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	CurrentPageNumber: 
	author: Stefan M. Pfister
	initial: 
	revised: 
	final: 
	Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: The present work focuses on predictive modelling and no inferential statistic was performed. The minimal sample size to include a tumor class into the model was determined empirically by training and testing models with different sample sizes. The minimal class size of 8 allowed us to include rare tumor classes without losing prediction performance. 
	If no data were excluded from the analyses, state so OR if data were excluded, describe the exclusions and the rationale behind them, indicating whether exclusion criteria were pre-established. : Tumor content was required to be above 70% (as described in the Methods), otherwise data was not generated. This criteria was pre-established.  
	For each experiment, note whether any attempts at replication failed OR state that all attempts at replication were successful.: The separation of samples into the defined DNA methylation classes was reliably reproduced by iterative random downsampling of the reference cohort. The rate of establishment of a new diagnosis by methylation profiling was confirmed by the data of the external centres. The interlaboratory comparison demonstrated a reliable reproduction of the results of the original laboratory. 
	Describe how samples were allocated to groups. If allocation was not random, describe how covariates were controlled. If this is not relevant to your study, explain why.: The construction of the methylation classifier reference cohort was done in a supervised fashion to recapitulate the entities established in the WHO classification of tumours of the central nervous system, no randomization was performed. For the clinical implementation in the prospective samples also no randomization was performed as all cases with sufficient material were subjected to the analysis. For the technical validation samples were also not randomized, instead 51 samples of a wide selection of histological classes were chosen to increase the validity for a broader range of tumours. 
	Describe the extent of blinding used during data acquisition and analysis. If blinding was not possible, describe why OR explain why blinding was not relevant to your study.: The initial pathological diagnosis of the prospective series was done fully blinded as the methylation data was not generated before the finalisation of pathological diagnosis of a given case (usually two weeks after the pathological diagnosis).   
	y: 
	na: 
	Provide a description of all commercial and custom code used to analyze the data in this study, specifying the version used OR state that no software was used.: R: A language and environment for statistical computing. 
	Describe any restrictions on availability of unique materials used in the study OR confirm that all unique materials used are readily available from the authors or from standard commercial sources (and specify these sources) OR state that no unique materials were used.: Distribution of material of human research participants is restricted
	For all antibodies, as applicable, provide supplier name, catalog number, clone name, and lot number. Also describe the validation of each primary antibody for the species and application, noting any validation statements on the manufacturer’s website, relevant citations, antibody profiles in online databases, or data provided in the manuscript OR state that no antibodies were used.: No antibodies were used. 
	Provide information on cell line source(s) OR state that no eukaryotic cell lines were used.: No eukaryotic cell lines were used. 
	Describe the authentication procedures for each cell line used OR declare that none of the cell lines used have been authenticated OR state that no eukaryotic cell lines were used.: does not apply
	Confirm that all cell lines tested negative for mycoplasma contamination OR describe the results of the testing for mycoplasma contamination OR declare that the cell lines were not tested for mycoplasma contamination OR state that no eukaryotic cell lines were used.: does not apply
	Provide a rationale for the use of commonly misidentified cell lines OR state that no commonly misidentified cell lines were used.: does not apply
	For laboratory animals, report species, strain, sex and age OR for animals observed in or captured from the field, report species, sex and age where possible OR state that no animals were used.: No animals were used in the study. 
	Provide all relevant information on human research participants, such as age, gender, genotypic information, past and current diagnosis and treatment categories, etc. OR state that the study did not involve human research participants.: Reference cohort: tumor samples of 2801 individual research participants: 1278 female, 1466 male, 57 sex not available; age range 0-93 years, median 24 years; Prospective cohort: tumor samples of 1104 individual research participants: 481 female, 591 male, 32 sex not available; age range 0-85 years, median 38 years.External centre cohort: tumor samples of 401 individual research participants: 202 female, 199 male; Age range 0-86 years, median 53 years.



