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New strategy for oral cancer treatment by control of long non-coding RNA
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Malic enzyme 1 (ME1) is a multifunctional protein involved in energy
production and overexpressed in various cancers. We examined expression and function of MELl in oral
squamous cell carcinomas (0SCC). Immunohistochemical expression of MELl was moderated to strong in 48
% of OSCCs and correlated with pT, pN clinical stage and histological grade. Moderate to strong ME1l
expression indicated a worse ﬁrognosis than did weak ME1 expression. Malic enzyme 1 knockdown or
inactivation by lanthanide inhibited cell proliferation and mortility and suppressed the
epithelial-mesenchymal transition in HSC3 human OSCC cells. Knockdown of ME1l also shifted energy
metabolism from aerobic glycolysis and lactate fermentation to mitochondrial oxidative
phosphorylation and the redox status from reductive to oxidative. In a mouse tumor model, lanthanide

suppressed tumor growth and increased survival time. These findings reveal that MEl is a valid

target for molecular therapy in O0SCC.
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Expression of cytosolic malic enzyme
(ME1) is associated with disease
progression in human oral squamous cell
carcinoma. Nakashima C, Yamamoto K,
Fujiwara-Tani R, Katsuragawa H, Shimomura
M, Fujiwara-Tani R, Luo Y, Matsushima S,
Fujii K, Ohmori H, Sasahira T, Sasaki T,
Kitadai Y, Kirita T, Kuniyasu H.

Cancer Sci 109(6): 2036-2045, 2018. doi:
10.111/Cas.13594.

Programmed death ligand 1 (PD-L1)
expression and tumor microenvironment:
Implication for patients with oral
precancerous lesions. Yagyuu T,
Hatakeyama K, 1Imada M, Kurihara M,
Matsusue Y, Yamamoto K, Obayashi C, Kirita
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doi: 10.1016/j.oraloncology.2017.03.006.

11

Malic enzyme 1

. 62
2017.10.20-22,
Malic enzyme 1

o ; 76
2017.9.28-30,
Malic enzyme

106

2017.4.27-29, .
Malic enzyme

35 2017.1.26-27,

malic enzyme
61

2016.11.25-27,
malic enzyme

o . 75
2016.10.6-8,
malic enzyme
. 105
2016.5.12-14,
. 34
2016. 1. 21-22

ME1

60 ( D)HARDPENRERRE AR
10.16-18, 2015,

malic enzyme

; 74
10.8-10, 2015,
HuD promotes progression of oral
squamous cell carcinoma. Kurihara M,
Sasahira T, Yamamoto K, Kuniyasu H, Kirita

I. 39 4
6.3-6, 2015,
0
o 0
o 0
0
@

YAMAMOTO Kazuhiko
RERSLERRS: - R HeBd
20243842

@
KUNIYASU Hiroki
AR ELRSLEE R - [0 - %
00253055

KIRITA Tadaaki

RERSIERRT: - [EA - %
70201465

®

*



