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Analysis of NR4A2-associated mechanism of anti-cancer drug resistance in
salivary gland cancer stem cells.
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We examined 5-FU-induced apoptosis in sorted cell populations (i.e.,
CD44high/ESAlow, CD44high/ESAhigh, and CD44low cells from the salivary gland carcinoma cells) to
clarify the anti-apoptotic effect of exogenous PGE2. CD44high/ESAlow cells contribute to induction
of resistance to 5-FU in CD44high/ESAhigh cells through provision of PGE2.



CD44
NR4A2

Nuclear receptor subfamily 4, group A

(NR4A2) Shigeishi et a. Cancer
Letters, 2011 PGE2 NR4A2 5-FU
PGE2 PKA
EGFR Epiregulin EGFR
Shigeishi et al. Cancer Letters, 2011

CD44hian NR4A2

(1) CD44hion
sorting CD44hidESA 0w CDA44hid/ESANigh CD44'ow
AnnexinV 5-FU CDDP Docetaxel

(2) PGE2 NR4A2

NR4A2 PGE2 EGFR

Shigeishi et a. Cancer letters, 2011
sorting CD44Nd/ESA oW CD44nid/ESAN
PGE2 NR4A2 mRNA
Real time PCR
PKA NR4A2 PKA
NR4A2

©) PGE2

CD44Md/ESAlow CD44Md"/ESANion PGE2

CD44Nd/ESAlow CD44Nan/ESAhigh
(1) CDaghien
FACS CD44Nd/ESAlow CD44NayESAN
CD44'ow sorting CD44Nd/ESAlow CD44ndn/ESANigh CD44'ow
AnnexinV 5-FU
CDA4"ah/ESAO
CD44Nd/ESAlow CDDP Docetaxel



2 NR4A2

CD44Mdh/ESANish NR4A2
NR4A2 PGE2 CD44M/ESANish
NR4A2 mRNA PKA inhibitor NR4A2 mRNA
CD44NdY/ESANieh NR4A2 PGE2
(3) CD44hioh NR4A2 siRNA
CD44hion NR4A2 siRNA 5-FU
NR4A2  CD44hich
(4) PGE2 5-FU
CDA44MhESA oW PGE2 CD44Msh/ESAIow
PGE2  CD44hd/ESAhioh 5-FU
2

1) Snail-induced CD44high cellsin HNSCC with high ABC transporter capacity exhibit potent
resistance to cisplatin and docetaxel. Hashikata M, Shigeishi H, Okui G, Yamamoto K, TobiumeK,
Seino S, Uetsuki R, Kato H, Ishioka Y, Ono S, Ohta K, Higashikawa K, Sugiyama M, Takechi M.
International Journal of Clinical and Experimental Pathology. 9(8):7908-7918, 2016.

2) CD44high/ESAlow squamous cell carcinoma cell-derived prostaglandin E2 confers resistance to
5-fluorouracil-induced apoptosis in CD44high/ESAhigh cells. Shigeishi H, Hashikata M, Yokoyama

S, Sakuma M, Murozumi H, Kato H, Rahman MZ, Seino S, Ishioka Y, Ohta K, Takechi M,
Sugiyama M. International Journal of Clinical and Experimental Pathology, 11(5):2356-2363, 2018.

o

(ONO SHIGEHIRO)

8 70379882



(SHIGEISHI HIDEO)

8 90397943

@



