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(p=0.15), LD, IRMEFFP, HC Apolof] stapd®Ez]2] 2]2gle Aol
aleich

ghad HBV ZHE gl 7hE3lefld PO R LOD7F mon-LOD o a4t of
Z3of ujshe] FAUHoZ J2l8tA Euton(p0.001), HCRCH 22]g)
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g Ad & A (DAKO, Carpiuteria, USA) 2.2 30237F #2354
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AF el PCNA ZAA G+ 033+0.210]% . LCDY PCNA #A]
AgFE A Qxzatrme 9nd A =931 (p<0.001), non-LCDX.th=
wokont A Aol AT (p=0.052). (HAEZAH 3} HCC+=

o HlEA A =L PCNA RAATE HIAY
(p<0.001). FMEZAAZ HCC Ateole PCNA ZEAAF+ SATA
e Aol &= ATHP=0.089) (L 6).

MEFeo] mE PCNA ZAIA T AolE& B LCDE 3L =
Azl THE7EA PCNABAIA 71 S7He9 o, o] F HluZ H

ke

2% PCNAXA A5 BAh dbH A4 g Z=a", non-LCD, A3
A4, HCCx= AA| #Z7| st s dAg PCNA FAIAF

AT 7).

il

(2) ZAAEA S

HBx @448 AFe LCDY AAMEAF(Hd+iTHAA) =
0.18+0.11, non-LCD+ 0.30+0.33, ZFA=ZZA4-L2 025+0.11, 18 il
HCC+= 050£0.19¢1 v} thxatql A A HAES] AR E
A= 058£1.01 oAtk LCDO AR EA = txatoll HEho
o o)Al S (p<0.05), non-LCDeol| H]3te] gigror} =7 3H4]
ko= LA THp=0.150). LCD, (HMx2ZAHd, 18la HCC Akoldd+=
AARA FEA G0 oo glE FAISHA D Aol gl TH(p=0.073) (1 ¥
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+5.97, non-LCD<¢] PCNA A4 1048+047 ¥]a HCCE 3231
+387 oAtk AA dxel PCNA A& 0.75:0.35%t.  LCD
v A =T oY non-LCDol| BHlste] FASAH o2 {FostA =
S PCNA FAAFE BHATHP<0.001). HCC2] PCNA A4+ th
2 ol vlske] m A = THp<0.001) (Y 10).

ZF ANl PCNA A5 13 110 FAIS vhe} Ztom
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8.00

6.00=

4.00

{>=VYNOd

2.00+

== NONLCD

3k
LCD NODULE
EE

=x
Hza @ FEAAES shA &2 AF

Non-LCD : Large cell dysplasiag Ho|A %= 9 IHAHE

LCD : Large cell dysplasia
Nodule : FFAXE AA
HCC : THHAESF

* o LCDS} B g S ] p<0.001
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PCNAX| =

O =N WPk oo N OO

WMo =z
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W Nodule
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LCD : Large cell dysplasia
non-LCD : Large cell dysplasia® H.o]#A] &= F9 7HA
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VEL NONLCD LcO NODULE HCC
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l Nodule
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LCD : Large cell dysplasia
non-LCD : Large cell dysplasiag X o] %= ¢ 7HA
Nodule : FFAX AA
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N
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{»=V¥NOd
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[Ny NONLCD LCD HCC

1
27 10, AAANA el PCNAA
tZ+ : Large cell dysplasias H.o]A| &+
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LCD : Large cell dysplasia
HCC : 2t 2% * 1 LCD9 vl gle u p<0.001
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Cell dynamics of large cell dysplasia
in hepatitis B virus infected liver

Ja Seung Koo

Department of medicine
The graduate School, Yonsei University

(Directed by professor Young Nyun Park)

Large liver cell dysplasia (LCD), consisting of large, abnormal cells
with bizarre, hyperchromatic and occasionally multiple nuclei, was first
suggested as a precursor to hepatocellular carcinoma (HCC). However,
there has been extensive research performed on large cell dysplasia up
to date, and there have been suggestions that LCD represents
regenerative or degenerative changes in the liver unrelated to HCC.

In the present study, the cell dynamics of LCD was examined by an
immunohistochemical analysis with  proliferating cell nuclear antigen
(PCNA) and the Tdt-mediated dUTP-biotin nick end labeling (TUNEL)
method. Twenty-four HBx transgenic mice, 26 hepatitis B virus (HBV)
infected human livers with LCD, and 20 cases of HCC were the
subjects of study, and 16 non-transgenic mice and 20 normal human

livers were used as control.

In HBx transgenic mice, the PCNA-labelling index(LI) was
significantly higher in LCD compared to the control group (p<0.001),
whereas no significant difference of PCNA-LI was demonstrated
between LCD and the adjacent non-LCD. The TUNEL-LI was
significantly decreased in LCD of HBx transgenic mice in comparison

with the normal control mice(p<0.05).
In human livers, the PCNA-LI was significantly higher in LCD

compared to non-LCD and normal liver(p<0.001). The TUNEL-LI was

significantly higher in LCD in comparison with the normal liver
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(p<0.05), while there was no statistically significant difference when
compared to the non-LCD. The difference of PCNA-LIs and
TUNEL-LIs, measured in each case, was lowest in the normal liver
and significantly higher in non-LCD, LCD and HCC in increasing order
(p<0.001), which alloes a preferential net gain of hepatocytes.

In conclusion, the LCD of HBx transgenic mice, decreased apoptosis
was significant and LCD of HBV infected human liver showed a
preferential cellular net gain. In LCD associated with HBYV,
dysregulation of apoptosis and proliferation may play an important role

in the process of hepatocarcinogenesis.

Key Words : hepatocellular carcinoma, liver cell dysplasia,
large liver cell dysplasia, hepatitis B virus,

HBx transgenic mouse
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