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FHICRHZ | Inhibitory effect of Nodal on the expression of aldehyde dehydrogenase I in endometrioid adenocarcinoma of

Title uterus, (FEBABEIREICET 2 7 AT b FIRKFEEER1OREIZHS 4 5 Nodal Dl 515

BXRNENER
(B A9(Purpose))

To examine the regulatory effect of Nodal on the expression of aldehyde dehydrogenase 1 in endometrioid adenocarcinoma of

uterus.

(FF#E#r b TN RiE(Methods/Resulis)]

Cancers consist of heterogeneous populations. Recently, it has been demonstrated that cells with tumorigenic potential are limited
to a small population, called cancer-initiating cells (CICs). Aldehyde dehydrogenase 1 (ALDH1) is one of the markers of CICs.
Hete, the regulatory signaling for ALDH1 was examined. By Aldefluor assay and double staining, the inhibition of TGF-B
signaling increased ALDH1-high population. Among TGF-f family members, Nodal expression and ALDH1 expression levels
were mutually exclusive. Immunohistochemical analysis on clinical samples revealed Nodal-high tumor cells to be ALDH-low
and vise versa, suggesting that Nodal may inhibit ALDH1 expression via stimulating TGF-§ signaling in uterine endometrioid
adenocarcinoma. In fact, the addition of Nodal to endometrioid adenocarcinoma cell line reduced ALDH1-high population.
Although ALDH1 mRNA level was not affected which was examined by qRT-PCR. The amount of ALDHI protein appeared to
be reduced by Nodal through ubiquitine-proteasome pathway.

(# #%(Conclusion))

TGF-B signaling and Nodal play the inhibitory effect on ALDH1 and CICs in endometrioid adenocarcinoma. Nedal decreases
ALDH1 expression and reduces CICs by promoting ALDH1 degradation in endometrioid adenocarcinoma. The regulation of

TGF-B signaling might be a novel therapeutic target of CICs in endometrioid adenocarcinoma.
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