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DDX41 is a newly identified leukemia ﬁredisposition gene encoding an RNA
helicase, whose germline mutations are tightly associated with late-onset myeloid malignancies. In
typical cases, a germline loss-of-function allele is compounded by a somatic missense mutation
affecting the helicase domain in the remaining allele (p.R525H). To clarify the role of these DDX41
alleles, we generated Ddx41 heterozygous knock-out mice, as well as mice carrying the conditional
R525H missense allele. In noncompetitive transplantation experiments, the recipient mice
transplanted with Ddx41 R525H BM cells or Ddx41 heterozygous knock-out BM cells showed significant
and progressive leukopenia compared with wild-type controls. Further, we identified several
candidate targets of Ddx4l mutations through RNA sequencing of Ddx41 mutated hematopoietic stem and
progenitor cells.
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