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Acute myeloid leukemia secondary to Philadelphia chromosome-negative
myeloproliferative neoplasms (MPNs) often lacks a driver mutation in MPN such as JAK2V617F, which
indicates initiating mutations common to both MPN and secondary AML (SAML) play a key role in their
occurrence and development. We selected mutations in ZNF143, SMARCC2 and UBR4, which were detected
in a patient with sAML without MPN driver mutation, as candidates for initiating mutations in this
study. Genetic analysis of 80 patients with MPN and/or sAML revealed that these mutations are
uncommon in MPN and sAML. Single-cell analysis of a sample taken from the sAML patient with these
three mutations during complete remission revealed diverse patterns of mutations, which indicates
multiclonal and multistep tumorigenesis in MPN and sAML.
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