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Genetic analysis of a new syndrome with aberrant JAK2 splicing
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We found a JAK2 splicing mutation in an infant and a fetus presenting with
myeloproliferative neoplasm and genital anomalies. No enhancement of phosphorylation of downstream signal
molecules was observed in cell lines with this JAK2 mutation. Transgenic mice with this aberrant JAK2 did
not develop hematopoietic abnormalities or genital anomalies. To explore the underlying mechanism causing
these clinical features and aberrant JAK2 splicing, we performed exome analysis for these patients and
their parents and siblings. We identified G221D mutation of GATAl gene located on X chromosome in these
patients and their mother, suggesting that GATAL mutation is associated with the hematopoietic
abnormalities in these patients. In addition, we found mutations in DGKK gene, which is reported to be
related to hypospadias, suggesting that DGKK mutation is associated with the genital anomalies in these
patients.
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