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Fig. 1 Pisitive stain of cancer cells. Lt : H. E. stain, Rt : TUNEL stain
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Fig. 2 Pisitive stain of lymphocytes. Lt : UCHL-1 stain, Rt : TUNEL stain
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Table[20 Relationship between the rate of tumor infiltrating lymphocyte and apoptotic indek] AlCof cancer
cell TILCaround the marginal area or deep layer of the tumor
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Table[BO Patients distribution according to cut off value of the number of
lymphocytes around the marginal area of tumor

number of marginal areal 228 + 890 deep layer] 202 + 820J

lymphocytes | 500 | [ 200 pOl 0180 | O 180 pOl
stage I b 4 8 5 7

stage I 5 6 4 7

stage lla 5 6 6 5

stage lb 3 2 4 1

stage IV 6 4 p O 0.200 5 5 p O 0327
n0 7 9 7 9

nl 8 9 9 8

n2 4 4 4 4

n3 4 4 pO 0741 4 4 pO 0741
sm 0 1 0 1

mp 2 8 2 8

ss 10 9 10 9

se 11 7 11 7

si 0 1 p O 0079 1 0 p O 0024
V0 18 10 16 12

vl 4 5 4 5

V2 8 3 6

v3 3 p O 0.002 1 2 p O 0166

Table[#0 Patients distribution according to cut off value of apoptotic index! Al[J

of cancer around the marginal area and deep layer of tumor

marginal are&l 1.022 + 0.713%0 deep layel] 0.901 + 0.503%0
tumor
008 008 pO o7 007 pO
stage Ib 3 9 0 12
stage II 5 6 2 9
stage lla 6 5 4 7
stage b 3 2 4 1
stage IV 6 4 p O 0.076 8 2 p O 0.001
n0 7 9 3 13
nl 8 9 5 12
n2 4 4 4 4
n3 4 4 p O 0730 6 2 p O 0.007
sm 0 1 0 1
mp 3 7 2 8
Ss 7 12 5 14
se 13 5 10 8
si 0 1 p 0 0025 1 0 p O 0013
a 0 3 0 3
B 14 10 7 17
y 9 13 p O 0795 11 11 p O 0.056
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Table[b0 Patients distribution according to cut off value of apoptotic index! Al[J
of lymphocytes around the marginal area and deep layer of tumor

marginal areal 0.846 + 0.486%0 deep layel] 0.964 + 0.707%0
Lymphocyte
0o7 0 o7 010 010 pO
stage I b 7 5 11 1
stage I 4 7 5 6
stage lla 9 2 7 4
stage b 1 4 2 3
stage IV 6 4 pO 088 4 6 p O 0.259
n0 8 8 12 4
nl 10 7 9 8
n2 5 3 5 3
n3 4 4 pO 0793 3 5 pO 0116
sm 1 0 1 0
mp 6 4 8 2
Ss 12 7 12 7
se 8 10 8 10
si 0 1 p O 0152 1 p 0 0024

Fig. 3 Correlation between numbers of tumor infiltrating lymphocytes and apoptotic
cells in marginal areald alJ or deep layerO bO of the tumor

a) marginal area of the tumor

7 L N 4

& Y =.846 + .005 * X ;: R"2 = .054
5 -

4 .. [

. ® ..

24 [ ]

.
& o0

b) deep layer of the tumor

Y = 1.369+ .003 * X ; R"2=.043

00000000 pdo030pd000100000000
0 Fig. 61
o O

00000O00mMTILOO 00000000000
0000000000000000000O0TILOO
00000000®0000000®0000000
OTILOODOOOOOODDOO00000%000000
0000O0000TILOODO00O0®00000®00
00000000000 TOOOOOODOOO0OO0OO0O
000000000000000000000000
000000000000000000000000
000000000000000000000000

T T T
o 50 100 150 200 250 300 350 400 450 500

T T T T T T T T
50 100 150 200 250 300 350 400 450

000000000000 00D0 000 traffickingdo
oooooooooooocooTOOOoOoOooooo
ooooooooooooooooooboobooooo
oTOOOOOOOOOOOOOOOOOOoooOooO
coooooooooooooooo TOOoOoooo
ooooooooooooooooooboobooooo
ooooooooooooooooooboobooooo
ooooooooooooooooooboobooooo
0o0o0ooooOoooOooooooooooyo
oooooooooocoooooooobobooooo
0o0oO0ooooooooOooooooo*
oooooooooooooooooboooooo



orooo

Fig. 4 comparison of survival curves between higher
and lower number of tumor infiltrating lympho-
cytes around the tumor in marginal are&] alJor deep
layerQd b0
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Fig. 5 Comparison of survival curves between
higher and lower cut off value of apoptotic index
O AIO of cancer cell around the tumor in marginal
areald alJ or deep layerd b
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Fig. 6 Comparison of survival curves between
higher and lower cut off value of apoptotic index
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areald alJ or deep layerd b
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Relationship between Prognosis and Apoptotic Index of Tumor
Infiltrating Lymphocytes and Cancer Cells in gastric Cancer

Toshihiro Yasue, lIwao Kumazawa, Yasuyuki Sugiyama, Katsuyuki Kunieda and Shigetoyo Saji
Second Department of Surgery, Gifu University School of Medicine

Aim : We clarified the relationship between host immuneresponse around the microenvironment of tu-
mors and their prognosis, according to apoptosis in cancer cells and tumor-infiltrating lymphocyted] TILOand
discussed about clinicopathological significance. Methods : Surgical specimens from 49 patients undergoing
gastrectomy for the stomach cancer in the 5 years from 1992 were immunohistochemically stained by UCHL-
10 TILOand TUNELL apoptosis[] and also H.E. stain. The mean number of TILs, apoptotic index’] Al of can-
cer cells, and TILs on the 3 areas of marginal and deep were calculated. After evaluating the degree of TILs,
we discuss the relationship of clinicopathological study and prognosis based on cumulative survival, etc. Re-
sultsd @ Al in the tumor cells showed higher in marginla area and that in deep layer was significantly lower
according to the degree of stage, n and depth. @ In the degree of TILs, higher density in the deep area were
significantly shallow in depth p[0 0.024[1T] Higher numbers of TIL Al in the deep layer were significantly
deeper in depth pO 0.0240 ® In the number of Tlls, higher cases showing more than 180 cells per unit area
had a significantly better prognosi&l pd 0.0020. @ In tumor cells, prognosis of showing higher Al value both in
marginal and deep areas had significantly better prognosisd pd 0.050 & In Al cutoff, cases showing less than
0. 70 in marginal areas and 1. 00 in deep areas had significantly better prognosis pO 0.03 and pd 0.0010] Con-
clusion : A close relationship exist between the apoptotic index of TILs in deep areas and cancer patient prog-
nosis, and was useful in determinign patient prognosis and postoperative adjuvant thedrapy.

Key words : cancer microenvironment, tumor infiltrating lymphocyte, apoptotic index, gastric cancer, progno-
sis
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