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Development of the molecular target therapy that assumed oral cancer stem cell a
target
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Recent advances in a molecular target therapy are remarkable. However the
molecular target therapy for oral cancer is delayed. So it is important to study new molecular target,
such as cancer stem cell, which have resistance for cancer treatment and is the cause of any recurrence.
We isolated CD44(+) cells as cancer stem cell marker, the formation of sphere cells could be observed.
Antioxidant prevent the apoptosis of oral SCC cells by safingol. These results suggest that H202 is
involved in the nuclear translocation of the mitochondrial factor of endo G. Endo G may be useful as a
molecular target in cases of oral SCC.



EGFR

1994

CD24 CD34 CD44 CD133 CD166

2007
CD44
C(PKC)
safingol caspase

FERTHE A

CD44(+)

EGFR inhibitor,

GGTI
FTI

PKC inhibitor

[ FHRR—RAH=ZL

CD44
MAC CD44 MicroBeads (Miltenyi Biotec)
Sphere Formation assay
bFGF(Fibroblast Growth
Factor-Basic human) EGF(Epidermal Growth

Factor) 20 ng/ml Ultra-Low
Attachment 6 well plate(Corning,NY)
safingol

H,0, NAC PEG-catalase

Annexin V Endo G

MAC CD44 MicroBeads (Miltenyi Biotec)
CD44 Sphere
Sphere

PKC safingol endoG
caspase
(ROS)
safingol H,0,
A
Bright phase Pl Annexin V

B

Apoptosis (%)
8 8 & 8

o
L

o

Control NAC H;0, H,0, Safingol ~ Safingol
+ +

NAC NAC e pogof

endo G siRNA
safingol H,0,



s »
:
o o -

Endo G Nonsense
SiRNA siRNA

Control

Cell death (%)

jonsense o
SIRNA SIRNA SIRNA SRNA  we b 01

safingol H,0, endo
G
NAC
DAPI Mitotracker EndoG merge
Control
NAC
H0,
H;0,
+
NAC

safingol
endo G

Endo G

Safingol H,0,
cellular membrane

RO
generatio

= NAC

PEG-catalase

Mitochondria @ —— endoG siRNA
A4

m Endonuclease G

Caspase-3 .
independent ApoptOSIs
apoptosis

6

Takahashi G, Meshii N, Hamada M, Iwai

S, Yura Y. Sequence of a fusogenic

herpes simplex virus, RH2, for

oncolytic virotherapy. J Gen Virol.
94: 726-737, 2013.

DOI: 10.1099/vir.0.044834-0.

Meshii N, Takahashi G, Okunaga S,
Hamada M, lwai S, Takasu A, Ogawa Y,
Yura Y. Enhancement of systemic tumor
immunity for squamous cell carcinoma
cells by an oncolytic herpes simplex
virus. Cancer Gene Ther. 20:
493-498, 2013.

DOI: 10.1038/cgt.2013.45.

Takeshita A, Iwai S, Morita Y,
Niki-Yonekawa A, Hamada M, Yura Y.
WntSb promotes the cell motility
essential for metastasis of oral
squamous cell carcinoma through active
Cdc42 and RhoA. Int J Oncol.

44: 59-68, 2014.

DOI: 10.3892/1j0.2013.2172.

Inaba H, Sugita H, Kuboniwa M, lwai S,
Hamada M, Noda T, Morisaki I, Lamont RJ,
Amano A. Porphyromonas gingivalis
promotes invasion of oral squamous
cell carcinoma through induction of
proMMP9 and 1its activation. Cell
Microbiol. 16: 131-145, 2014.
DOI: 10.1111/cmi.12211.

Hamada M, Miki T, Wakabayashi K, Iwai
S, Yonekawa A, Yura Y. Combinational
effect of a
geranylgeranyltransferase-1
inhibitor and PKC inhibitor on human
oral squamous cell carcinoma. J Oral
Maxillofac Surg Med and Pathol.

26: 122-127, 2014.
DOI: 10.1016/j-ajoms.2012.12.009

Hamada M, Wakabayashi K, Masui A, Iwai
S, Imai T, Yura Y. Involvement of
hydrogen peroxide in safingol-induced
endonuclease g-mediated apoptosis of
squamous cell carcinoma cells. Int J
Mol Sci . 15: 2660-2671, 2014.
DOI: 10.3390/1jms15022660.

11



Cetuximab

2013.5.23.

Hamada M, Iwai S, Niki-Yonekawa A, Yura
Y. PKC inhibitor safingol as a
candidate for the treatment of oral SCC
cells with geranylgeranyltransferase
I inhibitors 2013.10.4.

WntSb Cdc42 RhoA

2013.10.11.
Wnt5b
2013.11.23-24.
______ga%ingol
2014.5.9.
endonuclease G
2014.6.12.

Yura Y, Okunaga S, Takasu A, Meshii N,
Imai T, Hamada M, Iwai S: Low-intensity
ultrasound as a method to improve the
effect of oncolytic virotherapy on
oral cancer. The American Association
of Oral and Maxillofacial Surgeons
Annual Meeting, September 8-13 (11),
2014, Hawaii Convention center,
Honolulu, USA

Masui A, Hamada M, Wakabayashi K, Iwai
S, Yura Y: Induction of apoptosis and
autophagy of oral squamous cell
carcinoma cells by safingol. The
American Association of Oral and
Maxillofacial Surgeons’ Annual
Meeting  AAOMS  Annual Meeting,
September 8-13 (11), 2014, Hawaii
Convention center, Honululu, USA

o

° 2014.10.17.
PKC
2014.10.18.
PKC

HAMADA ~ MASAKAZU

80506361

Endonuclease

safingol

safingol

2014.11.15.



