UNIVERSTTY OF MIAMI Drug-resistance mutations in BTK occur in distinct
enzymatic classes and are overcome by BTK degradation
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BTK Degrader Studies: Given that mutations conferring resistance to :
BTK inhibitors lack enzymatic activity, we evaluated means to eliminate, Conclusion
rather than enzymatically inhibit, mutant BTK proteins. Nurix generated These data reveal a distinct oncogenic scaffolding function of kinase dead BTK which confers resistance across FDA-approved
NX-2127, a heterobifunctional degrader molecule which brings BTK into BTK inhibitors. Importantly, regardless of enzymatic group, the BTK mutants evaluated in this study are susceptible to BTK
close proximity with cereblon, leading to ubiquitylation and proteasomal degradation both preclinically and in patients currently being treated in a first-in-human Phase 1b dose expansion trial of NX-2127
degradation of BTK (as demonstrated by biophysical and structural data).  (clinicaltrials.gov NCT04830137).
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