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L. — PP B 34k , HoAm & & A SEQ 1D NO: 25011 S K B8 J7 71 [ 75 5% 7] A% [X A&7 4 SEQ
ID NO: 312 PR 7 P R e T A2 X

2. QORI EE R TR 19 43 B I A , Horp Frid Hidk A5 & SEQ 1D NO: 501 2 B/ 1
B A

3. QBRI EE SR LBURUR 2R 2 B ik (1) - (R s, b ek fug 49 &% 5 A SEQ 1D NO:51
(M2 EE R TP AR B

4. — Mo SRk, a5

HEE AR X, A5 & ASEQ ID NO: LCDRHLEF . &4 SEQ 1D NO: 6K CDRH2 7 51 Fl 5
ASEQ ID NO:11[CDRH3JFA1 s F1l

BREER[AS X, A5 & A SEQ ID NO: 14fCDRLLFEF &4 SEQ ID NO: 20(¢ CDRL2JF %1 Al
EASEQ ID NO: 23[¥JCDRL3JF %1,

5. QAR EE R APTIR ) 73 B () FroAd , Horh prid EBE W] A2 X A1 SEQ 1D NO: 26 771,

6 . WIUR) 22 SRABBUR)EE SR 5 BT b 1 43 B8 B A4 , Horb ik 42 8 n] A2 [X 49,7 SEQ 1D NO:
320731

T AORURIEE SR AP ) 43 B ) foAd , b Bk EBE R A2 X {5 SEQ 1D NO: 27 () 71,

8. QIR EE SR ABRUR R Tk () o & (K fidds , Hodb prid 8285 ] A2 X 49, % SEQ ID NO:
33 FFA

9. — Mo E Rk, A

FEEEP AR X, A& SEQ 1D NO: LIJCDRHLFFF1 . & 45 SEQ 1D NO: 8f¥JCDRH2 7 51 Fl 55
ASEQ ID NO:11HJCDRH3FFF1 ; Al

REERIAS X, A5 2 4 SEQ ID NO: 16 CDRLLFEF & A SEQ 1D NO: 20(KCDRL2JF %1 Al
A SEQ ID NO: 23/ CDRL3F 4.

10 WIRLRZLROFT IR I S ) s , Horp Bk EHE R AR X A5 SEQ 1D NO: 28 [ %1

L1 QAR 2 SR 9 BRI 5K 10 Bk (1) 43 B8 1 i dds , o Bk #2488 n] A2 X A9, {5 SEQ 1D
NO: 34181 751 o

12 QBUREE RO BT IR (1) 43 B8 B oA , Ho b Bk BB R AR X AL 57 SEQ 1D NO: 291 J5 371

13 AR EE SR OB R SR 1 2 BT ik 16 43 B8 B i dds , Herh BTk 32 85 ] A2 X A0, 2 SEQ 1D
NO: 35[1 7 %1

14, QAURIE SR 1-134F— TR IA 0 40 B R HAA , He i Bk 44 2 A k.

15 QAR EER - 144F — T BT IR (1) 43 B8 B o , oo Bk oA A0, 15 TeGatE e 5k

16 QBRI R 1 - 1M E— BURT IR 1 4 B i S 4d , Hop Brid Sk 05 B Ser & Profy &
PRE W 1) T gGale 8 15k , Ho = A2 1 gGu—FEELBE FF SO VI I BE 7] e

17 A0BUR) 23R 1-164F— T Bk (9 43 B8 R oA , L o P oA o S Pk b 285 5 R DL AR
MR /RN AE KNG R

18, QAR R 1= 17— TPk 1) 43 18 B oA, Ferb BT iR S A 45 e UL AR KAl

19 GIBURE SR 1-184F — TPk (1) 43 B8 B udds , Jorp Brid Sudk s tol Lo d 85 1
EASYIN SIS % GRS S el

20 IR R EE R 19 Bk 19 43 B B oA, L rp BT ol B AA L/ T LM R TCH0 401 i e ik

2
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tolloids A B & H /K AETE B ARG 2 .

21 QAR EE SR 1 9B R B K 20 T ik 1K) 43 B8 I PA , Horp Frk Hi 44 2 5 AR R LA
KA 2R /TR RN G 258 SO

22 BRI SR 19-2 14 E— T Fr il 1 43 S I udds , Horb ek ik 25 & IR LA KA il 2=/
ARV AE KA R AL A CDFLLEUETE 2

23— Py A0 IR LA A 2R /98 AR LA A0 2= 1 3% 5% 2 o A7 A8 110 20 i A (9 AL
A KA 2R S2ARBOE 10 7325 1% 07 AR LA S i Bk SR LA KA 2R /3 AR LA KA
il 28 1 B 1 ZK RO 1) = [ BT I 5 35 2 i 6 BUR 2 R 1 - 224 — T ik i A

24— PiB T A WP 323 B 7715 & 7R 1A Bk 52302 i F A 0= AR
FR1-22F— Tk i fuak .

25. — R AW , HAD SRR B SR 12241 — TUATIA R B A28 25 1 m] 252 iR 38044

26 . AIAURESR 25 ik M 25 A &4, o Frid A &M R a6

27 AR E SR 25 ik M 25 A &40, Horh Frid A& W2 AR A -5 -

28. AR EL R 25 Tk I 250 &), o b Bk 4l A W0 5 1 R 1

29 IAUMEL R 28T iR I 23 A &4 » Horb ik 20 & W AEAR T 805 T-65 C R JE R 7%
o

30 . — P A BRI EE SR 25204 — TR BT R (I 29 W 20 S D T 5 2%

31.—Fh o B ER, Hogm b5 & A SEQ 1D NO: 39K A% R 1 ) B 4 vl A% X A5 45
SEQ ID NO:45 [ #% E& v 21 I 42 B Al A2 X R4

32. — P B HIAZ IR , Hogmhd 0 5 LN I Hi 44

HEER[ AR X, A5 & 4 SEQ 1D NO: 1/ CDRHLFEF . &4 SEQ 1D NO:6[CDRH2F 71 Al &
FSEQ 1D NO:11[JCDRH3 /351 ; A1l

BRI AR, A8 A SEQ 1D NO: 14/ CDRLLJF 3 & 4 SEQ 1D NO: 20/ CDRL2 ¥ 31 1
A SEQ ID NO: 23/ CDRL3F 4.

33 WM ER 32 TIA () 73 B8 B A% I, Hevb Pk B B m] AR X A0 57 SEQ 1D NO: 408 3371

34 QIR EE SR 32 BRI SR 33 AT i (1Y) 40 8 () A% IR , 3 o Bl i 2 % AT A% [X A0, 757 SEQ - 1D
NO: 461 7 %1

35. WIBCREE R 32FTR 1) 4 B AL IR » Heh il EEAE P AZ X AL & SEQ 1D NO: 41/ 751,

36 . WA EE SR 32 BRI 3R 35 BT il (1) 40 &8 () A% IR , 3 o v ik 2 % AT A% [X A0, 75 SEQ 1D
NO: AT 751

37— P EAZTIR , Hgmba A & DL Pk -

A X, S S A SEQ ID NO: LHJCDRHLF 31 . &4 SEQ 1D NO: 8fJCDRH2 5 51 Al &5
ASEQ ID NO:11HJCDRH3FFF1 ; Fl

BRI, S & A SEQ 1D NO: 16FJCDRLL 41 &4 SEQ 1D NO: 20/ CDRL2 3 %1 Fll
4745SEQ ID NO: 23[{ICDRL3JF 5

38. WIBRE SR 3THTIA 1) 73 B AL I » Ho b Pk L5 mT AZ X A0 77 SEQ 1D NO: 42 J5 %1

39 . WIAUREE SR 3T BRI SR 38 BT i (1) 43 &8 () A% 1R, e o Bl ik 2 % AT A% [X A0, 757 SEQ 1D
NO: 48[ ¥ 51

40 . JIAURIEESR 3T FrR I 43 B I AR IR , FLrp Bk S AT A8 X A0 2 SEQ 1D NO: 431 751

3
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41 JBUR) B R 3TER R EL R 40 BTk 19 7 B A% 1R, Fo b BT ik #2 5 m] AF X A2 & SEQ 1D
NO: 49F) = 51
42 . — PP B A, AL SRR SR 314 1T — T TR B - A% IR
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- RV EKIH R/ BRIV E KIS Z s L E Big

[0001]  AHZRHIEI A X 51 H

[0002]  AXHIIEMR4E35U.S.C. 8119 (e) EER2015479 15 H 22 H AF A “bi- I LA K0
2R /TR LA K 25 o S L A& 1 38 B I B & R F i No . 62/219, 094 AR 26 AL,
WA NITE B IR AR S

B GuE
[0003] AR 23 (¥ St 73 2 AT AR5 AR K DR 3 P ) O 5] o £ — B S U 3, XA
YA 770 AT ARG B A B AT A A TGR-B R IR B GG PR /TR AR A2

BREAR

[0004]  JLAEAANHIZ (nyostatin) f& 7 WAY AR+, AR IR &  UE KA =
BRI K 2k BE AT (FEGEBILA (hypermuscular) A BV AR 4525 0 AT HEA
VAR A 3R s — R T B B L, AR R M A UL S bl 5 1 AR A AP o LA K il
ESEReR SN LGS SN VAN RCYIIE

b4 SES

[0005]  fF-—2Lsij Ty U, AN I T T A e R A A LA R A ZE i 2R (el
JR VKA R (proMyostatin) Fl/BUER VA K H]Z (latent Myostatin)) FIHTiA .
T, AR S SR AR ) AR R S PR 2 A AR A i 2 ) T ORT/ B AR T 2 () — Pk
Z P, o JE VLA R 3 2R/ B AR VAR T 2R o AR SR L7 [, A R 2 2 T e 1t
AN B AR F A proGDFS (W RR A JE LA KAHIZR) AR SO ER LRI HTAAR ) Ak
[0 R IR o AE— L 52 77 P, AR SR SR SR AR A I LA R R A5 545 T o A2 — LL LT T
A WA KA H A5 5 & SR A AT 3L &= 3P LU 248 o 78— B Sk
T, A% 3 4 A 1 B0 A 25 A L AR 40 i 25 9 By L DL AR R 00 2= 48 AT AR R A B AL R
(proprotein convertase) /B tol loid HEFVIE| 7E— L8z Jy =07, By 1k JE LA K40
i1l 2R B AR IUUAE KA 22 0 DT BIRE L JUAE KA 22 380 o A S FF B 3 — 22 7 i S B x
pHEEUER R Bt J 1R 5% A ) BroAd o A — 285t 7 20, SRR IV pHURS I A 6 T MLV 5 o
PO AR R o JAh , AE— SRt Ty S, A SO R AR R B g 2 T LML TE A R TS R R
(g, JE VAR A 2 R0 /B AR LA KA1 2 BIIE UK (sweeping antibody) o

[0006] A/ FF 1) 77 B0, 45 A0, 75 FE B ] AR SO R T AR S A, Ferh SR T AR I S A
AHHISEQ ID NO:10-11HAF—Frn BB BLANIE X 3 (CDRH3) o £E— 2852 J7 U, 44
5 e P 5 SR DU AR A 2R /T ARV AR A ) 3R o A2 — e st 7 20, SR ] AR A 5 1%
AHHISEQ 1D NO:22-2374F— B/~ B 7 FII B ANJE X 3 (CDRL3) o 7 73— Kt 7 2, Fridk
FURAL B 7SN BAM 5E X (CDRs) : CDRHI . CDRH2 CDRH3 . CDRL1 . CDRL2HICDRL3 , H: o CDRH1 45,
S ISEQ 1D NO: 1-34F— i/~ 7% , CORH24S & WISEQ 1D NO: 4-9th AT — iRt FE 51,
CDRH3EU % 4ISEQ 1D NO: 10-1174E— B~ 7 %1, CORLIAL S AISEQ ID NO: 12-17HE—ffr
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NI, CDRL2A & WISEQ 1D NO: 18-21 H4FE— s 751 , FICDRL3AL 5 f1SEQ 1D NO:
22-23HF— PR 7 71 o

[0007]  fF s )y U, iR CDRHLAS 2 #ISEQ 1D NO: 1B 2+ B 7= I 77 71) , CDRH2 460,15
WSEQ 1D NO:4859 Fron i) 771, CORH3AL & WISEQ 1D NO: 10+ By~ 1 Jx 51, CDRL 1AL &t
SEQ ID NO: 128139 Fron i) /7 %1, CDRL2A0 & #1SEQ 1D NO: 18EK 199 Fir 7~ i /7 31, FICDRL3
£, 2 7ISEQ 1D NO: 2270 BRI JE 31

[0008] £ 5 — st /7 =N, A CDRHLAS 2 fISEQ 1D NO: 1BG3H B 7~ i 77 71) , CDRH2460, 15
WSEQ 1D NO:68L7H Fron i) /751, CORH3AL & WISEQ 1D NO: 11+ B s i Jy 51, CDRL 1AL &t
SEQ ID NO: 148159 Fron i) /7 %1, CDRL2A & #1SEQ 1D NO: 208219 Fr7~ i /7 31, FICDRL3
£, 2 71SEQ 1D NO: 23 R BRI JE 31 .

[00091  7E Hiersziti /7 20, CDRHLAL, & WISEQ 1D NO: 139 Fron 5 %1 , CDRH241, 5 41SEQ
ID NO:8ER9 T I 7] 5 51, CDRH3AL & #ISEQ 1D NO: 11H0 Fron i 31 , CDRL1IAL 5 AiSEQ 1D
NO: 16517 Flr 7~ i 5 51, CDRL240 S JISEQ 1D NO: 20821 H1 il 7 ) 7 4] , FHCDRL3 AL 25
SEQ 1D NO: 239 B/~ i 751

[0010]  7& 7 —SLjife 75 s, FriR Suk & WISEQ 1D NO: 25-29 7 AT — By ) B8 i m] AR 4
FEF o AE— 2 SE Rl 7 P, TR HAR A S WISEQ 1D NO:30-35 41— Fif s (1) 58k ] A8 I
Hllo

[0011] AR FF Y& 77 T F5 s S PR 45 & TR LA KA 22 /R AE KT % B
R AT AR IO R B ] AR I P, R R R R AR O, B 5 SEQ 1D NO: 22-23 14— B
NP B B AR E X 3 (CDRL3) o 7E— L85t 7 U, Bk H4448 75 SEQ 1D NO: 30 # 5%
A AR

[0012]  ARAHK—LeJ5 M K EAEE LA NFPFIR 2 K : SEQ 1D NO:24.SEQ ID NO:
25.SEQ ID NO:26.SEQ ID NO:27.SEQ ID NO:28FISEQ ID NO 29.7F—%esifi i, £ ik
Je RN AR AE— s 7 R, 2 K5 SEQ 1D NO:24.SEQ ID NO:25.SEQ ID NO:26.
SEQ ID NO:27.SEQ ID NO:288{SEQ ID NO 29 fli 7~ AT — S e 17 %1 %2 /b 75 % (fil 4,
80% .85% .90% .95% .98 % 5599 %) A .

[0013]  ARAFH—LET5 ¥ B A H LA NP5 2 K : SEQ 1D NO:30.SEQ ID NO:
31.SEQ ID NO:32.SEQ ID NO:33.SEQ ID NO:34FISEQ ID NO 35.7F—Lesifi y s, £ ik
SRR AT AE— e sE i 7 =, £ k5 SEQ 1D NO:30.SEQ ID NO:31.SEQ ID NO:32.
SEQ ID NO:33.SEQ ID NO:348{SEQ ID NO 3591 i/~ AT — 2 e 7 51 %2 /b 75 % (i,
80% .85% +90% .95% 98 % %99 %) FH [ .

[0014]  ARAFH F— 7 HEFES LRk 5a 5 454 VAR I 2 /B RVAE RS =
PR o £E— L85 75 S, b SR AE 5 IR BuARAH RI ) R AL AL 456 IR LA KA 2= /98
PRV AT 2 75 55— SE 77 R, Judk LA ik 5 JEIVAE KA 2= /3 R AE K fl R 2
) /N T 1 O7OMIR - 187 At 188 K d 58 4 45 5 TR LA R I 22/ T AR LA Kbl R o 7 L e st
J5 2, R B FIKAAE 107 ME 107 MK I Y

[0015]  fE-—2Lsja 77 b, P NIRA A SUEE B g i & Sk JFab i BEGF (ab”) 27
BEBEV B AE 5 —SEit 7 :rp o & NI BiAd o 78 5 — St o7 =0, ok 2 Ak A5
— S 7 U, FUA B S B AR R T IIRIHESE  AE 55— S 7 P, PR 51 H 166,

6
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1gG1.1gG2.1gG2A.1gG2B. 1gG2C. 1gG3 . 1gG4. TgAl 1gA2. gD TgMMITgELE 5 I i1 & Bk 1E
o AE— S T P, PR & TeGARYE B 38 AE H e St 7 S, i A5 B Ser &2
Proff) B 228 B 10 1gGatE 5 48, Ho 7™ AR TgGu—FERCRE I Fu VI I R BE IR) IS o 75 59— Kt 7 X
o, B 3% 1 27 R R TR AR S T SR A R A R

[0016]  7E 55— 52l 5 2, i 4d 5 sk S AR K 40 1) 25 A Dl 4 S5 1 &5 6 TR LA K 00 7
/TR KT 2 AL — LS 7 s, JUiE 5 A K R BRI 55— R R A B Ay
ST 2 A R VL A KA 2R /P AR TR 2R o 78 55— 52 75 X, Biradt s 53 A2 GDF 118K
N i

[0017]  AAFF I35 5 AR M 45 A R Kl 2 /7 R LA K4 = 54w
il tol 1o d 8 (B & (1 AKMETE BBV AE KA 2= 1 udd o 78— 28 S2ile 5 30, Frid 4t
AL/ T LM TCH O il i3 to 1 1o i d &5 1 g £ 1 K AR T B A LA KA 1) 38 o A — L8 5L it
773 PR R 5 A AR JE LA 2/ 7 ORI AR 4 28 28 SURREIR o 7 B S it 7 28
i, B4R 5 GDF 1 LB 25 AH b r 7 P 25 A IR LA KA 22 /3 AR VAR K 2= A8 75—
St 77 2, Ui BV ZR A L e e MR 4G B IR UAE R 3 2 /T AR LA K
il

[0018]  ANAFFHY 55— 77 AR FE A0 & R LA A 25 /AR LAE KAl R (1 5 3 2 v
AFAE B 40 B AR 0 VAR K B 28 B2 AR GE 1 7 325 4 V20 46 LA R B LA 4 i 22/
T ARV AT R/ S A KR BOE I S A 35 FR R i IR Pk A8 — s 77 U rp , 35 5%
S — DA A TR S O ARG AR I e St Ty U i R R D B tol Lol dEE A B . 7
A5zt O, R DA R to 1 1o d 8 7 B TR VLA K400 25 /38 AR LA K 41
0 B 1 7K AR 1) R % B s R o AR — e St Uy 5, A A A A o 78 e Sy 3
G AR Y o

[0019]  ARAFFHI 55— ARG T A WURR SR 10777 Z o A AR R 52 3 i
AR bRk 78— 28 sTi 7y 5 rp, WU S R PR o 78 55— SEite 5 s b, S e MR DL
o E0FE R R 240 A e s S, R PS4 5 a3 ERRME R B (elective
joint replacement) \f& 5 ILIH B B8 S5 B KA OC o 78— L8 S2ti 77 0rp , L 2 4k K
PEWUIR , Ho v LR 4539 4k TR o 38 o 75 e st g s b, 40 R PEILRS B 466 25l 28 SR
WAL PENLTE F7 88089 S5 o 75 55— S 75 SR, 4k R MR UR 2 S5 L2 4 PR R N 2R Ak B
B A UL 28 4 AH O 1) 25 P8 ST o 7 — B8 SE Tt T U, 4k R MU 2 5 DU F2 A R AH IR [ 38t
FEMEILTE 770 53 B SE R 77 2N, 4k R PEWURE & 5 32 08 VA TDS O JIESR i BCE A A OR 11)
I T

[0020]  ARAFFH 7 — 07 ARG TT A 5 AR BIRBURIER Z A F W 5. 52
AAH I 1) 75 461 P 2 9 B R AL S (HANBR T WURE GE RS AHSC I LR 2R) 1 95 AR 2=
=,

[0021]  ARAFFHY 7y — 07 T 486 TT A 5 5k T 240 /645 AH 5% I 5 98 B IE 1) 32 i 35
(%7735« 5 9 B R 22 48 /004 AH 2% B 7 491 1 2 900 BB E B 4 (BAR T 5 R B I 4 =
(LCU) Hh 12 5% BB R) AH DS B LTE 77 85/ 901 B 3 i 47 wh XU B PR L SCT L JB A 477 IR 9%
E B BT AR .

[0022]  AAFFHY 57— 77 ARG T BT Fh 48 20 P 0 B E P B2 K 3 1 92 o s 1 PR

7
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PR AFVE PR BORAE AL, (EAR T B BEMEN L S 48 L 2 45 MG B R AL IE (ALS) -
[0023]  ARAFFH 55— HAAFEEIT 8H 5 %5 T R R BORE 1 2R 1 vk 5
9P S A R B A A8 PR 0 B E LA L AEAN IR T e 12 PR O J1 3 v RIS VR S B BRI 4R &
JiE (AIDS) 12 1 RH ZE P4 i dps (COPD) A 14 95 (CKD) o

[0024]  ANFFHY 55— 5 ARG T A -5 77 L0 AH DG I B 9 BORRE I 3230 2 1 7 v
I A9 P 1 23 DL 978 R i LA (EAS PR T BB AN A ORIk UL 28 R 2 P 9 E 40 i
T A L

[0025] AN HFH 55— 5 ARG T A 5 AR IR G AN /BB A 2H R 2 1Y) 0 BRUR IE (1Y)
AR W 515 o A — B St 77 U, S5 08 O A2 AR RE. (461, 2 AR ARE) \Prader—Willi,
LT PRI BUR BE o AHAE , ARG RS AN /B 5 A 20 i AH 5 1 55 A e 98 B IEAE A A FF
OFEREE IS

[0026] AN HFI 3 —J7 TAAFE IR IT A 5 e R ML AH 2C B 5 993 B0 E (1) 52 038 16 7
o INBIPE I S R U AL, (BN PR T XU PRI 5 etk B v v e L o
Gt ARG PR R S AZ LI R A L9850 K MR 4 S R RR PR LG

[0027] RN FFI 5 — 5 AR IR YT A 5 LR S G00E AH 2C 1 2 998 SO IE (1) 523038 16
2 BIPER LR S 400E L, (H AR T AL FC UL S 485E | DL vd B4 LA S48 35E | 1 JA AT AL 2
WU FE A R AE (FSH) AR BINUE F2 AN B E

[0028] AN FFRY J— 77 AR VR YT A TERHIA R AH 5 9 BURE 18 5 FRAS (O AE) IR
AL B 27 A S MR- R SR B RE BB AR 1 5238 1

[0029]  fE—2Lsijifa 7y P, V697 T 8O H g L5 B o A8 e s 77 UL BT
FEZ A P UCE AR EPIRES

[0030] 7L Jy 2N, A4 LLO . Img/kg—100mg / ke i Ye [ P Y 778 it HH o £E 53— SE i
J7 20, HAELLO . 3mg/kg—30mg,/ kg KT Y] A 4 751 & it FH

[0031]  7E—L s )y =0, FUARE ik v ite FH T 5230 3 o 70 e SEile 5 =0, Bl 52 it
TR AL LT I, FUELL Z AL (on multiple occasions) Jiti T3 33 o
FE— 2L STt 77 X, Bk 2 kit 28 /DR H AT A8 — Skt )7 =0, Bnd 2 kit H 22 /0 B
AT

[0032] AN FF )3 — 20 5 T AR AL S IR AT AR P AR RO B A B A o 7E — L85t 7y 5
W, BT IR RS 255 AT 352 () 34k o A8 H e S 7 s, s s s R R e R AE 5 —
S T T PR BEAA RIS o AR — Be STt 7 S, AR AR 2V R I o 7E B SR i
J7 3, BUA A EAR T B S T -65 C HIEE N4 7.

[0033] A FFHH B U5 AR AL & = AN TR X (CDR) IR 1 B 4 B I AZ IR -
CDRH1 . CDRH2HMICDRH3 , H: 1 CDRH3AL & WISEQ 1D NO: 0B 11 51 From i 5 51 o 76— Be S it 77 2K
H, Bk CDRHLAS 5 AISEQ 1D NO: 1. 2883+ Bl 7 () 7 91 o 78 e SE it 77 =, CDRH248, 5 4
SEQ ID NO:4-99fE—FrRT 5.

[0034]  AAFFI B — 5 TS i A AL & = AN E AR E X (CDR) 12 [ B 23 B8 I A% 1R -
CDRL1.CDRL2MICDRL3, H:H'CDRL3A & WISEQ 1D NO: 224 Fir 7 I 2 31 o £ — S8 52 i 77 =0
FTIRCDRLIAL & WISEQ 1D NO: 12-17HAE— Fro i 7 31 o 78 H e 5 75 X , CDRL23 75
SEQ 1D NO: 18219 L —Fin i3
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[0035] AN HIGHE— B RS EWISEQ 1D NO: 38-49 1 4F— Fron i) - FI 1K 73 B 1 1%
g o

[0036]  ARAFH) 55— 7 AR Fk 5 SR E 7 S 4.

[0037]  FE-—LLT7 [, AR A FEVPAE A EA WP 525038 3845 10 A P RE S (R 7 7 o £
— e SR T o, T A A A S SRR I A A o 1 R ) RO e MR R
A IRV ARATHIZR /38 RNV A R PRI 0% SR S 5 1 0% S SR A VIR FF
FE VPR U A R VAR KA 2R /3 RV 2R 2 R 456 2 SR04 T s Al
EEGE AWMU K A — S 77 2N, %7 A « i & A W2 E R Y
T it ) 2 ) SR S PR 255 5 DR DL A A1 2R (R O AR 1) % S TR B ) + 3 B e S BLTR
MIRFRE R SR A FE LA KA R 2 RIS A E MR &M T s MillE s 58567
TE R K o AE— 8 ST 77 3P 1% 5 VARG« ] 28 B 233 SRAS I AR R S R 2 1 R
0ty e M 25 G i AR WU TR ZR I PR I )8 I STR B0 5 18 S I BEVR A IR FRAE 70
VISR R RN AE K6 = 2 MRS A& E W4T s I E 456 5 -6 T8 U K
Vo AE— RSt 7 2, 1 A « A AN A2 IR AT R AR WA i ) B 1 SRR e
25 A B AL AT R PRI S8 O NTR S W0 5 1 S I BV A W IR B AE VP IR il
AT VA AN G 2R Z R S5 & 2SS4 T s Mg &5 & 2 A IR K

[0038]  fE— AT, A SCAFF TAES A SEQ 1D NO: 251 S 5% 1 51 (1) B 56 7] 4% [X
A SEQ ID NO: 31 28 £ e s F1 K 52 B m AR X1 70 B8 ) 4044 o A8 — A SE e 7 =0, Sk
E A ASEQ 1D NO: 50 & LRy F I FE Bk . 75 53— SEHE 5 2, S iR B35 & 4SEQ 1D No:
SLINRAIEIR 7 HI) 425

[0039]  FES—ANTH Y, RICAF 7S HFE AT AR X2 8 m] AR X 1 4 B R Bk, R
AJAF X AL &S A SEQ ID NO: LHJCDRHL %1 & A SEQ 1D NO:6f*CDRH2 /7 %1 F1& 4 SEQ 1D
NO: 11f¥JCDRH3 ¥ 5] s Fldz 4 n] A5 X AL & & A SEQ 1D NO: 14[HJCDRL1F )4 SEQ 1D NO:20
fJCDRL2FE B A& 4 SEQ 1D NO: 23f¥JCDRL3FF A1 .

[0040]  fE— sy b, AR X AL & SEQ 1D NO: 26/ 41 o 78 57— szt 2, ;|8
FER AR X A A SEQ 1D NO: 32f 731

[0041]  ZE—sgjiJr s, EBE R AR X AL A SEQ 1D NO: 271 7+ 31 o 75 53— sk ity :rh , 4%
BT AR X AL A SEQ 1D NO: 33[K 751,

[0042]  FES—ANTTH Y, RICAFF 7S RE R AR X828 m] AR X 1) B R Bk, R
A AR X AL S & A SEQ 1D NO: 1[CDRHL 31 &4 SEQ 1D NO:8fJCDRH2/7 %1 Fl& 4 SEQ 1D
NO: 1 1f¥JCDRH3 1] s 185 7] A8 X A5 4 SEQ 1D NO: 16[¥CDRL1F 31 &4 SEQ 1D NO: 20
[KJCDRL2JF 3 M4 SEQ ID NO: 23[KJCDRL3JF 31

[0043]  FE—A szl y =0, EEE TR X A SEQ 1D NO: 281 3741 o 7E b3 — L it /7 =, %
BT AR X A0, ASEQ 1D NO: 3411771

[0044]  YE—A sy =0, EEE TR X A SEQ 1D NO: 291 3741 o 75— SE it 77 =, 2
FETTAR X 45,47 SEQ 1D NO: 35[% %71,

[0045]  FE—Nsfi 2, il o NPl 78— N st 2, SRS TeGAtE /2 4. 75
— AT R PR E B Ser R Pro ) AL E # (1) TgGatE e 3, Ho AL TeGi—FEECREIF
VPR REE ] s
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[0046]  7E— /s 7 20 , JUAARER R PR HL S A JRNUAE KA 2R /AR AE KA R AR —
ALt 7 T, DU I 4 A LA AR o AE N — S 7 U, SR R R A
TRV AR AN Z AE— AL Ty 20, FUE AL A A KA 2

[0047]  #E—ANsEh 7 b, SR B tol 1o 1 d 8 [ 1) R DL A K1 20 & E K
FETE R o 75— NS 5 30, FUAR BA/NT- LMy TCH0H il i to1 1o d B BRI LA K
IR0 8 A KT

[0048]  7E—ANsLhitiy 20, Budd & 5 AR JRIUAE K3l 2 /8 AR I A K4 2228 Wk
R o AE St 77 20, SR 4 & R VAR A 2R /38 AR A K30 i) 35 (AN 25 A GDF 11 8¢
N i

[0049]  AE—AJyi , ARSC AT 7 A JFEITVAE AT ER /9 AR AE K0 i 2= 1 35 5
S A AE IR 20 B R 1 AR A 3 1) 2R B2 AT 10 7 % i VRS DA R i S UL AR K T
B/ TRV K I 25 10 B8 1 K A0S 1) o e 55 R L 0 6 AR SC BT IR B B o 45— NS 7
o, B RO TR E O R o AE o — Sy U, FE R A S to L Lo dEE A o £ — 1
St 5 A, AR AEAR A o AE S — SR T SN AR AR

[0050]  7E 55— AT, ARSCAFF TEIT B WUREI 2R 7515 & 7 1A FE R 52
i A E AR SCA TS

[0051]  7E—Nsjife 7 20, WL A i R MU o 76 5 — S 7 =0, R PR A2 2k vk
E4Y5 AL — LR P, R FYE S 5 8 E T R RO B e S RN S BB
/8 RAEDR .

[0052] 7 53— st 7y b, WL A2 4k R U » 2 b DL PRI B3 2R 4k T i 38 o 76— AN 52
it 77 2R gk R PEIUR BLE 2 A ST IE 1B AR PRI 7 BOE R i . 75 S — Skt 7 U, 4k Ok
PR 2 5 VLS 40 M BRI R AL SO BEME VLSS 40 A0 2o 48 S/ o 5 F ) — AN SE it 7y
o, gk R MU 2 5 WUE SR AN R AHSC 8 AL YEINLTE 77 48—kt 77 sUrp, 40 R PN A2
555 38 LA TDS O T e AR B A AH DG R 50 T

[0053]  7E—/Nsjife 7 =0, it 5 35052 0 e I LR 3 5 o AR — AN SE il g s e
SHEZRAE PR ACERA

[0054]  7E—ANsjif 7 2, i LLO . 1mg/kg—100mg/ kg 3 [ P 4 751 & e F « 75 55— S2 i
Jr R, FiAALLO . 3mg/kg—30mg,/ kg I3 FEl P4 14 751 & e FH

[0055]  7E—/Nsjia )7 xUH , SR E ik o8 it FH T 320 3 o 78 5 — SEi O 30, Bl s R it
Tl

[0056]  7E—Nsjia )7 20, LAk LA 2 AN AU AT 52303 o 75— AN st 7 =0, 200
2 /DR HIEAT AE S — St 77 0, 2000 F 2 /055 R AT

[0057] 55— ANJT I, AR SCAFF T AE AR AT BRI 22 b A] 8252 1 AR 1 254
AW AE—NSEHETT P, AW RGE T H AW A B — iy 200, AA VSRR &
Mo AE— AL T, HEWEATRE AE— A SEt 7 W, A EWEACT B T-65CIHY)
BT

[0058]  7E 55— N, ASCAH T A EASCHTIR N ZMAE SR 545

[0059] 75— AN, AR SCAH T g A S A SEQ 1D NO: 39 % IR 7 51 (1) ] AR
XA A SEQ 1D NO: 45 1% B8 17 21 i A mT A8 X AR 1 2 S R AR TR o
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[0060]  7E 55— ANTT I, AR SCAFE T YA 5 35 B P AR X ORI ] A% X AR 1 4 5 1
%R, ERER A XA S A SEQ 1D NO: 1HJCDRHLF 1 & A SEQ 1D NO: 61 CDRH2JF 51 fl
ASEQ 1D NO: 11FJCDRH3JF 31 s A2 BE R A8 X AL 5 & A SEQ 1D NO: 14fCDRLL/F %1 7% A7 SEQ
ID NO: 20/ CDRL2F 51 A1 4 SEQ ID NO: 23f{CDRL3F 1] .

[0061]  fE—Asjf iR, EHET A X AL 5 SEQ 1D NO: 40K 41 A — A sehiti 2, g
BET AR X A& SEQ 1D NO: 46/ 771

[0062]  ZE— A szt b, EBER AR X A SEQ 1D NO: 41 731 o £E b — ety , 82
BET AR X A& SEQ 1D NO:4T7HI P31

[0063]  ££ 53— ANsEHt 7 20, AR SCA T 1 g A FE R] AR X MU AT AR X R SR ) 7
BRI, AT A X A & A SEQ ID NO: 1HJCDRHL A . &4 SEQ 1D NO: 8fJCDRH2/F )
AIEASEQ 1D NO: 11/ CDRH3 )7 5] s FE2HE ] AF X A0 5 4 SEQ 1D NO: 16/CDRL1JF 51 &
AHSEQ 1D NO: 20 JCDRL2JFFIAIE A SEQ 1D NO: 23 JCDRL3FF1

[0064]  FE—ANsRfiti 7 =0, EHERT AR X A SEQ 1D NO:42[8 731 7E 7 — 3L /7 =\, 12
BER AR X A& SEQ 1D NO: 48[ 771

[0065]  7E—Aseifay s0rp, R AR XA SEQ 1D NO:43MK FP 31 o 78 5 — Sy =0, %
BER AR X A& SEQ 1D NO:49f 751

[0066]  £E 53— A5 HH , AR STATFE TS A SCHTIAR K 73 B8 B A% BRI 7 55 1 2

Bff 15 BA

[0067] PR 1A 1B R LA 400 ) 22 4 45 48 R0 JRUDUAE K Al A 23 I TA R R B N IR R A
A WA LA KA 2R, HEELA PR AT 45 4033 (prodomain) FIEE 5 1) C— R o A K R 45 14
1, % 5 AR IR EEE R R AR R B R LT A S A A I RTA R A, Hed
BT 45 A (R K 1) DL R B A H AR A A K DR 7 R AK ) o Z I T & B AR TGRB LI 45 44
(Shi%Nature 2011) [(13&E

[0068] ] 2 Wil 7 JUL AR A0 ) 35 ) 008 8 B PR AN AN [ 1) 2 19 g A, AT 7 A = b 32 201
A KANHIZR RS YA AT AR (A, SRV FI 2R 0k 7 b s ol ) 2 1 B A 2 . SR UL
A KA Z (FlproGDF11) Y d it /i 44 2 A # AL @Furin/PACE3 (B & R H LR
fifililf (Paired Basic Amino acid Cleaving Enzyme) 3) BAPCSK5 (Hi44 & 1 & AL Bl A B AT TR
HABE/Kexin 58Y) HHAT , HATIHF T 25 38R Rl AR A IR 2 1) AR S RXXRAZ A o 3X — 7)1
PR ARG AN Ho v B AR K DR B I 45 A 38 I AN 5 L B2 AR 2 A o SO S TR AR K
D]~ B R JBOE I R F BMP/ to 1 1o d ZRRIF) J3 4K B B AN TLL-2 (Tol loid—#25 [ 2) BUBMP1
CHTEAKEEAD FETIFGE 5 B X Le R4 7 A LA 3 2R 1 eI X, HmT BLFR
i ML AE KA ) 2R BOR BLAE KH 2R

[0069]  [&]3A-3C R~ Ab LIE W7 J5UL A KAl 2l S A i to 1 Lo 1 d 5K R IM R 1% . 5
SIS R Ab LFIURE & 985 OR UL A A 00 1) 25 A5 ot £ JUL A A 40 ) 3 3 X038 v 40 B o 76 T8 e 4
FES (B3A) A WU F 1 2B » A5 SR B S5 46 AR TR aa AT A8 A BT A ILAE KA
il 28 14 A1 45 A 3= AR [ P Ad it 25 (1 BB R AR (B 3B) o ~ 18kDask i (Jr HE) , X B T-7E
tol Loid Py i = A 1 B 45 A6 35 KT ARMAER 23 » Bt 380 9 Ab 17515 B L 451 b kI o 985 AR R 5 DL AR
KM R ARUE OINEI45ng) 7~ ~50kDadh i JE LA K30l 2 R~ 37kDakh i RiF 45 1) 45%
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[R5 o B 3C 7R LA A H b1 22 (1380 0 S PN AS [F) 1 2 1) B 1, AT 7= A = P = AL
A KINHIZR RS AW A RATARE A, RNV P ER I8k P b s ) & A B AL EE L SR AL
A KA (FlproGDF11) Y8 i /il 44 22 A # (LB @Furin/PACE3 (B & 2 R H L R
fif i 3) BPCSKS (R4 A FAL B ARG BEAT B 2R T B /Kexin 52Y) AT , HUIHF Al 45 38R Rk
AR F 2 A AR SFRXXRAL 5 o 3 — PRI = AR 3R B4, Hodb 88 A K R 4 BT 45 14
WM A 5 HZAR S A . 2 ILEI3B, H 7R g VR 38 A, A LI B LA A 4T 25
() 335 — 20 U o s FIE 14 AR K DR I B TSCE ok BMP/ to 1 1o i d SRR I 3 411 25 1 i
TLL-2 (Tolloid-#£ 85 [A2) BBMP1 (ETEAR K EEA D fEVIE G 5E K -

[0070] K4 B RSB AAD IHUAR AL e 5 3 70 28 T 4 e i 4R 5 b B9 PR BB o 72 R B
IR AR A to ] Loi d B 2 I TR 38 () I 1) 3 A B 1 7K B I 2 i s AR K TR 1
TR TAE 293 T40 A H 3 I3 T-CAGARK #2536 0 & &5 31 5 0] FE e 2R EL DA T B4 1230565
PRI R LA KA R BproGDF L LK 2330 o on 7 3N 10 I btk 22 , (B T K 28
EE B T HAR R R AR i 26 ] AT

[0071] &5 7R i RAbL Ab2, Ab4FIAb6FAR AN HilproGDF 1 187 -

[0072]  [E6 SR P4l F 38 H R AR R IR &5 R s HARE Bt M EE0H M H
oy B B R R A T P ME £ SEML AEBIF A I S5 4 2R 25 2L 35 - AR A B R AN T
PBSHf HE 45 151 FH 2 DRl 22 ANOVASE 5 Ho Im-Sidak’ s G Ie k36 4T 43 BT, %%p<0. 01,

[0073]  KI7A-TDE/RIPAEAH L E SHIG ML R - TAR R PN E 2 K 7B E /R T
HiaE S K 7CE R B Al EE K7D B =S IVE & G i el AR T A
FIT HEZH (ZH 1) A FH B PR 25 ANOVARE B Ho Im-Sidak’ s G336 HE4T Bl e 4 7 218 +
SEMo##p<0. 01 . B M /2 B AT HE/RZH 15,

[0074]  E]8A-8CE ANV LI E |1 IS 45 R K 8A ./~ ) IR B i L EE = . 8B W 7~
P IRILE & ESCE R T VU Sk NLE & . Gt tF S0P A T IA R HE 2 (4L ) i A B R 2R
ANOVA$ZAE Ho Im-Sidak’ s fa Bk 38 34T - £ R w47 2541 £ SEMo%p<0. 05 B8 M 2 = 45 F5
NH1-5,

[0075] P&l 9A-9B IR VP - 350 1 434 B A 1k AR AL I 36 1 46 2R o IR 9A K2 SR 7R A
Tt 0 3t P v A JE VPR O L 1) B v BT v SRR BB O R ) 1 49 B & AR A ) il 2R - AE ] 9B
4 FiEchoMRT (QNMR) LAV &: 5-4.7 . 14, 21 FI28 R [ B A& LH 1%, FE T M0 R [ T 458
T AL, o B 4 R TR 4 ST AL == SEM . 6T 4 F 88 4 A 9 L AEAF A 1K S 28 K A A 1 - 34
A A ACEAR AR T TeGxy REZH (20 2) {3 X 2R ANOVA$ 5 Ho Im—Sidak’ s f5 3k 36 4T 43
T o34p<0. 0005 , #%p<0 . 005, %p<0.05,ns (S EE) o

[0076] & 10A-10D2& &7 VPAf LR 2 5 93056 25 S 1 il 2R 1 o Il 10A B~ 38 Y Sk UL EE
&, K 10BE R~ F XML E S, K 10CE R~ R ERTILE S, A 10D SR F IR E &
Ab1 AL 2H 5 TgGxRf REZHAHLL (1) P S LR B & (1) 1 o 22 A B AE 5 4 BT Guvt 22 PPl A XS
F1gGRf HE AL (42) 18 Fi 8 X 2L ANOVAE B Ho Im-Sidak’ s J& Bk 36 34T « B R on 4 F HMH
+ SEM,, #%3p<0. 0001 , 3%%p<0 . 0005 , %%p<0. 005, %p<0. 05,ns (R ) ,

[0077] P& 11A-1 1B IS VAl P35 T 40 B R0 1 o 48 A ) iR B0 1) 465 SR T 1 LA S 7R A7 2
ANHIF g I R e R PR RO B S R BB ORI o B AR . (BI11B) B4 T
EchoMRT (QNMR) A & 551681 13K 1) B AR 2 Bl , FE 1155 M BB -1 R 1 1 4393 44 85 A5 {K. . PBS
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=TRER SR ZZ PP EL K , Dex=HI ZEKH2 , 1gG (20) =LA 20mg/kg/wkh Zi 1) [gGR REFT44, Ab1 (20)
=LL20mg/kg/wkZ5 ZIAb LILAA , AIADL (2) =LA 2mg/kg/wk5 25 IRAb L Hi44 B4R KR 4 135
{H £ SEMo 7E 58 14R Cof THAEE) FIEE 13K OO TR E) 520 19~ F 38 B - A B A T 281
i FHEEIR X ANOVAEEE Dunne t t” s 2 5 LU R B0 AT 43 T (eteskp <0 . 000 1, #%%p<0. 0005 , *%p
<0.005,%*p<0.05) HAHXT T 40518 FH 85 P 25 ANOVARE £ Dunnet t s 2 T HL A BO HEAT 494 (++
+4+p<0.0001 ,+++p<0.0005,++p<0.005,+p<0.05) ons (N EFH) «

[0078]  [&]12A-12D2 W7 VR4 AN [RIL IR 22 & 1) R0 45 SR 1) it 26 11 [T 1 2A SR s~ 3 HE
WIE R ) , B12B R PV LI E S GO , B 12CE 8 A% T FPBS (IP) Al IEH PRk b #3
[RIxT BB (D) 1-F 3 E 95 M UL E 2 ARk, FA B 12D 8 7~ AH AT FPBS (IP) AT IE & 4R K
AbIE BB (A1) 13 E 4 TSk ULE & ARk  PBS =T IR Eh 22 ph 7K, Dex = M ZE 2K
¥ TgG (20) =LA 20mg/kg/wkeh 251 TgGAf B FifA , Ab1 (20) =LL20mg/kg/wkZ5 Z5 I Ab1HTAA
FIAbL (2) =PA2mg/kg/wkeh Z5 (K AD LUAR X T 12A-12B , i Z AR bR 2 (SD) o4 T &
12C-12D, 1% Z AT TP HE R AR ERZE (SEM) o St iH PG AT 411 Gekakp<0. 0001 , 3kkp
<0.0005,*%p<0.005,%p<0.05) FAIXFT-4H5 (++++p<0. 0001, +++p<0. 0005, ++p<0. 005 ,+p<
0.05) i F FR K ZRANOVA$Z £ Dunne tt ' s 2 B ILEKG I AT ons (A2 ML B L TRR
PBS, 7K s PBS, dex; TgGXf R ; Ab1 (20) ; F1Ab1 (2) o

[0079] &I 13A-13BR R VPAl 38 1 494 B i 4k AR AL 3R 1) 45 1« I’ 1 3A B 7R 0 T 78
BN AU AR B PR E ) S0 RO R ) E 4 =R L B 13B R M T
EchoMRT (QNMR) LA & 55— 1. 7F1 14K (1) B A 20 Bl (1) s W v 55 09 S - 1R 16 ' 4388 Ak T AR
1. PBS=TA M Eh 22 rh#h 7K, 1gG (20) =LA 20mg/kg/wk4s 24 [ TgGoxf B #7144 , Ab1 (20) =LA
20mg/kg/wk5 ZjHIAb LA, FIADL (2) = LA 2mg/ke/wk5 2 HIAb LA B4 RN S5E £
SEM.

[0080] & 14A-14DE R VTAR LA H 8 1R I 0 45 SR o B LA SR F1 4 B 160 R 117 220 HE A L
Hiw () , B 4B R~ T A BRI BRER P Sk E S Go) , B 14CE 7~ AH% T FIPBS (IP) 4b ¥
HARFT A BRI B (HD B-F 35 o ARV E = A8k, A 14D 7R AH X T FPBS (IP)
AbFE HRFT A B BT RS (A1) 1208 5 VU Sk B8 Ak PBS =T R £h 22 i 67K, TeG
(20) =LA 20mg/kg/wkZ5 245 [ TG X HEH144, Ab1 (20) = LA 20mg/ ke /wkZ5 Z5 [ Ab 13044 , FIAb1
(2) = VA 2mg/kg/wkZE ZG I Ab L34 o % T B 14A-14B, iR Z AR bR iE 22 (SD) % T & 14C-
14D, iR ZE AR SME R AR E R 22 (SEM) o Bt 22 Pl FHAT T2 1 Geskxkp<0. 0001 , *#p<
0.0005,*xp<0.005,%p<0.05) FHFHAF T-4H5 (++++p<0.0001, +++p<0. 0005, ++p<0.005 , +p<
0.05) fff H 5 [ ZRANOVAEEE Dunne tt’ s 2 H L AT 3G 4T ons (RN EE) BN LE L FRR
PBS, JoA1 & i PBS, T A1 E s [gCATHE (2) , 4T & s AbL (20) ,4TH & : MIAbL (2) 4T A E .

[0081] P15 /RIPEEE21K (F 1) AIEE28K (£ 1) WA T AL A 36 0 &5 21 . e il 16
A T AEIMRFUER = DA FEFIE 20meg/kg/wk (I£ ) 2mg/kg/wk (F ) F10 . 5mg/kg/wk (f5
T)) PBSKT HEFIT oGty RE 8 A4 K 71 43 84k o G b 2 VP Al AR T-2H 1 Giototp<0. 0001 , skkp
<0.005,%*p<0.01,%*p<0.05) FIAHXS T LgGxf B {87 HI K 2 ANOVASE E Dunne t t* s 2 H L ALK
I BEAT T T PRI, BE M A B A5 % : PBS; TG Ctrl 20mg/kg/wk;Abl 20mg/kg/wk;
Abl 2mg/kg/wk;Abl 0.5mg/kg/wk;Ab2 20mg/kg/wk;Ab2 2mg/kg/wk;Ab2 0.5mg/kg/wk;
Ab4 20mg/kg/wk;Ab4 2mg/kg/wk;Ab4 0.5mg/kg/wk;Ab6 20mg/kg/wk;Ab6 2mg/kg/wk; Fl
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Ab6 0.5mg/kg/wko A T2 N (20mg/kg/wk) , %f B T-45 2 )i 55 28 R 4R s 128 7R X B2
T-Ab1.Ab4.Ab2,Ab6 . TgGCAf REAIPBS . &f T T ] (2mg/kg/wk) , %f B T-45 24 )5 55 28 K I B4R
MO EZ TR AR TAb2,Ab1 \Ab6 \Ab4 |\ TgG X} HE FIPBS 67 T-45 N (0. 5mg/kg/wk) , %f M. T-45
25 A S 28 RN AR s A 2 T AR T TgG X HEAD L \Ab2 . PBS \Ab4H1IAD6

[0082]  [&]16A-16BE = LA KA 22 BT A4 1 38045 M AN PEAT o B 16 AR 7R S L AR KTl
FRIEAR MU KA 2 B IREE W, F8 0 T S ORI #4675 B 16BN 7ESDS PAGE#ERL iz
AT 4 B 2 A F AR BB EIUVAE A 2 o AEIC IR A T, S 18 B2 B ELAE K
1851 25 A (~B0KD) BT 2538, (~37kD) FIAEK-PH F (12.5kD) ZH %

[0083]  [&]17A-17BE/RAb LT WA KA 2= A2 e VR - B L TA SR /R AD LFE R PR 45 6 I
JLAE A 2 RN AR LA A A 22, 3 A L5 31 5 TGFBIE X IR I H & il N 45 6, B i 35
HIGDF1 1A% B2 Ab 1 LA B (50ug/mL) i Bl T~ FH T b R i 78 [ For te—Bio BLIZXi
HL & 45 A AR B T 2 DA SRAR I K A AR W A6 s S B (PR 7 45 A B 0) 1T i ot e £
BRI LN, BT AR RS (2 B o B 17B {2 7 Ab LR W JE UL AR KA1 25 00 38505 5 A AS L by
proGDF 110G o 76 oK B AT 8 A B AL A to 1 1o d 8 (A i 5 R 2 TR R 3l 7 2 1 7K
il S LS 5 R AR K TR () R TSCAE 29 3 T4 B Hh A3 FH S T CAGATH) #2530 56 I &« 45 1t 5 6 e
SRR G BATH SR 23056 A R TR S LA KA il 25 Bl proGDF1 1 1) 43 3.

[0084]  [&]18A-18C R/~ B I HLiA I SCIDF & e M o B 1 8A . 7~ I B WL LY 2 & F1 1] 18B
BNV KWL WLIA & o K] 18C 7~ 5 PBSKT REAH LE K P X LK) 35 21 43481k . ] 18A-18B
kR 2 E AT 4 PBS; IgG Ctrl 20mg/kg/wk;Abl 20mg/kg/wk;Abl 2mg/kg/wk;
Abl10.5mg/kg/wk;Ab2 20mg/kg/wk;Ab2 2mg/kg/wk;Ab2 0.5mg/kg/wk;Ab4d 20mg/kg/wk;
Ab4 2mg/kg/wk;Ab4 0.5mg/kg/wk;Ab6 20mg/kg/wk;Ab6 2mg/kg/wk; F1Ab6 0.5mg/kg/wk.
[0085] PR 19 W =4 AL LS A WUAE KA Z Huik (AbMyo) AHEL (1) 1 IR SEm) (A BiF 521 25
S PBS FHAE B P HE 5 TG FHAE FH PR R 9 A B AR A AE 21 R G AEA R A 2577 & MR .
[0086] &1 20 /2 i) I A4 71 B 8 JUL AR KA i 2R s 1 38 i 7R

[0087]  [&]21A-21B ¥/~ H AT B i 22 20 1% 1) il 2l R () T eG4 P 2 (1) A U4k B8 v B 37044 (Ab2)
(K B % (BI21A; SEQ 1D NO:50) Al %E (KI21B;SEQ 1D NO:51) iX =4 T 1gG1-REEUEE 771
H e/ MEEE R Bty QL& TgGARERAE) A S8 2T i TLANIEEX (CDR) N KII 2k B A4 (1)
NST/F 51 N-3E4Z R LA I AT P BUAL s SRARTRIDPE ZR W8 AE I BT 55 5 BEARRINX 7 21, H
HXT] A S TERG , J2: PR AE M B A7 o5 5 BEAR B DX 31, FL e XA BAJEG L S TESDG , A2 VB 7E 5
PR AT 5 s FEAR ) R R U R A2 T 7E R IR 2 IR AL A s BB I Q2 FIUHRIN-R o FE B R »
[0088]  [&[22/2 WWn il A R AL (germl ining) AR G g8 Ji 11 KUK 1 7 = ] - 24H4 (WT) £E
FEZR X N AL 5 54 AP REEER , e 7R B R

[0089]  [¥]23A-23C W RAbLIILAL o 1 BERR S PRI 45 & TR DL AE KAl ZR AR A (s it 3, 15
BB BA 2 S8 AT VR o EATFACS LA S 7R S5 Ab 1 (&1 23A) AHEL T RE i (5123B)
(RN 456 o B 23C 7 51 A AT i A A8 At BLAT il Tt oc te t BT A A B T 22

[0090]  [&]24A-24BY /RS ANAb L 5 56 A AR A B AR AR Ab 3 FIADS 1) H1 4 n] AF X (] 244) Az
BT AR [X (B 24B) (1K) A EE 5 o A AR TR A 2R %F S F-SEQ 1D NO:24.26.28 (K244) . 7
FIFRIM | ZE T X RT-SEQ 1D NO:30.32.34 (E24B) . T #hk %2 [X (CDR) i fiKabat (T %I
28) FIIMGT i 4475 (BRAK) 58 S XS T2 ARAD L1 B 5 LR K (L SR
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[0091] [ 258 7R 752K [ 1E & FHVL IR ZE 46 16 /I BR 16 L PR AR o 2 e Ji - AL AR K 0 1) 22 R 98
R-WUAE KA HI R R

[0092] ] 26 % 7 L PR AT 2% mp S5 LA A 400 o) 2 R0 AR UL AR KA i 28 B B A ) Bk o A A
B A BN R MUV 28 AR LA T 28 IR LA A 25 i DR LA A T il 25 AT
RIVAEKANHE

[0093] & 27 55 75 Ab 20 AR i1 R 1) S5 UL AR A0 o) 22 A8 R L AR K 25, AT &5 & L 37 AN
LR 3 1 LA A 2R 1 32 B X B 45 M3 (IR K (1) R KR 7 G 1) 1
W5 [ FREN 5 o 7 2H R AR K 4] 25 (rProMyostatin) iy B LA K 40161 25 F0 L AR K417
2 A0 45 A I QAR AR KA1 22) 7EBEIE LIl 2, Hom il 8 Sk 8 H R AR5 1, Ab2
FIAbMy o P 35 45 G i ARIWUVAE KA 32 (RTZ5 3805 1) 22 Pl 40 I LB w44, {H 2 A Ab 211
SFE LA KAmHI 2 (B8 AENLAY, Ab2UTIE JE LA KAl &, mAEWLA 04 P e
AbMyo 5 JE LA A il 2 A BLAE FH

[0094] & 28A-28BHE Ak 1 5 1 25 45 UL IR rh DL AR K 40l R I RO AR 2 o 7E IE R LA p (]
28A) , JE LA Kbl 25 e LA b 77 A 3 3 Fur in 85 (1 6 (GHLmT DA 41 o N 350400 i A0 A7)
() T B Ak e 285 R LA A 0 1) 2R o JUL PARD H S5 S 358 43 (140 R LA K T 21 8% 5 TR ) 47 30
AT s DR ILAE K P 25 O A St o 20 UL 45 vh (B 28B) L i PEILAE K Hm 2 AR K
D] (140 384 e sk AL R H D AR A ) 22 K P 1 SR A AR AR R ) 2R 22 v PR AR KR+
() S AL 3G 0T 516 o 485 2R L 99 PR IR AR L AR K A i 25 B o 3 AR DL AR 400 1) 22 1 UL PR it e ot
mTLL2 V&1 52 ] 22 T8 R UL AR A 1) 28 i k2>

[0095] & 29 & 7R3k [ 45 24 1 K BRI L35 Hh Ab2 (13 2R) AT Gy B8 (T Fi54R) A iy A6 U
Ab2 7 H 55 T oGt BEAH bb 7R 1 7+ 3 18 7KSF , 7EAIF A0 45 SR 13 o A F3417 . 1ug/ml
[RJAb2 o Ab27K-FA8 FH L AN S 1 FIVE 2 EL Al ) % H A i A TeG—F S PEELTSATISE o

[0096]  [&[30A-30B &/~ 7EALER 1) K KR H A2 25 2024 AE FH o B 30A 87~ FHAD2AR FE 1 KB R
I 5 PBS-BH [ g Gty RE - Ab 38 ¥ B4 AH b 14 N 8 44 8 o Ab2 AN T gGAE 550K LA 10mg / kg 71 =
Jok A e FH o S8 AR BB AR 25 2 J5 7 14 21 F128 K IH ik gNMR I & (N=8/4) . & 30B &7~ it EL LN A2
HHIL (tibilais anterior) fER 5L 45 AN M A ZHYS B (N=8/4H) FHR = LA 2 WLIAI BT
B FHAb2ALFR [ K 5 20 ) S ot B ELURI B i UL & 14 % AL % RO 3840

[0097]  K&I31A-31B7nAb24b 28 1) K AR A A0 B LA K 3 2 /985 AR DL AR KA il 25 7K o 1
STAE /RAD2[ AL (5 28) $ i K B3 Hh 3 AR L AR KT 2R K ~ 2065 . 3 1B B /R 7E
KEWLAL (B ELVL A, Ab24b R S EUNLAE KA R AR T 201 . Ox B3 0 o B A 72 2245 0 1
TR WUA R A 2R AR B 25 S UUAE A ) 32 B AR L AR B Al 26 o 72 K BRI
A LSS B JEUAE KA ZR I e v 2 30 25 B AR A X B B R A n = 3L i /2L I o2 &
1 5T EZE 23 T

[0098]  [&]32\W ~Ab2[¥) 4b 3 (Ab2) BLLL E AR AL R (AbMyo) FAEFUAR LS 2 fa 7R S EUY
TP 8 A T 383 4 T () 30 L B 25 2 5 21 R T Ab 2RI AbMy o /2 S [R] (1) o {H A2 , 31|45 2 J5 28
R P AA T () 3 I AE AbMy o— &b P 45 b 32 2%, T Ab2— 4 T 28 v fy 184 e 4 ANk A SR R AR 4 . I
HR 4 BET-Ab2, H [E]) 28 % . T-AbMyo , AR 3B 28 % . T 1gGX) e (Bmg/kg) -

[0099]  &I33 B /R7E A 5mg/ kg I E (IAb2 (L FRER) B LL B4 4A (AbMyo ;s N HBLR) f5 , 24
(1) M35 7K P4 FH B A 1gG ELTSANN & o 254 A0 45 24 Ja L /NI 7ML 375 R oA B0 2, EL Rl 44

15



CN 108350067 A w Bg B 12/69 T

(19> Lg/m1 FE 7K P AT DA TE AN 72 oS U 21 o {H 2 , Ab2 3R B HH B AbMyo ¥ 25 B K 11 2 22 HH A
HEWT I 28 B A (AUCINE) , REHFEAR AR A& T, Ab2R I H L AbMy o 2 35 B = () B ik = o
[0100] ] 34 5 73~ ML i/ JULAE K 3 bl 22 450 FH 2 D't B 1 Jo B 2E £ 24 47 A B2 (%) /)N B R R o
Tl & R B AR INEIAb2 L5 5 i  MLTE AR A A 2 7K P £EAb2- FTAbMy o~ Zh B /]
B 790 2 AR AEALLTET o 3% S B0 2% BH U 5 29 MR A A 7K AR T SEAR R K R it & L [ 15
TN Ab 21 175 22 55 A 5 BUE IR R LAE K01 2R 55 76 AbMy o2 Hp WL %52 1] (1) AH Eb 38 T o
% KA A E A ST 196 A2 AbMyo , 1gG Ab2HIAbMyo

[0101] P& 35A-35B B AR LA K 410 1) 28 AR SR K Ukt 25 A ARG 7K T3 2o 5 ' 22 1
A /N BRVL IRV A =4 vh DU o 1 35A S 7R B AR LA KA 25 7EAD2- FIAbMy o - &b 3R L A
WA TR R o AR, VAR LA KA1 22 1 w3 7EADMy o— R 3B JUL A v 31 B8 28 K IR [ 3 3L 28, 1
Ab 243 LA A () A8 B AR R EL B 22 /DX — I A (P<O. 003, A% FAbMyo b 3E) . K 35B i
AT IRV i 2 22 BAH R iy, 8 7E S5 28 R I Ab2FIAbMy o b 3 4H 2 ] 1) 22 ¢
ARG R ER P=0.068) .

[0102]  [&]36A W RAb 2 AR FE XS /N 5 A LR o & AR D BRI AE A

[0103]  W&[36BIW/RAb2IFI AL IR XN R TP 1 B K 7372 42 (maximal force generation) 1E
o

BRI AER

[0104] LA K40 il 22 A& TGF B8 R 1 i I, I & T A0 38 A s 57 B S0k < JULAE A ATl
= (PR NGDES) MIGDF11 o 41 [H] TGFBEE 2 e i H & il i1, LA KA il 25 FIGDF 1 1 e W R Ak
NTEIE PR T4 22 K (3 SRR R SR VA A 25 AproGDF L) o 45 R4 45 1) Al 44 o T
LA o B IBR 7 Ji AR A7 i) 2R 110 A 65 A 1 R e ABE Y, HG v ol s A K [R) IR 57 01 0 7 HH
RN IR EZE (latency lasso) ” FIMERR A alB g B 8 -

[0105] ol 3o A A DR~ ) s MU T 3 LA 8 B 25 8 U S8 =4 52 1, FLMEAs A2 1 2
o JEUPUAE KA 2 Al proGDFL L) 55— P10 SRk 5l 44 5 A S AL AT , AR AT 45 135
RS A A R TR) B R 57 RXXRAE s AR D81 o 3X — D107 AL AR B B4, Horh s A KA
-8 T R 45 A IR R T AS 5 B2 AR S B o BRI PR AR A A ) 25 AR R DR - R B0 AR
JRAE TSR I BMP/ tol Lo id ZR R IF) 73 40 2 A B im TLL-2 7)1 f5 e i (B 2) o

[0106] AL IKBR /)N BRI B8 o 1) 75 461 PR proGDFS 7 B £ T [ 4tk o 751X 24 proGDFS [77 31|
o TR A BE AL B DI EIAT 5 DL AR SR R Flto 1 Loid 8 A B A7 s iE it in F R 2k Fa s o /E— 1L
St 77 A, BT R R AL DT B 67 S 5 SEQ 1D NO:52-55 2 I R ik 5 240-243  /E—
Yo st 75 3, tol Toi dBR FABAL A AL ASEQ 1D NO: 52-55 E L IRIR F74-75 . B M,
AL BRI 7R B 1 proGDES T AN B AEE R Hil 1), HoR B L e¥FE) 548 proGDES)F
F1) CELHE FATAAT e TRAR) AEA S TR TE Y o

[0107]  proGDF8 (N) :

[0108]
NENSEQKENVEKEGLCNACTWRQNTKSSRIEATKIQILSKLRLETAPNISKDVIRQLLPKAPPLRELIDQYDVQRDD
SSDGSLEDDDYHATTETI ITMPTESDFLMQVDGKPKCCFFKFSSKIQYNKVVKAQLWIYLRPVETPTTVEFVQILRLI
KPMKDGTRYTGIRSLKLDMNPGTGIWQSIDVKTVLONWLKQPESNLGIEIKALDENGHDLAVTFPGPGEDGLNPFLE
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VKVTDTPKRSRRDFGLDCDEHSTESRCCRYPLTVDFEAFGWDWI TAPKRYKANYCSGECEFVFLQKYPHTHLVHQAN
PRGSAGPCCTPTKMSPINMLYFNGKEQI TYGKIPAMVVDRCGCS (SEQ ID NO:52) .

[0109]  proGDF8 CKER)

[0110]

NEDSEREANVEKEGLCNACAWRQNTRYSRIEATKIQILSKLRLETAPNI SKDATRQLLPRAPPLRELIDQYDVQRDD
SSDGSLEDDDYHATTETI I TMPTESDFLMQADGKPKCCFFKFSSKIQYNKVVKAQLWIYLRAVKTPTTVEVQILRLI
KPMKDGTRYTGIRSLKLDMSPGTGIWQSIDVKTVLQNWLKQPESNLGIETKALDENGHDLAVTFPGPGEDGLNPFLE
VKVTDTPKRSRRDFGLDCDEHSTESRCCRYPLTVDFEAFGWDWI TAPKRYKANYCSGECEFVFLQKYPHTHLVHQAN
PRGSAGPCCTPTKMSPINMLYFNGKEQI TYGKIPAMVVDRCGCS (SEQ ID NO:53) .

[0111]  proGDF8 (/M) :

[0112]

NEGSEREENVEKEGLCNACAWRQNTRYSRTEATKTQTLSKLRLETAPNT SKDATRQLLPRAPPLRELTDQYDVQRDD
SSDGSLEDDDYHATTETI I TMPTESDFLMQADGKPKCCFFKFSSKIQYNKVVKAQLWIYLRPVKTPTTVEVQILRLI
KPMKDGTRYTGIRSLKLDMSPGTGIWQSIDVKTVLQNWLKQPESNLGIEIKALDENGHDLAVTFPGPGEDGLNPFLE
VKVTDTPKRSRRDFGLDCDEHSTESRCCRYPLTVDFEAFGWDWI TAPKRYKANYCSGECEFVFLQKYPHTHLVHQAN
PRGSAGPCCTPTKMSPINMLYFNGKEQI TYGKIPAMVVDRCGCS (SEQ ID NO:54) .

[0113]  proGDF8 (i@ i) .

[0114]

NENSEQKENVEKEGLCNACTWRQNTKSSRTEATKTQTLSKLRLETAPNT SKDATRQLLPKAPPLRELTDQYDVQRDD
SSDGSLEDDDYHATTETI I TMPTESDFLMQVDGKPKCCFFKFSSKIQYNKVVKAQLWIYLRPVETPTTVEVQILRLI
KPMKDGTRYTGIRSLKLDMNPGTGIWQSIDVKTVLQNWLKQPESNLGIETKALDENGHDLAVTFPGPGEDGLNPFLE
VKVTDTPKRSRRDFGLDCDEHSTESRCCRYPLTVDFEAFGWDWIIA (SEQ ID NO:55) .

[0115]  WLAE KAl 2 FIGDF 1 175 3 Rl 24 A8 K DR 465 M 38 1) S A7 AR a7 1) 4R <7 PR 7K
HAT90 % [ [A] — M , AEAE LRl 45 A I DX I O s1 PEARAR 2, AE IR P TR AT IR T750 % 1
AAERF — T ARG = MCDFLLLE & H 5 T8 Z 4K (ACTRITA/B) 45 & 1 1Y %2 44
(ALK4/5) 2H Rl (9 AH [R) 52 A 3 F i i o R A5 5 o VAR KAt 22 55 TAURI T T RSS2 AR 1 ik e 30
FSMADTA PR Ak YL PR 22 447 2 DR 1) 5 S 800G (115548 3 90K o I A A IR v A X s R R 5
PRSP AT A5 45 5 ] LA X 43 B AR A 00 1) 28 AIGDE 1 LA k751 2 B v B e A4 S Ak o

[0116]  FE— e syt Jy s, A SO it 7 Re S MR 45 G bk A A AR ) JEUDLAE KR 2R/
TE ARV AN 2 B0 , 1240k A A S AR 5 AR K DR &5 A 3 NG DF 110 N R g wi7 I 358 49~ A
GDFSI¥IHI PRI CR ¥ i 73 o X — ik B A A4 (DL R 7 HE (1)) #% 9GDF11Arm8

[0117]  >GDF11Arm8 (SEQ ID NO:65)

[0118]  MDMRVPAQLLGLLLLWFSGVLGDYKDDDDKHHHHHHLEVLFQGPAEGPAAAAAAAAAAAAAGVGGERSS
RPAPSVAPEPDGCPVCVWRQHSRELRLESTKSQILSKLRLKEAPNI SREVVKQLLPKAPPLRELIDQYDVQRDDSSD
GSLEDDDYHATTETIITMPTESDFLMQVDGKPKCCFFKFSSKIQYNKVVKAQLWIYLRPVETPTTVEVQILRLIKPM
KDGTRYTGIRSLKLDMNPGTGIWQSIDVKTVLQNWLKQPESNLG I EIKALDENGHDLAVTFPGPGEDGLNPFLEVKV
TDTPKRSRRNLGLDCDEHSSESRCCRYPLTVDFEAFGWDWI I APKRYKANYCSGQCEYMFMQKYPHTHLVQQANPRG
SAGPCCTPTKMSP INMLYFNDKQQI I YGKIPGMVVDRCGCS

(01191 JJLAE KA AL WU (1 1
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[0120] B HE&ALY BIMARE R K2940% HA2ZIESRE, LR 1-2% [P R T3 LR E46 2
FES I ATE) (914, 5% FH P 25 48) R0/ Beman BT vy 1 3R 4 Tk 20E GBI o) T R A 1) 51 P2 1A
5 19 o fEACUT I R o A5 2R PR 240 (LT DLAE S 1 [ o 31 R an 8 B R A 18] & 46) A, LAY
PR PO R A A, AR — B, Pk ~1 . 3kg KINLA L& o

(01211 WLAIZB4E1ET 2 FE ARG H 51D 5 25 9 7 o 76 20 W ST i L 22 48 R
BEA 2R BEAAE (ALS) BUE SRR NLZE 48 (SMA) Sast % P o B0 H8 UL IR =48, LR 5 RN 1)
B 42K 22 1 2 AR B PR B e PR B, X T H e R W HIIR YT o 7EHH T8 22 v ATDS L O I
BOE 5 B0 P B4R SR TR, UL PR) 28 4 18 400 T 5 RO RE B IR I LRI 45 2R R
IR ZZ AR S B, BAE o ™ B TR, 3 SN NURI s E , — BiAE 2 4F N b % i 1 17
i, X H 38 A AT LT & o, DUR 4011 3 SR B PR 2R A2 2k F o [ 8 AN B E—
RISTRE QN 37 B MR I B H BE B & T L A e XU 5] RS PR A =2 UL
P 2 o SRR HL A DR AR A, X 5 BERE LA LR BB S IR AR AE , LS BU™ Rk g K
(1) By R A2 RN K A s (1) % A 3 T2 4o

[0122]  {EJLPR 248 I P A7 AL AR B B R 2 75 5K o IR, A5 — 28 Sl 75 X, A S it
T HTRIT LR 2248 1 7% o AR — B8 SE R Ty SN, ARSCHR B 7R AR K HENUR VR IT
FE— 2Lt Ty A, AR SCIRAIL I I3 E T Sk R P DU CRE b UL PR 435 2R 4 O T 9 s BB 1)
KE) VG, 0, B2, 25 w4 ST B S 28 4B PR L A7 MU o1 o 78— B8 SE it 77 =0, AL
PR TR YT R MU an gk FYE 48 (B, S a 3 BUa (s (SCD A2/ 177
EFECEAE LR TR 5R E DI RE R $2 5 o

[0123] WA KHTHIZR w2 40

[0124]  AEET X5 LR AH IS IRE ¥R T 1 llm PR I 25 AN B B A7 A28 LA DL KAl 25 0
FRAE U o X AL I I AT PUA AL m) Bl A KR B T TR 324k, HoOR 2803851 2 1N TCFBR
TR R R T 545 T o 9100, 22 P w0 i PR A5 12 M0 REL I 5 A0 R AR K DR, i 2 AW GDF 1 L
JYBMPORIL0 , Fo 43 e AR FE AR M2 45 1 R B 20 40 B AR S RN ML A8 AR 1 1 1 =55 751 o AR A FF (1)
J7 T S BRI 53 JUL A A 1] 28 2 A0 () 3% 8 [R] 745 FH T AN R 45252 16 B FH i 8 76 B il m]
P22 A B gh AT VR I 7 I A BRI A

[0125]  [RI, A SCHE At T BB S 25 & IR LA K i 2 R0/ BB ARIUAE KA 22 (B A UL
AR 25 1) AR , S TR T 5 WU AH 5C I  Js ARG 1 O o 75— 28 St 77 5K
i, BT RE SWENE IR b B i P, A SO BRI 1 A e e b A ) B =R R RS AR Y
LA K01 2w AA (), SR L AR K 400 o 28 AR AR ILAE K40 20D 1 =l il AR K IR RO iR
IT o ANAs B R IR T AR i s BRAR , AR SC R SR AR 3044 ] LARS L S AR R0 i) 25 R0/ B AR L
A KA1 ER B K SRR 1 R WO LA KA 2 a4 (4, B 454 T4 (ALK4/5) LT
A (ACTRITA/B) ZZA44) ) R VAR KA il 2= LA VA KA 2= 1 Va1 20 -
[0126] i s AT AR AR “JRUDUAE KA 2R /38 DRV A A 227 S 18 JEUDLAE K401
BRIV KA R B o £ — 2o st 77 2, F-JEUNUVAR A 2 /A R AE K 4l R
USRS b 25 A DU KA 2R o AE— s 7 0, S R WUAE i 2= /i AR LA K
JO 1 2R AT A S M 5 S T AR LA KA 38 o FE — B8 Sl 7 0, B SR LA K fm il 22/ i
FRIVAE A 28 PO Rr e Mt 45 A P AR L AR K3 ) 22 AR LA KA R 3 o RLER A, 8
ARV G122 A0 TR WA AT 2™ 7] AAE AR S 2 AR A U ARGDES” i “proGDFS” o
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(01271 fiAR SO AR AR, AT “R LA A 227 2 48 UL AR KA 28 0 LA AR v Tk
T o AE— st 7 20, VLA A0 i) 21 BB 68 SEI LA A 3 1) 31 52 A4 25 5 F0 / BB
FSCEA LA A 1) 25 7 A A A G - AR A 0 1) 28 T X ) 380 AR TSt LA SRt 2 1 Rl
TR HE AR 5E o 1 50, TR WU R 27 B 51 2 O R AR D38, 7= A ST AR - LA K AT
27, A R AR A ) 2 A4S A IR — B 5 BE R A 5 AR S G o B UL AR A
IS AR TSI AR LA KA 2208 I >k B BMP/ tol Lo d 5T 55 /M £ A Bl imTLL-2
(P& G SR 2 0L, B0, B LA IBANZ o QAR SCH A A, AR “RR S ILAE KA 2= 7T LR
AR VLA KA 22 DA S AR BE AR PRI A K BRI AE KA R 0 i BEP 3 o 1 P
(49 AU A1) 25 7 51 FL AR A R AR ol s A LA K 40 28 1 D7 VA A AT P A2 A i HL
SR AR T A0

[0128]  ARiE “JEMLAEKHHIZE" , TR A “proCDFS” , & 48 e LA K 01k 25 (10 T V& MR T
X, HAE REE R FE A R Z R R S F RS SRR RENAE K
1) 2% & AL A AP &85 B A0 U2 R oy T 45 A 3o £E — NSt D7 20, IR VAR AR 27 R b
B SE  FALBEECR A BMP/ tol Lo i d SR 81 11 B U8 o 2~ 461 P 1) B DL AR A AT 25 )7 21
AR N AR S S LA AT i 22 () T3 VR AE AR A o 2 S LS PR AR T A,

(01291 uAs ST A3 A, ARIE “PEARIWUAR A 227 A2 18 1l s UL AR A A0 25 19 T 3% PR i
M, HAE IR EEE R F B R Z R R AR B F RS SR R RN K
11 2% 5 AL AR L 25 A R 2 R o AT 5 A3 o 78— S 7 P, YR LAR A i 227
M E A BT AR 3 AL B, AH Rk A BMP/ tol Loid 5 Rk & M B S5 SR LA K47 il
B AR S T AR, YRV A 27 AT DA AE AR AN 2H A S A IR R
i B AL KA R &5 MO e P e M IE st ir & w72 4. 3 W, Bl 31, Sengle %,
J.Biol.Chem.,286 (7) :5087-5099, 2011 o 7~ 8 4 F 385 AR L AR KA 1) 28 17 51 FL AR AR AN AR ot
T AR VAR AT 28 1 T VA AU P 2 2 i LS PR AR T A0

[0130] i sC A AT AR AE “JRUDUAE KA 2R /38 RV A A 227 2 18 JEUDL AR K401
IRV K 2 B JEUUAE KA 2= A LA KB R & o 7 — s U
KRICAFF I TARLE A VARG ZR o AE 7 — Kt )7 N, R SCA TR Sufk 4 SR A
KAMHIZR A 5 — 5L 77 3 AR SO FF AR 2 A T AR A3 i) 22 A AR LA KA i 25
[0131] A s AT AR, A “Al LA KA 2R B “4lipro-GDFS” 24540 & IR - A K
FIHI R A Y, A S BOEA B e T U LA R0 28 an g O% LA R H01 ) 25 Rk
SV R AN R o AE— AN SEHE T T, RS TR A E S PR 25 5 Al SN KA i 2% o it
PTG UL X UL A ok = e T R IVAE KM R (myostation) , AR KA &
RS AE KA R I A i A KA 2= .

[0132]  fuA S AT FHIK , A “HI R S A Fe AL B DI 167 07 S 18 3 A B VLA KA 22 48 Bl
18 1 A DI AL 5 o 7E— AN ST SR, B S 1 G AL B0 A7 R 2 Wi 25 A 3R A=
Wit P 5 AL SR LA A 1) 2R 2 TR ) OR ST RRXXRA, o 23 UL, 8 4, ST 1A 1B N2

[0133]  dA sc b fd G, RE “BMP/tolloid & (A S i I EIAL 257 S 48 Hrp i AR LA K
FIHIZEAEBMP/ tol Loid [ B S0 B R TR B A7 o 7E— AN S8 77 X, BMP/ tol loid B
Bl AR e TLL-2. 2 WL, 49 4, B 1AL 1B A2,

[0134] &5 JEIUAE I G2 /I ARIWUAE KT R 0 P
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[0135] RN 22 /D 4 b T Rt Jd JL AR A 0t 25/ 8 AR DL AR A o] 22 e S MR B A4 (49
n, A SCHRR A LI FuAR) BE R IUAE R 3 2= /98 DR DL AR 30 2= 2 1 KA S 1
HMNVAE AN G Z AN I o BEAS AT FH 3% RE ) B AA 30 ] DL AR K 00 1) 22 80075 A 1 2 Kb A
FEFHINIAZEE /N AR PG e SR & A AR T R 7446 R K
FIER /P AR VAR A A0 i) 2R I 4] SR VLA A 2R/ 3 ARV AR R 1 3R 88 1 /K A0S BN
R KA Bk (Bl s A i 456 7 BD o

[0136] itk (W UL OB B ) 2R iEnt &2 /b — My T REsRE A 9 F I A8
X A T PR AT R e PR R 4 A AR (B KA 2 %R IR I 2 K55 1 Sk
EE D WA ST R, RIE “BUAR” AU S5 52 81 (B, 2 K) 2 5 FEBUE s fE 3T
i, AR H SRS S A B (WFab.Fab’ \F (ab’) 2.Fv) B8 (scFv) (H AR A A
WA ELA E S NI G e R et du Ak B BUiE L 2R Rt g (1
W, U R LR KA B B i e e MR B AR ) A7 s AR AR e AR A 2R ) e g% 3R
EHASDF BRETUR R R A ORI Z LR 7 5 AR AL B AR U B R AT AT
PRSI PUAA, WiTgD TgE TgG. TgABK IgM (B H W 2K) , HIUIAR AT B AT 5 P2 B T
PR B R 1E O I R A, S 3R EE A RT BLA FL BA R RS o B AN 32 E A S g 3k
HEEPISS: TgA 1gD IgE TgGAITgM, HIX L P rh iy JL A AT L — 20 43 Bl 26 (R PP AY) , 41
Wi, 1gG11gG2.1gG3 18G4 TgAL FITgA2 X BT~ F0 J& SR [ I AN [F] PSS 1) B 1H 2 1k 75 i
FRAA O ey Fluo AN [F RIS G g% 2R [ 0 0 2 45 14 A = 4EA Y 52 A A1

[0137]  tnARSCHR S Y “ S 5" B fE4e R A EA S BA AR IR R H B
AR (9, 5 e PR 5 A JE LA KA 2R /38 AR IV KA 22 0 7 B R PR AR B A
R S e 5 A IR UAE KT 2R W AR ILAR KA i 28 2 AR B R B HAE) oAEE R 5
G ENAERKG R /B RVVERIHIRP 2B vsrT LR S Hedi k8 ey
PRI I LA KA 2 /A RV 2R 7 0058 XOBEE o 1 HL , 43 BS B A4 mT DL A |
AT He i) o A/ Bk A i

[0138]  fnASC RS FHEIARTE “A$iiE” B fE ARG B AP R 0z skEQ Py nl 42
X AHE 5E X [ g S 3 7 B AR AFF AN DR LA FEAR AP R 0E R E 7 b i
GIEER R (9, 8 A 1 BE L ERE A5 AR BRI A AR 40 e SRR BN SRR B anAE
CDRFNAF A HECDR3 A o AH A2 , WA SR AE I ATE “AIUE” AN & /e AFE L IEE 57— A.3)
VIRl /N SR R 2R K CDR P B4 5 42 B AHEZR 7 31 B I3

[0139]  OR¥E “RAL” A HERE W Fr Mt 25 A S BREE A BUT- A 2 AR AT AT 2 IR e+
FEREE St J7 A, SR 848 43— 10 A0 220 T R T A 2, T I A 0 Tl
BT A, HLAE e st U7 U, T DL B AT KR 8 I =4 45 R R AT/ B 52 1 A AR AR o 3R
B R DU L A BBt J5 X A2 FE 28 S it 7 20, A A A 2 TR0 B B SR/ BUR 73 (1 B
FIRA W () FLER B SR A BN R e R4S A i

[0140]  ASCHTIR () FuAk R % 45 & IR LA KA 2= /98 AR L AR AT 25, A T 4100 i R LA
KA 2R /AR KA1 2 8 K R0 BN B AE R 2R o AE — A Bl A, A8 SO
I () B A AT DA ) JEUVL AR ] 25 /3 AR L AR K 3 25 19 2 1 KA B0s 222020 % , it
30%40%50% 60% 70% +80% +90% 95 % BX 5 £ , 7E— L4 Il i, A SRR 1 Ak ] BA
F I A4 1 S AR (i an , 3R AR R ) 0 IR AR R HI 1 2R 5 B 1 KR DD 1 22 2020 %, 46
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W,30% 40% .50 % < 60% 70% 80% +90% 95 % B ¥ £ o 7E — 845 I v , A SC ATk 1Y fidd
A LA tol loid& FABE (101, mTLL2) X Ji LA A F i 22 BB AR WLAR KAl 22 1 &2 1 K g
PENE120% , 511701 ,30% .40 % .50 % 60% 70% .80 % 90 % .95 % BY 51 %2 . 31— JE LA KA
il 2R /9 R AR 0 1) 2 P A 1 4 ot s e T DA B R 7 VR 490 e ek S 48] 1
A3 BT A 1 81 1 BN 8 2 B o AEUE: , BLER A, 53 /8897 v25mT BAF T = - B LA K
il 2R /9 DR LA A0 i) 2= P ot TR I AR AT 2R /38 DL AE R #2515 2 1 KA D s () 4
PRV PR o £E— e skt 7 20, SR VAR KA 2R /W AR IDLAE KA 2R U081 (4, ddad miiA &
AL EE A /B tol Loid 8 [ ) A AT LA S Jy 40l o 25 (K1) , HR s IR se i &
5, HH R AR S A RS PR (B0, Wi 8 B 4 LB to L Lo i d B A BB R34 — P R i
U (i, B JE LA K 2R /TR LA KA 22 B4 R B B K T B Bk
i

[0141] A —2esiyi 77 A rp , BIAR 8 VB AL BE A & (1) KRS &5 T4 8 1 S AL R DD 8 467 15
(K8 B IR BRI AL E5 A 35, A (1) 456 oAl id 8 B B A BT RO, R r TR 45 5 1
WA N FF 4 T4 & B Al 5 s2 485 , (HANBR T-PCSK5/6 . PACE4 \PACET il
PACE3 (1501, #h Ak 25 N l) o 7 — e sLta )y A b, Wi 8 1 R AL Bk B AR ArT i L 30, g (R
AR TN HRE 14 304 (B, /N B R BB o

[0142] 45— 2L s 77 =0 P, BT AR 82 A A6 AR 5 B DA IO B4 S 1 R A A 1) R
PCSK5/6 \PACE4PACETHIPACE3 (1541, 3f Akt (1 I8l) o 18 4, W4 £ 11 % AL B mT LA S5 PCSK5 /6
PACE4.PACETEPACE3 (%111, I bk EE (A ) 22 /070 % AHIA] L 22 /080 % AHIA] L 22 /090 % AHIA] L &2
195 % M A - 22 /096 %6 M « 222097 % A IH] L 222098 % A [H] L %2299 % MIF] < %2 /099 5% A [F]
ol £ /#9999 % HH[H

[0143]  fE—2esija 7y P, iR S A F AR B 67 SO n] DA w44 8 2 B Al (4o
PCSK5/6.PACE4\PACETMIPACE3) I HI 1) 2 1 77 71 o 75— L8 SL i 7 w0, Wi 82 B Fe AL g )
BB AL B S LR P FIR-X-X-R, Ho R K 2 BRI AT AR 2 B 1 o 72— L858t 7 b, /i
W8 A AR I B0 R & ZE IR T FIR-X- (K/R) -R, He P RIEFE ZIR » K42 i 20 R ANX 2 AT
fA] IR o 7E —BE St 7 P, WA B O A AR D B A s B 5 2 R /7 R-V-R-R (SEQ 1D
NO:57) , Hoop RAZ R R RNV AR 451 20 R o AT A R 70N BRI B B JUL A= K 40 1) 2 1 s 9
B EE  BAL B U B S AESEQ 1D NO:52-551 DL BEAA IR  7E —Be sz ity 2, WA &
ARG I EIAL A S R BR P IRSRR (SEQ 1D NO:56)

[0144]  7E— 2L sLjfi 7y b, IIE AR A FFE I tol loid 8 A B 45, (H AR T-BMP-1,
mTLL-1AImTLL-2.tol 1oid & (8T PLEE FAT AT FLEY0 , R T A VRS 5 5h 7
(B, /N KB BB o fE— 252 7 3, tol loid B AR 53 H L R i tol loid &R A
SE[FVE A : BMP—1 \mTLL-1 FImTLL-2 81201, tol loid & (A EF 7] L 5BMP-1 \mTLL-1 fImTLL-2 %
70 % A AL 52280 % AH A 22 2090 %6 M IA] « %2 /095 % M F] « 45 /096 % HHIF] L 22 /097 % #H ]
£/198% A 222099 % FHIF] L 2 /099 5% AH R B 22 202999 9 % HH[H] .

[0145]  7E—2e s /7 U, tolloid &g AR U1 EIA7 s A& T LIS tol Toid (40, BMP-1,
mTLL—-1AImTLL-2) TIEI ) 2 B 7 71 o 6 TN S DR B /) Bt R £ B LA A 1 i) 25 ) 7 490
tolloid 8 AR EI6: SAESEQ 1D NO:52-55H i Rl 2k Bos o 78— s2iiti )7 K, tolloid
PRI s A S AR 7 FIQR, Horh QA2 A 2 B G FIR A2 G R -
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[0146]  7E—Be st Jy 2N, A SCHTIAR AR BE 8 255 SR L AE R4 3R/ 1 AR LA K 411
2 AT A LA A A 210G PR o 72— BB B v, AT B A4 ] LA i LA AT 3R 15
S5 5 20% , 61171,30% .40% .50% +60% .70 % 80 % .90% 95 % B T £ . /£ —LL S
Jr A VAR RIS 5 4% T A6 AT DL 5 7 V2500 &, 4540, A8 A anse 491 1 eh B
R A WU KA S BEE 287 o A2, BIFRAE , 53 AN ] B T IS VA KA 3R 5 5 1%
ST

(01471 RZPEfE, PLAA A GIZ L, 0, B4 8 B 8L (B AT/ B to1 1o i d 85 F R B2 7K
i A 2 ] LAASE FEAEART 0 X 7 2 U & R/ B3O8 o AE — B8 sk it 7 20, VAR AT 2=
Y £ 19 7K S U S P 5 R PR G S 3 R B 2 A (ELISA) U &A1/ B3 & 8 4, ELTSAT] LA H
T ISR A AR (0, IV AE AR 2D B K AR D o — 5241, p e PR 45 5
VAR AN ZR I ARIVL A A i) 22 A0/ B0RSDUAE Ai) 28 B i mT BL A TELTSAH LA &
VAR A R 4 8 T 28 (o, SR /98 AR/ B - VA K 1 20) B9 7KF, BAE B LA KAl
A E A K AR I FNBIRE BE o AE— Lo sy aCrp, UAR A A 2 1 2 B 7K U0 0 A R A8 A
Yo YTIE e FR AR B JIK 1 SDS-PAGEER S5 i . 2T &1l S PR 6 M AR JFRET 441V & -
A8 4 B H/ BUNMR B St ) 2 0/ BT &

[0148]  fE—LsfiiJy Ak, Jidk, WK S Bk B, & H % K2 25kDa i) I &k Bk (L)
5 KZ)50kDa ) 7 2% B BE (H) A Bt DU SR F A0 g 1 5T o A b ml LR IR P Rb 2R R ) e
PR MRk o B R T B AR S S ) R R e 71, S Bk e B 7] R0 Fe 31 A M2 AD LB,
GAIM, HAX L8 rh i) JUA AT L3t — 2 70 RO (R AR AY) 414, TgG1 1gGay 1gGs 1gGay TgAL AT
TgAso B FEBEIE T AFEN-AC I 1l 42 (V) S5 M350 (Vo) FIE E (C) 25 Ahdek (Cu) o % B B 3 A N
R VEE IR (Vi) = ANEPUASCEE I (Cnl —3) FNBEE X o d 20T T Vi) s #4038 44 9 Cnl
Vi AIVLZE AR I ERRR A ZR X B A DR <7 e ZU R P A X (FR1FR2\FR3FIFRA) CHLIE i HI T8
BRFHNE) =A X (EAMRE X, CDR) [ B 39 2H 1o CORED 252K 22 £ 1 S fi A 5 470 I i e e 1
HHEAE FI R 5% 2 - CDRFR A CDR1 CDR2FICDRS o [ 1k, H 4 1= (%) CDR % 4 F% N CDRH1 L CDRH2 11
CDRH3, T ¥ 8% - HICDRIK 43 % NCDRL1 .CDRL2HICDRL3 . CDRIE & f5Kabat CDR, WiSequences
of Proteins of Immunological Interest,US Department of Health and Human
Services (1991) ,eds.KabatZEth Jrid i) . Hl T RAE U IR 455 A7 0/ 53— Frd 2 46
Chothiaffif (#BAEFF . W, B4, Chothia,D. %% (1992) J . Mol.Biol.227:799-817; il
TomlinsonZs (1995) EMBO J.14:4628-4638, H- B —FnifEf&0xford Molecular s AbMiiA s
AT FHIIADMSE X o — M2 Wi, Protein Sequence and Structure Analysis of
Antibody Variable Domains.In:Antibody Engineering Lab Manual (Ed. :Duebel, SHI
Kontermann,R. ,Springer—Verlag,Heidelberg) .45 %fKabat CDRIEA )L 77 =0 A DL &AL
Hu A3 F AR T Cho thia B AR PR ELADM-5E SCHPRER IR L8 7 V2 rp AT AT 28 5 iridk B9 A ALLSR 3R
[0149]  FE—2Ls2jfi Jy A, AR AT HI S-SR WUVAE A S 2R/ P8 ORIV AR A 3 22 A4 A 4 5
TUERI A A FFR LR 45 45 R L B s W CORZE R 7 51

[0150] 1.
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[0151]
#48  | CDRHI CDRH2 CDRH3 CDRLI CDRL2 CDRL3
(SEQ ID NO: | (SEQID NO: | (SEQ ID NO: | (SEQID NO: | (SEQ ID NO: | (SEQID NO:
1-3) 4-9) 10-11) 12-17) 18-21) 22-23)
Abl SSYGMH (SEQ | VISYDGSNKYY | DLLVRFLEWSH | SGSSSNIGENTV | SDNQRPS(SEQ | AAWDDSLNGV
Kabat: | ID'NQ:13 ADSVKG (SEQ YYGMDVSEQ | H(SEQIDNO: ID'NO:18) (SEQ D NO: 22)
IMGT: | GFTFSSYGMH | ID'NG:4) IDNO:10) 12y SDN (SEQ ID
{(SEQIDNOD:2) ISYDGSN (SEQ SSNIGSWT (SEQ | NO:19)
IDNO:5) NG 13)
Ab3 SSYGMH (SEQ VISYDGSIKY YA, | DLLVRFLEWSH | SGSTSNIGSNTV | SDDQRPS{SEQ | AAWDESLNGV
Kabat: IDNO: 1} DSVKG{SEQID | KYGMDV (SEQ | H(SEQ IDNO: 1D NO:20) (SEQ ID'NO:23)
IMGT: | GEAFSSYGMI NO: 6) IDNO= 1Y 143 SPD{SEQ ID
(SEQ ID NO: 3) ISYDGSI (SEQID TSNIGSNT (SEQ | NO:21)
NO: '7') IDNO: 1'5)
Ab3 SSYGMH (SEQ VISYDGNNKYY" | DLLVRFLEWSH | SGSSSNIGGNTV | SDDORPS (SEQ | AAWDESINGV
Rabat: MNO: 1} ADSVKG(SEQ KYGMDV {SEQ | H(SEQIDNO: DYNO:-20) (SEQIDNO: 23)
IMGT: | GFAESSYGMH ID'NQ: 8) IDNO: 11y 16) SDD (SEQ ID
(SEQ IDNO:3) ISYDGNN{(SEQ SSNIGONT(SLQ. | NO: 2D
IDNO: 93 IDNO: 17)
[0152] 1EZ 19, CDRH3FICDRL3H) B — = 41| Jx it Kaba t fTIMGT .
[0153] £ —2eskyifi /7 A rh , AR A FF B H- R UK A2 /3 ARV KA = 456 75 (1

wl, Hk) ARk (RFEETUE S S R B , HALFECDRAL L CDRH2 ., CDRH3 CDRL1 , CDRL2EX
CDRL3, B H A A, %) TR 1P FroR BT — BB R AR o 78— 2o skt 77 =0, - AR K
IR /TR 62 45 & R L L b Bros AF — St & i CDRHL . CDRH2 . CDRH3
CDRL1 . CDRL2AICDRL3 o A 24 H- 4 A0 G A AL 5 aront-T- 22 1o B /s I A — Pu A 32 A4 () CDRHLL
CDRH2,CDRH3,CDRL1  CDRL2BLCDRL3 ] 73+ HIAEAR 1% R 7 5] o Fr0 44 H AN A2 BECDR3 45 M) I AE
PO S (1) 455 1 e 1t/ 218 A0 v AT DLR $3 Rl 3 B AR . IR, AR A R B - SRR
AN 2 /AR KA 2R 45 A RO 75+ o] VAR R L s b fiikn 2 /0 &
BN /B EECDR3

[0154] AR NFFHI T M 256 RNV &R ARV KA R E A BAAEAS DB AR
P52 X (CDR) : CDRHI . CDRH2,CDRH3 . CDRL1 . CDRL2 FICDRL3 [ B v [ AR B S 45 & B
[0155]  7E—LLszjE 5 Aot , CORHIAL S WISEQ 1D NO: 1-3H4F— Flron i FE 31 o 76— LS it
773, CORH2E & WISEQ 1D NO:4-9H AT — P i) 77 71) o £ — £8 8L 77 = , CDRH3AL 75 11
SEQ 1D NO:10-11HFfE— P~ 551 CORLIAL A AISEQ 1D NO: 12-17H T — i) 751 o £E
— e 5 77 0, CDRL24G ST WISEQ 1D NO: 18-21H T — Bl 5 1) o 45— L8 s jiti 77 =X
CDRL35 2 f1SEQ 1D NO: 22-23 1 fF— B sl 51 o

[0156]  #E—2L s /7 20 (40, XhT- 2 1o B B B - SR VAR KA 28/ 7 AR LA 4
ZHikAbL) , CDRHID 2 WISEQ 1D NO: 1852+ B /n i ¥ 51, CORH2AS, 27 fISEQ 1D NO: 485
B[ 5 %1, CORH3A0, 2 WISEQ 1D NO: 109 B 7~ I £ 31, CDRL 145,47 WISEQ 1D NO: 12813
B I 7 %), CDRL24G, 2 fSEQ 1D NO: 185819+ Ff 7 [ 3 %1) , FICDRL340 2y WISEQ ID NO: 22
H BRI T3, BT S A R KA 2/ 3 AR AE KA 2

[0157]  fE—2L s 77 =0 (B4, XT3 1 Birs B B - S LA K3 28 /78 DR AR A 4
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ZH4AEAb3) ,CDRHLAL & #WISEQ ID NO: 18839 B (K1 %), CDRH240 2 #SEQ ID NO: 687
BRI 751, CORH3AL & HISEQ 1D NO: 1 1R BF /[ 3 31, CDRL 149, 2 fISEQ 1D NO: 148 15
Frn B 31, CDRL2AL 2 4nSEQ 1D NO: 20821+ i/~ 14 7 %1, FICDRL3AL 2 fSEQ 1D NO:23
T RE TP, B3RS A TR WA AT 2R /A AR 2

[0158]  7F— sty 20 b (40, x5 T g8 L Bl s - JEUDU AR KA 2% / s AR LA K 4161
ZH14Ab5) ,CDRHLAL & #ISEQ ID NO: 18839 B/ (X1 %), CDRH240 2 #1SEQ ID NO:8EL9H
iR 751, CORH3AL & #ISEQ 1D NO: 11HR Br 7 ) /3 31, CDRL 149, 2 fISEQ 1D NO: 168 17
Fin B 31, CDRL2AL 2 40SEQ 1D NO: 20821+ Fr 7~ 14 ¢ 31, FICDRL3A 2 fSEQ 1D NO:23
TR S, B4 A TR VAR AT = /3 RNV RSN 6 2R AR — L AR AR
F R H- ARG 2 /R KT 2R 45577 (B, Buik) 48 B4 5 CDRHL L CDRH2
CDRH3.CDRL1.CDRL2F1/ELCDRL3F: A F AHALLA —A~E 2 A~CDR (151 41, CDRHER CDRL) J7* F1)f#) A
farfedk (EFEESURSS A A B 6, k] LG 5SEQ 1D NO: 1-23HAF—H ) X RZCDR[X
FHEC A5 B 2543 28U DN 2 AR B He L A S i a2 1 b iz i) — AN B 22 ANCDRFP 31 (SEQ 1D
NO:1-23) o R 1H BT ZHro A (1) B m] AR XA m AR X 1) 58 B L IR FNAZ R 1 B AE S 1D
it

[0159]  HEEEA[AFX-AblEA

[0160]
QIQLVQSGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVISYDGSNKYYADSVKGRFTTSRDNSKN
TLYLQMNSLRAEDTAVYYCARDLLVRFLEWSHY YGMDVWGQGTTVTVSS (SEQ ID NO:24)

[0161]
CAGATCCAGCTGGTGCAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCGTCTGG
ATTCACCTTCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATAT
CATATGATGGAAGTAATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCCAAGAAC
ACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGAGATCTCCTGGTGCG
ATTTTTGGAGTGGTCGCACTACTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA (SEQ 1D
NO: 38)

[0162]  EEHER]AF X -Ab2Fh &

[0163]
QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVISYDGSNKYYADSVKGRET I SRDNSKN
TLYLQMNSLRAEDTAVYYCARDLLVRFLEWSHY YGMDVWGQGTTVTVSS (SEQ ID NO:25)

[0164]
CAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCGTCTGG
ATTCACCTTCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATAT
CATATGATGGAAGTAATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCCAAGAAC
ACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGAGATCTCCTGGTGCG
ATTTTTGGAGTGGTCGCACTACTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA (SEQ 1D
NO:39)

[0165]  HEER]AF[X -Ab3ZE A
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[0166]
QIQLVQSGGGYVQPGRSLRLSCAASGFAFSSYGMHWVRQAPGKGLEWVAVISYDGSIKYYADSVKGRFTTSRDNSKN
TLYLQMNSLRAEDTAVYYCARDLLVRFLEWSHKYGMDVWGQGTTVTVSS (SEQ 1D NO: 26)

[0167]
CAGATCCAGCTGGTGCAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCGTCTGG
ATTCGCCTTCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATAT
CATATGATGGAAGTATCAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAAT TCCAAGAAC
ACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGAGATCTCCTGGTGCG
ATTTTTGGAGTGGTCGCACAAGTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA (SEQ 1D
NO: 40)

[0168]  HEEA]AF[X -Ab4Fh &

[0169]
QVQLVESGGGVVQPGRSLRLSCAASGFAFSSYGMHWVRQAPGKGLEWVAVISYDGSIKYYADSVKGRFTTSRDNSKN
TLYLQMNSLRAEDTAVYYCARDLLVRFLEWSHKYGMDVWGQGTTVTVSS (SEQ 1D NO:27)

[0170]
CAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCGTCTGG
ATTCGCCTTCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATAT
CATATGATGGAAGTATCAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAAT TCCAAGAAC
ACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGAGATCTCCTGGTGCG
ATTTTTGGAGTGGTCGCACAAGTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA (SEQ 1D
NO:41)

[0171]  HEER] AF[X -AbSEA

[0172]
QIQLVQSGGGVVQPGRSLRLSCAASGFAFSSYGMHWVRQAPGKGLEWVAV I SYDGNNKYYADSVKGRFTTSRDNSKN
TLYLQMNSLRAEDTAVYYCARDLLVRFLEWSHKYGMDVWGQGTTVTVSS (SEQ ID NO:28)

[0173]
CAGATCCAGCTGGTGCAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCOCTGAGACTCTCCTGTGCAGCGTCTGG
ATTCGCCTTCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATAT
CATATGATGGAAATAATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCCAAGAAC
ACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGAGATCTCCTGGTGCG
ATTTTTGGAGTGGTCGCACAAGTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA (SEQ 1D
NO:42)

[0174]  HEER]AF[X -Ab6Fh &R

[0175]
QVQLVESGGGVVQPGRSLRLSCAASGFAFSSYGMHWVRQAPGKGLEWVAVISYDGNNKYYADSVKGRFTTSRDNSKN
TLYLQMNSLRAEDTAVYYCARDLLVRFLEWSHKYGMDVWGQGTTVTVSS (SEQ ID NO:29)

[0176]
CAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCOCTGAGACTCTCCTGTGCAGCGTCTGG
ATTCGCCTTCAGTAGCTATGGCATGCACTGGGTCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATAT
CATATGATGGAAATAATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCCAAGAAC
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ACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGAGATCTCCTGGTGCG
ATTTTTGGAGTGGTCGCACAAGTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA (SEQ 1D
NO:43)

[0177]  #REER] AR X -Ab1SEAR

[0178]
QPVLTQPPSASGTPGQRVTISCSGSSSNIGSNTVHWYQQLPGTAPKLLIYSDNQRPSGVPDRFSGSKSGTSASLVIS
GLQSDDEADYYCAAWDDSLNGVFGGGTKLTVL (SEQ ID NO:30)

[0179]
CAGCCTGTGCTGACTCAGCCACCCTCAGCGTCTGGGACCCCCGGGCAGAGGGTCACCATCTCTTGTTCTGGAAGCAG
CTCCAACATCGGAAGTAATACTGTCCACTGGTACCAGCAACTCCCAGGAACGGCCCCCAAACTCCTCATCTATAGTG
ATAATCAGCGCCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTCCCTGGTCATCAGT
GGGCTCCAGTCTGACGATGAGGCTGATTATTACTGTGCAGCATGGGATGACAGCCTGAATGGGGTGTTCGGCGGAGG
GACCAAGCTGACCGTCCTA (SEQ ID NO:44)

[0180]  HREER]AZ[X -Ab2Fh &

[0181]
QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNTVHWYQQLPGTAPKLLIYSDNQRPSGVPDRFSGSKSGTSASLATS
GLQSEDEADYYCAAWDDSLNGVFGGGTKLTVL (SEQ ID NO:31)

[0182]
CAGTCTGTGCTGACTCAGCCACCCTCAGCGTCTGGGACCCCCGGGCAGAGGGTCACCATCTCTTGTTCTGGAAGCAG
CTCCAACATCGGAAGTAATACTGTCCACTGGTACCAGCAACTCCCAGGAACGGCCCCCAAACTCCTCATCTATAGTG
ATAATCAGCGCCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTCCCTGGCCATCAGT
GGGCTCCAGTCTGAGGATGAGGCTGATTATTACTGTGCAGCATGGGATGACAGCCTGAATGGGGTGTTCGGCGGAGG
GACCAAGCTGACCGTCCTA (SEQ ID NO:45)

[0183]  #REER]AR[X -Ab3SEA

[0184]
QPVLTQPPSASGTPGQRVTISCSGSTSNIGSNTVHWYQQLPGTAPKLLIYSDDQRPSGVPDRFSGSKSGTSASLVIS
GLQSDDEADYYCAAWDESLNGVFGGGTKLTVL (SEQ ID NO:32)

[0185]
CAGCCTGTGCTGACTCAGCCACCCTCAGCGTCTGGGACCCCCGGGCAGAGGGTCACCATCTCTTGTTCTGGAAGCAC
CTCCAACATCGGAAGTAATACTGTCCACTGGTACCAGCAACTCCCAGGAACGGCCCCCAAACTCCTCATCTATAGTG
ATGATCAGCGCCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTCCCTGGTCATCAGT
GGGCTCCAGTCTGACGATGAGGCTGATTATTACTGTGCAGCATGGGATGAGAGCCTGAATGGGGTGTTCGGCGGAGG
GACCAAGCTGACCGTCCTA (SEQ ID NO:46)

[0186]  H#2EET]AZ[X -Ab4Fh &R

[0187]
QSVLTQPPSASGTPGQRVTISCSGSTSNIGSNTVHWYQQLPGTAPKLLIYSDDQRPSGVPDRFSGSKSGTSASLATS
GLQSEDEADYYCAAWDESLNGVFGGGTKLTVL (SEQ ID NO:33)

[0188]
CAGTCTGTGCTGACTCAGCCACCCTCAGCGTCTGGGACCCCCGGGCAGAGGGTCACCATCTCTTGTTCTGGAAGCAC
CTCCAACATCGGAAGTAATACTGTCCACTGGTACCAGCAACTCCCAGGAACGGCCCCCAAACTCCTCATCTATAGTG
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ATGATCAGCGCCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTCCCTGGCCATCAGT
GGGCTCCAGTCTGAGGATGAGGCTGATTATTACTGTGCAGCATGGGATGAGAGCCTGAATGGGGTGTTCGGCGGAGG
GACCAAGCTGACCGTCCTA (SEQ 1D NO:47)

[0189] ek n] AF[X ~AbSoE A

[0190]
QPVLTQPPSASGTPGQRVTISCSGSSSNIGGNTVHWYQQLPGTAPKLLIYSDDQRPSGVPDRF SGSKSGTSASLVIS
GLQSDDEADYYCAAWDESLNGVFGGGTKLTVL (SEQ ID NO:34)

[0191]

CAGCCTGTGCTGACTCAGCCACCCTCAGCG TCTGGGACCCCCGGGCAGAGGGTCACCATCTCTTGTTCTGGAAGCAG
CTCCAACATCGGAGGAAATACTGTCCACTGGTACCAGCAACTCCCAGGAACGGCCCCCAAACTCCTCATCTATAGTG
ATGATCAGCGCCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTCCCTGGTCATCAGT
GGGCTCCAGTCTGACGATGAGGCTGATTATTACTGTGCAGCATGGGATGAGAGCCTGAATGGGGTGTTCGGCGGAGG
GACCAAGCTGACCGTCCTA (SEQ ID NO:48)

[0192] ek n] AF[X -Ab6Fh R

[0193]
QSVLTQPPSASGTPGQRVTISCSGSSSNIGGNTVHWYQQLPGTAPKLLIYSDDQRPSGVPDRFSGSKSGTSASLALS
GLQSEDEADYYCAAWDESLNGVFGGGTKLTVL (SEQ ID NO:35)

[0194]

CAGTCTGTGCTGACTCAGCCACCCTCAGCG TCTGGGACCCCCGGGCAGAGGGTCACCATCTCTTGTTCTGGAAGCAG
CTCCAACATCGGAGGAAATACTGTCCACTGGTACCAGCAACTCCCAGGAACGGCCCCCAAACTCCTCATCTATAGTG
ATGATCAGCGCCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTCCCTGGCCATCAGT
GGGCTCCAGTCTGAGGATGAGGCTGATTATTACTGTGCAGCATGGGATGAGAGCCTGAATGGGGTGTTCGGCGGAGG
GACCAAGCTGACCGTCCTA (SEQ ID NO:49)

[0195]  Ab2-Hi%E

[0196]
QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVISYDGSNKYYADSVKGRFTTSRDNSKN
TLYLQMNSLRAEDTAVYYCARDLLVRFLEWSHYYGMDVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPP
CPPCPAPEFLGGPSVFLEPPKPKDTLMI SRTPEVTCVYVDVSQEDPEVQFNWYVDGVEVHNAK TKPREEQENSTYRY
VSVLTVLHQDWLNGKEYKCKVSNKGLPSSTEKT I SKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSVMHEALHNHYTQKSLSLSLG (SEQ 1D
NO:50)

[0197]  Ab2-%3 %%

[0198]
QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNTVHWYQQLPGTAPKLLIYSDNQRPSGVPDRFSGSKSGTSASLATS
GLQSEDEADYYCAAWDDSLNGVFGGGTKLTVLGQPKAAPSVTLEPPSSEELQANKATLVCLISDFYPGAVTVAWKAD
SSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS (SEQ ID NO:51)
[0199]  FE—Lsijifs 5 s rp , R AT - SR MU H 2 /3R KA R ik G
£SEQ 1D NO:24-294F— [ i n] AR IR BLSEQ 1D NO: 30-354F — 1) 42 B ] AR bk [l AT AT i 44
FE— L5t 7 20, AR A FF AP SR WL A KA 25/ 38 AR ILAE KA il 22 P8 4577 SEQ 1D
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NO: 241305 25H131 5 26 F132 5 27 F133 5 28134 ; B 29 F135 i 2k ] A0 4 1 4k ] A B0} AT
(EE7 RGNS

[0200]  ARATFRI TS EHR ML 1 BA 5 ARSI AT AR BB W] AR A/ B B ] AR LR B[]
U5 EE B R AR/ B T AR R R A B - SR LA AR B TR A AT 2 A
A2 — e S Uy b, F- SRV KM HIZR /B ARV KR R iR 5 5 SEQ 1D NO: 24-29
AL — K EEER] A FIBSEQ 1D NO:30-35 (- — KB n] A2 7 31 2 /075 % (110,80 %
85%.90% .95% 98% 599 %) AHIFI ¥ T 55 7] A% Fr S BUAR BE ] AR 3 31 o AE — B STt 7 U
[ 5% B T AR AN/ B i ] AR R R IR e AL A SURR BE R ATAR CDR 3 1 N AN AR o 491 2, 2 —
Ses it A, RS SRR (15140, 75 % 80 % 85 % 90 % <95 % 98 % 599 %) ] LLAFAE
TR ASCHR AL ATATT CDR > F1 LA A1 ) E B A AR A/ B B Pl AR e 2

[0201] AR ER AW “H o E "M HWMKarlinMAltschul
Proc.Natl.Acad.Sci.USA 87:2264-68,1990f) & ¥ (fFKarlinflAltschul
Proc.Natl.Acad.Sci.USA 90:5873-77, 1993 ik (¥)) B2 o X PS5 5 /EAL tschul %5
J.Mol.Biol.215:403-10, 1990fINBLASTFIXBLASTFE > (ARAS2.0) . BLAST 2R (A4 2 7] LA
XBLASTREFP , P70 =50, T = 34T LASRAT 5 B bk A Fi o 1 RIR A S 2R 1R e 71 o AE T
F7 R Z B AFAE S AL A T, T 237 BLASTR] BLEAL tschul 28 \Nucleic Acids Res.25
(17) :3389-3402, 1997 Frid i H o 4R FIBLAST A1t 7% A, BLASTAE P f , W] LAAS FHAH S2AS
(154, XBLAST FINBLAST) Y ER A S5

[0202]  7E—2Lsj Jy xUH AR 57 R AL AT DLAE ANk T iR S5 I E IR A KAl e S 5 5
JRIWUVAE AT 2 /P AR LAE A 3 A0 A ELAE RO A7 B A 51 N CDRECHE SR 7 B v o A 30
IR, IR LR B A e F8 AN DA BHAT 2 R R i E 1 Jo AR R A | A AR /N Y
R IR B e AP AART] DL BRA ISR AR N 53 0 T 2R 22 K B T v A AT O
XEER VAR 228 Ck P R ILEY, il iMoo lecular Cloning:A Laboratory Manual,
J.Sambrook®,eds.,Second Edition,Cold Spring Harbor Laboratory Press,Cold
Spring Harbor,New York,1989,8(Current Protocols in Molecular Biology,
F.M.AusubelZ%,eds., John Wiley&Sons,Inc.,New York.Z &R ST B S N4
HR 2T < (A BEAT RO B (@) ML TLLAVs (b)) FLY W (0) K RH; (d) ANGs (@) S\ T (F) QN Al
(g) E<Do

[0203]  7E— 25t Jy A, AR S PRI BUAR A S AR T I /5 PR BT R AR 5 4, A
W T Fab— 28 # QL E AT R 3R 1eGAmAb & A42) S8 T AE I RORE » A SC PR LR 370
EAT LA E R ER ‘Adair’ B4 (Angal S.%5,“A single amino acid substitution
abolishes the heterogeneity of chimeric mouse/human (1gG4) Pi4E” ,Mol Immunol
30,105-108;1993) , Hirp 224 12228 (BUS 5 s SRk 24 | Kaba t 4 '5) 5 NI AR , 3 81861~
F£ (CPPCP (SEQ 1D NO:58) ) 88 /7 71| o R e, AT-ATT i 4R T DAL FE AR B 1Y Adair’ RAFE A
/2 /¥ 31)CPPCP (SEQ 1D NO:58) .

[0204] A FFHI T JEMUA A 2/ FE AR LA A A 3R 45 5 790 T DT e Mo A 35 B A4 1E
58 X B 3 o 51, Vi A AT DLAE HC- oA I T 1 T R AE E I Cre O o 4B , Vi 44
B A AT DL T R A BG4, i TgA L 1gD . IgE IgGH T, S ATAT[A] Fp Y 2K
PR LR SENEE X (0, #1,Kabat® ,Sequences of Proteins of
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Immunological Interest,No.91-3242 ,National Institutes of Health Publications,
Bethesda,Md. (1991)) . [tk , A2 FYE I A ) duddk n] LALRE 5AFAT &3 5 1H 2 X H A 1 Vi
AV /I B R 45 A 387

[0205]  fERELLsjt Ty S, Viekl/BVLES A I30RT DAY Bl 2 e 310, 8 4, 3K S8 25 A I PR
58 R o A 2 B R 98 A% DL TG TEC T8 3k ol 2R 4 B ™ AR 1) IR 6 431 a1, Vil / B VL 25 A 3 mT
DL A4S Sl 5 N TgHV3-30 (SEQ ID NO:36) /B IgLV1-44 (SEQ ID NO:37) ({15 R JF 51 . B FE
i, AEART ViRl / BRVL 5 A R AR AEART Gl () P R 7 91 o A2 H B SR 7 s FRIF BIAR R
MR TIEMRTT].

[0206]  IgHV3-30

[0207]
QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVISYDGSNKYYADSVKGRFTTSRDNSKN
TLYLQMNSLRAEDTAVYYCAR (SEQ ID NO:36)

[0208]  IgLV1-44

[0209]
QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNTVNWYQQLPGTAPKLLIYSNNQRPSGVPDRFSGSKSGTSASLATS
GLQSEDEADYYCAAWDDSLNG (SEQ ID NO:37)

[0210]  fE—2Ls2i )y b, - E VAR KA R /AR IVVE K6 = PUE B RS & B
A LA FEECANAESEQ 1D NO: 24-35 T /R AR HIHEZRIX o £E— Lo Jy 20, 47— SR -V AR
WA A 1 R s 2 R P i B HE RAEZR X 771 .

[0211]  fE—2esjfa 77 P, AN R P -BE UAE A I 2 /7 R ILAE R i 2 S 44 m] AR
FHXT R 0 51 R0 45 4 RULAE K3l 28 /9B AR LA B3k 25, 0, IR F-107°M. 107'ML 107,
107™M\ 107"°M 107" MER BE AR AU KA S & o 1, - SR LA Al 3= /98 AR LA (A il R i dde T
PLELSpMATS00nM. [H] , %1 71, 50pMAT100nM. [1] , 41 21, 500pMANS0nM. 1] (155 F S35 4 SR AL
A KNI RNV RG4S A B AHE S A SO R BT T ik 55 4 45 A TR LA K
FER /ERNLAE KA 2R H B AT 50nME AR (5140, 20nME B K L 10nME E A L 500 pMEY BE
%~ 5OPMER B AR B 3 5 pMER BEAIG) 121 0 3 AR B I 45 6 7 B S IR LA K H il 2= /38
PRIV R A 2= T A4 4 258 A g A & 30 7725 AT RUASE AT A 38 9 D7 iRt , s AR T
WAL IS BOAR (540, OCTETEBIACORE) .

[0212]  “Be R4 A7 $EHT R I PUAR DALL FL S AR R 45 A T SR 7T R B J1 4 A
PUE L HR T SRR A, /B S R 45 A SE A I 7] o 7 — Lo s 7 =0, AR SC A T
T e A A IR VAR AT 2R /B OV A AT 2R 3 AA o 7E — Lo s 7 =0, AR 4
BEREAT HuAR 25 A 7E IR NLAE RN 2= /AR MUK H R B tol Loid VI EIAT i Ab BB 1B
Htolloid 4247 AL B I o 75— B 5t 7 S, iR ik 45 G 7E tol Loid Y HIA7 s BL
tolloidXJ4Z A7 s 154N B D S L BRAR AL I, W AR 45 & fE tol Lo i d ) I Ar i B 1 8K
tolloidX A st i o 7 — 28 SL it 77 s rp , AR SRS i AT S AE 45 & fE tol Loid I 147
Bk tol loidX AT A 1.2.3.4.5.6.7.8.9.10. 11,12, 13, 1481 5N R ILBRIRFE N o 7E—
S st 7 2, AR 4SS 7EGDESIF tol Loi d I EIAL AT AL SR 35T o 5140, $i AR Pl A& A7 SEQ 1D
NO: 62 fIT 7~ 1 & 3L 12 /> F1|PKAPPLREL 1DQYDVQRDDSSDGSLEDDDYHAT (SEQ 1D NO:62) o 7E e
St 7 o, A SO R AL AT P AR &5 A AR SR IWUAE A H R 2R /3 AR LA K ) 2 1 R4 2
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A BE DD EI A7 e Ab BB I B A S O AR R A7 s b BRI o AR — e S T
WIER PR LS A 7E TR S O F AR D807 55 BURT A 8 1 S AL B 247 s (9 15 BURE /D 2
FRYRIE N , FUIR LSS & LT B O R AR DI 80 7 5 B IR BRORT A4 88 1 S A B 207 i Bt 2 o 7
— Ui 7 AU AR SO AR BE T AT IR S A A AT R O A B D) B AL s BRT R R ik
BT B0 1.2.3.4.5.6.7.8.9.10. 11,12, 13, 1481 5 MR LB R IE N o AF— B Sz fifi 7 2
W, B 45 A 7EGDE S BT A4 8 1 S AL B DT 67 3 AL BP0 o 481 4, 44 ] L4554 SEQ 1D NO:
63 BT 7 [ E L B2 )5 31 GLNPFLEVKVTDTPKRSRRDFGLDCDEHSTESRC (SEQ 1D NO:63) o

[0213]  AE—ASEfil o, ASCHTIR B -V KNSR /8 RNV KA H = ik 5 e
DU R 2 A0 /B AR K PR B TGFB e 1Y) He v i 573 AH LU 4 S PR 465 6 SR DL AR A
/WA KITHIER A K F R TCFB MR I % 72 A Hs , (H AR T-AMHLARTN . BMP10 .
BMP15.BMP2.BMP3 . BMP4 ., BMP5 . BMP6 . BMP7 . BMPSA . BMP8B.GDF 1 .GDF10.GDF11 .GDF15.,GDF2,
GDF3.GDF3A.GDF5.GDF6 .GDF7 .GDF8.GDF9.GDNF . INHA, INHBA . INHBB., INHBC., INHBE, LEFTY1 .
LEFTY2.NODAL .NRTN.PSPN. TGFB1 . TGFB2AITGEB3 %R [ - X FEMK FiAd 7] DL L 5 4 K PR 7 TGF
BFIGEI Hoe il AL 43 2 1 SE F 7 (Ban, 2 /0 2-f% . 5-f% . 10-£5 .50~ 1% . 100~ . 200~
£ .500- 5B L, 0001 =) &5 & SR IV KA 2R /P RNV ADH 2R o AE— 2858 2, X
FERI TR T] BA L5 A K R 1 TGRB SR 1 5 8 i SR AH L 1 22 /2D 1, 00011 S A 0 45 & TR LA
Kbl z= /I ARV KA ZR o AE— 28 s8 it 7 2Urp , AR SO SR (R B mT BLRA 55— e 2 Ff
JEHIGDF L LB R UL A KA il 2= AH EG i 15 2 B SR Ay (il , 22 /b 2% (5% L 10— . 50—
£5.100-1%.200- 15 . 500551, 000—£% =) 45 A SR WA I 2/ AR KA 2 A2 —
Be st 77 A, RSO AR R R H A P DA LA S — Mk 2 P X GDELL (1 41, proGDFL L 34K
GDF 118 A AGDF 1 1) B AUAE KA 2 AHEL = 2220 1, 0001 55 F A 45 A IRV AE KA il 25/
TRV A 2 B B 5 A, oA mT DR I 5 TGFB 5 1 L& i o o 5t / 38 AR
GDF11AHE B 152 (Bt , B/ 2-1% . 5-1% . 10-£% . 50— % . 100—-£% . 200- % . 500~ 1% . 1,000 %
fan) RV R VAR R H 28 /P AR LA P 2= 1 2 K B0 8 (il 4o, el A s B e 4k
BB tol Loi dEs 1 ) 04 il P23 2k o

[0214]  fE—2Lszjif 7y b, PUAR S A5 FEAEAS B8 A 2 ML 2R R 5 40 5o DRI b , 76— Sk
Jiti 77 2 I 2 H A R R T DA I sk 2D B I R R e HAE , AR e S T
AR A (o, 35 F 3044 EA R pHESUBE H R0 S5 IR 58 FH 77 o IX A 1 pHERUE S A4 £
W PEpH T 5 M DU 25 A ELAE B 1 9 AR R 5 e S 8 5 R D Ak — A S i it 21
RO/ B 30 R ML R TR B

[0215]  ARAFHITT W KGR A SRS R, TSR 248 B A pH-BUr it
JER 25 A FNAE h PR B AR B pH R 5 40 i 28 10 B AE Fe 3244 (FeRn) 19 2 2D BB K 1) 45 45 5 & 1)
Pk o 76— 8o st 5 b, WG PR AE  PEpH R 45 A BT A F e 32 AKF e Rn o 91 41, 75 $ BUARAE
7.0-7.65 H I pH N 45 A FeRno fE— 5 sSKiiti 77 b G HPUAE n] LS R 45 6 67 b 25 541
Ji FrE i SUAR I Fe il 4 45 5 4H P cRn o £ — 252 77 S P, I 50 S8 5 AT RA A A, AT 7E
P 11 PN A R TS i, JE T DA R A o AE — LS 77 Kb, A SR S REHPUE R 5
A DAk 40 SRR s (9 2, e ik ) 3R (e B A i

[0216]  7E—2esijia Jy =0, (ot , 523038 1) ML P B2 AP AR F e R KI5 BT A4 1 - 52 1A
FE— LS 7y A, & P B A R A, AR — sy S A5 S PR A K
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R Ban, SRR HIER RIS R BB K (primed) WUAEKAIHIZR) AE—
B 7 U B P UA G A BN MR P o 7 — e S 77 20, TE F A b HE RO R A
bE B 38N~ 3 3 (B0, 852 38 LB ) o A8 — 28t 7 20 IR PR I & A B
M e B HPUE BT AT A (B0, 7560 5 PR Fel 0 TR 7EpH 77 DASE i 25 i 7
4G 20 B AR ST 7 AP IR PUR S LG B 5 HE U R A
K EA1%.5%.10%.15%.20% .25% 35% +50% .75% .100% 150 % - 200 % 5 250 % ]
P

[0217]  AE—2L5jta )y b B HPUE IF A 73 45 A F eRn o 7E— 285K T 7 20, I HBUE Y
FeHBsr7EpH 7.4 F BL107°M-107M{E Fl (KA 45 A FeRn o £E — 26 52t 7 s b, i Bk 7EpH
7.4 FLBL107M-10""M, 10°M-107M, 10™°M-10""M, 10°M-10"*M, 10™*M-107*M, 10™*M-10""M, 10™*M~
107°M, 107*M-10""M, L0™°M-10"M, 10™°M-10""M, 10™°M-10""M, 10°M-107*M, 10™°M-10""MBK 10~ "M-
107 W7t FE (9K 45 A F eRn o 7E— 2652 7 st , FeRn&s & T 15 F9 504K I CH2-CH34R B X o 72—
e /7 P FeRn25 A 5 S A ABCER [ GAH R (1) X J8k o 7E — L858 i 77 U, FeRn &g & HFe v
RANFEI IS5 G A o A2 — 250 77 S, T HPUEFe X 2 L IR AR HEAA 2 SFcRndh & il 42
(1) o £ —LE 52Tt /7 2UH , JF HPUAF X 1) 2 L IR FEAARZ I S PR 456 o

[0218]  7E—2e s 75 =0 , A SO SR PT A AR 2 TR T PARE 1 55 A 7145 A FeRn o
FE— LS 77 P, A SO R AT iR & TR /EpH 7.4 T AR e M 4 &
FeRn o £E— 28525t 77 S, T F PR RTF R 25 A1 774 81 DA -5 L JUG e A B 4 fe L 24
Rzh 7325 (PK) P oo B 2, 78— e S 75 b, JE A PUig B T H AR B & T 1 Dhakm 5142
BB RORL o AE— L8 SE T 7 S, IE PR DL 22 i A« 78— 285 g =, i H b
A2 i A 1) e 2] ZL TSN o £E — LSy 20, IS AR I SR 42 IR A 1R 1 R AR —
Be st 7 AU TE A PUR AR A A

[0219]  FE—2e sz 75 =0, A SO SR PT AT TR 22 TR T AR SR AT 7145 A FeRn,
FE— LS 77 P, AR SO SRR iR & TR T /EpH 7.4 F ARRSE M 145 &
FeRn o £E— L8525t 77 S, 16 TP ANTF R 2% A1 77 B AR DA 55 HL 5 HIUGE S0 AH Bl 4 55 L 24
BN 3% (PK) T 5 o 491 G, A8 — 8 SEit 7 TCrp 56 T BB AN/ BOBU S 7% G PR B IR
IR o A — Bt 7 2 IEHEBURAE A B B G 1 55 B YR TR 1 A YRR R T S A
(I3 5% o AE— L S 77 2P I PR FEARAS R AR AR &5 2R L mT DLd i IR G ) LR R Rt
W28 i L i 1a 51 D) 1R XU

[0220]  7E—2e st 7y b JEHPUELE S PR B pH (B4, pH 7. 4) AHEL FKpH T B
AT PR BEAR I SE AN 77 o A2 — 2858 7 SN J5 PR A 5 AR B pH (01, pH 7. 4) AHLEL
(R R T pH (15111, 5. 5-6 . 5 FH ¥ pH) T B Tt JE B B AR 1) 16 0 77 o R ER i, A SC R g fit
AR PoAAR AT LAZE TR A0 DUAR $E pHIR) A2 A0 5 0 S5 25 (461 4, pHEEURK S AA) o AE— LE S T
o, RSP RRHE R TE PR L TR DA AEpHES & P05 o AE— 22 /7 20, A S e fit
PEATUE L TR AR pHES & FeRn o 78— 2082 75 50, AR S 3 S Hdu ik il
M7 AL o A2 — B8 st U7 20, AR SR AR TS PR I FeRn 45 5 4K o 72— 24 5Kt U 20
W, MO B9 F DU AR AR RO O R o 7E — S8 SR T U, 3 4 B A LA BA [ B 41 e R
[ o 7E— 285 i 77 3 S PR LR R e T A o 78— 28 st 77 s, B s Hbuis E
PEIA ] 2 i 2 o 2R AF , A SR SR AR AT AT SR RO F ¢ 3 93 7T BL TR2AL LA AR [ FeRn &
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HIEVE AE— 2L STt 77 TUH , FeRn 4 636 T 52 M 370 e 48 315 1 PO 1) 5 B B 1) o AE — L8 52
o TE PR AT DU KRS S .

[0221] A —2esijii 77 P, 5 UG TT PR BG4 s PR R T A RGRI &= o AR — 5L
it 77 o B ST U A GE E U RN O E 201 %.2% .5 %, 10% .20 % -
30%.40% .50% .60% .70% .80% .90% .95% BL99 % o £E— Leszjifi 77 2, B i BA T Ak
EAL B R TUA R A B E 201 . 565 265 . 365 465 5% 665 . 865 1045 . 1565 2045 .50
EE 10045

[0222]  #F—e sy 7y U, 1B TR 7 BE H PRI & BRI = ] LA AT/ —
e s 77 A, B TR IS A AT LA IR cRn , 5 B0R S T B S T AS AL B B A
7E— 2 st 77 S0 AR RIS PR AT e ARV T R o 78— Lo s 77 =0, S Ak
— R IR P — IR = — IR RS — K RR6 B — IR EES JE — IRV BE L0 JE
—IRERL2JH IR REL6 S — IR R 20— IR BURE24 S — IR it FH

[0223]  fF—8eszfiE Jr P, A SCH SR I ATAR AR T DB TR S ik . £ —
e st 77 T, A R AT AT B A n] DASE AR ART A 38 B 77 V2 A s i 4,
T HI B HPER G &K TEZ I E A IgawaZs , (2013) “Engineered Monoclonoal
Antibody with Novel Antigen—-Sweeping Activity In Vivo” ,PLoS ONE 8(5) :e63236;
Flgawa®s, “pH-dependent antigen—binding antibodies as a novel therapeutic
modality” ,Biochimica et Biophysica Acta 1844 (2014) 1943-1950F A ;s H & BHKIWN
I 5| HH A IE AR, NG IR AR, FHT il & A SR RIE HPUE R T EA B A & R
HPER o BRI, T il TS F IR B S AN I AR A FFRTE A

[0224] A/ FFI— B8 T T 2 B T AR SCHP S R B AT AT B - JE L AR A1 2R /38 AR LA 4
W TR RIS T (g, AR KA R IR X T pHE) SR RO R A IR o AR — R8st 7 S, AR
SCH B K S AR AR AR pH (5140, 4. 0-6 . 5YE [ K pH) T 5 X & i pH (540, 7.0-7. 438
(¥1pH) AL HA 5 VA KA 2 RNV K 28 45 A 94 R K d o 7 — 28 st 75 5%
AR S R AR AR AEPH A4 . 0-6 . 5 B 107°ML 107 ML 107°M. 107°M. 107" ML 10 SMYE FE i1 55
S LA KA1 2 /P AR LA A 25 45 B (K d o £ — B8 St 7 20, AR se (i (1) B 78 pH
NT.0-7. 48 A 107M. 107M. 107°M. 107M. 107*°M, 1073 [ 1) 5 JE L AR K skl 2= /9B AR DL
KA R A A K o AR — 2ol 7 S, A SO R AL SigfE4 . 0-6 .5 pH T 557.0-7 .4
[KIpHAHEL B 2 /0265 L £ /01065 £ 05065 £ /D 10045 . 2= 2050065 . £ 0 1000£4% . 275000
FEECA 100005 5 1 5 B WUAE AR /7 R WUAE KA 25 45 A (P Kd .

[0225] 725 Jy s, AR SCHRAL | ANEr e B 454 GISEQ 1D NO: 64FT /s 2 B 1R 7
FP I AL JEIUAE AN G 2R /7 AR VA A R oAl o 78— st 77 srp, A SO R AR
JE VA A 0 2R/ 8 AR VLA A 40 22 B A AN e e M b &5 5 5 [ B % R H1 45 A FFNo . WO
2016/098357 ()% 2a 1 La 1 1B 1371 ik I A4 A A 19 R A7, i 1 s & R FRE A 12016
6 H23H HA2 B T2015412 H 18 H - A [ bR & M H1 1ENo . PCT/JP2015/006323 . /£ — 16
S 75 3P, AR ST PR AR SR AR P 2 /AR LA KT 2R PR AN 36 4 B A8 e 4
“E A bR H R HIE A FFNo . WO 2016/098357 11K 2a. 1 la 1 1bB 1 39 BTk i B Al H 1 R
B, 1% b B R H G A FFT-20164E6 H23H HAE R T20154F12 A 18 H R A H Br & F H i
No.PCT/JP2015/006323 . £E— 2L 5 i 77 7 Hp , A% 30 g L ) JE LA A i 25 /AR LA AT
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IRV AR 4 5 55 E bR LR H 152 FNo . W0 2016/098357 K 2a 11a, 1 1bBL
139 BT i I VHAN VLS (1) o Ad A R i 2R 47 5 i B Br & A H s A T-20164F6 H23H Hg & T
20154F 12 H18 H #2819 H Fr & F) H1 i No . PCT/ JP2015/006323 o £F — L2 sz 5 0 , A3 rh
PR OER) LA KA 2 /A RV KR R PR R B X 4 456 505 bR L F
HE A FFNo . WO 2016/098357 1146 2a 1 1a 1 1bBY 131 BT i [ VHAT VLS (1) F 448 48 5] (19 2467
ZEBRERREAFT 2016456 H23H H 2R T 2015512 H18 H A K EH Fr & F HiE
No.PCT/JP2015/006323.

[0226] % Jik

[0227]  ARAFW—LT7 K EAERE LI 2 K SEQ 1D NO:24.SEQ ID NO:
25.SEQ ID NO:26.SEQ ID NO:27.SEQ ID NO:28FISEQ ID NO 29.7F—estifi i, £ ik
S BT A A — sty 0, 2 K5 SEQ 1D NO:24.SEQ ID NO:25.SEQ ID NO:26.
SEQ ID NO:27.SEQ ID NO:288{SEQ ID NO 29 B s AT — S e 5 51 4 /075 % (i,
80% .85% .90% .95% .98 % 5599 %) [F]—

[0228]  ARAFHH—LeT7 M K EAEE LI PFIR 2 K SEQ ID NO:30.SEQ ID NO:
31.SEQ ID NO:32.SEQ ID NO:33.SEQ ID NO:34FISEQ ID NO 35.7F—esziir i, £ ik
SRR AR AE— s 7 S0, 2 I 5 SEQ 1D NO:30.SEQ ID NO:31.SEQ ID NO:32.
SEQ ID NO:33.SEQ ID NO:348{SEQ ID NO 359 fi /s MIAE— S e 7 51 4 /075 % (i,
80% .85% .90% .95% 98 % 5599 %) [F]—

[0229]  SHu-JR WU KA R /7 AR VAR KA 1) 28 P 55 4 1) A

[0230]  ARAFFRITT P Jo 5 A SCHR BER AT P A 5 4 BOAE S5 4 IO i Ads « A S f
PR TIAEAE S8 B BEE U 5E RN g4 A T4 A4 &N
for (B, ARV AN ZR) B3R AL, AT 58 —$iid 5 H R A 45 5 10 45 RAE 5 —Huik i
AN H5AAFAEE PRI IE LT 58 —PUAR I 454 A b mTRS T R B A1 o Ho b B85 — hid 5 5L
RAT I A WAL — PRI AZAE T AR T Hb B AR B AR T7 2UAT DU IR PG O, (HAS 20042
TX PR 0 o R B0 AR Ui, 55— AR AT DAFI I 38 bk 5 R AT 45 6, A 58 hu AR 25
— Pk AR NLRAT I 45 A o AR , 75 DU ml s St 1 HL e Podd 5 H R A BURCAR 1 45
A R R EORBUE N REEE) , IR BRI I A8 SO 47 26 HOAHRLI b7 o 52
FIAE 58 4 B HUAR TR 3 7EAS A FF B G Rl A o TE 03X SIS 5 4 BS54 R AR ML (g1l 57
AR A R B 5L R R A B A 4 A  RAUSECARN FO HR AR, X R 5E 5
A/ BAE X s A i a ALRE BT DA T A SCRAR R 7 V80 /Bl A

[0231]  ARAFFHITT P J 5 A SCHRBER AT P 5 5 BOE SCSe 4 i o 76— EE S it 77
A, PUIE 25 A 785 AR SCRR AL BT B AR AH [ 1 R A7 A B 3T o £ — 225 77 P, Wik
W2 G AER AL 15 BUSE D S IR IR AR L N, Wi Ad 455 AE SR AL P I o £E — B8 S 77 20, A
SCH BRI AT AR 25 G A2 AR SCHR AL AT AT S AR Il 45 5 I R A2 1.2.3.4.5.6.7.8,9. 10,
1131213, 148015 R FE R R FE N .

[0232]  7¢ S —seJr b, AR LUK T 107 MAS oA R 8 13 5 2 1) (0 S 46 i 5 s K d e
B X -5 G 25 AR SCHP SR AR AR AT B J5 (g4, R VAR ATl 2= /3 AR LA R H 1 2R o A
Hee ity X, Pk L 107 M- 107 MIE [ K 38 G B3 X35 G 45 A A SR SRR ATAT 3T
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[0233]  ARAFFHIJT W 5 AR SR TPl 5 5 45 & JR IR 6= /IS R K
IR Bk o 7 — B S2 e 7 2N, AR AE 5 AR SO A AR AT S A AR ] (1) R A Ak 45 5 TR L
ARG /ORI 2R B, £E— SR 77 S0, AR SO R BE AT AT AR 45 A 71
SRV K ATHIZ /BRI A KA R tol Loid I EIA7 S AN B T B F tol Loi d X247 & 4k
BB I o AR B S 7 AU, A R AT SR 4 A AR JE VLA AT R /A KA
il 2 B AR 8 2 A U1 A7 s b BYORH 1 B H A4 2 1 A A Bl T 4247 i AL BB I o A S —
S 7 AR, AR LA T L0 WA Bo AR A R LA KA 25 /78 DR LA K 3o 25 22 1) F P-4y i
B KA g 45 A IR VAR KA 2 A RV R 2 o AR e sk 7 s, S A it
(KATAT T4 5 4 A U AR DL 107 'M=10 MY Bl K d 45 25 SR LA KA 2= /9B AR LA e i 3%
[0234] A CHp SR AL B ARART U A m] LA FATART G i (1) 7 VR 3R AE o B T, — PP 7 ¥ 22 %8 3t
JR 5 HE G RMECROAERE ARAEE T2 T EANMEBAEE A B BRI A&
% BFEET VA -PUR B AW S AR S0 52 i AR DR Be R AR o i AR T A UK I
S8, AER i, Har lowfllLane ,Using Antibodies,a Laboratory Manual,Cold Spring
Harbor Laboratory Press,Cold Spring Harbor,N.Y.,1999f) 28113 S ik i . 7F 40
Sefifrp, RAAEEI T LT ik 5 HE GBI P51 RAL AT UL G MR 47, BIA & FE R —
RABEIR AR, B U BRI = 4EAH BAE R M R R A7, HoRTREAS 2 L IR &5 E 51
—IEHEE (WIS G M7 51) v o mT LA 4 B ECA B (19T, B H Hb) AR AL A (B, 5271246
ZHERK) WK BT 5HUERE G 5 £ 5 — 2w, fik 5 H 4 G i 2 fr vl DL
FHIRE B b i 7o 20 i B 2 IR FE I8 BRI 45 A 78 R G o i R PR 2R I R Btk e &
T b B AR ) T 5] S5 A B AT L b BT e e e A R B H S SR AR I R B
55 DA I 04 1) s B2 1 o 48] 4, 8 DRy B AT DA JE ik POR ™ A= FH SR F5 78 T8 MR 2 B IR ) A7 AE
AR S SRR PR AR 5T U SRR AR I B 0 B 45 6 98 Fa i ol S e Rt
Fi2 L K DN o S 2 2 7 9 T DA 3 {587 P AE R T A SR ) 2R i Je 7 T B LR 1) ) K S
(e TR AR ST ) R 58 o B, H 8 IR v B PR 58 ST T RAAE Tl 3R 45 40 i b D e 5 Dt e
B EE G o AE T3NS R, AT LLHEAT BUR 45 A 45 M S 15 48 | 465 A S8 e Se 30 AR 24 R 45
R AR DL B RAL S A 7 B0 L R I AT/ B0 B BRI o 61 4, &5 M3 A 4 s 36w DA A
Forr JFUPUVAE KA 2R /AR WU 138 2 IR & P A Be 22 ROk B 25 UTAH SR R H Bt J5 v
EASFERE A BT (TGEBER I SR I3 — BBt (31, GDF11) ) (177 31 AR (52 #) (1) B bR
JE I RAPARBEAT o I VP Al oA 5 R LA KA 2R/ ARV KA R W& A, T RAVE
e IR BON AR & A (0 B

[0235]  BE, 5a i Al LAE O A4 S AR SR 0 e PR AT A e R S I 4 &
5 HEHUR IR R AL T 540 Bt AR GUBH AR N " A1

[0236]  FRAATA 3 () 7732 0, AR SCHb BT a B 3R A A B 732 AT DA FH T 15 2 5 - IR
WA KA 2R /P RNV A ZR A 45 A A SCRT I 1 JEIWUAE A 2R /98 AR LA R 40 o
FHH DB ANRE R/ X B AL, Juik 5 IR LA I 2R /3 AR LA AT il 2= R 1
ISR 5 0 B i R 1 — N B 2 AN B9 AH AR AT DUd I 5 R A DN 52 o 440, T DL 8 A
g5, HAH R AT DL 5@ SR VAR B3 22 /38 OR LA R 25 o B B 8 5 oA o () — AN B
ZANIRIE AR o T I PR S, AT DARA 8 A2 7 SR LA A 2% /3 AR LA A i 25
[ R A S PR B — DN E AR TR AN, B 38 B 5 VA WS S a3 A A S AR
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AT BAR A T80 5 b $UAR I R AR B LA A A i 2/ 7 DR LA A ) 3 A b A e -
JEUA A 2/ 7 AR LA A 2 A 5 B UL A A i 2/ AR LA I R I T S5 45

I
= o

[0237] 454 SR DUAE KA ZR /3 AR LA KA 2 (1 Bk 7= Ak

[0238]  Z FhU AT L T 3RS AR A I UE B IR 455 R B 9140, fidmT LS &
ZHDNATT V277 A o B v B H AR P DL IE I AR 4R O ST vE A 2R 229 (& W, 9 i, Koh Ter A
Milstein (1975) Nature,256:495-499) K74k . LLIX Py 20T 1 2% 22 988 SR 5 o R A 7
2 QOB IR G S W Bt 43 By (ELTSA) M [ 55 B 48 24k (4140, OCTETEXBIACORE) 43-#fr , B 4T
308 DA 45 8 7 AR R S PR L 45 5 18 0 BRI BUAR I — PPk 22 Pl 58 98 AT R 18 2 DR
Al RL AR S g% i, 49 fn s B B R ARAEAE R 2 AT AT ARAR B B, DA S L3 S M ik
(40 , AR ST R S B R A BUAE B BN AR N BRI ARATT R AL o il 2 TR ) — FhoR
P ) 7 320, 7 1k A AR B L B (I, scFv) iR 1 R34 S0 , Bl , W TR AR Bl A%
WA J TR S PE W T A J R 53R T, 971, Ladners,U. S. Pat .No. 5,223,409 ; Smi th (1985)
Science228:1315-1317;Clackson®E (1991) Nature,352:624-628 ;Marks%s (1991)
J.Mol.Biol.,222:581-597W092/18619;W0 91/17271;W0 92/20791;W0 92/15679;W0 93/
01288;W0 92/01047;WO 92/09690FIWO 90/02809 ,

[0239] [ 7 ¥ A 7= SO AR Fa e BB (ol JR LA K dil 22) vl LA T % 4k A 3)
Yy, a0, WE A s, B, AR A BRECRER o 72— S22, JEA B /N

[0240]  ££ 53— St )y b, 8 va B HUAR AR N Zh3RAT , FIOR 5 10 FH &3 1 B A DNABE R
e, B, ke HT &G iiEfZmMmerc f@mid .z W4, Morrisonss,
Proc.Natl.Acad.Sci.U.S.A.81:6851,1985; Takeda®s ,Nature 314:452,1985,Cabilly%s,
U.S.Pat.No.4,816,567;Boss%% ,U.S.Pat.No.4,816,397; TanaguchiZg , BRI % F) 25 FF
EP171496 ; KM & F) /A F10173494 , J2 [ £ FIGB 2177096B.

[0241]  XtTF BAMIFUETZEF A, Z WAntibodies:A Laboratory Manual,eds.Harlow
% ,Cold Spring Harbor Laboratory, 19884 FHAS SRR il TAEAT 53 5E 2RI A 7
A B R R I SRR .

[0242]  ARANFFR— LT ¥ I FH 2 0% B R BB A ) 1 40 M - 1 =40 AT A2 %
B AZ AN o A7 AE T 1 S 40 AR 1 22 02 1 IR B0 T AR 5 380 i = 240 i ) 2 DRI 2 o B L T
PACRFFAE QL AR A o 1 S 40 P DU AR AT IR AZ B AZ A I, G A B L B S L KL B )
BN 20 o AE — e S 77 20, TR 0 A 4 T, TR S ) IS 5 i) S TR VY T R ) T
86 R IE “JFEAZ 7 KR AT LA FIDNABRNA 7346 AL B0 Gt F T 3R SuAR B B S 5 2R e
FEM BT A0 o 5% i 32 AT DA FE AR 22 IR B M DA Sk =2 UK BH 1A 40 T 2, 491 2, DK B A 1 B
P&V T A D 5 EC T AIURY L 28 AT 1 o« RE “E I BB B S B s
HEZN W2 B, 46150 , 5 FLEh 40 . , TINSOF CHOZH g o B e T FE ZH A4 7= A i A p 4 1 1 32
2% TR b R A4 B O % 3K i 1 B T LABE AL BORT DL AR AL I o BUAR B R 9%
BREE VR AT DAL R 4 P I 2 PR L PR TR

[0243]  fE—2esji /7 rp, — Hak O @ I NE B G £, 15 Bl LERFEIE A T
HIRIT A RACE R SFAE T, DI BT 2, n] DU AT s SR 0 et HSE Ve /B —
FARSE RS PUR S & B E L S sk A R B BN 4iAL ; 2 WBeychok, Cells
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of Immunoglobins Synthesis,Academic Press,N.Y., (1979) .[Kitt, Z % EEECE LS A
A, HoRl 5 P AR BUR BRI 45 A B R4 B SRR 18 AN i AL R R B , DL ik i
LB, nT LTIk s g v B i R RS AL ™ .

[0244] B Ak () 1 3= 40 B ] DAAE K e 2 Hh ARG F R AT FAEART -6 0d I B AR 35 35 DA SRS S A 4
Mo — HRIE, Al L R G R REE M E R e R skE R B8 Ei s &
BT DA 4% RE AR AT ) A T RR 24k, O FR IR IR B D TUE S S Ak A B VB L UK S5 5 s 2
Scopes, “Protein Purification”,Springer Verlag,N.Y. (1982) . HiEEPLR LS & H BOR
J& AT LA AR K B 7 A | A B 2R A P B A R S 43 o D A B SRR I U B R A S
Jr B 43 B AN A Ak m] DA ATART M 77 20, a0, 0 , o w4 e il 40 B R S i, il K
A58 R A oA 1 1 X1 B v B B 22 v R AR I A

[0245] AR\ T T Je R 3898, HoAR (LT R ZE ) B v B A4 SR o A R B3 A ARAS
Jo I 5 FR W3R A S PR 3R LI B AT 2, K AR I 2 22 Ja 4 i m] DA e T e 3R 18 0/
BB 45 A 1) T 1) P A DR R ) A D o TR ) P 2 (R AT DA ‘. R mRNA S % 5%
DL 42 cDNA o 7£— 22 525t 77 A, 3 FEPE 58 X AT LA 5 AN [F] [F] A A (1) 3 4 i X A8 e Bl — i
THRR o AT AR X AT DL 32 DA b BB F v X o 2 ANFyIX ] DLZ 42 DA 7 0 ok — N EEAR I 45 A
B 7183 AT AR i A 10 B A AR A 6 o AT B R 53 ] DA T oAk m] A8 [X 1 v A
HAFTURR AR o

[0246]  fF—Lesijfa Ty A , SRS g i EL B AN / BURR E I AT A2 [X (1) 08 B A% R FF 4 A\ P DA%
b B byt H 2 1 3 A 1) SRR AR o T DA 22 P AR ) 1 A o AR st U7 5K
L U LB 18 S 40 BN T R 0 AR ] Re e A R o mT T — E R ) i Y R
) A M F A HECHOAM A« 29341 M BINSOAH A - AR BRI 456 F B = AR v DL IE I /R 18 A
T8 UM KA G bS5 I8 BB 35 46 A D By IR R B2 1 3Ok I#AT IR E BT
JR &5 G b Bonl DL I 1 H MBS 354 73 B R BT o 38 2 40 m] DA Bt B 4515 5 IR i
PR WA BB FR s (EAE AU P AR R AT RE Y o

[0247] AR FFIEAFE G A SCHTIA BB 2 /0 G5 2R i AV BERY AT AR X 2 4% 1 1R - 7E
— LS Ty AU X 2 AL IR SR AE Y AT AR XA Bl BT — 208 AR B AR AT AR [X
VHAN/BVLE 2 /b — AN B AN 2 X (CDR) «

[0248]  ZmbdiARE LR 45 A v BL B 2 4% B BR 7] LA AZ , #1401, DNA | cDNA \RNABS 2 & hli ™= £
[FIDNABRNA , B B 2 B B A A AT AT X L8 2 A% IR 1) A 7 AR R B % R 4 F o 11—
BE St 7 A, 2 A% RS B B 43 o IR FE R AR AT LA S VR AE A& I 1 40 e A
AIE R A T IR B AR R — PR, bR R

[0249]  fE—2Lsija Ty P, 2 0% 1 PR AE Mt ZE P 3R A 4 b1 5 2 i S0 Vi AE B A% B AZ 40
M H RIE o 2 A% BRI FRAK AT FE 22 4% 17 R e S5 il AT 0 PR (1 mRNA o B TR 7E S AZ A L, DI i 7,
B2 T A P A 1 U 45 TT A A AR ST AR N A RN o e ATTRT DA A s e S ks s ) 1
18 7 51 S (e 33k 5 53 25 1L RN G SRR B M R -AE T o S /bR VA% ot T DAL 4S54 5% DL B
BEIG TR A/ BUR SRAH S I B IS Y 3 30 X 3800 S0 VR 78 JEAZ Fi 32 40 i R R 1 R Re Y
o aEE, Bl , KA R IPL.Lac\TrpikTac B 3+, H 0 VFFE EAZ T S 4 =ik
14 18 928 70 1 1R SE 91 2 B R P I AOX T B GAL 1 Ji 8 B 720 FL s34 A H & 304 40 o w11
CMV- 5 3. SV40-Ja 35 RSV- i 3 5 (57 IRAR R 55) ~ CMV-3§9 381~ . SV40- 3% 56 5 B ER 2
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HNET-

[0250] [k T £ Btk SR IA ORI, X B i AR nT DL R Z 2% R R R B R &
1E{55 , WISVAO—5K AR 1 B tk— S -AL7 5 b Ah , B T BT R I R IA RS0, el £ ik 4
T B 40 [X 2 B0 I3 B SR 1 2 P B R DL NS 2 1 IR B 4e bS5 B3R
ST BIHIR S T P SRR R IL 77, R Ak i gE a8 55 S BRI B & 1 i B L
B A3 o W B B N 20 A1 5 SR K 2 T B DLE MM AH 2 2 ARk b, AT DA I gm A A H
R e 75 e Pk (40, 08 1) B ZH P )R A o BT A 24K 1) C—BRON- A o 65 Il K P it 5 2
A IR 2 % T RT 5

[0251] 75 —ueszjE 7 30 rh , g Al i B A/ Bl 55 1Y) 42 /D ] ARSI 22 4% 4 B T LA g e A
Gy IR A RE BN — N e Bk B 0 BERY P AR IR R REHE , 2 A% R 0] LAEARTR] B 3 14
il N T AT DA S kb A i TR IA L A, — RS TS SR AR, R M R P T8 TR
(1) UKL KR 9 55 AR B A, O3 G AR B IR 45 5 v B S 5 BR AR 1) BE 1 P AR 3 1)
ZG IR AT 5 b HAR T 5 — S SR EE AV RERY Pl AR 2 - R4 6 o

[0252]  fE-—sesija Jy U, RISEGFIE A EAZ A8 F R IR LB e 1
%18 S AN B AR AR T DA AT A% 1 R 3 65 2« Y5 0 B i B e a4
SRR IR A IR B TR B B TSk RO BRI SRR B AT DL A T3 0% 2 % IR B 3 4
B B R e B e (Bt , DO AR TR SRk R s B R 45 & B BY) - 2 FiidE B 1 7 v
AT HE A B A o AR Be STl T I, 2 R IR AN s 4 T DA E A B TE SR AT
IR B H bR M LS 2 A% R (T, S BRER 1 BE) S BN/ BURBE AT AR S g b 7 )
IR 1 P B1) 3R] DUE R AE 1 i B B s 40, 1% AR 41 i TE =10
FAT AR

[0253]  f&/fi

[0254]  ARNFFHIFURTL SRS A BerT DA PR AR I AT A8 , S FEEAN R T, B 5
BRI T R I R AR A IR TR PR TR DE R R S B T T I M 4
Ji 5 0 TR DA e 5 DR LA A I 2R/ 38 R LA R 3 b 3R 1 S Ak i o TS 047 o m]
DAfS A 18 B R B 5 AR A R 22 IR A B 48 5 Bl o [R) 44 (o, 461, 422 3k) 1)
FEHAR TSR A o A3 PR T 10 A PR 1t 1 i 497 58 S R e 4 A P e T P Tl R R B L
Pt 0 W AR AL B B 2 e MR I 5 5368 1) Sl 22 B W I A PR ) e S A, R R R S AR/ AR
VEMBUERED /R AERR 6 B HE R P S 55 Y 2= TR 5
MR TOCER T SR SRR GO R FH B R EGR AL O s RO B L4
ALFEE K s ARV AREW AR RR il PR SE ] R 2 R mi b AR B RO E A HATE
(Y TECES T2 Jo ) S A9 0, 458 U P 4 B s, 0 5 R SRR BICHL " TBUE PR I S 2R 4, 48],
(131I , 1251 , 1231 ,IZID \ﬁ)t!}u{ <14C> \ﬁ <358> \ﬁ (BH) \ (115mIn, 113mIn , 1121n , 1111n> %n,%;Ejl_‘ (QQTC,
#mTc) B CO'Ti) VB (*%Ga, ®"Ga) VAR (C°Pd) LAH (Mo) iR (**Xe) ViR (°F) < **Sm.Lu. *%Gd
149 M98 10V h (M9%H0 0V LTS L BOR L 1BRe P PP Rh L FTRUL P3G e P Co . 5720 B0 ST  BEP  19%Gd
VYD M, PSe A (MPSn, S o ARG A R RT DA P A G R B B S A A S
(90— S LA B ) 22 /985 R UL AE A 400 1) 22 e A A R B 5 B ek o (R A (o, 490, 22
%) (AR AR R B & o 5 TR T 8 1 = DR LA At 28/ 8 AR DL AR B A0 ) 28 oA
AL T A S BTk 2 8 4
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[0255]  Z5¥4H &9

[0256]  —FhERZ PR LA KA 62 /BRI R MG R PUE T DL 5255 Bl 3210
Bk R (RS2 R 1R G LU O T 22 /5 -5 U9 AH OC 1 2 o B AG 1 25 AL &
Mo Pl ()7 B R 8 U5 H A VIR s A2 (RILIE L, BB A2 W TR A7)
BAFTIRIT RSB A A FI 255 ERT 252 BFIROE ] GEid) (BREZE M) S22
AGIHEARN RFEEM B afA .2 W, #10,Remington:The Science and
Practice of Pharmacy 20th Ed. (2000) Lippincott Williams and Wilkins,
Ed.K.E.Hoover. fE—/SEHH , A SCHTIA B 294 4 AW 5 i — Fpalon B bR b i A ]
R/ FREE -SRIV AR RV H = Piid

[0257] R B J7 v iR A B 25 W0 406 W m] DA 25 R 1 iR BRI O AR 2552 BT
Bz 34K R ) 5 Fa 2 7). (Remington:The Science and Practice of Pharmacy
20th Ed. (2000) Lippincott Williams and Wilkins,Ed.K.E.Hoover) . A] 4352 f{) # ik L IR
TE B R FRUAE BT AT FH 0 77 & 0 B2 o6 T 452 3 2 T s i, 9 EL AT DA HR 2 o e 1R
Eh AT AL E A LR s PreU R, A0S HUSR M B AN R B U s 7 B 0 (- )\ e e —
FEAR R 7S U (hexamethonium chloride) s RALESE R RS s AWy T BEECR
R 5 0 4 R O R R e s S 2ot 4 R A PR R R R B0 e RO TR IR AT B 5 J LR« 1) R 1%y
OB s 3-)0GBE s FH ] ) s IR0+ &= (IR T Q10 AR 19 2 1K & 1A L, i & e 3
I A B E SR E O KRR AW, I3 SR el s 2 5 18, W H 2 A A B i R
KB  H 2R RS 2 PR B 2 1 5 BRI A i oK A A P2, S A &R L H B B
RIAG s B G 70, GNEDTA s MBS, e B L H i B L i e B L R I s RS I B+, s )8
HEY W, B-EA RE A s A/oEE S AR SR, WiTween™ Pluronics "B % Z,
I (PEG) o 255 BRI 2 IR AE AR SO 3t — DR

[0258]  FE—dLspipfrh , R ST IA K Z9MA G A& S A - BNV AEKINHIER /BRI AE K
0011 25 B0 AR B9 N8 B A, & 8 AR AT DL E AT AT A S R VA &, WEpstein®E,
Proc.Natl.Acad.Sci.USA 82:3688 (1985) ;HwangZF ,Proc.Natl.Acad.Sci.USA 77:4030
(1980) ;s FIU.S.Pat.No.4,485,045F14,544 , 545 A 1) o ELAT 3G I 18 PRI 8] £ i o4k 2
FFTU.S.Pat.No.5,013,556H o Al 47 FH I G JSuAAs ] DA I e AH 28 % 72 A T g e IR
Tl JIEL [3] F FPEG— 7 4= 1K) Tk M 18k 2. 1% i (PEG-PE) Y JIg SR 40L& il 4% o Jig ik s A TR 2
FUBR /N ik g 2555 DA = A BT v LA I TG A o

[0259] - JEU VAR KA 2R /75 AR VLA 400 ] 35 470 4t AT DA A0, 1076 487) 2 e o 58 2R B AR B
TE I S R A A T R A, 43 i AE AR 2 iR R e (9, TR A L 1 R T
BR ALV AR ORI 1 ) BSOREL L (%) 8 R A 4 2R B I Tl I AN SR (R R T
175 T P ) PR 2 N PR B B R 2 BT D2 A , 2 WL 71, Remington, The Science and
Practice of Pharmacy 20th Ed.Mack Publishing (2000) .

[0260]  fE L s, A SCHTIR I 2540 40 & W mT DATC il B e S B JEOT 20 o R SR i 1 771
(1) A 3 S A1, 58 B A A ) [ AR i 7K R SR B D 8 T L o, 1 O O ORI T X
401, JE B R S o o SR TS 2 SO 1) S A9 B SR K B (B, 5K (- F2 £ 3R L T A IR
) B (2031 JBEACHES (U.S.Pat.No.3,773,919) \L- A &M T- 2 - L- B A R BRI 3t
BN AT B AR 2055 2 W 2 TR 1T P A 1) L IBR - 2 B R AL SR ) A LUPRON. DEPOT™ (FH 3L
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1~ £ T TR L TR ) RN 15 o TR Bt MR RS 1) PT Y B k) LB 7 T R IR s R R -D- (5) -3~
RETIR.
[0261] T4 PN it ) 250 2 A W0 Z0R TR TR I « X 25 5 b 497 Qe ek 28 JJ T (1 o i e )
SRR BRI TEUA A A — B T HA TR BE N i O A2, o, B ] i
S 7 I ZE B E RV T AN M
[0262] AR SCHTIR K 2304 A P mT LA A B A 75028 2 e 3510 HL 7 PR R AR 7R R 7R VA
SRR B, F T IR 8 M E B R i P B0 I RN BN [ 7 FH
[0263] gl & [ 4 28 A 4040 v 71 36 P e 23 mT DA 5 24 AR VR A, 492, o 0 R 3 2
T RGERY  FLRE  BEME L (L AMEEE VA O T TR O R R B L W R A b e, A e 2 R
FEF, 140, 7K, BT B B AR A FF AL A B L AE B M 2525 B T 32 1 2R 11 35 TR & )
(1 [ 44 T 1) TR 2EL 5 0 o 2 2 X B T SR & R 38 R, B R VS MR TN
Wb 35y )b 3 B, AT A2 A 4R DAER 25 M 41 53 R S5 R0 SR A 7R AL A 7] AL R AT A 2
X — [E AR TR A A PR G A A0 . Img 2 Z1500mg [ A 28 FFRE PR 2 1 B3k 28
BT AL B AL A SR R SRIEAL TR T AR B 5 A b A T DA L 45 A L 31
FIAL A0, 7 FRIECHL AT AL o s R A R R A G 4y, Ja 2 i R aER e
P2 R0 43 o] LA I BT 2 4 B 2 A )2 FH T X0 B b 0 B A O S e P 2L R 4 e 8
M ZFa W BB R R 2 R R AT A T IR RIS Z B0 2 R B R 2
ﬁ%ﬁ@a%ﬂ%é}@a 5 R S R RTGE BR AT 4 2 (1 X Bt R VR A 0
[0264] T AR R PR R L R AR R W R A S ML R R (B
Tween™ 20\40\60\803285) FOHE L AL BB (140, Span™ 20.40.60.808185) o ELA F I
PR IR 4 A BRI 750 05-5 % [ R TG PERR), BT BANO0. 1-2.5% o S ER A, an
B AT LA I B R4y, o H e B e B e 24 5 BRI A
[0265] &3 () Ly AT LA A7 W AT 43 A G W L il Intralipid™ . Liposyn™,
Infonutrol™. Lipofundin™HILipiphysan ™l . i Pk Bl 43 AT LAVA fEAE TR & 1 FLIRAL &
Wep B 3 R 3 T e T DAVA A AE S (91, KV < LA Y KRR VR < 2 RR Y TR Y B A A )
L HLFLIRAE ST (40, SRR E K SR BOR SN IE) AR & HTﬁ/EJZ JSLFR fig, AT LA
IS © a3, A8 n Y ESCR  RE DAV T FLIR 5K 77 o A 1) FLVBROE T B 220 %6 1Y
JHT, 40, 51120 % 2 T
[0266]  FLIRALA W] UL IR A HU-EUVE KANHI R PUA SIntral ipid “"BIL A Ok
I ORI VR A AR s,
[0267]  H TR ANBUR AN WA G A FE 2525 bR 252 7K R BCA HLE I BOLR 54
HH () V5 TRRH B TR TR SR A AR B A 2 B ) mT DL bl B R A IE I 2525 Enl 2
(R TR o 75— e sl 7y 5P, 4 A il ik 1 i B B P W i 72 e P FH TS BRI S B R AL
S o
[0268]  FEA U Jo B 1) 24 2 b m] $2 52 B9 70 b i 4 & el DLE I3 A AU S5 AL S AL T
AT LA Z5 Ak 2 B 0 B 55 102 mT DA BT I B L K R ) M L R PRI ML o YA VR
TP EU AR A AT DL DUE B 77 2k il 0 2 . (PRI 48 DB & B ) it FH
[0269] - JR LA KA 2R /R WUAE KA 2= ok F -T-v0 97 50m /B S 16 i id
[0270]  ASCHTIR BB JEIUAE KA 2R /98 AR AR KA 28 AR A ek v 77 S L9 A %
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(1) 9 B A5 o A SCHR AT Y, ARAE “WLRe” 2 fa L rh LA 438 1B R IE DI Re I UL =
995 30 FEUILTE 7 WU B0 56 T 57 S e UL PR (%) B 8 JUL I UL PR 2 975 o 7 — S8 52 7 =2
i, LIPE A2 28 A MR o 28 AR ML B3 , (AR T8 97 2R 0 WUR L L S0 R MR IUm (B, 28
PRABUIF < 2 /0% (multi/minicore) WU AN iz L) S A LS - 5 i o J S 1k UL
I~ 2 MWL A PEILIR (19, 058 D b AR R T o I AR e A o 7 — e s 77 U, LG
SEIRBTENUR SRIFPENUR BFE (B T 4MNEY 575 S 1 Us (6lan, 254 5 1 s A
Wz sz U B RS ML el T e SR S 8 N0R) WWLgs (B, BEALgg . 2 L5
AARARII) E AL NS ESUNE i MIVLAL & A JRIE (myoglobinurias) , 2k FHIMESE
U o E— Lo st 77 20, WLpe A& 2K FH I 2240 , 0 mT DL B 4 (B, 55 4m) B0 s diids (4l
w1, A R (SCD)) Bl o AE— 25 77 A Hh, DU 5 Wil 46 M8 B R BEALE (ALS) F
BEMEILZE40 (SMA) « FH T8 2235 L ATDS. O JIE73 F/ B0 5 B30 809 R 4 A5 A0 17 52 9 B e 1
FHIG AE— 285t 77 o, MU 5 2 Aok .

[0271] AR AFFHI 7 AR TT BA NI 325 (0 575 07 14 m 523 3 i FH A 2L
S R A e s Ty R WU R PEILR o £E 5 — SEiE 77 SR, B R ML A
FhRk 240 A e sk /y 20, 2k [ 240 58 ar I Ga B ey B e ERIUR B
BE A% B R RUAH G o 78 — B8 St 5 2, WILIR A% 4k R PEILIR , AR LR 433 2R 4 R T I
H 7R H g sEt gy 2, gk ok PENURE 046 25 A 4 SCRD G845 R LT 77 380898 - 78 ) — S it
J7 b, 4k PENUR A& 5 UL 4 VB BRI 2= 0 Ak BOE SR PENL B 45 A DS v & D A —
Se st 7 N, gk R PENLR 2 S5 WUE F8A R A IS8 AL LG 77 75 L e SE it 77 U, 4k Ok
PEWUR A& 58 32985 (AIDS Lo JIE 9 e BCE A A IS I B o

[0272]  ARAFFH H— T HAEFEGIT BA 5 E MR FIRBURIERN 2 FH W L. 52
A AH IR IR 7~ A8 P T 078 B LS, AEAN PR T D WURE. (GRS AH DRI ILIR B3 %) i 55 FERE IS R
=

[0273]  ARAFFHY 75— 07 TG TT A5 5k FIPE 240 /6045 AH 58 I 5 98 B IE 1 32 il 3
(¥ 771% o 5 9% Bl 22 48 /G045 AH 2% 19 7 491 Pk 0 90 BOR IE B 45 (B TR T 5 R EE 9 =
(TCU) Hr A8 3% (Y I TH) A SG B JILTE 7 < 58/ 5 4 B e« B 3 o U B PR W SCT S JB i 4 I 5%
TES L E T ARG

[0274] A NFFHI 55— 5 ARG T A W2 A PRI BURRE ) 82403 10 7925 o 7 M9 1)
PR AR VEGRBURE A5, (EAR T B B VE VL S48 F L2245 MG B R B0 IE ALS) -
[0275]  ARAFFHY 7y — 07 ARG TT A 5 0008 SR Q1) i BORRE Y 52 i I 71 5
AP S A 5 ) 7 481 PR B S B E LA S (RN IR TeiE IR PR O J1 v RS VR B B SR S
SiE (AIDS) P2 1 RH ZE M fps (COPD) A "B 953 (CKD) o

[0276] A NFFHY 53— 5 ARG T A 55 77 WL AH DG IR B 98 BORRE 1K 32 2 1K 7 v
71 A1 P 1 2 DL 0 AR i DA (RS PR T BB AS A ORI JUL 288 R P 9 B 400
PEA M7

[0277] AT 75— 07 MR G TT A 5 AR B RS RN /B3 S A 2E RS A 5% (1) 22 08 BT AE 1Y
AR W T o A — St 77 20, 5993 BOPT RE A2 IR RERE. (4614, T FE AR ) \Prader-Willi,
LT PRI B R BE o AELA , AT B S/ B B A4 2L s A 2 1D 5 4/ KD 0 978 B0 i A A AT
FEARN T BAEA N FF B P o

40



CN 108350067 A w Bg B 37/69 7

[0278]  ANHFI Fy— 5 ARG IT A 5 Ja R MU A 2C B 5 993 B0 E (1) 52 3038 16 7
o B e RN FRE , (H AR T X2 B LS U % e o S 1 v S i LS
Gt ARG PR R S AZ LI R A T8 AR 50 K M 4 4 RS R RR P LG

[0279] AN FI 75— 7 A FEIRIT A 5 NP 2 480 A OC 1 B0 s BURRE 9 52 & 1 7
5 N BIPEI L S 400E L, (H AR T AL EC UL S 45E | DL vl 4 L S48 35E | 1 JE AT AL 7Y
WU F5 A B AE (FSH) B RIS 2 A B OE

[0280]  ANAFFIY 5 — 75 TR IR YT A RN JR AH S ZR9 BURE 8 5 RS OAE) IR
AL B 27 A S MR- RS B R BB AR I 5238 1

[0281]  SASZHEA SCAFFHI 7, A RER LR ZGA AT LUE L A& & A5 T 5
BURITISZ 6 (B, N, s ik o it A 48 2, A B — BN ) PN 1 e 1ok e 8 Ay, ad i
LA IR P I BN B2 T ORI IR B P L IR TR N B R  A o FH T A 1l
SR AT T T ) 5 55 2%, 0458 S Ui s 2% i FRE 75 8 25 48, ] FH T A o RO il 370 T DA LB 55k
HRFH R AT AR A 5 AL B, B SR WA KA ZR /W8 AR LA K il 28 o dde mT DA
FH &I 7 B SR ER S5 AL, BB A T RO R RN o

[0282]  Rpidit A SCHTIA I 730 7 K 52 3 % 7T LR FLah P, ALk & A I L3 A
FEAR TR E 233 BV RIS ) N AURER 75 Z9R T I A2
RE T L B SN A SR s /B g (nbA B RTiR r R LL) 4T Bz e / e i ) XU
W B S A I/ B A I AN 28 B SR LA P 2R/ B AR LA K il 22— A DS R i B
B i 52303 T DUE S H W B A 560, 63, SEI0 = AG 56 28 B ThRe I L CTHIHE Bk 75 5k
S ) o AL A AEART X 2000 / R S 1) A2 6 3 T A B OR 5 / B i (1) — PR 2 P IR« &b T
P I /R R I SRS Hh (1) 5243 7T DA & LA s/ B s ) — e 22 R XU DR 323K 3
[0283]  fuASCHE G B AR & T8 AR EE 5 — Fh el 2 Bl B vE PRI A R T 52
W VRIT R FT 6 20 BTG TR A & o ARSURE AN AW, A SRR IT IR
I S JPRE IR B PR AR S (R RIS S IR AR T VR BRI EE) (VR IT RRSERT
) < [F) B 67 (U SR 1 ) (9 PR o A4 il FH i 72 % fR R 4 28 3 1 e TR B e A 1 AL R
T AR o 1% 8 PR 20 AR AN 573 2 Jn iy B AT DAASURI A 8 #0380 A ke o — M AR 32 (1) A
13 AN 53 B LA A 1) s R, A A U, AR A B ) 25 2 T ) o v 22 4 7 = o (HL
AT, RGUREL AN TN 8 A 28 5 T 5 2 i IR AR 28 i (R B T S AT L e 38 f mT A
WRFF AR E B AT T 52 )& o AE— S5 7 20, A R 2 4 2 DA B AR Bl ek 4 B A B 3 L
— PhEk 2 PlCREIR (1) 7 5 MR/ TR SR A TR) By LB S 3 L B RS K YR L By 1k S A
FHIR I — P B2 PR IR 5B K R R AE B i - har I 15 B8 38 0 B 3 o — VR 9T (il
w0, FEHEGATT ) (T R BOR YT PR SS PR B B R A A =

[0284] 7 — sty 2, 78 1) 5202 il FH JEUDLAE B 3 28 /78 AR WL AR K3 ) 22 A4 1)
1L, A 208 2 5 0 R LA B A L A 2ot 38 0 22 3 32 Fh B AR LA ) R = o — 1
St 7 =2 LR & 3G 2 S LA R E AL 201 1-fF 2D 2- 5. 201 .3
B A B 5 B 6 B T B8 B9 B2
5 B DA Z /D5 FREECE 2 (M3 . AR — L5t 7 2, LIRSS 36 2 508 BRUULEA
FREA AL R 2 R 10-f5 15 2 1. 5-6% 15 R 2- 5 i 538,

[0285] i SCHRfEE Y, A 0 RODLIA S &7 A2 46 T T PPAG 2628 (il FH DL AR 4
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2R TRV A KN R ok ) b ER) XF 3230 T B AR LIRS M R8I 2 BE bR e o 72—
W6 sz it 7 2, S R UL IA) R = A2 T L o 76— B S 5 3, St B UL IA) Jo 0 ok sz 6
SE o E—HE STl 77 20, X BRVLPA) o2 A2 A e FH DL AE S ikl 28/ P8 AR DL AR R F il R B Ad 1
ZARE T E PRI S  AE— e sty X rp, o REVLPR) &2 R A SR I AE KA 3R /7%
RV KIS R PR R 32503 B A B AL R L& (1, P i E) o7 — s 77 50
w0 REVLEA) BT 2 it FH R LA A 22 /98 AR AR A ) 22 B A < /i (o, IR B AE 2
B 32 T EARNLAIRY L& o A8 — 2o s 77 s, 6 BRIVLEY o & 2 AE AR S L AR 0
/TR VA KN 2 oA i AR 2 52 T JR LA KA 2R/ 9 AR LA 40 1) 22 e 4 Fir 1
XTI S B B3R AT 0 IR oA (9, 55 R LA R 2 /7 AR LA e 40 1) 2R 4 44 A [ 1)
PRI AR 15230 B AR BT & o 7E— RS2 5 5P, S B ILIR) o 2 2 AR B L AR
KAl 2 /A AR LA D d ZE ot A B (B, £R7K0) 19526038 B AR ILAI I 5 &= .
[0286]  7E— sty 2 , 784 52 il FH EUDUAE K 3 28 /8 AR L AR K3 ) S A 1)
oL, A R E 2 SA A TJ6E 7 (force generation capacity) AHEC A Xde 52 il &
B PRI A 7388 77 (64, 1 B IE B TR 1) #EF ¥ (horizontal perfusion bath) f LA
KA R GuAR SN I e [ B KA 77) & AR — e st 7 S0, AR 788 TR s 2 5 x0T AR TRk
A& o i B e =N S P W N e B B 1= S B N el IS B 1N P B OB N S
L7 E 1. 815 E /DL 95 B b2 B DA% B /D5 EUE Z B A ks
it 77 P, A TR IR R SRR AR TR TAHLE -1 5 FE 2R B 105 1 -5 2 1.5
5 - 2 2- A5V N R e

[0287]  duA LT FHI , ARG “XTHRAE J788 777 2 F8 T FH T PEAG 2644 (9, B LA KA i)
T/ T ARIDUAE KA 1) 2 BAd i b 28) 523038 A LRI 9 A= 7 68 J3 1) 52 e (1) 2 BRI o 71— 1
S 75 AR, X REAE F6E 72 T U AE o £E — B sl 7y 5P, 6 BB AR F78E A7 SEIR I R
FE—Se st 5 b, X BAR F768 7742 R it FH R LA 40 25/ 98 AR L AR K 40 1) 22 Ak 1) 2
W HARNLAI AR TT8E 77 o A5 — R8st 77 20, 6 AR 768 7 A it FH R U AR KA 3=/
VAR IUAE KA 28 ik i 320 B b B AR LRI A= 7368 77 (B0, “F 344 7188 77) oAE—
B s it 7 3R, X BRAE 7788 772 0 IR LA KA 2R /AR UAE K 3 2= Pk 2w (i,
IEGFAEH 2 /) 523838 B AR LRI A 7188 70 AE—2e st g a0, 0P BRAE iR D R AE D &
AR SR I KA 2R /98 AR ILAE 3 b1 2R BiAd i B AR 28 8 T IR LA A i 22 /98 AR L AR
AN b ZR PR BT X U B Sh 3RS 1 TR Budk (Ban, 5 R WLAR A 2= /AR TAE K
1) 2R AR A [F] (R PP AL A S 44 195238038 B ARILIRI I A2 7588 77 o 76— S8 st 77 =0, 0 B
A T188 1A TR LA AT 2R /8 DR AR R ) 2= P it A o (g4, #6) 1952 383
H B ARILRIIG A 71 Re

[0288] ZIGF G R, W3, — A B T &R E B, 5 A 5% RGEAHER T
s, A NIRA SRR A N idds , AT DA T AE 3044 (1) ~F- 22 JA AOB) 1R 30444 1 32 4 0% Rt K
i o Jitl FHAMZE AT DA AE YR Y7 I o i s AR, H— B0, (EAS 2 A SR B I -5 L9932 1) =
I3 / B B YR 7 RN/ BT R R/ B 2R A R/ BRCAE IR o B, A7 JRULAE A ) 22 /9B AR LA 40
i1l 2% 1) e 28 AR TR 7R T DA 368 B PHT o FH T ST R A R T8 1 45 o i 7900 A 2 3 6T A A0k
FARN R ARTEE N HAEAR N FFITEE A .

[0289]  HE—/NSE AR ST - SR LA A 25/ AR LA KAl 2R B (v 771 &
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A PAE VA4 TR B2 IR i it I MR v 2 30 B 08 - ME S T RS IR a8 3 1 = .
RV FE U Dh Ak, AT LAIE BR e / FEAS  Fa b -

[0290]  —fcdh , % T A SC R K ARART HuAd i it FH » W74 1 e 77 & ] DA 2 20 2mg/ kg o WA
FR B ), SLA G H TS T PL K280 Lug ke £ 30g/ kg 2 30ug /kg 2 3001g/kg %5 3mg /
kg, 22 30mg/kg % 100mg/ kg B 5 /& o (R AFART — F, B T- DA 48 S R 3R o A T2 JLOR B
K 1) 19 B e A MR B0 E , YR T R S B B A AR I T R IR 0 B L B SE I R B 1 YR
77KV CAZR A 5 IR DUAE AT 2= /98 AR DU AR 3] 25 A 9 140 5 9 B B A5 B OB IR & 7 4 12
(125 2577 22045 i FH 29 2mg / kg AT UG ) & , 55 29 1mg/ kg (I 4E R R E Pk , B3 A 09
— AR 2 1mg/ kg 4EFF ) & AH 2, HEFRIETT R A8 2 A R, Bk T-52 5t % Ay BB IR1F 1
29A08N 75 2 A R, AR — S - 4IR B 45 2y o AE — e sLi J7 IUrR , AT DA A 29 3ug/
mg-#£)2mg/kg (W %)3ug/mg £)10ng/mg - £)30ug/mg. £)100ng/mg £]300ug/mg . £ 1mg/ kg FZ]
2mg/kg) Vi [l [ 45 2 o £ — LeSEHt )7 Srh , 25 2y e B A — Ik RR2 Jl — IR VB4 — IR VBES
JE— IR 6 S — IR RET IR VRS JE IR R S IR B L0 JE— ks B H— IR VB2 H
—IR B3 H— IR BAH IR B H— IR B0 H— IR VB8 H— IR 10 H— IR VR B
Ko X VRT3 R 25 By b i 3k M AR AN o A M 0 25 25 77 28 (B RS AR dudd) v LARE
IR AZ K

[0291]  7E L 7y U, & T IR AR E I A N 38, AT BUE FH 20 . 3-5. 00mg / kg Vi [ [
& e e B E T 2 a0 & IR AL, B TR B MR RN MR B BR 7 5, DA
ANZIFI BT nZ5 0 A SRS E R) .

[0292] AT B I, H-JR IV KA G ER /PR AE A I 2= Bud 1 3d B R & Bk T
Bt 7 € Sk BLAEH) i /B g i S A B M 2 S uids i F TP B0
57 B I ZHTEIVRTT S BB I PR sE DRSS ) s L A2 87 g 1= I F S0 o AF — L8 52Tt 7 5K
Il RS AR it PPt — SR VLA A 21/ P AR VAR K0 1) 2 P L 21348 21 SE IR P 75 465 SR 14 57
o P TRV 2 /P8 DR LA A0 28 HoAds ik Tt FH AT DA A2 i 48 1 B A 3 T 6102, B
T2 E BTG F B 21697 PRET RS PR JoA 560 1 S22 2L e & .
Po- VLA A 2L /P ARV A A I 2R A4 (1) e A AT DA AE T35 226 B R s [7) B py B AR |2
TSR BT AN — RV ) B RS, 940, 755 RV R 6 2R /78 AR IVL A 3 22 AH 9% 1)
R AR YR S | I [ ) =

[0293]  duA S I, AVE “VRIT” R IR IA I A VSRR U R T e ek
T BIRZA [R A 5 FRRE DR B 98 / R A (9040 1 140 B 1) ) LA 5 JDLO0 A S 1R o / B i
9o /[ S IPRE IR B A A8 0 998 / [ s 140 AUt [ 1) 52 328 92 FH B30t P A 66 — Pl 2 Py PR 51 ) 4
a0,

[0294]  yel 4 5 S LA A 28/ 785 AR AR R 00 1) 25 AH G 1R 2 0 / B S0, 4% B3R R 0 1) K
Jr B i , B R o 1 B M PR R S AN W AR TR R T MR 45 B AR SO AT AT, e
AR 5 LA A 2 /7 AR IUAR 30 i) 25 AH 5 1) 5 93 / R 05 1) e o o5 3R PR < Dk
T IR KRB N/ BUAE 22 5 95 (1) 3 Je o 3P e 8 AT DA HLAT AR Ak 1) I TR) 4 5, B ke T 52 A/
BURTT M “EIR” BOR 0 1) R R B QBRI (1) R AR R 7202 24 5 R A8 7 v
I AH LY, B ARG AE 25 58 I TH) B A R AR 5 93 1) — Pl 22 PieRi R 1K) ] B8 1 R/ BB AE 25 72 I (1)
B PUREAR (PR B B 77925 o X AR () b0 B30 o B T4 A LA g v 2 R I 45 R M 24520
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Yl PRI A o

[0295]  ZRpa Ry “A ™ B “HERE” RO AE B I B R R I/ B i A e o B R Y e T LA
Fe AL Aar IS A R AR Il R B AR DAY o ABL , & R A4 AT BEAS AT AGr I FC) 33 Jg o 9 AR A FT 1 B
(), A Fe B R Se R B IR A AR M i B o “R ™ B G AR VR RN A AR SO Y . 5
WU ARSI B / B AG I “RAE” B R A BRI/ BUR K

[0296] 7285t Jy xUHh , ATk i 47— JE VA KA 3R /W AR LA KA = A DA 2
PALE AR A I SR LA A1 2R /v AR LA A 3 s = 3R PR UAE KA 2R Y 22 B /K s 22
1520% (171,30 % 40 % .50 % 60 % . 70% 80 % 90 % B 5 %) f & it I T 75 ZR 7 IO 323
B AR E KT T b, AR DU R ARSI AE A 3R/ T R UAE A i 3R BRI K
PIHIZ K2 A20% (B0, 30% . 40% .50 % 60 % 70% 80 % 90 % Bk T £) () = jifi il »
[0297] PR 2 @i AR N 2 CL RN 7 V5 m] T 1m0 320 e FHZA A &4, B T4
1697 B IR R AY B R A o 1X — S Wt R] DA 2 | e R A i L s Bk i
Hh IR ZE SR B 2 R DR I IE B A N I it i FH o AR S Al IR 15
Wy B AN AFER T VBN FRIK A LA S SRTT N BB IA SN B A B A Rk A A
PN VST BRERTE SR o 5340, B AT L4 AR S e g A2 e AT 32 k3, an i F - 3-8
6— HAAFVE ST B IR b B AT %

[0298] GG WA LA B & Bl R anE )il . — B L (dimethylactamide) \
PR PR i PR B IR TR R W TN SR R S I IR L S AN 22 ol (Rl P B VTR SR &
TR N K A KA PR AT DA I VRV A, AT A S iR A2 B
A2 BB 7RI 25 ) 1l 7)o A2 3B AT 452 52 ) RO 790 mT LS, 49120, 5% A5 HERE . 0. 9% &k
TR RS BB B & B3l A RIS 771 o JULIR) P #6179 4810 5 36k 8 470 A ) v 12 58 9 S T ) ]
DAAE 24 PR S0 5 FH K 0.9 % R 7K B35 %6 Fill 28] AR A AL e R e FH

(02991 AE—AsLiEJy b, - UV AR IR /AR WUV ARG 2R oA s A rl s 5 1k
Y B 1) PR a3 350 3 S8 B ATt FH o 57 U S P ) B 1 ) g 08 338 28 5 A ) S 4910, R i - S AL
A A 2R/ T ARV AT R A4 (1) & R ] R BF IR B R B 08 58, eV %
BPEEEN E SR EY) SR AE (adventitial wraps) iy IS SREGE HE
ARG B A7 fURE e R B B B B EL N H o 2 WL, 101, PCT A FFNo . WO 00/53211
AIU.S.Pat.No.5,981,568.

[0300] 0,7 2 A% H PR BUR IA A 1 VA TT 40 & 1) 0 B8 [ 3 16t AT DAASE F 32 44 A 3[R DNA
WIEF AR AR T, B, Findeis®, Trends Biotechnol. (1993) 11:202;Chiou®s,Gene
Therapeutics:Methods And Applications Of Direct Gene Transfer (J.A.Wolff,ed.)
(1994) ;Wu%E,J.Biol.Chem. (1988) 263:621 ;Wu%%,J.Biol.Chem. (1994) 269:542; Zenke %%,
Proc.Natl.Acad.Sci.USA (1990) 87:3655;Wu%%,J.Biol.Chem. (1991) 266: 3381,

[0301] A& 2 A2 H R (140, F A A8 SCHT IR i 30— JEULA A A1 21/ P AR LA A 1) 3R 0
PRI IRLS) (¥R 97 4 & WAE R DR T J7 2 b LA FE T =33t FH ) 249 100ng— £ 200mg 112 [ FDNA
Jite FH o AE— 2852 7 2, £9500ng-£950mg £ 1ug—£ 2mg . 2508~ £]500ug FI %) 200g-£J 100
g *IDNAB B e 1 % 52 YU Bt P AR R DR o 7 U7 SRR AT A

[0302]  ASCHTR IR TT 20 1% 1 TR AN 22 JIR T LS FH 25 DR 38 3R 488/ 3683 026 o 2 PR3 SR 4B A W] DA
IR ERECARRERIE R (— %= W Jol 1y, Cancer Gene Therapy (1994) 1:51;Kimura,Human
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Gene Therapy (1994) 5:845;Connelly,Human Gene Therapy (1995) 1:185F1Kaplitt,
Nature Genetics (1994) 6:148) X FEF Zwhd ¢ 71 i 238 m] LU F N YR B0 L 304 Ja 3+
/B R BCE RV B B A/ BUE R 5T SR A T B G R IA T DL A R A ) B 4
16

[0303]  FI-TFri 2% 1 BR (a0, Zihd AR S A FFR Budd) 118 FAE BT 75 i i H 1 I8 1
AT 1) 909 B AR A A AR A I G R Y o s 461 T 1 s B A 0T L (EAS PR T 35 4 0 o
& W, 640, PCTAFNo . WO 90/07936;W0 94/03622; WO 93/25698:W0 93/25234;W0 93/
11230;W0 93/10218;WO0 91/02805;U.S.Pat.No.5,219,740414,777,127;GB%FINo. 2, 200,
6515 SEPEHFINo.0 345 242) \FRERHEEAA (40, 7 18 R i ae sl i  ZE A R L Ao 25
(ATCC VR-67;ATCC VR-1247) ' #rin[95 5 (ATCC VR-373;ATCC VR-1246) F1ZE PN i L i
%95 (ATCC VR-923;ATCC VR-1250;ATCC VR 1249;ATCC VR-532)) K RiAHICH 55 (AAV) %%
& (00, 1101, PCT A FFNo . W094,/12649 , WO 93/03769:WO 93/19191;W0 94/28938;W0 95/
11984 FIWO 95/00655) . WiCuriel ,Hum.Gene Ther. (1992) 3: 1479 Bk (1 5 K i w55 3%
FE (I DNAFR Jite FH A AT LAATE FH

[0304] i m] DA A AE s 25 8 26 A A 5 V2, AR R T, 15 SRl i R0 s B3 1 2 B
RIEER Z TH BT HEEEDNA (W, 9, Curiel ,Hum.Gene Ther. (1992) 3:147) ; BoARiZE 2
[FIDNA (Z W, %40, Wu, J.Biol.Chem. (1989) 264 : 16985) B 1% 4 Jfn 346 25 /- 4 . (2 W, 491
1,U.S.Pat.No.5,814,482;PCTAFNo. WO 95/07994;:W0 96/17072:W0 95/30763 ; FIWO
97/42338) FIAZHL fif Hh A B -5 4 M JEE 1) it & o BRDNAH m] DAAT FH o 75 ] PR IR BRDNA 5| N T V25 4
A TPCTAFNo.WO 90/11092F1U.S.Pat.No.5,580,8591 . i F/E LR i 15 46 A 1 Hg o dA
A TU.S.Pat.No.5,422,120;PCTAFFNo. WO 95/13796:W0 94/23697 ;W0 91/14445 ; FIEP
% FINo . 05249681 . HAMK R A HE R TPhilip,Mol.Cell.Biol. (1994) 14:241 140
Woffendin,Proc.Natl.Acad.Sci. (1994)91:1581H1,

[0305]  ARSCATIA I i 8 IR &7 28, 00, & I HLATE &, BUk T4 E 1
AR MNZ SR R IT 5

[0306]  fE—esi )y U I — P - LA A A 2 /7 AR LA K 2R AR B
o- VA RAIPH 2= RNV I = SUE 5 5 — A& Va7 IR 44 7] DLt A T 75 22
TBIT RS2 T o 350 AT DR AH R A SR B B AN R o 3-SR LA R 3 i) 22 /98 AR DL AR 4
HlZR PR AT A5 R T 3558 A1/ BCRME 21 280 0 1 e 255045 A A8

[0307] x5 WU AH G I 00 / B AG IRIVE ST D 80mT LAASE R AR ART B3 1K 7 Vv o B 4 5
L8 AH 2 1 2% 98 / B 15 (1) ¥R 977 DR AT LA Ik Ak LTS 7 (B, PEAN WL 7 A =R 7 B
PR S JVUHL ] VP Al IR A 2 (9, VP F A 5T VAT P 4 i AT N UL B K F
ZL M i B Z2 A0 BEAT BUAZ DA 4 B) AV A VR4 (9 0, i A 232V H Sk A L iR A
BEAEM AL 2 RBAL 3 B SRVPAR

[0308]  FH-T-2%fF-5 WUm AH IS i / i s ) ik )

[0309] AR FF IS it T2 5 WLos AH IG5 90 / e 1 1R 7R 2 o 3 ARE (403X 8 mT DA,
FEAE P VAR ISR /98 ORI 2 s, 80, A SC BTk i HS L8 oh (4 — Fh )
—DEEANER.

[0310]  7F—2 s 75 T, 357 & AT DAL HE e HEAS SCR s (AT ART 73 32450 FH R Ui BH -1 . B
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F75 030 50 Y 5 ] DAL I P S LA A 2 /T R A RS A AR T B An i (W
ASCPTIR B RLL) IR B AR I R AR B M B bs 2w 1 U ) ] A — D sk
POd & TH T 82 AL 5 B B s Bom a0 MA I U o 72 FF e i seit 7 =X
UL PR 1 BAT B A X R PR A it P A i B

(03111 Hgi- SR LA A it 2R /T AR ML R i) 2R A4 14 B A AR S A 0 ] 5 — R L i o
T T HUHIR T 57 & 25 25 (8] R A IR 1 115 2 - 75 A% ) DA S 47 51 & K3k (1
), Z 5 E A O HAL & o AR A AR P SR A A U B PR A b 2 A 2 I
(s G P R B 4R ) b B 5 18 U A5 (ELAL A P U I 15 (49 4, A B A R A B
JeAr g BRI AR A2

[0312]  HR&EBA A I TUR DAL &0 69T -5 WU A S 0 20 B A5 e 3R % AR A/
B2 i 5 WU AH SR I I B o U B -5 P DA BRI S A SO I AR AT 5 T

[0313]  AAFFHIEA G A GG AR D &R AR AR, AR TN R T R
PEALAE (a0, B B My lar BREERLAR) 4555 38 B AR 55 2 28 B R N4 2 5Lt I & (191
a0, 1 55 4 BURTERE B AR R 45 A0 I B BN & n] LR ER#H A O (Bl 74
A DA bk A VA VRS BCE AT I8 I BT R B B R R ZE K /N oA A B DURA T
BEN T (B 45 ) LA A fbk 3 PR B AT T I B R b Bt n] U B RO ZE )/ NIRD 4L
Wb 0 2 /D — Pl T ) A2 AR SC e i 38 F I 1) - R LA R 2R/ AR LAE K3l
EARENS

(03141 u5R G ml DRI SR AL 55 A R0 41 7 g o RN U 5 B o IR I 00T il &
A AR RS E B AR G IR S B A T AL RS T U, AR AR I T
B AR AR S Y

(03151 AIF-Her M SR LA KA A= /8 ORLAE A1 2R 1) 2 i

[0316]  FE—Besji s o, A SCIR AL A S8 S AL TR B 52 5038 SRAT B AR i
o Y SR UL R 2R /P DR LA A 2 K T 0 o AnAS SO S Y, “S2 7 2 4R A
A, B, BN LB o £ — B S 7 3, B A NG AR — B S S, B2 A2 AR
NI FLB ) o AL e SE it 5 30, 52 A2 A E N R KB o £ — 22 st 5 sy, B2 2k
WEN) o AE— L SE 5 20, B2 R 4= 12 AR B o AR — Bty b, 2 2
BHESHY)  PIREhY) TAT B0 i L B R B o A — 28 S Ty 5, B2l S it AL B
Wy o #E— LS Ty A, 32l AL TR, Bl , g4 TR AR N 52l F o 32 1l ]
PUAAT— 1R H AT BAAL TAEAT A BB B o AL — Sesk il )y sl , 52l e R B R %
(03171 fE— 2855 Uy 3 Qb , T e I A 52 638 2R A5 I 8 b A9 BRDLAE A i 21 /9 AR UL
ARINHER A TEEE @) GG T IR S TURS & WERTURAZAE T HEM ) 268
A it S - JEUUA A 3R/ P AR L AR A A1 3R AR S, AT T Jl s 5 540 5 A (b)
SRS & R TUABIUR S & Bk (Blan, 2 45 B ARk .

[0318]  fyACH I, 45 R AW AR S BU (B, S LA R 2/ R LAE 4
HERER) SE TR (BRI S B WEY» TREEM . S 525 U E & A
R SR PR DU B A AN )RR SR R A P R BICE 22 MR B IR 25 5 7 Bl A 5L
Jrarh, G5 2 AW IR A R R A R 0 PR AL A 0 TR A B 22 R AR o A L
Tl U L S IR S G it C 2 5 e Y0 7 WIRNALDNA 2B (1 R4S 6 o

46



CN 108350067 A w Bg B 43/69 T

FE—ASERETT NP, S 5 R A A IR B F DU 5 P ANECE 2 Mt id o ££ — 285l 5 5
L S G E AW e (B, 550UR S G R E DU A B ] DA N TUR S ouiE (B,
Al AR D) &5 G Ik, A — e ts il b, S A E AW RS 2 MR 2 3T
B R S 5 B

[0319] L5 B SWP AR PUR AT BLAE T BAE T IR 06 I AL B b o £ — 852t T 5
B, G5 2 EMAETUR S AN E A Bt R B S DR 2 18 B A ST 18 R, P
Azt T HIFESR RS A B N, G S B AW TUE B2 & A s
Z AT R FL AR S AN A2 A TS IR S A G rb L 1 e A [ 44 ST R4 (941, PYDRRERD) =
FE— S T 30, 455 B AW AR A B Ar A7 A8 T SR A A g b (Bl , AE4 ) 2
I ) B 4 MR AR I 2 1 T ko

[0320]  Z55E AW I Ui R] DLl A S bR 1L BA AR IS o A — 2SR b, S 5 E A
Yo & A DB AR T B SR A ARPR TR Bk o 72— B S2 i 75 a0, B 5 2 A & T kil
HbRIC PR o AE— ST 3N, A S B AW P R SUR [ 2 T — A A A SR - £
— ST AN A S R AP DU E T DB A S AR SRR o o ] PRI [ A S
AL SCrR o I BN T A GUSEARN RA2 T R - 45 5 =AW B IR S A S P2 R il 7k
(o 45 5 Z AR GRS T ARG ARN F2 750

(03211 FEARATAG U 2 W AN 5 ¥, pudd (RAE SRS 5 7 BO B iR ml BL L sk )
PRI T [ 1A SCRPI AR » FH T 5 0 4 SCRF AR IR 00 T T2 A A P L ] DAL L AT R
SEAN LA F € 18 o AE BT 125 FD AR R 1) P8 S 51 B 458 « TR BRY S JBC - B 1 A/ G—J AR A LA A AT
BERG SR AR BV R A AR o e B I EN T AR GUREARN R E S WA .

[0322] Ty , A I 2 WA R AR S e (B, IR = /v AR
WA RKANHZ) 455 TR (EAETURS & R/ BD MACTH 5 — A A S it . 2 1
Pl AT LSS, Bilan , AT BN BAT SR LA R/ R LA A3 2R B0 S22 v (A L S
VAR AN ZR /P8 RV IR K AT o £ A SEHETT 20, 2 bR A5 LA
A ZR /P DR LA A 4100 2 P A ot oA 00 0 S LA A 1 2/ B R LA A ) 3R A 7K P
(B, B 5ACY) B, T ST R DB AR 5 AR R e pu A (B, AR S ik
TSR i A5 A 58 JEUUAE A 2/ R AE A AR 2R A B A U o SR IR IR 2
A A v T DA AL 5 A SR LA A IR 2R /T DR DA A4 0 2 A0 A e o 00 8y SO LA 41
W/ IERWUE AN Z A 7KF (B, B YRR D o £ — a4 5t op, Z AR E ] DL SR o
JEUAE A A ZR /P AR VA A 3R R AR AU FEAE SR K L AT T 58 SR o LA K
P TRV AN BIZ AR R — R PNV o 2 HEAR HE ) 34 S5 AN 32 R i) PR Ay EL
A S AR HERS T AU ARN A7 55 W 1 o #8852l U 50, 5 LR KA
2R /T ARV A1 22 25 B 9 DU IR 7K1 5 UL A A AR 3R AR AT LR A — 247 UL
o, JEULAE A2 /A R A A1 2R AR 7K Y- 5 e DL AR A 4 i 3R B B DL 1 S A it v 2
W VRS S PRV KA R A 2

[0323]  JRLAE Al 2 / 75 AR JUL A A 3 0 22 (30 701 AT B fnAs S ep 4R 43 (3 A ZE W A ot 0
o AR 2 4R AT LA SZ 3 BN I SRAT AR AT AR MR kL o B, AR W e m] DA A I
AL S5 T VL~ VL PR VL 2 M (B M A 7 ) B (gl 1 A A B R 4L
G) AL LSty AU, A RE O SRR A o A 2RSS, AR e SRAR AL SR
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i o B, 2 ZURE S T LS (AR TR a0 BB I L Aok B e ss BRI A 4L,
70— BE STt 77 20 , AR WL AR VA R i o 75— S 7y 3R, SEAARZH SR T DA A 40
SRR B R VA AR A L

[0324] A=t vt ] DA B FE 4L 2R () — AN B2 AN GE i o AE — e STl 7 U, 4 i R
NANHL - R4 (1T, vero4m L) KB 40 A (51 @1, GH34M B . OC23 41 ff) B8/ R 4T L (41
WILMC3T34N M) AFAEZ Pl N4 &R, BFHEAR T A RS HEK) 40  HeLaZl . ok & E 57
TESRERIT 72 FIT Y 608 JiE 4 o 28 A 8 21 . (NCT60) <DU145 (T B BRJE) 41 i Lncap (5 %1 BiE) 40
M MCF-7 (L M) 24 e \MDA-MB-438 (LI J) A \PC3 (T Z1 M) AL . TA7D (FLI =) 48
M THP-1 (RO PERETE ) Hps) 200\ UST (R Joa 4 i Jed) 4 B . SHSYBY A R b £ 4 Jif 8 4 i
OB B3 ViR M1Saos—2 () 4HML.

[0325]  g— DSt 77 =Cb S F T M ) A A 3 o BB e B3 Ak T G XU Hh ) 32 K3 1
P ~ 93 B ILATATT v T (9, WUR B NURIETT) 7578, B4« (a) M2 FHRIG DR
it s (b) A5 FEAS DU S LA K B 2R /78 AR LA B 301 2R ) oAk M s AR 0 et v 1) SR LA K AT
Hil 2R IR MU KNG 2R B9 7K 5 F (o) 75— PPEL 2 Fhi) [7) N B PR () A1 () HLAE K
il 2R O 4 FAPENLIA 2248 0 AE WA 5, AE 24 B m] ARG R Ik 7 7R AR (19 1, ELTSARN 2
[ 5 B s Hh e FH B B AA) B0 AS A2 kT VAR K 3 225 S PR Y, B3 1SR Il B UL A K41
il R B SE A AR I LA AT 28 o Rk, A SRR AL 1 F T e s A/ BURRE (4140, LA 25
48) [ 5 TR I R IWLAE T 2R/ AR LA A il 2 B T2 B 1 ik AR (e,
FUAE) AER—A S, R NLAE ISR /3 AR AR R3] 22 19 ZKSE A] AR SZ 35 R Bk A
LI A W e DN ARG W B U 0 B RE R 2R R o S S — AN S, SR AR KA 2/
T ARIWUAE AT 2R () AP AT LAAESZ 303 Hh Eick B R0 AR 0 RE it b i DA DDA T 9 B
I VR TT B SL o RLER A, it LA A AT 2/ 9B AR LA A AT i 25 1R 7S AT DA FEAT AR 3 1Y
I [17) B e 0, 3 A] DAMR 9 52303 AT 1 B o B IE B 52 35 M e 2 M AR ART YR 97 7 S8 i
A

[0326]  J—skhiti 7 0 & FIRTUE IR A A B 2T IR S B BN L AT — B
AT 0 F TG U A 3E 5 s S B 4 A - B an, Bk iE & T o direp, Hodpg A m]
DAAEYBORE A A58 FH B804S T [ A A8 A4 o T AR RS A4 ) 5 88 40 v (1) SE 491 2 B4z B TR) 21 20
(1) 50 4 P AN R 52 5 P 50 9% 20 A o SRR IR A2 43 BT ) S A9 o BB # 9% 40-fr (ELISA) U # i
3BT RIA) et (G g% I 5E 73 #r) U Q2 i 43 B« 85 1 B B 328 4 A« S B D o0 A S 4
FUk g% TR R 1) G 8 s o BT AR (1 R 2 BE B SR FAR T LS A TR £
AN (Y T AR SRR (8140, 3044 S JBE A B 1) SR AL 2B 31 4) o [T 4R ST DA B S5 48] B0, 55 3
WSRO REA LN RMB LG R R I RORERES AR Je e B e |
FRARMBAG A2 2 ANAEFE AR 4 25 SR T B e B R W AT o SR DI PR o mT DA [ o
(W BCE R AE VAW (40, BRokD) .

[0327] 4% R&E— D R SKiti )7 20, A SRR BE R Fidk (BAEHUR 45 A R BO ] DA T8 A
AR RAFAEMRE i GLAT DU SRR IV B30T AT JHE 00 L AR VB ) 1P 52k
B JE LA AT /B RV R R IA B 75 il R n] LA RE /R (15 Re g T
FR AR R R 2 [ R &5 52 A IR 26 AF T A I RE i (AL 3 M%) L 4 2R B 3
a3 B B 1 TURE S S U AR B A IR BRI 45 A B AR KSR G AT DL I ATART A 9 5 v
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5E o £ Sl 7 S, AR WIRE A AEE B T U S SR LA A 2 /v R AE R K B
ARAZIUEATAE TR ) 455 L R S UR S & I DUE 4L 45 5 2 S W 0
SR o X R D BRI AL S R AN AL R A SR I R s A
BEAT o A2 B85 T 3, DU ] S A2 [ AR STRF B o AL eSS, e A ] A4
SCHFF b o AE— B SET Z Y [ A4 SR A8 S L R AR T o £ — BB St g 2 [ 44 S
Yot A (1A, IR AT 4 R 5% R I L M (PVDF) JE4%) o AT DA T HC & 4 S ) T4 52
FF o

[0328]  f£— b5 Uy 3 U, DU AL 5 DU e i 2 Wi I 7 AL [ AR SR b o A2 H e SK T
A, FURRI B AL & B WL G 3T AL L BRI sEiE Ty K U ES A E aWE
Jol i[85 A (8] A8 SRR A o G DU RS N 8 S L = ARG I 3] 5 1) 45 5 SR A o AR BB S
Jit 5 2, A IR B R B RS IR T BB AR o AR S T 3, B
PR Byl e s bR c , HLPR) g A2 A k7)o

(03291 fE—AT5 i, A 5 I R DA ] e T [ AR ST RF s AE SR VR DU S A (R
FAAE TR ) S5 G I AF TR (B2, AR W0 B0 73 B 1) B 11 J e ) 2 P T [ 4
SRR+ DT A SERF PG 250 B R ARE it « £ S0 VF AT RS DN AR 10 1 S 5 40 BR 45 6 1 [ 52 471
PREES S B2 AF T RLHT AR I bR 0 B U 5 03 [ A STRp I B e [ 44 SR B b e
HIAFAERI 2 3R

[0330]  7E—SEsi Uy A, SR AL S ML (B 2, RS i A 55 B A Ak i [ o T [
SCRPANPVDFEE - o e U PN I 2 s bz 2= BAAS T[] 72 K 45 5 R o A — 225Kt 7 5
o W 7R, B A R S A R AR ) B AR o 7R S Ty U A D A e
XS U RS TN AR 1 58 AR WA S A R, R I A AR R] A, B, T
SRR 9O ROt T B AR B RAARRE BRI  o AE— 2E S T A
S PURAS B AR I bR, HLIA A A AT S R RS SRS AEAR SCrP A, BT
RYIEBARN 2R 72 A

(03311 A, Rt v iE A K BB AR A ) (U3 AT B2 Wl fl &, A s ) fE R
255 R (B, BRI R /P ORI R 2 45 5D B0l oG D st b ) A/ B3
PRACHIBUA s (b) R DR 5 S ATk, (o) {3 PR A2 alm A JUARE ot o (0 30 S ) SE B U B o A2 —
B Sty 3Qrb, W) S B AR AR/ B 7 A [ A ST I SR DUAE A A B2 /9 ORI
AR o ARART A SCR I i) [ A4 S RPIE & T I NS Wil &b o AE DU i Sty 5K
[ 48 SR A P AR AL I S5 L = () R o 3, T AR AL AL RAT 8 6. 12.24.96., 38411536
(K12 DAL 2 LR S AR T3k o AR e SE ity 5, 2B iR S S O rl A AR L i 471
A S AR TaX 2 Sty o, sk s 4L i) He e 20 T A GUSE AR N A2 R
Z AR

[0332] PRIk, RATR H AR Sty 2B A 32 U PR, HLAS A R A% B 0 A 22 BAAEAT
TR BIPER o ASC T I FTAT A AR AR SR Rk i B 0 B3 e s 51 I
[0333]  SLitafs

[0334] St Al FrAAIR 7= A ik 8

[0338]  Jifhk/css

[0336]  Ab2/E TgGA/ M| MYty 4 A 470 S LA A 1) 2R /9B DR AE A4 1l 2 B0 g e 704
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HPLRER 77 Kd=3420pM,ForteBio BLI) 454 A Ji—HIUAE K 3011 25 R8s AR — LA K #0 il
FPURRRME LLO. SHIUEE /RVE [ (X AL T Bz 1R 2 B AR BIR) 149 TCH OB 3 il S LA K4l 25/
TR WUAE K 22 1 2 A K Ao - 2 IR FRAE 4 F 22 144, 736Da H L FRiEp 1 /26, 7. ff
FIPUAA FEoR AT SR A 04k DL 52 358 i 2 A0 3 28 AR Ab A RTADG o 535 FIT A7 (AL I AR A AL i 7
N TgG4/ A FiRUAESRS A3

[0337] K2 MRk iR WUAE KA HIZR /RN KA 2 HU AR A Pt 1 o

[0338]

| i MW (Da |
| FRAOUOM | %%(%) 544 pl
Abl 4760 144809.8 6.9
Ab2 3420 144735.6 6.7
Ab4 472 144661.7 6.7
Abb6 331 144629.5 6.7

[0339]  SEAHUANF- & FkE e

[0340] Sy AN Ab 14704 AT JER— AR A 0t 2 A Ok - LA K kil 2 4B 8 BT B0 £ 2400
JE AT A T A R TR SO R 3 Bk 8 5 o W TR AR 38 R AT U 0 e £ ] 5 i M Caf fer ty
2 (McCafferty®E, 1990) FTik i ALK T 2010 IR Mls PV IR SCREEAT « #5503 3 FH Pl
Bk (F TR 22 B Rr S PRV B AR BUAA) S0 50 & L Wik eI AN 19 20 Bt 328 B FH [l 44 A
(g3 LA AW 2 AT a0 FOVE AR (fSF PR Il o A 3 Bl O B 3R B AE D R At
JiR) Vi) 0 SRS T il 2 30 AT

[0341]  f& 110,000 Bl s c P ma b J ok 9 > Bl 4 47 30 07 38 5 - JDLAE 40 ) 22 B
R-WAEKANHIR ML A PR FE VAR /RN K s 2= A R PUR
AT BN ARV KNS ZAE 3R T B FrscPv v B FIDNARE U 7 JF %5 58 216l
BRI VT o SH PR 25 B scFv Va B 6 5 proGDF L1 LA Jz 5 —2H AR MG 25 11 SR IV &5 & S 1) i
DA ARE T B LA A 28/ 98 AR LA A 3 i e S M o MO MR I seFv s B2 5 (1344
GDF8HE S M L FE) T 101N A A K TeG (TgGLIRI AN EY) FH-T S /MK RAE

[0342] 4K TgGHUARE— P ELTSA%E & 5 AR SR VLA K401 22 FIGDF 11 Ja - Fiy AR -
TR 25 o P 038 5 JUAE KA 22 AT 45 M4 38 pro TGEB CARITER)  JULAE 461l 25 4 A
A KR T GDF LR A K DR 7 B0 A KD R EUBOE RARI 45 & o BT S Ui T 31
5 N TR LA 1) 28 R AR LA A A i 3 0 28 SR RE PR T 32 A 5 GDF L1 0% 38 BTG
BEE A I AHELAE FHORIEHE

(03431 i P RITE K RAT % o 55—, Wrt R AR R A M A, FLAS LA KT 2 R0
GDF 11 1) iy 25 A6 310 3 93 o X i A 2R 1 A I EL T SAIN 5 5 0708 A4 (0 A LA o o 5 4
(epitope binning) fff HForteBio BLIAERFE M, iAW) R AR SR LA KM 25 /38 AR IDL
A A 2R A ] S R S AR A I AR AR B S b, HE I AR B R BT A
(152 SCRELIBT o 3 6 7 265 4R 52 36 555K [ EL T SAZS & SEI6 10 K dh — 2 R VFIR A1 Th B % P
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SHAE G RPN B =N FERNH (S WERS) .
[0344] K3 T AP - JE ALK IIH 2 /SR NV KN 61 1eGLITR R 4 2%
[0345]
GDF$ | A proGDFS | . proGDFS & Rl |4 RE%R F
roGDF8 | A~ proGDEs | @, proGDES |
g |POUTTS o PIOREER R P E2 TR 2 C I
. Kd (uM) | IC50° (uM) | IC50° (uM) 55 mafkel |20 skt pA
' o8 S 6 5 § : merko/ )
(octet) | BEHSN | A oA HEE 55 4
F i
Abl 115 0.996 1.46 14.58% 14.1% 1
Ab7 |28 0.983 1.68 12.42% ND 1
AbS 0.5 16.037 139! 10.33* 7.4 2
Ab9 |22 12.16 19.86 7.44 ND 3
AbLO |03 0.772 ND ND 14.3% 1
[0346]  s*iHit B [K ZEANOVA 5 Dunne t tIR 4 11252 S 25
[0347]  AbSANZE G IR WA KIS 2, I EE A VAR AN HI 2 o SR PR K06 2 /8 4R

LA AT i 25 i B M B AT ~40 % 3 AR W) o, HLAE DhRe 43 B b B AICEH B Zh &k

[0348]  ND: RIE.

[0349] Sy 1 PEAGPUAR S5 A AN R LA KA 2R /R AR LA A 1 28 B80S (1 B 77,
ST Z RS A A A o 5 SR - VAR A 2R A AR - VAR AT 2= 1 455 80 7273
idForteBio OctetillE , Hrp MR AL Y & B b 58 76 BE B o5 F 3R A AR s O
o SR A e R 3128 3 1 ST R S B R FE SR 3R

[0350] Sl ToGHI G A KA HI =15 5 IR 77, R T WA K6 = BEE 2 8. ™
ATk A R IAmT112 (LA K A6 2= B0E 75 20 to 1 loi dEE B BB R R (AR 2514
B RS R PR 1 R B 1 B A 1O A0 B S5 A 3 7 0 A2 S I BRI B )5, IR
LA A 2R /P AR AT 2 B AR KT 2 SmT L2036 Ak 8 il 2% AR AL 3G 57
RENRAY) (RN KIS Z) BimT L1228 AL 5 775 GERRILAE KNI ZR) — i & . fEid
PR T 7K SRR S 5 i A K DR PR R T3UASE FH 29 3T 4 M v (1) CAGA- 3 4 35 o3 B I = » e Ak gt
— DA A 543 B AR I8 ) R BB, e R R TR 3.

[0351]  FppoE RSk GR3) LR A LA b4 b — S R I H s ke PR VRGP, HE 4T
P T HE— D IR P9 RAE GBI 29 B ) A T — B X e hu gt T JE VLA KA i
/IR MUV 22 1 45 5 AE P S 45, aAbSAS TR I AR AE KA 25

[0352] g s Fi s e e 2 R AR FHTL A, A58 oot 58 PR B X AL AR A 0 o) 3R 1D Rl &5 A0 3™ AR 1 22
SLRE U I 8 BTN REAT 23 A A0 3R BT o 3 S0 VR IE B LA A ) 2R RIS A A
Bt CINAERY) 5 & BRAEMT L1270 %1 i 7= AR B Ab IR FE R S i1, 7E1X — A B i = AR A 217
S PG o X — SR IR R B AR RALAR L R I P P S A B to 1 Lo 1 d S A S5-I
A A 2 AN AR LA A A ) 25 1 DB A FE AR A o

[0353] Ty Pt b — SR LA KA 22 /38 AR AR A 300t 22 A2 1 A 0 RN A4 1A 3 2, Ab 1

51



CN 108350067 A w Bg B 48/69 T

PR T — D RAE (BHEEA T8 P R 1L (germlining) FOW] il 3& PEBT) (96T
[0354]  Ab1HIALAL

[0355]  AblfifAGEsE A Tk — 0 RAE 6 T R UAE KNI 2 /W AR KA 2= 1 8 F 77
i FHEERE R IR ALAL « S5 40 s AD TR J3 F A it R AL AR AR 7] A8 X HEZR N 9 HE P R AL B4 B
TR e 4 S MR ]

[0356]  AblididPeRf @R r) o5 M it Ak

[0357]  AblsEARHUAAE 3L T RERRIY scPv i@ A -T 5 FUUUVAE KM &= /R K
PRI R A BATIRA T8 5 2, 72 A=A F I seFv S BAE T8 F B4R 5 00 7 A8 R
SR NTUAAR P8 v 052 ) (1) S8 22 B AT 8 5o N T Ab LR 1 AHE 2R 51N o 9878 31| BT 356 %18 CDR 7
B SR E B BN S CORY ) H— S R AR AT Ab L7 F I scPv, 15 T 19 B 55 542
B & E B SIL = A B, FASCORF — A = AN S AT B TFACSH 433 i £ DL %
5 BT BRI R b1 2 /78 AR IL A A i) 3 R B R o A0 T ) bl e it (11 23) o R RE R I
(¥ scPv it B B B4 A T IR 5 T 5 AL R L3 A i 85 37 b RIA 1 A K Tg G 3t
i

[0358]  {EFEREAT ) % 5 I VF 2 5 R A 1 s eF v vt B A & 5 5 10 47 B 28 40 1) B 6 o Xof
TGy, SRR A R AT I B S B CDRHL A AERUNIN-BE AL B (0 N o B T3k
AJAR X P [RIN-HE B0 P B A A A BRI, A0 5 AL P AT AT s R i — D B e DA IR — A7
BOEHNERE.

[0359] 5 JE- LA 2 A AR - WA KA BRI 455 8) 75 R G it oc te tif T %5
A AAC AR BEAT AN I 528 AR Ab LT L (SEHEHI 27 HR 1) o BT i b WoR 02
femn o T WA KGR S G265 77, P be & (Ab3FIADS) J T HHAF T-GDF L1118 %
YRS B RHIERIEFE

[0360] i~ Ji WLAE KA HIZR /5 DR VAR KAl 22 AR IR R 4 51 R

[0361]  SEAAb L) AT AR [X b5 HoE A AR A B AR AR 1 7 UL 6 B 7R R o TRk X (CDR)
fi FKabat G0~ RIIZR) FIIMG Ty 4472 (REAA) 58 Lo SR ARAD LIV B #e DL/ SCAR IR (BLF
& 24A-24B) .

[0362] A, HEET]AF[X

[0363]

HEZ 1 CDR1 HEHR 2
Abl & A QIQLVQSGGEVVOPGRSLRLSCAASCFTFSSYGMHWVROAPGKGLEWVA
Ab3 QIQLVQSGGGVVOPGRSLRLSCAASGFaFSSYGMHWVRQAPGKGLEWVA
Ab5 QIQLVQSGGGVVOPGRSLRLSCAASGFaFSSYGMHWVRQAPGKGLEWVA
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[0364]
CDR2 1ER 3

Abl F A VISYDGSNKYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR

Ab3 VISYDGSiKYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR

Ab5 VISYDGuNKYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR

CDR3 AER 4

Abl A DLLVRFLEWSHYYGMDVWGQGTTVTVSS (SEQ ID NO: 24)

Ab3 DLLVRFLEWSH:YGMDVWGOGTTVTVSS (SEQ ID NO: 26)

AbS DLLVRFLEWSHEYGMDVWGQGTTVTVSS (SEQ ID NO: 28)
[0365]  B.A3FEERAF[X
[0366]

FER 1 CDR1 FRW2
Abl F K QPVLTQPPSASGTPGORVTISCSGSSSNIGSNTVHWYQQLPGTAPKLLIY
Ab3 QPVLTQPPSASGTPGORVTISCSGSESNIGSNTVHNYQQLPGTAPKLLIY
Ab5 QPVLTQPPSASGTPGORVTISCSGSSSNIGuNTVHRYQOLPGTAPKLLIY
CDR2 AER 3
Abl E A SDNQRPSGVPDRFSGSKSGTSASLVISGLOSDDEADYYC
Ab3 SDJQRPSGVPDRFSGSKSGTSASLVISGLOSDDEADYYC
Ab5 SDAQRPSGVPDRFSGSKSCTSASLVISGLOSDDEADYYC
CDR3 ER 4

Abl FE A& AAWDDSLNGVFGGGTKLIVL (SEQ ID NO: 30)
Ab3 AAWD&SLNGVFGGGTKLTVL (SEQ ID NO: 32)
AbS5 AAWD&SLNGVFGGGTKLTVL (SEQ ID NO: 34)
[0367]  Hrudd TRE AN [H] A AL 1 P 1 B A i #
[0368] £ — e sty X, AT AT VAR K H01 i 2% L BT 16 S0 440 0 Sl = 20 B D B o DR Ik ok

T ANVEAAY AR, 1R FE 1gGA-FelX o TgGA R P Y (1) Frodd st 22 th 25 A % MA C Lg HL IR AN W 35 1
BOEAMAE X GRS v 32 AR S5 455, TS BUA R I BBk = AR — 4 1 1 40 i - 5
141 B 5 (ADCC) -

[0369] Sy e T-Fab—8 22 # (L LA R A TR 4R 1gGAmAb) S BRI 7E T A0E , Ab 1 L
AR FHRE SE ) “Adair” 2838 TR (Angal, 1993) , Hirp 22 51 #2228 (USRS ; & JL 24 1Kaba t 4
5 HAL IR , 3 gGL-AE (CPPCP (SEQ ID NO:58)) &4k 751 o X — T ALK Fe- 77
T A= dufkKey truda My lotarg fTysabri A A 2 P 8 H f5 BHlG R 1%%mAb .
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[0370]  Fi R AT G g2 it PR UG VA

[0371]  Ab1 A fuid B H AR A2 Y 1 10 TR A e 7n 9 4 N 18G4 (S228P) AiA « AR i Fe i
AL B —Fa e RAE AR 1EFab i A2 4 (1 1) % 1gGAF A TIUH B A & K S5Fc v
ZARRI S A (S IS 62) o

[0372] i A4 A JE B B A F 7R 4 B IR AD LI P A HE 2 X A0 2 AN E M RE LR (30
DL R 22) o BARE X (CDR) 1 FKaba t iy 44725 @ SCRUIN T RIZ% . JE R RERFEDANE &

7o
[0373]  A. EHERIAZIX
[0374]
G S i FRI == msimimm mi s 5<CDR& == === BR2 simmmigig = mwisim CDR2- ===~ >
Abl QIQLVOSGGGVVOPGRSLRLSCAASGEFTEFSSYGMHWVROAPGKGTLEWVAVISYDGSNKYYADSVKG

TOHV3 =30 %0 cviBi © 0 i tov b & 68 wie mdo b 5 5 8 wia i B 8w B R wiahim R R 8 ae ek Gaiemee i ia

G e R e P FR3 commm i n i D e CDR3=mmimim S o PR = = =
Abl RFTISRDNSKNTLYLOMNSLRAEDTAVYYCARDLLVRELEWSHY YGMDVWNGQGTTVIVSS (SEQ 1D
NO: 24)
THVZ =30 i ieev e oin mmm mi e s s e s (SEQ ID NO: 36)
JHE6 e e e s s . (SEQ ID
NO: 59)
[0375]  B.HEER] AR X

Lmmmm s FRL=wimm mimimis s CDR1 =5 pgmmmmn FR2===w= »><CDR2 =3

[0376] AblL QPVLTQPPSASGIPGQORVTISCSGSSSNIGSNTVHWYQQLPGTAPKLLIYSDNQRPS

IgLVI-44 8. .2 .n.u T O S PRI TN P TRNR s CRE .

Kommm i i m FR3 = =mimim = i i &= - COR - ~t<im = ~FRA~ -5

Abl GVPDRFSGSKSGTSASLVISGLOSDDEADY YCARWDDSLNGVPGGGTKLTVL (SEQ ID NO:30)
[0377] IGLVLI=-44  wuaiviswanwn e dni i8h s a0 Wi e e (SEQ 1D NO: &0)

Jl;1/2/3 ............. (SEQ 1D NO: &1)

[0378]  Jgyak 0t T Ho % B PR RS BE L 77 AR S AR AD Loy IR AR A, K P R HE B Ak
B A HAH BLE) P R AT ER o AE— L8 SLH 77 S rh , 30 S Ab LIS B 4 m] DL SR AU B2 -T-Ab3 Al
AbATR il AT T HATE A SCA FF AT AR

[0379]  Ab1 A AF X 5 H G M AR AR AR UL A SR T < AL) EEEB.) B8 TLAR
R 5E X (CDR) A FHKabat (I F RIZ:) FIIMGT fiy 4415 (FEAE) 58 L AFAE T SEARAb L [ HE SR [X
BELVNG BN,

[0380] A, HEET]AF[X
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[0381]
MRS 1 CDR1 AESR 2
IgHV3-30 QVOLVESGGEVVOPGRSLRLSCAASGFTFSSYGMHWVROAPCGKGLEWVA
Abl 0iQLVGSGEGVVQPGRSLRLSCARSGFTFSSYGMEWVROAPGKCGLEWVA
Ab2 OVOLVESGGGVVQPGRSLRLSCAASGFTFS SYGMEWVROAPGKGLEWVA
Ab4 OVOLVESGEGVVOPGRSLRLSCAASGFAFS SYGMEWVRQAPGKGLEWVA
Ab6 QVOLVESGGEVVOPGRSLRLSCAASGFAFSSYGMHWVROAPGKGLEWVA
CDR2 AR 3
IgHV3-30 VISYDESNKYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
Abl VISYDGESNKYYADSVKCRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
Ab2 VISYDGSNKYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
Ab4 VISYDGSIKYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
ADb6 VISYDGNNKYYADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
CDR3 HER 4
IgHV3-30 @ —emmsooaes S R L ~= (BEQ ID NG: 36)
Abl DLLVRFLEWSHYYGMDVWCGQGTTVIVSS (SEQ ID NO: 24)
Ab2 DLLVRFLEWSHYYGMDVWGQGTTVIVSS (SEQ ID NO: 25)
Ab4 DLLVRFLEWSHKYGMDVWCGQGTTVTVSS (SEQ ID NO: 27)
Ab6 DLLVRFLEWSHKYGMDVWGOGTTVTVSS (SEQ ID NO: 29)
[0382]  B.HREER]AZX
AR DRI TRWZ2
TgLV1-44 QSVLTOPPSASGTPGORVTISCSGS SSNIGSNTVNWYOOL PGTAPKLLIY
abl QeVLTQOPPSASCTPGORVTISCSCSSSNIGSNTVHWYQQL PGTAPKLLIY
[0383] Ab2 QSVLTQPPSASCTPGQORVTISCSESSSNIGSNTVHWYQOLPCTAPKLLIY
b4 OSVLTQPPSASGTPGORVTISCSGSTENIGENTVHNYQOLPGTAPKLLIY
Ab6 QSVLTQPP SASET PGQRVTI SUSGSSSNIGEGNTVHWYQOLPGTAPKLLIY
CDR2 AER 3
TgrV1-44 SNNORPSGVPDRFSGSKSGTSASLAT SGLOSEDEADYYC
Abl SDNQRPSGVPDRFSCSKSGTSASLY I SGLOSAEDEADYYC
Ab2 SDNORPSGVPDRFSGSKSGTSASLAI SGLOSEDEADYYC
Ab4 SDDORPSGVPDRFSESKSGTSASLAT SGLOSEDEADYYC
Ab6 SDDORPSGVPDRFSESKSETSASLAT SGLOSEDEADYYC
[0384] CDR3 MR 4
TQLVI-44  seeomes S — (SEO ID NO: 60)
Ab1 AAWDDSLNGVFGGGTKLTVL (SEQ ID NO: 30)
Ab2 AAWDDSLNGVFGGATKLTVL (SEQ ID NO: 31)
b4 AAWDESLNGVFGGGTKLTVL (SEQ ID NO: 33)
b6 AAWDESLNGVFGGGTKLTVL (SEQ ID NO: 35)

[0385] i/ 4 ) = MR LAZE B CDRIX. HL IR bt &5 2 A R M o R 1) 7 8 24h 1 T
ZAPREF AT CDRL3AL S , H B oy P R 22 PRSP b il A2 0 CORY G 28 5 JE LA KA il
R/ RN AERKINEIRO LSS

[0386] Ak FHud A T-99% I A (059100 % k2 % 4R Fl RAA , HEFRCDRH3) « N7
TEA 28 6 - L RECDRH2 T B AL 5 ¥ 7R 1K S Ak it (Asp-Gly) , HABAFAE TP R 1gHV3-30
FEHIH

[0387]  sijifaf5|2. 25322 RAE

[0388]  {AR4MNZIE 25 BT

[0389] @ IL24MNIAL I Ab 1 B ARAE A T gGAZeIA FILEAL, , I 58 B2 1K 45 A RN Zh R v Tk o Xt
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1 1 73 O AR LA X 2% A T AR X At 3 A0 98 AR DA R COR Y (R SRAR , L AE 218 T 77 R i 1
o R T 3 e PR B DV A 2/ RV KA 45 5 (B Wil D)

[0390]  Ab1AZAAAE JUANAS [F] (4 24 T-ELTSARY 73 B o i 6 , Herh 5 LA A 22 A0 AR AL
ARAITHIERE R ON ST ER) (04555 A P RS F R KB i — S E R VP LA SRAIE
ARFF S PEGS B AN SRR T TSI o B PEXS AL FEGDR T 182 1 (proGDF1 1 #ARGDF 11 A1
JEAAGDFLL) S TGFBEE A ATEE R 1 (BBOE ) < 0 4h, LIRS Z AT A A (Hotze 155,
2012) AHALRA i & i Al 2245 7 Tk L] P EURRIRTHER) o £ 255 PRk o B 5 B PERS
{4 B ) B AR 2 UL Y S 25 AH T AR PR SR AN — P 5 8 M TP R R I
L

(03911 24 L AL ¥ Ab 1 AZ 441 £E JEUNLAE 1 2 s 3 B v 1Al LA O s e o se 277, B
>k 15 77 & B2 T 2 FTECS 018 5 5 AR Ab LU EL 55 o K 22 B ik B A 45 [R) Bk % HIECH 018, 2D
AL — i o R AR R T o AL VR 2 M v BAT B AR RO IR 2 B — D i 0 #r
HERR o

[0392]  2&5E 7 B AT A -5 BRDLA A 2RI DR ILA R0 il 32 0 45 5 1t (R e DR 6F
TR R A R KA R R S VR = A2 X =N AR RIS ARAb L 77
(V)25 FITE PEEHE S 45 TR AT, P B B T SE a1 e

[0393] R4 Btxb N/ BB/ /IR RNV AE AN R A JUE 5238 AR Ab 1 eG4 25 B FFAE .
[0394]

Abl
VAT - 293T 248 |70 4 F 4547 - Fortebio Octet
EC50 (uM) kon (1/Ms) kdis (1/s) Kd (M)
4.18E+05
. o~ 3 05 E+O 5 ___________ i
B DpB83se 2.37E+05  2.62E-03 1.10E-08

[0395] =5 BEXF N /BB AR/ /N B IR DL A 2 ) A 5 B AT 5 o HE Rl R A AR 1Y)
IEH R RIRHEADL 18G4 (Ab2) [ 45 A F1E -

[0396]
Ab2
FEMENH - 203T D0hE |50 7 F A7 - Fortebio Octet
EC50 (uM) kon (1/Ms) kdis (1/s) Kd (M)
0.248 | E-03 3.42E-09
0.6168 2.78E+05 1.41E-03 5.08E-09
BB Bas D.35E+05  1.97E-03 8.39E-09
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[0397]  F6 b0 A/ & s/ /N B RN KPR JiiE 5058 IER R RRER
Ab31gG4 (Ab4) ) 45 AR E
[0398]

Ab4d
G - 293T 20 \Z0 0 F 47 - Fortebio Octet
EC5 kon (1/Ms) kdis (1/s) k |
4.98E+05  2.35E-04 4
3.01E+05 2.34E-04
2.53E+05 2.72E-04

[0399] R 7 Btxb AN/ B MR/ /N R LA R 1 3R 1 pi Ak 5 8 25 B2 AR I Al R SR 1
Ab51gG4 (Ab6) ) 45 5 HFE o

[0400]

Ab6

EHEGHT - 293T 2008|507 F 597 - Fortebio Octet

EC50 (nM) kon (1/Ms) kdis (1/s)  Kd (M)
s 527E+05 2.51E-04 A77E
AR 0.4 3.50E+05 2.57E-04  7.35E-10
bR 06 2.94E+05 2.81E-04

[0401]  JE:-T-2M M i) AR A4 P AEA3E VE 2 i

[0402]  7E57) & B FE Y, Ab LA AL AR A AEGDRSBOE 7 H th PR o 783X Be 5236 v, 0. SuMJR
LA R A6 2R 5 3N & K5 T & AR IX — U B PR )G, ik B i R 1AmT 1120 3
FRER 1 B THEK 29 34 i 4 2% 1 A4 355 57 2 DA UL AR R 3 R FBORi AR K IRl 7E30°C TR
W5 B I W) 5 0 B4 T SMAD- 5 5 5t 21 B 5 BRI 293 T4 MY, FLIC =B 4 o (1)
T T o R B 0 I O Wos T4 .

[0403]  AHXS T~ H BTGB s Srohs LA KA i) 25 1 e 3

(04041 i 06 J70 4 (1) 376 46 PR ARl Ik 285 5 0 D B8 40 B T 2 PPk A 38 E 4 T TGFB SR (1) Ho e
R AS O BRI B o A LA K F 28 FNGDF 1178 Bl A K TR 745 A4 4 R 354590 % [H]
— Pk, HAERT G5 X 8 3L 4747 % [R] — P o MR AL AR IR 152 » S ASAD LR I R L
A KA ) 2 AR R UL AR KA ) 2R R R &5 Ak b (3R AT, DRURELTSAZ B 2L 48 B R iX — ik
5 ER LA A A1) 2% 10 I 285 A O 2EL B ) A AR T 285 o RV LA KA1 1) 25 FNGDF 1L 1) Bl 45 4
WAL /NT 50 % B R — PR, HLERATTAS A 2 25 (19 58 O BLTE , (B9 T Ak B RF S PEA T 4t
VA

[0405] & T FHTA6 00 B FRA70 A A0 B 1 5o B 771 2 1) ) A LA A R AR BT o AEIX — 93
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B, ZE M Z AL proGDE LB AEY 2 A JE LA KAl 3 [ 52 fEFor teBio BLIBERE R AR MK
el R b, FLR T2 30ng /mL I LA AL o 23 A S e A0 B B2 ) B A
T AR RIS A WAL IR &R 8 P B S BLoi TN o 725 70 B B 45 5 Ja i AR A IR s I L O T
proGDFSIIHLANE 5) AE P J Z [B] LB, IR Rt T GDFSES 15 [ 1 73 [ Lo 5554 T Ji
VR KIS R E 45 & FFAHLL , Iy DU A 5 proGDF LT S/ METLAE o

[0406] K8 AEARIE 7> T [ R T 5 proGDE LT AH LA

[0407]
7N NGDES s S T 43 bE I GDF L1 e o7
Abl 1.33%
Ab2 0.81%
Ab4 2.51%
Ab6 2.07%

[0408]  FrifAfis & 1 AEGDF 1 LG 53 A7 v PP Af o 7£3X — 23 #fr . 50nM proGDF1 1542 ik
FERI PR TING & LT & 5, i sk B ik L BMP-1 (tol loid Z i & 11 B§) FPCSK5 (X T
GDF 1 145 5 1 (1 36 AR 28 (3 Bl 53 1 B 5D B HEK 293 40 B () 4% 104k 15 9% 3 DL 3R (1 7K it 3805
proGDF11.7E30°C Nl %55 & i , [ BLVR A W) 7E 2 T SMADI i 45 41 Bl 2R b &1 %S GDF 1 13E PR
ATVEY « R 8 BT » B WUAE K Z B AR A3 il proGDE L 10 , 1 BH 1% B e 44 e o 7]
IR IGDE L LI 4011

[0409]  HrfAfi i3 4 G o Mt AL T AW Z T IFortéBio Octet QKel ik
B2 Te bRt 53 i R G0 I 5E o i J5AE & S8 36 R 8] 8 T AR W) AL s O3 T proGDF8 . proGDF1 1A
VRS 25 1 B o A 2R A I AR AR IR s 0T BT e B 0 B B AR IO Hopu ik /48 4
DL R E (50ug/mL) AAAE TR R AN E LS A AHEAER .

[0410]  FrAk )& G2k A 8 IR T A E T %R FortéBio Octet QKelR Bl LT
FRICS M 24 5E « AproGDF8. JEARGDFS . proGDF 1 1l Ji i 2 4k A W) 2 Ak 3 [ 52 T 55l
SRR AR AW AR IS (ForteBio) o A KPR 42 BRI B 19 Ui B (FortéBio) it
B AR IR 8] 58 T i S 2P 2R U o £E 85 5238 v, 44 /A0 2 44 DA B3 — ik B2 (B0mg/mL) A74E
THERF LN ELS G TAEH AKKFFIWERED systems, FIAY) 2 AR & E 50 R i
P

[0411]  R9a: FuAfxS T S5 AR M JUPRTCGFB A R L R 45 G I LL 3R
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[0412]

Ab2 Ab4 Ab6 Abl

Pro GDF8§ 7.35E-09 |9.24E-10 | 8.89E-10  |6.23E-09
#k GDF8 7.84E-09 |1.10E-09 | 1.12E-09 | 9.06E-09
A GDF8 . . ) )

Pro GDF11 - *1.25E-07 | *6.07E-08 |-
& GDF11 _ ] )
BMGEE A - - - -
R EE A . - « .
BMP 9 - - - -
BMP10 B - 2 i
[0413]  *HERER S A
[0414] SR EAHURE SN R8s TR 9arh  BEa TR I 45 4 0 s2 36 @i 115 (5
VEM AFAE— S SR KAME , H 5 A AR G54 I N BHE T &, XAERFEA SRR =
P& A RR () o
[0415] By T-3R9a {8 Y proGDFSAE S AL £ K £910-15 % B ¥ ARGDFS , B ) SE 36 AT 1
IAproGDFSEE G 5 A FIE GDFSHUR 45 & o S Ah , R IGDFS (He thproGDRSIE i /i 44 25 14
AV B tol Loid 8 (A B & 8 /K i B 1) P40 5 Ab2 FIAbMy o ff) 45 551 A1 17 o 3 T ix B
SIS, ANproGDF8IT [F] 5 fill £ 4 I AE 30uMZE [ L -RVKR-CMVAT-AE T 55 = 10 £ 02 2 A 19 29341
MuaiAk, . R ) AN GDESIE I F) FH ke A mT 1123 FE 5 40 o (1) 45 1Ak B 5 L A4t Ak 1) 3 AR 2
AT proGDFS A AT #1577 A= o 751X B8 5 (1 i) 45 & SR8 P, 150nMF Ab28% AbMy o FH T il
ANFcfilizkdim (ForteBio) bR EA7 &, HLAEAE150nM 0 i) 45 & Ffidt 25
[0416]  WFAN 5 E A BRI S A58 200 3B FE S 7ER9bH o SR proGDF8 & (A i ik
% T P AR I R AGDE 8 [ Hi A (AbMyo2) 48 471 7] 3% 3 MRE S B3 22 BT A s 250 R0 7% AR B
GDFS7=4 . 50nM Hi 44 FI T Mo M- AFcHiizR R i (ForteBio) o &4, BT A A4t X i —
200nM¥ JEE 1) B proGDES., Bl 1 ARGDF S B, BUGDESHEAT Mk o 1 SR W 82 31 45 4, KA{E E 1 2.
BT IA [3] 5 3044 08 F 38 ok 32 R R 119 2000 . 82nM 5E [ 4 H7 I 52 LKA R FForteBio%
P W AES . 248 FBAR R A 1 8 o X T 5 WL AE KW 2= 1945 A, Sug/mLI A KA+
(R&D systems) 7EpH 51 2 R £h 5% phyi b 5 i e N PEAR I 3% 2R i (For téBio) AR BT A 1T
ARG A 33 3nMIl ik 5 1% — LA K A 25 AR IR I 25 1 45 5 o on 45 A I B AR AR fe 701
I 3E R BRI 333-1 . 3TnME [ (1 3 B eh R, o AR R A F T FForteBio B4l 2 #r8. 28 &
AHEAE FHFIKd
[0417]  ZR9b: FUAEXT T 5 AL AT A FIER GDFSHI 45 A i LL %%
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[0418] Ab2 AbMyo

A Pro GDFS8 2.9 E-09 -

AR GDF8 |24 E-9 3.87E-10
o) AR %9 GDFS8 | 8.66E-09 | 8.83E-10

&3 GDFS - 4.7 E -11

2, ProGDFS 23 E-09 |-

A AR GDF8  |20E-09 |<1E-12

[0420] ke [ 47 S 45 A TF 40 0 45 SR A 45 AE R 9b b A AT RS TN 45 & i se 36l st 7S ()
TR o —2{H ARt N <LE-12, B A AER RN R R 2, 1S SR M IR e = . 4 A 7
Hh, AbMyoASBE R 51 #E 20 proGDFS, H SLatres®E2015H 4 45 141 45 AR , 76 1% SOk 1E 2 41
T8 T AESR AR SS 2517 /1N BRI L5 1 S 2 D 0iE 2256 Hh AbMy o 5 proGDFSI &5 &, Hem] 7= Ak
B T — 2 NI 510 45 B2 Ab 2 F138 % [KIGDFS (GDF85 tolloid— KA 45 M8 1 5 &
W) Z TR0 A ELAE o 1% — 45 SRt N ERHE , TR A 2RE T 57 45 /3T to 1 1o d 1% I 2% 1
Ab2 5 proGDF8 A ARGDFS ¥ AH FLAE AR Z 52 8 tol Loid MIRIAT £

[0421]  Fe-X ThREPERI VAT

[0422] 2L 7y 20, - VA KA 2 /AR VA A 297 V50 S 5 m] s 1 B
s RV KA 2 /38 RV KA 22) 1454 FIBh 1L 8 A /K0S « 78— S8 st 7y U,
PO ARG 40 A T 0 B 1 AR MA ] 2 A 2 51X — 1 FE oAb S AH SR AR 28 T 4L DA
0.5 1gG4-FelX o BLER i T gGATUAR — Bt tH T H S5 % MAH 53 CLaMIFe v SZARI 9545 A T Bk = 2%
i~ ThRE.

[0423]  yilE B BEAR I B8 1~ S BE B BE 77, Ab L AR S A4 B i EL T SA MR 5CD64 (FegRT)
MCTaRI & Fr o NREAT BB, B % AbLI TgG LA AR o AEIX — i i, T AT TeGADU AR 5 TeG 1A
bb 2 7R HH 5 CD64FICT g 2 25 B 35 0 45 & (105220~6%) LEC50 N F AN 45 A {E B TR 10
[0424] K 10: Ab2FIAHIHLAR XS CDOALR) AHXT 25 A 26 Al 77

[0425]
X CD64 454 | Mxf Clq &4
FUAR =) A A @ EC50(%) @ EC50(%)
Abl-Gl IgGl 100 100
Abl 1gG4 (S228P) 10 ND
Ab2 IgG4 (S228P) 5 8
Ab3 1gG4 (S228P) 5
Ab5 12G4 (S228P) 8 9
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[0426] Rl

[0427]  Abl R HAHIRAZ A5 CDEARICT g R ML G 28 F1 775 He g Gl R bR AL ,
H 5 TgGUR R R BriR I B2 B A o 2 T TeGABUAR I AR A2 , IR G A5 HE - SR UL AR K T
H /RN KA H = PUAEAR N ATE T H B RN F IR 4518

[0428]  ZNEERL R T

[0429]  J-T AR ARRAE , e B VY PhPUARLE 4 P9 5 R (Ab7 L Ab1 . Ab8FIADY) o A FL 1Y
H B2 PR I DY B iz o i 31 5 N OULE B R Be 77 . 1+ R (10) #EPESCID/N BRI A (5)
HAEF0.7.14.21 28 FI35 R AF il — A HE M A (TP) ¥ 4 32 DK ot it FH o 8 Ik vt e P
(SEOR) Al T s #EAT 38 J307A o 48 3P Al AR 72 1) B e — R (BR42°K) #E4T - £ 550
R, JE AT HIR BR e B i B M T A i -8 (CBO) BRIV « FE45 25 )5 , shW 4 H PRfil 4R FE AN
AR B2 AL B 42K, AE4R T3V i, AT COx it & AL BT HL M i Je sk o0 JU 2 A £
F-T-CBCVEAIY o W £ 55 A0 ) Lk F T 1] 46 MK o 0 25 P A 5 F B o WAC BRI WL IR 2 < JHE
WL BL EE B UL =Sk W0 BB mT L DY KL Gl B AL S AR [ 28 B 02 < O UE B
PRI  FHF T R S v 1 2 I oy 2L 23 B HE WA L (FEAEAE /R Sypk (BR 1) FROCT (BR2) H &l 2 AT
HIZ5 0 A, BT A H SRR E I SR

[0430] gk

[0431]  {EHFFLSCH-02r R X T-3h ¥ (1)~F 244 H i 2 &= s Bos T ’ed . iy A
2 A B B4 B R AR G N . SR AL LYE T B B0 4 an 116 H s 1 B e K A4 E 3
(14.6%) o577 (PBS) X WA R (K B AHLL , XA L AL PR ) Zh W) H A V- 3048 H H ik E AR
i ge vt 2 525 13 (Ele)

[0432] B U1k LA () S AE B 7RIS o AR K] . 53 7 (PBS) X REALEE (1) ) M AHLEL , FHAbL
b F [ Eh P B A JIE R UL (B TA) FIAE UL (I 8B) B & Geit 2 B Z M 3 . 4 5127 .6 % Al
49.8% . 5PBSXREAHLL , S H Ab 1AL ER ) 55 ML 7R B S 350, H I 26 72 S AN 2
£SR3 I i Y N 0 = o B = R AL SO O P AR i = B ol |17 Y e
Gt W 2

[0433]  SCIDFI & [ MATF 5T

[0434]  7EARPNAFE (B 1) o, DAAEJE— R 25mg/ kg 25 ZjAb1 , F7 426 JEA I 304 5 45 T 15 57
(PBS) (BN AHEL 27 H Gt v 27 S0 25 1 Ak s UL 5 CHERA VLA B ATL) (938 m o Ab 1 ()3 Fof
JULPR) 3 8 PR TR SR AESCID /N BR ) 77 & S MM 9 v B VR A M 3R AT A A0 o AEIX —BF 2 P L A
38 7 e A LR B AR RO R i B T DAIE S 3 INAD 1 772 21 1A 60mg / ke /wik I £2& i A A2
73 5 WL PR 5B 1 4E PP 588 5 7T DA 3 sk B2 AR AD L1 71 5 BIIG %8 2mg/ kg /wh T A G o 7E3X — FIF 9T
W, Ab LI P55 S PRI AA (A8, o JF sk 7E BRI FC K, Ab10) L #5

[0435]  + I (10) HEPESCID/N S+ (10) NAAEEEO 3.7 1041417 21124 A J& 7 il
TEHERE N (IP) v &F (10m1/kg) H232 0K 5 FH o 9038 5 O 770 & 40 R < Abl (30mg/kg « 10mg/kg
3mg/kg Al 1mg/kg) Ab10 (10mg/kgf13mg/kg) FMAbS (10mg/kgA3mg/kg) o % HEZH FHHPBS AN gG-
XTHE (30mg/kg) 4524 « AL ER A HEIA TR 1L o ShWIAE I S0 HF AR /2 10 JE U 1Y AR EE 72 55 -4 K
AITEREABI AL B IR O6 LT 4525 H) W& Bk e A S5 (g & AR E RK &
&) ilitEcho MRI (QNMR) £F 55-4.7 14,21 FI28 K& o 7R 55— HiAk FI & 5 =1 (30) K, 50
3L CO2et S ALY HL A 88 3k 0o U 27 A4 FH - T-CBCYFAN I il &% » 3 41 , 7E00F 75 &5 R T
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T S A LR E RIS - e UL B B UL AR iDL DY SK L (B B D) AR
JUUo JUUPRT AIE 76 /0 B PR A R A 22 B 5 D0 o A EAT 23 #r » 5 R B P R BRI R LA A &
A IS VT S JIUA WA A e A G < O I R B PR A 4L
B eI CRAAEAR R S AR (ZERR) ANOCT A Al whied & A T A 220 i) 4, Br A 2R

IR G SR

[0436] 11

[0437]
AbFEH A7) & =/ e/ YID
1 PBS* HE 2 0 1-10
2 [gGXT 8 (30mg/kg) 2 60mg/kg/wk 11-20
3 Ab1 (30mg/kg) 2 60mg/kg/wk 21-30
4 Ab1 (10mg/kg) 2 20mg/kg/wk 31-40
5 Ab1 (3mg/kg) 2 6mg/kg/wk 41-50
6 Ab1 (1mg/kg) 2 2mg/kg/wk 51-60
7 Ab10 (10mg/kg) 2 20mg/kg/wk 61-70
8 Ab10 (3mg/kg) 2 6mg/kg/wk 71-80
9 Ab8 (10mg/kg) 2 20mg/kg/wk 81-90
10 AbS (3mg/kg) 2 6mg/kg/wk 91-100

[0438] >k FHAE ) (PBS) « TgGxf HEFIAN [F] 71| & X Ab L AL FE (W B W 1K ~F- 2 H 9 B & AR AL
SR8 98 AR B AR AL B0 B R TR . 20 160mg/ ke /wk 1) & Ab 1AL FE ) B4 5 1 g Gt
HE AL 38 K BN AL AR AR S8 28 R B W 25 (AR L 1IN, 437l 15. 3% Al14. 4% (E[9A) - A
Ab1 (60.20.6F12mg/kg/wkifll &) &b 38 ¥ BT A7 VU 4L B4 5 1 gGoxf e b ¥R 1) s 40 AH LE AE I 92 1)
o8 R A Gt B nyE ik Em N, 2 14.1%.12.4% .17.1% f115.5% (&9B) .

(04391 DYRHAILIAL (VU Sk UL FHERZIVL S B mi IURIAR L) 1 S5 S AE 10 R /B bk B 1)
B AEILR () /N RS 5 85000 B mT AR B 4 o BT 2 1 AD 1AL B 1 Zh 1) 5 1 gGXt BB
FHEL B A Goit2 B 25 LA SR & 380 (K110) o 5 TeGx REA EL WL i & 10 7240 1 3 A8 A A
LA i 28 _E AR 25 107 BoR o DY SKLE P35 4 8 A Y A M B s 71 &1 20 5%
2 AR RI10.7% (EI10A) o HERA LRS- 35 5 43 358 AR G O A B iR I 17 . 7% &2
LA ER15.9% (E10B) 2B T3 H 5 HE B s s A & 124.0% 2
B AEHIER18.0% (BE100)  IBNLEI T34 4> B8 AT A FIE 4 K T30% (E10D) .
X T o B S B U R RN I 2L 4R P I A A AL B A 2 (R AN AFAE Gt 22 R 25 1)
ZESto

[0440]  Hb ZERAN TS T I WL 4 AL (¥ Ab 1 b PR

[0441]  BESRE ANBT- WA K I 2 BuARAD L2E @ FESCID/IN B R B IILIY = (I 88 77, B 2
JE T Ab L Ab FE AR AT DUEF 017 S LR S 46 14 AL SR AR B4 o 7 o 285 o] B 45 5 1 UL ) S 48 A
PR3 FH A K H R e 2 K A EE B R A ST ERR I R (2. 5mg/kg/R) REBE TS T
A T AL 5 VLR ) 5 1) S 2 B AIC o 72 DL T SEES R, sh W AN R R = K Ab 1 AR 2 DA 52
BT T AR S G T3 Fh b ZE KA 155 S LA S48 1 R

[0442]  ZEix—Hfged, + 2 (10) HEME/ N (CH5TBL/6) 1K) J\A (8) 4LLA13. 5 & I N5
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W AEF R ORI LG, /N 4 T IR K (H1-4) BUEL S H ZE KA 7K (415-8) o I3t
FESE0. 3 TAILO K &F Ji Py ki B IR Y (TP) 33 5 (10m1/kg) Jite FH o Ik it A5 & 40T - PBS
(ZH1H15) .10mg/kg 1gG Ctl (ZH2H16) .10mg/kg Abl (ZH3F17) filmg/kg Abl (ZH4F18) . AbFE
HFA TR 2P AFHEAENH TS 2D ENERX SEREARSH (B EE
FE ARG E) BitEcho MRT (QNMR) 76 5516 FTI 3R M E AE 5B — Bk =5+ (14) K, 3)
Vi i COoid & b B8 H. A v i O U 2 NS AR F T M 3R 1 &6 o So 40, FERF S5 ORI, 70 5 4%
P2 23R B IR LA 2 - JHERZ LS B B UL B2 T L DY Sk UL B ELL) Fg L LI
MBI FE /N SRR A TR AT 2 JR 99 38 DR o N BEAT 0 5 1ok 1 P R R A SR LA ) B B 5 0
TFE T P NLA 2 AR S H SR O VB B L B R R By 4L 21 ok
W L GLAEAE /R bR (22 ) AOCT (A5 ) Hh [E 58 F T2 2R 22 40 1) ob, Br A A E R 5
PSRt

[0443] K12 T HhZEKIATE T B 40ER AL A b HRH

[0444]

4L BB AR K P 8g e | RS A B e | EH2/R B B

mEAR #/ B D

1 £ PBS 2T & 2 0 1-10

2 x IgG = B (102 20 mg/kg/wk | 11-20
mg/kg)

3 o Abl (10 mg/kg) |2 20 mg/kg/wk | 21-30

4 o Abl (1 mg/kg) 2 2 mg/kg/wk |131-40

5 2.5 mg/kg/% | PBS x 18 2 0 51-60

6 2.5 mg/kg/R |1gG B (102 20 mg/kg/wk | 61-70
mg/kg)

7 2.5 mg/kg/ A | Abl (10 mg/kg) |2 20 mg/kg/wk | 71-80

8 2.5 mg/kg/A | Abl (1 mg/kg) 2 2 mg/kg/wk | 81-90

[0445]  7Eix— s3G5 /N SR A FL-WUA KA R Bk Ab L (1) b 22 5 ] LLR 3 34 %
TR S I 5 5 B LR 2246 o AE00F 2 B 0] , 4k B g FE DU B PR OR FLHAA B AR 85— 1 6 AT L3R
T I QNMRIN & o AR ZR 0T BRZEL (ZH1) Rk ZEKFA LbERH (4H5-8) B35 H 5 R
AP35 43 AR B AR AL S R T B L L o 7 55 14 R 3K B b FR 41 P AT AT 20 22 R 76 P 240 1
AR EASFAENE 2 R (B LAY o /NG PRl ZE KA R 38 1 J&] 5 45 - T 8 RO K 6t HEE
2 (A1) ML S BoE AR T G B E BRI (A5 R16) (B11B) fH S, b ZEK KA F120mg/ ke /wki¥]
TUARAD 1 AL R /NG, (A7) 55X RRZE (A D) AHEL /B 710 S5 1 AR B o AR T 7 A8
{0 25 2 R B 20mg/ kg /wKiT HE 2mg/kg/wk ] Ab 1 &b T (¥ 5h49) 24 15 Hhy 2 K KA b 38 6 RE 4.
(L 5F16) AT — LB 72 55 1 4% W3R B8 1 0 AR AL ) 0 25 22 e

[0446] 75 1t S A A AT ot (40 799 A Ak 2R 68 RO, U700k B AN L PR R 2 PR ARAULIEY) GHERZ AL
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FIVY KD 1 8 = A S AR ] 1 2A-1 2B AR B e FL AR 4252 3 28 K b HLA 3252 PBSER 1 gG %)
R PUAR B 34 5 R Rt REZH (ZHL 1) AH L S5 7= JHE Az JUURD DY SkULEY 2% 25 4 (25 06) o s
FEKAA FI20mg ke /wk (1545 2mg /ke/wk) (KA1 & 4bFR 1 5h 4 (4L7) 15 5 1 Z8 KA b B8 i %of
HRZH (5HF16) /T —Lh B i Bon LA 810 B2 22 7 . 57k, A ZE KA F120mg/ kg /wk ¥4
PEAD LT AL TR /NG, (ZHT) 76 5 AR R B ZH (2L D) AH LI ¥ S R LR DY Sk L B &
1) 0 2 22 5 o A A SR REZE (A1, PBSAIZK) 1 IR S S A LL LA B & 13 E 2
SR T E120-12D  Hh ZE KA AL FRAEPBSHI TG Ct12H i S 1 HE VL R 210 1 4 FEAIS
A3 3216.5% F118.9% o AH 52, FlHh ZE K KA F120mg / kg /wkif] Ab1 R 2 4b 78 (1) 5h AN EL A JHE W
WL RS 4. 0% BEAR, Fo 5 AR pom st B 4L (4L1) ¥ B 25 22 5 RV M 28 KA Fl2mg /
kg/wkI¥TAb 1T 3 AL 3R [ 24 (LH.8) 1 LA HER WUVLIA 5T =19 10 %6 FEAK , i 20 R LR Joa & B4
IR PBSHI TgGRf B4 (ZH5H16) BB AIRAHLL 3 A B 25 22 7 o AU &5 SR 00T DY Sk LW 52 1)
(K 12D) .

[0447]  HEFHFNIRZ4EA H I Ab LA

[0448] L AnHT-MIAE KNG R Bk Ab L 7R BESCID NG 3G LA SR E B8 77, THAL T 42
75 Ab 1 AL 3E AW AT DR 475 5 LR 4519 b BRAR B 30 « 0 P VE 22 48 A L Tl /N BR A R 4T
BT AT R BRAL T B AT B A BRAT A B R iX — ) B RR 015 T AN S5 UL
Jor B 1) 2 B AR - AE L R 5230 P, S AN [F A I AD L AL 3R DLE e R P 3 e T X P
B SMNIAZ40 L.

[0449]  R13: T A B FE4 AR 1) b ER 24

[0450]

L P IEES 15 M EH|ERNZ/R B
il J2 ID

1 K A&F | PBS B 2 0 1-10
2 K& [¢G T2 (10 mg/kg) |2 20 mg/kg/wk | 11-20
3 LA&F | Abl (10 mg/kg) 2 20 mg/kg/wk | 21-30
4 &% | Abl (1 mg/kg) 2 2 mg/kg/wk | 31-40
5 1&% |PBS AR 2 0 51-60
6 THEF  |1gG A (10 mg/ke) |2 20 mg/kg/wk  61-70
7 ITHF | Abl (10 mg/ke) 2 20 mg/kg/wk | 71-80
8 TET | Abl (1 mg/kg) 2 2 mg/kg/wk | 81-90

[0451]  {EIX—HF 5, + H (10) /N (C5TBL/6) i J\AS (8) LA 14. 5 J& k& N 4L ¢
W ARSI S0 R FFLG , /N BRCE T RRIR T H o 8 DAfS 2 Ak T B e A7 B8 T 45 Ji5 fi (A
5-8) XTHREH (ZH1-4) & T RREF ™A B ACE T 5 5 o Wl 72 550, 3 TRI L0 K B JE
PHYCGE I IR (TP) y3:4F (10m1/kg) Jitt A o MU & A5 & 20 °F : PBS (4 1715) | 10mg/kg 1gG
Ctl (412#16) . 10mg/kg Abl (ZL3F17) Flimg/kg Abl (ZH4F18) ALHRLAFEIA T # 13 AR FEAE
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BT 2R FHNE R SE REHRSH (EIE GEEENKS &) #idEcho
MRT (QNMR) £E 55 -1, 7RI R ISR  A£ 256 —FUA5 R E 5+ (14) K, st coxd &4 58 H.
MBI L O i 2 A B T I A %

[0452]  534h, o A5 R AL G Bk L USSR (0 DL PR) S - HERZ UL LE B g DL B DL S i A LAT
VY SK WL (BEELVL) o A EAT 23, W B R B sl WA Ja SR S AN UL B & o IO BRI e AL R
Fee 2 Lo i P AL RN o B Rz UL R AE AR R B bR i 52 I T AL i) A, AT 40 41

MREIF R A SR
[0453]  ja sk

[0454]  7Eix—s2B6Hd, UK T /N R AT K Z 0 iRkAb 1 403 2 5 ] LLR SN
TH A G AT A0 B S0 e T PEILIA) 2245 o 7500 70 3R] , 44 o8 4 J) 0 790 vk EL YA B A1 5 -
1. 7AT 4K 1 QNMRIN & o A s i HE 4 (4L 1) AnHT 4 & W I 4 (4 5-8) I sh i %5
a3 B S AL RIS 35 9 A B AR S R T B L3R o A5 5 T B A 3 A AT
Fi /R (B 13A) HAH AT 8 44 22 e A 2 5 1 (B113B) o

[0455] £ 5 JAIAF 7t 45 SRS, YI0R B AN JLPR) R 2 P PR UL PR (HE R LAY Sk D) 74 B &%)
PEAE B 14A-14Br P VR BE B3 10 B H B2 52 PBSER T gGoxf HE HUAK K S04 -5 AN 70 B 1 5 e
H (1) AHE T HER URTIY Sk VLR 35 25 40 (5 6) 374 B H AL 20mg/ kg /wkiiiy HE
2mg/kg/wkZ5 Z3Ab1 ) 4 (A7) 24 54744 8 X REH (A 5806) AE—AH L i W= WLR B = 1 I
HZEF AL, F20mg/ kg /wk K UARAD LA B (FT /B /NS (T E ST A BRI IRA
(ZH 1) FHEC B S S JHE B UURN DY Sk DL B ) 36 2 22 5 o S LI LA B 8 5 R 3T 0 B 1K 6 e
D FPPNIR E S AL F E o 22 7 B T 14C- 14D fEPBSFI1gG Ct12H s
AT A BT RN S 4 B 5 A2 22. 8% F123.5 % o A , H120mg/kg/wki¥]Ab1
AbFR AT A B /N A A 10.0% [ HERZIUNL IR T R P AR 1% — 2 5 R I 5 8252 PBS I 1gG
CtIFURRIFT 10 B X HRLL (5H16) EGEit2% R AFK - Fl2mg/ke/wk Ab1ALFR [T 747 & /N
BT L PA) J5T B A AIG S5 PBS AN T gGoxof 4L (415 H116) F P AR EL I8 A Si it 27 25 5t o 2B ABAIK 25 SR %
TVYR W52 (E14D)

(04561 Ji LA A i 28 R0 AR L AR 4 ) 22 10 45 M R 5 M) (BB 7R B VB DR A7 ) SR
T 16A FESDS PAGEBERL 1347 (19350 43 B M4 8 11 5% AL ) B0 1 5 UL AR K0 i 25 1 2 461
BoR T 6B AR JE AT, 82 1 2671 B R AR K 28 344 (~50KD) /T 45 F438 (~
37kD) FHA AP+ (12. 5kD) ZH Jl o

(04571 Ab 145 Pk b 45 A5 TR LA 400 ) 2 R AR LA KA 21, 1 805 W 22 31 5 TGP B
FRM IR S G, B R HIGDF L LS R R (B 17A) «Ab LR &k (50ug/mL) Jifi H
F R~ Forte-Bio BLIAR ¥ I & 45 & FIfE 25 3 R LRI IR KA {E . =W f%
IR (FE7R 456 F ) o i i Bk EE RN, B S IIKd ARt 487K o i HAb1FH
7 D LA R 2R (1038 AEANFE BT proGDF L L )3 (B 17B) o

[0458]  Abl.Ab2.Ab4FIADG[K] SCIDFI & i B HifF 52

[0459] 2 R A AD 144 PYBIF 8 L8 3E W Ab L ] A3 T8 e sh A i) LA o & A S 7E /N BRDLIAL
EYRET (b ZERIARUR B S04 PR LRI R Uik TR T/ES 2 T REAMRT
Ab LR ANEFAE ) = A0 o 7RI — BIF L, ZESCIDZNGR P, IR S HUAR AR P PEAE = AR
[FIFIE 5RO Ab LG LR
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[0460]  J\ I (8) MEPESCID/NER -1 PUA (14) ZAAES50.3.7. 10,1417 21 FI24 KA A F X
I E RN (IP) 74 (10m1/ke) #2352 Wik it e A o US4 7702 20 R < Ab1 L Ab2 Ab4 FTAb6 LA
3AANA 5 & (10mg/kg - Img/kg F10 . 25mg/ke) 45 F H.1gG-Ct 13144 LA 10mg/ kg5 T o &b FRZH
TR 14 ENAET R FF AT 10 JE 6 o A 55 70 5 AN 0 rp A T U & R IR O R T 45 24
H) « BiEiEdA S5 (& EEENKES &) £50.7.14. 21 f128 RifidEcho MRI
(QNMR) I & . 78 B —Huia A= 5 1\ (28) K, ZhWil i COidt & Ab B L 338 ik /0o i 25 3
UACHE T I ) 4% o

[0461] 534k, B & PRl ZLIF AR B BRI LI 2 < BERZ L LG B £ UL & mi L PO Sk
(B ELAIL) B AP TR JUL o JUTL DAY DA /I8 B %) A T R 2 ol 7 3 L0 o kAT 0 A, 4k B
P R E A LR B S A T R s P AL B & YR e H SR OV
Uk BRI T O R0 T 7 2EL 23 o 7 JHE Rz DL CHEAE AR 7R B b [ e T4 235 534 46 B4
PIRRE IR G 2o

[0462] K14 FHT 502 R RSB FL I Ab #E2H

[0463]

abFEH I ) & e/ e/ B 1D
1 PBSX HE 2 0 1-8

2 [gGXT HE (10mg/kg) 2 20mg/kg/wk 9-16

3 Ab1 (10mg/kg) 2 20mg/kg/wk 17-24
4 Ab1 (Img/kg) 2 2mg/kg/wk 25-32
5 Ab1 (0. 25mg/kg) 2 0.5mg/kg/wk 33-40
6 Ab2 (10mg/kg) 2 20mg/kg/wk 41-48
7 Ab2 (Img/kg) 2 2mg/kg/wk 49-56
8 Ab2 (0. 25mg/kg) 2 0.5mg/kg/wk 57-64
9 Ab4 (10mg/kg) 2 20mg/kg/wk 65-72
10 Ab4 (Img/kg) 2 2mg/kg/wk 73-80
11 Ab4 (0. 25mg/kg) 2 0.5mg/kg/wk 81-88
12 Ab6 (10mg/kg) 2 20mg/kg/wk 89-96
13 Ab6 (Img/kg) 2 2mg/kg/wk 97-104
14 Ab6 (0. 25mg/kg) 2 0.5mg/kg/wk 105-112

[0464] VAT (PBS) - 1gGXf {8 J2 AS[FI 7 & I Ab 1. Ab2  AbAFITAb6 &b 2 1) B4 K 1350 11 4398
P EAF A GREAT T 350R) £ W T B 15 . F20mg/kg/wkifl & 7K F[1JAb1 Ab2 . Ab4 FADb6
A B (1) )4 5 1 g G BEFNY 71 (PBS) AbIE 1K1 20 W) AH LE 7E 852 1 R B8 28 K H A7y fk L 2 25
B . F 2mg/ kg /wkifi & 7K “F () Ab L FTAb 24k B8 (1) S W 70 57 140 56 2 1 F28 K 4 5 A7 4 Hi 1)
A AT FHO . 5mg kg /w1 & KK AD L Ab2  Ab4 FIAb6 b BRI B0 , V& A7 AT 0ok iR
AENINPERUNG NI RTE 0 Y F

[0465]  FERFFLLE R (5528K) I, e AR IWLIA FF R FE o DY Sk UL Ol ELIVL) A E A7 L) B 5 7E K]
18AFI18BH/EE o FH20mg/ke /wkF) & 7K S HIADL \Ab2 . Ab4FIAbG 2L 3 K] 54 5 75 75 (PBS) Ab
H I 300 AE L B A THERZ IURD DY Sk UL (R ELVL) LR EE & 1) 5 25 340« FH 2mg/ kg /whk 71 & 7K S
(X1 Ab2F1Ab4 2 B (¥ Bt EL A FHERZ ILIVL Y T & 1) 225 84k o FH 2mg kg /wk 3] & 7K - [ Ab 24k
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B B TSI G EVL) LA 2 [ 2 25 8k o 6T HO . 5mg /kg/wk 1| & 7K T [
Ab1.Ab2.Ab4AFTAb6 2bFE K B , AT 5 HEZH ¥ LI R 211 12 2 24k . FIAS R SR = 1
Ab1.Ab2, Ab4 FAb6 235 1) 2071 Rz LAY LWL (B B0 LR B S o 22 57 CH 57 57
XTHEAHEL ) B T 18CH o

[0466]  SCID/INE A Ab L/ AT 7T RA 157 S 17)

[0467]  ZESCID/INGR, FR UK T AE B — 75 Jo A3 JE 57 2 S Ab LIS IS (AR S I 88 . A A
(8) MEMESCID/ING FI-EAS (7) AAESEOR (H1-4) BRAE 50 TN AR JE — Ik (415-7) Bl g
JEEPY (IP) VST (10m1/kg) 42252 W 5 ite FH « 2 W3 15 Hidk (1gGxf & \Ab1Fl1AbMyo) PA10mg/
kg #5245 o« ANAE T FFF AR A& 103 1 1B 0% o A B 70 B AN 0 op 3 B U & P IR O R T4 24
H) - e mEHRSE (& JEEEAKER) /£50.7. 148121 KifiidEcho MRI (QNMR)
bilp=

[0468]  15: AbFRLH FILA ZGAI%

AR | K Fl & (mg/kg) |LHBME
1 PBS*® |0 K
2 IgG CTL 10 — K
0469113 Abl 10 —k
4 AbMyo 10 —ik
| | | — R
5 IgG CTL 10 &5
6 Abl 10 %
[0470] | %)‘%
— R
7 AbMyo 10 o

[0471]  FI¥A (PBS)  TgGX} & L Ab1 . AbMy o &b 3 f) S K T~ 440 T 498 A o AR AL 3040 o T
B L9 o B0 2 7R A T H0F 90 1 S5 0 0 A B8 b o A0 B8 — SR & (1 DU ot 5 2 1R A,
Ab1AbFR I Eh W) (43) KA B2 ik E I (5 1gGx Bz -4 1ALk , H 534 &/
Ab 1 IR 3 A4 T AR AL (416) ASTT X 43 o Y8 44 T (1) 3 8 AR A 1 15 T B — 571 2 Y AbMy o &b 3 1) 5y
Yy (214) 3 H 34 BRI &= A AbMy o kb PR () 34 (4L7) & BRI AL A4

[0472]  sEzjifafs] 3. {2 /25 2E

[0473]  Ab2J& H A fr B 22840 B A 22 S B 1 il 2 R 1 T g G4 P B 1y A AL 5 v B s o 3X 7™
A TG -FEECRE 17 2 Al e /MU RE (7] ARSI AS 58 AT Al (X 42 TGAMM RF1IE) - Ab2 Hi B FH i
(¥ 56 B LR 7 31 SR T R o AR SE X (CDR) I RII2% o SBARKINST 731 : N-3E 2 1 M 1k
A P FIAE 5 BBARKIDP 3 31 & P AE A W7 A 5 BEAKNX P B, Se e Xa] LSS TERG , A2 7
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FE R B R s FRARIDX 331, Her X A] A2 G S TELSDG , & W AE I S A A A7 551 B4R 1) F
it 2 R AT TR AE 1) FR R R AT 5 BRAK TR Q2 FIUB RON-A S £E A 2R (BI21A-21B) o

[0474]  AbT 7> F A SE5E 1 JUAS B0 B e B U (0 98 A2 7 o R BE TP I P R A B AT R
PR ENRE B S T B o X L85 B BN T L EE AT CDRIX A

[0475]  J5#hiTgGAmAb R RE AT ELEE R ARSI A S 2, KPP0 5 a1
RN R I AR A LA IR AL S IR L T - eG4 17 BE 2 R AR ST
A =73 5128 e, HLA 7 BT i AT A& Stk ) i — B » T GAZE M) 2R Ser
EProff) B # 3 E G- FEBLEE T 51, Hh MG B8 % I BB 7] — fm 88 NI 5 A e AR &5
A6 o BB X 1) 5 BE PR ARS8 PEAE T a0 I J =6 408 L ViORTiiE B SRR 1 2 B X R a9
FERAE A T A A v M 0 B3 5 1 7 A A Y B U

[0476]  ja %k

fanp=m |

(04771 SR 7 BELT UL AR 4 400 1 25 R0/ B v AR UL AR 0okt 25 P ity 10 LA 41
/PR AN G ZR A e PR o 3K — 8005 B W 470 4 Tl FH T 2 /) B 38 2 A = AL ER)
KN, F AR A TR B & AR LA H I a) A 4R R LR 38584 F o 594, 44 i FH 76 9 bl T
(1) JULPR) 22 G A 28w R i R /0N B A T LAY 22 4 o 090 A B L T JDL A= A 40 ) 3 ) s {1 i3 A
TR ILP AR ANAEAR N By ILLIRI 2240 , FFARER T L Z 46 (038 97 PRI T I AL o

[0478]  sijif 54« Jit— LA A 300 1) 28 RHVE AR - LA A il 22 AR LR 2848 o 1) 3B

(04791 AT 28 [ 5T B 328 DARA i J5DL AR B 300 1) 22 0 AR JUL AR & 30 ) 22 A2 JUL PR 28 4 i 7 o
DA B AE TR R GG AE LR 2 SURTZE A B o 1R A7 A o JUL PR 28 4 B A AR 2R A0, 455 FH 2 . Bmg / kg /
JEI M ZE KN (TR R 45 2) AL FR/INER, , TR AR AR FE 1 2 J&] JE WAL TR o 3 — A 28
FEVRIT LR T S EUILIA 58 1K) 15-25 % [ AR o [ s DA SR P 1tb ZE A A8 A FER 14D /) B VAT 4 0 HE L
PRI o DIORR B ELAL S B2 B R WUARTEE B A UL 2890 560 S 1R AAE -80C TR fi 47 EL 21 4 F . L
PRI A 7 0 L T P 2 7 K 75 A B 1 T R Tl TR I 01 61 57 1 T-PERZE P vh VA A ol = A o
1 2% 38 3 v 7 VU AR IR AE-80CTT i 47

[0480] A0 AH [RI MR S 1K B 11 BRI 22 AN A8 it JE G PAGE 4 H R 25 11 J5i EV 25 43 5 BIPVDFFEE I
X T WLRIVE A=) 10-50ng b B 1 INEC B B b o AR AEPBSH L : LOM B H 1O 11 #5484
TN B b o AR AR ST RRAEYD , 0. 1 - Ing B8 41 JELUUAE B30k 25 R0/ B 78 AR LA K 0 25 A
I B EE R b o VAR I 2R 2 I 5 A R UL AR K 0 ) 2R 1R I 45 A8 S AR
(AF1539,R&D Systems) 58 o IX — 73 47 7w JEUVL A A 22 LA o i SZRC T 2K, v AR
JULARE B 1) 2 A 1 2R o 1 32 B 3R (E125) & 4, AE B, 70 LA B b ZER AR SR 25
A /NG AR, TR LA KA 6 270 WILPAI AL e 338 T, g 5 R AL AR A o0 ot 25 70 102 Y B A
[0481] gl ix e 2h L, 8 1 o B4 A 98 AR 10 G I B &2 (Azure Biosystems) o 7€
& 1R A IEH I ZE KA b FE /)N SRR A2 A B i ELVUAN A B IVL AR 35 LAE K3 i 2= R 2K
) AR 7K o 3 B H i A DA B R A 45 51, SR PRI R LA KA 2 2-%2 . 5%
(17 398 TR 2 R VAR K 252 . 3-R5 (1 B AIG (K 26) .

[0482]  J-T-iX EH4f , 45 HH OE 3 AR DL IR H LA R 2% O RO o e B 1), 76 1E
LA (B28A) 5 JE LA KA1 28 AE LR rp 7= A8 - Jd 5 36 bR 8 1 I 40 170 30 52 A R AR DL
A KA 2 ZE AR ] BB AZAE T 40 i N B4 e 4 (Anderson®, 2008) o LA H L6 4311
T AR IWUAE I 2R A8 5 B BN B b 5 AT T B AR JUL AR K FI i 21 A 10 Atk o 78 JUL IR 254
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Hh, 7 AR T LA AT 2R AR A R B 350, AT SRS 2241 o 3X A3 ing oA v i it LY
Hh JER UL AR A A 2R 7K B T R AR DU AR K 3 ) 3 e A i 1 AR A IR ) 38 ke 5 1 (B
28B) o A ML 1 Fid BRI — B () 55— 20, R B IDLPR 3G i SR I AE K4 i 2= . 2
WAL STHR 58 0, R W 52 31 1 ZE K b 2 1) /0N B HP B AR IR L) o i 5 3R AR R DL AR K
il 2R 7 AR I A U e 8 DR AR A ) 21 00 4 B 185 0 o AT, T2 v JUL A 4 i 2R 1
IKPBEA , 2 B R ILAE KT 2 i A% fe 3.

[0483] St {415« AN R IL 775 UL PR 2H 230 e 5 Ve

[0484]  HEAT G PiE LA WA E 1 B0 o JE LAE K 2= B9 A7 AE R0 52 Ab2 A1 AbMy o 5 1L i A
JULERL o ) P8 95 LA KA 2R BT AR O 45 A o A2 TR S TLIAL b LA KA 2 10 2 B 20 K27
37 1 45 RAIE B I 37 SR LA K 2R b B Ab 29T € 5 28 B L 4 PN A7 AE B 0 i A SR AR
KA1 2R o B 5 3 i SR ALAE KA 2R ORI AE A S 2= LA A ] 2= 1 H e 40
IR TG G AE, Ab2 LR 3 B S s e JR LA T 2R o AH S, AbMyo 5 2 b 45 &
T8 TR AR VLA A 40 1) 22 AR 2 A PR ) WS 5 0 38 -5 LR H D LA A 4 ) 2 %) R 0 1)
FHEAE FH o BESR VLR 2 Herp DU KA 2= 5 5 A% 2 AR A7, X AT LUAHT-Ab24F AIHL 32
PEE B

(04851 ] (%) LA 25 fidd 7= 4 4 i 4 Y IR G /N R OPY Sk ILE I CryoPrep # BE AL
(Covaris,Woburn MA) HfF B& . BF BE (1) LA SR G 7E 2L A 1x Hal ™8 (3 B RN AR I 411 6l 7710 A
P %A EDTA (ThermoFisher Scientific) [IM-PerZZ ik (ThermoFisher Scientific)
H ST 2 50mg/mLE I FE  ZH AR 5 AT BT (Bio-Plas Cat#4030-PB) phily i it—0 A
S BB RS A v 1) BT R FT SR 38 BT, o ILPRIRE (ot AR I 74 °C T 1B g o) i e 9 59 5 30 98
B, FEAEA16,100g 550 L0 B LA UTIE ASVEPERR 7 o PV PEBR 73R tH T FH T R Ui sE S
[0486]  Xof T 4 & Ui i , Ab2. 1gG Ct1E AbMyo & fdi FiThermo Scientific Pierce™ Co-
Immunoprecipitation i & 2 M il i e i Ui I 5 5 B IE R BRI AR B . Thug I & ik 5
50uL IR BHMEER , HL.30ug 34 T8 A% Uive v o S UTlE £ 40 3mL Ik & FF 1R 7N R I
& Bioreclamation) B 1. 05mL I 4N b Birads il % (1 35 S A AT v P4/ B3 DY Sk JULIEAT o S AR I
(R ER AR it 7.4 °C T A Bl S 0o o e 5 0 B 0 4 o 7AE I B 5 BT QT Avac 24P 1us 25 BUE
(Qiagen) I8t {7 4 AN A it A4 FR 20 3o A0 70 3 A T e k7 2 v %) e 2 i D 8 DTS BR AR S
FH200uL I TPERLfA /e 5% G2 e 6% 3, R4 R R0 46 1 i BH FH 1OORLIT) 1 x 2% A1 28 1 8 5%
— IR o P Bt 5ORLITY B I8 22 i BEAT 40 Bh AT SR J5 AEURC SRS TR 55000 IM Tris,pH 9.57R

I
= o

[0487]  JE kI B AR R T INLAE KT =Y BRI HAF1539, (R&D systems) ab124721
(Abcam) AlexaFluor®680Af finiPured'#i-45=£1gG (H+L) , (Jackson ImmunoResearch) Fil

[RDye®800CWIfi—#:1gG (H+L) (LI-COR Biosciences) Thermo Scientificifiit A i

EZE P AL Ak - SEA BLOCKRE W7 2% b i FH T FELIT ANl — Bk R &

[0488]  sizjifif416 : FHAb24h 2 f 0K B HH 34 0 JUL PR ot & A AR (O LA KA il R R 1 3Rk
[0489]  fFHT AT

[0490] &% J\JE WS P Sprague—Dawl ey K b it 58—k P4 ) &= (Ab2 (10mg/kg) AE D)
BETEN TG HE B (10mg/ke) BRI AR (TR 3 2% phEk 7K (PBS) o FERF A ML FE AR, L35
FELE D JE IR 47N CAS/INIE (TR V14K L 21 K F28 K M3 I KSR/ ZH S A W B i B v v 3
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1T BB B AFAE-80°C T R AR E Il I 8 B AL RE LR (QNMR) 7B 5L 2 (BEOR &5 Z5H0) FIFESET .
14, 21128 KA (8 KKK /48 W& H-E a5l (B BN IS B mTLATLE B D) AR R 4R G
28K I WA (FR EE AR 2 H R T E-80°C F i AF o

[0491] 458

[0492]  ZjW 25 DL ORI 10 % 25 W) R E S BRI T A TeGHr = I EL T SATE ML
RE G & & 29 h FIEoR , VRS R 4/, Ab 21 TGt RE A4 728 K BRI 375 vhoA%r D o B 5 I
B, Ab2 5 TgGxt HEAH LL R T+ s G IR 259 7K, 7ERE 90 45 R I o BB 34917 1
g/mlIZ5W) .

[0493]  Ab24b ¥R (1) 2520 24 A FH Bk 7R 0 F vp I S 4R B (ot g NMIR) AN e ot i v 72 A
T 45 IR 14 LA 1 25 B SR P o I 30A S 7 T 72 e it o ) 9 4 90 &, L oh A A2 AL
(1) KB 5 FHPBSER A TG HE Pt 4 A PR 149 K B AH B S5 7 HH 988 4 2 1% I S 3 m » UL PR) Jot &=
TR AL 45 R (28°K) B WA ARR B 4B & LR AT DI &, i B 30BH BTl , FHAb 240 2 (1) K
R, 73 1) S 7 B L JUURT B Rl JULADLPAR) J57 B 14 % AT 1T %6 P38 0o S5 1 0 R 5 3% 6 340 36 W) KBS,
FH 5 — 7 & (1 Ab 240 38 3 EUILIR BT &= (1 357 A

[0494] 5 LA A F1J1 1] 2 AT AR JIL A R 00 ) 2% 10 A RS 7K S Je e AL R0 v e 7 A2 B L 375 5
(1) 5 B 1 5 B 2R I i o AL PR A0 = A e 3 T S 5 4 D 78 A i 1 Tl R R e ot ) ) T
PERZE MR HH V5 A A R T LR ARE ot 7= A o PR VA AR IS 037 FHIRD IR P10 28 1 BRI A5 i it
PAGERE I 43 125 £ 11 Joia B 28 BIIR 2 G PVDF i b o kT WL VA Aif ™4 » 10-50ng ik 8 1 N E 2
HEHE b o MR AEPBSH L - 10 RE HL 10w B9 34 ok 20 e b AR RN RSFArdEY), 0. 1-1ng
21 JE LA A 2R /B AR LA K il 22t I 20 B L LA K 2R B (A i 8 e Al
FHAR B8 AR LA KA1 2R 10 R 45 MR K Jid& (AF1539,R&D Systems) , #255 FR Ehric i 55
PR A IR 58 o AT BT R BREN R 43 A, B E s 2D =N R 4L

[0495]  Ab2fK) &b PR A K B MLTE 5 T oGt B Ak P 1 K BRUAH LL 42 i v AR WL AR K A 2R K
~20-F5 (EI314) X L34l 5% T H e bk 2 W 22 2119 46 B — B0 i e e T3 2
VIEEARIG S5 A o 7E R BRILIR) (B ELIL) 5 Ab24b 8 5 BUVL A K4 i) 22 B3 AR X L ox 19 38
(vs. TgGxf BADFR I K BR) o A WS B JFILAE KA R I Se vt 2% 025 10 8 4k o X S 4l %
FHAb245 & LR bR, IR LA RN d 2R /W AR LA R 31 2=, B LA LA 3R R I LA K
1) 2R AL 3R o W5 B Ab 240 B 38 0 R R IR) A () 38 AR B AR A AT 22 (AN 3 I S L AR
2 (BI31B) .

[0496]  Sita {4 7 - FHAD2 AR FR 1) /NG, w3800 59 WL IR o & AL AR A T 35 B 1 SRIA 1) e A8 A
BB WU KA R SRR B o

[0497]  H5T i TH

[0498] - J& & HE PR SCID /)N B it FH 5 — JEJEE P4 75 & (Bmg/kg) BIAD2 AEDhRE M A TeGXT BBt
A B 3t BEL BT JUU AR A A 3=/ 52 A HH BLAE R H5 AR P B B8 A4 (AbMyo) o FE 8 78 1 i 78
v, I AR AR UAE 25 25 J5 10 L/INEE A/ V48N VTR V14K 21K L 28K F56 R U 8 o ML 75
A S 30 oL b v VR BEAT ELRE S AE-80°C R AR BR UL (B ELUL S i B i LRI EL | £
L) R AR R FH T AE-80°C M it 47 R AA HE 18 5 B REIL R (QNVR) 7R3 4% (58
0K L5 29 07) RIAE BRI R b A I & .

[0499] 4k
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[0500]  Ab2/4h 38 () 2 &% 2% A'E FHE ok 70 1 50 i Rt v U 2980 4 J Gl 3ok gNMR) SR VTATY « B 3248
SR T i (1 9 A B &, HL v FHAD 2R ER K /N R 5 N TGt R 44 b 2 11 /) BR A T 2
71~ H R A T ) ) S 3 o TR A IR AT = A, A A& (AbMyo) AR ER ¥ /N oK 5 Ab24
S [ (R AR F G TN AR 2, BIZ5 24 J5 28K , AbMy o AL FR [ 7] B AN 4 457 38 10 ) 988 4 7 o A e , Ab2
A FE 21 FP R /N BRZEATE A B AN R B 1) (56 K) 7 Fop FL 398 m () 988 44 B o X L 50 Hin R FHAD2 B
A bt AbMyo 5K AR FHARR L) (7]

[0501]  Zj4 255 DL ORI 10 % 25 W) R /E S BEAR A F A T A TeGHr = I ELT SATE 1L
BEG P& B 33 B, VRS S /N, Ab2RTEL B 344 (AbMyo) T & 76 L 375 HH A% 1
HPBHUAR> Lug /mLK 7K P 7] LA AESEANBIF 70 o M 21 o AH 2, Ab2 5 AbMy oA EL 23 1 12 25 5
P 2= 32 JH R0 HE 0 ) il 28 TR TR (AUCTINE) 5 AT 3R BH AEAHALLIG 52 , Ab2- 5 AbMy o AH L 3R
SRR E A INIUE-S75—

[0502]  Ji LA A 101 ht] 2 AT AR FIL A A 00 ) 25 10 AR RS 7K S Je e AL PR ¥ e 7 A B L 75 5
(1) 52 5 B 1 TR B 280 5 o JULPR) AR 7 A e T 5 8 o 7 I 7 B 1 T R Tl e Sl 40 At 5 1 T
PERZE 4R HH V5 A A R T LR ARE ot 7= A o FE VA A IS 037 FHIFD IR 0 28 1 SR A i
PAGEBE I 43 125 5 £ 11 Joia B 328 BIIR 2 G PVDF I b o kT~ WL VA Aif ™ 4 » 10-50ng it 8 1 InE 2
B b o M 2R AEPBSH L - 10 RE HL 10w B9 384 ok 20 e b AR RN RSTArdEY), 0. 1-1ngH
21 JE LA A 2R /B AR LA K i 22t g 20 B L LA K R B A i %5 5
FHAR S8 AR LA KA1 2R 10 R 45 MR Ji & (AR 1539 ,R&D Systems) , 255 F LRIt i 55
PR RS ISR 58 o AT BT R BREN IR 43 A, B E e 2D =N RE 4L

(05031 ifiL i LA & 401 1] 22 A0 2590 Ak 38 149 /0 BR, H AR B e 5 P 5 6 B 1 I B e U & o LA
HA G IR Ab21fL75 2 55 , Ab2—F1AbMy oAb R 1) /N B PR 38 Hh (19 ML 77 98 AR LA K4 ) 22 7K1
SEARABA (B134) o 3X L H A R R Ui 85 250 CR 456 T 484%) M IHIR K 78 5 1 T AR AR 1) 7K
S, DA 14 (1 R Ab 2 L7 2 55 AN A 15 %00 T~ AbMy o L 5% 31| (%) 416 B 98 AR UL AR R A 22 38 o
FHEE B R B4 PR AR LA #2538

(05041 JULPA) (B ELJUL) H 1 LA A0 it 22 Pt i 3 % s B 1 R B 28 P14ty o 5 R DL AR K41
i1l 2% R 5 AR A A1) 28 R AR XS AT A8 /N BRODL RS A = v sk 26 S 85 11 o B e U &2 o v AR
JVAE R A1 28 AEAD2 FTADMy o 42b B (1) JULEA Y 2 vh 71 15 (K135A) o {H 2 , AbMyo Zb 2 (¥ JIL P v 38
PRIVAE A1) 28 50 FF i 21 55 28 3k [ B L 2, 1y Ab 242 P 1) L PA] Hh 85 AR VLA A 4 25 0 7+
R BB A DX I [A] (P<0.003vs. AbMyobFR) o SKABL I B T+ 5t AR K 41 25
ML (F35B) , REZRA G2 EEN (P=0.068) . ix L4 K B Ab27E 2 W 1E FI 51
A7 CHREND b T K /R FRRSERT (7]

[0505]  SEjifafsl8 : Ab24 s UL A7 4

[0506]  FE3iX—SEHE I, PEAE T Ab2XHIL A3 A AR . 181 & 2, HEVECSTBL/6 J /N B B S
— R R P it FH TG (20mg/kg) EL A /MR TG L [AI Fh R [ 52 [X (K Ab2 (20mg/kg) BLPBS , £ 4
4 (n=10/4) »

[0507]  {EAIF 72 45 o, LRI DG HE AR 2, ELBERARIL (EDL) LRSI A4 S LA P BE AE AR 4 F
T TR 1) EE VRIS Y 305CHILIAIAT AT 224t (Aurora Scientific Inc.,Aurora,CAN) Jl& . L
PRV T UK (1) AR B G o v v L 4% G 22 R4 L B30T i JUURER o JULIR) T 305CHILIR AT AT R G
T [R) 3 I FHBL95 % 02/5 % COA & AR FFAEST 'C T (1 AR FR S PPRBETE
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[0508]  £%2kAE—MIZL LB 2 AE, HATAF 8L 2 5 — M. 0. 0 1Hz AR 1) — R B LHz Fl
100Hz 37 #1138 (0. 2ms ikt , 100ms £ 22 (7)) 168 3 JWL PRI A0 382 1 B vl AR 336 06 DA i {R 8% 28 e i %
() e KR A T A A 1 — EUARGE , T & B LR - T vs A B0 22 28 R AE LR 3
i A6 U JBU o

[0509]  Hili3& 5K 77 H Lms Jhk b 5 90 B ¥ 6 32 /&1 B 23R4T 5 K F7 0 — RFFNE (Lms ik
250ms Y| 2537 S [R]) S8 5 DASE i i o 22 3347 : 1.10,.20,40,60,80, 100, 150Hz , ¥ 5 =&
1 Haz 1) e 2% B o

[0510] & 36AH o, 76 FHAb2 4b 34 J& Ji , LI BT 2 A Dh R 4 i1 - P35 EDL 8 & 18 i
33% , H P2 HERZ LAY Sk L S48 119 % .

[0511]  4nfE 36BH FIr IR [ , 5 K 777 EAEAD 21 44 JE 77 & J T8 N30 %6 o

[0512]  JRE AR FF I JUANSE it 77 20 O 8 A8 A SO R A i) B AH ARG AR N IR 5
WA Z B T HAT TRE AT/ BRI A SCHTIR I &5 AT /B — Fhak 2 Pl 350 e 5 R/ 8K
g, HOX A AR AR/ B % H AR TE AR & FRRIJE A o B — ekl ARG AR IR
R HAR , A SCHTIARI FTA S5 R ST ORI I Bk B S s I PE G B SEBR S8 )
RN/ BOR 3E  BL R T A A 1 2505 B S R — Bh B 22 Bhir g 1O B o ARG AR 17
TR BB AT FH 5 RS2 56 1 08 -5 AR SCFTIR I AR R 8 S8 it g SRV 2 S5 R A TR
I, I R e R St 7 AR 2846 (1) 77 2045t ELAE Pl B ASOR)SEE SR B S R VS A, A
O3 FF AT LA LI E Sl AL SR OR3P 1K 7 s BL AR 7 SSE i o A A I SR SCHTIR I & B A
FRAE RS i MR R/ BT S A, I X R R AR R G0 AR BT A 2
AP & I, W Rk 58 22 FhOX R K RRAE - R G0 Wik S BRER /B V2 K AT 4 & A4S AR A
ANFHIVEHE N

[0813] A e A% 3 rh g BH A AASCR 22 R vb A5 ) A 58 el 4] “— AN I “— R, B AR B At 5%
B S R O, B2 R A e 4“2 b — A O 7

[0514]  fmA SO S AR, U0 BH A FRORIES SR b (1 40 05 R0 /B0 B4 R i A A& 48 e &5
[foe g (RIAE—L4g Bl b 45 A B 2 I AE e iR 23 i £ I e ) I “IE—B0R
B o B AR B B M R B A S IR 400, T DA% M 1 H R S Ml ok /B M D4R T 1 T R BA
SAHE TR, BT SIX LR TR B Ju R A RBAS A OC o (R, R AR RR il 14 S 4]
“AFI/BCB” 1 5] A S RIS a0 B 5 A5 A8 I, AE— AN s 7y S, AT BAFR AT
AHB (LA FEBLL /MK JT ) 7 oy —SEHt 77 SNk, AT UFEBI A A (R L A FEAL A
TCR) s fEH A — ALt 20, rTPARARBR & (R i e n ) i 555,

[0515]  fpASC A R, 78 Uk BH A AIBCR) R w5 “BC R ER g5 a0 b SR /B0
AR5 S, 24 bR g2 Hr () T E I, “B 8 /B RIAERE 2 2 R, B
B2 — RYVTTR T E D —A HREFREHEE —, BT 54O R 125
o O R A B AE I (2 " B R Hep 2 T B AR T RUOR SR ),
‘B 1A RAFEAE 2B BRI R PRSI InE B, AR SO Y R
“BCHTH A HEE R ARE I T 7 I T BB I 2 T IO 2 R N AR
AHEE MR AR T B, B AN TR ET) o HEAR FH AR AR T RN 2R
H ) R 24 B a0 T R A R I e 5 S

[0516]  duA s H S FI, A8 U B B AR E SR 1, R T — RV — DB A TR 505
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DA MY N AL TR VR PR AR N TR RS R L HA
VAR TR VIR NP H B SRR T RE R 2 DA AR TR VIR T
RINEATHE X8 XA o] AEE AR 5T “ 2 DAY Frfe e 2 PR W Rl 8
EMTTERUSM TT R , T2 1 5% il $a 2 19 IS LE 70 2 A OB AH G o DALt , A SR PR i
LA, AFBRYE DA (B, “ABBR R DA B, “AF/BBH D
A7) S AE— AL A, AT RALEE 2 D — A AT R ARSI — A, T ASAEAEB (RT3
BHFEBLLAMNATTR) £ 5 — L7 20, AT LA R 20— B ARk B 46— B, 1 A F
FEA (FEIR A FEALL MY T 2) s 78 53— Sk 7 b, AT RLAR 22 20— A AT i M A 6%
i — A, T E DB AR AR — B, I E R EFE TR s 5%,

[0517]  AEBURIE SR LA R AE DL B B, Bra B e an “a 57 B AT VA
B VEAT W R FEME NIRRT, RS RE BREAR T AGERE W “H A
T AR b - R R 4 e B P SUECE B A SRR % A, W fEUnited States
Patent Office Manual of Patent Examining Procedures,Section2111.039 78 HH .
[0518] AR SR b FH TS MR ZE R o 2 I Fr 8RB 85— V38 =7 V9 =7 S {8
A B A BREFAATILIEH DL B — DR ESR TR A T 53— o R I B AT 77
VAR BN B TR 5 A2 AN A E X 9 A e A — MM EER o= 5 0 — B A
AFRI TEER BRI (O TP EORE R ) BAX 93 BORIESR T 3= -
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BRI

Ser Ser Tyr Gly Met His

1

210>
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2127
{213>

£220>
223>
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Gly Phe Thr Phe Ser Ser: Tyr Gly Met His

1
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2
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5
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[0002]

210>
211>
212>
213>

<2203
<2235

<400>

10
PRT
AT

EHRE K

Gly Phe Ala Phe Ser Ser Tyr Gly Met His

1

<210>
211>
212>
213>

L2200
£223%

<400>

Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys

1

Gly

210>
211>
212>
213>

<2202
<2232

<400>

3 19

17

PRT

Ak

43 10 15
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[0003]

Ile Ser Tyr Asp Gly Ser Asn

1

210>
211>
212>
213>

220>
223>

<400>

Val Tle Ser Tyr Asp Gly Ser Ile Lys Tyr Tyr Ala Asp Ser Val Lys
10

2107
A
<2125
<2185

L2207
<2285

<400>

3

17

PRT

N T30

ERE K

PRT
AT

BRI

Ile Ser Tyr Asp Gly Ser Ile

1

210>
211>
212
213>

220>
223>

5

8
17
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AT

e
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400> 8
Val Ile Ser Tyr Asp Gly Asn Asn Lys Tyr Tyr Ala Asp Ser Val Lys

1 5 10 15

Gly

210> 9

@I 17

212> PRT
218> ANLFH

220>
223> HEIK

<4002 9

Ile Ser Tyr Asp Gly Asn Asn

1 ~
[0004] 5

210> 10

211y 17

212> PRT
213> ATFFH

o205
223> BB

400> 10

Asp Leu Leu Val Arg Phe Leu Glu Trp Ser His Tyr Tyr Gly Met Asp
1 5 10 15

Val

210> 11
211> 17
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<212> PRT
218> ANILF4

220>
Q223> HREK

<400> 11

Asp Leu Leu Val Arg Phe Leu Glu Trp Ser His Lys Tyr Gly Met Asp
1 5 10 15

Val

210> 12

211> 13

212> PRT

213> AT
[0005] -

220>

223y AMEIk

<400> 12
Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn Thr Val His

1 ) 10

210> 13

211> 8

212> PRT
213> ANLJF41

<220
223> HHREK

<400> 13

Ser Ser Asn Ile Gly Ser Ash Thr

1 5
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[0006]

210>
11
212>
<213>

<2205
283>

<400>

1

210>
211>
212>
213>

220>
293>

<400>

14

13

PRT
ANLFH

BREN:

14

15

8

PRT
AT

Ser Gly Ser Thr Ser Asn Ile Gly Ser Asn Thr Val llis

LG

Thr Ser Asn Ile Gly Ser Asn Thr

L

£210>
2L
212>
213>

42207
223>

400>

Ser Gly Ser Ser Ser Asn Tle Gly Gly Asn Thr Val Hig

I

210>
Q11>

16

13

PRT
AT

B R

16

17
8

10
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[0007]

212> PRI
213> ALFEA

920>
223> LEEk

400> 17

Ser Ser Asn Ile Gly Gly Asn Thr

i ]
210> 18

S ANE

212> PRT

Q13> KNI

4220
223> SHEK

400> 18

Set Asp Asn Gln Arg Pro Ser
1 9

<2103 19
211y 3

€212> PRT
213> N4

2205
(223> HHiERk

400> 19
Ser Asp Asn

1

210> 20
AR

£212> PRT
213> ANTLIF%

80
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[0008]

220>
L2y HREk

400> 20
Ser Asp Asp Gln Arg Pro Ser

1 3

210> 21
211> 3
<212> PRT
213> ANTH%

2

223> EREIK
400> 21

Ser Asp Asp

1

210> 22
@l 10
212> PRT
213> ALF4

<2207
223> AEIk

400> 22
Ala Ala Trp Asp Asp Ser Leu Asn Gly Val

1 5 10

<210 23
Glly 10
<212y PRT
213y AL

220>

81
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[0009]

223> HHEkK
400> 23
Ala Ala Trp Asp Glu Ser Leu Asgh Gly Val

1 5 10

<2105 24
@21y 126
<2127 PRT
213> NLFH

<2205
203y BREK

<400> 24

Gln Ile Gln Leu Val Gln Ser Gly Gly Gly Val Val Gla Pro Gly Arg

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu 6lu Tep Val

35 40 45

Ala Val Tle Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe The Ile Ser Arg Asp Asn. Ser Lys Asn Thr Leu Tyr
85 70 75 80

Let 61ln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Leu Leu Val Arg Phe Leu Glu Trp Ser His Tyr Tyr Gly
100 105 110

82
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[0010]

Met Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

210>
211>
<2125
213>

220>
€208

<400>

115

25
126

BRT

ANLFF

120 125

BRI

25

Gln Val Gln Leu

1

Ser Leu Arg Leu

Gly Met

Ala Val
50

Lys Gly

65

20

His Trp
35

Ile Ser

Arg Phe

Leit 6ln Met Asn

Ala Arg Asp Leu

106

Val Glu. Ser Gly Gly Gly Val Val Gln
5 10

Ser Cys Als Als Ser Gly Phe Thr Phe
25

- Val Arg Gln. Ala Pro Gly Lys Gly Leu
40 45

Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala
55 6O

Thr Ile Ser Arg Asp Asn Ser Lys Asn
70 5

Ser Leu Arg Ala Glu Asp Thr Ala Val
85 90

Leu Val Arg Phe Leu Glu Trp Ser His
105

83

Pro Gly Arg

15

Ser Ser Tyr
30

Glu Trp Val

Asp Ser Val

Thr Leu Tyr
30

Tyr Tyr Cys

95

Tyr Tyr Gly
110
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[0011]

Met Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

<2102
211>
21D
213>

220>
<223

400>

Gln Ile Glon Leu Val Gln Ser

1

Ser Leu

Gly Met

Ala Val
50

Lys Gly
65

Leu Gln

Ala Arg

Met Asp

115

26
126

PRT

FNERE |

EAIEZi

26

Arg

His

Ile

Arg

Met

Asp

Val
115

5

Leu Ser Cys Ala

20

Trp Val Avg Gln

Ser Tyr Asp Gly

8

Phe. Thr ITle Ser

70

Asn Ser Leu Arg

85

Lew Leu Val Arg
100

Trp Gly Gln Gly

120

Gly

Ala

Ala

40

Ser

Gly

Ser

28

Pro

Ile

Arg Asp

Gly

19

Gly

Gly

Asn

Ala Glu Asp

Phe Leu Glu

105

90

The Thr Val

120

84

Val

Phe

Lys

Tyr

Ser

Thr

Trp

Thr

125

Val Gln

Ala Phe 5

Gly: Leu
45

Tyr Ala
60

Lys Asn

Ala Val

Ser His

Val Ser
125

Pro

Glu

Asp

Thr

Tyr

Liys

110

S er

Gly Arg
15

Ser Tyr

Tep Val

Ser Val

Leu Tyr
80

Tyr Cys
95

Tyr Gly
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[0012]

210>
211>
212>
213>

<2203
<2235

<400>

Gln Val

1

Ser Leu

Gly Met

Ala Val
50

Lys 6ly

65

Leu Gln

Ala Arg

Met: Asp

27

126

PRT
NI

B WAk

27

Gln Leu Val

Arg Leu Ser

20

His Trp Val

35

Ile Ser Tyr

Arg Phe Thr

Met Asn Ser
85

Asp Leu Leu
100

Val. Trp Gly
115

Glo. Ser Gly Gly

Cys Ala Ala Ser

9
L0

Arg GIn Als Pro
40

Asp Gly Ser lle
55

Ile Ser Arg Asp
70

Leu Arg Ala Glu

Val Arg Phe Leu
1056

Gln Gly Thr Thr
120

85

Gly Val
10

Gly Phe

Gly Lys

Lys Tyr

Asn Ser

)

Asp Thr
90

Glu Trp

Val Thr

Val Gln Pro

Ala Phe Ser
30

ly Leu Glu
45

Tyr Ala Asp
60

Lys Asn Thr

Ala Val Tyr

Ser His Lys
110

Val Ser Ser
125

Gly Arg

15

Ser Tyr

Trp Val

Ser Val

Leu Tyr
80

Tyr Cys

95

Tyr Gly
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210> 28

1> 126

<212% PRT

Q13> ATRHF

220>

€223> HAkEIk

<A00> 28

Gln Tle Gln Leu Val Gln Ser Gly Gly Gly Val Val Gln Pro Gly Arg

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ala Phe Ser Ser Tyr
20 25 30

Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45
[0013] . , v
Ala Val Tle Ser Tyr Asp Gly Asn Asn Lys Tyr Tyr Ala Asp Ser Val
50 55 5O

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Arg Asp Leu Leu Val Arg Phe Leu Glu Trp Ser His Lys Tyr Gly
100 1056 110

Met Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

115 120 125
210> 29
211> 126

86
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[0014]

€212
<2135

220>
223>

<400

PRT
AL

9
&

T

29

Gln Val Gln Leu

1

Ser Leu Arg Leu

Gly Met

Ala Val

50

Lys Gly
65

20

His Trp
35

Ile Ser

Arg Phe

Leu Gln Met Asn

Ala Arg

Met Asp

<2105
211>
212>
213>

Asp Leu
100

Val Trp
115

30
109
PRT
NTF

Val Glu

5

Ser Cys

Val Arg

Tyr Asp

Thr Ile

70

Ser Leu

Ser- Gly

Gly Gly
L0

Ala. Ala Ser Gly

25

Gln Ala Pro Gly

40

GLy Asn. Asn. Lys

55

Ser Arg

Asp Asn

Arg  Ala Glu Asp

Q0

Leu Val Arg Phe Leu Glu

105

Gly Gln Gly Thr Thyr Val

120

87

Val Val

Phe Ala

Lys Gly

Tyr Tyr .

60

Ser Lys

18

Thr Ala

Trp Ser

Thr Val

Gln Pro

Phe Ser

Leu Glu

45

Ala Asp

Asn Thr

Val Tyr

His Lys

110

Ser Ser
125

Gly Arg

15

Ser Tyr

Trp Val

Ser Yal

Leu Tyr
80

Tyr Cys
95

Ty Gly
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[0015]

2005
223> BERk

400> 30

Gln Pro Val Leu Thr Gln FPre FPro Ser

1 2

Arg Val Thr Ile Ser Cys
20

Ser

Gly Ser
25

Thr Val His Trp Tyr Gln Gln Leu Pro

35

Ile Tyr Ser Asp Asn Gln
50

Gly Ser Lys Ser Gly The
65 70

Ser Asp Asp Glu Ala Asp
85

Asn Gly Val Phe Gly Gly
106

210> 31

211> 109
<2125 PRT
@3> ANLFF

090>
283> HREIK

400> 31

Arg

55

Ser

Tyr

Gly

40

Pro. Ser

Ala Ser

Tyr: Cys

Thr Lys
105

88

Ala. Ser
1G

Gly

Thr Pro

Ser Ser Asn Ile Gly

Gly The

Gly Val

Leu Val

75

Ala Ala Trp Asp Asp

90

Leu Thr

Ala

Pro

60

Ile

Vial

30

Pro Lys
45

Asp Arg

séer Gly

Leu

Gly Gln
15

Ser Asn

Leu Leu

Phe Ser

Leu Gln

30

Ser Leu

95
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[0016]

Gl Ser Val Leu The 6la Pro

1

Arg Val The Ile

20

-~
9

Ser Cys Ser

Thr Val His Trp Tyr Gln Gln

3a

Ile Tyr Ser Asp Asn Gln Arg

50

Gly Ser Lys Ser

69

55

Gly Thy Ser
70

Ser Glu Asp Glu Ala Asp Tyr

85

Asn Gly Val Phe Gly Gly Gly

<210
@1
212>
1%

<2202
<223>

400>

1

100

32
109
PRT
AT 4

e

32

5

Pro: Ser Ala Ser Gly Thr Pro Gly Gln
10 15

Gly Ser Ser Ser Asn Ile Gly Ser Asn
25 30

Leu Pro Gly Thr Ala Pro Lys Leu Leu
40 45

Pro Ser Gly Val Pro Asp Arg Phe Ser
60

Ala Ser Leu Ala Ile Ser Gly Leu Gln
75 80

Tyr €yg Ala Ala Lrp Asp Asp Ser Leu
90 95

The Lys Leu Thr Val Leu
105

Gln Pro Val Leu The Gln Pra: Pro- Ser Ala Ser Gly Thr ProGly Gin

10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Thr Ser Asn Ile Gly Ser Asn

20

25 30

89
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[0017]

The Val His Trp

3

Ile Tyr Ser Asp

20

Gly Ser Lys Ser

65

Ser Asp Asp Glu

Asn Gly Val Phe

210>
211>
<2125
<2182

<2205
223>

<400>

s Ty Gla Gla Leu Pro Gly The Ala Pre Lyvs Leu Leu
40 45

- Asp GIn Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
55 60

" Gly Thr Ser Ala Ser Leur Val Ile Ser Gly Leu Gln
70 75 80

Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Glu Ser Leu
85 90 95

s GLy Gly Gly The Lys Lew The Val Leu

100 105
33

109

PRT

NLFF

BWRE K

33

Gln Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln

1

5 10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Thr Ser Asn Ile Gly Ser Asn

20

25 30

Thr Val His Trp Tyr Glo Gln Leu Pro Gly Thr Ala Pro Lys Leu Leu

35

40 45

90
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[0018]

Ile Tyr Ser Asp
50

Gly Ser Lys Ser

65

Ser Glu Asp Glu

Asu Gly Val Phe

Asp Gln

- Gly The
70

Ala Asp

Gly Gly

100

210> 34
211> 109
212> PRT
13y ATJTH

220>
223>

B RE K
400> 34

Gln Pro Val Leu
L

Arg Val Thr Tle
20

Thr Val His Trp
35

Ile Tyr Ser Asp
20

Glv Ser Lys Ser
65

Thr Gln

a

Ser Cys

Tyr Gln

Asp Gln

Gly Thr
70

Arg

Ser

Tyr

Gly

Pro

Ser

Gln

Arg

Ser

Pro Ser Gly

Ala. Ser Leu

Tyr Cys Ala
90

Thr Lys Len
105

Pro ser Ala
10

Gly Ser Ser
25

Leu Pro Gly
10

Pro. Ser Gly

Ala Ser Leu

91

Val

Ala

75

Ala

Tht

Ser

Ser

Thr

Val

Val
75

Pro

60

Ile

Trp

Val

Gly

Asn

Ala

Pro
60

Ile

Asp Arg Fhe Ser

Ser Gly Leu Gln
80

Asp Glu Ser Leu
95

Leu

Tht Pro Gly Gln
15

Tle Gly Gly Asn
36

Pro Lys Leu Leu
15

Asp Arg Phe Ser

Ser Gly Lew Gln
80
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[0019]

Ser Asp Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Glu Ser Leu

85

90 95

Asn Gly Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu

100

€210> 35
211> 109
<212> PRT

105

@13y ALRF

290>

223> HMEHk

400> 35

Gln Ser Val Leu

1

Arg Val Thr Ile
20

Thr Val His Trp

35

Ile Tyr Ser Asp
50

Gly Ser Lys Ser
65

Ser Glu Asp Glu

- Thr Gln. Pro Pro Ser
5

s Ser Cys Ser Gly Ser
25

- Tyr Gln Gln Leu Pro
40

Asp Gln Arg Pro Ser
65

6ly Thr Ser Ala Ser
70

Ala Asp Tyr Tyr Cys

86

92

Ala. Ser Gly Thr Pro Gly Gln
10 15

Ser Ser Asn Ile Gly Gly Asn
30

Gly Thr Ala Pro Lys Leu Leu
45

Gly Val Pro Asp Arg Phe Ser
60

Leu &la Ile Ser Gly Lew Gln
75 80

Ala Ala Trp Asp 61U Ser Leu

90 95
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[0020]

Asn Gly Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu

<2102
211>
21D
213>

220>
223

400>

100

36
98

PRT

FNERE |

EAIEZi

36

105

Gln Val Glo Leu Val Glu Ser Gly Gly Gly

1

Ser Leu

Gly Met

Ala Val

50

Lys Gly

65

Leu Gln

210>
211>

5 10

Arg Leu Ser Cys Ala Ala Ser Gly

20

His Trp
35

Ile Ser

Val Avg Gln Ala Pro Gly

28

40

Tyr:Asp Gly Ser Asn Ly

8

w

Arg Phe Thr Ile Ser Arg Asp Asn

Met Asn

Ala Arg

37
98

70

Ser Leu Atg Ala Glu Asp
85 90

93

Val Val Gln Pro Gly Arg
15

Phe Thr Phe Ser Ser Tyr
30

Lys Gly Leu Glu Trp Val
45

Tyr Tyr Ala Asp Ser Val
B0

Ser Lys Asn Tht Leu Tyr
75 80

Thr Ala Val Tyr Tyr Cys
95
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212> PRT
213> ANLF4

4290
223> HREik

400> 37
Gln Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln

1 5 10 15

Arg Val Thr Tle Ser Cvs Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn
20 25 30

Thy Val Asn Trp Tyr Glo Gln Lew Pre Gly Thr Ala Pro Lys Leu Leu
35 40 45

Ile Tyr Ser Asn Asn Gln Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
[0021] 50 55 60

Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu Gln
65 70 75 80

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp Ser Leu
85 90 95

Asn Gly

210> 38
211> 378
<2125 DNA
213> ANLF5

<2205
2237 B IREVGEHE

94
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400> 38
cagatccage tggtgeagtec tggegeagge gtggtecage ctgggagete cotgagagte 60
teetgtgeag cgtetegatt cacceticagh agetatggea tgecactgget cegeeagget 120
ccaggeaage geetgeagty getggeagtt atateatatg atggaagtaa taaatactat 180
geagactecg tgaagggecy attcaccate tecagagaca attccaggaa cacgetgtat 240
ctgcaaatga acagecotgag ageogaggac acggolgtet attactgtge gagagatote 300
ctggtgegat ttttggagtey gtegeactac tacgetatgg acgtotggeg ccaagggace 360
acggteaceg totectea 378
2100 39
211> 378
<212> DNA
213> AT7¥

[0022] 220>
293> GHEMHMR
<400> 39
caggtgeage tggtggagte tggeeggagge gtggtecage cipgggaggte cetgagacte 60
tectgtgeag cgtetggatt cacettcagt agetatggea tgeactpgggt ccgeeagget 120
ccaggcaagy gegetggagty ggtegeagtt atateataty atpgragtaa taaatactat 180
geagacteocg tgdagggecg attedocate tocagagaca atteoadgad caggetgtat 240
ctgecaaatga acagectgag agccgaggac acggetgtgt attactgtge gagapatete 300
ctggtegcgat tttiggagte gtegeactae tacggtatey acgtelggeg coaagggace 360
acggteaceg. tetectea 378
210> 40
211> 378
<212> DNA
218> NI

95
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[0023]

<220
<223>

£400> 40
cagatecage

teetgtycag

ccaggeaage

geagactecg

ctgeasatga

¢ctggtgegat

acggteaceg

210> 41

211> 378

212> DNA

218>

<2205
<223

€400> 41
caggrgeage

teetgtgcag

coaggeangg

geagacteeg

ctgecaaatga

ctggtgegat

acggteaces

THE R

tggtgeagte

cgtetggatt

ggciggagty

tgaagggecy

acagcetgag

tttteggagte

tcteetea

ANLA

AL R

tggtggagte

cgtetggatt

ggctggagty

lgaagggecg

acageetgag

ttttggagty

tetectea

tggggeagye

cgeotteagt

ggtggeagtt

attcaceatc

ageegaggac

gtcgcacaag

tggpgeagge

cgeetteagt

ggtggoagtt

atteacecate

ageegaggac

gtegeacaag

gtggtecage

agetatggea

atabcatatg

tecagagacd

acggetgtet

tacggtatgg

gtggtecage

agctatggea

atatcatatg

teceagagaca

acggetgtat

tacggtatygg

96

ctgggaggte

tgcactgget

atggaagtat

attccaagaa

attactgtge

acgtetggee

ctgggaggte

tgcagtegget

atggaagtat

attccaagaa

attactgtee

acgtetgegs

cetgagacte

cegeragget

caaatactat

cacgelgtat

gagagdtete

ccaagggace

cetgagacte

cegeeagget

caaatactat

cacgetgtat

gagagatete

60

120

180

240

300

360

378

60

120

180

240

300

360

378



F 5 &

CN 108350067 A 24/47 T
210> 42
211> 378
212y DNA
213> ANTHFH
<2205
223> HEREETR
<400> 42
cagalocage tggtgcagte tgpgegrapre gtggtecage ctgggaggte cotpagacte 60
tecipgtgeag cplotgeatt cgectteagt agetatggea tgcactgget cogecaggat 120
ceaggeangg ggotgpagty ggtggeagtt atatcataty atggadataa tanatactat 180
geagactece tgaagegecg attéaccate teocagagaca atteeaagan cacgetgtat 240
ctgcaaatga acagcetgag ageegaggae acggetegtgt atltactgtee gagagatete 300
ctggtgegat ttttggagtyg giegeacaag tacgegtalgg acgletggge coaagggace 360
acggtedeeg tetectea 378
[0024]
210> 43
2112 378
<2125 DNA
218> ANTLFH
2207
223y HREYEW
400> 43
caggtgeage tggtggagte tgggggagee gteggtecage ctpgggaggte cetgagacte 60
tectgtgeag cgtotggatt cgecttcagt agetatggea tgcactigget cogeocagget 120
ceaggecaage ggetggagte getggeagtt atateatatg atggaaataa tasatactat 186
geagacteeg tgaagggceg attcaccate tocdgagacd attocaagaa cacgetgtat 240
ctgcaaatga acageetgag ageegaggar acggetgtgt attactgtge gagagatete 300
ctggtgegat ttttggagte gtegeacaag tacggtatge acghotgregy coaagggace 360

97
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acggtedceg teteotea 378
210> 44
211> 327
212> DNA
@13> NLFH
220>
223> GHEEBRTR
400> 44
cageetgtge tgacteagee accetecageg tetgggacee cegggeagag ggteaccate 80
tettgttoty gaageagete caacategega agtadtdctg tecactgegte ecagedacte 120
ccaggadcgg cecccagact ccteatetal agtgataate agegeeccte aggggtecet 180
gaccgatitct ctggetecaa gtetgegeace tragectece tggteateag tggeotecag 240
tetgacgatg aggetpatta ttactgtgen geatgegaty acagectgna tggegtgttce 300

[0025]
ggcggaggga ceaagetgac cgtecta 327
210> 45
Q21> 327
<212> DNA
@13y N3
220>
223y BHREBREW
400> 45
cagtetgtge tgactcagece accetoageg tetgggacce cugggragag ggtraccate 60
tettglitetyg gaageagetc caacategga agtaatactyg tecactggta ccageaactc 120
cecdggaacgg cccecadact ceteatetat agtgatdate agcgeccete aggggteect 180
gaccgattet ctggetecaa gtetggeact teagestocy tggegatcag tgggetccag 240
tetgagraty aggetgatta ttactglgea geatgggaty acageetgaa tggggtettic 300

98
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geoggagega ceaagetgae catecta 327
210> 46
i1y 327
212> DNA
213> AN TLF3
220>
223> GHEEBRTR
400> 46
cageetgtge tgacteagee accoteaged tetgggacte coggecagag geteaccate 60
tettgttety gaageaccte caacategea agtadtdctg tecactgegte ecagedacte 120
ccaggadcgg cecccazact ccteatetal agtgatgate agegeeccte aggggtecet 180
gaccgatitct ctggetecaa gtetgegeace tragectece tggteateag tggeotecag 240
tetgacgaty aggetgatta ttactgtges gratgggaty agageotgna tggggtgtte 300

[0026]
ggcggaggga ccaagetgac cgtecta 327
210 47
Q21> 327
<212> DNA
@13y N3
220>
223y BHREBREW
400> A7
cagtetgtge tgactcagece accetoageg tetgggacce cugggragag ggtraccate 60
tettglitetyg gaageacctc caacatcgga agtaatactyg tecactggta ccageaactc 120
ccaggdacgg cccecadact ccteatetat agtgatgate agegeccote aggggtecet 180
gaccgattet clggetecaa gtetggcace teagedteee tggecatcag tggegetecag 240
tetgaggaty aggetgatta thactglgen: geatgggaty agageetgaa tgggegtgtic 300

99
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geoggagega ceaagetgae catecta 327
210> 48
i1y 327
212> DNA
213> AN TLF3
220>
223> GHEEBRTR
400> 48
cageetgtge tgacteagee accoteaged tetgggacte coggecagag geteaccate 60
tettgttoty gaageagete caacategega graadtacte tecactgegte ecagedacte 120
ccaggadcgg cecccazact ccteatetal agtgatgate agegeeccte aggggtecet 180
gaccgatitct ctggetecaa gtetgegeace tragectece tggteateag tggeotecag 240
tetgacgaty aggetgatta ttactgtges gratgggaty agageotgna tggggtgtte 300

[0027]
ggcggaggga ccaagetgac cgtecta 327
210> 49
Q21> 327
<212> DNA
@13y ANLFF
220>
223 EMERER
400> 49
cagtetgtge tgactcagece accetoageg tetgggacce cugggragag ggtraccate 60
tettglitetyg gaageagetc caacatcgga ggasatactyg tecactggta ccageaactc 120
ccaggdacgg cccecadact ccteatetat agtgatgate agegeccote aggggtecet 180
gaccgattet ctggetecaa gtetggeact teagestocy tggegatcag tgggetccag 240
tetgaggaty aggetgatta thactglgen: geatgggaty agageetgaa tgggegtgtic 300

100
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[0028]

geceragega coaag

210> 50
211> 452
<2125 PRT
@13 ATHA

29905
228> SREIk

400> 50
Gln Yal Glo Leu

1

Ser Leu Arg Leu

20

Gly Met His Trp

35

Ala Val Ile Ser
50

Lys Gly Arg Phe
65

Leu Gla Met Ash

Alda Arg Asp Leu
100

Met Asp Val Trp
115

ctgag cgtecta

Val Glu Ser Gly Gly Gly Val

5 10

Ser Cys Ala Ala Ser Gly Phe

25

Val Arg Gln Ala Pro Gly Lys
40

Tyr Asp Gly Ser Asn Lys Tyr

55

Thr Ile Sér Arg Asp Asn Ser

70 75

Ser Leu Arg Ala 6lu Asp Thr
85 90

Leu Val Arg Phe Leu Glu Tep
105

Gly Gln Gly Thr Thr Val Thr
120

101

Val Gln

Thr Phe

Gly L

o
oY ®

Tyr Ala .

60

Lys Asn

Ala Val

Ser His

Val Ser
125

Pro

ser

Glu

Thr

Tyr

Tyr

110

Gly Arg

15

Ser Tyr

Trp Val

Ser Val

Leu Tyr
80

Tyr Cys

95

Tye Gly

Ser Ala Ser

327
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[0029]

Thr Lys
130

Ser Glu
145

Glu Pro

His Thr

Ser Val

Cys Asn

Glu Ser

Leu Gly

Leu Met

Ser Gln

Glu Val

290

Gly Pro Ser

Ser Thr Ala

Val Thr Val
165

Phe Pro Ala

180

Val Thr Val
195

Val Asp His

Lys Tyr Gly

Gly Pro Ser
245

I'le Ser Arg
260

Glu Asp Pro
275

His Asn Ala

Val Phe
135

Ala Leu
150

Ser Trp

Yal Leu

Pro: Ser

Lys Pro

21h

Pro: Pro

230

Val Fhe

Thr Pro

Glu Val

Lys Thr
295

Pro Leu Ala Pro

Gly Cys Leu

Asn Ser Gly
170

Gln Ser Ser

185

Ser Ser Leu

200

Ser Asn. Thr

Cys Pro Pro

Leu Phe Pro
250

Gl Val Thr
265

Gln Phe Asn

280

Lys Pro Arg

102

Val

155

Ala

Gly

Gly

Lys

Cys

235

Pro

Uys

- Tep

Glu

Cys Ser

140

Lys Asp

Let Thi

Leu Tyr

Thr Lys

205

Val Asp

220

Pro Ala

Lys Pro

Val Val

Tyr Val

Glu Gln
300

Arg

Tyr

Ser

Ser

190

Thr

Lys

Pro

Lys

Yal
270

Asp

Phe

Ser

Phe

Gly

175

Tyr

Arvg

Glu

Asp
255

Asp

Gly

Asn

Thr

Pro

160

Val

Thr

Val

Phe
240

Thr

Val

Val

Ser
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[0030]

Thr Tyr Arg

3056

Asn

Ser

Gln

Val

Val

385

Pra

Thr

Val

Leu

Gly

Glu

Lys

Val Val

Glu Tve

325

1le Glu Lys Thr

Val T

Ser

370

Pro

Val /

Ser
450

210> B
211> 2

Leu

Trp

Va l

> His

435

Leu

1

15

340

= Thr Leu

Thr Cys

Glu Ser

Leu Asp S

405

Lys Ser
420

Ser

310

Lys

lle

Pro

Leir |

Asn

390

Val

Cys

Ser

Pro

Gly

Asp

Lew Thr ¥al Ley Hig

Lys ¥

Lys

Ser

360

Gln

Gly

Arg Trp Gln

Ala

345

Gln

5 Gly

Pro

Ser

Glu

425

S

. Ser

330

Glu

Phe

315

Asn

s Gly

Glu

Tyr

Lys

Gln

Met

Pro
380

Glu - Asn Asn

Phe
410

Gly

Glu Ala Leu His Asn His Tyr

Gly

440

103

395

Phe

Asn

Thr

Leu

Val

Gln

Gln

Gly

Pro

Thr
360

Ser f

Tyr

Tyr

Phe

Lys
445

Leix

Arg

350

Lys

Lys

Ser

Ser

430

Ser

Trp

Pro

339

Glu

Asn

Tle

The

Arg
415

Cys

Leu

Leu

320

Ser

Pro

Gln

Ala

Thr:
400

Leu

Ser:

Ser
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[0031]

42195  PRT

218> ANILF4

220>

Q223> HREK

<400> 51

Gln Ser ¥Val

1

Arg Val Thr

Thr Val His

Ile Tyr Ser
50

.....

Gly Ser Lys

65

Ser Glu Asp

Asn Gly Val

Lys Ala Ala

116

Gln Ala Asn

130

Leu

Ile S

20

Trp

Asp

Ser

Glu

Phe
100

Pro:

Lys

Thr

€1

'Iyl”

Asn:

Gly

Ala

Gly

Ala

Gl Pro Pro

Sys Ser

Gln

Gln

Thr

70

Asp

Gly

- Val

Glh Let

Arg

85

Ser Ala

Ty

Gly

Gly

40

Pro

Ty

Thr

Ser Ala Ser
10

Ser Ser Ser

Pro Gly Thy

Ser Gly ¥Yal

Ser Leu.Ala
75

Cys Ala Ala
90

Lys Leu Thr
105

Tht Leu Phe Pro Pro

120

Thr Lett Val Cys Leu Lle

135

104

Gly

Asn

Ala

Pro

60

Lle

Trp

Val

Ser

Thr

Tle

Pro L

Asp

Ser

Asp

Leu

Ser Glu

125

Pro

Gly

30

Arg

Gly

Asp

Gly
110

Ser Asp Phe

140

Gly

15

Ser

Leu

Phe

Leu

Ser

Gln

Glu

Tyr

Gln

Asn

Leu

Ser

Gln
80

Leu

Pl" (03

Leu

Pro
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[0032]

Val Ala Pro Thr

Gly Ala Val Thr
145

Gly Val 6luw Thr'

Ala Ser Ser Tyr
180

Ser Tyr Ser Cys
195

210

210> 52
21>
2125
<213

400> 52
Asn Glu Asn Ser

1

Asn Ala Cys Thr
20

Tle Lys Ile Gl
35

Ile Ser Lys Asp
50

Arg Glu Leu Tle

Val

Thr
165

Leu

Gln

Gl

Glu

5.

Trp

Ile

Val

Asp

Ala Trp Lys Ala Asp Ser Ser

150

Thr Pro

Ser Let

Yal Thr His Glu

Cys Ser
215

Gln. Lys

Arg Gln Asn Thr Lys Ser Ser

Leu. Ser

Ile Arg
55

Gln Tyr Asp Val Gln Arvg Asp .

Ser Lys Gln Ser Asn

170

The Pro Glu Gln Trp

185

200

Glu Asn Val Glu Lys

10

25

Lys Leu Arg Leu Glu

- Gln Leu Len Pro Lys

105

1565

Gly Ser Thr

60

Pro Val Lys Ala
160

Asn Lys Tyr Ala
175

Lys Ser His Arg
190

¥al :Glu Lys Thr
205

Glu Gly Leu Cys
15

Ile Glu Ala
30

Thr Ala Pro Asn
45

Als Pro Pro Leu

Asp Ser Ser Asp
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65 70 5 80

Gly Ser Leu Glu Asp Asp Asp Tyr His Ala Thr Thr Glu Thr Ile Ile
85 90 95

Thr Met Pro Thr Glu Ser Asp Fhe Leu Met Gln Val Asp Gly Lys Pro
106 105 110

Lys Cys Cys Phe Phe Lys Phe Ser Ser Lys Ile Gln Tyr Asn Lys Val
115 120 125

Val Tys Ala Gln Teu Trp TTe Tyr Leit Arg Pro Val Glu Tht Pro Tht
130 135 140

Thr Val Phe Val Gln Ile Leu Arg Leu Ile Lys Pro Met Lys Asp Gly
145 150 1565 160

[0033]

Thr Arg Tyr Thr Gly Ile Arg Ser Leu Lys Leu Asp Met Asn Pro Gly
165 170 175

TheGly Ile Trp Gln Ser Ile Asp Val Lys The Vel Leuw Gla Asn Trp
1860 185 190

Leu Lys Gln Pro Glu Ser Asn Leu Gly [le Glu Ile Lys Ala Leu Asp
195 200 205

Glu Asn Gly His Asp Lew Ala ¥al Thr Phe Pro Gly Pro 6ly Glu Asp
210 215 220

Gly Leu Asn Pro Phe Leu Glu Val Lys Val Thy Asp Thr Pro Lys Arg
205 230 235 240

Ser Arg Arg Asp Phe Gly Leu Asp Cys Asp Glu His Ser Thr Glu- Ser

106
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[0034]

Arg Cys Cys Arg

“Tyr Pro

260

Asp Trp Tle Tle
275

Glu €ys Glu Phe
290

His Gln Ala Asn
305

Lys Met Ser Pro

Ile Tyr Gly Lys
340

<210> 53
211> 352

<212 PRT
213> AR

400> 33

Asn Glu Asp Ser
1

Asn Ala Cys Ala

20

Ile Lys Ile Gln Ile Leu Ser Lys Leu Arg Leu Glu

35

Ala Pro

Yal Phe

Pro- Arg
310

Ile Asn
325

Tle Pro

Glu Arg

5

Trp Arg

Leu

Lys

Leu

294

Gly

Met

Ala

The Yal
265

Arg Tyr

280

GlIn Lys

Ser Ala

Lew Tyr

Met Val
345

Glu Ala Asn

Gln

Asn Thr
25

40

200

Asp Phe

Lys Ala

Tyr Pro

Gly Pro
315

Phe Asn
330

Val Asp

Val Glu Lys

10

Arg Tyr

107

Gl Ala

Asn

His:

300

Cys

Gly

Arg

Sar

Tyr

285

Thr

Cys

Lys

Phe

270

Cys

His

Thr

Glu

s Gy

350

255

Gly Trp

Ser Gly

Leu Val

Pro Thr

320

Gln Tle
335

Lys Ser

Glu Gly Leu Cys

15

Arg Tle Glu Ala

45

30

Thr Ala Pro Asn
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[0035]

Ile Ser
50

Arg Glu
65

Gly Ser

Thr Met .

Lys Cys

Val Lys
130

Thr Val
145

Thr Arg

Thr Gly

Leéu Lys

Glu Asn

210

Lys Asp Ala

Leu Lle Asp

Leu Glu Asp

85

Thr
1060

Pro Glu

Cys Phe Phe

115

Ala Glu Leu

Phe Val Gln

Thr Gly

165

Tyr

Ile Trp Gln

180

Gln
195

Pro

Gly His

Ile

Gln

70

Asp

Ser

Lys

Trp

Ile

150

Ile

Ser

Arg

55

Tyr

Asp

Phe

Lle

13h

Leu

Arg

Tle A

Glu Ser Asn

Asp Leut Ala

215

Gln Leu

Asp: Val

Tyr His

Phe Leu

105

Ser Ser

120

Tyr Leu

Arg Leu

Ser: Leu

Val
185

Leu Gly
200

Val Thi

Lys Thr

Phe Pro

Leu Pro Arg
60

Gln Arg Asp
5

Ala Thi Thi

90

Met Gln Ala

Lys [le

Gln

Val
140

Arg Ala

Tle Lys Pro

155

Lys Len Agp
179

Val

Ile Glu

Ile

Gly
220

108

Ala

Agp

Glu

Asp

Tyr

125

Met

Met

Leu

Lys

205

Pro

Pro

Ser §

Thr

Gly

110

Asn

Thr

Lys

Ser

Gln
190

Ala

Gly

Pro

Tle

95

Lys

Lys

Pro

Asp

Pro

175

Asn

Gl

Leu

Asp
80

Lle

Pro

Val

Thr

Gly
160

Gly

Trp

Asp
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[0036]

Gly Leu Asn Pro

225

Ser Arg

Arg Cys €

Asp Trp [

Glu Cys

290

His Gln

305

Lys Met ¢

Ile Tyr

<2102
211>
212>
218>

400>

Arg

Glu

Ala

Gly

54
352
PRT

AR

54

Asp

s Arg

260

Ile

Phe:

Asn

Pro

Lys
340

Phe: Lenn Glu
2:30

Phe Gly Leu
245

Tyr Pro- Leu

Ala Pro Lys

Val Phe Leu
295

Pro Arg Gly
310

Ile Asn Met
325

Ile Pro Ala

Val Lys Val Thr Asp
235

Asp Cys Asp Glu His
250

Thr Yal Asp Phe Glu
265

Arg Tyr Lys Ala Asn
280

Gln Lys Tyr Pro His
300

Seér- Ala Gly Pro Cys
315

Leu Tyr Phe Asn Gly
330

Met Val Val Asp Arg
345

Thr

Ser

Ald

Tyr

285

Thr

Cys

Lys

Cys

Pro

Thr

Phe

270

Cys

Thr

Glu

Gly
350

Lys

Gl
255

Gly

Ser

Leu

Pro

Gln
335

Cys

Arg

240

Ser

Gly

Val

Thr:

320

Ile

Ser:

Asn Glu Gly Ser Glu Arg Gl Glin Asn Val Glu Lys 6lu Gly Leu Cys

1

5

10

109

15
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[0037]

Asn Ala Cys Ala Trp Arg Gln

Ile Lys

lle Ser

Arg Glu -

Gly Ser

Thr Met

Lys Cys

Val Lys

130

Thr Val

145

Thr Arg

Thr Gly

Ile

Lys

Leu

Leu

Pro

Y
e e
Q1. a

Ala

Phe

Tyr

Ile

20

Gln:

Asp

Tle

Glu

Thr

1060

Phie

Gln:

Val

Thr

Trp
180

Tle: Leu. Ser

Ala Tle Arg
55

Asp Gln Tyr
70

Asp Asp Asp
85

Glu Ser Asp

Phe Lys. Phe

Leu Trp Tle
135

Asn

Lys

40

Gln

Asp

Tyr

Phe

Ser

120

Tyr

Thr Arg Tyr

Leu

Leu

Val

His

Leu

105

Ser

Leu

Gln Tle Leu Arg Leu

150

Gly Ile Arg Ser Leu

165

Gln Ser Ile Asp Val

185

Arg

Leu

Len

Pro

Gln Arg

Ala
90

Met

Lys

Arg

Ile

Lys

L70

Lys

110

74

Thr

Gln

Ile

Pro

Lys

165

Leu

Thr

Ser

Glu

Arg

60

Asp

Thr

Ala

Gln

Val

140

Pra

Asp

Val Leu

Arg

Thr

45

Ala

Asp

Gluy

Asp

Lys

Met

Ile
30

Ala

Pra

Ser

Thy

Gly

110

Asn

Thr

Met Lys

Ser

Gln
190

Glu Ala

Pro Asn

Pro Leu

Ser Asp

80

Ile Tle

Lys Pro

Lys Yal

Pro Thr

Asp Gly
160

Pro Gly

175

Asn Trp
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[0038]

Leu Lys Gln Pro ¢

195

Glu Asn Glv His

210

Gly Leu Asn Pro

225

Ser Arg Arg Asp

Arg Cys Cys

Asp Trp Tle Tle -

275

Glu Cys Glu Phe

290

Arg T

260

His Gln Ala Asn

Lys Met Ser

Ile Tyr Gly

210> 55
211> 277
<212> PRT

Pro

Lys
340

Gl

A Sp

Phe

Phe

245

Val

Pro

Ser

Leu

Leu

230

Gly

Pro

A Pro

Phe

Arg

310

Asn Leu Gly Ile
200

Alg Val Thr Phe
215

Glu Val Lys Val

Lew Asp: Cys Asp
260

Leir Thr: Val Asp
265

Lys Arg Tyr Lys
280

Leu Gln Lys Tyr
295

Gly Ser Ala Gly

Ile Asn Met Leiut Tyr Phe

325

330

Ile Pro Ala Met Val Val

345

111

Glu

Pro

Thi

235

Glu

Phia

Ala

Pro

Pro

315

Asn

Asp

Lle

Gly

220

Asp

Glu

Asn

His

300

Cys

Gly

Arg

Lys
205

Pro

Thr

is Ser

Ala

Tyr

285

Thr

Cys

Lys

Cys

Ala

Gly

Pro

Thr

Phe

270

Cys

His

Thr

Glu

350,

Leu

Glu

Lys

Glu S

255

Gly

Ser

Leit

Pro

Gln
335

Cys

Asp

Asp

Arg

240

Trp

Gly

Val.

Thr

320

Ile

Ser
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Q13> BER
400> 55
Asn Glu Asn Ser Glu Gl Lys Glu Asn Val Glu Lys Glu Gly Leu Cys

1 5 10 15

Asn Ala Cys Thr Trp Arg Gln Asn Thr Lys Ser Ser Arg Ile Glu Ala
20 25 30

Tle Lys Tle Glm Tle Lew Ser Lyy Lew Arg Leu Glu Thr Ala Pro Asn
36 40 45

Ile Ser Lys Asp Ala Ile Arg Gln Leu Leu Pro Lys Ala Pro Pro Leu

Arg Glu Leu Tle Asp Gln Tyr Asp Val Gln Arg Asp Asp Ser Ser Asp
65 T4 75 80

[0039]

Gly Ser Leu Glu Asp Asp Asp Tyr His Ala The Thr Glu Thr [le [le
85 90 95

Thr Met Pro Thr Glu Ser' Asp Phe Leu Met Gln Val Asp Gly Lys Pro
100 105 110

Lys €ys Cys Phe Phe Lys. Phe Ser $er Lys Ile Gln Tyr Asn Lys Val
115 120 125

Val Lys Ala Gln Leu Trp Ile Tyr Leu Arg Pro Val Glu Thr Pro Thr
130 135 140

Thr Val Phe Val Gln Tle Leu Arg Leu Tle Lys Pro Met Lys Asp Gly
145 150 155 160

112
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[0040]

Thr Arg Tyr Thr

Thr Gly Tle Trp

Gly
165

- Gln

180

Leu Lys Gln Pro
195

Glu Asn Gly His A

210

Gly Leu Asn Pro
225

Ser Arg Arg Asp

Arg Cys Cys Arg

Glu

- Phe

Phe
245

Tyr

260

Asp Trp Ile Ile
275

210> 56
@11y 4
<212> PRT
213> A4

<9903
223> EREHK

400> 56

Arg Ser Arg Arg
1

Ala

[le

Ser

Leu

Leu

230

Gly

Pro

Arg

Asn

Ala

215

Glu

Leu

Leu

Ser Leu

Agp Val
185

Leu Gly

200

Val Thr

Val Lys

Asp Cys

The Val
265

Lys

170

Lys

Tle

Phe

Val

113

Leu Asp Met

Thy Val Leu

Glu 1le Lys
2056

Pro Gly Pro
220

Thr Asp Thr

235

Glu His Ser

Phe Glu Ala

Asn

Gln

190

Ala

Gly

Pro

Thr

5]

he
270

Pro

175

Asn

Ley

Glu

Lys

Glu

265

Gly

Gly

Trp

Asp

Asp

Arg

240

Ser

Trp
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[0041]

<210>
211>
212> PRT

Q213> ANTLFY

o
b}

<290
<223y LBk

<400>

o)
|

Arg Val Arg Arg
I

<210
211>
<212> PRT

213> NTLIF41

@ e
o

220>
223> BRIk

<4005 58

Cys: Pro Pro Cys. Pro

1 5

210> 5Y

Q11> 17

<212>» PRT
213> AN

29205
223> HREMK

400> BY

Hig Tyr Tyr Gly Met Asp Val Tep Gly Glu Gly Thr The Val Thr Val
1 5 10 15

114
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[0042]

Yer

4210
211>
212>
<213

220>
$293>

400>

Gln Ser

1

Arg Val

Thr Val

Ile Tyr
50

Gly Ser

65

Ser Glu

210>
211>
212>
<2137

220>

69
89

PRT

NILFH

Val Leu Thr Gla Pro Pro Ser
5

Thr Ile Ser Cys Ser Gly Ser
20 25

Asn Trp: Tyr Gln Gln Leu Pro
40

B

Lo
b |

Ser Asn Asn Gln Arg Pro Ser
55

Lys Ser Gly Thr Ser Ala Ser
70

Asp Glu Ala Asp Tyr Tyr Cys
85

61
11

PRT

PNENES

Ala Ser Gly Thr Pro Gly &ln
10 15

Ser Ser Asn Ile Gly Ser Asn
30

Gly Thr Ala Pro Lys Leu Leu
45

Gly ¥al Pro Asp Arg Phe Scr
50

Lew Ala Tle Ser Gly Leu Gln
75 80

115
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23y BRERK
400> 61

Val Phe Gly Gly Gly Thr Lys Leu Thr ¥Yal Leu
1 5 10

<2107 62
211> 33
<212>  PRT
<213> ANTLFH

220>
223> HRElk

<4007 62

Pro Lys Ala Pro Pro Leu Arg Glu Leu Ile Asp Gln Tyr Asp Val Gln
1 5 10 15

[0043]

Arg Asp Asp Ser Ser Asp Gly Ser Leu Glu Asp Asp Asp Tyr His Ala
20 25 30

Thr

210> 63
211y 34
<2127 PRI
213> NLF3

223> BREIK

400> 63

1 5 10 L&

116
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[0044]

Ser Arg

Arg Asp Phe Gly Leu Asp Cvs Asp Glu Higs Ser Thr Glu Ser

20

Arg Cys

210>
<L
212>
(213>

<400>

64
80

PRT

E SN e

64

Val Asp Leu Asn Glu Asn Ser

1

5

Gly Leu Cys Asn Ala

20

Ile Glu Ala Tle Lys

35

Ala Pro Asn Ile Ser

50

Pro Pro Leu Arg Glu

65

<2102
211>
<2185
213>

<4002

65
418

PRT
ML
65

Cys Thr

Tle Gln

Lys Asp

Leu Ile
70

25 30

Glu Glh Lys Gliy Asn Val Glu Lys 6lu
10 15

Trp Arg Gln Asn Thr Lys Ser Ser Arg
25 30

Ile Leu Ser Lys Leu Arg Leu Glu Thr
40 45

Val Tle Arg 6In Leu Leu Pro Lys Ala
60

Asp Gln Tyr Asp Val Gln Arg Asp Asp
75 80

Met Asp Met Arg Val Pro Ala Gln Leu Leu Gly Leu Leu Leu Leu Trp

L

5

10 15

117
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[0045]

Phe Ser Gly Val
20

His Hig Hig His

35

Ala Ala Ala Ala
50

Gly Glu Arg Ser
65

Gly Cys Pra Val

Glu Ser Tle Lys

Leu Gly Asp

 Lew Glu Val

- Ala Ala Ala
55

Ser Arg Pro
70

Cys. Val
85

Trp

s Ser Gl Ile

100

Pro Asn Ile Ser
115

Pro Leu Arg Glu
130

Ser Asp Gly Ser
145

Ile Ile Thr Met

Pro Lys Cys
180

Lys

“Arg Glu Val

Leu Ile Asp
135

Leti Glu Asp
150

Pro Thy Glu
165

Cys Phe Phe

Tyr Lys
25

Leu Phe
40

Ala Ala

Ala Pro

Arg Gln

Leu Ser

105

Val Lys

120

Gln Tyr

Asp Asp

Ser: Asp

Lys Phe
1856

Asp Asp Asp Asp

Pro Ala
45

Gln Gly

Ala Ala

60

Ala Ala

Val
75

Ser Ala Pro

His
90

Ser Arg Glu

Leu Arg Leu

Lys

Let Pio
125

Gln. Leu

Asp Val Gln Arg

140

His Ala Thr

Tyr |
155

Phe
170

Leu Met Gln

Ser Ser Lys Ile

118

Lys

30

Glu

Gly

Glu

Leu

Lys

110

Lys

Asp

Thr

Val

Gln
190

His

Gly

Val

Pro

Arg

95

Glu

Ala

Asp §

Gl

Ksp
175

Tyt As

His

Pro

Gly

Asp
30

Leu

Ala

Pro

Thr

160

Gly
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[0046]

Lye Val

Pro Thr

210

Asp Gly
295

Pro Gly

Asn Trp

Lew Asp &

Glu Asp
290

Lys Arg

305

Glu Ser

Gly Trp

Ser Gly

Val

195

Thr

Thr

Thr

Leu

Gly

Arg

Asp

Gln
355

Lys

Val

Arg

Gly

Lys
260

1 Asn

Leu

- Arg

Cys

Trp
340

Cys

Ala Gla Leu

Phe VYal Gln

Tyr Thr Gly
230

Ile Trp Gln
245

Gln Pro Glu

Gly His Asp

Asn. Pro Phe
295

Arg Asn Leu
310

Cys Arg Tyr
325

Ile Tle Ala

Glu Tyr Met

Trp 1le Tyr Leu

200

Tle Leu

Ile Arg

Ser- Ile

Ser Asn
265

Léu Ala
280

Lew Glu

Gly Leu

Pro Leu

Pro Lys

345

Phe Met
360

Arg

Ser

Asp

250

Leu

Val

Val

Asp

Thr

330

Arg

Gln.

119

Leu

Leu

435

Val

Gly

The

Lys

Cys

315

Val

TYF

Lys

Arg

Ile

220

Lys

Lys

Ile

Phe

Yal

300

Asp

Asp

Lys

Ty

Pro
200

Lys

Leu .2

Thr

Glu

Pro
285

Thr ./

Glu

Phe

Ala

Pro
365

Val

Pro

Val

Tle .

270

Gly:

His

Glu

Asn

350

His

Glu

Met

Vet

Letr
255

Lys

Pro

Thr

Ser

Ala

335

Ty

Thr

Thr

Lys

Asn

240

Gln

Ala

Gly

Pro

Ser:
320

Phe

Cys

His
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Let Val 6ln Gln Ala Asn Pro Arg Gly Ser Ala Gly Pro €ys Cys Thr
370 375 380

Pro Thr Lys Met Ser Pro lle Asn Met Leu Tyrx Phe Asn Agp Lys Gln
385 390 395 400
[0047]
Gln Ile Ile Tyr Gly Lys Ile Pro Gly Met Val Val Asp Arg Cys Gly
405 410 41%

Cys Ser
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