A phase 1, first-in-human study of OP-3136, a novel oral selective KAT6A/B inhibitor, as monotherapy in advanced
solid tumors and in combination with endocrine therapy in ER+, HER2- advanced breast cancer: preliminary results
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BACKGROUND DEMOGRAPHICS AND DISEASE CHARACTERISTICS PHARMACOKINETICS EFFICACY AND TARGET ENGAGEMENT

+ Histone lysine acetyltransferases (KATs) control oncogenic » Asof March 2, 2026, 32 patients were enrolled in the monotherapy dose-escalation * OP-3136 exhibits dose-proportional plasma exposure across the 2- to 45-mg dose range in * OP-3136 monotherapy demonstrated tumor shrinkage across dose levels and * Longest duration of treatment is 62 weeks and ongoing (Figure 6).
transcription and are frequently dysregulated in cancer.’ cohort (Table 1). 26 participants evaluated to date. Steady state was achieved by C1D15 (Figure 3). tumor types (Figure 4). + 11 (34%) remain on treatment, including 9 patients with ABC and
«  Small-molecule KAT6A/B inhibitors have shown promising clinical * The steady-state concentrations were above effective concentration targets (determined from — Among 19 response-evaluable patients, 13 (68%) demonstrated reduction 2 with mCRPC.
. . -, . Table 1. Baseline patient demographics and disease characteristics preclinical models) when dosed at 26 mg. in target lesion(s) size.
efficacy in estrogen receptor-positive (ER+), human epidermal growth ) ] ) Figure 6. Duration of treatment*
factor receptor 2-negative (HER2-) advanced breast cancer (ABC).2 Characteristic Total (N=32) Figure 3. Plasma concentration-time profiles for OP-3136 across dose levels * Partial response (PR) was observed in 3 of 19 response-evaluable patients
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* This phase 1 first-in-human study evaluates the safety, tolerability Sam " » . . S
’ ’ . . B f . ples were collected on cycle 1, day 15 predose and at the indicated timepoints following OP-3136 administration. % . . . .
pharmacokinetics (PK), and preliminary antitumor activity of Patients included in the study were heavily pretreated. Data are arithmetic mean and SEM. » Representative cases demonstrate confirmed PRs with radiographic o B e s e B o Maron s 309 " datewas
OP-3136 as monotherapy in advanced solid tumors and in . All patients with ABC had received prior CDK4/6 inhibitor and ET. (D>ashed line replresents effica::iotl{s CasveEe|3|<pc)tsur§ bgsed on ?t(r]\j mg/kg OP-3136 dose in mouse ZR-75-1 xenograft models. tumor reduction (Figure 5)
ave, average plasma concentration; , Standara error o e mean. . . . .
combination with fulvestrant or palazestrant (a novel oral complete All patients with mCRPC had received prior androgen receptor-targeted therapy; 7 (70%) ) . . ) . *  Lysine 23 of histone H3 (H3K23) is a direct molecular target of KAT6.
" - . : . o h . . . . . Figure 5. Computed tomography scans from patients with confirmed partial response . . .
estrogen receptor antagonist [CERAN] and selective estrogen patients received prior radiopharmaceuticals, and 7 (70%) received prior chemotherapy. » OP-3136 demonstrates rapid absorption and consistent half-life across the dose range Baseline Best * Total histone H3 and acetylated histone H3 at lysine 23 (H3K23ac)
receptor degrader [SERD]) in ER+, HER2- ABC (NCT06784193).4 evaluated (Table 4). estresponse were assessed prior to OP-3136 administration and at the indicated
. . . . . . . . * Patient with ER+, HER2- ABC; posttreatment timepoints (Figure 7).
«  Here we present an analysis from the monotherapy dose-escalation Table 2. Prior systemic therapy in the advanced/metastatic setting Table 4. Steady-state pharmacokinetic parameters of OP-3136 4 prior lines for metastatic
disease * Reduction in H3K23ac levels was observed following OP-3136 dosing.
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ABC, advanced breast cancer; ADC, antibody-drug conjugate; AR, androgen receptor; CDK4/6, cyclin-dependent kinase 4/6; mCRPC, s I llecti ti int
metastatic castration-resistant prostate cancer; PARP, poly (ADP-ribose) polymerase. *Geomean (Ga0CVS%). M= median [min-max]. . . . L . ABC, advanced breast cancer; ER+, estrogen receptor-positive; HER2-, human epidermal growth factor receptor . . ample coflec |on‘ imepoin .
AUCo-24, gre-a underthe conceptratlon-tlme cur\(e from 0 to 24 hours; Cmax, maximum plasma concentration; Cmin, minimum plasma concentration; 2-negative; mCRPC, metastatic castration-resistant prostate cancer; PR, partial response; PSA, prostate-specific antigen; Total H3 and H3K23a‘c were measuref’ in peripheral blood monocytes using a Mesoscale Discovery Assay.
t1/2, half-life; Tmax, time to maximum concentration. QD, every day; RECIST, Response Evaluation Criteria in Solid Tumors. ac, acetylated; H3, histone H3; K, lysine; pre, predose.
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=3 PART 15 Monotherapy SAFETY AND TOLERABILITY CONCLUSIONS
3 s OP-3136 + andin
g H fulvestrant combination . i i i i i
g 1= 3 Table 3. TRAEs reported in 210% of patients (N=32) * There were no dose-limiting toxicities (DLTs) observed across the evaluated dose levels. In the ongoing dose-escalation phase of the OP-3136-101 phase 1, first-in-human trial, OP-3136 was well tolerated
% m § * Most treatment-related adverse events (TRAEs) were grade 1 or 2; no grade 4 or 5 TRAEs were reported. as monothera py.
5 3 DARTIC: Any TRAE 31 (97%) 11+ (34%) *  The most common TRAEs were dysgeusia, anemia, and neutropenia. - No DLTs were observed across the evaluated daily dose range, up to 45 mg.
n= 5 . . . . . . .
. * W Dysgeusia* 26 (81%) N/A — Dysgeusia* occurred in 26 patients (81%), including 18 with grade 1 (56%) and 8 (25%) with grade 2 events. No - Most TRAEs were grade 1-2; there were no grade 4-5 TRAEs. TRAEs were manageable with dose modifications. No
g Anemia 12 (38%) 2 (6%) patients discontinued treatment due to dysgeusia. . . .
33 . . . : , . . . discontinuation due to TRAEs.
g Fatigue 12 (38%) 1(3%) - Neutropenia® occurred in 11 patients (34%), including 9 (28%) with grade 3. No grade 4 neutropenia or febrile .
L Starting dose Neutropeniat 11 (34%) 9(28%) neutropenia (any grade) were reported. No patients discontinued treatment due to neutropenia. Neutropenia was * PKwas dose proportlonal across the evaluated dose range and Steady state was reached by C1D15.
<

Nausea 8 (25%) 0 reversible and manageable by dose modifications.  Rapid and sustained reduction (~70%-90%) in H3K23ac levels was observed at all doses tested, consistent with KAT6

* Adverse events (AEs), regardless of causality, leading to dose interruption occurred in 14 patients (43.8%), and dose

0,
OBIECTIVES ety and tolerability. RDE Secondary: PK, ORR (CR + PR), CBR (CR + PR :ﬁ?let coun:decreased 46(21295?/)) 8 reductions in 8 patients (25.0%). The most common AE leading to dose reduction was neutropenia' (12.5%). target engagement.
* Primary: Safety and tolerability, * Secondary: PK, + b + increase . o o o - - o a o o a
(monotharapy + combination) + SD =24 weeks), DOR —— 412 50/") . « Overall, 21 patients (66%) discontinued treatment.  Preliminary efficacy was observed, including tumor shrinkage in two-thirds of response-evaluable patients, with
. 0 . . . . .
- 11(34%) patients discontinued due to disease progression; 1 (3.1%) discontinued due to grade 3 lower confirmed and durable responses in patients with ABC and mCRPC treated with OP-3136 monotherapy.
OIN, ian Optil ; CBR, clini i ; CR, ; DOR, i g * ‘ it « f T g i . . . _ . . . . .
e Skt e et e e e e o respiratory tract infection, not related to OP-3136; 9 (26%) patients discontinued due to other reasons (physician | . g roliment is ongoing in OP-3136 monotherapy (Part 1A) for all patients, as well as in combination with fulvestrant
expansion; SD, stable disease; TBD, to be determined. (1at6mg, 4at12mg, 1 at20 mg, 1 at 30 mg, and 2 at 45 mg); thrombocytopenia (1 at 30 mg); leukopenia (1 at decision, clinical progression, and withdrawal of Consent). A X ) ’
30 mg); fatigue (1 at 12 mg); syncope (1 at 12 m). (Part 1B) and palazestrant (Part 1C) in patients with ABC.

ALT, alanine aminotransferase; N/A, not applicable; TRAE, treatment-related adverse event.

Key Eligibility Criteria (Part 1A)

*  Patients with advanced or metastatic solid tumors ER+, HER2- ABC,
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