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MRT-8102, an Orally Bioavailable NEK7-Selective Molecular Glue Degrader, Suppresses NLRP3 Inflammasome Activation and Demonstrates
Efficacy in a Rabbit Model of Gouty Arthritis
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NEK?7 Licenses NLRP3 Inflammasome Assembly Fig 1. MRT-8102 Inhibited NLRP3 Activation in (A) MSU-, (B) CPPD- Fig 4. MRT-8102 Treatment Induced NEK7 Degradation in vivo &
Stimulated hMDM, and (C) Whole Blood From Donors Diagnosed Led to Reduced Synovial Fluid C-reactive protein (CRP)
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Abbreviations: ANOVA: analysis of variance; ASC: apoptosis-associated speck-like protein containing a caspase recruitment domain; ASCVD: atherosclerotic cardiovascular disease; CPPD. calcium pyrophosphate dihydrate; CRBN: cereblon; CRP: C-reactive protein; DAMP: damage-associated molecular pattern; DMSO. dimethyl sulfoxide;, ELISA: enzyme-
linked immunosorbent assay;, GSDMD(-N): gasdermin D (N-terminal fragment); hMDM : human monocyte-derived macrophages; IL . interleukin; LPS. ljpopolysaccharide; MGD. molecular glue degrader; mpk: milligram per kilogram,; MSU: monosodium urate; NEK7: NIMA-related kinase-7; NLRP3: NOD-like receptor pyrin domain-containing protein 3; PBS:
phosphate-buffered saline; p.o.. per os (orally); PoC: proof of concept; PROTACS. proteolysis targeting chimeras; s.c..: subcutaneously; SEM: standard error of the mean; STEMI: ST-elevated myocardial infarction.
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