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Supplementary Fig. 1 | Comparison between the WHO classification and International Consensus Classification (ICC).  

Colors of the ribbon plot represent the WHO classification of samples in the pediatric AML cohort (n=887). 
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Supplementary Fig. 2 | Supplementary analysis of clinical outcome of the AAML1031 cohort 1 

a. Distribution of NPM1 (left), NUP98r (middle), and UBTF (right) on UMAP plots, with dot colors representing clusters the samples belong to (top), and Kaplan-2 
Meier curves of overall survival according to transcriptional clusters or NUP98r fusion partners (bottom). b. Kaplan-Meier curves of event-free survival of patients in 3 
each risk group. c. Kaplan-Meier curves and statistical significance of event-free survival with known prognostic factors of FLT3-ITD (internal tandem duplication) 4 
status (left), age (middle), and MRD (measurable residual disease) positivity at the end of the induction I (right). d. Kaplan-Meier curves of event-free survival of 5 
patients in six risk strata using risk groups (Low-Intermediate-High) and MRD positivity. For all survival curves, statistical significance was assessed by the log-rank 6 
test, and P values are shown in the plots. 7 
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Supplementary Fig. 3 | Comparison of risk groups with various risk stratifications used in clinical trials  1 

Assessment of risk-stratification strategies in the AAML1031 cohort (top) and the AML08 cohort (bottom) by bootstrapping (1,000 times). Bootstrap confidence 2 
intervals are computed as the 2.5 and 97.5 percentiles of the distribution of index differences between the proposed risk stratification and previously published risk 3 
stratifications. Lines of the box represent 25% quantile, median, and 75% quantile of the bootstrapping. The upper whisker represents the higher value of maxima 4 
or 1.5 x IQR, and the lower whisker represents the lower value of minima or 1.5 x IQR. Kaplan-Meier curves of overall survival of patients by referenced trial risk 5 
stratification and the comparison with risk groups in this study using bootstrapping (c-index scores) are shown. For clinical trials including treatment responses in the 6 
risk stratification (AEIOP-BFM, COG, JPLSG), the comparison with six strata (risk groups x MRD: measurable residual diseases) in this study is also shown. For all 7 
survival curves, statistical significance was assessed by the log-rank test, and P values are shown in the plots. For survival analysis involving MRD status, patients 8 
with available MRD status (MRD+:n=273, MRD-: n=703) are included. 9 




