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Molecular analyses of candidate genes involved in myelodysplastic syndromes

Shiseki, Masayuki
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We tried to identify and characterize candidate genes involved in molecular
pathogenesis of myelodysplastic syndromes (MDS) development from common deleted lesion of del(20q)
which is frequently observed in MDS. We identify two genes, PTPN1 and BCAS4, as candidate genes.
Reduced expression of these genes was associated with inferior survival of the patients. We explored

biological significance of these genes in myeloid neoplasms, including MDS. Overexpression and
knock-down experiments showed that these genes negatively regulate cell growth in myeloid tumor
cells. Molecular biological analyses showed that PTPN1 suppresses expression of CyclinDl and BCL-xL
via decreased phosphorylation of tyrosine residues of STAT5, indicating that PTPN1 negatively
controls cell growth by its phosphatase activity. Overexpression of BCAS4 results in cell cycle
arrest at G1/S, and decreased cell growth on K562 and SKM-1 cell lines.
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