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In this international collaborative study, we analyzed the largest cohort of
cases (more than 9,000) with myelodysplastic syndromes (MDS) and their related diseases, which are
the most prevalent subtype of adult bone marrow failure syndromes, and confirmed that DDX41 germline

mutation is the most frequent among known inherited genetic causes of MDS. Accordingly, the
investigation of the largest number of DDX4l-mutated cases enabled us to reveal a distinct clinical
phenotype with highly frequent leukemic evolution and better prognosis resulted from distinct
somatic mutation pattern. We also calculated DDX41l-associated life-long penetrance as approximately
50%. These results will help to solve the clinical problems associated with predisposition in MDS.
Therefore, we concluded that DDX41-mutated MDS is a distinct entity of bone marrow failure syndromes
and that screening DDX41 is essential for management of MDS patients and their relatives.
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