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Supplementary Methods.

Patient eligibility

Eligible patients were elderly patients aged 2 70 years with a newly diagnosed, histologically proven, DLBCL.
As indicated in the manuscript, patient had a FRAIL profile, defined with comprehensive geriatric
assessment (CGA) originally reported as part of pre-therapy assessment. All patients had to sign the

informed consent form before study enrollment.

A negative serology for hepatitis B, hepatitis C and HIV were required; patients with HBcAb positivity were
included but had to receive Lamivudine prophylaxis. Patients with history of other malignancies within 5
years prior to study entry (except for adequately treated carcinoma in situ) or those with Central Nervous
System (CNS) involvement by lymphoma, or evidence of any severe active acute or chronic infection were
excluded. Patients with any other co-existing medical or psychological condition that could precluded
participation in the study or compromised ability to give informed consent or with Concurrent co-morbid
medical condition which might exclude administration of full dose chemotherapy, were excluded from the

study.

Study procedure

Mandatory baseline assessments included blood counts and biochemistry tests, chest abdomen and pelvis
CT scan, electrocardiogram (ECG), bidimensional cardiac assessment of Left Ventricular Ejection Fraction
(LVEF). FDG-PET, Bone Marrow Biopsy (BMB) and Bone Marrow Aspirate (BMA) with flow cytometry analysis
were optional.

At the end of treatment, blood tests, chest, abdomen and pelvis CT scan, ECG, LVEF assessment, were
performed. BMB was recommended if performed at diagnosis with positive result. Total body FDG-PET scan
was optional. During the follow up, blood tests and physical examinations were required every three
months. Every six months chest x-ray, ECG and cardiac assessment. Chest, abdomen and pelvis CT-scan was

performed every year.

Concomitant medication

During treatment, patients could receive prophylaxis with G-CSF, valacyclovir and cotrimoxazole. Prophylaxis
with quinolones and antifungals was administered in case of grade 3 neutropenia. Erythropoietin use was
allowed according to ASH/ASCO guidelines. In patients HBcAb+, prophylaxis against hepatitis B reactivation
with Lamivudine 100 mg/die from the start of the treatment to one year after the end of the treatment
were recommended. All concomitant medications for medical conditions other than B-NHL were permitted,
as clinically Indicated. All supportive therapies other than anti-cancer treatment needed for the

management of patients enrolled in this study were permitted.



Supplementary Table 1. Comorbidities CIRS-G 2 and CIRS-G 3/4.

Comorbidity CIRS-G2 CIRS-G 34
N (%) N (%)
Cardiac 12 (27) 6 (13)
Hypertension 17 (38) 2 (4)
Vascular 13 (29) 2 (4)
Respiratory 5(11) 6 (13)
Eye, ear, nose, throat, larynx 9 (20) 0
Upper gastrointestinal 3(7) 0
Lower gastrointestinal 4 (9) 0
Hepatic 1(2) 0
Renal 2 (4) 1(2)
Others (urinary, genitals) 8 (18) 0
Musculo-skeletal 11 (24) 1(2)
Neurological 8 (18) 2 (4)
Endocrine-metabolic 14 (31) 2 (4)
Psychiatric 10 (22) 0

CIRS-G: Cumulative lliness Rating Scale, geriatric



