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Emerging mutations in the BTK catalytic domain



BTK inhibitory and scaffolding effects of BTK mutants

Wang et al, NEJM 2022

Montoya S et al, ICML 2023



General structure of PROTAC (Proteolysis-targeting chimera)
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Hooks and harnesses



BTK degraders in pre-clinical development

Huynh T et al., in revision



NX-0942 degrades BTK, ITK and IKZF

Zhang et al, Blood 2023



IMID-capable vs. IMID-deficient degraders

Huynh et al, iwCLL 2023



BTK degradation and BTK mutations

Montoya S, et al. ASH 2022 (abstract #750)

Noviski M et al, AACR 2023 (abstract #2850)



IMID-capable vs. IMID-deficient degraders

Huynh et al, iwCLL 2023



NX-2127: trial design

Danilov et al, ASH 2023



NX-2127: patient characteristics

Danilov et al, ASH 2023



NX-2127: patient characteristics

Danilov et al, ASH 2023



NX-2127 safety summary: frequency of any grade TEAEs in ≥20% of patients, 
or grade ≥3 TEAEs or SAEs in >1 patient (n=54)

Danilov et al, ASH 2023



NX-2127 efficacy – patients with CLL

Danilov et al, ASH 2023



NX-2127 efficacy: patients with NHL

Danilov et al, ASH 2023



NX-2127: BTK degradation

Danilov A et al, ICML 2023 (abstract #426)



NX-5948: trial design

Searle et al, ASH 2023



NX-5948: patient characteristics

Searle et al, ASH 2023



NX-5948: safety and efficacy

Searle et al, ASH 2023



NX-2127 & NX-5948: summary

• BTK degraders had a manageable safety profile that was consistent with previous reports 
for BTK-targeted therapies

• Treatment with NX-2127 resulted in encouraging and durable responses in a heavily pre-
treated patient population including patients with BTK resistance mutations

− CLL

PRs were observed in 11 patients (9 PRs; 2 PR-Ls)

Objective Response Rate was 40.7% as of the cutoff date, and treatment was ongoing in 
13 patients

• Treatment with NX-5948 has shown preliminary efficacy in CLL/NHL and no DLTs so far. Dose 
escalation is ongoing


