6. CEUBIEIT 4 IFN BIMIAHE S & U Ribavirin Ot FHE L O ISR

19924 2000%F | 20014 20024F  2003fF 2004 . 20054
EmRmEmtERE |
; EAESRHLHR
EPIFR (CE) : 1194)
: . >
i ERYIE i
199‘/9215108 < : > .
:cv;:; - il ﬁ’i
_ WE _ ,
1 ' IFN
Rib . >
PEG »
TRy

1 CRIFFRIFNGH, ETRRHERAIFRBRRERTROMETIKG L 4B OE

$1 EILABA T B FIEM L T O C EUBIENT 4 IFN M AR

- ) i3k S HiGmEI
No. Hii%# &
S 20000 2001 2002 2000 2001 2002
1 & 34 35 34 3 3 39 148
2 EISEF 23 24 58 6 6 38 155
3 BIRE 20 8 10 10 6 27 81
4 KR 16 20 33 7 5 22 103
5 AMES 18 18 48 1 1 16 102
6 EfaEk 12 8 24 4 6 13 67
7 K& . 8 6 28 6 3 29 80
8 HKiE 12 6 20 1 3 20 62
9 I#f 12 3 11 1 0 6 33
10 BEIgEH 11 4 27 1 1 18 62
11 TE 7 7 15 2 3 4 38
12 KEH 6 10 35 3 5 3 90
13 & 7 2 9 2 0 5 . 25
14 HER 7 4 12 0 0 4 27
15 HHER 7 5 3 0 0 5 20
16 /hA 3 7 18 0 2 3 33
17 B 2 4 3 1 0 3 13
18 BHRE 2 3 7 0 0 4 16 -
19 TaHLIR 2 4 2 0 0 1 9
20 &R 1 0 8 0 0 6 15
21 HHEEE 0 0 3 0 0 1 4
22 #FEN 0 0 5 0 0 6 11

&3 210 178 413 48 44 301 1194
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v a i@ CEITLADEE

=\ 46% | 9%
(50/108) | i(12/128)'
SANAE | [
(100KIU, 1Meq)
gn| 9% 69%
(50/71) | (31/45)
Non-1b 1b
HCV genotype

S— ....‘

EREE (76() L ?ﬁ'“‘?“

MIE A AR (352% : iﬁmﬁ'l

41% 4%
(717) (1/26) ;
69% 41% ‘
(11186) (717)
Non-1b 1b
HCV genotype

&2 CEUBMEFRICITT 5 IFN BB IE OB AR

20004F1 A1 A ~2001 412 31 H I COMMOIFNEM (2 > & Y4 AIFN 22 <)
BEFIZSES &5 (HETEE, droupout D37H % §r) 428 FI TOSVRE

MOEREBE3S2FFSVRIZ 1436 (41%) TH -
7z, BIGHEBI6 PN SVRIZ26H1(34%) THo
7z, WEIGHEGI352IH, genotype 1b THh2OE ™
AW A8 (100 KIU/m!, 1 MegmiEA E) @3FHC
1212861 1260 (9%), 1bfEK 1 L AFETIX45
Bl 31E1 (69%), b TOE Y 4 L AEEOT
4%, 10841504 (46 %), bSO 1 0
ABTIZ7IHIP 5060 (70%) DSVRETH -7
(K2). MEGEEFHOEY 1V ABETIZHCV
genotype DEWVIA 1 H 64 70% O SVREL R
LTBY, ZoMEECIHEEMATEOIFNYE
TMEWMEITINETHE, ~HEVANLMABILE
WWTid, HCV genotypelZ & » THEHEBRRSR L

D, 46%L9% &V SYREDOELRLA. b -

DRI O OWMETL, 1bF Y 14 LA
Y HEEOIFN BIAHE Cid, SVREE LT
10%LEERLAZDDERL, 1IbEY L L AE
TIFNEFIRIP L B 2 b, BIGEFI 0GR
BAgIL, 764 genotype Ib THOE Y 4 N AE
DI ZTIE26PH 1) (4%), Ib{EY A VABET
176 76 (41%), 1bBACoBE Yy 1 L AR
OxHIE, 17800760 (41%), 1bLAS DS 4
WATETIXI6FIF 11 50(69 %) DELHETH o /2.
BIEFRAIIERMIIIMREERE L (2IZE%
OEMERT D, IbLUAHOEI AN ABLERE

DR,

EREBNIIIRIEHEH] & b b SVREHE W,
LEDER»G, #EIEHRE, BiEEFED
HCV genotype 1b 5 7 4 v A EEIZ IFN B EE#H T
H10% L EDOFEDREMFT D Z LAHRODTH
LRGP THIEEZ LN —F, {IEEH
Bz BVTiE, HCV genotype 1bE =7 A L A EELL
HOFTIIL6~TOBDEETHEMIMUFEINS
Z &6, HCV genotype 1bi 7 4 L ABELIAL D
HCIIIFNEIRER T —EIZA A T L v, HCV-
RNA &, HCV genotype iz & D iGHER) TR 2 5
b, FEERIIIRLORFEAETASLE
THEBRDROFRITTEE S S1E, FEEFRINMN
n— h@%blU@(@Mﬁﬂ%%kr<m§
LTHHIRETHAI.

I. F&H 5 M- CRUSEIT R IFN EHORE

R ETOHRERALE>S, DIEOHCV Y
EOBEHIOFLEOBTRHRETHLZ L
LhrtizoTwsd, BRKELESLT b ED
CEHRMRREZIIMNT L IFNEFOBIE, EF
BEROZEEBLRIITE ) 2T, 4
EEFRETIRLTEZILENSH S, 2000
F1A1H~2002412A31B8F THIEMOLH
M, 2205 T CRUSMEF 2223 L IFN i&fAS
BASNALIUPIOERSHETRLAELOHNE
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6. CEMEMEAT R IFN BiMiEfEE & U Ribavirin ff A EO B RS

(A%) 395
400
300
200
100 31
5
0 e — Fo st
104% 401%
Fis

B3 B F AT S W PR IR T O ERTI C BHBLEAT 4 IFN B 013
(200041 A 1 H~ 2002412 H 31 H DM OB AR n=1,194)

(AH) 108
100 7]
PEES
80 | It
60 Eam
N (ne267)
40
20
3 5
olom  mm A : 1
104% 201¢ 30f% 401¢ 504 601t 701¢
b4

H4 EREFERTITEREPERESCOEHB rbavirin §F B BEEEBI 1L
(2001412 B 1 A ~20024E12 A 31 A OB 8 A FEHIEL . n=520)

3TH5. 1056, 208MH31H(3%),
30211561 (10 %), 4058FLAS194 %] (16 %),
50 ALAT404 B0 (34 %), 603%1EAT395 51 (33 %),
T0RALAT5061(49%) TdH -7z, 50#%LL L13840
A(71%) Thot, E542, 200112715~
20024212 8 318 # ToOMAIIZ 22 DB kL - #F
EOREES Y V7 — 2 BINER22OMZICE
WT, ¢« 2bIFN & ribavirin & OB REEAE A &
NLS20PIDFWMAHERLIZL DAL TH
5. 3 ERHEIZ50 A L 60 DE L nCH
BT 4 B35 (2 ribavirin fF IREIThNR TS
A%, 6ORRMLICHEHEB AL, ZOELTIIWEE

BEI71H), BHTEFA 1046, o i2HiE
HHEPIMAMEMLLE o TWa, T, bXEET
CEUSMAF RIS T B IFNBHATTEe & o o 12
19924 LA, —BEIFNHEATITOR S DR L
o RSO OMBEOE (A, o104
RGO Y o TV BRI, 60ELLE
WELACE, 3, 0508 E LT
b 20014 12 B L2121 ribavirin & O RE T
DEFEBBEVREE 20, WIS KShiZ L %
FBEL T, 200241138 OBH, Ri260% 1t
D ¥ Cribavirin & DF AR T O TIEH AT
bh7: B3 hsd, LEOBRLS, BE3E
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to 3 r3@CRIBFHEOGHE

BB =177 EIIf#%RR : n=50

(13()l (EYEERS : 47.35%) (59.95%)

80| (] #a

60 ‘B ik

40 _

. 420 | grp
20 -—-----—um - 9’20520") (14}5_)“'
0 (0%) %) g l—g) g ot
106 20ft  304¢ 508t | 60ft 70ft w0

JOTR 272 33 14/20 | 4a/561 70/115 52/108. 4/15
mLoma (100%) (100%) (70%) | (75%) (61%) | (48%) (275%)

E5 Ribavirin ff F#EIGHIEG6 A7 A LA EEAES] (n=319) TO
ribavirin R $H L YbEOEE

BHC IFNGBEMT b ERI S50 L LA
70% % &b, 4512200241213, 60 LN E DR
THE#EL LT a 2bIFN & ribavirin & O A
DL AT T aMEH e E o,

—HTC, £, ERETIToTALE, Z{ O
%> 6 ribavirin & OfFABED, BEOEMO:
Wilribavirin D ELCLIRAZ AL E 5213
RUEATFENIZV I EAERHEATVS, &
E} i B T O ribavirin §f F# LGP 50 Fl DR
BTCIE, WEGIA40%, FILFIA29%T, HE
bbb LIl % Thorz. FHTITDR
7z ribavirin fF HHBHE D EERGEE (19984 12 A ~
20004E10 1) TR, HMEPFIA15%, Sipld

9% T, MEDLPLED %

DEHRNEREL R G o T s, REVHRD
HEHESI O T FEEGIL59.95%, ERIRIGERTOF
WHEIGIT413RTH Y, FHFEHRATI26MRE
2Tzl bh b, EERBNIARMARBRES O
H» & ribavirin & OPFR#EERGLTE6 A ALL
LB L 731960 % 33 G4 ribavirin R 2 L
A% ik LA EFBRB L UTELS BN IREY
TUIAEA L AEPI RO Ea N i&ET L 7 (F5).
3196, FEEB DIZIEHAHET L, ribavirin
T Bk U A BIEE 319 e 187
7 (58.6 %) T, 31200 (41.4%) L A% < rib-

s 276 % & EERR

avirin F B LW LRA L PR 521840
. EERIC, FEEBNEEIMTAEMNOE
SEEHET L E, 10EAr 26 F 24 (100%),
20 %3P 30 (100 %), 308fLAT20FH 14
Bl (70 %), 40 AT56 51426 (75%), 504%
A5 6P 7061 (61 %), 60 L AT108 H 52
Bl (489%), TORACATISPI 460 (27%) &, FH#h
PEHIZLZHIZ2oRT, BOIEE, Pkt d
EBHEFRGFIIEINL T, KRS EHE
FIOFRTLOMMEDOIRTIE, TFTELEBVAREN
T2IEBIOEIEITT5% T, BIREEROTS% &
FILHETHSH. BERBETOMRELERHHT
ATEREBCOIH L, 2E2ERH,S 2 2ET
kT - BREPTATESE A v M7 — BRI BV
TEGEYEMIZ, TOBRBEFIThR/ERIL60E
MENREHLT HEDTWE AL, [3, H4i27R
Lt BDTHD, BRRERL 2 TATSNLH
RAERORBERSERRICE LT, HRER
FAEOEANI L > TEHZEEREF IR ICIE
BINDLIIR5, THEERAETREOA
HEVATFALL, BEHEROHREEXBHEL T

LIS THIETH L. :b#Ea)Hcvrat%e%

AP k<4 Fe Goﬁtuj:d)rmﬁ‘“%fﬁ)%b L RER
T5E, ORI EDBIGE COXRGHREDERE,
BIEHOMBURRE, FOEERIH L'Cﬂ)ifbﬁél:
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6. CEUMBYERT 28 IFN BSR4 45 X U Ribavirin {if A EE O 16 HEAY

MELAME (N=112) .

E:Jﬁ‘ﬁﬁ(N 143) { ﬁ A@] i

P Bin
wn | 88% |i 24% ¥ 65% |i 20%:
(21/24) {i (20/83)} (15/23) (22/1 oa)
|j'fjbzﬁ .................. v | tereenrerrrrnies
(100KIU, 1Meq)
L 60% 100% | 50%
(0/0) (3/) (6/6) (3/6)
Non1b 1b Non 1b 1ib
genotype genotype

6 CHEUSVERF&IZMT 5 IFN, ribavirinff B0 A R

2001F12 1B ~2002412 31 B £ COMMDIFN o 2b/rbavirin ik
ThRFIETTHE 2 AEG) (FIETHE, drop out % Ff ) 255 B CHSYRE

TAHILEBOBTEETHY, F/-60ULD
FEFITIE, BRI T, RIEHNIZ L 240,
EWERIZ -, BRIZBEZW LR E2 %
?—%‘&V‘ﬁ%‘f‘ﬁ%ﬁ LT, GRS, EREEH
FRHT A LN S BIETH D,

Il. ribavirin fEAREEO SRR
20004 12A1B~20024E12 31 B Tl

I, BIRER - BEFTEEFy b7 —2 %8
IR 22 DA C BT, ribavirin fF AR L AN

AShi506FDmAs, BRETHe N BRI
EEEL, $RYETEER 255EF TOERBMTO
SVREH I L bONRETHSL. 5 HWEIS
BENE 11200, HIEFEFIL 143 CH B, WIEE
MR 11200P SVRIZ 4451 (39%), FHiaHEE143
Gl SVRIZ46 01 (32%) TH o 7=, #EIEFH
1125, genotype Ib CH2E ™ 4 L A FE (100
KIU/ml, 1MegmlLLlE) @3t % T3 8365 2051
(24%), Ib{& A M AEETIISHEIS 36 (60%),
WP TOTmI A VAR RiIZ24F 2141
(88%) MSVRER L7, —7F, 1bsowmalis
BT A VAT TRERTOBIBELYS W E
PORFRME TGS S BFEITOA TR
V. FIAEF 143509, genotype 1b THOE Y 1 L
AHOFRETIZL08FIH 225 (20%), 1b{k 4
WABETIL6FIF 3 (50%), b TCoEs 4

NABETIZ 2360 1560 (65 %), 1bBAS kY 4
WABETIL6HIF6H] (100%) DSVRTH - 7.
CTCTHRTREIEE, WhOIBIERE AL
ShTWwB1bEY AN AT L HEOIFN
BMEHE T, SVREL L TRE410%LTT
HAHDIHF L, ribavirin i FHRETH, Ladb
FTSVRENW%XBIATWLETHL, D
REFREFORBFIZITON KRR L RSN
GRERTH Y, EROERAHIZIBVTH, £
DHEENRICEREED LI LINOTHEDTE
2. DEOERNG, WhOLHEFREALSA
TWZ b7 A L ATIZH L TIE, #FDIFN
BhIEAE T3 7% < ribavirin (F B £ 85— RC
TRETHLEEZ ORI,

TBEREGERTUL, TREOHMEMOPHMNTS
A, BEFBHEMEREDE FRAFRRESN
HEBF R AT (FFRTET) IR 7 4 L A S O b
HESII T 2 EBREOELIIEAT 0% | EEM

zE, ME U (EIFRREERL>Y ¥-), 548
Ef?r%%z‘oJZU‘E}f mAE, KBFAL, KBE, B4
Kig, BfikE, REGA (BUFAREGENRE>
¥ —), TR (BECLEFTHER), #il & (EIF
RERERERRER), # RS (ENLRREHEER
ity =), BEE(ELARAMERE 5 -),
AR (BLFEERRERE > ¥ —), RRA%E(E
MARRRERBR), TR (BIRRRERE

—), MEEZ(ETKERRR), £ 8% (E:1

—163—



tv g r3@CEITRDIERF

Aa#Eke), EEEX (EAREREK), MEF Eftt v 5 —), ABEE (ELEEFRHE), 8RS
(AEmEtuRER > ¥y =), EAME (EERE  F(BELhE#Hk), RREVN (BLadRuk), N
#ie v v =), KRTHE (BRI ARmEiRmik), +  fRKk (@rrimbk), FO0K (B miEh Ry
FR1EZ(E AR, A KEEHE AR k), Bz).

HA QWi (B &RER), aAs (BERREEL
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RLAFZMRT 5, EMI, 38T, 1981 PEBRHSNEIT 22 198 P& K4 & L 72 BRI T oM

I, HBsHUERGHE, ALT MR % 5E CiEiE W T, ST 7.7 S RO L5 T 198 B BRRRZS
ShERMEE. ALT i 300~500 IU/ml % ¥ — BB 508 (30%), IFMEEREREIE 176 (9%),
7ETHEWMHBL~IERFHT L L, 19864ED BERBIMEIEPNE 7260 (36%), HBsHUEH M 10
HBe#ili, HBedifhkotuar— 3 #id Bl (5%) Thot:. 28, BAREIFEOEE
ALTAES0 TU/miBifizge @ b L2s. BRI R MBI EE, 1EHU ERET S ALTHEOIE
‘X, 19814Eidstagetd F2, activityid A3 & ik WAL, FHI R e HURBATEIL &, IFEZ~ DI

fLidp 3L, REFIREIBE Tz 20, BOIHHZHERET L L T/, —F, CH
AP ARHMEAL D AR BEN 19824542 W F3, 19854E F4 (T RYERFR DRI T #1E, THI6IEMOMET
W) LRBICHERT DL, RIEOREIIEL I 186 PP IFAEZEAE /R 113 69 40 (37%), PPtk
IET L, 19904FE O JF3E 22 Wil 12 4 J24E O IL b PhiE 3451 (18%), FRIRWEHBIL45 (2%),
LAFRZEDIRETH o /-, ISRy L' HCV-RNA D B EAH AP 181 b & SR ieh
—MEASE (PED LIVERIRZERMT (TAE) % o7z, BEMBHEIT &0 BREE% CREEITR L
#DSELUMGIET 5 4 1995 1T IFEICTIE L KT 2L, IMELERFEBRCH L Hi1313M

7. &, FFEEREICHTRREY. UL, BRI

IBHENF 26 & CRUBMENF R0 AABATRD R b

BEASIEAR, CRUSMITNEREEH M, BRRIOHEEIA CRUBMENF R TIIE L A &

| DRATF DI ASNLVOIE L, BEIBIEIEATIEL NS
BRMBYEIF 56 & CRUBPERT 56 FLIREE MBI 0 10 BOLNDHTH .

THREIERFA L b ORI TH L. WL

B RS MATROBAREEHTET DIEE

BRI TORETTid, BENBIEAF %O EKRD
WA el B R RIITEHFONTY, IFRRERERL
HBv HCV IFABRINE DML stage KEETH Y, WETF

SES 198 186 REEY 5 2 & T, BEMBHEAT A0 HARRE O
ERZR AR 7.7years B.6years e e

FFETER 59 (30%) 69 (37%) NS TERIEEATHETDH 5.

TR 17 (9%) 34 (18%) p<001 202, NFRRIEIFEMD & & 72 BAMBIEIF
one (e o) 4 B pOMI R AT RS 5 Bk
HCV-RNA (—) ve - 0 (0%) NTERL, —F, BERANEREIIEETIES

i MEEYR PR ERPRAYAHR RHEER
(%) (A) (%) Bl (N AER (WE)  fI (L) REE (WE)
~19 28 7.6 20 9.3 1 0.5
20~29 69 7.0 33 6.8 1 0.3
30~39 56 7.1 12 3.0 4 1.4
40 ~ 45 8.2 7 1.9 11 29
H 168 7.7 72 4.7 17 1.1

BRlREE  wvol. 29 no. 5, 2003
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FHEHIE HRHEH TR IR HAR

stage (A) (%)
FO 66 281121 8.1
F1 67 318105 7.1
F2 43 34.3+128 8.3
F3 22 38.3+11.3 7.2
it 198 31.8+120 7.7

FRA LT 20N TETFTLTWS, W%
SHEMERTTHESR 2 500, 2O IIM
TRBVY, —BNREATOBRIAT 7 F i
HMEOHBs AT, HEH T One
TIRIET 32 2 EHRERSRTEY, 1BHIFRIz
BWTH HBVISH T 2 MMBatE Gz, w4 L2k
PR ERMICE OV R 270 E 2 605,
KIZ, R3IZ, IFEROIFGHEL stage 2 & &
7:BIMEMEN RO REHZ TR, IR bost
TEEDIRBOVRAZ I ERL, —F, FiEm

S IR Stag8 106 6 K AT I B BT K ) RAIT 1

RIHEE O BRI A A

ERFRAYERR FHEER
Bl (A BRERE (WE) fif (A BER (W)
32 5.9 0 0
26 5.4 7 15
14 3.9 5 1.4
0 0.0 5 3.1
72 4.7 17 1.1

IR, IR L DT & & BICIE T LT W 3.
BRIFFROFEM S RN, TFEZE (F4) #5430
ELTHBY, IFHHEOITE L LIZRBOY 2
IHLERT .

BEVEMRT e B AR & BT 1213, TF45
AEFFEEBD & FF AR DEEHETE stage THER T HECH
5. JORUTOEETIFENRIEL, LodR
Mt stage BEEOPITIRALICHEL RS ¢,
AL, 305 L L THMEL stage ASEST L Ty 3 4
TRITEZE, FE~OMEE ) 2 2 piE,

BERE vol. 29 no.5, 2003
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C R f— B ORR
C BUSTHERFR

1
i

[_,,_,_,.,

Key words N Cg!}ﬂ—'&! E%ﬁi@’ H‘F#&ﬂfjt! ﬂggﬁs

—E RB

BEMSMR &£ L R0 CRBHFESER
BT A2 LiREHbOTERTHS, FEET
PIDRN R — i, BRI LTH 5 5058
EE TIETIRED M, SOERiEhsAa
AT HECASETL T, TFERICERT 5 L
EM T~8% DML TIHE 2 FF T 5. BAR
BCOFEMOLEITE ST 2 ik, FEDY
A7 EFRTAIENE LT, TR X 284
1t stage QITEHBEFRATH 228, IFEHRETD
FTELMPREEIVEIa S — 4 EEEAED
B CRHIlT % & & TEIEL stage DT losal 58
Tha, CEEHFEOBRERIFRETD
D, IFN iz x 2 CENFREHROoRROBER
e oimiitd 2,

[FCHIZ

hAEIE, 10T AP 20085 A0
HCV(ICEIFFE YA V) F vV 7T HEET
BErMESIN TS, —F, bIXEOERF
FPECEBE 3R 2 TFALEL, FEEEsE
U EYBECHOBE CIRE=A, L%
TIREUAIIMEL TW3, £z, Z0OFE
FETHEOHSEINHCV ik L,

B APERSEN = ¥ — R vy —
{T 856-8562 RIFFIRAFH AR 2-1001-1)

0911-601X/03/JCLS

Erk ik Rs ety 2003 Vol.18 No.12
ORAFAF4 ALEYF—

DOBEAEE

JAV - BTN

AvZ7r—LFavEyrt

HCV B8 i3 IERic i LT 1,000 f5
LULDHEOV A7 %2B 352 L bEishE
hoTnb,

DL RBREEE 2T, BEEHEER
FratiioBmEskoiRs T, EE
LT A VAR, FHEREiTI %
FEL, FRRI4ELH» S 5 EM, 408N
LTOERB—&EK—FE CUFLAKEL®
I3 EWSEHERZNASY — LT S8,
i CRFFR LM Eh2 APz 22
EMTFHEEND,

F0O—HT, CERFREZETEERZZL
{, ERZ T CIIRTOMETE, BEEIY
EBTEhwIk, $BREMSEBCERT
ZETI20ENLSNERETEIERY,
COEBEREOBRDMEET 5. CRFE
DR, BEEHEIG, NRELEEFZ DD X

T, CRFXRDODEHAZRARHRET DI EHE

DO TERETHS, FETE, CRFROH

MRBEIZDWT, 85I ARGIOKEEIRT
L7228 o 60 e Sz 5V TS T 2.,

ERkii{bEME Vol 18 No.12 2003
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¥ BRMBMATA, CRSHITRORBTHE

HBV HCV
xR 198 186
R 7.7years 8.6 years
it 53(30%)  69(37%) NS
Rt R 17(9 %) 34(18 %) p<0.01
N ZR RS ire 72(36 %) 4(2%)  p<0.0001
HBsAg(~—)ve 10(5 %) —
HCV-RNA(—)ve — (0 %)

(1968~94, EITfBRRIIERL > & —)

I. BENSHRTR & C BUSMATRD
E %ﬁi@mﬁb AY LRI R R

UBeD B RSN 2, C XG4 Mg
DEREBORMTFEEHBEBRIT L b o
RTH5, ebilHBME B BRI 4 198 %
MNRELUEBRFITORNTIE, Yy 7.748
P OEREL T 198 Blch, FFEEZSHERE W12 59 )
(30%), HHEEREBNE 17 41(9%), EEREMIE
WP X 72 #1(36%), HBs 5 14 4 4 10 41
(BR)ThHotz, B, BAIBHITEOER
HREE R, 1ERB ESE T2 ALTED
B, RN e R, FFHEA
OILERD 3IFHOBEZ ST LT HE S
Tole.

—7, CEEMEHAOERTEIIFEY 8.6
ERDBRE T 186 Flch, FFELE LRI 69
BUI(37%), ATEERMIZ 34 #(18%), IR
R F L 4 51(2%), Ittt HCV-RNA @
BHAHEKBIR IS & o hiedo e,

B BG40 BREE% C RIS
LTS e, HFETHERIIBY, CH
ELRIZAY, FEERRECETRBR
D2fETH D, UL, BEEMEFELEC
BT AOBRARATL L bR DM

ERHILINEL Vol 18 No.12 2003

X, ERRAVIEIEED C RIBMIFA TIRIE &
AEBLNZLOIZIL, BEBHFA TR
Db s TEOONLEETH S,

bbb, CEEHATS I ERERT2
37z, FRIWNCITITREZS, R4
LRI » oS H T AERBTHL L0
X3,

v

QLT -

HCV By RMSE T2 L L bz, 18
YRR 2 SRR DHETT UNFFEZ, g~ L5
SECEBIEFIHINEINT 2 s o
Twa, M1 /20 E0FEHTC IS
RS HEEAEE UG U %54,

FEFIX HCV genotype 2a B 42 55D 5
HTHH. 1975 FEHRRT 1990 SEI 1 > 5 —
7 xzu y(IFN)YE LT, 1993 £ 5848,
WZED20FEBICH2 1995 F T L
7o, EBROALT OS24 % & 1990 48
BE—7 CHR, WL T, TR,
O 20 FRIC 10 BT L 72 MO o #
B % stage (FFEHEAL stage) & activity (%4
OIREE) 3 TRT,

7 stage DR BVEFEREEF1, 1L
BIFERBF10%: 2 CHERET 2 3 1985 4=
P 5198 E LT TF1 6 F2, FAF
BZO W BB #ET L, SRS E8 I
FE¥EL 72, —F, activity O H#iEfS i3, ALT
DR L HEIL 25 5 stage OB LI &7
LI CRiRRIC B R UNTE R R i S
L.

CRGHENAERAORMNYEARBRT
W, E1DEFD X S 305K, 40EEKRo
IR ROV ORI I ALT fi0oZ Sz
b o FHERHAL stage DT A SR
RV, 50 B R B X 2o BRI & BT BRI
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ALT(1U/mi)
300{  428%, BH
2001
h
100
- ﬂjz?;iiﬂio 1975 1980 1985 1990 1995 activity
o—o F4{ o Agere
F3 A2
F2{
r2 Al
FO- A0

1 CEHSMATRA SHTHEE, B~ CERLIZ1H

ooCcee

os

A3 | ° go8 o g8 17/52(8.3y)
[olel ] Q0COe ooe 3.9%
ooe QC00e oCe il
83000e 8680000 Ow 28  13/89(8.3y)
A2 | gococs 82000008 38 Sae 1.8% .
000660 GESO00Ge 60 oce == e JFHERE
o FEMER
g550 2, PR
Al | £33 8288 : 0.9%
[e]aTsle] ] o000 Q
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Summary
Natural History of Chronic Hepatitis C
Hiroshi Yatsuhashi*
The comparison hetween chronic hepatitis B and C
indicated that chronic hepatitis C had few cured cases

without treatment. The course of a typical case of
HCC development is described below. In younger

patients{under 50 years old), this disease does not
progress. In older patients{over than 50 years old),
chronic hepatitis C frequently developed to liver cir-
rhosis and finally to hepatocellular carcinoma (HCC).
Predictions for HCC development are made from the
degree of liver fibrosis obtained from liver biopsy. We
developed a methodology for estimation of liver fi-
brosis by not using liver biopsy but the findings on the
number of platelets and Type IV collagen titered in
serum. The final stage of chrenic hepatitis C is HCC
development and one purpose of the treatment for
hepatitis C is prevention of HCC development.

Key words : hepatitis C, natural course, liver fibrosis,
liver cancer, informed consent

* National Nagasaki Medical Center, Clinical Research
Center, 2-1001-1 Kubara, Omura City, Nagasaki 856 -
8562, Japan
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Interleukin-10 promoter polymorphisms and
liver fibrosis progression in patients with
chronic hepatitis C in Japan

To the Editor:

Long-term morbidity and mortality in patients with
chronic hepatitis C differ with race [1]. The development of
hepatocellular carcinoma is more frequently observed in
Japanese patients than in Western patients [1], and the same
trend is observed for liver-related death. The reasons for this
have not been cleared. We hypothesized that polymorph-
isms in the interleukin (IL)-10 gene promoter in Japanese
patients may be a host factor contributing to the persistence
of viremia and causing the unique time course of liver
fibrosis that is strongly associated with the mortality of the
hepatitis C virus (HCV) infection. We examined the
inheritance of three biallelic polymorphisms in the 1L-10
gene promoter, at positions — 1082, — 819, and ~ 592 from
the transcription start site, which produce three different
haplotypes: GCC, ACC, and ATA.

Fifty-two Japanese healthy subjects (31 men and 21
women, aged 21-61 years [mean = SD, 31 * 7]} and 114
posttransfusion hepatitis C patients who had been infected
for more than 30 years were analyzed. All the liver tissue
specimens were obtained by needle biopsies. Samples were
evaluated as described by Desmet et al. [2]. Stages FO or B,
F2 or F3 and F4 were defined as ‘slow or no-progression’
(34 patients), ‘intermediate progression’ (33 patients} and
‘rapid progression’ (47 patients),-respectively. In the three
groups, there were no significant differences in the
following eight factors: sex, age at infection, virus genomic
type, HCV-RNA titer, excessive alcohol consumption,
interferon treatment, duration from infection to entry, and
age at entry. We compared haplotype frequency in the group
using the x* test with Yates’ correction. Multiple logistic

regression analysis was used to reveal any independent
factor that contributed to the fibrotic stage. The Ethics
Committees of the Nagasaki University Hospital and the
National Nagasaki Medical Center approved the study
protocol, and informed consent was obtained from each
individual.

The distribution of haplotypes in patients with post-
transfusion chronic hepatitis C and in control patients did
not differ. Interestingly, the slow-progression group had the
putative high I1.-10 producing GCC haplotype to more often
than the intermediate and rapid progression groups
(P < 0.01). Individuals with the GCC haplotype were
more likely to have Iess hepatic fibrosis, compared with
individuals with the ATA or ACC haplotypes. This
relationship remained significant (P =0.01, OR =0.1,
95% CI 0.01-0.9) after adjustment for potential confoung-
ing factors (Table 1).

As liver fibrosis may progress with time, it is difficult to
estimate the potential degree of progression of a given
patients [1,3]. In our study, however, the interval between
HCV infection and the time at which liver tissue specimens
were obtained was more than 30 years. It is unlikely that
patients in the slow-progression stage in our study will
progress to a severe fibrosis stage because rapid progression
usvally takes less than 20 years from infection to cirrhosis
(1,31

The IL-10 haplotype has a role in determining disease
severity, but does not seem to be important in susceptibility
[4]. We show that the distribution of haplotypes of the IL-10
promoter is very different in different races. The GCC
haplotype is more frequent in Western populations than in
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Table 1
IL-10 promoter haplotypes in chronlc hepatitis C and healthy subjects
Haplotype . Healthy subjects Japanese chronic HCV patients
(= 1082/—- 819/~ 592) {controls)
Spanish White Caucasoid Jupanese Non-progressive FO/1 Intermediate F2/3  Progressive F4
(2n=710) (Q2n=1482) (2n=238) @a=104 {2n =68) {2n = 66) Qn=%4)
ATA .25 0.22 021 0.67 0.6 0.68
‘ n=72 n=46 n=40 n=>064
ACC 033 029 0.28 0.4 (.35 03
n=28 n=16 n=23 n =29
GCC . 042 049 0.51 0.09 0.05 .01
n==6 n=3 =1

Note: Data on the Spanish control subjects are from Jose et al., Liver 2002;22:245-251. Data on the white control subjects are reprinted with from Sam Lim
et al., Lancet 1998;352:113. Data on the Caucasoid control subjects are from Hajeer et al., Scand J Rheumatol 1998;27:142-145.

the Japanese population (Table 1) and, therefore, the
association between disease severity and haplotype may
differ with race.

Our results lead o the conclusion that, in chronic
hepatitis C, the putative high IL-10 production haplotype
GCC is more likely to be associated with inhibition of the
progression of liver fibrosis, In fact, endogenous IL-10 has
been shown to reduce the intrahepatic inflammatory
response and to limit hepatotoxicity in several models of
liver injury. Moreover, recombinant IL-10 has been
‘reported to decrease hepatic inflammation and reduce liver
fibrosis in patients with chronic hepatitis C {5]. Our findings
suggest that IL-10 promoter polymorphisms have an
important role-in chronic inflammation and fibrogenesis in
this disease. Because the frequency of the high IL-10
producing GCC haplotype in the Japanese population is less
than in Western populations, this may be one of the reasons
why Japanese chronic hepatitis C patients have a worse
prognosis than Western patients do. However, the mechan-
isms of genetic action are complex. Further studies are
needed to address the effects of these polymorphistms on IL-
10 expression and to confirm these observations in Western
populations.
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Cutae morphea associated with chronic hepatitis C

To the Editor:

Chronic hepatitis C (FICV) infection has been associated
with numerons dermatotogic conditions including lichen
planus [1], porphyria cutanea tarda 2], cutaneous necro-
tizing vasculitis [3], erythema nodosum and multiform [4],
urticaria [5] and, more recently systemic sclerosis {6]. To
our knowledge, there has been no previous report of cutae
morphea (localized scleroderma) among patients with HCV.

In this communication, we report two patients with
HCV-RNA-positive HCV infection and cutae morphea.
Case # 1 (WB): A 51-year-old African American (AA)
male was referred to our service for further evalvation and
management of his long-term HCV seropositivity. Two
years earlier he poticed skin pigmentation and ‘tightness’ as
well as articular and bone pains in all four extremities that
got progressively worse. He was seen by a theumatologist
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BACKGROUND. Des-y-carboxy prothrombin (DCP) has been reported to be an
important prognostic factor in patients with hepatocellular carcinoma (HCC).
Recently, a monoclonal antibody, 19B7, which recognizes the Gla domain of DCP,
has been identified. The 19B7 antibody recognizes an epitope different from that
recognized by MU-3, which is another antibody against DCP. In this study. the
authors investigated the measurement of DCP using the antibodies MU-3 and
1987, respectively, as a prognostic factor for patients with HCC who had solitary,
small tumors and or Child Stage A HCC.

METHODS. One hundred four patients with HCC who had solitary, small tumors or
Child Stage A tumors were enrolled in the study between 1991 and 2001. All
patients were treated and were followed for a mean of 3.2 years. The authors
analyzed the correlation between the DCP Index (DCP measured by MU-3 and
DCP mieasured by 19B7) and patient prognosis. The patients were classified into 3
groups based on their DCP Index: 1) DCP negative (DCP < 40 milli arbitrary unit
(ImAU]/mL); 2) low DCP Index {DCP = 40 mAU/mL; MU-3:19B7 ratio, < 3.0; and
3) high DCP Index {DCP = 40 mAU/mL; MU-3:19B7 ratio, = 3.0).

RESULTS. The survival rate for patients in the high DCP Index group was lower
compared with the survival rate for patients in the DCP-negative group and was
significantly lower compared with the survival rate for patients in the low DCP
Index group. In a univariate Cox proportional hazards model, the positive factors
were high DCP Index and low DCP Index. Among the positive predictive factors
that were analyzed using a multivariate Cox proportional hazards model were age
{hazard ratio, 3.27; P = 0.006), low DCP Index (hazard ratio, 2.87; P = 0.012), and
high DCP Index (hazard ratio, 12.3; P < 0.0001).

CONCLUSIONS. The prognosis of patients who had a high DCP Index score was
poorer compared with patients who had a low DCP Index score and patients who
were classified as DCP negative. The authors concluded that the DCP Index is a
prognaostic indicator for patients with HCC. Cancer 2003;98:2671-7.

© 2003 American Cancer Society.

KEYWORDS: hepatocellular carcinoma, des-vy-carboxy prothrombin, prognosis, in-
dex.

D es-y-carboxy prothrombin (DCP)} is useful as a marker of hepa-
tocellular carcinoma (HCC). However, because of its low sensi-
tivity, DCP is not suitable for the initial detection of small HCC
tumors.'? Recently, a sensitive method for serum DCP determination
has been developed and reportedly is positive in 30-40% of patients
with small and solitary HCC.** Furthermore, it has been reported that
a positive DCP determination at the time of diagnosis of HCC indi-
cates a poor prognosis.” Hence, measurement of DCP has been sug-
gested not only for the diagnosis of HCC but also as a prognostic
indicator after treatment.®’
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A new monoclonal antibody (1987} against DCP
preduced from a human HCC cell line (PLC/PRF/5),
has been used in the development of an enzyme im-
munoassay (EIA).® The 19B7 kit for detection of DCP
due to vitamin K deficiency is superior to the MU-3
kit.*1° It is reported that 19B7 can be used as a tumor
marker and can distinguish the DCP subtype pro-
duced in HCC from that produced in various other
diseases. Nakao et al. reported that the elevation of the
DCP level measured by 19B7 is higher compared with
the level measured by MU-3 in pancreatobiliary ma-
lignancies and that the 19B7-related DCP level is sig-
nificantly high in alcoholic liver disease.!! The ratio of
DCP determined by MU-3:19B7 (henceforth referred
to as the MU-3:19B7 ratio or the DCP Index) has been
measured in patients with liver disease, chronic hep-
atitis, cirrhosis, and HCC. The ratio was about 1.0-1.5
in patients with chronic hepatitis and cirrhosis and
> 2.0 in patients with HCC.'? However, to the best of
our knowledge, the relation between this ratio and the
prognosis of patients with HCC is not known. In the
current study, we analyzed the correlation between
the ratio of plasma DCP concentrations and prognosis
in patients with small and solitary HCC.

MATERIALS AND METHODS

Patients and Diagnosis

Between June 1991 and March 2001, 539 patients with
HCC were admitted to the Liver Center at National
Nagasaki Medical Center (Nagasaki, Japan) for tumor
therapy. The current cohort study included the follow-
ing criteria for enrollment: 1) a solitary HCC lesion
measuring = 3 cm in greatest dimension; 2} no evi-
dence of extrahepatic or intrahepatic metastasis; 3)
Child-Pugh risk grouping, Child Stage A HCC, ranked
according to the criteria of Pugh et al.;'® and 4) col-
lection of serial serum samples (Fig. 1). Written in-
formed consent was obtained from all patients, and an
institutional review board approved the study.

The diagnosis of HCC was made by a combination
of ultrasonography, computed tomography, magnetic
resonance imaging, and digital subtraction angiogra-
phy (DSA). Most patients underwent percutaneous
fine-needle aspiration liver biopsy under ultrasonog-
raphy guidance to confirm the diagnosis.

The degree of tumor differentiation was deter-
mined histologically according to a modified Ed-
mondson and Steiner classification. On the basis of
nuclear overcrowding, increased cytoplasmic baso-
philia, and microacinar formation, tumors were de-
fined as well differentiated, moderately differentiated
(Grade 3), or poorly differentiated {Grade 4).

|539 patients with llCCI

—+(353 patients: multiple or > SEI

| 186 patients: solitary and < 3 cm|

10 patients: serial serum samples
not collected

—

-—'l 1 patient: treated in another hospitaﬂ

|175 patients: solitary and < 3 ch

--L61 patients: Child B, Cl

| 104 patients: solitary,<3 ¢m, Child A '

FIGURE 1. Summary of the enrcliment of the study population. HEC:
hepatocellular carcinoma.

Treatment and Follow-Up

The following treatment criteria were used in the
study: 1) Percutaneous ethanol injection therapy
(PEIT) was performed to allow ultrasonography detec-
tion of a solitary HCC lesion. 2) Transcatheter arterial
embolization (TAE) was performed for a lesion that
could not be detected by ultrasonography to allow
detection by DSA. 3) An operation was performed for
a lesion that could not be treated using PEIT or TAE.

After initial treatment, the condition of each pa-
tient was followed carefully. Serum a-fetoprotein
{AFP) and DCP concentrations were measured
monthly. Ultrasonography and computer tomography
were performed every 3 months until 6 months post-
treatment and every 6 months thereafter until 30
months posttreatment. Recurrences of HCC were con-
firmed by tumor enlargement or by the appearances
of new lesions on imaging studies. When a recurrence
was suspected, an angiography or a percutaneous
fine-needle aspiration liver biopsy was performed un-
der ultrasonography guidance. Subsequent treatments
for recurrent HCC were selected according to the
number of tumors and liver function. The therapy for
patients with recurrent tumors included the following:
1) PEIT usually was selected for patients with recur-
rent HCC tumors that measured = 3 cm with = 3
nodules. 2) TAE or transcatheter arterial chemoembo-
lization was selected for patients with single nodules
measuring > 3 c¢m or with multiple nodules that pro-
duced unequivocal tumor stains.

The closing date of the current study was March
2002 or the time of a patien’s death. The possible
causes of death were defined as follows: 1) liver-re-
lated disease (tumor progression, liver failure, or
bleeding from esophageal-gastric varices) and 2) oth-
ers (all other disease). If a patient had not been mon-
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