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Multicenter prospective phase II study of venetoclax in patients with previously 

treated Waldenstrom macroglobulinemia 

 

Jorge J. Castillo, Joshua N. Gustine, Kirsten Meid, Toni Dubeau, Andrew Keezer, John 

Allan, Richard Furman, Tanya Siddiqi, Ranjana Advani, Jessica Lam, Zachary R. 

Hunter, Guang Yang, Lian Xu, Matthew S. Davids, Steven P. Treon 

 

Immunophenotypic and genomic sequencing studies have shown that BCL2 is highly expressed 

and activated in WM cells. In a study of patients with non-Hodgkin lymphoma, venetoclax 

showed efficacy in 4 patients with WM. We initiated a phase II study to evaluate venetoclax 

monotherapy in previously treated patients with WM (NCT02677324). Venetoclax was given in 

the outpatient setting and followed a ramp-up of 200 mg PO daily days 1-7, 400 mg PO daily 

days 8-14, then 800 mg PO daily thereafter, for maximum of 2 years. Thirty patients were 

enrolled, and all evaluable patients have completed 6 months of therapy. Median follow-up time 

is 12 months. Fifteen patients (50%) were previously exposed to BTK inhibitors (BTKi). The 

MYD88 L265P mutation was detected in all patients, and CXCR4 mutations in 16 (53%). At 

baseline, median serum IgM was 3,543 mg/dl, median bone marrow involvement was 35% and 

median hemoglobin was 10.6 g/dl. At 6 months, median serum IgM declined to 1,750 mg/dl, 

median bone marrow involvement declined to 5% and median hemoglobin increased to 12.4 

g/dl (p<0.001 for all variables against baseline). At best response, very good partial response 

(VGPR) was attained in 5 patients (17%), partial response in 19 (63%), minor response in 2 

(7%) and stable disease in 4 (13%), for overall response rate of 87% and major response rate of 

80%. Patients with refractory disease had lower major response rate than patients with relapsed 

disease (57% vs. 95%; p=0.01). VGPR rate was lower in patients with previous BTKi exposure 

(7% vs. 27%; p=0.10), and those with CXCR4 mutations (6% vs. 29%; p=0.10). Median time to 

response (TTR) was 9 weeks and was slower in patients with prior BTKi exposure than in 

patients without (19 vs. 6 weeks; p=0.02). Two patients had disease progression at 8 and 10 

months of therapy, respectively. Grade 4 neutropenia occurred in 4 patients, who received G-

CSF support. Grade 3 adverse events included neutropenia (n=7), anemia (n=2), back pain 

(n=1), constipation (n=1), diarrhea (n=1), headache (n=1), upper respiratory infection (n=1). 

Venetoclax was dose reduced to 600 mg in 1 patient due to neutropenia and to 400 mg in 1 

patient due to diarrhea. No instances of IgM flare were observed, and there have been no 

deaths. Our interim results show that venetoclax provides a safe and effective treatment option 

for patients with symptomatic, previously treated WM, including those previously exposed to 

BTKi. 
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