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Abstract: Kirsten rat sarcoma viral oncogene homolog (KRAS) is one of the most common oncogenes, occurring in a variety of tumor
types. Due to the high intracellular concentration of GTP and the lack of “druggable pocket” in KRAS protein, KRAS was historically
considered an “undruggable” target. In 2021, the first KRASS!2C inhibitor, Sotorasib, was approved for the treatment of patients with
G12C mutated non-small cell lung cancer. KRASY!?P is the most common KRAS mutation. In 2021, the first KRASS!?P inhibitor,
MRTX1133, was well developed and has demonstrated significant antitumor efficacy in both in vitro tumor cell models and xenograft
tumor models. Additionally, as monotherapy frequently leads to drug resistance, similar challenges have been observed in mechanistic
studies of MRTX1133. This review summarizes the latest mechanistic research and resistance mechanisms of MRTX1133 across
various tumor types. Researchers are identifying key resistance genes and developing combination therapies to overcome drug
resistance, thereby providing novel strategies for the development and clinical treatment of small molecule drugs.
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Fig.1 KRAS signaling pathway
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