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ABSTRACT
Introduction: Due to the heterogeneity of the monitoring strategies and scant reliability of available
data, quantifying the magnitude of the COVID-19 pandemic in terms of excess mortality and disease
progression in hematologic populations is still an open challenge. We aimed to determine whether
patients with Non-Hodgkin lymphoma (NHL) experiencing COVID-19 have an increased risk of mortality
and are prone to more severe outcomes according to ongoing treatments and disease activity.
Materials and Methods: An ambivalent study was conducted recruiting patients with NHL followed at
the Haematology Unit of the “Federico II” University hospital of Naples, Italy, from March 2020 to
January 2023.
Results: During a median follow up of 35 months [IQR:20-71], a total of 206 patients were enrolled and
observed; more than half of the patients experienced COVID-19(57%). Comparisons between main
demographical features, lymphoma subtype, and immunosuppressive treatments in patients with or
without SARS-CoV-2 infection are resumed in Table 1.
Overall median age was 68 years in our cohort; comorbidities were observed in 86% of patients; DLBCL
and follicular were the more represented NHL subtypes (33% and 29%, respectively). Most patients had
received rituximab-based regimens (85%); 44% were administered bendamustine, 20% were on
obinutuzumab.
Primary disease, treatments or baseline demographical parameters did not differ between the two
groups. Nevertheless, a significant increase in overall mortality was recorded in patients experiencing
SARS-CoV2 infection (34% vs 18%, p=0.012). In detail, when evaluating risk factors for mortality at
multivariate Cox regression analysis (Table 2), male sex (aHR: 1.876, p=0.045), active NHL (aHR:
6.075, p=0.009), and occurrence of SARS-CoV2 infection (aHR: 3.776, p=0.029) showed to
significantly worsen all-cause fatality rate. Notably, the mean survival time in patients with COVID-19
was reduced of a little less than a year (329 days, 1231 vs 1408 days, p=0.011 log rank test)(Fig. 1).
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Looking at COVID-19 clinical features, approximately 15% of patients experienced severe-critical
disease (30/118): examining predictors of severity, only refractory hematologic disease resulted as
significant determinant of critical illness (aHR: 3.991, p=0.023) while infections occurring in Omicron era
were associated with better outcomes (aHR: 0.09, p=0.005) (Table 3). No impact of sex, age,
comorbidity burden, NHL subtype, hypogammaglobulinemia, vaccinal status, or immunochemotherapy
was observed.
Conclusions: Patients with NHL and COVID-19 have an increased overall mortality compared to
uninfected peers, independently from undergoing treatments, comorbidities, and baseline demographical
features. Refractory disease emerges as significant determinant of severe-critical COVID-19. Our findings
underscore the urgent need to mitigate the pandemic’s impacts on this setting of patients who have been
uniquely vulnerable to SARS-CoV2 threat.


