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i _ To understand the overall functions of the miRNA system for the_
establishment of malignant cells and tissues, we analyzed the source of extracellular miRNAs
(exmiRNA), being detectable in the serum samples from cancer patients. Interestingly, cancer

cell-derived exmiRNAs did not contribute to establishing

serum miRNA profiles. Therefore, the serum

miRNA profile mirrors the reactive changes of patients with cancer-bearing conditions. In addition,
the biological relevance of miRNA structural isoforms, which are frequently detectable in serum of
the cancer patients, was also investigated. Interestingly, the dominancy for the expression of miRNA
isoforms clearly correlated with malignant properties of lung cancers. By detailed analyses, we
demonstrated that miRNA structural isoforms expression reflects the activation of the cellular miRNA
regulatory network, which is controlled by several RNA binding proteins and is required for the

establishment of oncogenic gene expression profiles.
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