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Evaluation of anti-tumor activity of Vgamma9Vdelta2 T cells against human OSCCs.
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Vy 9Vd 2 T cells, the major subset of the human peripheral blood y d
T-cell, respond to microbial infection and stressed cells through the recognition of
phosphoantigens. Vy 9vd 2 T cells kill a broad range of tumors, including breast cancers, colon
carcinomas, lymphomas, melanomas, myelomas, and prostate cancers. However, there has not been an
examination of whether Vy 9vd 2 T cells would target oral carcinomas. We demonstrated that oral
carcinoma cell lines were recognized by Vy 9Vd 2 T cells via specific ligand/ receptor interactions.
Zoledronate-treated oral carcinomas triggered cytokine production of Vy 9Vd 2 T cells. In addition,
co-culturing zoledronate treated oral carcinomas and Vy 9Vd 2 T cells resulted in effective tumor

cell lysis. Our findings could contribute to the development of novel immunotherapy for oral
carcinomas.

Vy 9V3 2T



2%

QoL
vorT T 2-5%
Vy 9Vd 2T
yorT Vy 9Vvo 2T
Vy 9V 2T
Isopentenyl

Pyrophosphate (IPP)

IPP Vy 9Vd 2T
butyrophilin-3A (BTN3A)

Vy 9V 2T
Vy 9V3 2T (€))
@
(€))
()
(5)GMP
Vy 9V 2T

SAS, Ca9-22, HSC-4,

HO-1-N-1, HSC-2, HSC-3, KOSC-2, KON, SCC-4,

SKN-3
NKG2D Ligands MICA,
MICB, ULBP1-6 CD277
IL-2 zoledronate
Vy 9V 2T
Vy 9Vd 2T 94%

ex vivo-expanded

Vy 9Vd 2T
zoledronate
Vy 9Vd 2T 4
Vy 9V 2T
Zoledronate
Vy 9Vo 2T
Yy
Vy 9Vvo 2T
Annexin V
(¢)) NKG2D ligands
Vy 9Vé 2T
CD277
NKG2D
Ligand
CD277
CcD277 MICA/B ULBP-1 ULBP-3 ULBP-4 ULBP-25,6

g
>
»

=

—
—
%

Ca9-22

==

EEsE
— ==
—
—

HSC-4

HO-1

1
{
i

1

i}___

—
R
;

HSC-2

1

!
i

CcD277 MICA/B ULBP-1 ULBP-3 ULBP-4  ULBP-2,5,6

HSC-3

{
{
i
{
{

{
{
{

KOSC-2
cl3-43

— =
|
—
=
|
L]
==

1
-
=
r___

P3
o
z

=

SCC-4

SKN-3

I
e
=
e
=




zoledronate
Vy 9Vd 2T Yy
zoledronate 10 UM ——
Vy 9V3 2T g luv m—.
y ¥ ouv
zoledronate UM ——=
% luv —
(o]
I Oum WE___
sum s lowv 21
z 1um g luyv We——
2 03uM  m— I
ouM m Quv T—
3uM
3 UM ——— » 10uM I —
2 0.3uM = ; —
ouM I ¢ luw T/
UM — «
5 - Ouv W=
& 03uM 1
0:M [ ] ) 10 20 30 40 50 [
- UM ——
2 1uM  — Annexin V positive (%)
3 03uM
- oum 1
without tumor W
1s0
0 10 20 30 40
IFN-gamma positive (%) 10uM F
o
TN . —
UM z oumM My
2 1um u
X 0.3uM —
oum 1 o 10uM
- 3um ] m,; 1uM —
1 1uM  ——
2 03uM mm “ oum mm
Oum 1
o UM —— 10uM
) 1uM  —
g 03uM m 3 luv
Oum |
- UM Ouv MW
z 1uM  —— 10uM |
oy 03uM — o
2 ppvl Q 1uM ——
without tumor | I
iso OuM E
0 10 20 30 40 .
IFN-gamma positive (%) ) 10 20 30 40 50 60
Annexin V positive (%)
3UM
N 1 UM
3 0.3 UMV |
oum |
3uM 10 UM
) TuM  —— -
v 03uM I g 1 UM —
oum |
UM Ouv =,
) LuM  EEE—— 10 UM
2 0.3uM z
]
* 0uM o lum 7
3uM  ——
3 1uM Oum ==
] 0.3uM I 10uM F
ouM A
without tumor | Q1 UM ———
iso v
OuM Mm—
0 10 20 30 40 .
IFN-gamma positive (%) S 10uM :
G TuM  ——
Q
T QuM
( 10 20 30 40 50 60
Annexin V positive (%)
3 zoledronate
Vy 9Vd 2T 3
3 Vy 9Vo 2T
zoledronate
zoledronate




cb277 Vy 9Vd 2T

o

Vy 9V& 2T

Vy 9Va 2T

2

Domae E, Tsuji K, Hirai Y, Yoshikawa Y,
Kamada A, Morita S, Goda S, lkeo T.
Synergistic effect of IL-2, IL-12 and
IL-18 on the activation of ex
vivo-expanded human Vy 9Vd 2 T cells
Journal of Osaka Dental University
52(1):51-57, 2018

Domae E, Tsuji K, Hirai Y, Yoshikawa Y,
Kamada A, Morita S, Goda S, lkeo T
IL-15, but not IL-2, induces
proliferative activity of human ex
vivo expanded Vy 9Vd 2 T cells.
Journal of Oral Tissue Engineering
15(3):143-148, 2017

TSUJI, Kaname

80632083




