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Expression of Proliferating Cell Nuclear Anfigen (PCNA) of Major
Intrahepatic Bile Duct Epithelium in Resected Liver Tissue with
Hepatolithiasis and Hepatolithiasis Associated with Cholangio-

Shi Nae Lee, Sun Hee Sung and Woon Sup Han

Department of Pathology, Ewha Womans University College of Medicine, Seoul, Korea

Histologic progressive changes of bile duct epithelium with hyperplasia, dys-
plasia and cholangiocarcinoma could be caused by hepatolithiasis. To be clarified as a neo-
plastic process, this histologic process should be evaluated with various aspects of cell biolo-
gy. Methods : Immunohistochemical study of proliferating cell nuclear antigen (PCNA) was
performed on 45 cases (10; normal, 15; hyperplasia, 14; low-grade dysplasia:LGD, 6; high-
grade dysplasia: HGD) of hepatolithiasis and 10 cases (all HGD) of hepatolithiasis with
cholangiocarcinoma. Results : In the hepatolithiasis, mean PCNA labelling indices (LI) of
normal, hyperplasia, LGD and HGD of major intrahepatic bile duct epithelium were 24.5 +
4.3,51.5+10.1, 62.0+7.4 and 84.7 £5.3, respectively and gradually increased. Mean LI of
PCNA in HGD of major intrahepatic bile duct epithelium of hepatolithiasis with cholangiocar-
cinoma was 68.7+5.7, which was similar to that of LGD in hepatolithiasis without cholangio-
Histologic transformation through hyperplasia, dysplasia and car-
cinoma in major intrahepatic bile duct epithelium of hepatolithiasis may be a neoplastic pro-
cess if these histologic changes are evaluated in the cellular proliferation aspect.
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Table 1. Histopathologic features of major intrahepatic bile A7k HAA 7874 AL 91 Og B BAAT7E 84753

duct epithelium in the liver of hepatolithiasis and hepatolithiasis = L}E‘rLH B 39, FAE 2 ATE FAo M ET €9
with cholangiocarcinoma 97 =& PCNA EAASE E?&E}( 4)(Tab1e 2).

Bile duct Hepatolithiasis Hepatolithiasis with 9 W EAET ) GRgEe] Sk A9 #Fy o
histopathology (No. of case) cholangiocarcinoma (No. of case) P 757 dA o)A e PCNA EAIX 47 AR 59300
Normal 10 - M A3 7672 HiF BAASGI) 687157090tk o)7L 7h
Hyperplasia 15 - =VEES QaF Abm] W ZA= wO Z
Low-grade dysplasia 14 - FSA et A A9 3 SASEYE 52 AFoly
High-grade dysplasia 6 10 Iew FAoETE WAl YEbRE ASE g0l el His)
Total 45 10 e FAE Eou 993l Atol= {IUTH(Fig. 5) (Table 2).

Table 2. Comparison of PCNA labelling index among histologic changes of intrahepatic bile duct epithelium in the liver with hepa-
tolithiasis and hepatolithiasis with cholangiocarcinoma

PCNA labelling index (%)

Disease Bile duct histology
Range Mean=SD
Hepatolithiasis Normal (n=10) 17.0-32.7 245+43¢
Hyperplasia (n=15) 37.7-69.7 51.5+10.1°
Low-grade dysplasia (n=14) 50.0-75.7 62.0+7.4°
High-grade dysplasia (n=6) 78.7-91.0 84.7+5.3*
Hepatolithiasis with cholangiocarcinoma High-grade dysplasia (n=10) 59.3-76.7 68.7+5.7

PCNA,; proliferating cell nuclear antigen.
abed: Values with different alphabet in the same row are significantly different at @=0.05 by Tukey’ s studentized range test.
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Fig. 1. Normal single layer of intrahepatic bile duct epithelium is Fig. 2. Hyperplastic intrahepatic bile duct epithelium is seen in
noted in hepatolithiasis with nuclear expression of proliferating hepatolithiasis with nuclear expression of proliferating cell nucle-
cell nuclear antigen by immunostaining (inset). ar antigen by immunostaining (inset).
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Fig. 3. The low-grade dysplasia of intrahepatic bile duct epitheli-
um (A) in hepatolithiasis shows positive nuclear proliferating cell
nuclear antigen by immunostaining (B).

Fig. 4. High-grade dysplasia of intrahepatic bile duct epithelium
(A) shows increased number of proliferating cell nuclear antigen
positive nuclei (B) than those of low-grade dysplasia or hyperpla-
sia of bile duct epithelium in hepatolithiasis.
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Fig. 5. High-grade dysplasia of intrahepatic bile duct epithelium
(A) reveals increased number of proliferating cell nuclear antigen
positive nuclei (B) than those of hyperplastic bile duct epithelium
in hepatolithiasis with cholangiocarcinoma.
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