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BACKGROUND RESULTS Figure 3. TTNT and OS: targeted therapies as frontline therapy vs other therapies

Time to Next Treatment
« Treatment of chronic lymphocytic leukemia (CLL) has dramatically evolved  The frequency and evolution of treatments used as frontline therapy are presented in 100
over the last decades thanks to the introduction of targeted therapies. Figures 1 and 2, respectively. < : z:,g;tfhde:;:pies
 Chemoimmunotherapy was a big step forward in CLL therapy, and since 2014 « Survival outcomes (Figure 3): targeted therapies, chemoimmunotherapy, and mutated g
several small molecules inhibiting different pathways have been introduced in IGHV were related to a longer TTNT in the multivariant analysis. The median OS was % 0 UL, S m— |
the CLL treatment algorithms. not reached in patients treated with targeted therapies, and it was 5.9 years (Cl 95% :§
. International guidelines (ESMO 2021, NCCN 2022) recommend targeted 4.8-7) for the rest of the patients (p=0.36). In the multivariant analysis, age younger than .
therapies including covalent BTK inhibitors (cBTKi: ibrutinib, acalabrutinib, 65 years, female sex, and mutated IGHV were related to better OS. o 5 = s
zanubrutinib) and BCLZ2 inhibitors (BCL2i; venetoclax) combinations as Targeted therapies 53 43 34 23 12 9 4Tim:(ye:r5)z 10 0
sreferred regimens for most treatment naive CLL patients. Figure 1. Frequency of frontline therapy in patients with CLL from our center Other therapies 270 211 162 116 81 66 51 36 26 22 12 8 6 4
Targeted therapies, n= 53/323 (16.4%) Other agents, n=6/323 (1.9%) Overall Survival
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Ibrutinib-Obinutuzumab, n= 2 (1.5%) Alemtuzumab, n=1 (0.3%) Alkylating agents, n= 120/323 (37.2%) 0 - Toroeted Therapies

Idelalisib + R-Bendamustine, n=2 (0.6%) —— Other therapies

Venetoclax (monotherapy), n=1 (0.3%)

Venetoclax-Obinutuzumab, n=1 (0.3%)
O BJ ET IVE S Venetoclax-Ibrutinib, n=8 (2.5%)
Venetoclax-Acalabrutinib, n=3 (0.9%)

1. Main objective: to describe the evolution in the patterns of frontline therapies

Chlorambucil, n=108 (33.4%)
Cyclophosphamide, n=2 (0.6%)
CHOP, n=4 (1.2%)
COP-CNOP, n=6 (1.9%)
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iIn CLL patients from a single referral institution.

Chemoimmunotherapy, n=101/323 (33.4%)
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Targeted therapies 53 43 23 13 7 3 1 0 0 0 0 0
Other therapies 270 242 183 126 74 47 26 10 5 2

2. Secondary objectives: to evaluate the impact of the targeted therapies on - oR 1 (1810
, N= .9%
Chlorambucil-Rituximab, n=12 (3.7%)

time to next treatment (TTNT) and overall survival (OS) in our cohort. Chlorambucil-Obinutuzumab, n=8 (2.5%)

R-COP, n=6 (1.8%)

R-Bendamustine, n=5 (1.5%)

R-FCM, n=3 (0.9%)
Chlorambucil-Ofatumumab, n=2 (0.6%)

Fludarabine, n=3 (0.9%)
R-CHOP, n=1 (0.3%) Cladribine, n=6 (1.9%) C O N C L U S I O N S
PATI E N TS AN D M ET H O DS R-Cyclophosphamide, n=1 (0.3%) Eg!\/lr;=n1=61 (85£/50)6 %)

« Targeted therapies have become the most used treatment as frontline

Purine analogues, n= 43/323 (13.3%)

Figure 2. Evolution of frontline therapy in patients with CLL from our center

This is a retrospective, single-center, and non-interventional study. We included therapy in CLL in our center.
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patients treated in clinical trials and in routine clinical practice. Front-line —e—Purine analogues * It is necessary to include this data in the design of treatment
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treatment was classified into 5 groups: (1) alkylating agents, (2) purine analogs, :(T;;getedtherapiw algorithms, including best sequential treatments and optimal treatment

(3) chemoimmunotherapy, (4) targeted therapies, and (5) other therapies. TTNT duration.
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and OS were defined from the date of starting therapy to the event (next
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treatment or death, respectively), or loss to follow-up.
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We included 780 patients with a diagnosis of CLL. After a median of 6.4 years a0% Access to all information in the full

(0.1-36.4) of follow-up from diagnosis, 323 of 780 CLL patients (41.4%) required o article

frontline therapy. The median age at the time of treatment was 69.8 years (32.2- . Doi: 10.1080/10428194.2023.2232489

92.4). IGHV genes were unmutated in 59% (138/234), del(11q) in 17.7% o /

(46/260), and TP53 alterations (del(17p) and/or TP53 mutations) in 13.7% | e - i ﬁg;t:t‘;tlo'g}f;’;"‘ozgi‘t’a'::S'\g‘ﬁt‘;e(':ferg“Ies”;’;ﬁgﬁf-lsszsggeg r?;in).
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