1 parental and AZD8931-resistant EAC cell lines when treated with AZD8931 5uM.

CLARA' Total mRNA Report 2. Comparing signature scores pre- and post- neoadjuvant treatment demonstrated a
significant reduction in scores relating to DNA damage repair (DDR) deficiency and an CONCLUSIONS AND FUTURE DIRECTIONS

clara' provides a comprehensive overview of

tumor profiles according to the Hallmarks of increase in angiogenesis signatures and EMT signatures. e We report the use of a novel software tool to apply 92 gene expression
Cancer incorporating: _ : A'T:_C DNA Damage assay 1I-:ED Gene Signature AIT?: Angiogenesis Assay IE1h:T Enrichment Score signatures to EAC bIOpSV and resection specimens from the DEBIOC trial to
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& e S & * AZD8931 treatment was associated with a reduction in EGFR, Her2 and AKT
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Figure 4: clara' signature scores pre- and post-neoadjuvant treatment (Xelox +/-AZD8931).

3. Comparing pre- and post-treatment signature scores in patients treated with Xelox +/- | |* These data are being further explored to discover resistance mechanisms to

Figure 2: clara’ utilizes the Hallmarks of Cancer. Adapted from Hanahan D, Weinberg RA. Hallmarks of AZD8931 showed a Slgmﬂcant reduction in EGFR SenSItIVIty Slgnature’ ERBBZ-SpeCIfIC AZD3931.
cancer: The next generation. Cell 2011;144:646—74. With permission from Elsevier. Gene Expression Signature and Hallmark PI3K-AKT- MTOR Signaling in those treated with
Xelox + AZD8931 in keeping with its mechanism of action. ACKNOWLEDGEMENTS
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* EGFR and Her2 expression were assessed by IHC and FISH. ¥ 5<0.05; **p<0.01 ***p<0.001; ****p<0.0001 -




