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= ABSTRACT =

Histopathologic Changes of the Bile Duct in Mice Experimentally

Infected with Clonorchis sinensis:

*
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The objective of this study was to obtain further information on the relation

ship between oncogenesis of cholangiocellular carcinoma of the liver and the

infection with a liver fluke, Clonorchis sinensis in the earlier stage of the infec-

tion.

A group of 24 BALB/C male mice were used. Approximately 500 metacercariae

were given orally to each mouse. Three mice were killed on the scheduled day,
3rd, 5th, 7th, 10th, 15th, 20th, 25th and 28th day after infection, respectively and
histopathologic changes of the bile ducts were examined using hematoxylin and

eosin stain method.
The histopathologic findings observed were summarized as follows;

1) Mice killed on the 3rd day showed a mild epithelial hyperplasia with the
formation of papillae and adenomatous tissue proliferation. Bile ducts were dilat-

ed and the stroma was infiltrated by inflammatory cells, mainly eosinophils and

polymorphonuclear leucocytes. Occasionally mitotic figures and atypia of epitheli-

al cells were seen. Worms were found in the distal peripheral smaller branches

of the bile duct.

2) Mice killed on the 7th day gave a mild connective :ssue proliferation in

addition to more striking pictures in the bile ducts. Chronic mononuclear leuco-



cytes appeared in the stroma.

3) Bile duct changes including epithelial hyperplasia, adenomatous tissue for-

mation, connective tissue proliferation and inflammatory cell infiltration were
greater in the degrees in mice killed on the 10th day after infection. Mucinous
cell metaplasia and collagen fiber proliferation were also observed.

4) From the 15th day throughout the 28th day after infection, mice showed the
most striking pictures of epithelial hyperplasia, adenomatous tissue formation and

mucinous cell metaplasia. The stroma demonstrated the excessive eosinophil and

chronic mononuclear leucocyte infiltrations, while polymorphonuclear leucocytes

were decreased.
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Table 1. Histopathologic changes of the bile duct in mice experimentally infected with Clonorchis

sinensis

Epithelial cell

Inflammatory cell Fibrosis

Groups by Mouse

day No.  hyperplasia mitosis atypia “ojomoe” PMNL cosinophil CMNL fibrosis “%{ER
+ - - - + + - - -
3rd day + + - - + + - - .
- + - + + - - -
+# - ¥ - + + - - -
5th day + =~ + - + + - - .
+ + 1 - + + - - -
1 +# + Bl - + + — _
7th day 2 H# 1 i - + + - - -
3 + i+ s - + 1 + + -
1 +# + 4 + # 1 + + -
10th day 2 + H# W + +#+ it _ ey +
3 f# H# 1 + 1+ + + + +
# +# # i+ + + +
15th day W + 4 H# 4 # n % +
H + + +# +# 1 + i +
t # + +# +# +# # + + +
20th day 2 # + 4+ #+ + 1t + #+ +
# - + # + # i ¥ +
H - + H + # + 4 +
25th day 2 #tt + 1+ # H # H + +
# + H # + +# + # +
# + # H + + + 1+ +
28th day 2 H# - H H# + i+ n 4 +
# - +# H# + L + # +

PMNL : Polymorphonuclear leucocyte, CMNL : Chronic mononuclear leucocyte
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Fig. 1.

Fig. 3.

Fig. 5.

On the 3rd day of infection, a larva is
seen in the dilated lumen of distal bran-
che of the bile duct and peridutal stroma
is infiltrated by inflammatory cells.

H—E stain, x 200.

On the 7Tth day of infection, a moderate
degree of bile duct proliferation with pe-
riductal inflammatory cell infiltration and
fibrosis is seen. H—E stain, x 200.

On the 10th day of infection, a moderate
degree of adenomatous tissue proliferation
of the bile duct and cellular atypia are
observed. Mucinous cells are also seen in
some parts of the bile duct epithelium.
H—E stain, x 400.

Fig. 2. On the 5th day of infection, a portal tract

reveals a mild degree of bile duct prolife-
ration and inflammatory cell infiliration.

H~E stain, X 100.

Fig. 4. On the 7th day of infection, the epithelial
cells show increased nuclei with micronuc-
leoli, and stratification. H—E stain, x 400.
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Fig. 6. On the 28th day of infection, epithelial cells

show marked adenomatous tissue prolife-
and remarkable mucinous cell meta-
plasia. H—E stain, x 100,
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