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What are degraders



Hooks and Harnesses

Huynh T et al., Mol Cancer Ther. 2024



• Degraders can target any type of 
protein (i.e. not only proteins 
with kinase activity but also 
transcription factors and other)

• Can POI fragment be used as 
neoantigen to activate immune-
systems?

POI fragment

PROTAC: PROteolysis TArgeting Chimera

Degraders mode of action



In CLL and lymphoma, PROTACs targeting ALK, BRD4/BET, BCL2, and BCL2-XL are 
under pre-clinical development, whereas BTK degraders are the most advanced 

and have reached clinical development.

Agent Target Company Phase

Bexobrutideg/NX-5948 BTK Nurix Therapeutics Phase 1 → Phase 2 and 3

NX-2127 BTK + IKFZ1/3 Nurix Therapeutics Phase 1

BGB-16673 BTK BeiGene Phase 1/2 → Phase 3

AC676 BTK Accutar Biotech Phase 1

ABBV-101 BTK AbbVie Phase 1

BTK degraders



By degradation, instead of covalent/non-covalent inhibition, PROTACS do impair not only the kinase 
activity of target molecules (i.e. BTK), but also compensatory feedback activation or scaffolding function

Different types of BTK mutations

Wang et al., NEJM. 2022



Tam et al., Blood. 2025

Degraders activity beyond BTK mutations



• BGB-16673 is a highly selective, orally available BTK 
protein degrader that:

• Blocks BCR signaling by mediating BTK degradation 
through the proteasome pathway

• Disrupts both the catalytic activity of BTK and its protein 
scaffolding functions

• Does not require sustained target binding; a single BGB-
16673 molecule can degrade multiple BTK proteins

• Shows CNS penetration in preclinical models

The BGB-16673 BTK degrader

Ahn et al., ASH 2025



Ahn et al., ASH 2025

CaDAnCe-101 trial



Patient characteristics

Ahn et al., ASH 2025
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Safety profile of BGB-16673

Ahn et al., ASH 2025



PFS estimates of BGB-16673

Ahn et al., ASH 2025



Responses occurred regardless of specific mutations

Ahn et al., ASH 2025



NX-5948 (bexobrutideg) and NX-2127 BTK degraders 



NX-2127 promotes synapse formation and cytotoxicity

Huynh et al., ASH. 2024



NX-5948(bexobrutideg)-301 trial

Omer et al., ASH. 2025



Safety profile of Bexobrutideg

Omer et al., ASH. 2025



Responses observed across different subgroups

Omer et al., ASH. 2025



Bexobrutideg activity regardless of mutations

Danilov et al., ICML. 2025



PFS estimates of Bexobrutideg

Omer et al., ASH. 2025



1st patient: 8th line, PLT 60.000/ul, Spleen 26cm → after 1-year normal complete blood 
count, spleen 17cm

2nd patient: 11th line, bulky lymph nodes (10cm axillary) → 2-3cm after 1-month 

BGB-16673-302 trial active in Novara



BMS-986458 – a first-in-class oral selective BCL6 degrader



BMS-986458 induces BCL6 degradation and antitumor activity in
Relapsed/Refractory DLBCL and FL after median 4 prior LOT

Morschhauser et al., ICML. 2025



Potential mechanisms of resistance to degraders



• Degraders represent a novel approach for targeting oncogenic proteins

• BTK degraders are the most advanced compounds and have demonstrated in
early-stage clinical trials meaningful efficacy with a manageable safety profile

• BTK degraders with IMID function also exhibit T-cell immunomodulatory effects in
preclinical settings

• Degraders targeting other proteins are currently under development

• Mechanisms of resistance remain hypothetical and are currently under investigation

Conclusions
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