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Figure S1. A. Distribution of sickle cell disease (SCD) in Italy and comprehensive centers for hemoglobinopathies with long-term followed-up patients with SCD 
patients (n=2,300). B. Flow-chart of study population (SCD: Sickle Cell Disease). 
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Figure S2. Forest plot of observational studies reporting cases of surgical splenectomy in SCD for genotype SS (red) and Sβ, considered as Sβ ° plus Sβ+ (gray). 
The studies reported were included in the systematic review of Ladu et al. (2021). 



Figure S3. A. Survival probability for patients without therapy (NO) or treated with CTR, HU or ICT therapy. B. Percentage of sickle cell related events occurred 
in SCD patients by treatment type (HU/CTR/NONE). (CTR: chronic transfusion regimen; HU: hydroxyurea; ICT: iron chelation therapy). C. Causes of death in 
splenectomized (YES) or not-splenectomized (NO) patients with sickle cell disease according to genotypes
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