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Identification of mutated splicing factor target genes
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Although splicing factor mutations are the most important genetic alterations in
MDS, little is known about exact gene targets whose abnormal splicing is responsible for the pathogenesis
of MDS. SF3B1 and SRSF2 mutations were associated with distinct clinical phenotypes and outcomes together
with RNA splicing. To explore the molecular basis of these distinct features in terms of splicing
alterations, RNA sequencing data from SF3Bl-mutated and SRSF2-mutated bone marrow hematopoietic cells
were compared with those without known splicing factor mutations to detect splicing events significantly
enriched in splicing factor mutated cases. SF3B1 mutations caused misrecognition of 3’ splice sites of
several genes, which included one of the causative genes for congenital sideroblastic anemia. On the
other hand, SRSF2 mutations were characterized by modest but more widespread alterations in exon usage of
genes. Our results provide insights into the pathogenesis of splicing factor mutated MDS.
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