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Analysis of driver gene mutations in pulmonary alveolar proteinosis associated
with myelodysplastic syndrome.
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The purpose of this study was to analyze the driver gene mutations of
alveolar proteinosis secondary to myelodysplastic syndrome (MDS) in order to elucidate the etiology
and pathogenesis of this disease. Because the disease under study is a rare lung disease, the number

of new cases available for analysis was unexpectedly low for the three-year period 2020-2022, due
in large part to the pandemic of COVID-19. However, analysis of genetic mutations in 13 MDS-SPAP
cases was performed and 21 genetic mutations were identified. Of these, U2AF1 and ASXL1 were found
in 31% (4/13), followed by TET2, ZRSR2, and STAG2 in 23% (3/13). These are also found as genetic
mutations in MDS itself without SPAP, but U2AFl is about 6-8% frequent in MDS. Therefore, U2AF1,
which is associated with RNA splicing, was considered a possible candidate driver gene for MDS-SPAP.
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