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Figure S1. Hyperparameters used to optimize for each of the nine classification models. 
 
 



 
Figure S2. UMAP representation of the complete 450k dataset and patients labelled by cytogenetic subtype. 
 
 
 
 
 
 
 
 
 
 
 
 



 
 
Figure S3. Heatmap of the 10,000 most variable CpG sites ordered by hierarchical clustering. 
 



 
Figure S4: Model performance accuracy scores for the nine optimized classification models. Mean accuracy 
of the classifier and standard deviation (error bars) is shown on the y-axis. The nine classification models 
are plotted along the x-axis.  
 



 
Figure S5: Permutation analysis scores for Neural Network Classification model for 1000 random 
permutations. The red dashed line demonstrates the model score on the test data. The p-value from the 
Wilcoxon signed-rank test is shown above the plot.  
 
 
 
 



 
 
Figure S6: UMAP representation of the 14 pairs of diagnostic and relapsed samples. The clustering is based 
on the 1300 selected CpGs and samples are labeled by the sample ID (AML ID) and color coded by 
diagnostic cytogenetic subtype.  
 
 
 
 



 
Figure S7. Survival analysis of the NK subtype patients treated on the NOPHO-93 or NOPHO-2004 
protocols. A) Kaplan-Meier curves and cox regression analysis for relapse-free and overall survival based 
on 25 NK of confirmed diagnostic subtype (diagnostic-known) and B) in the diagnostic-known NK samples 
in addition to the seven DNA-methylation predicted samples of undefined cytogenetics. Results from the 
Cox Regression analysis is plotted to the right. Methylation group (group) and treatment protocol 
(NOPHO-93 vs NOPHO-2004, i.e. protocol) are included as covariates.  



 
Figure S8.  Survival analysis of the MLL/KMT2A-rearranged patients treated on the NOPHO-93 or 
NOPHO-2004 protocols. A) Kaplan-Meier curves and cox regression analysis for relapse-free and overall 
survival based on 19 MLL/KMT2A-rearranged cases with confirmed diagnostic subtype (diagnostic-
known) and B) in the diagnostic-known MLL/KMT2A-rearranged cases in addition to the five DNA-
methylation predicted samples of undefined cytogenetics. Results from the Cox Regression analysis is 
plotted to the right. Methylation group (group) and treatment protocol (NOPHO-93 vs NOPHO-2004, i.e. 
protocol) are included as covariates.  



 
Figure S9.  Survival analysis of the MLL/KMT2A-rearranged patients treated on the NOPHO-2004 protocol. 
A) Kaplan-Meier curves and cox regression analysis for relapse-free and overall survival based on 13 MLL-
rearranged cases with confirmed diagnostic subtype (diagnostic-known) and B) in the diagnostic-known 
MLL/KMT2A-rearranged cases in addition to the three DNA-methylation predicted samples of undefined 
cytogenetics. Results from the Cox Regression analysis is plotted to the right. Methylation group (group) 
and risk group (standard vs high risk, i.e. risk) are included as covariates.  


