KRAS Gene Amplification Defines A Distinct Molecular Subgroup of Gastroesophageal Adenocarcinoma
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 The prognostic and/or therapeutic implications of KRAS
amplification are not known in GEC, but were associated with
acquired resistance to EGFR inhibitors and may also be
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A —— Figure 3: (A) Total KRAS protein quantification (amol/ug) across 393 individual tumors (some coupled with metastatic lesions) using * Quantitative proteomic analysis in GEC patients was performed by SRM-
e | — W — Ry SRM-MS. KRAS protein expression level = 0 was measured in 142 analyzed samples (not graphed). FISH performed when available MS. KRAS protein expression levels correlated with FISH KRAS/CEP12
i i ok o s e M it B (red, amplified; dark blue not amplified) (B, C) Correlation between FISH ratio (KRAS/CEP12) and KRAS protein expression level ratio in GEC cell lines and tissues. SRM-MS KRAS protein expression
(amol/ug) in 88 samples with both FISH and SRM data was performed. Using Youden's J statistic analysis, a cutoff of 1662 amol/ug >1662 amol/ug corresponded to KRAS gene amplification by FISH
Figure 1: Microdissected tumor areas from FFPE tissue blocks (n=418) was determined to optimize sensitivity/specificity. TPR- True Positive Rate; FPR- False Positive Rate.

of cell lines (n=25) and patients (n=393) were subjected to Liquid analysis. High KRAS protein expression was associated with worse OS,

Tissue® digestion and MS to quantify KRAS protein level in each paent FFPE Tissue: SRM-MS, FISH and NGS analyses; clinical & pathologic correlation but with small numbers in this group (n=27) larger cohorts would be
sample. MS data was compared with FISH and IHC analyses. required to detect If this is statistically significant.
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