SP-3164, a novel molecular glue degrader with activity in preclinical models of multiple myeloma
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Introduction Results
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concentrations) for 96 hrs and viability assessed with CellTiterGlo® Figure 7. The combination of SP-3164 and bortezomib performed resulted in
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* Protein degradation | and caspase-3 cleavage: MM.1s cells were Figure 4 . In a panel of multiple myeloma Cell lines SP-3164 demonstrated potent than SP-3164 or bortezomib alone and the combination of pomalidomide and
cultured and treated with SP-3164 for 6, 48, or 96 hrs and Ikaros and c- antiproliferative activity within 96 hrs of dosing in 5 of 8 cell lines assayed (Average IC, bortezomib.

caspase-3 levels assessed by western blot. 96 nM, range 0.04 uM-0.17 uM) Conclusions

* HIBIt-IKZF3 degradation: . I_.“BIT'IKZFs MM1.S CRISPR cell lines were SP-3164, the deuterium-stabilized, active (S)-enantiomer of avadomide, is a novel molecular glue that shows compelling antitumor
treated and lkaros levels monitored at 2-, 4-, and 24-hrs post treatment. activity in MM models

* Flow gytometry: Cglls Were treated with SP-3164 for 72 hrs, stained for SP-3164 potently and efficiently degrades |lkaros and Aiolos in PBMCs. In cancer cells, SP-3164 degrades lkaros and Aiolos,
annexin v and 7-actinomyacin D, and analyzed by flow cytometry. . . .
* In vivo efficacy: Female NOD/SCID mice (n=10) were inoculated with Induces apoptosis and reduces viability in vitro
* |In vivo, SP-3164 showed significant activity as a single agent and in combination with dexamethasone
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