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Figure S1. Flow chart of ALCL patients included in the analysis. 
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Table S1. Therapy courses. 

Drug Dose 
Days 

1 2 3 4 5 

PREPHASE 

Dexamethasone orally/IV a 5 mg/sqm/day × ×    

 10 mg/sqm/day   × × × 

Cyclophosphamide IV (1 h) 200 mg/sqm/day × ×    

MTX + ARA-C + HSCH IT 12 mg + 30 mg + 10 mg b ×     

COURSE A c 

Dexamethasone orally/IV a 10 mg/sqm/day × × × × × 

MTX IV 
1st Random d:  

MTX1 (1 g/sqm over 24 h) or MTX3 (3 g/sqm over 3 h) 
×     

Ifosfamide IV (1 h) 800 mg/sqm/day × × × × × 

ARA-C IV (1 h) 150 mg/sqm every 12 h   ×-× ×-× 

Etoposide IV (2 h) 100 mg/sqm/day    × × 

VBL IV (1 h) 
2nd Random e:  

VBL (6 mg/sqm/day) or no VBL 
×     

MTX + ARA-C + HSCH IT f 12 mg + 30 mg + 10 mg b ×     

COURSE B c  

Dexamethasone orally/IV a 10 mg/sqm/day × × × × × 

MTX IV (1 h) 
1st Random d:  

MTX1 (1 g/sqm over 24 h) or MTX3 (3 g/sqm over 3 h) 
×     

Cyclophosphamide IV (1 h) 200 mg/sqm/day × × × × × 

Doxorubicin IV (1 h) 25 mg/sqm/day    × × 

VBL IV (1 h) 
2nd Random e: 

VBL (6 mg/sqm/day) or no VBL 
×     

MTX + ARA-C + HSCH IT f 12 mg + 30 mg + 10 mg b ×     

MTX = methotrexate; ARA-C = cytarabine; HSCT = hydrocortisone; h = hours; IT = intrathecal; IV = 

intravenously; VBL: vinblastine; a Subdivided in 2 or 3 doses; b Doses of IT chemotherapy were age-

adjusted for children <3 years; c Low-risk patients received the Prephase, followed by courses A1, B1 

and A2; d First randomisation occurred before course A1 for standard risk and high risk patients. Arm 

MTX1 included MTX 1 g/sqm in a 24-h infusion with triple IT injections at day 1 and leucovorin rescue 

(15 mg/sqm) at 42, 48 and 54 h (Arm 1: A1, B1, A2, B2, A3, B3). Arm MTX3 included MTX 3 g/sqm in 

a 3-h infusion with no IT injection and leucovorin rescue (15 mg/sqm every 6 h) starting at 24-h and 

ending when the MTX level was ≤0.15 m/L (Arm 3: AM1, BM1, AM2, BM2, AM3, BM3); e Second 

randomisation: additionally, high-risk patients could be entered into the 2nd randomized trial before 

the first course B (VBL trial), which randomly assigned patients to receive or not receive a VBL 

injection (6 mg/sqm) during the five latter courses (Arm 2 with MTX 1 g/sqm: BV1, AV2, BV2, AV3, 

BV3. Arm 4 with MTX 3 g/sqm: BMV1, AMV2, BMV2, AMV3, BMV3) and then weekly for a total 

treatment duration of 1 year. f IT only in Arm 1 and Arm 2, not in Arm 3 and Arm 4. 

Table S2. Univariate and multivariate analysis of relapse risk for 232 patients with available data for 

age-adjusted International Prognostic Index score and CD3 immunostaining. 

Patient characteristics 
# 

Patients 
# Events 

10-y 

PFS % 

(SE %) 

Univariate 

p-Value 

Multivariate 

p-Value  

Hazard Ratio 

(95% CI) 

St. Jude Stage System * 
I + II 109 28 74 (4) 0.17 0.32  

III + IV 311 97 69 (3)    

Ann Arbour Stage 

System ° 

1 + 2 166 43 74 (4) 0.1 0.06  

3 + 4 254 82 68 (3)    

Risk group ^ 
LR + SR 162 42 75 (4) 0.11 0.07  

HR 258 83 63 (3)    

Age-adjusted IPI (91 

mv) 

0–2 263 68 74 (3) 0.02 0.99  

3 66 26 59 (6)    

B symptoms (5 mv) 
No 185 47 74 (3) 0.08 0.11  

Yes 230 74 68 (3)    

Mediastinum 

involvement 

No 227 58 75 (3) 0.03 0.34  

Yes 193 67 65 (4)    

Peripheral LN 

involvement 

No 48 7 88 (5) 0.02 0.06  

Yes 372 118 68 (2)    
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CD3 immunostaining 

(98 mv) 

Neg 268 73 74 (3) 0.04 0.67  

Pos 54 23 56 (7)    

Histological subtype 

SC/LH (24 mv) 

No 275 61 79 (2) <0.0001 <0.0001 2.74 (1.63–4.59) 

Yes 121 58 50 (5)    

° In the table only parameters with p < 0.2 determined by univariate analysis that were entered into 

the multivariate model are reported; * reference category. CI: confidence interval; LR: low-risk; SR: 

standard-risk; HR: high-risk; LN: lymph nodes; IPI: International Prognostic Index; Neg: negative; 

Pos: positive; SC/LH: Small Cell or Lymphohistiocytic. ^ Patients’ number according to LR and SR 

Risk group: 6 (LR), 156 (SR). 
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