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To the Editor,

In recent years, the treatment of chronic lymphocytic leukaemia
(CLL) has changed considerably, in favour of a chmo-free
approach with covalent BTK inhibitors (cBTKis), such as ibru-
tinib, acalabrutinib and zanubrutinib, that have improved ther-
apeutic results even in patients with an unfavourable risk profile

[del(17p), TP53m, unmutated IGHV genes (uIGHV)] [1-4]. The
‘continuous therapy’ with cBTKis achieves a high response rate,
predominantly partial, with an excellent progression free sur-
vival (PFS) and overall survival (OS) even in the setting of high-
risk (HR) patients [5, 6]. ESMO Guideline update on new tar-
geted therapies recommends the use of BTKi as first line for
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patients with a TP53m and/or del(17p) [7], because reported PFS
rates suggest longer duration of disease control, and for patients
with an uIGHV without a TP53m or del(17p), especially if unfit
or elderly. Despite these data, in clinical practice it's still unclear
whether there's a difference of efficacy of cBTKis in HR sub-
groups [del(17p), TP53m, ulGHV]. Therefore, this nationwide

multicentre retrospective study aims to describe efficacy and
safety of acalabrutinib in TN patients with HR CLL and to
identify which subgroup of HR may benefit most from this
treatment. This study was conducted according to the Helsinki
Declaration, Good Clinical Practice and the applicable national
regulations, and approved by the local Ethical Committee (study

TABLE 1 | Patients clinical and biological characteristics at baseline, overall response rate and causes of discontinuation.

Clinical and biological characteristics at baseline TN CLL (n = 98) p value
Age, years (median, IQR) 70 (65-77) 0.14
Gender, n (%)
M 62 (63) 0.65
F 36 (37)
ulGHV, n (%) 87 (90) 0.67
Del(17p), n (%) 23 (24) 0.53
TP53m, n (%) 17 (18)
Group
del(17p) and/or TP53m only 10 (10) 0.35
uIGHV only 68 (71)
ulGHV with del(17p) and/or TP53m 18 (19)
Rai stage, n (%)
Low (I-IT) 44 (45) 0.36
High (III-IV) 54 (55)
Binet stage, n (%)
A 5(5) 0.43
B 46 (47)
C 47 (48)
Lymph nodes burden, n (%)
No nodes 7 (7) 0.90
<5cm 52 (54)
5-10 cm 27 (27)
> 10 cm 12 (12)
Splenomegaly, n (%)
No 28 (29) 0.16
Yes 70 (71)
Overall response rate and discontinuation
ORR 12 months, %
del(17p) and/or TP53m only 4 (80) 0.49
ulGHYV only 54 (95) 0.78
uIlGHV with del(17p) and/or TP53m 14 (93) 0.21
Patients remaining on treatment, n (%) 84 (86) 0.80
Temporary suspension, n (%) 24 (29) 0.92
Definitive treatment discontinuation, n (%) 14 (14) 0.81
Reason for treatment discontinuation
Progressive disease, n (%) 2 (14)
Richter transformation, n (%) 3(21)
Adverse event, n (%) 4 (30)
Death, n (%) 3(21)
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number 6390). Its primary endpoint was to evaluate the efficacy
of acalabrutinib as first-line treatment in patients with CLL with
an unfavourable biological profile [del(17p) and/or TP53m and/
or ulGHV] in terms of overall response rate (ORR). The sec-
ondary endpoints were to compare PFS and OS across subgroups
of HR CLL treated with frontline acalabrutinib and to assess its
tolerability profile. We enrolled 98 TN patients with HR CLL,
who started acalabrutinib between June 2021 and June 2023.
Response evaluation was done at 12 months since the start of
treatment [8]. Data regarding definitive treatment discontinua-
tion and safety were also collected. We analysed the survival data
by stratifying patients into further subgroups according to the HR
biological characteristics [del(17p) and/or TP53m only, with
uIlGHYV only, ulGHV with del(17p) and/or TP53m]. Two patients
were not analyzed due to unavailability of all biological data.
Clinical characteristics and biological features at baseline are
reported in Table 1. The 10% of patients had del(17p) and/or
TP53m only (group A), 71% uIGHV only (group B) and 19% had
uIlGHV with del(17p) and/or TP53m (group C). After a median
follow up of treatment of 16 months, the 86% of patients
remained on treatment. ORR among all patients at 12 months

remission (PR) rate were 17% and 77%, respectively. ORR at
12 months were 80%, 95% and 93% in group A, group B and group
C, respectively (Table 1). The 12 months PFS and the 24-months
estimated PFS were 92% and 81%, and they were similar between
the three subgroups of patients according to their biological risk.
At 12 months, PFS were 80% in group A, 91% in group B and 100%
in group C (P = 0.45) (Figure 1). The 12-months OS and the 24-
months estimated OS was 94% and 88% for the whole cohort. The
12-months OS were 77%, 94% and 100% in group A, B and C,
respectively (P = 0.12) (Figure 1). After a median follow up of
16 months, discontinuation occurred in 14 patients (14%) and the
main cause of discontinuation was for adverse events (AEs)
(30%), in 4% of the cohort. AE were identified 57% of the patients.
Fifty-two patients (53%) had extraematological toxicities and 17
patients (17%) had haematological toxicities. The most experi-
enced extraematological toxicity was headache (15%) of which
grade (G) 3 was observed in only 6% of cases while no G4
headache reported. Arthralgias (3%), hypertension (3%) and
atrial fibrillation (1%) were found with very low incidences and
always of mild grade (G1 and G2). Furthermore, we found a
discrete rate of infections and skin, gastrointestinal and liver

was 94% as follows: complete remission (CR) and partial toxicities from acalabrutinib (29%). With regard to
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FIGURE1 | (A): Kaplan-Meier curves of PFS in TN patients with high-risk features. (B): Kaplan-Meier curves of OS in TN patients with high-risk

features.
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haematological toxicity, the most represented was anaemia, with
a rate of 10% (Supplementary material). Our analysis confirms
good efficacy of acalabrutinib in patients with HR CLL in terms
of ORR, slightly higher than the ELEVATE TN trial that had a
longer follow-up of 28 months [9]. Results from this analysis of
patients treated with acalabrutinib confirm durable responses,
PFS and OS rates similar to patients without HR features [5, 6].
Acalabrutinib caused both haematological and extra haemato-
logical toxicities and we observed lower discontinuation rates
due to AEs than those reported in randomised trials [9]. The
reason for this difference could be the shorter follow-up of our
study or alternatively it could be an indication that over time we
have learned to better manage toxicities and avoid suspension.
Here we confirm however, as also described in the pooled anal-
ysis of HR patients treated in clinical trials with acalabrutinib,
that in the first line the major cause of discontinuation of aca-
labrutinib is due to adverse events; However, this finding has
little statistical significance given the small sample size and short
follow-up [10]. Our results also suggest that the major toxicity of
acalabrutinib is the extra haematological one, as headache,
compared with a mild haematological toxicity of less than 25% of
cases (supplementary material). Our analysis showed good re-
sults even in terms of survival variables such as PFS and OS
consistent with previous trials [9]. Furthermore, no clear efficacy
or survival advantages of acalabrutinib according to a particular
HR biological set-up [del(17p) and/or TP53m only, uIGHV only,
ulGHV with del(17p) and/or TP53m patients] emerged, but
larger sample size and longer follow up are needed to strengthen
our results. Possible limitations of this study are its retrospective
nature and the relatively short median observation time of the
cohort; the main strength of the study is the number of patients
with HR CLL treated with acalabrutinib in real world clinical
practice. In conclusion, acalabrutinib is a good option in real life
in patients with HR CLL. Our study demonstrates effectiveness,
long term benefits and low rate of treatment discontinuation with
acalabrutinib as continuous drug in TN HR CLL population.
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