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Regulation of miRNAs located within the imprinted DLK1-DIO3 locus at 14932 in
pituitary adenomas
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Among miRNAs up-regulated in GH-producing adenomas in miRNA microarray
analysis, 14932 miRNAs were included. In contrast, these miRNAs were down-regulated in FSH/LH- and
ACTH-producing adenomas, and null-cell adenomas. The adenoma type-dependent expression pattern was
confirmed with gRT-PCR analysis. Although DNA copy-number changes at the 14932 locus were not
detected in all adenomas examined, abnormal methylation of CpG sites in imprinted genes within the
DLK1-DI03 locus was observed in 2 GH-producing adenomas by methylation-specific MLPA. According to
DNA methylation analysis by pyrosequencing and bisulfite sequencing, methylation levels were
different at each individual CpG site in Intergenic DMR and MEG3-DMR, which regulate maternal gene
expression at the DLK1-DIO3 locus, in 2 GH-producing adenomas. In conclusion, 14932 miRNAs were
up-regulated in sporadic GH-producing adenomas and methylation abnormalities were observed in
certain GH-producing adenomas.
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