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Abstract

CLL is frequently complicated by autoimmune phenomena (up to 25% 
of patients) which are sustained by dysfunctions of the immune system. 
AIHA results the commonest form. In the past decade small molecules had 
dramatically change the therapeutic scenario of CLL. Their role in the setting of 
autoimmune phenomena has to be still elucidated. Here we report the case of 
a CLL patient harboring del (17p) in relapse of disease during ibrutinib therapy 
who experienced AIHA. Patient, refractory to steroids, achieved benefit from 
the administration of rituximab and venetoclax. The patient reached stable and 
long-lasting stabilization of hemoglobin values.
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Case Presentation
In June 2020 a 75 years-old man affected by CLL was admitted 

to the emergency department for repeated syncopal episodes and 
severe asthenia. He received a CLL diagnosis in April 2016. At 
baseline he showed a B/II stage according to Rai and Binet systems 
[1]. The biological assessment showed the absence of the expression 
of ZAP70, CD38 and CD49d, an unmutated IGHV mutational status, 
and both del (13q) and del (11q) at FISH analysis. In January 2017, for 
massive splenomegaly and lymph nodes the patient was enrolled in 
the GIMEMA multicenter phase 2 study (LLC1114) and received the 
combination of ibrutinib (420mg/day) and rituximab (six monthly 
cycles). After 21 months he achieved a complete remission. At the 
time of admission (38 months of ibrutinib therapy) the blood count 
showing anemia (hemoglobin 5.7 gr/dl) associated to intensely 
positive Direct Antiglobulin Test (DAT) with 3+ reactivity with 
anti-IgG and hemolysis signs. A total body CT-scan confirmed 
a CLL progression, characterized by an increasing in abdominal 
lymph nodes (maximum diameter of 4 cm) and a splenomegaly 
(bipolar diameter 19 cm). A new FISH evaluation demonstrated the 
appearance of the del (17p). The patient received prednisone (1mg/
kg/day) without clinical benefit.

At this time, we started a second line therapy with rituximab-
venetoclax, according to Murano trial schedule [2]. As seen in Figure 
1, we assisted to a progressive increase in hemoglobin values.

The patient recently completed the 6 cycles of rituximab-
venetoclax and achieving a partial remission with a complete 
hematologic recovery (hemoglobin 12.2 gr/dl, platelet 209.000/mmc, 
WBC 4.010/mmc), normalization of hemolysis indices (DAT weakly 
positive). Total body CT-scan showed a reduction of the abdominal 
lymph nodes (diameter of 2 cm) and of the spleen (bipolar diameter 
13 cm).

CLL is frequently complicated by autoimmune phenomena (up to 
25% of patients) which are sustained by dysfunctions of the immune 
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system [3,4]. AIHA results the commonest form [5].

In the past decade small molecules had dramatically change the 
therapeutic scenario of CLL. Their role in the setting of autoimmune 
phenomena has to be still elucidated. Indeed, the literature describes 
cases in which target drugs could induce or solve autoimmune 
cytopenias [6]. The majority of data concerns the role of ibrutinib 
and they come from post hoc analysis of clinical trials. Most of which 
suggest an effective control of the autoimmune phenomenon carried 
out by ibrutinib in refractory to first-line therapy patients [7]. Fewer 
and controversial data are available for venetoclax. We found only 
three cases of autoimmune cytopenias associate to CLL successfully 
treated with venetoclax [8,9]. Although, in our case we assisted to an 
increased hemoglobin value already during the ramp-up phase, we 
cannot exclude the synergic effect of rituximab.

Here we report the case of a CLL patient harboring del (17p) 
in relapse of disease during ibrutinib therapy who experienced 
AIHA. Patient, refractory to steroids, achieved benefit from the 
administration of rituximab and venetoclax.

The patient reached stable and long-lasting stabilization of 
hemoglobin values. More information about the relationship between 
autoimmune cytopenias and small molecules are essential, since the 
use of target therapy for CLL treatment is increasingly growing.
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Significance Statement
CLL is frequently complicated by autoimmune phenomena 

(up to 25% of patients) which are sustained by dysfunctions of the 
immune system. AIHA results the commonest form. Here we report 
the case of a CLL patient harboring del (17p) in relapse of disease 
during ibrutinib therapy who experienced AIHA and showed benefit 
from the administration of rituximab and venetoclax.
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