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[Abstract] Mutations in Kirsten rat sarcoma viral oncogene homolog (KRAS) are closely associated with the occurrence and progression
of tumors. The KRAS protein encoded by it was once considered an “undruggable target”. In recent years, significant breakthroughs have

been made in inhibitors targeting the KRAS®"*" mutant, with several drugs being successively approved for marketing, which not only

verifies the feasibility of targeting KRAS but also promotes extensive exploration of selective inhibitors against other mutations beyond
KRAS®" and pan-KRAS inhibitors. With the diversified development of targeting strategies, the application of active small molecules based
on novel “drug-target” interaction modes such as proteolysis-targeting chimera and molecular glues in the regulation of KRAS function has

also been reported successively. This article reviews the research progress of small-molecule anti-tumor drugs targeting KRAS in recent

years, aiming to provide some reference for the drug development of undruggable targets and tumor treatment.
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Figure 1 The discovery and research process of oncogene KRAS and its representative targeted drugs
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Table 1 Clinical results of approved KRA

S%'?° small molecule inhibitors

BMiE A2 MR AT BRIE ORR (95% Cl) /% PFS (95%Cl) / A B2 ik
sotorasib Amgen NSCLC 37.1 (28.6~46.2) 6.6 (5.1~8.2) [15]
adagrasib Mirati Therapeutics NSCLC 429 (33.5~52.6) 6.5 (47~84) [16]
fulzerasib {E18/80 7 NSCLC 49.1 (39.7~58.6) 9.7 (5.6~11.0D [18]
garsorasib %7 AEM/ IE KRG NSCLC 50.0 (41~59) 7.6 (5.6~9.7) [19]
glecirasib R/ 3 T NSCLC 479 (38.5~57.3) 82 (52~11.1) [20]

CI: confidence interval (E {5 [X[H]) ; NSCLC: non-small cell lung cancer (HE/NAIfiliE) ; ORR: objective response rate (% MZEMFEH ) ;

PFS: progression free survival (JCiEfEEAFH])
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Table 2 Small-molecule drugs targeting KRAS under clinical investigation

tamam MAELAR & RLE It i Bt B HYAE
divarasib (GDC-6036) BB 2R T NSCLC 11 /10349 KRAS®"* 0155
JDQ443 P NSCLC 11 /10 34 KRAS®" 57
BBO-8520 BridgeBio Pharma NSCLC 1 KRAS®"* 57
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Figure 3 Optimization of the representative KRAS®'?® inhibitor MRTX1133
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Figure 4 Representative KRAS®™ inhibitors
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Figure 5 Inhibitors targeting other KRAS mutations
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Figure 9 PROTAC targeting KRAS®'?"
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Figure 10 Discovery of pan-KRAS PROTAC ACBI3
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Figure 11 Optimization of KRAS®'?° molecular glues
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Figure 12 Molecular glues targeting KRAS under clinical investigation
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