Retrosynthesis of KRAS inhibitors 20.02.2025 ™
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Kirsten RAt Sarcoma (KRAS) is a GTPase that normally binds with GDP in an inactive state, which modulates its ability
to signal to the cell nucleus to control proliferation or differentiation. Several common mutations result in loss of
proper functioning GTP hydrolysis, preventing KRAS deactivation, affecting important signaling pathways. These
mutations are observed frequently in human cancers (¥17% of solid tumours), and therefore selective KRAS mutant
inhibition is an important but difficult objective!

BI-2865: Kim, D.; et al. Nature, 2023, 619, 160-166. JQDA443: Lorthiois, E.; J. Med. Chem. 2022, 65, 16173-16203
INCB159020: Ye. Q.; et al. J. Med. Chem. 2025, 68, 1924-1939. ACBI3: Popow, J.; et al. Science, 2024, 385, 1338-1347.
KRAS Reviews: Punekar, S. R.; et al. Nat. Rev. Clin. Oncol. 2022, 19, 637-655; Parikh, K.; et al. J. Hematol. Oncol. 2022, 15, 152.
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INCB159020: Ye. Q.; et al. J. Med. Chem. 2025, 68, 1924-1939.
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JQDA443: Lorthiois, E.; J. Med. Chem. 2022, 65, 16173-16203
Azetidine: Meyers, M. J.; et al. Org. Lett. 2009, 11, 3523-3525
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Broker, J.; et al. J. Med. Chem. 2022, 65, 14614-14629

BI-2865: Kim, D.; et al. Nature, 2023, 619, 160-166.
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ACBI3: Popow, J.; et al. Science, 2024, 385, 1338-1347.




