OPN-6602, a potent dual EP300/CBP bromodomain inhibitor, targets multiple myeloma

through concomitant suppression of IRF4 and MYC
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OPN-6602 was evaluated for the ability to inhibit the binding of acetylated histone . growth inhibition reached 60—75% following dex treatment and only . The effect of OPN-6602 in regulating H3K27Ac expression, a marker
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transcription of genes via chromatin remodeling. EP300/CBP inhibition time of 13 min (data not shown). : :
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OPN-6602 synergistic effects are observed in the OPM2 xenograft model. i In the OPM-2 xenograft model, the pharmacodynamic analysis .
OPN-6602 as a single agent suppressed tumor growth (71% TGI). The combination | of tumors harvested 4 hours after 3 days of dosing reveals significant Further development of OPN-6602 as a single agent
of OPN-6602+dex resulted in increased anti-tumor activity (>100% TGl)with 3out  :  down-regulation of MYC, IRF4, and MYB following OPN-6602 and in combination with other standard-of-care agents
of 6 mice having tumor regressions. OPN-6602+dex+pom and OPN-6602+mezi+ . treatment. No significant effects were observed with 2.5 mg/kg in multiple myeloma and other oncology indications
dex exhibited increased anti-tumor activity with 6 out of 6 mice having tumor pomalidomide treatment. Synergistic effects with further reduction is planned
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duration of response up to day 30, whereas the OPN-6602+mezi+dex exhibited a | myeloma patients is scheduled to start in 2024

a predominantly hydrophobic pocket distal to the N- and C-termini and formed
by three helices. Two key polar interactions were identified, Asn1132 and
Arg1137, which help to anchor OPN-6742 and OPN-6602 in the binding pocket.

longer sustained duration of response > 42 days.
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