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- The therapeutic effectiveness of CAR-T cells in chronic 100% 100% ibrutinib venetoclax ibrutinib venetoclax

XXI CLLO lymphocytic leukemia (CLL) remains suboptimal, primarily 7 s T oo ‘i

due to dysfunctions in patient-derived T cells. The 80 T
iImmunological factors affecting the functionality of CAR-T ) .
cells generated from CLL patients, as well as the impact of
targeted agents used to treat CLL on T-cell fithess, has yet
to be fully elucidated. 20+
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fI’Om patlents Wlth Ch I'OnIC |ymphOCYth prol i<t . . CAR-T cells were successfully generated from peripheral blood mononuclear cells (PBMC) in 13 out of 15 patients (87%) at pre-

Main determinants of clinical response are the presence of .o 1ant and at the 6-month timepoint, and in all 11 patients (100%) with available 12-month samples. No significant impact of therapy

IEUkemla: Inte rlm anaIySIS Of the Ioefsi?‘hO:Eifgf;tr:‘agleedc:i::Iclms_if_lzse'ﬁtzu?fggelower expression was noted on CAR T-cell yield in both cohorts. The transduction efficiency remained consistent across the analyzed timepoints.

Specifically, in the venetoclax-treated cohort, the mean CAR expression on T cells was 47% at pre-treatment, 41% at 6 months and
G I M E MA C L Lzozo Stu dy 57% at 12 months, whereas in the ibrutinib-treated cohort, the corresponding values were 47%, 42% and 64%, respectively.
STUDY DESIGN Immunophenotypic features
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OBJECTIVES
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This project aims at assessing in CLL patients the impact of treatment with targeted agents METHODS reatment 0O 12mo weatment  © ” westment  © ” weatment > N treatment

Samples were collected before the start of treatment and after
6 and 12 months of therapy with ibrutinib (n=7) or
venetoclax (n=8)
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(i.e. ibrutinib or venetoclax) on T cells and on patient-derived anti-CD19-4-1BB CAR T cells in Analyses were performed on 15 CLL patients enrolled in the  Immunophenotypic analysis revealed a preferential enrichment of CD4* T lymphocytes in the final CAR T-cell product compared to the
terms of: GIMEMA CLL2020 trial (NCT04640909). The T-cell phenotype  Starting T-cell source - a trend observed consistently across all timepoints and treatment groups. Interestingly, CAR T cells generated
was evaluated by multicolor flow cytometry. Anti-CD19-4-1BB  after 12 months of treatment with venetoclax demonstrated a more favorable distribution of the differentiation subsets - with a

CAR-T cells were produced by lentiviral transduction, and predominance of less mature subpopulations in both the CD4+ and CD8+ - compared to the pre-treatment timepoint.
* immunophenotypic profile tested for generation efficiency, immunophenotype and in vitro
anti-tumor activity.

* manufacturing efficiency

In terms of immune checkpoints expression, after 6 months of
T treatment with venetoclax we observed a significant decrease in
M the percentage of TIM-3" CD8" T cells in the pre-manufacturing T
cells. Despite this positive immunomodulatory effect, TIM-3
o expression was upregulated during the generation process, across
T T el both CD4" and CD8" CAR T cells. During treatment with targeted
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1.
T In terms of functionality, CAR-T cells were able to proliferate and
effectively induce target cell lysis when co-cultured with a CD19*

I tumor target (i.e. MEC1 cell line). Despite the more favorable

e T E] E [ﬁ J 5 1 | profile in terms of exhaustion markers expression observed after 6
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	Diapositiva 1: Impact of treatment with ibrutinib or venetoclax on CAR T cells generated from patients with chronic lymphocytic leukemia: interim analysis of the GIMEMA CLL2020 study

