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SW-682: a novel TEAD inhibitor for the treatment of cancers bearing mutations in the Hippo signaling pathway
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Abstract

Many cancers harbor mutations in the Hippo pathway that lead to
constitutive activation of the transcriptional co-activators YAP/TAZ that then
bind the transcription factor TEAD and drive aberrant transcription of target

SW-682 causes potent and selective inhibition of
proliferation of Hippo-mutant tumor cell lines
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SW-682 demonstrates robust anti-tumor activity

Down-regulation of cell proliferation and cell
survival signatures In H226 tumors by SW-682
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mesothelioma models and caused decreased expression of the TEAD-
dependent genes CCN1 and CCN2 and a YAP gene signature?, as
measured by RNA-seq analysis. SW-682 has a favorable PK profile with
good oral bioavailability in mouse and was well tolerated with no adverse
effects noted or body weight loss throughout the study period. To test the
hypothesis that TEAD inhibition can overcome YAP-driven resistance 4 D ——
mechanisms, we explored SW-682 in combination with MEK inhibitors in : : . T
vitro in tumor cell lines that carry Hippo pathway mutations. In summary, 7 cgomeia S g T T teamembas 0%
SW-682 is a potent and selective investigational TEAD inhibitor which

demonstrated anti-tumor effects in mouse models harboring aberrant
expression of the Hippo pathway, suggesting therapeutic potential in
multiple Hippo-mutant solid tumors. OPersbs EpessonnTOGATumor Semeles

B ke i e P 0 T

100 —-Vehicle, PO, QD*35

o]
(=]
(=)

| =e—SW-882, 30 mg/kg, PO, QD*35

=
o
(=]
-~
o
o

enrichment score

75+

(o2}
(=]
o

enrichment score
- o

GSEA FDR adjusted
p-value 9.17e-05

GSEA FDR adjusted
p-value 1.01e-24

50+

a1
o
1
N
(=]
o

Viability (% of control)
Viability (% of control)

w
(=]
(=)

25+

Mean Tumor Volume (mm?)
(41
(=)
[=]

N
8
% Change in Tumor Volume

= Gene set enrichment analysis demonstrated down-regulation of cell
cycle, MYC, mTORC, KRAS and growth factor related signatures in
SW-682-treated H226 tumors compared to vehicle-treated group
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TEAD isoforms are differentially expressed in
tumor tissues and SW-682 binds all isoforms
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Combination of SW-682 with a MEK inhibitor

TEAD Paralog Expression in TCGA Tumer Samples

Increased apoptosis in Hippo-mutant tumor cells
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