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Increased Inhibition of pERK With MiaPaCa-2 Cells Resistant to KRAS G12C
KRAS G12C Inhibitor + Pemigatinib,

but Not With G12Ci + FGFR3i

Combination of Pemigatinib
With KRAS G12C Inhibitors

Treatment of Mesenchymal-Like Lung
Cancer Cells With KRAS G12C
Inhibitors Elevates FGFR Signaling

Inhibitors Displayed Increased Sensitivity to
G12Ci + Pemigatinib Combination

KRAS is one of the most frequently mutated oncogenes. Clinical
studies with recently developed covalent KRAS G12C inhibitors
have shown promising anticancer activity in patients with KRAS

Is Ineffective in Epithelial-
Like NSCLC Tumor Models
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Female NCr nude mice bearing LU99 tumors were dosed with Cmpd C or pemigatinib

Cells were treated with indicated compounds alone or in combination for 5 days. . _
once daily starting on day 7

Cell-Titer Glo was used to determine cell viability. Synergy score for the

FGFR, fibroblast growth factor receptor.

FGFR1 dependency (Chronos score) was correlated with
vimentin expression in lung cancer cells. Red circles designate
cell lines with KRAS mutations. Source: DepMap

combination effect is calculated using a Bliss score model, where the Bliss score
= Yab—(Ya+Yb—(YaYb))x100, where Ya and Yb are the monotherapies. Bliss
scores >20 are strongly synergistic and a higher Bliss score indicates a higher
level of synergism

MiaPaCa-2 cells were cultured with increasing concentrations of AMG510
over time. Clones were generated in the presence of 1 yM AMG510.
Western blot analysis of FGFR1 and B-actin in 8 MiaPaCa-2 KRAS G12C-
resistant clones are shown

LU99 tumor—bearing nude mice (tumor volume ~328 mms3) were given a single dose of the
indicated compounds, and tumors were harvested 2 hours post-dose. The ratio of
pERK/ERK was measured using a Phospho/Total ERK1/2 Whole Cell Lysate assay

(Meso Scale Discovery)
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