#3294: The GSPT1 molecular glue degrader MRT-2359 Is active against prostate cancer
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Introduction Activity of MRT-2359 in an AR(-V7) positive / c-MYC high prostate cancer model MRT-2359 + enzalutamide in an AR positive (V7 low) / c-MYC high model
We had previously observed preferential activity of GSPT1 molecular glue degraders (MGD) in 22RV1 prostate cancer cells express high levels of both full- 1 6h 24 h VCaP prostate cancer cells express mostly full-length AR and only minimal amounts of AR-V7. VCaP cells were
MYC-driven breast and lung cancer cell models in vitro and in vivol2. The schematic depicted length AR and the AR variant AR-V7 that lacks the ligand MRT-2359; M 0 001 01 1 10 30 0 001 01 1 10 30 treated with MRT-2359 or enzalutamide in vitro and protein levels of GSPT1, c-MYC and AR were measured (1).
below outlines a mechanistic hypothesis that could explain this observation. binding domain. 22RV1 cells were treated with MRT-2359 in GSPTL [ — Subsequently, subcutaneous VCaP xenografts in immunodeficient castrated mice were treated with MRT-2359,
vitro and protein levels of GSPT1, c-MYC and AR were - enzalutamide, or a combination thereof (2).
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AN WA A N N of MYC-driven tJm ors 0 20 40 60 T~ —— MRT-2359-mediated GSPT1 degradation led to marked reduction of c-MYC and AR after 24h in vitro. In vivo,
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Opportunity for GSPT1 MGD in prostate cancer
MRT-2359 m_edla.ted GSPT1 deg_radatlon I_ed to markgd I‘edl:ICtlon of c-MYC and AR / AR-V7 aft_er_ 24h_|n vitro. In vivo, MRT- Higher expression of translation-related genes in sensitive prostate cell lines
MRT-2359 is a GSPT1 MGD, which was optimized to achieve preferential antiproliferative activity in 2359 was efficacious upon continuous daily (QD) or intermittent (5 days on / 9 days off) administration. MRT-2359 at 10
MYC-driven lung cancer. While profiling MRT-2359 across hundreds of cancer cell lines representing mg/kg QD led to full tumor regression (TV = 0), and there was no sign of tumor regrowth 35 days after treatment cessation. GSEA (sensitive vs resistant) e + Besides androgen receptor
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CellTiter-Glo assays, 72h incubation with MRT-2359 Differential gene expression analysis at baseline between % 1009 g 1000 « In vitro cancer cell |||':le proﬁlmg_ of theGSPTl MGD MRT-2359 _revealed mark_ed sensitivity in a subset of
sensitive (n = 4) and resistant (n = 3) cell lines shown in panel 2 £ 2 prostate cancer cell lines associated with readily measurable biomarker candidates (AR + c-MYC or NE).
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