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Chronic obstructive pulmonary disease and previous infections had impact on infectious complications

Abstract

1203 in patients with Chronic Lymphocytic Leukemia treated with venetoclax: a multicentre SEIFEM study.
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Stratifying patients according to COPD and previous infections in the last 12 months we obtained 3 groups significantly different in terms
of risk for infections (p <0.001; figure 3).

INTRODUCTION

Infections became the major source of morbidity and mortality in patients with Chronic Lymphocytic Leukemia (CLL) due to its typical
immune dysfunction and cytotoxic treatment-related factors. Patient-specific risk factors include age, comorbidities, number and type
of prior lines of therapy, disease stage, refractoriness to treatment, and type of therapy.

RESULTS

A total of 287 patients with CLL received venetoclax during the study period from 16 different institutions.
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They also showed more previous infections in the 12 months before the beginning of the treatment with venetoclax. Basal characteristics of
the two groups are summarized in Table 1.

When considering only grade 3-4 infections, risk factors significant in the univariate analysis were COPD (p <0.001, OR 3.23), smoke
(p=0.033, OR 1.98) and previous infections (p=0.020, OR 1.91). COPD was the unique significant variable in multivariate analysis
(p=0.008, OR 2.62).

Univariate and multivariate analysis for grade 3-4 infections are summarized in the following table:

We registered 284 infections of any grade. When comparing time of first infection of any grade between the patients treated with
venetoclax and those treated with venetoclax plus antiCD20 antibody, we registered a trend toward a higher rate of infection in the latter
group after the first year (p=0.066; figure 1). This difference was not confirmed when we focused on infections of grade 3-4 (p=0.521; figure
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Treatment was withdrawn for infections in 80 patients (27.9%): in 58 (20.2%) treatment was temporarily discontinued, while in 22 (7.7%)
discontinuation was permanent.

The temporary withdrawals had median length of 20 days (range 3-200), in 35 cases hospitalization was necessary.

These 58 patients were mainly male (46 out of 58, 79.3%), with a median age of 70 years (range 44-86) and 2 lines of previous treatment
(range 1-8); in 23 cases (39.6%) they had infections in the previous 12 months and in 28 (48.3%) they were treated with venetoclax plus
antiCD20. We registered 17 deaths, of whom 4 were due to infections.

The retrospective multicenter study included CLL patients treated since 2017 with venetoclax single agent until progression or toxicity
or venetoclax plus antiCD20 antibody (mainly rituximab as part of VR protocol for 24 months or obinutuzumab as part of VO protocol
for 12 months).

Figure 2: Time of first infection of grade 3-4 between the patients
treated with venetoclax and those treated with venetoclax plus
antiCD20 antibodly.

Figure 1: Time of first infection of any grade between the patients
treated with venetoclax and those treated with venetoclax plus
antiCD20 antibodly.

Infections were identified by reviewing patients” medical records and laboratory data. One-hundred eighty-one infections of grade 1-2 developed in 114 patients (39.7%) during the study.

The majority of infections involved the respiratory tract (106 events, 58.6%), followed by genitourinary tract (23, 12.7%) and gastrointestinal
one (16, 8.8%). Pathogens implicated in the infections were isolated only in 57 (31.5%) cases: 36 viral, 18 bacterial and 3 fungal.

Table 1: Patients characteristics with subdivision in the two subgroups (venetoclax single agent and venetoclax plus antiCD20
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