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Development of Transgenic Mice Specially Express HCV- C in Liver by Tet- on System
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Abstract: Objective To study the role of HCV core protein(HCV- C) in the pathogenesis of HCV disease by
establishing TRE- HCV- C transgenic mice model mediated by Tet- On system, which will provide a powerful animal
model for exploring the role of HCV- C in the etiology pathomorphology and treatment of HCV diseases.  Methods
For overcoming the leaky of adequate HCV animal model, a transgenic construct, containing HCV- C TRE the CMV
min promter and the SV40 poly A, was generated, in which the HCV- C was isolated from the HCV cDNA library
with PCR- screening. 1.513kb of DNA fragment was introduced into fertilized eggs by microinjection. Injected eggs
were implanted into the oviducts of female mice respectively, from which offspring were obtained. The founder mice
and their progeny were screened for integration of transgene into the mouse genome. Mating the two positive types of
mice, identification and expression of ApoE- tTA/TRE- HCV-C gene in their progeny were determined by PCR,
Southern blot, and then after adding doxycycline (Dox) to the positive transgenic mice of two months old, HE
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staining, immuno- histochemistry and Western blot were performed. Results

Five mice carry the HCV- C gene by

the identification of PCR and Southern blotting. The transgenic F1 mice were crossed with mice whose genomic DNA

is integrated by rtTA and ApoE carrying construct. The results of ICC showed that the HCV- C protein was expressed

in dual transgenic mice under the reaction of rtTA protein. Conclusions

A transgenic mice model inducible

expressed HCV core protein is established successfully, which can be used to study the role of HCV Core protein

(HCV- C) in the pathogenesis of HCV disease, and to further lay the foundation of establishing dual transgenic mice

model.
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Fig.4 Identification of TRE- HCV- C transgenic founder Fig.6 RT-PCR of double transgenic mice
mice by PCR A: HCV-C mRNA in tissues of transgenic mice; B: [-actin

M: marker2000; PC: positive control; NC: negative control; lane
1,3: positive rtTA mice
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Fig.5 Identification of TRE- HCV-C transgenic founder
mice by southern blotting

PC: npositive control; NC: negative control; lane 1- 5:positive
HCV- C mice
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mRNA in tissues of transgenic mice; M: marker 2000; pc: positive
control; lane 1- 5:kidney;heart; lung; spleen; liver
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Identification of HCV- C transgenic F1 mice about HCV- C expressing by immunohistochemistry

A: Distribution of Hepatitis C virus core protein (HCV- C) in the Chang- liver cells transfected with the HCV- C gene as positive control; B:

untransfected Chang- liver cells; C: normal BALB/C mice as controls; D: normal BALB/C mice adding Dox ; E: double transgenic mice adding Dox;

F: double transgenic mice not adding Dox; IHC %200
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