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L. —FPR e BEHUAR i A BUR AU BB R Bk, SRR IEAE T BTk btk
5 MR RN 4 S N AT AR B IR B 1 A2 AR B hsLDLR R 7 B, B T4 282 i 98 s
75 HCV ], IF B2k A AT LDLR+291 03 sh RIS, BTk A a7 LDLR+291
AL & AFTES T LDLR R0 Asp+4 & Glu+291 X BRI A AT RS E IR R A 2 A

2. WIBURE SR 1 T (1 B e BBk, R AEAE T < ik B 5 [ B2 HARGERE CNCM 4
5 1-2390 (KA Rg 4l i v [ 12. 6 FRAK IR 5 e BE DA

3. WIBURIEE SR 1 Tl () Bp se BB AR, HARREAE T < ik B2 5 FE Bk B AR IB7E CNCM. &
50 1-2391 [P ACT 40 f 5o % 28 RIS BB e FE Bk

4. QAR SR 1 TR () SR s RE B, FORFAEAE T < i 53 v I B4R F AR TR AE CNCM 4
T 1-2392 2 AT I8 40 i ve [ 29. 8 RAK IR e BE DA

5. WIBURIE SR 1 ik (1) 5 e B Bk, HRFAEAE T < ik 53 5 B B4 2 B ARG 7E CNCM 4
50 1-2393 [ 24ATIR 40 MU s % 30 RIS K e Bk

6. WIARIESK 1 BTl () 5 e U, HRFAEAE T < i 53 v B B4 2 HAORTER7E CNCM 4
TR 1-2394 (M2 AT 41 Mo s 50. 30 AL R S FEHLIA

7. UTAUCRIEESR 1 2 6 T —TUFT IR 6 B s B Bk, FURFIEAE T < BT ik 58 v B b AR 8
TR ERER I FIFR Y 196, 5 1eM.

8. — i N AR B T Sz R RS AT/ B 7 v, SLREEAE T < T A
FEAE A ERBORIEESR 1 2 6 P T — I (1 B S BB 1

9. Z4ATIRIYN L Tl 12. 6, fRJEAE CNOM, LRy 4w 5y 1-2390.

10. Z4ATIRE 40 i 5o % 28, fRIEAE CNCM, R 5 A 1-2391,

11. Z4ATIRE 40 L s F 29. 8, fRJEAE CNCM, fRydm 5y 1-2392.

12. Z4ATIRE 40 ML 5 F% 30, £ AE CNCM, fR7E % 5 A 1-2393.,

13. 245988 40 52 % 50. 30, 55875 ONCM, {58 4% 54 1-2394,

14, —Fhifil o8 B SEBE BUAR I 72, FLRRAEAE T < I3 75 v 46 A VR 1 7 B FL )
W RS T PP A — T A 2 A 98 A0 0 A K DA AR RS B B T M AR, BTiR A I A i G — Ly
alifl, N AT PE LDLR+291 532 1R L3470 Vi HeR 4t 0 ()l 5 S o bk 2 400 i, T ik R s ik
LDLR+291 B4 & ARl ¥E LDLR FE41) Asp+4 2 Glu+291 X B A i AR 2 IR 2R
TR

15, — P NAK 25 B i 2 1 Sz AR By 2lidb o7 v, JERREAE T« il 5 vE B 48 A 5 A A%
FE I A 1 S2 PR A 505 BRI 2SR 1 22 6 FR I An] — T30 BT 1) 58 5 B AR B0 5 AR 223K 14
JIT I 73 2% V) B e B B AR A o

16, —BHALE RSN IEI T B 5896 5 B w0 T332, CLRE 70 40 B bl A 284 48 0 23 B 44 i ik
A M FEASCR B K 1 22 6 A AR — IRUBIT I (1 B S e A DT 00 a1 AT 284 2% 05 B 7 ok 4 i
=il

17, 292059, 50T T HIVETR YT T AT 28 o 23 i 4 I 25 W) BRI EE 3K 1 22 6 HRAT:
— IR B S I B E A TR Y o
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ANMREZEEREERZ M ERERIERESEMAE

A Sl

[0001] A &% B W A R S M IR i AR # IR &R B % fK (receptor for
low—densitylipoproteins, & FK LDLR) W5 sCfEHiik. XLy 08 H T, 61, 7e ) 4 #E LA
SRS 1 A A B 2 Iy (HCV) 8550 T PR Al Ak N mT v AR5 2 s 2 1 2 A
(human soluble LDLR, %K hsLDLR) .

BEHEA

[0002]  JIH [l 42 T A 400 M FEE ) — A &L 2, 2 v R AR B Al B AR K R AR A7 b AT /b
(17 o SR, JIFL[] B2 P I35 7K~ el 23 75 4 5 BB IO 1 JCos A Rl A B B, AT S5 3802
POT . TEW LB h A RE ] ) 32 B R A . FE N AR & T BOR & R [ i . X2
i B T O T ) P 55 g R A 7 A T ] T Sy 2 85 DA DG o JHF R iz DA 1) 440 i A JiR
Az SFOREIE [ B AAE B B G plce R AN i P08 o G 8 (7 AR VAR 38, L0 3 1 2 R idF
T8 IRER (A& — ROk, hh Al B IR BRI 32 8% 19 o 5e B 35 (A K T JORZ o) i o X
SRR A ANMER B R S AR S IR T L R AL TR AR AR R e AN My R ZH 2 Y
AN B IR U B 15 5o FIE [l e 10 o A 25 5 i B 1 PR P9 A 326, T X 81 2% B R B 1
A4 s ERE e RS A R /AR IR A S AW AN, KR
ZHRN TN EIER [goldstein 25N, (1979) ], WALEI4NMI+ . LDLR J&2— 45 ) _FAH G
(17 240 B2 T 52 AR IR R AR 2R, T X e 4t o 52 AR/ S FL30A 40 e h Z Bl R B E A

[0003]  LDLR Hi 822 P MR RFE AL, 70+ 24 164000, & H LA XA i, Horh—2t
X 5 H e & RIS A RIS o e ) NH, R ImBCAR S5 4 X i 292 MR A, HEFITE 74
BRI G EE R . BANERITFIEA 6 MEEREE, MU —5 =,
T H T RIS NI ARG SR ALY (Bieri 2N, (1995)]. 7EIZIX 2 52 DA
X B — X 400 MR EERRR LA A HR KR T2 A8 R R, 5 X H 58 /N FEE
FLBE B SRR LA R, 5 = X2 22 DN R IR VR B ) SRS TR DX, B DY X 2 50 N
PR R 40 B LB REIX. [Sudhof 28 A\, (1985) ;Brown % A, (1986)].

[0004]  Brown Hl Goldstein X 2 5 1 i IH [ B 1 i (FH) F8F 58487~ 7 LDLR /R4 34 |
M. MR I, X A& BT 2SS PR B 5 | 350 % B i 2 1 Th B A2 AR AN A7 AE 8K
AR IE R [Brown 8 N, (1976) 1. ZG M R IE A BEMURE (FH) 19 58748 F e 1t 23 s L2
[Goldstein Z& A, (1975) ],

[0005] MHTIBEFRKIAN [Fischer %A, (1993)] FfAH [Fischer A, (1994)]
B IR EIE W R AR A U E S MR R SR LDLR . B AT OO — el TR
ZAEBWEAT, ENE DT T EESAIUR RS N ERAAARY fus s Bigwh
AL A& AR A IR — A A U s R 0 8 U B O RO Ak R — IR i
LDLR[ WLRK & F) EP0553667 Fll Fischer A, (1993) 1. MU R I, IXFH AT LDLR Hi
FLBNW AN B 53 v BB IR0, X e Mo sd ok A TR i N PUR RS . 5T IEAR
(¥4, I PE LDLR FFAN R E40 M s RS bt 2R, R AR B i e k. A

3
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RIL, v PE LDLR 7E90 5 B i AR B AN LR I & — B E, XRPE S
SMHmEAASRE CRAMEIR) NEGER. ST SR I40 1 Fi% LDLR
A F AR R AR N AAVEH [Agnello ZE A, (1999) 1. IXLEHIH B KL A IX % LDLR
Al R RS2 BRI, X AT I LDLR By = 2B B pt Ao i 55 40 B ¥ LDLR &5 & nl BH 1L 5
B FIIHEARIRE

[00061 | H {7 4y 1k, M — 15 &5 (1) LDLR [ 52 53 FE B A 42 C7, ‘& 42 — Bl X 4 LDLR [Pt /4
[Beisiegel %8 A, (1981), 7635 E Ao EH¥E & ], Ll Daitb 23— 145 LR 2
LDLR A /> BR G2 il £ o AR B IR JZ I, I — 2 A &t (DEAE) #1425 i AE{d
B2 PRV M A L340 4i4L [Beisiegel 28 A, (1981)]. ZF LDLR fHTMAAIA LDLR H A5
[RIAE XV o

[o007]  FHsZ b, &R, 428 LDLR 1 C7 S rglEdiih H T millE E4 N LDLR B &
A S0k A

[0008] a) ‘EXF A LDLR HI3E4 K ;

[0009]  b) ‘& S4BT FRIEAT AR 2L AT K B2 S .

[0010]  DART, %F A LDLR (¥4 2 HUAAE i i 2 LA B o X kA A7y, (HIX 2 A
NG T BT R R AR PR R AL RSB LR BT R R H . R B8 IR k)
2 BT PR B — 45 T B K B RE A /D B S e I R 2E FE sy, BT LAEI H AT 1R IE A R
TGO — 2 hi k. =2l BUEAE SOAH R Rt (RP-HPLC) W DL — F g Bt . 1f HLAE
Al R U E EPUR T EHAE ST K. iRYE AR B, ARSI IR P
v MR 7 T el AR A ] LDLR.

[oo11] B LA, 4 5 2 i) % hsLDLR (1) i 5 5o [ B 4 DL 4 1 5k A &% o0 9% W o Vs
(ELISA) FALEER 5 sk mp i 8 SR T A2 . IS HT AR B Re g 7E 4 B 1
(1)l #& A Ef AL L FE 1K E 2 A I 3 R0 52 B B2 hsLDLR LRSI R AR 28 .

RZIAAE

[0012] AR B AT LA™ A2 28 8 989 4 Mk, L ol 2% BEARE S 1tk IR 0 A5 5 N LDLR e v B
1) 58 v DA

[0013]  H &M, A A B W] DL A2 2 A8 989 40 M iR, il 26 Re e e M R 0 455 hsLDLR
)58 v DA

[0014]  [Rluth, A BH¥E o — P v BEHLAR Bk & P AT e B ik s
B BR T Ban DA CT 46, e AT Re e U AN 855 N LDLR Je v B

[0015] A/ BHERAL— 20 g vr B i f , LRI U FZE & hsLDLR, FFi e T2k

[o016] 1. HLywfEHLIA (Mab) , 75 B K 5 2 W B o2 v (ELISA) Hr m] s A8 A, fn e o
ELISA VLA hsLDLR,

[0017] 2. o dalEdiAR, LEA A JREN 75 (Werstern Blot analysis) B H TR %] LDLR,
[oo18] 3. FigBEHLIA, W] H T Hh AT hsLDLR i a5 A0 M

[0019] 4. FygBEHLIR, W] H T HHe ER i Gs, WP B &8 (HCY) .

[0020] ANk BHIGFRAE—FRRT AT / B0E & A\ LDLR [ /572, HAHE iz B i L2 sy X fd
FH A R B R e M B v BB
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[0021] A< Bt FRAIL o 6 24 A0 90 40 i, SLAR 5 — DA EE 4L LDLR 532 (1905 L 30 40 1 e 4
HiL DA R, — 25— AN 34— A 9k £ 40

[0022] A — M 75 i vl DAk 46 AX & B IR 5 s B B 0, T4 — s B 2 AR 4 e A K, LA,
FE— UL hsLDLR %0328 0 L 20 490 10 J 40 L R — 6 P s 7 90 sl L s A A B s 2 —
AT — (PR EL 4T, DA 22 987 40 e A e FH 3R 4 A e B AR

[0023] A — 7T, A% Bt E it —Fh A LDLR [R4iifk, 77322, HoAwHEA# 475 J5 LDLR (94 5 5
AR I —Fh o e PR B . E AL AR Ai b FE A, 2 BRI LDLR 45 5 1 5 v
BT R LG AEE A o G i D IR

[0024] A BHIGHRAE—Fh LN LDLR BRI 712, 1% 07 VR an s it 5 BTk BLISA 72
AR B SR S BRI A LA

[0025] LB MW LN Y LDLR, WATAAT LDLR &S mT LA A S 5 %) i LDLR 5% LDLR [
Bt WA LDLR B8R E H . IXFE— P L3041 hsLDLR () B 42451 7~ W %5 1t LDLR
[y +291 A4, H: A LDLR B0 B R S B FRINUT TR AL +4 E N EERR AR (Asp) , K
I A 291 B EFERA AR (Glu) , MR tm] HH R, W +292 A%,

B3 =115 AR

[0026] W& 1 Py A % 28 20 N v] v PR %% 8 R 82 1 A2 /& (recombinant human soluble
LDLR, f&J#K r—hsLDLR) 1) & 5o B Ho i = A IR

[0027] &l 2 Fron A F & 45 1 bt R R (1) 88 o B BT AR 1) G B ED I8 43 BT, A 1A
r—hsLDLR [ +291 &Y, 45747 2 5 JKY hsLDLR, 4547 3 A1E R i+ (r-hTBP-1) EAA p55
IR SRIEIR 7 (INF) 524k, B B2 ik R n T Ebr e Y IAL &, i B EG a7k
e ) FRASF K TR hsLDLR U A7

[0028] & 3 BT/ A L v HLAK 12. 6,28 F1 29. 8 X[ HGF 7K FT167 h N BT RFidE (+)
(=) BERIAE L sZ e o 75 S s FEHUAADT LDLR (8 B 2 1 g/mg) /YL HI St 4 fu Ak B 30 47
Bh, RIGEGIMA 250 1 HOV (+) I3 [N° 42 51b]] B . BS54, YEg =k, In
NFHE TR B A8 /N e — ik Y R WA AT 40 I, AL %R (RNA) , IFH
rTth RT-PCR(Perkin Elmer) 73#7 1 v g A% MG . EE FRIRK.

[0029]  +SP :1E&% RNA FURG I ;—SP « 155 RNA IR X 55 1R E

BAXHEA

[0030] il 4% %) hsLDLR [R5 sE R PTAR . I HH 3X 48 53 5 [ e A 53 HE 15U hsLDLR ) ELTSA
VRN 58 BN LA K hsLDLR PRI 0908 735 M (1) AR R 52 5 o

[0031]  HJ hsLDLR FyEEA] +291 B4 Gz ¥/ BRLAE /N B P 7 A2 B ve B B A, K 26 5 v B i
A H hsLDLR [ N RImECARLE 41X ( M Asp+4 ) GLu+291) 41%. o EA RIS (CHO) 41 i@
"% hsLDLR fYEEZH +291 B If4lifh 2 35—,

[0032]  Hufiz /N B A K B R e DL . AT A MR e, TR e lE (g5
12,28.,29.30 H1 50) N S Pkl =3 . XS ke T g — 0 W fE . 7R
W2 S WU AR B8 ) Bty 1Y) 29 0 5 [ 20 0 HE R, N She T RE v I N o I8 1) 37 V4
HRIRAT o
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[0033]  Hkik— XX r—hsLDLR [ E se FEHT A H ELTSA VAR . 5 v BB ik 28 HIMERE i
ik, UM B PR IC ) B Ui 29. 8 FIESE —Hifk. S8R RIS wfEdifk 12. 6 1 29.8
TER NI 53 M7k (Western Blot analysis) HIEA R BRI FIE L hsLDLR, B g FEHLIA
28 Fl 30 75 2 ENE A3 A TP & & IR I B 2H hsLDLR, 1 BE vEfEHifk 12. 6 1 50 & A T4 i1
hsLDLR ({3085 1 »

[0034]  ARBHIEKRIL, 850 REHUIAK 12, 6,28 F1 29. 8 W HIifI A FT40 M 5= 55 550 A (1 TR Y AT
R (HCV) ZEEAME S KX Lehi A n] H 7 R R (K 3) .

[0035]  fiffi5E FH b ™ AR IV SR [RI AR B B v B LA, ol 12, 6.28.29. 8 1 30 fisE A 16,
1M 5% 50. 30 #iE K TeM.

[0036]  AHXF T hsLDLR [¥] +291 Y A () 58 v B Hi A4t AT PR30 24 hsLDLR (1) H g 8=, BRI AR
ELISA V2185 [ 5 BN 89243 i, 76 B840 CHO 48 i 4E 1) r—hsLDLR [ +292 %41 +331 &,
+292 BIAFE 2 A& N- Rim il 43, Mz FEIR Tk ik Asp+4 3] Cys+292, 1y +331 B AHE3Z 44 N- R
smal 4y, MEIFERIR L Asp+4 3| Cys+331,

[0037]  FH T fs5 / By A B v e B0 A B B i A2 78 CHO 48 i 3 7 A2 1#) r—hsLDLR [ +292
A, HFE ] Fibracel HFE RGAEAEY) RV A E r-hsLDLR. #%1% r-hsLDLR Ziifk 22 1%
—, XA Rz /N

[0038] 4T84 4H J 1 B A5 R 7= AR 38 FH S . B B (49 /) S ) e 5 R 4 e

[0039] X TARICHrFRHIBLA, ARG By FEHUA” R ALHE AT T — R O AnE AR, 4,
BB TS B i KB R 2 B RER AL (1), FLmT DAnT s M sk 25 5 20 sUbR 10 1 B s B e
kG PUE AN BUR U B BRI PLA (PipiiiRe A ) IR B

[0040]  H wo[EHLAA B A TR AT — PR e BT, IX BEhT (B 5 A K EUH A 3R
R A5G o ARSI EE AN 51 O 7250 ] LU 25 58 e B DL, 9 4 23 WA ST 5 | FHOCHR -
Kohler F1Milstein, ” Nature”, 256 :495-497 Ui, (1975) ;3£ [E &F) US4, 376, 110 ;Ausubel
2 N, eds. , Harlow and Lane ANTIBODIES ;A LABORATORYMANUAL”, Cold Spring Harbor
Laboratory, (1988) ; DL & Colligan Z& A, eds.,” CurrentProtocols in Immunology”,
Greene Publishing Assoc.and Wiley Interscience N.Y., (1992-1996) ., iXL&HiiAn] DL
SR — A G e ER B 2K, A4 TG TeM. TgE. TgA\ GILD S HATAT—Fiir K. il & A K B
B e DR B A4 AT Al M T AR AR P A BRAR S G 95  B RS R B2 5 v BE AR R ) 45 T v
PEIEAE ARSI B R AL i 45 o

[0041] k& HLA A2 TR B LE B A R Zh P A KA 4 H A R 2 1 0+, Wl — /b B e
FEPUAR LL R — N sk iy B As e RAT AR R R Rl 2 X — 280 7 G HiiaEEH T
98/ N FH R ez S DL R B 7 e, A0 A, 1 2 AT R A B /S B ER e R BT AR IR R
(SRR o N = 1 7 2 S NIV N e Qe /1 N < = i 71 Y B - S R S N
B & 40 F R [Cabilly 25 A, “Proc. Natl. Acad. Sci. USA”,81 :3273-3277 T, (1984) ;
Morrison 2 A, “Proc. Natl. Acad. Sci. USA”,81 :6851-6855 T, (1984) ;Boulianne Z& A,
“Nature”, 312 :643-646 BT, (1984) ;Cabilly & A, BK ¥ & F EP125034 (1984 4 11 H 14
H A A ) ;Neuberger 2% A, “Nature”, 314 :268-270, (1985) ;Taniguchi 2% A, Kk ¥ & Fi
EP171496 (1985 4F 2 H 19 HAAG ) sMorrison 25 A, Kkl & F)] EP173494 (1986 4F 3 H 5 H
A ) sNeuberger 25 A, PCT &H W08601533 (1986 4F 3 H 13 H A ) ;Kudo 28 A, BXYN &

6
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| EP184187 (1986 4F 6 [ 11 H /A 4ii ) ;Sahagan 28 A, “ . Immunol. ”, 137 :1066-1074 T,
(1986) ;Robinson Z& A, [H 5 & ) W08702671 (1987 4FE 5 H 7 H /45 ) ;Liu 28 A, “Proc..
Natl. Acad. Sci. USA”, 84 :3439-3443 11, (1987) ;Sun Z& A, “Proc.Natl. Acad. Sci.USA”,
84 :214-218 W, (1987) ;Better %5 A, “Science”, 240 :1041-1043 T, (1988) ;Riechmann
2= N\, “Nature”, 332 :323-327 WL ; Lk }% HarlowLane, ANTTBODIES :A LABORATORY MANUAL,
supral o AL T Fd A SOk

[0042]  “A AALHUA"RIBEE & A N REREA R ZX X EAREX K21 AT
HATTREM TR TEE R MEME RN, WA S RmiE. — e LBl
B EARE N B R RGN AL, BE N e skie e (Tg) ZERESIAN A 1g
FERI ARG/, AR RE EN Te IR (2RI ) o T ZEPE BRI ) 35 45 R4
R EHEEE 2%, MR T EE R e A LT B R R Vg . PR ZE R ETRER Ig
FER R ANIE] VD T JERLZ A A1 E B HER 45 3L o XSO IR A 2571 40 B B % T
2, ENTAEPUE R EM IR R A SR e B R EHER A Tg 863
FINANEA, g R B/ DR EA RGN ARZERE IR 56 AR iz Ja] LAS
Bl 53 Wh 25 o (R 2R (R B SR S 1 N B e B AR T 20 AT 88 4

[0043] 4= A Ak BT & Je H il & J5 5 R A H R A8 2 A A1 [Mendez 58 A, ” Nature
Genetics”, 15 :146-156 T, (1997) ;Buggemann & A, ”Eur. J. Immunol. ”, 21 :1323-1326
T, (1991) ;Tomizuka Z& A, ” Proc. Natl. Acad. Sci. USA”,97 :722-727 11, (2000) ; & #|
W098/24893] .

[0044]  HrphRs BT — PP U IE 5 BRI PR 255 S A AH X I MR g i pi g . AT
5 IEAE 2 FIPURy B BRI B v [ B AR R RO RIS Y (CAn iR R ) shil) Sz ml il &
SSRGSl B IE ok AR Ry T e AR PR (UM BT AR ) Sk iRl
N G B LA R IR B e i . 0 2 B SE I L) US4, 699, 880, HAI AN 2225 S0k .
[0045]  Huphiks BLHLA T AR T 00— M) e NI Sz b7, 7 A — R R didt
MEFRBR . ZPIPUME R PUARAER AL RIS SHOREE AR R s e B BUARAHE . Rk, H
X B b AR R URE R e b R B ] R0 HL e R IE R — R e PR B UAR 1 v

[0046] Bt LA, A< B AT LDLR (1) 5 v [ Pt A4 S HL e f) EE AR e oL v BOAAT AR A m]
T8 S &G sh W 5Ty BYBT K, 1 BALB/ ¢ /Nl o FHIX S8 G2 /)8 B AR LG i o) 2% 20 Wb Bt
My B B v FEBUR DU R T A AT 4 o o o, BUMURE Y B e R PR AT 5 — AR TR, 40
EAFLARIM W 25 (KLH) , 31 DAA# 55 4h—48 BALB/c /R AR IE o 3X 88/ B L3 & PLdi s
Bk, HHBA 5 R 5 BRSSP RE, 10X 28 B g BE BT AN IR LDLR & 1 5 8
U BT A R A R e e 1

[0047]  [AIUL, HUAEE Y B v BE TR & B ORI BLR AL, BUE AR S5 E SR PG I 3R
REAHALRI IR o AT SR FCREHLAR” AL 46 5E B 0+ S F R B, 91 T, Fab FIF (ab” ) 2, ‘¥
MR SPLRSE G . Fab flF(ab” )2 Jy BURA CEBUAN Fe B IR AEIR R g R,
1 H e AE R Je 245 A L se 3 btk D [Wahl %A, “ . Nucl. Med. 7, 24 :316-325 T,
(1983) 71,

[0048]  {H1FVEF BN A, AR AN BHHE 7= 1K 7 25, AR i B i L (#) Fab F(ab” ) 2 R He v B
RN E B SEEEHIA S F I LDLR 81 AR, X8 B — IS, AR R E Al (5-F

7
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Fab JrBr) BUE & AR (74 F(ab’ )2 B ) 5, il 8 A K #E 7 i i Al

[0040]  — BN, WA PSR RE R A M S 0 7 RN DAE > T EHR S G et
e TG RIRTRAL AT RELIDUIRE &, ] TR PO AR 7> T8 . K
AEE” PR AR ERR” TH o> 1 A SA e P AR A T 2 A D, S g ik I SO I i » i ELRAT
'R e = YE LR B R S I AT R AL o

[0050]  “HLl” EFRRELLHUIA L G 1N 70 7 80 70, IR EEHUIR KPR IE % 2 — 3 )
FEREZPUR RS S RPUE. — DI A E R BRI IR R
R FR DR L Ry e 1y 30 ARG UR I A7 S N 1t AN e L5 Kb B e B i A i
BRI

[0051]  AZ M RIBLIR Rt i v Bonl Al T sCe PRI AFEAS 1) LDLR 87 5 il
A RIEAF WA LDLR A B A5 90t BB Tl o (s a LRI 25 5 1
19 AR IC DU, I e ¢ JeFioAR U n] LAREAT L34 5 e T R o

[0052] i ] S 3 50t WA B B % L 1 BB, AR BT PR (sCH R B ) AEALAR
i bl BT SR AL A DN A A BT LDLR 82 e Ao A B b fliE— A UREAS 45 A< B 1)
PRACHUATAEZFEAT, BT SEIR A A . SR EBERIPTIR (B B Srdipricsitk (s
FBO) MEINSCES R EYREA o MADZFE— M AL, AMEFHE LDLR & AU A7 1L,
iy HL Al AR R AR B Ao RIUHACR B, Bl RN AR Gy A — P21
Jiid (Blngetais ) 34T oot LLSEL AR o

[0053] A% H] LDLR &% (BRI J7 ik — et i LU N 2B IR 59— AL REA, B A RE
WU LDLR 87 F R IR ICHUARAFAE N B IR AW 1 ZH 2B HOGAR B fF WC B X 40 L, ik 2
240 o 21 40 L, A A A TR TR IR AR I, DA R DAAS AR AT N AR AT — B A R A
Mizpr i,

[0054]  “EAFEA ] B [ AH A, QAR ERET 4k 33, BURENS (i 7 40 1« 40 ks slm o 1 B 1
e AR SRR IR SRR, RIS B2 iR Vel 808, f 0 B ik AR T AR ic s ik it
B ZJaH NS BEtE A AR 2 — 0 LR BRI E LR 07 ik m] LU I £E By
R AR A LS bRl .

[0055]  V[R| AHZ AR, VAR AR VAR FR A AT — B REN SHURBDUIR S S IR, 2
SN AR R AR B8 RO L0 BRI MG 58 L0 T R JE e VE R i RAR AN SO 2T 4 3R
RGBS A R AT . T AR U B R A, BT LU i W BT o 5K
b BRI R ] D A AT AT BER) S F AL IS , BRI T BE B PURBIUIR S S RIS (A, 2
PRERIE ] EEOE, MBI L U8 B N R IE B RS TR . 554k, RIEHE
AR i~ 1 R IR R ARIR S o DR B 18 B LI ERRE . AR N S 2 Jnid
REZHEE G HHABBUR S 1 BAR, SORE BER FI L I S 56 K 4 5 IX L83 15 [ 2K
[0056]1 R 4% 22 KI5V AT LA € B Pk AR B € BRI S5 G im o ATER
N M A T 5 6 At P AR 2 R IR (R VAT e ik e 4 1

[0057] ALK DR AE TR oo b H e AT B D IR, AE vt B B IR
[0058]  ArRicA K PUIAR R A — R A RS ST S &, TRl E (BTA) . 243X
ol 52— 3 2 A I, B SORE DU RE — ity 2ORE ) S L LU 7 A — e g 4, o1t 7y
b1 - 27 N0 e A & R R il E R0 R =i 2 i e T L E TRE RN D UESSTE A
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{EANFR T, S SR i 0B 7 2 BK P X R 6 —5— R [EI i S A Mg % BF CRE IR . o« — H
VR4 TR B O S I M R PR 0 S ) Bl AR e AL A A B i e R TR I A 2 Tt Mg ] 26 B 44K
g B — ~FILBE E B 2 BEAZ TR IR ok AL U AP —6— B IR Sh i U L A TR e By
UL K SRR Rk el o A4S N (¢ 77 v mT P B a32s, XM iR n B i — W (U . T H
DNE L) 5 FISRAD T V25 I PR HEAD R S VAR R 5 BT EATAG U o

[0059] & W HI AT ART 3L 8 S 2 W VA AR R I 90 dn, Rk RO 1 BR 0 BT A B BT
R B, wt Be H OSSR % B 58 V5 (RTA) XF R-PTPase HF AT A M. A% C /9 51 A 3Tk
“LaboratoryTechniques and Biochemistry in Molecular Biology”, [by Work,T.SZE A,
North HollandPublishing Company, NY (1978) ] FEANRUA T Uit sl i 1t 7y ik, Bk &
Z# Chard, T. HJ@ 4” An_Introduction to Radioimmue Assay and Related Techniques”
5o HTLTHEES BN PR v 8 55 07 SN BORU B 252 2 AT RS 280 1 R A 3R

[o060] {1 A] FHZ AL G HFRICA K B HIPUA . HFOUARICHI PRS2 IE B HDEAER,
H A5, IR BIGUA I AE o B B S FRICA &) 2 5O et SUR B 4 1
yARSL SAN: 4 SN =0 | P e = S Y (B R -

[oo61]  5i4bh, A "E sl & B RT3 5 RO & B WP A R AR i . X 2GR
B W AR T LR (BTPA) 284 FAN M 2Pk L.

[0062] KPR R OGS DB IBAR P AE BT AR A BRI o AN PR AL 2 S N I i v
ARG AT LU E A 27 ROGHRC TR o Rl AL RO G2 &K B oK
oI WE TG WK Y E 26 IR IR

[0063]  [AI4E, A W HIFL RIS AT A RO G Wk brid. AEVROCRE —MIEEY R G
WA A RO, AW FR GE R B B ST 2 O SO AR G e R 2 el mT BAA 52
W ROGCE B AR . TRl B IR E LAY OGS TR TR MK
JCEH i,

[0064] A BHIRIHLIA 18 G F T S fsril), (R oA 7 XU 857 S " Al o 76— R fe
PERTINE, — B B RIARSRICHUR (SR B B EA L &, i — & B i bR 1
AL DU I DIAS AL / 55E B AR B ARBUA  BUR TSR I HURZ [RTE i = e 259 .
[0065]  HLARYFRFIL G R S e A MVE S ™ 1E [ ” AC N, AR 2875k rh, S A 45 & 1 Ht
5 S TRE AR i, ST B e B ARBUR / BUR B GV MFEARI PR . 8555 — B &
T RIS TR) S 5 ek [ A A LA 2 B A A, thn] BR S R N IIPLIR, F 5 A R A ER
whifk CGRE”IE577 KEH ) B /e85 58 — BN A bR i prig i Kb id
U LRGP AE B AT AR R R PR ES& 2 5, 28— IRBEIR AR SR DL 2 BRoR M. AR i
RGNS

[0066]1  7EA BHHLIE I AS I IR 57— et ” R IE b, SRAFR A [R5 7 F07 2 4 5l
o[RS INE R AL HE— 55 7R P IR, R 55 B [ AR B 1) P FTbR 10 BT A4 7] B 0 3045 I
FEAR, @i iFRa, Vel AR SR UL E BRI R IR A R R 85 S briddifk. R,
W 1E )7 R INE—F, 18 5 A B R G55 bR i U A7 7.

[0067] 757 Wik ” Kk, E G AR IL PUARE B P I N A, fE 98 — BOE &
(IR S, NN AR R B S IR AR Id Bk . Fa% g% — BN TR), H— M O B ek [ AH , 8
RS R AT R R S bR IE PR AR ™ [R5 A7 1E ) #vh—F, i e 5

9
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R RLE A PR IE PR IGAELE

[0068] L\~ 168 ik A IR il 1 S fti A8 0] 4% % BH R4 T 48 1 B o

[oo69]  sijfifs] 1 AP E G ELOFEL (CHO) r—hsLDLR [yl &

[o070]  J& ik DA 3 0k 2 AR L [R] 4 AR e gt — S R Ak SR g (DHFR) 2 [A] 11 CHO-DUKX 4]
J W] A2 i R 18 hsLDLR [ A2 o2 B8 41 CHO 40 g [Urlaub, G. 58 A, (1980)], Hrh—Fp K&
21k :psLDLROT, H: 57 LDLR 1) N R AR 454 X, I +4 A7 B s BB iR 5L Asp TG B
2 4291 f7 B Glu(+291 ), LK oy — Rl R IS4k :pDHFR, 545 DHFR ¥/ il EE A, i
P ol ] B 34 R SVAO W1 DX KIS 1 RN S 20k e RO . R 0 R AT T B A
LipofectAmine (Giber BRL) 11 FH & ¥ I BUABEAT 4 AR iKY o 72 /NI JiT , K B s 4 i 4%
R RIAE Wi AL B 1% I I B 5 2R R, L 10 % #rid iR A g (FCS) #hgs. RIA
DHFR 5 P4 1) 40 B R TV 1 i 7% » H i it T ke B I 2 1 g v 0 R 58 1) 400 R T 3 25 ke o A 4
MR, JF4% r—hsLDLR G PERG L4 M . AR5, % e 40 Mo 2t MTX R BRI K, P fdide e A
[ . B [ AT e

[0071]  7E 5 JF CelliGen £ 4 & N #5 ', LA JC i 5 K5 97 ¥ [Gibco CHO-A-SFM Cat.
no. 95-0091DJ] H 4% 5 & #33-10-29-21 [y A2 72 ¥ CHO 4= 7= % o % 40 M 2k ik & 41
hsLDLR (+291 #Y ) , £l J&%52% 0 0. 8-0. 2 n KNI 3825 [Gelman Cat. No. CSS92DSCCK]
o EVETE R, FEERURE 2> 204 KD (I B R4S 100 5. DL/ANIEBEZl1b vk 4tk 2
— R ) r—hsLDLR [ +291 B Z 5548 FH = O R &kt (DEAE) B IR HE PH & 125 #t
AL DL AE Buty I -TSK A b 3T S /K AH BAE P 3R, TR H SRR &Y (HTP) (il
FERN Sephacryl 100 f & HE F A BRUOGR A HEF BISE 8 5 #27 SA R R P e
SR, RIS FE A R T SR 9 BUR R BT RS I i S MR 780 FRAY /uog. 1
gy #27 WL BT N R 43 B2 8 ) r—hsLDLR.

[0072]  #fifk 55 4k CHO+291 r-hsLDLR, A T/ BlANSRIE ST o ik i vl B = R i &
LR, AR NP IR () TR P TE FR 46 100 £ sb) A HQ POROS PH S 14 #t
EAEFEVEN s0) —PE KM EAEH (HIC) BB 7E Buty 1 -TSK (i AR SE e lii vk LA & it
Phenyl 5PW (a3 A%: . X5t 5 B /K AH B AE FH 20 BRA9 21 037 2508 5 BEAT3E T, 75 HQ POROS BH
B A A, &5 — P RABEBKA HIP) Eikt:. P8 21 r-hsLDLR 4fifk
2R 90% , 7E SAH B 8GR v b DL 2w i ok

[0073]  SEJtafsl 2 /5 BRI i

[0074] M\ FRSSEids) | ORLRE R v ue i H ok B4R 43 #27 2248 r—hsLDLR, B 101 g
Bl 100 1 g/ml [RIMREE, LL5E 4 85 [GAE T (CFA,50% (fRF)) A 35 —4k, 3540 BIvESI AT
HU7 AR Balb/C ERE /N B .

[0075] A5k sz Ja VU, EAT #h R 5F, BB 54 10 1 g 4 r—hsLDLR ¥ [F]—18 43, H.
WRE R 50% (ARFL) 1 CRA W& AN/ BRUVLIA N

[0076] 5 URIESTEPIAER, N SEHER] 3 T % ELTSA £33/ B % 1) r—hsLDLR
Prik.

[0077] 2% —RyES S T2, /N B M-1 F1 M-2 [ r—hsLDLR 5 5 e % S v PE B 0 3%,
10w g H R SRt 1 Brads () B e b i R il S 40 r—hsLDLR haiE Az iy /R
[0078] VY EHASE, M/ BRI, AL r—hsLDLR Bk, 5548 X e H /s BURh o

10




N 1418225 B WO P 9/17 Tt

FHEA 50 1 g r—hsLDLR (B #h % ph EhyK (PBS) K <3 — IR IEIE N, — K5, 3=
IR T 55 MR R RO A o

[0079] B8 —JRIESTEPRAEM, FRR M/ SAHECM I, FI CA RS2t 3 ik i) B 4% ELTSA 25
BT M FIHT r—hsLDLR 5 M. BRAHUMEMRXRMBER 1 0 100-1 32,000, Ff LA {7
AN E] 96 FLAR Y, ZSLARE A IR SLHER] 1 BT I R A AL FE AL ) r—hsLDLR, &L K
10U o BFFES — LI AR 22 1R &5 H PBS+1 % 4 B & A (BSA) B +0. 05% Tween
20+0. 05% Thimerosal f¥] DMEM+10 % [FA M35 (HS) 1E25 A58 » 755 5 WHEFL A AR —
s % 0 B 1) 1E 3 BRUMLVE A A £ U458 o ) ELTSA BRBSS7E 492 F1 405 g KAk I 1 2 J3v Fry 08
[0080]  ANIMIA £ A 7R /) Bl M—1 IR afn 3 EL AT %8¢ iy r—h sLDLR ¢ 7 0k i S R 2k, 0T A
FIF DR S i Al & R 4E i [Eshhar 7., (1985) ],

[oo81] Sy f4l 3 A TPt (i v i X R0 2% i Jeg 40 Ji e I OiF 34 (%) P G B 2 WO BRI 2 ¥
(ELISA)

[0082] it BH PP HL M ¥ B 45 ELTSA VAP IRANS <A 100w 1 r—hsLDLR (A bk sk
W) 1 AL Al A B 4k ) 100 267 /ml (10U/ 4L ) pH5. 6 [ PBS+1 % B (Sigma, Cat.
No. G=7765) +0. 9mM Ca™ FI10. 5mM Mg, & SCRR #6220, 78 75 90 FLAK 90 73 Bh 348 37°C
5. FH PBS+0.05% Tween 20 ¥ ( FR4 &M (L ALBERE T — A EEIR #h — 0 P-1379) Pk 6
s SO A PEE R

[0083]  HuyE/ R AIPTMIEFEAMRIKAGRESE 1 ¢ 1001 & 32,000, BIE %28 /83 40 o 5 7% b
TEBIMANFLAR Y, 76 37T°CREBNEEFR 90 4380, T FHYEREPE 6 K.

[0084]  HY 1001 1 511340tk (Sigma—Cat. NO. 4601-1) FEHE BRI AL (HRP) —APA
MREAR 1 1 1,200, FEAOAALAY, 72 37T°CREBNETFR 90 408, T HBEEMDE 6 Ko

[0085] {100 1 1 JEMEI (TBRLAE 20ml ZK FP¥sfR— F OPD Al— A XWUAE K mn il e ) A
fLA, AR ISR 30 A3 Bh. BEFLION 1001 1 4N [ SRR AT S by ik

[0086] A ELISA BLAU#57E 492 F1 405nm 4bisk H 96 FLAR W e, o i %82 3 ELTSA 3
BRI A2 P Mul ticalc 8FLL 4 SHOTHRELH R,

[0087]  SEJtifh] 4 Rl AT 40 M R ) 2%« S R B K B AR ) 4idk

[0088]  Fjlif ik AN A% A5 988 41 i I il - 2)4% Eshhar 7 7F 1985 E PR EAT . oy i,
TERA AT 2-4 ROAMINE S B9/ BOM-1 B R 40 R AESR & 1 (PEG) B — B[R] 5B
ARG . STH DMEM S8R PEG, T LAES L5 A 2Bk PEG. 4l Mo 5587 2% T DMEM-HAT
BRI, T AT EE S 3. 4X 10 4l / FLIY 96 FLAR I, 7F 37°C 8% ¥ — AL Bk Rr 7540
HRESR 10-14 Ko 18 10 KPP ITA A28 98 40 AL b B35 2 s e LA 10 % S IfyE (HS) b
[¥) DMEM. FHSE R0 3 Frdk €9 B 3 ELTSA VAL 77 r—hsLDLR [ 588 vg BE PR 24 A8 I8 41 e
B FIEVRREAS . BRI 22 P R DMEM+10 % HS 7E25 F1IR 5, A Bp v FE B ik C7 (Amersham
A RN M-1 HLIELE IE VAR, MM ps5 B IREE 1 (INF) 52 R 1) 5 58 B L 1
WIE S 4% K i o5 Eym v PRI B A Bk G FL P 40 i 6 2 1) 24 FLAR, P 31 250’ )R
W, ALK G IR 7 W r—hsLDLR B8 5g BEPUAR G Ol o s BH 14 355 2% V05 1) 40 MO B0RvA 15
RATLER AT

[0089]  Fiiiik K2y 1000 A5 F i FH LA r—hsLDLR MIHiik. X 54 A G i M i iy 1) 355
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TR E R RTIN 2 IR o Forh FAS G0 5 3 1 e e IR RE IR (124282030 1 50) 7E 96 FLAK 118
ik BRI R REAT vl . E#E ELISA VA2 R A K ve i iE W ) r—hsLDLR Hifk.
[0090]  BH M ZAT e Sl Al U AEZH AR5 5 16 % S I iE ¥ DMEM A4, A5 7
FEIRE o AN, 1) 2-4 N B S AN [F) 2 A8 98 v B 4l O LUSRAS I K . FHAR R B Ui
REUE ARG GBI AL MK A4k Pk, i) SRl , 76 20mM pHT (B IR 5 22 P oy
7.5ml BEAKRREAE 1 ¢ 3, N Bml & AR G i AE (C10/10) . A 20mMpH7 F R 2
GEIPRPEGE g AE, ) 100mM pH2. 7 () H 2 BRVE Hh 5 ve B B . PRIEER 73 1) pH A IM
pH9. 3 [ Tris ZEM AT & 7-7. 5.

[0091]  SEjiis SELTSA A4y H ) 5 s B P AR IR i e AT ELTSA 240 1i4k

[0092]  AASEJEAA] 4 BRI /K A4k iR B0 v B B A FH T 134T — A e A X S 0 DUk HH il
T S 6 I i 0 ELTSA VA AR5 —FI15E — r—hsLDLR HLAA R 5B e BEPUIANT o &
B U, I AR BR B P VA B U G B AR 2l ) R 24 A 40 i (Zm's o 12, .28, 28,
29. 08,30 F1 50. 05) 74K 1 >k [ 5 7K 78 15 96 FLAR » LALE CHO 40 e ™= A= 1) r—hsLDLR ¥ +291
A +292 B (N +4 A7 B ZSERRTRFE Asp 2 +292 {7 L) Cys) LAK +331 B ()N +4 71
ZIEIRIREE Asp & +331 A7 L [¥) Cys) MEAPURNGIED A FIRES > ZEAL IR 5 5 B 0425 HL
Iml, A EbRIC, DLHGE A MR 5 1% 4y 20 BLISA VAR 28 —hiik. fispshin, A son 1
0. 5M B FR S ANV K LA BR Ee U UE A4k 1) 1. Bmg B v B BT pH A Y 22 8. 5. PR
A 0. 75mg ZEM) 3 -0Su N- 25T — e - &R (4EWE -0Su, Sigma, Cat. #H1759,
¥ 5mg ¥ T 2001 1 DMSO 1My il B ¥ ) » TR T RSS2 /0, E T 2-8CH;
FEd . IRV HEEN SephadexG—25M (Pharmacia Cat. #17-0851-01) PD10 €4 4% L4
B AR FEAL T BT PR B R S NI AE I E -0Su.

[0093]  HJAFSEES R B L B4 29. 08 F1 30 A ELISA VAR —HifAnt, nfELL B 5
P RERIE T

[0094]  H4AE NS —HUARIIPUAR 12.28.29. 08 F11 50 H T FLARk 78 o5, PR s Y o SEES
4 LS A oRPiER 28 miE S B

[0095]  DME ‘T om ks ek &, H SR so DA 28 18 sa e Ui v FLAR b, FH UL &R b
IR SEBE DA 29. 08 1R 028 PR3 145 oA sty . A XL o DA, r—hsLDLR
() =R B (+291 +292 H1 +331) 13 BIME 5 ANE AR 1F . Iy B Wi 3 v
492/405nm &K 1. 3 S35 R (0D) .

[0096] ¥4 r—hsLDLR HiJqt i) = Fp A AR M B 23R FE 4 0. 9-1000ng/m1, I ML 4. LA
By lEDLR 28 F T8 55 M LU AR = i (R 5 s FE DR 29. 08 4F 8 58 —HiiA1q 21— &
N . IXFAGIFRIE) R — SRR BEYEHIAE 1-10ng/ml [ r—hsLDLR (2PN 25 it 45
[0097]  5ZMA ELTSA 5 IE 1) 2 BUELHE R RE 15 5 I 8]« G2 v R FLAR () e 46 5%, o
MARAT H B Pl e f: 40

[0098]  « FH 5-10 1 g/ml H3gfEHLIR 28 [f) PBS WL m (L1 & 35 7R AR 1L 1

[0099] G4k

[0100] a)PBS+Tween 20

[0101]  b) Tris+Ca+2+NaCl+Tween 20

[0102]  « B -

12
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[0103] a) & 1% B PBS,0. 05% Tween, 0. 005% Thimerosal
[0104] b) & 1% BSA [ PBS,0. 05% Tween,0. 005% Thimerosal
[0105] ¢) & 1% FBS [ PBS,0. 05% Tween, 0. 005% Thimerosal
[0106] d) & 1% 4% PBS,0. 05% Tween, 0. 005% Thimerosal

[0107] e)I Block, Hy Pep F11 Hy E#Ht

[0108] DLAEMIZARA0 BIEE — S FTREHIAR 29, 08 UK 1 & 500.1 © 1000.1 : 2000.
1 4000.1 : 8000.1 : 10,000, #H4FIKEZ 10. 74-0. 537 1 g/ml .

[0109]  «4PSEAZEMIMAE <1 - 500.1 © 100041 : 2000.1 : 4000.1 : 8000.1 : 10,000,
A THRAE 4-0. 20 g/ml.

[0110]  ARYFIXLESZLG, $7 T [ SEHf] 6 Pkt 9.0 ELISA VAR i a2 3R o

[0111]  SEjiifs] 6r—hsLDLR 3.0 ELISA ¥R

[0112]  FHERTCREHLAR 28 11 29. 08 737 r—hsLDLR [ 92,00 ELISA 2. fi] Bt , 78 2-8°C
F 100w 1 BE 5T G A4k ) e BEDTAA 28 (5w g/ml) 418 96 FLAHCE faid B EliAE 37°C 3 /i
FLAH PBS+0. 05 % Tween ¥k 5 X, SR 5 75 37°C 1 200 1 1 B FAVE M (PBS+1 % BSA B Jik
+0. 05% Tween 20+Thimerosal0.05% ) ¥57% 1 /BT ERAE 4°CEE IR, SR 5 F PBS+0. 05%
Tween Pt 5 %, 410 100 v 1 FEABURHE PR (CHO ) +291 r—hsLDLR, 75 A #0R
% 0.5-32ng/ml) IIANFLA, 76 37T°CHEBNEEFE 90 4> 8. FLARF A PBS+0. 05% Tween 20 ¥t
5K

[0113]  JIAEH 100w 1/ FLAEY) 2= A K B v B D4R 29. 08 (0. 69 1 g/ml) 1) 3) P VL,
16 3T CHBNIEFE 1 /M. FLACF PBS+0. 05 % Tween 20 ¥k 5 k. HU 100w 1 i€ 1140 3E
H% ) LEAYEEILYEY) (Extravidin TM—Peroxideas Biomakor Cat.#0645-1) #%B2
1 1 10,000, FMAFLY, 76 3T CREFNEE IR 1 /Pt FLAH PBS+0. 05% Tween 20 ¥E 5 Ko
AR FLINN 125 0 1 _EIR IS, 3595240 10 23 %h, B 2902 AT 5 KRR . A
125 1 14N EhER A S Wi 1o FH ELTSA 20 A8 7 492 F1 405nm 3% K I 152 H 96 FLAR I3
I FIER S ELTSA S8 I ATHE AR ) MultiCale BAFTHHE T4 R o

[o114]  SZjtEfsl] 7 [R)Fh 7R 58 o B it 1A

[o115]  ARYE I RS BRI RE e FH T 5 R AP i 57 & (PharMingen International) fifisE
[FFp R BA e R B AR E BR R T (Tg) o FLl 12.6.28.29. 8 11 30 i A 1gGL, 1 i 50. 30
I TgM 25,

[0116]  SIZjififs] 8SDS-PAGE 433 B[R 43 HT 1=

[0117] K r—hsLDLR [ 5 5g BBt (A ik G2 B8 43 Bridi 3 44k 19 r—h sLDLR [ +291
UL B M PRI A AL ) RAR LDLR. T SR Hb U, 7E 38 J 461 T (0. 04M 1 WAl A AR B 3%
(DTT)) #12% SDS Poly Acrylamide BERCHIIR AN 100ng/ 451¥) r—hsLDLR [¥) CHO+291 %Y,
SR AR PRVE ) hsLDLR B TBP-1 JEURCEE M — A ANtk At (FEA Thifids ) o B thdi b
K T EFRCY) (W) o BRX ZAEAVENE 5 k. T8 A BE AT e g b2y B SR a2 A
R RIS IR AT HE DRI . ZIEIEAE S 10%ARARYY.0. 1% Tween 20 [1J PBS HE55E 16 /M.
PEUEIBBY AR, BRAC AT L B Bl tH R I BR Se FE BT AK 112, 6.30450. 30,28 B} 29. 08 (/K
MREZ 1 4000) Fr A — RS TR 2 /M

[o118]  FEA 0. 1% Tween 20 (3X 15 438 ) [1) PBS PRk, HHH —Hifk - SERE

13
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FALYING / Bt IR L BE I L AE BT Rl (FRBEA 1 ¢ 10, 000, Biomakor) 7EZ i FHFE 2
NS

[0119] A 0. 1% Tween 20 (3X 15 7381 ) [ PBS Peifcik Lefiiny . A X4k 2% Aok
(ECL, Amersham) F5 [F &5 o

[0120]  7E 4 BN R 43 ris (K 2) R B sa FEHLIR 12. 6 F1 29. 8 A T U0 JR G AN 44k 1y
r—hsLDLR [ +291 A, L wifEHiik 28 F1 30 H TR A4k ¢ r—hsLDLR [#) +291 Y,

[0121]  SEEfs] 9 FH & v hi A& r—hsLDLR (#3000 2505 2k

[0122] 18 i VSV/WISH Z 4 (1) 40 B i3 0. (CPE) #0437 2%, 7E AR A0 DK Be 05 S 3 5
r—hsLDLR J W [ B 5 B 5T A0 r-hsLDLR (+291 ) Hii 2 iE M6

[0123] % WISH 408 (R¥E T AZERE ) JRAELL 10% FBS F 0. 04M 45 Z B # M5 (1) FR 48 2
LR (MEM) 1, B 37°C 5% I AL BRIG FRAA TP B 95 o AERSIUIT LR AT 24 /b IHE 2L
AU 4 B i 96 FLALZAREFRMR T, 73 A2 B 4 40, 000 40 / Lo FBERRIIFE AT
PRYEREA, HEHE T FLAR 4N b o STEDEE VSV i N FLAP, A5 %0 (MOT) 4 0. 5pfu/ L. 4L
MAE 37°CHEFE 16—-18 /P, F LEEPES . FH Gram Crystal Violet stain VEMZEHZLETE
MR N R R RRR YRR AR FE IR G R AR it 28, 52 s A HAE R AR VERE A (1) 40 g 42
[0124] 23 T /3 MrHuR i -R AN, 4 r—hsLDLR £E 37°C FURE 7% 30 438, FL1R) 2 i 18 o £ 9l
PR EHUAR R KR EE o X ey i N 96 W0 & LA KT WISH 40 i 3% 359 b, BN IK
JEPE I RIETE (VSV) o 535 18 /NI, FH 45 i SR Y fE T 2 40 e 1 vl VSV A5 O 40 s
fi ko RO E (H BLISA S8aetfi g ) FIARMERE AR B 15 B i i 8, 2 g B/
HH A B A AN 1 0 PR 2 350 AY

[0125]  $&/5 r—hsLDLR ¥ JZ Il ik B v PR HUAA RN . 45 R R I Pl 5 v B D ik (12. 6
50. 30) HAHFIEYE, Wik 1 Pior.

[0126]  /EFR | FToniIsEserd, fERK MBI E 2 1 40 BRI R 8 e BT AR (140
FIREN o TEIXMRBIRE T, B S0 B PUA 12, 6 [RE 1 LL 88 T B hi A4 50. 30 R IX ] BE
H T 55 B BUA AR & (MR DL AT IAE R K (IR 22 5 BT 5 1S 1)

[0127]  FHXT B v B B A (0 1R B 188 1 r—hsLDLR ] 5 JIR B2 7o [ Ak g 0 2 . ZE52 |,
4 r—hsLDLR [#)¥& B 55 T 62. 5U/ml I, 78 £ 73 87 B9 P A 9 B 3808 — B 5 5 B8 o4k
r—hsLDLR W& A AT 5200

[0128] 25 1 32f% 12. 6 F1 50. 30 %f r—hsLDLR HUi a5 551 po3m /e i ©

VSV/Mab LDLR ¥ & (U/ml)
0 2.5 12.5 62.5
[0129] -VSV 1.5 1.2 1.6 1.5
+VSV (0.25) 1 7(1.7) 1.7
+VSV+TT[# 50.30 6(0.4) 0.88 (1.25) 1.62
[0130] +VSV+E£ 12.6 5(0.5) 0.77 7(0.7) 1.67

[0131] (@ r—hsLDLR LI &5 PEA0H] WISH 4018t VSV 4 3 g 40 s fife
14
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[0132] B SCIEHUIARIIFDHIRN AR AE MK IR R 1 0 40 BHIIE . A3 et 2 B 76
KPLOEEE (D) Rm. 55 WINETRm LDLR RN 0 F1 12, 5U0/ml i BT BEAT i
il

[0133] & B sTEHUIA 12. 6 F1 50. 30 [I9 BE I 2 % r—hsLDLR Huvs a5 3 Hk idh dlAEH -
TEMREWR A 1 0 40 (K ) I, B oa FEPUAR 12, 6 D] r—hsLDLR BB E 3G TE KA
60 %, (ERFEIE A 1 ¢ 20,500 I, K2 RA 35% . I Sp 5ol HiiAk 50. 30 ] r—hsLDLR
PURERE R 45%, fEMBIKREE A 1 1 20,500 I, RARA 16%.

[0134]  FHPFIER 5o B HUMARAT 2 19550 8 .25 it 2 LA S o & r—hsLDLR 23 9k 55 o0 i 4 FH 1
Mgzt LI BT EBA S r-hsLDLR 4564 & kR EHAER

[0135]  SEjifs] 10 FH 5 ve BEDUAADHI N BUH R s (HCV) BRI

[0136] W& r—hsLDLR [JARF 57 1 55 o I 0 A7 2 455 8 1 N 440 e o 10 ) 7S 28T 48 5 5
SHIIBE ) . FT167 40 Muds 2 B —A> 57 & S N, A td T BB SRAER DI F A (45
s 7, )

[0137] A JF40 B i) = 5% 5 W i Y 0 IR T8l ik 5 v i) 2% [Maurel P. “Adv. Drug Del.
Rev. ” 22 :105-132 B, (1996) ;Pichard L. %% A,“Mol.Pharmacol. ”,41 :1047-1055 ¥,
(1992) ;Ferrini JB. %2 A,“ChemBiol Interactions”, 107 :31-45 71, (1997) ], FHHEH A
H AR50 E A 2 P ML A 40 M 04735 2R o B 5 400 J7 /4121 3ml K5 F2 MU AE 60mm
PP IR 10078 w2 (R BRI T o KT MiE B I Williams™E 418, #2 A A0 55T 4G
[Lanford R. 2% A,“In Vitro Cell Dev.Biol.”,25 :174-182 L, (1989)] . /5 &F 48 /Nt
BB —IRBE IR ISR 5% AT b 37T°C N RFEEE IR . AEIX LR IR 441
N, AN AR R A & /D aT {335 35 K [Ferrini JB. 28 A\,“Chem—BiolInteractions”,
107 :31-45 5L, (1997) 1, ‘EATINT P B 48 3 B3 IR G BBURK, [R] I ST A 5 23 22k PR AL 1R AT 52 A1
[Fournier C. 2 A,“J].Gen Virol”,79 :2367-2374 5i, (1998) ],

[0138] PN ZYIH R WiEE (HCV) PHPE MEFEA (S — A NIV g, iIX 28 NG 352k A i
ETAHCV3. 0 F1 Chiron RIBA HCV 3.0 STA JEXH:PT HCV Btk 2FHMERIHEA . PramANBA
— NG T SR s EE (HBY) BN S sk Bimi s (HIV) o fEREMIMIEFEA S, B Roche
WA 2% 52 5 HCV RNA DLK i R EREM IS (Line Probe assay) #fi@ &K% [Inno-Lipa
HCV 11, Innogenetics]o A T i f g AT A R FRETR W MIEHEAR 735 T —80 CLRAF o 1X
LESIO SR I FEAS S42 (BRI 1b i B4R <410, 000 4™ /ml) .

[0130] 24 JHEATIRHLH N — DAL BE, 75 R 45 T 4040 M5 7R 2 31 P3 SR a (™
R BRI B ) o UL =K, [0 A 7 B i SRR I, L 25w 1 P A
RAEFPAPEMLIEREAS (S42) 75 3ml BEFR D 3G IR A AR AR S A ik e . IR, 40w
FH 3ml B3 FRMBIEGS, 75 1B S TAT KIS IR 4k 85 7%

[0140] A = FFAS[A] r—hsLDLR [f) 5 se BT 12. 6,28 F 29. 8 Kb FR4H L. BEYLHT 30 738P,
a2 88w g/ml IASF g FEPUARAL . 285 a0 b iR 40 f ik s .

[0141]  ZEAHALSRAF G IE Al ML, (A AT PUR TRAL B . 7B PATSEEH, SEE0 4 FRAH R
[T OL R, H 50000/ml FHLE o (IFNa ) Xf[A—35 FR AT AL LLVEEL R (IFN a B 231
4R R R R EE IR ) o A A EE — K.

[0142]  JRKYL ) 5 R, WU 85 7% W, R 0 R h 5 b SR K PR % 3 k. R J5 H il U IR

15
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PR /R T 2 Wy £ BT AN 4 X 10° A BT 41 Hia 404k 4% B #% R (RNA) [Chomezynske PN. Al
SacciN. , ” Analvt. Biochem. ”, 162 :156-159 BT, (1987)]. ¥4ULIE K] RNA %M AE 50 u 1 4E
IR — 4l (DEPC) ALFE/KH, Mk frem. W 1n g A% IR A strand—specific
rTthRT-PCR #7553 HT
[0143] N T Piibn BE LAY, strand-specific rTth RT-PCR VAR IR AE =Fh A
[FIIAEE T AT <43 A A2 T PCR 253 L PCR B85 LA A G PCR VB . WA ARAE 10w 1 fEBKIR — &
BEALFE K 1) RNA L0978 o, JFAE 95°CmA 1 738 FREAEFE S 70°C, A 10w 1 i1
P cDNA R IR A . SRIGHBIREER S 60°C, B K 2 434D, 7E 70°C ¢DNA 5 rTth DNA 2
4B (Perkin-Elmer) Jx WV 20 73 Bhe AFIREREFLE 70°C, A 401 1 &4 EGTA 1) Pl
L PYEAE R Mn®" ZEAFILLHNE] rTth RT 36 SOVARERFEAE 70°C, I 40 1 1 FUR I
PCRYVE G, 1F Gene Amp ® PCR F& %% 9600 (Perkin-Elmer) HF4T ) PCR 4 A3 4E 94°C
WIRAG A 1 50 Bh, 75 94°C R 16 #2 W A5 34 50 X, 7E 58 CH 30 #5, 7 72°C 15 31 30 7,
BEIEELET2CHEH 74 %h. {6 1EBE HCV RAN K VE T, [ 5149 P3 (R4 1 18 7 41 2 -
5" =TGG/ATGCACGGTCTACGAGACCTC-3", (nt :38-56), [Laskus T. 2% A, “J. Gen. Virol. ”, 78 :
2747-2750 WL, (1997) 1. ¥ [F—51Hk 785, Kl bE . FHEIERE (2% ) HEk vk
ST P B A, TR BET VY (R ZE R AN R 15 o AR S26 T, R4 Rl K
PR 8 (HCV) RNA IERIGEE, IIAN SV S8 1w g I RNA DL S085 7% 40 i 53 B 16 4%
PF, IXEYRA Y /E RT-PCR R0 F 4 W7 1 IE 8
[0144] & 3 BIRAE LDLR B30 FEHUIARLAAE N FT167 5572 P HCV HBk () i 46 4% 58 4= 90 o
P AT DU, 93 35 R 2 P A2 ol (8 2 ] JX e 5 B 5 LDLR W] 2 HOV A2 AR IR 5 0 5 o
[0145] S5 11LDLR Bk & PiiAm 4
[0146] A< LDLR FRIHRE M 50 v FE TR IR A9 41 i ZR 2640 mRNA
[0147] R ALK mRNA VR 84, LS IR 5 R AR X (oligo 1) MIFMEFCHL 5’
n AR RERTAZIX. (oligo 2) ¥ Cx h A+ CHL 57 ¥ B AMA U 5 1tk ¢cDNA
[0148]  SXHFERI 1S BIPIFR cDNA, Horp —Ppémid EREn AZ X (LDLRKF 5P ) , 1fn 55 — P émidds
FER]AZX (LDLR 5% ) o ¥ cDNA ZEAT s BRI
[0149]  MIRGER A e, H B Tl N Tg EREMm] AR X el (IR ERE ) g/ E
FER]AFX (LDLR 435 57 ) 9 5w k2 DNA RIAT o AL B8R A 4801 FH R e 1 PR Al A /s B mT AR X
SEA MITEOE N Tg MR AR X . DLRAE 7 v2s, ml A ik & e
[0150]  #4) B A Al FLBh W 2 1k Bk, Horp — P B $5 ik & EREIL A, o Oy — P 5K &
RN o R X PR I AT T A L 3R (SP6) o
[0151] DAL e M )5 7RV 58 —HUAR, HH ELTSA VA B 998 EP Ryl LDLR R ek Tg
(M. H Biacore ME kA HUAN HECARRIZES 110
[o152]  Sizjffs] 12 BAA A S Bk AR A 36 DR R i A JR R/ B (R Rh/NBR ) il 2% &% hLDLR
(1) 50 o B e A ) ) %
[0153]  W098/24893 F1 Mendez M. J. 2% A [ “Nature Genetics”, 15 :146-56 T, (1997)]
XA RN BRIl 26 AT T RUA
[0154]  7E APFEEE NI GfE (YAC) EPEIE & A NERETAZ X (29 1000kb) [ E]
NIEGL R (YAC [ 50 B 77 V22 75 B4l A RSF KT 100kb B AT IR B 7775 ) o
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[0155] DNA El #F 4 #7 ¥ (Southern blot) A1 ik # 3% . Jk 3= (Pulse Field
Electrophoresis) HIUFHELE T YACs . X248 YACs NAZHL FEAE A TH A0 e R AVEP I Cr .C6
Dh F1 Vh [X.,

[o156]1 A YACs FES 741, UL—2— B EHARN T IACRERFEA YACs. fEEA AT,
37 ¥ YACC KAV X)) 55 HPRT i Fhric i & o Al PRGE J:A1 DNA BB/ #Tis (#E N EEHE
SERBEAFAE T, LA AN RMEI C X B Vh [X ) #fie A YAC &5 .

[0157]  HEAHSEHE v 2 8 DX/ BUG5R1Fr & Z= PUMESE R ) SO HE YAC F) i /LB LA
A S AT SRR K [ TR, BT 82/ Vh EEE] 6 /> Th DL I =i L2 S Y
FIARIFEER Cu C8 . Cy o IXM YAC B yH2o Z G54 T 25 S A/ Bl o

[o158]  HIL5 LA b fir FHIAHADLSE NG , B kappa FEERIEE, AR ZALAET frd RIEFEPR i
500 563 kappa BERIFE B4 YAC £5G . iXPh YAC FR N yK2.

[0150] 4 &AM BRI A BTBR K] YAC 55 HPRT 6k 2% %) E14. TG3B /> BV G140 i it &, 1 YAC
SINRAGT- 40 M. 348 HPRT FHYELNAR . H5E A 1 5 %, 35 ] Southern blots I CHEF blot
Gy MTERT AP e B AT 3 M EFE5 A 563 yH2 (1) YAC.

[0160]  f1 yH2 M B} A3 e (o Ak —HE, fERIGT-40 I b i ARG £ yK2 1R YAC.

[o161] &AM IG T4 Mt yH2 S0 5 /N CH7BL/6J [ R4H . PPt i il 1 1) ik
A HENE /S B AR TE A0 R g AR 25 T — AR Ol

[o162]  HIDI /MRS E yH2 FH yK2 B IR/ (EFERR H bR / S35 /) B ERE A kappa B
FERI A ) o 4% yH2 DT B FEIREY S yK2 (DT FE AR BE— AR 15 & L™ A4 e )y BRUBE
[0163]  HIUi =40 ML ASCHT ELTSA VEVEAG S /N R B 41 i % & B M BRI 45

[0164]  FZSLJEM 2 ) 7 VA S A/ B S g2 o

[0165] 4% S5 3 1 4 177 V2 i) 2% 24 AT 8 40 JH R s e B 12k v e

[0166]  Z%AC J8 40 U 52 % 12. 6.28.29. 8,30 Fll 50. 30 £ 47 14 il B 25 24 (the Budapest
Treaty) NIy fEE2H Collection Nationale de Culture de Microorganismes(CNCM),
InstitutPasteur, &4 5 7 #4 1-2390. 1-2391. 1-2392. 1-2393 Fl 1-2394,

[o167] 27 3Tk

[0168] 1.Agnello, V., Abel, G., El1fahal, M., Knight, G.B., and Zhang, Q
X. (1999). “Hepatitis C virusand other flaviviridae viruses enter cells via
low density lipoprotein receptor[In ProcessCitation]. ”Proc Natl Acad Sci USA,
96 (22) ,12766-71.
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