2015 2016

Analysis _of in vivo niches and therapeutic targets for cancer stem cells based
on the visualization mechanism

Tanaka, Shinji

2,800,000

CD73 CD73
APCP CD73

CD73 PD-1 CD73 Y

Identification and purification of cancer stem cells (CSCs) lead to the
discovery of novel therapeutic molecules of pancreatic neuroendocrine tumor (pNET). In this study,
we identified CD73 overexpressed in pNET CSCs. The CD73-inhibitor APCP significantly attenuated in
vitro sphere formation and cell motility, as well as in vivo tumorigenicity of pNET CSCs.
Immunohistochemical analysis of clinical samples demonstrated CD73 expression was significantly
correlated with the tumor invasion.

In addition, our genome editing studies revealed that pNET can acguire CSC potentials with

tumorigenicity by knockout of tumor suppressor gene X. We identified "Y" as one of the direct

targets of tumor suppressor X. In clinical samples, significantly frequent recurrence was recognized
in pNETs with low X and high Y expression.

Recently, CD73 was reported as a potential inducer of PD-1 immune checkpoint factor. As a result of

our studies, CD73 and Y might be promising therapeutic targets for pNET.
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