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Introduction: Cholestatic liver disease may be caused by abnormality of bile formation by
hepatocytes or of bile flow through both intrahepatic and extrahepatic bile ducts. Villin is an
actin binding, bundling, and severing protein needed for maintenance of structural integrity
of canalicular microvilli.

Objectives: To compare the abnormalities of villin in children with cholestatic liver diseases
and to correlate the expression of villin with prognostic outcome of biliary atresia.

Methods: Stored liver specimens of 20 children with biliary atresia, 11 children with other
cholestatic liver diseases (5 neonatal hepatitis and 6 choledochal cyst), and 10 donors of
liver transplantation or persons with normal liver who underwent autopsy as the control
group were stained with monoclonal antibody of villin. Vilin mRNA analyses were
undertaken on liver homogenates with real time PCR technique and were correlated with
the severity of biliary atresia patients. The severity was classified into favorable outcome
(total bilirubin < 2 mg/dl at 1 year post Kasai's operation) and unfavorable outcome (total
bilirubin > 2 mg/dl at 1 year post Kasai's operation or death at enroliment). Amounts of villin
PCR product (villin mRNA relative to concentrations of GAPDH product) were expressed as
median and interquartile range.

Results: Villin staining of 20/20 biliary atresia patients, 11/11 patients with other cholestatic
liver diseases, and 6/10 normal controls were positive. Villin mRNA to GAPDH ratio in
patients with other cholestatic liver diseases were significantly lower than those in biliary
atresia patients and normal controls (p<0.0001 and p=0.03, respectively). However, villin
mRNA to GAPDH ratio in biliary atresia patients were not different from those in normal
controls. In addition, there was no difference of villin mRNA expression in biliary atresia
patients with unfavorable outcome (n=10) and favorable outcome (n=10).

Conclusion: Villin staining in liver tissue is not helpful in the differential diagnosis of biliary
aresia from other cholestatic liver diseases. Patients with biliary atresia have higher villin
expression than patients with other cholestatic liver diseases. Expression of villin does not

correlate with prognostic outcome of biliary atresia.





