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IESMEEITH IR R A D I 5 Rt R AR O R B
— iR, RARFIREARLER & OB M % Fh.ONc —

SRKFEFMRELE —#E (ET  PEEEHD
o\ & —

FHRIE IR & A SIRBSETSEERY TR RETHY, TOFHAREBFCIERECE LT AR ARS
. B, RS ONES BAVIEREL L LTHERE I~2cm KOFBRERBYRAEE I TE D, FOREDO» D
FEOIL Z D RERAHHY AL OB T2 LEESATVS. 40, BEETERIFESR (FESOFEEFEEY S
1) W b B B VR Ol REUFENCER L, FFRESBHER X OIS & 0BEE 2 O RB AR
RS Lis. FAlBak RERE L, FRERE L OMBENLEArbREL 2BECST A &0 TER. 1) EERFsE
BROBNRIFRE . REFEELATAEHIIE«OBREOHR, MERNARTRENDR-TWD. ZTALOHFEHD 6
BEHOMNBRIRE (MIBYF 4 27507, KMRET + 27507, RIREHERRE, BERARMKE, <=V &/
SN RIAMRRRIRE) 2HE L, BEETHFRRONEETRELL. ZALOB/NRENFRAERS D\ IEAD
MAGhECHRAERICHEL, X SRBEREDS CBFNEOYIIOLONREN - 7ch, RANBRENRBMBICE -+
ARDHDHHZLAT. WTRORED FHEEAHFATERT, MIERF + AL U7 CEETH Y, BOoMREEHTC
BEELCHBE LW, WERIIOKE T C BFABEEFESR & 7 v 2 — VRS TR 3 L ORIRE N RARRE
%, B RFFRBEHEITEE T, AMBEET « 275 o7 AFRRESHATOLERICHR L. Zhb0REFRANORN
WML, FLFRC ¢-7 = + 7 e 54 vORBRIIAONRT, FlleE s LToBERALRIh -7z, filla
WIEEM IR, MRS + 2 75 07 L BIRERAE THBERERIPPEL , RAFRERAERCEC Lz DA
LR, FHEBCENBECH . ThOORREND, Thb Ol N EIREE T ITFIREREHR D 7 b LA
DBREORELEL b, 2) FRlvERES AT OFMRERERFE  EEio AT v PR RIER? &
bhiz., EHLEFORMEC L b RUTREREHMROERLELOh DO L, RGHEE(L L 24 HERL. BEHBEOF
3, RAFTIRESEREY b OFMREORERRETHRELEL b, SEOWR T, FillotkREREN, Bk
AHFRADOFRACHEERADR, BRREY L RUFBREREVHEA~OBIT, 2OCHEENLERTS I = E
ARFBENT. ZhSOFMREREBINREN L ORET, FRrORECHETCRIUTFREREHR~DE LW B2
i, SHOTRBELEL LRI,

Key words hepatocellular carcinoma, atypical adenomatous hyperplasia, dysplasia, microscopic

atypical hepatoceltular lesion, chronic advanced liver disease

Bfe, MRS, Hic, C BT & & BB I h 2 EHN
SABELTED, Zh&HERHLFMBEE (hepatocellular
carcinoma, HCC) dijnLC\w5", Z LCHERKL, HCC
DHEETFME LML, BENTBRE FRORENRAB T
HOV, REEMCIIEEFEE TR S h 2 FlRkkEE
DIEFEIREZN & HCC DREBFORVNEETH B,

& T, Anthony” 231976%E1C HCC D R4 1 B8 T 2 ifak:
REE LTHMIRET 4 A7 507 (BhoifREF + 27
S O7) G LTLE, HCCIBIET 5\ DD e fF
HlMERENRE IR TWD . ko & x1E, Watanabe 5"/l
s s A5 72 RGHL, Zhat HCC AR ETTS
Lih-x, %74 Nakanuma H2IZFELECA SIS < o ) EBHE

pL 6 F12F 16 HZAY, PR T4 2 AITHZHE

AR £ ERE P TSR A EET s ®mEL TS, L
L, BEEZ TOWRRTIND DRI RERE & FFluERE S
DOE NI BN B B\ XN BIT Y R PRIRe <, #
INREUREE AR LT HCC ~EBITT 205 E 5 2B
ORI T e,

B, B0 s iy, BUETHEIFREMNT
lem BT O FFHIBIMEREEIMERZE 2 LI LI 3 h, BEYE
BT B,

ZhbOREHD L D BB TH B 08, B
WHERRWERS LIELIEARbh, ThbiBlREiETERy
IR E TS ER B (adenomatous hyperplasia,
AH), 5\ iZ KB F AR5 (macroregenerative nodule,

Abbreviations: AAH, atypical adenomatous hyperplasia; ABC, avidin-biotin-peroxidase complex; AFP,
a-fetoprotein ; AH, adenomatous hyperplasia; CALD, chronic advanced liver disease; CAH, chronic active
hepatitis ; DAB, diaminobenzidine ; FWI-RA, factor VI ralated antigen; HBsAg, hepatitis B surface antigen;
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MRN) (B 1) EFEER T 20000 - 4 p bt oy b o8 4 D
BRI RTREEL, B2, REFREREF R (Atypical AH,
AAH) A5\ E MRNI Bl ETh, #EHNc X - Tt X inhE
BeEHEL, BEANOBMARI 55 EERE D 5\ LER
BELLTEZLRTWAM, B, EEMTS Zh S FM
MRERE S EE Sh, FBHEREOFF (explant liver) © LI
LERVWHSh, BrETHESKTVS AAH 35 Wi
MRNI & OEBFHEUESWE IR TV B, Fi-, 5
—FROERRTIZ, BB THROND ZH 5 D/PMESIMRE D&
PEERMETHD, BE, =a—#A FTFOHERBIOR
MOMBDFEORI TEIDPAZ LT LB L,

AAH DB OEITRE, ool 2 1%
OB, BEAFBREIRTLL,

FZT45E, BHETHFZES (chronic advanced liver
disease, CALD) e b5 MY O M/ REKRE (Fill
FAATIOTREL) OFM, EELLTOBHZYHRIL,
AAH (52 MRNI #) * ORBHEMEXBEL L > L R4

Fig. 1. Hepatocellular carcinoma and atypical adenomatous
hyperplasia. Encapsulated hepatocellular carcinoma (open
arrow) and atypical adenomatous hyperplasia (closed
arrow) are seen in a cirrhotic liver.

Table 1. The patients and materials

MHE LU HE

I.#  #

1. CALD (HCC, AAH &6tEia4t:)

R IT1990F~1993E DT, IR KBPEESH 88 — S E
=, SRX¥PEZHNBHRERES, BT RERE
#, BvERBRREES, BHRIRRRED CRB I L,
CALD+HCC B 5\ 2 AAH D966l , +hiz AAH =
HCC % fdodevs CALD 200ITH B . Tnk, BH B IERHE
B & SIRKFEEMA BRERELT I, Z D R D 354 HE B
D—HDIEFO RN EFETRETH 572, CALD & LT, FFiF
&, NESSEEAE R TBRERETL, BEOT A2 -1k
FFRRMEE R &, MBI WTh & ABHOEGRIT, H5\ ik
EDDOABERIFC, TORREE 1 ICFRT. HEFERH
BT, Bfls LOHEETH» b Fn PRI hi- 2~ 7/
DR, FORPREDDHNBERIT TR, EXEDL DR H
WET OB EfT ok, WTRD, 10% MR <Y vESE
B, #5574 vVEHIABEIRTWE LD THD.

REERITRETHB CALD OFR% B HITAMELES,
C IR #BIERA, 7o a— L WITER, 3F Ak B 24
HERA (RETRAEZET) & Lic. B EIFABEBERL, migh
T B BFAFREHIR (hepatitis B surface antigen, HBsAg) #
BB, 25 VIZFFRIT L 1 v R TR ALK E R
BOLIRBHM & Uic. CRUFAREERE, CRFLY 41
ARFERER, TOWEF v + BFA X 7z 19904 LD FE 4]
DHTRMATHETY, OEFDO C WHFLBEHE~—» -
[(hepatitis C virus, HCV) B§##i{A-2 (HCV-RNA)] 2B 0 H
& Liz. 1990 LIRTOFERITIX, HCV B~ — o — 12+ 5
BRI T, B Bk~ — 2 —i\Y 4 L ABRERY T
B et ORI ACIFEESLIE A Ik B BT 4R 85
Bl 7hra—AMFEEIL, BABCHEELTCIASS
EDSKERYETHH L Lz, 2L FEORERKEEENS
BE, HE B EHA CAFRBEEEE+ T L2 -
FF&RE, Thic B+C BFABBERR) & LTRHE L. &
B, TOMDOEEDBE S CALD [Lh T ik~ 5 R MR H
MEFFEEZE (primary biliary cirrhosis, PBC) % < | iXEE G2

Number of Number of Age of Suspected etiology of back-
Types of materials patients patients ground liver
disease ———————  examined examined
S W (x £SD, years) HBV HCV  Alcohol  Unknown
HCC+CALDY 89 3 92(70/22)"  62.4% T7.79(43-76) 22 48 16 19
AAH+CALD® 3 1 4C 2/ 2)  62.5% 7.22(54-73) 0 2 0 2
CALD alone 8 21 29(16/13) 58.41+36.1 (29-80) 7 12 8 4

S, surgical materials; W, wedge biopsy materials; M, male; F, female; M=+SD, mean-tstandard deviation :
HBV, hepatitis B virus; HCV, hepatitis C virus; HCC, hepatocellular carcinoma; CALD, chronic advanced

liver disease; AAH, atypical adenomatous hyperplasia

a) Including one case with HCC+AH+LC.

b) Number of male patients/number of female patients.

c) Range.

HBV, hepatitis B virus ; HCC, hepatocellular carcinoma; HCV, hepatitis C virus; MRN, macroregenerative
nodule ; PBC, primary biliary cirrhosis; PBS, phosphate-buffered saline; PCNA, proliferating cell nuclear
antigen ; PCNA-LI, PCNA labelling index ; UEA-1, ulex europaeus agglutinin-1
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i o T D T RO MR FNITE DI - 7.

2. HCC % X0 AAH

R OBBEA D P TEEEBRARERRIF T, BRE%
BWL&EIFE A ERDI HCC £H1661 (TFR L AR
B CEARERELE Y S v AAH O TREY, LT o8
By, SERBEOBREhcE V. i, AAH OFERIT,
Nakanuma 52 ZH\s, 0.8cm LA EOFRAMZESE L, B
ofif, BEREFRONDBLIIBMHE RSO E Lz,
Fio, B4k HCC = AAH WATOB{LEOH &3 Terada
5%, Ferrell 52 1cfé\, BOREE, BEOENL, FREOCE
{biz &z X ¥ L.

3. PBC

36610 PBC &N BB ONIITEONBHIAERF (1 811
B, 2H17THI, 3EAOM. WThHl0%HErL <Y vERES
57 4 vHIR) AV, LT OME3REN, fEEdenss, &
BT ERIBR 2 1T - 7o . ERAORERITE 361, X3381T, F
BN/ —T0F AL, ThOBBEROCH I ba v FITH
2B T, EERBERORKN LRSS, FEABGD
PBC iw—# L, PBC D2Mikie™ #3§7- L\ 7z, PBC OfF
B2, Scheuer IZfEWREMRREMTTV®, 11 (FREAED
BB, 2 (B4 oBRECHBRROBE & EHE Ly
FHHEED, 3H GEHALI T LB, 48 (FEELE) 0
L T BRE R T o, L HBN1ER, 2 WIS ITERE,
SHAA, GARIFT ABICHEYT BN o,

I. EREROER

A DEFORA~Y) VEENAF 74 vERT R, 27X D,
A uDEEOYRERHISKER Lz, Thbofh 2B om
R, Bg 74 vk, HERf, 7V - v v VRf{E, Ak
v, FEMPETT, ERENRRCHAV. R, &Y
DEAZLA TR~ 5 R i LR BRE T iz,

0. ZHEEOFR

HE #&8AKT, HRoFREf 2R REOHERL, =
hezeen, »ORMENWITRESER GERER) T,
EEBICINOERY —EDREE (X400 f£) B L. T0D
®, BERAY L, —EEEATOFMRORORE Ay v b
L, *0OFEERDI. T0%, A—EFATOERERDOK
KOFHEE DRy EHREFBTRD, UBREBOKEE &
L. —EEE oM EE R, Fiko Mty
RET 5 eE L. ok, WRE L HCC #&i, AAH #
#i, Fhrgdo PBC s b fFmatik NRERE ©

B ARRDEHELT - 7.
V. Gkt enm®
Hsu 5O 7PV -4 Fv—_nAtF v —EEHLSE

(avidin-biotin-peroxidase complex, ABC) &' ¢, LI TO%HED
RfER V7 F VREASERERE L. 2D, RERKD Y =

=V HXBRBER ] V27 F v (Ulx europaeus agglutinin-l,

UEA-1) kT 5 a0 E2 L2 7 v RET, mMERRCRET

AHENKEFEAIE (factor VI related antigen, FVI-RA),

HCC OB ~—»2—TH5 a7 = + v 71 v (afetopro-

B

Fig. 2. Small cell dysplasia in atypical adenomatous hyper-
plasia (A) and cirrhotic regenerative nodule (B, *). These
areas show increased cellular and nuclear density and their
cytoplasm are deeply stained. Kupffer cells are identifiable
in these lesions. A and B, hematoxylin and eosin stain,
% 200.

Table 2. Primary antibodies, biotinylated lectin, and secondary biotinylated antibodies, and their dilution and
sources
Antibodies and lectin Animals Dilution Source
Primary antibody
Anti-AFP (polyclonal, IgG) Rabbit 1 :400 Dakopatts, Copenhagen, Denmark
Anti-PCNA (monoclonal, [gG2a) Mouse 1 :.200 Novocastra Laboratories, Newcastle, UK
Lectin
Biotinylated UEA-1 1 1200 Vector Laboratories, Burlingame, USA
Secondary biotinylated antibody
(to rabbit IgG) Goat 1 1200 Vector Laboratories, Burlingame, USA
(to mouse IgG2a) Horse 1 1200 Vector Laboratories, Burlingame, USA

AFP, a-fetoprotein ; PCNA, proliferating cell nuclear antigen ; UEA-1, Ulex europaeus agglutinin-1.
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tein, AFP), FRICHBEHOMMOBIZRETAHETH S
(proliferating cell nuclear antigen, PCNA) O RH # EHRE T
BE L. ok, EFRFOERAREIE UEA1 kigaed, F
VI-RA (ZEMTH BN, MREA O/ MELEMIME, EHMm
(LSRRI UEA-1 W& R L, ¥4 FUI-RA ©
EWEAADDL LRGSR TWEY, ZOHETHERNED
FZEAHOLA(L EMmEL) OFELRF L. i, SR
& 10000 FFHIRE D 5 IS EBM 2 % L, PCNA Bk
B oMY % THEHB L (PCNA-labelling index, PCNA-
LD).

LT, REHELBECRND. A=) VEESAT 7 4
VPR EHOMSHEAAZT 74 v L, ARV E—ES
0.3%H,0, DI TI55 HRE TUE L. 2Dk, RN
RS 7e +5 oW % 10% R mE c205 FaE L
fo. AT, 100—200f5 10358 Ui €+ Vi L7 UEA-1,
#1 AFP, #i PCNA, $5% L i#t FUI-RA D& « O—® ik
(£2) WA CT—RHEGEI R, KT, Ut vERLi=
G EBIR COLFIER I L (o, UEA-1 B0 EE
12, ZoOBBEE) %, FRENMCEAR LT ABC BA4K
(Vectastain ABC # o I ) (Vector Lab, Santa Barbara,
US.A) ATERTOSMEBE R, 0%, 0.03% HO, i
M7 § 7 _XvF v (diaminobenzidine, DAB) ¥ AN T5 —

&k, T

Fig.3. Large cell dysplasia in atypical adenomatous
hyperplasia (A) and cirrhotic regenerative nodule (B).
Hepatocellular cytoplasm of these areas are large and their
nuclei are also increased in sizes and chromatin contents.
"Nucleoli are prominent. A and B, hematoxylin and eosin
stain, X200.

0DMBEEE, ~T b Fv ) VORISR, BB LL. 7t
¥, PCNA 1Z Shi B0 ifev, =1 7 vy - — 7 TUERE,
LR DRERELRIT 1o, il 2 ORESRIGE, V VEHE
fE Y5 (phosphate-buffered saline, PBS) (pH7.2) T+ 41 ¥
LIz RICET » 7.

V. HEEEERBRE

XBRERB LU tBREXYAVWCHRE L, ERE.05L T
Lo THEREDD LK L.

159 &

1. EZREA LA AAH ATOFHIEREEREOHE &
N

BEES TV THO AAH RETLEBRMCHRET L, e
DEMBERTRELYTI. 7ok, SEDO AAH 2L
DRIGFENLSBR IR T, 2D AAH BHCgE—D
RMFRBOBME» SERIh T, AAH #Efiicibh 3
ChOORIFRTIINA VAR LBITRAZ RN, K
WS OMDRBICHET A Z EHRA. SENIZ, Thb
DFRENBIATRR? 6 FREZ R,

1. NEfaks « 275207 (1 24)

FFRRaD ML L BBRNEET, B/ Itk o LR 205 .
RERBETEARD D, FEEEOLORED ST,

0

B

Fig.4. Pseudoglandular lesion in atypical adenomatous
hyperplaia (A) and cirrhotic regenerative nodule (B).
Variable-sized pseudoglands or secondary acini (arrow) are
found in these foci.. A and B, hematoxylin and eosin
stain, X200.
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BEDCL D, RENKRBELLO bR LA, HEITOOHIEME
AZRL, REMO T2~ 3BHORR <2 —viRT
LD, FEUOHIELTTLDOND -, BIEONELIZ
BB HnL, 1861039 Th ot (fods, WL Liz 240
HCC T3 2.78£0.47 & 1.63+0.81 TH - 72). REAHOFFl
L REOFMa®R (hoRIFECHET 5 FFEESR) & LiF

LR CFFAfsR CEEMICBT L. 7k, E LSRN
NFRCEE L, BRREMLKBLRO B2 b D& 4L HCC
&L,

2. Kifaks 4 R 7327 (K 3A)

e ABE L, ZL AR TR0, BivEd BT
DN, BRELO ERITBE TRV, B3 VGREBEOKE
ThHH. FEREBMET BERRD D, REITRRIC L2 D
HEr D -7z, MMEEMCHE L, RECN L CES M BH
L, EERE T RBONMERE ERWCBTT 260 LIE
Lid&bhie, fafkits s Rt ©, MIEO@mEs b
Fewwsabhi,

3. RIERHRIGEE (K 4A)

IR Y (EREEA R Lt 0bh a0 5) 2R+
MRS EET HRE T, = OREM DT/
U, FMEREFERED D T EENE T, BB 5 EA R
otz BIFERCEAREARTHEVCEDOREN 5%, -

BONMERET 4+ 275 27 2R OBIBIRARE BRI EEL
THERADLDbHLN, VWb BES{L HCC & D)
Ry« BT D o 7o dt, ARE-OR% oD RAME < B Ok B 0 e
TR LIRS & & 21T - 1.

4. BRAARAEE (X 5A)
FREOBKREARMCREM L, REOKRBILT2b0L, 2
REETDHORD - dt, WThdEERERCER
BERD 2 IZBE L. ThCH, SIS O R
R ET BEADD - 7. MEDZLLAEYL L, iR
BECIRRELRTONLE AN, ks, KEE LERRA
~, FFRRNFEFRCREE L, BORM EBERHES L0
&4k HCC & L.

5. e VAUNEREE (K 6A)

= u VSISO IR, D7ed &b 5 ML, Higmmic
HRM ST 2RETH S . FERORG & BIARIEL,
B2k L, BMEBESI 7. FREECE « olE
DRHELR M > T e, FESO MRS R LToRE
BHOEEATRTLOBEL Abhis. —H0<= ) EEEHF
MR ORBLCEAL ¥ OBEMEEY R L, AECTFHR
DEEE - Tied’, MROEESIS L, ERICEEL
TWBHEBbhAaHREL AL,

6. RPEMNRIFEE (X 7A)

B

Fig.5. Perisinusoidal nuclear deviated lesion with thin
trabecular pattern in atypical adenomatous hyperplasia (A)
and cirrhotic regenerative nodules (B). Nuclei and
cytoplasmic materials are moved to the sinusoidal surface
and cytoplasm around bile canalicular surface looks empty.
A and B, hematoxylin and eosin, X200.

B

Fig. 6. Mallory body clustering lesion in atypical adenoma-
tous hyperplasia (A) and cirrhotic regenerative nodule (B).
Mallory bodies are shown by arrows, and Mallory body
containing hepatocytes are enlarged. A and B, hematoxyl-
in and eosin, X200.
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®BPclE R ROl A R, ORE L RTONEHTH
5. KEOMar b h —REYMERC L2501 %
Mot L OFRRTEADOKE DMl ARECEEL
Twie. BIIRILL, BBEOWO (L DRI A RT1E
HARDHo. BEDRBLORRE LT, HEOEENRELE
zbhied, ZRRTEBLEELEELTWERELZLA
fo. ToB, BEAETRIFILED AN B HHREIIMA L. 3
EAEDFERTREAGES S h, FEXFEEECHEE LT
.

ek, Thib 6 BORMRELIINC DIERINE, BT,

~EVT ) VIRERER, BHEML SO ORESR AAH

Fig.7. Clear cell lesion in atypical adenomatous hyperplas
(A) and cirrhotic regenerative nodule (B). These cells a..
more or less clear, and there are occasional fat-containing
cells in these foci. A and B, hematoxylin and eosin,
X 200.

RICh b, FHIORRE TR, ZhbOREBIgEEED
BERMATRRL, »oEERNCHE Li-0T, $EO%
FCRRIEEE UTHH, BE Lk o7z,

I. SEEERERNTONRMEBRES N REBTORE

FERERD (CALD) ToOFFHIfak BRRE L, HCC &L 0ir
BRRBIENE T, LT o 28413 = L A Rk, HCC #%
& REECHELTOARWIFREMIC 2 b h b REREE (A) &
HCC L TA B A RERKE (B) TH%. /a3, HCC 0 F
B~ O BIECIERITRE COMMNER BIZSE OBE
P HERA L.

1. JEERFRENO RS NETRYE (53)

L L7, AAH Ricibhik 6 Bo MMM R RE
DEJESTETEE LIRER, hbLEU b5 0 iiiE
FAEOHENZ LR (B 2-B, 3-B, 4-B, 5-B, 6-B, 7-B). 7133,
FFEBENCERIMAE LT EE X h, ANEFTARRL Uiz
R (BEARSPZIVIZVDLER) BBEREEC I 2 %
BZLDOTTRMENE L, SEO/NMIAET + A7 507 iRg
Dighote. Fie, NERIRBAGHRDC SEtr HES
TR UG I Y RERERICII S0 7. s, K
RS+ A7 07 Ml T + A7S5 T LBELTH S
WL TRD A Z LA Hot. TALORENTIRARD
FEFREEHE & AARIC kupffer MR U v RBROBIEAZ Shic.
g, SEOHWE T, FEEN COMNRIRER CHER
HED LT IR R LRI o1z,

BB L7z 1256179581 T T b D BUNEER R R Bk
ZhoDREIFEEOBERE Y CAH OfF NERORE +
DA RVHER, $R LTV AHEBEOHANZLR, F+

Fig. 8. Minute atypical hepatocellular lesion. In a regener-
ative nodule, minute atypical focus is shown by arrows.
Hematoxylin and eosin, X 20.

Table 3. Incidence. of hepatocellular atypical lesion in nonneoplastic liver

Number (%) of cases

Type of disease =~ Number of

Types of minute atypical hepatoceliular lesions

cases
small cell Large cell Pseudoglandular  Perisinusoidal Mallory body Clear cell
dysplasia dysplasia lesion nuclear deviated clustering lesion
lesion lesion
CALD+HCC 96 13(13.5)* 46(47.9) 15(15.6) 35(36.5) 23(24.0) 47(49.0)
CALD+-alone 29 00 5(17.2) 103.4) 6(20.7 10 3.4 5(17.2)

*P<0.05 vs. CALD alone group.
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DKEXNZ 1~dmm BENETHHH (K 8), 5, bmm KDK
EXT, AAHIZIREACELUT AR EOREIADA (K
9). #NREFREOKE IRXFRKCHIED D VXHEREE
D3/ 4HT, BATIRIFNEOR 1 /3460, FhixBENERD
BAREI TR, ToBfiedt 5D,

HCC # &6+ % CALD & HCC #4&f8F L7y CALD ©
D, ThHOHPRIFEOHBRARLYRIWRT. ZhboR
HFEEL HCC &6tflcE C BT 2 Emad v, Mkt
F 4 A7 F 2712 HCC 2483 % CALD O#Tit HCC &
BEL7W CALD OB ENTHFBELERTH 1.

BEBIE T3, E4wRmTm, B BFABEEFRE T2
KRS 4 A7 S U7, < v ) BNERES, C BIFXAEE

RET .+ 27507, BEREBRE, REMREAERCL
hic.

1) BAREORAR

CALD DIFERFEEBOBRRNEL UEA1 ~DfEaH %
REY, ¥k FU-RA OERbAbhkhr %k (BL, PIRE
RRAEERECE LI FEEO—H TR IR b ORI/ &%
DR Bhiz). —75, HCC TR« ORBE L #iB T, UEA-1 £
i & FVI-RA ORENRL SR, RHTX, kuffer fifgey v
NEBEIFE A bR o0 L L, HCC STl
EMMELHE (UEA-1 #&H & FI-RA OFHA LIZ LA
BRB) B RS FASEBEELTAH BN, AAH T, S48
ORGEECEMIME LA S B, kuffer RCEEY vkt

EER7 v a - VEEFRETI/MERNES + A 7527, K FxDBREWTRLNE.

Table 4. Incidence of minute atypical hepatocellular lesion in chronic liver disease according to its suspected etiology

Number (%) of cases

Type of disease Number of Types of minute atypical hepatocellular lesions
cases
Small cell Large cell Pseudoglandular Perisinusoidal Mallory body Clear cell
dysplasia dysplasia lesion nuclear deviated clustering lesion
lesion lesion
CALD (B) With HCC 17 1(5.9 12(70.6) 165.9) 4(23.5) 5(29.4) 6(35.3)
Alone 7 1(14.3) 3(42.9 1Q4.® 2(28.6) 1(14.3) 2(28.6)
Total 24 2(8.3) 15(62.5) 2(8.3) 6(25.0) 6(25.0) 8(33.3)
CALD (C) With HCC 41 7A7.D 19(46.3) 9(22.0) 20(48.8) 12(29.3) 21(51.2)
Alone 9 o 111.1D 0(0) 3(33.3) 0(0) 2(22.2)
Total 50 7(14.0) 20040.0) 9(18.0) 23(46.0) 12(24.0) 23(46.0)
CALD With HCC 4 1(25.0) 2(50.0) 3(75.00 2(50.0) 0(0 2(50.0)
(alcoholic) Alone 7 0¢0) 00 0¢® 1(14.3 00 1(14.3)
Total . 11 1(9.1) 2(18.2) 3(27.3) 3(21. 0(0) 3(21.3)
CALD With HCC 20 2(10.0) 4(20.0) 00> 3(15.0 5(25.0) 9(45.0)
(unknown) Alone 5 0¢0 2(40.0) 00 0(0) (D) 00
Total 25 2(8.0) 6(24.0) 0C0) 3(12.0) 5(20.0) 9(36.0)
CALD With HCC 12 1(8.3) 6(50.0) 2(16.7 4(33.3) 2(16.7) 6¢50.0)
(BorC+ Alone 1 0¢0) 00 0 ()] 1(100) 1€100)
alcoholic) Total 13 1(7.D 6(46.2) 2(15.9 4(30.8) 7(53.8) 7(53.8)

Two cases of HBV and HCV are not shown.

Table 5. Labelling index of proliferating cell nuclear
antigen (PCNA-LI)

Types of minute atypical Number of Labelling index (%)

hepatocellular lesion cases (X1+8D)
Small cell dysplasia 15 8.5+16.1
Large cell dysplasia 14 0.2+0.79
Pseudoglandular lesion 2 15.7%21.1
ooy 25ass
Clear cell lesion 19 1.8£2.5
CALD

CAH 14 1.7£2.9

LC 19 1.9:4£3.3
HCC 30 28.0+16.0

Fig.9. Minute atypical hepatocellular lesion. The size of
minute atypical hepatocellular lesion is about 5 mm in its
diameter. Hematoxylin and eosin, X20.

Foci of Mallory bedy clustering lesions are so small in
their number that they are not evaluated.
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Fig.10. Hepatocellular atypia around nodule of hepatocellular
carcinoma. The degree of atypia is mild. Hematoxylin
and eosin, X 200.
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Fig.11. Hepatocellular atypia around nodule of hepatocellular
carcinoma. The degree of atypia is moderate. Hematox-
ylin and eosin, X 200.
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Fig.12. Schema of the relation between regenerative nodule
(RN), atypical adenomatous hyperplasia (AAH), small
hepatocellular carcinoma (small HCC). Shade and dotted
areas are minute hepatocellular atypical foci. Black areas
are malignant foci or hepatocellular carcinoma. Thick
arrows denote a more likely or probably progression ; thin
arrows denote a possible progression : dotted line denotes a
questionable progression.
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Abstract

Although most hepatocellular carcinoma (HCC) develop in chronic advanced liver diseases, much remains unclear with
regard to the exact pathogenesis and precancerous lesions of HCC. Recently, adenomatous hyperplasia (AH), which are
hepatocellular nodular lesions 1-2 cm in diameter, has been regarded as precancerous or borderline lesions of HCC. Notably, -
some HCCs have been thought to arise from AH. In this study, I have therefore examined the microscopic hepatocellular
atypical lesions (HAL) seen in chronic advanced liver diseases with special reference to the relationship among HAL, HCC
and AH. HALs were divisible into the following two types from the standpoint of location of coexisting HCC: HALS in the
noncancerous liver parenchyma and HALSs around the HCC. The former consisted of hepatocytes with a variable degree of
cellular and structural atypia, and were divisible into the following six foci: small cell dysplasia, large cell dysplasia,
pseudoglandular foci, perisinusoidal nuclear deviated lesion, Mallory body clustering and clear cell foci. These foci were
scattered singly or in combination. Their size was similar to or half of that of cirrhotic nodules, although there were foci with
a size similar to that of AH. Any foci were frequent in cases with HCC; small cell dysplasia was significantly associated
with HCC. With regard to etiology, in hepatitis C virus-related and alcoholic liver diseases, small cell dysplasia and large
cell dysplasia were associated with HCC, and in hepatitis B virus-related diseases large cell dysplasia was associated with
HCC. There were no sinusoidal capillarization, hepatocellular expression of alpha-fetoprotein or other features of HCC.
Cell proliferative activity was rather high in small cell dysplasia and pseudoglandular foci; it was occasionally similar to that
of AH, but was significantly lower than that of HCC. These data suggest that HALs in the noncancerous liver parenchyma
are precedent lesion of AH. On the other hand, in HALs around the HCC, HALs were located around the HCC, HALs were
located around HCC nodules with a band-like appearance. They were divisible into the following two types: remnant of
atypical AH, and reactive hepatocytes. In particular, the former may represent that atypical AH transforms in HCC. These
data suggest that HALSs are scattered in chronic advanced liver diseases, may progress to atypical AH, and further transform
to HCC. It remains to be elucidated when and with what frequency these HALs transform to atypical AH.




