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AKT #PH7 Capivasertib fr[E]1858 KRAS G12C HPHI7 a9 g &%

SR 12,

BUOR 2, BNOR '(Lunroka, WRTABUMT 310000: 2.4 HAMEZRE BN AIRAR, HHTABME 310000)

WE: BH REKRAS G12C {IHIFIF] AKT MHIFI-RIAER BB KRAS G12C SRR TIPS R EF
M&l., 75% LLESHE KRAS G12C SRR ABEIREMRE MIA-PACA2 FIAJE/NAREAHE NCI-H358 SiPEMig tRsy, X
FA CCK8 %, mTUAMEAR. Western blotting, FRPERZRLSEIGE S BIEER KRAS G12C iDHEIFIFI-RIAEE 2 SR EX FAXI 4
IRIETENS) . MEEAT. MRBXERRATHLARARSER KNI, R KRAS G12C HHEIFIFI-RIHE
BRIKAREIERNFIEAIRILE, SEHIMEERMERR, IREKRBMHETE AKT B ERK BIEEXEBE
wEFRA, s RMEMIE A EMEEERFIIAT. 48 KRAS GI12C MFIFIFANEIREE EELART KRAS G12C 28
THMEAEEEIENGIER, BT AESARBHRRIMARAEAT, RIENMEMARESTnIESMT.

X#218: KRAS G12C; AKT; Capivasertib; FUMPEEEN,; tHREIVER

AKT Inhibitor Capivasertib Synergically Enhances The Antitumor Activity of KRAS G12C Inhibitor

JIN Shilu!?, YU Qiangz, SHENG ROIlgl(IA Zhejiang University, Hangzhou 310058, China; 2. GenEros Biomedical
Technology Hangzhou Co Ltd., Hangzhou 310000, China)

ABSTRACT: OBJECTIVE To investigate the antitumor activities and mechanisms of the combination of KRAS G12C
inhibitors and AKT inhibitor Capivasertib against KRAS G12- mutant tumor cells. METHODS Taking KRAS G12C mutation
cell lines, including human pancreatic cancer cell line MIA-PACA2 and human non-small cell lung cancer NCI-H358 as in vitro
model, the CCKS8 assay, flow cytometry, Western blotting, colony formation assay were performed to investigate the effects of
KRAS G12C inhibitor in combination with capmatinib or alone on cell proliferation inhibition, cell cycle apoptosis, the
expression of intracellular related proteins and the ability of colony formation, respectively. RESULTS The combination of
KRAS G12C inhibitor and Capivasertib significantly enhanced the inhibition of tumor cell proliferation, cell migration, and
colony formation, and down-regulated the activation or expression of AKT pathway and ERK pathway-related proteins in a
concentration-dependent manner, thereby inducing cell cycle arrest and apoptosis of tumor cells. CONCLUSION The
combination of KRAS G12C inhibitor and Capivasertib has synergistic effects on KRAS G12C mutant tumor cells, and exerts
significant antitumor activities through inducing cell cycle arrest and apoptosis.

KEY WORDS: KRAS G12C inhibitor; AKT inhibitor Capivasertib; Antitumor activity; synergistic effect
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BRI 10 pL FIFF 258, K% 48 he
B e, PBS iEPR4If 1 2%, A 0.2 mL R
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FEMFES A A 4 pL ) Red Nucleus I 4+t
W, ZEIFRS), FHEEEHEF 20 min (5
fE 37 CHEOEIFE 10 min).
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