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free survival among these three groups. However,
patients with one or more lateral lymph node metas-
tases tended to have a poorer outcome than those
without lateral lymph node metastasis (Figure 5).

Pattern of Recurrence With or Without LLD
The overall rate of recurrence was 34.3 percent in

TABLE 2 Univariate Analysis of Prognostic Factors for Cumulative Survival

Exp C.1 95% P value
Sex male 119 1.358 0.713-2.585 0.352
female 50 1
Macroscopic elevated 137 1
type depressed 32 1.865 1.024-3.394 0.041
Pathological well 59 0.565 0.223-1.436 0.23
type mod 95 0.658 0.274-1.580 0.349
others 15 1
Depth of pT2 46 1
invasion pT3 105 3.621 1.423-9.215 0.007
pT4 18 10.065 3.460-29.277  0.000
Lymph node pNO - 77 1
status pN1 42 2.842 1.261-6.404 0.012
pN2 50 7.079 3.436-14.588  0.000
Macroscopic () 65 1 .
lymph node (+) 104 1.727 0.947-3.148 0.074
metastasis .
Adjuvant ) 77 1.065 0.619-1.833 0.821
chemotherapy  (+) 92 1
Preoperative normal - 136 1
serum CEA high 33 1.946 1.054-3.592 0.033
Preoperative normal 134 1
serum CA19-9  high 35 2.18 1.211-3.925 0.009
Lateral lymph () 26 2.342 1.271-4.317 0.006

node dissection

P value

Exp C.IL 95%
Sex male 119 1.264 0.718-2.225 0.418
female 50 1
Macroscopic elevated 137 1
type depressed 32 1.849 1.061-3.222 0.030
Pathological well 59 0.400 0.181-0.885 0.024
type mod 95 0.518 0.249-1.076 0.078
others 15 1
Depth of pT2 46 1
invasion pT3 105 2.4317 1.188-5.000 0.015
pT4 18 5.334 2.241-12.696 0.000
Lymph node pNO 77 1
status pN1 42 4.751 2.301-9.810 0.000
pN2 50 7.015 3.514-14.008 0.000
Macroscopic (-) 65 1
lymph node (+) 104 1.976 1.134-3.443 0.016
metastasis
Adjuvant (-) 77 1
chemotherapy  (+) 92 1.123 0.686-1.841 0.644
Preoperative normal 136 1
serum CEA high 33 2.281 1.330-3.911 0.003
. Preoperative normal 134 1
serum CA19-9 high 35 2.068 1.207-3.542 0.008
Lateral lymph (-) 26 1.983 1.111-3.539 0.021
node dissection 143 1

(+)
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TABLE 4 Multivariate Analysis of Prognostic Factors

for Cumulative Survival

Exp C.1.95% P value

pT2 1

pT3 2.386 0.884-6.439 0.086
pT4 6.547 2.080-20.607 0.001
pNO 1

pN1 2.873 1.262-6.542 0.012
pN2 - 5.232 2.476-11.055  0.000
Lateral lymph  (4) 1 .

node dissection () 2.490 1.339-4.631 0.004

TABLE 5 Multivariate Analysis of Prognostic Factors )
or Disease-free Survival

P value

Exp C.L 95%
pT2 1
pT3 1.515 0.701-3.275 0.291
pT4 3.733 1.462-9.530 0.006
pNO 1
pN1 4.877 2.343-10.150  0.000
pN2 5.852 2.834-12.083  0.000
Lateral lymph  (+) 1
node dissection  (-) 2.074 1.154-3.726 0.015
Survival
rate P=0.0182 by log-rank test
100
65.4%
n 64.3% LLD
L
50 '\‘ n=143
EssssssmmssEmas NG LD
39.3% 39.3% e
5 10yr
Times after surgery (years)

FIGURE 2 Disease-free survival curves of patients with and those without
lateral lymph node dissection. LLD: lateral lymph node dissection. There
were significant differences between the LLD group and No LLD group
(p=0.0182 by log-rank test).

the patients who underwent LLD. Among these
patients, the recurrence rate was 66.7 percent in
patients with lateral lymph node metastasis and 28.7
percent in those without metastasis (p=0.001). The
recurrence rate differed significantly between patients
who underwent LLD (34.3 percent) and those who did
not undergo LLD (57.7 percent) (p=0.023). The local
recurrence was defined as intrapelvic recurrence
except anastomotic one. The local recurrence rate was
similar in patients who received LLD (17.5 percent)
and in those who did not receive LLD (23.1 percent;
p=0.498) (Table 6). The local recurrence rate in
patients with lateral lymph node metastasis was 38.1
percent, as compared with 13.9 percent in patients
without lateral lymph node metastasis (p=0.007).
Seven patients with lateral lymph node metastasis
(33.3 percent) remained disease free. These patients
had local lateral lymph node metastasis and benefited
from LLD. v :
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FIGURE 3 Disease-free survival curves of patients with and those without
lateral lymph node dissection in stage Il and stage Ill disease.

LLD: lateral lymph node dissection. There was no significant difference
between the two groups for stage Il (p=0.1815) or stage lll (p=0.0896)
by the log-rank test.
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FIGURE 4 Disease-free survival curves of three groups with stage lil
disease: lateral lymph node metastasis group, without lateral lymph node
metastasis group, and without lateral lymph node dissection group.

LLD: lateral lymph node dissection. LLN: lateral lymph node. There was a
significant difference between the LLD+LLN- and LLD- groups
(0=0.0449) and no significant difference between the LLD+LLN- and
LLD+LLN+ groups (p=0.1252) by the log-rank test.
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FIGURE 5 Disease-free survival curves of three groups with stage Il
disease: only one lateral lymph node metastasis group, two or more
lateral lymph node metastases group and no lateral lymph node
metastasis group.

LLN: lateral lymph node. There was no significant difference among the
three groups. The survival of patients with even one lateral lymph node
metastasis tended to be poorer than that of patients without lateral lymph
node metastasis.

DISCUSSION

‘In Japan, extended operation with en bloc excision
of both the primary tumor and superior regional
lymph nodes, including the lateral nodes, was previ-
ously recommended to prevent local recurrence and
improve survival in patients with advanced rectal can-
cer (7-9). However, this procedure disturbed urinary
and sexual functions (7,10). Techniques for LLD with
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auto-nerve preservation were thus developed to pre-
vent such complications (4,11-15). Surgeons at leading
hospitals have introduced these techniques to Japan.
We have performed LLD with auto-nerve preservation
since 1990.

Many patients with advanced lower rectal cancer
prophylactically undergo LLD, but the contribution of
LLD to the prevention of local recurrence and
improvement of survival remains unclear. The rate of
lateral lymph node metastasis in advanced lower rec-
tal cancer ranges from 13 percent to 24 percent
(2,3,5,14,18). The internal iliac nodes and obturator
nodes are most likely to have metastasis (6). Lateral
lymph node metastasis is most often associated with 1)
cancer below the peritoneal reflection, 2) mesorectal
node metastasis, 3) deeply penetrating tumors, and 4)
poorly differentiated adenocarcinoma (2). Patients
with one or more of these conditions are thus most
likely to benefit from LLD.

We studied patients who had T2 or more advanced
disease because T1 tumors are usually free of lateral
lymph node metastasis (18). Qur analyses showed that
T stage (TNM classification), N stage (TNM classifica-
tion), and LLD were independently related to disease-
free survival. Because LLD was one of the factors iden-
tified, we compared disease-free survival rates
between patients who underwent LLD and those who
did not undergo LLD. We found that LLD was associ-
ated with a better outcome than no LLD. However,
this finding might have been biased by the fact that
LLD was not done in patients who were elderly or had
severe cardiovascular or respiratory disease. As for
disease stage, there was no significant difference in
the prevalence of stage II or stage III disease between
patients who underwent LLD and those who did not.
When we compared outcomes in stage III disease
among patients without lateral lymph node metasta-
sis, those with only one lateral lymph node metastasis,
and those with two or more lateral lymph node metas-
tases, we found that outcome was negatively affected
by the presence of even one positive lateral node. Fuji-
ta et al. (17) reported that LLD did not improve sur-
vival in patients with stage II or III disease. However,
among patients with pathological N1 (TNM classifica-
tion) lymph node metastasis, those who underwent
LLD had a better outcome than those who did not
undergo LLD.

What is the value of LLD? The rate of local recur-
rence after LLD ranges from 4.8 percent to 12.5 per-
cent (5,14,15,18,19). The difference in the rate of local
recurrence rate between LLD and total mesorectal
excision (TME) is minimal (16,20), and LLD has not

VTABLE 6 Local recurrence Rate

Patients with local

All patients recurrence
LLD- 26 6 (23.1%) —|P=O.498
LLD+ 143 25 (17.5%) -
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been shown to be superior to TME. Enker et al. (16)
reported that the local recurrence rate after TME was
only 7.3 percent.

The outcomes of patients with lateral lymph node
metastasis are poor owing to a high rate of relapse
caused by remote metastasis. This factor may be
responsible for an unbridgeable gap between potential
benefits of LLD and an improvement in survival. In
our study, the rate of local recurrence did not differ
significantly between patients who underwent LLD
(17.5 percent) and those who did not (23.1 percent).
However, the rate of local recurrence among patients
with lateral lymph node metastasis was 38.1 percent,
implying that local recurrence was controlled in the
remaining 61.9 percent. Moreover, 33.3 percent of the
patients with lateral lymph node metastasis remained
disease free. These patients most likely had local
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" Abstract

Tissue inhibitor of metalloproteinase-1 (TIMP-1) not only in-
hibits matrix metalloproteinases but also stimulates tumor
growth. In this study, long-term follow-up results were ana-
lyzed to clarify the prognostic value of plasma TIMP-1. Pre-
operative plasma TIMP-1 was measured from peripheral
blood samples of 87 Japanese patients with colorectal carci-
noma. All the patients underwent surgical resection and
were followed for 5 years prospectively. The median follow-
up period was 70 months (60-79 months). The cutoff value
of plasma TIMP-1 was set at 170 ng/m! based on the ROC
curve. Sensitivity and specificity to predict 5-year survival
was 66.7 and 55.0% with this cutoff value. In univariate anal-
yses for overall survival, lymph node metastasis, serosal in-
vasion, peritoneal metastasis, liver metastasis, metastasis to
other distant organs and TIMP-1 were significant. In multi-
variate analyses, lymph node and liver metastases, metasta-
sis to other distant organs and plasma TIMP-1 were indepen-
dent prognosticators, but p values of TIMP-1 did not reach
statistical significance. Our results suggested that the pre-
operative plasma TIMP-1 concentration could be a useful
prognosticator of long-term survival in patients with colorec-
tal carcinoma. Copyright ® 2007 S. Karger AG, Basel

Introduction

Every year, more than 945,000 people'develop colorec-
tal cancer in the world, and around 492,000 patients die
[1]. Further, despite intended curative surgery, 50% of

these patients experience relapse, which is invariably fatal

(2]. In Japan, the westernization of lifestyle, especially di-
etary habits, has progressed remarkably since 1950 and is
presumably directly related to the increasing incidence of
colorectal cancer {3]. Colorectal cancer is the third lead-
ing cause of death due to cancer in Japan [4]. The Study
Group of the Japanese Society for Cancer of the Colon and
Rectum on Postsurgical Surveillance of Colorectal Can-
cer reported that the recurrence rates of stage I, IT and III
cancers were 3.7, 13.3 and 30.8%, respectively (p <0.0001)
(5, 6]. They reported that the curves of the cumulative ap-
pearance rate of recurrence in stage II and III patients
showed a rapid increase for the first 3 years. Recurrence
after 5 years was less than 1% in each stage [5].

A variety of new biomarkers including oncogenes, tu-
mor suppressor genes, angiogenic factors and proteinases
have been examined and discussed in relation to tumor
progression and patient survival. However, none of them
have proven superior to the conventional pathologic
markers in determining prognosis.

Tissue inhibitor of metalloproteinase-1 (TIMP-1) not
only inhibits matrix metalloproteinases but also stimu-
lates tumor growth (7, 8]. TIMP-1 expression has been
reported to correlate with disease progression in patients
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Fig. 1. ROC curve for survival obtained from plasma TIMP-1.

with colorectal carcinoma [9]. Zeng et al. [10] indicated

that there was a correlation between TIMP-1 mRNA lev-
el and advanced stage. TIMP-1 has been examined not
only in tumor tissues but also in blood samples. Serum
TIMP-1 levels have not shown any correlation with tu-
mor progression [11]. Previously, we reported that plasma
TIMP-1 could be a marker for tumor progression [12] and
a prognosticator for short-term survival [13] in patients
with colorectal cancer. We reported that plasma TIMP-1
could predict serosal invasion, lymph node and liver me-
tastases, and Dukes’ C with an accuracy of 68.5, 66.7, 70.4
and 68.5%, respectively, and would be a significant prog-
nostic factor 1 year after surgery.

Generally, most recurrence has been reported to occur
within 2-3 years after surgical resection for colorectal
cancer [2]. To assess the prognostic value, a follow-up pe-
riod of more than 5 years is recommended. However, the
clinical significance of TIMP-1 for long-term survival
has not been fully clarified. In this study, the results of
long-term survival were analyzed to clarify the prognos-
tic value of plasma TIMP-1.

Patients and Methods

Peripheral blood samples were collected from 87 Japanese pa-
tients with colorectal carcinoma at the Kanagawa Cancer Center,
Yokohama, Japan, between June 1999 and July 2000. Concentra-
tions of TIMP-1 protein were measured by enzyme-linked immu-

206 Oncology 2007;72:205-208

Fig.2. Survival curves in patients with negative or positive plasma
TIMP-1.

nosorbent assay in plasma samples. Clinical and pathologic clas-
sifications followed previously established rules [6]. The depth of
invasion was categorized into two groups: tumors confined to the
proper muscle layer and those invading the subserosal layer or
deeper tissue in pathological findings. Metastases to the lymph
nodes, liver, peritoneum and other distant organs were also di-
vided into two groups: tumors with and without metastases. Sub-
sequently, all the patients underwent surgical resection and were
followed for 5 years prospectively.

Statistical Analysis

Overall survival was evaluated by univariate and multivariate
analyses. Survival curves were calculated by the Kaplan-Meier
method and compared by the log-rank test. Multivariate survival
analyses were performed by Cox’s proportional hazard model.
p < 0.05 was considered statistically significant, and data were
expressed as means + SD. '

Results

The median follow-up period was 70 months (60-79
months). TIMP-1 was elevated in 45 patients (51.7%)
when the cutoff value was set at 170 ng/ml based on the
ROC curve (fig. 1).

Sensitivity and specificity to predict 5-year survival
was 66.7 and 55.0%, respectively, with this cutoff value.
The TIMP-1 level discriminated significantly the pres-
ence or absence of lymph node metastasis, serosal inva-
sion and stage (table 1).

Yukawa/Yoshikawa/Akaike/Sugimasa/
Rino/Masuda/Imada
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Table 1. Patient characteristics

Table 2. Univariate analysis of clinicopathological factors

Characteristics. ...

value

25/17 0.636

Sex, male/female 29/16
Age, years 63.17+£2.02 654*1.44 0.365
Macroscopic type? )
Type 0 (early cancer) 4 0 0.214
Type 1 8 6
Type 2 26 32
Type 3 3
Type 5 1 1
Histologic type
Well differentiated 20 16 0.254
Moderately and poorly
differentiated 22 - 29
Lymph node metastasis
Negative 23 13 0.014
Positive 19 32
Serosal invasion (ss and more)
Negative 11 3 0.013
Positive 31 42
Peritoneal metastasis
Negative 41 43 0.598
Positive 1 2 '
Liver metastasis
Negative 38 36 0.171
Positive 4 9
Metastases to distant organs
Negative 2 4 0.448
Positive 40 41
Remaining
RO 40 34 0.010
R2 2 11
Stage
I 9 2 0.20
II : 13 9
1A 11 11
IIIB ‘ 3 11
v 6 12

Statistical comparisons between the two groups were per-
formed by unpaired Student’s t and X tests.

2 Pathological measures according to the general rules of the
Japanese Research Society for Cancer of the Colon and Rectum

[6].

Univariate analyses for overall survival showed sig-
nificant differences in serosal invasion, lymph node,
peritoneal and liver metastasis, metastases to other dis-
tant organs and TIMP-1 (table 2). Five-year survival was
64.4% in patients with positive TIMP-1 and 78.6% in
those with negative TIMP-1 (fig. 2).

Prognostic Value of Plasma TIMP-1 in
Colorectal Cancer

Factors - . pvalue . Hazard ratio
Sex

Male vs. female 0.9995 0.00
Age

<59 vs. >60 years 0.2904 1.12
Histologic type

Well vs. moderately and

poorly differentiated 0.1157 2.47
Depth of invasion

Mp vs. ss 0.0443 4.04
Lymph node metastasis® 0.0025 9.13 .
Peritoneal metastasis® 0.0218 5.26
Liver metastasis® 0.0000 4791
Metastasis of distant organs® 0.0000 21.80
Plasma TIMP-1? 0.0465 3.96

® Negative versus positive.

Table 3. Multivariate analysis of clinicopathological factors

Factors

o value Hazard ratio
Lymph node metastasis® 0.022 3.244
Liver metastasis® 0.000 9.555
Metastasis of distant organs® 0.003 4.483
Plasma TIMP-1* 0.075 2.131

# Negative versus positive.

In multivariate analyses for clinicopathological fac-
tors, lymph node and liver metastases, and metastases to
other distant organs were significant independent prog-
nosticators, but TIMP-1 did not reach statistical signifi-
cance (table 3).

Discussion

A variety of new biomarkers, including oncogenes, tu-
mor suppressor genes, angiogenic factors and proteinases
have been examined and discussed in relation to tumor
progression and patient survival. Recently, TIMP-1 ex-
pression has been reported to correlate with disease pro-
gression in patients with colorectal carcinoma [9]. More-
over, plasma TIMP-1 levels were significantly higher in
patients with far-advanced colorectal cancer than in
healthy controls {14]. Previously, we reported that plasma

Oncology 2007;72:205-208 207
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TIMP-1 could be a marker of tumor progression [12] and
a prognosticator of short-term survival in patients with
colorectal cancer [13]. To further clarify the clinical role
of plasma TIMP-1 in long-term survival of patients with
colorectal cancer, we classified patients into higher and
lower TIMP-1 groups and attempted to follow them for
>5 years prospectively, examining the prognostic value
of TIMP-1 by both univariate and multivariate analyses.
A cutoff value for plasma TIMP-1 was determined based
on the ROC curve. Sensitivity and specificity to predict
5-year survival was 66.7 and 55.0%, respectively, with
this cutoff value. In univariate analyses for overall sur-
vival, there were significant differences in preoperative
plasma TIMP-1 together with other conventional clinico-
pathological factors. Thus, plasma TIMP-1 was a signifi-
cant prognosticator not only for short-term survival but
also for long-term survival in patients with colorectal
cancer. Recently, Holten-Andersen et al. [15, 16] stratified
patients into four groups according to pre- and postop-
erative plasma TIMP-1 and demonstrated a significant
association between plasma TIMP-1 and long-term sur-
vival. Moreover, they described that the combination of
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Clinicopathological Studies of Mucinous Carcinoma of the Colon and Rectum: Tsuchida K*!, Shiozawa M*!, Suga-
no N*1, Morinaga S*!, Akaike M*!, Sugimasa Y*!, Takemiya S*!, Kameda Y*2, Rino Y*3 and Imada T*3 (*!Department
of Gastrointestinal Surgery, *2Department of Pathology, Kanagawa Cancer Center, *31st Department of Surgery, Yoko-
hama City University School of Medicine)

Clinicopathological features of 46 cases of mucinous carcinomas of the colon and rectum were compared with those of
988 cases of well or moderately differentiated adenocarcinoma as a control. It accounts for 4.7% of all primary colorectal
cancer. Mucinous carcinoma had a greater likelihood of location in the right-side colon, deep invasion through the bowel
wall, and complicated peritoneal dissemination than the control cases. There was no significant difference with the cu-
mulative survival rate between two groups. The cases after curative resection (Cur A/B) of mucinous carcinoma rev-
ealed approiimately same level of prognosis. The cases after palliative resection (Cur C) have poor prognosis. In the
patients with recurrent carcinoma and palliative resection, chemotherapy was not effective. Only one case with re-opera-
-tion showed long-term disease free survival. For improving the prognosis of the patients with mucinous carcinoma, ag-
gressive resection is thought to be worthwhile. '

Key words: Colo;_ectal cancer, Mucinous carcinoma, Prognosis
Jpn J Cancer Clin 53(8): 519~523, 2007
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Table 1 Frequency of other cancers in patients with multiple primary carcinoma

Male Female
number of cases 242 cases 145 cases
age (meanz=SD) 66.9+9.2 634+10.2
synchronous 72 cases 36 cases
metachronous 175 cases 113 cases
organs stomach 106 cases (43.8%) mammary 47 cases (324%)
lung 37 cases (15.3%) uterus 37 cases (255%)
prostata 23 cases ( 96%) stomach 28 cases (19.3%)
neck 18 cases (-7.5%) lung 11 cases ( 7.6%)
esophagus 18 cases ( 7.5%)
urinary tracts 16 cases ( 6.7%)
bladder 12 cases ( 50%)

WTHE2HBME L THERETITREEIBHEENS
CEIZEBHE L 2HEOMEICL DTN,
LT, EERBESHAICBVWL7r0—T v 7
IERICHEITIZ L T nds, AFETic EERNEEHR
Z, MWECT BLUEECT 247V, HIkBER 7 +
O—7v7%3~6» BT ICHHCT BLUVE
HCT IS THiozz. E72, 151 1 B0 TFHMLE
MNIEREZITTo7:. T3, RIK5ERIIR
7L, 20®BIIBEHIT- 2. #iEOLIRAIRER
BIIWENBEL D HEFAREREHF OERH
BFEIITo7:. MOEERIIBEOERSLHE
BREDDORERORERRLLICLVRER
N0 TH5. :
REHEE, 1) KIGEBFEMEFICBITLER
MOBFEB L EOEEBOMRE, 2) BB 4
LR TVWKIBBEF OME, 3) KBBNERE
B BT R EEEBOHES L UREREO
WEt, 4) KIBGBRGUBRENICB T2 E8ER
FTEzEUCTREFORE, 5 KIBBBRBEIRE
EFNCBIT 2 KGR ERBYEEREL LEL H
DEDOREDORET 21T o 7.
METFEHIMRENICIE, BRERBIT I YREB X
CtiREZ AV, SEEMBITIE Cox ZLTEMITL
OQYVRA7 4 v 7 EGEGHE B,
WEEEEZEHD LHELL.
¥ R

DRGBFEMREFNCB T 2ERBOFREB L
% DIEF DIRET

p i3 0.05 5k
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ERGEFMED 2141 b, EEBLHEL
7-EBIE 387 B (181%) THh o 72. WERIZFERM4
5108 B (5.0%), FBeiEAHT 288 61 (135%) TH o
7 ERITIIEMN 242 Bl (LB HEFF D 187%),
145 B (XMEEFFD 171%) Thol-.

FEHELLTWERBICEL T, BEBLULHIC
BELZBHREPFET LD, Btz
LTHRET L. FhEnELEEERESEZ Bl
2B (438%), FifE (153%), BIIZIRIE (9.6%)
THY, HITHE (324%), FE®H (255%),
R (193%) THo7 (Table1).

2) EEB PR LT ABEES DR

SfER 2,141 B, EBUED ) OB (EEEE,
876 LEEBELOB GEESBRE, 1754
Bl) R FREENEF B L. YREB LU
tREC LD RBERBTICBL T, £8, 8%
B, KBZREOFEDIRBFIEEELRDT
Wiz, UL, BREES L UKBBEREREICIX
FEEIRD L o7 (Table2). YLLOFEEY
ROIHFICHLTOEY AT 4 v 7 EIESHF %
T, E#, KBEZRBOFEIEERZHR
LR TWHYEFTHo7 (Table 3).

3) KBBEMHEFSCBT»EBEESEBEOR
Ed L URERBORE

KIGBARICRBEEERSE 665 L2 EIX
1006 TH o7, FHEOLZWEERIIERE 27 61,
Rt 17 B, BISLRBRAE 11 BITap o 7= (Table 4). &
NODERBEFSICB VT, KEBRIBEUIERED
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Table 2 Clinocopathological feature of colorectal cancer patients with other cancers
(univariate analysis)

Other cancer (+)

group

Number of cases 387

age (mean +SD) 65797
male 242
female 145
family history of (+) 138
cancer (=) 249
family history of (+) 32
colorectal (-) 355

cancer

location right colon 100
left colon 169
rectum 118
histological type  wel 175
mod 177
por 18
muc 13
sig 4
multiple (+) 88
colorectal _ 299

cancers

Other cancer (-)
group

1.754 ,
626111 0.000
1.049 0.321

705
604 0.647

1.150
176 0.288

1578

p value

397 0.391
789
568

670 0.046
887
108
81
8

242 . 0.000
1512

Table 3 Clinocopathological feéture of colorectal cancer patients
with other cancers (multivariate analysis)

Exp C.195% P value

age

Microscopic findings wel
mod
por
muc
sig

Multiple colorectal cancers (=)
(+)

1.026 1.015-1.037 0.000
1.708 0.923-3158 0.088
1.286 1696-2.375 0422
1.072 0.493-2.331 0.861

1

2.830 0.730-10.963 0132 .
1

1741 1.319-2.296 0.000

ERBERESIE T ERIZ B 32.3%, M 476%, AL
BRI 0% Thol. LoT, LEMEENEL »
SEFRSEROBEENEVEBS L OB
RIS EEL LN

KBS R 15 SR BRI T A D R AR BRI 12 T3
53+354, FEE43ETHY, WM&k S5 FEUAIC
57 %1 (635%) #%, 104ELLAIC 83 %1 (865%) 7
BELTW (Fig.1). iz, BREMmBIIOW
TIXEERER I OFHME 7040 &, HEHET72
£ MBRERHOFYME 35227 4, PRHMER

26 ETh ot WBEEERNOERTEI BT 58
SEHDE, FiE5ELNITECMBOEELNS
(. SELBIIEBOFEENEL 2o T (Fig.
2).

4) KEBBAREYREMICE T2 FREF
KB EAHER T, ABIEE A 185N BRF
#0111 DFEHIE 1757 Bl T o7z, M3, £,
EREERAL, PERR EEE AT HRREL,
BEEROAE (R, BREZET), KIBEH
BRBUEEMOAEIIE L T Cox DHERIR
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HTTFRBAFERNT 5L, KBENERNNEE
BROFEUSNIBFEEZL ZD Tz (Table 5).
CNHDHEFIZ Cox ZEEMITZIT) &=, £
#n, MEEEE, MMRL, BRRKHH, EREOAFEN
MIEAFELLTHo7: (Tableb).

L oT, KBEBIRGUREMNIC BV TEER
HHIEPMAFHERTFEL2-TEY, —F, #
BORNMEERIITFERTF LI 2o Tnkdo
7.

Table 4 Frequency of postopera-
tive other matachronous cancers
in patients with colorectal cancer

stomach 27 cases
lung . 17 cases
prostata 11 cases
neck&head 8 cases
mammary 6 cases
bladder 4 cases
liver 4 cases
esophagus 3 cases
skin 3 cases
uterus 2 cases
ovary 2 cases
others - 13 cases

total 100 cases

KGRI BT 5 bl 2: FHEE O BHAAREE 40% 95

5) RIGMRELIBREIESNC B 5 #itk REE

BB LEL S ) BOREOKE

FERABHD 3B 1,754 FlIZ O W TH R E
RUEERE L2 LB 165461 5 0B 100 1 % 8k
BE LA ENZhoctaizz LET 3894
(235%), HHEET3IBHI(330%) Tho7-. EH

W LBTIRRBEIEAN 130% &% < RiChiE

FE85% Lizo Tz —F, » N ETIIEHMEI
H240% L%, KBBRIZ29% & EEHE
BHICAEEEYRD (p=0000). LoT, KXBE#E
RIBEVBR SN E L THIMBORBEEERIC
Lo TRCT HEFIS C EFEBIEL RS T2
DNRVPLEEZZ 5N/ (Fig. 3).
Z £

KGR ISHBNERB*HELLTVEREL
TEDBRRBERIIOVWTHBEINTES, Ly

L, BEFERIRBEORM, BEHEomm ®2

WO 2 KB FED BRI LI, K
BIEDIC BV 5 ERBOHREE 5125 BB S
NBEICHoTETVE. UL Z DR
BAEALLTEC OB TRMS DD, EEDOF—
5 & LTIRPR 14 0% 57 BABBHEEOE
SR & MRS BB OT & N7z b OB

Fig. 1 Fifty-seven out of 96 (63.5%) cases with metachronous postoperative
other cancers were found within 5 years and 83 cases (86.5%) were found

within 10 years.
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Fig. 2 Lung cancer was more frequently found within 5 years after opera-
tion and gastric cancer was found after 5 years in patients with colorectal

cancer.
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Table 5 Prognostic factors in patients with colorectal cancer who underwent curative resection (CurA.

stage 0-T0) (Univariate analysis in Cox regression model)

Exp Cl95% P value

Gender (male vs female) 1315 1.085-1.594 0.005

Age 1.045 1.035-1.054 0.000
Tumor locatin right colon 1

left colon 0.763 0.601-0.870 0.027

rectum 1.046 0.823-1.331 0.711

Macroscopic type (depressed vs elevated) 1.938 1.558-2412 0.000

Tumor size {mm) 1.004 1.003-1.006 0.000

Tumor differentiation (por, muc, sig vs wel, mod) 1619 1.200-2.184 0.002

stage (I vs 0-1) 2719 2.259-3273 0.000

Other primary carcinoma (+ vs —) 1582 1.285-1.947 0.000

Postoperative metachronous other primary carcinoma (+ vs —) 1.003- 0.714-1410 0987

Table 6 Prognostit factors in patients with colorectal cancer who underwent curative
resection (CurA, stage O-I) (Multivariate analysis in Cox regression model)

Exp Cl195% P value
Gender (male vs female) 1.370 1.125~1.669 0.002
Age 1.043 1.033-1.053 0.000
Tumor size (mm) 1.004 1.001-1.006 0.000
Tumor differentiation (por. muc, sig vs wel, mod) 1412 1.038-1.922 0.028
stage (s 0-1) 2631 2174-3.183 0.000
Other primary carcinoma (+ vs —) 1.428 1.154-1.765 0.001
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KIS BV 2 MRS T A MR

HHSREE 40% 9%

Fig. 3 The rate of death for other cancer was significantly higher in patients with postopera-
tive other cancer group compared with in patients without other cancer group.

Other cancer(+) group
Total 1654 cases

Number of death 389cases
cases

(23.5%)

100%

- 50%
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Other cancer(-) group
Total 100 cases

Number of death 33cases
cases

(33.0%)

The cause of death

Colorectal cancer NN

No cancer

Other cancer
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BRAFC Lo TEEBREOHRA L Y IEFIC 2
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FOER L 18% IS RA Tz,
KIGBEPUB W TEREBERETL TV 2HE
WEZPRMECLEF -7~ N[ KB
[EHM] T, 2000 E~2007 ETRETLHE, W
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EVROONT:. WEEEBICEL TIIEEED
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BOIET, —MICBEERAANDORKRYENEICE
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7=,
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b, FoT, LBEIERRIMIICLELE
ZAbha.
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A Clinical Study of Colorectal Cancer Patients with Other Primary Cancer

Manabu Shiozawa, Kazuhito Tsuchida, Nobuhiro Sugano,
Souichirou Morinaga, Makoto Akaike and Yukio Sugimasa
Department of Gastrointestinal Surgery, Kanagawa Cancer Center

The aim of this study was to evaluate clinical implication of the presence of other primary cancer (OPC) in
cases of colorectal cancer patients. A total 2,141 cases were enrolled in this study. Of the total 387 (18.1%) had
OPC. There were 108 cases with synchronous and 288 cases with metachronous multiple cancers. The col-
orectal cancer cases with OPC had a significantly poorer prognosis as compared with those without OPC. And
the rate of death for OPC was higher in patients with postoperative metachronous OPC than in those without.
The major sites of OPC were the stomach (43.8%) and lung (15.3%) in males and breast (324%) and uterus
(25.5%) in females. Multiple colorectal cancers appeared to be a risk factor for OPC. Postoperative metachro-
nous gastric cancer was frequently found five to ten years after the operation and lung cancer within five
years after the operation. We must carefully monitor patients for the development of OPC, in particular, gas-
tric cancer and lung cancer, especially in patients with multiple colorectal cancers.
Key words : colorectal cancer, multiple primary cancer, colorectal cancer with other primary cancer
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