Adverse Effects Of Bruton Tyrosine Kinase Inhibitors In Real World Clinical
Practice: The Experience Of A Secondary-Care Hospital.

Lo IACH

Ane Brieva Lopez!, David Garcia Martinez', Maria Ordonez Garcia!, Mariana Cerrato Salas', Pavel Manuel Acevedo Pérez', Juan
Sastre Ortega' , Juan Carlos Tenécora Quito', Esther Jaro Arias’, Alicia Lorenzo Jambrina'!, Jorge Sanchez- Calero Guillarte!, M
Angeles Andreu Costa’.

1. Hospital Universitario de Mostoles. Madrid, Spain.

INTRODUCTION

Bruton tyrosine kinase inhibitors (BTKis) have improved outcomes in B-cell malignancies, particularly chronic lymphocytic leukemia (CLL), compared with
chemoimmunotherapy. However, they have a distinct toxicity profile, including cardiovascular adverse events (AEs), especially with ibrutinib.

Methods: We conducted a single-center retrospective observational study of 44 patients with CLL, mantle cell ymphoma, Waldenstrom macroglobulinemia, marginal zone

lymphoma, or other B-cell lymphomas treated with a BTKi, alone or in combination, for 23 months at Hospital Universitario de Mostoles. Cardiovascular toxicity included
atrial fibrillation, hypertension, and acute coronary syndrome. Results are reported as absolute and relative frequencies.

Purpose: To describe the frequency of AEs associated with ibrutinib, acalabrutinib, and zanubrutinib in patients with B-cell malignancies and their impact on treatment
continuation.

RESULTS

Thirty patients (68%) received ibrutinib, six (13%) acalabrutinib, and eight (18%) zanubrutinib. Overall, 80% experienced at least one AE: 86% with ibrutinib,

80% with zanubrutinib, and 50% with acalabrutinib. 61% developed 1-2 AEs and 38% developed >2. Median time to first AE was 4 months (IQR, 2-8). With ibrutinib,
cardiovascular toxicity was most frequent (50%), followed by infections (26%). No cardiovascular events occurred with acalabrutinib or zanubrutinib. Bleeding occurred in
9% of ibrutinib-treated and 5% of zanubrutinib-treated patients. In the overall cohort, absolute risks were 35% for cardiovascular toxicity, 40% for infection, and 14% for
bleeding. 66% of AEs occurred within the first year, although late events were observed. AEs led to temporary interruption in 52%, permanent discontinuation in

11.7%, dose reduction in 5.8%, and one death.
Table 2. Frequency of adverse events by BTK inhibitor.
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CONCLUSION

Ibrutinib was associated with more cardiovascular, infectious, and bleeding events than second-generation BTKis. Comparisons are limited by the small acalabrutinib and
zanubrutinib subgroups. Both early and late AEs support continuous monitoring and multidisciplinary management to preserve treatment continuity.
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