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Roles of MFG-E8 on oral squamous cell carinoma
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The milk fat globule factor-E8 (MFG-E8), a major component of the milk fat globule
membrane, is assumed to be involved In various developmental and homeostatic processes in addition to the
eat-me signal generation. Here, we investigated MFG-E8 involvement in OSCC cell susceptibility to chemora

dioimmunotherapy. Irradiation and not chemotherapeutic drugs induced MFG-E8 secretion from an OSCC cell li
ne. LAK cells caused greater impairment of 0SC-6 cells (strongly expressing MFG-E8) than 0SC-3 cells (weak
ly expressing MFG-E8). Furthermore, in 0SC-6 cells, LAK cell-mediated cytotoxicity was enhanced on pretrea
tment with r-rays. In irradiated 0SC-6 cells, the enhanced LAK cell-mediated cytotoxicity was suppressed b
y transfection with MFG-E8 siRNA. The susceptibility of 0SC-3 and 0SC-6 cells to 5-FU and CDDP remained u
naffected on transfection with MFG-E8 siRNA. These results suggest that MFG-E8 increases the 0SCC cell sus
ceptibility to LAK cells and acts as a bridging molecule.

MFG-ES8



MFG-E8 30
Mi Gy vy
Ik Fat Globule Factor-E8 (MFG-E8 Lactad 2A 2B 0SC-6
herin) V% MFG-E8
2C
a B3 a B5
“ Eat me” '
0sC
Ly
mphokine-activated killer cells LA
K
0SsC MFG-ES8
A-C, SCC; D-F, SCC;
CR A and D, HE ; B and E, stained wi
MFG-E8 th anti-MFG-E8 antibody; C and F, stain
CDNA ed with isotype-matched control antibod
0sC MFG-E8 y, Magnification: x 20.
0sC
MF
G-E8
A 0SC-3 0SC-5 0SC-6  THP1
Iradiation : - + - + - + -
B 053 0SC:5  0SC6
Iradiation : - + - + -
MFGES - ~-:-m
0SsC MFG-E8 Al o e e e g e
G 08C-6
MFG-E3 habdiontie 0 3 6 12 2% ()
MFG-E8 . . - -ﬂ
0SC MFG-E8 Ao okl il <4
M
FG-E8  0SC %
0SC MFG-E8 A)
0SC-3 0SC-5 0SC-6
MFG-ES8 MFG-E8 mRNA (B) 0sC-
3 0SC-5 0sC-6
MFG-E8 (C) 0sC-6
MFG-E8
1 0sC 2 MFG-E8
MFG-E8 0SC-6 MFG-E8
MFG-E8
MFG-E8
1 MFG-E8
3A 0SC-3 0S
0SC 0sC-3 0 C-6 MFG-E8
SC-5 0SC-6 mRNA 0SC-6



MFG-E8 3B

A. PI MFG-E8
Nonucated-
Inadlat:d- -
B.
0SC-3 0SC-6
Irradiation : — - - +
MFG-E8  0SC
(A) 0SC-6 MFG-ES
(B) 0SC-3
0SC-6 MFG-E
8
3 0SC LAK
MFG-E8
MFG-E8 0SC-6 LAK
MFG-E8 0SC-
3 A
0SC-6 LAK
0
SC-6 MFG-E8-siRNA
B 0SC-6
v
LAK
C
[ Non-treated [l Irradiated (30 Gy)
A B * ¢ %
~
‘ 0SC-3 0SC-6 siRNA: Control MFG-E8 Control Annexin V
0SC-6
0SC LAK
MFG-E8 (A) 0SC-3 0
SC-6 LAK
(B) LAK
MFG-E8
C LAK
v
4 0SC MFG-E
8
0SC-3 0SC-6 5-FU
CDDP MFG-E8
A 0SC-3
0SC-6 MFG-E8-SiRNA

MFG-

B
A
@b m‘mb
&Q:\'\" 65‘0 ‘&0‘2 ea«“ 63\5 &O‘2
0SC-3 [ .u: 08C-6 E:b--—-
B 0SC-3 Rt
127 siControl (-) 10+ 4 siControl ()
~§-siControl (5-FU) ~-siControl (5-FU)
’ ~¢-siControl (CDDP) 4-siControl (CDDP)
o[ O 081 4 sMFG-ES ()
g 4 sIMFG-E8 (5-FU) 4sIMFG-ES (5-FU)
S 08{4-sMFG-ES (CDDP) _4-sIMFG-ES (CDDP)
'E 06
2 04
In;ubation time (h)“ In;:ubaﬁon time (h)_
0SC
E8 (A) 0SC-3 0SC-6
-FU CDDP MFG-E8
(B MFG-E8
@
KITAMURA NAOYA
70351921
&)
YAMAMOTO TETSUYA
00200824
SASABE ERI
40363288
YOSHIMURA TOMOHIDE
80452697
(H23-H24 )
RI1 YASUHIRO
70587526
(H23-H24 )

5



OHNO SEINJI

40624995
(H24-H25.8




