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Department of Gastroenterology, Tokyo Women’s Medical College

To clarify the changes of liver histology during the natural course of chronic hepatitis C,
fibrosis index was analyzed in 36 patients with biopsy-proven chronic hepatitis C who underwent
liver biopsies more than twice at more than 5-year intervals and were followed up for more than
5 years. The fibrosis index was based on the degree of liver fibrosis determined according to
Ludwig.

The fibrosis index was 0.08 = 0.12 in 19 patients under 50 years old and 0.16 = 0.22 in 17
patients over 50. The progression of fibrosis was factor in the patients over 50, and was
apparently accelerated after 50 years of age probably by lowered immunity or changes of certain
cytokines. In the 14 patients followed up for more than 10 years, the fibrosis index was 0.05 for
those under 50 years old and 0.13 for those over 50. Progression of fibrosis was delayed in
patients under 50 years old followed up for more than 10 years, and it suggests that some
predisposing factors differed from those of the patients with rapid progression.

The progression of fibrosis was considered to be an important factor determining response
to interferon. It, therefore, seems important to investigate the relationship between the efficiency
of interferon therapy and the progression of liver fibrosis.
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#rad, »o, 1972 1 A5 519924E128 % Tz

BlaxtRE Lz, %7z, HBs Ag Gifl, BCR

R/1 KRB DONER & IREMEBR - H ML (Stage) DR
EF  FIEIFFER RHEAL (Stage) DHER E(gﬂ?)}ﬁaﬁ PP ———
t  4F#  Stage 104 204
m 24 1 i ; ‘ 5 0 +
2m 31 I v ; 8 0.125 +
3m 35 I ; Pvoo21 0.095 .
am 35 VI VI g ; 9 —0.111 .
5f 37 I ’ 1 o 18 0 ?
6f 37 1 I § 8 ~0.125 ?
7f 38 Il : I : 18 0.056 +
gm 40 I il ’ 10 0 none
9m 41 I VI § : 7 0.143  none
10m 41 I § I HCC § 14 0.071  none
11m 42 il v : ' 5 0.2 +
12f 45 I il § ; 6 0.167 +
13m 46 I v HCC § 10 0.3 .
4m 46 IV IV v : v ; 14 0 +
15m 46 I v W ; 15 0.133 *
16f 47 I 1) : 8 0.125 none
17m 47 I 1 5 0 .
18f 48 I \% 7 0.286 +
19m 49 I il 5 0 +
20m 50 1 v 5 6 0.667 none
2lm 51 n I v IV i HCC 8 0.25 none
92m 51 Il v v ; 10 0.2 .
28m 52 IV v HCC i 8 0 +
24f 52 v i : 8 —0.25  none
25m 52 IV % 8 0.125 +
26f 52 I il 5 0.2 +
27m 53 I il ; 15 0.067 ?
28m 53 IV \ , \ § 15 0.067  none
29f 53 I IV {HCC ' 8 0.125  none
30m 54 1 v : HCC 7 0.143 none
31f 54 I B\ ; 10 0.2 +
2m 55 I I ’ vV HCC 18 0.167 +
33m 56 v PV ; 11 0.091 none
34m 57 IV IV HCC ! 7 0 +
35f 59 IV IV HCC | 6 0 +
36m 61 I \ 6 0.667 +
W4 46.9+8.6 9.5+4.21 0.10%0.18

* DEARE, HEAEETAETLL0,

HCC : hepatocellular carcinoma,
MIELEITIEE - (BT ER O Stage—FIEAFEB D Stage) /BREHH (FF). HL, BRI, R#ELOEBRDOAT, HCCRE
R0,
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R2 REESFEOZIESE (Ludwig? D 2RO (Stage) D—#8 2 #i5316)

Grade of inflammatory activity Stage/degree of fibrosis
Ludwig @ Stage #E 5D Stage
Grade Lobular Portal Stage Degree of fibrosis Stage
0 None or minimal None 1 No fibrosis or fibrosis confined I
to enlarged portal tracts
1 Portal inflammation Inflammation
PH) but no necrosis 2 Periportal fibrosis or portal-to- TBEOLD : 1I
2 Mild limiting plate Focal necrosis or ]tp‘?rrtal septa but intact architec- HEEUEDOBLD 11
necrosis(mild CAH) acidophilic bodies L
3 Moderate limiting plate Severe focal cell 3 Septal fibrosis with architectural v
necrosis (moderate CAH) damage distortion ; no obvious cirrhosis
4 Severe limiting plate Damage includes 4 Probable or define cirrhosis \%

necrosis (severe CAH) bridging necrosis

11 v
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il

DR



7z, BRHELOHETT L 7- Stage 2B (&) TR
U 7ol % S HE L EITIE R E U, REETORIE L
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AR, 1V 7+—LFarvkrbiEsT
BiTa Nz, RS FEBE, sv<) vE
Etk, 4um OEFHIR & L, hematoxylin-eosin
B I1E >, Mallory, $#4R, £, Victolia blue 3¢
% AT U 72 B RT3, Ludwig D18
HHRLEOZHER EF2) OO bR (Stage)
WCED XRET LTz, Stage LIZIEHEL D 2 b D,
Stage 21X IR B SR HEL 538D 5 b D, Stage
SRR HEL 2300 2 WVNEREIIFE R T
% b O, Stage 4IXFFEL TH 5. 51E, Stage 20D
FANR A FRARAE LA S 3 2 ERI2 % {, B
BEZIBEOLOLHEEHUEDObDDTD
WARIL, M#ELOETE LD RKIRTZ2bDEL
fz. ZEH S D Stage [~V D 5 BRE D # AR HE
FBFTR AR 1 R,

SR M2, LHE1LFIT, EEIZ24ED» S
61m% (F3946.9+8.65%), S0EATG196, 50mIU
F1TBICTH - 7z, FIIEEHRINL9.514 24E T,
B LEITIER DO F130.10+0.18TH - 72, %
7z, o REMES2HET 5 HDIE166] (44%)
THY, BIHERE, REFEL2ETH0%2E0
5 L2260 (61%) WKRATZ,

PRI ERE T U - FRmiBc s &R 1D
ZEL, S0EEL S LREILOETHIET %
ERBED o720, S0RAM GOREAMES)
LS50 L (GORLALRE) @ 28, (L
D BRER T LLERET LTz,

BRI FE-EREETRL, BEERTER
Student-t test 12T 5 % ZEHEK L L7,

#w R

2 I 50RX AR IEELOBI DR B T R (R
(L) DN L BHERERT, WIRIZEMH135,
ZtE 6 BT, FHEEMRMIZI0.2£5.0£TH-
7o, FIEIFFER B 58840 Stage 12, 11
0%, ILix8Hl, MIXof, V24, &II-HI
BEMPoTe,

Stage BW/N& L o7 bDEHE, Bboikw
bDERE, KEL X bDRBEE L, B
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{CETHEEOLE 2R 3 CRT. WEL X 46
(21%) D AT, Stagell 55 15324, Stage Il
o IIH 14, Stage IV 225103 1 fIT, & &
WEIX32%, 47% L KETX oz, £z, Stage
V 2 THETLIDE 20D AT, BHELETIER
DFH7130.08+0. 12 L ETIIERTH - 72,

Zzhiex L, S50mA EREL7THI, SiE126, %
5 B, EHEREHARIE9.2+3.79F, YIRF4ER
T, T2fl, Mixs56l, Mg 36), IVid 74
EBRICHETTL T A H105% v, 2EHIE Stage [V
oD 1FlDOAT, 3H (18%) BFZE, 134
(76%) H»EEL, FHEHECETESIZ0.16x
0.22TH-o72(X3)., 2EHRMTHREETERD
ERXEEERRES o120, S0 EEETHRE
HESEWIE b T REVEERLIZZE &
D ETHEMOZIIEE & Bbhi:,

10 FRRFHE L 2 721481 TlE, S0RA
B8, 50mLALEE6 BT, M ETRRRIEZ
NEN0.05, 0.13&50FLALETEY (F4). L
2L, S0RAKMRECIOEL LEBL T2 BTl
BHALOEIT I 2 > TEDL - T2,

KSR S0 HREAEZ R T, HBTR
KTR36BIH, FHREAHRS AN IERIC E - TOERE
7 <, BEFR OFE) 53%, FBEEETHI22%,
FHEESHB125% Th - 12, S0RKIHEE T, FHE,
FEECET LR ZnETn 28lDAT, 78%
DEHIFRIC L E x> TwlzowstL, 50
BFTix, 661 (35%) »AFHEZE, 7H1 (41%) 28
g T L 72,

z =

C NS R OREMEBE E LT, Rilsy
Y —HTH D, chronic persistent hepatitis
(CPH) & chronic active hepatitis (CAH) 243
Fh, Hiza—oy G588 TIE, CAH ZHID
WO OBEOEEIC L > T2A L2BIcri o h
3, Ly, BEECZLBHER XD S8ES
B b2 Lbb%w, F 7, Knodell 5D HAI
score®d, HHEOBESFHOMTFHHE B 7
®, I score 34T L bIRER KBLL 720
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Stage 30

2 SORCARIEEIC BV 2 RS FHIITHRMEL (Stage) DOINEHC & 2R

|3 SORAWE, S0 LEHC R T 2 REHEREN
[F#R#ME(L (Stage) DHERE L SRHE(LAEITIER

3 SORR K WA
T R DR

S0/ LA R
MR LD

-1 2
. 4 . 1 5
& :3 111111 @% VoI %) (14%)

I—1I 2
SN — 6 nd 3 9
TE M= 3 (gg0h VIV 3 (500 (5o

VoIV 1
-1 2 -V 2
I-Iv 1 [I—-1II 2
I-v 1 9 II-Iv 2 3
N 1 22
e M-IV e U=V 1 gey) (61%)
M-V 2 -1V 2
m-v 1
V-V 3
MRMELET 0.08+0.12 0.16+0.22
RO T
NS
NS HEERL.

T3 2720 H L WAHESMRIEI N b ThH
290 FARAEABEARELIE, HID B EIER/NEN
DREE D LMHBET 2 EEbhTHBYY, SH
X, SEEOBRBECER LR, £/, B Lo
THRLYVRBE 202, £ 20 Stage 2%
IR B BESHE L DTEE T DT 3 5 BB DS
EEAATz.

—#iz, CHRIIFA D BRERE TOREABREDN
Fr RO, HEFNZD L, OB LEBFE
FRRBETHL DI TVW3Y, Yousuf 519
i, 3—oy 3L D, CPH TEARE LHE
DR THY, CAH TREBEFIBH LI & 2R
Lz, B DEFITCEIRICEL, TE - HEH]
D3B3, 364245158 IFN SRk OHEIG % B
LD HEREZRITENTE D, BERER, I
BEATRE, BEREFTEREC X DHES » I
BE - HELRbLNAERIL, FHRAINLTY
2ievrEZOGNS,
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&R

Stage 50

60 70

IRNNAN

3 50mLA LR 81 5 IREAABF RO IRMESL (Stage) DN & 2 HR

R4 FUERBE BRSO ORELETER

B S0 A IGEE 50m% L LB &t
HARA
5~104% 11410.12+0.21 11 0.18+0.28 2261
NSE NS jNS
1080 E 8#14-0.05+0.12 6f1 0.13+0.0 1441
— s
NS BEE7%L.

&5 CRNSHFA > oL, FHEETHORE

Rl S iV AN k2 =E

ML 15(78%) 4(24%) 19(53%)
LixT N 2(11%) 6(35%) 8(22%)
gt 2(11%) 7(41%) 9(25%)

LBREOXRIZEHEDBRZROER 2 HRETT 2
WA - EESNE/NFHE N TR L0 E L

FEzohdy, FRTHET S L& hHERE
WEER Z8 7. Ludwig O@MHFLOH L o8
IR L, REMBEN R Lo R
RETT % &, SORKRMEETIY, ETRHBNER
THER LY 528, 50U LHTIIREICHEST
TBHILERLE.
KELWOERTYH, CEREMF LB DR
RSO BRERT, ORI D AHIE
T35, BROBBEERERTH o2, £/,
50RE D SETTHIR S N B DI, Efbic &k 3 50%
HOET, oo B OETE2ME T 265 »
DHERFOET?LE#ENHZ Z L EEINS,
72, 0L ERGR% BE L 2 7 EFOFELE
TTHBUISOR LA LB THE WS, S50RKRGEE TL04E
PESSBL T A8 TIREEIEOETEINZ - T
B, ST ARRCETT AR RS20
ERATHEZZEEZ6NS, 5%, RNAR,
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HCV %79 4 7Z 2D 2B BLETH S,

TrEE, BE, CEFLS%E <, ZhicizEs
EREOBELNERE, T4bb, 30~405FERT O
m-FHOEA, HHEOTHRE, HER - AnSE-.
BOWMZAS LZA2BKEVWEEbRTY
%9, CRIEMAF R, ARERCZLIBRE Y
THARCFERENE XS 0DITIEE, HLD
BEVPEHIEHLIE Z 2EHHICE > T b
BEMEDSE L,

199248 1 B, FoSEIC 8 T IFN »MREREIG
BoTLF, ZoHvANVAERCLYERish
%D CRBHIHFAOBHRBEBIZEL R To
Tw3, iz, BEIFOBLUTTHY, BEE
B CFELELEREINTW S, IFN EHEOBRE
PHEDOFHEAETF E LT HCV-RNAEY « 7%
A TONEETH DS, FFHEBIREOEITE, &
W, METLOBRE LOBEXERT WG b %
VIO RS X D B BB & FRRRME(L A3
ANBLILEERT L L, B, ST
W TIFN BEOEHE £ Lo #ETORE
ERETLIEREETHLEE LN,

W

1) IFN #EEMTRIIC 5 L EDRIR AR
EHAT L7 C BUBMAT R BE6FI 2GR EL, Z
DEHIC & 2 RHEAL OHERE & R ERAR MR F A i
a7,

2) SORRARIGEE DM LETHERIL0. 081 L,
50RELA ERETI30.16 L BV, CEMEMATA D BER
R BWTIE, 50 & DGR ICHETT
LZZEMHsmER ST

3) 104D 2R 2 B U 2 70 146 O R e
FTHEBUZ, SOREARTEEE0.05, 505ZLLEEE0.13 T,
S50RCA LEE TRV, SORARIME CLOEMU LKA L
TV BHI T OETIID 2 > TGEL, i
MITHRBIWCETT 2L XS 00ERATH
RBidrELONT. '

4) &51t&, IFN BEOREZMNE L RO ET
OREEOME 2 RE, FLENCRFNTLI LI
BETHLELEZ NI,

— 756 —

1)

2)

3)

6)

7

8)

10)

11)

12)

13)

14)

15)

X ®
Hoofnagle JH, Mullen KD, Jones DB et al:
Treatment of chronic non-A, non-B hepatitis
with recombinant human alpha interferon. N
Engl J Med 315 : 1575-1578, 1986
Ludwig J: The nomenclature of chronic
active hepatitis: An obituary. Gastroenter-
ology 105 : 274-278, 1993
R R LERETIITERE - BER LY >~
Ry 7 LETE BUALOF L WBKERE ()
HEZDOE. PHEFH, BRE (1969)
DeGroote J, Desmet VJ,Gedick P et al: A
classification of chronic hepatitis. Lancet ii :
914, 1977
Knodell RG, Ishak KG, Black WC et al:
Formulation and application of a numerical
scoring system for assessing histological activ-
ity in asymptomatic chronic active hepatitis.
Hepatology 1 : 431-435, 1981
Desmet VS, Gerber M, Hoofnagle JH et al:
Classification of chronic hepatitis: Diagnosis,
grading and staging. Hepatology 19 :1513-
1520, 1994
AW R LRFTITEEE | SHI8EAR L >~
RO v LREE BUEFLOF L VHHEBZKHE
¥ pp38-42, HEZEH, B (1994)
BAER, &% X CREMHROREMES
AR & IFN #Ee it 3 2 Kot & EfRc 2w
C. HEE 52:85-89, 1994
Kiyosawa K, Sodeyama T, Tanaka E et al:
Interrelationship of blood transfusion, non-A,
non-B hepatitis and hepatocellular carcinoma :
Analysis by detection of antibody to hepatitis
C virus. Hepatology 12 : 671-675, 1990
Yousuf M, Nakano Y, Tanaka E et al: Per-
sistence of viremia in patients with type-C
hepatitis during long-term follow-up. Scand J
Gastroenterol 27 : 812-816, 1992
RBEA, HER=ZCHFA20 2EME
BHAREGE—B AT A L Ot —18MHT £ - FFEE,
FrRERE 24 1 67-71, 1992
R, FEREZ, )IBEP Rt e o
FAaA Y MRS R v 2 ADSEE. Mol Med
31:190-198, 1994
EEhE | C B R OEY, BARR, BRRE—
HAROHE & iz —, BERAR 24 1 695-700,
1994
Lau JYN, Davis GL, Kniffen J et al:
Significance of serum hepatitis C virus RNA
levels in chronic hepatitis C. Lancet 341 © 1501-
1504, 1993
Kanai K, Kato M, Okamoto H et al: HCV



37

genotype in chronic hepatitis C and response to ders and non-responders to interferon therapy.
interferon. Lancet 339 : 1543, 1992 Acta Pathol Jpn 43 : 230-236, 1993

16) Uchida T, Taira M, Shikata T et al: His- 17) MW, \LEMEKEB, THEEEH FEAFE
tological difference of livers of patients with BEMBMIFASICNT 24 > 9 —7 = u VREROD
chronic hepatitis C between complete respon- FrAEIRAT R0 &> OMREt, W 33:1-7, 1992

— 757 —





