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INTRODUCTION: In chronic lymphocytic leukemia (CLL) patients (pts) the first phase of treatment with covalent Bruton's tyrosine kinase inhibitors (cBTKi), Ibrutinib or Acalabrutinib, is characterized by an increased absolute lymphocyte count (ALC),
regardless of previous lines of treatment. lbrutinib, as first-line therapy, induces lymphocytosis in about 57% of pts, and it is more frequent in IGHV mutated CLL patients. This phenomenon, due to the shift of neoplastic lymphocytes from the neoplastic nodal
compartment into peripheral blood, is transient in most patients, resolving within 8 months, but can rarely persist over 12 months, without any impact on survival; the term Partial Response with lymphocytosis was coined due to this phenomenon. Despite
lymphocytosis in Ibrutinib has been widely investigated, little is known about the effective presence, the kinetics and duration of lymphocytosis in patients treated with Acalabrutinib.

AIMS: The main purpose of this study is to define, in a real-life setting, the kinetics of drug-induced lymphocytosis in CLL patients treated with Acalabrutinib or Ibrutinib, in order to underline possible differences in terms of entity and duration of this phenomenon.

METHODS: In our multicentric retrospective study, we enrolled 204 pts (127 male and 77 female), treated in the first line with cBTKi (136 Ibrutinib and 68 Acalabrutinib)
from 16 different ltalian centers, between April 2016 and November 2022, with last follow up in April 2023. For each patient we collected data about the burden of disease at
baseline (in terms of staging, lymph nodes involvement, presence of splenomegaly), and the biological features of the disease (cytogenetic aberrations and molecular
mutations, IGHV status). Then, we evaluated the ALC at the baseline and at well-defined time-points (after two weeks, 1, 2, 3, 6, 9, 12 months) over an observation period “6\

of 1 year. Patients’ characteristics are reported in Table 1. /.4
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