of #hed 2] &k 5 =] 1962, 26338~ 347
ZHA| o] ¥ 4
~zAY e B4 8 FA% 28 U @ 1lelg) ¥4 -

Mgl thin o ohef ek W 2] ehadl

& &4 &-d & ¢

Liver Cell Dysplasia
— Analvsis of 141 cases with reference to histopathologic
characterization and proliferative activity —

Sang Yong Song, M D and Yong Il Kim, 3.1,
Department of Pathology, Seoul National University College of Medicine

Liver cell dysplasia of Anthony{LCD) is a common association in hepatocellular carcinoma
(HCC)-bearing liver and has been regarded as a premalignant condition with strong linkage to
hepatitis B virus infection and cirrhosis. A total of 189 surgically resected livers [HCC{168 cases),
cholangiocarcinomal3 cases), metastatic carcinoma(3 cases), and non-neoplastic lesions(15 cases) ]
were reviewed to elucidate the nature of LCD by means of light microscopic examination, in situ
hybridization method for HBEV DNA and expression of proliferating cell nuclear antigen(PCNA)
using immunohistochemical technique. LCD was present in 141 cases(74.6%), and its prevalence
rate was independently significant in HCCs with or without cirrhosis than other groups. There
was no difference in mean age, although LCD-positive group was younger than its negative coun-
terpart. Association rate of LCD in HCC-cirrhosis group was statistically significant than the
non-cirrhotic group, and higher histological grading of LCD was correlated well with wider distri-
bution pattern and clustering. Seropositivity of HBsAg was not correlated with presence of LCD
or with histological grading. In situ hybridization techique using HEV DNA probe demonstrated
fine granular stainable particles even in LCD cells. Immunochistochemical study for PCNA re-
vealed that the proliferative activity of LCD was lower than that of the cirrhotic cell. With the
above results it is concluded that LCD reflects neither a regenerating condition nor a
premalignant lesion but suggests a reactive change (Korean J Pathol 1992; 26: 338--347)

Key Words: Liver cell dysplasia, In situ hybridization, Proliferating cell nuclear antigen
(PCNA), Hepatocellular carcinoma
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g Eel LCDE e aben) o 85 g 2nt ol g
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WA gla Han Ealele 434 2:ae] alm
U AN ZYFeol] dalldlels 2lddo] abaja] gle
olejd o] 4 AL FUrke Feokd Ak HTo 5
ol olol Faisl alzlele] BAHE gt oo of
*+ Fa8o)
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EHiY(HBsAg) e ZAety o4 of4F x4
stalew, S+, LCDel o3t #Heftla] 55 454
A, 2 iges MzekE Sd(cytologic grading)
# 2k F¥(histologic typing)d SYPHem
Al 2 gt o] F rhz| EFrb v]s=dkalel gl 7] ek
AE A #alelch, A=), o) 214 LCD 4 29 2 HBsAg
ZA ANEF 47 24 orceingd 4L A @stn, HEBYV
DNAe oi§ in situ hybridization® 4] 8ls}se
o, s, F444 288 (proliferating cell nu-
clear antigen; PCNA)® oi§t 435 4 #s
LCD A zo F45& 243z, 238zl oleld)
THAE el LCDY Ashd o5 ol 2 4 4o
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aol aped cf,
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wotH e § fAsla, 10% 4 FEvubel B 24
~4841 7 A HE F o 05 cm FAL o4 Ayaye
Haleh, 2% 7had sl i e cbed 28 & 3ckal
A7|2 el F4be| 2B g 3bubye) ofa} wle
3, AT AR A E seba] zofsn 4 pm
g Sz wadled hematoxylin-eosin 48 2
Balalclh & 189«F FEHEv| A odu)FAE Ay
A Z o) 84 FF I-IIo|v) 494 58 ue| o
F ool sl arceintd 4, HBV DNAe| =g
in situ hybridization, W PCNA <i4& s]#l&ls
c}.

(1) Anthony2 LCD; Anthony 5o »adl
LCDe| #=|s E4"E 44 H2dden] o]
tHEl s/ &a o) waE Hojo) WEL uije
o},
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@ Il §8(severe grade); 4% Fcfje} L4 Lo|
Sado] BAEn] cokdl 2708 o84 HEr I B
T 2ok We] pdde] Bl A4t A w1
absle] dlube) gake] EapA#alch Wl-sza w=
A Aol vl8] Frpalr|e g}
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5 =g §q7 o] dsled=A g B AF
=l 7] gh uf, B el 4 ZEE Nl 3gkd
dol| eld HefEEel BFE S o] 5ok EF7)
Ealdtd e g el i slEalo el 2 5 Falel
ceh=

T wrEH(patchy type), o|#4 A FH5Fe| HAwH4Y
A e 7hAc EEel 2HE kA EZs<10W)e
24kl gt

(0 m®(band type); ol &4 A EEe] o &
glmete & %o vfEpcie)

i BEY 2 4+d¥(segmental or lobular ty-
pe), ol S A M ESe] HHgHE me aqie] Y K
2 HE =g vk g e}

3) In Situ Hybridization: ztetal Fofs ==
% 4 um FHAE 24 F poly-L-lysined H&
slidesdl £ 542 weee sh-zlebsldl 5 3% 2t
s Elr A2 55 Fob e sleEoh Proteinase K+
0.01~1.0 mg/ml #8ell4 A}gg ¢ o £ 4
Holl d{= 0.1 meg/ml&E &8 Enzosk2] Patho-
gen' kits &8sl 4&8S e

4) PCNA ¥4 3]s} #& ddez slililg i
vtz B O qldsiFaos 33 4 Hg £ oA
A FHigeg 2083F yhEA] 7 a, o7« PCNA-=|
ek 1abghal S 10090 2] 4 eked 304-7F 8bEA4l 2l
138 #= DAKOAtel PCNA'E AH&sigda, o %

Table 1. Prevalence of liver cell dysplasial Anthony)
in resected livers

Hepatic tissue with  No. of cases LCD{%)
Non-HCC lesions 21 6(28.6)
HCC only 60 48(80.0)
HCC with LC 108 87(80.6)
Total 189 141({74.6)

HCC: Hepatocellular carcinoma, LC: Liver cirrhosis,
LCD: Liver cell dvsplasia (p-value<<0.001)

Table 2. Prevalence rate of liver cell dysplasia with/
without liver cirrhosis

o] #Ae Vector*h2] Vectastain ABC kit§ 4
L&tk

L I

of Fefjabe] slgivl 180«2] Mg A=FE A
E9EF(HCCF) 2 vl 7b#] 237 (v -HCCF)2 =
vre] LCD2) &#842 v msbsc(Table 1). HCC
Fofl = 168<13F 13501(80.4%)14 LCD=F &8s}
o W] -HCCooll4 2]ad%F 6(28,6%)A4 FH4 A
off v|ef EAlH g foff od3dE 2ycp-value
<0.001). HCCFZ 77wz & Fqbgh gk 2§
=] ot zlclel LCD #3452 =z} BO.6%2 B0%e]
Hr SAHe g folshal eslbcHp-value=05), =
Huh 7hAEEEE 7hA Aeknd agia fge Aoz
FHEed LCD #3535 =435 oy HHEFF
10943  88al(80.7%), vlat7iwWET 80<]F 53
(66.3%)c14 LCD7} ##sldx2(Table 2) }zi¥s
ol LCD2} 5 A3 & 2 F &) & 45 Lo h{p-value
<0.05). vl S el LCD skdal d5el= =t

LC, active 61

Fig. 1. Associated conditions of liver cell dysplasia in
resected livers{CPH; Chronic persistent hepa-
titis, CAH: Chronic active hepatitis, LC; Liver
cirrhosis).

Table 3. Prevalence rate of liver cell dvsplasia ac-
cording to activity of cirrhosis

: . Activity Liver cell dysplasia
Live,r_ Liver cell dysplasia Total(%) of SPTE— Total(%)
cirthosis  present(%)  absent(%) cirrhosis presen
present(%) BB(46.6) 21011.1) 109(57.7) active(%) 61(56.0) 11(10.1) T2(66.1)
absent(%) 53(28.0) 27(14.3) 80(42.3) inactive(%) 270247 100 9.2) 37(33.9)
Total(%) 141(74.6) 48(25.4) 185(100.0) Total(%) 88(80.7) 21(19.3)  109(100.0)
(p-value<0.05) (p-value=0.1)
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4 BEA el Bell, st A4 zlado] 1Ge], o
3 v Seld b gl A4zle] 26¢)7F Lak=) g}
(Fig. 1). ;A4 HFE® 354 ¥l ote} 5809
+ Wlve SFFATe] 726, vl BF4Fe] 3Tee|gle
o, o] Fell4g LCD 24 §2 =z 84.79%(61<), 73
%(27<1)Z(Table 3) A2 H40 sieickp-
value>0.1), d5d4E o) LCDAgka v -LCD
Atz 2 FREE w A 97 4E LCDA ke
HlE2 T4.6%cl9n(Fig. 2), Fdade 52140 d
ou] 50~5948 <dglFel4 7l Fo EEE w4
tHFig. 3). b= o|-LCDAI 2] aifoisl e 5424 9]
Wi J el 2z 6415 2.4 192 cHTahle
4). 5 FHsleld FEFHeo 2 | -HCCHF—-HCCE—z}H
AW FF HCCFe £45 sgdad o i)z}
wieh A7l 4 €4 HBsAgel e zigs <
T 2sdel 131«d3F 108«7F LCDAclol 3¢l 3
237 v[-LCDA skl &3gdcl{Table 5). LCDA
ghofl &ied o|F 77ol7} HBsAg <k4lolelm(71.3
%) vl -LCDAIcholl 4] ol Fola]is 14007} abifel
eH60.9%). o] AE FAHez Fo)dA] w3
(p-value=0.1).

LCDe HZ43y Fg5¢& [5F(Fig. 4a)e] 414

Fig. 2, Prevalence rate of liver cell dvsplasia(LCD) in
189 resected livers.

Bd

23

2~30 yr 30~40w 40~80yr 50 ~B0Vr B0~T0wr TOyr—

Fig. 3. Age distribution of 141 patients with liver cell
dysplasia.
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(29.1%), 115+ (Fig. 4b)e] 73¢l(51.8%), IIIS#
(Fig. 4c)=] 276l(19.1%)e]2ln, === Bz )
A4 (Fig. ba)o| 26+(18.4%), =& (Fig. 5b)e] 95«
(67.4%), =298 (Fig. 5clel 20<4(14.2%)°] %1k Ta-
ble 6). + 7k FFubis U= FHALE 2=
Ridit® 4% & o] 8¢ 2 Ridit score?} 52.773(p-
value<<(0.001)e2 ==tz Hfo o 4 3=
52 HEA: FAYer Foldh Has yelch

LCD=l ci%t orceiny 4 A ZebE:, zlalws
ooy A M ES Fubgl Llele] He] 4 #Esic) 2)
ZAHFAZ(C), =1HAANL(D), FokalE£(T)2 zhziof
el o4 d4-F A5slgded, 25 M Z49(C, D,
T)ol <kdal A+ legzn, C-D7F ok4del 2489
2ed, C-T7b 4dgl #5724 1o, 22l Cst sf4dal
AF7 delsict 4 RE S49 HE7l Jalwco)
o didee Crl bddal #H5-7 8¢, D7l k4=l
A57E 3«d, zela Tl ak4del A%7F 2ed9ic), o
Ak A M E A R doje]a JelgE 7
7 wokan ZE olsdg g=le] Agle 2 e
Y 2dgickFig. 6). LCD2] 7% 4z4o|ul =l
ol w2 Ed7|4dal A5} geo} FFe| Lo|3hx] ool
7| wffeol 2l Ageld ckdo g gpgdch

Table 4. Mean age and sex ratio of 189 resected livers
with/without liver cell dysplasia

Category Agelyr) Sex ratiolM : F)
LCD present 52.1 6.4:1¢(122:19)
Mon-HCC 45.7 2:1 (4:2)
HCC only 49.8 5:1(40:8)
HCC with LC R3.8 87:1(78:9)
LCD absent 54.2 24:1 (34:14)
Non-HCC 489 0.7:11(6:9)
HCC only 52.8 5:1010:2)
HCC with LC 54.9 6:1(18:3)

Table 5. Serum HBsAg positivity in 131 hepatocellu-
lar carcinoma patients with/without liver
cell dysplasia

Category No. of cases HBsAg(%)

LCD present 108 T7(71.3)
HCC only 39 28(71.8)
HCC with LC i) 49071.00

LCD absent 23 14(60.9)
HCC only T 6(85.7)
HCC with LC 16 8(50.0)

(p-value<(0.05)
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P

q Fig. 4. Microscopic features of

cytologic grading. a. Grade |
dysplastic cell shows regular
nuclear hyperchromasia with
cellular enlargement. b. Grade
Il dvaplastic cells have an ir-
regular nuclear contour and
chromatin pattern, Nuclear-cy-
toplasmic ratio is relatvely pre-
served. e. Grade [II dysplastic
cell exhibits irregular nuclear
chromatin pattern and promi-
nent nucleoli, Nuclear-cyto-
plasmic ratio is sometimes in-
creased.

Fig. 5. Characteristic photographs of liver cell dysplasia by histologic distribution patterns. a. Patchy distribu-
tion of dysplastic cells usually located in the periphery of hepatic lobule, b, Band or linear distribution of
dysplastic cells. e. Lobular distribution of dysplastic cells replacing an entire hepatic lobule.
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Fig. 6. Crecein positive dys-
plasitc cells(arrow) in the cir
rhoiic  liver(Shikate’s  orcein
gtdin).
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Fizg. 7. In =situ avbridization
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cells witk  diffuse mranular
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Fig. 8, Dwsplesticiarrow) and
cirthotic cells are slained dark
brown witke praliferating cell
nuclear antigend ADC).
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Dysplasia HCC

Fig. 9. Proliferative activ;rity of cirrhotic cell, liver

cell dvsplasia, and hepatocellular carcinoma
(HCC).

Cirrhosis’
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DNA 4484 o 3kl LobFe| i F e a8
FZAebach E F4RYE maldlo] T o E o
2{gk LCD 4lZz} g4 s 8 £ gl=x= g
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