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CLL, chronic lymphocytic leukemia; FL, follicular lymphoma; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma; R/R, relapsed or 
refractory, RP2D, recommended phase 2 dose; SLL, small lymphocytic lymphoma; WM, Waldenström macroglobulinemia.

Key Inclusion Criteria

 ■ Age ≥ 18 years
 ■ Confirmed diagnosis of R/R B‑cell malignancy (including marginal zone lymphoma, 
follicular lymphoma, mantle cell lymphoma, chronic lymphocytic leukemia/small 
lymphocytic lymphoma, and Waldenström macroglobulinemia [WM])

 ■ Eastern Cooperative Oncology Group performance status score of 0 to 2
 ■ Measurable disease by radiographic assessment or serum IgM level (WM only)

Key Exclusion Criteria

 ■ Current or history of central nervous system involvement
 ■ Autologous stem cell transplant within 3 months of the first dose of BGB‑16673
 ■ Chimeric antigen receptor T‑cell therapy or allogeneic stem cell transplantation 
within 6 months of the first dose of BGB‑16673

 ■ Requires treatment with strong inhibitors or inducers of CYP3A
 ■ Requires ongoing systemic treatment for any other malignancy
 ■ Requires ongoing systemic (defined as ≥10 mg/day of prednisone or equivalent) 
corticosteroid treatment

 ■ All patients will be followed for safety and tolerability, including treatment‑emergent 
adverse events that occur during treatment and up to 30 days after treatment 
discontinuation, or until the initiation of another anticancer therapy, whichever 
occurs first

 ■ The totality of the available safety, efficacy, PK, and PD data from the dose‑escalation 
part will be used by the safety monitoring committee to determine the RP2D

 ■ Responses will be evaluated per the 2014 Lugano Classification,9 the 2018 
International Workshop on CLL guidelines response assessment with modification 
for treatment‑related lymphocytosis,10 or the 6th International Workshop on WM 
consensus criteria11

 ■ Additional efficacy analyses will include progression‑free survival and overall survival

 ■ All patients will give informed consent

 ■ Bruton tyrosine kinase (BTK) functions downstream 
of the B‑cell antigen receptor (BCR) and plays a 
critical role within the BCR signaling pathway and 
the pathogenesis of several B‑cell malignancies1,2

 ■ BTK inhibitors are critical components in the clinical 
armamentarium in the management of B‑cell 
malignancies3‑5

 ■ However, BTK mutations can abrogate BTK inhibitor 
binding capacity, resulting in resistance that may 
limit therapeutic options in subsequent lines of 
therapy6‑8

 ■ Therapeutics that can overcome on‑target 
resistance mutations emerging from BTK inhibitor 
treatment may represent a novel treatment option

 ■ BGB‑16673 is an investigational BTK‑targeting 
chimeric degradation activation compound (CDAC) 
active against both wild‑type and mutant BTK 
(Figure 1)

Figure 1. CDAC Mechanism of Action
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BTK, Bruton tyrosine kinase; CDAC, chimeric degradation activation compound; E2, 
ubiquitin‑conjugating enzymes; E3, ubiquitin ligases; Ub, ubiquitin.

 ■ BGB‑16673 has demonstrated antitumor activity 
in murine xenograft models with wild‑type 
BTK and models with BTK inhibitor–resistant 
mutations commonly observed in patients who 
have progressed on prior BTK inhibitor treatment 
(Figure 2)

Figure 2. BGB‑16673 Antitumor Activity in (A) Wild‑Type, (B) C481S, and (C) L528W Tumor 
Models With (D) Waterfall Plot
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3 QD, 3 mg/kg QD; 6 QD, 6 mg/kg QD; 6 mg/kg BID; 10 QD, 10 mg/kg QD; 15 BID, 15 mg/kg BID; 20 QD, 20 mg/kg QD; 30 BID, BID, twice a day; 100 QD, 100 mg/kg QD; BTKi, BTK inhibitor; Ibr, ibrutinib; QD, once a day; 
TGI, tumor growth inhibition; WT, wild type; Zanu, zanubrutinib.
aVersus vehicle group for each tumor model. bVersus BGB‑16673 10 mg/kg. cVersus BGB‑16673 3 mg/kg. Welch ANOVA with Tamhane multiple comparison test was used for all statistical analyses. Tumor cells 
were implanted subcutaneously in female NCG mice. Starting on day 3 after inoculation, mice were treated with vehicle, BGB‑16673, zanubrutinib, or ibrutinib for 27 days. Tumor volume was measured twice a 
week starting at Day 6 posttreatment. Data are presented as mean tumor volume ± SEM of 7 or 8 animals in each group. Waterfall plot depicts tumor volume change on day 25 posttreatment.
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RESULTS 
 ■ This is a trial in progress; safety and tolerability 
results of BGB‑16673 are expected

CONCLUSIONS

 ■ BGB‑16673‑101 is the 
first‑in‑human study of the 
BTK degrader BGB‑16673

OBJECTIVES
 ■ BGB‑16673‑101 (NCT05006716) is a phase 1 open‑label, dose‑escalation, and dose‑expansion study evaluating 
BGB‑16673 in adult patients with relapsed/refractory (R/R) B‑cell malignancies

Dose Escalation
 ■ To assess the safety and tolerability of BGB‑16673 in select R/R B‑cell malignancies
 ■ To characterize the pharmacokinetic (PK) and pharmacodynamic (PD) profiles of BGB‑16673
 ■ To define the recommended phase 2 dose (RP2D) of BGB‑16673

Dose Expansion
 ■ To evaluate the safety, tolerability, PK, PD, and antitumor activity of BGB‑16673 monotherapy at the RP2D in patients  
with post‑BTK inhibitor R/R CLL/SLL and MCL
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