BE BRI BE 224 2%
Kemmyung Med J
Vol. 22, No. 2, December, 2003

LA A e AR T g3 A A
AFLARA FkA7]9] 29

Advea oo s sta s

SIRIOH - SEA

Prognostic Significance of Tumor Size in Curatively Resected Gastric Cancer

Ji An Hur, M.D., Hong Suk Song, M.D.

Department of Internal Medicine,
Keimyung University School of Medicine, Daegu, Korea

Abstract : Retrospective studies using multivariate analysis of clinical and
pathological features in gastric cancer have identified a number of independent
prognostic factors, howerer, the prognostic significance of tumor size remains unclear.
The aim of this study was to determine the significance of tumor size as prognostic
factor, by reviewing gastric cancer cases treated with curative resection at Dongsan
Hospital. Between January 1996 and December 2001, 1,132 patients who underwent
gastric resection for gastric cancer were reviewed, The sizes of tumors were the
measurement made by fresh resected specimens. The patients were divided into two
groups: 871 patients with tumors of less than 5 ¢m in diameter, and 261 patients with
tumors of more than b ¢m in diameter. In these two groups, there were statistical
differences in macroscopic type, vascular invasion, nerve invasion, survival rate, relapse
free survival rate and the level of tumor markers. The b—year survival rate and 5—year
relapse free survival rate in the groups with tumors of less and more than 5 cm diameter,
were 90.2% and 85.1%, and 72.7% and 62.5%, respectively. Multivariate Cox regression
analysis revealed that tumor size was an independent prognostic factor to predict total

survival and relapse free survival in curatively resected gastric cancer.
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(66.3%),
B 1.97: 101t 95 & 19/‘%] o A 84 A 74
om WA FFAHL 5694993, dAY] A

g+ 57.541, o148 Bt AR L 55 7AE AW ol

B s Aole stk 4 Av1E B
F¥ A #A 0] 5 cem owk 8719 (76.9%)
5cm O 2619 (23.1%)219 - (Table 1). ¥
715 W T1, T2 ® T3+ 424 57748(51%),
2029 (17.9%), 34643 (30.6%)°]3L NO, N1 %
N2E A7 69178 (61%), 298% (26.3%), 143%3
(12.6%)°1th AA W7 E% stage 10] 6687
(59.1%), stage 17 1678 (14.8%), stage [IIA
7F 188 (16.6%), stage [1IB7} 1088 (9.5%) &
2 stage 1°] 7 WU} (Table 2). AATH &
E‘I‘ AA 1,13292] 81 5 A4 dA == AE
3 A97F 15634 (13.5%), Slebd dA&E A3
3 3979797 (86.5%)°|51 U (Table 3).

s

2. UEE

AA) =L 19 AEE 96.1%, 20 =&
92.1%, 3d A=E 89.2%, 4d AVEH 88.3%, 5
W AAE=E 86.2%, 61 BE=E 83.6% 9., Hit
AE71702- 78.6701 2 0]l tH(Table 4, Fig. 1).

TFY A7)l g AEES T 27175
cm HVERl A 1d BEE 97.1%, 29 AEE
94.6%, 31 A=E 92.3%, 43 AEE 91.5%, 5
d A= 90.2%, 69 A= 88.6%Ro™, Bt

o

Table 1. General characteristics of curatively resected gastric cancer patients

Male (%) Female (%) Total Pvalue
Age (Mean = SD) 575 = 10.8 5577 =124 569 =114 0.010
(range) (25-84) (19-78) (19-84)
Size <5 cm (%) 573 (65.8) 298 (34.2) 871 (76.9) 0.502
= 5cm (%) 178 (68.2) 83 (31.8) 261 (23.1)
Total (%) 751 (66.3) 381(33.7) 1,132 (100)
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Table 2. TNM stage of curatively resected gastric cancer according to tumor size
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Tumor size
Total (%) P value
<5 cm (%) = 5cm (%)
T 1 548 (63.0) 29 (11.1) 577 (51.0)
2 146 (16.8) 56 (21.5) 202 (17.9)
3 175 (20.1) 171 (65.5) 346 (30.6)
4 1 (0.1) 5 (1.9) 6 (0.5) 0.000
N 0 608 (69.8) 83 (31.8) 691 (61.0)
196 (22.5) 102 (39.1) 298 (26.3)
2 67 (1.7) 76 (29.1) 143 (12.6) 0.000
Stage I 614 (70.6) 54 (20.7) 668 (59.1)
I 113 (13.0) 54 (20.7) 167 (14.8)
1A 100 (11.5) 88 (33.7) 188 (16.6)
I1IB 43 (4.9) 65 (24.9) 108 (9.5) 0.000

Table 3. Operative characteristics of the curatively resected gastric cancer according to tumor size

Tumor size
Total (%) Pvalue
<5 cm (%) =5 cm (%)

Total gastrectomy 87 (10.0) 66 (25.3) 153 (13.5)
Subtotal gastrectomy 784 (90.0) 195 (74.7) 979 (86.5)
Operation complication 120 (13.9) 52 (20.0) 172 (15.3) 0.018
Death < 2 months 16 (1.8) 6 (2.3) 22 (1.9) 0.642
Recurrence 74 (8.6) 61 (23.7) 118 (11.4) 0.000

(p<0.001) (Table 4, Fig. 2).
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Fig. 1. Kaplan-Meier survival curve of total patients.
TS: total survival.
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Fig. 2. Kaplan-Meier survival curves according to
tumor size. TS: total survival.
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Table 4. Total survival rate in curatively resected gastric cancer patients

1 year 2 year 3 year

4 year 5 year 6 year

Mean survival

(%) (%) (%) (%) (%) (%) (month)
Total 96.1 92.1 89.2 88.3 86.2 83.6 78.6
Tumor size
<5cm 97.1 94.6 92.3 91.5 90.2 88.6 81.4
= 5cm 92.8 83.4 78.3 77.1 72.7 67.7 67.8  p=0.000
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Fig. 4. Relapse free survival (RFS) curves according to
tumor size.

Table 5. Relapse free survival rate of the patients
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BEEY 9= Cox regressions o8&
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A o, 7], Sk 7], 3 JA o] &
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024, 95% CI1 1.000-1.048), W7], F%< =1
J(RR 1.153, 95% CI 1.031-1.290)7} #+<3F
| UohwthH(Table 8). FAI% A<= 8o Wit o
HE Aol A o], W], T2 7], 3 A
Hol 2 5kA UER O U Uh i Ao A W7
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HAeke] A AN obd 7hA] FHal&kA] okar &
A QL o e A A A Yok 2] WA
sk 7] WA F AH g pavo] S E V| E
I QU= AR o] 1 sl Sk Rk oA 7hH] T
H & & A ek 2384 A9y B HAE ¥
ek =2 8 AA|7F A7) AEES F9ehe TR
ol o® 1o Yrh6,7]. T2 v A ¢
oF $xke] ok 40-60% ol XA A ol
Y o] T 40% JE7t AS doA dA At
B2 60% AR A 4AE VU + ole

lyear  2year 3year 4year Syear  6year  Mean survival
(%) (%) () (%) (%) (%) (month)
Total 98.0 92.6 87.7 84.0 79.9 719 75.5
Tumor size
<5cm 99.0 95.6 91.6 88.3 85.1 82.2 78.5
=5cm 94.5 82.2 73.8 68.8 62.5 62.5 64.0  p=0.000
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Table 6. Clinicopathological characteristics according to tumor size in curatively resected gastric cancer

Tumor size
P value
<5cm > 5cm
Ming Expanding (%) 8.0 8.0 0.721
WHO Tubular (%) 70.8 64.9
Signet-ring cell (%) 26.7 233 0.000
Histologic grade M*:P'(%) 42.2:44.0 40.1:56.0 0.000
Lauren Intestinal (%) 60.3 49.6
Diftuse (%) 39.2 50.4 0.009
Vascular invasion (%) 40.8 78.2 0.000
Nerve invasion (%) 32.0 71.1 0.000
CEA (mean = SD) 3.17 £19.99 8.34 £35.91 0.014
CA 19-9 (mean + SD) 21.24 + 51.86 41.79 + 148.76 0.013
Multi-focus (%) 46 (7.8) 8(3.2) 0.008

* Moderately differentiated, ' Poorly differentiated.

Table 7. p53, EGFR, C-erbB-2 and Rb gene expressions in the curatively resected gastric cancer according

to tumor size

Tumor size
Total (%) Pvalue
<5 cm (%) = 5cm (%)
p53(+) 286 (49.1) 75 (44.4) 361 (48.1) 0.295
EGFR(+) 138 (24.0) 42 (24.6) 180 (24.1) 0.919
C-erbB2(+) 144 (25.5) 43 (25.9) 187 (25.6) 0.920
Rb(+) 406 (71.6) 124 (75.2) 530 (72.4) 0.429
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°] 46.6-76.9%% K w1 YrF[8-10]. ©
A8 QA9 FAL 279 A o] Lol
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ojt}[11-13].
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=&Y tidol Ha . 53] £¢Y e 5
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Table 8. Cox regression of total survival in subjects
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Univariate Multivariate
RR* 95% CI+ RR* 95% CI't
Tumor size 1.251 1.181 1.324 1.153 1.031 1.290
Stage Ivs. 10 1.917 0.989 3.715 1.402 0.531 3.705
I vs. IITIA 6.217 3.842 10.062 4.434 1.904 10.329
I vs. I1IB 9.377 5.632 15.613 4.665 1.947 11.178
Vascular invasion 3.101 1.695 5.672 1.149 0.564 2.339
Age 1.025 1.007 1.043 1.024 1.000 1.048
* Relative risk, TConfidence intervals.
Table 9. Cox regression of relapse free survival in subjects
Univariate Multivariate
RR* 95% CI'* RR* 95%CI*
Tumor size 1.251 1.181 1.324 1.153 1.031 1.290
Tumor size 1.260 1.195 1.329 1.131 1.021 1.253
Stage Ivs. II 5.827 3.023 11.233 8.756 2.932 26.152
I vs. IIIA 13.030 7.307 23.237 24.270 8.505 69.256
Ivs. I1IB 28.053 15.719 50.065 27.102 9.263 79.297
Vascular invasion 3.649 2.064 6.452 0.711 0.380 1.331
Age 1.022 1.006 1.038 1.015 0.995 1.035
* relative risk, Tconfidence intervals.
AN TE AegE ASEo] ke A7 A A ojg}ar H om, ol vk ofE Harel: x| &
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Vo] dlmated £k 7|7 dArA o R ERf o™ (4 cm?| W 84.9%, 4-6 cm 56.2%, 68
o AEg F2% Qg 3. cm 40%, 8 crnol"L 32.6%, p<0.0001) i
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