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Background. The BH3-mimetic ABT-199 shows promising activity in an ongoing, first-in-human 
study, which included the enrolment of patients with WM during the now completed dose-
escalation phase. Herein, we present the safety and efficacy data of ABT-199 in 4 patients treated 
for relapsed / refractory WM. Patients and Methods. ABT-199 was given orally in a continuous, 
daily schedule. Due to the risk of tumour lysis syndrome (TLS), ABT-199 was slowly dose-
escalated with frequent monitoring to the cohort target dose over a 4 to 5 week period. Clinical 
responses occurred in all dose cohorts tested (starting cohort dose: 150mg daily for CLL, and 
200mg daily for NHL). Patients with WM were assigned to cohorts receiving 400 to 900mg daily. 
Nodal responses were assessed by serial CT scans; IgM responses were assessed by quantitation of 
total IgM, and by electrophoresis / immunofixation for IgM values in the normal range. Results. 
Characteristics of 4 patients: median age 67 years (range: 58 – 73); male 75%; ECOG 0/1 in 25/75%; 
median 4.5 lines (3 – 5) of previous therapies. Prior therapies included: rituximab, 4 (refractory 
disease in 3); bendamustine or FCR, 4; alkylators, 3 (2 refractory); velcade, 2; autologous stem cell 
transplantation, 1. Median IgM and hemoglobin prior to ABT-199 was 54.9g/L (53.2-56.8) and 
96g/L (87 – 119), respectively. Efficacy: All patients responded with 1 VGPR, 2 PR and 1 MR. 
Median time to PR was 136 (81 – 185) days. All patients including the patient with MR had at least 
20g/L rise in hemoglobin (range: 24 – 42g/L). The patient with VGPR is currently 598 days on 
therapy, with marked clearance of marrow disease (from 50% to 0.3%) and lymphadenopathy (-
88%), and ongoing reduction in paraprotein (currently &lt;1g/L, faintly visible by 
immunofixation). Two patients in PR show ongoing reduction in IgM at 242 and 662 days on 
therapy, with reduction in marrow infiltrate (-78% and -50%) and lymphadenopathy (-93% in one 
assessable patient). The patient with MR reached a maximum reduction in IgM (-40%) at 109 
days, with a corresponding reduction in lymphadenopathy (-65%), and ceased ABT-199 on day 
496 due to stable response and ongoing treatment-related (grade 2) diarrhoea; he proceeded to 
subsequent treatment with ibrutinib. Severe toxicities: grade 3 neutropenia occurred in 2 patients 
with baseline ANC of 1.0 and 1.4, without neutropenic sepsis; one required long-term weekly GCSF 
support. One patient with a history of multiple cutaneous SCC developed metastatic SCC in a 
cervical node that was successfully managed with surgery and radiotherapy, followed by re-
initiation of ABT-199 therapy. Conclusions. ABT-199 shows promising activity with durable 
responses in all 4 patients, including one with near complete response. Prolonged drug 
administration is tolerable and may be associated with deepening response. 


