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. : RESULTS
TEAD inhibitors block tumor growth and overcome therapy resistance
; i : OPN-9840 exhibits dose-dependent and on-target antitumor activity in NCI-H226 xenograft tumors
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indicate high TEAD dependency in NF2-mutant MM. We have discovered an array of potent covalent Days of dosing Mol Cancer Ther 2021). :
and non-covalent small molecule inhibitors that occupy the palmitate-binding pocket of TEAD proteins,
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OPN-9840 is an orally active, non-covalent pan-TEAD inhibitor displaying dose-dependent and on-target Combined TEAD and MAPK inhibition synergistically suppresses YAP/TAZ and E2F targets in NCI-H226 tumors CONCLUSIONS:
in vitro and in vivo efficacy for NCI-H226, an NF2-mutant MM cell line. Additionally, OPN-9652 is an
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OPN-9840 shows no in vitro cytotoxicity in HEK293T or Hep G2 cells after 1 or 3 day(s) of OPN.9652 " o1 3 Seq and GSEA analyses of tumors harvest_ed. 24_1 hc_>u_r§ after the final dose administration reveal enbanced cell as additional oncology indications is planned.
incubation. Photo-irritancy factor (PIF) of 1.02 indicates no phototoxicity. Blood-brain barrier (BBB) Trametinib : 7434 47 cycle pathway downregulation and synergistic inhibition of YAP/TAZ and E2F downstream targets in the
specific parallel artificial membrane permeability assay (PAMPA) reveals high BBB penetration Combination 5011 1338 06 combination treatment group. The combination is well tolerated as no body weight loss is observed in mice.
potential. Overall, OPN-9840 has a favorable safety profile and is likely brain penetrant.
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