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= Current therapeutic strategies for metastatic castration-resistant prostate cancer Study Design: Schema
.(mC.)RPC) include tregtment with ne.xt-gene.rat.ion andrqgen receptor pathway Key Eligibility: Dose Level 1 = Histologically documented metastatic adenocarcinoma of the prostate without AR phenotype and AR levels of each subject’s disease will be evaluated pre- and post-treatment based on:
inhibitors (ARPIs), which target the ligand-binding domain (LBD) of the AR. - 1 neuroendocrine differentiation or small cell features = Circulating Tumor Cells — determine AR levels and identify AR variants by immunohistochemical stainin
. . . . . = Progressing mCRPC 40 mg oral daily 9 y y J
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nitial responders wil develc.)p resistance within 1o 3 y.ears. | pathway inhibitor Dose Level 2 = At least 1 measurable lesion per RECIST v1.1 or evaluable bony disease = ctDNA - serial and quantitative measurement of point mutations of AR genes and the expression of genes
= Eventually, nearly all men with prostate cancer treated with ARPIs develop resistance | 80 mg oral daily Dose Level A o | | involved in androgen-driven regulation or tumor progression
via several mechanisms including: ® Prior chemo allowed = Continuing LHRH therapy or bilateral orchiectomy
' = PSA > 10 na/mL or > 2 Dose Level 3- = N =9-16 evaluable R = Tumor biopsies — characterize AR protein expression, AR gene abnormalities and expression of AR-driven genes
* Activation of AR genomic alterations = ngom or = 160 Id .'I » Progressing disease:
* Epigenetic alterations ng/mL (2 50% increase) my oral aally Dose Level B * Increasing PSA as defined by PCWG3 determined by 2 consecutive measurements
* Expression of truncated constitutively active AR splice variants = ECOG 0-2 Dose Level 4: = N =9-16 evaluable 7 days apart OR CTC Biomarker Analysis
N CNS t . ® I I _ i : . . = .7
= Treatment with another ARPI after developing ARPI resistance yields only modest ) seoizure hriTs],teof of 300 mg oral daily Erogge\?\fgg of measurable disease by RECIST v1.1 or progression of bony disease N Validation methods for CTC analysis.
clinical benefits. / | Y ceSey BTG, g = Gene expression signatures capture AR
Oth | therapi toxic and | t quality of lif * Noneuroendocrine Dose Level 5. = Lowestof R EFEEHLE: 0 transcriptional activity (PSMA, PSA, NKX3.1,
| : . o 1.0 = Cluster 1- Median 40.6 months
er salvage therapies are more toxic and impact quality of life. or small cell histology 600 mg oral daily * PSA =10 ng/mL OR 2, J0ecs = 2 i 268 i TMPRSS?2), AR-Variants, and SCNC.
There is substantial unmet need for treatment of men * PSA=2 ng/mL and = 50% increase from nadir on prior thera Baof| R po T - -
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with mCRPC resistant to at least one next-generation ARPI. - N = Adequate renal, hepatic and pulmonary function z,,] Phase Il trials with ARPIs (NCT01942837
m Safety & tolerability, DLT m Compare safety & tolerability ’ 3 & (NCT02025010) in pre-treatment blood
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® |dentify MTD m Estimate ORR, CRR, DOR, PFS cwerz 0z T progression and overall survival
m Select Ph 2d /schedul mC late effi ith i i i $ 1.0
i Neze::27 T s TR A;r;ehzfofygzacy v Exclusion Criteria | 5 os- = These assays will be evaluated as predictive
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mCRPC: metastatic castrate resistant prostate cancer; AR: androgen receptor; AR pathway inhibitor: enzalutamide, darolutamide, apalutamid e, abiraterone; MTD: Maximum N I\/Iajor surgery within 30 days ) ACtIVG infection requiring IV antibiotics - ZZ.PSA I:.essonse . %“-2‘: Bt 2Tt 282
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ONCT-534: Anti-tumor Activity in Preclinical Models ONCT-534" Serum PSA Reduction in Preclinical Models2:3-4-5 Phase 1 Phase 2 Disiance to binding Site (6) ,  Distance 1o binding Se (555
—&— Vehicle (n=3] 1000 7797 venicle (n=5) 5 - Vehicle vs. ONCT-534 p<0.05 = Primary Objectives ® Primary Objectives
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5 L. ., = Enzalutamide (n=1) dose-limiting toxicity (DLT) of ONCT-534 of ONCT-534.
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a) ENZA-Sensitive Model (AR-overexpressing VCaP Model in Castrated Male Rats) .. YAy i) i) activity of ONCT-534. e To correlate antitumor activity of = ONCT-534 has demonstrated preclinical activity in prostate cancer models against unmutated AR and multiple
300- d) ENZA-Resistant MDVR VCaP Model e) AR-V7-Splice Variant Positive e To assess the PK of ONCT-534 ONCT-534 with AR phenotype. forms of AR alteration, including amplification, mutations in the LBD, and splice variants with loss of LBD.
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S . £ 100007 - ONCT-534: Degradation of AR Proteins in Preclinical Models differentiation or small cell features who have relapsed or are refractory (R/R) to at least one next-generation ARPI.
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