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Phase Il Study of the BTK-inhibitor Acalabrutinib in previously-treated WM

patients
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The approval of ibrutinib has proven BTK inhibition to be a potent therapeutic target in the
treatment of patients with Waldenstrom’s macroglobulinemia. Unfortunately, tolerability has
limited the effectiveness of ibrutinib, with bleeding, diarrhea, atrial fibrillation, arthralgias, and
hypertension being the most common toxicities. Acalabrutinib is a second-generation inhibitor
of BTK with improved specificity for BTK compared to ibrutinib. This improved specificity will
potential result in fewer toxicities with continued efficacy. A phase Il study was undertaken
testing acalabrutinib 100 mg BID in Waldenstrom’s macroglobulinemia (ACE-WM-001). This
study enrolled 106 patients in total, which included 14 treatment naive patients and 92
relapsed/refractory patients who had not previously received treatment with ibrutinib. The
overall response rate was 93%, with a major response rate of 79%, with median DOR, PFS, and
OS not being reached after follow up of approximately 28 months. Acalabrutinib was well
tolerated, with 7 patients discontinuing drug due to adverse events, none related to
acalabrutinib. Complete data will be presented on the efficacy and tolerability of acalabrutinib in

Waldenstrom’s macroglobulinemia.
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