Innovative Drug

Discovery and
Development

YAP
TEAD

PPl inhibitors

virtual screening

structure-based

design

1366

¥

P. FURET* ET AL. (NOVARTIS INSTITUTES FOR BIOMEDICAL RESEARCH, BASEL,
SWITZERLAND)

The First Class of Small Molecules Potently Disrupting the YAP-TEAD Interaction by Direct Competition
ChemMedChem 2022, 17, 202200303 DOI: 10.1002/cmdc.202200303.

Small Molecule Inhibitors of the YAP-TEAD Interaction
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Significance: Disruption of the YAP-TEAD pro-
tein—protein interaction (PPI) represents an oppor-
tunity to treat cancers associated with proliferation
mediated by the Hippo signaling pathway. Howev-
er, due to the extended and shallow surface that
YAP and TEAD interact through, identification of ef-
ficient small-molecule inhibitors of the YAP-TEAD
PPI has been challenging. Using virtual screening
and structure-based drug design, Furet and co-
workers have identified compound 2 which is a po-
tent disruptor of the YAP-TEAD PPI both biochemi-
cally and in a cellular setting.

Comment: The single enantiomer dihydrobenzo-
furan presentinintermediates A and B was installed
through a key Mitsunobu reaction and salt resolu-
tion. Guided by structure, Furet and co-workers lev-
eraged intermediates A and B to explore hydropho-
bic substitution at the 4-position of the dihydro-
benzofuran scaffold through Suzuki coupling.
Ultimately, compound 2 was synthesized in 47%
yield via Suzuki coupling of compound B, followed
by nitrile hydration, Boc deprotection and chroma-
tographic separation from the undesired biaryl
diastereomer 1.
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