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Result 1: Fulzerasib has better effect than sotorasib in inhibiting colony formation, and cetuximab can enhance Result 2: Fulzerasib or sotorasib _combined
the effect of both fulzerasib and sotorasib with_cetuximab_inhibited NRF2, SLCT7AII,
PSATI and AURKA expressions

Introduction

*  Drug resistance is one of the challenges in treating KRAS GI12C-mutant lung
adenocarcinoma. AURKA and PSAT| elicit adaptive resistance to target therapy in lung
cancer [1,2].

# Cetuximab, an EGFR-targeting drug, is proved to have antitumor effect via inhibiting
NRF2 in KRAS mutant colon cancer cells [3].

Fulzerasib Fulzerasib + cetusimab Satorasib Sotorusib + cetusimab
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* To compare the antitumor effect of [ulzerasib or sotorasib in different lung o — == = i 2 i = = SEATAT
adenocarcinoma cell lines with KRAS G12C mutation. ) Lo o

* To testify whether cetuximab would enhance the antitumor effect of KRAS G12C : g L 5 2 : ; 3 ; & . e s e
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* To explore the underlying mechanism of the synergism of KRAS G12C inhibitors and Y. AR wM am o nse v
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Nate: The mamber under each band indicates their mulitiples of the
miean grey valwes to the negative control fthe first sample of each
hand), All the grey values were normalized to the mean gray value of
flaciin.

The KRAS mutant NSCLC cell lines H358, H23 and H2030 o
were treated with Fulzerasib or Sotorasib in combination with
Cetuximab.

Colony formation assays were used to check the inhibitory effect 7 5
of these treatments. Conclusions
Western blotting experiments were carried out to analyze the
expression or activation of the following proteins: NRF2,
KEAP1, SLCTALL, AURKA. PSATI1, PRMT1 and PGHDH. Fulzerasib inhibits formation of clones of tumor cells

with a much lower dose of fulzerasib than sotorasib with Cetuximab improves the antitumor properties of
or without cetuximab, even in H23, which is more fulzerasib as well as sotorasib.

resistant to fulzerasib and sotorasib.

Sam am sau T P e e 1590 e [ i i)

Note: The nunber under each well indicates the dr)\e aof fulzeraxib or setorasih, The dose of ceticimab was 45ugiml in H358 and d6ugiml in H23.
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