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Summary and Conclusions TEAD1-selective TEAD inhibitor shows renal toxicity

Background

- The Hippo-YAP/TAZ pathway is involved in the regulation of cell proliferation, .« Utilizing our TEAD inhibitors with differential TEAD selectivity, we found that TEAD1-selective TEAD > Dose and exposure at which clinical signs of toxicity (decreased activity, reduced body weights and
survival, and cell migration. Genetic alterations of the Hippo signaling pathway palmitoylation inhibitors are less efficacious than pan-TEAD/multiple-TEAD inhibitors in combination 00 consumption)were seen

components resulting in YAP/TAZ activation have been reported in a variety of studies with taraeted therapies
human malignancies. YAP/TAZ activation and functional requirement have also : : .g . P .y : e p : : : Compound ID TEAD Selectivity Dose (mg/kg/day) Cp.(ng/imL)  AUCg., (h*ng/mL)
. . . o . . - Multi-TEAD inhibitors have wider spectrum of efficacy than TEAD1-selective inhibitors in mesothelioma (in
been linked to resistance to targeted therapies by providing the essential survival _ _ ) S
signal in drug-tolerant persister/dormant cells vitro cell proliferation assays). L =D — 502 Il
) . . . .y = g = . . . >
e TEAD transcription factors are the major effectors of the H|pp0-YAP/TAZ ¢ In 14'dayl28'day l'at StUdleS, TEAD1'Se|ec't|V9 TEAD InthItOl'S a|SO QXhlblted prOtelnurlc nephropathy Wlth V3989 R;§£/21F{(;[|EQA\I:/)$()39-|-8IEQA\|:/)'?1OS 4225 12:,33200 1782’200
pathway. There are four members in the TEAD family: TEAD1, TEAD2, TEADS3, evidence of podocyte injury by electron microscopy similar to that observed with pan-TEAD/multiple-TEAD o | P, o e of remal i | }
and TEAD4. All four members have a conserved cysteine residue that gets auto- inhibitors. Similar magnitude of alterations in clinical pathology alterations reflective of renal injury only occurre

at substantially higher doses and exposures of VT3989 than VT103.

palmitoylated and a highly conserved central pocket in which the palmitate is . Based on our findings, we can conclude that TEAD1-selective TEAD palmitoylation inhibitors can have
buried. TEAD auto-palmitoylation is required for TEAD interaction with

coactivator YAP/TAZ and transcriptional activity.
« We have discovered and developed highly potent and selective TEAD auto-
i A e L e e AL LU Comparing TEAD inhibitors with differential TEAD selectivity in in vitro cell proliferation Dose Cona AUCq.4
palmitate pocket, disrupt YAP/TAZ-TEAD protein interaction, suppress TEAD I Serum protein (>8%) 50 79 95

transcriptional activity, and selectively block NF2-deficient mesothelioma A. D. I Serum protein (>25%) 208 96 91

.. . . L _ o ) _ » Increased kidney weights and proteinuric nephropathy of comparable severity occurred at
similar on-target effect on kidneys as TEAD inhibitors with broader TEAD selectivity while having reduced substantially lower VT103 doses and systemic exposures than for VT3989.

anti-tumor efficacy and durability of response in combination with targeted therapies.
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