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L AL E IR 201-432 RZ EL B, HAAMHE TR PR ERZ 5 RRRZ EL HLIR
FIEIR 143-164 Fll 454-481 KR EH), AL &P~ i,

a) — N THREEAE Cys 225 Fl Cys 235(C13-C14) Z [, H58 AN —HiBEAE Cys 349
M Cys 352(C17-C18) Z A%, B

b) — AN HREELE Cys 225 Fll Cys 235(C13-C14) Z [AJFE Ak, H.36 — A i BEAE Cys 368
Fl Cys 401 (C19-C20) 2 [A1TE .o

2. IR 169-432 KXE EL Ui, A2 b P sk = 5 R NKE EL FrR K
FIEIR 143-164 F1 454-481 KR JEF), AL & A Zhi bk, Hop

a) — N HREEAE Cys 176 Fl1 Cys 185(C11-C12) Z [AJTEk, HA — A —HiBEAE Cys 349
Fl Cys 352(C17-C18) X ARk, B

b) —AN T HREBELE Cys 176 Fll Cys 185 (C11-C12) Z [AJJEAL, H3E —A> —HiBEAE Cys 368
Fl Cys 401 (C19-C20) 2 [A1JE .o

3. WIRAIEESKR 1 8K 2 Bk W2 E1 P s, Horb prid o Jrud i A oA i

4. QIBCRIEE R 1 8% 2 Tk A2 EL BuJst, Sorp ik g J5Uim i 220 2F Al

5. WIAUMIELSK 4 Frik it A2 EL PR, Horb ik Hi b 4F o ARG 88 E A o

6. WIACRIEESK 5 Tk i A2 EL HJit, Hor iRy Jst 5 I3 — 2 ot — Al o 1
(EEIEE

7. GG R DPAAFEKZ EL FUR A S, B R PR A S & R 201-432 8¢
169-432, HA M2 TR PU R (K & —Fpik = 5 RIRKE E1 PR I 2 LR 143-164 F11454-481
XA, HE A Z 2 PR R2 EL BRI R a8 A~ — ik

8. #whd X2 E1 HURFIE L DNA 43 ¥, HAL S g an BRI EEK 1 8 2 ik FIRE E1 Bt
JRIAZ TR T1) o

9. b AU EL SR 7 PR X2 E1 BRI E 2 DNA 43+, Horp H B3 o 22 /b —Fh g b
IR - iz Bt - Al 7+ B K B R4

10. FiEEA, HAS T HEAEHE R BRI 2K 8 Frid B4 DNA 731

L1, f5 40 0, FLCLUnBOR Sk 9 BTid R IS A4 o

12, A2 RS AT P RN B 5 S N1 RS2 EL B BG E I 7328, BTk 77 s i 2R

a) FEFEUIBRE SR 11 Prid id7s =40 fg

b) FRIAPTIARGEH

) AifufTiRf & g H

d) B Pridfl & 8 E E S O P A O R S

13, K 53 B R AR T i) KB R e PR BUAR IR 732, ik 5 AL 4

a) IR AR 5 WBCR R 1-6 (F & — TR I A2 E1 HLIR B WiBCR 2Kk 7
PR 22 /DR RGZ B SUR A G YARIR G, TR [ NV TR &)

b) W i G 95 [ N VR A D IR 78 3 IR 18], AT SE VT BT S PR A R A7 7R 16 s A
2 Bl JURIHUA S FTrid K2 E1 HUlR Sl [ 3, LU B8 ROV =4 5 DA%

c) A T G5 SN P I RATAT: o

14, JBCREE R 1-7 ik i RG2 EL HURTERT I 43 B A A X6 G2 TR 1) 75 v 7 1)
HHg .
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15, AIUET XS KZ B HT ARG &, A S BRI K 1-7 BT X2 B Bl



CON 101939330 A WO P 1/22 Tt

HEXE B HEERTARREEEN RS AT

FAR Gt

[0001] AR HHW K EHRNE Rubella)El Hrla L HAF K. ZHURE S 2 AR 201-432
5 169-432, HAFAEAE T 6k 2K C A i 5 I DO X B (2 2R 1R 452-481) LR /b gk
M2 143-164. Zpilaii— 2 5P mis (disulfide-bridges), B, AT A5
Cys 225-Cys 235 % Cys 349-Cys352 X IE M Cys 225-Cys 235 £ Cys 368—Cys 401
e Xt 5l M Cys176—Cys 186 & Cys 225-Cys 235 HJ X I Ek M Cys 176-Cys 185 & Cys
349-Cys352 (X IHE M Cys 176-Cys 185 £ Cys 368-Cys 401 (X, Ak BHIEH Kix ik
U B AR s AR EATTAEAS DU LY R BT RGBS R 7V A i A R o A e
BREE B B2 I E BT REGR I R R — AN B B bR R ] e 2 MR LR AR AR
T RIA R ) — 7 2 2P R 2 EL SURA S, BRbUR A S 2 /0W
AN OB, T AEAN R U ) i B A A A AN ]

EEREAR

[0002] K245 B B B R W B @ P ME— B it o /MR (+) RNA i E 2 —FP A
o SR, 5 IR AN B S RS LR (FEE RRZ G K2 ) HREAE T 22 ik
L2595 LR AR, WERAE SRR AT — A H &g, WIRT e 5 &A™ B R B M S
FERMERIE GRAMEA R LR 55 o JE R PE RIS 56 1E FURFE 2 = BOE R G )L B W
S8 O R P DL B EE38 o SXATAT RS2 1 I R B 8 10 L R A B R I B o 6 22
[0003] 290 55 1 45 ) B (R UG T PR AY 110kDa £ Sk ATk, 48l 8 (B /K i 2445 3]
KFeiEE C ARG E2 M EL. E2 R E1 BB EEAL , 7R B 0RLRR [0 T2 A E L il — 38
P, o NS A AR IR RE bR . BART &, B 2 1 EL 28 B S Sz VR, 1%
XTEL PR LER B 2 B MA IS P HEE 8 .

[0004]  ZXZELEH, WHAXZMEER (200K 1), #E L B AM e (R 1-452)
IR e B PSR TE (FRIE 453-468) FIRI MR IX (BRI 469-481) Pl . fEE5HEIX
IR R IAR I 438-452 BT RETL IR HE. 1% BL AN 20 ARt E ks, K3 57T
AR EREEIRAT C(1)-C(2) . C(3)-C(15) . C(6)—C(7) . C(9)—-C(10) . C(11)-C(12) «
C(13)-C(14)C(17)-C(18) F1 C(19)-C(20) N HLHAIA, 1M1 F PR BLIRIEXT C(4) . C(5) . C(8)
1 C(16) 5ATERE (Gros 28 N 1997, Virology 230,179-186) . iZMuAMRAE = AR AWl
76,177 F1 209 AbREFEAL

[0005] ILHFEARCEZ R ANEW HRERRZ Bl EH. &Y, NERKLE RS
8% Vero 40 i 1) 35 ¥ 2 B8 FAE e 2 02 B PT IR M EL B RTs1  Bee AR E, TFR
KRR IEF W A G, B BIAE T 78 B i 35 P AR ] v MR R B0 % S B P BT (Hobman 2%
A . 1994, Virus Res.31,277-289and Seto %% A . 1994, J.Med. Virol. 44,192-199) . ¥
AL AT E T A A K BL AT E R RO 5 G i S A ik (SeppédnenZ: A L 1991,
J.Clin. Microbiol. 29, 1877-1882 Fl Oker—-Blom 1989, Virology 172,82-91), CHO 4i

4
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(Perrenoud 2 A\ . 2004, Vaccine 23,480-488) UL M fifr 70 2 5 e SR /2 BE (Wen Fl Wang
2005, Intervirology 48,321-328) AL, XZFEFUR 7E BHK 40 it (Grangeot—Keros Z&
AN . J. lin. Microbiol. 33,2392-2394) Fi1f2 5 # 4L 1) CHO 40 it &2 (Giessauf Z& A . 2005,
Arch. Virol. 150,2077-2090) K& EIE T2Wr B RS PR XL K2 FERUR 2 A
ERRIRIZ A CE2 FEL [ aEAL Gt AN B ) B A2 1 B, FmT A R MR G 28 0y Bk
HH.

[ooo6]  JRIE b, REEFEAIE AN EL WIAE A% 8 = BB S0 A e AR F R 22l A, &
KA A (207-353) K2 E1 Bk RS 2ok B & E R AR IE & A, IR w4
J (Terry 25 N . 1989, Arch. Virol. 104,63-75) » X448 (1 HA PURIE M, HE 0%
AVEE, PRI TR S MR I BT B ST EA PR . ST S, >k B R %76 310 E1 2R
N T BRI SR AR R, X AT BE A TR AT IR A B SE AL, B BT R AT 1R AN LA — il
¥ fEEBRPEHIK -S- R igRaE N, A E/NRI 75 8 44 DMRIERZRIER EL /0
BA e LA R D Re e XK 15 (Newcombe 25 A . 1994, Clinical andDiagnostic Virology
2,149-163 LL K Starkey % A . 1995, J. Clin. Microbiol. 33,270-274) . fEfli# 2 RecA Fil
B — - FU R B P B N ] SRS 82 B 171 DN FERFRIL R K EL i BY (Wolinsky %5
A . 1991, J. Virol. 65,3986-3994) ,

[0007]  RAYEF-PREERE W BL (AL M =3 S B W, UM E = SR 43k
1) 2 A R R i B A R 3T S R AR B AR R i B A o R, P2 P TWREL 2
IR R BRI B— A0 SR A, FEAE G2 W o A A5 FH A A R R TS P KA A B IR o oA v 4
ANTYTRBT IR 27 T S RS A e, PRt — o = ) H b 2 A o AR SRR e 3 P A D AL
oK B A AR R R a0 B P R AE oK = B B SR AR € AR I EL B
[0008]  7F Newcombe 5 A ([A] 1) o, P HAK -S- &8 (GSTEL @& &= A4 H T2 R
Wt B AT T AR X2 B PR i B . R, ANAE KRR EL P4 i A4 Re sl e
Db 2R X 35 243-286 (44 S FEMRYR L ) WML . BRYNE ] HiE EP-A-0299673 # % |
TR RE Tg e M4 SR IR = ZE IR Tk 2k 207-353 HIK.

[0009] U4k, Starkey S8 N ([F b)) 88 TR E1 1 44-75 S FE IR VR F5 I AR X B AE Fil
E 2 GST A . A E5EHEL PR KTLEL 1 B GST Jil& 25 1 3R 1A N A AL A,
HEEASRERE 204k, tUANBER 1, PRI I 75

[o010] KR &M HiiE EP-A-1780282 ik | Al I X2 E1 BB BT R (K 20 3R A AR 1,
P P SRR A ik 2 2220 C AR i it st X SR (X B DA K 22 /D iz 0y R I 2 25 R 143-164
MIX B, %92 Bl PR & 2 /DB HiHE Cys349-Cys 352 Fil Cys 368-Cys 401 PLKAT
R Cys 225-Cys 235 [FJ[X 1., fRPE EP-A-1782082 HJ# T, H LB FFZPUIR C Kimah
RIS i s e e (R, B0 ), 3RS B 2 s ik HIE T e A TR B xd )
IR EE PRI RZ EL 2R 1K

[o011]  [AIuth, fRr fift ke 1 ) R A2 AR TS T R E1 7R A, LR A% 25 4 HL & i Bl AS v R A
PG, HEA B R AR A e s PE CRE, s st ) , A aE & & T4 A2 W i A
PR -

[0012] K BHZRIR

[0013] AR BHW A2 B HLIR S S8 1 7 (128 1R & iR AL & 2 2 R 201-432 B8Y

5
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169-432, HAFAEAE T+ 2% 28 20 © R b 5 Jist DXSsOMUERS [X B (B 6 IR 452-481) LA K /0%
oy F I 2 SRR 143-164 X B ek — B S A s, B, A BB Cys
225—-Cys 235 & Cys 349—-Cys 352 BJ[X I Ek M Cys225—-Cys 235 & Cys 368—Cys 401 f[X hk
i M Cys 176-Cys 185 & Cys 225-Cys235 BIXIHEE M Cys 176-Cys 185 & Cys 349-Cys
352 [ X BB Cys176-Cys 185 %2 Cys 368-Cys 401 fIX I, A& BIREHD B A0 Fix 2 i 2
EL Pl 2D P2 -S4) I L0 B BT i () A2 i S S AEAST IR A TR X U2 I A4
77 iEA R I .

[0014]  fLIEHE, iZ X2 Bl HLR M — B KRR AEAE T E AT C A o ik 2R A0, 3 2 FE PR Bk ik
438-452 [¥] alpha B2 X K .

[0015]  AKRHILW KAE 2/DPRZ EL HURAGY), PR 5 255K 201-432
5 169-432, JLAT S & Tk Pl B — Mk =2 5 R KZ EL P i i 2 FE 1L 143-164 A
454-481 XIS, HIHAIZXE B Pl A — M-S ARG R .

[oo16] U4, AR B K Hmis BTk A2 EL FUR 4L DNA 4 1o fRIEHE, %05 E1 HiJR
WEARIE, BREHEE AR5 FRlG EAERE. ARRVICH RS AR %R 5k
BT BRGRASRIZ EL UK DNA [RERREA . A IIIE W S UL TR ik B A AL i) 1
40, DL AR e n] A e s B G2 BL PR (RIS BL SR FUAEAR 4 738 7 11
G E Lk e T IS 2 Wt RSB ) 7.

[0017] AR EE T IE NSRRI HTRZ B R 77, o K2 EL SR EdL
RETRIE Gk AR B EE— 245 B TSI HT R BTk 162 Wil A7) &, HoA
TEAE EL LR 2D —F

R 1 152 AR
[o018] & 1 &or T i Gros ZE A . (1997, Virology 230, 179-186) 54 K48 2 W2 El
EARIRINE . TR R FE S I Gros 5 NIELL 5 . AL i a
AR AR AP EL =4 N- B S o B, IFLLY dRid. Gros 28 A
R @ IR (looping out) A JFA X [FIAHAR AR H EoR . EL ] ¥
PEN B L R B brRid, EL AT G- BR LUK B BBl bR id . fEZZEIR 143 T 162 22 |A]
() 5 B8 B A X B LUYR K (6 BB R i, 134—142 FlI 163—168 2 [8] ) 7 45 B AL 3 X 3 LA K {6
PR IC . HEE 1 AT B2 E X I, 438-452 145 Ay W8 e PR HE ) 11 K (5. P8
[0019] K] 2 B7R TR B X2 Therien WAEM E1 IR & H 2 8L 7 41 (Dominguez %%
A . 1990, Virology 177,225-238) . MITLi% 110kDa Ri{AZ ik, iZ 3k E1 A45 481 Mk
Hho HEERES IR IX B 453-468 ( KT 5, KA ) K E1 Mushik (1-452) #fi5E 2R .
AHAR ()41 2 MR e [X B 438-452 LIRMAR /R . 78 B1 I P2 R & R LUKLAA C Frid, JF
R Gros 2 A (A b)) #E44m'5 . BL Ml N- F1 C- 7 BE BB s LUy HEGLH .
N BE1-133 (ER AR ) Rl C A BE 201-432 CURZK () 5B IG S1yD ™ [FR & A AE KT B Y
RKIE, I AR A EIT ST B EL PR
[0020] & 3 SR T4 &AM RIZ EL Bt J5URe S PEAS I I R e e BRER I RE 1Y
VR ASEHEf) 6 BT, 20 5E R Elecsys® 2010 43 M7 13 S2E « iZAR X% 5 A it i Hy
BN R B REARSFAR P BB AR AL o 12 RE R I5 F Bavarian Red Cross ( fE[H )
6
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W15, Z X GZ A X BB f Trinalnternational Bioreactives AG( i+ ) W95, Fra R EL
AR T PE S1yD-S1yD @A 2 H, EAENK A S ER S NaH (Z£EL 0 TWNH
2R IE R IE S T ) o T BE 73 IS4 FH PR ) 1095 B A DA LE A o

[0021] &l 4 SR T ¥ vk A RIS 3 A B 2 o 35 1R BT A 1 e 92 ) s g e s
Wl B, WISIHER) 6 Tk, % S il S F Elecsys® 2010 43 B S, ZAH X5 5 AT3E
ok B R B A A SAZ (P AR AL o 1Z A2 B PE 3% i Bavarian Red Cross (i
) W1E, ZRE AT B Trinalnternational Bioreactives AG(Eit) WfE, AT
(¥ E1 2SR Rl PE S1yD-S1yD @& 8 1, EA TN i A EFE 5 W4 (7EEL 4y
T W HIE D2 BRAREERE S T ) o I 870 2 00 Ak () I B A0 DA LE 1 o

[0022] ke H]PEIR

[0023] Ak BH# B ml s MEA o s N PE CRIL, PR ME ) K2 B BL A& & AR
169-432 ¥ E1 Z KX B, Iy A A k.

[0024]  HHE AR I RIZE E1 HrR A & 2 312 201-432, HAFEAE T8 2k 22 /b C AR s fist
DX R A X B LA R, 28 /1% 00 T I s L 1R 143164 R B, B, =k —F A2 E1 B8, 3
FAFARPTIR RIS E1 PRG-I YT B E R AR T & (1 R2 E1 PRI 2 B8R 143-164 Fl
454-481, JFAL E P> i, o

[0025] &) — A HHEELE Cys 225 il Cys 235 (C13-C14) Z[aTE ., H A — A —FRBEZE Cys
349 Fll Cys 352 (C17-C18) X [AJE ., B
[0026] b)) — A HHEELE Cys 225 Fll Cys 235 (C13-C14) Z[BTE Ak, H A — A — i BEZE Cys

368 Fll Cys 401 (C19-C20) 2 8 JE i o

[0027]  BEAMRIEA R B KRGE EL LR A5 E1 20 551 169-432, HAFIEIEAE T2k 22 /1%
C A v 245 JBE DX SBIORT A [X B LA S 22 /% 7 1 Pl I 2 6 PR 143-164 1K B, B, 29k —FP X2
E1 PR, HAAF 2 PR RIZ E1 HUIRHLRAS NY T AR RN B HIAE E1 PR 2 LR
143-164 F1 454-481, HA0 5 A g, Hp

[0028] a) — AN AiEELE Cys 176 fl Cys 185(C11-C12) Z B/, H 3 — A —WiBEAE Cys
225 F Cys 235(C13-C14) 2 [)JE )k, Bk
[0020] b)) — AN HREELE Cys 176 1 Cys 185(C11-C12) Z [AlJE K, HA — A WAL Cys
349 F Cys 352(C17-C18) 2 [alJE, B
[0030] c¢) — AN THREELE Cys 176 11 Cys 185 (C11-C12) Z [RITE K, H 3 = A i B4 Cys

368 Fll Cys 401 (C19-C20) 2 &) JE i o

[0031] AU BHIE— 0 (1) st 77 A0OR AP a BE IR 169-432 [\ X2 E1 PR, JRFAEAE T-H R
22 /b C R v i s DX ORIV o X B DA I 2 /DA% o0 1 PP ) 28 S5 R 143-164 X B, BT, 329K —
R EL PR, B4 2 TR K2 EL HUR Gk XN T RAAKGE EL PRI Z 2R 143-164
F 454-481 W74, Sorp Wi EETE Cys 176 il Cys 185 Z[AJE o

[0032]  BOCPRZR I it g5 S 1 XN T e iRiR %L C11-C12 (Cys 176-Cys
185) . C13-C14 (Cys 225-Cys 235). C17-C18(Cys 349-Cys 352) Hl C19-C20 (Cys 368— Cys
401) o FRAE PPt 2 BRI FEKE S 5, BRI B AW A Lk 2 EL P s & i
S A C13-C14 F1 C17-C18, BE C13-C14 1 €19-C20, BX C13-C14 F1 C11-C12, BF C11-C12 F
C17-C18, 8 C11-C12 Fl C19-C20.
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[0033]  RIEIKRE B FLJR AL A 2 B8 201-432 (19 E1 2 ik B, JF 4 it c13-C14
FI C17-C18, B, —Hii%k Cys 225—Cys 235 Fll Cys 349-Cys 352, iUk RIE EL Hi i
EALE E1 TR 741 169-432 () E1 Z M BO A AHFE I 845
[0034] ik, MR 4w A & BRI EL B R ik — 28 R R AR T e 1180 R AR C R v #E &
() alpha— 82 jE X, H 4 PR 2 b 22 35 96 ik 3k 438-452 (Gros 28 A ., 1997, Virology 230,
179-186) »
[0035]  HR¥EAK, X2 El FrRLIE S ZmBENA S, XRRE—DRZ EL BT
JRWTERC T AP R 8. A T #RORAERIZ EL LR NIE M 4l &, A2 5
OB BGR EL BT A DR 2 BRAN K /N 5 A AL T B2 R 1 U — 2 R R P e
PRIE Y, IX LA TT B 2 DL 2 B ke S A TN 2 B B 22 20 PR ko L 55 SRR, R M) 2 2R R Ik
FLEEANTE B Te AL abortive) I —hi s, WA S8 an — i o4l (disulfide shuffling)
HH FRE] RN . F)?ﬁﬁE’J@Eﬂ#ﬂfn%@&ﬂ}jﬁﬁwﬁb@bﬁaﬁﬁKP}%‘ SRS, 13 B AR
i 75 Ty M K62 TE A 1) T B, AT S T v A 3 DR LA (SR AR T T R R A Jd
T R E B I 0, A Z EL BURIGSE KRR = 4E3r & (HI, RARMRBIE W ) 767
PR 1) X Sl B AR A2, A3 A3 50 A2 BLAR REAE RN FF 45 & 2R IR A R B IG A2 EL HLR AR
o B, Fit£E Cys 225 Fil Cys235(C13-Cl4) Z BB — Wik I 4F Cys 349 Al Cys
352 (C17-C18) Z [ B A — Wi it W2 E1 (201-432) LR AEAr B 225,235,349 Fl 352 47
AR, AR, HAEALE 242 (C15) .287(C16) 368 (C19) F1 401 (C20) - M BRy% =&
BT A TN 2R 22 R B A DR BE T 7 I 2 SE IR VR I o 1 1) 2 IR R HE T A 4
A A2 T SR AT 4 7, BN MIE N RIZ BL I SR S AR E5 44, 7 — 7 T, B
AR T T B DR 3T B R B R SR VRS i BP0 E A 1) B B
[0036]  AR¥EA K B, RTE GRS K AE B (O = 4 45 0 R B AR AR I P AN 2 R R R
H B EEES 73 A] 4 AT O i . B B ) ttzﬁxﬁ%?%/\#ﬂfn%&%ﬁﬁﬁ
B g, 2 X efim e A JIL@?/~J|L4ﬁ¢@§€?ﬁ%%ﬁﬁﬁﬁﬁ@%ﬁ‘]ﬁﬁ—f o i
(disulfide bridges), tWFr  —hi%E (disulfidebonds) ([A) X143 A SS BEAN SS My ) ,
TR = i Fefih (tertiarycontact) , Rl R SMEREMFMEN . 0@ TR &
RS 2 IRBER A 2 RO PESEERAS E , BT, SS BN 8 AR E T I s Bk AE TP B R4S
OB T AR . PR, MR B R T M N X (B 4 R Y B A M
) BB AR IR AL B . AR, e e Sy Ar s ) (8 4an 43 ok B HIV-1
I HIV-2 Bﬁ gp41 il gp36 (KA ) P EL RS E E EL fTE2 NATE H IR,
[0037]  HiBIEE R E AR, B, B A T SEELUE BRI B 5. XS
BT BT EACE ST B 0T T S HE AR Sl . MR EH SRR RIS
Z IR 2 PR AN (=B &AM ) TSR S E RS fEi%EK
SRPTE P, VS ) W 2R 6 18 HE 2 oA AH B SE T R 38 1) 7 1], A A3 e AT Be 8 T2 i — it
B, AR E FUCAFE RN G o M IZ = 43T S AE Jry i sl R s S A 1y o ke
FITE AR A “ S ETE . AT, R S BT S T Us e 7 K
SNIEFR R B0, Rk JR & U T &P EL JURAR ARSI R BT & . b5, 18
ik 2 BRAH R SRR 2 iR SR A AT SR AL TS, B R AAE) CRE, IEFR ) —
BB F AT e PUE L, 12 3T B FRAEARA AR R FE A R AR (R 45 0 R EAT , AT £ 58

8
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BRIV, L4 B E 78 4T Sk 5 T (RIRA R0 R B REAE 3 R A Y. B AR R B 26
bLA 585 AR A 8 BT & R AR I ZE SURIRE T & BRI S E B 5+ B E 2 [H
LRI E&EARNEST SR TIRA S80RE, B ZE A5 740 5 CRelRMR) 3k
ESHAEA S FAHEAER . B, 7] DUA RS AR (14 3 8 Y. angi K 37 & (A
R

[0038]  HiR#E A B K)RGZ EL PR W AEH N 8 C Ko sl & A5 — D2 DRI 2
TR . (EAN AN R FE BRI, T 2 1 He A 1) 2 5 TR N9 59 W DL IR I T Bk o, B,
EAIATHAZDURLE S e A () B PUR PRSI ) o DR EFHLIR
A Pt RE BRI A 45 & 1 e

[0039]  #i4 EP-A-1780282, 1] LAF B RE M AE pliE & FH T A 0 Bt 2 B4 1) e B 00 52 1)
FEHRIECPEEEIRE B A ESUR . 3X SeHy I 4R R AE T 5 2% 22 2D C R i it JE [X A4
EX B UL Z /D EL P L R 143-164. X S8HT R A5 2 /D B C K i R 4 Cys
349-Cys 352 il Cys 368-Cys 401 (C17-C18 Fl C19-C20) UL} i 4 T 3% 1) Cys 225-Cys
235 (C13-C14) MR, K25 = Z i g n] AR TR H T Sz ile & Ed .
[0040] A ARAT A, b R IR 2 JE IR 201-432 s LR 169-432 e nl i PEDL
JE I A2 B AR AR A A o 0 gk 1% 5 i X R 2% C R Il o8 X B (I 2 FE iRk 5k 453-481)
JatT. RIEARH, EZRE EL HUIR QG H A WA B T B e, 7R 1%
Pg 3= B N A s DA AR e PR A %, JOE TR B A kR B R R 4 A
PRI & A BT B e 3R . A I A BERY BL X B nT 5Bk AR B Cys 225-Cys
235 & Cys349-Cys 352(C13-Cl4 & C17-C18) BK — i #k Cys 225-Cys 235 % 368—Cys
401 (C13-C14 & C19-C20) B — %t &k Cys 176-Cys 185 & Cys 225-Cys 235(C11-C12 &
C13-C14) BR —Hifi%k Cys 176-Cys 185 & Cys 349-Cys 352(C11-C12 & C13-C14) B T fgt
Cys 176-Cys 185 % Cys 368—Cys 401 (C11-C12 % C19-C20) ,

[0041]  SEfRIEHK, ME IR 453 £ 468 HIESIE X LM R . 7E1ZAZ EL 38, £ /0%
FEMRYR L 143-164 HEAMER o

[0042] XKLL K2 EL PR O Won HA R, IR I EG A B S 4 AF (40
FEMEEE PR IR E P R ) FAE . B M 2200 5 vh B B g [ B 1k
CEF, M EATURY ) , HEEH & A ME H Pt RE k.

[0043] ARG EFEIZNIZ B PURKAZIR, AR LR SCHRARE IR 35 &5 frid 5
HAEE R EE . B F, 22 n LR 5 i gy B IR R 2 SRR P AU AH B B T
FIEIR B B SR R R, AR e b, AR IEA R B B B 5% O f i i (R
A/ 80 % ik %5 /b 85 % AR IE A 2 90 % VAL F /D 95 % I FESARLE . RiE “Ap
R7IRW KRR R AE R ) a9 bl SR BB R AL B 1 o AR PRIE T DU £ 1 1Y) i 1 B
PG, B WE bR B AR A S BRI B 2 X R A BB . PR AR D R4S 2
P 805 5 S50 U P 906 A 22 R 6 R DG BB L S B 4, B W s B R T . 0K
SEFRICA ARG ARN TN o SLEARId AR A B AR A 5L B, i, i 2 s A A &R
BAEV AT, A R B R R B s T AU B R S

[0044]  “KZ E1 PR NIE& M T RZillE M &A XNE Bl 2 RTHINEH . XERIRNZ
LR SRR e P A RZ LA (0, FEAR TP AEAEIPLUAE EL Bifk ) 456 80 H It
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IZPN

[0045]  ARBHIE— D7 W &2 /DA FNE EL SURAEY . KiE“RZ EL T
J&7 AR S R L ERZ B BRI A A EY . B S, AR BRI S 7 8k
5 /DR E EL BUR A S, BRI AL & 2 IR 201-432 B 169-432, H A2 T
PR R Z 5RIARZ E1 PR 2 IEIR 143-164 Fl 454481 XTI 741, HH
ZER/DPRIAE Bl PURK R — RS AR A A i

[0046] ZE/DPW AR KNEZEIH RO ELEWE ST HA N F Cys 176 Ml
Cysl185(C11-C12) MWLl AT Cys 225 Fl Cys 235(C13-Cl4) 155 — —migkidi)a.
AP EPURLIE RS AT Cys 2258 Cys 235(C13-C14) [ —Hisd L&A T Cys
349 Al Cys 352(C17-C18) WI%H — ik, (TLikH/EiZA 5 ha & ediR, ik h s
AT Cys 349 Fl Cys 352 (C17-C18) WMLl AT Cys 368 Fl Cys 401 (C19-C20) [ —
i BRI 28 — X2 BL B

[0047]  {EARI AR LR SE 77 P, iZ X2 BL L E y EA A S A E . Ak Y
HT FH BIARTE “ Bl B2 A7 SR A SRR T AR BRI A2 EL PR 2 /b —Fh 3 4 DL
FAERA AR o —Fh iR AT AR 22— Bl B 40

[0048] @i ] b K A AL G 2R B B0 3T & AR C BAEAR B R U B BT AT
SRGAL IR LA R 2 2RSS A B L A H K S BB R AR 408 5] 1 \NusA DsbA
LR AEAR 431 1 FkpA o 4 A I Semi A R (1) B 108 5 7 T R R B PR R (/e &4 711
KA v 1 3 0 M s e s R R Ty MR IS (B, RRRITE ) o Rk P18, B4k
TR EE I 2 Bk S MBS 1 AR AR B3 R It 2 I S A4 1) FKBP S0 18 7 1 FEAR 45 1%
W% E1 G 2 Ik FERG S E .

[0049] AR AL I “Ir B BT K5 FAHB AT E & AT & IR R e B
B EMEA TR AERN SRS RIEE S . SRS, T ST 410 i S
R TR ST @ o AL Th R IR & 3T S P IR R EDE R, Sy +
B4 & 2 EBET R tE B, R B B B 1, B SR, PR a1 . BRIIL, 59T
BT, 2 FAABURIE 256 Thie o AL TR 18 FITE I HEA T WO 03/000877 .,
[0050]  FEAEAZ AR TE KK . Fra X85 T B KRR T e 8 RIT
SO RIT B E A MR UL OER: 2R AW IEMIT & 808 PR L R AR M s R &R
AT IR . DI I T B RIE T DMERE R A I E AL A . ST i@ i il H
Gt H bR 750 R0 T REAB TP 51 3 119 25 DRUAG) S M SO B v 9 2 1 26 e (6 T AT X 264y
TAABEAED AR A EN T RN A, EERESET AL Bra 7RG IE R
DheetE oA BTV 2 50 118 B B8 BRI 5w E I DL e & O AR FH , XT
dhE HbRiE A maE CBD, B ) 25N R EZ ., MRS, 00 FrEEE S
KRR EEARN R TEFEEE T THEE AN S UL B TR £EH
AR AL S TAHBAT HFRER GRS B A S, %0 T B2 85 W E R a4 2 Ik
LSRR Atk X AT T 2R A

[0051] AR AR B, 1% 40 A2 i) A0 2 il B BRI 2 B1 PR I il 2 RT3 5 B il
IR RETE LIRSS . RAh, I ER XA BL B R Al G B A 4y, ‘B e AR 2
A N SR T BVE SRR, JE T 25 S DU RAR A G e ik (R, BURME) 45 &%
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Ao

[0052]  MRAEAKHIKINZ Bl Bl& AN S AT $5 2, X P RG 8 A n] a5 o) e
BRI ET ST ZRE S E M, AL E - R ARERE T H . RN - RITER LS
ZRAT IAS R 7 NE T 2, B 177 23845 B A SUR M) ) 2308 AR 2R R
SR o AT IE A 32 A AR T8 e PR R 9 = DL R I 5 - HERHL i s B b B S 9 & 5k
Wmr- B EfS. ki, PERAEE M (En s 7 HE s sl G s B =4S ) 1
AR SRR R AR BT SHOR . REAER SR P IR E B, W)
375 M PR R B S5 T B R AT U D) o

[0053] i, ARYE A A B B w1 B B v B 2 EL PR BlG 220k H RS - T2
W — ARG 7 AR A R BRI, R A W AR e S 7 =X Bk 2 EL il S Ik
5k - 2B - AR R RS, Uk 5 FKBP 73 T ARG, Sflit 5 S1yD 8 FkpA
7 FAHARE

[0054] [ T EEZHA BT VRSN, IR A KB XGZ EL HtJrid vl A0 2 6 A B, iz
B AT AE AR AT, 50 ) 34 AR A VR A P R4

[0055] iR X2 EL B ] MRS A TG0 R HUAAR RS 28 Sz e 1 SR EAT DAk . 512,
PR TR 2 1) A SRR AR . KR X HRE H TAEAFEAR AT TeM $i
RIS 5E o« ARAE AR I EL Bl 2 BT R -G (Han, A2 aC e ) , 19 21085 TeM $it
ARSI S G PR, EAR RN — Bk i st 7y Kb, AT 515 H X2 2823 EL. E2
Mz LEA CHAMKES AT . W B2 FIRZO R A A2 F 1) o5 B 1 BB ik
[0056]  HR#EA K B XZ Bl B (e nl i L FE A DNA HOR 1 F B il 4% o ARG “E41 DNA 73
17 Teil il i AR TR R B I A 7 BN 73 B 0 22 SR A% IR X B N A VR SEBR ) Y
P E IR 2 B 50 X B A S IR 7 AEdle , AR B rds i RE 2
FEEBRXBOERAL—BLUE T 7= D e A5 .

[0057] W] I £E -G A E A S I A K B 2 B R o g A s BRER
SNENE IR DNA Jr BOR A 45 G i N B 2 SR AL R A A, 0 Ol DNA A1, JLBERE SN
JEAZ B AIR G B vy 2 ) L AZ 4 M kAT 5231, 9 40P 23 L Sambrook 28 A . 5 (1989, Molecular
Cloning :A LaboratoryManual) .

[0058]  ARIBALK EAZ AN MIFE 5] i BF 50 251 - 400 o AR 0% 40 Mt % oy SR 4 i, 1H
ADE . ARIECJFAZAED” 8 R w LR B FLBKEE VD 1] B VBER BRI A B 28 A B
B SR . XA IR AR RS N o DRk AR AZ A W B, ) 2
LU B E LR R SO YR BE R R R REE (i n, R R RE ) AR (1K)
FebkE (B, 2 DRIEERE ) (VFIEREBEE RLTE M REE L HR 2 O R B g 4 A T B R %
AR o RIS BERTS IR BE R 5 R B 3, JF HARR 7 (R B R 16 3 RE“ R4
LR M e tr s, ) ani FLsh A TRAT Bh )« B VAR AT AR A 4. H At i s g
e i ek B b E-e B (4, CHO) i (45T, COS AT Vero Zi i) 4G B 4H L. (BHK)
' (PK15) A'E 13 400 (RK13) B R 40 i 3R 143B A 4H e 5 HeLa DL A A HHE 41 L &R
UiHep G2 AR MU ER (B, 26 R ERE ) o 1275 340 M m] LRI BRI 5 724 4
T BB B SR

[0059] AR BHHE—5 1) 30 K gmig A2 B PR E L DNA 7> 1, HAa & £ — PG
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WINPT iR B A5 A B 1 XK A2 B BUR R4 . AR B AR IE 358 4
Fitd 2 E1 PR FIEL DNA 73+, HAL B 20— Db K2 BL B L IR 741, H B
H DA IRIE - B - RS T e (PRIL FKBP 22 1115 ) I H R4 .
FRPE A& B Z EE 20 DNA 43 T4l B3 25 IR 201-432 [RU2 B1 PR, LA frid b s
2 N T RERGZ EL BRI E LR 143-164 F1 454-481 [{1741, Hir

[0060] a) 7E Cys 225l Cys 235 Z [AIJE e — A —his, HAE Cys 349 Fl Cys 352 Z [A]JE
AR A T, ol

[0061]  b) 7E Cys 225l Cys 235 Z [AIJE A — A~ —his, HAE Cys 368 Fl Cys 401 Z [A]JE
R A R

[0062]  ULANFUAI 2 gwiE X2 B1 FLIR K EL DNA 43 1, HAE 20— X2 Bl Fit
JRAZ IR P51, 3 B A 22 /b — A IRk - iz Bt - A2 or B8 (Jiik FKBP 43
TAEE) IR Y) . fEZEL DNA 73+, & 9mb5S X2 EL HUIR AL IR 7 545 2 5%
M 169-432, JAAT 22 Frid P Jm i R4 N T B A2 E1 PJs 2z 5 1R 143-164 Fll 454-481
(1741, Horp

[0063]  a) & Cys 176 I Cys 185 Z[AJJER— A —Hi%, HAE Cys 225 I Cys 235 Z [A]JE
B A I, B

[0064]  b) 7& Cys 176 I Cys 185 Z [ — > —Hi%, HAE Cys 349 I Cys 352 Z [A]JE
A A T, ol

[0065] ¢) 7E Cys 176 Fll Cys 185 Z [AIJE M — > —hisd, HAE Cys 368 Fl Cys 401 Z [A]JE
JSCER A R

[0066]  Jif 2 Bt A4 il 1] A0, 7 AN ] I 25 B0 AN [R] Zh B IS B, 491 4, S 7 A 3 M (g AR
FE R TR sk 2 A 1E ML . FKBP SR FNZ AR T4 FkpALSTyD Flfil Ak K 7.
FEAR RS2 5 X, A B9 B EE 40 DNA 3+, HARAEAE T-iZ 4R 04 FKBP 2 AR %R
% B FkpA. S1yD Flf & Ko

[0067]  FFAELAATT LA H 4 FE B I 5E 8741 nl A AR T BT it Dhse A e
YER oy FAAER Thae e A B (ATIB R ) (DL W0 98/13496) .

[oo68]  FIAEA KR BRI T B[ FkpA ZRARERZ E I N RinfE 574, —FraEs IR
FkpA, Bl S1yD, 47 534 A0 1 R 43 - F-A5 ZhBE R 45 84 40 1 N 2K v 45 44 3k DL R oK 2 e il i 4
H B A B 2 BRI FE B AR S AL ) C R imZH . WO 03/000878 s 1 A& 2 251K 1-165
(%) SLyD 1 C A v A2 A4, Hot T B b B A R A M A2 i il o 1 e ol R AR AR AR
o HEPAR S1yD (HARROE R G G i 75 A SO PR Bz IR VR AE ) ANFE], WO
03/000878 H 4% F& AR S1yD— 281k (1-165 ") Al IhHbisE f T S EUE R IE R  To 80 S8 1
o] 2 EMP SR IA F a E Aa R . 5 RGZ EL BRI EZL DNA 3+, L HAA PSR E SOy
TR A~ R B DX sk DL R R STyD (1-165 ™) ARR T AR Bk sty o HE— DAL
St 7 SR BB S1yD AR o AR iEHE, PIANEREC S1yD (1-165 ) 43 F B gL &
22 EL BN K (072 DS 1) o

[0069] 7R IR AR HEIKIZ E1 Fs L deAss = A R A0 46 7T B8 16 B Bl & Ak A 1S
FIR e b E AR YR AR S B K SRR R G AE A Al s BRIk R HEE A . 14 S
RIS AR TEAEE RIS AR R N K B ARl & 2 IR SR AT S 2SI |, Rk
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e AR R 1 E ARAE T 18k B L AR R T A 4 o R I P T PR A e AR AR
B R )51 E3E T AN AL, BRUOA A IE K 2 0 s T & AR 1, AR e e e ik SR R E (BRI, =
AR R RART B R MPURMEE AR S RBREN TR ERCRENE ELJUR, 3
BB, (R AR HKEA NS B AW &S, B, 5 T fir =4
SR IhEE CHE, PrsME ) 5.

[0070] ik, A</ B EE 41 DNA 73 1 — 0 IR AE T HoAL 5 22 b — M4 fid 10-100 22
SERR IR Sk IR IR 7 471 127 HASE T Bk 4 A2 E1 BL UK 7 21 F0 i i 4w 5 FKBP )
TAEABBIPANZ 8] o ARSI CLAN, ARk 2 KRBT A AR &S BN H, Rl 2 E K
FE R AT ISR K PE T T o b AR, Shd ek K11 DNA J3 1) i) DL 334 IR 2 1 1K 2 1 7K A
FUARAL T 1% DNA JRHIE R AR Ry 2423k, B, (& T 424 22 5 DNA PR I MEAr A0, DUE 2k 4l
K2 E1 BRI 73 TR 45 F 805 DNA v Bl G . 7R S RlG 88 B R 4 AL 3 b f5
HAT & A A A RNV R 2 I 1 Z2BEKIE AR Z A2 EL SR A MR G
B AR

[0071] R4 A< A BH I AT P A2 EL Bt B S 1% B 1 I8 R RT DA Rl 6 S22 1R 6 ik b 1)
B, IS B S R FEIR 201-432 B 169-432 HAFHELE T-Hl 2 42 /1% C A i 5 5 DX R % 4
TE X B (255 IR 4563-481) UL 2 /D5y 1 rh il s BE R 143164 [ X B SBARZ EL B
PR B S B A ) X S B, AR Cys 225-Cys 235 %2 Cys 349-Cys
352 [ IX Rl & I B EE Cys 225-Cys 235 % Cys 368-Cys 401 X dRal & W B Cys
176—Cys185 & Cys 225-Cys 235 [ X I s & M Wi 8 Cys 176-Cys 185 & Cys349-Cys
352 [RIX Ik M BB Cys 176-Cys 185 & Cys 368—Cys 401 XI5,

[0072] AU BHHE— D B0 K 40 DNA, HAL S Rt FKBP 431 FEAR ) A% R 15 47)
Fgmbs G2 B & A BMAZ TR T4 o

[0073] & & /bW FKBP 43 1 AR 45 /38R — A~ B bR AR (A 51 H bt R S5 #4825
B AR AR R P St 77 b, AR A % W EE 4 DNA 75 60 & PR A4 5
FKBP 73 T B I 77— 4 b5 A2 E1 S EH T4 A FKPB 73 11145 25 A kIR A5 T
TiZRE E1 5 E 3mSR

[0074]  ARiE“ /DAY F TR A B 24 9b5 FKBP 43+ (-8 5 8% B R4
Al A E A DNA 73 F A B AR B E . PUikHh, Z X2 EL ¢ FAHERG S E
A5 22 /D A R 22 DY 23 - FEAE I 7471

[0075] 1% DNA 73 ¥ ] ¥ ik A 75 1% H bt B b [R] I8 2 1 A~ 2 5 FKBP 43— £ 15 1¥] DNA
JEA . BARIEHE, iZ S FKBP 25 nT HEZ A G H bRt . 7E9mbE A2 E1 HLIE )7
F) EE L E A FKBP 25 F 38 B 24 DNA 4» F4RK T Ak IR IE se it 77 Ko o T i
KIE RGN IR AL RS E RIS S g =40 M b i [RIYR A, AN A A% B R v 90 m] T dmh il &
A% BP0 BRI PRy . 52, R A (HuR Ry T ER G sER
Pk B ) T T B T IS A N S AN, RN S REAE I A 32 R G P R R
Fo XTI T R S I E ARSI B E AN 522 FRE AL gt 1 TR I A 2 HL ST

[0076]  FEAS & BHEARME RS2 5 s b, i T4 DNA 43 1 HIUS AR AE T4 65 TR S i 2 I 544
B2 TR B — AN P S0 T /2 BL PR A _E3F, HL4 6 K35 i =l Bt 5 A B 2 1R AR 1
— P AL T-gw i X2 E1 BRI T2 R o

13



CON 101939330 A WO P 11/22 5T

[0077] AL TR G IR L K 4005 X8 BL HUR P41 1912 DNA A4 SR A 16 i
FEIX L ZE IR 2 (R AL 10-100 ZEER DB 8 T R RS s, gaidix 482k
WEF B R IR T SR I AN R o LERZ IR PN 2 R 22 R I E A — 2 SEUZESL I &
BERITH 2 M ZES .

[0078]  7F 7% B A K B I il & B VR — A 0BT 120 T AR B 2 S Bk h e g 7
A B KRR i o a0 BT, R CK AR RN, SR TR 283k, B, B it £ &
DNA BREIPERT 57, AR BEGRES X2 B1 8 AR 73 FAEAR S5 F 8k it DNA B BRI R G AR R Bt
— I St SO GRS A R A ELL DNA 73 7, Bk & B A& 20— A Ewig RS Bl
LRI Z T4, 1ZEAL DNA 73 1 Bl b 2 /0 — A 4afid 3% B FkpA.S1yD Fifis & 57 1) FKBP
DT B RZATIR 741, FEAA AL 5 9w AT S K AR SRR A8 I KB AL R 751 o
[0079]  ACJR B 5 — T TH0 2 A ] B8/ i 2 T AR A & I R S84 DNA 73 T IR I8 3K
1A, %41 DNA 4> 1 B 9wt il 4 25 1 B 41 DNA 43, FoA 8 28 /b —ANafid RGZ BL HLJ5
Z REFRITH), fEF B0 20— A IR il 2t = M 7 7P 18 (PR FKBP 2371
16, HorPiZ FKBP 3 AR B FkpA. S1yD Flfi R K1) RIIFR 74, 1238 I8 3 A4 AIE 7
BTG F o

[0080] 0,5 A4 A & B 1) B 41 DNA [¥) 3R B8 oA v B T E C 4l Bk R g h KRBl &
FIEE AT FH TR0 e 4. EORE ISl 7 =X, AR B9 K AR 3R A% % B ) R I8 214
AL TE 40

[0081]1 1A FH vg B A AT BEAL & WL PR IFR G, H oA aid LIZ gk v A0 it e 3 40 e 1)
LSRR KT 10 2 A 5 R, R A AR 0 ) 8 R m] B 3L R 3 N R4 o — 2 5%
TR F B o DERIEZARICEE R K 1E 40 A REAEE B E 4 FAEis A K, Y
(13 BEEE PRI FEAE AN R F-gm g i T 2 LI SE R = () T XS HiAE 2 sl L e s M R Wi 52
M, Z L PG AR DO ZR5E ) 5 (b) FhAE TR sl (o) $RER AR A HA 1 ok
B E . O IE MR FRAR G B B R T 2 A0 B, AN R S A AR I AE AN A
s 50

[0082] A7 HARKIZ Bl PR AR B AU DA TR A S ANE B4, XL
T3 T4 s B R A, AR E RN R, SR RS L S BEIR AT L DEAE - 1 SR B L L
EWTE G, UGB R R . K AR B RS EL B AT SR A AR S A T R 4
R FH AR B e R R IA A R B 2 KA T 4%

[0083] R A A B R AR (K0 AR SR o W BB . 23 BB 1) R B DNA 1 B 24 15
SO DL AR T 7% ORI S TR e . W AR TR, SR A Ly AT 2 B LA AR R ()
R B IER 5 o R R AR | A PR 1 G S ) K DNA 5 N 2 40 i DL R S Tt VAl
ERIhBE 23 T 5 I ARSI AR N 5 C 0. SERAFAE P R/ sSRE AR A P E
PRI, 4020, SR AT T SR A AL K 7 80) O3 b i AR AL, 1B L5 L Southern E[J i,
Northern E[IZEXS mRNA [R5 %) HEAT 58 B B ENIZE (DNA B RNA 2347 ) BB, 2% A8 SE iy
Mo AT AN T 28 2 R IE 75 B s voX 28 5 7%

[0084] AR EHIEHS B LLATIR R EHAREAL M TE 40

[0085]  ULANMATIHA T A s s A G 8 SN 1 R EL PR (ARIE L 3% B R FH kI
IR BT IBER D BB S R A ) k. Rk, % IKEE I & L 57 AU B8N FKBP 431
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148, SEALIL FKBP 43 118 1L B FkpA. S1yD Al & K+

[oos6]  Z VAR PR

[0087] &) HiFRUL LR RIEIAREEAL K B4, ZR B A gL m& & AR R,
RGOS KGE EL PR MR 20 Wt e A B2 7 7 AR B AR B T (B 45 G 0s TR i
Theet v B,

[0088]  b) FKIAZwmhE Tk k&t (ISR,

[0089] c¢) ZifbriARE A& A,

[0090]  d) FEHTE Kl EE RIS i i (R, Brlsidk ) 5.

[0091] AR EE T 1577 B B ASEFEAR PRI RE BRI 7732, HpizX2 EL Hit)R
e AR ZPUA I G5 S Ak . BRI, AR B BCRE S PR AT A 23 B AE AR () 2 KT A P )
T iR 7 i A 4E

[0092] &) AHILEAABAEAR GIRIEA K W EKIE EL JUIRIRGTE iz VTR S
[0093]  b) F Fridk G35 S N P VR D Y AR A R I TR), DT SR/ PR VRRE AR T AEE IR
XTATR KE EL LR IPUAR S BRI BL PR G SN T I 592 [ N =4 5 LK

[0094]  c) AT TR S5 N = W) (AT AE o

[0095] AU BHIE— 0 (1) 3 MURAEFE AR AT TG B TeM B & (1) 28 BT KB DL AR AT 1
I A B 7, iz X2 EL PR BB i R sl 4 Ak R s & . A
AU AN 53 CLARI I P AR T FAERS I BT RS AR AR A . DLIE FRIARE AR g A9,
1L = 114 N 7

[0096] X[ Fi2Wi DB, PR AR IR PEXZ BL BUR - i e CRARIE T 2
E1 U - o EREE A ) WAL T, #la, X2 Bl SR A7 g b 4 M s
(R i P RN A 52 T UL K2 W R I R B AR M T8 2 (1 ] S R R S 3R A I B %
SyibRIC BT & AE EL PR B AT BEME DL AR = il R A gtk v ) i — Bk

[0097]  REE S BR a1 200 ()R S PR DL A nT 30 T oK 1 S e R R R AR [ E AL T R
PEBUS A EATR I« 124 2 16 S e sk B 1 Bl mT T8 e R e MR T R S R N S g%
ERE A AR IO PR A TR I o AR, IX b () 1R 5 T2 XA ] 7E SR VTR I AT 22 PR AR =
ME S BR R (A PRI 5 BB A P s 8 TR R T . T AE B sh Ak S I e o B SR SE B — 25
52 T 320 75 X J e O ) e s FE 2K, B, 200 S e DA S A I e AR A B A —
LR TE B 2 A1) B T 2 [ AH (R 1] 58 AR A B I 58 B0 I, AT SRV X o
M2 A PR TR e mEOE MR . 7E— 2R BUR e A, 78 B A R e 3 1 1
TgM FUARAFAE T ATRE T PE ToG B ity de 6 M I s 7™ 4% 22 SR A T s 1 « SRR B e I 2R
PRPUE, W &) HE EP 0 944 838 FTik.

[0098]  AHIKIFRIC A AR QA IE A BB N BE T, WnfE AR 25 A 55 T o ARid P RGZ EL $i
JRah AR A, EAREHARIC AT RIS BL BUR - 7 B R AR T AR K HE— DRI
[0099]  iZxbridZEH ]k BAEE CAIIE 54 385 31, fln gerl, RoOthrid 24, Wik
AR TR, e, IY RE R B E T R, BUE SOGHYEL, Bl NSOt ER VE TR AT LERE
R R AT RIHATEY) o 5515 T8 7 8ibs ic & B i L e ya o &t & B4 44, il
YRR 540, I, 490 40 B T ELTSA B CEDTA ( b [ B A 0 S 22 ) 5 , %91 41, EP-A-0 061 888)
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(RIB LU TR M R 2%

[0100] AR I AL 5, 40, AR AN 5 G0 I — Nk o AESETIN & I, 1220 N 1]
T I HACRE ARSI A s 52 A R AP 5 00 o — AR PEAR LA o S8 I S 5 0 1
DR BEGTR / TUR, R BUEY Z U I = B 3 WG A0 25 B
Wz / R R SR SR R B/ R R IR SO IR /) BAMERZIR, LS S2 1K / i
PRSI B a2 A8/ SRII B R . LB &5 G0 B A RSP  DUR R . Rl
BEF T b v~ R AR R R R

[oto1]  fLitth, %5 W92 Bl SR BLIREE 7 B 7 B st R G4
FRAMGURZ IR (B R PR 2 IPTIA ) B ille . £ERE— B RRE i St /7 X
H, A RZ B SRR Z B IR S7 A B 73 1 A48 I AR Bl 3 R RS 0 8 T Asn A
ZHUARI RN E « ikt Shrid KW NS 2 PR NZ B JUR I E4L 2 RN
K TAREY.

[0102] Ayl s LA S il 5 () VR 5 e i YA 20 B8 L 0 AU AR N B2 22 S
BT S BL PR B S SR A, SEOLER o B A A2 BL SR ok AR 2 IkR]
P ARSI X 0, TR R 30 e , Bl e e e, WAL 22 ROl 2 55 ) sillE
JRER (A, R A0 52 , S i B RN E 55 ) e RSP A2 B AR A2
[0103] kAT X2 G IR ] SEREEURCE DN & , A7 0 B2 AR RE A I BT BT k. R
YA K B R R R G W] SCRFAE A BB P 5 AF RIS E B AR, B, A7 2R 1% PR
Drefe A Al AR5 7 o BUXAIZ LR BRI 2 120 20 & S 2R Ge i) 75 7 73 o PRI,
FEARIE I 50 77 A, AR BRI AR G, AR T X2 Bl s & &R (B
WNIZ BL LR TR EE ) AT RSUSTUAR R .

[0104]  BUACKUSK AT A0, A1 XA (A4 B 80w 7 ) NPT I 2 T Xt
Sk 3 (AT I %A E A SRR X ST 3, R 3 Al Bt s i B 0 7o B
) SR E BEAT RN o AE SR E Y BRI LR AL (TG, TgB) (PUAS (Tgh)
510 A (TgW) FLAMY &5 5 B4 USRI 2D WA AR 2T 1 RE

[0105]  ARHGIZATFIEME S, AR ARG TN VK Rl £E 22 Fh AR I R B P AT o) B0 I 3
BT PR EARRE 2 A, A AL AR R TR R AL 5 . EETERIINE &
PE N BEAS R R A SR 2> T [ AR 45 S PUR IR DTS R TR AT E IR, AXAE =
FRNPURAAAE TFEA IS, A BEE AT E TR BI5 5

[o106]  “[AHHTIR " R “Rr BT IR (LR S5 A PLIE A R a5 44 o fldn, W — ek
PrivdEE (R, HUR ) n g BB IR E AR AN Lo 45 & BEhsid sthric YA R TR 4%
FIERE NG o A2 XU ST U 7 A A ] e A T SR ABL EL S e ME A SR B AN ] A2 B 3t
J5o SR AU E 1R 6 B2 (R BERAE TAE AU A7 B RRAL . AN 10T, 0 XTI
BRENE R AP AEZ AR o ZM AR TE AR, B4, 2 BL s 8] R 7 22 1
o DL, Fp s PEGS G0, S RLEZ A R - BER SR MR (8 - 20N ) REWH T
AR PAIZ B i ] 5 A2 AR o 53— T3 i, FEBE ARG L TR I i A2 BT fes al AN LR
Abricy (B, U P R E 8 960 155 ) » e w] I a7 - pi s (i, Hue
) BlRlEA I o AR5 12 IR) RSN ] 3 ) bR A0 IR R A S

[o107] Lt A T I — AN DL S5 Ik 7 3O AR 12 0T S T2 M & P SR Bl s » AP A
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T HRAEA R BT — XUE EL PR MRS A R B )58 — X2 B Hil.

[o108]  BEEL{AHL, MR ZBUIEMTEIE 20 2 5t AE Bk i Sz i e nl i b A bt
R HURIFEAR SRS ERZ EL BUR (BRI, 38 —R5E X2 BLHUR) (00 & 2T,
TR B SR R S A R TR BUAZ PR %5 — PR v i BB 4 A R A,
AR A RN R ], BN, AE R, HON R R A X — 30 . 158 PR
PRICBUE S S35 . AT R I NIR G fE IR BT IR PRI INZAEAS 2 BT 838 1%
HUAE T B 5035 RN IR G 2 5 3 ] [ e 6 —PU s T AH . B iz e [ SR & ) 4
ST BRI IR], AT SRV R AR AR T ik A2 EL SUR ISHTRE SR 5 ik A2 E1 Bt
G355 [ N R 5 RN =) o FE S BRIP4 BB R, MAZIE AR 2> B AH o« B » 751 B AH BX
VAR B P 2 ORI T I % R N = ) A AE

[0100]  TEikE— DAL 5 it 77 b, AR B SO 2 0B S e e i 1) S e o , B
RRIELE T35 — X2 E1 SRS 8 02 A AERSRPUR, 28 — X2 Bl $iat 5 & H
BE M ER TR .

[o110] AR EHIERINZ EL PURELE A E AV, LIEHIZ X2 EL U 5 FEE 4
WA = T ARME UL B 5 Rl ER 5 (A0 X2 EL) IR AR E, 38 LA R 75 2k 1 4R
AT WS 1 S 5 0 5

[0111]  HRHE 2P IEAT I A A (02 G 3 0 2 14— IRe A W 5 | BRFAEAE T, IRAE BE
i A AN [F] AEE DR EAR S 15> TR AE R 20 il 5 B AR 45 S PR e B A4, UL 51
MHTFTE L EZ AW o R FIZFME S — 098> T i e A8 R M= AL R 7 R 25
A B . — BRI B 1 23 0 B 2 ] A B S5 RS T D, K BELAS A A
555 FAEAB O ELR T w] 68 5 | R BH A5 5 BB TE b o BRI, 8 AR B IR A
A, BT AR A A T SR A S T BE R K> . TR, AR st R, AR
R BB SRR 120 BT R I M ) S e e , R IEAE T 38— R AR = TARE A EL 3t
JRE AR BRI oy FAAB A E . ARIE N, 258 —R2E — 2 (B RIE
TANE FKBP 43 F14H « TEA R BHOLGE i st 75 =X, — M) S1yD-E1 & 8 B AL — i
FkpA-E1 fili& 5 4% H T BRI B E « ARIERT FKBP 43+ FHEAB KIS T KA B
B WRBE A A I P LA A R R A B I R AR ERT B G R PR DL R AR R

[0112] @I AEXHT R I T K AN FE 22 IR B 20 - P15 0 23 1 S A2 RO, T BH A
5 AR BA AR 5 AT FRAS T Sz e B R 7 o PR Zh BB AR A (EAN B 1 43 AR AEAE A
Rl AP I T X9 0 4S8 FH R 932 S 3 DN s v A8 S R ) LIRS o AN [ ) 40 1
BRI R R AR A AN FEA AU RV CBE, FH2C) 28 TR0 LUK B AH FIFE BRI AS
A5 FAEAB R SRS o AR, BR T AEXUHT IR IE ol 52 1R R FH B AR 16 AN [R] 43 1P AR ik A 4k
S I N (S S N i DT S S 5T VA A= B S AT Y28 1 i e W s ML
SN RIS I R Z I o BT TR TRE, A0, AL B R BC S1yD 3, i T B RIAEAE A
IR - PURZ IR0 AT BBk RIBEEE AR IC 75 erl R8s L e n
FridE oy, B, &AL A U EAS H ) L SE SRS 5 IR AR id 343

[0113] X% T 2 i A AH A [ e A 45 63 oy FIFEIE B A2 B A R &
A B RN 5 A0 o BB nT R FE BT R S vt o bR T T B S R
AR 7 AT R G R N P SR S AR A N 2 RO NIR G, AR R
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IR BURZ K (B, RZ R eWiP 2 BL 817 ) KRR R RERE A, frik
DU IRAE D DU I IR 52 B 23 82 1 IO A8 23 o A2 R S DL T IR ) imy R A 3
BAOR T TeM 73 T I S 5 MERR, %00 10l 5, B, 70 R4 5k | TR BE AL Bibr e R AL
S5 DT 3 A G B 7 P AR L S A

[0114]  ZHAF RN T 7250 BER > A CE N2 H T AW HORWT SR K B 23
Bo TR w2 A0 4 R V2 L sh Y S T B RER B XM 4 B
ARG i EPrk, O T D Bg A TR S S A PR P S R R R] RETE PR A T ok B A
(7] 248 B 0k 1 S 2 B R 2 S A Bl 23 1 PR AR, o ok B 8 bR AR — Fh e 1 AR AR, LK
K ARG D — P AR R D PLER ST S, % 7 AERR B TS Al
B 5 R OR B 1A 8 T A PR T XU VBT PR e A B R B ER R TG R B BRI
0 PR AAER T TR B AT P A0 T PR 20 7

[o115] 73 FHA - BURKE SWE— B peiile (PUEAEMRE 2 IER S K R eilE ) +
A AR SR AL T A A R G 20 7 AR S PERT AR T AMB WD UR A B R mT e PE . i
Zy Wi, AR S A B R B, B, BRI R IR =0 1, R iz 2 I AR
AN M0 5 DR o A9 0, A 7% 5% AR ] S A I AT i RS » s AR 7 R 6 n] iz A b
R, B AT AR T P R I i e S P KB R AL o ARAE A B, BAEA AT R A MERT AR X
% Bl L TR R EWH 7 TR,

[o116]  FEDLIL RS 7 A, RPE 2B M 1) S 5 I 5 3k — 20 Rl A+ FI AR
FARPUR IIZ 5 — X2 BL U TR R G E& ARG G5 .

01171 fEHE— P I S 75 3, SRR YR AT E R 110 S 12 I 5 , FLadk— 20 iR AL
FE T HIERL IR %58 — 2 BL $Llsi 7 7 AR B G WA & bR 2k B s 5 1% &l

ﬁjo

[o118]  AKMIRE— 0 RAL G I i) 2> — FX2 BL BUSAE ] RIS A 3L
REZ IR P R . AR B A& 2D WA RIS E1 fils (RS Em
AThEE) M-S WAEN TRISTAZ DU RSN i 3 . B e i) A 2
FERR IS 75 EAA G A RS I e WS in ).

[o110] AT WIIE— 20 1 3 U H R I3 P2 BT AR R Bl o, & TR e Mk 4
EAFINGE I IZ BUR IF ] BE AT bR id I 2 > — B2 EL SR IR & iRE 2 A

PR PR ERZ 5RARNS E1 HUR MR TEIR 143-164 Fll 454-481 Xof B [# 741, JHAL & FIA—
b, Horp

[0120] &) fE Cys 225 Ml Cys235 Z [A)JE > —hi B, HAE Cys349 Ml Cys 352 Z[JEK
A T, Bl

[0121]  b) 7E Cys 225 Fll Cys235 Z[AIJERL—> —fiikd, HAE Cys368 Fl Cys 401 Z [HJE K
5 s,

[o122] P HALEHUR a) .

[0123] M DALERAFI SO & R LR 169-432 2D —Fi X2 EL PR, Hare 2
PR Hi L = 5 RARKE B BRI R IEE 143-164 F1 454-481 XN RS, HASHA —
P, Horp
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[0124]  a) {E Cys176 A Cys185 Z [MJfEpe— > —hi B, HAE Cys225 fll Cys 235 Z [A)JE R
AN, B

[0125] b) 7E Cys 176 Fl Cys185 Z [ pk— > hn sk, HAE Cys349 Fl Cys 352 2 [A) Ak,
BT, BE

[0126] ¢) 7E Cys 176 Fl Cys185 Z[RJE A i, HAE Cys368 Fl Cys 401 Z [A]JE 1K

/ET?:: | ﬁﬁm%@o

[0127]  FEAK W O — A SEt 77 X, A &S & 20 WA AR X2 EL SR 24

G, BERPUR A E R IERR 201-432 5 169-432, H T4 2 AR PR A —FEL = 5 RAR A

9% Bl PR INRIEIR 143-164 F1 454-481 X 1741, HHAPZZ DA 2 E1 PR KR

*ﬂ'@/\ﬁi/\g TN

[o128]  JLAL, JH:ALTBZ%EI’J!: R SRS T AR T AR — M el 2 s b

B AN GH FHEH WA I05m 22 Poml 3 2575 700 5 56 1)

[0129] k2P By SEHt 7 SO HRYE A R I X2 EL o AE e i g . A B4R sk

FSC 53 B0 2 D P 22 PR 98 VT D ) 28 2 A AR AU o o A2 8 Y 38 ) 48 A VRIS VR LR T

WY X EG e 2GRS, B, %002 BL PURBUILRENG R 0 5 2525 2 9T 5100

PERC A BIRTEFR] (4N, A KPR AE RS2 b #hK R SR M H o OB ) TR G . 2

] {5 kb T oy B

[0130]  SEAs 43 IR T AR B

[0131]  SEjf] 1

[0132] A2 B K —EcSlyD FIXGE E1 M ahaE A Bt E1(201-432) 1 (169-432) f36 34 Bk

ioprafE:

[0133] =k B XZHEFK Therien (Dominguez Z& A . 1990, Virology 177,225-238) HJ E1 By

R ARFES ] M SwissProt 2138 )%F (acc. no. P07566) &R . Zabd X9z El(aa 1-432) 1)

4 R FERI B Medigenomix Martinsried, £2[H ),

[0134] X2 E1 AN 20 P2 . —hisl 2 2 FE 2 7 IR A% AE 3 i KA B

fa] PR 20 AR Bz A2 L AN R RIS . ZEIZ AN 1 20 A 2F b 20 ER R 2 K KIS

T MBS RO T REVE, X 2 SR BN S FENEANS .. A TR SmEE

HREE, R T T s B i e R ’Eﬁﬁi%@w@%%@zm&ﬁs HZAN S i B1 AR

I, WIERAF IS RS AT PERT SRR B L AR A, 2390 9 RGZ EL Fr B 201-432 F1 169-432, 1
Ji s % El HE‘%)\ BB, M FEN, R U E A E A I, G

x_ﬁ U RAR N BT BT i 2 DR R I e e s R AR SR DR SRAE N TR 2

. 3] QuikChange (Stratagene,La Jolla,CA,USA) FIARHE PCR H A A B 5 5875 L ik 2 i1

GERAR AR, BB AEAH N B W PR FIPEAT 5. 5T Novagen (Madison, WI, USA) ) pET24a

FIRBAE, STl T rofE 50, H Ndel F1 XhoT WAL A, 4 45 S0 2 HR Bk —S1yD FiZ R,

2 E1 B 201-432 8% 169-432 (125 ik . FrAMEL Bl fid 2 IR A S ¢ R 4l

G FRC, LMTHE Ni-NTA- BB I 4i AL FI 3T S

[0135]  FEER T IR RA LS 2 H N K R S1yD 20 FE BRI EL SR

201-432 K=K
[0136]
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Nde i BamH | Xho |

EcSiyD L EcSlyD LE1 _J
(1-185) (1-165) (201-432

L = (GGGS)sGGG- 3k
[0137] X AT 43 BORL I AN EAT I, O R B4 BT 75 B R B o S A RIS EL BRI
AR THER T ARHBFNES
[0138]  RHIIZZRMS, $545 7 W F Ao N RKiml& 1 HR Ik S1yD #553 (R2 EL HiR -
[0139] ARk (VENXTIE E1 ARk, HBh a2k I E ik 3t )
[0140]  SEQ ID NO. 2 1 fT7~i) E1169-432
[0141]  SEQ ID NO. 1 " f7nf E1201-432,
[0142]  SEQ ID NOs. 1(201-432) F12(169-432) &7~ T Swiss Prot #df ZE 1DP07566 3K15
K2 E1 ( B #K Therien) W2 ZEMRITA1.
[0143]  FAfif -
[0144] El 169-432(C11-C12), E1 201-432(C13-C14), E1 201-432(C17-C18), E1
201-432 (C19-C20)
[0145] XU Mt -
[0146]  SEQ ID NO.3 HHF/RI E1 201-432(C17-C18, C19-C20)
[0147]  SEQ ID NO.4 HFRI E1 201-432(C13-C14, C17-C18)
[0148]  SEQ ID NO.5 7R E1 201-432(C13-C14, C19-C20)
[0149]  SEQ ID NO.6 R E1 169-432(C11-C12, C13-C14)
[0150]  SEQ ID NO.7 HHFRI E1 169-432(C11-C12, C17-C18)
[0151]  SEQ ID NO.8 T/~ E1 169-432(C11-C12, C19-C20)
[0152] =N Hi%E .
[0153]  SEQ ID NO. 11 Jfr7ni E1 201-432(C13-C14, C17-C18, C19-C20)
[0154]  SEQ ID NO.9 " frnff) E1 169-432(C11-C12, C17-C18, C19-C20)
[0155] X472 E1 HLIRAE SR 6 F1 7 Frads iy FH T4 5t K2 B 1 S 2 0 5 i) f
P2 RONAME R SE R G5 RGN TR 1-4. TEEE 34 580K 3 H 4,
[0156] & T ALt 9] 5 (K S s, S m] SRAT U A A4
[0157] =4 fif
[0158]  SEQ ID NO. 10 H /R E1 169-432(C11-C12, C13-C14, C17-C18)
[0159]  SEjffs) 2
[0160]  SS-E1(201-432 Fl 169-432) fl&r % (A (BB A1k Fl 7 S
[o161] P I El 3 FAHERLG R O REAR S AR R K 7 ZAT A= & A ARIE
JEURLI K AT B BL21 (DE3) 4K TR 88 3 (301 g/ml) 1 LB K5 7R3k 2 0Dgoo N
1, G 7E 37T°CRAEKEE T s A2 - B -D WA I (IPTG) RZREN 1M 5T
s Tt ER L. BR)E 4 /DI, B (20min, 5000x g) WCHRAN MY, AT —20°C R
VAT o AT 40 MBS v VR I 40 ML AT HE =53 R R T 100mM B R4 (pH 8.0) 7. OM
GuHC1 - 10mM DK s, 5 1 P 45 1R BV R /N I R 40 i 58 A it o B o Rk 8 s, s i
WY Z LR SCATIR (P fE SR R R A T 16 NE-NTA (47 - IREE - = 4 RE8) A L. &
20
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T B i R R R R S O A, RS SR AL SmM TCEP R IR SRR, H 4
BB AR . FERL VRGP (> 20 AR B M2 MR +TCEP) Ji&, A 50mM il ik 4l
(pH 7.8)100mM ZAL5H5mM  TCEP 5 # i BT 41) i IV Al e i, LA R 4 & i
MRS EN & (2N 10 AR EST S50, ULRIREA BT Ak 5 5%
GuHC1) . BifiJ5, it LA 50mM BEEZEN (pH 7. 8) . 100mM AL BIVER A SIS (I, 2Pk
PR AAITIE ) o BT A NI B I B ROKE, (B30 R4S ARG B A N i e
B — IR R o FEVEIE AT, 124K MR B B 42 s A 55mM, DL BRF W43 T8 A ~ 50kDa
s g A ARG B AE 50mM BN (pH 7. 8) L 100mM SUALHH 1) 55mM—500mM Ry K Mk 75f;
FEVENZ AR A S A BIES RO MaE (@i SDS-PAGE AW 4> 95% ) FFil
o o, MEARM S T HBR A, AR R 5, W4 H oA O G R
[o162]  SEjifs) 3
[0163] AW ZEFIET 5> 5 SS-E1(201-432) [HIfHIE
[0164]  {E~ 10mg/ml FIER FAIKEE R 20 B LL N- B3 — BRIAWE W T Ak (1 A 2 4T brid
& 4 XA AN 2 IR e~ 2S5 ARVEAH N (WAl A 2L (1, dnid / B2 1 BEOR LR
1D L& S5 1, VMR 150mM B4 (pH 8. 0) \50mMNaCl. ImM EDTA. KNV AEZIE
NHEAT 15 2B, IS IR L- IR R LR 10mM 15 1k RN o A R R ), A8
F& A4S im i st vEAE (Superdex 200HT ) BLEE R AR KNV KU S bR o
[o165]  SEZjiffsl 4
[o166]  F4IXZ El filih 8 SS-E1 (aa201-432) 7E %28 12 Wik v i S g2 i NP VEAG
FEN LIS ARG HRZ 16 Bk
[0167] %EE@J%Elecsys@ZOlO SH7¢ (Roche Diagnostics GmbH) HH PPl AN [R]Fil & 85 1
(I SN o AR IR e AN T I . AT, BB 45 6 (R, HidiR ) e
TEBER7 26 A3V (W REER R T, T A B oy AR B SR MM S 55 S 1. 16
Elecsys® 2010 H )45 SHI3E T L2 5t
[o168]  FEr T ME A BKEE O 0 T WIAFAE T, 1% B E AT 45 WP % 2% [ AH, 7
IR BOR T LE 620nm N &R Y6. (55 MEE st . DL Baravrian 40+ S (1 ME AR
(sera panels) IHLAZ TgG FHHEFEAZATINE
[0169]  SLJtEfs] 5
[0170]  FPLC Z3#fr (PR & A AH G 247 )
[0171] B THURMESE, SS-E1 Rl G 8 A AR RS R RIS e M vue T ezl |
(PP R o A T AR RS, Ja i EIN- 7 B (5. 1-34) 1 C- v Bt (1R 315-432)
(T2 e BRAR A4, R IE Rt (A5 B IE SIyD Bt & 8 1) « O T Ut B 42 e dh
B B 2 AR SR RS, 76 Superdex 200 HR 10/30 # B RIZ EL N- 5 Befi - FrBridk
AT Atk v . FUK G2 I A 50mM BEEE R (pH 7. 5) . 100mM KC1. 4445 200 1 1 ) SS-E1
W (R EWE ~ 1. Omg/ml) JEINZ SEC A%, i i 280nm T FIWR e e S 9k
[0172]  EIN- Bt 1-55.1-104.1-133 F1 1-142 LI} E1C- B Bt 169-432.,201-432.,260-432
A1 315-432 ¥J7E Superdex 200 A4 EVEHE NP BT S1yD * =S1yD * -E1 ZZ{ALEFilHH
[R5 J3 - /NI, SR H B 2 1 — B 1k
[0173]  SCJifs] 6
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[0174]  BAA A ZEEIRE E1C- 7 B 201-432 7F S5 12 Wil b i) H0 92 s S PEAS I
TENMLE PATIHTRE 16 Hifk

(01751  7£ B5)tElecsys® 2010 471X (Roche Diagnostics GmbH) Tl A fi 4 &
S e N o DLW R I AT E . AW RES S (R, figkpiR ) B e
HEAF N 20 8 LR SR T, A B R GRS SR S NS AETHE 7. 1E
Elecsys® 2010 ({1 SR IE T b 32 K06, (RN S M S BR R (VMM IR 1E R %
B EET G IR & R A, FRAEA AU R AE 620nm Rkt (55 MTEE AL
Fitho Ll Baravrian ZL-FFMIATEM (sera panels) MIHLAIE TG FHEEAIATINE . %
SGRERTHE L.

[0176] & 1 AFFHAEA HBA BB AA ZRBKIRIZ SS-E1 (aa201-432) HiJEAE A MLE
R HTRE Te6 Pk

C13-C14 C17-C18 C19-C20 P oy ¥ 4
R A A e
FHHF 2,076 1,453 2,487 2,076

KB Fa bt oo & rxH4E 5 A4z 5 A4z 5 rax+4E 5

BRK 01/2003_115 23.55 34.88 17.94 18.17

o] BRK 01/2003_116 17.09 7.96 5.83 4.37
BRK 01/2003_119 13.47 1.89 5.92 0.94
BRK 01/2003_123 10.30 5.72 6.66 4.10
BRK 01/2003_127 11.82 3.37 2.93 182
BRK 01/2003_130 12.81 2.37 1.58 1.46
BRK 01/2003_157 3.0 3.33 2.35 1.73
BRK 01/2003_159 2.31 1.79 1.14 0.91
BRK 01/2003_162 15.34 1658  11.68 7.70
BRK 01/2003_166 7.12 2.96 1.64 1.4

[0178]  WIsKjitifs) 6 BTidk, iZ%Eiﬂﬂﬁ%ﬁﬁElecsys® 2010 73 ML . ZAHXAE 5 AHXT
T H A KE B A SRAF I TR EAL o 12202 PP L5 B Bavarian Red Cross (£
) W15, ZIRE A XS B Trina InternationalBioreactives AG(Ei+) W15,
(%) B1 ARK g nI 5 S1yD ™ =S1yD "G & & A, B 114 B AR PR E. Fragak
Ay BRI F) I3 A R U LE A

[o179] & 1 B EF 2], U2 E1 HURAS Zh B Z AN E 5 B8 EJF, 1% EL
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B g TR BN S S AN . 7 E1201-432 J B N i B B AR T S
WEME, X PR T X R ERE A A AR EE MM SRR E T TR RS R A
TR—PEM BB Cys 225-Cys235.Cys 349-Cys 351 Fl Cys 368—Cys 401. 4R, F
i Cys 225-Cys 235(C13-C14) Pk WS X2 E1201-432 [958 e itk CRE, B ) el
P XA RS SR T % B RRE R AR BT B PR OER (B0 D .
[o180]  SEZjtfsl 7 -

[o181]  HAZANEIBEAGHINZEL C- F B 201-432 78 508 12 Wil il o 1) 59288 S W 1
5% AE NIE RGPS TG PLik

[0182] X =FfAS[A] A2 E1 224K {345, 1 EP-A—-1780282 JIT ik 7F 2 Wt 2 B Cys349—Cys
352(C17-C18) Fl Cys 368-Cys 401(C19-C20) Z [8] JE AP A —H st (A2 41 ), M 4 A &
B 76 F Bt & B8 Cys 225-Cys 235(C13-C14) il Cys 349-Cys352(C17-C18) 2 [A] 45 H W
AT BRI AR AR (R 1)), BLRAE 2 BE & R Cys225—-Cys 235(C13-C14) \ Cys 349-Cys
352(C17-C18) Fl Cys 368-Cys 401 (C19-C20) Z[AJTHH =D B2k (44)) .
[0183]  LIFEA (k[ WHO- Ax¥E) Fl Baravrian £L TSI IMIEM (sera panels) [IHLRAIE
TG S B A SCHEI B 452 S0 6 Pk S L L Jg e T R 76 B Bk Eleesys® 2010
S BT (Roche Diagnostics GmbH) HHiFATIN &, 250 E/RT3E 2.

[0184] 3 2 AF FHHA AR =A B 5 1RIZ SS-E1 (aa201-432) HLJEAE A ME
NPT 186 Pk

C17-C18 C13-C14 C13-C14
C19-C20 C17-C18 C17-C18

[0185]
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C19-C20

R TR b oA - 3
X¥F 2,830 2,072 4,610

RAMEGE  AAAES  ANES AEE

BRK 01/2003_115 22.77 42,92 22.98
[0186] BRK 01/2003_116 33.22 51.67 36.12
BRK 01/2003_119 44.22 89.58 45.90
BRK 01/2003_123 78.60 71.99 73.62
BRK 01/2003_127 37.56 42.14 37.83
BRK 01/2003_130 9.61 28.88 16.24
BRK 01/2003_157 17.87 20.23 16.49
BRK 01/2003_159 14.59 18.92 14.01
BRK 01/2003_162 31.25 53.29 31.06
BRK 01/2003_166 9.16 17.55 11.70

[0187]  H ST 6 F1 7 FTk, 1% 4V & K H Elecsys® 2010 42 B AX 52 . AR 1
SAHXT T A K2 R ARG B B AR AL . 1% A2 B 1% L7 B Bavarian Red
Cross (fEH ) W15, ZXEZ XS H Trina InternationalBioreactives AG( i+ ) %
3o PTAM EL AR TIHME S1yD ™ -S1yD "B &8 A, BA1& B A A AR PR,
BT 4k 43 2% 0 BRI P 0335 B i LB

[o188]  HHR 2 W] WL, BT 1 E1 ARARTE Sy il s b HAT e S, B, i bR e 2 A A
HEIBURE Pk A NI HI, QBN A BB, i s e (R, Frlait ) smzl
K0 o XA G I B R R A DR, B, SRS A B AR AR R 5 R F O EE T AR NS 21 s
W55 Fsg b, BAKKE S 0 B T8 B A A i B AME SRR (R 2) .
[0189] A YA ) 728 A 7E Pk 52— St I 3 R O T S b 2 A S e AR, AN R] )
TR R AR TE R T AR E T m . B, B B G Cys225-Cys 235 il Cys
349-Cys 351 (C13—C14 F1 C17-C18) K E1 201-432 E£ I M A PR, HAEE & TR A
M EPL -E1 Bk EE (WK 2) o 76 10 MEARPTE 9 A, iR A R HAA WA 6
SEHNZEE (C13-C14 1 C17-C18, H{aIF= ) S Hi b ARSI 2 AR O 40 (1 X it Bl A A
(C17-C18 1 C19-C20) PAAATFZI =B A W] & 0 M5 5 o 7] LLE BIRRE A R W1 1%
K2 EL PR AR 18 T AR I A SEFE A 5T RIS B ) S 2 I 52 LR

[o190]  Xf3& 1 R0 2 LA&ER 3K 3) M4 4) gyt— P4k

[o191]  fE4K 3 A1 4 s ah Ry AESE TR 1A 2 [Fgh A, B, REZ N2 Bl filsit
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B RBALE, A E S B LT, W 24i% BL PURMEA — D i i e A v bt
ARRFENZE T8 E,

[0192]  FEE1 201-432 B (K 3) WIKE A Bl m] BEIO8 I o e vs e o A A~ —
s Cys 225-Cys 235(C13-C14) 18 THRAEME R, SAH— D05, Bl & o b
C17-C18 F1 C19-C20 A& LA A — D% C13-CL4 M C17T-CI8 (A G RH TE 5 EE 7.
SR, MR = A i a i — PR EE Y.

[0193] £ 4 Wo/n TAEEL 169-432 JyBY N 8~ "%k Cys 176-Cys 185(C11-C12) FJK
AR T e i tE . R, A2 S e ey — BT AT, 1% CLI-CL2 AR Bk
SIRE TE T AP EIX ol S Aa) A o 1 B v T B B A S A P e B e S
(G2 S M, X R B T W [FVE AR LA B CL1-C12 A C13-C14 W 3R1F i &
B ARG TR EE C11-C12 5 €19-C20 F1 C11-C12 5 C17-C18 4l 4. WEEL Hi N —
BB C13-C14 5 C19-C20 A G th 2 T RNV AN B mAHNAE 5 W B iz i S NPk . R
M ME BB B C11-C12 B M A I B4 & C17-C18/C19-C20 LAZRAT — B A 2 1A
C11-C12/C17-C18/C19-C20 I, L n] M ELRIME "5 I W IG . W BARE Bz = st E1
AR 1) e S N PR I TR (CL1-C12) OB i Bl L1 (C17-C18/C19-C20) 15z X
A PR R, PR B T P IR AR K

[0194] 2% bPTiR, — M5 Cys 176-Cys 185(C11-C12) 7E B S A7 7 I A 2 25 14 i iz R
%% Bl PR B9 e N CRI, BrIRPE ) o 2R, B H USRI 5 a5 Cys 176-Cys
185(C11-C12) H&E/b—ANH BN B &, Z41 64 v L s B H i v b
bR RPUR . A C11-C12 —finkl 5 —misk C13-C14 8k C17-C18 8 C19-C20 HFE—
IZHABEHAH CL1I-C12 it 5 C17-C18 1 C19-C20 R M & (441 E1 A8 A4
NS P RIHLRE E1 Bk T A,
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BRIES

110> R 2 - F P HFHIRAH]

CPCH1061377P &%I|3&

<120> HrAWE B AR A AR R AR NGRS DLIR I H g

<130>24647EP-IR

<160>11

{170>PatentIn version 3.2

<210>1

<211>232
<212>PRT

213> B

<400>1

Gly
1
Arg
Pro
Thr
Leu
65
Gly
Gly
Ser

Val

Arg

Asp

Trp

Val

Pro

50

Arg

Ser

His

Asp

Arg

130
Val

Leu Val

Gly Leu
20

Cys Gln

35

Glu Arg

Thr Ala
Gln Ala
Ala Thr

100
Pro Trp
115

Pro Val

Thr Gly

Glu

Gly

Arg

Pro

Pro

85

Val

His

Ala

Cys

Ser

His

Arg

Gly

70

Glu

Pro

Leu

Tyr

Ile

Pro

Ser

Leu

95

Pro

Cys

Met

Pro

Pro

135
Gln

Met

Asn

Pro

Gly
Pro
Gly
120

Arg

Cys

Asn

Cys
25

Asp
Leu
Glu

Leu

Glu
105

Pro

Thr

Gly

26

Tyr
10
His

Val

Val

His

90

Trp

Leu

Leu

Thr

Thr

Ile

Gly

Ala

Pro

Ala
60
Val

His

Leu

Pro

140
Ala

Asn
Asp
Leu
45

Asp
Thr
Ala
Ala
Lys
125

Pro

Leu

Gln
Trp
30

Val

Asp

Pro

His
110
Phe

Arg

Val

Gln
15

Ala
Gly
Pro
Val
Pro
95

Thr
Lys

Asn

Glu

Ser

Ser

Ala

Leu

Ile

80

Tyr

Thr

Thr

Val

Gly
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145 150 155 160
Leu Ala Pro Gly Gly Gly Asn Cys His Leu Thr Val Asn Gly Glu Asp
165 170 175
Leu Gly Ala Val Pro Pro Gly Lys Phe Val Thr Ala Ala Leu Leu Asn
180 185 190
Thr Pro Pro Pro Tyr Gln Val Ser Cys Gly Gly Glu Ser Asp Arg Ala
195 200 205
Thr Ala Arg Val Ile Asp Pro Ala Ala Gln Ser Phe Thr Gly Val Val
210 215 220

Tyr Gly Thr His Thr Thr Ala Val

225 230

<210>2
<211>264
<212>PRT
213> RIZ IS

<400>2

Leu Ser Val Ala Gly Val Ser Cys Asn Val Thr Thr Glu His Pro Phe
1 5 10 15

Cys Asn Thr Pro His Gly Gln Leu Glu Val Gln Val Pro Pro Asp Pro

20 25 30
Gly Asp Leu Val Glu Tyr Ile Met Asn Tyr Thr Gly Asn Gln Gln Ser
35 40 45
Arg Trp Gly Leu Gly Ser Pro Asn Cys His Gly Pro Asp Trp Ala Ser
50 55 60
Pro Val Cys Gln Arg His Ser Pro Asp Cys Ser Arg Leu Val Gly Ala
65 70 75 80
Thr Pro Glu Arg Pro Arg Leu Arg Leu Val Asp Ala Asp Asp Pro Leu
85 90 95
Leu Arg Thr Ala Pro Gly Pro Gly Glu Val Trp Val Thr Pro Val Ile
100 105 110
Gly Ser Gln Ala Arg Lys Cys Gly Leu His Ile Arg Ala Gly Pro Tyr
115 120 125
Gly His Ala Thr Val Glu Met Pro Glu Trp Ile His Ala His Thr Thr
130 135 140

Ser Asp Pro Trp His Pro Pro Gly Pro Leu Gly Leu Lys Phe Lys Thr
145 150 155 160

27



CN 101939330 A

F

5 &

3/13 |

Val Arg

Arg Val

Leu Ala

Leu Gly
210

Thr Pro

225

Thr Ala

Tyr Gly

<210>3

<211>232
<212>PRT

213> ALY

<220>

<223> K& E1 BiJE s 24 Cys FRIEHE Ala & i

<400>3

Gly Asp
1
Arg Trp

Pro Val

Thr Pro
50

Leu Arg

65

Gly Ser

Gly His

Pro
Thr
Pro
195
Ala
Pro

Arg

Thr

Leu
Gly
Ala
35

Glu
Thr

Gln

Ala

Val
Gly
180
Gly
Val
Pro

Val

His
260

Val
Leu
20

Gln
Arg
Ala

Ala

Thr
100

Ala
165
Cys
Gly
Pro
Tyr
Ile

245
Thr

Glu

Gly

Arg

Pro

Pro

Arg

85
Val

Leu
Tyr
Gly
Pro
Gln
230

Asp

Thr

Tyr
Ser
His
Arg
Gly
70

Lys

Glu

Pro
Gln
Asn
Gly
215
Val

Pro

Ala

Ile
Pro
Ser
Leu
55

Pro

Ala

Met

Arg Thr Leu Ala Pro

Cys
Cys
200
Lys
Ser

Ala

Val

Met
Asn
Pro
40

Arg
Gly

Gly

Pro

170
Gly Thr
185

His Leu

Phe Val

Cys Gly

Ala Gln
250

Asn Tyr
10

Ala His

25

Asp Ala

Leu Val

Glu Val

Leu His

90
Glu Trp
105

28

Pro

Thr

Thr

Gly

235

Ser

Thr
Gly
Ser
Asp
Trp
75

Ile

Ile

Ala
Val
Ala
220

Glu

Phe

Gly

Pro

Arg

Ala

60
Val

His

Pro
Leu
Asn
205
Ala

Ser

Thr

Asn
Asp
Leu
45

Asp
Thr

Ala

Ala

Arg
Val
190
Gly
Leu

Asp

Gly

Gln
Trp
30

Val
Asp
Pro

Gly

His
110

Asn
175
Glu
Glu
Leu

Arg

Val
25bH

Gln
15
Ala

Gly

Pro

Val

Pro

95
Thr

Val

Gly

Asp

Asn

Ala

240
Val

Ser
Ser
Ala
Leu
Ile
80

Tyr

Thr
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Ser Asp Pro

Val

Arg

145

Leu

Leu

Thr

Thr

Tyr
225

Arg
130
Val
Ala
Gly

Pro

Ala
210
Gly

<210>4

2115232
<212>PRT
213> NTH

<220>
223> WA RALMMNIE E1 ;24 Cys AL Ala £l

<400>4

Gly
1

Arg
Pro

Thr

Leu
65
Gly

Gly

Asp

Trp

Val

Pro

50

Arg

Ser

His

115

Pro
Thr
Pro
Ala
Pro
195

Arg

Thr

Leu
Gly
Cys
35

Glu
Thr

Gln

Ala

Trp

Val

Gly

Gly

Val

180

Pro

Val

His

Val
Leu
20

Gln
Arg
Ala

Ala

Thr

His

Ala

Cys

Gly

165

Pro

Tyr

Ile

Thr

Glu

Gly

Arg

Pro

Pro

Arg

85
Val

Pro

Leu

Tyr

150

Gly

Pro

Gln

Asp

Thr
230

Tyr
Ser
His
Arg
Gly
70

Lys

Glu

Pro
Pro
135
Gln
Asn
Gly
Val
Pro

215
Ala

Ile
Pro
Ser
Leu
55

Pro

Ala

Met

Gly Pro Leu Gly
120
Arg Thr Leu Ala

Cys Gly Thr Pro
155

Cys His Leu Thr

170
Lys Phe Val Thr
185

Ser Cys Gly Gly

200

Ala Ala GIn Ser

Val

Met Asn Tyr Thr
10
Asn Cys His Gly
25
Pro Asp Ala Ser
40

Leu
Pro
140
Ala
Val
Ala

Glu

Phe
220

Gly

Pro

Arg

Lys
125
Pro
Leu
Asn

Ala

Ser
205
Thr

Phe
Arg
Val
Gly
Leu
190

Asp

Gly

Lys

Asn

Glu

Glu

175

Leu

Arg

Val

Thr
Val
Gly
160
Asp
Asn

Ala

Val

Asn Gln Gln Ser

15

Asp Trp Ala Ser

30

Leu Val Gly Ala

45

Arg Leu Val Asp Ala Asp Asp Pro Leu

60

Gly Glu Val Trp Val Thr Pro Val Ile

75

80

Gly Leu Hislle Arg Ala Gly Pro Tyr

90

95

Pro Glu Trp Ile His Ala His Thr Thr

29
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100
Ser Asp Pro Trp His
115
Val Arg Pro Val Ala
130
Arg Val Thr Gly Cys
145
Leu Ala Pro Gly Gly
165
Leu Gly Ala Val Pro
180
Thr Pro Pro Pro Tyr
195
Thr Ala Arg Val Ile
210
Tyr Gly Thr His Thr
225

<210>5
<211>232
<212>PRT
213> ANTH)

<220>

Pro

Leu

Tyr

150

Gly

Pro

Gln

Asp

Thr
230

Pro
Pro
135
Gln
Asn
Gly
Val
Pro

215
Ala

105
Gly Pro Leu
120
Arg Thr Leu

Cys Gly Thr

Ala His Leu
170
Lys Phe Val
185
Ser Ala Gly
200
Ala Ala GIn

Val

Gly
Ala
Pro
155
Thr
Thr

Gly

Ser

Leu

Pro

140

Ala

Val

Ala

Glu

Phe
220

223> WA RALMMNIE E1 ;24 Cys AL Ala £l

<400>5

Gly Asp Leu Val Glu
1 5
Arg Trp Gly Leu Gly
20
Pro Val Cys Gln Arg
35
Thr Pro Glu Arg Pro
50

Leu Arg Thr Ala Pro
65

Gly Ser Gln Ala Arg

Tyr

Ser

His

Arg

Gly

70
Lys

Ile

Pro

Ser

Leu

55

Pro

Ala

Met Asn Tyr
10
Asn Cys His
25

Thr

Gly

Gly

Pro

Pro Asp Ala Ser Arg

40
Arg Leu Val

Gly Glu Val

Gly Leu His

30

Asp

Trp
75
Ile

Ala
60
Val

Arg

Lys
125
Pro
Leu
Asn
Ala
Ser

205
Thr

Asn
Asp
Leu
45

Asp

Thr

Ala

110
Phe

Arg
Val
Gly
Leu
190

Asp

Gly

Gln
Trp
30

Val
Asp

Pro

Gly

Lys
Asn
Glu
Glu
175
Leu

Arg

Val

Gln
15

Ala
Gly
Pro

Val

Pro

Thr
Val
Gly
160
Asp
Asn

Ala

Val

Ser

Ser

Ala

Leu

Tle

80
Tyr
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85

Ala Thr Val
100

Trp

Gly His Glu

Pro His Pro

115

Pro

Ser Asp

Val Arg Val Ala Leu

130

Val Thr Gly Ala Tyr

150
Gly

Arg
145
Leu Ala Gly Gly
165

Pro

Pro

Ala Val
180

Pro

Leu Gly Pro

Thr Pro Gln
195

Arg

Pro Tyr

Thr Ala
210
Gly

Val Ile Asp

Thr Thr Thr

230

Tyr His

225

<210>6
<211>264
<212>PRT
213> AN TH)

<220>

Met
Pro
Pro
135
Gln
Asn
Gly
Val
Pro

215
Ala

90
Glu Trp Ile
105

Pro

Pro His Ala
Gly
120

Arg

Gly Lys
125

Pro

Leu Leu

Thr Ala Pro
140

Ala

Leu

Ala Gly Thr Pro Leu

155

His Leu Thr Val Asn

170
Val

Cys

Phe
185
Cys

Lys Thr Ala Ala

Glu Ser
205
Thr

Ser
200
Ala

Gly Gly

Ala Gln Phe

220

Ser

Val

223> WA RALMNIE E1 ;24 Cys AL Ala £l

<400>6

Leu Ser Val Ala Gly
1 5
Cys Asn Thr Pro His
20
Gly Asp Leu Val Glu
35
Arg Trp Gly Leu Gly
50
Pro Val Cys Gln Arg

Val

Gly

Tyr

Ser

His

Ser

Gln

Tle

Pro

55

Ser

Cys Asn Val Thr Thr Glu
10
Leu Glu Val Gln Val Pro
25
Met Asn Tyr Thr Gly Asn
40 45
Asn Cys His Gly Pro Asp
60
Pro Asp Ala Ser Arg Leu

31

His
110
Phe

Arg
Val
Gly
Leu
190

Asp

Gly

95
Thr

Lys

Asn

Glu

Glu

175

Leu

Arg

Val

Thr

Thr

Val

Gly

160

Asp

Asn

Ala

Val

His Pro Phe

15

Pro Asp Pro

30

Gln Gln Ser

Trp Ala Ser

Val Gly Ala
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65

Thr Pro Glu

Leu
Gly
Gly
Ser
145
Val
Arg
Leu
Leu
Thr
225

Thr

Tyr

Arg
Ser
His
130
Asp
Arg
Val
Ala
Gly
210
Pro

Ala

Gly

<210>7

<211>264
<212>PRT
213> NTH

220>
223> WHATRARMINIE BL s 24 Cys ¢ Ala Frife

<400>7

Thr
Gln
115
Ala
Pro
Pro
Thr
Pro
195
Ala
Pro

Arg

Thr

Arg
Ala
100
Ala
Thr
Trp
Val
Gly
180
Gly
Val
Pro

Val

His
260

Pro
85

Pro
Arg
Val
His
Ala
165
Ala
Gly
Pro
Tyr
Ile

245
Thr

70
Arg

Gly
Lys
Glu
Pro
150
Leu
Tyr
Gly
Pro
Gln
230

Asp

Thr

Leu
Pro
Ala
Met
135
Pro
Pro
Gln
Asn
Gly
215
Val

Pro

Ala

Arg
Gly
Gly
120
Pro
Gly
Arg
Ala
Ala
200
Lys
Ser

Ala

Val

Leu
Glu
105
Leu
Glu
Pro
Thr
Gly
185
His
Phe

Ala

Ala

Val
90

Val
His
Trp
Leu
Leu
170
Thr
Leu
Val

Gly

Gln
250

75
Asp

Trp

Ile

Ile

Gly

155

Ala

Pro

Thr

Thr

Gly

235

Ser

Ala
Val
Arg
His
140
Leu
Pro
Ala
Val
Ala
220

Glu

Phe

Asp
Thr
Ala
125
Ala
Lys
Pro
Leu
Asn
205
Ala

Ser

Thr

Asp
Pro
110
Gly
His
Phe
Arg
Val
190
Gly
Leu

Asp

Gly

Pro
95

Val
Pro
Thr
Lys
Asn
175
Glu
Glu
Leu

Arg

Val
255

80

Leu

Tle

Tyr

Thr

Thr

160

Val

Gly

Asp

Asn

Ala

240
Val

Leu Ser Val Ala Gly Val Ser Cys Asn Val Thr Thr Glu His Pro Phe

1

5

10

15

Cys Asn Thr Pro His Gly Gln Leu Glu Val Gln Val Pro Pro Asp Pro

32
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Gly
Arg
Pro
65

Thr
Leu
Gly
Gly
Ser
145
Val
Arg
Leu
Leu
Thr
225

Thr

Tyr

Asp
Trp
50

Val
Pro
Arg
Ser
His
130
Asp
Arg
Val
Ala
Gly
210
Pro

Ala

Gly

<210>8

<211>264
<212>PRT

20
Leu Val
35
Gly Leu

Ala Gln

Glu Arg

Thr Ala
100

Gln Ala

115

Ala Thr

Pro Trp

Pro Val

Thr Gly
180

Pro Gly

195

Ala Val

Pro Pro

Arg Val

Thr His
260

213> ALY

<2205
<293 WAHBRAHIRIE Bl ;24 Cys # Ala B

Glu

Gly

Arg

Pro

85

Pro

Arg

Val

His

Ala

165

Cys

Gly

Pro

Tyr

Ile

245
Thr

Tyr

Ser

His

70

Arg

Gly

Lys

Glu

Pro
150

Leu
Tyr
Gly
Pro
Gln
230

Asp

Thr

Ile
Pro
55

Ser
Leu
Pro
Ala
Met
135
Pro
Pro
Gln
Asn
Gly
215
Val

Pro

Ala

Met
40

Asn
Pro
Arg
Gly
Gly
120
Pro
Gly
Arg
Cys
Ala
200
Lys
Ser

Ala

Val

25

Asn Tyr Thr Gly Asn

Ala

Asp

Leu

Glu

105

Leu

Glu

Pro

Thr

Gly

185

His

Phe

Ala

Ala

33

45

His Gly Pro Asp

60

Ala Ser Arg Leu

75

Val Asp Ala Asp

90

Val Trp Val Thr

30

Gln Gln Ser

Trp Ala Ser

Val Gly Ala

80

Asp Pro Leu

95

Pro Val Ile

110

Hislle Arg Ala Gly Pro Tyr

125

Trp Ile His Ala His Thr

Leu
Leu
170
Thr
Leu
Val

Gly

Gln
250

Gly
155
Ala

Pro

Thr

Thr

Gly

235

Ser

140

Leu

Pro

Ala

Val

Ala

220

Glu

Phe

Lys

Pro

Leu

Asn

205

Ala

Ser

Thr

Phe
Arg
Val
190
Gly
Leu

Asp

Gly

Lys

Asn

175

Glu

Glu

Leu

Arg

Val
255

Thr
Thr
160
Val
Gly
Asp
Asn
Ala

240
Val
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<400>8

Leu
1
Cys
Gly
Arg
Pro
65
Thr
Leu
Gly
Gly
Ser
145
Val
Arg
Leu
Leu
Thr
225

Thr

Tyr

Ser
Asn
Asp
Trp
50

Val
Pro
Arg
Ser
His
130
Asp
Arg
Val
Ala
Gly
210
Pro

Ala

Gly

<210>9

Val
Thr
Leu
35

Gly
Ala
Glu
Thr
Gln
115
Ala
Pro
Pro
Thr
Pro
195
Ala
Pro

Arg

Thr

Ala
Pro
20

Val
Leu
Gln
Arg
Ala
100
Ala
Thr
Trp
Val
Gly
180
Gly
Val
Pro

Val

His
260

Gly

His

Glu

Gly

Arg

Pro

85

Pro

Arg

Val

His

Ala

165

Ala

Gly

Pro

Tyr

Ile

245
Thr

Val
Gly
Tyr
Ser
His
70

Arg
Gly
Lys
Glu
Pro
150
Leu
Tyr
Gly
Pro
Gln
230

Asp

Thr

Ser
Gln
Ile
Pro
55

Ser
Leu
Pro
Ala
Met
135
Pro
Pro
Gln
Asn
Gly
215
Val

Pro

Ala

Cys
Leu
Met
40

Asn
Pro
Arg
Gly
Gly
120
Pro
Gly
Arg
Ala
Cys
200
Lys
Ser

Ala

Val

Asn
Glu
25

Asn
Ala
Asp
Leu
Glu
105
Leu
Glu
Pro
Thr
Gly
185
His
Phe

Cys

Ala

34

Val
10

Val
Tyr
His
Ala
Val
90

Val
His
Trp
Leu
Leu
170
Thr
Leu
Val

Gly

Gln
250

Thr

Gln

Thr

Gly

Ser

5

Asp

Trp

Ile

Ile

Gly

155

Ala

Pro

Thr

Thr

Gly

235

Ser

Thr
Val
Gly
Pro
60

Arg
Ala
Val
Arg
His
140
Leu
Pro
Ala
Val
Ala
220

Glu

Phe

Glu
Pro
Asn
45

Asp
Leu
Asp
Thr
Ala
125
Ala
Lys
Pro
Leu
Asn
205
Ala

Ser

Thr

His
Pro
30

Gln
Trp
Val
Asp
Pro
110
Gly
His
Phe
Arg
Val
190
Gly
Leu

Asp

Gly

Pro
15

Asp
Gln
Ala
Gly
Pro
95

Val
Pro
Thr
Lys
Asn
175
Glu
Glu
Leu

Arg

Val
255

Phe

Pro

Ser

Ser

Ala

80

Leu

Ile

Tyr

Thr

Thr

160

Val

Gly

Asp

Asn

Ala

240
Val
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<211>264
<212>PRT
213> NTH

{220
<293y WAHBRAHIRIE Bl ;24 Cys # Ala B

<400>9

Leu
1
Cys
Gly
Arg
Pro
65
Thr
Leu
Gly
Gly
Ser
145
Val
Arg
Leu

Leu

Thr
225

Ser
Asn
Asp
Trp
50

Val
Pro
Arg
Ser
His
130
Asp
Arg
Val
Ala
Gly

210

Pro

Val
Thr
Leu
35

Gly
Ala
Glu
Thr
Gln
115
Ala
Pro
Pro
Thr
Pro
195

Ala

Pro

Ala
Pro
20

Val
Leu
Gln
Arg
Ala
100
Ala
Thr
Trp
Val
Gly
180
Gly

Val

Pro

Gly

His

Glu

Gly

Arg

Pro

85

Pro

Arg

Val

His

Ala

165

Cys

Gly

Pro

Tyr

Val

Gly

Tyr

Ser

His

70

Arg

Gly

Lys

Glu

Pro

150

Leu

Tyr

Gly

Pro

Gln
230

Ser
Gln
Ile
Pro
55

Ser
Leu
Pro
Ala
Met
135
Pro
Pro
Gln
Asn
Gly

215
Val

Cys
Leu
Met
40

Asn
Pro
Arg
Gly
Gly
120
Pro
Gly
Arg
Cys
Cys

200

Ser

Asn
Glu
25

Asn
Ala
Asp
Leu
Glu
105
Leu
Glu
Pro
Thr
Gly
185
His
Phe

Cys

35

Val
10

Val
Tyr
His
Ala
Val
90

Val

His

Thr Thr
Gln Val
Thr Gly
Gly Pro

60
Ser Arg
75

Asp Ala

Trp Val

Glu
Pro
Asn
45

Asp
Leu

Asp

Thr

His

Pro

30

Gln

Trp

Val

Asp

Pro
110

Pro
15
Asp

Gln

Ala

Gly

Pro

95
Val

Ile Arg Ala Gly Pro

125

Phe

Pro

Ser

Ser

Ala

80

Leu

Ile

Tyr

Trplle His Ala His Thr Thr

Leu
Leu
170
Thr
Leu

Val

Gly

140
Gly Leu
155
Ala Pro

Pro Ala

Thr Val

Lys

Pro

Leu

Asn
205

Phe

Lys

Arg Asn

Val
190
Gly

175
Glu

Glu

Thr Ala Ala Leu Leu

220
Gly Glu
235

Ser

Asp

Arg

Thr
160
Val
Gly
Asp

Asn

Ala
240
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Thr Ala Arg Val Ile Asp Pro Ala Ala Gln Ser Phe Thr Gly Val Val

245

Tyr Gly Thr His Thr Thr Ala Val

<210>10

<211>264
<212>PRT
213> NTH

<220>
223> WAHRZRINE E1 ;21 Cys FRILH Ala B
<400>10

Leu
1
Cys
Gly
Arg
Pro
65
Thr
Leu
Gly
Gly
Ser
145
Val

Arg

Leu

Ser

Asn

Asp

Trp

50

Val

Pro

Arg

Ser

His

130

Asp

Arg

Val

Ala

Val

Thr

Leu

35

Gly

Cys

Glu

Thr

Gln

115

Ala

Pro

Pro

Thr

Pro

260

Ala
Pro
20

Val
Leu
Gln
Arg
Ala
100
Ala
Thr

Trp

Val

Gly

His

Glu

Gly

Arg

Pro

85

Pro

Arg

Val

His

Ala

165

Gly

Val

Gly

Tyr

Ser

His

70

Arg

Gly

Lys

Glu

Pro

150

Leu

Tyr

Gly

Ser

Gln

Ile

Pro

55

Ser

Leu

Pro

Ala

Met

135

Pro

Pro

Gln

Asn

Cys
Leu
Met
40

Asn
Pro
Arg
Gly
Gly
120
Pro

Gly

Arg

Ala

Asn

Glu
25

Asn

Cys

Asp

Leu

Glu

105

Leu

Glu

Pro

Thr

Gly

185
His

36

250

Val
10

Val
Tyr
His
Ala
Val
90

Val
His
Trp
Leu
Leu
170

Thr

Leu

Thr
Gln
Thr
Gly
Ser
75

Asp
Trp
Ile
Ile
Gly
155
Ala

Pro

Thr

Thr

Val

Gly

Pro

60

Arg

Ala

Val

Arg

His

140

Leu

Pro

Ala

Val

Glu

Pro

Asn

45

Asp

Leu

Asp

Thr

Ala

125

Ala

Lys

Pro

Leu

Asn

His
Pro
30

Gln
Trp
Val
Asp
Pro
110
Gly
His

Phe

Val
190

255

Pro
15

Asp
Gln
Ala
Gly
Pro
95

Val
Pro
Thr
Lys
Asn
175

Glu

Glu

Phe

Pro

Ser

Ser

Ala

80

Leu

Ile

Tyr

Thr

Thr

160

Val

Gly

Asp
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195

Leu Gly Ala Val Pro

210

Thr Pro Pro Pro Tyr

225

Thr Ala Arg Val Ile

245

Tyr Gly Thr His Thr

<210>11

<211>232
<212>PRT
213> NTHY

220>
223> WHRARMNIZ E1 ;24> Cys HRIEWL Ala B

<400>11

Gly
1
Arg
Pro
Thr
Leu
65
Gly
Gly
Ser

Val

Arg

Asp

Trp

Val

Pro

50

Arg

Ser

His

Asp

Arg

130
Val

Leu
Gly
Cys
35

Glu
Thr
Gln
Ala
Pro
115

Pro

Thr

260

Val

Leu

20

Gln

Arg

Ala

Ala

Thr

100

Val

Gly

Glu

Gly

Arg

Pro

Pro

Arg

85

Val

His

Ala

200

205

Pro Gly Lys Phe Val Thr Ala Ala Leu Leu Asn

215

220

Gln Val Ser Ala Gly Gly Glu Ser Asp Arg Ala

230

235

240

Asp Pro Ala Ala Gln Ser Phe Thr Gly Val Val

Thr

Tyr

Ser

His

Arg

Gly

70

Lys

Glu

Pro

Leu

Tyr

Ala Val

ITle Met

Pro Asn

Ser Pro
40

Leu Arg

55

Pro Gly

Ala Gly

Met Pro

Pro Gly
120

Pro Arg

135

Gln Cys

Asn

Cys
25

Asp
Leu
Glu

Leu

Glu
105

Pro

Thr

Gly

37

250

Tyr
10

His
Ala
Val
Val
His
90

Trp
Leu

Leu

Thr

Thr

Gly

Ser

Asp

Trp

75

Ile

Ile

Gly

Ala

Pro

Gly

Pro

Arg

Ala

60

Val

Arg

His

Leu

Pro

140
Ala

Asn

Asp

Leu

45

Asp

Thr

Ala

Ala

125

Pro

Leu

Gln
Trp
30

Val
Asp
Pro
Gly
His
110
Phe

Arg

Val

255

Gln
15

Ala
Gly
Pro
Val
Pro

95
Thr

Asn

Glu

Ser

Ser

Ala

Leu

Ile

80

Tyr

Thr

Thr

Val

Gly
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145 150 155 160
Leu Ala Pro Gly Gly Gly Asn Cys His Leu Thr Val Asn Gly Glu Asp
165 170 175
Leu Gly Ala Val Pro Pro Gly Lys Phe Val Thr Ala Ala Leu Leu Asn
180 185 190
Thr Pro Pro Pro Tyr Gln Val Ser Cys Gly Gly Glu Ser Asp Arg Ala
195 200 205
Thr Ala Arg Val Ile Asp Pro Ala Ala Gln Ser Phe Thr Gly Val Val
210 215 220

Tyr Gly Thr His Thr Thr Ala Val

225 230

38
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