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Abstract
AIM: To investigate the inhibitory effect of tissue inhibitor

of metalloproteinase-2 (TIMP-2) targeted antisense
oligonucleotide (asON) on the progress of experimental
liver fibrosis in rats.

METHODS: Twenty-two rats were divided into asON
treatment (n = 6), model (n = 6), and normal control
group (n = 10). The liver fibrosis model was induced by
human serum albumin (HSA). During modeling, the rats
were treated with antisense oligonucleotides via tail vein.
The level of TIMP-2 expression was detected by reverse
transcription polymerase chain reaction (RT-PCR), in situ
hybridization, immunohistochemical staining and enzyme
linked immunosorbent assay (ELISA). The effect of asON

on liver fibrosis was analyzed by histopathological exami-
nation, immunohistochemical staining of collagen I and IV,
and special staining of collagen fiber as well as electron
microscopy.

RESULTS: The pathological grading was notably im-
proved in asON group than that in model group (v =
2.071, P <0.05). The serum and tissue expression
of TIMP-2 were lower in asON group than those in
model group (T = 55, P <0.05; t = 3.332, P <0.05),
but higher than those in the control (T = 55, P <0.05;
t = 5.550, P <0.05). Image quantitative analysis for
immunohistochemical staining of collagen IV showed
that the value was significant decreased in asON group
as compared with that in model group (t = 2.310, P
<0.05), but still higher than that in the control (f = 3.623,
P <0.05); The value for collagen I was also decreased
in asON group as compared with that in model group (t
= 2.845, P <0.05). Less collagen deposition was found
in the hepatic sinusoid of asON group, which was not
significantly different from that of model group.

CONCLUSION: TIMP-2 targeted asON can inhibit the
progress of experimental liver fibrosis in rats.
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