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Abstract

We estimated 191 patients with chronic hepatitis C (C-CH) to receive standard-doze
interferon alfa-2b (Intron A® , Schering-Plough, Japan ; 600 million units (6 M) or 1,000 million
units (10 M) per day) and ribavirin (Rebetol® , Schering-Plough, Japan ; 600~800 mg per day)
for 24 weeks. All patients were assessed for efficacy, tolerance and safety at the end of weeks
1, 2, 4, and every 4 weeks during treatment and were followed up until 24 weeks after the end
of treatment. The primary endpoint was sustained virological response (SVR | defined as an
undetectable HCV RNA level in serum) after 48 weeks. Discontinuation of therapy for adverse
events was 13.6% (26/191) for 24 weeks although mild to moderate adverse events were seen
in 48 patients. The rate of SVR was 31.4% (60/191) in all patients. However, there was no
significant difference for the rate of SVR between the groups administered with 6 M and 10 M
of interferon. The rate of SVR in C-CH patients with serogroup 2 was significantly higher
compared to the CH patients with serogroup 1. In logistic regression analysis two independent
factors were significantly associated with the rate of SVR ; serogroup 2 and viral load (<500
KIU/mL). In conclusion, these results suggest that the combination therapy with Intron A®

and ribavirin may be safety and tolerance in patients with C-CH.
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B BIFHESRDORRE
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U &®IKO

ZLOEFHEZBETE, BEFEIANVA
(HBV) MENBEFEERE L, ZIPBTEL
b2 BHOBRBE-EY, —HOEMIIHRED
ETH L BROZRBELEE—F, P DEH
TIREFHCHEE - FRE~OER 2RI,
ZZ T, UKRTEERL - B HBHRFL -
TR O A7 R, HBV + 75 4 7 L &M
LOME, C BB E OB TAL B RFE R
B EIco X, ¥kTH B HFESROERIC
DOWNTIHRREG.,

BARABICEHITS B RIgEF% - FEENSO
REEO

1. BERFAHISOREE
1) BEEMFAMSOFEREE 1976 £
5 1998 EFTHOHWIFIZ, BEEEFERICK

* K. Tkeda (B 8) : RO PIFRFE £ >~ 7 — FEA (B105-
8470 WE#EX R /1 2-2-2).

DEEEZHT L7z B BB EICOWT, 818 Bl
OWTHRE L7 £FIic B\ THHImE T HBs U
BB - £ 1A HCV iR HE S TS

h, DUWECHFRRENEHL TRV LI
FENTVESY, Z0DIH b, ThITOEABRE
HEICAF 94 F - interferon - KBR7 O /&
HEFoLFEHLTVR2W 297 BlIZoWT, B
FEROEMZTo 7. BEPMOPRIEIR 8.6 F
(% : 0.1 F~24 ) ThHo7:. BEROFHHER
Kaplan-Meier #, EMEMOATEREL log-
rank test ZfEH L 7-.

B RIB T 2 297 #lA & D R FFAAAE BB
(L, 54 2.9%, 10 % 72%, 15 4 9.9%, 20
#£203% Thot:. ThEFRUGTEICL 8%
FRETENCRELR2RFTTH L (Fig. 1, 5%
RHEEIL F1(208 #1), F2(66 #1), F3(23 ) T%
NEN 05%, 3.8%, 14.0%, 10 FBBRIIEN
Fh 3.0%, 16.0%, 14.0%, 15 FREHEFIT 4.2%,
20.7%, 21.8%, 20 FERMEIL 14.9%, 33.9%,
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Fig. 1. FF&BMEIICHTc B RBEFAH 5 ORMFBRMER

218% Tho7:. IBEICIERBROEEEHND
BHHNT(p= 0.0061) %%, CEBHEFROZINEL
BRERLZY, FEHOETICHALTLTLLREE
BHELEBEVS T Lidhholzl.

2) BEBHRAHLSORBLESITIE
IR B RUBMTF & 297 Bl oW T, FRdRR
BRELETEDODHIERZ Cox PINF—FET
NVTHRE L., SERBINEIT) &, © FR&H
(p= 0.0042), @ ZEKIBEE (p= 0.027) D 2 EEDH*
BYERELTHIFON, HEKE(p<0.05) 1213
EL2WD, ThiCQBERRSER ¢ UEE
H#(p= 0.078) k72, Tbb, F1mMIIdL
F2/F3 i CIIEHNY — FHEIT414ETHY,
B AR T TICSRERE BERER A 500
kg U)o BEIL, ThUNOEFICHL, 297
DONF— FRERL. T2 e HURBERIL, B
HHICH LT 242 ORBNF—- FHEHERLZ. K
EEILER - HHNEREFETH S, BEES
Froeh o ORMICH L TIE, FRBHADIEAIICY
ANADRESEE LTSI LSRR ENS,

2. FFEEHL S ORBE

1) BEFEEHISOFSREEE 1974 £H»
51999 EF TOH W, BESFERTIH
Eh7: BRIFFEE 245 BlicoWwT, FEEER
% prospective (ZBET L 72, B RO & Btk
2, 2B THmE T HBs LR - B 1
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#A HCV HikREHE I hTEhH, DHERIC
HHREIFEHL TRV BRI T
5. BRBATOHERBRORFLZOT, 3
TOEFT, ChEFTOZRBBEHMICA TS
K - interferon - K7 Fu /2 F - EHL
T\, BEHMOPRMEIT 6.9 4 (8 : 0.1
FE~24F)ThHoT:.

BEFEL 245 A0S0 RBFHRBRESE
1, 54 19.7%, 10 4E 29.8%, 15 4E 36.3%, 20
E 42.1% ThHolz. TREHRUFEINCAE

| BHEAPOORBEEHET Sk (Fig. 2), BHF

ZEVBESHPIIREBRENFBENZ LR S. BT
(& F2/F3 2 —2DRBERBBITRL TH S5, I
BETIE, COVWThIDLHALPIIHEVEEE
HgER LD,

2) BERFEEISORBELTSTIER:
G B MIFEE 245 Flico W T, MR R
REPEDLERZ Cox HANY - FEF VTR
B L7 (Tablel). SERBNEZITHI L, OF#
(p= 0.0001), @ H3(p= 0.029), @ M/MRE
(p= 0.0079), @e HE(p= 0.019), D 4 EH*
BYERE LTHIFoN, HEKE($<0.05)I2iF
ELZWA, ZhiZ ®ICG 15 7E (p= 0.052) A
mw, Thbh, 45 RULEOFEEEMTIZZ
NKRFBOEBID 433 ETH Y, BETIIZH I
LREBNF— FA 463 ETHo7z. S HITM/MR
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Tablel. B RFEZEAISORBEREXRERO I HMIUER
FEESWEOEFRGREERE L Cox RAANY— FEFVERT.

F HAFIJU— J\H— K (95% (S8R pfE
o |eies e
= dime sesciringzy 0%
- ;;182?22 _____________ T R
e R
catson ; ;:gzz 1.94(0.99*—3.80) 0.052
ML B BIFFEE 245 #1.

A2 10 F/mm3ERFE oML, ThUEoIZKkL
244 EDORBNTF— FERL, e UERERIIE
HHRD 219 EONYF— FRERL 7.

BBREXIAINVAYT Y17 EFBEREO

B EFHEED»S DEMEFZ retrospective
cohort & L THREf L7z, xt5i3 1978 4 5 2004
EFTOHVECEEEFERTEHL/ B E
FREERAO S B, &BHIC interferon &5 « #
B7+ursBREs 2 ToERERAL, MM
MECHBY ¥/ ¥4 7RBEL-226 Fl& L
7z. ¥ %4 7ORFRIIE, CH 187 41, B & 16

Fl, AR 3FT, o 20 FlIAESEET /2 I3H
ERETHhol. /754 7C, B, ABDPLD
REREFRIZ, 5 ESTLEN 23.0%, 12.5%,
0%, 10 4E2% 34.2%, 27.1%, 0%, 15 4% 42.3%,
271%, 0% TH Y, ¥/ 594 7 CHIrLORME
KAEVERICH - 7228, MOBROEANRI L2
{, HFEEZIRShLho7-(Fig 3).

B MFEE S S DORBE X FEKIC, HBs URY
7y 4 FRNCRRET L 72, WRIZEIRRIC, 1978 £
52004 £ TICBEFBEELZH LAERADS
%, interferon * &7 > 0 7 WH K5 H % B
L, MHMETHBs RS 754 72 RMEL:
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Table2. C RS EHBL: B RFEOER

B &(n= 263) C ®(n= 1,096) pfE**
HRIE - ) 223 :40(56:1) 781:315(25: 1) <0.001
Fhp* 54 % (29~80) 65 % (33~89) <0.001
HEUEE =500 kg 24(9.19%) 173(15.8%) <0.001
BiMmE 38(14.4%) 477(43.5%) <0.001
IR EZ (BEK - BAE) | 27(10.3%) 127 (11.6%) 0.54
ICG R15(%)* 22(4~82) 30(1~100) <0.001
AST(IU/D 38.5(12~440) 55(4~369) <0.001
EUILE> (mg/dl) 1.0(0.4~6.5) 1.1(0.2~17.6) 0.14
/)% (X 103/mm®) 121(32~530) 97(19~489) <0.001
AFP(mg/D 33(1~139,000) 33(1~137,000) 0.85
PIVKA-T (AU/D 23(<10~54,000) 22(<10~153,000) 0.90

* ol (§EEE). )

* % x2H%%E, Mann-Whitney XTE.

216 B1& L7:. HBs UEH 7 ¥ 4 7OARIZ, adw
21 #1, adr 143 B, adwr 32 1T, Mo 10 ki
»PO¥Ty4 7, TLIHERETHo2. BT
¥ 4 7 adw, adr, adwr 5 DRBEREEIL, 5 F
HENEN 20.6%, 17.6%, 34.3%, 10 7% 29.4%,
27.4%, 49.4%, 15 E 7S 29.4”/03 32.8%, 66.3%
% THY, HBs FURY 7 5 4 7 adwr 7 5 DR
RAE » o 7= (log-rank test, p= 0.0047).

CRFEELBLL B RFEOHR (Table2)0

1978 £ 5 2004 £ F TICBZH I/ B BHF
# 263 51, C BIFFAE 1,006 Flic2WT, ZOBH
HOFERRFLHEBEL:. EMZIOHMBOER
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ERTH 555, YBERBERICT TICHEE -
BEBORESART, FBICT L THERELY
727, To2REMTA kb oc—HOBEE
RGBS L7z, | :
B B - C MFRERADOZHROFEROPR
i3, Th¥h 54 & (R 29 E~80 &), 65
B(33~89®) T, BEFETII 11 REFETHo
7o R oOWTAL L, BRTOBLHIZ 223 :
40(56:1), CETI3 781:31525:1) T, BH
TRBHLERENE - 2. BEKER A 500 kg %8
2 B KEFRIL, BERTIZ246109.1%) ThHo7-DiZ
L, CEBTIZ173 #(158%) L RETH o775,
ERODEVIZLIZHEELIMRLTVEHDEER
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Sh7:. WImMOBEAEREIZ B & T 38 #(14.4%),
C BT 477 1 (435%) T, BEIZAEIEET
Hot:. Bk REZE)FEREVFBEEL S

LTwaiERIZ, BRT27#1(103%), CETIZ

127 #1 (11.6%) T, 1ZIZRAETH o 7.

MEECENREFRROLB TIX, BETORN
EERCHIVEENEmMIDY, ICG 15 FE,
MABREEEZERICRFTH o7z, B~ —
#—Tdh b AFP B XU PIVKA- T i, WTFhoORF
HMEBETL T AKTHo 7.

Rz OFBOREQ

FENERORABEDEREZEE, BEFET
th R {f 24 mm ($EF 5~250 mm), C BFFHE T 22
mm (6~250 mm) T, HEIEMEEZR 2w (p=
0.13) b D, B B THEEEAH 2mm K& { B &
ha@EmbdA LN, ORBIFESEREZD S
NBEREIZOWTIE, BE T3 263 FF 109 #1
(41.4%), C BTt 1,096 B 647 $1(41.0%) T,
Ei3dol. BRLED LN MREERNZ,
B & Tt 11 #1(4.8%), C BTt 44 #1(4.0%) T,
Zixed o7, TNM 5EIZDOWTI}, BETI
T1 71 #1(27.0%), T2 116 #1(44.1%), T3 66
#1(25.1%), T4 10 #1(3.8%), CEITIZ T1 362
B (33.0%), T2 437 H1(39.9%), T3 273 #1
(24.9%), T4 2481(22%)T, BETTI X7 —

VOFBORLENRLREVE W BERTHo
(p= 0.13).

FEZEROERE & £ ORFNHES (Fig. 4O

B &, CHFHEOZWRORKEEEOK
xx%, RENGEBTHER L. BRFERR
REEEIE, 1984 £ TOHE—BWIIHRD L,
1989 £ TOE_HTIREE 3cm LT TR &
NBFEISERICHML, & 70~80% DHEH
HEOBEETBHEIN TS, LiL, BEE2
cm LT TRESNDHER, 1994 £ TOE=
#, 1999 FF TOENEB T THE L TV 57,
2004 FETOHERBMICRRLRBRLILTEY, &
B, 2ecm LT TRAE SN AFHEOHLEIL 50% 2
Wizo T,

BREFHENEE 2cm LT TRESHICVWE
HN—2i%, BEEBHARERIIALOND, EFL
D, WORBE[AY Y aT—= 5=V ThHA.
Zhid, F3UEICERL: BREBSEFEBICIE
B, CEAMOEES~20mm DAE Xhok
HEMEROYAT, Ta—HKE-X#H - CT - m¥%F
BEETVWThOEZZH THALNIMRATH
5. Av a7 —=sB0Y 4 X6, EE2cm
UTORBRERRICEFFEICEEL R 2ERFER
EhoTwa., BEFETIX, FEEIIWALER

WEWERFRRPEEF» ORZAFEFRER SN
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WiEEENE D, BEAHEPABTHEIERD—DIC
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BEFARROFETIE, BEREBEOHEHVAA
RRRAR+FRIEIIME, BEOAY Y 27—
8% = Y OEEDEE 2cm BT O/NRFHER
ROBEIIHFSLTWwARbDLEZ LIS, BE
FEICBIT22cm MEIIKEZBRETHY, »
PRMRRDEAEERTHIIOoNT, EigS
WX 72— 72837 VTY X A0BKR
BUBELZEHBIZETHWS., —F, BREFED 2cm
MBS, FHROFMICOIASCHBBLTETY
5.

EBIZ2cm UTDJIS0 AT — Y OHFEICD
WTHEBLTASBE, BRHECETIAJISAaT7
D1EBICHELETEIFROEBVIEALATSED,
SHIIBEFEL CEHFERT, ChoFHA
T HERAITDERNEEZENEN L) HE
BREEZZLENDL—F, BEOEREEER
RICEBALRT7TVI) A2 % BRI -CRTHEL
TV LEXHLLEZ LIS,
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1) Ikeda K et al : Disease progression and hepatocellular
carcinogenesis -in patients with chronic viral hepatitis :
a prospective observation of 2215 patients. ] Hepatol-
ogy 28 : 930, 1998

2) Tkeda K et al | A multivariate analysis of risk factors for
hepatocellular carcinogenesis : a prospective observa-
tion of 795 patients with viral and alcoholic cirrhosis.
Hepatology 18 : 47, 1993
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<Editorial >

A v —7xaviEEICE ) HCVRNA BSEEL-BOFRBIZOWVWT
ME Rk

#5|A58 : Interferon

carcinoma carcinogenesis

LI

988 FEIZCRFRY A VA (HCV) B8R ENB L
EHic, 2HRNICHERER L OBEIIRAETEN,
EPERORFFEL L DS, EFINBEIZR - 25— FPHIET
ZL OHEMBLEENT:.

FIFUAV v YRS BEEBRTIZHCY
DATERICEEORBERIGREN TS & b
TO HCV OEEN 2 ERBIRIEA ORI Z , HCV

B EF IR 35 { OFHEITIBERESR HICHE

EOFEXERIIRET LY

FEFIXBREZE T HCV Hifkd L < i3 HCV-RNA BiEE
DRBIEATIHMNEREIEAFEER T2,
KBREL k- MIET, EEECHEBEFREED
RHEE % prospective IZEH L7-B|EIZIZLEA LR,
DHAETHEEZAICZET L 72 C BB 2 150019 pro-
spective RV TiX, S5ERME18%, 10 ERFER
136%., 15ERBME260% LBEINTEY, B
DEREVFE 23 ERBEIBLZLILIFREN
T3, C HIFEEER T, 7 & 0EFN BATR
TH4 OHNERESRIW—F, bFETIEIWL
ORDIF— PRSP ORBRLEFBEELTEY, F
BB RBROSREIEGE CRHFEE»L
DFERBEEZRL TV, bHFETO C BFEE
PODRBEIZERS~T% LEESNTE Y, R
BEOBHAECLIRBEROEZRFEZLN TS,

128 —-7 10 COREREAFDR

DAETIZ200 FAE VWb HCV BEEDKE R
aAF— b ry—TxuryEBEICEYERZTO
FERENGHITETHIH», DRI ORELHFERE
BN THERLINTE 2 YR TITo72 1654 HlD

FOMREFRYE > ¥ —
*Corresponding author: ikedakenji@tora.email.ne jp

sustained virological response

hepatitis C hepatocellular

.

45 —720 ERCEBHFAREORERY 4
vy¥—7zx0 REECHBEF£OSIZH (&L
T 1980 E L DS LHEL, 4 ¥ —7 0 ViR
ORBARZNRERIT LAY A v ¥ —T 0 v h#E
OERBRIZ, A V5 —7 20 VLB - BEERBT
FhEh, 5F26%, 46%. 10FE58%. 127%. 15
4£139%,239% T, A ¥ —720 VIEEBETORE
FIERITED-72(P<0000l, T2 FX}).

Av5—720 OEBHEIX, SVR (sustained
virological response : 4 ¥ ¥ —7 = 0 V& T 24 HE#
HCVRNA EtE1{t) 606 #1 (36.6%)., BR (biochemical
response : £ ¥ ¥ =7z VETHE6 B LEALT
IE#E1L) 266 5 (16.1%), NR (no response : L4}
DOxYFE) 782 % (473%) TH - 7. SVR-BR-NR
AR EIL, S5 14%, 20%, 38%, 104
19%, 36%, 96%, 15 19%, 75%, 276% THo
7:.SVR# -BRETORERIINRBEL D ARICESR
THh-o7 (P<0.0001) (Fig.1).

SVR, BR, NRBIDA ¥ ¥ —7 =0 v DEBEDIERIC
AIFFEREB) R 2 SEEBITTRE L. FER
BIIFSTHIERI, HFHRELEE (F3ToONYF—F
¥ 990, P<0001), #F(BED/NH— Fi 344, P<
0.001), GGTP(50 L Ed /¥ — Fi 268, P=0.008),
E# G0ERU EoNF— FH 256, P=0001), AFP
(20ng/ml A ED /N — K 234, P=0.003), i1/ MK
¥ (10 AR\ TONY— FH 209, P=0.01§) BT
bh, ChoDREETHIELAES, EHRHBICHT
% SVR O/ — F I 010 (P<0.001), BR TH 012
(P<0.001), NR Ti2 057 (P=046) TH-7z. SVR-
BREBRIIABEICREEET 226 L 7.

UEnk5Z 26, SVR - BR &R LIERDS
DIFBRERIZIZHLDTEV &, CHEBRFLA»LD
REERIIZRNABR LY S ALT EELOERIKE
WZE R EHHE L.



