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Background: Ibrutinib is a Bruton tyrosine kinase inhibitor that has been shown to be highly
effective in the treatment of lymphoid malignancies. Fungal infections including Pneumocystis
jirovecii pneumonia (PCP) are increasingly being reported in patients with chronic lymphocytic
leukemia (CLL) and lymphoma on ibrutinib likely due to off-target effect of ibrutinib on the
adaptive immune system. Whether this increased risk is due to the effect of ibrutinib alone or in
combination with immune dysregulation due to underlying malignancy is unknown. The purpose
of this study is to assess the incidence rate of PCP in patients with Waldenstrom

macroglobulinemia (WM) on ibrutinib therapy.

Methods: A retrospective cohort study was performed of all patients with WM who initiated
ibrutinib treatment at the Dana-Farber Cancer Institute between July 1, 2015 and January 30,
2018. Baseline characteristics and laboratory parameters were collected by chart review.
Previous and concomitant malignancy treatment regimens and antimicrobial medications were

recorded. Patients were followed until April 1, 2018 for development of PCP.

Results: There were a total of 106 patients with WM on ibrutinib during the study period. Sixty-
one (58%) were male, and the median age at initiation of ibrutinib therapy was 69 years (IQR 61
— 74). Forty-six patients (43%) received prior therapy for WM, with a median of two previous
lines of treatment (range 1 — 6). Fourteen patients (13%) were on PCP prophylaxis for a
combined duration of eight person-years. No cohort patient developed PCP during the study
period, which included 146 person-years of ibrutinib exposure. Three patients (3%) died for

reasons including disease progression (n = 2) and infection (n = 1).
Conclusions: Patients with WM on ibrutinib appear to have a different infectious risk profile

than patients with CLL or lymphoma and do not have a high risk of developing PCP. These data
suggest that PCP prophylaxis is likely not required for patients with WM on ibrutinib.
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