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“ IRAK4-L expression is associated with SF3B1 mutations

in MDS/AML
SF3B1 mutations are the most frequently occurring splicing factor mutations in MDS and
AML, however the misspliced genes that contribute the malignant state in SF3B mutant A ]_ Sl
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IRAK4 inhibitor leads to reduced viability in leukemic stem
and progenitors

IRAK4 inhibition increases myeloid differentiation from
primary MDS/AML HSPCs
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MDS or AML remains unclear. We determined that SF3B1 mutant cases of MDS express a
longer, active isoform of interleukin 1 receptor associated kinase (IRAK4). IRAK4 is a
serine/threonine kinase that is downstream of toll-like receptor (TLR) signaling and leads to
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degradation leading to diminished IRAK4 expression and activation in normal cells. In rnn
contrast, a large proportion of MDS/AML samples with SF3B1 mutation show increased

expression of an IRAK4 isoform that retains full exon 6, encoding the full-length protein
(IRAK4-Long). Consequently, we show that expression of mutant SF3B1-K700E in
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Figure 2. IRAK4-L expression is associated with SF3B1 mutations in MDS/AML: (A)
Sashimi plots representing IRAK4 exon 6 inclusion or exclusion in healthy CD34+ cells,
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