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Microsatellite instability in hepatocellular carcinomas with low and high

metastatic capacity in mice

ZHANG Shu-hui, SHI Jing-quan, WEI Hong (Department of Pathology, Faculty of Basic Medical Sciences, Third Military Medical Uni-
versity, Chongging 400038)

Abstract  Objective : To investigate the frequency of microsatellite irstability (MSI) in murine
hepatocellular carcinoma cell lines Hea”’A2-P(P) and Hea” 163-F (F) with high and low metastatic capaci-
ty and explore its association with occurrence and metastasis of hepatocellular carcinoma. Methods : Fif-

teen microsatellite markers were randomly selected to examine F and P cells for MSI on chromosomes 3

and 16 using PCRsimple sequence length polymorphism (PCR-SSLP) and PCRSSCP analysis. Results :

Allelic genes on the chrompsomes in murine hepatocellular carcinoma cell lines with informative loci were
parallel to those of GH. MSI was also detected in F and P cells. Conclusion : MSI of chromosome 3
plays an important role in the occurence of hepatocellular carcinoma while that of chromosome 16 is associat

ed with nmetastasis of the tumor in mice.
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Tah 1 Primer sequences for microsatellite loci

Locus name Primer sequenes Mlele sizest bp}  Annealing(°C)
D3Muls AATTTGCATTCCACGACCAC 145 53
AGGAAGTGACGTTGGCTTTG
13MiLlG TGCTTGTCCTGTGTTAATGA 186 53
TGAGAATGGAGGTGAACAGC
DI3Mul7 CATGCCTCCATGCTTCTTG 180 54
CCACGGACGAACAACTGAACA
D3MuLI8 GAACAGTTCCCAGGTCCTCA zZl4 57
CTGCCTTTAAATTCTGTUALCC
D3MuI2 CAGCCAGAGAGGAGCTGTCT 176 60
GAACATIGGGGTGITIGCIT
D3Mu21 AAGCTCTACAGCGGAAGCAC ZI8 58
CTGGGGAGTTTCAGGTTCCT
D3Mu22 AACCATTGAACAATGCTTGGC 240 35
AATCAGCCATTTCAGCACG
DANds2 ACACATTGGAGATGCACAGCG 115 ao
TCTGCATGCCAGGGTTGTGAT
DéeMiil CCCCCTCTAAGCTCACTC AL 106 al
AGAGAGGGGTTATGCGGGTTC
DI6Mi2 CCAATCCCCICITATCACCT 189 57
TTCTAGTGUGTCUTACCCAG
DM TCTAACGCCCTCTCTCTACC 100 55
CCAAATGTGATIGCACAAGG
D16Mixt AGTTCCAGGCTACTIGGGGT 123 5
CAGCCCTCATTGCAAATCAT
DIaMitS CGGGGATCATCCCTAAAAAC 160 59
TCCCCAATICCTCTICTGTC
116Mith CAGGTCCAAGAGGAGAACCA 190 =]
TTTGACCTGTGACCCTCTGG
D16Min7 CIGCCACCCCTGAACCATTA 162 .28
CTACAACATGTGGGGCATCA
PCR 25 pl, 10X buffer 2.5 1, 1.5
mmol” L Mg "5 100 pmol/ L . X dNTP 100 prmol”
L Tag 1 U 100 ng DNA. :94C 3
min, 94°C 1 min, 1 min, 72 °C 1 ~ 2 min, 30~35
, 72°C 7 ~10min. 10 m1
8%
(PCRSSIP). 5p1 94°C 5 min 10%
(PCRSSCP),
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Tab 2 Summary of microsatellite alterations
in mouse HCC cell lines
Locus names P celis F cells
D3Mills - -
D3Mil6 - -
D3Mitl7 loss additional band
D3Mit18 loss loss
D3Mitl9 - -
D3M;i21 additional band additional hand
D3Mii22 - -
D3Nds2 additional band additional band
D16Mitl - -
Di6Mi2 - Tuss
Di6Mi3 - loss
DI6Mit4 shifted/ additionat band loss
DI6Mit5 - loss
DI6MiLS - -
DI6Min7 loss loss

" - ": No additional , shifed band and allelic losses
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Fig 1

D3Mit18 {if ;2 .PCR-SSLP
MSI at D3Mit18, PCR-SSLP
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Fig2  MSI at D3Vit21, PCR-SSLP
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Fig 4 MSI at D3Mit4, PCR-SSLP

M =Maikers; N =C:H; P =P cells; F =F cells
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