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Small Molecule Inhibitors of the YAP-TEAD Interaction

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 present in intermediates 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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1. BnOH, Cs2CO3, DMF, 80 °C, 99% yield
2. NCS, p-TsOH, MeCN, r.t., 79% yield

3. NaBH4, THF, r.t., 91% yield
4. PPh3, CBr4, CH2Cl2, r.t., 69% yield
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1. 2 N HCl, MeCN, r.t., 100% yield
2. Raney-Ni, MeOH/THF, r.t., 99% yield

3. PPh3, DIAD, THF, r.t., 66% yield
4. 2 N NaOH, MeOH/THF, r.t. 74% yield
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    MeOH, r.t., 45%

2. 2 N HCl, EtOAc, r.t., 95% yield
3. (COCl)2, DMF, CH2Cl2
    r.t., then NH4OH, 96% yield

1. BH3•Me2S, THF, r.t., 93% yield

2. Boc2O, CH2Cl2, r.t., 96% yield
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B2Pin2, PdCl2(dppf)•CH2Cl2

110 °C, 78% yield
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    Pd2(dba)3, N-Xantphos, K3PO4
    100 °C, 72% yield
2. Pt(II) cat., H2O–EtOH, 80 °C, 68% yield
3. TFA, CH2Cl2, r.t., 
    43% yield (1), 47% yield (2)
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YAP-TEAD Biochemical Assay   IC50 = 2.7 nM
Cellular Reporter Gene Assay   IC50 =  51 nM
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