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L —Fh N saBEPiiE, &bkt g -

(a) N\ B 50 B Bt 48 HCV-AB68, I Hi £ J8 75 Kk 3 4 4t B AR ik o, £ 5 4
ECACCO00051714 [ 2% AT 4 M R 70w, B BT N5 e [ 5144 HCV-AB68 [f] Fab 8% F(ab),
FB

(b) —Fh N HR e E BTk sl & I Fab 8 F(ab), i B, HAS R D—ANERE0 AR XA — M
BEN[ARIX, AR X R IR AR T 4, BB AR X R IR A A T 4,

2. 2000 4 5 H 17 HARGRIERKM B4l MO oDy, fR78'5 A ECACC00051714 [
FATTEAMML R

3. MM EY), HESHITAEMER. BORER | fptifgy Ha k.

4. BRER 1A IPUARTEIR T AL/ B HCV G 25 4] &4 4 5 TR 3%

5. — MMM EY), HAE BT AMERNBONER 1 WPk, &bk s20—FEN
B A o e BUR RIS A, IR B ER, Pl HC REESUE, JLHC £
SEREDLR, RNA REBEFIHIF, SEMAEIF, IRES &5, MERMEHR, & XHAE

YO Z I o
6. MRARBOR KR 5 54l ), Ferp R0 w02 — Mol B G0 i 22 40 i o £
I 1o

7. SPumE RIS A RBCRER 1 PURLEIR Y HCV B 25 P4 &P il 4 5 T i
Mg, P RHlRIE A TI0E, SUHC BrcBEDiR, HTHC ZrofEDTA, RNA R GREEH]
A, EEBENER, IRES #0HGH, MEReREmEm, Spai i, kUL e RS

8. — MM 6T HCV Ny EY, HAE IR A SR IR R 1 PR, it
P55 2D — RN S ML Y R IL EDURTE RS &, ZHNE B TR, JUHC
BEPLUR, $THC Z0BEDIIR, RNA RAREDHIF, SHOMEDHEIR, IRES #6050, ffiEne
), BT, R A SR

9. RPN LR 8 I 5 WAL a4, Frp R0 w5 002 — Ml 3 40 i 22 40 i o £
JAELE I

10. AUMIEESR 1IN B Te DT ARLE )26 F T AN o HOV G IR R AL I 25 11
A
12, — M2 IR, HIMEBORER 1 Prik i) s BEdiik.
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X AER K fmE 2 EERM AR REHK

A AR i

[0001] AU WIS K — = e NPUA RIS A L &=, Tk R N DA BRI 45 & A R R
PRS0, AR B Bt g M & A A, DAL S A &

[0002] I &

[0003]  NZURFARIETE (HCV) B R — A EER . BN @R R E, SR RAH
1,700,000,000 AR ZL T e 25, i ELA S8 % 1) R0 3870 A Ji oA JHF B A R 4 e 1) o s
[Kl 2% (Cohen 1999Science 285 : 26-30).

[0004]  FMELS =H MBS THE - o kBT HCV, 453K 843 HITE 20%
H1 40 % 1 285 [B) A Ao

[0005] HCV =& Ma i es, HighE S amiLee 9.6 TH2k ERE RNA ZEH A
Ho 341 AT 1 B AR ST ARG AL XA FIX AR R IR R AL 57 Ry, HEERREA —
AR EHE, XA EAER IS KA 3,010 MAFERINZ E . CEEM M EE KRR
HH El(gp35) Fl E2(gp72) L4yl %8 th T 5 806 Fl 11 A2 N s RS, fl. =ik
PG A It S BRI OC . XHE AR B2 BRI 57 K, HAE O HVRI
F1HVR2 1A 5 42 X )4 4% B (Kato %% ., 1992Bioch.Biophys.Res.Commum. 189 :
119-127),

[0006] i I £ R SL2h 4 40 g 7 28 3k 1Y HCV E1-E2 & A AT 9T 3 B« e i A 1k
% HCV E2 H $i /& Jx . (Harada, %%, 1994].Gen.Virol.76 : 1223-1231). I 3K i #F 5%
TAEHR R « TE2K B HCV B 4s 8 35 1 I3 o A7 76 th AP 1K (Rosa et al., 1996PNAS( 3%
)93 ¢ 1759-1763 ; Zibert %5 , 1995Virology208 : 653-661 ; Zibert 25 ., 1997J.Virol.71 :
4123-4127).

[0007]  [KI 4 9 B AN ReAE AR A AR, BRI SR I 9038 T4 R B AR 23 W ok T At e = R A
X N (Houghton.Hepatitis C viruses.In Fields BN, Knipe DM, Howley PM(eds)Virology.
Lippincott-Raven, Philadelphia, 1035-1058 51 ). —F &AL HT A AER (NOB)
O3 TR B 2 B B IS ZE BT 1F HCV E2 R A 5 A T 40 g B2 A S BEI BE )7 (Rosa 25 .,
1996PNAS( 2£[H )93 : 1759-1763).

[0008]  7F Habersetzer %% ., 1998Virology 249 : 32-41 #, ik T EARAMsEM HIH] HCV
E2 5 A\ 40 M ) (R AH BAE FH N R e B A

[0009] ¢ Burioni % ., 1998Hepatology 28 : 810-814 FhIiE T %fNT HCV E2 KA
FYA Fabs, HEEWEMSMEUIMANE HCV 5 A 40 M m fAH BAEH .

[0010]  7EPCT £HHIiE WO 200005266 11 4 HF T —2ehifk, RXEHAEH 2D AHL
PR AR G5 R K B AN R E X (CDR),  IXEEHT A 7 00 HCV E2 R SRR A, FF
REVLIE EI/E2 HA 1K,

[0011]  7EPCT R HIiE WO 9740176 A TF T —FirE 4L A& NP4k Fab #1453, %7 BB
i@ HAAPUASCEMS RN HCV B2 456 . PR T8I HCV YL AR K AT
T AR —BIESE
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[o012]  [RIk, R BEOGERI PTAE A2 e E A B2 SR A I N B e BE PR (Mabs), IX 484
KRB AEAR N A HCOV Bs . IR LU SZIGYT HCV G HF ik 7712

[0018]  1F Cardoso %%, .J.Med.Virol.55, 28-34(1998) H ik T 6E48 45 & 2 A BT K 7 55
B ERE R BN BRI DURI 73 5 Hoh — R Rk R (4F7) #ldh— 0 R AE I B
J¥, XM AR R B )

[0014]  Jx HREIA

[0015]  KHEARHH, $R4t T —Fhlu SR gi &R, X4 MR W I AUk Be s 45 6 T 7Y
IR a8 O B2 I H RS e BRI AR N T F HCV s KIARR B, 4ME I
Bz (PBMC) AHRA T HCV EVE2 HURRIAMAD IS . kB T AHBHKK) PBMC 7]
DL A I A SR A3 B 8 e 40 43 5 B #7 (leukophoresis) 38575 . 285 H] EB %% (EBV)
R ANEEAL N PBMC(Simoneit %5 .1994Hybridoma 13 : 9-13).  FEXALLLSG, 18 L A4 2
HPEEA, e 2P0 HCV- 77 AL 1 280k U RE4R /e AR SMIS e 5 N SR FlG 4461 0 i 6
J8 (Heteromyeloma) @& ( /541 Kohler&Milstein, Nature, 256 : 495-497, 1975), F=4E[1)
FAT IR A M R ] LR G OE 3 g S th AR A B 8, o S0 e e B p AR AN E3E W P [T
BUE AT e E, AR ] DL A AR 40 Mo R 5 2 WU IR A, 9F BN 2] R M K
(ascitis) BUIMIE P HAFPLA . T AT AR %0 1K) 77 V25 461) 4 il 0K S 22 W B 52 (ELISA)
BB G 0 52 25 (RIA) X 2 AT 40 M R 1 BIg kAT i &, 1@k HCV EVE24E Bk
SEE TR R B AF/EDT HCV EVE2 fifk. b = A NS e fE S HCV EI/E2
PR RE— 28 T HCV BL 11 /N gl 55 28 mp SRS 36 L mh R 75 B PR A B 4T (viral
load) IIRE 7. ies 1 A R4 FH B8 o 2 00 Aar 19 FRAIKmT DATE k90 4, ASE X 8 4 1 7
HCV RNA ] RT-PCR 73 #rai & i ik HCV BHPE B 0 e AT 0 2

[0016] KA A BH I PLIL S Ty 58, $R4L T —Fhou 40 L &R, L4 R T 2000 4
5 H 17 H AR ¥EAE BRI 347 41 Mo £7 58+ L (European Collection of Cell Cultures)(ECACC,
CAMR, Salisbury, Wiltshire, SP40JG, UK), {Ri'5 K 00051714, %307 b iRt
T o BRI AR AN M AR U BT HCV E2 N e E ik (7EIHE A4 A HCV-AB 68) J A
JrW, XL W R B A PUAR PR AR IR B e] LU A6 40 Fab B F(ab), v
W, IR A & PR P AR R A DUAR T AT, I ARSI B AR 512 ) 9F H .2
ST A . B AE I BRAE BT RIA,  ELISA 3% FACS( 2 G I 40 i 7 13 )
Gy Mk E DU I PUR S SR

[0017] @i H BIAcore2000 {¥ #% (Pharmacia Biosensor) ffi i€ : A& B HUAXE 10°M
F10MM JEFE N HCV E2 B AR s fIsER

[o018] Bk bk LB BT &5 5 (RDL IR A As & B IR — AN 7 1

[0019] AU BHI 55— J5 [H & HCV-AB 68 5 50 B HUAARTE S5 AR A6 I h i) 25 Pl FH 3%
KA A K BHEIX— 5 T, B8 HCV-AB 68 HiKIK 254610 v] ik Bk 697718 v T 7Y
IR EE, FridiGyT 2ilid gy 7R 8 F BT AN E N Y S G HCV B2 (HiiAscE H
Wro 697 FH TR R AT A BURRE HOV BGUIER &, 8038 & AR
PPN ER I &, XY S W] T Ao HCV B RESE 53 16 558 A2 LI
Wezh oz, AT TR A Rk 3 S LA b AR I 28 28 2 AR R e BT ) &2 HCV
Y, ARG —ADTT R MAMHEY, HAEHTASENARRHKPUE, %
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PLih 5 2D — PR Mg A W e PUR RIS Ao XA E AR T
%, PLHCV HrfERIE, HLHCV ZwlEPifk, RNA RGEIER, & EEmHH,
IRES 5], fEBERgsmsn, %R, Kk XAEMEE.

[0020]  Pff P faj ik

[0021] 1R E AL ) — 5k Iy, 278 T HCV-AB 68 5 JLFHE K2 T #E#%
Pl HAR BRI B2 BRAME Ao MR (2) AR (b) fRK THERIRS&AF N HI& 1 B2 #Efh. R
(c) M () FRFE T H B - 3L LEE (B -ME) AP E2 #Efh.  H (e) FIAR (H) AXE T H DTT
ARPRI B2 FEdh . MR (a)(c)(e) AR TIXFERI B2 B, IXLERESNE BFEZ /T, 75 37TCHE
T 5438, AR (b)(d)(f) FES T _EFERTAE 100°CHE .

[0022]  H&ANUKIE A RIE HAF B2 f 2R & B 80E HAT A R R IE R R LK &
Mo

[0023] 1. E2BEVS. -~ fiERAMrh/~AmMEHMAE2 HAH.

[0024] 2, A HVRI( HAZEX 1) () E2BEVS.  —M{E 5" Rk T 33 M IEMRT
HAKE2 A

[0025] 3. E2MCS BEVS. fCEATE 6 Ff HCV JEE R 55 WL 2 K LR B2 B A
[0026] 4. ¥A HVRI ) E2MCS BEVS. 3 I ELIA E2 1, HEUE T4 MR
IR LA K43 HVR L

[0027] 5. E2CHO. CHO #iffurpr=EE Ak B2 EH.

[o028] K] 2 Eon T i@t HCV-AB 68 Fl—Fixf B Piik (HCV-AB17), i 77 5 (IMS)
KB HCV BEAMIE R HCV Pithi. B 2A & — kBRI ER Y, HE/R TAEK HCV
PURLE) PCR 774, ¥ 2B sk ElR, HAK TXEE + REEE 14T PCR, Frksily
B EA R RS BN E L.

[0029] 3R T HCV-AB68 ] A% 45 Fa 1 (1) 2 W FN A (A% IR T4 FE TR FWs(AE
40 ) F1 CDRs( HAMFEX ) #iARid.

[0030] K] 448K T HCV-AB68 1] 47 g My 1 e i (V) MIERE (V) MR R FH. 5
[Alf#) FWs Fil CDRs #%bric.

[0031] |5 &—ikKElR, HAKRTERBITHAF . H HCV-AB 68 iy dld . A
HBV-ABL7 {657 KA AL (7E¥RIT BRI ), fERHEE 12 REFI T 4 A HCV &
PP E 3 (TP INECE ).

[0032] K&l 6 &—skEw, HAREK T ERGBIT A FHA FF=F HCVAB 68 ¥77 11
M, fERHMIE 16 KA 21 RI-F 2595 0 g FLALE 5 3 F BH P HCV RT-PCR 15 5 [
HCV- #7453 (Trimera) /D ELHIE I3 HE ($55 T HIECT ).

[0033] K] 7 —3kKEln, AR TERGITMAD . H HCV-AB 68 {7 A+ FH
HBV-AB 17 ¥897 AT R (7RG HIEIA ), FERMIG 11 RIVT- 34090 55 0 e A TS
& A BHE HCV RT-PCR 55 1 HCV- =B 2RO E 7 b (55 ECEE ).

[0034] P& 8A &2 —ikER A EEMEE , HER TH HCV Jifk 45 HILFERIE A ANF B2
MRANEASE B AR REREREMEA ML G,  KERNEESBLAERE
1 PRI BB AR MY

[0035] & 8B&—ikKElun, AR TR AT HHCV-AB 687N FH

5
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ABS ¥RIT A (FEBGANHIRI ), TERBHEG 16 RT3 90 85 5 Aar ALY H 25 BH
HCV RT-PCR 15 5 1) HCV = #4525/ R H 40 L (555 3T ).

[o036] K] 92 —skKR, HAR TAERBIT 4. HI170 (7 4. H HCV-AB 68
BT A FIFEIE ] 170 5 HCV-AB68 1697 4L, EBHE G 14 KI5 5 T fr
FImE S ABHME HCVRT-PCR 15 51 HCV =M 28N R E 0 e (555 R 20 ).
[0037]  DLTF 2 MR St ) 6 A e BH EEAT 1A, 3K A i i 491 3 ok 481 AE ) v B A1 1 i L
TSI 1) HE AN A2 R TR AR B AT R

ST 15

[0038] P HL5 54

[0039]  EBV #ALFI4H il &

[0040] A~} il SEAZ 4L (PBMC) M HCV AL AR P 3R A3 . I35 7E =48 ELISA
A% (Ortho Diagnostic Systems, fE[E ) Fth 78X % (RIBA, Ortho 87 Matrix, Abbott)
AR LA HCV fHPE. H EB % (EBV) #£40 It 34 ) PBMC(Siemonet K %5 .1994,
Hybridoma 13 : 9-13). K4k = A= (28R EL BRI I 1) _L3% ¥ A 9t HCV E/E2 Hifkr=
Y. WA HCV ZEE A 1a i (H #F ) (AR EL AT E2 1) ELISA SRHUTIX
FhoHAT . A BHME a5 5 571 16089 40 g 2 K6H6/B5(Cardoso MS 45 .1998, T Med Virol 55 :
28-34) filih .t B A TS B A As R p R, O B e AR e PR O RRORE S = RO B
SR BE DU T HUAR A

[0041]  IgG WK &

[0042] A 1gG V2 (1) i A 1 b 48 A PR 200 ELISA SKRIEAT 1K, & PR A 44k i =
F(ab), 7 - A\ IgG(Chemicon)(0.25 u g/ L) Bt E2( Bt AP R £ E RA N7 4)0.1n g/
fL) fak.  BPTA 1gG W3 (1gGl, 1gG2, I1gG3, IgG4)(Sigma) #ifE A% —Fitk, itk
=EPL I 1gG W FALYIBEE T (Zymed SE50 5 ) BEARINAT . EiRNEE 1L /A)GE
Wk, NS 3, 37, 5, 5 - PP - BOoRiE A& 4L (TMB)(Sigma).  {# H4]
ELISA i H 28 7F 450nm AbiszH4s 3,

[0043] i RHH N 2

[0044] A I A= 7= 75 A0 FH U0 BH 15, A FH pl A7 T R 445 DA 8 B AR R 1Y BIA VP4 3.0 K
4, , H BIAcore 2000 1X#% (Pharmacia Biosensor) fffi 52 Zfi4L ) HCV-AB 68 XT HCV E2 [
M EL (KD)o

[0045] {3 FH 9 A AN [A] (1) SR 98 1¥) HCV E2 2 4« 1)E2CHO, W FL3h4) CHO 41 i i~
A K. AR W R E 4 HCV & K1 &Y 1b E2 £K A (Austral Biologicals, CA ; & T Choo
%5 1991PNAS 88 : 2451), X2 P a7 E, HAEF 331 MaEm sl
EVE B Rk g R I — B4 60KD i . 2)E2BEVS, MM EE/E N RISE A, 16
B =R EA AR HCV R FA b B2 5HH . WWEARE 279 ML, 1 HAE E2
[ 3”7 BRI 160 P2 SERRER A (MIFRIX LS BRI H KR8 T & A - BAE
HRIE).

[0046]  ZE[IEPIEAHT

[0047] BTG A 2R 3 B #1466 FH 0Lk 1) 4-12 % NuPage Bis-Tris I8 (Novex, , CA)KiHEAT,

6
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RS TR, 48 Xeell IT /N1 (Novex, CA) A4 5 1 HER BI RN FR 4T 4 21 .
[0048] < T RAREEIL, K 200ng HIREFNHTIR 5 Bk 38 IR IR IR 5t 22 v IR &, I
HAEMFERT T 37°CEL 100CHEE 5 380, X Tl Jkthe, FAH FEGEE RIPTR 5 5 8k
B - #i%E £ WE (360mM) B DTT(50mM) I RIAFE S mtBiR A, FF H 5 R AR B AR [ (1)
JIiEATAb

[0049]  H:AEULUJE, 4 ENE e 22 (PBS/ #4/0.04 % M35 -20) i 0B &, ARG S
0.5 1 g/ml HCV-AB 68 —#25H 3 /Mit.  EIZERE B AR s vE =ik, 1l Ja4EE 2 i
SR 1 120,000 AR H I AL BRI BTN 1gG 235 H 60 708, H PBS/0.04% it
i -20 VeV b 23 Bh, EVRGR 3 IRJE, ERIRRE R TR T X OGS IF HAE g AL KO (ECL)
HATER.

[0050] IR f J2 W B ES: (ELISA) -

[0051] ¥ T & %% & MR (F96Maxisorp Nunc-Immuno Plate, Nunc, Z ) H 21 g/ml
E2-BEVS i PBS W04, 50u 1/ fl. M L g/ml FFA#EIE SRR 404K ) HCV-AB 68
BIOAALN, E4CONFTH. | 1 20,000 BRI [gG A AL YIBEEERT] (Zymed)
BHE =Pt 3TCHE —A/PIEHRGE, WMARWERE 3, 37, 5, 5 - TIFE - K
file A S (TMB, Sigma, St.Louis, Mo). fEUKK 450nm 40, JH ELISA B H! #%i5HY
iR,

[0052] Sk H YL MTE K HCV K5 BT

[0053] & T K:dll HCV-AB 68 5 HCV kL &5 & 88 )1, TR T RPEREYES B (IMS) I
JE o ARG A W LIS T IR HCV 5 5 BIURE AT LA AR 22 PO R0 8 R PR R AT 3K
TEG SR MR GG B EVE 7 BEULJS, R IRIY) RT-PCR 23 M KA i 850k
[0054]  f&kHEAEF RIS UEIT S, ¥ 2 u g HCV-AB6S tU4l #1851 -A i %k L (Dynal A.S.).
HBV-AB 17, —Fft HBV 7™ A= 1) 55 5 B HLARREAE A — R B A . BT O N 3R &
AT, 7E pH 8.1 1 0.1M Na-P il rh Se i bR gl M BEEk 3 Ik, 1E 1% BSA T}
30 4340, 1 B AR LR VE T PBS-0.1% BSA T2 /T, kA PBS ¥El. “FATHL, H
B -A ZEEHE (Pharmacia) A MBS A 45 21 IR IS BEAT AR B LA BR MG B4
R R LGRS 10n 1EA -A RS 1001 KIMERZEE 30 280, RE1E
5000 ¥4 / 3 W T B0 5 4B S T. T AR BBRDUAR I MG 5 P AR (R HEBR YR ¥ 15
7t 2 /NEF. S 0.1% BSA 1 PBS ¥ J5 AR E A2 200 0 1o 18 S R 1k 4 23 1 s
H 534 G B G0, G EHaIE T 20001 PBS Zi7, M 1 Z2F1
PBS $E¥%% 5 K.

[0055] 1@ ik RT-PCR 43 #7 K VP & 0 70 UK 25 68 o0 e 3 80 . A A2 7= 7 1)
vl B A, A8 A Tri- 3055 BD(Sigma) >k 12 Ui 72 RNA.  RT MY (20w 1 2 AR R ) A4 7%
A 4ul K RT 2% # ¥, ImM dNTP’ s, 10mM DTT, 100U mMLV-RT(Promega), 2.7U
AMV-RT(Promega) fll 2.5pM HCV Jx X 5|4 ATGRTGCTCGGTCTA. M 4145 % & N
H 37TCHA 42°C, B 20 /38PN 1C. RNSERT 94CHE 10 538X —2K, 5ul
[ RT S N4 8 4F 4 PCR SN IR RR (50 w1 284K B ), PCR [ WA 55 51 IPCR £ 3
i, 2.5mM MgCl,, 0.2mM dNTP’ s, 0.25U Taq %5l (Promega), 0.25pM H & X514
CACTCCACCATRGATCACTCCC 1 & X 5% ACTCGCAAGCACCCTATCAGG. fE94°C 1

7
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SrEh s AE58°C 1 438l 7E 72°C 1.6 /3 BPiliAT 33 NGRS, HJETE 72°CH—A 5 738
REK DR, 4 PCR =1 2% BEIRPREERS F4r 28, 7F EagleEye 11 2%'% FUkT EB J4ta
Ja, WRIFHERE.

[0056]  J¥4I 4 HT

[0057]  {# ] RNAsoIB(TEL-TEX, HMEAH ), M 10X 10° ZLATRI4N L+ 73 2 RNA. 1
50 w1 I R AR, AKIEARUERE)T, FH SR (RT) RS 48 FF (Promega) M 101 g
(15 RNA Kl 4 cDNA.  H PRSI, /4 1wl 1) RT RNIEEWEAT PCR
[0058] 5" HIS5|4:

[0059]  EEHE (V) :

[0060] 5’ GGGAATTCATGGAGTTKGGGCTKAGCTGGRTTTTC 3’

[0061]  #2HE (V) :

[0062] 5’ -GGGAATTCATGRCCTGSWCYCCTCTCYTYCTSWYC-3'

[0063] Bk (V.):

[0064] 5 -GGGAATTCATGGACATGRRRDYCCHVGYKCASCTT-3'

[0065]  AHMN T AMEEXE 3" 514

[0066] V.5 -GCGAAGCTTTCATTTACCCRGAGACAGGGAGAG-3'

[0067] V.5 -GCGAAGCTTCTATGAACATTCTGTAGGGGCCAC-3'

[0068] V.5 -GCGAAGCTTCTAACACTCTCCCCTGTTGAAGCTC-3' .

[0069] & FH ¥ S E BRI 4% 45 5 25 | )P 5

[0070] R=AB#HG S=CEHHEG W=AHET Y=CEHHAT

[0071] D=AS®FEGHET H=A®FClHZT V=Ak#F CaH

[0072] G K=Gm#ET

[0073]  H 4K\ EFEFEHEN cDNAPCR KN =) ) w b B FLsh ik kb, &
BRI 2 5% DNAs [ 2 DM IST (4] G GBI AU R an b, i BB 3L B3 ik
W ST IRIEPE BT TR RN SR ORI BH PR AL A, RIP= AE BaAR S PR R 4L A AT I
T o 5 3 R R A LE B Al i 5 Kabat P 471 (Kabat 2% ., 1991, Sequences of proteins of
immunological interest(5" Ed.) 3¢ [F £ R 4@ & (U.S.Dept.of Health Services), % E 7 1
"5 (National Institute fo Health), DIZEHTR, I B 22 AT AL, KX R AT 75
o

[0074]  SEjifsl 1

[0075] A b I3 1 77 v 5k BT HCV HL AR BH P 9 A 4 1 A 3 BN 40 Jo I 52 4% 4 e
(PBMC) H HAESNH EBV #Yuix e s iz 4, 1 ol Ho 5 N R R i LU il
AR . —FARE 2SS IR SR it — DR AR, % oa B A IRE R A PT HCV E1/E2
ik, HAPRRAN HCV-AB 68, iR ya [ /0 Wb D4 kB 1gGl.  HCV-AB 68 X}
E2CHO FZERHE S 1.4X 10" 40.3, % E2BEVS HISEAVEECH 1.7X10°+ 1, @idEH
EE 53 A ELISA SRMNA R . fEEREDENIET, HCV-AB 68 454 [A] I AEAF Rk 55
FiILE RS (BEVS) M LR IE R G (CHO 41l ) R & A E2 ik, K 1iE
i . HCV-AB 68 [ 72K No.2( Bl : % HVRI XHK) B2 A ) LISk, 45E5FITE R
E2 k. 1E B SMELMEEE DTIT AAERTEILT, JiAAE E2 456, XE4 K
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HCV-AB, 68 {RHIH%FEhT,

[0076]  JE4h, BURERA SR 2( HELZ HVR) &4, HEHSMWEKAHRT 44
HVRI 3" Kl LM LLAMEZ HVRL, IQLI) 454, HiEkXJIANEAIERILL T E2 I
PUARGE&RALK—8 7. F 1IEW T 48 ELISA 7, HCV-AB 68 X E2BEVS {145 &5 .
[0077] % 1: @il ELISA, HCV-AB 68 %} E2 {1454

[0078] HCV-AB 68 0D Loom
[0079] 1 g/ml

[0080] 1 0. 439
[0081] 0.5 0. 362
[0082] 0. 25 0. 305
[0083] 0. 125 0. 267
[0084] 0. 0625 0. 204
[0085] 0. 03125 0.171
[0086] 0. 0156 0.12
[0087] 0. 0078 0. 065

[o088]  SLjifs] 2

[0089] kL5 Uik pTiA, @ R HEME Y B (IMS), HCV-AB 68 HLiA# FH T M
HCV YL PR MR b 38 HOV ki, S g 3E4T T sz, A e Es
AT 3. B L HCV ZEFEAE b M 2 MERARE la/lb. B MIET HCV i
B 1-5X 10°, 2 7R : HCV-AB68 Z55 11 Br b HBV-AB17 X R 454 1) 1 BY B i 8.
K#3% . HCV-AB68 1] LLZ5& it 50 % B Eefivh, xS B HBV-ABL7 1 5t 456 210
1-5% 2 7] ( & 2B).

[o090] S 3

[0091] 73 B 405 HCV-AB 68 W] A% [X ({34 (K, Al iy, i EL#f e 367 28 R0 B b vk e
%o Ed IR TS Kabat 8 HFAEAT RS, B2 TR EA — 1Pk AN g
FERTFH 3 BoR T 4wiY HCV AB 68 1] 45 [X FAEFIELBE K cDNA R 741 ( F2 511
SR 1A 2). B4 SR TAHMNEIERTY) (FAIRAS SR 3, 4.

[0092] [P ¥E BoR : HCV-AB 68 A ZAZ X HH B Vs Ty Via T AL

[0093]  SEZjifEfsl 4

[0094]  AFH] T I HCV- =B 5 BBk R AE HCV-AB 68 AYETE « XT /) ik
ATACEE, DAELS ANRIRFREA 70 7 BOT DUARE B R RN HL R . i PP IR FETE a4
WiJa, ST scid( MEEECG RGN HERAE . [ HCV BRI B E B, Ak
AT NI B R B (US 5,849,987) 6

[0095]  DAPR A AN [A] B AT 1A 1) 45 Al 70 i 1) 75 XA F sl i Y« Rk e 1y v 7 A
il

[0096] 1. ¥y ——XFp 7y KAE T A TR Pridsk b 7180 HCOV B ge ). @it
HERE ) —RVES, 457 C4E A HCV W T3 MU F) = #1525 /N Bl HCV-AB 68 B A HH [
HBV-AB17 ; £ H/PNREILA T 400 g [ mAb, HELEL TR (200 g/ ML/ K).
Jroea 1R, R/ IS RS B P i HCV-RNA. - B 5 38 : HCV-AB 68 A58 [ i)
B ARG FH /5 BT 49 EL (AN 85 % 31| 42% ) FISF- 4195 85 74 ( A 3.1 X 10" 3 1.0 X 10'HCV RNA
PEUL /ml)o  TAEAR 5 A B8 S0 Hi 1A HBV-AB17 %A i AT FRAR ST 240905 75 1 fer el
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SRR E b iIRe S . B 6 B« HCV-AB 68 7EF#AK HCV FHPE /S B 4 EL A 55 11
7 TR BB . WvayT L RIGRINES RR, 5w g/ /ISR S0 55 0 A
4.2X 10" BFEE] 1.6 X 10°HCV RNA #% Ul /ml, Ff H ¥ HCV-RNA BHIE/N A B 2 EEA 71 %
PRACE 43% . HElE (60 b g/ /M) Bon tHERITER] « HiE AT RRAS T8I 1-log &R
(M 4.2X 10" 3] 3.1 X 10° £ U1 /ml) 1] H. HCV- B /N BT 20 LA 71 % BRAK R 14 % .
TEVRIT IR 6 KRG, X THrA 3 &, e i HCV- PN BB 20 EE AR TR i 22
I BAR TAERBITAP BRI EENE S, T AR i, T3R80
KRN THARNAT A . G Hl——1XFh 77 2AE B 7 A8 B R s 2 44 1) g

¥ A LO°HCV-RNA #5 U1 /ml [ 0.5ml A IMEFE S5 200 1 g (1) HCV-AB68 8k # 5 A HH G
APt -HBsAg Fin Pk HBV-ABL7 FSCE & ( 98 3 /i), BEJE# H A A4 g
ER NI o B R AV, Bz A RN A, JFEAE 11 83 16 K
DUSEIME T2 HCV-RNA. B 7 8w ¢ 8 e 13499 55 571 4 FT HC V-RNA BH /S B
(115 73 LL R B HCV-AB 68 7EFI I HCV G T 7 T /EAH . HCV-AB 68 41X 44 HCV [H
N RIE 2 N T5 % BRARE 41% . LFEIBPER 9147 A 2.2 X 10° FRAEE] 5.0 X 10°HCV
RNA # Ul /ml /NRIE . MAHSE R (200 0 g) IIAAE R NS FCE SR HBV-AB17, #HIEEA
REBRARPHME /N BB 20 b, BASBERRAS W B3 047, X A8 55 L 5 RIG 97 R0 4L b B 159 2
e KRB (B T FE—ADARPSEE T, EBEE 16 REFEETIE, 458K .
HCV-AB 68 fe%44 HCV FHPE/N R H 73 LU 76 % BRAKEI 41% (p = 0.05, n = 17) JFH
WG T X9 EE ST A 6.0 X 10* BRAIKE 1.1 X 10*HCV RNA #5 1 /ml(p = 0.003).,

[0097]  AH, H&EEIEE S HT EIEE RAE B 55—l HCV N e FEPiiA 4E5 REBSAE /RS 4
G E2( ¥ 8A), (HE{E HCV- I W R h, ZPUAARERR HCV B/ E
73 B 3 BN REBRAR S 20993 55 7 (18] 8B).

[o098]  SEZJffs] 5

[0099]  7E HCV- — BN 15 AL, P 1 19 b AS (5] 19 8 76 1) o s 25 1500 (1 40 & 7B R
¥ EER. B T 4 AR — 4l R PR EE 2 170( 3k B Biochem
Therapeutics, X&—Ffllfil HCV BRI/ N3+ ) 6097 . 4 H HCV-AB68 ¥iJ7.
SHHWERHETETT . BIHE XTI, A Dulbecco’ s FCREIER £ 2% ri Eh K .
TE170 97 A, &R/ RAERIER A fG 10-13 R Img (9259 (0.25mg/ /M / R, JE
JEWNZ5 T (ip)). fEHCV-AB 68 RIT 240, S R/PNRAEMERIEIG 12-13 R 401 g 1
Piik 20w g/ /MR Rip). HAGAT, HRPBRERZ ERBRTMAEG. EF 14K (A
7GR, 5E /N RIS B 5 35 0 A HOV BN BB E 40 e o B9 Ui B 1 48 FH 254
AT LRI, ERI7E | RIEATHNES RERY . A 170 BHMTY7, ¥ HCV
SRR EE AT 4.72X 10" BRAGE] 1.42 X 10° 3 Ho¥ HCV BHE /S BT 20 B AN 93 % PRA 3
50%, fif#H HCV-AB68 #4T1497, #4 HCV “FX19 & 7 6 AR R 1.74 X 10* I B4 HCV
BRI/ R E 2 LEBRR R 50 % o AR R 5 0 fur PR B 5.83 X 10° 3 B HCV gL
B E o LLBRR R 28%

[0100]  JFHIER

[0101] <1 10>DRK- A fz 45 B P48 3 ddt Ry B8 A1 ZR BRI A A% Ulm B 53T

[0102]  <120> 1% B 2805 E2 B 8 N 5 o BB ik
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[0103] <130>AB-68PCT

[0104] <150>IL 137522

[0105] <151>2000-07-26

[0106] <160>4

[0107]  <170>PatentIn version 3.1

[0108] <210>1

[0109] <211>369

[0110] <212>DNA

[0111]  <213> A

[0112] <400>1

[0113]  caggtgcage tggtggagte tgggogagac gtggtecage ctgggaggte cetgagactg 60
[0114]  tcctgtgeaa cctetggatt ceccttcagt agetatggea tgecactgggt cegecagget 120
[0115]  ccaggcaagg gectggagtg ggtggcagtt atttcctatg atggaagtaa tgaacactct 180
[0116]  atagactctg tgaagggccg attcaccatc tccagagaca actccaagaa caggttgtat 240
[0117]  ctgcaaatga agagtctgag agctgaggac atggetgtgt atttctgtgt cagaggggcg 300
[0118]  cataggagca gttggtcagg aaagegcttt gactactggg gecagggaac cetggtcace 360
[0119]  gtctectca 369
[0120] <210>2

[0121] <211>321

[0122] <212>DNA

[0123] <213> A

[0124]  <400>2

[0125]  gacatccaga tgacccagte tecttecace ctgtetgeat ctataggaga cagagtcacc 60
[0126] atcacttgce gggecagtet gaatattett acctggttgg cetggtatca gcagaaacca 120
[0127]  gggaaagcece ctaaactect catctatgag geatctagtt tagaaagtgg ggtcecatea 180
[0128]  aggttcageg geagtggate tgggactcaa ttcactctea ceatcageag cctgeagect 240
[0129]  gatgattttg caacttatta ctgccaacag tctaatactc cctggacgtt cggecaaggg 300
[0130]  accaaggtgg aaatcaaacg a 321

[0131] <210>3

[0132]  <211>107

[0133]  <212>PRT

[0134] <213> A

[0135] <400>3

[0136]  Asp Ile Gln Met Thr Gln Ser Pro Ser Thr Leu Ser Ala Ser Ile Gly

[0137] 1 5 10 15
[0138]  Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Leu Asn Ile Leu Thr Trp
[0139] 20 25 30

[0140] LeuAla Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
[0141] 35 40 45

11
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[0142]  Tyr Glu Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly

[0143] 50 55 60

[0144]  Ser Gly Ser Gly Thr Gln Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[0145] 65 70 75 80
[0146]  Asp Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Asn Thr Pro Trp Thr
[0147] 85 90 95
[0148]  Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg

[0149] 100 105

[0150] <210>4

[0151]  <211>123

[0152]  <212>PRT

[0153] <213> A

[0154]  <400>4

[0155]  GIn Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg

[0156] 1 5 10 15
[0157]  Ser Leu Arg Leu Ser Cys Ala Thr Ser Gly Phe Pro Phe Ser Ser Tyr
[0158] 20 25 30

[0159]  Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[0160] 35 40 45

[0161]  Ala Val Ile Ser Tyr Asp Gly Ser Asn Glu His Ser Ile Asp Ser Val
[0162] 50 55 60

[0163]  Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Arg Leu Tyr
[0164] 65 70 75 80
[0165]  Leu Gln Met Lys Ser Leu Arg Ala Glu Asp Met Ala Val Tyr Phe Cys
[0166] 85 90 95
[0167]  Val Arg Gly Ala His Arg Ser Ser Trp Ser Gly Lys Arg Phe Asp Tyr
[0168] 100 105 110

[0169]  Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
[0170] 115 120
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