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Correlation between polymorphism of promoter region of al ( ] ) collagen gene and hepatic cirrhotic/fibrotic
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[ABSTRACT] Objective: To investigate the association between polymorphisms in al ( T ) collagen (COL1A1) gene promoter
region and hepatic cirrhotic/fibrotic patients with hepatitis B infection. Methods: Three polymorphisms within COL1A1 promot-
er region were genotyped in 111 Chinese liver cirrhotic patients with chronic HBV infection and 95 healthy controls by direct
DNA sequencing. Allelic and genotypic associations of these polymorphisms with liver cirrhosis were examined. The association
between haplotype distribution, haplotype frequency and liver cirrhosis was analyzed by haplotype software. Results: No poly-
morphisms at position -1662del/insT of COL1A1 gene were observed in subjects of both groups. There was no statistical differ-
ence in the genotype frequencies at position —1997T>G or —1363C>>G in both groups. The frequency of haplotype —1997T/—
1363C in the diseased group was significantly higher than that in the normal control group (P<C0. 05). Conclusion: Polymorphisms in
the promoter region of COL1A1 gene at position —1997T>G, —1363C>G might be correlated with liver cirrhosis.
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Tab 1 Clinical and laboratory data of patients in 2 groups

Index Normal control Ci”,hOSiS
patients
Case number 95 111
Sex (M/F) 58/37 71/40
Age (1/year)
ks 30.5410. 1 44.648.8
Range 19-53 22-68
Liver function tests(x=+s)
TBIL (cp/pmol « L™1) 4,942.6 70.5+51.6
ALB (o5/g * L™H 43.946. 3 30.2+6.5
ALT (z3/U -+ L7 10.9+4.3 134.2+67.5
HBYV serology tests(n/N)
HBsAg positive 0/95 111/111
HBeAg positive 0/95 111/111
HBV DNA positive 0/95 111/111
Cirrhosis confirmation(n/N)
Histology 9/111
Image(CT or MRD 40/111

Image (Ultrasonic) 111/111

Child-Pugh score[ ¥+ s(Range) |

Grade A 5.840.9 (5-6)
Grade B 7.44+0.5 (7-9)
Grade C 13.242.7(10-15)

TBIL: Total bilirubin; ALB: Albumin; ALT: Alanine aminotrans-

ferase
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Tab 2 Genotype and allele frequencies of COL1A1 gene
—1997(T>G) and —1363(G>C) in liver cirrhosis patients

Genotype {requency

Allele frequency

SNP

Genotype Liver c[i)rrhosis Conotrol P Yilue Allele Liver cgrrhosis Conﬂtrol P Yilue (0)R~
(%] (w1 df=2) n(%)] (n(Y%]  Wdf=D [95%CI]
—1997 G/G 55(49.6) 47(49.5) 0.709 G 153(68.9) 134(70.5) 0.724  0.927[0.608-1.413]
G/T 43(38.7) 40(42. 1) T 69(31. 1) 56(29.5)
T/T 13(11. 7) 8(8.4)
HWE(P) 0.313 0.901
—1363 C/C 44(39.6) 33(34.7) 0.235 C 138(62. 2) 119(62. 6) 0.922  0.991[0.657-1. 462]
G/C 50(45.0) 53(55.8) G 84(37.8) 71(37.4)
G/G 17(15. 4) 9(9.5)
HWEP) 0.655 0.061
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Tab 3 Comparison of estimated haplotype frequencies between hepatic cirrhosis patients and healthy controls
Haplotype SNP ' Haplotype frequency
—1997 —1363 Patient Control P value
1 G C 131.4(0.591 9) 117.9(0. 620 5) 0.573 2
2 G G 21.6(0.097 3) 16.1(0.084 8) 0.706 7
3 T C 6.6(0.029 7) 1.1€0.005 8) 0.023 3
4 T G 62.4(0.281 1 54.9(0. 288 9) 0.904 8
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