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To predict and_improve the response to neoadjuvant chemotherapy in gastric
cancer, targeting for immunological factor

Urakawa, Shinya
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Immune cells extracted from pre- and post-neoadjuvant chemotherapy fresh
tumor tissues in gastric cancer were analyzed by flow cytometry. The unique immune cells in CD8+
cells, which expressed only Tim-3, not PD-1, were found (Tim-3+ PD-1- in CD8+ cells). These immune
cells showed higher expression of granzyme B and perforin than other cells. On the other hands,
Tim-3+ PD-1- in CD8+ cells were not observed in esophageal tumor tissues after neoadjuvant
chemotherapy. % PD-1+ Tim-3+ in CD8+ cells was conversely associated with the response to
neoadjuvant chemotherapy. These cells showed low expression of granzyme B, perforin and IFN-g.

Our findings indicate that Tim-3+ PD-1- in CD8+ cells, which might have anti-tumor immunity, is
specific to gastric tumor tissues or anti-cancer agents used for gastric cancer.

Tim-3 PD-1



PD-1

)
B
CD8
Tim-3
5
@
@
@
( )
Tim-3

(TAM: tumor associated macrophage)
myeloid derived suppressive cells
(4-1BB, 0X-40, IC0S)

(2)Tim-3 (
Tim-3
Granzyme

)

(3)Tin-3

) FACS Aria

Q)
€y
®
Q)
©)

in vivo

€))

(CD8 Tim-3
Tim-3
(Granier C, Cancer Res. 2017)
CD8 Tim-3
Tim-3 :
« D (

T

Tim-3

Treg: regulatory T cells MDSC:
(PD-1, PD-L1, CTLA-4)

Tim-3

):
(1.2, 1L4,1L10, 1L17,TNF-a , IFN-g,Perforin,
Tim-3 (CD3
):
)
C ) (
@
(NGS)
Tim-3
17 2



Tim-3 gradel(1/3
) grade2 (273 ) Tim-3

Tim-3
QY

B1 #A#F A R E LCD8E M TIim3 B I FEIF R

Gradela Gradelb Grade2 Grade2
%] ] 4 ol Q2-1
bl .7 b i
| g ] [ =l
3 P srfeugl | e
B B | # = a3
Wen 1 B foES) 1| 3] 5] R (o1 Q.
SET i i 1Y EAL PRI P S .]nwnm]d Ty T A e e L E TR
2.0 T.»)é tmaspch " %0 fraseeh " 200 ° Maapch "
Grade1b Grade?
. :
[~V Y
Tim3gERETMAN (2 PP Sk
& o3
Em_ 9
o s gl
a3t Q41 QL Qe
g.“;u Lol R R P {cwio |mw\0|wﬁ3m=]';;;§“ -

CCR2 TAM(CD14 CD163
) CD14 MDSC (
Tim-3

B2 EEARRN SRRl ORRNEL
fTRARRAT (ERRAREE)
CD14B AR CD14MBHECD206B5 1 AR 4REE or CDI163MBHEMRE

8] 239-TIC-P6+All Events — 239-TIC-PE+All Events . 239-TIC-PB+All Events [#] 239-TIC-PE+All Events

ey s = s
I 2 i €

L <y AL

5= 3% £ o= ] £
H g 3Qts Q2 < ng’z}' Qz2-2 &
5 g 2% X Eo

o HE S| 87 a7
o = = I T FHDSC
H g 3Q3 Q4 g Q32| 042 5
SHT A PR R S ) L PR, P 4 YT, . TTRr, Ty ST

s * epfpaapda w0 oo avazioa w0 corbvazl-a a215°(p

AT AR (CERAER) J corezm 0

O TICTICPE Al Events TICTIC-PG+4ll Events O _TICTIC-P+All Events

o] ] 2] ]
A f 3 <o b
< ] 4 -
e 0 £ £*
' i e o ] b
£ s 24 Ge
s 3 2 a% ]
= 5§ e g 3 FHDSC
4 ¢ 103 Q4 g Q4-2 g
= pmnat seanenl W= v man mmaLL et et el B v mERELLL et e el [ v L L L
Py [ R s * . d £ . O X 10? £l - of

s Yopfpaarda " s’ ocopipuanta " s * copfpvazia " 4275”6014 Alexa Fluar 700-4

(2)Tim-3 ( ):

A ( 3) IFN-g
PMA Tim-3
viability

CD3



X3 CD8REETIm3 B I HIRMAR D A 1 AT

PD-1

(3)Tin-3

*

CD8

JZUH¥ A LB FIUHAL LA A—TH)
i F I
F4 ;_’7,; P11 P17 ‘_%; P23
= e
F3 E_E_: P12 df SE:] Ei P24
I S ran ¥ - Ao oy
F2 Eg “.'; P13 3" H‘ ) i: \' P25
Lt | A i
1 i r -
[=
F1 L
k=
e

Tim-3

PD-1
« 4

X4 EENABRATERIRA49GI DRET

CD8

o Fr2jdFr3
Q :

=
qi

PD-1in CD8
]

< Frije

e ;
N Tmiarca

Tim-3 in CD8

®

g TNF-a  IL-2

PD-1 Tim3

0

a0
- 60~
B 40-
N
T 30—
g
E- ]
H
10—
o
10— |
Non responder Raspaondsr
Respondes(Z 3Non responden, 18.10)
P=0.012%

CD8

PD-1 Tim3

49
Tim-3

n=49
Fr2
20-
B0- -
- Ta-
2 s0-
g
< s0-
£ «
B
30-
20
10-
Meon responder Rosponder
FResponder(2,3¥Non responder(0,1a, 10}
P=0.046*

PD-1 Tim-3

(Ki-67) (

Fra{PD-14Tim34)

5)

"~ Mon responder

Responder

Raspondar(2 3)/Non responderio,1a, 1)

P=0.0005*

IFN-



[R5 HEREREHT (R EA AR BRATE R )

TS5 LB N=TF)>
(n=7) (n=6)
70 30
__60 /\ —25
& S
E’ 50 E’EU
Zn 7
g g1
- 30 —
E 20 E 10
g 10 & 5
0 (1]
Fr1 Fr2 Fr3 Fri Fr2 Fra
Fri-Fr3DZEDFEH D LhEE
P=0.030% P=0.0015%
®)
2 2 NGS
in vivo (BALB/C CT26

Percent possitive(%)

P |
s & & & & =& &

|

=}

Fri

Fr2

P=0.010%

o/



72

2018

JDDW 26

2018




