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Effects of JNK2, TIMP-1 and collagen III on liver fibrosis in patients with biliary atresia. Gao Ting',
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ty, Tianjin 300070, China; 2. Municipal Pediatric Research Institute, Tianjin Children’ s Hospital, Tianjin
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[ Abstract] Objective To explore the expressions of c-Jun N-terminal kinase (JNK2), tissue inhibitor
of metalloproteinase—1 (TIMP-1) and collagen Il in liver tissues and elucidate their functions in the process of
liver fibrosis of biliary atresia (BA). Methods Liver biopsy specimens were collected from congenital biliary
dilatation (CBD group, n =10), BA liver biopsy ( BA group, n =15), BA children undergoing liver trans-
plantation due to liver failure (liver transplantation group, n =10). Hematoxylin and eosin (HE) staining was
used for evaluating the degree of liver fibrosis. And the expressions of JNK2, TIMP-1 and collagen [ in liver
tissue were detected by immunohistochemical staining. Quantitative real — time polymerase chain reaction (qRT

~PCR) was used to test the gene expressions of JNK2, TIMP -1 and collagen [I. Results (DHE staining;
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Fiber cell hyperplasia in CBD group; Portal area expansion, fibrous tissue proliferation, bridging fibrosis and
little few pseudo lobules in Kasai group; Portal area became widened obviously, fibrous tissue proliferation was
heavier, bridging fibrosis generally formed, pseudo — lobular was remarkable in liver transplantation group. (2)
Immunohistochemistry; The expressions of JNK2, TIMP — 1 and collagen Il were weakly positive in CBD
group. The positive expression of JNK2, TIMP-1 and collagen [l protein in hepatocytic cytoplasm, portal area
of bile duct epithelial cells and vascular endothelial cells in BA and transplantation groups. Semi-quantitative a-
nalysis: The expression levels of JNK2, TIMP-1 and collagen Ill protein had significant differences among
three groups (0. 122 +0.008 vs 0. 182 £0. 017 vs 0. 198 £0. 033, F=75.687, P =0.000; 0. 123 £0. 009 vs
0. 185 +0.012 »s 0.201 £0.017, F =99.418, P =0.000; 0.126 £0.012 vs 0. 194 +0.008 vs 0.208 =
0.033, F=54.001, P=0.000); BA and liver transplantation groups were significantly higher than that in
CBD group (P <0.05). No significant differences existed in protein level between BA and transplantation
groups (P >0.05); qRT-PCR: The mRNA expression levels of JNK2, TIMP-1 and collagen [l had signifi-
cant differences among three groups (0.221(0.17) »s 1.395(1.22) wvs 1.095(1.21), H =17.686, p =
0.003; 0.439(0.31) vs 1.404(0.85) ws 1.571(0.66), H=20.648, P =0.000; 0.917(0.09) ws 1. 802
(1.35) vs 1.957(1.30), H=15.555, P =0.007) ;The mRNA expression of JNK2, TIMP -1 and collagen
Il were higher in BA group and liver transplantation group than those of CBD group (P < 0.017).

Conclusions The expressions of JNK2, TIMP-1 and Collagen Il increased in liver of BA during fibrosis. It
hints that the expressions of JNK2, TIMP-1 and collagen Il may promote the process of liver fibrosis in BA.

[ Key words] Biliary Atresia; Liver Cirrhosis; Transforming Growth Factor betal ; Immunohistochemistry
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