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Figure 1 X-ray crystal structure of 1 in complex with KRAS-
Gl12C
Table 1 Comparison of naphthyl replacement SAR. a: IC,; of

suppression of ERK phosphorylation for ERK of H368 cells at 3 h
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Table 3 Exploration of substituted indazoles as hydroxy naphthyl replacements
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Figure 2 X-ray crystal structure of compound 16 bound to KRAS-

G12C with 2.27 A resolution, hydrogens added for clarity

Compd. R, R, H368 IC, /nmol-L"
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Figure 3 X-ray crystal structure of compound S-21 bound to
KRASGIZC
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Table 6 Substituted electrophiles to attenuate reactivity
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Table 7 Properties of compound 29

Item Data

MW/Clog P/PSA (A% 604/5.8/87
NCI-H358 cellular IC,; @ 3 h/nmol-L" 14
Hepatocyte ER (m, d, h)/% 61,36, 50
Microsome ER (m, d, h)/% 57,39, 56
Whole blood stability ¢, ,/h >50
Plasma protein binding/% (m, h) 99.0,98.3
FaSSIF solubility (pH 6.5)/ug-mL" 568
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Figure 4 X-ray crystal structure of adagrasib bound to KRAS®"*



