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mutation

GUO Mingxin', YU Mengyao', FANG Wentong?, SHAO Youzi!
1. Department of Pharmacy, the Affiliated Yixing Hospital of Jiangsu University, Yixing 214200, China
2. Department of Pharmacy, Jiangsu Province Hospital, Nanjing 210000, China

Abstract: Kirsten rat sarcoma viral oncogene (KRAS) mutations are a major driver of a variety of solid tumors, including pancreatic
cancer, colorectal cancer, and non-small cell lung cancer. Due to the complex structure of KRAS and the lack of a clear drug-binding
pocket, traditional KRAS-targeted therapy has always been considered “difficult to make drugs”, which brings great challenges to
research and clinical applications. Recently, small molecule inhibitors targeting KRAS G12C and G12D mutations have successfully
entered clinical trials and have shown good efficacy and tolerability. This article summarizes the development and clinical trial progress
of targeted KRAS G12 inhibitors on the regulation and signal transduction of KRAS, in order to provide useful reference for the
development of inhibitors. Although the research of targeting KRAS faces many challenges, its huge potential in the treatment of
malignant tumors is full of expectations, and it is expected to provide patients with new treatment options in the future. Future research
will further explore the molecular mechanism of KRAS mutation and its interaction with tumors, with a view to developing more
accurate and effective therapeutic drugs.
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Table 1 Current status of clinical trials of targeted KRAS G12 inhibitors
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RIS X AREIR T JE Wi 15 10 R X 8 3, Horf NSCLC
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X A1 bR A A S B s . 5 RO, A
XF A G0 3 A SRR IS FE RIS T, R
WIE (ICso) fHAE 52~64.5 nmol-L™'. Hrb, #H
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