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Abstract Objective: To evaluate the relationship of nm?23 -H1 gene and lymph node metastasis in wlorectal carcino-
ma. Methods: Toss of heterozygosity (LOH) of nm23 -H1 gene including the samples of tumors and normal muwsa from
80 patients with wlorectal caranoma were tested by restriction fragment length polymorphism (RFLP) and Southemn
blot. Expression of nm23-H1 protein were also examined on formalin-fixed, paraffin-embeded sections from tumor sam-
ples of these patients by lablled streptavidin-biotin (LSAB Jimmunohistochemdal technique. Results: 45 out of 80 patients
were identified as heterozygositys 14 out of 45 patients showed LOH of nm23 -H1 gene. The lymph node metastasis
were found in 9 out of 14 patients with LOH and 6 out of 31 patients without LOH ( P<C0. 01 ). Positive staining of
nm23-H1 protein was observed in 25 patients and negative staining in 20 patients. 4 out of 25 patients with positive
staining and 11 out of 20 patients with negative staining showed lymph node metastaisis( P<Z0.01). LOH and negative
staining of nm23-H1 protein were more frequently seen in Dukes C/D stage than in Dukes A, B stage( P <Z0. 05).
LOH and expression of nm23-H1 protein had no significant relation with age, sex, tumor sizes location and histological
type. Conclusions: LOH of nm23-H1 gene wemwr positively related to lymph node metastasis and expression of nm23-H1
protein were negatively rlated to lymph node metastasis in colorectal cardnoma. Examining LOH of nm23-H1 gene of

tumor DN A and expression of nm23-H 1 protein on tumor sections may serve as one of the biological indicator for predict-
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ing lymph node metastasis in wlorectal cardnoma.
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1 Southern
Fig 1 Results of Southern hybridization

Genomic DNA of colorectal tumor(T) and normal mucosa(N) from the same patient digested with Bgl II and blotted with a

nm23-H1 ¢DN A probe. The Bg/ Il identifies two alelic bands at 7. 6 and 2. 3 -kilobases (kb) and a nonallelic 2 I-kilobase constant

band. cases 5,7

show homozy gosity, case 2 hetemwzygosity. Deletion of allelic band at 2. 3 kb include cases 15, 29, 37, 62, 77, and 46

detected by densitometric analysis. Deletion of allelic band at 7. 6 kb include cases 19, 35 38, 41, 54, 58, 63 and 75
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Fig 2 Expression of nm23-HI protein in colorectal carcinoma
Immunohistochemical staining(LSABX 100) showed pos-

itive granules in cy to plasm (arrows)
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1 nm23-H1 LOH

Table 1  Correlation of LOH of nm?23 H1 and expression of its protein with clinicopathological

factors in colorectal carcinoma

LOH" Immunoreactivity
Clinicopathological factors Yes No P Positive Negative P
(n=14 (n=3D (n=25 (n=20
Sex 0. 621 0.944
male 9 20 16 13
female 5 11 9 7
Age(a x L s) 58.8+13.8 59.1+£10.6 0. 843 59.619. 8 58.3%12. 7 0.952
Tumor size (cm, x *5) 5.0£1.3 5.3£1.5 0. 774 5.24+1.2 5.1+1.1 0. 681
Tumor location 0. 980 0.972
left side colon 4 9 7 6
right side colon 4 8 7 5
rectum 6 14 11 9
Histological type?’ 0. 694 0.413
well 6 14 12 8
moderately 4 10 8 6
poorly 2 4 3 3
mucoid 2 3 2 3
Dukes stage 0. 015 0.039
A 1 7 6 2
B 3 15 13 5
C/D 10 9 6 13
Lymph node metastasis 0. 004 0.006
yes 9 6 4 11
no 5 25 21 9

D LOH: loss of heterozy gosity; 2) Well well differentiated adenocarcinoma; moderately: moderately differentiated adenocarci-
noma; poorly: poorly differentiated adenocarcinoma; mucoid: mucoid adenocarcinoma
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