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radic Colorectal Carcinoma and Its Clini-
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Purpose: DNAreplicationerrors (RERs) inrepeated nu
tide sequences (mcrosatel lite instability) is cause
tive misnmatch repair (MMR) genes. Ninety percent
colorectal carcinonmas in hereditary nonpol yposis co
cancer (HNPQC) patients and 10 15%of sporadic col
rectal cancers showmnicrosatellite instability. Int
of colorectal cancers with microsatellite instabili
fective MR gene is hMHL or hMBR. The author exa-
mned inmunohistochemcal expression of hMHL an
hNBHR in 75 cases of colorectal carcinomas exclu
H\PGC, based on Ansterdamcriteria for investigating
copathol ogical characteristics and prognosis in hMLHL
negat i ve cases.

Methods: Fornalin fixed, paraffin blocks obtaine
tunor s of 75 cases of colorectal cancers vere staine
two nonocl onal antibodies (hMHL and hM8H). The cor
relation between hMHL/hNBR negativity, and cli
pat hol ogi cal feature and prognosis were statistical |
Results: Twelve cases (16.0% showed hMHL hNE2
negativity. Negative expression of hMHL hMER was
sociated with ear |y onset (under age 50), proxinal |
nmultiplicity, nucinous histologic type and poor d
tiation. There was a significant survival advantage
with hM.HL hMBH2 negative colorectal carcinona.
Conclusions: This study shows that hM.HL hMB2 neg
tive colorectal carcinonas have the sane clinicopath
characteristics of colorectal carcinonas with nicr
instability. The i nmunohi stochenical test for hMHY
protein can be a sinple screening nethod routinely
cable. The result of this test is available for e
guidel ines for nanagenent, and an independent progn
factor for sporadic colorectal cancers. JKSCP 2001;
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hMLH 1 monoclonal antibody (clone
G168-15, PharMingen, SanDiego, California, USA)
hMSH2 monoclonal antibody (clone G
219-1129, PharMingen, SanDiego, Cdifornia, USA)
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3
SPSS 80 for Windows
hMLH YhM SH2
Pearson Chi-square test
Fisher's exact test P 0.05
5 hMLHYhM SH2
Kaplan-Meier
. log-rank test
P 0.05
1)
33 &8 , 58.3

47 (62.7%), 28 (37.3%)

19 (25.3%),

56 (74.7%) .
64 (85.3%),

11 (47% , 4 (53%,
7 (94%)
5 .
33 (44.0%), 42 (56.0%)
69 (92%), 6
(80%) ,
25 (33.3%), 45 (60.0%),
5 (67% . 1
(133%), 2 26 (347%, 3 35 (46.7%) , 4
(5.3%) 4
2) hMLH 2/hM SH2
hMLH 1
9 (12%), hMSH2 4
(5.3%) hMLH1 hMSH2
1
89 hMLH1 hMSH2
2 (16.0%)

Table 1. Comparison of clinicopathological features of hMLHZhMSH2 negative and positive colorectal carcinoma

Total Number of Number of
Features Variables number of hMI.‘Hj[hMSHZ hM!‘HthSHZ P value
cases negative cases (%) positive cases (%)

(n=12) (n=63)

Age 50 yr 19 7 (58.3) 122 (19.0) 0.004
50 yr 56 5 (417) 51 (810)

Sex M 47 9 (75.0) 38 (60.3) *N.S.
F 28 3 (25.0) 25 (39.7)

Location of Proximal 19 7 (58.3) 122 (19.0) 0.004
tumor Digtal 56 5 (417) 51 (810)

Multiplicity Single 64 8 (66.7) 56 (88.9) 0.046
Multiple 11 4 (33.3) 7 (119

Gross type Exophytic 33 4 (333 29 (46.0) *N.S.
Nonexophytic 12 8 (66.7) A (54.0

Higtologic type Non-mucinous 69 8 (66.7) 61 (96.8) 0.005
Mucinous 6 4 (333 2 (32

Diffrentiation Well 25 3 (25.0) 22 (349 0.021
Moderate 45 6 (50.0) 39 (619)
Poor 5 3 (25.0) 2 (32

TNM stage [ 10 1(8.3 9 (14.3 *N.S.
Il 26 6 (50.0) 20 (317)
I 35 5 (417) 30 (47.6)
1Y 4 0 (0.0 4 (6.3)

*N.S. = not significant.
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Fig. 1. Keplan-Méer survivd curves for the expression of Fig. 2. Kaplan-Meier survival curves for the expression of
hMLH YhM SH2 protein. Four cases of stage IV were hMLHYhMSH2 protein in 35 cases of stage Ill. A
excluded from the total 75 cases and the remaining significantly increased patient survival (p=0.042) was
71 cases were used in this survivd andysis. A associated with the 5 hMLH YhM SH2 negative cases
significantly increased patient survival (p=0.041) was (4 lacking hMLH1, 1 lacking hMSH2) versus the 30
associated with the 12 hMLHYhMSH2 negative hMLHYhMSH2 positive cases.
cases (9 lacking hMLH1, 4 lacking hMSH2 and one
lacking both hMLH1 and hMSH2) versus the 63
hMLHZhM SH2 positive cases. 4 71

5 hMLH YhM SH2
5
3) hAMLHYhM SH2 )
(p=0.041) (Fg. 1.
1 2
hMLH ZhM SH2 hMLH YhHM SH2
35 79 524 hMLH YhM SH2
33 82 , 3 hMLH Y
594 , hMSH2 5
(p=0.17, T-test) hMLHYhMSH2 (p=0.042) (Fig. 2).
50
50
hMLH ZhM SH2
hMLH YhM SH2
. (replication errors MSl)
hMLH YhHM SH2
, TNM hMLHY
hHM SH2 MS
MS
(Table 1).
4) hMLHYhMSH2 5
75 (exophytic type) ,

42.8 60 .75 2018



Fig. 3. Immunohistochemical staining of hMLH1 and hMSH2. A. Diffuse, uniform nuclear staining of normal control mucosa
and adjacent tumor cells with hMLH1 (< 40). B. Positive staining of norma control mucosa and lymphocytes with
hMLH1; absence of staining in adacent tumor nucle is clearly evident (< 100).

Fig. 4. A. Positive staining of norma control mucosa and ad acent tumor cells with hMSH2 (< 100). B. Loss of hMSH2
expression in tumor cell. Norma mucosa, lymphocytes, and intervening stromal cells are positive (< 200).
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