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The WES data in this study are deposited in the European Genome-phenome Archive under accession code EGAS00001005075. The data is available under
restricted access, and access can be obtained by contacting Seishi Ogawa (sogawa-tky@umin.ac.jp). The public WES data used in this study are available in the
European Genome-phenome Archive under accession code EGAS00001003071, and the European Nucleotide Archive under accession code PRJEB20846
(Supplementary Table 8). The remaining data are available within the Article, Supplementary Information or available from the authors upon request.

No statistical methods were used to determine sample size since this is an exploratory study. We performed WES, targeted-capture
sequencing, and/or deep amplicon-sequencing using 112 CML-BC and 71 CP samples at diagnosis from 130 patients at ten institutions
enrolled in this study. Combined with the external WES data of 24 BC and 77 CP patients, we comprehensively analysed a total of 136 BC and
148 CP samples obtained from 216 CML patients. The sample size of this study was sufficient to confirm novel findings with statistical
significance.

To analyse the number of SNVs acquired during disease progression (Fig. 1b and Supplementary Fig. 1b, d), WES data of both CP and BC
samples were available for 15 patients for the external cohort. Of these, 13 were subjected to analysis after excluding 1 case which lacked
information on progression time from CP to BC and 1 in which a much lower depth was observed compared to the other samples.

Putative driver mutations detected by WES were subjected to the validation using deep amplicon-sequencing in both CP and BC samples as
described previously, and mutations with VAF ! 0.02 were considered to be validated.

Not applicable since this is a case-series study, which was not planned to detect any difference in effects between the cohorts with and
without intervention.

Not applicable since this is a case-series study, which was not planned to detect any difference in effects between the cohorts with and
without intervention.




