Prolonged treatment with ibrutinib modulates phenotypic and functional features
of Immune cell compartments in chronic lymphocytic leukemia
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observed a significantly lower value in the number of CLL cells, which
persisted after 12 and 24 months of ibrutinib treatment (1A). We
detected a significant reduction of CD3+ and CD4+ T-cell counts at
month 12, and a decrease of CD8+ T-cell number already at month 6 of
therapy (1B-D). Regarding yd T-cell compartment, the count of VO1 T
cells — but not Vy9Vo2 T cells — significantly decreased by 12 months of
treatment (1E,F). A prolonged (i.e. 24-month) therapy with ibrutinib also
favored the normalization of Tregs, NK and NK T-cell counts (1G-I).

therapy on NK and NK T cells (not shown).

Correlation with clinical response to therapy. The correlation of
phenotypic changes with clinical response at 12 months
demonstrated that the positive immunomodulatory effects of
Ibrutinibo were mainly observed In patients achieving a partial
(n=21) or complete (n=2) response and not in patients with a stable
disease (n=8).

and IL-2 (4A) and NK-cell-mediated ADCC of obinutuzumab (10 ug/ml)
towards MEC-1 cell line (4B).

Our results show that ibrutinib exerts a wide range of
Immune-modulating effects, which are mainly associated
with the achievement of a clinical response to therapy.
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