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Tirabrutinib, second generation Bruton’s tyrosine kinase inhibitor (BTKi) was originally
developed in Japan, and approved for untreated and relapsed/refractory Waldenstrom’s
macroglobulinemia (WM) in August 2020 in Japan. Notably, tirabrutinib was first
approved drug for WM in the world, as a 2nd generation BTKi. In the phase II study of
tirabrutinib monotherapy for WM, the major response rate was 25 of 27 patients (93%).
With a median follow-up of 24.8 months, the progression-free and overall survival rates
were 92.6% and 100%, respectively. Tirabrutinib had durable efficacy with an acceptable
safety profile, although treatment-related skin adverse events were commonly observed
(52%).

Bing-Neel syndrome (BNS) is one of the rare and sometimes lethal neurologic
complications in WM. Currently, ibrutinib is considered as promising agent for the
treatment of BNS, although ibrutinib has a major concern of adverse events including
atrial fibrillation. On the other hand, tirabrutinib is also approved for refractory central
nervous system (CNS) lymphoma in March 2020 due to a good penetration into the CNS,
and several case reports supported tirabrutinib monotherapy might have potential as an
effective treatment for BNS with fewer toxicities. Thus, we are now conducting the

multicenter retrospective study of tirabrutinib for BNS.
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