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Treatment schema and events according to the treatment arm.  
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Treatment schema and events according to the treatment arm. COP: cyclophosphamide (300 mg/m2, day 1), Oncovin (vincristine; 1 mg/m,2 day 1), prednisone (60 mg/m2/d, days 1-7), plus intrathecal methotrexate (IT MTX, day 1); COPADM: cyclophosphamide (1.5 g/m2 in COPADM1, 3 g/m2 in COPADM2), Oncovin (2 mg/m2, day 1), prednisone (60 mg/m2/d, days 1-7), Adriamycin (doxorubicin; 60 mg/m2, day 2), high-dose (HD) MTX (3 g/m2 in 3-h infusion, day 1, plus leucovorin rescue starting at hour 24 until serum MTX level is less than 1 × 10−7 M) plus IT MTX, day 2 and day 6. CYM: cytarabine (100 mg/m2 in continuous infusion, days 2-6, plus IT cytarabine, day 6), HD MTX (3 g/m2 in 3-h infusion, day 1, plus leucovorin rescue, plus IT MTX, day 2). M1: cyclophosphamide (1 g/m2), Oncovin (2 mg/m2, day 1), prednisone (60 mg/m2/d, days 1-7), Adriamycin (60 mg/m2, day 2), HD MTX (3 g/m2 in 3-h infusion, day 1, plus leucovorin rescue starting at hour 24) plus IT MTX, day2. IT: intrathecal injections: all are with hydrocortisone and age-adjusted. Oncovin: max 2 mg.



Flow chart of the trial. 
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Flow chart of the trial.



Kaplan-Meier curves for survival, EFS, and FFS. Vertical bars denote 95% CI of the actuarial 
rates.  
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Kaplan-Meier curves for survival, EFS, and FFS. Vertical bars denote 95% CI of the actuarial rates. (A) Kaplan-Meier estimates of EFS of all patients and of randomized patients. Solid black line indicates all patients, 4-year rate, 90.2%; dotted line, randomized patients, 4-year rate from start of treatment, 92.4% (92.2% from time of randomization). (B) Kaplan-Meier estimates of EFS according to cyclophosphamide dose randomization in the second COPADM course. Black line indicates full-dose CPM in second COPADM, 4-year rate, 93.4%; gray line, half-dose CPM in second COPADM, 4-year rate, 90.9% (C) Kaplan-Meier estimates of EFS according to maintenance course M1 randomization. Black line indicates with M1, 4-year rate, 91.9%; gray line, without M1, 4-year rate, 92.5%. (D) Kaplan-Meier estimates of EFS according to the 4 arms of randomization. COPADM1-2, M1 (standard), 4-year rate, 92.5%; COPADM1-2, no M1, 4-year rate, 94.4%; 2 COPADM1, M1, 4-year rate, 91.3%; 2 COPADM1, no M1, 4-year rate, 90.5.
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