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3 21.3 RASSF1A de novo type

CD10

LOH

DNA

10mm

de novo
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type 10mm
17p, 3p
5p, 18q, 22q 3p
de novo
2
2
1) LOH
RASSF1A (3p21.3) RASSF1A 3p21.3
promoter
45/222=20% K-ras
K-ras
3p LOH
RASSF1A 3p
LOH 48 3p
LOH 52% (24/46)
homogeneous LOH  39.1% (18/46) 3pLOH
3p21.3
LOH 47.6% (20/42) RASSF1A

81.3% (39/48)

49%(19/39)

K-ras
(14.6%) RASSF1A
RASSF1A

K-ras p=0.017

RASSF1A 3p21.3LOH
RASSF1A

K-ras ras

(Oncogene, 2004, 23:8900-8907)
LOH
5q, 17p, 18q LOH

17p 3p
LOH 17p LOH

LOH
Genome wide screening
17p, 18p, 18q, 22q 43

2q, 4q, 59, 12q, 14q, 15q,

microdissection
homogeneous LOH
LOH
heterogeneous
LOH LOH LOH

allele

heterogeneity index (HI)

heterogeneous LOH /(homogeneous+heterogeneous)

LOH HI
17p, 18q LOH
18p LOH, 22q LOH 18p, 18q LOH
18p LOH
18p LOH
22q LOH
22q13
LOH
10
fractional allelic loss (FAL) heterogeneous
LOH/homogeneous LOH  0.57 homogeneous LOH
0.37
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(Thorstensen L, et al. Int J Cancer 1996,

69:452) 10
0.9-1.8 0.28
FAL
17p, 18p, 18g LOH hetero
geneous/homogeneous LOH 72%(21/29)
homogeneous LOH  38%(11/29) 17p, 18p,
18q ,22LOH 37%(10/27), 15%(4/27)
LOH
LOH
FAL
LOH
FAL
17p, 3p 18p, 18q,
22gLOH
LOH (5q, 14q, 15q, 2q, 1q, 4q)
LOH
de novo
5) LOH
Vogelstein

Summary of LOH in 43 cases

29 49 5q 129 14q 15¢ 17p 18p 18q 22q

%LOH 39 32 61 36 44 41 92 81 81 51
(homo/

hetero)

%LOH 20 24 22 27 22 24 68 53 53 34
(homogeneous)

HI 05 025 064 025 050 043 026 034 034 033

3) genotyping

chromosomal instability

(CIN, LOH ) microsatellite instability ~ (MSI) CpG

islands methylated phenotype (CIMP)

119 84 35 )

LOH
(1p; 5q; 8q; 18q; 17p; 22q) microsatellite instability (MSI)

PCR-LOH (loss of heterozygosity)

p53 ki-ras
PCR-SSCP
methylation-specific PCR (CpG
islands methylation phenotype, CIMP)  MINTZ1; 2; 31;
MLH-1; MGMT; p16; p14; PASSF-1A
LOH CIMP status MSI
LOH 60-70
MSI
4/5 CIMP
LOH-high CIMP-high p53
ki-ras
p53 high LOH status
ki-ras Low-LOH status
p53 CIMP-high
(type 1)
(type 1)
LOH-high+p53
LOH-high+CIMP-high MSI
10%
4
Microsatellite Instability (MSI)
MSI
MSI dysplasia
24 dysplasia
66 D2S123 D5S346 D17S250
BAT25 BAT26 5 MSI 2
MSI-H 1
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MSI-L 1 MSS
2 11.1%
MSI-H 16 MSS 88.9%
Dysplasia48 1 2.1%  MSI-H
47 97.9%  MSS
39
MSS MSI
hMLH1 promotor region  methylation
20 60
57 3 5.9% hMLH1
promotor region  methylation
20
dysplasia methylation
hMLH1 promotor region
methylation
MSI
dysplasia ~ MSI
MSI-H
MSI-H
dysplasia MSI-H
MSI
DNA
DNA  quality
MSI
39 317
hMLH1 promotor
region  methylation
dysplasia 4

hMLH1 methylation MSI
hMLH1 methylation dysplasia
[ ] MSI
dysplasia
MSI hMLH1 promotor region
methylation
54
5
ly ly(+) ly(-)
6.0+4.0 vs 1.4=+21 14.7
*+=77 vs 39=x46
p<0.0001 v v(+) v(-)
45439 vs 25%34 10.627.5
Vs 6.6*7.8
p=0.052  p=0.051
ITC(+) n(+) n(-) (6.5
3.4 vs 52+46 vs 1.422.0) 14.14+6.5
vs 12.548.7 vs 45459
p<0.005
6)
CD10
20-30%
T2-4 505
CD10
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0.006 OR1.96
P=0.036 ORL1.71
OR2.55 CD10 P<0.006 OR2.23

P<0.001,0R3.17
0.001

low risk(
3-5 93/288 32.3%

0-2 9/186,4.8%),
high risk( 6
20/29,69%)

5

6-8
P<0.001
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