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Supplementary material

N. N. .

ots. | events 5-year EFS (SE) 95% ClI p-value
Patients analysed 66 25
ALL consortia 0.8535
AIEOP/BFM 31 11 59.6 (9.8) 38.1-75.8
ALLTogether 35 14 56.5 (9.0) 37.3-71.8
Gender 0.0998
Male 41 13 63.6 (8.4) 449-77.4
Female 25 12 48.5(10.5) 27.1-66.9
Age at diagnosis, years 0.9299
< 4 years 13 6 52.8 (14.1) 23.4-75.5
4 - <10 years 29 10 59.6 (10.5) 36.5-76.7
>10 years 24 9 59.4 (10.7) 35.8-76.8
WBC at diagnosis, x10° cells/L 0.0559
<50 35 9 68.2 (9.1) 46.9-82.4
50 - <100 16 8 48.1(12.9) 22.4-70.0
>100 15 8 44.0 (13.3) 18.5-67.1
NCI criteria
Standard risk 20 4 74.8 (11.2) 44.9-90.0 0.0408
High risk 46 21 50.7 (7.9) 34.5-64.8
CNS-Involvement
Yes 4 2 - - -
No 62 23 58.7 (6.8) 44.2 -70.7

Supplementary Table 1. 5-year event-free survival (EFS) of 66 patients on chemotherapy at the end of
Delayed Intensification I, by baseline covariates. WBC= white blood cell count; NCI criteria: standard risk=
patients with WBC<50 x10°/L and age <10 years; high risk= all other patients; CNS= central nervous system.
p-value from log-rank test.
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Supplementary Figure 1. Estimate of overall survival (OS) according to the standard Kaplan-Meier approach
(A) and to the weighted Kaplan-Meier approach based on the inverse probability of treatment (B), by
cranial radiotherapy (CRT) administration. The initial plateau in the curves reflects the fact that all 66
patients included in the analysis were still alive in complete remission and on protocol chemotherapy at the
planned time of CRT administration (i.e. the end of Delayed Intensification |, about 7 months after diagnosis).
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N.events 5-year EFS (95% CI)
021 ——- NoCRT 2 71.1% (23.3-92.3)
CRT 2 77.9% (35.4-94.2)
0.0 T T T T 1
0 1 2 3 4 5
Number at risk YEARS FROM DIAGNOSIS
No CRT 9 9 8 6 4 2
CRT 1 10 10 9 6 4
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N.events 5-year EFS (95% CI)
024 —— - NoCRT 7 62.7% (37.2-80.2)
CRT 14 41.1% (20.8-60.4)
0.0 T T T T 1
0 1 2 3 4 5
Number at risk YEARS FROM DIAGNOSIS
No CRT 19 18 17 10 8 5
CRT 27 26 22 11 6 3

Supplementary Figure 2. Standard Kaplan-Meier estimates of event-free survival (EFS) in NCI standard risk
(A) and high risk (B) patients by cranial radiotherapy (CRT) administration. NCI criteria: standard risk=
patients with white blood cell count <50 x10°/L and age <10 years; high risk= all other patients. The initial
plateau in the EFS curve reflects the fact that all 66 patients included in the analysis were still in complete
remission and on protocol chemotherapy at the planned time of CRT administration (i.e. the end of Delayed
Intensification |, about 7 months after diagnosis).



