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Background

The Bruton’s tyrosine kinase (BTK) inhibitor ibrutinib recently became the
first approved therapy for patients with symptomatic Waldenstrom
macroglobulinemia (WM). Temporary Interruption of therapy IS

recommended to manage treatment-related toxicities and when patients
undergo Invasive procedures. However, the impact of interrupted therapy
with 1brutinib has not been evaluated In patients with WM. We therefore
examined the clinical implications of dose intensity in previously treated WM
patients treated with ibrutinib In the multicenter phase 2 trial supporting
regulatory approval (Treon NEJM 2015).

Palo Alto, CA; Memorial Sloan Kettering, New York, NY

Figure 1. Progression-free survival according to mean dose intensity.
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Fifty patients (79%) held ibrutinib at least once, and there were 102 drug
hold events In total. The median drug hold length was 6 days (range, 2-50
days). An increase in serum IgM level was observed on 63 occasions at the
next response assessment after a drug hold. The median increase In serum
IgM level was 50% (range, 4-555%), and 37 increases (59%) met criteria for
progressive disease (PD).

Following the reinitiation of ibrutinib, the median time to a response of
stable disease (SD) or better was 125 days (95% CIl 109-186 days) for
patients who met PD criteria, and was significantly longer for patients with
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pertinent clinical data were collected surrounding ibrutinib drug holds. Z - E 0 Figure 3. Time to a response of stable disease or better after meeting
Treatment adherence to ibrutinib was documented during the clinical trial, 8 oo . g o criteria for progressive disease following a temporary drug hold.
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patients (71%) had a DI, above the mean (high DlI).
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