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THE EFFICACY OF A COMBINATION THERAPY WITH
INTERFERON-ALFA 2b AND RIBAVIRIN FOR CHRONIC HEPATITIS C
—— ANALYSIS OF FACTORS ASSOCIATED WITH A SUSTAINED RESPONSE AND

THE SIGNIFICANCE OF Th1/Th2 RATIO —

Ryoichi A1zawa, Hiroshi ABE, Mika MATSUOKA,
Hirokazu NisHINO, and Yoshio A1zawA

Division of Gastroenterology and Hepatology, Department of Internal Medicine,
The Jikei University School of Medicine

Although interferon-alfa monotherapy results in a sustained virologic clearance in some
patients with chronic hepatitis C virus (HCV) infection, combination therapy with interferon-
alfa 2b and ribavirin might be more effective. However, the factors associated with a sus-
tained response in this combination therapy are unclear. Rivabirin shows immune-modulatory
effects that might participate in the clearance of HCV. The aims of this study were to assess
the efficacy of a regimen combining ribavirin and high-dose interferon for 24 weeks, to
determine factors associated with a sustained virologic response, and to examine whether the
T helper (Th) 1 cell/Th 2 cell ratio is correlated with treatment efficacy. The efficacy of
combination therapy was assessed in 64 patients with chronic HCV infection (43 with genotype
1b and 21 with genotype 2a/2b). The virologic response was defined as sustained when the
polymerase chain reaction was negative for HCV RNA 24 weeks after the end of therapy. The
rate of sustained response was 46.99% among all patients (30 of 64 patients), 23.3% (10 of 43
patients) in patients with genotype 1b, and 95.29% (20 of 21 patients) in patients with genotype
2a/2b. Univariate analysis showed that genotype 2a/2b and a polymerase chain reaction
negative for HCV RNA 4 weeks after the start of therapy were associated with a sustained
virologic response. However, the Thl/Th2 ratio was not correlated with a sustained virologic
response.

(Tokyo Jikeikai Medical Journal 2004 ; 119: 87-98)
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I &

C MR (CH-C) BERI1PETHRY RHE
KRS SNHEEFRTHY, FHE2-4% 254
WA ICHER L, FPREZC IR AR 796 W ATz
WEMTZZEBHONT VBB, Lo T,
CH-C OGBS s O TR & v D
B o K LOBEELFETDH Y, Z O/
HEXFERN YA VATH2 CEFRY A VA
(HCV) %zHR¥T 2L TH 3.

A4 v #—7xu > (interferon; IFN) & %
1%, EMFH B L CHE#EFR I CH-C ot %
bizo g ahd, HCV RNA ofsiattEitd %
v 1F alanine aminotransferase @ £55% IF & 1t A3
R S NI B, HHlEOFEL R TH
B ENHLSPICENTW S, KFTIE, 1992
Fr s 62 AR IFN EEIREZE L L TR
W o NIE L FEiS T E 7248, HCV RNA OFF
P b 30% TH Y, HERADEHZEDH
70% % 5 % % genotype 1b T it 14-18%%~ 12
WX ¥, £<W1lb THCV RNA 23100 kilo
international unit (KIU)/mlBL EDFE Y A v A
BOMEFITIRHI 5% LELLEETHS, 2Dk
S wERAEFIc L, mAREO IFN #52 X 0 EH
DG HA SN T & 7205, IFN OBEMEET
WEIFEOE LV LEAS S P 5T,

1972 ££12 Witkowski 5012 K> TE K & 1
72U NE) > (ribavirin; RBV) &, i vitro T
PoANVAEREERT ) VX7V AV R T )0
7 (ERhEELUE) T, AT I v
P g e 4 N AR IS RIRE, IR S
fE, ZvyyE, 7 v ARNHE BEEEHmE,
acquired immunodeficiency syndrome, FRZ7% £
R LES SN TWwWS, RBV IICIZHEHRTER
b, TV N—1H (T helper 1;
Thl) BEREDOIETEZIE LY A VW AERICBIG L
TWAAREEL R S LT\ 310720, RBV Bl
BETITHCV RNAERIEFEAERILL &
W2 I3 TEN & OFfR I & D IFN B &
HE L TEWity A VAFIRER T Z L8 L
T 520729 RICIE, 2001 £ 12 A5 6 HIE
O IFN+RBV ff FIfE 2 A] & — MR T6
AaINTwa2, £ &S RERIC I OHFRRE

i

1EH

DENERHAEF T E 2 IO TIRALTLHIHS
DIZI N TV,

Z O T, bbb IFN-a2b+RBV #fH
HEE ORISR 2 FHE T % & & b IHEBEIFRIC
FETHRFICOWVTRET Lz, £z, KAEIM
CD4 B Mg o Thl/T ~ v ox—24 g (T
helper 2; Th2) HL%EFEBGETE & OB 48
HTHIE L, Thl/Th2 HAIEDEFRICDOWT bR
BTl 7z,

I & & H&E

1. NRIES

200241 H25 2002 4F 11 H £ Clz, HREEE
SERIKFH PR 1C T IFN-a2b+RBV #f A
R DML & W & iz CH-CIERID S b, G
EHEDFIENE S EE R BIE L 72 77 B (E9 4
#in 2 50.6 1%, 19-69 ik, Fik: 54 B, 2tk 23 B,
1b: 514, 2a £7z1%2b: 26 f5l) ZofR & L 72,
ffFI#E:1%, genotype 1b, genotype 78 2a % 7213
2b DA 1 HCV RNA 28 100 KIU/ml PA E %
721k aE D IFN BN T H - 7ERI T, IFN
BRI OGS % i 7 3ER 2 #s & L7z,

%3, RBV IZ X 28NS % B G L2, I
g 11.5 g/dl K OREBLEG 2 S BRI L 72,

AR IR RESER R A MR B AR
S, BEFNCATISEO HINE L Ok E2FAL,
XETORERE:.

2. IFN-«2b+RBV $AE%

IFN-@2b &, FH] & LT 10 Mega Hfiz (MU)
% 2 EEH S5 %E 3 A 22 BRI AN &
S U7z, 72721, genotype 2a ® 3, 2b ® 1l
TIXEERBE L b 6 MU 2 w7z, RBV i, £
B 60 kg K DHE 1 600 mg/day, 60 kg MAE
D¥5E 1 800 mg/day % 24 HHEHRO®RE &
L7, &8, BEWFRHORR S TIFN 8L U
RBV 3@ EEE L 72,

Genotype 1b #E il T 1% IFN #8 £ 5. & 73 640
MU PL_E2»> RBV 23 20 B#E L _EFEH & 7z 4
%, genotype 2a %7213 2b T3 IFN #5808
240 MU 2L E4> RBV R 12 8B DL &S5
ENTB B REERBI & Lic, £z, Zho o
SRR UIEFID 5 5, HREKT 62 A%
@ HCV RNA ZHIE L z2 7: 5 % 5 A5 DO FF
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it e L7z, FREOBEGERERE - S kol
BlEREE & U, IBEEM 0TI R 5 RS
L7z

5B, ZOREEEOFEREOFNCHIz-> T
X, WEICL2EEERERICL VRS2 HIEUBE
U7z ER b &0 THRET L 72,

3. BF&EtR

A% B 2 B2 < 75 Bt L ¢, 1R ERLE
A AR Mz T L, FFROMEEES
X OB L OFREE 2 F R ILEE ICfEv, Zh %
L A0-A3, FO-F4 1238 7=,

4. FRARIRE

BEERTIC, RT-PCR #12 &£ Y HCV genotype
EHET S L L b, FBERICY 7Y a7
HCV £=%—ic L v m$d HCV RNA % &
BL. £, 7 7Va7HCV 7y A4 Fvy b
ZHAwTImH HCV RNA E#:, alanine amino-
transferase, asparate aminotransferase, ¥k
B, ~EZuvty, MUMEZ, BFRBGE, 5
ERLGT 45HE (week 4: W4), W8, W12, W16,
W20, EFHE TR, WK TH4HEE (post 4
week : P4W), P8W, P12W, P24W cHI%E L 7-.
& 51T, T4FIzOWT We ol RBV ¥ 275
B 7= b7 T 74 =80 EHWTHIEL
7z.

5. RAYM Thl, Th2 #ERELEROBIE

47 BNz DT, IHEFIRRETE & O W4 Ic KA1
CD4 BgEMIfEo Thl, Th2 fifgttx%, kN O
YA AL EREEROL 70— A4 P X —F —
L THIBEN G Thl 8 X O Th2 ¥4 b A v 2K
H3 2 HE X DHEEL 7z,

Thbb, REIMEZLIKE 1X10%/ml DEREIC
FHEIL, 10ng/ml OFFFE KNV RV I ) A T—
F+1ug/ml4 4+ /<=4 ¥ »+10ng/ml 7 v
TINVT 4 ¥ ARMZT3~5 KR L 7218,
HRZER 2 BIEE L, 1% /87 RV AT VT E R
THNE R EE Uz, COEEERE 7 VALV A
YAV FF T 32— MEBHUIFN-y ik, 74
ax) A AEPIA ¥ —va 4 F -4 (inter-
leukin-4; IL-4) fikB X UR 7422V R Y
YAV RYHNRF Y YT = HEHT CD4 Pk
PRWTCZERE L2, SR VEREIRIC
HilES S, 7u—Y% A4~ x—%— T CD4 G
Ja%s— b T, CD4 Bz > v TIFN-
y, IL-4 OGRS E2 A X v v ¥ 7 F A L CHIE
L7z, IFN-y B = Thl #ifg, IL-4 BEEM
faz Th2 fifg & U, 4 CD4 BB Ict§ 2k
KERD, % Thl, Th2 fatbzE & L7z,

6. TRETERMT

HEtHEHT 12 13 Mann-Whitney @ U %€, x2 1
E (D EBI T Yates DR IE % E ), F 721
logistic model % Fi\>7z univariate analysis %
ER L, FEARRE T p<0.05 ZHHFENICER L
HE LT,

ITL.  #% S

1. ERFREYESR (Tablel)
PEHRAEEOBRESEERH- LI 658D 5 5 1
Bk P2AW DIRE, ZZ Lk koticw, 201
B EER< 6461 (1b: 434, 2a 721 2b: 21 f)
IR IMEO TS RHE & LTz, BB TR
Z2 L kokplix, BEHEDaA Y7747

Table 1. Baseline characteristics of patients
Median Mean (SD) of The number of case
The number Sex (range) quantity of with previously
of cases (Male/Female) of age % ear) HCV RNA IFN therapy
ge v (KIU/ml) (Male/Female)
Cases suitable for assessment 64 46/18 51 (19-69)  509.3 (275.6) 22/5
Genotype 1b 43 33/10 54 (19-68) 537.8 (274.6) 19/2
Genotype 2a/2b 21 13/8 43 (28-69) 457.1 (269.1) 3/3
Cases dropped out 12 8/4 62.5 (36-67)  495.9 (277.1) 4/3
Genotype 1b 7 6/1 62  (45-65) 615.7 (219.4) 2/1
Genotype 2a/2b 5 2/3 63 (36-67) 327.6 (280.0) 2/2

KIU : kilo international unit
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YACERT D EEZ, TNTOMH»SER
NT B ke LTz, £z, BigEHNE, 124] (Ib: 8
B, 2a £721% 2b: 4 f5), 15.8% TH->72. ZDOW
U, FEEROHHE, BilEfES BRBEROH
B, FROMENE 1L, BERES X U251
BB X 2 BEORAEL 8B, HHIIREAZ S
BEMERERGEICZZ LR R o7 B0 1 fIT
Bodz. FHER, BEFES BRER, HED
IEOHLUHDH Y ik L7 fITlE, HFCE2E
EEGOFBEPHS L Th oz, £z, WMLEHE
Bl Lk ko eBlbBFEIC L 2H
EFERREBORELETETE WY, Ihb
R TRTCEEBERICE 2HEEFTILFIE LT
Ly QUE St

P R B1 0 IFN B8 55 1% 1b Tl 644-800
MU (median: 800 MU), 2a %7zi 2b Tl3284-
800 MU (median: 800 MU) Th - 7.

PHITRG & BiE P ORRE R & ik % &,
B E& 1% R0 S0 T s TN L WIER R R O 72 28,
BEEE o7, ZOMOTRRETTIX, BiE
Blhc 2a £7213 2b % L, IFN BB E T 54
LEHWEEED 2, WINbERCER R
IO B o Tz,

2. HCV RNA BBt (Fig. 1)

A SR 64 51tk 37 51 (57.8%), genotype
1b @ 43 fFirp 18 f5] (42.9%), 2a % 721X 2b d 21
Fld 19 5 (90.5%) #5 W4 ¢ HCV RNA k&t
12§Dz, W8 B XU W12 TOREMHIL, £

1EH

T, #h2En 504 (78.1%) & 556 (85.9%)
W L, 1b T X 301 (69.8%) & 34 ff
(79.1%), 2a % 7213 2b TIZ 20 ] (95.2%) & 21
Bl (100.0%) Th -7z, IHEETEICIE, W12 &
Tt L Twie 55 Flicinz < W16 THI &
ML 1b 1HIOEEH56 61 (87.5%) #3
HCV RNA &M Tdh - 72, ket U siE
BiZ, EFIPBEKTRE CRMtETH o,
P4W Tix HCV RNA &M:BI28 41 4] (64.1%),
P8W T 12 334 (51.6%), P12W T i% 32 f4
(50.0%) AL, & 512 P24W Tid genotype
1b @ 2 BInsgr 7z e B b L7272, HCV RNA
Rt 30 1 (46.9%) 77z, 2D 30 3
Tix, W8 % Tz HCV RNA »EMAt L 72 EfIT
HoTz.

Genotype BITIZ, 2a 7213 2b TIEER TERC
B Th o7 21 flrh 1610 A28 PAW THHA1L
L7228, ZDfthod 20 #1ix P24W F TRtk % Hift
L7z, PAW TBMEAL L 72 611%, 12W THI®D T
HCV RNA it L7 <TH-> 7. —F, 1b T
1% 35 Bt 14 B3 PAW CTEMAEL, & 512 PSW
T84, P12W T 14, P24W TE 512 2 BlHsks
AL L 72 72 9, 1b2 B 1 % P24W T @ HCV
RNA & 4 % 1% 43 %1 5 10 §] (23.3%) D & T
Hotz. ZD10HNIET T W4 T HCV RNA 28
Bt L TuizfiThotz, 5B, PI2W LIEIC
B b L7z 3 Bl Fds 1, 19 %, 20 5%, 35 CTH
D, HRWFHFETH- .

—— All cases
—4— Genotype 1b
—O— Genotype 2a/2b
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Week after treatment discontinuation

Changes of the percentage of responder during the follow-up period
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3. FREEOEENERIEOFE

TSR A 64 FCEERFIC L D ik L7z 12
Bz, IFN-a2b+RBV #fHEEOH k%
i % &, P24W To HCV RNA [&k % e
ELT-EHRR ST 39.5%, 1b 1% 20%, 2a %
721X 2b 13 76.9% TH o 7z,

4. R#EM CD4 F4#ERE Thl, Th2 Rzt

BIE U7z 47 B, FHili SR & 2> 72D i 40 f
ThHo7z. B30, i 10 FI<T, 1b X 28 f1,
2a £721% 2b 23 12 #, 50 BELAT 19 1, 50 Ll E
W21 BITH -7z, HEERTO HCV RNA &2 &
D 500 KIU/ml i & 500 KIU/ml BA_Eo 2 #ic
433 % &, 500 KIU/ml {1 23 #, 500 KIU/ml
LR 17 BITH - 72, B2, genotype Hll, F-Hn

Table 2.
treatment among each groups

BB LT A NVARB D, HERTB LWL TO
HIEFEE % Table 2 (2R3, BLHITIE W4 D
Thl/Th2 kB LM TERCEEE2 TR L (<
0.05), genotype BITix W4 T Th2 fifattz=s
a5 -2 TEHEEBEICEE Tho (p<
0.001) . F#pHlEB L O A v 2ABBIO K Tl3#E

BERDIE o T,
5. AREYRIZHEST IEF 0%
P24W O K55 & T HCV RNA 3 Refe e ¢

b o IHERIRZEBI L U, ENC TS5 T 2R/ F &,
S, HERI, A VAL, genotype, #@FED IFN
BIEE, W4 12817 % HCV RNA 0B #, W42
B 2 M4 RBV RE, H4wE#EO FRF, A
KT8 X BB, W4, W8, W12 T amino-

Th1/Th2 ratio and percentage of Thl cells and Th2 cells at pre-treatment and 4 weeks after

Pre-treatment

4 weeks of treatment

median median median median median median
All case (n=40) (range) (range) (range) (range) (range) (range)
of Thl/Th2 of Thl of Th2 of Thl/Th2 of Thl of Th2
ratio % % ratio % %
Sex
Male (2=30) 9.8 28.8 3.1 8.0 28.2 3.3
(4.8-28.5) (20.1-48.5) (1.1-5.6) (2.1-28.0) (12.7-39.2) (1.0-10.2)
Female (2=10) 16.8 34.5 2.1 14.2 31.9 2.4
(3.2-46.3) (20.5-53.6) (0.8-7.8) (5.4-33.7) (13.8-43.4) (1.0-4.3)
NS NS NS $<0.05 NS NS
Genotype
1b (n=28) 10.4 32.4 2.9 10.0 29.9 2.7
(5.6-46.3) (20.5-53.6) (0.8-5.4) (2.1-33.7) (13.8-43.4) (1.0-10.2)
2a/2b (n=12) 8.0 26.8 3.1 6.1 26.9 4.3
(3.2-26.5) (20.1-39.7) (1.5-7.8) (3.0-19.2) (12.7-42.3) (2.2-5.0)
NS NS NS NS NS »<0.001
Age
<50 years old (n=19) 9.8 28.1 3.1 10.1 28.0 2.5
(3.2-26.5) (20.1-44.7) (1.1-7.8) (3.0-28.0) (12.7-42.3) (1.0-6.5)
=50 years old (n=21) 10.4 31.9 2.7 8.3 29.8 2.8
(4.8-46.3) (20.5-53.6) (0.8-5.6) (2.1-33.7) (13.8-43.4) (1.0-10.2)
NS NS NS NS NS NS
Quantity of HCV RNA
<500 KIU/ml (2=23) 10.4 34.1 2.9 10.6 30.0 2.8
(3.2-46.3) (20.1-48.5) (0.8-7.8) (2.1-33.7) (12.7-43.4) (1.0-10.2)
=500 KIU/ml (n=17) 9.8 28.3 3.0 8.0 28.4 3.0
(4.8-28.5) (20.6-53.6) (1.2-5.6) (5.1-23.1) (15.6-39.2) (1.7-5.5)
NS NS NS NS NS NS

Th 1: T helper 1 cell
Th 2: T helper 2 cell
Thl 9% : the percentage of T helper 1 cell
Th2 9 : the percentage of T helper 2 cell

N.S: not significant

KIU : kilo international unit
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transferases WIEH TH 5 Z L D 13K F» 5
univariate analysis & CHiH L 7.

Z DFER, genotype #32a 7213 2b TH B Z
£, W4 T HCV RNA »ftbd 2 2 LD 2 KF
NENCHES T 2EELZRTTH-o7: (Table
3. 5B, FIRFORA7MENZ & (B bosE
TLTCwhEnZ ), ARTFORIT7THEN &
(RIEDIEENEMEW Z &), W12 T aminotrans-
ferases WIEH TH 5 2 & bFERNICH ST 5 1EA
RO, BETIE RN,

& 512, genotype 1b D 43 FlD HIZDOWT, |
R U7z 13 KAF» 5 genotype Z &7z 12 BFH
ZRNCBAES 2 il pEt Lic, 2 OFER, FX)
1213 W4 ol RBV A 2% 2,000 ng/ml BLF D
ERB &K OCHEREB T FRFLFE 1T O
BIRERICEZ ol (0 Zhp< 001, p<
0.05), F7-Z&lizefl, W4 T HCV RNA 23
ML TBY, BENERT 2720121F Wi TOD
HCV RNABMEBEETHS Z LRI NT:
(»<0.001) (Tabled). FExHHITix, W4 DI
RBV & & »1,419-2,739 ng/ml (median: 2,073
ng/ml) T & Y, &M% G D 1,564-6,281 ng/ml
(median: 2642ng/ml) L &L THE (<
0.05) WIIEETH -7 (Table5s),

Table 3. Factors associated with

[ES

6. R#HM CD4 fHIEfARE Thl, Th2 fARALEER &
BER £ DESE (Table 6a, 6b)

Thl, Th2 MK 2 HIE U, 2> DIGFREIR D FE
fili L1572 40 % Zshil (19 1) & IR0 (21
B) 1250 T, RERAHET B L VW4 o Thl/
Th2 kb, Thil #ffgEeR, Th2 Mgz > vtk
95 E, EFITIE W4 © Thl/Th2 b EE
W& (p<0.05), W4 o Th2 fifatb==iz AR
E»rolz (p<0.05).

L5 L, genotype 1b @ 28 D &1z D> THEEST
T3 L, (7)) IEERIE Q240 DR
WCEBERZEEZRBD PO,

Iv. =&

IFN-a2b+RBV %X, g TIFN #
MBEGEEBETCEB O THIGESIN TV
genotypelb O 7 A )V A BEFNC b BRI % R
T ZEDHI SN T 529720823 _In, JBIER)
IR O BB R B T 2 B R 7 R T
WZDOWTIE, EFEAEHLNIZIN TR,
DFFETIE, IFN-a2b+RBV 6 » BE#EEEED
R e, ZOMRICHE L RIFTHERATFIZONWT
et 5 & & bz, RBV OMUETIEIEAE L 155
hEC BER & OBEE I DT, RAYIM Thl/Th2
oz i E L7z,

CH-C Izt 27 A VAR AR, IR T

=

=

.
[

a sustained virological response

All cases (n=064) x? p value Odds-ratio 959% CI
Age 0: <50y,1: =50y | 153 0.22 0.54 0.20- 1.45
Sex 0: male, 1: female 0.10 0.76 1.19 0.40- 3.54
Quantity of HCV RNA 0: <500 KIU/ml, 1: =500 KIU/ml | 2.05 0.16 0.58 0.34- 1.19
HCV RNA genotype 0:1b,1: 2a/2b | 33.79  0.0003 66.00 7.84-555.71
Previously treated with IFN 0: (+),1: (=) 0.71 041 1.54 0.56- 4.18
HCV RNA at 4 weeks of treatment 0: (+),1: (=) | 40.08 0.0001 90.62 10.58-776.58
Concentration of ribavirin 0: <2,000ng/ml, 1: =2,000ng/ml | 027 0.61 1.40 0.39- 5.01
F factor 3.49  0.08 0.61 0.35- 1.04
A factor 3.46  0.08 0.42 0.17- 1.08
aminotransferases at pre-treatment 0: W.N.L, 1: elevated 0.04 0.85 0.87 0.20- 3.81
aminotransferases at 4 weeks of treatment 0: W.N.L, 1: elevated 227 0.14 0.47 0.17- 1.27
aminotransferases at 8 weeks of treatment 0: W.N.L, 1: elevated | 2.67 0.11 0.43 0.15- 1.20
aminotransferases at 12 weeks of treatment 3.98 0.06 0.34 0.12- 1.01

0: W.N.L, 1: elevated

KIU : kilo international unit
W.N.L: within normal limit
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Table 4. Factors associared with a sustained virological response in patients with genotype 1b
Genotype 1b (n=43) SVR (2=10) NR (2=33) x: p value
Sex
Male 9 24
Female 1 9 0.50 N.S
Quantity of HCV RNA
<500 KIU/ml 5 17
=500 KIU/ml 5 16 0.08 N.S
Previously treated with IFN
(+) 5 16
(=) 5 17 0.77 N.S
HCV RNA at 4 weeks of treatment
(+) 0 25
(=) 10 8 15.12 £<0.001
Concentration of ribavirin
<2,000 ng/ml 5 2
=2,000 ng/ml 5 31 7.89 »<0.01
F factor
<2 8 12
=2 1 21 5.86 »<0.05
A factor
<2 6 11
=2 3 22 2.02 N.S
aminotransferases at pre-treatment
W.N.L 0 4
Elevated 10 29 0.29 N.S
aminotransferases at 4 weeks of treatment
W.N.L 7 14
Elevated 3 19 1.36 N.S
aminotransferases at 8 weeks of treatment
W.N.L 8 17
Elevated 2 16 1.52 N.S
aminotransferases at 12 weeks of treatment
W.N.L 8 18
Elevated 2 15 1.15 N.S
x%: x* with Yates’s correction
SVR: sustained virological responder
NR : non responder
N.S: not significant
KIU : kilo international unit
W.N.L: within normal limit
Table 5. Comparison of age and concentration of ribavirin between SVR and NR
Genotype 1b (n=43) SVR (n=10) NR (n=33)
Median (range) of age (year) 51.5 (41-62) 54.0 (19-68) NS
Median (range) of concentration of ribavirin (ng/ml) 2,073 (1,419-2,739) 2,642 (1,564-6,281) »<0.05

SVR : sustained virological responder
NR: non responder
N.S: not significant
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Table 6a. Thl/Th2 ratio and percentage of Thl cells and Th2 cells at pre-treatment and 4 weeks of

treatment between SVR and NR

Pre-treatment

4 weeks of treatment

median median median median median median
_ (range) (range) (range) (range) (range) (range)
All cases  (2=40) (197 hy  of Thi of Th2  of Th1/Th2  of Thl of Th?
ratio % % ratio % %
SVR (n=19) 8.9 29.0 3.1 6.8 28.0 4.3
(3.2-28.5) (20.1-39.7) (1.2-7.8) (2.1-28.0) (12.7-42.3) (1.0-10.2)
NR (n=21) 10.5 34.2 2.8 10.6 30.6 2.5
(5.6-46.3) (20.5-53.6) (0.8-5.0) (6.0-33.7) (13.8-43.4) (1.0-4.9)
NS NS NS »<0.05 NS $<0.05

Th 1: T helper 1 cell
Th 2: T helper 2 cell
Thl 9% : the percentage of T helper 1 cell
Th2 % : the percentage of T helper 2 cell

SVR: sustained virological responder
NR : non responder
N.S: not significant

Table 6b. Thl/Th2 ratio and percentage of Thl cells and Th2 cells at pre-treatment and 4 weeks of

treatment between SVR and NR

Pre-treatment

4 weeks of treatment

median median median median median median
_ (range) (range) (range) (range) (range) (range)
Genotype I (n=28) ¢t 'Thi/Tha  of Thi of Th2  of Th1/Th2  of Thl of Th?
ratio % % ratio % %
SVR (n=7) 10.2 29.5 2.9 6.8 28.0 3.3
(6.8-28.5) (26.6-36.7) (1.1-5.4) (2.1-28.0) (21.9-33.9) (1.0-10.2)
NR (n=21) 10.5 34.2 2.8 10.6 30.6 2.5
(5.6-46.3) (20.5-53.6) (0.8-5.0) (6.0-33.7) (13.8-43.4) (1.0-4.9)
NS NS NS NS NS NS

24 JH £ To HCV RNA et L 7= %
e UTHET % &, EFREIL, BESROF
i &R & U7z 64 $ld 30 Bl 46.99%, genotype 1b
TIZ23.3%, 2a £721%2b Tix 95.2% ThH o7z,
%72, HRABICOWTOBE T genotypelb T
1% 209%, 2a 7213 2b Tl 76.9% &, fEkd IFN
HMEEORE 2 K& EE 2 EETH- 725,
SEl, bhbidEiat & &b genotype 1b 12
XL 6x A O G HAR FIc aTRE 2R D K& D
IFN #5 %284, IFN #5325 640 MU PAE
DIEBN DV CTIHERINR 2R L7z, fEkoik
&3239 ¢ D IFN ¥ # 5 & 482-536 MU X D 100
MU A EKREICES LT, bitbOFEZERIZ
MERD 20% HitL & T 2 A L0 HOLHEE
TlEH2bDD, HRFLIIEEDRERED M E
FEsngh o7z, Genotype 1b TlX, IBEKT
#% 8 EH AR CHEBMAL L 22 F128 14 B 5
D, 25 3FNF 12 EEMECEMEEL, 24 BEH T

W1 CTHBHA L7608 2 BB 7. ko IFN
BUREE T, R T BREINCRSEDERD
BB L 7228, 2 OfFF#RE CITEBE M bR
IEWIEFINZ W E NI Th - 72, 72,12
HEHEDEE B L2 3BlIE Wb 40 BUT
THY, FHEHITITEESROHE 2 EE TS
WEDBD B EE Z o5z, RBV o MmH R
291 Rl & s Y, MM 558 LI HK T 5 DI
K6 HEBS 2 L OWMEDRDH L L 2ERT D
L IRER T 24 HE TYIO TR b L7z 2 Bl
RBV O &EHHIC—2 L CHEM L L 7z iThEM:
b#EzZoh, RBV OV A VARIEREZ 55
ZCORBICE AT R E Bbh,

41, genotype 1b 12kt L Tl 1 R OHF I
EX 6y AMOFREERICE S A O
IFN B SRR 2B 272 &, X DRIk
bz IGREDOFRERN T 2 581D 5 L Eb
iz, EB, 1 EROPREETIX 40% MB35k
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T 5 DHEbL H 2320, —F, 6% AMOHH
T 20-259% WIS 5 2 L B2ERT D L6
H OO RS TRICHER U ISEFNTS L Ty
ANAFEZBINT 2 HEbEZ o5, EBRI
bilbIZEEKR TR SEEURICEML L 72 3
iz IFN B 5% 6 5 ATV, 2 B0
Lol L EBERELTVS, 5%, BRICEHES
TEI2RFELIVHSPIZL, FEFIT LRI
EORWIHEAM 2B E T 2RAA0ERE L Bbi
5.

—75, genotype 2a % 7213 2b 12009 B RS
DEMEIF/ERTH Y, HEDROHENR &
7o TERN 1B %2 Bn» TRBIBER & ko,
Z DWEEIE, genotype 2a F 7213 2b E#O HCV
RNA ZHEFEICHKI S ¥ 5 72912, IFN-a2b+
RBV ftRBEEIMO CERTH L Z L2 RT b
DTH5., £7: IFN 555 264 MU T, ffH
AR 3y HTHERET 2B b i e, X
DEMORAEREL IV VED IFN £S5 T
BT 2 ATREMEDS R S N7z, Genotype 2a % 7213
2b OFERENE o TR E LT, HEZENHI
W rolz 2 &, FIERERANL S EEh T
ZERENEZ SN, bbb OFERTIIE
e IFN {65 B X HRAIRICBER L vz, &
FEHPUERREFINE TN T\ 2 ERNEOER)
KICEABLI EZE I L, ZOPFRAERR
genotype 2a 7213 2b X L T EB—ERDWE
e LTRSS AN b2 &z oz, L
HLEMNS, FHRABEEICEEER S L, bhtb
NORGE b & OBERIE 15% ditkThH Y, IFN
BRFRE OB L) bR LT ERETDH S
7z, KFFRAEORITFATH 2 Bl 25E2
B MEBLCERT 2 2 e EEEbNn
7z, 2N DFER XD, genotype 2a £721% 2b D
FEFNCE L Tix, %, (EBHEO IFN 2 Hw/-E
HROHAEEDEZR I OV TN T 208X H
b EEZ NI,

SEOWE T, Z OFFFEEDIGERIIR I
B LITTHRTFE LT, genotype 2a £721x 2b T
b5k, BERLE4:EETHCV RNA 234
b9 % 2 ettt s, HAEREBTO FRTE
FCARFORATHMENZ &, EHREALE 12 8
H ¢ aminotransferases 28 IEH TH % Z & b ik

BHRCHESG T 2HEMP R I NI, £,
genotype 1b IZfR - 725 T, 1GEFG 4EE
THCV RNA®BEMETH 2 Z &, FRTFIMEME
OF, MmH RBV {5 2,000 ng/ml LUF O #i5
EINCETEIC % B T, BEFEER]
® HCV RNA S I3WEEZNE L BE L 2oz,
BEfF O & ixf ey, Mf RBV EEET
HDTNE L BEFEIENEOARESEN D 2 &
WIRE S NIz W3, S BIOMET T, genotype 1b D
FEFIENZ < w2 &, [MH RBV 3L L
b N7 7EBREPHEINI DI TIEREnwZ & %2E
BT 5E, ZOMBEMET 27:0ICIFSHIS
WRE A RET LB L E 2 sz,

CH-ClzBWwT AN X—THifa (Th) o7
v M TH5 Thl s L O Th2 s, Zh
SWELET BV A b A ViE, HCV OFffe
PIFEDOHERICEEL T3 EE 2 5h, RBV
FEhs OREREEEHi T 23N Tw
5119 F4- CH-C TlZ, Thl #ifds X Of Th2
MR OMKEELEE (Thl/Th2 k) #3 IFN sk
DO FAFEROGESIER L BB BEE L, Thl #ifg
DOFH 2 I AR FICER L T2 & D)
ENAHA SN B2 2T, bivbhix Thl B X
U* Th2 MR %2 HIE L, IR O FHIRT &
L COFRBIZ DWW THRET L7228, RO &
52D, ZFHEITldaEEE 4 8HE O Thl/Th2
HIFARWE S, 1HERLE 45388 © Th2 gt
BEBECEHME TCTho, L L, IHEHEEE xR
genotype 1b DHREFID A THETd 5 &, Thl/Th2
L, Th2 MFELEER & & ICIBHEIE & ORICIZIE S
D BRE RO o Tz, SEIOMGHER] X K
VBT HY, SHEOICHFENRFHNT L
T® Thl/Th2 (bR DWW THRETT 2 A%
BhsbEEbnl.

V. #& B

1. IFN-a2b+RBV f HEEHEIGH D 5 B
genotype 2a % 7213 2b TIRBESIELEHE TH
D, 1Z&AEDRERNIZ HCV RNA OFigiiatEit
WERD sz,

2. HERM L &N B genotype 1b Tix, IFN &
5% 640 MU DL E & U T ERIE X 23.3%
WiRE Y, kO RICbh 2SR EOWBE
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FEOREDBBLEEEZ Shie,

3. IFN-a2b+RBV ff HEEDEERIRICE
59 32KF & LTI, genotype 2a %7213 2b, W4
@ HCV RNA Bt EE TH - 7z,

4. genotype 1b T HCV RNA o Fifseka 1t
WD 5 NIFERITIE, W4 ® HCV RNA &4t
B & FT AR AT R oo F ’F 23 2 DUT OFERIH
%inoiz.

5. HCV RNA #1&, IFN-a2b+RBV A
BB B EERICIEELRI Lo T,

6. Thl/Th2 kt, Thl #MifaEL=R, Th2 ffgiLeR
X, WESR L ORRERD LT,
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