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mechanisms by which resistance to AR-pathway inhibitors Figure-1: A. DAARIs (ONCT-534 and ONCT-505) destabilize AR and AR-V7 in 22RV1 cells, {o-omu EA S L L L I L L
develops in CRPC. No approved drugs inhibit AR-SVs. while PROTAC ARV-110 destabilized only AR, but not AR-V7. B. DAARIs have a distinct Ea o5 [o7r| osz [ose [ oz [ oes | oss [ os .
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hAR-5Vs (,E E_m & 8100 430 MM Figure-4: A. 22Rv1 cells were implanted in SRG immunocompromised rats. Once the tumors are palpable, the animals were castrated,
H H 0 " o and the tumors were allowed to regrow as CRPC. Animals (n=7-10) were randomized and treated orally. Tumor volume was measured
H thrice weekly. Serum PSA was measured in serum collected at the end of the study. Right. 22Rv1 cells were implanted in NSG mice
i and a xenograft study was performed as indicated for the left panel.
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maximum effect observed long-term treatment. Figure-2: A. DAARI ONCT-534 binds to the N-terminal domain of the AR as shown by intrinsic .
« DAARIs inhibit AR and AR-SV-positive cell line and fluorescence. B. Mass Spectrum of a covalent molecule designed from ONCT-534 confirms the LuCaP-86.2 PDX (Intact NSG Mice)
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Figure-5: LuCaP 86.2 PDX tumor pieces were implanted into intact NSG mice. Once the tumors reached 100-300 mms3, the animals were

Fu nd | ng . The work was funded by CA229164 grant Figure-3: Enzalutamide-resistant VCaP cells were implanted in SRG rats (n=5-8). Animals were either randomized and treated orally.

from NCI and by ONCT. castrated (A) or left intact (B & C) and were treated orally wi_th 60 mpk ONCT-534 _(A), dose response of
Y ONCT-534 (B) or ONCT-505 (C). Tumor volume and body weight were measured thrice weekly.
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