6254: The discovery and preclinical characterization of the SAM-competitive PRMT5 inhibitor UCT-000445
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P ’ & ° Figure 2. Dimethylation of SmD1/D3 proteins (“SmD1/D3 Me,”) was assessed by western blot as a S z 4. Belmontes, B. et. al. AACR Annual Meeting 2022 poster presentation
UCT-000445 (dat? .n(.)t shown) o ) o pharmacodynamic marker of PRMTS5 inhibition, which was previously validated®?. SmD3 and B-actin are § 0.0 0.0 0.0 5. Briggs, K.J. et. al. AACR Annual Meeting 2022 poster presentation
* The greater specificity of UCT-000445 may give it a wider therapeutic index then loading controls. (A) Schematic of methyl transfer to target arginine by Type II PRMTs. Note that Type | = NCI-H1048 NCI-H1155 NCI-H1435 6. Jensen-Pergakes, K. et. al. (2022) Mol. Cancer Ther. 21: 3 — 15
that seen with JNJ-64619178 PRMTs can mono-methylate target arginine before a Type Il PRMT transfers the second methyl. (B) FaDu  Figure 3. CD-1 athymic nude mice subcutaneously implanted with (A) human colon cancer cell 7. Brehmer, D. et. al. (2021) Mol. Cancer Ther. 20: 2317 — 2328
* Notably, UCT-000445 has the same anti-proliferative effect as the benchmark cells were treated for the indicated time and proteins of interest were measured by western blot. “JNJ” = |ine models, (B) human squamous cell carcinoma models or (C) human lung cancer cell line
(Table 3), suggesting that PRMT9 and G9a inhibition are dispensable for INJ-64619178 and “445” = UCT-000445. (C) CD-1 athymic nude mice bearing UPCISCC125 xenografts were  models were treated with vehicle or with the indicated dose of UCT-000445 PO QD. All studies FUNDING
therapeutic action treated QD with vehicle control (Ctl"l) or 12.5 mg/kg UCT-000445 (445) for 21 days and tumor |ysates were were performed with 8 animals per arm. Tumor volumes were determined using Ca“per )
collected. Lysates from two animals of the Ctrl group and two animals of the 445 group are presented. measurements and recorded in mms3. These studies were funded by 1200 Pharma LLC
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