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Summary. The present application describes 2-methyl-aza-

quinazoline derivatives as effective and selective inhibitors of
the RAS−SOS interaction. This class of compounds is claimed

to not significantly target the EGFR receptor. The RAS−SOS
inhibitors described in this application are potentially useful in
the treatment of hyperproliferative disorders and in particular
cancer.

Key Structures.
Biological Assay. K-Ras is a small GTPase that can bind

GDP and GTP. SOS1 is a nucleotide exchange factor that
binds to K-Ras-GDP and catalyzes the activation of K-Ras by
promoting opening the GDP-binding pocket to facilitate the
exchange of GDP to GTP. Rebinding of excess nucleotide
leads to dissociation of the K-Ras-SOSI. The compounds
described here were characterized in a series of biochemical
assays
Assay 1: The equilibrium interaction of human SOS1

(hSOS1) with human KRasG12C (hK-RasG12C) was
measured using HTRF. Assay 2: The activation assay of hK-
RasG12C by hSOS1 at high GTP concentration was used to
quantify human SOS1-mediated nucleotide exchange of
human K-RasG12C (hKRasGI). Assay 3: This assay was
used to quantify hSOSI-mediated loading of human K-
RasG12C-GDP with a fluorescent GTP-analog. Assay 4: The
phosphorylation of EGFR (in-cell Wetern) was measured in
Hela Cells.
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Notes: One-hundred (100) examples are provided. The
Complex formation and Crystallization of hSOS1_12 and
Example 81 are described.
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