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BIOLOGICAL ACTIVITY

suialo4d

Description YF135 is an efficient and reversible-covalent KRASG12C PROTAC. YF135 is designed and synthesized by tethering KRAS G12C
inhibitor 48 (compound 6d) as the ligand, and basing on the scaffold of MRTX849 linkage VHL ligand. YF135 significantly
induces the degradation of KRAS®12C in a reversible manner and decreases phospho-ERK level through the E3 ligase VHL
mediated proteasome pathwayl1l.

In Vitro YF135 inhibits the proliferation of H358 and H23 cells with ICsq values of 153.9 and 243.9 nM, respectivelyll.

YF135 obviously decreases the protein level of KRASS12€ and phospho-ERK in H358 and H23 cells in a time (3 uM, 0-36 h) and
dose (0-10 uM, 24 h) dependent manner, while the washout by fresh medium significantly rescues such effects(L],

YF135 induces degradation of KRASS12C through the E3 ligase VHL mediated proteasome pathway. YF135 covalently bind to
KRASG12C and VHL ligase to form a ternary complex!1.

MCE has not independently confirmed the accuracy of these methods. They are for reference only.
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lung cancer cell lines H358, H23 and A549 {1l
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Obviously decreased the protein level of KRASG12C and phospho-ERK in a time (3 uM, 0-36
h) and dose (0-10 uM, 24 h) dependent manner, with DCsq values of 3.61, 1.68 uM in H358
cells, respectively, and 4.53, 1.44 uM in H23 cells, respectively.

lung cancer cell lines H358, H23 and A549 (1]
3uM
24 h

Induced the significant degradation on KRAS®12C and decreased the level of phospho-ERK,
while the washout by fresh medium significantly rescued such effects.
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Caution: Product has not been fully validated for medical applications. For research use only.
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