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B AR E AR BT B O R IR R B 2 0 B &
—REEGY, MRARMEESEYE, ARFAITOY —~MBIV
EERAITOFHEAT Y PO —

SRAFEFDELFAMLE—RE EE | HE—H)
SRAFESREFFRBEYHE-ME (| PRE-#)
¥ B € -

BHETRFER, SRR, REOBART L VAKEVER lom XOFFMRERETIEA bR ERE K
(adenomatous hyperplasia of the liver, AH) EFIhTw5. HE, T DFEII R (hepatocellular carcinoma, HCC) @
BRHFED D VEIEREL LTERIA TV 5. 4H, 20 AH OBRKREEMRELYHLMCT 270D, AH ORI
E, FFEELREATO AH Oy — <1, $tERFESE Az AH OFHRE, BT HEHET S EBENETFIT2W
THE Li. 251 AH »Hl, BEREOFEC & BENREREYH (ordinary adenomatous hyperplasia, OAH) & &
R BRSBTS, (atypical adenomatous hyperplasia, AAH) 4L, AAH B L Tid 8] BaTeEEYRE LTS AAH
(atypical adenomatous hyperplasia with malignant foci, MF (+) AAH) LB YA Lisvs AAH (atypical adenomatous
hyperplasia without malignant foci, MF (=) AAH) WE#E L. AH ORRERIL, HBRIFS XOARERE LD 2 bhic
AH 758585 (OAH 40%58, MF (—) AAH 19880, MF (+) AAH 16%5%), HCC 25858 X OFREE 1061, BEEEBFR
1261, EEFFI0FIOFFABERY 8 E L, FEMS/MEMEE (argyrophilic nucleolar organizer region, AgNOR) Hfs & 38
MR HE (proliferating cell nuclear antigen, PCNA) ORERGB I hT -7, AgNOR ¥ I FFEZ 2.931+0.70, OAH
2.9540.67, MF (—) AAH 3.89+1.04, MF (+) AAH DIFES 4.58+1.14, MF (+)AAH DEER 5.71+1.34, HCC 6.18+1.40 T
»-7-. PCNA Ezis#us OAH 4.1+£25%, MF (—) AAH 16.4£7.6%, MF (+)AAH DOJEEH 16.0£4.1%, MF (+) AAH ©
5 35.246.9%, HCC 42.4+18.3% TH-7c. OAH DHEFEENIFEL L2275, AAH 12 OAH & HCC DFHTH
n, MF (+) AAH oz HCC &ZEMeh o7z, KT, 1974485 519944 ¥ TOFEREHRFIBTHIOF 2 LE LT AH O
I SERE 4 a Lic. AAH 121561 (5.8%) W A4KEHS, OAH 124441 (17.1%) OSKE A bhic. AAH M4EHO S b
MF (+) AAH 12 18%E81C B » 7. AH 48556131411k AH A &% LT\ 7o AAH 11IEABRFEE, S CHFAY A
NACKT BEBRBEOA, ¥ RARDREOFELCSVEAYRD -k, —F, OAH RBAFEZT S AbhT.
AAH 12 HCC 2 &8t LTW s WIFBZIIZR bR, HCC 248t LTV AFFEEDS. 0% 12 & b, il HCC &4t
CEE (132%) Tho7. OAH O&HH2 HCC nF & & 2B HA LA, AH 04 ROFERFBE TIL, OAH
AAH, HCC WTh & F O 5RAP0MM LTV AERDOEII L, o7, SHERIC TR TS AH 22 #EE5 (AAH 8%
5, OAH 1485 % | EL LA Liz k2 5, THBRMM5.4, 8 (13-50 » ) T AAH 4 #5His HCC ~2 R
L, MiOISKEENIARE S 5\ k% Lz, HCC ~OEBICHE T R RBEORM, BIFL, MMk + 27507 T
Bote. B NERMET 4 AT T 0T EIRHLOMERT RS bhic S REMIIL T HCC ~ER L. EXbh, AHDS
b, BAOWME, HERINYTT AAH RBEREESEL, BREYHATTIRLEL, FATEETAEA DD, ¥t
HCC D&3HEI S B\ 2 L b b, HCC DRBIERED—2TH D Z ERWTRE I Ak, 7ok, AAHIGEFHMOERAR D - 1o
EEOEIIBLRh T, —F, OAH OREESFEEOBARKM L AETH Y, HCC OAJ L bBEEEIIZ LS, ¥
k&4 AOBARSTEHA EEL bRL. ¥, BERATIHERERTCREEOHM, B, M+ 27
5 U7 RLESLRIRESIL HCC ~ERT5 ) A 7 OFEWEME LTRATXE eEL bRk,

Key words adenomatous hyperplasia of the liver, hepatocellular carcinoma, argyrophilic
nucleolar organizer region, proliferating cell nuclear antigen, proliferating activity

PR 84 1 H23H %A, FEL 84 2 A19HZE ,
Abbreviations ;: AAH, atypical adenomatous hyperplasia ; AgNOR, argyrophilic nucleolar organizer region;
AH, adenomatous hyperplasia of the liver; BrdU, bromodeoxyuridine; CAH, chronic active hepatitis ; HBs,
hepatitis B surface ; HBV, hepatitis B virus; HCV, hepatitis C virus; HCC, hepatocellular carcinoma ; LC,
livercirrhosis ; LI, labeling index ; MF (—) AAH, adenomatous hyperplasia without malignant foci;
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EFEORBEEBZH ORBCHE, FFEL ORI NS
FEIMEEINZZ L3S TR, ThORERLD &
{ELR TV HAMFMAE (hepatocellular carcinoma,
HCC) mE@fT R & 1R b, MEEY CEBRSVRI L
LOBE . ABEITIRAOFEEMZOR T 55—
‘LRl L oS h, —HBREAAZ LB L LN
TERCRH TR LB, FREZEBER
(adenomatous hyperplasia of the liver, AH)", 5\ i3 EET
IR IE #% 8 # BX (atypical adenomatous hyperplasia)®?, ¥SEE
R4 B (adenomatoid hyperplasia)'®?, % & #538 # & & & &
(adenomatous hyperplastic nodule)®?, JFFEEZRICZA& S 13 /N
Bt fRE (small mass lesion in cirrhosis)”, FF4ME % & E S
(hepatocellular pseudotumor)®, ¥ AFEAKERT (macroregener-
ative nodule, MRN)#~18 - B g i #2405 (dysplastic nodule)? 7o
EDFE 4 O TIEEN T ¥, F B TIE AH &0 5 95
BELBUBRTWA. B, 20 AH AFRET 8V 5518
REDD IR E TRV EHIIRhATW3 R, Zhb
DFEFMIRE D IEFEL ERITHETTH D, BEEEAR S DL
MEHEECEZHRF b T oTbh T\, i, BE
AH BEINL205 500, HAHWIILETL b FE LTt
EHINRDR 7O LB EL TR, ¥, DX 57k
BEYERCRELLTUVALELS LTl - T,

SE, ThHDERHELNTTHI-HIC, AH OBEFEEMRED
BE, WICFEEHIRINC 8135 AH 0% — <1, Fci@Eo
FELHBRALEREL, AH AHRO%EB 3 L8 AH A5
BEO¥REFIZoWTHE L.

B, MiloMEERORFCIZ, s~ ) vEEEERTD
REWELGEE LTFAN K/ #EE (argyrophilic
nucleolar organizer region, AgNOR) %5 b MR
(proliferating cell nuclear antigen, PCNA) D48 Ye 8 2IE R
fibh, BxOBEHFOBMRERS RMERBIC BT 5 BREHS
EWEFHEOFMCAE LR TWLAP™ AgNOR 12 ) &
V'— & RNA #E5F%=— F15 DNA OBEEH T,
PCNA XS DM OBICHFLET A DNA R Y 2 5 —€F

i H H H H
i ! |
- - g -~ - ~ r

Fig. 1. Gross features of adenomatous hyperplasia. The
adenomatous hyperplasia (arrowheads) is clearly larger than
the surrounding regenerative nodules.

N EOWPEETH ™. £ THE, AgNOR RIC & hij
B hIBEAD AgNOR $ik X U° PCNA ORE R+ ik
DIFE L LT AH OHEMEEM OB 2T - 7.

o, SPAERITAMY A RERAITO AH OEB2IT%
RFOBRNEAT -7z, BE, BROBH CAEEEZN T
LORBWRECER LBE, =a—51 FTEELERYS
WREMERFEMCBRATbhTH S, LhL, £RFEGT
D AH OZENCZ WL O OMEER S B, —DIF AH &
HCC OEFZERELL, FEEMCENIRL L8RS
BTETHA. ThbbELTINBRELTE1OEM
FEEOKSR L FHIC L - CHN S h TR D, KENLERR
REBDLATWE., b1, FOoL> iyt
AH 7 HCC WH#ERT I bHELI it TRV, Zhbo
FEY WL T 5 I IRINRE L EAEE L, FoikEo
FEEMLZEVBDTEETHS. £IT, R LY
AH M hic@iir RGR CREBEE T I EREY, ¥
D &5 I R 23 5 R840 HCC B+ 5 mesi o
LRI DWT HEE L.

MRELVFHE

[. AH, FF#lRT + R7S5ST7OFE

FEZCROhs, REOBARKH L D A2 VER 8mm b
Lot BE AR CHEMAN HCC L3R Db0%
AH L7 (R1). SHEMARIUCHEERMOEEC LY
AH ZLUToO 2B EH LK.

1. BEIIRERBF M (ordinary adenomatous hyperplas-
ia, OAH) AH »#m3 5» Ffilar ME OB AR S O L b
RRKEVD, BHVIEELLLLWL DT, BEIMIIALAL
W (K 2).

2. RETBREREHE (atypical adenomatous hyperplasia,
AAH) AH Z#R T 5 FlCERE, BERAP»RD51Y
A7 HCC LR B L7 d D (K3)., XHITRERIICE b

e e

Arrowheads
indicate the boundary of adenomatous hyperplasia.
Hepatocytes of ordinary adenomatous hyperplasia have no
atypia and resemble hepatocytes of surrounding regenerat-
ive nodules. A portal tract (arrow) is present within the
adenomatous hyperplasia. HE, X50.

Fig.2. Ordinary adenomatous hyperplasia.

MF (+) AAH, adenomatous hyperplasia with malignant foci; MRN, macroregenerative nodule; NOR,
nucleolar organizerregion; OAH, ordinary adenomatoushyperplasia; PBC, primary biliary cirrhosis; PCNA,

proliferating cell nuclear antigen




PR ERGETY B O B R B SRR 335

HCC BxRELTVWA R R ERBEW K (atypical
adenomatous hyperplasia with malignant foci, MF (+) AAH)
(€4) & HCC BEAa L WREHREREHR (atypical
adenomatous hyperplasia without malignant foci, MF (—)
AAH) LmHEZEHLC.

SEOBET HCC BEE T TS OAH R o, 7B,
H4{t® HCC ® AH W T® HCC ¥ D7 & O ¥ KX
Terada 5% Ferrell 5"z, BiDRIE, #EOE(L
Lick bl L.

FRfET 4 A7 5 07 2 EBFERO X E 2 X b/ ik
W5, ATIOT EARMEET 4 AT S CTRISELE. D
Wi F 4+ A7 7 DEHIL Watanabe H DHEITHEL,
Wlao/ L, B/AEELoH#m, BosHErE T 5k
ke Liz. AHIRaM S 4+ A 7' 2 7% Anthony LYD&
v, B HRELDTHAL, BOSHERCEELRDDLD
nklLi.

I. AH O#BaREEMEORE

1. #8

197260 519904 & TR ERAREERFE _RE, @RKP

)

Fig.3. Atypical adenomatous hyperplasia. Arrowheads
indicate the boundary of adenomatous hyperplasia.
Hepatocytes of atypical adenomatous hyperplasia have
some atypia, including small cell dysplasia, mild nuclear
hyperchromasia, and mild nuclear crowding, and are
different in morphologic characteristics from the hepato-
cytes of surrounding regenerative nodules. HE, Xx50.

Table 1. Clinical characteristics of subjects

EFHHBREAER, 2RMEAR, BUTRRE, BEiIé
REke, A)IRPRFR, BHFRIRE., EHRFESRE
DB B X UHARIBRT CEBR I i AH A0F 758 H
(OAH 40%585, MF (—) AAH 198585, MF (+) AAH 16#%5#0)
T, XBIx HCC 25125455, FFEEZL106I% X oSSBT

Fig. 4.
foci.
hyperplasia, there is focus of overt carcinoma (arrowhea-
ds). A portal tract (arrow) is present within the adenoma-

Atypical adenomatous hyperplasia with malignant
(A) Lower magnification. Within the adenomatous

tous hyperplasia. HE, X20. (B) Higher magnification.
The malignant focus (arrowheads) consists of well-differ-
entiated trabecular hepatocellular carcinoma. The non
malignant area show feature of atypical adenomatous
hyperplasia. HE, X120.

No. of cases

No. of cases with etiology

Histology of chronic liver disease « i%(le) ) No.e())(‘fa frxl)if;;iénens
Male Female HBV NANB Alc PBC
Normal liver 12 10 53.4%+15.4 22
CAH 10 11 8 13 0 0 45.3+13.3 21
LC 13 11 9 12 3 0 64.7+10.9 24
OAH 18 8 8 13 5 0 57.1+9.8 40
MF(—)AAH 9 4 3 9 1 0 64.3+4.9 19
MF(+)AAH 7 1 0 4 3 1 61.9%+7.2 16
HCC 16 9 9 15 1 0 65.81+8.6 25

Alc, alcohol; CAH, chronic active hepatitis; HBV, hepatitis B virus; HCC, hepatocellular carcinoma; LC,
liver cirrhosis; MF(—)AAH, atypical adenomatous hyperplasia without malignant foci; MF(+)AAH, atypical
adenomatous hyperplasia with malignant foci; NANB, non A non B; No., number; OAH, ordinary adenomatous

hyperplasia; PBC, primary biliary cirrhosis.
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w1261, EERFI0FIOFERBARLE Lic (&), HFEECEK
FEEMFAORER, BEMFK Y 4L AEE (hepatitis B
surface, HBs) HiEBM: A2 B, ABER (1 B 54, 106
b)) THEBBER T 2 -V REFE LWl 7T v a -
M, ORI INFELIEAEBR L Lz, ok, FA
JEBEFIOF CRIFFL Y A /LA (hepatitis C virus, HCV) 1=
KT HHEPAETINBRETHA ZENHBALT52901% &
Bz,

2. Atk

AgNOR %5 L PCNA DREFEHRBE LT - 7. AgNOR HEI2

Crocker 5% DFFEREWTIR Tz, Tisbb, wiv) vE
ERAD 3um YIFEB-CF 7 4 v LIc#k, AgNOR Ritg
(2RDETFVvEER LI ] KB E 50X MERBEEEY |
2IRER) CERTIOHHRIE SRR, ZOHFER Iy
AgNOR BN OSREN L LTHRESIh. FlRORAED:
$0.8% A FA 7Y — v TR L. HHUEICRE RS b &
PVEBWERAIEI00E DM AgNOR H%2100Z0HEBL v
FHOTHE L, TOFHEYRDK.

PCNA DRBEREITEFVEFF VRS v ¥ — £l
4 {& (avidin-biotin-peroxidase complex, ABC) &% # H T

Fig.5. Examples of histological parameters. (A) Small cell dysplasia (arrowheads). (B) Large cell dysplasia (arrowheads). (C)

Nuclear deviation toward sinusoids. (D) Fatty change.

Macro- and microvesicular fat deposition was seen. (E) Clear cell

change (arrowheads). (F) Reduction of reticulin fiber, especially in area of hepatocetes with macrovesicular fat deposition

(arrowheads). (A-E: HE, x200; F: reticulin stain, X200)
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Fot. A=Y VEEELRD 3um HRFEH <774 v,
1 %BE L AFRRK ARSI 5 8~ CABEET, TH
cEEYFMEE AV CRRRWBIGRE Lz, —kiike
LT®/ 7 wnFifi PCNA #ifk (Novocastra Laboratories,
Newcastle, United Kingdom) #200fZFR L THW, 4CT
—BEEE R, KT, € F b~y R 1gG Hifk (Vector
Laboratories, Burlingame, USA) # BB T400 MR G 7
#, Vectastain ABC % » b (Vector Laboratories) L E|EB T30
HEEIG &R, 0. 1% DERRLKERETEEF L33 73/
Ry#+ v HCI BB THRAEIRRE, 0.3% A F 7Y - T
B L. OB REIhEEBRGLE L. Ik, =
OEMREIE—RAEORD h L EFHIER LU0 vERREW
FRVHZ LI X D% L. PCNA O EEkkie
BEEREBIZ X D B BIREBR R B, BIFRBERIENES
o OAH 8#&EHi, MF (—) AAH 19885, MF (-+)AAH 4%
i, HCC 14REN= D\ T T o 7. PCNA DB MR4EHiEHK
(labeling index, LI), 2% 0 Th L h DOFREHA TEIFRICE
ATEB00E DD 5% PCNA #HEBE L TWABH A %,
RN—t v PTRLE.

. FEEHRAICHITS AH OH—~4

1. 4%

SRALETIREIC B\ TL9T44ED 5 19944E % TO1E/IC
LB I N FEEE FI257H% BV Iz (3% 2). Eggel™izft s, &8
LTz HCC DRBEARHE, SRE, vz AMcoEHL

ce

i

7z, WHROFEER WHO S8y, MR/ MESNH
FFEEZ (micronodular cirrhosis, FEHiDOX & X2EH—TF
NTAH 3mm LT ONNERI S22 H0), KEHEFER
(macronodular cirrhosis, 3mm Ll ED KNS 5N D b
D), BEREEMEFESL (mixed nodular cirrhosis, /MES & kot
FRRERBEALNELD) KA LLE A, IMERIEIFE
28361 (BRIL3HI, FEAFEBRLME], 7= — A M2200, RS
HEH M FFB#EZE (primary biliary cirrhosis, PBC) 3 #fl, D1t 3
B}, KFESMERFEES05] (BEI236I, FFASEBR2341, 710
a— A 26, oM 24, BAREEMEFELEI245 (BH29
B, FEAFEBIBLE], 7 a—~¥TH, PBC 461, £D{h3
Fl) THotz.

2. FE&

ZhHDERFY 5—10mm 18 TaE] U PAREOW R O 55
EOREVER 8Smm U LOFHELTEERL L. AEEh
TR AL~ ) VEEST T 4 VERL, L—F v
DOYEE T WEBFANCKRE Lz, HCC 54t LAk
MR AH & Latdom< S8 L.

V. AH OF#AFO®E | sTERFERZE AL CERBYH

B®E

1. Xg

SRAZE—NRC, FEECLBIT 3cm LT ORHKE
RESUEW S L, BRERYT, UTOEBENREYT-
fo. Tek, EBERCIIENBERERIIRE SSA-260A, 7

Fig.6. Argyrophilic nucleolar organizer regions of each lesion. (A) Normal liver. (B) Liver cirrhosis. (C) Atypical adenomatous
hyperplasia. (D) Hepatocellular carcinoma. Argyrophilic nucleolar organizer region stain, X600.
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m—4t 35MHz D227 # 7u —<XEHW, £REII21F -
D Majima $t2FB LT -7k, ¥/, BHRELBETEED
FEREE N LD AR BT - 7. AR HCC t2HEh
Teh o B EERY T -7,

2. BREFRBE

3um DA< Y VEENSS T 4 vEETF ¥ BV, HE R
EERRORT, BEE, MRk 2S5 07, AR
W7, ATSOT, BRERR, REMRIE, BRoBREHAR
fr, feis{t, MRaBoREwE L, S#EREOREI T >WTT
FAVFTHELR (R5). SEEIEHTS L OISR &
b EhEnEERT 500um x500um AOFEREE 2 H L,
HEROBRBE R L ORI ORBE TR T 5 Mo th
EDEERHEB L.

V. HEHERRRAT

MR I LA D t BE, x*#RE, Fisher 0E
ERRGEELA, BRESXUTE2 - THEE L.

4

[. AH O#EBussEM

AgNOR IZBAOSBER & LTRBIh, FEFCB/ME
EBIE—B LT, HCC Ti% AgNOR i UA/NRE A
Abhic (6) AgNOR ZIZIERIFT1.621£0.32, SERM
FF4T1.7640.20, FFEZT2.9340.70, OAH T2.95--0.67,
MF (~) AAH T3.89%+1.04, MF (+) AAH D3E%EC4.58+
1.14, MF (+) AAH OfE#5c5.71£1.34, HCC ©6.18+1.40

#*

5

ThHotz (B7). OAH @ AgNOR IHFEE LELULE. —
5, AAH 2 FFBEZ, OAH X b AgNOR % b o 7=
(P<0.05). L L, MF(—)AAH & MF (+) AAH D3EHiz
HCC #® MF (+) AAH O &2 8 <{E 2 - &= (P<0.05).
HCC & MF (+) AAH DS & ORIz iz ieh o7z,

PCNA B¥0Biz OAH TiziEbicabh, HCC tizs
Fabhi (K8) PCNA LI 12 OAH T 41+25%, MF
(—=)AAH T 16.447.6%, MF (+)AAH DB I T 160+
4.1%, MF (+) AAH @0 E & T 35.246.9%, HCC T 424+
18.3% TH -7z (F9). HCC & MF(+)AAH DERD PCNA
LI 2% &<, MF(—)AAH @ PCNA LI 12 OAH X h&<
(p<0.0005), HCC X h{EMETH -7 (p<0.0001).

1. FREEEBREITO AH O —~4q

BE U FEESRBI257651D 5 %, 16841 (65.4%) = HCC
BEBR, FhbORBSEIIRESEI1066], SURESIG,
ABIBITH -4, HCC O AR IZBEFELE TIZ50/65
(76.9%), FEAJEBRUFFREZS TI2104/146 (71.2%), 73—
FFEEZE TI212/31 (38.7%), PBC it 1/7 (14.3%) T b, B
WFEE L FAEBANEEOM TEIL b - 7o, WL
TAa—AEFEECELER HCC OAHEKRAEN -1
(p<0.001).

AH 1 32576sh5564] (21.4%) 1142858 b, FDORRIT
AAH 1561 (5.8%) 44#%E85, OAH 234441 (17.1%) 98T H -
7o, T B AAH UKD 5 B MF (+) AAH 12185 15,
MF (=) AAH 122688 Ch » 7. FOKRESHH HCCIt X h G

121 N
I - 1
* ok ® %
T 1T 1 .
10 1 * ns
T 1T 1
* x ns '
I T 1
2 g
3 8
Z { .
% - ns * 3
:; 6 e | — . . :. ‘a
s - 3 ] *
2 * i s -
E . * - A ; v
: e
o 4_ : .:. ] .
$
= . %i }ll . : .
S Y T+ S .
O =T T T T T T T T
Normal CAH LC OAH MF(-) nMFof MFof ycc
liver AAH MFH#) MF@+#)
AAH AAH
Fig. 7. Scattergram showing the mean number of AgNORs of each lesional area. CAH, chronic active hepatitis; LC, liver

cirrhosis ; MF (—) AAH, adenomatous hyperplasia without

malignant foci; MF of MF (+) AAH, malignant foci of adenomatous

hyperplasia with malignant foci; nMF of MF (+) AAH, non malignant foci of adenomatoushyperplasia with malignant foci;

OAH, ordinary adenomatous hyperplasia ; HCC, hepatocellular carcinoma.

*p<0.05, **p<0.001. ns, not significant. Vertical

barsmean the mean number of AgNORs and thestandard deviation.
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WERTVAHRE R L0 E AR HCC #ER\ 7219561 TK
35 &, AH 124ATH (241%) i b, AAH 121441
(7.2%), OAH (240f (20.5%) TH -7c. AH OEREIz OAH #
10.14+2.6mm (8—20mm), AAH i 12.6+4.4mm (8—22mm) T
»h, AR AAH ORFIENAE 5 5 7o (p<0.0005). L
L, MF (=) AAH DO##ifI210.944.2& OAH :#137<,
MF (+) AAH O#EHIT 14.1+4.2mm THH, OAH B L O
MF (=) AAH Lk v BB K& - # (P<0.0005, P<0.05). #
7=, AH 135561316 CH R L T\ 7o (% 148). AAH =BiL
Ti%, AAH A 8F11560 1140 AAH &R L &4 9 @),
OAH 2 8t5144F1F2441C OAH REFK LT\ (B TH).
wiezh b AH O&HEY FEEOREHCHE L (&
2). AAH 3 BRIFFEETIZ 1 /65 (1.5%), SFAFEBRFHEE T
1313/146 (8.9%), 7= — AMFFEEZ TIZ 0 /31 (0.0%), PBC
T 1/7 (143%) TEOMOFEEICEALh iz - o, ##
HENICEE TR WA BRFFEE CliBRFEL L
L AAH &85 WERI S - 7 (p=0.07). —JF, OAH D&
fraR i3 B BUFFIEZE T2 17/65 (26.2%), FEASEBEFFIELS TI1320

/146 (13.7%), 7 2 — LHEFFEEZE T 3 /31 (9.7%), PBC T2
2/7 (28.6%) TH b, OAH &I BEFEE A EBH
HEE X D EBCERTH -7 (p<0.05). ek, FEAEBE
BEED > 5 HCV Fils A Bk & B LT v 5206712 AH A5
& (17.2%), OAH 2% 2 ] (6.9%), AAH 2% 4 £l (13.8%), HCC #*
2445 (82.8%) TH 1.

AH O0EHEXERFEEZOMEIEC I v R LE (&
3). OAH W AREEMEFFIEZNIZ 18/50 (36.0%) & B b & < &8t L
Tk, AAH DEHHLRAREIMIEECS < MEFIHEITIE
iz ieh -t (p<0.05). HCC D& R REHIEFEL &
BERAUERBEEFCE MESEFTEEC L leh 512
(p<0.0005).

HCC &6t0HER IO L ORBESHHD AH &0FR4 i
4% & OAH 0&48Iz HCC OF M &A1 /ch » 128,
AAH 12 HCC D& B WIFEEIX L #&ib i<, HCC %

BT 5 A TIR15/168 (8.9%) Ik bh, HICkEEE T4/

106 (13.2%) E X D ERTH -7z (F4).
¥, AH 0 &8t EXR K T5% &, OAH, AAH,

Fig.8. Immunostain for PCNA of AH and HCC. (A) Ordinary adenomatous hyperplasia. (Left) The hepatocytes have no atypia

and resemble those of surrounding regenerative nodules.

(Right) PCNA immunoreactivity is seen in the nuclei of a few

hepatocytes (left: HE, x150; right: immunostain for PCNA, X150). (B) Atypical adenomatous hyperplasia. (Left) The
hepatocytes have nuclear crowding and increased cellularity, but lack overt malignant features. (Right) PCNA

immunoreactivity is seen in the nuclei of hepatocytes (left: HE, X150 ; right: immunostain for PCNA, X150).

(C) Atypical.

adenomatous hyperplasia with malignant foci. (Left) The malignant focus (above arrowheads) consists of atypical hepatocytes
with nuclear crowding and hypercellularity. Pseudoglandular formation and mitosis also can be seen. (Right) PCNA
immunoreactivity is seen in the nuclei of many hepatocytes (left: HE, X150; right: immunostain for PCNA, x150). (D)
Hepatocellular carcinoma. (Left) Hepatocellular carcinoma showing a macrotrabecular pattern. (Right) PCNA immunoreactivity
is seen in the nuclei of many hepatocytes (left : HE, X150; right : immunostain for PCNA, X150).
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Fig. 9. Scattergram showing the PCNA labeling indices of each lesional area. HCC, hepatocellular carcinoma; MF (—) AAH;
adenomatous hyperplasia without malignantfoci; MF of MF (4+) AAH, malignant foci of adenomatous hyperplasia with
malignant foci; nMF of MF (+) AAH, non malignant foci of adenomatous hyperplasia with malignant foci; OAH, ordinary
adenomatous hyperplasia ; PCNA LI, labeling index of proliferating cell nuclear antigen. *p<0.05, **p<0.001, ***p<0.0005,
F¥**5<0.0001. ns, not significant. Vertical bars mean the mean and the standard deviation of PCNA labeling indices.

Table 2. Etiology of cirrhosis with adenomatous hyperplasias

No. of cases with LC  pge No. of cases with the nodules

No. of cases with
the types of HCC

Etiology of LC

Male Female (X£SD) AH Ordinary AH Atypical AH HCC

Nodular Massive Diffuse

HBV 50 15 56.8i11.5:| s 17 17(26.2)":)[*’ 1(1.5) 50(76.9)7,,
Non A non B 103 43 64.4% 9.2] w26 20(13.7) 13( 8.9) 104(71.2)1]**
Alcohol 28 3 53.1+ 9.9 3 3( 9.7 000.0) 12(38.7)-
PBC 1 6 53.9% 9.1 3 2(28.6) 1(14.3) 1(14.3)
Hemochromatosis 2 1 53.0*= 8.8 1 1 0 1
Secondary biliary cirrhosis 1 1 53.5%14.5 2 2 0 0

Fatty cirrhosis 0 1 56 1 1 0 0

PSC 0 1 62 0 0 0 0

Wilson's disease 0 1 15 0 0 0 0

24 21 5
75 28 1
6 3 3
1 0 0
0 1 0
0 0 0
0 0 0
0 0 0
0 0 0

AH, adenomatous hyperplasia; HCC, hepatocellular carcinoma; HBV, hepatitis B virus; No, number; PBC, primary biliary

cirrhosis; PSC, primary sclerosing cholangitis.
a) Figures in parenthesis indicate percentage of cases with the nodules.
*p<0.05, **p<0.001, ***p<0.005.

Table 3. Histological classification of cirrhosis with adenomatous hyperplasias

No. of cases No. (%) of cases with the nodules

type of LC with LC AH Ordinary AH  Atypical AH HCC
Micronodular 83 8( 9.6) 8( 9.6)] er 1(1.2) 38(45.8) ]****
Macronodular 50 9(38.0) 18(36.0)7 3(6.0) [* 40(80.0)
Mixed nodular . 124 26(21.0) 20(16.1):l 11(8.9) 90(72.6) -

LC, liver cirrhosis; AH, adenmatous hyperplasié; HCC, hepatocellular carcinoma.
*p<0.05, **p<0.01, **p<0.001, ****p<0.0005.
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HCC & b EDAHRITHRMIADRILh T (RE). REFL
FOlERR BT (1974—1984) & 88104 (1985—1994) i
A THRE L& T A AH, AAH, OAH, HCC D& RIZHE
RES{LIRTed o fe s, AAH OABFRIIETHET 5/127 (3.9%),
#T10/130 (7.7%) L¥mERRAR LA,

I. AH OF#HAFORE  stERFE#E RO /-EBPR

KB OSIEEIT 3B OFER K & » E~Z&ZEM HCC 354
#, AAH 26§58, OAH 20551 Bl & hic. 2D 35125 A
PEEREEATE A AH 205122458 (AAH 10#68F, OAH
1588 O WTHRE L (FE6). ThHOTFHERIT
617877 T, ML BEYEL2E - T 8 B, kY A L AR
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13 HBV 6@, HCV UFITH » 1=, Zh b 2RI HHER
RH25.4 5 A (13—50 » A) Z3B\T AAH 4 &EHis HCC ~ L i
B ERE) Lioh, fOSEHITESS W ITHE L e
BEY).

RTCERBMT BT HEMPEN 1T 2 — 2%, RECERY
LIEERED 2 BRI BT AEMRBEN T A — 2 DHEBEOKR
KRL. BHROREEIERT, BIUHERFTELhE
# 2059+549/mm? 1597+335/mm?, £4k& LTk 16821
400/ mm?, EMB/FERMBHO KT E R E R 1371036,
1.02+0.23, 1.08+0.27 LI HERBIFERBCLELAERCE
Mot (p<0.05). MARKET 4 2SS OT IXERBES /L
(75%), B 4L/18 (22%) LERBLSVWVEHAK B -1

Table 4. Association of adenomatous hyperplasia and hepatocellular carcinoma in liver cirrhosis

Existence Type of  No. of cases No. (%) of cases with the nodules
of HCC HCC with LC AH Ordinary AH Atypical AH
Without HCC 39 19(21.3) 19(21.3) 0€ 0.0,
With HCC 168 34(20.2) 27(16.1) 15( 8.9)}:‘"
Nodular 106 28(26.4) 21(19.8) 14(13.2)
Massive 53 6(11.3) 6(11.3) 1( 1.9
Diffuse 9 0( 0.0) 0( 0.0) 0( 0.0
LC, liver cirrhosis; AH, adenomatous hyperplasia; HCC, hepatocellular carcinoma.
*p<0.005, **p<0.0005.
Table 5. Number of cirrhotic cases with adenomato‘us hyperplasias
Vear No.‘ of cases No. of cases with the nodules
with LC AH Ordinary AH Atypical AH HCC
1974 1 0 0 0 0
1975 14 3 3 0 6
1976 7 0 0 0 4
1977 11 3 3 1 7
1978 11 2 2 2 8
1979 16 2 2 0 11
1980 16 2 2 1 10
1981 16 2 2 0 7
1982 12 2 2 0 8
1983 9 2 2 1 9
1984 14 3 3 0 8
1985 10 4 3 1 5
1986 12 3 2 1 7
1987 19 2 2 1 12
1988 21 9 8 1 11
1989 12 4 3 2 10
1990 8 1 1 1 7
1991 11 1 1 0 10
1992 13 4 3 3 9
1993 15 2 2 0 12
1994 9 0 0 0 7
1974-84 127 21(16.5)® 21(16.5) 5(3.9) 78(6174)
1985-94 130 32(24.6) 25(19.2) 10(7.7) 90(69.2)
Total 257 53(20.6) 46(17.9) 15(5.8) 168(65.4)

AH, adenomatous hyperplasia; HCC, hepatocelluar carcinoma; LC, liver cirrhosis.
a) Figures in parenthesis indicate percentage of cases with the nodules.
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Table 6. Clinical characteristic of subjects

Histological

Size of nodules

Progression
H

Follow up

Nodule mumber diagnosis Age Sex  Associated virus .
(needle biopsy) (mm) (periods) periods (mo)
1 AAH 69 Male HCV 13 +(6 mo) 26
2 AAH 67 Male HCV 13 +(7 mo) 35
3 AAH 56 Male HCV 10 +(14 mo) 50
4 AAH 63 Female HCV 6 +(15 mo) 18
5 AAH 46 Female HBV 11 - 13
6 AAH 76 Male HCV 8 - 14
7 AAH 68 Female HCV 7 - 27
8 AAH 57 Female HCV 15 - 34
9 OAH 64 Male HBV 20 - 23
10 OAH 71 Male HCV 13 - 27
11 OAH 57 Female HCV 15 - 19
12(1) OAH 44 Male HBV 12 - 20
12(2) OAH 44 Male HBV 17 - 20
12(3) OAH 44 Male HBV 14 - 20
13 OAH 56 Female HCV 8 - 26
14 OAH 64 Female HCV 10 - 15
15 OAH 62 Male HCV 10 - 18
16 OAH 71 Male HBV 6 - 26
17 OAH 68 Male HBV 9 - 26
18 OAH 64 Female HCV 6 - 30
19 OAH 66 Male HBV — 35
20 OAH 45 Male HCV 10 - 36

AAH, atypical adenomatous hyperplasia; OAH, ordinary adenomatous hyperplasia; HCC, hepatocellular carci-

noma: HBV, Hepatitis B virus; HCV, Hepatitis C virus; mo, months; 4, positive;

Table 7. Histological parameters of needle biopsy specimens

—, negative.

clear®

Nodule Progression Histologi_cal Nr;lensity Ratio of"" SCD LCD Microac_inar Clearcell Nuclear Fatty Alte.rati{n} of ng&‘étlig&“f

number to HCC  diagnosis (/mm2) nuclear density formation = change deviation change stainability fber
1 + AAH 2008 1.32 + — - + - + + -
2 + AAH 1882 1.08 + - — - - + — -
3 + AAH 1525 1.18 - - — + - + - -
4 + AAH 2824 1.88 + - - - - + + -
5 - AAH 1780 0.93 - - - - - + - +
6 - AAH 1745 1.33 - - - - + - - +
7 - AAH 1362 1.19 + - . + - + -
8 - AAH 2082 1.41 + - - - - - + -
9 - OAH 1395 0.86 - - - — - - — -
10 - OAH 1629 0.86 - -~ - - + - + -
11 - OAH 1479 1.16 - - - - — - - -
12(1) - OAH 1602 1.11 - + - + - - - -
12(2) - OAH 1584 1.10 - + - - - - - -
12(3) - OAH 870 0.60 - - — — — - - -
13 - OAH 1773 1.33 - + - - - + - -
14 - OAH 1903 1.16 + - - - - - - -
15 - OAH 1930 0.85 - — - - - - -~ -
16 - OAH 1656 1.00 - - - - - - - -
17 - OAH 2190 1.03 + + - - - - - -
18 - OAH 1082 0.63 - - - - - - - -
19 - OAH 1398 0.79 - - - - - + - -
20 - OAH . 1301 0.96 - - - - - + - -

AAH, adenomatous hyperplasia; HCC, hepatocellular carcinomé; LCD, large cell dysplasia; OAH, ordinary adenomatous hyperplasia; SCD,
small cell dysplasia; +, positive; —, negative.
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Table 8. Progression to hepatocellular carcinoma and histological parameters

Progression to HCC

Histological parameters HCC group® Non HCC group® P value
(4) b (18) d

Nuclear density in the nodule (/mm? 2059 £ 549 1597 +335 p<0.05
Ratio of nuclear density 1.37£0.36 1.02+0.23 p<0.05
Small cell dysplasia 3 (715)P 4 (22) p=0.08
Large cell dysplasia 0 (0) 4 (22)
Microacinar formation 0 (0) 0 (0
Clear cell change 2 (50) 2 (11
Nuclear deviation toward the sinusoids 0 (0) 2 (11
Fatty change 4 (100) 4 (22) p<0.01
Alteration of stainability 2 (50) 3 (17N
Reduction of reticulin fiber 0 (0) 2 (11)

HCC, hepatocellular carcinoma.

a) HCC group consists of the nodules which progressed to HCC.
b) Number of cases who belong to the HCC group.
¢) Non HCC group cnsists of the nodules which did not progress to HCC in follow-up periods.
d) Number of cases who belong to the non HCC group.
e) Nuclear density in the nodule/nuclear density outside of the nodule.

f) Figures in parenthesis indicate % of positive cases to total cases to cases of each group.

(p=0.08). BEHF{LIZERRE 4/ 4 (100%), FFERM 4/18
(22%) LEBRBICARICS S EbRic (p<0.01). #w/ ik
F4 A5 07 LIEH{LOTAA RN A bR 3T E THE
BETH-70 (BT). Iuk, TOMOEBEMN T A — 2Tl
BRI CTER o7,

% =

FRESZHOESW X HIBURFEEOFNTER lem #
BONMETMRENRERINDE L DI/ -TER., ¥LC, =
hWODREMTIIRROBRRTILE L IBHCE VWA DR
BRI EHEREN R I, ThbOREzs Y v Y
BEABREL, SHIHSMA HCC BWEYREALTWLAH0D%
FET D EDNKRBCHE S L Ts o T & A IONIMBm~—

2T, ThHDFEFHHREIL Edmondson® 23iEyk L7z AH
EHRBERMICEL LT WAL, AP TRIhby
AH ER8Z EHME . ZThETORETIE, AH #BHT5
FRECRMMIGEAELVSDERBMAD A LD LHEL
T3 HDORH NI OAH BN REOBARER &
FUL, BEEHOKZWLDTHDLELLATE DY, K
WHEARES (large regenerative nodule)?™® L HFH T3 .
=%, AAH OREICIZ & & S 7o REFREY 2 HCCREH L
F)hé : & 1)2)5)8)12)14)17)18)41)48)148) i;: bﬁ%lﬁﬁﬁ\ & %% é{ h—c [N Z) .
Sbiz, Tsuda %X HBs HEBUFEEMA AL
HCC v Wa+2 AAH o=/ 272505 4, — % BEFF&
VANADEERHZ AR - bEFK L, AAH 285/ 7 =2+
NMEHFEL, WO HCC BpA—2 r— v bREL T
TERPE L.

RIEMEFERREE 3 IRD TR RELH T A REERE
% AH & AAH M58 LT\ 5. 19954 Wanless B %l
ELREEY —% v ¥ -—% 4 (nternational working
party)™ |28 B pa Aol &2 2T WERISER (dysplasia) B £E S &S
ik RMBMALSS (dysplastic nodule) & L, & HIEDRED
BEW X 0 ERBE (low-grade) & BRI (high-grade) &I

=

SELTCS, LaL, BEYETHEMY I LR EORED
BECIIVPETHI LI LELIIRETHD, ThbOKE
UREOHRXTIHSEREN b TEREIEREA
A, LD, ARFBV-TIE Nakanuma 5" OEZE « 8
IZHEVs, OAH & AAH w4¥E L.

T, MREEEEORBIESEREOEDENFELF
fiid? > 2 CHERATHAOD. ftk, MIEHMEYIHET 55k
LT, ' HFIFvoRHiAA, AgNOR ¥, DNA KV »
S—+¥a, Ki-67, 7rEF++ v ) ¥ (bromodeoxyurid-
ine, BrdU), PCNA ORERE, 7o —%( kA —&—fc X DF
ERDB. ThbD5% AgNOR $u& L PCNA fEHAILR
N2 ) VEERT T g VEBYAITH LT AR TR FET
DH, BELORENRINT V5. AgNOR & PCNA LI iz
BrdU LI, Ki-67 %, 7 r—4%1 b 2 —x —%F-HEEIHE
DI/ L X SHEET AP,

HE, AgNOR 328D &R ORHR BT 2 BHEE,
BERE, RUNMEEEEOMMESCEREOFMICEAT
BB ERBEIRTVE®, b MZRWTE/MERBER
(nucleolar organizer region, NOR) {x D, GEO7 7 v+ v
Vv 7 RBHTHSH13%F, 14%F, 15%, 21F, RBREBOF
B (metaphase) 1Z&5h 5™ NOR BHH#EEHIT RNA £H U x
S—® 1% B23, C23 LBEE LTV A EEXL LR TR H™™,
Zhoid (RNA OBRFORMBELYAELTWEEEh T
%, B, #BEFEE CO AgNOR OB BMEI LT
% . Crocker H™ IZFFiifan ¥y AgNOR BUTE®F, FHE
%, FREEBORCERCHEM LT LBRNTWS.,
Tanaka H*135 v MFREBEFNMIZBIT BEIHEKRE L HCC K
DT, AgNOR #& BrdU LI 285 L, FHRTOM < —
H—REFHF2~D HCC ~EBERTIBMT S L2H/ELT
WA, Seki 5™ 12 AgNOR $13 HCC DR L BIE L, ¥ 728
BEPRBLTOBEBELTWA.

—7, PCNA 1244 2 Y v (cyclin) & % Xith, MR
B 5 36kDa OBER TH 2. PCNA 12 DNA # ) 25—
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EFLZOBBBEACTH Y, SHOMEMBOKCEET
599, PCNA G v B Tk, Nakajima 5%
PCNA LI 2% HCC D{bEELHETH EHBELTVB. Ln
L, fEkoBHTEBFITO AH OBEREIEEL B LtBEi
ENSY VIR

SEOKREDORFE, AH © AgNOR FULFFELE L HCC o
fofEx R L, OAH, MF (—) AAH, MF (+) AAH DJEEEE,
MF (+) AAH OEROJEW#IN LT 7o, PCNA LI it 4T
% MF (—) AAH 2 OAH & HCC Do EYR LK. L
T, OAH LIFTEZE D AgNOR HITZEMR e h » o Z 10X,
OAH A2 DREOBALT & HREHICELLTW D DR
LT, FRBROEEEELELLTWAZ EERELTWS.
MF (=)AAH & MF (+)AAH D 3EES D AgNOR ¥
OAH :FFEE L h EEREL, HCC I hEh o7, TOZ
1z, MF(—)AAH & MF (+)AAH DO3EE R O B F
OAH FEE I DBV E2RLTWA. MF(+) AAH o
R AgNOR ¥ix MF (—)AAH X »& <, HCC L&EHT:
MoteZ E1%, MF(+)AAH OERAHEEDO RirbL$, T0
WP OFED H b HCC L AEOEHENEELETHZL
ERELTWS. 20X 51, MF(—)AAH 7 HCC L FE%E
EOFREOBMBERYRL, 5 AAH LR & hic HCC
B HCC L RFOHHEERLE LTS Z &1k, AAH 2387
EFRETHY, TORMIZ HCC NRETB &5 S BHERE
BPERELTWS.

2T, BEFREATO AH OFEEL T, HRF, Ok
FF, BEBHBEFErAVEEW 22 0RFEALERTY
Bowin~ounsin  AH DAGHEEIZTOER - SR L IRy,
HirEe0REAYETSH AH koL T FDEHS® HCC LD
ER ERMBELE Y, TOBREYEMCHETAZ LCEE
THLREE ST, L L, HaN HCC w5 Lokt
MR OEE AR EEEC RN TS HENRTETHS S . E
BFCORITITAR L b —oWEETN T\W5B., Furuya 5% X
3AF DB EBOHRFLHRAEL, 496114.2% 186D
MRN #&8 L, ZhbRARSEFEECSh ot HE L
Twb. ¥h, Wada 52 1AIFOFELEIRALRE L, 53
BUI3T . %I QB DRERIMRE R 2 Lo, BIEOABF AR &
118 D RIGHEMEAES (dysplastic nodule) TH -7z EH|E LT
5. SEOHEN T AHIR21 4B CEDHHATED, ThbHD
2 ODHE L DERBHURFEOBRC BT 2R/NEOEIL L
HEEZ RS, REFTRBHORNEER 8mm LlEE LT
WhHDER L, Furuya S 10mm LAk, Wada 51 S5Smm LA
EELTH5.

WKz R0 5 BIEREH F D AH OFEI2, Theise 5™
A4 114125% , Ferrell H® 1X110414154113.6% 1,
Hytiroglou 5® i 155(-R44f128. 4% WA bhic L BE L TE
h, BIEAITIEERRA X ) EBHRE L, HCC 58 flo /s
b b AH 04 HEEREIRATORFOBR L 3T
F&TH-7c.

A EhoRByET2 AH OB DWT, HBREITORE
4% Furuya 5™ I8 MRN £32.9%12, Wada "X REE
YEAESTMN3.5% W, Ferrell H™ 3 REFE MRN 232.7% & 5h
fbWEL TS, —F, Eguchi b & Sakamoto HIZFFETIER

Bl OPBRIFC oW TR LT b, Eguchi 5% 1% AH #

(AH, AAH, AH with containing cancerous foci) 232091 % &

R EHMELTE D, Sakamoto HYIAME AR L 12 R7c s
IEEIHERE N 12. 8% A bRt ERELTWA. Fhitrh
La MR bhvic HCC LRAKOBBERENLFLCW 258
HA (early) HCC ¢HERM DL LN\ AH LS E LR
D, K#ETD MF (+)AAH, MF(—)AAH Y%+ 522
bha., ZhHRYBRIFTHS DO THEEEBRE L TWisw
b bY AH OAHIERTHS. ZhRERD L 51
HCC Ot CIERE%ET5 AH OAPIE 2 LMo L g
HLTWBEEZLRS.

SEOKE T, AAH RFEEHBRFIDS.8% &6 LT\
1o, ORI EROFKRITI L CBHERREHF COB 0k
RIBE-HLTWS. ZhbORENMEREL TS L
HCC D&HFRE5.8% WL LTERLEFLE 2 2B, T4
INEVWEEE LT, KBETHEIR W IIBRERA L
W FRIEER (de novo) BT LML W EETHDONY
LRnW®, BB, BEFE»LIFEE, FECESER
HEWT AAH DOIFH-TARATERE L, HREBIC SV
AAH 12 HCC ~NEER LTV A0 H5WEHEELTLESD
2 Livisy . ARHIBRFEOBFICE VT AAH D& HIER
THHOHIDOZLXEELTCWBDO0E Liicy.

HEEORR OB T, OAH 128« IsRED FEE
ABEL TS, AAH RBEFEE LFEAFBRAFEE
PBC e A& bhtc. HIcBMEREG DI, AAH ABHFEELS
Fi 1360 (86.7%) EFDirb A EHNIEAFEBRFELESTH
h, BEFEEMIEN (I58IFF 16l) TH-7Z &THDH.
Bl o b FEERO AAH SHRICEBZ T ieh -,
FAFBHFFEE L ThUNAOHBEE L2 LB T5 LFER
AAH O A3 JFASEBREFEE CTRETH » 7 (p<0.05).
hbHDz &id, OAH & AAH AR ABEOHFELE 2 E R
RELRPTWIERTRELTWS., ZOBHIAHTHSH,
AAH OFAEWCIZFEAFBREF LY 1 L AKYE, Tiebb
HCV B% BB LT\ B LR RBLTWwWA., —F, HCC D
AHBIBHIFEE LEARBRFEE TEMN{, BRFE
& LFAFBRFFEEC BT 5 REAENRLD Z & S
ha. Tishb, FEAEBRFEE T AH /T 5 S RMER
e kB HCC OREHFENBRFEL L S Ohb Ll
. FEEORBSEANORH T, OAH B ARSHITEE
&AL, AAH ZEARHMFEECS A LTV,
Ferrell 5% MRN ZESEHUTFELZCLEAH LTV
BELTWS.

iz, AAH #4846t LT FEEFIZ£H, HCC 285 L
T, TOZ Lk AAH & HCC i3t BmORERMEHELT
WBZERFBRLTWA, DF D, HBEkcis T HCC 0
Ed i, BBOY A 7 DEVESTIE AAH 0R4E DAL
RIEWZ ERBRLTWS. ¥7z, AAH 2W8HBHRE & Tk,
AAH & HCC #RBHCHEEL T Z &% AAH £%HH%
{ Zbhi &4k HCC A& hiic e +299 2 L g8
LTWwa. E, AAH IBREIE HCC RED A )V A ZBTH
BLINTEO®, z0ZLd AAH & HCC OBEMRLXRLT
w5, AAH LA & bRt HCC miz s A SIRREHET
Bote. LizdisT, A O HCC EFICHER LA ERCIL,
AAH DY +5#R Lisdhdic bin®, —7%, OAH
HCC offed HEEGIT A bRz, 2Dz &b OAH (il
FETIRR, BichKERBERITHS LV OELLIR
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+%. Hytiroglou 5* 1% MRN %L HCC #BE LT3
CEERBELTRD, RERES 18 MRN 04ilke 53, HE
BEVWARE b TE MRN  HCC LBERD -0t
LTW5 . AEFOREI BT HCC #ET5 AH i34
< AAH ThotzZ &k, 1 MRN % OAH 5 HCC~
ERTADOTIRIEL, OAH R E LT WL & HCC 3%
EL2TOHEE L ORICA»KBORFRDEDTHS S

fo3s, SEIOBEE THEDIVER (1985—1994) TIXRT¥E D
11460 (1974—1984) X h TR ERZE LW DD AH,
iz AAH O&8HEENR L, ThLARAEIMERCS%
DERTFHRLTWA. EEFEEORECE LI AbA, BT
HCV B BE ¢ A FFEEEM L T 5", ARF BT
3 AAH 26238 ASE BRIFFREZ ©8.9%, 4 ic HCV HitkEN%:
FATIZI3 8% L BRTH oI L IheTRHLTED,
Ferrell 5% HCV ¥4z MRN O & IcBEE LT3 E®EL
T3, FFAFEBRFELEDIREA LN HCV BEFITH 3
zEdmh, HCV BRAIOBEmMY AAH &SRO MBS L
TWBDhH LAty

R IR S 5 R EEREOBKNCIL, BHOHREAE
Bic X AREENRBRABELERYREL T RS. £RC
I gzl R his AH OB REROHRE L LT, £
BIOA 2V T7Hhb 4 00HENDHS. Kondo HY iX1TRED
KHEARS (AfEt0 OAH & imiE—3) ¥ —E L FEHE
L, WFhdoA4 XOBERRAEHhT, 46I3ERLAZEH
wlieh, BEABRLYT-TRV-TRHAEEHTD
HCC L¥idhichr o L 8ME LTV 5. Takayama H®i24
B X 0 BRI i 18KEE D AH ERABEDEKITH 5 M,
BREMSEBERANOL VWD LERH) ¥ | — SEFAREL,
FOBMAEE L BT ROE(L) D 9 KH (50%) 2 EGZE £
BLL, 5% TREIIEMENC D HCC ~DOEBRYHRTE
fe L #W|E L TW5. Rapaccini 5P 2= —THRHE I I
12BDOBE AR (regenerative nodule) ¥R BEZ L, 10852
BlLLAELMELTWS. LiL, HHONEE Lok
8212 33.7Tmm TE/N 17mm A5k 52mm L REL.
Lencioni 5™ 12 AH 19482 EBEIE L, 13555 (68%) A
HCC ~NLHEBLELBELTWS. ZORETD AH X
REBOBARKES X VI TERRELEDCEL, MEaREOCBEE
Ehrabhsb0E LTEY, EEHEETS AHeH&LL
TWwb. L L, Rapaccini & [, 5 ONER D19 O FH
BERIZ 19mm & A& <, 20mm UL EORHMN6RBEEEh
Twa. JRE, Si%sl, BERELEFCORFTIZ AH DR
ALY 15mm UTFThh, BREECEVREIFEHELX
B Z L RE IR T BImImeR 4 58, T, Rapaccini
5% L Lencioni 5™z X b HCC R W#HiH 5 Wiz EC
HCClels izl & LTWB EBbhB. LiL, Zhb
DWFHOHE S EMATE L BLL OBERCOVTR TR
AEhTwiew. ¥z, IRFPHBRF TRt ERS
Wi ce 50, #ERERTRESO—BIDA LIEE
TER. Lo T, Ef%Mc OAH, AAH, HCC O2H#T
BRESHELH D, FEREY R RET 5ERS 5.
CDIHABE TIZERIZT OAH LZ2Hi3hTwah0b%
Bran TR L.

SH, ThHOERERTED L 5 IelBENTSTRRAD
hBEEMR HCC ~ERT B RT v ¥ » ANE RS

BIRNCHERTHDEE L, HBENFTRL VL2005
A= ZRSFTTRE L. BEEHZHCIREROEESA
A0, HLEREhOERBEN T A - 2T TRETH
1, IV EBENRIEELL Y53 EE LB THS.

AAH Wiz S X FRRRRLLNAYR, TOhTEDOR
AR AR SN LN HCC N HER LTV REES
MERIL - T, SEORFEM L, BEEOCHEM, Mk
WF 4 2SS 0T, BIHEOARLI ABHIFERE~NERT
BYARIBRE N ENRIN.

Btz YETA AH 2ESLE HCC tERIzA bR
BEENTVWAM, SEOKRECIREHLIERRERETF T
Bhoteh, BRIFLLS O RE bl gk Lisy
REbdh, BT hoEKRENET, oMk
F 4 AT U7 AR AL HCC ~ERTA Y 22
DENETHTH -1

BEECHREBEREEEOH » RERBENIEELLD )
%. L L, BEHOKREEOHINET A OERCEAERE
DEEIEDE «OFEL 51T T\, LTI T, HHHEHER
HE O E AV HIER T B RE CHRAR R M T LB TR I8 R
ELTHWAZENTED. ARFH TREHROBREE LREH
HEFREHROLLVTHh D HCC ~DEREEEL TV,
EE v —% v J—F 4 (international working party)™ (X &4
LB BF 4B Ba 7% (well differentiated HCC), B R M & &
(dysplastic nodule) DEFIZMDO—>DIFEHREE » B
T\5. Kondo BV ISMEFEEOHMN &/ NMREHR L MRED
FEEET LA ESCAFEREO=EHEREL TS, &
FE, MEBEIEVI LRTOBMOMEEEAR LY
EBLTWwh EBbh, IVBLOKET VY » VRBWEEL
bLhb.

ks + A5 705h, AMRET + 275071k
Anthony 5Y IZ X h#FDTREIN, TrAF 4 =& —-v®
BOWRE: b HCC DFERE TRV L ERSATE
to. L L, AP BRBHATA & OBEMIER &
TR, GLARKIGEORETRIsLhtFEXLh T3,
B, Borzio 5™ 1X30THIOFEEXREL LT aks— R
T\ HCC 4 wEHLARTEEFEMITL, KMRET 4
AFSOTRROEBRRFTH - LxBWELTVS. —
5, NERA%F 4 A 75 27 Watanabe H¥IZ X ) #H CH#
&Xh, o/ Nk, BilgsEREho LR CR#-ST
bhb. PNMIBEET AT OT RAREEEEREL, ¥
fo, P53 BEDBERBALSNRS Z LA RBEABENICIRE
RTED™™ 0Ky HCC ORE LEHE\SBEELLR
T2 AH OREICASLRE T 4 A7 5 07 HMENFESR
KARBNBT 4 AFS 7 EHBEHTIRLUL T2, £
CEA—DLDTHBNIRHETHS. Hytiroglou BV IIREFIA
i bhAKRES + A7 7 71 HCC & oB#EM <
I & MRN DEHICHT A MBRENCIIED 5N TRRVH
£ T\W5, ABREICRWTH AH Iz S h s KR T 4
A 75 27k HCC EB~DEBRETF TIkich - 7. ik
F4ATFOTE AAH ORELOBEEKLED, SHOEH
T AREDDBELELLONS.
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BT BH— 1, EBRENTFERTFICOWTERFERENCE
HL, UTokk#HxEx.

1. AgNOR %8 . PCNA @AV THEEE &
MLl Zh AAH OBEFEN X, FELE L HCC oFHT
Bote. —F, OAH OHEERIIFELZLRASTH oz, %
#=, AAH BERIz A btz HCC B ORE X HCC A% T
Bot.

2. &FEEEBHAD 55 AH 12257415561 (21.4%) 140%%
iz i, AAH 12154 (5.8%) wa4kE5, OAH 12444
(17.19) 1 O8KEEi A S i, AAH 44%E# D 5 B 18K FIT
MF (+) AAH Th o7z,

3. ok & X132 OAH A 10.1+26mm, AAH i
12.6+4.4mm TH H, HEWC AAH ORHRRKE M7, L
2L, MF(—)AAH QA TR 109142 &£ OAH L&
F2I27 <, MF (+) AAH DO#EHZ 41+42mm THH
OAH £ X0 MF(—)AAH X h BB KE,h -7z, Fiz,
AAH, OAH &3 BRHAVE Abhiz.

4. AAH 3BEFFEZ I v AFBRFERCS W MERIKC
Botc. i HCV HEBHATIZZ S AAH O&HRIE
Mote., —7F, OAH 11EAFBRFEL L » BAFEL S
Brotz., L L, HCC DABRIZBHITEE LA BERITE
ITERED oz, LizhisT, FFAFBRFFEE - BEFE
ETRREBENRR - TWHEELbAL.

5. OAH O & @8Rz HCC OFE L BIEILT) - 75,
AAH iz HCC &8 LEFEZERIZAH L TH b, HCC
FEHLTWRWIFERIZIZAShahole. 2D Ehb,
AAH & HCC BAHBORERMERLCWDZENRE I L
1.

6. AH O&BREERICHBE TS L, OAH AAH,
HCC & FnaBRIE iz h L bl otc. LrL, AAH
RHMERT - 7.

7. HCC ~DHERLBEEL TWORBEE OB, I
t, MEA%T 4 ATFOTTH T, BRI, 4+ 27
527 LB LOTR AN bhic 3FEHIT4L T HCC ~i
Bl

LlEX b, AAH BRE%S A E <, HCC 0&6FEBEE LT
B, WEREDD IO OFMRETHL Z LHAFR®Eh
7o. —F, OAH Q3HEEEAFEE LA THH, HCC i
BrEHEEIZZ L, EEEOMBORVWRELEARETH
BEErbhic., ¥, BRI, A8ERFICEEEOH
i, IEESE, NERIYET 4 A 75 O 7 BB R IL HCC
ANERTAH) R ZOEWEEIE LTHATREEE L bRk,

# B

BERLBIEDh, WEHEARMEEDD ¥ LB/ MR —%
B BERAMELYRLET. £, APROETCHi h EEOHE
H, HHERLVEREE LABAITRE -8, $HRLHHECRH
OFERLET. EHK, KPFRCKBHEBD, HBVEEE L
SRKEHE AR, SRAEHEFEOBELE, BMOH <L E
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Abstract

Adenomatous hyperplasia (AH) in the human cirrhotic liver is thought to be a borderline lesion of hepatocellular
carcinoma (HCC). Its proliferative activity, the prevalence in cirrhotic livers of autopsy cases, and the histological
prognostic factors in biopsy specimens were examined. AHs were classified into two types. Ordinary AH (OAH) implies a
lack of atypia. Atypical AH (AAH) represents AH with structural atypia and cellular atypia. AAHs occasionally contained
overt carcinoma. So AAHs were subdivided into two subtypes: AAH with malignant foci (MF(+)AAH)and AAH without
malignant foci (MF(-)AAH). The proliferative activity of 75 AHs (40 OAHs and 35 AAHs including 16 MF(+)AAHs) and
other liver diseases was examined using staining of argyrophilic nucleolar organizer regions (AgNORs) and immunostaining
for proliferating cell nuclear antigen (PCNA). AgNOR counts in OAH (2.95) were similar to those of cirrhosis (3.93).
AgNOR counts in MF(-)AAH (3.89) were significantly higher than those in OAH, and lower than those in HCC (6.18).
PCNA labeling indicies demonstrated similar findings as AgNOR staining: OAH (4.1), MF(-)AAH (16.4), HCC (42.4). The
author surveyed 257 consecutive cirrhotic liver autopsies during the last 21 years (1974-1994). One hundred and forty AHs
were found in 55 cirrhotic livers (21.4%); 98 OAH in 44 cirthotic livers (17.1%), and 44 AAHs include 18 MF(+)AAHs in
15 cirrhotic livers (5.8%). The rate of cirrhotic livers with AH did not change in this period. AAHs were associated with
cirrhosis of non-A non-B type. All cirrhotic livers with AAHs had HCCs, whereas OAHs were not related to a coexistence
of HCC. Twenty two AHs diagnosed by needle biopsy were followed for more than 1 year. Four AAHs progressed to HCC.
The histological factors of progression to HCC were increase of nuclear density, fatty change, and small cell dysplasia. In
particular, all 3 nodules that showed both fatty change and small cell dysplasia progressed to HCC. In conclusion, AAHs
exhibit considerable proliferative activity and were associated with the coexistence of HCC. So, AAH is thought to be a
preneoplastic lesion or an early stage of HCC. By contrast, OAH is thought to be merely large regenerative nodules having a
similar proliferative activity to surrounding cirrhotic nodules. The nodules in chronic liver disease that show increase of -

nuclear density, fatty change, and small cell dysplasia in biopsy specimens should be recognized as high risk nodules for
HCC.



