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Immunohistochemical Expression of TGF- 8,
PDGF and Their Receptors in Biliary Atresia :
Comparison Between Early and Late stage.
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The mechanism of fibrosis that follows despite successful surgical treatment in biliary
atresia is yet to be fully understood. Therefore, the in situ expression of fibrogenic
growth factors (TGF-B and PDGF) and their corresponding receptors along with PC-I,
a marker of fibrogenesis, were studied by immunohistochemistry using frozen sections
from 18 cases of biliary atresia, which were divided into two groups, i.e., the early
(n==12) and the late (n=6) stage group. The results were compared between these two
groups.

12 specimens (4 males and 8 females) were obtained by wedge biopsy during Kasai's
operation and were designated the early stage group while 6 specimens (3 males and 3
females) were obtained during liver transplantation operation and were designated the
late stage group. The age of the early and late stage patients ranged from 25 days to 80
days [54.218.4 days (mean®SD)] and 0.4 years to 21.9 years [7.6%£9.4 years (mean=*
SD)], respectively. Normal liver specimens (n=3, age : 8 months, 9 years and 57 years)
served as controls. Cell types were identified by enzyme-linked double immunochisto-
chemistry, double immunofluorescent staining and immunoelectron microscopy.

Immunohistochemistry revealed overexpression of TGF-B8, PDGF and their receptors
along with PC-I in the early stage, which showed no scar but mild deposition of collagen.
The major cellular sources identified to be activated fibroblasts/myofibroblasts, and
probably derived from the Ito cells, were distributed in the portal areas as well as in the
perisinusoidal areas. Macrophages also expressed TGF-B3, PDGF and their receptors but
in a lesser degree. Bile duct cells expressed ligand and receptors of TGF-B and ligands
of PDGF. In the late stage, which showed dense deposition of collagen and scar, expres-
sion of all these substances declined significantly.

These results suggested that TGF-8 and PDGF are closely linked to fibrogenesis in
biliary atresia especially in its early stage. Moreover, the difference in the results be-
tween the early and the late stage of biliary atresia suggested for the first time that a
time-course of growth factor and their receptor expression in biliary atresia exists. This
i1s important for starting an antifibrogenic treatment protocol to control fibrosis and

improve the prognosis of biliary atresia following Kasai operation.
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