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Fig. 1 A positive case of histological heterogeneity
0 H-E stainx 1000
There are two different histologies of well differen-
tiated adenocarcinoma and mucinous carcinoma in
a single tumor.
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Table 10 Positive cases of histological heterogeneity

colon cancer

rectal cancer

major histologic type number of casespattern of histological hetero- number of casespattern of histological heterogeneitz

geneitz number of cases number of cases

wel 100 well mod 22 82 well mod 14
welJ modO por 2 welJ modO por 1
wel mod( muc wel mod( muc 1
well modO por] muc well por 3
well por well por( sig 1
well muc 12 well muc 8
welld mod SCC 1

subtotal 44 28

mod 15 modO wel 5 18 modO wel 2
modO wel O por 1 modO wel O por 3
modO por 1 modO por 2

subtotal 7 7

por 8 pord wel 1 5 pord weld muc 2
pord mod 1 pord wel 1
pord modd muc 1
por muc 1

subtotal 4 3

muc 5 mucl weld mod 1 11 mucl weld mod 4
mucl well por 1 mucl well por 1
mucl wel 2 mucl wel 3

mucl por 1
mucl sig 2

subtotal 4 11

sig 2 sigd mod( muc 1

subtotal 1

total 130 60 116 49

welO well differentiated adenocarcinomald modJ moderately differentiated adenocarcinomall
porO poorly differentiated adenocarcinomall mucl mucinous carcinomal] sigd signet-ring cell carcinoma
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200
o20000000000000O00C0CO0
000000000 INFoOINFBOINFyO OO
goooooooooooooooobooooooo
oomooOooooo INFOOOoooooo
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INF-yOODODOOQO O p<0.0020 Table 217
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Table 200 Relationship between histological heterogeneity and clinicopathological factors

colon cancer rectal cancer
number of caseBl %0 number of caseBl %0
p-value p-value
heterogeneity] 0 O heterogeneity] O O heterogeneity] 0 O heterogeneity] 0 O
depth of tumor invasion
mp 10 17140 41286 20 166.70 10 1333
s8lail] 45 160.00 30 1400 30 160.00 20 1400
p O 0009 §§> NS.
sél a20] 13 13510 24 1649 ' 15 14550 18 1545 0 p00.120
41 aildl 2 15000 2 1500 2 166.70 11333
mode of infiltrative growth
INF-a 2 150.00 2 ]50.0§> 211000 01000
INF-8 59 162.10 36 1379 p0 0002 5116220 31 ]37,83} N.S.
INF-y 9 129.000 22 1710 14 143.80 18 156.2 Hp0 0090
lymphatic invasion
lyo 27 16750 13 1325 28 165.10 15 1349
ly1 13 154.20 11 1458 18 172.00 71180
NS. 0 002
ly2 13 154.20 11 1458 0 pJ0.0600 11 157.90 81421 P ’
lys 17 140.50 25 1595 10 13450 19 165.5
venous invasion
Vo 50 15750 37 14250— NS, 44 166.70 22 1333
Vi 6 150.00 6 15000 / HpO0270 10 166700 51333
v 614620 715380 8147.10 91529 p 0 0.005
V3 8 14440 10 15560+ 512780 131722
lymph node metastases
no 39 15820 28 14180—— NS 42 16890 19 13110 p O 0.02
n 20 15560 16 14440— /U PO0380 15 14550 18 15450
n2 6 13750 10 16250 9 15290 8 14710
ns3 5 14550 6 15450 113330 2166.70
na 01000 01l000— 0 ]0.00 2 1100.0
clinical stage
stage I 7 170.00 3 130.00— 14 163.60 8 136.40
stage 1I 31 15740 23 14260 25 17350 9 12650
stage a 21 15380 18 146200 : E\Ig’igu 18 14740 20 15260 p O 002
stage b 11 140.70 16 159.3 p= o 10 150.00 10 150.00
stage IV 01000 01000 0 ]0.00 2 1100.0
0 p<0.020 Table 2[1] gooooooooooooo
20uPAOOODOOOOOO 2000000000 uPA
10uPADOOOO 0000000 vuwPAODODOOODOOOOODOO
do0ooboz60 00000000 200000 d00oobooOooogo2s00oi1s00e00000000O
gooooOobooeoooooo48o0n0o042000 gogoi1soo1300722000 uPAOOOOOODOO
O000OuPAOOODOOOOOODOODOOOUWPAODO 0000000000000 0D00O00OO Table 310
O00000Oooo480026005420 000000042 3n0000ooooooooooooooo
Oo3s0083300o000oooooooooaodTa- 10doooooooooo soo0o0a
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Table 30 Relationship between histological heterogeneity and expression of uPA

colon cancer

rectal cancer

number of case8l %]

number of caseBl %0

uPAIOOuPAI OO total p-value uPAIOOuPAIOO total p-value
heterogeneity) 0 0 12152200 104780 23 p0056 21830 2219170 24 p0012
htterogeneityl 0 O 100 40000 151 60.00 25 N.S. 812780 187220 18 N.S.
total 22 26 48 7 35 42
Fig. 3 a. The comparison of the cumulative survival Fig. 4 a. The comparison of the cumulative survival
rates between histological heterogeneity-positive rates between histological heterogeneity-positive
and negative cases of colon cancer and negative cases of rectal cancer
b. The comparison of the cumulative survival rates b. The comparison of the cumulative survival rates
between histological heterogeneity-positive and between histological heterogeneity-positive and
negative cases of colonic well differentiated adeno- negative cases of rectal well differentiated adeno-
carcinoma carcinoma
(% (%
100 [ histological heterogeneity ( - ) 81.3% 1001 histological heterogeneity ( - ) 80.6%
@
= 801 £ 801
E :| p=0.06 NS. § i| p<0.03
2 6or histological heterogeneity ( + ) 67.7% g 6or
B 3 histological heterogeneity ( + ) 60.2%
g 40° & 401
3 P!
R x
2 20f 2 5
R N TR —
years after surgery (years) 0 1 2 3 4 5 6 (years)
2. all cases years after surgery
a. all cases
(%) histological heterogeneity ( - ) 91.6%
100] (%) ) . .
° L histological heterogeneity ( - ) 89.5%
8 © 100
3 [ P<0.002 g
g I § 80 j| p<0.003
§ 60 histological heterogeneity ( + ) 65.3% g coF
‘E 40 8 histological heterogeneity ( + ) 64.3%
8 s aof
4 L a
3 20 2
20f
or ' ' " "
0 1 2 3 4 5 6 (years) oL, A A . . . .
vears after surgery
b. cases of well differentiated adenocarcinoma 0 ! 2 3 4 5 6 (years)

years after surgery

b. cases of well differentiated adenocarcinoma

000000000000 p=0.060 Fig. 3al0 0O
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000000000 0O0p<0.0020 Fig. 3b00 0000
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0 p<0.0030 Fig. 4b[D]
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Table 400 Relationship between histological heterogeneity and recurrent form

colon cancer

rectal cancer

number of caseBl %0

number of caseB] %0

heterogeneity  heterogeneity p-value heterogeneity heterogeneity ~ Pvalue
0000 n0700 00 OO0 nO 600 00 00n0670 0 OO0 nO 490
hematogenous metastasis 901 1290 130 21.70 p00.24 N.S. 901 1340 1102240 pO 022 NS
distant lymphogenous metastasis 200290 20330 p O 099 NS. 30450 20410 pd 0.99 N.S.
local recurrence 0 701170 p O 0.0040 50750 501020 pO 0.74 N.S.
peritoneal metastasis 30430 50830 pO 047 N.S. 10150 10200 p0 099 N.S.
total 1200 17.10 190 31.70 pd 0.06 N.S. 110 16.40 170 3470 pd 0.03
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O00o0O0oOooooer0oO1l0016400000000
490017003470 000 0000000000000
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A Study on Clinical Significance of the Histological Heterogeneity in Colorectal Cancer

Kimiaki Hirama, Takayuki Morita and Mitsuru Konn"
The Second Department of Surgery, Hirosaki University School of Medicine
“The Director of the National Health Insurance Kuzukawa Clinic

We studied the clinical significance of histological heterogeneity] the histological combination in a single
tumor(in colorectal cancer, and examined immunohistologically the expression of urokinase-type plasminogen
acticator] uPAO The patients were less than 75 years, and had undergone curative surgery for advanved col-
orectal cancer. Their cases were investigated for the relation between histological heterogeneity and clinico-
pathological factors, and the influence on disease free 5-year survival rate and recurrent form. Furthermore,
uPA expression was examined immunohistologically. The positive cases of histological heterogeneity showed
poor prognoses in disease free 5-year survival rate. Histological heterogeneity related to local recurrence in
colon cancer. UPA showed no significance in relation to histological heterogeneity. We speculated that the his-
tological heterogeneity reflected biological malignancy of tumors and proved to be an important prognosis de-
tecting factor.

Key words[] colorectal cancer, histological heterogeneity, urokinase-type plasminogen acticator] uPAL prog-
nosis detecting factor
0 Jpn J Gastroenterol Surg 330 448—454, 20000

Reprint requests Kimiaki Hirama The Second Department of Surgery, Hirosaki University School of Medi-
cine
5 Zaifu-cho, Hirosaki-shi, 036-8562 JAPAN




