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CN 113975386 A W F ZE Kk B U1

L. — Py b VR Y7 B N R B A A 4EIR i (NF) B 0735, Bid ik e 364, TA o 2
[0t VAT A AR 5 AKI T2 44 (SEQ ID NO: 1) ik g & i piik sl iR 45 & B .

2. — PRI G PP 2T R R K I 7V, BT IR IS 4 TS W ANFII S R80T B
REM 5 AKITS 44 (SEQ ID NO: 1) Rt &S G Pk s iR 56 B

3. FhBH 1k YR TT B B X G 1 G TR A KL 4 Y B A £ 2R G I K I B A S R E Y T v
BT 5 i TG 45 T 6 75 B S8 )7 B &M 5 AKI T2 44 (SEQ 1D NO: 1) Fp 545 A1
PURBE SR 456 B

4, —FIETT X BRI G R 1 ks 20 B B A 2 R 5 A 28 22 8 (1) IS K 400 R R S 9 E 1) 7 V%
BT 5 i TG 45 T8 75 B S8 )7 B &M 5 AKI T2 44 (SEQ 1D NO: 1) Fp 545 A1
PURBE SR 456 B

5. — P FHOH G [ W TR T L 4T D B e 28 2R 0 R 2 2R 8 1 IS K 0 A S R E 1 T
BT 5 i TG 45 T8 75 B G897 B &M 5 AKI T2 44 (SEQ 1D NO: 1) Fp 545 A1
PURBE SR 454 B

6. — M 1k VAT BUE BN R ML E G fiE 26 (NMO) B 73, Tk i B 26 T3 7 2
(%t VAT A AR 5 AKI T2 44 (SEQ ID NO: 1) KE ik g & i piik sl iR 45 & B .

7. —FhB 1 IR BUE BN R FINMOTE R AE (N\MOSD) 1 532, FTid AL 46 46 T8 &
FINT G IATT B R 5 AKITS2 44 (SEQ 1D NO: 1) 5 S vk 45 & ik sk i F 454 Fr B

8. — PR 0T G JGE B 7%, BTk IR 4S T2 W E TR XA R B EE RS
I K 20 L R S T R D R 52 VR T A6 ORI 5 ANKITA2 44 (SEQ 1D NO: 1) 4% 5P 45 & i oAk m
HyptRg A BB

9. — P ) G 1 BB K A B A 1) 7 %, BTk 7 VG 45 T 12 W B R X AR R A
2 RGP RE K A1 B AR S RE X SIETT A A E M 5 AKITS2 4k (SEQ 1D NO: 1) Ktk 4h &
HEAR LN EER AN R E e =t

10 AR ZE 3R 3 8EROM 7 i , Hodh BT il HR A #1 48 R G B A 22 22 435 1) A K400 PR A S 0 oA
FENMONMOSD . 22 & PEAEAL, (MS) BENF
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FEES MR A A sk AR K 4R AR AR K IR ERY IR TT

[0001]  AHRE 2R 2014465 H23 H$252 1 3L I i #1115 5:62/002, 39581201545 H15H
FEAZI62/162, 538/ AL & » Heil it 5| FH DA HBEAR S A B A H

[0002]  AHiEIE I 51 I NS A WG — E 4 58 AR N SR SCH B 7 5136, BTk 17 51 R b
BN “Sequence Listing 12638-123-228.TXT”, 8 T-201555 H21 H , 21,4907 751
K7

1. & BRI

[0003]  ASCHRALPS S T8 B V697 BT B W8 TR M Hr 4 i 50 A K 48 g AH G i hE i S5 KT T
(— P2 AR TS R IE) £ 7 1 45 6 R PUAR B J7 32 R0 B Jo e 491 Gn 4 42 3R 60 497 T o A
PR RS0 1) IO K 4 M AH DGR RE , 1 an L A 22 B B 28 (NMO) L& i 28 1% 2R 999 (NMOSD)
Z R AEREAL (MS) FIFREE 21 4E SR (NF) o

[0004] 2.%H]i5E

[0005] Mg PR A bor 24H o A R 20 B et S5 SR P i 2877 40 L e e 448 o 2 P R0 4 1 s 1)
B BT A R 4 o 91 G A A P BR8P RORG JIBS 2E 2R, R ) B TR A L 4
Al 5] RAE (B W inYuans, J . Exp.Med. ,1997,186:313-333) .

[0006] I A £ Jfa A7 76 T AN [E) L 2R 1) 45 B AL R RN B AL B8 B N o EATIEAEAE T N B A4 37
IR 2 6] ) ST, A9 G0 35 52 ol S ATURE IS8 25 285 6 i s R ik =00 S Co R RO B, b e
AT AR A A AN T A S I o 98 1k AR 25 S 0, 7 S DR 4 st Rz 0 SR 4 B v 4L, 51
2 M IR 1R TR J= 350 B 4 B o e AR RIS S o I D & 3 e R 1 SR 4 AN 24 5 7 91 ot
SN i A A 48 S5 S R UL IR S ) A 8 R S R

[0007]  FF7E A 20U PR BRI J7 WG IR 1 0 4 o Bl JIE A &40 K S 9 R P 7 92 1) 7

[0008] 3. % HIfkik

[0009]  — 7 1HI, A SCHRAE B 1 VG T B BEXT G I A2 R G5 I v X AP 42 R 48 g R 1
o7 241 e 5 A K 4 B A DG R RE 1 vk, BT VBTG T A R BN R IT A REN S A
KIT5Z244 (SEQ ID NO: 1) etk as & PR s =yt R4 & v B .

[0010] 55— 5T , A SCHRAILRH 1E VAT B HA R INMOK) J7 3%, Frid i B iR TH &
LR GG TT B R 5 AKIT2 44 (SEQ ID NO: 1) i itk 45 & Pk s i 45 & Bt .
[0011]  FE—ANFFE 75 T AN SCHE AR 1k VA T 3OS BE XS G IINMOSDI 75 ¥ , BT iR 77 V2 B0 4
BT H TR ERIN SR A RER S5 AKITS2 K (SEQ 1D NO: 1) F F 45 & ) bk s H iR
Zia B

[0012] Y —TJ5 1, A SCHRAILR 1 VG 97 B B0 G IMS T 70, iR 03648 T4 &5 5
(56 BIE T A AE R 5 ANKIT32 44 (SEQ ID NO: 1) Sk 45 & ik el Hopi JF 45 & B
[0013]  FE—ANEARTJT T, A SCHEAERTT 1E Va7 B8 BN RIPINFI) J7 %, Bk T ik A da 45
AFHERNRIGIT AN ER 5 AKITS 44K (SEQ ID NO: 1) ¥ 34 & hiik el Kyt R 45 &
Fr B,

[0014]  — 7 THT , AR SCHEAEHM I X G 1 #h 2 £ 298 A2 K 1K 5 v TR 7 i B 38 45 T2 Wl



CN 113975386 A ﬁﬁ HH :I:; 2/77 1T

NFI 5 V6 97 6 3= ) 5 AKITSZ2 4K (SEQ ID NO: 1) Hr itk 4s &bk sl P a4 & H B
[0015] S —TJ5 1l » A SCHE AL IRk A2 X6 G2 1 481 A 0 22 R 49 491 Gn AR FH 48 R B 1) 9 IE IR 7 V6
ik 77 5B T2 WA XA RS0 a4 558 I R R 40 LA D8 iE IR X RI697 A 2L
215 AKIT32 4k (SEQ ID NO: 1) K mE4s & Pk sl iyt 45 & F B

[0016] 7 —ANF 8 7 1T A SCHE AN IR ) RE R G v A6 1) 07 9%, Bk T ik s 45 1
WA I 2505 a0 X 24 FR G0 RE R 20 B A DS E B 6 SI6 9T A R I 5 KT T2 44
(SEQ ID NO:1) femtEds APkl bt i &5 & B

[0017]  FE—ANEARTT I, #H4 R G051 T rhoAx A 28 51 4 1R L K 448 PR 5 9 A A& NMO \NMOSD
MSENF . 7E—ANKF 8 7 1, NFR SR B HNF T NF2EL A2 #5989 95 (Schwannomatosis) o

[0018]  — 51l , T A SCER AL 7 ¥E I UK I THU A Ry — A B S e oAk o 78 SR 51,
T ARSI 7 VR B UK T THUAR A NI BT  FE4RE e 5 T, BT A SCHR AL 1) 7 v Ptk T T
PR AU . —J7 T, T A SCER AL J7 VR B HIK T THUAR AN I XURE S P4

(00191  FE4EEJT 10, F T A SCHRAE R 7R HIKI TR & A 65 40 736 &% SEQ 1D NO:2-4
IVL CDR 1-3%t8En] A2 X (“VL”) MELE 70 7 &SEQ ID NO:5-7HJVH CDR 1-3f)HE 5 m] 42
X (“VH”) .

[0020]  —TJ51HI, [A) He 25 T AR SCHTR BUK T THUAR B XS G BN o FE R — 5 1T, ) He gy T R 3
Frid PiKITHUAR BN R A L2

[0021]  "RTHHRAEA ST IR J7 v B A E PR ) P St 7 56

[0022] 1. —FhHT¥6I7 X R AL 25810 I R AR B AR SR RE 1) 7 V%, BTk 7 ik e 45 1
B BRI G0 AUER 5 AKITZ K (SEQ 1D NO: 1) Fr &5 A ik s i i 45 &
FrE.

[0023] 2. —Ff HT¥697 X R B AL 22 58 1 W8 TR MR AR B AH SR 1) 77 V%, Frid 77 54
YT A TR BN RIGIT A A E R 5 AKITS2 4R (SEQ 1D NO: 1) K Rt 45 A ) Pk s = it Ji

G B

[0024] 3. 55 SR 182 T ik , Horh plrid A2 — A SRy e i o
[0025] 4. St )5 S3H T332, Forp i i e N BiiA .

[0026] 5. St )5 SRARI T2, Forp ik Prik AR TR

[0027] 6. St )5 SBT3, Forp ik Pk AR LA

[0028] 7. 5Kt V5 & 1 BR2M J5 3% , Herh i Hu i & NIRAL o4

[0029] 8. St 7 SRTHI T2, Forp ik Gk AR LA

[0030] 9. 5ty SR 1820 T ik , Fe i Flr iR AR R AR

[0031]  10. 8L /7 1 -9 E— D77, Frid 7 ik BG4 TR T7 B A I 5 AKI T2 44
(SEQ ID NO: 1) ¢ i gh & Hdusk.

[0032]  11.82ji 7 12 5k, Hd i ik & A B8 40 B 5 SEQ 1D NO:2-4[VL
CDR 1-3ffi24En] A2 [X (“VL”) AL 2 78 & SEQ ID NO:5-7fJVH CDR 1-3f) H & n] 47 [X
(“VH”) »

[0033]  12. 57 SR 11732, Horh BTl HiAA /2 0 BRRe R At A

[0034] 13, 5L 77 =121 777, Horh Frid Hdd & NPk,

[0035]  14.Sji /7 13017732, Horp Brid bk e Bk

4
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[0036]
[0037]
[0038]
[0039]
[0040]

15. St 7

16. St 7 5
17. SEHt 7 %

RI120 77k, A frid i 2 sk .

L1732, b prid g fdco & N YEAL P
161 71, Forh iR Bk R R B

18. it 5 R J vk, Horp rid fi i 2 B PiiA .
11-199F— AN J7 8%, TR 4848 TR 7 A =1 5 AKIT%
& (SEQ ID NO:1) kR4 & HPuik.

19. 5Lt )7 58

[0041] 20577 11097732, Hoh Frid ik & A 65 SEQ ID NO: 8 VH.

[0042]  21.500E 7 R 1L 5, b ik $idR & A H 5 SEQ 1D NO: 9/ VH.

[0043] 2257 11007732, Hoh Frid dudk & A 6 SEQ ID NO: 10/ VH,

[0044] 23,5 J7 11097732, Horh Frid dudk & A 65 SEQ ID NO: 111 VH,

[0045] 24 .57 S 11097732, Hoh Frid dudk & A 65 SEQ ID NO: 12(1)VH,

[0046]  25. 500 7 R LI 5, b i $idR & A 4 SEQ 1D NO: 13/JVL.

[0047]  26. 500 7 R LI 5, b il $idR & A 4 SEQ 1D NO: 14/)VL.

[0048] 2750 7 R LI, b ik $idR & A 5 SEQ 1D NO: 15/ VL.

[0049]  28. 5L 7 R LI 5, b il $idR & A 5 SEQ 1D NO: 16/ VL.

[0050]  29. 5L 77 R 11M 77V, Horh ik HiAR & A /5 SEQ ID NO: 8/ VAL 75 SEQ
NO: 13[JVL.

[0051]  30.5LHt 7 11773, Kb ik $iiR & A /5 SEQ ID NO: 8/ VHANI{L 75 SEQ
NO: 14/]VL,

[0052]  31.5GH 77 R11M 773, Kb ik $iiR & A /5 SEQ ID NO: 8f VHAN{L {5 SEQ
NO: 15/ VL.

[0053]  32. 5L 77 R11M 773, Horh ik HiAR & A f 5 SEQ ID NO: 8/ VHANI{L {5 SEQ
NO: 16/JVL.

[0054]  33. 5L 77 R 117V, Horh ik HiAR & A /5 SEQ ID NO: 9 VHANEL 75 SEQ
NO: 13[JVL.

[0055]  34. 5L 77 R 11M 7732, Kb rid $idR & A /5 SEQ ID NO: 9 VHANEL 75 SEQ
NO: 14H]VL,

[0056]  35. 5L 7 R 11H 77V, Horh rid HiAR & A /5 SEQ ID NO: 9 VHANEL 75 SEQ
NO: 15/ VL.

[0057]  36. 5L 7 =11 773, Horh ik $iAR & A f 5 SEQ ID NO: 9 VHANEL 75 SEQ
NO: 16/JVL.

[0058]  37.sKJiti /7 11T, b il $iik &4 £ 5 SEQ ID NO: 10f VHAFIEL 7 SEQ
NO: 13[JVL.

[0059]  38. 5t 7 11 77 iE, Ho Frid bufk & A 65 SEQ 1D NO: 108 VHANE £ SEQ
NO: 14H]VL,

[0060]  39. 5Kt /7 117, Hh iR $iik &4 65 SEQ ID NO: 10f VHAFIEL 7 SEQ
NO: 15/ VL.

[0061]  40.5kJti /7 R 117, Hh il $iik &4 £ 5 SEQ ID NO: 10f VHAFIEL 7 SEQ

NO: 16HJVL,

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D
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[0062]  41.5Kjti 7 R11H T, Horp Frid $i4R & A €5 SEQ 1D NO: 11HVHAIEL £ SEQ 1D
NO: 13[JVL.

[0063] 42 5Lt 7 R11H T, Horp Frid $i4R & A A5 SEQ 1D NO: 11HVHAIEL £ SEQ 1D
NO: 14/]VL,

[0064]  43. 5Lt 7 R11H T, Horp Frid $i4R & A A5 SEQ 1D NO: 11HVHAIEL £ SEQ 1D
NO: 15[ VL.

[0065] 44 . 5Lt 7 R11H 7, Horp Frid $i4R & A A5 SEQ 1D NO: 11HVHAIEL £ SEQ 1D
NO: 16/JVL.

[0066] 45,5 J7 ZE 11007732, Horh Frid fudk & A 6 SEQ ID NO: 111 VH,

[0067]  46. 52t )7 11K )75, Horh ik $idA &4 A& SEQ ID NO: 12/ VHAIfL & SEQ 1D
NO: 13[JVL.

[0068]  47.SLjti 7 R11HI T, Horp Frid $i4R & A A5 SEQ 1D NO: 128 VHAEL £ SEQ 1D
NO: 14/]VL,

[0069] 485Kt /7 R11HI T, Horp Frid $i4R & A €5 SEQ 1D NO: 128 VHAEL £ SEQ 1D
NO: 15/ VL.

[0070]  49. 5Lt 7 R11H 75, Horp Frid $i4R & A €5 SEQ 1D NO: 128 VHAEL £ SEQ 1D
NO: 16/JVL.

[0071]  50. 8L /7 £20- 49 AL — DRI T, Frid TTiEBHE G THIT A RER 5 AKIT
& (SEQ ID NO: 1) Fe g A ik

[0072]  51.—FE BEXS G AR R 40 10 BB K 4 B AB DS RE I 5 ¥4, Frid L& 48 A
FE RIETT A RN 5 AKITS2 44 (SEQ ID NO: 1) ¥ 4 & hiiA sl TR 45 &
Bt

[0073] 52— P /e B0 G I AP 48 28 45 1A WG TR MW A4 B AH S o R ) 792, B ik D7 v 4 4
TH T BRI RIGIT AR 5 AKITS2 4R (SEQ 1D NO: 1) 4551 45 A i Pk sl =i Ji 45
G

[0074]  53. 5L 7 &5 18520 J7v2 , Horb ik fuiR /2 4 B e i dak

[0075] 54 5ji J7 Z530 77 i, Ho A Frid ik e Ntk o

[0076]  55. 57 ZE54 017712 , Horh Frid ik e BRH1 4

[0077]  56. 5L J7 Z5300 7712 , Horh Frid g fe B4

[0078] 5757 %51 8k521 77 1%, Horp Frid fiifd 2 NI .

[0079]  58. 5L 7 ZE5THI 712, Hoh Frid g fe BRH1 4

[0080]  59. 5L 7 &5 18521 77 v , Horb iR Puik 2 k.

[0081]  60. 8Lt /7 51 -59HE—MHIT7E, Frid Tk BHE S THIT B RER 5 AKIT
& (SEQ ID NO: 1) Ferthkds A ik

[0082]  61.5Eji 7 ZR51EL620 77, b ridduik & A 65 7 A& SEQ ID NO:2-4/VL
CDR 1-3f sk al AR [X (“VL”) AL 243 46L& SEQ 1D NO:5-7THIVH CDR 1-3f) HEEF] 35X
(“VI) »

[0083]  62. 57 ZE61 197732, Hoh Frid i fa /2 — A sy et i

[0084]  63. 5L 5 6211 51k, Horh prid ik & NIRLPTik.
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[0085] 64
[0086] 65

[0088] 67
[0089] 68

SR 61 Tk Herh TR A R R U .
SR SR6200 T3 7k He b TR S AR DU .
[0087]  66. 5Lt /7 56 1H) 7V, Horp Frid fiid e N iiA .
SR SR6611 T3 7k He b TR S R R U .
SR 61 57k He b TR fiA R R U .

[0090]  69. St Jy 5861 -68H 4L —NHIJT L, Brid Ji ik BAE 4 TRy A RCER 5 AKIT32
& (SEQ 1D NO: 1) Ry 514 & rif .

[0091]  70.
[0092] 71
[0093] 72
[0094] 73
[0095] 74
[0096] 75
[0097]1 76
[0098] 77
[0099] 78
[0100] 79
NO: 13[JVL.
[0101]  80.
NO: 14fJVL.,
[0102] 81.
NO: 15/ VL,
[0103] 82.
NO: 16/ VL.
[0104]  83.
NO: 13[JVL.
[0105] 84.
NO: 14/ VL.,
[0106] 85.
NO: 15/ VL,
[0107]  86.
NO: 16[JVL.
[0108] 87
NO: 13[JVL.
[0109]  88.
NO: 14fVL.,
[0110]  §9.
NO: 15/ VL,
(01111  90.

ST 6 LI T, Forh i il & A (% SEQ

SR SR61 T3k Herb Brid Hi A S AT 5 SEQ
SR SR61 T3k Herb Brid Hi A S 4T A5 SEQ
SR SR61 T3k Herb Brid Hi A S AT 5 SEQ
SR SR61 T3k, Herb Brid S S AT A5 SEQ
SR SR61 5k Herb Brid Hi A S 4T 5 SEQ
SR SR61 T3k Herb Brid Hi A& A7 5 SEQ
SR SR61 T3k Herb Brid Hi A S 4T 5 SEQ
SR SR61 T3k Herb Brid Hi A S 4T A5 SEQ
ST 618 U5 %, Feh Brid G & A A& SEQ 1D NO: 8 VHAIE 7 SEQ

1D
1D
1D
1D
1D
1D
1D
1D
1D

NO:
NO:
NO:
NO:
NO:
NO:
NO:
NO:
NO:

SHIVH.
9HVH.
10f#JVH.
11f#JVH.
12f#JVH.
13f#JVL.
14f#JVL.
15f)VL.
16/ VL.

SEE T RO 1R T, Hp frid ik & A €& SEQ 1D NO: 8 VHFIEL & SEQ

SEE T RO 1R T, Hp frid ik & A €& SEQ 1D NO: 8 VHAIEL & SEQ

SEE T RO 1R T, Hp frid ik & A €& SEQ 1D NO: 8 VHAIEL & SEQ

SEE T RO 1R T, Hp frid ik & A €& SEQ 1D NO: 9 VHANEL & SEQ

SEE T RO 1R T, o prid ik & A €& SEQ 1D NO: 9 VHANEL & SEQ

SEE T RO 1R Tk, Hp frid ik & A €& SEQ 1D NO: 9 VHANEL & SEQ

SEE T RO 1R T, Hp frid ik & A €& SEQ 1D NO: 9 VHANEL & SEQ

ST T 6 1R T VE, Hod Frid PR S A AL 5 SEQ ID NO: 10/ VHAI, 2 SEQ

SEHE T 611 71, Horp rid Hifk & A4 SEQ 1D NO: 10/ VHAIEL 5 SEQ

SEHE T 611 71, Hrp prid Hifk & 4 SEQ 1D NO: 10/ VHAIEL & SEQ

SEE T 611 7, Hp rid Bifk & A4 SEQ 1D NO: 10/ VHAIEL & SEQ

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D

1D
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NO: 16/ VL.

[0112]  91. 5L 7 R6 117k, Horp Frid AR & A €5 SEQ 1D NO: 11HVHAIEL 7 SEQ 1D
NO: 13[JVL.

[0113] 925Kt /7 RO 11 J7 ik, Horp Frid HiAR & A €5 SEQ ID NO: 11HVHAIEL £ SEQ 1D
NO: 14/]VL,

[0114] 938Kt /7 RO 117, Horp Frid HiAR & A A5 SEQ ID NO: 11HVHAIEL £ SEQ 1D
NO: 15/ VL.

[0115] 94 .St 7 RO 11 J7 ik, Horp Frid AR & A €5 SEQ 1D NO: 11HVHAIEL 5 SEQ 1D
NO: 16/JVL.

[0116] 95,5 /7 ZE61 07732, Hoh Frid ik & A € SEQ ID NO: 111 VH,

[0117] 96 St /7 Ze6 11 771, Hoh il $ik & A 8.5 SEQ ID NO: 12/ VHFIEL 5 SEQ 1D
NO: 13[JVL.

[0118]  97. 5Lt 7 RO 11 J7 ik, Horp Frid Hi4R & A €5 SEQ 1D NO: 128 VHAEL £ SEQ 1D
NO: 14/]VL,

(01191 98. 5Lt /7 RO 11 J7 ik, Horp Frid HiAA &A% SEQ ID NO: 128 VHAEL £ SEQ 1D
NO: 15/ VL.

[0120]  99. 5Kt /7 Z611 771, Hoh il $ifk & A 65 SEQ ID NO: 12/ VHFIEL 5 SEQ 1D
NO: 16/JVL.

[0121]  100. 5 5 ZR70- 99 E— AN ik, BTk i B 464 T8 97 A BRI 5 AKIT3Z
& (SEQ ID NO: 1) e SFEZE A k.

[0122]  101.—F H TBi I X R HZ 22 50 (149 RE K 41 B AR DG IE 1 7323, BT i 5 ik B 4
TH FERRRIGT A RBCER 5 AKITRZ /K (SEQ 1D NO: 1) K545 & 1 Pk ol L R 45
G

[0123]  102.— Py LS R PR 2R 55 1) WG TR 1R 40 B AH 5 e 1 7 %, BT iR O v B 6 45
TH T ERRRIGT A RBCER 5 AKITR /K (SEQ 1D NO: 1) K545 & 1 Pk o L R 45
G

[0124]  103. 5L 77 101810211 757% , b Fridfiiio A 5ukk S pik.

[0125]  104. 5277 10300 777k, Horb rid Husd & N IRt i

[0126]  105. 5L /7 R 1041 7775 , Horb ik B & bk

[0127]  106. 55077 210309 7775 , Horp Frid bifk 2 Bbifs.

[0128]  107. 5% /7 10181021 77 i , HA Fridfofk e Ntk ok

[0129]  108. 5L /7 £ 10TH 7%, Horp Frid bk 2 Bbifs.

[0130]  109. 52 7 210181020 J5 i , Horp Frid ik 2 4k

[0131]  110. 5 /5 2101 - 109HAE—ANW 77 ¥4, BTid 7 i A3 45 TR IT B & 5 AKIT
244 (SEQ 1D NO: 1) Frit&E A diik.

[0132]  111.SEJ#iJ7 510180102/ 777, Hoh ik $idA & A 65 4 78 & SEQ ID NO:2-4
[JVL CDR 1-3MEFER AR X (“VL”) FIEL & 43 AL & SEQ 1D NO:5-7[*JVH CDR 1-3fHEBE AT
X (“VH?) .

[0133] 112777 R111H9 7732, Hoh Fridk o fa /2 — A sy et i d
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[0134]  113. 5L 7 K112/ 777k, Horb rid Husd & NJEtbHiia.

[0135]  114. 5L/ R 113735, Horb ik i & bk

[0136]  115. 5L/ R 112/ 7%, Horb ik Hiis & #piak

[0137]  116.5LHE 7 R 7%k, Horb rid huik & NJEt i

[0138]  117.5i /7 K116/ 7775, Horb ik i & bk

[0139]  118. 507 R 111HY 7%, Hrh Frid bl 2 Bbifs.

[0140]  119. 50 /5 R 111 - 118HE—ANW i, ik 7 i AT 45 TR IT B & 5 AKIT
24K (SEQ 1D NO: 1) Fpit&E A diik.

[0141]  120. 557t /7 111735, b ik Hi4k 54 65 SEQ ID NO: 8f¥VH.

[0142]  121.5G0ti 7 111 J73%, b ik Hi4k 54 65 SEQ ID NO: 9 VH.

[0143] 122, 5Lt J7 =111 7%, Horb ik Hi4k & 65 SEQ ID NO: 10fVH.

[0144] 12350077 R 111H 7%, Hrh Frid bk &6 65 SEQ 1D NO: 11[JVH,

[0145] 1245707 111 7%, Horb ik Hidk &4 65 SEQ ID NO: 12/ VH.

[0146]  125. 5077 R 111H 7%, Hrh Frid bk &G 65 SEQ 1D NO: 13[JVL,

[0147]  126.5C7t0 7 111795, Horb ik Hidk &4 65 SEQ ID NO: 14/ VL.

[0148]  127. 5007 R 111H 7%, Hrh Frid bk &G 65 SEQ 1D NO: 15[VL,

[0149]  128. 5Lt /7 =111 7%, Horb ik Hidk &4 65 SEQ ID NO: 16/ VL.

[0150]  129. Sty 11173, Hod Bk Hidk & A A5 SEQ 1D NO: 8[IVHAIAL A SEQ 1D
NO: 13[JVL.

(01511 130. 5077 R 1117V, Hrh Frid Hiik & A 65 SEQ ID NO: 8HVHAIEL £ SEQ 1D
NO: 14/]VL,

[0152]  131.5Li 7 11100732, b ik Hifk &4 /& SEQ ID NO: 8fVHAIEL {5 SEQ 1D
NO: 15/ VL.

[0153]  132. 5L 7 1110732, Horh ik Hifk &4 /& SEQ ID NO: 8fVHAIEL {5 SEQ 1D
NO: 16/JVL.

[0154]  133. 5077 R 1117V, Kb Frid Hiik & A 5 SEQ ID NO: 9f VHANEL £ SEQ 1D
NO: 13[JVL.

[0155]  134. 507 111090732, Horh ik Hifk &4 /& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 14H]VL,

[0156]  135. 5L 7 1110732, Horh ik Hidk &4 /& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 15/ VL.

[0157]  136. 587 111090732, b ik Hifk &4 /& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 16/ VL.

[0158]  137.5GHi 7 R111H 7, ot ik HiiA & A £ & SEQ ID NO: 10H) VHAIEL £ SEQ
ID NO:13HJVL.

[0159]  138. 5Lt )7 R 1LIH v, A Bk Hiik &6 B & SEQ ID NO: LOF VHAI 7 SEQ
ID NO:14HJVL.

[0160]  139. 5L 7 R111H T, Horh ik HiiA & A £ & SEQ ID NO: 10H) VHAIAL £ SEQ
ID NO:15f9VL.
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[0161]  140.5LH )7 R ILIF T3, A Frd HiiR &6 B & SEQ ID NO: LOF VHAI 7 SEQ
ID NO:16/JVL.

[0162]  141.5077 1IR3, A Brd HiiR &6 B & SEQ 1D NO: L1HVHAI 7 SEQ
ID NO:13/JVL.

[0163] 142 SLHti )7 R 1LIH 7, A Brd iR &6 B & SEQ ID NO: L1HVHAI 7 SEQ
ID NO:14HJVL.

[0164]  143.5LHt )7 R ILIH T, A Brd iR &6 B & SEQ ID NO: L1HVHAI 7 SEQ
ID NO:15/)VL.

[0165] 144 . SLiti)7 R 1LIE T, A Brd iR &6 B & SEQ ID NO: L1HVHAI 7 SEQ
ID NO:16/JVL.

[0166]  145. 557t /7 2111 7%, Horb ik Hidk &4 65 SEQ ID NO: 11/ VH.

[0167]  146. 9t 7 R111H 532, Hrh Arid ik & A& SEQ 1D NO: 12 VHAIH, & SEQ
ID NO:13/JVL.

[0168]  147.5LHt )7 IR, A Brid $iik &6 B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:14HJVL.

[0169]  148.5Ljt )7 R 1LIH v, A Frd Hiik &6 B & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:15/VL.

[0170]  149.5LH )7 1R, A Brid ik &6 B & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:16/JVL.

[0171]  150. 5L /5 5120 - 149HAE— AN ¥4, ATid 7 i B3 45 TR IT B & 5 AKIT
24K (SEQ 1D NO: 1) Fp it &E A ik,

[0172]  151.—FiBIT X RIFH LT 4ERI9 (NF) (17325, ik 5 3644 T4 7 BRI 5
BIT A RER) 5 AKITS2 44 (SEQ ID NO: 1) 4 Rtk 48 & Pk sl bt R 45 & EL.

[0173]  152. 5L /7 1511 J7%, Forb il i@ — 4 s S e P Ak

[0174]  153. 5L /7 R 15200777k, Horb rid Husd & NJEtb i

[0175]  154. 50 /7 R 1531 J77% , Horb i s & bk

[0176]  155. 5 /7 R 152117775, FHorb ik B & bk

[0177]  156. 5L 77 R 151777k, Horb rid Hudk & NJEtb i

[0178]  157. 55077 R 15THI 7%, Kb Frid bk 2 Bbifs.

[0179]  158. 5Lt /7 21511 J73% , Horb ik Hidk & ik .

[0180]  159. 5 /5 %151 - 158HL—ANW 7 i, ATid 7 i AT 45 TR IT B & 5 AKIT
24K (SEQ 1D NO: 1) Fr it gE A k.

[0181]  160. 5L /7 1511773, Horh ik 4R & A 15 70 AL & SEQ ID NO:2-4[)VL
CDR 1-3f\%4E A8 X (“VL”) A48 4> 5404 SEQ ID NO:5-7/JVH CDR 1- 3 5 #f 0] A5 [X.
(“VH”) .

[0182]  161. 5L /7 1601 7k, Forb i i@ — 4 B S e P Ak

[0183]  162. 5L /7 1611777k, Horb rid Husdk & NIEtb i

[0184]  163. 5 /7 1621117775, Horb ik i & bk

[0185]  164. 5507 16119777, Kb Frid bk 2 ik

10
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[0186]  165.5Ljifi 7 &
[0187]  166.5Ljifi 7 &
[0188] 167.;“?)‘5@7‘? ES

160/ 7512, Forp Frid fuiA 2 N IR Hiak .
1651 775, Horp iR Puik 2 B buik .
1601 775, Forp iR Puik 2 B buik .

[0189]  168.5Ljiti /5 & 160-16THAT—AHI 7k, Arid FiEAFES T8 )7 A JER) 5 AKIT
AR (SEQ ID NO: 1) Hr 545 A i Hidk
[0190]  169. 5L 7 1601 J51k, S frid Pk &H & SEQ 1D NO:8f¥JVH.

(01911  170.5Lji 5 &

160F) 7775, Hoerp Frid PR &6 - SEQ 1D NO: 9/ VH.

[0192]  171.5L0 77 1601 51k, b iR HiiA&E B & SEQ 1D NO: 10/ VH.

[0193] 172.52jt &=

160f) 7775, Horp Frid Pk &4 68 SEQ ID NO: 11HJVH.

[0194] 173,507 R 160 51k, e iR HiiA &E B & SEQ 1D NO: 12/#)VH.

[0195]  174.52jt 7 &=

160f) 7775, Horp Frid Pk & 65 SEQ ID NO: 13HJVL.

[0196]  175. 57 R 1601 51k, b iR HiiA &H B & SEQ 1D NO: 14/ VL.

[0197]  176.5Lji T &
[0198]  177.5Lji T &
[0199]  178.5Ljti i &

NO: 13HJVL,

160f) 7775, Herp Frid Pk & 68 SEQ ID NO: 15HVL.
160f) 7775, Horp Frid Puik &4 65 SEQ ID NO: 16HJVL.
1601 757k, Hoh ik Hidk 26 £.4SEQ 1D NO: 8IVHAIEL 4 SEQ 1D

[0200]  179. 5t /7 R160M) 775, Ferb BriRd ik & B 65 SEQ 1D NO: 8 VHAIEL & SEQ 1D

NO: 14H]VL,

[0201]  180. 5t /7 R 1601 )77k, Forb BriRd Ak & B 65 SEQ 1D NO: 8 VHAIEL & SEQ 1D

NO: 15[ VL.

[0202]  181. 5t /7 R160M) 775, Ferh BriRd Hiik & B 65 SEQ 1D NO: 8 VHAIEL & SEQ 1D

NO: 16HJVL,

[0203]  182. it /7 R 160 775, Ferb FriRd Ak & B 6 SEQ 1D NO: 9 VHAIEL & SEQ 1D

NO: 13HJVL,

[0204]  183.5Ljti iy &

NO: 14/]VL,

[0205]  184.5Zjiti i &

NO: 15[ VL.

[0206]  185.5Ljt i &

NO: 16HJVL,

[0207]  186.5Ljit 7 &=

ID NO: 13[VL,

[0208]  187.5LJti i %=

ID NO:14/VL,

[0209]  188.5Ljiti 7 &=

ID NO: 15[ VL,

[0210]  189.5ujiti 7 &=

ID NO:16[VL,

(02111 190.5Ljit 7 &=

1601 J5¥2%, Hord Frik Ak & 45 SEQ ID NO: 9f VHAIEL 4 SEQ 1D

1601 7532, o Frik Ak & 45 SEQ ID NO: 9f VHAIEL 4 SEQ 1D

1608 777, Horb FriR Hi4A &/ .47 SEQ 1D NO: 9f{J VHAN L5 SEQ 1D

160 71, Hod Frik Pk & A A& SEQ 1D NO: 10f VHAIf1, 4 SEQ

1608 71, Hod Frik Pk & A A& SEQ 1D NO: 10/ VHAI {1, 4 SEQ

1608 71, Hod Brik Pk & A A& SEQ 1D NO: 10f VHAI £, 4 SEQ

160 71, Hod Frik Pk & A A& SEQ 1D NO: 10/ VHAI {1, 2 SEQ

160 71, Hod Frik Pk & A A& SEQ 1D NO: 11H)VHAIfL 2 SEQ

11
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ID NO:13fJVL.

[0212]  191. 5L 77 221601 77, b Frid HiiA & A £ & SEQ ID NO: 11HVHAIEL £ SEQ
ID NO:14HJVL.

[0213]  192. 5Lt )7 R 160/ v, H Bk 4k &6 B & SEQ ID NO: 11HVHAI 7 SEQ
ID NO:15/VL.

[0214] 193, 5Lt )7 R 160/ i, o Bk Hi4R &6 B & SEQ ID NO: 11HVHAI 7 SEQ
ID NO:16/JVL.

[0215]  194. 5L /7 22160/ J73% , Horb ik Hi4k & 65 SEQ ID NO: 11/ VH.

[0216]  195.5jifi J7 2160/ v, Hrh AriR ik & A& SEQ 1D NO: 12 VHAIH, & SEQ
ID NO:13/JVL.

[0217]  196. Lt )7 160/ v, H Bk Hi4R &6 B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:14HJVL.

[0218]  197. 5Lt )7 R 160/ v, H Bk 4k & A B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:15/)VL.

[0219]  198. 5Lt )7 R 160/ J7v2, o Bk Hi4R & F B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:16HJVL.

[0220]  199. 5L /5 5169 - 198 L— AN 7 i, ATid 7 i AT 45 TR IT B & 5 AKIT
A (SEQ 1D NO:1) Fr Stk &5 A ik

[0221]  200. 5K 5 151 - 199 AL — AN 774, HHINFAENF L,

[0222]  201.5C0i 7 %2151 - 199 {E— I T7i%, HANFENF2,

[0223]  202. 5077 %151 - 199 (E— N7, H AN P& SR 0

[0224] 203 . — P& BEXS RIPINFI) 7732, FTid T AFE G T A R EIN SR G 8Em S
AKITSZ44 (SEQ 1D NO: 1) RESFPELE A ik si L p 51 456 F B

[0225] 204 .5 /7 S 20314 J5% , Forb i B — 4 B S e P Ak

[0226]  205. 5t /7 20410 777k , Horb prid Hudd & NJRAb i

[0227] 206 . 5L /7 S 203141 7735 , Horb ik B & bk

[0228]  207. 5L /7 S 2041 7775 , Horb ik B & Pk

[0229]  208. 5Lt /7 20300 J7 7% , Horb prid Hudd & N IRtk i

[0230]  209. 5L /7 20811 )77k, Horb ik i & bk

[0231]  210. 5 /7 S 203141 J7 7%, Forp ik Hii & pi ik

[0232]  211.5077 22203- 210 AE— AN 7732, B 7 VA FE 45 71697 B & 11 5 AKIT
244 (SEQ 1D NO: 1) Fpit&E A ik,

[0233]  212. 5L 77 222031 77 v, Horh Frid HiAR & A 5 70 AL & SEQ ID NO:2-4[)VL
CDR 1-3f\%24E A8 X (“VL”) A48 4> 5404 SEQ ID NO:5-7fIVH CDR 1- 3 5 i A 25 [X.
(“VH”) .

[0234]  213. 50 /7 R212141 )77k, Forb il B2 — 4 s S e P Ak

[0235]  214. 5277 21300 777k, Horb prid Hudd & N IRtk i

[0236]  215. 5 /7 R21 2141 775, Horb ATk B & bk

[0237]  216. 5 /7 21311 7775, Horb ik B & bk

12
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[0238] 217.
[0239] 218.
[0240] 219.
[0241]  220.5E
A4 (SEQ 1D
[0242] 221
[0243]  222.
[0244]  223.
[0245]  224.
[0246]  225.
[0247]  226.
[0248] 227.
[0249]  228.
[0250]  229.
[0251]  230.
NO: 13/ VL.

[0252] 231
NO: 14/JVL.,

[0253] 232.
NO: 15/JVL.

[0254]  233.
NO: 16/ VL.

[0255] 234.
NO: 13/ VL.

[0256]  235.
NO: 14fJVL.,

[0257] 236.
NO: 15[ VL.

[0258]  237.
NO: 16/ VL.

[0259]  238.

ST 212000 759 » Fe b Brid Hii e N
ST 21T T3 He b Frid fiA R R T .
ST 212000759 » Fe b Brid fiA R R DTA .

St 7 58212- 219 AL — AN I3, BTk 5k BAs 4 TR B BRI 5 NKTT

NO: D) 5 g S ptis.

SR S21 20077 % Fe b iR LR S A RS SEQ

ST S 21 200759, b Bd iR 5 A B 5 SEQ
ST S 21 20075 9%, b Bd iR 5 A 15 SEQ
ST S 21200759, b Bd iR 5 A A5 SEQ
ST S 2120075 9%, b Bd iR 5 A B 5 SEQ
ST S 21 20075 9%, e Bd iR 5 A B 5 SEQ
ST S 21 20075 9%, b Bd iR 5 A 15 SEQ
ST S 21 20075 9%, b Bd iR 5 A B 5 SEQ
ST S 21200759, e Bd iR 5 A B 5 SEQ
ST 21200 T3k, Herb FIniR Gk 54 1 5 SEQ

SRS S22 757k, b Brid iR & A B 5 SEQ

ST 21200 T3k, Herb FIniR iR 54 1 5 SEQ

ST S 21200 T3k, Herb B iR Gk 54 1 5 SEQ

ST S 21200 T3k, Herb FIniR Gk 54 1 5 SEQ

ST S 21200 T3k, Herb B Gk 54 1 5 SEQ

ST 21200 T3k, Herb FIniR Gk 54 1 5 SEQ

ID NO:8HJVH.
ID NO:9HJVH.
ID NO: 10/ VH.
ID NO:11HJVH.
ID NO:12fJVH.
ID NO:13/JVL.
ID NO:14H9VL.
ID NO:15/VL.
ID NO:16/JVL.
ID NO: 8f{JVHAIf1L 2 SEQ

ID NO: 8 VHFIHL 4 SEQ

ID NO: 8 VHFIHL 4 SEQ

ID NO: 8 VHFIHL 4 SEQ

ID NO: 9 VHFAIHL 4 SEQ

ID NO: 9 VHFAIHL 4 SEQ

ID NO: 9 VHAIHL 4 SEQ

SETtE T Z 2121 J7 12, Hodb Frid Ak & A A5 SEQ 1D NO: 9 VHANE, 4 SEQ 1D

St T 212/ 5, HA Frid ik & A AL SEQ 1D NO: 10/ VHAN AL SEQ
ID NO:13HJVL.
[0260]  239. 5Lt )7 21209 7732, H Bk Hi4R &6 & SEQ ID NO: LOF VHAI 7 SEQ
ID NO:14HJVL.
[0261]  240.5LHt )7 212097732, o Frid 4R &6 B & SEQ ID NO: LOF VHAI 7 SEQ
ID NO:15f)VL.
[0262]  241. 5Lt 77 2212097732, A Frid L4k &6 B & SEQ ID NO: 1O VHAI 7 SEQ
ID NO:16HJVL.
[0263] 242 sLjti )7 21209773, o Frid iR &6 B & SEQ ID NO: 11HVHAI 7 SEQ

13
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ID NO:13fJVL.

[0264] 243 5Lt )7 212007732, o Frid 4R &6 B & SEQ 1D NO: L 1HVHAI 7 SEQ
ID NO:14HJVL.

[0265] 244 . sLjti )7 21200773, A Frid 4R &6 B & SEQ ID NO: L1 HVHAI 7 SEQ
ID NO:15/VL.

[0266]  245. 5L )7 21200 7732, A Frid 4R &6 B & SEQ ID NO: L 1HVHAI 7 SEQ
ID NO:16/JVL.

[0267]  246. 557t J7 Z221 2/ 77% , Horb ik Hi4k &4 65 SEQ ID NO: 11/ VH.

[0268] 247 .5jifi J5 R 21209 5, Hrh AriR ik &4 A& SEQ 1D NO: 12 VHAIH, & SEQ
ID NO:13/JVL.

[0269]  248. 5Lt )7 21200 7732, A Frid 4R & A B & SEQ ID NO: 128 VHAI L 7 SEQ
ID NO:14HJVL.

[0270]  249. 5Lt )7 21209 7732, A Frid 4R &6 B & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:15/VL.

[0271]  250. sLHt )7 221209 7732, A Frid 4R &6 B & SEQ ID NO: 128 VHAI L 7 SEQ
ID NO:16HJVL.

[0272]  251. 5 /5 58221 - 250 AT — AN J7 i, FTid 7 i A3 45 TR T B & 5 AKIT
A& (SEQ 1D NO:1) Fr itk &5 A ik

[0273]  252. 52 /7 £203-251 FF— N J5 1%, HohINF/ENF 1 .

[0274] 253 5 /5 22203 - 251 AT — AN J7 7%, HHINFAENF2

[0275] 2545077 %8203 - 251 FAE— I T7i%, H AN P& SR 0

[0276]  255.—Fpi IEXF RIPINFIR) 7732, i Tk AFE G T A R BN SR IT a5
AKITSZ44 (SEQ 1D NO: 1) FESFPESE A ik si P51 456 F B

[0277]  256. 5 /7 S 2550 J7 %, Forb i i@ — 4 B S e Pk

[0278]  257. 5t /7 256/ 777k, Horb Tk Hudd & ARt Hiia.

[0279]  258. 5 /7 2571 )77k, Horb il i & bk

[0280]  259. 5 /7 25611 773k, FHorb Arid Hiid & bk

[0281]  260. 5Lt /7 25500 777k , Horb prid Hudd & ARtk s

[0282] 261 .57 Z226009 7775, Ho b Frid bifs 2 Bhbifs.

[0283]  262. 5 /7 S 25510 771k, Horh Frid bk 2 Bhbifs.

[0284]  263. 5} 58255 - 262 AL — AN 7 i, BTk 7 i AL FE 45 TR IT B & 5 AKIT
244 (SEQ 1D NO: 1) Fpit&E A ik,

[0285]  264. 5L 7 22255/ 77, Herh ik AR & A 5 70 AL & SEQ ID NO:2-4[)VL
CDR 1-3f\%4E A8 X (“VL”) A48 4> 5404 SEQ ID NO:5-7/JVH CDR 1- 3 5 #f 0] A5 [X.
(“VH”) .

[0286]  265. 5 /7 S 26414 J7% , Forb i B2 — 4 B S e Pk

[0287] 266 . 5Lt /7 226500 777k, Horb rid Huik & N IRt i

[0288] 267 .51 /7 S 266111 /7%, Horb ik i & bk

[0289]  268. 5 7 S 26511 J73% , Horb b B & bk

14
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[0290]  269.
[0291]  270.
[0292] 271
[0293]  272.
A4 (SEQ 1D
[0294]  273.
[0295]  274.
[0296] 275
[0297]  276.
[0298]  277.
[0299] 278
[0300]  279.
[0301]  280.
[0302] 281
[0303] 282.5K&
NO: 13/ VL.
[0304] 283
NO: 14/JVL.,
[0305]  284.
NO: 15/JVL.
[0306]  285.
NO: 16/ VL.
[0307] 286
NO: 13/ VL.
[0308]  287.
NO: 14fJVL.,
[0309]  288.
NO: 15[ VL.
[0310]  289.
NO: 16/ VL.

S5 2641 T3 7 » Fe b Brid Hiid e NS
S5 2690 T3 7, He b iR fiA R R DTA .

SR S 2640077 1% F A IR PUR R ARG

St 7 5264 - 271 FPAE— AN T35, Frid ik BAs 4 TR B BRI 5 NKIT

NO: D) Ff s S pis.
S5 SR 2641 T3 9 » Fe b BTid HiiA S AT A5 SEQ
S5 SR 2641 757 » He b Brid HiiA S A7 5 SEQ

SR S 26400 T 1% Fe b IR LR S A RS SEQ

S5 SR 26414 757 » Fe b BT HiiA & 47 5 SEQ
S5 SR 2641 757 » Fe b BTid HiiA S A7 5 SEQ

SR S264 0077 1% Fo o Fr IR LR S A RS SEQ

S5 SR 2641 T3 7 » Fe b Brid HiiA & A7 A5 SEQ
S5 SR 2641 T3 7 » Fe b Brid HiiA & A7 5 SEQ

SR S 2640077 1% Fo o Fr IR LR S A RS SEQ

Tt 7 Z& 2640077 1%, Fe b iR Hu ik & (5 SEQ

SR TS S26410 T3k, Horh Brid iR & A B 5 SEQ

ST 582641 Tk Herh FIniR iR 5 A 5 SEQ

ST 582641 Tk, Herh FIn iR iR 5 A 5 SEQ

SRS S264 T3k, Horh Brid iR & A B 5 SEQ

ST 52641 Tk, Horh FIniR iR 5 A 5 SEQ

ST 52641 Tk, Herh FIniR iR 5 A 5 SEQ

ST 582641 Tk Herh FIniR iR 5 A 5 SEQ

ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:
ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO:

ID NO

ID NO:

SHIVH.

9HIVH,

10f#VH.

11f#VH.

12f#1VH.

13f#VL,

14fVL,

15fVL,

16/#VL,

8 VHAN AL 5 SEQ

SI¥IVHAN AL 2 SEQ

SI¥IVHAN AL 2 SEQ

SI¥IVHAN AL 2 SEQ

9f¥ VHAN AL 2 SEQ

9% VHAN AL 2 SEQ

: 9 VHAI AL 2 SEQ

9f¥ VHAN AL 2 SEQ

1D

1D

1D

1D

1D

1D

1D

1D

[0311]  290. 5L 77 222641 77 %, Horh ik HiiA & A £ & SEQ ID NO: 10H) VHAIHL £ SEQ
ID NO:13HJVL.
[0312] 291 . 5Lt )7 Z8264180 732, H Frid Hi4k &6 & SEQ ID NO: L0 VHAI 7 SEQ
ID NO:14HJVL.
[0313]  292. 5Lt )7 2641 73, o Frid Hi4k &G & SEQ ID NO: 1O VHAI 7 SEQ
ID NO:15f)VL.
[0314] 293 5L J7 222641 7715, Kot rid HiiA & A £ & SEQ ID NO: 10H) VHAIHL £ SEQ
ID NO:16HJVL.
[0315] 294 . SLjiti )7 S8 26410 732, o Frid 4R &6 B & SEQ ID NO: 11HVHAI 7 SEQ

15



CN 113975386 A ﬁﬁ HH :I:; 14/77 1

ID NO:13fJVL.

[0316]  295. 5L 77 22264177 %, ot ik HifA & A £ & SEQ ID NO: 11HVHAIEL £ SEQ
ID NO:14HJVL.

(03171 296. Lt )7 826410 7 i , H Frid 4R &6 & SEQ ID NO: 11HVHAI 7 SEQ
ID NO:15/VL.

[0318]  297. 5Lt )7 Z2641 v, o Frid 4R &6 B & SEQ ID NO: 11HVHAI 7 SEQ
ID NO:16/JVL.

[0319]  298. 5t /7 522641 J77% , Horb ik Hidk &4 65 SEQ ID NO: 11/ VH.

[0320]  299.5jifi J7 2641 i, Hrh AriR ik &4 A& SEQ 1D NO: 12 VHAIH, & SEQ
ID NO:13/JVL.

[0321]  300. 5L 77 222641 7715, Horh rid HiiA & A £ & SEQ ID NO: 121 VHAIHL 7 SEQ
ID NO:14HJVL.

[0322]  301. 5Lt )7 26418 73, A Frid 4k &6 B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:15/VL.

[0323]  302. 5Lt )7 2641 773, o Frid Hidk &6 B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:16HJVL.

[0324]  303. 5L /5 5273 - 302 AL — AN 7 i, FTid 7 i A3 45 TR T B & 5 AKIT
A (SEQ 1D NO:1) Fr Stk &5 A ik

[0325]  304. 5t /7 5255303 AL — AN ik, HHPNFZNF 1,

[0326]  305. 5ii /7 32255303 AL — NI 774, HARNF/ENF2,

[0327]  306. 5 /7 5255 - 303 {E— I T7i%, H AN 2 P& SR i

[0328]  307.—FhHNiil % R PR LT 49 ALK I 51, TR 7 i B 4645 T2 NP &
TBIT A AR 5 NKITS2 44 (SEQ ID NO: 1) ¢ Stk 45 & i ik s b R 45 4 ER .

[0329]  308. i /7 Z307HI J7 %, Ho b Frid bifk 2 — 0 Ske e Pk

[0330]  309. 35Kt /7 30811 /7%, Horp Frid b & N AL Bifs

[0331]  310. 5 /7 3091 J7 3%, Horb ik Hd & #piak

[0332]  311. 3 /7 30811 )77k, Horb ik His & bk

[0333]  312. 5 7 23071 /7%, Horp Frid b & N AL Bufs

[0334]  313. 5L /7 31210 775, Horb ik B & Pk

[0335]  314. 3L /7 3071 J73% , FHorb ik Hiis & bk

[0336]  315. 57 22307 - 314HAE— AN J732:, Frid 7 A AFE 48 71697 B & 1 5 AKIT
244 (SEQ 1D NO: 1) Fpit&E A ik,

[0337]  316. 5L 7 Z2307HI J7 v, Horh Frid AR & A 15 70 AL & SEQ ID NO:2-4[)VL
CDR 1-3f\%4E A8 X (“VL”) A48 4> 5404 SEQ ID NO:5-7/JVH CDR 1- 3 5 #f 0] A5 [X.
(“VH”) .

[0338]  317. 57 2316107775, Horh Frid fifk 2 — 0 Ske e duk

[0339]  318. 3Kt /7 3171 J7 3%, Horp Frid b & N AL Bufs

[0340]  319. 5 /7 3181 /7%, Horh Frid bifk 2 Bhbifs.

[0341]  320. 5 7 31T 7%, Horb ik B & bk
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[0342] 321
[0343] 322.
[0344]  323.
[0345] 324 .sE
Ak (SEQ 1D
[0346] 325.
[0347]  326.
[0348] 327.
[0349]  328.
[0350]  329.
[0351]  330.
[0352] 331
[0353]  332.
[0354]  333.
[0355]  334.
NO: 13[JVL.
[0356]  335.
NO: 14/JVL.,
[0357]  336.
NO: 15/ VL,
[0358]  337.
NO: 16/ VL.
[0359]  338.
NO: 13[JVL.
[0360]  339.
NO: 14fJVL.,
[0361]  340.
NO: 15/ VL,
[0362] 341
NO: 16/ VL.
[0363] 342.

SR FE31610 T ik Fe i IR LR NI PR

ST 321K T3 9k He b iR fiA R R TA .
ST 31610 T3 9 » He b Frid fiiA R R TiA .

SEE T Z316-323F L — AN 71, IR VA EIE4A T 1097 B 3 E 5 AKIT

NO: D) F5 g S ptis.

ST 3161 T3 92 » He b BT HiiA &5 47 5 SEQ
ST 3161 T3 92 » He b BT HiiA &5 47 5 SEQ
ST 3161 T3 92 » He b BT HiiA &5 47 57 SEQ
ST 3161 T3 92 » Fe b BT HiiA &5 47 (57 SEQ
ST 3161 T3 92 » He b BT Hi A&7 57 SEQ
ST 3161 T3 2 » He b BT HiiA &5 47 57 SEQ

SR SE316 0T ik Fe i IR LR S A RS SEQ

ST 3161 T3 92 » He b BT HiiA &5 47 5 SEQ
ST 3161 T3 92 » He b BT Hi A &5 47 5 SEQ
ST S 3161 Tk, Horh B A 5 5 SEQ
ST S 3160 Tk, Herh B ik 5 5 SEQ
ST S 3161 Tk, Herh B ik 5 1 5 SEQ
ST SE3 160 Tk, Horh B iR ik 5 1 5 SEQ
ST SE3 161 Tk, Horh B i 54 1 5 SEQ
ST SE3 161 Tk, Horh B ik 5 1 5 SEQ

ST S 3160 ik, Horh B iR i 5 1 5 SEQ

ID NO:8HJVH.
ID NO:9HJVH.
ID NO: 10/ VH.
ID NO:11HJVH.
ID NO:12fJVH.
ID NO:13/JVL.
ID NO:14H9VL.
ID NO:15/VL.
ID NO:16/JVL.
ID NO: 8f{JVHAIf1L 2 SEQ

ID NO: 8 VHFIHL 4 SEQ

ID NO: 8 VHFIHL 4 SEQ

ID NO: 8 VHFIHL 4 SEQ

ID NO: 9 VHFAIHL 4 SEQ

ID NO: 9 VHFAIHL 4 SEQ

ID NO: 9 VHAIHL 4 SEQ

CSEE T 3161 ik, Hrh i PR & A LA SEQ 1D NO: 9 VHANEL & SEQ 1D

SET T 316/ T VA, Horh Frid uAk & A 65 SEQ 1D NO: 10/ VHAIH 7 SEQ
ID NO:13HJVL.
[0364]  343. 5Lt )7 2316/ i, HH Bk Hi4A &6 B & SEQ ID NO: 1O VHAI 7 SEQ
ID NO:14HJVL.
[0365] 344 . 5L 77 223161775, Horh Frid HiiA & A £ & SEQ ID NO: 10H) VHAIEL £ SEQ
ID NO:15f)VL.
[0366]  345. 5L )7 316/ v, HH Bk Hi4A & A & SEQ ID NO: L0F VHAI 7 SEQ
ID NO:16HJVL.
[0367]  346. 5Lt )7 316/ i, H Bk Hi4R & A B & SEQ ID NO: 11HVHAI 7 SEQ
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ID NO:13fJVL.

[0368] 347 . S /7 S316H) J7 i, Herp Frid HiAR &6 & SEQ 1D NO: 11HVHAIAL % SEQ
ID NO:14/VL.

[0369]  348. 5L /7 &3 161 77k, b ik $iAA & A 85 SEQ ID NO: 111 VHAIEL, £ SEQ
ID NO:15/VL.

[0370]  349. 5L 77 316177, Horh ik HifA & A £ & SEQ ID NO: 11HVHAIEL 7 SEQ
ID NO:16/JVL.

(03711 350. 5Lt 7 316/ 77 7%, Hrh Frid Hifk &G 65 SEQ 1D NO: 11[JVH,

[0372]  351. 5L J7 316/ 77, Horh ik HiiA & A £ & SEQ ID NO: 12 VHAIHL, 7 SEQ
ID NO:13/JVL.

[0373]  352. S /7 SR316H) J7 i, Herp Brid Hi4A &6 €& SEQ 1D NO: 12/ VHAI AL & SEQ
ID NO:14/VL.

[0374]  353. 5L 7 223161771, Horh Frid HifA & A £ & SEQ ID NO: 121 VHAIHL £ SEQ
ID NO:15/)VL.

[0375]  354. 5L J7 223161771, Horh ik HifA & A £ & SEQ ID NO: 12 VHAIHL £ SEQ
ID NO:16/JVL.

[0376]  355. 5L /7 AR — AN 5 1:325- 354, Tk T i AFE 45 T VAT B &I 5 AKIT
A (SEQ 1D NO:1) Stk &5 A ik

[0377]  356. 50 /7 307 -355FE—NHI J7 i, H A A A 4 A S P A A 408

[0378]  357. 5t /7 307 - 355 L — MR 7 i, H A A A 4 AL 46 N A AR 4R .

[0379]  358. 5 7 5307 - 355 — N7k, Horh #P s 4 Y Jeg A0 46 5L s 41 4198
[0380]  359. 5Lt /5 Z8307 - 355 FHAE— NI ik, H A A 4R G FE K R R 408 .
[0381]  360. 5t /5 22307 - 355 FHAE— NI ik, o & A 4R ds MR M E A 408 .
[0382]  361.—Fhyayr X R AIAANEEHE 2 (\MO) [ 777%, Frid i BG4 T & Z 16t
SRIT A AR 5 AKI TS 44 (SEQ 1D NO: 1) 45 Stk 45 S i Hiik s L R 45 & 1 B .

[0383]  362. 5t /7 36111 F %, H Frid Piis & A e e pidd

[0384]  363. 5Lt 77 E362M1 J77% , Ho A Frid Hifdk & NIEAL Pk,

[0385]  364. 3 /7 3631 )73k, FHoHb Arid B & bk

[0386]  365. 5t /7 53620077k, b Frid bk 2 Bhbifk.

[0387]  366. 3t /7 36 L[ 777k, Ho b Frid yifdk & NIEAL Pk,

[0388]  367. 5L J7 S36610 /7%, H b Frid il 2 Bbifs.

[0389]  368. 5t /7 3611 7%, H A Frid i & ok

[0390]  369. 5 /7 22361 -368F AL — AN J732, Frid T A AFE 4 71697 A & 1 5 AKIT
24 (SEQ 1D NO: 1) ReSFHE45 G i,

[0391]  370. 5L 77 S 36 11 773, Horh ik AR & A 5 70 A& SEQ ID NO:2-4[)VL
CDR 1-3f\%24E A8 X (“VL”) A48 4> 5404 SEQ ID NO:5-7fJVH CDR 1- 3 5 i 0] A5 [X.
(“VH”) .

[0392]  371. St /y 3700 J5i , Herb Frid puid it — fir sAe e PR

[0393]  372. 5ty 371 J7i%, Horh Frid yifd & NIEALPiisk.
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[0394]  373. 5 7 3721 )75, Horb ik Hiid & sk

[0395]  374. 5L /7 3T 7%, Forb i His & #piak

[0396]  375. 5t /7 R3T0M J7ik , Horb prid Hudd & ARtk Hiia

[0397]  376. 5 /7 3751 J73% , Horb il B & bk

[0398]  377. 5L )7 3700 7%, Horp Frid bifk 2 Bhbifs.

[0399]  378. 5Lt /5 Z=370-377THAL— AN 7, FTid AR 45 T8 97 B E N 5 A KIT
A (SEQ 1D NO:1) Stk g5 A ik

[0400]  379. 5Lt /7 S 370/ J73% , Horb i Hi4k &4 695 SEQ ID NO: 8f¥VH.

[0401]  380. 5Lt /7 52370/ J73% , Horb ik Hi4k &4 695 SEQ ID NO: 9 VH.

[0402]  381. 5L J7 Z2370/ J7¥% , Horb ik Hidk &4 605 SEQ ID NO: 10/ VH.

[0403]  382. i 7 23701 J7 7%, Horh Frid Hifk &G 65 SEQ 1D NO: 11[JVH,

[0404]  383. 5Lt /7 S 370/ J73% , Horb ik Hidk &4 605 SEQ ID NO: 12/ VH.

[0405] 384 .57t /7 Z237T0/ J7i% , Horb ik HiAk & 605 SEQ ID NO: 13/ VL.

[0406]  385. 5Lt /7 S 370/ J7i% , Horb ik B4k &4 605 SEQ ID NO: 14/ VL.

[0407]  386. 5Lt /7 S 370/ 77 3%, Horb ik HiAk &4 605 SEQ ID NO: 15/ VL.

[0408]  387. 5Lt /7 Z2370/ J7i% , Horb ik HiAk & 605 SEQ ID NO: 16/ VL.

[0409]  388. 5t /7 23700 J7 ¥, Horb Bk iR &4 A& SEQ 1D NO: 8 VHAIL & SEQ 1D
NO: 13[JVL.

[0410]  389. 5L 7 23700 7732, Horh ik Hidk &4 & SEQ ID NO: 8fVHAIEL, {5 SEQ 1D
NO: 14/]VL,

[0411]  390. 5L /7 23700 732, Horh ik Hifk &4 & SEQ ID NO: 8fVHAIEL, {5 SEQ 1D
NO: 15[ VL.

[0412]  391. 5L /7 ZE3700) 7732, Horb ik Hifk &4 /& SEQ ID NO: 8fVHAIEL {5 SEQ 1D
NO: 16/JVL.

[0413]  392. 5L /7 23700 7732, Horh ik Hifk &4 /& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 13[JVL.

[0414]  393. 5L /7 23700 7732, Horb ik Hidk &4 /& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 14H]VL,

[0415] 394577 S 370/ 7%, Horh Frid HiAk & A 5 SEQ ID NO: 9 VHAIEL £ SEQ 1D
NO: 15[ VL.

[0416]  395. 5L 77 S 370/ 7%, Horh Frid HiiA & A 5 SEQ ID NO: 9 VHANEL £ SEQ 1D
NO: 16/ VL.

[0417]  396. 5L J7 223701 J7 i, Horh Frid HiA & A £ & SEQ ID NO: 10H) VHAIEL 7 SEQ

ID NO:13HJVL.
[0418] 397 . 5Lt )7 3700 v, Ho Bk Hi4R &6 & SEQ ID NO: L0 VHAI 7 SEQ
ID NO:14HJVL.
[0419]  398. 5Lt )7 3700 v, Ho Bk Hi4A &6 & SEQ ID NO: 1O VHAI 7 SEQ
ID NO:15f9VL.
[0420]  399. 5Lt )7 3700 v, H Frid Hi4A &6 & SEQ ID NO: 10 VHAI 7 SEQ
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ID NO:16/JVL.

[0421]  400. SLHt 77 3700 732, H Bk 4R &6 B & SEQ ID NO: 11HVHAI 7 SEQ
ID NO:13/JVL.

[0422] 401 .5LH 77 23700 32, A Frid 4R &6 B & SEQ ID NO: 11HVHAI 7 SEQ
ID NO:14HJVL.

[0423]  402. 5L 77 =370 77, Horp ik HifA & A A4 & SEQ ID NO: 11HVHAIEL £ SEQ
ID NO:15/VL.

[0424] 403 . 5Lt )7 3708 v, H Bk 4R &6 B & SEQ ID NO: 11 HVHAI 7 SEQ
ID NO:16/JVL.

[0425] 404 .57t J7 Z23T0/ J73% , Horb ik Hi4k &4 605 SEQ ID NO: 11/ VH.

[0426]  405. 5t J7 3700 v, Hrh AT iR ik & A& SEQ 1D NO: 12 VHAIH, & SEQ
ID NO:13/JVL.

[0427]  406. SLHt 77 23700 v, H Bk 4R &6 B & SEQ 1D NO: 128 VHAI L 7 SEQ
ID NO:14HJVL.

[0428]  407. 5L 77 3700 77, ot ik HiiA & A £ & SEQ ID NO: 121 VHAIHL 7 SEQ
ID NO:15/VL.

[0429]  408. 5Lt )7 3700 732, H Bk 4R & F & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:16HJVL.

[0430]  409. 5L /5 5379 - 408 AL— AN 7 i, BTid 7 i AL FE 45 TR IT B & 5 AKIT
A& (SEQ 1D NO:1) Stk g5 A itk

[0431]  410. —FhE BN REINMOI J7 3%, iR T VE B 4545 T A 7 LR R8T 6 & 1)
5 NKITSZ244 (SEQ 1D NO: 1) FESFPE4S & ik s P 5 456 F B

[0432]  411.5L077 410097775, Ho b Frid bufso 2 0 Ske e duk .

[0433]  412. 520 7 A1 19735, Horp prid b & NIEAL Bk

[0434]  413. 5 /7 RAL1210 7%, FHorb il i & bk

[0435]  414. 507 RAL 7%, Forp b i & bk

[0436]  415. 5 7 24100 7775, Horp Frid b & NIEAL Biis

[0437]  416. 5 7 KA1 7%, Horb ik i & Pk

[0438]  417. 5077 410097775, Horp Frid bk 2 Bbifs.

[0439]  418. 5077 Z2410-41THAE— AN T7%, Frid A AFE 4 71697 B & 1 5 AKIT
A (SEQ 1D NO:1) Fr itk &5 A ik,

[0440]  419. 5L 77 24100 773 , Horh ik AR & A 15 70 AL & SEQ ID NO:2-4[)VL
CDR 1-3f\%24E A8 X (“VL”) A48 4> 5404 SEQ ID NO:5-7/JVH CDR 1- 3 5 i A A5 [X.
(“VH”) .

[0441]  420. 5077 41989 77 % , Horh Frid bifso 2 0 Ske e puk

[0442] 421 .52 /7 S642000 77 7%, Forp Frid b & NIEAL Biis

[0443] 4225077 2421097775, Kb Frid bk 2 ik

[0444] 423 5 /7 420141 J77% , Forb i B & Pk

[0445] 424 S5 A1 7%, Horb prid Hudd & N IR Ak i
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[0446]  425.
[0447] 426
[0448] 427.
Ak (SEQ 1D
[0449] 428
[0450]  429.
[0451]  430.
[0452] 431

[0453]  432.
[0454]  433.
[0455] 434
[0456]  435.
[0457]  436.
[0458] 437
NO: 13/ VL.
[0459]  438.
NO: 14fJVL.,
[0460]  439.
NO: 15/ VL,
[0461]  440.
NO: 16/#JVL.
[0462] 441
NO: 13/ VL.
[0463]  442.
NO: 14/JVL.,
[0464] 443
NO: 15/ VL,
[0465] 444 .5z
NO: 16/ VL.
[0466] 445,

S5 4241 T3 7% Fe b Frid fiA R R DUIA .

SR TT SRALI T ik Fe R IR IR R AR

SEE T R419-426 AL — AN 71, IR VA BG4S T 1097 B 3 E 5 AKIT

NO: D) Ff g & ptis.

SR SRATM T ik Fe i B IR LR S A RS SEQ

ST A1 T3 7, He b BT Hi A &5 47 (15 SEQ
ST A1 T3 7 » Fe b BT Hi A &5 47 5 SEQ

SR AL T ik Fe b B IR LR S A RS SEQ

ST A1 T3 » Fe b BT Hi A &5 47 5 SEQ
ST A1 T3, He b BT HiiA &5 47 5 SEQ

SR SRAT T ik Fe b B IR LR S A RS SEQ

ST A1 T3, Fe b BT Hi A &5 47 5 SEQ
ST A1 T3 7 » Fe b BT Hi A543 5 SEQ

SR T SALIMI Tk, Horh Brid iR & A B 5 SEQ

ST AL Tk, Horh B iR Gk 54 1 5 SEQ

ST AL T, Herb B iR iR 5 1 5 SEQ

ST AL T, Horb B iR iR 5 1 5 SEQ

SR AL Tk, Horh Brid iR & A R 5 SEQ

ST AV T, Herb B iR iR 5 1 5 SEQ

SRS SALIMI Tk, Herh Brid iR & A B 5 SEQ

Tt 7 AV T 1%, Ferb i H ik &4 (55 SEQ

ID NO:8HJVH.
ID NO:9HJVH.
ID NO: 10/ VH.
ID NO:11HJVH.
ID NO:12f9VH.
ID NO:13/JVL.
ID NO:14H9VL.
ID NO:15/VL.
ID NO:16MJVL.
ID NO: 8f{JVHAIfL 2 SEQ

ID NO: 8 VHFIHL 4 SEQ

ID NO: 8 VHFIHL 4 SEQ

ID NO: 8 VHFIHL 4 SEQ

ID NO: 9 VHFAIHL 4 SEQ

ID NO: 9 VHAIHL 4 SEQ

ID NO: 9 VHFAIHL 4 SEQ

ID NO: 9 VHAIHL 4 SEQ

1D

1D

1D

1D

1D

1D

1D

1D

St 7 A1 v, HA TR iR & A AL SEQ 1D NO: 10/ VHAN AL SEQ
ID NO:13HJVL.
[0467] 446 . ST FRA1IH v, H Bk 4R &6 B & SEQ ID NO: L0 VHAI 7 SEQ
ID NO:14HJVL.
[0468] 447 . 5Lt )7 ALK J7i2, o Bk Hi4R &6 B & SEQ ID NO: 1O VHAI 7 SEQ
ID NO:15f9VL.
[0469] 448 . 5Lt )7 ALK i, A Bk Hi4R &6 B & SEQ ID NO: 1O VHAI 7 SEQ
ID NO:16HJVL.
[0470] 449 . SLHt )7 ALK T2, A Frid 4R &6 B & SEQ ID NO: L1HVHAI 7 SEQ
ID NO:13fJVL.
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[0471] 450 . SLHt )7 419K 732, o Frid Hi4R &6 B & SEQ ID NO: L1HVHAI 7 SEQ
ID NO:14HJVL.

[0472] 451507 RA19H T3, o Bk Hi4R &6 B & SEQ ID NO: L1 HVHAI 7 SEQ
ID NO:15/VL.

[0473] 452 ST ALK Jv2, o Bk 4R &6 B & SEQ ID NO: 11HVHAI 7 SEQ
ID NO:16/JVL.

[0474]  453. 5Lt )7 Z24190 7%, Horb ik B4k 54 65 SEQ ID NO: 11/ VH.

[0475] 454 . 92jifi J7 41909 532, Horh AriR ik & A& SEQ 1D NO: 12 VHAIH, & SEQ
ID NO:13/JVL.

[0476] 455 ST ALK v, H Bk Hi4R &6 B & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:14HJVL.

[0477] 456 SLH )7 RA1IH v, o Bk U4k &6 B & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:15/VL.

[0478] 457 . SLiti )7 RA19K v, o Bk Hi4R &6 B & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:16/JVL.

(04791 458. 5L 77 Z2428-45THAE— AN J7i2, Frid T A AFE 4 71697 B & 1 5 AKIT
24K (SEQ 1D NO: 1) Fpit&E A ik,

[0480]  459.—FhBij 1k X G HINMOR) 7732, BT iR ik BG4 T & ZE RN GG A S ER
ENKITSZ244 (SEQ 1D NO: 1) FESFPE4E & bk s P 51 456 F B

[0481] 460 . 5 /7 4591 J7 %, Forb i B2 — 4 B S e P Ak

[0482] 461 .52t /7 4601 J7i% , Horb prid B & ARtk i

[0483]  462. 5 7 4611 )75, Horb ik i & bk

[0484]  463. 5 /7 4601 J73% , FHorb ik B & bk

[0485] 464 .5t /7 A9 J7 %, Horb prid Hudd & NJRAbHiia.

[0486]  465. it 7 246411 J73% , FHorp il B & Pk

[0487] 466.;“?)‘5@7‘3 AR Tk, Horh ik HiAk & pidAk .

[0488] 467 .5 77 22459-466 AL — AN T732%, Frid T A AFE 4 71697 B & 15 AKIT
A (SEQ 1D NO:1) stk &5 A ik,

[0489]  468. 5L J7 224591 77, Horh ik HiAR 5 A 75 70 AL & SEQ ID NO:2-4[)VL
CDR 1-3f\%24E A8 X (“VL”) A4 4> 5404 SEQ ID NO:5-7/JVH CDR 1- 3 i A A5 [X.
(“VH”) .

[0490] 469 .5 /7 468K J7 %, Forb il B2 4 B S e P Ak

(04911 470. 52t /7 46910 J7 % , Horb Tk Hudd & ARtk Hiia.

[0492]  A71. 50 /7 RATOW J73% , Forb i B & #pak

[0493]  472. 5 /7 24691 J7 3%, Forb BTl B & bk

[0494] 47352t /7 SRA68H J7 ik, Horb Tk Hudd & NIRAb i

[0495] 474 .57 RATIHI 7%, Horp Frid bk 2 ik

[0496]  475. 5 J7 Z24681) 7%, Horp Frid bifk 2 Bbifs.

[0497] 4765 J5 Z2468- 475 FAL— AN 712, ik 7 i A3 45 TR T B & 5 AKIT
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A (SEQ 1D NO:1) stk &5 A ik,

[0498]  477. 55007 S24681 J71% , Horb i Hi4R 54 695 SEQ ID NO: 8f¥VH.

[0499]  478. 5Lt /7 524681 J71% , Horb ik Hi4R &4 £ 5 SEQ ID NO: 9 VH.

[0500]  479. 57t /7 524681 7715 , Horb ik HiAk & 65 SEQ ID NO: 10/ VH.

[0501]  480. 5Lt /7 524681 J77% , Horb ik Hi4k 5 65 SEQ ID NO: 11/ VH.

[0502] 481 .5 J7 24681 7775, Horh Frid Hifk &G 65 SEQ ID NO: 12[1)VH,

[0503]  482. i 7 24681 77 7% , Horh Frid Hifk &G 65 SEQ 1D NO: 13[JVL,

[0504]  483. 5Lt /7 524681 J71% , Horb ik HiAk &4 £ 5 SEQ ID NO: 14/ VL.

[0505]  484. 5 7 24681 /7%, Horh Frid Hifk &G 65 SEQ 1D NO: 15[JVL,

[0506]  485. 5t /7 524681 J71% , Horb ik HiAk &4 £ 5 SEQ ID NO: 16/ VL.

[0507]  486. 5Kt /7 Z£4681K) J7v% , Horb Frid iR &6 A& SEQ 1D NO: 8 VHAIL S SEQ 1D
NO: 13[JVL.

[0508] 487 .5 7 2246811 7%, Horh Frid Hifk & A 5 SEQ ID NO: 8 VHAIEL £ SEQ 1D
NO: 14/]VL,

[0509]  488. 5L 7 2246817712, Horh ik Hifk & A & SEQ ID NO: 8fIVHAIE, {5 SEQ 1D
NO: 15/ VL.

[0510]  489. 5L /7 284681 7712, Horh ik Hifk & A & SEQ ID NO: 8fIVHAIEL {5 SEQ 1D
NO: 16/JVL.

[0511]  490. 5L /7 28468 7732, Horh ik Hi4k &4 & SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 13[JVL.

[0512]  491. 5L /7 284680 7732, Horh ik Hifk & A & SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 14H]VL,

[0513]  492. 5L /7 284687712, Horb ik Hifk & A & SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 15/ VL.

[0514]  493. 5L 77 Z246811) 7%, Horh Frid Hiik & A 5 SEQ ID NO: 9 VHAIEL & SEQ 1D
NO: 16/ VL.

[0515] 494 . 5L 77 224681 77 , b Frid HiiA & A £ & SEQ ID NO: 10H) VHAIEL 7 SEQ
ID NO:13HJVL.

[0516]  495. 5L 77 224681 771k , Horh Frid HifA & A A4 & SEQ ID NO: 10H) VHAIHL 7 SEQ
ID NO:14HJVL.

[0517]  496. L) 77 224681 771 , Horh Frid HiiA & A £ & SEQ ID NO: 10H) VHAIEL 7 SEQ
ID NO:15f)VL.

[0518] 497 . 5L J7 224681771, Horh Frid HiiA & A £ % SEQ ID NO: 10H) VHAIEL 7 SEQ
ID NO:16HJVL.

[0519]  498. 5L 7 224681 771, Horh ik HiiA & A £ & SEQ ID NO: 11HVHAIHL £ SEQ
ID NO:13HJVL.

[0520]  499. 5L 77 224681 77, Horh Frid HiiA & A AL & SEQ ID NO: 11HVHAIEL £ SEQ
ID NO:14HJVL.

[0521]  500. 5L 77 224681 77, Horh Frid HiiA & A £ & SEQ ID NO: 11 VHAIEL £ SEQ
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ID NO:15/VL.

[0522] 501 . 5Lt )7 84681 v, H Bk Hi4A &G B & SEQ ID NO: 11 HVHAI 7 SEQ
ID NO:16/JVL.

[0523]  502. 557t /7 524681 J71% , Horb ik Hi4k &4 65 SEQ ID NO: 11/ VH.

[0524]  503. 5L 77 224681 77, Horh Frid HiiA & A £ & SEQ ID NO: 12 VHAIHL 7 SEQ
ID NO:13/JVL.

[0525]  504. 5Lt )7 24681 77v, H Bk L4k &6 B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:14HJVL.

[0526]  505. 5Lt )7 24681 J7v2, HH Bk Hi4A & A B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:15/VL.

[0527]  506. 5Lt )7 24681 J7v2, H Bk Hi4k &G B & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:16/JVL.

[0528]  507. 5L 7 22477 -506 FAE— AN T732, Frid A AFE 4 71697 B & 15 AKIT
24K (SEQ 1D NO: 1) Frit&E A ik,

[0529]  508. —Fhyay7 % R BFINMORE RIpGRE R J732%, BTk ik 64 T 75 B X R TT
AHEN 5 AKITSZ 4K (SEQ 1D NO: 1) RESFtE4s & b s P 5 456 F B

[0530]  509. 5 /7 50814 7%, Forb i o2 — 4 B S e Pk

[0531]  510. 5Lt /7 50900 777k , Horb prid Hudd & N IRtk i

[0532]  511.5LJi 77 25100977k, Horp Frid bk 2 Bhbifs.

[0533]  512. 577 25091 77 %, Ho b Frid bifk 2 Bhbifs.

[0534]  513. 5t /7 508/ 777k , Horb prid Husd & ARtk Hiia.

[0535]  514. 57 5130977k, Horp Frid bifs 2 Bhbifs.

[0536]  515. 5 /7 85081 777k, Ho b Frid bifk 2 Bhbifs.

[0537]  516. 577 2508-515H A — N5k, Frid A4 4 71097 B 3 E N 5 AKIT
24K (SEQ 1D NO: 1) Fp it 4E A diik.

[0538]  517. 5L J7 22508/ 7732, Horh ik iR & A 5 70 AL & SEQ ID NO:2-4[)VL
CDR 1-3f\%24E A8 X (“VL”) A48 4> 5404 SEQ ID NO:5-7/JVH CDR 1- 3 5 #f A 25 [X.
(“VH”) .

[0539]  518. 5 /7 51T J7k, Forb i i@ — 4 s S e P Ak

[0540]  519. 5L /7 518/ J77% , Horb rid Husd & ARtk Hiia.

[0541]  520. 5L 77 251989 777k, Ho b Frid bifk 2 bk

[0542]  521. 5077 25180 77k, Horp Frid bifk 2 Bk

[0543]  522. 5t /7 R51THI 7%, Horb Tk Hudd & ARtk i

[0544]  523. 5 /7 522141 7775, Horb il B & #piak

[0545] 524 .5 /7 ZE51THI 7%, Horp Frid bk 2 Bbifs.

[0546]  525. 5 77 22517 -524FAE— AN J732, Frid A AFE 4 71697 B & 1 5 AKIT
24K (SEQ 1D NO: 1) Fri e gE A diik.

[0547]  526. 550t /7 Z51TH 7%, b ik Hi4k 54 655 SEQ ID NO: 8fVH.

[0548]  527. 5Kt /7 Z51THI J7%, Horb i Hi4k &4 695 SEQ ID NO: 9 VH.
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[0549]  528. 5L /7 51 THI J73%, Horh Frid Hifk &G 65 SEQ 1D NO: 10/ VH,

[0550]  529. 5 /7 51 THI J73%, Horh Frid Hifk &G 65 SEQ 1D NO: 11[JVH,

[0551]  530. 557t /7 Z517TH J7%, b ik Hi4k 54 65 SEQ ID NO: 12/ VH.

[0552]  531.5L0i /7 E51THIJ73%, Horh Frid Hifk &G 65 SEQ 1D NO: 13[JVL,

[0553]  532. 5L 7 E51THIJ7%, Horh Frid Hifk &G 65 SEQ 1D NO: 14[JVL,

[0554]  533. 5Lt /7 S5 THI 7%, Horb ik HiAk & 65 SEQ ID NO: 15/ VL.

[0555]  534. 507 51 THI J7i%, Horh Frid Hifk &G 65 SEQ 1D NO: 16[1JVL,

[0556]  535. 5Lt )7 517171, Hod Frid Hidk &4 A5 SEQ 1D NO: 8[IVHAAL A SEQ 1D
NO: 13[JVL.

[0557]  536. 5L /7 25170732, b ik Hifk &4 /& SEQ ID NO: 8fVHAIE, {5 SEQ 1D
NO: 14H]VL,

[0558]  537. 5L 7 251707, b ik Hifk &4 /& SEQ ID NO: 8fVHAIEL {5 SEQ 1D
NO: 15/ VL.

[0559]  538. 5L /7 5170732, b ik Hifk &4 /& SEQ ID NO: 8fVHAIE {5 SEQ 1D
NO: 16/JVL.

[0560]  539. 5L 7 51T 7%, Hrh Frid Hiik &A% SEQ ID NO: 9fVHANEL £ SEQ 1D
NO: 13[JVL.

[0561]  540. 5L 7 25170732, b ik Hifk &4 /& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 14H]VL,

[0562]  541.5Lji )7 2517073, b ik Hifk &4 /& SEQ ID NO: 9 VHAIEL, {5 SEQ 1D
NO: 15/ VL.

[0563]  542. 5L 77 51T 7%, Hrh Frid Hidk &A% SEQ ID NO: 9f VHANEL & SEQ 1D
NO: 16/ VL.

[0564]  543.SLjt )7 51THI i, A Bk Hi4k &6 B & SEQ ID NO: LOF VHAI L 7 SEQ
ID NO:13fJVL.

[0565] 544 . 5L J7 ZR51THI T, Kot ik HifA & A £ & SEQ ID NO: 10H) VHAIEL £ SEQ
ID NO:14H9VL.

[0566]  545. 5L 7 =51 THI T, Horp Frid HiiA & A £ & SEQ ID NO: 10H) VHAIEL 7 SEQ
ID NO:15f)VL.

[0567]  546. ST E51THI i, A Bk T4k &6 B & SEQ ID NO: LOF VHAI 7 SEQ
ID NO:16HJVL.

[0568]  547. 5L 7 ZR51THI T, Horp ik HiiA & A £ & SEQ ID NO: 11H)VHAIEL £ SEQ
ID NO:13HJVL.

[0569]  548. 5L )7 R51THI T, ot Frid HiiA & A £ & SEQ ID NO: 11HVHAIEL £ SEQ
ID NO:14HJVL.

[0570]  549. 5L 77 R51THI T, Kot rid HiiA & A £ & SEQ ID NO: 11H)VHAIEL 7 SEQ
ID NO:15f)VL.

[0571]  550. 5L 7 R51THI T, b ik HiiA & A £ & SEQ ID NO: 11HVHAIEL 7 SEQ
ID NO:16HJVL.
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[0572]  551. 550t J7 Z51THI 7%, Horb ik Hi4k &4 65 SEQ ID NO: 11/ VH.

[0573]  552.5jifi J7 &517HI i, Hrh Arid ik & A& SEQ 1D NO: 12 VHAIH, & SEQ
ID NO:13fJVL.

[0574] 553 SLt )7 R51THI i, Bk 4k &6 B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:14HJVL.

[0575] 554 . ST R51THI i, A Bk iR &6 B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:15/)VL.

[0576]  555. 5Lt )7 R51THI 7, o Frid HidR &6 B & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:16HJVL.

[0577]  556. 5 /5 5€526 - 555 FAL— AN J7 i, BTid 7 i AL FE 45 TR T B & 5 AKIT
A (SEQ 1D NO:1) Fr itk &5 A ik

[0578]  557. —Fh/E HLXS R FINMORE RIPGAE M 77925, BTk i B4 T 75 B X R TT
AHEN 5 AKITSZ 4K (SEQ 1D NO: 1) RESFtE4s & b s P51 456 F B

[0579]  558. 5 7 5571 J7ik , Forb i i@ — 4 B S e P Ak

[0580]  559. 5Lt /7 558/ J7 ik, Horb Tk Hudd & NJRAb A

[0581]  560. St 7 ZE5591 771k , Horh Frid fifk 2 Bhbifs.

[0582] 561 .5 /7 €558 /7%, Ho b Frid bifk 2 Bhbifs.

[0583]  562. 5Lt /7 55T J7ik , Horb Tk Hudd & ARtk i

[0584]  563. 5 7 562111 )77k, Horb ik B & bk

[0585]  564. 57 55 THI 7%, Hrh Frid ik 2 Bhbifs.

[0586]  565. 5L /7 22557 -564FAE— AN J7v2, Frid 7 A AFE 4 71697 B & 1 5 AKIT
24K (SEQ 1D NO: 1) Frit&E A ik,

[0587]  566. 5L /7 Z255T7HI J7 i, Horh ik AR & A 15 73 AL & SEQ ID NO:2-4[)VL
CDR 1-3f\%24E A8 X (“VL”) A4 &4y 5404 SEQ ID NO:5-7/VH CDR 1- 3 5 i A 45 [X.
(“VH”) .

[0588] 567 .5 /7 Z5661 7k, Forb AT & 4 B S e Pk

[0589]  568. 5Lt /7 R56THIJ7ik, Horb rid Husk & NIEtbHiia.

[0590]  569. 5 /7 ZE5681 771k, Ho b Frid bk 2 Bhbifs.

[0591]  570. 5 7 R5671 J77% , FHorb ik B & bk

[0592]  571. 5Lt /7 566/ 777k, Horb rid Huik & NJEtb i,

[0593]  572. 5L 7 5T 7%, Horb ik Hiid & sk

[0594]  573. 5 /7 ZE566 1 77k , Ho b Frid bk 2 Bbifs.

[0595]  574. 5 /5 58566 -573HAL— AN 7 i, ik 7 i A3 45 TR TT B & 5 AKIT
A (SEQ 1D NO:1) St &5 A ik,

[0596]  575. 5Lt /7 525661 J7i% , Horb il Hi4k &4 695 SEQ ID NO: 8fVH.

[0597]  576. 550t /7 525661 J71% , Horb ik Hidk &4 65 SEQ ID NO: 9 VH.

[0598]  577. 5L J7 525661 J71% , Horb ik Hi4k & £ 5 SEQ ID NO: 10/ VH.

[0599]  578. 5Lt /7 525661 J7i% , Horb ik Hidk & £ 5 SEQ ID NO: 11/ VH.

[0600]  579. 5L /7 525661 J71% , Horb ik Hi4k 5 £ 5 SEQ ID NO: 12/ VH.
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[0601]  580. 5t /7 E566 1) 777% , Horh Frid Hifk &G 67 SEQ 1D NO: 13[JVL,

[0602] 581 . 5L /7 525661 J7i% , Horb ik Hidk & 65 SEQ ID NO: 14/ VL.

[0603]  582. 5Lt /7 5256611 J7i% , Horb ik Hidk & £ 5 SEQ ID NO: 15/ VL.

[0604]  583. 5Lt /7 5256611 J7i% , Horb ik HiAk &4 £ 5 SEQ ID NO: 16/ VL.

[0605] 584 .5 7 285661 712, Horh ik Hifk &4 & SEQ ID NO: 8fVHAIFL, {5 SEQ 1D
NO: 13[JVL.

[0606]  585. 5 /7 225661 7%, Horh Frid Hiik &A% SEQ ID NO: 8 VHAIEL £ SEQ 1D
NO: 14/]VL,

[0607] 586 . 5 /7 2256611 7%, Horh Frid Hiik & A 5 SEQ ID NO: 8 VHAIEL £ SEQ 1D
NO: 15/JVL.

[0608] 587 .5 7 2256611 7%, Horh Frid Hiik &A% SEQ ID NO: 8 VHAIEL £ SEQ 1D
NO: 16/JVL.

[0609]  588. 5L /7 2256611 7%, Horh Frid Hiik & A 5 SEQ ID NO: 9 VHAIEL % SEQ 1D
NO: 13[JVL.

[0610]  589. 5L 7 25661 712, Horh ik Hifk &4 & SEQ ID NO: 9 VHAIEL, {5 SEQ 1D
NO: 14/]VL,

[0611]  590. 5Lt /7 285661 7732, Horh ik Hifk &4 f & SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 15[ VL.

[0612]  591. 5L /7 25661 732, Horh ik Hifk &4 f & SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 16/ VL.

[0613]  592. st )7 25661 J7i2: , HoH Bk 4k &6 & SEQ ID NO: 10 VHAI 7 SEQ
ID NO:13HJVL.

[0614] 593 . 5L 7 225661 7715, Horh Frid HiiA & A £ & SEQ ID NO: 10H) VHAIFL £ SEQ
ID NO:14H9VL.

[0615] 594 . SLjiti )7 85661 77 v, HoH Bk 4k &6 & SEQ ID NO: L0 VHAI L 7 SEQ
ID NO:15f)VL.

[0616]  595. 5L 7 225661 7715, Herh Frid HiiA & A £ & SEQ ID NO: 10H) VHAIEL 7 SEQ
ID NO:16HJVL.

[0617]  596. 5L J7 225661 7715 , Herh ik HiiA & A £ & SEQ ID NO: 11 VHAIHL 7 SEQ
ID NO:13HJVL.

[0618] 597 . 5L J7 225661 771k, Horh Frid HifA & A £ & SEQ ID NO: 11[HVHAIEL £ SEQ
ID NO:14H9VL.

[0619]  598. 5L J7 225661 775 , Horh Frid HifA & A £ & SEQ ID NO: 11HVHAIEL £ SEQ
ID NO:15f)VL.

[0620]  599. 5L 77 225661 775, Horh Frid HiiA & A £ & SEQ ID NO: 11HVHAIEL £ SEQ
ID NO:16HJVL.

[0621] 600 . 5Lt /7 5256611 J71% , Horb ik Hidk &4 65 SEQ ID NO: 11/ VH.

[0622] 601 . 5Lt )7 25661 J7i2, Ho Bk 4k &6 B & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:13HJVL.
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[0623]  602. 5L 7 2256617715, Horh Frid A &A1& SEQ ID NO: 12 VHFIHL, £ SEQ
ID NO:14HJVL.

[0624]  603. Lt 7 25661 J7i2, HH Bk Hidk &6 B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:15f)VL.

[0625]  604. 5L 7 225661 7715, Horh Frid A &A1& SEQ ID NO: 12 VHAIHL £ SEQ
ID NO:16HJVL.

[0626] 605 . 5Lt 77 Z2575-604F AL — AN J732, Frid A AFE 4 71697 B & 1 5 AKIT
24K (SEQ 1D NO: 1) Fr it gE A k.

[0627]  606. —FhBH 1EXF R FINMORE RIpGRE R 77925, BTk B4 4 TA 75 B X R TT
AHEN 5 AKITSZ 4K (SEQ 1D NO: 1) RESstE4s & b s P51 456 F B

[0628] 607 .5 /7 Z£60611 7%, Forb i & — 4 B S e Pk

[0629]  608. 5t /7 6071 J7i% , Horb rid Husd & NJEtb i

[0630]  609. 5 /7 ZE6081 77 V%, Horh Frid bifk 2 Bhbifs.

[0631]  610. 5L 7 6071 J73% , FHorb ik i & bk

[0632]  611. 52 /7 606/ 777k, Horb rid Huik & NJEtbHiia.

[0633]  612. 5L /7 RO 111K )77k, Horb b Hiis & bk

[0634]  613. 5 /7 606111 J77% , Horb b s & bk

[0635]  614. 577 Z2606-613FAE— AN J732, Frid T A AFE 4 71697 B & 1 5 AKIT
24K (SEQ 1D NO: 1) FritgE A k.

[0636]  615. 5Lt 77 2606/ v, Hoh Frid ik & A 15 2 5 SEQ 1D NO:2-4fVL
CDR 1-3f%2sEm] 48X (“VL”) A& 43 5,4 SEQ 1D NO:5-7fJVH CDR 1-3f¢) &%l 4F [X
(“VH”) .

[0637]  616. 5 /7 6151 7%, Forb i i@ — 4 B S e P Ak

[0638]  617. 5t /7 616/ 777k, Horb rid Husdk & NIEtb i,

[0639]  618. 5L 7 K617 J77%, Horb ik i & bk

[0640]  619. 577 616197775, Hrh Frid ik 2 Bbifs.

[0641]  620. 5Lt /7 =615/ 777k, Horb rid Husdk & NJEtb i

[0642] 621 .5 /7 262011 J77% , FHorb b Hiid & bk

[0643]  622. 50 77 ZE61509 7%, Horh Frid bk 2 Bhbifs.

[0644]  623. 557t /7 Z2615/ J77% , Horb ik Hi4k &4 £ 5 SEQ ID NO: 8fVH.

[0645]  624. 557t /7 Z26 15/ J7% , Horb ik Hi4k 54 £ 5 SEQ ID NO: 9 VH.

[0646]  625. 5Lt /7 Z26 15/ J77% , Horb ik Hidk & 65 SEQ ID NO: 10/ VH.

[0647]  626. 507 261580 7775, Horh Frid Hifk &G 65 SEQ 1D NO: 11[JVH,

[0648]  627. 57t /7 22615/ J73% , Horb ik Hi4k &4 65 SEQ ID NO: 12/ VH.

[0649]  628. 5L 7 261510 7775, Horh Frid Hifk &G 65 SEQ 1D NO: 13[JVL,

[0650]  629. 5L /7 2615/ 77 7% , Horh Frid Hifk &G 67 SEQ 1D NO: 14[JVL,

[0651]  630. 5Lt 7 2615/ 7775, Horh Frid Hifk &G 65 SEQ 1D NO: 15[VL,

[0652]  631. 557 /7 Z26 15/ J73% , Horb ik Hi4k & 65 SEQ ID NO: 16/ VL.

[0653]  632. 5t /7 26150 J7 ¥k, Hordb Frid HifA &4 A& SEQ 1D NO: 8 VHAIL & SEQ 1D
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[0654]  633. 5L 7 226151 7%, Horh Frid Hiik &A% SEQ ID NO: 8 VHAIEL £ SEQ 1D
NO: 14/]VL,

[0655]  634. 577 226151 7%, Hrh Frid Hiik &A% SEQ ID NO: 8 VHAIEL £ SEQ 1D
NO: 15[ VL.

[0656]  635. 5L 7 226151 7%, Horh Frid Hiik &A% SEQ ID NO: 8 VHAIEL £ SEQ 1D
NO: 16/JVL.

[0657]  636. 5L /7 2861507732, Horh ik Hifk &4 /& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 13[JVL.

[0658]  637. 5L 7 261507732, Horh ik Hifk &4 /& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 14H]VL,

[0659]  638. 5L 7 261507732, Horh ik Hifk &4 /& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 15/ VL.

[0660]  639. 5L 7 26150 7732, Horh ik Hifk &4 /& SEQ ID NO: 9 VHAIEL 5 SEQ 1D
NO: 16/JVL.

[0661]  640. 5L 7 226151 775, Horh Frid HiiA & A £ & SEQ ID NO: 10H) VHAIHL £ SEQ
ID NO:13HJVL.

[0662]  641. 5L 77 615/ 732, o Bk Hidk &6 B & SEQ ID NO: LOF VHAI 7 SEQ
ID NO:14HJVL.

[0663]  642. 5L 77 615/ J7i, H Bk Hi4k & A B & SEQ ID NO: LOF VHAI 7 SEQ
ID NO:15f)VL.

[0664] 643 . 5Lt )7 615/ 7732, HH Bk Hi4k & A B & SEQ ID NO: LOF VHAI 7 SEQ
ID NO:16HJVL.

[0665] 644 . 5Lt )7 615/ J7v2, H Bk Hi4R &G B & SEQ ID NO: 11HVHAI 7 SEQ
ID NO:13HJVL.

[0666]  645. 5Lt 77 615/ J7i2, HH Bk Hi4k &G B & SEQ ID NO: 11HVHAI 7 SEQ
ID NO:14HJVL.

[0667] 646 . 5L /7 2261561775, Horp Frid HiiA & A £ & SEQ ID NO: 11 VHFIEL £ SEQ
ID NO:15f)VL.

[0668] 647 . 5L 7 22615177k, Horp Frid HiiA & A £ SEQ ID NO: 11 VHAIEL £ SEQ
ID NO:16HJVL.

[0669]  648. 5L 7 2615180 7775, Horh Frid Hifk &G 67 SEQ 1D NO: 11[JVH,

[0670]  649.5jifi J7 615/ v, Hrh AriR ik & A& SEQ 1D NO: 12 VHAIF, & SEQ
ID NO:13HJVL.

[0671]  650. 5Lt 77 6 15/ v, H Bk L4k &6 B & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:14HJVL.

[0672] 651 . 5Lt )7 615/ 732, o Frid 4R &6 B & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:15f9VL.

[0673]  652. 5Lt )7 615/ i, o Frid 4k &6 B & SEQ ID NO: 128 VHAI 7 SEQ

29



CN 113975386 A ﬁﬁ HH :I:; 28/77 1L

ID NO:16HJVL.

[0674] 653 . 5L /7 52623~ 652H T —ANK 7%, ik i B 36 45 T 67 A 20 1 5 AKIT
A (SEQ 1D NO:1) itk &5 A ik,

[0675] 654 . —FiGIT X R 2 K APEREL (MS) (546, P 74848 776 75 B 6
J7T AR 5 ANKITS2 44 (SEQ 1D NO: 1) Fr &5 A PR s bt i 45 & B

[0676]  655. 5t /7 Z26541K 7%, Forb i 2 — 4 B S e Pk

[0677] 656 . 5Lt /7 2655/ 777k, Horb rid Hudk & N IRt Hiia.

[0678] 657 .5 /7 ZE6561 77 V% , Ho b Frid bl 2 Bhbifs.

[0679]  658. 5L /7 65511 J77% , FHorb il B & Pk

[0680]  659. 5Lt /7 65411 J77% , Horb Tk Husd & ARt i

[0681]  660. St /7 ZE6591 77 1% , Ho b Frid bifl 2 Bhbifs.

[0682] 661 .55 /7 65410 7%, Horh Frid bk 2 Bhbifs.

[0683]  662. 5L /7 22654-661 FAE— AN T7V%, Frid A AFE 4 71697 B & K5 AKIT
24K (SEQ 1D NO: 1) Frit&E A ik,

[0684]  663. 5L J7 22656411 77, Horh ik AR & A 5 73 AL & SEQ ID NO:2-4[)VL
CDR 1-3f%2sEm] 48X (“VL”) A& 43 B4 SEQ ID NO:5-7fJVH CDR 1-3ff) E &%l 4F [X
(“VH”) .

[0685] 664 .5 /7 266311 7k, FoH AT o2 4 B S e Pk

[0686] 665 . 5t /7 Z664 1 J7i% , Horb rid Huik & NJEtbHiia.

[0687] 666 . 3L 7 26651 7%, FHoH b i & Pk

[0688] 667 .5 /7 6641077k, Hrh Frid bk 2 Bhbifk.

[0689]  668. 5Lt /7 6631 J77% , Horb Tk Huik & NJEtb i

[0690]  669. 5 /7 ZE6681 7%, Ho b Frid bl 2 Bhbifs.

[0691]  670. 5 /7 2663111 /7%, FHorb b s & bk

[0692]  671. 5L /7 Z2663-670F AL —AN 72, FTid ik AR 4 T8 97 B E N 5 A KIT
A (SEQ 1D NO:1) Fr itk &5 A itk

[0693]  672. 5%t /7 5266311 J71% , Horb ik Hi4k &4 605 SEQ ID NO: 8f¥VH.

[0694]  673. 5Lt /7 5266311 J71% , Horb ik Hi4k &4 £ 5 SEQ ID NO: 9 VH.

[0695]  674. 550 /7 5266311 J7i% , Horb ik Hi4k 5 £ 5 SEQ ID NO: 10/ VH.

[0696]  675. 5Lt /7 5266311 J7i% , Horb ik Hi4k &4 £ 5 SEQ ID NO: 11/ VH.

[0697]  676. 557t /7 2266311 J71% , Horb ik Hi4k &4 65 SEQ ID NO: 12/ VH.

[0698]  677. 550 /7 5266311 J71% , Horb ik Hi4k & 65 SEQ ID NO: 13/ VL.

[0699]  678. 5Lt /7 5266311 J7i% , Horb ik Hidk &4 £ 5 SEQ ID NO: 14/ VL.

[0700]  679. 557 /7 5266311 J7i% , Horb ik Hi4k &4 £ 5 SEQ ID NO: 15/ VL.

[0701]  680. 5Lt /7 5266311 J71% , Horb ik Hi4k & 605 SEQ ID NO: 16/ VL.

[0702] 681 .5t /7 226631 J7 ik, Horb Frid HifA &6 A& SEQ 1D NO: 8 VHAIL & SEQ 1D
NO: 13[JVL.

[0703]  682. 5L /7 2266311 7%, Horh Frid Hiik &A% SEQ ID NO: 8 VHAIEL £ SEQ 1D
NO: 14/]VL,
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[0704]  683. 5L 7 2266311 7%, Horh Frid Hiik & A 5 SEQ ID NO: 8 VHAIEL £ SEQ 1D
NO: 15/ VL.

[0705] 684 .5 7 2266307712, Horh ik Hifk &4 & SEQ ID NO: 8fIVHAIFL {5 SEQ 1D
NO: 16/JVL.

[0706]  685. 5L 7 226630 7712, Horh ik Hifk &4 & SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 13[JVL.

[0707]  686. 5L 7 226630 7732, Horh ik Hifk &4 /& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 14/]VL,

[0708]  687. 5L /7 2266311 7%, Horh Frid Hiik &A% SEQ ID NO: 9f VHAIEL £ SEQ 1D
NO: 15/JVL.

[0709]  688. 5L /7 2266311 7%, Horh Frid HiiA & A 5 SEQ ID NO: 9 VHANEL £ SEQ 1D
NO: 16/JVL.

[0710]  689. 5L J7 226631 771k , Horp ik HifA & A £ & SEQ ID NO: 10H) VHAIHL £ SEQ
ID NO:13fJVL.

(07111 690. SLHti 77 26631 v, H Bk 4k &6 & SEQ ID NO: 10 VHAI L 7 SEQ
ID NO:14HJVL.

[0712] 691 . 5Lt )7 86631 i, H Frid Hi4A & F & SEQ ID NO: 10 VHAI 7 SEQ
ID NO:15/VL.

[0713]  692. 5Lt )7 26631 J7i2:, HH Frid 4k & A B & SEQ ID NO: L0 VHAI 7 SEQ
ID NO:16/JVL.

[0714]  693. 5L J7 226631 771 , Horh ik HifA & A £ & SEQ ID NO: 11H)VHAIEL £ SEQ
ID NO:13fJVL.

[0715]  694. Lt 7 26631 v, HH Frid 4k & A B & SEQ ID NO: 11 HVHAI 7 SEQ
ID NO:14H9VL.

[0716]  695. 5Lt 7 86631 7732, HH Frid 4k & A B & SEQ ID NO: 11 HVHAI 7 SEQ
ID NO:15/VL.

[0717]  696. SLiti 7 26631 732, HH Bk 4R & A & SEQ ID NO: 11 HVHAI 7 SEQ
ID NO:16/JVL.

[0718] 697 .5t /7 2266311 J7i% , Horb ik Hidk &4 £ 5 SEQ ID NO: 11/ VH.

[0719]  698. )it J7 226631 i, Hrh AriR ik & A& SEQ 1D NO: 12 VHAIH, & SEQ
ID NO:13/JVL.

[0720]  699. 5Lt )7 26631 i, H Frid 4k & A & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:14HJVL.

[0721]  700. 5Lt )7 86631 v, HH Bk Hi4A &6 B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:15/VL.

[0722]  701. 5Lt 7)7 86631 7732, H Bk 4k & H B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:16HJVL.

[0723]  702.5L)i /5 5672701 FAL—AN 72, ik 7 i A3 45 TR IT B & 5 AKIT

AR (SEQ 1D NO: 1) 54l & ik
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[0724]  703.— PP BEXS RIPIMSI) 77 i, b T BFE G T A R EIN SR G EN S
AKITSZ44 (SEQ 1D NO: 1) RESFPELE A ik s P51 456 F B

[0725]  704. 550 /7 R 70314 J7% , Forb i B — 4 B S e P Ak

[0726]  705. 5Lt /7 R 70410 J77% , Horb rid Hudd & N IRt i

[0727] 706 .55 /7 R 7050 J73% , FHorb ik i & bk

[0728]  707. 557 7040 775, Horp Frid bifk 2 Bbifs.

[0729]  708. 5L /7 =703/ 77k, Horb prid Hudd & N IRtk i

[0730]  709. 5 /7 27081 77 v% , Horp Frid bifs 2 Bhbifs.

[0731]  710. 5% /7 R 7031 J73% , FHorb ik Hii & bk

[0732]  711.5077 Z2703-T10HAE— AN J732:, Frid 7 i3G5 71697 B & 1 5 AKIT
A (SEQ 1D NO:1) Fr itk &5 A ik

[0733]  712.5Lti)7 RT030 T3, b Frd ik & A 5% 2 5 SEQ 1D NO:2-4fVL
CDR 1-3f\%24E A8 X (“VL”) A4 4> 5404 SEQ ID NO:5-7fJVH CDR 1- 3 5 #f 0] A5 [X.
(“VH”) .

[0734]  713. 50 /7 RT1210 )77k, Forb i B2 — 4 s S e P Ak

[0735]  714.52 77 RT13M 7%, Horb rid Huddk & NJEtb i

[0736]  715. 50 /7 RT141 7%, FHorb i Hiid & bk

[0737]  716. 55007 RT1300 7%, Horp Frid bifk 2 Bhbifs.

[0738]  717.5LH 7 RT12/0 7%, Horb rid Hudd & ARtk i

[0739]  718. 5L 7 RTLTHI 7%, Horb ik B & sk

[0740]  719. 5L /7 RT12[0J73% , Horp ik Hiis & bk

[0741] 720520 7 R 712-T19HE—ANR 77, Ik ik B 3645 T 67 A 20E 1 5 AKIT
AR (SEQ ID NO: 1) R Egs &b,

[0742]  721.5G0ti )7 SR T120 7%, Horp ik Hi4k 54 695 SEQ ID NO: 8f¥VH.

[0743]  722. 55007 SR T2/ 7%, Horb i Hi4k 54 695 SEQ ID NO: 9 VH.

[0744]  723. 5Lt )7 SR T120 7%, o ik B4k &4 65 SEQ ID NO: 10/ VH.

[0745] 72457 SR T120 7%, b ik Hidk &4 65 SEQ ID NO: 11/ VH.

[0746]  725. 5L /7 SR T12/ 7%, Horb ik B4k &4 65 SEQ ID NO: 12/ VH.

[0747]  726. 55007 R T12/ 7%, Horb ik HiAk &4 65 SEQ ID NO: 13/ VL.

[0748] 7275kt J7 =712/ 7%, Horb ik HiAk &4 65 SEQ ID NO: 14/ VL.

[0749]  728. 5Lt )7 =712/ 7%, Horb ik HiAk &4 65 SEQ ID NO: 15/ VL.

[0750]  729. 5 5 L7121 7775, KA Brid ik & A8 & SEQ 1D NO: 16/VL,

[0751]  730. 5Lt 7 7120 735, Hodb Bk iR &6 A& SEQ 1D NO: 8/ VHAIL & SEQ 1D
NO: 13[JVL.

[0752]  731.50 77 R T12[M 7%, b Frid Hidk & A 5 SEQ ID NO: 8 VHAIEL £ SEQ 1D
NO: 14/]VL,

[0753]  732. 5077 =712 7%, Horh Frid HiAk & A 5 SEQ ID NO: 8 VHAIEL £ SEQ 1D
NO: 15/ VL.

[0754]  733. 5077 R T121M 7%, Horh Frid HiAk & A 5 SEQ ID NO: 8 VHAIEL £ SEQ 1D
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NO: 16/ VL.

[0755] 734507 R T121M 7%, b Frid Hidk & A 5 SEQ ID NO: 9 VHANEL £ SEQ 1D
NO: 13[JVL.

[0756]  735. 507 R T121M 7%, b Frid Hik & A 5 SEQ ID NO: 9f VHAIEL £ SEQ 1D
NO: 14/]VL,

(07571 736. 5077 R T12[M 7%, b Frid Hiik & A 5 SEQ ID NO: 9 VHANEL % SEQ 1D
NO: 15/ VL.

[0758]  737.5Lji )7 =712 7%, Horh Frid HiAk & A 5 SEQ ID NO: 9 VHAIEL % SEQ 1D
NO: 16/JVL.

[0759]  738. 5Lt )7 RT120 773, A Bk Hi4R &6 B & SEQ 1D NO: LOF VHAI 7 SEQ
ID NO:13/JVL.

[0760]  739. 5L 7 RT1210 771, Horp Frid HiiA & A £ & SEQ ID NO: 10H) VHAIHL £ SEQ
ID NO:14HJVL.

[0761]  740. LM77 RT120 77, Kot Frid A & A £ & SEQ ID NO: 10H) VHAIEL 7 SEQ
ID NO:15/)VL.

[0762]  741.5GHi )7 RT120 77, Horh ik HiiA & A £ & SEQ ID NO: 10H) VHAIEL £ SEQ
ID NO:16/JVL.

[0763] 742 5L )7 RT120 77, Ko rid HiiA & A £ & SEQ ID NO: 11HVHFIEL 7 SEQ
ID NO:13/JVL.

[0764] 743 . 5L J7 RT120 77, Kot rid HiiA & A £ & SEQ ID NO: 11HVHAIEL 7 SEQ
ID NO:14H9VL.

[0765] 744 5L )7 RT120 77, Horh ik HiiA & A £ & SEQ ID NO: 11HVHAIHL 7 SEQ
ID NO:15/)VL.

[0766]  745. 5L 77 RT120 77, Kot ik HiiA & A £ & SEQ ID NO: 11HVHAIEL £ SEQ
ID NO:16/JVL.

[0767]  746. 5507 =712/ 7%, Horb ik HiAk &4 65 SEQ ID NO: 11/ VH.

[0768]  747.5LHi )7 RT120 77, Kot Frid HiiA & A & SEQ ID NO: 121 VHFIHL £ SEQ
ID NO:13/JVL.

[0769]  748. 5Lt )7 RT120 75738, A Frid Hi4R &6 B & SEQ 1D NO: 128 VHAI 7 SEQ
ID NO:14HJVL.

[0770]  749.5LHt )7 RT1209 773, A Bk T4k &6 B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:15/VL.

(07711 750.SLHt )7 RT1209 7732, A Frid 4R &6 B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:16HJVL.

[0772]  751.5L077 R721-T50FAE— N5k, Frid A4 45 71097 B 3 E N 5 AKIT
A (SEQ 1D NO:1) Fr itk &5 A ik,

[0773]  752.—Fhpi IEXF RIPIMSIF 77 i, i i BFE G T A R BN SR G EN S
AKITSZ44 (SEQ 1D NO: 1) FESFPESE A ik s L pt 51 456 F B

[0774] 75350 /7 R 75210 )77k, Forb i & — 4 s S e P Ak
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[0775] 754.
[0776] 755
[0777]  756.

[0778]  757.5C

ST S T53 T3 vk Fe b BT fiAd e NS

CSEHETT RTHAM T ik Fe R IR IR R AR

SEHtE 5 R T531 7 vk, Horb Frid ik 2 Bk
67 ZRT520) 715, Horp rid fiak e IR HAR .

SEE T TETI TR, Horh Brid iR 2 R BT AA

S 7 ZE 152/ 51, Frp BriR iR R AR

ST T R T752-T59H AT — N TV, Frid A BG4 T 1697 B AE I 5 AKIT
NO: D) 5 45 S B Pk

ST RT52M 71k, A ik Pk &6 8 & 40 58 5 SEQ 1D NO:2-4fVL

CDR 1-3fRaE R AR X (“VL”) FIAL 220 54 SEQ ID NO:5-7ffIVH CDR 1 -3 5 5% 1] A5 [X

[0779] 758
[0780]  759.
(07811  760.
Ak (SEQ 1D
[0782] 761.
(“VH”) »
[0783]  762.
[0784]  763.
[0785] 764
[0786]  765.
[0787]  766.
[0788] 767
[0789]  768.
[0790]  769.
Ak (SEQ 1D
(07911  770.
[0792] 771
[0793] 772
[0794] 773.
[0795] 774.
[0796] 775
[0797] 776.

[0798] 777.5K

[0799] 778
[0800]  779.
NO: 13[JVL.
[0801]  780.
NO: 14/JVL.,
[0802] 781
NO: 15/ VL,
[0803] 782.
NO: 16/ VL.
[0804] 783

NO: 13HJVL,

ST SET61K T3 9%, Forp BT A2 O BRr S DR
ST S T621 T3 7, Fe b Brid fiid e NS

SEET SR T63M0 7% Herh Frid iR 2 R PTAA «

ST S T62000 757k He b iR fiA R R TA .
ST S T61 T3, He b prid fii e NS

SR TT S T66 1T ik Fe i IR PUR AR

ST R T6L 1%, o Frid i & R iia.

SEHE T R T61-T68F E— AT, Bk ik BdE 4 7697 A RE R 5 AKIT
NO: 1) et 4 A i

ST 161/ T o il $iAR & A 5 SEQ 1D NO: 8/ VH.

ST RT61H 7k, e Frid PR & A 5 SEQ 1D NO: 9 VH.
ST RT61H 7 vk, e Frid PR & F 5 SEQ 1D NO: 10/ VH.

SEHE T RT61H 7 vk, KA Frid Pk & H 85 SEQ 1D NO: 11/ VH.
SEHE T RT61H 7 vk, KA Frid PR &H 85 SEQ 1D NO: 12/ VH.

ST RT6 1R 7 vk, A Frid PR & F 85 SEQ 1D NO: 13/#IVL.

SEHE T RT61H 7 vk, K Frid Pk & A 85 SEQ 1D NO: 14HIVL.
T RT611) 718, b iR Pk &H 5 SEQ 1D NO: 15/ VL.,

ST RT61H 7 vk, e Frid PR & F 5 SEQ 1D NO: 16HIVL.

SETE T SR T6 1) J7v2, Hodb Frid Ak & A A& SEQ 1D NO: 8HVHANE 4 SEQ 1D

SETtE T SR T6 1) J7v2, Hordb Frid Ak & A £ SEQ 1D NO: 8HVHANE, 4 SEQ 1D

St RT61H) 7k, e BriR iR & L5 SEQ ID NO: 8FVHAIL £ SEQ 1D

SETE T SR T6 1) J712, Hodb Frid Ak & A A8 SEQ 1D NO: 8HVHANE, 4 SEQ 1D

S RT61H) 77k, o BriR iR & A L5 SEQ ID NO: 9F VHAIEL £ SEQ 1D
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[0805]  784. 5L 7 ZRT6 1M 7%, Horh Frid Bk & A 5 SEQ ID NO: 9fVHANEL £ SEQ 1D
NO: 14/]VL,

[0806]  785. 5L /7 SR 761N 7%, Horh Frid Hik & A 5 SEQ ID NO: 9 VHAIEL & SEQ 1D
NO: 15/ VL.

[0807]  786. 5L /7 L7611 7%, Horh Frid Hifk & A 5 SEQ ID NO: 9 VHAIEL £ SEQ 1D
NO: 16/ VL.

[0808]  787.5Lji )7 RT61H 7%, Kot ik HifA & A £ & SEQ ID NO: 10H) VHAIEL £ SEQ
ID NO:13HJVL.

[0809]  788. 5L /7 RT61H 7715, Horp ik HifA & A £ & SEQ ID NO: 10H) VHAIFL 7 SEQ
ID NO:14H9VL.

[0810]  789. 5L J7 =761 7715, Horp ik HifA & A £ & SEQ ID NO: 10H) VHAIEL £ SEQ
ID NO:15f)VL.

[0811]  790. 5L 77 R7611 775, Kb Frid HiiA & A £ & SEQ ID NO: 10H) VHAIHL £ SEQ
ID NO:16HJVL.

[0812]  791.5Li 77 R761H 775, ot ik HiiA & A £ & SEQ ID NO: 11HVHAIEL £ SEQ
ID NO:13HJVL.

[0813]  792. 5L 77 R761H 775, Kot ik HifA & A £ & SEQ ID NO: 11HVHAIEL £ SEQ
ID NO:14HJVL.

[0814]  793. 5L J7 RT761H 7715, Kot ik HiiA & A £ & SEQ ID NO: 11H)VHAIEL £ SEQ
ID NO:15f)VL.

[0815] 794 . 5L 7 R761H 775, Kot ik HifA & A £ & SEQ ID NO: 11HVHAIEL 7 SEQ
ID NO:16HJVL.

[0816]  795. 5Kt /7 SR 7611 J73% , Horb ik Hidk & 605 SEQ ID NO: 11/ VH.

[0817]  796.5jiti J5 RT6 11 i, Hrh Arid Hifk & A& SEQ 1D NO: 12 VHAIH, & SEQ
ID NO:13HJVL.

[0818]  797. 5Lt )7 RT6 1K v, A Frid 4R & A B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:14HJVL.

[0819]  798. 5Lt )7 RT6 1K J7i, A Frid Hi4k & A B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:15f)VL.

[0820]  799. 5Lt )7 RT6 1K i, H Frid 4R &6 B & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:16HJVL.

[0821]  800. 5L /5 Z&770-T99HAL—ANW 7 i, ik 7 i AL FE 45 TR IT B & 5 AKIT
AR (SEQ ID NO: 1) R Egs &b,

[0822]  8O1.— MR BRI RRER T35, Frid 7 A AFE 45 T2 W Nt R4t AE K4 A
FIRAE )6 G AT B RCE R 5 ANKITS2 4R (SEQ 1D NO: 1) 45 S S ik sk Kbt R 45 &
FrE.

[0823]  802. i /7 8011 J7v%, Horh Frid bifk & — 0 B ke R Pk

[0824]  803. 5fita /7 802011 /7%, Horp Frid buid & N AL Bifs

[0825]  804. i /7 8031 77 V%, Horh Frid bifk 2 Bhbifs.
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[0826]  805. 5t /7 ZE8021 7% , Horp Frid fifk 2 Bk

[0827] 806 .5t /7 =801F J7 7% , Horb prid Hudd & ARtk Hiia.

[0828]  807. i /7 ZE806 1 77k, Horh Frid bifk 2 Bhbifs.

[0829]  808. 5Lt /7 80111 /7%, Horh il B & #piak

[0830]  809. 5 /7 22801 -808H AL — AN J7¥2:, Fid T A ALFE 48 71697 A & 1 5 AKIT
24K (SEQ 1D NO: 1) Fp it 4E A diik.

[0831]  810. 5L J7 22801 77 v, Horh Frid HiAA A 175 73 AL & SEQ ID NO:2-4[)VL
CDR 1-3f\%24E A8 X (“VL”) A4 4> 5404 SEQ ID NO:5-7fJVH CDR 1- 3 i A 25 [X.
(“VH”) .

[0832]  811.35i /7 810/ J7vk, Forb i B & — 4 B S e P Ak

[0833]  812. 5t /7 R8I J7ik, Horb prid Hudd & ARtk Hiia.

[0834]  813. 5L /7 K812/ /7%, Horb Tl B & #pisk

[0835]  814. 35 7 811 J7v%, Horb il B & #pisk

[0836]  815. 5t /7 =810/ J7 7%, Horb prid Hudd & NIEtbHiia.

[0837]  816. 5 /7 815/ /7%, Horb il Hiid & #pifk

[0838]  817. i /7 81019 777k, Horh Frid bifk 2 Bhbifs.

[0839]  818. 3t /7 Z2810-817THAE— NIk, Frid ik A4G 4 71097 B &N 5 AKIT
A (SEQ 1D NO:1) Fr itk &5 A ik

[0840]  819. 5Lt /7 Z810/ J7v% , Horb i Hi4k &4 £ 5 SEQ ID NO: 8fVH.

[0841]  820. 5Lt /7 Z810/ J7 %, Horb i Hi4k &4 695 SEQ ID NO: 9 VH.

[0842] 821 .t J7 Z2810/ J7v% , Horh ik HiAk & 605 SEQ ID NO: 10/ VH.

[0843]  822. 5Lt /7 Z2810/ J7i% , Horb ik Hidk &4 605 SEQ ID NO: 11/ VH.

[0844]  823. 5t /7 Z810/ J7v% , Horb ik HiAk & 605 SEQ ID NO: 12/ VH.

[0845] 824 .5t /7 Z2810/ J7v% , Horb ik Hidk & 605 SEQ ID NO: 13/ VL.

[0846]  825. 5t /7 Z810/ J7v% , Horb ik Hidk & 605 SEQ ID NO: 14/ VL.

[0847]  826. 5 /7 8101 J7 7%, Horh Frid Hidk &G €5 SEQ ID NO: 15[JVL,

[0848]  827. 5L 5 81011 J7 7%, A Frid ik & A B & SEQ 1D NO: 16fJVL,

[0849]  828. 5Lt /7 28101 /7%, Horh Frik Hifk & A A5 SEQ 1D NO: 8[IVHANAL A SEQ 1D
NO: 13[JVL.

[0850]  829. 5L 7 28100 J7v2 , Horh ik Hifk &4 & SEQ ID NO: 8fIVHAIEL {5 SEQ 1D
NO: 14H]VL,

[0851]  830. 5L /7 8100 732, Horh ik Hifk & A L& SEQ ID NO: 8fJVHAIE, {5 SEQ 1D
NO: 15/ VL.

[0852]  831.5Lji 7 28100 J7v2, Horh ik Hifk & A L& SEQ ID NO: 8fVHAIEL {5 SEQ 1D
NO: 16/ VL.

[0853]  832. 5L 7 8100772, Horh ik Hifk & A & SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 13[JVL.

[0854]  833. 5L /7 8100 J7v2, Horh ik Hifk & A & SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 14/]VL,
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[0855]  834. 5L 7 2810 /7 vk, Horh Frid HiAk & A 5 SEQ ID NO: 9 VHAIEL £ SEQ 1D
NO: 15/ VL.

[0856]  835. 5 /7 ZE8101M /7 vk, Horh Frid HifAk & A 5 SEQ ID NO: 9 VHAIEL £ SEQ 1D
NO: 16/JVL.

[0857]  836. 5L /7 22810/ 77 i, Herp ik HiA & A £ & SEQ ID NO: 10H) VHAIEL £ SEQ
ID NO:13HJVL.

[0858]  837. Lt )7 810/ v, H Frid HifA & A & SEQ ID NO: 1O VHAI 7 SEQ
ID NO:14H9VL.

[0859]  838. 5L /7 Z2810/ 77, Horh ik HifA & A A4 & SEQ ID NO: 10H) VHAIEL 7 SEQ
ID NO:15f)VL.

[0860]  839. 5L /7 22810/ 77 i, Horh ik HifA & A £ & SEQ ID NO: 10H) VHAIEL £ SEQ
ID NO:16HJVL.

[0861]  840. 5L J7 22810/ 77 , Horh ik HifA & A A4 & SEQ ID NO: 11HVHAIHL 7 SEQ
ID NO:13HJVL.

[0862]  841.5Ljiti )7 810/ v, H Frid Hi4A & A & SEQ ID NO: 11 HVHAI 7 SEQ
ID NO:14H9VL.

[0863]  842. 5L J7 228101 771, Horh ik HifA & A A4 & SEQ ID NO: 11[JVHFIHL £ SEQ
ID NO:15f)VL.

[0864]  843. 5L J7 22810/ 771 , Horh ik HifA & A A4 & SEQ ID NO: 11HVHAIEL 7 SEQ
ID NO:16HJVL.

[0865] 844 .5t /7 Z810/ J7i% , Horb ik Hidk &4 605 SEQ ID NO: 11/ VH.

[0866]  845. 5L 7 22810/ 77 i , Horh ik HifA & A £ & SEQ ID NO: 12 VHFIHL 7 SEQ
ID NO:13HJVL.

[0867]  846. 5L /7 228101 77, b ik HifA & A £ & SEQ ID NO: 12 VHFIHL £ SEQ
ID NO:14HJVL.

[0868] 847 .51t )7 810/ v, Ho Bk Hi4A & A & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:15f)VL.

[0869]  848. 5L /7 228101 77, Horp Frid HifA & A £ & SEQ ID NO: 12 VHAIHL 7 SEQ
ID NO:16HJVL.

[0870]  849. 5 /5 5819 - 848 L — AN J7 i, FTid Ji i AL FE 45 TR IT B &M 5 AKIT
A (SEQ 1D NO:1) Fr kg5 A itk

[0871] 850 . — FhHiiil| % G (1) BEK 4 M 4k (1) 77 V23, il ik B dE 4 T 12 W A #E KRG
K A D93 i B 6 SR T A RCE I 5 NKT TS24 (SEQ 1D NO: 1) 4§ S5 PR 45 & 1 b sl L
RS & R B

[0872]  851. 5 /7 ZE8501 77 v% , Ho b Frid fifd & — 0 S ke e Pk

[0873]  852. 5t /7 8511 /7%, Horp Frid b & N AL Bufs

[0874]  853. 5L 7 852111 J7 %, FHorb ATl Bl & #piak

[0875]  854. 35 /7 85111 /7%, Horb il B & #piak

[0876]  855. 5t /7 85001 /7%, Horp Frid puid & N AL Bifs
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[0877]  856. 5 7 85511 J7 %, FHorb ATl B & #piak

[0878]  857. i /7 ZE8501 77 V%, Horh Frid bk 2 Bhbifs.

[0879]  858. 5t /7 22850-857TH AL — AN J7¥2, B T A A FE 4 71697 B & 1 5 AKIT
24K (SEQ 1D NO: 1) Rt &E A diik.

[0880]  859. 5L /7 22850/ 77 v , Horh Frid AR A 75 73 AL & SEQ ID NO:2-4[)VL
CDR 1-3f\%24E A8 X (“VL”) A48 4> 5404 SEQ ID NO:5-7fJVH CDR 1- 3 5 #f A A5 [X.
(“VH”) .

[0881]  860. 5L /7 ZE8591 J7 vk , Forb AT i B & — i B S e P AR

[0882] 861 .5t /7 860/ J7ik , Horb Tk Hufd & NIFtbHiia.

[0883]  862. 3L /7 86111 /7%, Horb ik B & #pifk

[0884]  863. 5t 7 8601 77 V%, Ho b Frid bifk 2 Bhbifs.

[0885] 864 .5t /7 859/ J7 ik, Horb pirid Hudd & NIRAb i

[0886]  865. 5t 7 ZE8641 7%, Horh Frid bk 2 Bhbifk.

[0887]  866. 3t 7 ZE8591) J7 V%, Ho b Frid bifl 2 Bk

[0888] 867 .5 /7 22859-866 H AL — AN J7¥2:, Frid T A ALFE 4 71697 A & 1 5 AKIT
24K (SEQ 1D NO: 1) Fp it &E A diik.

[0889]  868. 5Lt /7 58591 J7 %, Horh il Hi4k &4 £ 5 SEQ ID NO: 8fVH.

[0890] 869 .5t /7 58591 77 1%, Horh ik {4k &4 695 SEQ ID NO: 9 VH.

[0891]  870. 5Lt /7 58591 J7i% , Horh ik {4k & 605 SEQ ID NO: 10fVH.

[0892]  871. 5Kt J7 528591 J7i% , Horb ik Hidk &4 605 SEQ ID NO: 11/ VH.

[0893]  872. 5Lt /7 528591 771k, Horh ik Hidk &4 605 SEQ ID NO: 12 VH.

[0894]  873. 5Kt /7 58591 771k, Horh ik HiAk &4 £ 5 SEQ ID NO: 13/ VL.

[0895] 874 .5t /7 58591 J7i% , Horb ik HiAk &4 605 SEQ ID NO: 14/ VL.

[0896]  875. 5Lt /7 58591 77k, Horh ik HiAk & 05 SEQ ID NO: 15/ VL.

[0897]  876. 5Lt /7 58591 77 1%, Horh ik HiAk &4 £ 5 SEQ ID NO: 16/ VL.

[0898]  877. it /7 Z£8591) Jr vk, Horb Frid iR &4 A& SEQ 1D NO: 8/ VHAIL S SEQ 1D
NO: 13[JVL.

[0899]  878. 5L 7 2859 7 v, Horh ik Hifk &4 L& SEQ ID NO: 8fIVHAIEL, {5 SEQ 1D
NO: 14H]VL,

[0900]  879. 5L /7 2859 7 v, Horh ik Hifk &4 L& SEQ ID NO: 8fIVHAIEL 5 SEQ 1D
NO: 15/ VL.

[0901]  880. 5L 7 2859 J7v2: , Horh ik Hifk &4 L& SEQ ID NO: 8fJVHAIEL, 5 SEQ 1D
NO: 16/ VL.

[0902]  881. 5L 7 2859 7 v, Horh ik Hifk &4 & SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 13[JVL.

[0903]  882. 5L 7 2859 7 v, Horh ik Hifk &4 L& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 14/]VL,

[0904]  883. 5L /7 2859 7 v, Horh ik Hifk &4 L& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 15/ VL.
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[0905] 884 .5 7 2859 7 i, Horh ik Hifk &4 L& SEQ ID NO: 9 VHAIEL {5 SEQ 1D
NO: 16/JVL.

[0906]  885. 5L /7 228591 J7 i , b ik HifA & A £ & SEQ ID NO: 10H) VHAIHL £ SEQ
ID NO:13fJVL.

[0907]  886. 5Lt 7 €859/ v, HoH Bk Hi4A & A & SEQ ID NO: 1O VHAI 7 SEQ
ID NO:14HJVL.

[0908]  887. 5L /7 228591 J7 ik, b ik HifA & A £ & SEQ ID NO: 10H) VHAIEL 7 SEQ
ID NO:15f)VL.

[0909]  888. 5L /7 228591 77 i, Hrth ik HifA & A £ & SEQ ID NO: 10H) VHAIFL £ SEQ
ID NO:16HJVL.

[0910]  889. 5Lt )7 8591 v, HH Frid AR & F & SEQ ID NO: 1 1HVHAI 7 SEQ
ID NO:13HJVL.

[0911]  890. L 77 228591 77 i , Herh ik HifA & A £ & SEQ ID NO: 11HJVHAIEL £ SEQ
ID NO:14HJVL.

[0912]  891. 5Lt )7 8591 v, Ho Frid HiAA & A & SEQ ID NO: 11 VHAI 7 SEQ
ID NO:15f)VL.

[0913]  892.Jiti /7 22859/ 77 i , Horh iR Pk & A £ 2 SEQ ID NO: 11 VHAIEL 5 SEQ 1D
NO: 16/ VL.

[0914]  893. 5Lt /7 58591 77 1%, Horb ik {4k &4 605 SEQ ID NO: 11/ VH.

[0915] 894 . 5L J7 228591 77 i, Herh ik HifA & A £ & SEQ ID NO: 12 VHAIHL 7 SEQ
ID NO:13HJVL.

[0916]  895. 5L 7 228591 J7 i , Herh ik HifA & A £ & SEQ ID NO: 12 VHAIEL 7 SEQ
ID NO:14HJVL.

(09171 896. Lt /7 €859/ v, Ho Frid HiAA & F & SEQ ID NO: 128 VHAI 7 SEQ
ID NO:15f)VL.

[0918] 897 . 5L 7 228591 77 ik, b ik HifA & A £ & SEQ ID NO: 12 VHAIHL 7 SEQ
ID NO:16HJVL.

[0919]  898. 5t /5 22868 -897 H AL — AN 7 ¥, FTiR ik AR 44 T8 97 B E N 5 A KIT
A& (SEQ 1D NO:1) Fr Stk &5 A itk

[0920]  899. 5L 7 %1 -898H L — /NI 7 v, Hod T Bufdc & — AN B S i

[0921] 900 . st /7 %1 -898H AL — /NI 7 v , FoH BTl HUAARAS A2 XURE S PRk

[0922]  901. 5L & 1-900H AE— AN 7V, Hep Bl Xt G2 N

[0923]  902. 57t /7 521 - 900 AE — AN 7%, Horb i e o2& L3

[0924] 4 [ff B fijik

[0925] [ 144K AKITHI S SER 751 (SEQ 1D NO:1) ,GenBank & it 5 AAC50969 . b7
T -5 AN gRESE H3 (BID1.D2.D3 DAFIDS) 5 {7 ik % 45 M3k i Sk ok 3, 1
FEIR % 25 MR R R iR 3L D145 MR LA P34 -R112H53R , D245 #I3 LAD 113 - P206 434 , D345
Flek LLA207 -D309FH IR , DAL #1 LAK310-N4 10 IR , DAFIDS 2 [8] () 45 B X A7 F-V409-N410,
DEZE I LATA11 -K5099 ik - [F] #F , D1 /D24 4% X AL FD113-L117;D2/D3 B4 X A T-P206 -
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A210,D3/D4%:4E X AL TD309-G311.D4/D5X 5 K310-K509 o 5 i 5 #3055 7R FEF 525 -
Q545 , T B 245 R 38 A0 75 5k 5K 589- 5933

[0926]  [&|2A. B 2B 2C o B0 2 R R L FT/m CORIFLAR (A STHR N “BLKIT-17) # K
Y1 B A B AR S T RIK T TREBR1h o (A) D PGS4I H 731k (“FACS”) 2 MR BHLAD2 KT THI R
1% . (B) FACSAr #T K BHLAD2ZH il EFceR1IZRIE . (C) FEHIKIT- 1HUARAZETE T FHPUBIRIL IS &
FR BT M ECAA 175 S KT TR R AL 1) 7K S A ELT SAT %€ o

[0927]  [&3A. ¥ 3B 3C L Zn HUK T T - 14t A< #00 fil) A K 240 el v ot 40 400 i EXT 1Bt (A) FE L
KIT- 1A EAIANAEAE N FE B AR RIEAEAE AR LE IS 53 H FH LAD2 20 i RS TR0 B- 24 2k O W 1
(“B-hex”) BJE /bt o« 5 “BEFE R AN A KM M 42 T AEK T TRC AR T- 4B M Rl (“SCF”) AN A7
FEIT S AEHTKIT - 1ASAE AR ISE P A 75 5 025 A 1 1) 4 i HhoBR s 1) B- B 5 OB P B 1 1 23 L o
5 “BEFE SR MR ASCE” A K I R e 18 P B 57 55 A 28 AISCR AL BRI 40 A FNAE HIKIT - AR AE
IR B- B L CORE T RE 0 E 23 e o (B) ZEHIKIT - 1A A7 AL FNAS A7 A8 I 78 T A2 T A7 76 A
ANTFEAE S INLAD2ZH B B 5 ) IR YR AE R 1~ (“INFa”) B FE o (C) ZEHIKIT- 1HARfELE AR
FEAE I TE BC AR RIBAF AR AN AFAE T MLAD24H RS T8 1) ot 240 e = ik 40 B % TR IR (“GM-
CSF”) B S

[0928] W4 EI/RE THKIT-12EM1.2. 3814 (U3 8 B BEAIET R KB = ME
K EIETT ) %N 400x s F5 AT (“400x HPE”) "N AE K 441 fa i /b

[0929]  KE|SAFIE GBI /R4 T HUKIT- 1980 S W R MR A MU B o (A) 52 I H AR L
S5 T PUKIT- LI S B iy A8 A58 0 i o = S U IV E e (“BALEY) HE R 1R 4B L) B 4>
b S B R AG. (B) 522 B FIALFRARLL , 45 T HiKIT - LIK) 18 1k 2 s R A 70 (3 % A S BALF IS % 1tk
57 21 B PR T 2 L S5 B PR AR . R 2R 7N 17 %6 BALFIE FR P RL 40t ; K T+ 17 % BALFIE R 1 h 41 i
TR R

[0930] P 6AFIE6BE /R BTKIT - 1HUMAAR A A 75 T S AR N BB K 4 B I o 36 sk ) = 8 e 381
55 7% LG IR B - U WS T 1 S VPO K AT B R o 7 R OK 20 i FH 2R F 105 A R 11
PUKIT- 1[5 A5 PR HT44 L SCRE AT B8 T8 Ak A23 1 874 5 I &8 - & ik OO BEEF AR L, SR
T FERR R AN AL e 7T (M) BRIL ISR TgEN- SRR BE 7T (B)

[0931] &7 &E.7RCHO-WT KITHHMI-hHTKIT - 1Huda %) SCFs 3 KT TR A0 11 /E H . 7£ FHSCF
AFEIICHO-WT KITHHAL A , HTKIT- 1T AE AN M7 1 S 56 DL 5 A i ke o QA K T T
FR A, o [F) Foh 2855 BB LA X SCF 5 T UK T T FR AL 7% 1 FH o TESCEANAZAE RS , KT THEFR TL 1 7K~
5k 1uM (150ng/mL) FAFE T FPTKIT- 1Hi 4l [R] F AL ) B0 44 b 22 1 48 g L)
[0932]  [XISARMIEISBI /nHIKIT- 1HiAAR N} (A) SCFi% S HIKITHRERR AL A (B) M-07 e ZH MU Y S KIT
KFEIER

[0933] 5. Kk HHVER

[0934]  — 71, A SCHEAE AT T TR 8 B B 6 97 W R P AL 41 AR B I K 41 B AH 5% 955 i 1)
WA 22 0 45 G A R 28 2R 00 1100 R T A 201 i 80 ES K &40 A Do i (1) YR 97 1k ) 5K T3
i (10 NKITSZ44) H e e 4G TR BB R 456 Fr B o Frad S A 1) S B i) 14 S 4914 4%
NMOEENMOSD MSAINF .

[0935] 53— 5, A SCHRAIL TR ¥ 7 R L0 TR P4 L 4 A s A K 40 P A S 0 RE P T v
B 77 i 83645 T A 5 BRI G697 A SR I SKITSZ R (B AKTTS244) 5 7 45 6 1
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PR s LR 45 F B AR TR LT T, A SCHRAI G2 i W 1R M b 41 e s AL K 248 L R 9 T i )
—ANERZMEIRE T, Frid 7B A3 % T A EZ RN RIGIT A E R SKIT AR (Bl A
KITSZA4) R S M 45 S PR B L BT R 456 B -

[0936]  7E—ANsjta 77 R, AR SCHRAE TR 16 9T A1 B AR R G0 WP X fP 4E RS E
P P L 4 B B A K 40 B AR SR RE I 7 2%, BT IR i BE 4 T A R BN SR IT A EN 5
KITSZ2 & (40 NKITS24K) R e 45 & ik sl LB R 456 B £ BAR B J7 1, oA pp e
FA G0 B W T s 240 e R S A 4 A % 9 A A NMOBNMOSD o 57— 7 T , W 12 1t 200 i s ek 222
RGN R0 M AH IS IRREAENE o I3 — J7 THI , W8 IR PR 40 i Bl b 28 22 438 IS DK 44 L AR S0 hE 2 MS
TEFLCTT T, A SCHEHEGR AR AL ZR G015 L MR BH 28 22 435 1F) W T A A 4 3 EE A 4 A 5
FE ) —ANERE NMER I 77, iR GBS TA T ZE RN G676 SR S5KITZ2 44 (1
WIAKITSZAK) RS PE 4 A P s L PR 456 F B

[0937]  ARSCibHfiiR 1 AT AR SCHALM 72 5KITZ 4k (B 401SEQ 1D NO: LAE LA R A
KITSZ244) R PR 5 A M PUIR B L BUR 45 & B BR UL B & b TR B &9, Bl an 25 24 &
Yo

[0938]  ASCAT I “4h T Bk “4h 247 s2 48 Al i R FE L R B2 PN A L ERITK N L LS
TN/ B SR IA 1 BYCAR Sk O 0 B AT ] L e B 18 7 1 P o () A SCHR AR g N U
WHTKITHUAR B L BT R 25 6 1 B 2 X B85 (1 an ) v 58 35 DA 3 i 5 = DA P B vk o
K47 B,

[0939]  ARSCRT FIARTE “G " 8L BT A AR & 18 2 LA AR A/ B3 35 45 e 9 s A1/ B
LR B IR ) 7™ 25 A FE AN/ B 3ee SR ) 18] 197 v (B A SCER L oAk sk 25 0 21 5 90) 1 =
T AR T L HE IR ek % B MO T e 1) D B R 5 DR R R B R E R R I
R RAEBURAE A/ SO B & 5 — 7k (A AR SR HE R B T THUAR LA A 19772 1 T
877 BB T /R BT 75 (R B o A — BB STt U7 S b, AR SCRT H “B & IR A S iR P g S
FIrE 45 SR 00 5, 4 2R AR A K &4 e 140 250 B R/ 0 P o8 AR T A A 4 1) 25 B R/ B0 2
) (451 4m 50 2 0 k1)) 40 B KT K T A v e (A9 dam 400 o) 200 o 16 5 4 LA ) 5 BRER v B =
11 0 1 A AL S

[0940]  ARSCHT FARTE “D4/D5[X” 8K “D4/D5 4, 48" 52 45 2 M\ S FE iy 31 72 528 v 1) LA 1 o3
PELKITI S DY TghERRAh (“DA”) 5 M3 58 TL T FE LA (“D5”) &5 4 4 J2 DAFIDS 45 #4455 ] F)
BBEIX (“DA-DSEREEX”) FIKTITZ B N F [X 35 : D4 DA - DSB8 X D5 . WA SCHT I 1T Y
FILFRV308-H51 54 M1 AD4/D5 X B 45 HA A i) Sz 451

[0941]  ARSCAT FARTE “KIT” 8 “KITA2AK” 8 KIT 2 K™ 2 fa A KK I TR =, s EA
PR FRARKIT KT [F) Fel 28 P EK T TIR) 240 8K T TAR A , 451 4n R AR A7 18 1 (5] 25457 32 [R]
BB AR A, ol S AR ARG WA 20 i S A A) Bl N A A AR R () 1 B 21 s AL 22 AR AR I AR A
KTTA2 HH c-ki t 3 K gm i i 11120 52 AR I 2 BRI (= W Apl inYarden% ,Nature, 1986 ,323:
226-232;Ul1richMSchlessinger,Cell,1990,61:203-212;Clifford%s,J.Biol.Chen.,
2003,278:31461-31464;Yarden®s ,EMBO J.,1987,6:3341-3351;Mo1%%,J.Biol.Chen. ,
2003,278:31461-31464) .GenBank " & it 5 NM_000222 32 it 75 i 1t AKITHE R FE 51 .
GenBank " & il SNP_001087241.P10721 FIAAC5096942 fit 75 i 1 AKIT 5 HE M2 5 %1 .
GenBank &1t 5 AAHT57 163 it 91 1 BR KT T2 L 8 2 41 o K ARKT T, 457 i 4 4 85 3R 2R 1
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(Tg) FESE R4 (D1.D2.D3 D4 D5) B2 L [X. 00 sl P A Jor U sl AR 49 e N [X B 2 i
(1) 21| 2 e J5 S8 G 45 K 3R, (22 L i Yardens  Nature, 1986,323:226-232;U11richAl
Schlessinger,Cell,1990,61:203-212;Clifford%,J.Biol.Chem.,2003,278:31461-
31464) .81 DL S FERE R FEV308-H5 1 542 ik AKITIKID4/D5 X 7 i M S8 FL 8 17 41) o 42— A B A
() St 77 28, KITA NKIT. 78 —NREE B St 7 S8 KITRI /R iidk . Rk 2 Rk R
IR B PE T AT

[0942]  ARSCHT FHARE “H A1 R4 T H ey ik g o~ 2 388 H— MLl _Byrik . RiE
“OH A 1 A S PR S H 4 T VR R TR A B e s L R L R B[R 45 T
[0943]  ARSCHT AR “E a7 | PR F G 2T GNIT I (B an i I ECE 7 )
SRAFIA 25 AE L, AN T 2500 R b 411 55 A K 200 it R 5% 95 92 451 rINMO W NMOSD W MSBZNF (5]
UWINFIEENF2) H96 & o 75 HELL STt 7 E 1, 45 T 5 R — FhEl 2 Aoy v (9 n ¥ 7 B6 77 771
B an A SC R HTAAR) LA E g R P 4 A B8 A DK 400 P A 9 999 E 181 INMO W NMOSD \MS ERNF
(BIAONF1ENF2) H— AN EEZASREIR , DABT 1 aZ0mihe i) ik f B4k

[0944] RSP R E “BH 1B B “FHAG” 75 18 B 14 R0 20 A 550 AR K 28 A AH 2 93 JiE 51 4nNMO
NMOSD MSEGNF (4] {INF 1 BINF2) [(1E L T , &2 Fi8 45 T 97 v B SO 7 ik Al A (B an i
B 7B A 7 77 B AN A SCRT IR TR 20 6) 51 S ) 58 4 B0 7 # ) (81 47N T-100%6 . 95 %
90% .80% .70% 60% 50% +40% .30 % 20 % 10 % BL5 %) B3 FH W (1 i 14 ot 4 e i A K
2 i R 5 I RE 91 LINMO W NMOSD W MSEENF ({6 4INF 1 BENE2) /88 H AR SRR R 4B VE K VK AE
%/ RN

[0945]  ASSC T FARE “TRB 77 A& 48 AT 58 4 50 43 0 1) X 5 1 g TR P 4 A B I K 41
HH 5 I53 9 451 LINMO L NMOSD W MSEENF (5] 4ONF 1 5ENF2) Al /5% HAH S SR 1) &k A VB R W RAEE Y
KEEATAE FHFR o A2 R S 77 2, ARV “Tils 7517 A& 46 A SO HiAA o 78 JE £ B ) S it
J5 A, RAE Tl 77 & 8 A SO Bk LM FE 7R — R &, TR 55102 2 0] B T8k
CLF T80 H A1 1E T 1575 e R A e 24 i B0 A DK 248 i A 5 99 A 48] 4rINMO \ NMOSD W MSERNE (431 21
NF1EENF2) F1/ 85 A SRE R B RH 15 W R 14 b 41 A i A K 4 Pt #F < 995 42 4571 NMO \NMOSD \MS
BUNF (51 QrINF 1 BNF2) A/ 35 AH SRR 19 & AE A AR 30 e Fn /B B2 B 1) 4 FH 771 72 HL A
)5t 7 S A, TR 72 N BT THu A, B an N IR E 58 43 A BTIKT T TR fu k.

[0946] ATl FIARTE “BIME A7 Q3872 (B an iy 7 8697 750 BIA TR Z M ARIEH A
5 EAE A — 5 R AR 73 (B an iy )86 7 5750 BIAFIE AT Re e A 3 1 aiA &7
I () B A B 1 o B FH D S 48] B0 48 IR VS P L I i A VIR R OO VIR PR IR AR W K
BRI A FE YRR K A TR A A L SRR B R B 8 A AR S 57 L T
B AR AR | Fz 92 B ah 245 EBAL I K AL DR 9] 2 b L D ¥ R 57  YH AT ) R AN AR 34
RN FBE A I AT BERME A2 9 R ARSI A1) . VT 2 #51& T Physician’ s

Desk Reference (5863 ,2009) .

(09471 ZRSCH FARIE “XF 57 Al “ 5 v] B35 FH o A SR AN 2 i FLah P i andE R &
FRENY) (BN S A L e KR R SE) BOR KRB (B W AN 45
N o TE— NS it 7 ZE 7, X G2 12 W7 A W R YA 41 A 55 AL K 208 i A+ D 993 2 451 4rINMO W NMOSD
MSEENF (51 UNF 1 5ENF2) Fnl FLahd, Bl N o 75 55— A2t 7 b, 6 5 R ARG IR M b
1 e 5 K 290 A 5 99 S5 451 2INMO L NMOSD W MSBYNF (91| LiINF 1 ENE2) 49 XGRS 143 e AL sh 40 , 499
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N AEFH— AL B, Mg 2AE N RN AL — A BRI SL it 7 B S R 2 b
18 B HI R AST R AE— A BAR S 7 Brb , SR 18- 18 NS LE AE— D BARA 52
Jiti 77 NGRS -3 N AE— AN BARPSL i T B, W R385 -128 8125 - 185 1)
Ao

[0948]  ASCRHT FHARE “2 o7 vk F1 97 VR T 48 mT T TBG 167 8 B il 250 9 Il 5
i B AR R (151 G g A A 4 i S A K &40 B A IR , 1 i 8 R G 9 i R A #R R R AL
JIE K 200 0 K 2 9 A 5] LINMO W NMOSD \MSERNF (%] WINF1EENF2) 5% 5 2 A KR I — AN Bk 2 AN AE IR
BUR L) AT 7 5 735 LA 50N/ B E 77 o 75 SR8 s it 7 B rh , ARG “2 P
AP R TR I7 S TR B 0 ol SO RE B — AN B2 AR R (1 anmg R
oL 24 D 55 S A 44T B A 5% 973 JEE 18] A 48 2 9 49 Hh RX e 28 2R G 114 S K 20 i A S 9 SR 51 G
NMO \NMOSD \MSEENF (5] tiNF 1 5UNF2) 885 2 A K — AR 2 ANGER B L) B 259097 72 4l
BTV U R AT 1 SCRETT IR/ B e T AR R S it Ty S, RS YR 2
TR AR TR BTKITHUAR S W20 &V LA T 1 o A BAR R St 7 R, “FLeyrvk” Ml
“HEZFTIE IR A SR BKI TR B AW & W36 9T LM T % A E— A A
RIS 5 ZErp 7 R R A F A ST IR PUK T THOAARAE ki BT 2. 40, S5 257 i B
F71E AR/ BRI T VR B8 A SCRTIR BTK T THLA

[0949]  ARSCAT FARTE Va7 77 A2 F8 v 1697 B 3 Bl A0 g 1R 1 s 400 P 5 S K 41 e A
SIPRE 51 WA 2 22 8 451 G R RX A 22 R G0 1 A K 200 R G S99 RE 481 4rINMO - NMOSD W MSERNE (431 21
NF18ENF2) /8% AH SRR (AT VR R 78 3 e sl 75 S rp , RO Va7 77 & $8 A SR
BFKI TR BT 45 6 A B A B i it g S8 Hp , R “VRIT A7 2 e A ST iR it
RCLAMAE FIF5 72 BRI St 7 9 v 7 e C A ml e T E0H JTIE H T697
P B LA M TR A 4T AL K A B A D E 9 A A 8 R G4 G R RX AR R G 1 K A
i K X 993 4 451 NMO A NMOSD WMSEENF (51 fINF 1 BENF2) 81— AN 8% 22 AN H AR SRR 7R F 71 .
[0950] 5. 1 W& ERPHHar 400 Ffo AT AE K 41 B AH 5 o 9iE

[0951]  SKUE T B BE A AR I BE 40 i 2 A7 76 T MM &5 46 AL 2R 1 R IR A, 7ERG TS
EHAME R R TS H RN, VA7 2 A 51 (B I 5 36 14 % 20 %)
I BA RV A TgE F AR SR 1 JFce 524K (FeeRD) o 545 & IR R UMM TgE4h A 4L
51 5 LK 241 it i r A0 R A £ 3 A, 7= A T 30 4 - 1 3o A 2R e U [T I K &4 g 7
P NS S B A ke EE A FH o SR, 7R AR I8 24~ A AR R, AR 40 B I T R A s AR
TEAG) 3k B0 N e A A 3 98 S5 i R W% B 0 i 0 A S0 S 2T A

[0952] 24k ST I B R 40 BV A6 S B LA T 28 18 A ot ARSI, 451 A B AN FR T+ (1) UKL AH 56
IR, I IE 5-F2 B % (serotonin/b-hydroxytryptamine) Fl4 Fh s (A B FOIKER ; (1)
KA W 5 =D, (PGD,) FE =4&C, (LTC,) s A1 (111) 4HM N EFEE /3= -2 (IL-
2) IL-3.TL-4.TL-5.TL-6TL-10TL- 13k £ g - 10 40 ff 45 7% s R -1 (GM-CSF) A e
WRFE Fa (TNFa) F435CCL- 2. CCL- 3. CCL -5 FMICXCLSEE N IR L K - o

[0953]  KITAE 5 4& X AR R4 & B A 8 Fe s o B 210, 9 K 4 i B LA 4 g
B R E A IHE 5 JE AR 1 5 R AR A K 20 it U B 2 AR O S A BB A, e HE AR
K2 PRORE Bf 25  Ah 255 P B 1 KT T (81 KT T S 2 R TR 2816 556 04k ) 13 4k R 48 S R AiE 7
T REIR A M () a2 7 A 0 JIE DR 44 i 6 22 i A B i 5 o 4 e ek (GIST) Aok
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[0954] A< SCHT FAR T “BE K 0 M AH 59 0E ™ B 22 it JIES DK 400 i A S o i 2 418 G Hh I K 4
P A 5 RS T M/ B R 4 DA S (9 sy 1 IR W R AR T IR ) A7 AE T B AR AN
FAL R IR AE o 151 a1, JIE DA 0 AR 59 i T 32 7 B A IS DK 24 L mT i ) AR AP BT A 2 A
H A B AN/ B — Fh el 22 A I K A0 A 5T (5140 28 1Y o) S R T8 o JIEE R 4 MR T 1)
RS TR AR PR A S ) B HE DL N AT — A (1) BURLAE SR A 5, BRI L5 - FR iR
(serotonin/5-hydroxytryptamine) Fl% Mk = B AUIKEE : (1) 28 = bR Wy 71 =
D, (PGD,) FIH =J#iC, (LTC,) s A1 (11 1) MM TR E N -2 (IL-2) JIL-3.1L-4.1L-5.1L-
6+ TL-10TL- 13 Ar 4l - 5 240 g S v Sl D] 5 (GM-CSF) AR IR SEIK] 7-a (TNFa) M35
CCL-2.CCL-3.CCL-5MICXCLSTE I fIafk K 7

[0955]  FE—AN B AT T, AERAHMAR S IRAE f& #H 2 ZR G840 T WX A 282 22 G O AT K 401 g AR
SEIRAE , 49 AINMO \NMOSD MSEENF (5 fIINF 17 (NF1) \NF 274 (NF2) B ##h28 85988955

[0956]  MSs& Xt R G5 (fixi HAG RiE) 112 28 1 Jid e o i , 8 R FL v i sl i PN 1)
JRR AR, IR JEHEAA E B G 5 R GURBIR ) S o 3K 6 8 DX i 5 8 AR IR o 43477
INPHEE R G0 B- B0 IR RE 7, S & FIAEAR , EL4E B4 O BLFT/ SORE 4409 7] R MS ) T 2K
AFEAEAR T2 &0 (BA BCL R UR AR B ILARER) FgE T v e 20 (A BE I TR 82 2R
FRPRER) o IR T T2 WiMSHI B ], 2 WA WiNational Collaborating Centre for
Chronic Conditions (UK) , “Multiple Sclerosis:National Clinical Guideline for
Diagnosis and Management in Primary and Secondary Care,”London:Royal College
of Physicians (UK),2004, (NICE Clinical Guidelines,No.8),n]3kHhttp://
www.ncbi.nlm.nih.gov/books/NBK48919/ . MSHHE IR A 32 I AF (] #8480 IR B AE 5 451 T
H 3= A 3z B AR GE 7] R o MSFRIAE DR £ A1 PR ) 12 S 1] G 37 A e P 28 2K Bl o 38 16 457) 4 R
TRV R SRR ESRR A UL IR) B2 55 AR BH S0 PR S 5 S LRI 2 22 | Bl 2 PR Y ot 3 45~ PR Y (Bt
SR B F BRI ()AL ) R (TR R R B M 2 B ) VI 5 S MR B M A L B
JHE AN iz PR M 175 6 T RS G H AR B AN AR E /0 B W Uh tho £ FIL R (8% T 1y T TR i BUE R
W AL) MR IRKRHE (Lhermitte’ s sign) (4 Jm SN I IR) 75 50 00 i oEL /80 o 72 BRI 7 THI , A
RS A T AN RIGIT A SR SKIT (B AKIT) 5 5k 45 & B ik s e i R 45
H R BB 1k 69T SR BE BRI LEMS IR B — N AN T i

(09571 JE K 4 B AH 5% 5 B4 e e AR PR i 1 S 80 6, 475 4] dam o A e b2 A 2 o 9 K 4
HE SR G AE AR N £ R L B W) ANBE RO SC AR AN S L (91 g 2 R DL SR 547 2 L JisEse H
e A 4 L e N S A I K b T I VA s 7 [ A 2 = A N = T = 2a = A=
PR A B PRI B[R] A S AR R AR HE e VA R AR B LA R L SR L 2 B L 2
Yids S 0 B JE B - A 4E AR £F 4EAL (91 4 R TPAS Y AR 3 3 14 & 2 AP B T 28 AR
JEIPAG PR G 07 PR 2 (NASH) BT 350 5 A= 10 I8e G (451] i MR ERUJRG B K B2 9 sk el ) AN
TgENE R A0 A5 A3 A 8 a0 A 7 e 8 S Bz

[0958] W P A or 200 i A2 B A P e 2 7 5 KD 9k E2 0 JHL 3 1 F3 2 L, L BT 0 2 A ) T
Gurp & E N M S TR PERLAE B KT IR F IR, 9F BAE RS O (B ke R ) T
AL B AR A X AT R B RO A0 3 22, Ry b S KRR R TR R AL

(09591 A< SC T FOR T “WE IR A s 400 B AR I RE™ B 25 g I PR 201 A S0 o i 2 48 24
W TR M s 400 i A S B (9 vy T 1R R IS T 1R % ) AR AE T S AR AN TR AL IS H LR 9

44



CN 113975386 A ﬁﬁ HH :I:; 43/77 L

I o AT, 24 By A= AR K 22 IR WG TR TR A BRI, B AT T o] SRR 1S 1 JO0E , T B A - fE it
7 THT » W FR AL A0 M S i 1] 8 5 75 e 8 5| A W 2H 23 H R 8 — B A P I (8] (1) 57 S 1 PE TR
PR B A O o A5 T, LE M N 51 R (51 Gn a4 B AR 7 J5R) B AT 7= A 2 v B PR TR PR A A
{H R 52 1) W8 TR P R 20 B AN DA T 5 TR R BRI, PRT Ut DA K O 4 L T F — B[]

(09601 & FR M Ko 4 A AH 5 I i T 42 HE VG TR 1A s 240 B 7K~ s ) S RS KT o W8 TR A R 2
A ST A 1R = FIR ] A S 5], 5 AR I8 R T A & J % P 9 9 I T A e S8 9 i AR S
I3 VLTRE R« B B IR E AR JAE RS TPAE /O JRE 03 0 R 0 o 7 8 7 1T , W R L
A 22 A AR AE T 40 I TR 1 b A 25O T 1R 5 K (B0 K T-450/ul) FWE R 1
o7 2 B AH SR o 3 e & s L, 1 AR 2 S S ERUEG , AT 5 R B g | R S R R AR G £ L 7
R E 7 T SRy (g an 76 il Co JUE A BE B Hh ) AR %52 1) 8 R 14 s 20 R K v o

[0961] I J g R WA s 248 L F10) b 22 J i 4] = PR ) 1Ak S 91 0 95 R X P 2 R G Rk e i 2 5 1
TS AN ZI 15 T AR B o A FEEE T T, A] FE N (CSF) B3k 3 X 48 R im ik
AH 2R 0 e R R R S R MR A0 B S MR G

[0962] & R A L 24 i i RS DA 400 PR R O 368 87 1) =l PR o) 2k ST 48], =0 0 491 a2
PELS RS RN TR UE B VW U B8 L I BE 18 A B 28 12k it
(COPD) A7 ML 14 /0 7735 3 WG TR T Wr M M S U8 R 23K R 45 1T 2 KA FL SR I
R R (BN R 1 IG5 2 M A& AN 27 i (Wegener” s granulomatosis) o

[0963]  FERLLLSI 7 S M, “WE IR P RL 40 M AH DS IiE” B 22 Fhivg TR W0 4 B AH S g R m]
A, 955 JEL o I TR 8 7 A X o 7 A S e () 9 3 451 40 24 i R P R A B LA SR &= (5
T IEH BT IR &) 278 T S RANF SR 51 E 1) e .

[0964]  FEIE—T5 1, #& A SCIRAIL ) 777, LR IZ WA M 24 (1 in X #p & 2 4t) H
(1) W TR A S 24 i S DS A 4 AR DX R P 56 5 rp SEBILDA R — Tl 22 T ) 4 245 1) 1) AT 2
AR BIKITYUAR PR 456 F Bl 29 S48 T8 75 2RO R TR M4
R4 (N R PR EE Z50) H 1 G TR T4 r 24 g B A K 240 R D T i = 9 2 W T A A 200 L 1) 2
H A/ Bl 1 AR RE K 20 P 35 5 sk 2D BB DR 4 A B Bl 00 o) P AR IE R 4 A v A L sk 2>
RE R 20 i 175 3 1) 8 MR AT 77 A sl 2D 98 1 DR 1R 72 A R B R 4 B A 9 AR S S Dk 2D B K 44
FL S % A AT TS DR A RS B 0 s s oo ARG TR A A 40 Y P IS K 4 e 555 6 AR 41 ) i P AL SR
I B R K 28 P B o

[0965] {51 4, A 3 3ok W & R B R SR T (BrdU) B A (S Wl Hoshino%, 1986,
Int.J.Cancer 38,369;CampanaZs,1988,J. Immunol.Meth.107:79) 8¢ (3H) IH BN (=,
Bl echmanZs,Cel1,1995,80:103-113;Chen, J.,1996,0ncogene 13:1395-403; Jeoung,
J.,1995,J.Biol.Chem.270:18367 73) ;i A A [ W] B (f51) 4n 12 /)N 524 /1N [T RE) F
AR AR T2 mE A I 2 e R4 a5 e B T (B i £ os my ¢) 0 e 33 L i 2 B ek B4
i F AR Y Rbcde2 4 i FI A 8L A D1.D2. D3 E45) [ ARAL, , K 5 41l H4 5 . IX 2R R
1 S5 FHmRNA PR 7K P~ 01375 4 ] 388 ek A 838 AR B Ji R0 A AR] 7 300 5 o 9, ] e et 2 e ) 4
P W 7 B anfsE PR (U367 W ] 3R 45 B Pi4A) MIELTSA L 85 [ o B e v2: B 4 % i U
v 8 BN E R A . AR B AR SIS AR BT A RN R 92 91 40 SR FHRNAE 2R 73 7 W RNA R
TRA a5 e S 3R G il B XU B, 78 B JE mRNA

[0966] A& A 1 A0 M AT IE 28 5 vk, BRI AN 2] 25 5 Hh S it B i 77 7% - il
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T, T s P H A G R B AR AT O ) e R SR AR T B AR EWD, VR AR T
—N BRIt T 2, D 4H AT 7K1 DL 8 A AP35 ) o 7E BAR I St 7 S8 +h ,
FH AR A503k 11) 0) 52 m AE40 » A51) 4l 22 JH0 P ATP /K R Ce 11T ter -G Lol % i 57) & (Promega) , I
T 3R AT RN 8] P B A0 A7 77 - AR BRATPRR AR R A AR B B MR AR FH o £E 53— D BAR B St 7
ZErb, WIAE P PR 2T NI V2 2 R BRAE NS T o AE B STt T S, TR A R i H MU
AT ELFE 3G O URLAL 40 BRI 2 AN | i R A AR ] AL T E v B e AR A
Fof ixX L AR A 25 DL R FE R - T (100 % #:14) , PVH Gl 2> F5: M- B -80 %) , PH (4> 254 - 5 -
60%) ,P (4> Bt -40%) ,Ps (FB4r B d -52-20%) , 80 (EFFE-0%) , SR 2 4 A
B3R RE B — 200 108 I A e A 114 1] V1 0 0 52 50 Y6 24T A 491 1] (40 Pt 53 12) 4% BE (1C50) &
[0967] AN IA 1AM T E v, HASUISHIR N 51 7] 25 2 M AT 5l 4, i =X 4 i
AR TR I 2 e 2 ) T B ) e ) DR B T B3, — AR R A SO, Bl B RN
EVE ] TR M) 55 (ADP- A% 0%) 2R 4 B (PARP) (2 W5 f1Smolich®%,Blood,2001,97:
1413-1421) -PARPI I FIF R ML T

[0968]  HfiiR T N 8 AIE K 44 B v A (A 0 v 5 T 3R Vi A5 o Jo DA RS R 4 B 35 5= 4 (91
Wk 1A B ) AN BE K 4 i 355 3R ) v B (Z LBl inKuehn ¥, “Measuring Mast Cell
Mediator Release”,#{T-Current Protocols in Immunology,Unite 7.38.1-7.38.9,
November 2010 (John Wiley&Sons,Inc.) oIan, 511 7 38 Ik DA FA 28 e 0 5 vk DA R I AE K
I B IR < 08 AORE 70 B - S 25 O 7 i ) R T U Bl IR AR P M an 28 — iR L 1 =
f#iC, (LTC,) AT ZBRZRD, (PGD,) 7™ AE BN i€ 2 Fhal MRl 11 7 A o AE R L8 T7 T, FHBEIK
JEE B I e (ELTSA) 347 RE R 40 i 355 77 M0 R T80 %) 240 PR AT 1) =

[0969]  5.1. IALPHEH 8 4 AL Ze 5 fiE % 1 2R iE

[0970]  FEHEE 7 1 , A SCHEAUE TP & B BTG IT X RIINMO) 77 3%, Frid 77 ikt 45 7
T RINT R GKITSZ AR (a0 NKITS2AK) Fe e G P sl i R 456 7 B 2 — > Bk
T3 T A SCERAE TR B PR G 7 6 R IINMOSDIY vk, FriR ik B FEA TA R ENN R 5
KITS2 44 (510 NKITS2A%) K F k4 S bk sl b iR 45 6 B

[0971]  FAMpZEHE AR (\MO) BiDevicii — Pt X 4 RSN H S e it 2% e , %
S AL AR 22 AT, HLAE SR 0 T 3 52 1) i  NMO AT 53 2500 AR BH o JE A NMO 8 4 i
FXE KB IE S [ -4 (AQP4) (—FhEMLARE CEBE AN % JH X )12 FRIA M /K E) (1) 5 Bk
HHH Sk (AQP4-TgGEINMO - TgG6) YL S5 82 BH 14 o 7N L 457 ) NMO 2825 J9NMO - TG R 12 .
[0972]  NMOSDsZ 45 SNMOA S AE AT B AN+ 70 145 & W VINMO ] i PR 12 W s vEE FR) 5% g i o 38
i AL AR X AN NMOSDE 73l R A P 3 PR 1) 4 SI2 451 A0 FENMOFRINMO - TG fiL i S 37 FH 4 A PR T =X
(5] 4n B b B B2 R (R G ) 2 P B3 M B8 ¢ (LETM) [ 4nMR T Hh W52 3] () = 3N ME i BUR
BRI AY) & A Ml R AR AR ZE 48 (ON) 1 ME iR A 4 22 5 B8 HUMS (Asian opticospinal
MS,0SMS) 54 & H & G S M35 i A S AL A 28 28 BRLETMAN -5 NMOF A 1) 1o 13 32 A5 9% () #L
2R 5 BCE RE R (a0 R e BT P AR) (2 WL W0h %% ,Neurology Research
International, 25201245, CF 1D 460825, 5513 11,2012) .

[0973]  FEKEE 7 1 , NMOF 2 W br v B 5 (HANPR T A7 7245 il 8 AR pp 8 AL T B9 AE
B (1) FBEMRTH B A A PR RE 28, (11) R AERS B IE 5 IMRT , #0 (111) FHPEPTAQPATLAR (Z
WA, Ther . Adv.Neurol .Disord. ,2011,4:111-121) .
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[0974]  FE4FE J7 THI » AR SCHEHE FH T S 30T S PINMO ) — AN B2 AN EE R (19 W BiE 98) 1
I TR TR T H TR B R GKITZ R (1 NKITSZ4R) K55 P45 & 1 sk e bt
JR 4545 Fr B AE— A BARTT T, A SCHRAE BT G2 R 6 52 (INMOSD) — AN 81 22 AN EIR (1) 77 V2%
Frid 7 i 83645 T A T B R S5KITZ AR (a0 NKTTSZ 44) K5 5P 25 6 i bk sl B i
“ia B

[0975]  NMOZNMOSDREFR (149 B il 14 S 51 B0 46 SR AR R 58 (8 dnnip ) e B 14 5 i ¢
(5 G 2k e S Ao ) B s A AL 8058 4 2 < B O B B8 NS AR IR i /KT J e T i e
15 96T 5 DY S % A P e B PR R 25 FlLhermi t te BILGR o 76 HE 6 77 T , 9122 53 A0 % 48 i 28 9136
TR AR T 5] 5 T 2 P O AR A2 e A 0 0[] K e RO 338 25 R o 7 5 2 77 T 5 55 NMO
A B Fr v - T AR G h RE 5 A5 AT 2RI A WG IR AR BN TILRE R,  FFODR IR T 6 U 3B JRE A
MEFLFR IMAE 53 A5, A F AR L = RUKC T SRR AN L B i 15 AN 7 i S 38 w30 428 i 9 23 6
(PRES) [P A% 45 AR 7] g 5NMOF K o

[0976]  {E4%5E J7 18, FH T TP I697 B BENMOEENMOSD B 22 il — > B 22 MNMOEENMOSD )
SE DR B A ST IR T3 3k ] S DA TR R — T 5 I

[0977] (i) P4 HR e s

[0978]  (ii) Mok ;

(09791 (iii) $akIHR J7 400 R BAM it — 2B AR 0 5% 5

[0980]  (iv) JakdF i B fh 1) R S5 BSOBR AR 5

[0981]  (v) Il B BRI 33— 20 R F5 BURR A 5

[0982]  (vi) 3 IRt AN/ Bl 42 il

[0983]  (vii) IR AIERENG ;

[0984]  (viii) Jai4 Sl B 0 il e

[0985]  7E A& 5 THI » A SCHE AL 1 5 725 0T B AERNMO BNMO S D ) SR bR 1) 7™ B 1 0k 22 /b &4
10%.20% 30% .40% .50% 60% . 70% 580 % .

[0986]  FEHELLT TH , RANMOKY B A R kMR AE /1258, HANMOR) — /N a2 AMEE R 30
— BYI TR] AR 5 U 55 o 78 B2 Re T T, 2 NMORY) B W] e 2 ME — — OR AR B B2 o 75 S 28
T , SR A NMOK KB 3 AT g 52 — BUi 1] (B dn 25 /0 14F L 24F L 34F (44F L 54E L 104 L 154F L 204E . 25
FELVSOEEE K) N — R UL BB AE (i 2 /2.3 4885) (IR  AE LB L N I RAEZ G
TENMO £8 35 v W0 4 2] 7 2 R X R0/ 55 B 1R A0 i S

[0987]  PA| itk , 78 6 7 T , AR T4 Ak ek 2D NMO 28 35 o R B I o A VR B T vk, i 7 VA
46 T A T EPIX G 5RITSZ2 4 (B ANKITS2A4K) R P2 A TR B UR 46 B B 18
LTI, AR SCHR AR FENMO 38 R B A AR B RF SR (R 7325, BT ik 7 v 06 46 76 75
BT G SKITRZ AR (1 I NKITAZ48) K55 P25 A PR sl L B i 45 & B B AR — MR E T
TH] 5 A SCHE A REFRNMO S 2 1) R AE 2 T T B TB) 1 5925, i i i B e T A R BN R 5
KITSZ A (140 NKTTAZ44) 5 1 25 A I bk sl bt s 45 4 B B

[0988]  FERE—TJ7THI , $4 HEASCHEAE I 77 v , LATE TS Wi INMOBNMOSD) X G st g B R —
Tk 22 TR 25 24 (1) 70 B AU, W AR SR IR LK I TP R s e bR 4 & Bt sl L 25 &4
YT T G T VR TT A SC T IRANMOBENMOSD « [ HGFE T8 1k or 200 P f % ) A0/ B500% ke
AR AR 200 e 4 7 o A1 A DK 200 P 1 5 L B 0 o o AR AL K 400 P v e 2 A K 4 e 15 5
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(1) 98 P DR 7 7= A2 S 982 48 P DR 190 7= A S P SR RE K 40 PRk P A s < sl 20 K At i 42 B A1
IS A 071 A0 AT 00 1) s A I TR 1 40 G P S A 40 P 5 5 AR 410 1)l B A7 i A 5 ) B R 4
PR A o

(09891  FE4F 5 J7 1M, A SCATIA F T 1B 5 B a6 77 NMO) 77 R AL F5 45 F 5 NMO) 57— Ff
FREA A SKIT (a0 AKIT) e 7 M 45 A Uk s L Bt S5 45 & B B o FT-NMO i B il 1
7 VEALHE B2 TS 28 (a0 PR Je ) ey 1) 245 4 (491 G et e 2 4 R B TR i) HLCD204T
A (9 Gn ) 22 8 D) B ) MR B T CH R AR (f7) 4 2 Bk B 40) AR I 47 (] art PR
14 .

[0990]  #5ik T NMOH) sh#AsAY (= WU Jones%s ,Multiple Sclerosis and Related
Disorders,2002,1:174-179) , %A A] HRAIE SEHF RALA ST R KT THUR AR VR T B B
NMOF) 5 ¥4 HR IR

[0991]  5.1. 2 £ 2580 s

[0992]  ZEAFE 77 TH » A SCERAE TG & BE BB 7 X RIGNFI 77 v, ik 5 i B4 76 7
BT G SKITRZ AR (I NKITAZ48) K5 5 245 A Pk sl L bt i 45 & A B 72— AN ko
[, ASCHEAE TR & B E A7 R R INF1A (NF1) NF 278 (NF2) B2 85988 5 14 7 16, Tk
TEBIRE TH T B R 5KITZ AR (B0 AKITRZ4K) K5 5t 45 A ik s L pi 54 &
R B

[0993]  NF&—Fh#ht R W 8L E , £ 22 (neural /nerve) ZHZH) &k & F4E
K, H G AR N 0 Z 2 4 I8 10 R 70 Py S AP 48 2R K o B ANF — MRS I8 A% 1 o i , e i 26
DR A5 3T AT 95 491 1] 1 e L B — R AE 293- 16 8 I A5, A5 I 76 52 ) LB (5 7™ 25 93 ) 1Y L 22
o) 12 W HHNF

[0994]  NF)AEFR H15 B G FENF 18 (NF1) JNF 278 (NF2) A48 85988 975 - NF 1R FR Avon
Recklinghausenyi . NF1 [ 3 B I AL HE 7E H Az B B8 ) L 28 A7 75 1 4 €0 57 IR BT A\ #2414
Jo G B2 R A 2 A K 11 e SR AT Rk OR B B AR R 4T 498 AR A 47 4 dig (5 [ 22
R () bR B8 FTA Ao 228 Jh 8 AR 2 ) TE R o £ S8 7 T , AZNF 1R IR ) AN A EL X5 N\ R ]
Ae HL AR R A B 2 T8 (GIST) (1) RT B « #4821 48 v MR AN 21 498, 1
F Ik B H R 2 Y SR, BT RN N e A 4R, a0 AR PP 41 497

[0995]  NF2j2& —Ff 54 AR R ATRZ JBk 7 5 1 5 G (2 4% S5 M T8 A% 0 E o NF 2 bR 7 =1 PR o)
PE S AL FE T 7355 L MG B SR s 2 187 AR A 7 JER O AR o 7 T S T T, N2 £ 35 4 i
JE IR CELHE AT RE A2 89987 (VS) RN ELIRE) , RN AT TRT 80T Ml 40 48 Th R B i FIBE T
[0996]  mJ Je sk 1WA M T J2 0 22 90 (V'S) BB AMIVS 1) A7 AE LA BZNF 248 ¢ ity (16 art fi s 78 4o
ZR MR R P I TR B A 2 AR AR I R PN L N2 A 5 R SR S R A
TE, SRAESENF2[1 12 W o B 1 507 58 AHT RE SR IE A B R R LA, B35 1T & 1 5VSA KA
R H e AR TR R (40 B e i 24 R 18 B 0

[0997]  FhZ MR 5 5 2 O AIRINFIE s03AG VF 2 REE - 75 M0 2 819980 0 P W2 31 2 Rl 42
BHIRT B2 B IR, AENF2 R W22 B A T T RE (B FRER) I R L E2 31 F L 5 T
B M RRREN B EAE LS B B R A MR (S 0 H iiMacCol1in%E,
Neurology,2005,64:1838-1845) .

[0998] A SCIB 42 L ZE A X G IRINF (5 WINF 1 NF 285 $ 28 B5980 J95) 1) — AN BR 2 ANREAR (1) 77
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5 TR 7 i BG4 T A T BRI R SKITSZ AR (9 W NKTTSZ44) He 57 14 45 S I ek sl L 4t
SR & B

(09991  FE4FE 71, A SCHEHEVE T 12 W NF (51 aNF 1 NF2 8 22 590 58) BN RIP) 42
YR Tk, TR TR T T BT R SKITAZ 4R (51 NKTTAZ44) 5 5 45 A 1
PURBE PR 45 A B

[1000] 7 EARM A7 T, A SCHEALFNHHZ W INE (5] 4ONF 1 NF 235 4 28 BE98T 995) 1 %0 52 1 4
S A YIR A K i BT D7 AR S T8 T B R SKITS2 4R (6140 AKTTSZ244) 45 57
S MNPURSHTUR S S B

[1001] 75 ELAKRM J7 T , A SCEEALR 1612 Wi ANF (5] 4INF 1 NF 285 #4128 ¥ 983 93) 1 5% 52 f)
G YEIR ) T V2% , TR 5 IR 4G T 75 B R SKITRZ AR (B0 AKITA244K) H5 bk 4s &
HEAR LN RN SR e =

[1002] 7 H AR 77 T, A SCHEAL 7732 AT el 42 50 S EINE (] nNF 1 NF 285 0 22 85983 95) (1)
—ANELZ AR ™ R A E D Z110% .20% . 30% 40 % 509 .60% .70 % 5580 % .
[1003]  FEHELL T TH] , $ A SCHEHE 1) 7 v2%, LASEI DA — Tk 2 T 45 24 1) 7 = A AD R
WA R PIKI TP RSP R 456 BRI H A A A4 T8 FERINE A TIRIT A
FITIANF (51 4nNF 1 NF 285 #4258 85980 95) « 2 Bl o 35 B A NP S R BINF AL/ 88 5 2 AR R B E IR
[0 7% B R B 5 YR/ FR A NF IR XS B 1 SINFA S IPRE R I RER BIORN / 55 4r SR ) (8] 5 7 11 SR A NFIY
X B GNP S — N B AR R AR B B A Bl 1 SNFA S 1 IR 1 524 5 /b
FEANFIIN G SNFA ST F3 4555  H0G 5 G 2 26 R/ S 0 1 B Jok o % 5 o 3 &
ANFRIRT G W 5 i 5 Dy e AN/ ST TR 5 s 3 Bt o — Py 7 vk e SR NFI A R 85030
VIR TS HR IR T VR FH 5 U800 BRI 1] 5 NFAE OC 1 IR B0 A 0 () AR A RN/ B8 /)N BB A NF IR 6
BB PIRI (1) SNFA S iRE (9 b 22 21 4988 - IR R 28 £ 90 o FELIRT w20 BT o
22 I I 9 B A FEIRD) () iR /s (B AR AR B AR s B AR ThRg , 4 A i P B
BB 5 B BIBER T G 110 Ji R ] 98 i B K i s R0/ B 8 A o o i, AN AR Sk Ax BT FE
IT7 VA, BN 9] 4 .

[1004]  FEHE— 5 TH , $a REA SCHEHE I 7 v25, LASEEI DA — Tk 2 T 45 24 (1) 7 = FIADR
WA R PIKI TR B PR 256 BRI A G W% T8 75 BRI G TR 97 2
SRINF [ %6 5 R A SCFITIRNE (91 SINF 1 NF2 55 A8 22 9889 ) = Yk 2D 1 P 4 4 14 28 E R/ B0t
P 586 R AL K 290 348 i 2> LK &4 B e B o 00 o) A A1 P K &4 B v 1 2 K 4
SRR ANE R T 72 AR D 2 IR AR R R K A A P A S D B K 4T AT RS
P/ UL A 24 Rt B 00 o) S oA 1 8 T o 4 A P4 S X 200 e 5 2 AR 400 1 B0 R AR i A 3 11 P
KA IR .

[1005] 5.2k

[1006]  ASCHEAE SKITSZ 4K (5 01 aSEQ ID NO: 18R & 17 i ANKITAZ 44 11 i 1 45 44
1) B PUR S A A BURE R MRS A Bk (B A0tk I THUE) » BT 9B 16 77 B BE g R s
111 e B A K 200 L A D 993 2 481 G 4 28 2R 90 491 A H X A 48 R 0 1100 K 4 B R 5 99 R 451 GrINMO
NMOSD MSEENF (51| 4INF1E{NF2) ) 772 o

[1007]  ARSCHT FAIARTE “GUis” F1 “Gus R H” A1 “1g” B T I TARIE  fE AR SCAT B fd 2
Ta BA e R S S PUR PR 25 A AL 701
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[1008]  HofA 0 FE (5] 1 B e 2 ok L B P AR I BUAR S SRR P PR L 2 R R R BUR (LR
KRS PR AP NIEAL LR B G Pui & TR B & 2 %% A N2 25 B 55 4 111
YRR 7% NN 71 2 SR NI N 2R N U8B 8 % NI 1 N B < N 71 K 2 U
PUOREFEXT A PiR S R A Uik R — SRR RN PO L BB B B B Fv s
(scFv) & IE IR ik affybodies FabFr BL F (ab’ ) Fr B i IEHERIFvs (sdFv) Bl
R (B Td) Buik CBEFEF bt it TdpuaR) f B fE—Fpf R ALES & Bt o 8 R Ee s i 7 &
W, ARSI PR R TR 2 s R BUIARRE Uik n] DU S BRER B 4> T IR 2R A (5] 4nT G
TgE.TgM.TgD TgAEkIgY) ALK (B hTgGl 1862 T1gG3 TgG4 TgA1 Bk 1gA2) BRAT A W 2%
(14N TgG2aBk 1gG2b) o fE R AL S T7 R , A SR Hidk A TeGHifk s H 25 (1 A\ TgGl
2 1gG4) BLIEE .

[1009]  ASTH FH “BLIR” & & RALIH 3 55 1, B, WA biiiis Rk b &5 & AfE —
BARP) Lt 7 b, A ik Yk 5 2 45 &Pt 2 KIT (5 an AKTT) 803 B, B 4nK I T
(40 ANKIT) F 0 bS5 sk BRKTT (5140 AKIT) HIDAIX

[1010]  ARSCRT FARE “DURGG S MY DURGE A X PR g & B MR UIRIE 2
FREEPURD I —3 7, 5 HUE AR EAE AR T Bk o 250 55 00 R 5 1 1 2 2R R
BRAE (9 an B AMA E X (CDR) ) o HU 5 45 A X AT SRR TR AT shA b , 1 dnn s 145 204 (51 s
B~ KRR BB B AN o HUAAR 5311 COR AT 3@ 3 A 45033k Ax BT Jo R0 BT ART 7 VA i & B Ak it
CDRA] # B Kabat 5 24 (Z WKabatZE (1991) Sequences of Proteins of

Immunological Interest. (U.S.Department of Health and Human Services,
Washington,D.C.) Z5hR) B i€ o 1L =48 J7 1HT , PUAARICDRA] 40 M Afi 5 : (i) Chothiadm's 7 &,
XAEAR LA FRA “Chothia CDR” (Z W7l WiChothiafLesk,1987,] . Mol.Biol.,196:901-
917;A1-Lazikani®%,1997,J.Mol.Biol.,273:927-948; f3E[H L F]57,709,226) ;5 (ii)
IMGT%w 5 &40, BN FLefranc,M.-P.,1999,The Immunologist,7:132-136F0
Lefranc,M.-P.%¢ 1999 ,Nucleic Acids Res.,27:209-212,

(10111 ARSCRT FHRTE “IH 8 X7 Bl 15 18 25 /el 2 Fa ik il o, Blan A B2 S5k 5
JR 25 AR R 7 B 5 AN R (1) 35 N D e (B 40 5 F e 52 A4AH B AR FH) 1 3 A0/l 25 B 1) R 2k
Ui #1830 A AR T A i F AT B S B BRER 3 AT AR G5 M 30 B OR S IR U R R A ) S e 3R e
I T HIER

[1012]  ASCHT H “RAL” 2 L T IRTE , R AR HUR AT 5 2 5 1 45 G B BT R 16 J) 30 X 48 o)
FAL = A 52 () X 3B 2 kAT DL 2 2 IR E SR 2 L IR , 5 3R A0 v B 2 Ik A BE 24
JEHELE X A — .

[1013]  ASCHT FIARTE “HBE” 24 FH KRG S P AT /2 48 5 118 58 45 M3 i) = B 1R P 21 1A
A AN[F 22, fil fiflal pha (@) <delta (8) vepsilon (e) \gamma () Flmu (W) , 3 73 7 7 A= A4
IgA.TgD IgE.TgGANTgM3E 5, CLFE TG 2K, Bl TeG,  1G, 1gG, M 1gG, o £ — M B AR 5
Wi R, EEE R NE R

[1014]  ARSCAT RIS “Guife A &7 R R R | R etk Hh &5 67 F KR
SR A FEFUAR SO T 2RI AR, 2R 5 PR (FlinR A sz 8 59 461
I3 T UK R A A AN 53 BT 0o 5, 550 S5 e e R 45 6 1 43— T LG
SR 75 3B Ik 2 Ik 4h A 5 S5 A 045 4 G B M AE i Biacore ™ KinExA 30001 2%
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(Sapidyne Instruments,Boise,ID) BASGIE C A1) & I E 12500 7€ o 7E — A BAA I 5L it
TEY, SPURRER RGN TS T 5 RS K K2 D2log.
2. 51og\31og\410g3‘ZEj§E‘JKa5ﬁ)ﬁ%€oEj':j'—/I\/E\%El(]géﬁ@jj—?ﬁqj » 5P S R
MEE R TAEHEEE R XM AE T — AN BAR R St 7 S, SR e b i
a7 T A S EAKITER A AL M.

[1015] AR F “43 B B “ARA0 7 PuAd FE AR AN 5 HiAd S s T 3 v (4 4 i 5 40 24 R s
() 2 A ) o B e e Y5 G B 1, BCS A S RR JE AR B AN A AR B e A 2R

[1016]  Rif “Kabatf 5" SF AR & A 2 NI, A2 T80T HUAAR I 21 HE A2 B 0] A8 [X 1) 2=
B iR BB R 4 & 0 3T 95 1 R4 (Kabat% (1971) Ann.NY Acad.Sci.190:382-
391 flKabatZs (1991) Sequences of Proteins of Immunological Interest, :f5/i,
U.S.Department of Health and Human Services,NIH Publication No.91-3242) . %] H
Kabat4w's 540, PLAAE 5+ N Y CDRIE A7 7E T R FE MR AL B 31-35 (“CDR1”) R AR B
50-65 (“CDR2”) FIEH R AL E 95-102 (“CDR3”) o F| FHKaba t 4 ‘5 24t , B4 245 43 7 (11 CDRE
WARAE T 2 AR 7 B 24-34 (CDR1) \E FEFR A7 B 50-56 (CDR2) MIZ KL 7 B 89-97 (CDR3) .
(10171 ARSCHT FIARTE “BBE” 2442 Aepi Al AT /2 48 5 118 € 45 M3 i) = B 1R e 21 1) A
AR ZE A, 5l inkappa (k) B lambda () o 425 2 5L 1R 7 51 72 AR U AR P J& N ) o 7E BAR )
ST = R R N R

[1018] AL FIARAE “B e FEPUIAR” 483K B — B2 BUslEE A B BTk i bk, B4 5
o PR IE AT PR B — R AT R “ER e B ANPR T T S SR AR AT BAR T
e MM S, B v B PUAARHT AT d ik 40 P L 40 B A et i 28 7 A o A8 BRI S it 7 22, AR5
JIT B B A A2 B R 8 e el OHL A i (5 an 7 A B A BRI e 4R AR R Bt
A, Hodr BTk ik SKITRAL (180 AKITHIDAR RAL) oy e 5 v M 5 A, 42490 43 i A 451
5 L R0 AR SCHR AL 1 S it 9] () EL T SA B H: B B JiR 45 5 B 38 4 45 5 D 8 V2 I E o AN STk B2
e HUR AT 8 i 1 fiKohlers% sNature , 256 : 495 (1975) H ik (1) 2438 78 7 vk il 4%, B AT 3K
RGN G0 A SC il B 5 MG T A SC 2 o 43 B9 o FH T 1) 5 o B 2 . 22 A E G 3R TA 1) B v [ T
A ) 8 TV A A A BT R AN (S WA an 28118, T : Short Protocols in

Molecular Biology, (2002) 55k% , Ausubel1Z54%%5 , John Wiley and Sons,New York) .7E
BRI ST 9, B e B i 2 e e e uAd, RO Pt SR 45 6 XS [A] — R A e e 1
TE X — AN BARP) SETt 77 ZHh , B b B Re et okl DL iy (B — MR A X) 8l
Wy (B —DUL ERURGEX) Bl — A (BR2M PSS X) .

[1019]  ASTH FIRTE “BRPUIA” 2 He A5 o — FifE ARIE 1 (B andsid sl 24 ke 2
IRIEE Rl & LS A P AR HAR I ST 220, B FLBh W 1E 5 40 08 ) BR B4R AT 4
T 3 20 M () B AR LA (5] b AL ) B Ak o 7R RSt 7 R, M AN B A H | S b
FEALHLES (B WibE AL ) 1078 F- MR IR, BRPTAR AP AL o 72 S LSt 7 R, #ibt
i SE YUK, AR Bt T B, BRPUE & e B HUR K PR 455 7 By, Bl inFabdfk .
[1020]  ASCRT HARIE “Z sl PR B 8 B FEE X — PP e 2 P I A 1 #8 R 8 A R R 47
(1) 25 FAS R BRI BB BE o BT 7728 2 s BE SR B 7 2 AU O A (el 511 &,
# T :Short Protocols in Molecular Biology, (2002) 5£5/% , Ausube %8 4w%5 , John
Wiley and Sons,New York) .
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[1021]  ASCAT FHARE “BEH AN PR S FE @ EAH 150 3 il & RE 8= A NPk,
51 an s F 2 G 28 1 32 40 B ) B 2H Rk sk SRk M Ak B AL B 20 A AR SO o & 1 bt
A KT N B T2 BR A [ R AT 2 8 DR R/ Bl e AR K 3 (e /N B A s Ll 2 B504) o4y
BRPE (B WG nTaylor,L.D. 4 (1992) Nucl.Acids Res.20:6287-6295) Bl T L4 4=
7= (i an e ik g b N G B Bk B T S DNAFT F ) 6 B 184 TR O40E , 30K dm s N S 2K
HEB A W50 N G Bk E B P A1) BT s BOX SRR A1) AR B T i A 3R
5P B PUE X R E A PUA T B SR T AR &R B3R E E 7 81 ) AT AR XA
EE [X o AR FE L STt 7 Serb , X R H A N PUR I R IR 7 & A8 , 615 55 4H PR VHA/ 5L
VLIX R IR 7 41 48 B ARSI T AR RVHAIVLF F A1 5 2 A1 HAE R IRAAAE TR AT
PRFh ZR R F A AF N AERR Fi 1 S5, s N 75 B C s E A AN BRI 26 N7
5, A5 HEH NP,

[1022] AT R TE “AI AR X B “PI AR 25 M3 /e SR PUAA M) — 50, — A R sl = FE )
— 4y, 3 AE RGN BB 2V i 110- 120N 2 LR , 78 B K 52 4% 2790 - 100N
B2 X AEHUAR AN P B R RN, 5 B T BB H B ARGUR 0 456 A e kb
A0 R AR Ak A B2 H AR RO RN 5E X (CDR) [ 5 [X 38 o, 17 1) A 435 ) 3 B 7 B AR 5
() DX IR PR A ZEIX (FR) o BRAN 7 B B2 AT ART AR5 58 AL B30 1) SR, (HU2 A o B AN B A 1Y)
CDRF Z A Tr ik S PRI A BAE H o 7£— DN EAR S2 77 2 b, AR SOk Bk i 2 LR Ar
B 95 BEUZE 5], WKabatZF (1991) Sequences of Proteins of Immunological

Interest, 555h%,U.S.Department of Health and Human Services,NIH Publication
No.91-3242 (“KabatZ§”) o fEHLLT7 0], PUARMICORAT W1 R A2 : (1) Chothiafw 5 77 &, HAE
ACA[FRN “Chothia CDR” (Z W 5ltnChothiaflLesk,1987,J . Mol .Biol.,196:901-917;
Al-LazikaniZ§,1997,].Mol.Biol.,273:927-948; fl1ZEH % F|57,709,226) ;5% (ii) IMGT
g KRG, BlidiR TLefranc M. -P.,1999, The Immunologist,7:132-136F1Lefranc,M. -
P.% 1999 ,Nucleic Acids Res.,27:209-212/1  fEFERB S 77 R, Al AR [X & N AJ AR [X o
T R St g 2, A AR XA B A U5 sh ) Bl BR CORAT A MY ZE X (FR) o 7E BAR I s it 77 =
AR X 2 R K (Bl andk N RKEBh1)) AR X o 78 FEEe St )7 S rh , m) 4% XA 15 Wi 14
B E R CORAN R KW (1 andE N R ESH) F924E1X (FR) o /EAARRR 6l 14 S48, J8 ik
NIFFFIEAEE Z A4 BUER RO R & NP1, SRSRIG A S HTIR AT AR [X

[1023] iR T 5KITS2 4k (fFl 08 tnSEQ ID NO: 1B 1 Ff s AKITSZ44) 4 S ik 45 & 1 4t
P& (FIHAnTKITHUAR) BUH PR S5 & B B T3 A S Frids de 5 T A SCHR AL 77 VA I & 1)
FIKITHiAE .

[1024]  fE—ANBEARTTIH, T TP 167 B0CE 35 W8 TR PR 248 g B A DA 20 4 5 95 35 451 4
FHES Z G051 40 AR A 48 28 48 1A A O 4 L R D93 i 48] LTNMO A NMOSD W MSEXNF (f51] 41INF 1 BENF2)
7R BRI THUE (B N giiE) syt R 46 R Be BB & K 1Pr7xVL CDR 1-3
(SEQ ID NO:2-4) 3 EErT A8 [X (“VL”) AL &K 1AT7~VH CDR 1-3 (SEQ ID NO:5-7) F) HE %
AR X (“VH) o 75— AR I S it 7 b, IR PIK T T B PR o 78— A EARIP) SE it 5
FP X RPIKITHUMA R A B e BRI — St 7 b, X RPTK T THU AR A & KUK 57
PR

[1025]  1:CDRZEEMRIT S
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[1026] FILRR 5 SEQ 1D NO:
VL. CDR1 KASQNVRTNVA 2
VL. CDR2 SASYRYS 3
VL. CDR3 QQYNSYPRT 4
VH CDR1 DYYIN 5
VH CDR2 RIYPGSGNTYYNEKFKG §)
VH CDR3 GVYYFDY 7

(10271 £ —ANRpsE T3 1T, T TR i 77 B B I A 20 A B A A 4 P A 5G9 A 4]
Mg RGBT A2 R G AL K AT AR AH 5T E 71 4INMO A NMOSD \MS BRNF ({51 4INF 1 5RNF2)
R PIKT TR (B0 N DT BT S 5 P B B

[1028] (i) BBERTARIX (VL) , HAL & & LR ¥ 71 : DIVMTQSPSX, LSASVGDRVTITCKASQNVR
TNVAWYQQKPGKAPKX, ,LTYSASYRYSGVPDRFX, ,GSGSGTDFTLTISSLQX, ,EDFAX, . YX, CQQYNSYPRTFG
GGTKVEIK (SEQ ID NO:17) , HHiX, X, AT 2 0 s Al

[10291  (ii) VH, HAL & % B8R /7 51 : QVQLVQSGAEX, KKPGASVKX,,, SCKASGYTFTDYYINWVX, ,QA
PGKGLEWIARTYPGSGNTYYNEKFKGRX,,, TX, TAX, KSTSTAYMX,  LSSLRSEDX, AVYFCARGVYYFDYWGQG
TTVIVSS (SEQ ID NO:18) , HeHh X, -X JEAT R FE L o

[1030] £ —MRFRE M SEHE T S A X B 5 IR BSURR I P 2 DM B 1 B G, X, B 5
JREUIR IR AR I MIBE A SRR L X, N B IR0 JE M B 1 B R 1R X, A LA IR T I B
TSR BUNP » Xyo 9 FA 7 HL A ) B P (B ) S RS IR 5 X 9 EL A 5 I M B 1 28 R X
ELA IR B ) S 3R I 5 X 0 F A IR R A B ) S TR X 0 A 0 1 ot 0 Y 2
1R > Xy MR TR B ) P, X O LA T R B ) S B 5 X O A M D 1 2
MR » X,y 9 FA PR M P MET A M B P B I T X LA TR IR R DM 1Y B R

[1031]  FE— AN EARM LT S, X, NRIEIRTES , X, N2 HEBRABLS » X, WAL TELS
X NRAFEBLSBP , X A ZIEERDILT , Xy N A SR ERY , X, N IR IRLELY, X WA S RL BV,
Xy NRASEBRKER , X, NI VLA, X N A RLELT, X N Z IR IRESID, X N A S BRQERE
11 Xy 9 R FE IR S BLT -

[1032] £ AN EART5 T, P T 6T S 2 R 1 240 I DK 4 A 5 T i 451
Mg RGBT R 2R R G AL K AT AR AH 5T E 471 4INMO A NMOSD \MS BRNF ({51 4INF 1 5RNF2)
FITIRHIRI TR (BT ARSI B HURSS & R B & A B &k B K2 AR 75
(B Al A2 X (“VH?) (SEQ 1D NO:8-12) /Bl A & ik 5 R 3H G IR /7 41 i) 4 i ) 42 [X
(“VL”) (SEQ TD NO:13-16) o fE—MNFRE B SE 7 e, IXRPIKTTHUAR S RTUE  AE— D F
PRI ST 58 A X RBUKTTHUASE A BAE R MU o R — ST v, IXRFIKTTHLAR
AREXE T

[1033] 2. VHE LML TS
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R3] SEQ
ID
NO:
VHI | QVQLVQSGAELKKPGASVKLSCKASGYTFTDYYI|8
NWVKQAPGKGLEWIARIYPGSGNTYYNEKFKGRA
TLTAEKSTSTAYMQLSSLRSEDSAVYFCARGVYY
FDYWGQGTTVTVSS

VH2 [ QVQLVQSGAEVKKPGASVKLSCKASGYTFTDYYI|9
NWVKQAPGKGLEWIARIYPGSGNTYYNEKFKGRA
TLTAEKSTSTAYMQLSSLRSEDTAVYFCARGVYY
FDYWGQGTTVTVSS

[1034] VH3 |[QVQLVQSGAEVKKPGASVKLSCKASGYTFTDYYIN |10
WVRQAPGKGLEWIARIYPGSGNTYYNEKFKGRAT
LTADKSTSTAYMQLSSLRSEDTAVYFCARGVYYF
DYWGQGTTVTVSS

VH4 [ QVQLVQSGAEVKKPGASVKVSCKASGYTFTDYYI 11
NWVRQAPGKGLEWIARIYPGSGNTYYNEKFKGRA
TITADKSTSTAYMELSSLRSEDTAVYFCARGVYYF
DYWGQGTTVTVSS

VHS | QVQLVQSGAEVKKPGASVKVSCKASGYTFTDYYI| 12
NWVRQAPGKGLEWIARIYPGSGNTYYNEKFKGRV
TITADKSTSTAYMELSSLRSEDTAVYFCARGVYYF
DYWGQGTTVTVSS

[1035]  R3:.VLE LB T

AT BEQ

NO:
VLI DIVMTQSPSFLSASVGDRVTITCKASQNVRTNVA 13
WYQQKPGKAPKALIYSASYRYSGVPDRFTGSGSG
TDFTLTISSLQSEDFADYFCQQYNSYPRTFGGGTK
VEIK

VL2 DIVMTQSPSSLSASVGDRVTITCKASQNVRTNVA 14
WYQQKPGKAPKALIYSASYRYSGVPDRFTGSGSG
[1036] TDFTLTISSLQPEDFADYFCQQYNSYPRTFGGGTK
VEIK

VL3 DIVMTQSPSSLSASVGDRVTITCKASQNVRTNVA |15
WYQQKPGKAPKALIYSASYRYSGVPDRFSGSGSG
TDFTLTISSLQPEDFADYFCQQYNSYPRTFGGGTK
VEIK

VL4 [ DIVMTQSPSSLSASVGDRVTITCKASQNVRTNVA |16
WYQQKPGKAPKSLIYSASYRYSGVPDRFSGSGSG
TDFTLTISSLQPEDFATYYCQQYNSYPRTFGGGTK
VEIK

(10371 fE—ANEARTG T, FH T 1B A 7 B30 2 T 1 Rar 24 it B3¢ AR DK 400 ot A D 9 i 491
FHZE Z G051 40 A X 48 22 48 1 A DK 4 B A 5 9 i 451 4rNMO \NMOSD W MS BNF (f51] 4rINF 1 5iNF2)
(7715 I BTKI THUAA (1 N4 HiA) BT RS & 7 B, A B A SEQ 1D NO: 812 £ R
FFHIIVHAL /8 5 SEQ ID NO: I3[ & IR 7 I VL o 7 — AN SE it 77 2P, HIKITHi A4 Bl H
PR A FBE A ESEQ 1D NO: 81 AL /7 51 VHAL /B AL 5 SEQ 1D NO: 1411 & R
FFHIIVL AE— A S0t 7 b, JIKITHiR B PR 456 v Be & A & SEQ 1D NO: 8f 2 ik
1% 7 5P VHAN/ BB SEQ 1D NO: 15[ &L IR 7 A VL o £ — AN SEit 7 R+, Pk I THU AR EL
HytRgi & B & A ESEQ 1D NO: S E IR T FII VHA/ B8 & SEQ 1D NO: 16/ 2 2
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B& 7 FIHI VL.

[1038]  FE—ANSLii s S, BKITHU R PL R 456 BE & A 5 SEQ 1D NO: 9 2 LR
JFHIIVHAL /B £ SEQ ID NO: I3[ & BEMR /7 I VL o 7E— AN S it 77 2+, K ITH iR Bl H
PRGBS A S SEQ 1D NO: 9B &UE R /7 #I A VHAN /B AL & SEQ 1D NO: 141 2 LR
JF BN BIVL o AE— At 7 i, KT TR B LR 45 & v BE & A& SEQ 1D NO: 9ff 2 &
2 7 H I VHAN/ 8L & SEQ 1D NO: 15 R EERR 7 HIMIVL 72— AN SL il 75 B rp , JLK I THU Ak
HyptRgsi & B & A/ ESEQ 1D NO: 9 & /R 7 4 VHAL /8B SEQ 1D NO: 16[1 &
FE 7 HIH VL.

[1039]  FE—ANsjiti )y B, BIKITHURE PR 2454 B & A 6 5 SEQ 1D NO: 10ff 2 &
W2 Fe SR VHAT/ 5060 5 SEQ 1D NO: 1311 Z FE 1R 7 S VL o £E — A S T7 =, HIKITHUR L
HpRgE & R B&HAESEQ 1D NO: 10 LR 75 VHA/ 8L 2 SEQ 1D NO: 141 &
B2 F A VL o £ — NS0t 7 7, PLKITHUAR B H I E 456 BL S A A& SEQ 1D NO: 10/ &
SR P A VAL /8B 5 SEQ D NO: 15[ & LR 7 FI VL  7E— A3 ft 77 =, BT THL i
HPUR S B S A M ESEQ ID NO: 10 & BT FI Y VHAL /B % SEQ ID NO: 16/
FLBR T HIIVL .

[1040]  FE—ANsjiti ) E, BIKITHUR B PR 456 B A 65 SEQ 1D NO: 112
W2 Fe SR VHAL/ 50605 SEQ 1D NO: 131 & FE PR 7 S VL o £ — AN SK 7 =, HIKITHU R L
HptRg & R BSHAESEQ 1D NO: LR ZERR T A VHAL/ 806 2 SEQ 1D NO: 141 &
B2 F A IVL o £ — NS0t 7 E 7, PIK I TR B IS 456 B S A A& SEQ 1D NO: 11 &
BB 7 A FIVHAN /B AL B SEQ 1D NO: 151 &R 7 5 VL o 78— /N SE it 7 B, FTK T TP
PR A B A ASEQ 1D NO: 11 &R 7 FI I VHA /B0 6L 5 SEQ 1D NO: 16/
FLBR T HIIVL

[1041]  FE—ANShiti ) E, BIKITHUR B PR 245 A B S A 65 SEQ 1D NO: 12/ 2 &
W2 Fe SR VHAT/ 8060 5 SEQ ID NO: 131 2 FE 1R 7 S VL o £E — AN SK 7 =, HIKITHU R L
HpRg & R BSHAESEQ 1D NO: 121 &L MR 7 A VHA/ 806 2 SEQ 1D NO: 141 &
B2 F A VL o AE— NS0t 7 E 7, PIK I TR B IS 456 B S A A& SEQ 1D NO: 12/ %
SR P A VAL /8B 5 SEQ D NO: 15[ &L TR 7 FI VL  7E— A3 ft 77 b, BT THL i
PR A B A ASEQ 1D NO: 1209 & 241 /7 F1I I VHA /B0 6L 5 SEQ 1D NO: 16/
FLBR T HIIVL

[1042]  FERELETS I, fIR T H T FlR 67 B B IR PR 41 A 33 A8 K 41 B AH 5% 5 i 161
W2 2 G045 Gn A X A 28 22 4 110 B K 241 e A 5 93 i 491 INMO \NMOSD \MSENF (451 INF 1 5§
NF2) B 7732 I BTK I THUAR B IR 25 6 v B, B n] SR P AR A O N 5 V25 2 3R A5, 491 dn
Z L FT5.2.1,

[1043]  7E—ANKRE 5T, T A SCRAAE T 7 1R PRI THUR Bl 5T IR 45 & v BES5 AKITHY
DAZE R AIKIT (40 AKIT) BID4/D5 X 4 S M 25 A o 7F 53— N BAR I S it &7k, Bl A
FEHEM IR PIKT TR S PR 45 A B BELALEKTT (B a0 AKTT) fIDASE MR IR S A 1 5
KIT (1 4 NKTT) (15 4E R4 57 1 &5 B o 78— AR 8 I S it 77 v, T A SO Ak 1 7 vk
FIPTKITHU AR B BT JR 45 & B BCCALEKTT (5 a0 AKTT) BID54E #3553 1) 55 A1 71 SKIT (5l A
KIT) (DAGE F3RE 5 6 s 9, B s SR A D o 2 A0 LR, 248 34 A% 5% . 1045 . 20
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% 5015 1001 . 50045 5100045 , 3% A4 2 4017 7: B UIELTSAEEBiacore il & 1L M 5E -
[1044]  FE—AMFRE RS R, T A SR AL 7 E R BTK I THu AR B BT 5 45 6 7 B
SKIT (1 AKIT) [IDAEED4 /D5 IX 5P 4 A, HLX S A B AN DAZE #3841 s I K T T 17 57
F 752 5 AR H AN D5 2 A3 2H R T K T THL R AR B 1 22 A 1A% L 24 3 A% (445 5 AEE 1045
[1045]  7E—AMFRE RS R, T A SR LM 7 E R BT I THu AR B BT 5 45 & 7 B
LA £350nM- 10nM-500pM. 300pM- 200pM. 100pMak 50pME B /INFIEC, ) (I d5 K AT 30k FE) 48 S KIT
Z K (B A NKITHIDALX) R S 45 &, 4 A S ik I 2 (B InELTSA) M 5E

[1046]  FE—AMFRE RS R, T A SCRBEM 7 E R BTK I THu AR B BT 5 45 & 7 B
LL£5200pMEk 150pMER B /INIEC {6 S KTT 2 ik (B Un AKTTRIDAIX) 557 P 45 6, AU BT
Ik (FIAAELTSA) B HCHO-WT-KI TN Y (4 1A% ot DA 85 240 3204 B A= 78 ANKT T CHOZH
) FIFACTIZE

[1047]  FE—AMFRE RS R, T A SCRBEM 7 E R BTK I THu AR B BT 5 45 6 7 B
LLZJ600pMak B /INHITC, , (50 % Hi 3 JB) (B S KITZ Bk (Bl 40 AKITHIDAIX) e P4 &, REW
RE BT T TR B AL -

[1048]  FEEARM ST RH, T A SCHAE R B K I THU R B b i 45 & oA 4
AKITH BB AMEC R LS A 5B AL (1 WK T T SCREE &30 h0) o 7E HARM S it 77 ek, A SCHe it
LI PIKITHUA B PR S5 & BoAN I A& SKITSE &, 6l an, AHdIKI TR A& ()40
SCF) 5RITZE &, #e AT fiT ik J5 4 (FI UnELTSA) 5 o 78 F b s i 7 b, T A SCH ki
THERPIKITHUR B IR S5 6 Fr BOAS 58 A #0620 J I e iR SKITZS &, il an A se 4l
il B 3 P RIK T TRCAAR (1 nSCF) SKITZS & , = A S ik 77 7% (1 WnELTSA) B{FACS (3856
WOE A 53 3E) ME

(10491 7E AR J5TH » F A SCIRALM AL BT THU AR (1 an A s N I8 AL AA) A2 #0 i
PEBUAR , RIFIH] (5403582 300 KITE 1, B — el 2 FRK T TVE M B Peak o 76— A B AR 1) 5L it
77 e KT 1 A 30 20 400 1) S 0451 an 2025 % - 2965 % 55,75 %6 1] o 26— A A ) S it 7 &=
Hh, KTV ) 3505 43 4100 i) S5 B4 T 240 35 %6 - 24985 % 195 %6 #1thl o KT TV 12 1) B i) 2k S 497 6, 3%
KIT AL KITHERR 1k (Bl s B ik R 1k) KIT 015 5165 (ltnStat JAKT \MAPK K,
Rasfg 5 F) HER 5k (5 Wic-Myc) 075 5 A 1=y - 240 ot 30 B B A4 R A7 0 26 11 5 S B
151 o FE—/NMRERE 1 SE it 5 B, AR ST BRI KT TRE BR L (51 an A4 75 5 R i R A
[1050]  7E—ANEARM S R, T A SCHRBE R BRI K I THUR s b i 45 6 v B
PRI TT A Joft 225 Fa 4 RO K T TS 28 R B R A -

[1051]  7E i — N BARRy sty £, T AR SCIR MR 7R Pk I TP A B PR 45 &
B0 1) 400 B 384, 51 Gt S K 290 P 6 5 g TR 1 s 4 PR B 7 N — AN AR S T =P, H
FARSCHRAE R T VL HIK T THU AR 8 4T R 45 A B Bl 40 A7 435 49 2 S O &40 A7 41 i v
R THE L A B AT 4% o 0 7 5 7 T 200 P B 5, 05 RS A 490 448 4 ol e T A 90 o 58 5 1) 0 1) Ay
£ /010%.20% .30% .40% .50% 60% .70% 80% 590 % «

[1052]  7E 5 — N BARRy Sty £, T AR SCRME R 7R Pk I TR B PR 45 &
BB 510 IS A &4 3 e 3 TR A 20 L 9 £ o 7 7 T, OES RC 00 L 1 36 A B v 1 P R 1
s 240 B 3 A B T A A Y 2010 % . 20% .30% 1 40% .50 % 60% .70 % 80 % 590 % .
[1053]  FE—ANEARM S R, T A SCHRBE M) BRI K I THUAR s b S 45 6 v B
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O 1) 8 T A S 0T e B AEE R AT B s (2 L S taats4%, 2012, Med . Chem. Commun. , 2013, 4:
88-94; L K Ochkur?$, 2012, J. Immunol .Methods, 384 :10-20) . £ 554677 T , W R 4 R 41 i
I A e R AT AT R ZE 210 % .20 %6 03096 .40 % .50 % 60 % . 70% .80 % 590 % .
[1054]  7£ 55— BEARR LT &, AT AR 7 E Rk I TR bR 45 &
B0 1) AU A 200 A o R o E R S 7 T, B R M P A R TR 227010 %6 .20 % 230 % <40 % -
50%60% 70% +80% 5K90 % - T HiR 1 I 5 AR 20 PR v A 1) U 58 ¥ » P 3R 35 12k 481 A T A
RE K &1 o 5% 77 W (491 G ik 345 0 420 F0 N RE K 41 jg 55 7= 90) A R T (S L i Kuehn %5,
“Measuring Mast Cell Mediator Release (JUl&AERAHM A iR ,” # T Current
Protocols in Immunology,Unite 7.38.1-7.38.9,2010%9 H (John Wiley&Sons, Inc.) »
5 R85 T, CD34” 4 & 1 AH 40 B B AR K 4T i &R , 1 4nHMC - 18 A LAD2 JE K 4H i & AT i 31X
S 0] 5 2 DA B K T T A4 e U A 200 L g 46 o

[1055]  fE—ANEARM ST 9, T A SRR A PTKI TR sl Ly i 4 & 7 B
75 S IR T, 450 4 A K T 1 I T A U 1 AR S — N PR S =, R
AR T E R PIKITHU R B KR 456 BOS A 4k, 5 W AE K 40 P 4k

[1056]  fE—AMRrE St 77 2, T A SCIRBE R 7 VA M BTKITHi R s L H 5 &5 & B
AT SIS AT — T« Jak 2D I 1 s 241 A 1T 2 E RN/ B 1 5 B R R K 44 A B4 5, ik 2D BB
21 M H B, 00 A AR A R 4 B v 1 5 2D B K 200 P 55 5 1 908 1P DR -1 7 2 BORE TR, UK
b 98 P DRI (PR T, P SR RE K 40 R Ak P AR S Dk 20 RS K AT M A% 5 B AR AL K &4 B ki B, 4400
B AR LI TR A 29 o ) IS DK 248 o 5 5 AR 40 o B IS R A= ) MR 4 e

[1057]  fE—AMReE St 7 2, - T A SRR 7 VA BTKITHUR s L H 5 &5 6 B
FIRIKITIE A ANPHRIKIT 3R A 78 o — DN BARB SL it 77 b, AT AU J7 VR 1 L
KITHUAAR BRI P 5 &5 & Fr B A K T TVE P B A EC AR SKITSS &, B an A # i K TTHC A4 (41
WISCF) S5KITZ: A, HIF I HIKIT 21k

[1058]  fE— AN St 7 2, T A SCIRBE R 7 VA BTKITHUR s L B 5 456 B
PR T T A7) QoK TT B Joi &5 A4 330 ) AR 75 - 110 16 2 IR il IR A ik 24125 %6 - 2465 %6 B 75 % , Lnl
TR 3 A BB A% P ] R ) 5 T 200 PR Tl PR A N R 9, 48] A ST i S 118 8 T 4 ) Bl I A U
EIE AR — St 7 B, T A SCIREE R 7 B BRI TR = P R 45 A v Be i iIK T T
TRV 9 QKT T B Joia &5 A4 3 P T AR 175 -5 1) T S R Bl PR AL T8 235 96 - 2985 %6 195 % , i ik A%
TTIBAR PIT JE R0 P 32 T 24 B 1 B8 TR e 0 5 V2%, 497 G A S i 3R 1) 2 T 4 L ) 9l TR A N 92 )
5E o

[1059]  fE—AMRrE St 7 2, T A SRR 7 VA STKITHUiR s L H 5 45 6 7 B
LA/ T 29600pM, BG /N T 23500pM , 27T £1250pMHE) 50 %6 # B (TC, ) » FHIKTTiF % , 44
KT Jo3 225 Ry 338 1) TC A7 175 5 1) 1% 2 R o IR A » a3 A A3k Ak T o 26 40 256 1 4 L 1) 1l 1R AL
I 58 V5 A5 0 A ST 1) 2 T 4 L Tl R A ) 5 V2 DM 5 o AE — AN BRI St D7 2R e, TC 7
T-#9550pMEk200pM. 7£ — A BAK Sl 77 22+, 10, FE£950pM- 29225 pMIF i [l , 5 7E100pM -
2)600pMH G il o £ — N BARKI SE i 77 Z2 1, IC,  FEZ)50pM-£1550pM, BL£150pM-£]600pM , 2L
Z1150pM-£1550pMFF) JE. 1

[1060]  #E—AN BRI St 77 Zrh, T A SR 7 & I BT THu iR sl P 5 45 & 7 B,
(i) 56 & NKITHIDAX FIKIT 2 Bk 8 ds e &, (1) KT TRERR b (151 T % 2 IR 1o 1R

57



CN 113975386 A ﬁﬁ HH :I:; 56/77 1L

1) 5 F1 (11) AN TE A4 B A KT THC A4 (1 anSCF) SKITZ & o £ X — AN BAR K St 77
FH X BHARAIHIKIT =5 A X — AN AR SETt 77 S+, X A n] @ 1 CHO 2 ffa LA
/0. 5ug/mL, % /01 . Ong/mLI 3R BAH Rk A 73— A BARI) SLiiti 7 S, X 2R
PR AL B AR G s R B VHES M 3B ANVL 25 R 380, 151 AnVHEZES F SBOAVL G5 W 38 AN &5 TR R A7
[1061]  FEH B HARSL T b, T A SRR TSR PIKI TR B L R 456 Bl
KTT (1 an NKTT) B 54T XA e 5 5 M 45 6 o 78 BAR I S 7 R 9, T A SOt 1 vk
PHKTTHUAR BT R 25 & BESKTT (1 an NKTT) 1S4 T e e P 45 A o 72 L AR IR S it
T, T A SGREE ) TR PRI THUR B P R 455 B SKIT (B4 AKIT) i — 584k
AR RIS .

[1062]  fE B ARR) ST b, AT AR T E R PRI Thi A s PR 45 & F BA Y
KITH) sARTE A A, T SKITH — RARTE KT T 2 BARTE R et 45 & o 78 SR e S it
ZE L PURXTKITHAR B FUKIT — SR AK & (1) S5 0 g o A FE e STt 7 S8, UK I T4 A
ALEKITZ RARRRIZE A TT o

[1063]  #E BARI ST S, T A SCHRAE I J7 ik I BTk T THUAR s L PR 456 B SKIT
(1) R AR R Foh Y B R AR AR AR (BRI BT AN B (B Qe < /DN B Ll = 0P ) R S e 0 S R N R
B PLik N R 2 3 B ShAIK T TR R SRAFAE 1 [R) b 2 Bl AR ) 45 Fe 1t 45 6 o 78 BRI St 7
FE HT AR TS I HIKITH R B PR 45 & 7 Be 5 AKITEUH 7 Bk 46
ERARR ST e, AT AR SCIR AL T A TR T THUR B L iR 456 7 Be 5 AKTTEH: v
B RS, HAAEIEAKTT (e /NS =5 0P ) 8 S S 0 S R BR B ) B H: B
RS & A BARI Lt 7 b, T A SR A ik ITH R s Bt R 456 B S
ANKITECH fr Bofs et 45 & BA S RKITHR: e 4 & o R R Le STt 7 2, T AR ST R
JTERPIKI TR B I BT R 25 A B 5 AKTTE: B BE (1 AKTTIIDAIX) F1REF5h4) ()
FAEN R KRB (B afe) KITHR: itk 25 & o A8 Fede sty Rrb , AR SCR AL 7Pt
KITHUAR B H T R 456 Fr BeS ANKTTEE: B (1 W AKITRIDAX) AR B S sh4 () A
e N RKFEENY (B W) KITR: R 45 & (HA S R B ok RKTTE 7 Bt (B KT T
[FID4IX) Fe FELE G

[1064]  fERELLSI T R, AT A SR AL T VA BKI THUR B PR 45 & B S5 AKTT
sH B (B AKITHIDAX) AR B S0 ) R S0 ) A& B (cynomologous) KIT
K4 G (B S RSO BRKTTEH: Fr B (B 4n 5 RS IK I TRIDAX) e 45 6
[1065]  7E BEAKRR) S 7 2, T A ST AL 7 VR I K T TR B = P R 45 & v B DAL
BB KT TE I A B (B 0 SRR SIAK T TIIDA LX) & B2 A g (Bl an &2 /00 565 L 165
205 3 A% B ELL0ME) , 5 AKTTEH:  Br (40 AKITRIDALX) FRALsh4 O AE} sl
Yy Off) B BERKITRE ks & o

[1066]  fERELES T S, T AR T ERPKI TR R4 & B S E
RAE (15140 A 4 g R AZ 5] 4n He v 502 F503 47 I A La AN Ty r B H N () AKTTAh 55 59 R 22)
[ NKIT B Ah 46 M 3r S 1 45 6 (3 LBl iMarcia®é (2000) Am. J . Pathol.156 (3) :791-
795; Lk K& Debiec-RychterZs (2004) European Journal of Cancer.40:689-695, ik pi{y
SCHERHIER TRITRAS il 5] FLL H B AR S5 & 2 AT ) .

[1067]  fERELESE T b, T AR T E R PRI THi AR B SR 45 & Br 5 b
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FEAHI NKTTH M A h 25 A 8 S 1 5 6 o 70 RSl st 7 R Hp , AN ST ik s o p Ji 45 &
B 5 NKIT i A48 #3800 W9 A [B] iR AL T X s o il J 0 2 B 2Ry 42 31 L
PR 2> T E R AKITRI 2R 20, R B 7 AN R A T 2 78 S st 7y R vh AR SC R
RPUA T 5 EBAG A RESRAL I 20 AKT TR X 2R A et 5 A (Bl — R X b 55 —Fh
TE AT 2 Ml B Ab) o AR FELE St 7 B, A SO R PR B H LR 45 6 Be S AR bl Ak
(1 NKI T J o285 M s 4 6 o

[1068] £ —ANEARRY ST R, FT AR SCIRBE R 7 BT THU R B L ST R 45 & B
& R U, RO E B AN BUR S A X (2 AN AR PR 45 A X)), H2 MR
SEA X LSS A BUREKIT (I AKIT) o 7E R sy b, LRSS & XA S R LT HI
VHANVL CDR. 7EBARRISLt 7 H, PUR S5 & X A S SEQ 1D NO: 8- 120/ — /M &
% 7 I VHAN /B AL SEQ 1D NO: 13- 16 AT — /M Z BB 7 I VL 7E R L8 5 i, T A
SCHEBE TR BUK I THUR BRI 45 A BeAS e WURE S e b A

[1069]  FE—AMFRE RSt 7 2, T A SCHR AL 5 i I BtK T THU R /2 SKITZ ik (i 4n
KITIIDAIX) Gy i 57 M 45 & [ Fab b BE 78— AN BRI SE i 77 =, AR SCRTIA Tk it
A B T PR B 2 B () B SR PR  7E  — N BRI St 5 B, T AR ST IR 1
U R NIRAL B TERE AR o 7E — AR e 1 St 7 2, T AR SO 7 vk g2 A0 T
N IR NG T NN A N8 B 1 N AR =N 7 N e Ty S S o2 e R NS
RVERPUA S A NG LR 5, B andE ACDREAE N (Bl 4ndk N REKZR5h4) MZE5k3E .
[1070]  7E A SCHE ALY B St 77 b, S AL P AR ml 3@ i 2 40 5 v 00 B L 4 Rk i
A A5 DA FH A G 28 1 32 40 B 2 SRR B R OA Pk s B A A A BUR SO B )
UK ;s BRI AT AT H & A%V RIE L PR AE BT B I B, BT IR L e 5 A i st i gt
& TR S8 G ig N G 2 B3R ER 15 1 IR DNAFP 51 8ok gty N\ e 9% BR AR 1 119 7 41 (9 2 N\ 97 9%
BRER A 2L R 2) B4 22 e X SRR A o E R st 7y b, IX R E A PR I 2 R P 5 4
EIRAEAS BT iR Pk (B anVHIX A/ BRVLIX) B SRR T 512 AE R ARAFEAE TR N A= i pi s i
FIE (AN BT R ) T 51 o 7 —ANRRE I S8t 7 R, A puidk ml ik # R AR A7 A
TFLEY) (1 RKE, Bl N) B LA T BEE R & A PUARI E 67 53k, H
H R A P AEHERRAIET A9 Bl RK eI N) + .

(10711 AT A SCHRAL R 7V R DR 46 S e B3k 8 1 4 T AT T 2R 8L (Bl T gG L TgE IgM.
IgD IgAFITgY) <25 (1t TgGl1gG2. 1gG3 IgG4 . IgAl FITgA2) Bk A BRE 4> T 2K
18— EARM S 7 Z b, BT A SR AL 7R PR 2 TeGhuik (1 N TgGhufk) a2k
A (B N TgG1EK 1gG4) B2 o 78 53— AN BARBY Lt 7 e+, T A SCETiR i duik 2
IgGl (BN N1gGl (A Fh a2z 85 f) ) B I gGABUMR o 7E R L S i 75 2, T A SCRTId 77 V1
ORI BN B BRI B, B an B AN B 5 B NG N B A AN B

[1072]  ASCIRMERI BT AT A (R 8 S PR G KT TR AL (WA AKITHIDAIX A FIKIT
FAr) R eSS G BIRE TP B AR — A BRI St 7 B, Fr B dEFab B (A L
JER 45 B 5 M S BT R O R AT B B A — 840 (R EE BE A VIRICH L 25 M4 380) 1
LR B sFab’ (5 8 & Fab A i 5 B X 1 258 (1 HL &3040 10 5 — PR 25 A 45 M 3
PUi B sF (ab”) , Gl 55 B0RE X I B IF] B SE i #2111 241 Fab” 43 s Fab’ 43 F AT 415t
FHIF BEAN[F B R AL) s XURE P Fab (B 2N LR 456 g5 8 Fab 73 1, HoAg:— AN AN [F]

59



CN 113975386 A ﬁﬁ HH :I:; 58/77 L

HIRA) B8 AR X B B BEFabss , TRFR N sFy G 10- 252 38 18 1) B F A — i Ak
BB MBI PR & E X (binding determinative region)) ; “ARE#IERE
[EvERdsFv (it i IE A — i M PUR R B — R B A E B () Al U R 45 6 g X)) 5 9%
TR VR VH (Budd s — R () AT AR P R 456 g X, Forp VSR AR ) — S8 S L R 2 A7 A TR
INATAEM IR DE PR B FE I &I TR) s XURE St sFv (A 24N IR 45 & 45 M3 1 sEvE d sFv 47
¥, A — A0l X AN E R AL s UK (diabody) (3458 —sFv VHEE #4555 — sFvif VL
ShR — iR 2R HL 28 — sFv VL A5 M3 15 28 — sFv I VHEE M 38— S 6 PO s T2 s i) — R 4k
sFv s PRI 2P SR 45 A X A £ AH R BRAN R 19 3R 67) 5 A =Fudk (LA T ZHuik i 77
I AR 3N PR 455 S AR 5 — E AW 72 A = B sFv s 3P SR 45 & &5 1
AR A A BUAS R R AL o AR SCHRAE R BT AAIE v B G LR — AN B Z ANCDRF 41« J A7 AE
P BYCEE Z ANCDRJFFIIN , CORJF FIAE SCHE FIEAE — i AR RSt 7 B, B o 5 st
Fv (“scFv”) o scFvi2 & Huis i VHAIVL 45 M3 o dds v B, Hop i se g5 My A7 72 T A 2
JREE R . —RET 5 scFv 2 K 558 & VHAIVL 45 #a38a] 1) 22 IR 423k , HoAdi 15 scPvRE B TE R F T
MRS AR T 4M . A RscFvZEiR , 2 W Pluckthun#{ T The Pharmacology of

Monoclonal Antibodies,#113%:,RosenburgfiMooreZi%, Springer-Verlag,New York,
5%5269-315171 (1994) o« BA AL BAR PR A2, EFv 7 i T H/ A RS g is A4
2 e BEYIAR AT 1 E B E B 2 VI RILL 7 AEF (ab”) 1 B, BRAT R JINER 5 B (2 1) 1 LA
"E24 Fab A B

[1073]  FERELLsjE 7 Zrh , T A ST 5 iE MK I THUA & NPk R & AR A
TR ST PR A — AR E ) SE T R, T ARSI R T ik P s TR SuE Pk, 41
T8k B A 7V AR B PR AR — AN BRI SE T B, AR iR R A S — AN AR
N (4w 145 24 8 B CORFH— A8k 2 AN AR 4R IX (FR) ATk A HE A5 1 5@ X A/ s B e
JE X B NIRRT o 7 — A BAR B Lt 77 b, A SOk e & — e 2 A~ R KK
(AR N RS M ZRIX AR — A AR SERt 7 R, A b fuia A & e N R K2R 3)
VIR BRIX o

[1074] T A SCHEAL R 7 VA M BUAR o] 36 00 5 A S AB IR I Bk , 1 an g 4k 2 e A i i
A, 5 anad I AR AT R AL 2y S PR S i B A B AR N RR 1], BUKT THU A4 ] 38 B AL
LR R & AL R IR AL B Ak, T e CRAP It A/ e B A AT AR AR BT i — P
R TC A4 RN/ B B R 1 BT BRI S o 51 G, AR SCHR AR R A v e e g b R A L LB R 4
TEEAL BERR AL IR R A AT A AR, 3 I O AR P 3R B/ B i AT AR AL KD
E 5 g e AR B B B PUEERSE A, A ST IR BRI THUAR A & — e 2 AR A
BER -

[1075]  fE BEARK)T7 10, T A TR AL 7 A BRI TP 2 Rk, KA 7 —4r 7 Ik
B2 IR (a0 305 22 KD 14 Bl G B A (a0 N TOEEE b & UG o 78— IR 8 1 STt
&Y, AT AR SRR 7 A BIK I THUR A 2 Bk - 29 AW o 7 — e 8 B St 77 8
W, T AR SRR AL 7 VA BIK T THUR A il & B o E BAR B S 77 B, A SCHTIRPTKIT
PURA S AT E IR S TR

[1076] 5.2 1Hiikr=4

[1077]  5KITHUR Sy w456 M A SOk bids (1 Auis s N4 Hiik) (Bt
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JREE G B P I AR 45U L ) T BT AR B AT AR 5 927 A A9 i Ak 2 i
o B FRA AR BRAR S A U 15 WA BT IR J7 VR 3 1 AR A B A )
Fr ELZHDNA H WAL 2 AEIAL 7 (PCR BEAZ TR & BRI M L A% IR 2 58 AN AR HH 5% S 43 1)
RO IR LR R T A 5| I 225 S0k HAE Gk vh 7870 R . 2 Wl iiManiatis
22 (1982)Molecular Cloning:A Laboratory Manual,Cold Spring Harbor Laboratory
Press;SambrookZs (1989) ,Molecular Cloning:A Laboratory Manual, # 2}k ,Cold
Spring Harbor Laboratory Press;SambrookZs (2001)Molecular Cloning:A Laboratory

Manual,Cold Spring Harbor Laboratory Press,Cold Spring Harbor,NY;AusubelZ,
Current Protocols in Molecular Biology,John Wiley&Sons (1987 fIAE%4h 785 KL 5
Current Protocols in Immunology,John Wiley&Sons (1987 FIAE S 4h 72 %L Gait (4nka)
(1984) 0ligonucleotide Synthesis:A Practical Approach,IRL Press;Eckstein (Zw%H)
(1991) 0ligonucleotides and Analogues:A Practical Approach,IRL Press;Birren#
(%)) (1999) Genome Analysis:A Laboratory Manual,Cold Spring Harbor
Laboratory Press.

(10781 54, W] >R FH AR 45 O A0 ) & FhEOR , R FE(H AR T-COREAE (BK M % FIEP 239,
400; EBrH1E5W0 91/09967 M1 [F % F]55,225,539.5,530,101415,585,089) ; #Ef
(veneering) B M H & (resurfacing) (BKPH%LH|'5EP 592,106 MEP 519,596;Padlan,
1991 ,Molecular Immunology 28 (4/5) :489-498;Studnicka%%,1994,Protein
Engineering 7 (6) :805-814; flRoguska%s, 1994 ,PNAS 91:969-973) ; FEck 4l (G2 L F| 5
5,565,332) ; KL R A TF Tl an 35 [ 4 F15-6, 407,213 5 E 4 F55, 766,886 W0 9317105
Tan%%,J. Immunol.169:1119 25(2002) ;CaldasZs,Protein Eng.13(5) :353-60 (2000) ;
Moreas Methods 20 (3) :267 79 (2000) ;Baca®s,].Biol.Chem.272 (16) :10678-84 (1997) ;
RoguskaZs ,Protein Eng.9(10) :895 904 (1996) ;CoutoZ¥,Cancer Res.55(23Supp) :
5973s-5977s (1995) ;CoutoZs,Cancer Res.55(8) :1717-22(1995) ;Sandhu JS,Gene 150
(2) :409-10 (1994) L fzPedersen%s, J. Mol .Biol.235 (3) :959-73 (1994) HIH A , 7= NI
WHiE. B2 WEELFIAASUS 2005/0042664 Al (20054E2 H24H) , Hadit 51 45 & £
A3,

[1079] W] R FHAS S0 L 0 ) % PR , A0 36 % FH 22 58 98 - 5 41 AW o A e s B R B 4]
G, il & B om BE AR 0, TR RS HOR B RE AU O A A dnHar Low s
Antibodies:A Laboratory Manual, (Cold Spring Harbor Laboratory Press, 52/,
1988) ;HammerlingZ5#L T :Monoclonal Antibodies and T-Cell Hybridomas 563 681
(Elsevier,N.Y.,1981) L 3 () B LL , ;= A B v B 044 o A ST FHOR T “HR S BE BuAR” ANBR T
BB NIP/SS b 1K -0 N SN T 71 2 N 71 I SN 71 N B B W = A5 5 Nl W 1B S S g s ok 1
Wit L BN 1 32 40 B Rk ) ELAH B v P LA

(10801 7| FH 2 58 J8 0 A 77 A ARG 128 B AR BT A4 1 77 v A AR A H o (49 100 R0 AR B ) ) 451
u, FE A TV /N R B B S IE R 1E 30 (B a4 =5 L 1L = L R KRB 6 SRR
) e LA 5 = A B R % r= AR T S E A i (B A0 NKT T e 4046 #4380 e etk 45 & T
P25 (R P AAR () 76K 2 4 o B, VR EE 4R B R AR o B 2 o SR 5 i B 3 1) k5 77 (B an 2R < — 1)
A5 9K B2 41 B 5 1 B8 R 4 B R A DA TR R 2 A2 TR 4 Y (God ing ,Monoclonal Antibodies:
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Principles and Practice, 2559-10371 (Academic Press,1986)) .55 , A] % FHRIMMS (%
P EE P (repetitive immunization multiple sites)) £ AR HaY) %
(Kilptrack,1997Hybridoma 16:381-9, @it 5] L & BIATH)

(10811 - fifi I8 4 A & 19 A PR 1) 12 S ) B0 46 R B BB &, 9 40 R I T AT 3K H Salk
Institute Cell Distribution Center,San Diego,CA,USAHIMOPC-21FIMPC-11/)> s fFyed
B BB HEIE R M AT 3R H American Type Culture Collection,Rockville,MD,USAHISP-25k
X63-Ag8. 65340l AL AR 1 FH T 77 A N B v B B AR B N i iR R /0N B - N S U B S 9 2
% (Kozbor, J.Immunol ., 133:3001 (1984) ;BrodeurZ% ,Monoclonal Antibody Production
Techniques and Applications, #51-6371 (Marcel Dekker,Inc.,New York,1987)) .
[1082] AR P HE R A RE = YEKTTH R 0 HiaR B, FF Hoal A8 H R N i A
FAEART AR ™ AR o 5 dn , W] AstE A5 Gn R TV E B8 (7 AEFab Jr BR) 5 E BE B P 4EF (ab’ ) ,
FBO I HKAEVE D) F S 3R 8 B 4 T AE AR SO R I Fab MIF (ab’ ), ;v BE . Fab B
AT PR T2 AHR RS 2 —, 38 & A 5 EEEVHACHL &5 f 8iC X (1) 58 B 42 5 . F
(ab’)  Jr B & A il A RE X ) A B Pk o T2 PR G &

[1083]  —J71H, A 1 AL se B hiaR , nI A8 AL HEVHERVLAZ B R 7 41 PR i Az s R0 OR 47 PR 1
Az s 37 FU B PCR 51 47 L AR 3 3G VHE VL 7 41, 51 4l s cFv S [ o i) R AR S E AR N
TLEL I e BE RO K PCRY 1Y (1 VHEZE #4388 v P 22 SRR VHIE € X 1) #44 H , FF44 PCRY 4 1
VL& F 3k v B 22 SRR VLAE & X [ & b, 1 i A e BB RE [X o 3 w4 VHANVL 25 4 35 v e 22
FiB LT EE X BB ARG R FARGUIRE AR N T O R, 4 515 A iR A B
AR AR IR L B A g R A DL AR R I KBTI (1 anTgG) IAS 8 BBt 40 3R

[1084] PR —ZE RSB, (9] Gk = B2 BE I PR , W IE Ik ARSI A B A R ) 7 v R AR . 2
Riechmann,1999,J. Immunol.231:25-38;Nuttall1£%,2000,Curr.Pharm.Biotechnol.1
(3) :253-263;Muylderman, 2001, J.Biotechnol.74 (4) :277302; % FE & F]56,005,079; LA
JEBR 2y FH5W0 94/04678.W0 94/25591F1W0 01/44301.

[1085] 5.341&W

[1086] A SCHEHLAL & T A SCHrd 758 — Ml 2 K I THUiA (a0 N4 Hik) a3t
PR G B A4, W 254 &4 - 245 € J7 T, AR SRR 4l &) AT AR Ak Ak
BB A N o AE BRI S2 0t 7 B, A SCIR A S T A ST IR D VAR LK I T A (il an A
TEALPUER) EREPTRESE G B FZy 2 bl 52 ik s I 25 464

[1087]  ASTH FIRTE “45% BT H32 17 e da o RS sl M WU & BEAT LA AL , 5041 538
] 245 e L D 24 M Bl HG e ke N 245 8 T30, B B AR R TN

[1088] W]k i BA B 75 4l FE ) Bk S5 AR e iy A= B 2 b mT 43252 B B0 R 771 Biks e 71
(Remington’ s Pharmaceutical Sciences (1990)Mack Publishing Co.,Easton,PA;
Remington:The Science and Practice of Pharmacy, 221k (2006) Lippincott
Williams&Wilkins,Baltimore ,MD) V&G 2 % T il B K BB E SR il & &8 A3
FRAL) —Fh a2 FhpiaR (1 NI HTAER) BTG IT il 57 CLORAE o v 42252 1) #0447 Bl A2
SE FFILE BT F 772 AR B T i 2 52 3 o B HE AL HE 2 iR ] i i IR £ A7 A TR R AN B L
2 5 1/ B8 5 7 TR 2 T 3 1 709 S TWEEN™ . PLURONTCS ™53 2, — 8% (PEG)

(10891 I3 , 45 4 A SC Rk il 1), 38 T & A R V697 B9 FLAA & BRE Fir 06 75 1 — MDA IR
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PEAG G (a0 35 A9 I A ST iR — Pl 22 FhiiA) o 78 FEEe st g S v, 5506 B AR S0 a
PERI PTG A 215 BEAS TR 52 M0 [ % 70 355 1 () — Al 2 A Mk & - X 843 i B DA
XTI B 1 2B R B H A7

[1090]  FH-T- 1A P 45 25 1A ikl 30 mT DA 2 TG 1R 1T o X 25 5 308 3 481 0 1 1 90 3 90 S e o

[1091] 7 EAR 5T, A SCEAL I 29 A0 & B 1697 A SR AR SCHR AL — Fhal £
PUKITHUAR (1 N IEALPUAAR) FIATE 24 2% b mT 8252 (3 p v 1) — ol 2 A e T 771 ek v
777 IX G WL AT BT TR VAT R T o I TR s 4 R IS A 20 o A 6 i 451
LIINMO \NMOSD \MS \NF ({51 LrINF 1 BENF2) B H— AN Z AN EIR

[1092]  3&F45F A SCHAE I Bk 25 F B L 38 AR U8 2 R0 103&E T Bk s 25 75 X AT
A IR A

[1093]  S4b, ARSCHTIRGUIR ATV 2 A Wb () W — 24 RIS 1 ol 23 e 1) T 5 L e vl M
43 (Bl an—Fpal 2 FhL e ws Rl sia 7 ) B .

[1094]  ZHEWn] & F AR TP — FhELZ FIPTKI THUAR  fE— NSt 5 B B B e e
BT PRV VR B TR B R, 1) S5 3 ) 2 2 b ) 461 s ) VR AR R G BB 7R FE T 18 B b
YR AR AN T S UL A 38 ) 25 0 5 5 9 I R ) S YRR A R R A B
J - FUFR) TR ) S BIGR  G 51 m t 71) FH T 10 R 245, DA RO e U 70 R - TR N7

[1095]  FEIXFBHAEYIHF KA ST —Fh sl 2 Mhpiik G A ) 56 18R 25 K
TRA A, AW — el 2 TR )3 B T DL 7R 45 249 I A R086 VR T U7 B 1k
BRIV T P 20 L S A 4 e R S 95 i 451 rINMO W NMOSD W MS WNF ({51 fINF 1 BENF2) B H— AN
ZAMERI = .

[1096]  fE—ANSLiitir Z 9, BLhlH &Y H T HR—RIES 258 TECHIE A, B &)
S BCL A BOR BEV R B BE L B 07 SR & T B B Stk b, 45 ek L Tl
813 BT Y6 97 () o L B e 3 — AN AN IR

[1097]  FERELCTTTH, A SCIR AL PR () NJEAbHiik) (kPR - 2998 &) L2
PATEST 296097 I B I8 B B/ B AT 208 TR AN 75 B0 I F IS R 367 A 3 R B 3
AR LB AT BT A SR n Il I RSN RIR N R G0 H R FH R
DR A AP LL SE I AR HURf 5, SR I A HR HESE N &

[1098]  Z542H & W HUAAR 3 B mT Gk T an AR (1) ) BR AL 22 R AIE TR 7 AL T 11
DL S ARG AR S E I B R R AL T T, 9 S PR - S IR
F&E ] B T an i A A/ B2 P D B AL S REAE TR T SR ANZE T 2 DA R ARSI AR N
REHELERER.

[1099]  fE—/NSEhti /7 R 16T B RGHE 7 A 290. Ing/ml - 2950~ 100wg/m1 A F A MLiE K
B AE S — ALt R, 29 SR L2490 00 1mg - £12000mg P44/ T 5o 44 = [ 75 & F T
7 — B 1] P9 o K A 2 R B S R 45 24 o ] ) 4% 25 7 e s T A DL SRR )
B TERZ10. 01mg - £12000mg FITE— AN S i /7 58 H £ 10mg - £1500mg (1 H 44 Fl / 5l e T 3%
[ 7T A

[1100]  7E—ANREE B SEHt 7 S, DA 76— B 8] 9 ) an i K% 43 A L 2 JR Bl A 3 i) 4
FHIZ91-100mgi i - 24 E W/ T s R E 1A BGRB8 T A TR Uik - A9 -
[1101]  ARSCHTIRHIKITHUMAR ] — IR MRS T BT 23 BCA S [8] [RIBR 25 T 19 22 AN e /N7l i o
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T R B R B RVE T 4R IS TR B ASr v T I e T AR Ak, I BLRT SR A L i 7 28 DA Sk
A B R e AR A B A B0 B HE R A i o Y, AR R RN R B A T T AR
SR s LR ™ B BE O3 o it — 20 TR 0 TARATRE @ X R, o] 4 AN 7 B RNZE T
BB 4 T AL A W NI B b )T i e ) HE A% 8 R BAR B 57 B0 58, HOAR ST Ak FEVE
R 7B, TG i PR i i SR DR 3 1) 4 6 P ) 3 ] Bl s Bk

[1102]  7EIRA BN INPTARIS , Fr iSRG 40T LI T TR 25 7L 7 55  Fr /5 1R & 01
T BT 2 AR 3R, ALFE BE 5 11 25 24 77 XA it 128 28 Ak B0 0 v A 5 P ) V3 0 P2 o A 200
J55 R CA G ARAS VT W00 o3 i B L FRPREIR  HL AT DA SEES AR P 1 o -

[1103]  $EME A G EW 2% T2 AT AW A SR 25 4H &9 T LA
s A E T G AN TC B B i dh (B bk ) 855 BOR = RI25 T N RIS, 1] dni .30
Yy (B alf) PR S A T B S B 245 T AT AR 25 A & AT DA
B 7R B TR A5 G v 77 TR SRR AL R IR SRR 7R AR 1 e R B TR e ) A - K AL A 4
T NS, 5] anveg AL sh 4 (B an A s o 78— AN St 7 2, BriR & il i), - LA 55 &=
WA Z A &G T A AL E IR R TR & T AN S G )38 g B,
FE 2 L T T DAL SRE & B T B A 2 DL AR BT TR VR T AR I TUE B I Pk IE
[F) Fr 75 245 FH A v 40 B e 7)o SR 7] 8 T X ) S 497 00 95 <2 3 R S 8 A& AN B 3 1
7B e B AL R R AT BLNER A B 2 IR 4 T - 2 502 TR 202 2 AN A ] 1 B 70 2 TR
AR RS, o R BRALREE G T 2780 0 Se i aFE /N 777 sk
ST B B BN . PR L, 2558 g AR R T A B 2 AN AL

[1104]  FERELCSL it 77 S, AR ORI — Fh el 2 Mk T THi A4 233044 245 4 il 51 o 451, =]
T 2% AT 25 25 TR A S ) -l K b SCE SRS VAL S 0 R 1) 24 P B 750 3 A
gy e LI e 7 OB A T K 3K AT KV IR H I T SRR R, TR
SV VR BTR B T o U0E 75 22, o 4h T I 29 A G Wk vT 5 /D & TG B A B R, 91 D
T 7] LA TR HG 55 MTpHZE i 77155

[1105]  #fil £ X 85 B A 07 V2 O RN, 3O AR SR R N BRI & A& Y2 11 20 LIS 5 467
1,2 W iRemington’ s Pharmaceutical Sciences (1990)Mack Publishing Co.,
Easton,PA;Remington:The Science and Practice of Pharmacy, 521k (2006)
Lippincott Williams&Wilkins,Baltimore,MD,

[1106] W] £& 544 0.005% -100% i [ I PTiA  4% B HH S 58 AR A4 e 71 B sl 2 54
Tl £ A e 2H A W) T VAR A AR AN R RN .

[1107]  FE— A7 ZHb, B WA s 25 B RFAEAE T A S0 2% FE I B2 LN Bl ik N v
S6F o TSR TR RT DA MR it 8, A D9 VAR VA V771 I T A 01 3 T R S T AE VAR Hh R VAT
BRI B4R T X, BRAE 9 2L 7)o VRS 750 I VR AN LRI & A — Ml 2 PR 751 &
(PR T 70 B K S 3hK VR AT H VBB OB . 40, WA 75 2, e 4h T I 254 & ik v
A DR O EE R B 5T, 451 an I I 1) Bl P A R pHEE PR R e S L R B g R R B X
FAE AR e B A BRI N 25 s 25 KI5 265 S N 4R 25 Bk N 45 2
OIENZE 25 B NEIE N S RN 4525

[1108]  HIT-E W dh 2 24 0 i) 0 A 453 S50 FH O B8 VA i R 2 59 700 & 1) TG 18 AT
fif il (B AR T, BLFE B N VEST ) SRS FCEIR BTG R 2 SIE R A TG
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BRI ANV 1A T 1) R0 TG A L 7R o YRR P DL 7K PR R B AR K PR 1 o

11091 G S5 ik P 45 24, DU) 4 305 1 A R B i A B 8 /K Bl il R 3k 2% b £ 7K (PBS) A1 &5 14
TR RR S5 701) (491 G 4 267 00 56 0 R ANER T ) 2 HLIR A DI Vs

(11101 FHT B 4RI 255 b T 852 0 SR AR K PRI 8 JE 7K R B B e A7)
SEB TG T PUE AT R BRI 1) L B 2 BOT S FLAG T 2 0 B S R B A R A e
25 E a2 M .

[111] 245 SRR 48 F T K VR S 1 1) 20 58 0 — B AP — B A0 FH T pHIA 15 I &
AALEN . ERIR T IE RRELALIR -

D121 PR UL HA M, 5 75 T AL A 0 00 T B8 7K T R T e ik P 0 ik P e 2 8 R
YT AN T R A T B K M B VA G B R B, A T SRR DL A
Jr 75 245 B AR )35 1A 52

[113] AR ARSI R HIKITHUA R T o A8 el e & e Ut . Ir 5 IR &4 1)
TR T 2 AR 2, B 3G TS 24 77 20R0 BT 2 280 1 sl v 1 R Ak &5 W0 A Vs e P2 o 7 R
JE DA 5 0L AR REIR , R DL SIZIG A R 7

[1114]  FEIL STty =9, 259550 9 R T8 » o mT 550 DLAE R v R s FLAR AL B A
WIh T o E AT T AE A ] 4 7] Bt 5 71) 2 T AN i

[1115] SRRy a8 I oK A SCHR Bt B B AR il T 6 (1) 3 55 o ) 6 o /2 — e Sl 7 R, O
T4 72 TC TR I o Y 75 AT B A R 7], 3 S0t P R 49 B8 P 2R -7 o 1 L T T
e R R e PR o mT A FH G 75 0 5 RS PR T80 A0 L BRI L SR L RORRE Y
AR Ve 8 T R R B T A IS B R Y R T SR e A 49 AT A B B
T 1M Tl TR B g AR AT 4 AR N R L ) B IR SRR R, 7 — AN S R, REC M
pH .o ¥ Y B J5 0 o TR Tt 9, 42 45 AE AR I B2 RN D 2 0 B AR E 2% A R 1R T, 19 21 B 75 il 550
(E—/N STt 7 S H W BT AV T o B B /N FH TR o 25 /NI AT 38 B 7 R B 2 7 =1
WA AT E T R A E AT, BIInfEL4°C-FH] T

[1116] KRR Tk V3 /K B BCAS 2 H T 158 W 25 245 0 1l 550 o 6 T BT, K2 80 i
N TG R 7K B & A 3 B R A o R i ) B B T BT IR B A &40« BTk & ] DA SIZ 6 9 A 918 7
5E o

D1117] A PiC 1) A% SC R oAk DA R 458 791 L8 750 RR G5 700 000 T 2XF T SR i 2 497 2 =3 358 2
FH 152 J5 R 451 G IR o F o B, A R o7 - FIR 35 P o i P sl A o o2 S » 5 R e 2 245
T& B8, H W T4 TR IR, 80 TR NIT % A] 45 T sohey 5 0 e 24 2% bl 42
52 IR T SR A (9 PR AL B ) B 9 7 o

(11181 3 m] e ] AR SCHR AL P AR AL & 4 A W0 DA B ) 5 96 97 6 WL I o e 2H 4 e 2
HAT B AT o VT 21X S W) 5 VE N ARSI AR 3BT BT AR SC BT BT X R )
T3 TR R B A b T 58 1w 77 R B BR 1 S2 51, 2 0040 i 92 [ & R 56, 316,
652.6,274,552.6,271,359.6,253,872.6,139,865.6,131,570.6,120,751.6,071,495.6,
060,082.6,048,736.6,039,975.6,004,534.5,985,307.5,972,366.5,900,252.5, 840,
674.5,759,542F15,709, 874 7£— L5t J7 S, A A STk HIK I THUARRE ) (B 7345 T) &
B8 o 75— e St 7 R, A ST IR K I THU AR RE ) (B 745 T7) B Wil o 76— Se st 7 R,
FEAR AT IR PRI TP R ] (B 45 F) Mo o 78 BAR B S it 77 S b, AR SCRT IR BTK I THU A R 5
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375 3o 11 - i 3R

(11191 7EHARIG ST b, A SCATR BTKI THUARSE ) (8 7545 F) AR ZH ek 28 1 - 7E4F
SE 77 THT » AT AL 5 AR SRR HUK T THUAAR 1 2H A 4 AE Do i HR 77 B3¢ e % 711 0L 1) HIR 2 2R B #8 B - 78
R T, AT S AR ST BUK T THU AR 1) 41 P ) B

[1120] AT ez, A &R ANA SR 43 &V — Ml 2 Mo 7 (B0
AP —Fh ol 2 MR HUE) 1 — DN B AT SIX BRI R LS B E 2
VB AR A A S S I EUR AT LAGRE s T = 0 B 1, BT I 0 B 15 S e 1 3R A2 7=
s a8 B AL L AE T N 2R45 24 .

[1121] 5 455 E ML

[1122] o BRASSCHEAE A F T 36 77 08 1R 1 s 200 L IS K 400 L #9491 4INMO L NMOS D\ MS
BENF (i JINF 1 BENF2) [ 7735 , 34 A SR FUK T T4 L 265 W4 & W i 45 25 1 750 B R R
BT AT BN B Fshdn, B an N s A K R R AR B A TT
MR 5 T ZRIT BRI A KM 2 158 FR 48 T4 2 X G A ST IR K T TH Rk 5 259
HEVM BRI . n] 25 FE ) R 25 B IR A (1) 7™ SR B 0 G — M i BRI X G i
SRS FIAR EE VIR 2R 25 B I TR FNAT R L 5 B iR T sk 2 W R 2 A s 8 R AT
(RIS 52 / [ 87 o T i T (1] 3 4 25 SC BT iR B T THi A4 B 25 W 4H & W0 25 24 1) ) A 2, DA
PR R 05 K I UK T THUR B AR 3 BT 75 4R FH

(11231 5 FH T il 351 H (100 A 71 B o e T 4 245 34 42 RTK T TR Do i B0 8 (A ar i
RSO AT AEASE) 17, I SR MO N 537 0 A R B AR L UE

[1124]  FEFELCTTTH 6 T A SR FIKITHUAR , 25 7 835 LA By 1k VB P ea 7 g R i
7 4 i B A K 4 L K 9% 9 5 451 ZINMO W NMOSD W MSEENE (451 aINF 1 BENE2) 11 71 &3 5 40 . 1mg/
kg-100mg/kg BH R EH . — M1 5 » BH T XAk 2 K S e R BT 8, S5k | H e R it
AR, NBUARTE N AR N B B 121 75 3 IR 0L, BRI 2 1 A ST R D R (1) 45 245
W R AT BRI . BRAL, LIS AE T (a0 i i) 3BTRS RN 2B 08 SRR RS T A
SCHTIR PR ) 71 A

[1125]  #E—ANSEhti )7 &, 45 7 290.001mg/ kg (mgPifd/kg bt RAKE) - £500mg/ kg A S
RBTKTTHAAR LA TR B 1k 5 2 B 36 7 W8 R 1 ar 40 B B3 A A 400 R S 993 92 £ 4rINMO \NMOSD
MSEENF (51| LINF1EENF2)

[1126] £ —Lsjifi /7 R, A SCERAE TR I A 2= N 210, 01mg - 291, 000mg » 7 FLAK 1)
St 7 S AR SCHTIR BTK T THUAR ) “F 208 8L Va7 A 3R & H8 2 LLSEEL UL FERI &
1,23 ATER BE 22 T (1) A SCAT IR HUK T THUAAR I B - 84 B3 e 25 g 1 A 201 L 5 A K 41 e A
S IPRAE 5] LrINMO L NMOSD W MSERNF (51| 4rINF 1 BENF2) [ 7™ 5 F5 i A1/ 5% 5 2 A5 S ) — AN Bl 2 AN
R 5 4 5 W TR 1 s 24 i S AEE DK 200 L R D i 451 4INMO - NMOSD W MS BRNF (51| 4INF 1 5iNF2) A ¢
() — A~ B 22 AN IR ) o 52 A 1] 5 (57 1 T o 200 e i S K 400 L F S 9 R 497 4INMO A NMOSD W MS
BUNF (9] 4INF1ERNF2) 1) — AN ASRE IR I 5 5 Jokdi 8 TR A s 20 A 3 B DA 24 oL A 5 i 491
YINMO \NMOSD MSEENF (1] AINF1BENF2) F1/ 8% 5 2 A R0 — A2 N EIR ;s 980 6 G 4B 5
ARAE AT T K T s 32 1 B W TR T R 4 Y I S A &4 S A 56 99 £57] ArINMO - NMOS D\ MS ENF (451 11
NF1BINF2) FRI0F G0 A= A7 26 5 H0 ] (9] s 2 0 i]) 1 g P A 4 52 IS A 4 i A D R 497
NMO\NMOSD\MSEENF (%1 WiINF 1ENF2) F1/ 8% 5 2 A i) — A8k 2 AR I a3t e s Tl 5 W R
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P T 248 i B AR K 4 A S 99 5 461 INMO A NMOSD W MSEENF (5] fINF 1 BRNF2) AH 56 ) — AN Bl 2 A
i DR ) i A BORATE 5 B A RB A W8 TR A s 241 A B3 M DK 44 A A O Jo i 451 NMO A NMOSD \ MS B NF
(I QrINF 1 ERNF2) R0 S 0 A e & (9 o i 2 I3 < o 8 VR PR BT A B 2B i)
) —Ffr ik 22 Fh 58 1 A o (8 an 4 B DR 7 550 2R IR B 5 DA B N0 AR o TR, G AR Ak
AT R RN 5 v (B an 1) 45) PR » 75— S8 St 7 S8R, AR SCHT F B R IR FE SE IR e 4
S (8 G 40 200 B Py — b B 22 FRK T TAE P03 1, 451 G 4000 1) 40 B 3R ) ) AR ST TR oA 1) 1
[1127] 5 —LesTiitiy &9, 34 7% 25, 9 — JA — kR B — Ik (R JE — ) B H—IR
P H— IR = H—IREE T AR TR PRI THLM

[1128] £ L8SLhti 7 =, — IR B JORK SR B I A ST R HIK I TR 45 T s DABH 1R
TR VAT A/ B S v TR AL 4T i B K 4 R 2 9 AE 51 rINMO W NMOSD \MS BRNF (451]
UINF18ENF2) .

(11291 #E ELARISLHtE 7 S b, 4 AR STHR AL V6 977 g TR M s 24 i S JEE K 4 A 50 i i 167
LIINMONMOSD MSEENF (51 4rINF 1 BENF2) 1 5 v2% o B P Ho s oK T THUAR B H 25 W) 4 & 25 T X6t
Z, HA G T HIKITHUABZ W A ) — BLi 8], 8o R 2 — B ) (B — BB AN 45 T 40
KITHUR L H EH)) -

[1130]  ASCHEMEN 5 5 B 48 AT & 0& 1 IR R4 T HKITHUR - 25 25 172 1 AR R il 14
S ELEE B A es 25 an B T LN SR K Y 25 24 BRI A28 24 I 28 24 KI5 24 B Y
SRV BNIKINZE 25 O IR N 25 24 B N S S B A 25 24 AR N 45 24 o ASCHR AR ) DT VA R HE B
) A0 PR 2 2 Bl 2% B A BE i E H el H AL 2 45 250845 70— AR 8 5 T A SCHR AL 7 vk
FLFERE A PP RGBT R X PP RS 45 2518 1% .

(11311 7R HARMISEHt 7 2 H , A SCHEAL [ 5 2 A0 36 18 sk 3 T 28 R of - i e B 1R i 2 45 7
UK I THA

6. EhE 5l

(11321 ja sk S 48] 1 IR i b A2 3 — 5 1) et 451 (RO 28 6719) o

[1133] 6. 15Ljtifs1 : NF R P2 A Y sh i Al

[1134] i AR B #RE2 R RS AR B AY , i s I8 HUK T THUAAR BRIt I 45 6 BT 1 IINF 1
JiE AR K B UE SR o 7E — AN BAR R ST R, JIKITHUA 2 A & R LA i VHAIVL. CDREI L
N

[1135] AR R R RS YA, LB R M X = (nerve compartment) N ANF LS
JE PR 2 B R (“MPNST”) 4R R AR AR Kol E8 N R B B K s & (K13, 2R H
PerrinZ%,Laboratory Investigation 87:1092-1102 (2007)) .iX#2At 7 2Rl TP 4K
IR PR 21 2 geg (R B A, B A BE AQMPNSTI) 2 24 %

[1136]  Scid (%32 45) MEME /N (8- 128 W8) HA F iR Ae 2 A4 1 F42 HY ANF 1 IR fiT A=
sNF96. 24111 . 7E JLJA (B2 ) 5 , /N FHPIKITHUARIE ST o 3845 1 X B/ R o Foh A%
T AN 32 YK THURIGIT o 76 T MRS A Jo — B 1) (5 an 12 &) , A T8 Hh S /N BR 22 5k
B, VVBS FARF 4 0 T A #iae Oof R MPERE HEA) L 296097 /N BRI IR PP AR L S2 I8 97 /N
I FEFFEAEDD) , X AR FE R AR 2 AT FR EE = AR IR . A0, B AR 22 [ 58 A m) B R
B SRS VI TRCK U o WK1 67 (HFE FEAR) 1 4 847 = A8 PR 5 (DA 43 7 1f 8 43 A B4
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(1) AT I 4 250 AT S A S Ub 2 et , 59697 5 ARIBYT MR R AT L B (9 n
W LRI T B e et 25 ) o« S ARIBITINARLE , 523697 /N AR I SRR RS AR R /N B
SYF N IETAFE AR AR AN/ B AE 43 A7 gD (R A H 2R B BIK T THUAA ) P e 24 e

(11371 AT 4% ASTIREL AR N 53 BT 00 3E 4 20 , 72 AL S PR A A2 /N BRURSE 2 Hh l l
[EINF 1 BNF24H i 5 o AT 42 A FURE AN 73BT 50 3E 24 20 » 75 5 P RS A A /0N SRS o 3k
PR BRI T 2R

[1138]  7EANM R BT IR K AE AL IR G HEL N /N BRI 4 48 21 24 980 it 77 2411 e mT i (AL ) S
FEAEL AR IR DI IE S 5 18 A K FNF LR 2 75 X HIK T THUAAR AL S B o B3, Tt 26 2 4983 1)
B[R TR/ (B 40Dhh-Cre NE1ERR/NR) o] FHBIKITHUAR TG ST LLPE ZE B 1 /N ER SR o
JIIRE T I B BRI THUAATT v 1 3R o ] 75 6 A 7] (1) 7 FP RS AR ) (151 G F sNF96 . 241 g
R /NG o, (B8 F BANFL 24 A 1 S W scid/NR , PPN /UE SR I THUAR IR TP NP B BE -
[1139] 6. 252t f52 « BE DR 20 A FHHTK T T4 4 A 33 00 o) RS K 4 M vt

[1140] 6.2.159]|7%

[1141] 32 St 451 2% B A K 200 P FH 0K T T 470 4 Ak 338 00 1 T A4 3555 RO KT T ) Bl B A ISt Rz R 4
i BT 7R T

[1142] 6.2 2880l 57k

[1143] 40 Fnym =R 4 AR

[1144] i FHLAD2ZH MY , — PP RIAKITHAIFceR1F MK HISCF I A RE R 4 % (B 2AF1E 2B 75
% M Kirshenbaum,2003, Leuk.Res.27:677-682) o K LAD2ZH S (100,000 LAD24H s/ #
i) B HTEE T 1OmL B R Eh 2% ph /K (“PBS”) 1, LA1200rpm 5003434, TEFACSZZ il (7%
1% Hr A a4 My F10. 01 % 2 EALEARIPBS) HH ¥k, 35 F R LA 1200 pm 2500 353 B o o 4R YT
UE EHT R T200ul. FACSZR MR A , 7E UK 101 & 17N o BASE 240 g Bt €21, 550 S PEHT A\ Fee 52
{A&1a-APC (eBioscience,17-5899) &1 ACD117-PE (H1KIT,BD Pharmingen,555714) B¥[q]Ff
R L /N TgG2b APC (eBioscience,8017-4732) F1/NfR 1gG1,&xPE (R&D Systems) FEH .
TEVK EWEE 1N G W A AE FIRFACSEZ MR ek 3UK , BT =% T-500ul. FACSZZ M o
X T PEAR T B b A8 FHFL238 T8 , X5 T APCHR 1L A & 48 FHFL4JE I8 , 7EAccuri COAXERH 4>
DIEEap

[1145]  HTKITHIBCAR S S BERR 10 20 BT I ELTSAI 2 v

[1146]  4LAD24HMf (500,000 MLAD24HL/ 2% 1) #ESCEAELERT £ & StemProis 74 7871
IXHEHE IXEEEMIX L- B W StemPro- 3470 MiE ¥ 72 3k h EEARME &4 37 C Y
5%C0,) T B IR . )y T HI#ELISAM , i 75 100ng/mLAIKI THi /& (Neomarkers , Img/mLEMS -
289-PABX) ft1100ul. PBS 5 FH tANUNC maxisorbiR &4 FLAEAC P& AL HIFE 5,
{5 20 M 7E A B L B R 1FTIRCDRIY R BB LgG LR (AR SCFR A “BIKIT-17) (Frid
PR 5 KRB s R S A KT T AR KT B o &5 Myl gt &) HhfERRUE S i A
AN S FEPUARGE & HAE] , B ELTSABR FH100nL 3t A1 28 R (B tweenf trisZE ik /K 3%
A= 1M3E H B “BSA”, “TBST”) /FLAE I T H 0 1N o 98 Ja Bk 25 35 P G, AR TBS T
Y R AEYEUR T, K SOuLFRE % M (F 1mM Navo,f¥11 % BSA/TBST) IIAS&FLH 8 F oK,
TEA B A 120l 50ug/mL SCRRMEAILAE3TC N IFE 107> 8 fEWF & J5 , UCEE 41 M A 13
W, AR YTVE , IR AE200uL 2 iR 2% v (25mM Tris pH 7.4.150mM NaCl.1%Triton X-

68



CN 113975386 A ﬁﬁ HH :I:; 67/77 1L

100 ImM EDTA. 1mM 582 5 A 2R 1 B ) 7)) w220 4 1+ (50) LR 45 4 2ELTSAR
f&E AL, E4°C I B L

[1147]  KELTSABR FITBSTHEH 3K, 8235 5 100uL/FL7E 1 % BSAFI ImM NaVo, [ TBSTHI1
L0007 B PR IR 1L - T E R BUAR — e /E =35 NI B 2/ o SR S5 K AR FH TBS TR 531K, 1 5
100uL/FL7E# 1 % BSAFI 1mM NaVo,ff) TBSTH 1 : 50005 B ¥ ImmunoPur e 55 55 12 - HRPHL ¢
(Thermo ScientificH '521126) & & 1/ R AR HTBSTHE B3I o e J5 , 44 100uL 1:
IWestern PicolkAMA&FLH , #EBioTek,Synergy HTEEARAY F FHLumi Glof& FFiA .
[1148]  FCAREE T 009 Bk 23 B

[1149]  fHLAD24H 1 5100ng/mL & 4 1 X5 55 2 5 55 2 FIL - A & BE I JCS temPro- 34 - SEM
YRR T35 952 (Gibco by Life Technologies) F A Z A N B BEIRE I gE—HS(E bRt 2%
R E T AR S K 4E i 37 CHEPESZE mik (pH 7.4) I3, 15, LLAEFL10, 00044
Jfl/70ul HEPESZZ MK (pH 7.4) BB, 75550 2296 LAk o A Bl J5 1 48 e iy 5 72
e Z COIS HEAT o 5 1 (20) _LAI1OUL HEPESZZ MW (pH 7.4) 23 NN ZE LRI2 5 1) LA
fEMRAESTC N IEE 1077 B B 5 4 5 R BERPIKIT- 19k —&A3TC T E 1/
i, 255 F10ng/mL SCFAE37C R 307> % 82 Nk AL AIM 5 KA R BRI R —
HCTE3TC NI E 300 8. bt f5 4R AEAC R LA450x g5 005481, LA 1k [ o 5 4H i It
VE B TR SR 22 i h () =8 T+ (350) wg el il 35 28 N - 2 Pk 5 - B- D - 2 6 7 7
(PNAG) LA100uL/FLEE 73 2 2496 FLARH K F1 1+ (50) uL I MY _E3E Wi N A 100uL (3501
) Vi T A7 5 R 5 22 b vb A o i 3 2R AN - 2 R - B-D- E AR A A HE I 96 LR R, EAESTC
FIEE 04

[1150] g 7 it 58-S 2 OB EFBEIE 1, 4 15000 0.1% Triton XVEVRIIASA Figmm
Y1 B VR A P 96 FLAR I 25 FL A, B B TF  FEIANPNAGH) R AR H . i 1500l 0.1%
Triton XIEWIINEH LiEWR/PNAGIE A YIHI96FLAR ) 2L KR 7E37°C R % & 904 8t
4500l 400mMH Z B I & FLH o 7E405nmAh 152 BUAR W 6 BE DA 1148 - 2 5 O B EF R (1)
e (At b RN AR SRR N R ) A AR B- I SR RS R & (i@t
TEWAR I E 1)) AFAET EIE W 0 B- 2 2 O RS YEM A 2 LT o 100x BB S =
UL BB Y & 2. R SRR R A HE g (BP TSPk, JESCF) o A 52 ) 4
Ff P B -2 i LB I 1 S 28 o TE DU AN A7 TR IR FH i 9 235 AR AISCRAR R ) 41 i 3R s R 52 T
P LK o

(11511 4l IR RE i

[1152] 2. 3x10°/NLAD2ZH M FHl & 100ng /mLAE W25 1B Jo SCF 4 35 R AR AR v 41 T i & 1ot
o 1 T gERSAL 5 » K 40 L 7E TG SCF % IR B Hh BRI 3K, FE HL BT 2% T 12mL I SCRRE 7R 3 .
H500uL 40 HT 25 73 22 24 F LMK 2% FL A o 2R S5 166 200 5 3R S KLHIR) BH 6 BR PR B 2R F1 R B 1)
PUKIT- 1HUARFERRAE S5 AF T B 4/ o 32 T K, 4R e 72 A 8% A 100ng/mL SCF (10uLA 44
FAHR) A/ B85 100ng /mLAE 25 56 12 I FERRAE 25 AF I & 16/ I B 5, B R £ = iR
TN EA1200rpm B 02553 B o SR 5 #5 HE AR 77 R U0HH 4, 8 EIEAEMSD V-PLEX TNA-aB{GM-CSF
R (MSD) s AT LA W e 4 i DR 1 B TR A FEE

[1153]  6.2.3%4%

(11541 AR A0 UK T T A A R A A4 55 5 K T THRERR 1L
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[1155] Oy [ W FEHIKI THUAAR T PR AL R 40 & PRI RE 7, 5 FEBTK T THUAR A7 £ AU A7 FE IS
LAD24H L A FCAR 75 S K T TRE BR A 20 AT 1 VAT o BRI , S LAD2 40 ff 75 5% F T-KITHC A4
SCFZ HI SHIKIT- LHifR— i & o BT 0 B R A0 I 208 A o S PE R ELTSAIN 8 2 , LI ZE 7
PUKIT- 1PUARAFEE RAAEAERS SCFS T B BE LK T THI 7K P o 5 HIKIT- 1PUA T & S EKIT
() ARSR TS AS 1 1 5 ke R A A7) B ARORS 1 777 PR AR (B 20) o X S8 i R BHHTK T THUAA b 3 ]
BELET AR 40 B bR IE KT TR FCAR S S 10 B SR AL, — MR KA MLE I KIT(E 5 % 301k
[R5 IR A

(11561 JJES K 248 bl FHATUK T T A Acd ZER 417 ) 068 P A 40 EE DA 4 P e A0 4 el D] A T

[1157]  BEK4NME A FIKITIS 5 S S EBUBRL AN 50E N 51 R 8 T A HIKT THA ST A
A5 S 0 R K 4 B i W 7T/ A LAD 2 440 i 7 e A 2 % HT S PKIT- 1Pk — i | - 5t
KIT- 15— 5§ 5 807 £ 52 T SCFJ5 B - he x B A 71) B A gt 1k B ARG , — B Ay s o (B
3A) o b Ak, 75 KT THECAAR RIS B a0 1) 20 Ffd [5] -F TNFa FGM - CSF ) B i (B 3B 3C) &
T S 4 2 B P UK T T A Ak F 4070 1] JES DF A4 A 1100 TC A 175 3 %) T A AR 4 i PR - R TR L6 4
X EH PR R B HIKIT- 1504, B 5 2R 1Bl CORAY Fu A4 {2 7 H 78 R K 448 i 4 0l A Rl
PN IR FECAR TS T T

[1158] 6. 3SZHf5]3 : FLK T THTLAAR Kb 35020 B K 4 i %

[1159]  6.3.15| &

[1160] 2S5 36 B 45 T 4a B A HTK I T - 140 4 I 225 ok NE R 4 i

[1161]  6.3. 28K 577k

[1162] ¥y

[1163] {4 X % F F N20-25kg i fd B 1 5 AR B A o FO VI8 N IR I2 J o g A 43
N 22H (LALMEME , 1ZHBENE) , 25 TARF)&E (10mg/ke ; J1A12) 8L & 75 & (30mg/ke s M3 H14) )i
KIT- 1¥if4k.

[1164]  HIKIT-1Hifk% 2

[1165]  fE&RZ AR FT 25 GHERZ (M 24) i), 80 205§ Ik N S B e kgl — kg
T 10mg/kg (Fy1F12) 530mg/kg (JI3F14) FIHIKIT- 1HuiA . Jrik s 25 H A FEOKR KGHIKIT- 1
PUARRIBE2200m] 0.9 % NaCl i) SRR  7EPUAASE I 6 /NS P LUK 22 18] B& e 403 | O
RN IR AR AR o 7 56 BT fa B E KN S48 o T S2 P2 PR R BA HTKIT- 1P = i 52
(), BA BRI R B

(11661 Fz JBk i P 2H 2R 2 AR K 2 i 2 v A

[1167] W IERE R EEE -7 -3 TH28 K AT JIEELE S FREE T, 89 F5cm x Scm[
FRIR) T 0 5 5K, DA B 7 SO T 2% o BT IS 1) T AR R 3R A4S 44 B IR B2 JER At 8mm 7% A
P, BT HRK AR, SR 5158 FH3 -0 e FH B4l 6] W 5% & 18 J JIR S5 6 1R B &8 TR] A 1) 4
AN IR AR B A8 R Rz SR A 2 2R 2 BT N Sk FE AR bR o AN TR
B, IR ARG AN 2L et B T bR i A S0 3 2 VR0, FF A AR R i e e DL R T 4 e AR
KA

[1168] 5o T4 R AAE & INF [A] R B i AL AR i (n=44/8) , A3 BEHLI 400x ML BP0 B
S G FRURL PR JE DA 0 AR 0, 047 % R R e 0 4% 0 B3 1 3R 52 B A e Rl AR 2 3 R [X 3k
SR JE A B RS B Jk s A 2 UK 8 2L 170 55 T s P AL O &4 B )~ 3508
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[1169] 6.3.34%

[1170] W b AT Bk T - 1HuiRgs T8 B R 40 120 VR 38 BA HUK T T - LHUARTE S H 1 i 52
PER i, ARG R B

(1711 R TR UK I THUAAR /N IR K A BB B RE 77, 72 RN A g AT 1 B R AR 2 21
2T o 57 AR AR A R AT Bt A R B AR A DA R K T TS 5% S R 77 2E AN R 4L 23 AR i 1
I A 2H SRS A AN S o AT AT B 1 2H SO 2 AR o 2 S SR R VP AR L B, IR 4 B £
TEEETRFNEE 28 K P K LA & A 1k o =X 2 /b (B14) R B H & IR BTKIT- 1R I Y
AP K 20 R PE B8 7R S s A M R T/ SRR RRAE o« PR B I LK I T - LV T #4027 31 58
28R AE B R AE it A BE K AT M 52 1 108 5%, SR RE K 20 B B0 bl A7 AE T 2 2R 11 (B 4) - B
J& s M 5 R LML I, AE K 20 B 2 7R 7E 25 28 K B A A 1 R A 98 D>

(11721 FERTE A, B R B BER 4R BB R 25 24 )5 TR B B /N D 164252 30mg / kg bt
KIT-19uiR B b, 78 58 28 R R JIRAE R 4B BT H 3805 7E S5 TR UL 21 (1) 28 48L, 1717 1 0mg / kg ZH HH )
THEUR R IR, R T RIS AHAE .

[1173]  JX ¥l 2 B I BTKIT- 1PUAR TG IT B 25 k2D 52 ok v ) BE R 4 B B, ELAE B2 kAR ik
BIHIHIKITIE 5 A% T A RE R A P A7 3% 1) 2 B HUKIT- TP IR B

[1174] 6. 4SZtafo)4 : AR 2 i 5588 FHBTK T THUAR TG T 80/ R P4 240 e 4 i
[1175]  6.4.15]|5%

(11761 AR SCHE AL ) St 5] F Dy M i BH A K I THUAR (BTKIT- 1) 2 3 9 < E Mg R R 41
PG 22 (B Hity () DR AR AIE 2 — FHIEE i AR B 28 AT Ao A 80T TV 1 s PEAERR)

(11771 6.4. 28kl 57k

[1178]  HKIT-1HiMkeE 2

(11791 i i 22 12 55 K N SV 4 20mg / kg HIK I T - 1HuAk 4 T4 o SanvE LA 10mL/ /N 4 4 2>
3043 Bl o 4N SEAAEAERINE FH, WIS Ty E 1) AR 340, S AT 52 & 2 20mL / /NI o 45 T it
KIT- 1344 5 28 K I 1] P CBC LY/ A2 40 A4 5 B0 B PR MR 4 B 77 AT AT I PR B2 K 7 B 5 5
K.

[1180]  THA: 45 THUKIT- 17EE NG J R S AT o 1 2 AR PR

(11811 FE 55 - 7RG F 1 %8 K5 AR BB (“BGA”) By 3040 &b . FIBGARY T B ks 34
1.25-40ng/mL25 40 B 5 R EAR R (“BGA”) BEAT 30D Bh . 7E 56 - 1R, 45 T PLKIT - 1HR B,
LR, A BIMIBCAT T IR H , BIEEO K, K4 - IR HIBGATL it - 75 38 0 R I BGAKL it 5 , 43
AT R ATL SR HRCER il 57, FEUSC AR I 3 A S <0 v E el (“BALF”) o 7E 557 KRR At F HIBGA
Bk AESEAR 45 TR 2 PIKIT - 1Bk sl 22 B 77, B J5 FHBGAX T o 7E B 2T K, B A
FABGATL o o 552 J5 » 75 55 28 K, ¥4 4 FH0 . 0625 - 32mg /mL 2 A¥. 7, 1k B REL A e o 3070 b, LA I
W HLER B it /3% , B 5 W SEBALE AL

[1182]  TTHA: 45 THUIKIT- LAERER AR S AL i 1 AR R VR4

[1183] 5 7 PEU 12 M iy S R} SRR , FF UG AT TTHHAR 9T, Horp , 75 IR THARY 5528°K -
SE90K HANE] , — J& — IR FHBGAX T A« 2590°K , B T HAF

[1184]  SIEFEERK AN MY 2 P4

[1185] W HEBALF, SR HIAR R A ) 25 20 B &5 0o Fr (cy tospin) o J 0 VA 4 1) 41 i G ¢4
T+ 2 S 40 TH 80 3875 5T L2000 G = 40P , e A P g TR T RL 4R B K 1 40 Lk o
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[1186]  TEXS S VE TR I

(11871 SR WP ATLIR B il /35 DI 1 T8 U ORI RN o S OR AR 58 0Kk H
H 5 KEAR R R (BGA) FI7E 5528 K FH £t ARt 47 . A 1 VR Sl e B M, 78 FHBGAER 4,
P FF JIELRR ) S U8 T R I I HR ST B R R ATL - B0 1) A3 R g A1 o W 8 W {1 L 38 o
S 53 503 B v T BGARN £ Bk HY IR AR AL 2119150 % 5200 %6 £ 4 115570 ) e s R 4R S
T8 J B 150 %6 56200 % JIT 75 (I BGABY, £ ot FHY IR ) A R0k 2 o 5 22 EERINGa T A AR L, 78
PUKIT- 1PUARIE ST A 1 P SN P A0 AT O 1 AR AR W 52 3] (2 S5 B

[1188]  Ziit o4t

[1189] N HShapiro-Wi 1k 5, £F %5 IEZSMEVEAN 204 o B2 F 5 1R 25 55 0 & 7 22 0 bt
(ANOVA) , 434 7 IEZS 20 A 09 88 - S FHo Im-Sidak 77V H#E4T 7 3 5 2047 - 3 FFriedman 5
S EFRRTT Z 5307 A 17 AR IEZS 2 A (58 . P<O . 054 i 3%

[1190] 6.4.3%4%

(11911 AR B UK T THUAAR I 97 ek 2D T8 W TR 1A s 241 e 1) 200 i 2

[1192] 78 CL A2 1 BCATS S 1R B2 M (1) 4 B S A Y b X K I T - LPUAR AT 1 3P4, Horp 72
BV S B FUOM AR B B R AE RN 28 RGBT A 25 - LRIL4K , 25 710 R 20mg / kgt
KIT- 19044 b T8 ity 1) S SR 3 A, ZEDTKTT - 1 51 20mg /kgBaivE J5 1R, PR IEFE TR
T 2 38 22 S TE G TR R 2 3 22 A2 SR AR R B 2 ek D (B15A,p=0.009) -~ T 7 BT iy
(P, ZETTHISE T 58 —IRPIKIT- 1R 5 1 RN 7R EE BB 2 . 5 22/ 7G
ST AHEL , 7602 e L %2 381 < TE Mg TR 40 38 22 (1) RF 82D (K158, p=0.032) . 7 2t 5k
18 1 SR R M 552 21T SOV R

[1193]  IXECEL YRR LS T HUIKIT- 1h0 44 5. 225 i AR I A 1B g s 7 S48 1) P g J A L 4 i 5
o

[1194] 6. 55515 : AE R AHAL FHIKIT- 1PTAAR AL FRAR AR AN S AR N BE R 40 B F i ot
[1195] 6.5.15|3F

(11961 1% St fFIE A HTK T T - LTRSS A PE K 40 B BSR4 FH o EL AR i, 12 5I2 il 5] 2% B
AHTKIT- 1HTAR AN T R A8 e B

[1197]  6.5. 28K 577k

[1198]  4Hfks 7%

(11991 3@ 3 5 v 75 1= M A0 JE 45 B CD 34 HH 4 B 3 A HEL A 23 A it st 20 ) K 4, ok
A FEACANE KM (SaitoZs ,Nature Protocols.2006;1:2178-83) o fE4HrHT, X AJE K
AT, YR 20, HE LS X 10PN /mLF) 25 J55 B 37 BV T T M M PR 135 92 3 (StemPro-
SFM TTH;FRHE+1X P/S/L-Glut [JESCF]) H o SR Ja { 4R L AECO B FR A AE3TC R I B I
T PR I TgEA T I AL 8 71 5256, 80 5 7 200ng /mL A V) 240 N B Bl TgER TG
HR R 55 7 5 — i B A, (AR R 4R X TeERAL.

[1200]  Gnwy B dbAT 1 B -2 2 N 1 RS B0 72 v (Kuehn%§ , Current Protocols in
Immunology.2010; 5878 : 557 . 38 1) . faj B M Ui , B 4H g FH 10mL. HEPESZZ 3% (10mM
HEPES.137mM NaCl.2.7mM KC1.0.4mM Na,HPO, * 7H,0.5.6mM#i % f%.1.8mM CaCl, * 2H,0+
0.4% (w/v) - MiEAEA) (H 7.4) 7E37°C F PR3,

[1201] X T JCTgERIBL A 15 O T BEAT B 556, B J5 o 40 AL v 2, LU 10, 0004~ 4H A/ 90nL i
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dp 28 T EL T R THEPESZZ2 M (pH 7.4) H, K 90uL I AN 96 FLAR Y & FLH o 4 4 e £E 37 °C
NI E 291053 B il £ R0 R RN PIK LT - LHAR | 5] Fh B0 BT AR FNES 5 304023187
PLFEA210000-0 . InMiR B 95 A 10X W - I 1l 4 T R 511045 8 B i SCREA P2 421000 -
0.01ng/mL (5400-0.054pM) ¥ B 7 FEl () LOX VR - 745 1Ol 10XV A& & i FLH i 5
ANHITEST C IS (ECO,) HIF 1 3043 o SR JE 1 F B - 2 25 U W HF i R F0 o 41 .o
[1202]  %FF35 Je TgER IR S 56, H4 T BRIk 1A IR 4 i e 4% » I BB &% 4210, 000441
Ff1/70uL. HEPESZZ Mk (pH 7.4) Kr4uff (70ul/FL) B 3|96 AL , ZE37°C R & 5-10%>
e ARV AT BT (S A P18 o Gn B B I ) B UK T T - TP AR (7] b 2806 R 47044 L SCR AN 15 1
B AAA23187 1) TOX IR, # LORL AN 18 F1) FLH o 2R J R 4 A8 #4v2 <UAF (5 C0,,) HAE37°C
NI E 30 B SR E , il A% rh (AR R FE I BE A SR I ER (SA) < 1) 10ug/mL=2uL R A 198uL
SR, AN2) 10ul 10ug/mL R 3 SmLEE M 15 21 20ng/mL o 8 J5 44 100l 20ng/mL 5557
SRAFEIANEEHI AL, 437 C R AAH (without CO,) HE & 3043 8o J8 f5 £ X B-
S O T T R TSN S 2

[1203] 6.5.3%4%

[1204]  RERHHA FHHTKIT - 1404 AL BE AR AN 5 S JEAR N BE K &1 i fit Ao

[1205]  7EA FHHTKIT- 1o [R] A AL 6 BB 4k L SCR AN B 1~ 344k A23187 (Kl 6A) 5 5 1gEH
P A A B (KI6B) Jo , W5 B - 2 2 OB TS 1 o X 2R I e v« 1) 4 P B8 7 3R PR S B
PRI I B AR B I E R4 b, MR T HUKTT - LiAd B8 I K 40 i B oRL 1) e
(E6A) , F12) P T HTKIT - 1HLARIE N TgEN SR BRI BE 77 (B16B) « EI6AHR s 45 SRR,
A A MR BE I BTK T T - LHUAR AL ERAS 51 A2 IR 53 4, 558 TuMBTK T T - LHUAAR I 3 FE A
SN B 4 B AL H A T g EAZ WL 8% 21 1 7K~ (K16B) o 1% 58 FHSCFI 45 3R 5¢ A 4 =, AT
R SCF LA 7 B 4t 1 7 X I TgEN S B JBE KL

[1206]  XULSLIGUESLHTKIT - 1PLAARST AAE KA A AR AT shid v

[1207] 6.6 f56 : 764N BN P 2 XK T T 4010 22 h HEKIT - 1HiAA B om To B sh 7503 1t
[1208] 6.6.15]|%

(12091 Zsirta ) B 12 A FH o 2 G DL 3RO NKT T 4 2R R IAK T T 5 SCRA J B2
N A L35 20 2R 000 5 2k B A R NKT TR 40 AR BTK T T - 1 ARG E KT TREBR AL I i 77
[1210]1  6.6.28 8l 57k

[1211]  CHO-WT KIT4HAE R4

[1212] sl & A 4K AKIT cDNAR R (peDNA3. 1) H 28 LA e Hb [ - fR OF 2R (CHO) 4]
Ffl o 3 I 7E 2 800ug /mLigt (£ 55 = (M Ham' s F- 123572 Serb a5 95 , e 4344 5 5 e (1 A1 P 37
DGR A 7335 (FACS) 8 I K I TR IS (CHO- 7 A= 71 (WT) KT THH D) - 43 3% (¥ 4H a7
HAEBEHERNIERE S TAEK, @ iR S MK TR X

[1213]  Jj5E 77 22 : CHO-WT KITHHAEH (KT TRERE 1k

[1214]  fiCHO-WT KITHHMI{ECHOTE 415 77 2 Hh 4 3 o 75 I 8 2 A LA R 2 (B A AL A
FE I 58 B 38— R, X 4 M 3R 47 F 2 1 VA I 85 AR JE R At i DL 12, 5004 4 /LI 94 B
N2A96 LG TR B SE R IR 56w, FRAE3T°C N B 1L o I DK HUK T T - LU 7EPBS Hh #i B
T 1ug/mlARJE IO LOOUL/ AL, Kl 852 Mul ti-Array 964U, #EE2-8°C T F LK .
[1215]  FE5E ZE 2K , 8 FHCHOML vk % 75 5 , 145 1000nM- 0. 0 16nM3 [ 1) 3% R 5 B 1) Bt
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KIT- LA [R] A B 50k R0 A o — X 43 1] 45 25 44 LLAE SCEAZAE FIAAFAE IS MK o 72 I B 44
MRRET T, B 22 96 FLE5 FR AR IB VR, 1 20 i FH 10OL LIk 3% 73 H e vk o 7EBR 25 /IR B LA
BEFRIE T, F4 LOORL I A VL i A2 21 & 35 7l b M ARAE A L1 FR 46 TR AE3T °C R i B 2/
SR JE I I 10uL/FLSCF , JIFBOR R 2238 70 B A0 P, 20 G455 AR 52 Lo R, 1236 7 4 i
B FRA AT C R I & 10534

[1216]  EREUE KHCE TUK b, B 2 g 7% EiEW, FLAA PBS BV AR S5 A A 1Y
SR 2% R (100ul/FL) , FER AR LE VK _E 5% B 30-6043 %1 DA 24 AR 21 D .

(12171 FHRTZ91/NF , E 4R BRI )2 b, 4 R0 FRIMSDAR 2000 L3 P % h il A 5 Ui
P AE A AT, AMSDAR B 25 355 P 22 R, FHTBS (~300uL/fL) Peidk 3k 2K, 28
J& ¥4 SOuL 20 i A 47 % 7 ZIMSDAR 1

[1218] SR J5 £ 5€ PR R PR IR 35 10 [R] Is) 4 AR AE PR BRI FE R i B 17N o i J i 2 4 i 22
R, AR TBST (~300ul/$L) ¥eigk 39K , I 50uL/FLIE R B2 1 7 1 : 50054 & 1) SULFO -
TAGHUIERE - I 2 R PUAE - FEIR 3 1 [R] I W AR AE A B BE T W% B 1/ o S8 5 #4 AR FHTBST (~
300uL/HL) Peik 3k . KfRead Buffer TYEddH,0H1: 4%, A 150uL/FLIRY), 44 & 16 H
Meso QuickPlex SQ 120%ARAL, SLEPINE & LI Kt N FHAZS HOZ S RUE Hh &30 & ok
FH A HEVEHE 3 B KRR FE (IC, ) 18, AT eI B FHGraphPad Prism 6.0

[1219]1  JU5E J5 % :M-07 e 40 UK T THEFR L

[1220]  3R3A NKITHIAISCE s 3 PE S v iR B A% 40 i (3 M s 40 il RM-07e (Avanzi, GCEE,
1988,British J.Haematol.69:359-366) 38 FH Deutsche Sammlung von Mikroorganismen
und Zellkulturen (DSMZ) . {40l £EM-07 e 58 4 85 FR T R 4 R .

(12211 7EI5E 7T LAIB R Z 1], f5M- 07 e A M AR A o 720 8 1) 28— 0K, 6 2 280 - 4 40 P 2
Lo PR 2:M-07 e 58 45 B8 32 3, LU0 . 5x 10 AN AE/mL ) K 2 5 B i M- 07 e LIk 1% 5 5t
SR I AR L 1 x 10N/ FLAE R E 36 FLEE SR L L LA R B 20X BE , {5 FM- 07 e L 1k
5 R I 45 R AR B PIKIT- 1544 : 20, 000nM. 2000nM. 200nM. 2nM. 0. 2nMA10 . 02nM. $
kK, — NP H L0OUL I & R B I & & B L KR AECO 3G TR A AE3T°C R iE A 2/
i o ZE2/NI 0 B )5, LA 30ng/mL %) 28 36 5 K5 SCR NN A3 A FL AR o 5 A A2 3R e R R ) 35 7
MAE37C R E 1078

[1222]  FERIEUE AR E TUK b K S L #2 20K B 16mL A R 4L L . 2x gl
508, AN EIETR B (1) mLUKA FIPBS I &AL S b, B B B O b o
YRR B0 FR ITTE , AN o R VB T o VA I B AR 2% v (~300uL) TN S AE SR,
FEVK L5 B 30-607 8 A ZLAR AN . 7E 05 B J5 , B i 250 LURE R I 0E , I BB #
FF R O

[1223]  FHET1/NE, #4150uL/FLBlocker A APhospho (Tyr721) /Total c-Kit MSDARH,
FEHE 3 1 5] I 7E 25 5 T 1P 1/NBE (1000rpm) o 18 78 0040 M 2L AR 1T, MAMSDAR HH g 25 3 A
G2, FHLX TrisBei gl (—~300ul/fL) ek 3R o 7218 1 K 200l R 5 I 35uL SRR 52
RS A B LRI RR R IS, 4 25uL i # BIMSDR I 2N FLI A A o 7F 8 SRR IR TR 3R T
(1000rpm) { RIS, FEAR FE PR BRI B T 07 & 1/ o SR 5 B 2 A S, AR 1X Trist
B2 M (~300uL/FL) PEBk3R 4 SULFO-TAG Anti-Total c-Kitfil¥ifk (BIEES %S
K15119D-2M) FEHUIAM BELZ i L 5ORRE , 44 25uL i N & LA o FEHIR 32 1) [F] I R AR AE 2A
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BRiR R E LN AR5 KAk FH1X TrisPedc Ml (~300uL/$L) Pk 3k s FH AT, ¥
Read Buffer TEddH20H1: 4%k, # 150ul/FLINA S FLH o S8 J5 48 FiMeso QuickPlex SQ
120 AR AN , Sz BRI - FL I R

(12241 Wy TS2ge vt BT 80, X FIM- 07 e 43R AT 1) S50, Tk ERf TH SETC, o AN T2
SCF (% il = 0) FIA 1 SCF (%6 #1fi1] =100) %5 BRE i 19 BIRLUE TS HTK I T - 1A ik 3
ST 1) 7 S Bl A (o8 ) B o B0 i 35 S W% 21N T B R i s 149 770 8 1T 96

[1225]  6.6.3%4%5

[1226]  7EAMJREL P YR FIAKTTHI 40 R APk T - 1P 7R TE i ash 77E 1

[1227]  {ECHO-WT KITZHMEH 7 SCFAFAE BANAEAE IS XFPTKIT - 1H0 4 F ] A 2L 0 RE e 4 et
KITHERR AL A AE FH3E4T 7 Y- - CHO-WT KITZHM AR HKIT - 15U AR XTKI TREFR 1L O AE AR
PEEHE WL 7. >k 3 CHO-WT KITHF I [ A i HE .24

[1228] 34 .CHO-WT KITZHMH KT THRERR 1L Bk B H5

ERHT Hak SCF xf KIT B¢ 840 694E A

1 L KIT-1 Fuik . FAE
u 7| A A7 4
(ICs0 = 436 pM*)
[5) 7 21 29 B8 AR - FAE
+ FA R
2 i KIT-1 Fuk - T
& ) FAR B 2 ]
(ICs0 = 137 pM*)
[5) 7 2 24 B8 UK - FAE R
[1229] " T
3 F KIT-1 Fuk - T A
+ ) FAR B A ]
(ICs0 = 253 pM*)
) 7 2 24 B8 UK = FAE R
+ F A R
4 A KIT-1 4dk - A
& ) FAR B A ]
(ICso = 184 pM*)
[5) A 7 2 B8 AR 2 FAE
¥ FAE A

[1230] 2 MRIKSEIIC,,

[1231] £ HSCFALFE[FJCHO-WT KITHHME A , FEAAN SR AL SEE6 H HIK T - 1444 DL 7] & 4 e
PET7 sAMFIK T THERR £ (BI7) o [F]Rp AL 06} HE B 44X SCRigs S KT TRERR 1L A 1 H - 7ESCRANAY:
FERS , KTTRS R A B 7K 20T A ik TuM (150mg /mL) 3 B B LK T T - 1Ho A4 55 7] ol 28 0k B e
AL P ()

[1232]  3R7E N 2 R B 40 A A I 40 i M- 07 e PR & T HUKTT - TP AR STK T THERR £k 1)
VB AR08 LI 8 o IR 8A R /RKT TRA PR AL T 54 « P 8B R /s S K T T/K 1 44 . SR HMOTe
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Tt 78 ) B MG L3R5
[1233]  3R5.M-07e 4 KT TR 40 B b i) Mg+
KI5 Ak SCF *TKITEE 8 A% 694
5 FKIT-1374K - T
+ 7210 pM F 60%4#7 4]
[1234] o FKIT-13/k - A
+ #2100 pM F73% 47 41
7 FKIT-1374k - T
+ #2100 pM T 89% 477 41

[1235]  {E HISCFALEERIM-07e 4R o , HUKIT- IHTAR M HIKTI TRERR 1L (KI8A) - fESCFAAFAE
IS, 7 FHATIKT T - 1470 AA A0 2 P 40 10 A KT TR R A A8 7K 1 £ ik TuM (150 /mlL s EI8A) IR R 55
ARACH LIS o AE— S 2R AT AR A RE M LK T TACT (EI8B) -

[1236]  IXUESZIGTESEHIKIT - LHUAHIHISCRi SFIKITHEAL , 7 H A SR sl A Y5 IAKI TN

BB AT I AE 1 -
(12371 6. 7MY 7 - GTKIT- 1HUARIG T £ A B A ME AL K40 1) A0 o AT 1 o3 Bt e
Gk

[1238] 6.7.15|5%

(12391 Dy 7 448 70 45 SR AE M A b A, AT 1 IR RIS, 12 S B0 A S HIK I T - 1Pk 25
T A B R PERE K4 M iR (MCT) 14

[1240]  6.7.2F0K} 577k

[1241]  zZh¥)

[1242]  iZ S B HER 7 A AT I EMCT I A 59 J8ObR e 7T, &t F AR 44 (n=3 R/
H) .

[1243] 25 FHIKIT-1Hufk

[1244]  PR4) 1 3450 K FI2/ N0 [R] 3 (10F030mg / kg , 25 254 F— > B3 ; 18110mg /kg ,
K25 253 AP JEIH) o IR R4 -6 /NN Y i

[1245]  Jd i Al 20 25 AIVEA

[1246] S T4 JAIN A28, 76 55— X FHBUKIT- LYUIRIR ST (SR 25 fa 24/ N RS 2] J5 SR TR VA
YBIT JE B 28R (U RE B 1) , 3RA5 3 e MORg oG AL B i o FE VR YT 1T FEVR 9T J5 LRI VAR IS FRIR
FEHELT 14\ 21 28R IRAF MLIBAT: it o XT3 JH 24 JE SIS 18] 26, 78 58 — IR FBLKIT- 1Pidkia
ST 25 24 J5 24/ NI VPRS2 Ja S TR SAEVR YT Ja B4 20K (WNRT BRI 1) , R HOHE 28 i e o o A
b o FEVEIT WU EEVRYT JE SLED ARG FRRAE S 1.7.14.21 (FEVRIT Z i Al J 3L Bl 28,3541
42K IRAF MR i o 7E BRI 5 68 TN 38 B A e g 0 2 o

[1247]  FEBEER AR H0 BRI N RAS ORI i o 1 TR RE 5 7 O , 28— AR AR 2K B pk
[i] 78 FE A7 AL, 5 TR AR A R IR IR R AR AE - 80 C LU T o WS B Ry ik L TmL Iy, - H T
CBC AW SR 3 e £ SR Se B L 1 o S e R AL AN XA A

[1248] 6.7.345 ¢

[1249]  FH10F130mg/ kgl HAPTKIT- 1HUAR 1 0mg / kgl 27N FTKI T - 1HLAARIGTT I BT & 4

76



CN 113975386 A ﬁﬁ HH :I:; 75/77 1L

(Fin=9) 75 55 — 7 J5 7R 56 2 1If PR 25 40 AR #ERECTISTHE N (Z WEisenhauers, 2009,
European J.Cancer 45:228-247) ,{E4 A A W2 2570 N (n=1 L HFKITHME F 11 EB
HEEE (ITD)) , /5 R M g 252 € 1w s (n=1HAKITHMNEF111TD) . FEHF 5L 58 ik
J& » 7E N USCEE R S op , ZERF T2 8 TC I U ROV B R 1 24 TR R e 5 i R 24 51T AR
gl d] 2L H 2 T2 4 v IR T E AT« DR b , B0 3 B A R VA T 7 AU T S BURUR IR RE
st AR/ B85 AR L s R A B D R R o S B I v P R 4 sk 2 AR I /IR 9k 2 14D T 3 o
TSR AN B WL A SR AR A

[1250]  Z4l R WIPIKIT - 1 PR B R KT S b 8 v B2 52 1) 22 Mol , o HLAER
IR B A2 B B AR RIK T T R AL BIMCT HH B A P IR 73 14« b A1, 1% e 40 4 6 B /1 R I8 B AR
2 Bl R AR RIK T TR DR 2 B4 A P B K 4 2 i A5 25 w3 A JIE R 4 B 25l 2> < X S8t 9 45 SR
5 R 110 S 56 = A A PRI R A 7 — 250, R BH 1 AE LAUBTKIT - LHu A4 Ja B Jok w17 E K 40 i
F D o B SRUL , IX S SCREPUKIT - LU TE BE R 40 B AH S iE (BLFE 5 A i A B K 4
ML) 6T B4R R b 0 &

(12511 AU AN PR T 48 SR i HAR 1R <t 77 28 BV L o S b5 AT ST o A 1k
B BRASCRER I LN, A B B 25 P A0 AR U RN ST 5 K A2 R AR o IR AE MR AR
T N AR ZE SR P YE A

[1252] RSB HPIETA 5% ikl i 51 H LA BAR & BIASCH I H T ArE B 1Y, i
FE G A BB H R A B R B R ER s R AT B B dE I 5] DAL R T DL g A
HTRrA B —F .

[1253]  HL&soiiti /7 22 SITERE B AR RN .

[1254] 1. —Fhpi 1k 167 BUE B R A AR LT 400 (NF) 1732, BTk ik G 4a 74
FHERI N GRTT A RCER 5 AKITS2 4K (SEQ 1D NO: 1) ¥ FtE4s & ik s bR 45 &
Bt

[1255] 2. —Fhddbil ) G AR 48 21 498 A= K (1) 7 ¥4, BT i 5 i B dE 45 T 12 W ANFI X 596
JTH RN 5 AKITSZ 4K (SEQ 1D NO: 1) f5 S48 A bk sl bt Jmi g5 & B B

[1256] 3. —FhPjj ik v 97 B 3 XS G 00 W8 IR 1 Ko 40 B BR A0 28 22 G0 A K 40 i A DGS9 iE 1Y) 7
5, TR T iE RS TA T BRI G TT A &N 5 AKI TS24k (SEQ 1D NO: 1) RESFtEds &
HEAR LN RN SR e =

[1257] 4. —FpiGy7 % G118 BR VK 4H i B #H 28 3R 8 B 48 5 49 1A A K 400 PR A S iE 1)
T TR D7 A4S T T BN SR YT A RGE R 5 AKITSZ2 4K (SEQ 1D NO: 1) 4 5 1 45
HWPURECH RS & B

[1258] 5. — i/ BT 511 W8 IR M A 4 i B pH 28 R S B 48 5 490 1T S K 400 R A S S A 1)
T BT D7 a4 T T BN G697 A RGE R 5 AKITSZ2 4K (SEQ 1D NO: 1) 4 5 1 45
HWPURECH RS & B

[1259] 6. —FhBjy ik I 97 B X R I B BE 2% (WO) (97775, Frid 7B 364 T8
FHER N GRTT A RCER 5 AKITS2 4K (SEQ 1D NO: 1) ¥ FtE4h & ik s bR 45 &
Bt

[1260] 7. —Fhph 1k 1697 B8 H6 R AINMOTE 75 (NMOSD) I J732% , T ik J7 i 36 45 7
B BRI AR 5 AKITRZ 44 (SEQ 1D NO: 1) KR PE4E A Pk s Hp i g &
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F B,

[1261] 8. —FRBEEXNT G SAEM 15, BT 7 B35 T 2 B H IR A KRG EHE R
30 1 B K 200 B AH I () X B IB 97 A R 1 5 NKI TS24k (SEQ ID NO: 1) 45 =M 45 & 1 dt
e PR & B,

[1262] 9. —Fhdabilxd G AL K40 BTE AL ) i, R A AFE S T2 W A R IR E R 5
BUMZ Z 48 1 RE K 40 M AH DI RE IR R 9T B & 5 KT T2 44 (SEQ 1D NO: 1) ¢ 7%
SA MY TRS & B

[1263]  10. 52t 77 33 8B J7 3%, o BT IR A MK #1 48 R Gn B4 28 22 405 110 B O &4 it A D%
JPIE AENMO\NMOSD 22 & A4k, (MS) BENF

[1264] 11, S 77 012 77 3%, b I IANF2NF 1

(12651 12. 5 77 3012 77 1% , b I IANF2NF2,

[1266] 13,5 /7 21 B2 F73% , Hodh FriRNF 2 # 22 BH TR 0 o

[1267] 145277 201 - 13H AT — T 732, HoAh B i A2 0 BRRe e At i

[1268] 15,5 77 201 - 1A AT — T 777, Foh Brid Hidd & N IR Pk

[1269]1  16. 52 /7 201 - 16HAE— T 7%, o iR s 2 R aiis.

[1270] 175077 1 732, Horb Brid uiR & A 15 43 A& SEQ ID NO:2-4f%VL CDR
1-3H BRI AR X (“VL”) AL 4> AL SEQ 1D NO:5-7HIVH CDR 1-3ff 5 85 A 45 [X.
(“VH”) .

(12711 18. kit J7 N1 7T 773, Hoh Frid HidR & A G5 16 HSEQ 1D NO:13.14. 1541161
VLIFFIVLAAL 3% A SEQ ID NO:8.9.10. 11 F112f¥VHFF FI K] VH,

(12721 19. 5277 18 732, Hodh Frid ik & A 65 SEQ ID NO: 8 VH.

(12731 20. 52477 18 732, Hodh Frid udk & A 65 SEQ ID NO: 9HJVH.

[1274] 215077 I8/ T v, b ik $idA & A .4 SEQ 1D NO: 10/ VH.

[1275] 225277 18I 732, Hodh Frid Ak & A 6 SEQ ID NO: 111 VH,

[1276] 235277 18I 732, Hodh Frid i dk & A 6 SEQ ID NO: 12(1)VH,

(1277 24 97 3018~ 23 FPAT— T U7, S b Bk P i 5 A 5 SEQ 1D NO: 13fVL,
[1278]  25. 500 7 X 18-23FAE— T 7 v, Hoerp Brid ik & A (L &% SEQ 1D NO: 14/ VL,
(12791 26. 5277 18- 239 (F— T 77 i, Hrh Frid $idA &6 & SEQ ID NO: 15fVL.
[1280]  27. 50 7 X 18-23FAE— T 7 v, Hoerp Brid ik A £ &% SEQ 1D NO: 16/#JVL,
(12811  28. 5kt /7 2/ 7732, Horb Frid udk & A 15 43 A& SEQ ID NO:2-4f%VL CDR
1-3H BRI AR X (“VL”) AL 40 AL SEQ 1D NO:5-7HIVH CDR 1-3ff 85 A 45 [X.
(“VH”) .

[1282]  29. 52 J7 281 J7 v, He b Frid HiA & A 615 1% H SEQ 1D NO:13.14.15H116H]
VLA VLA A% H SEQ 1D NO:8.9. 10 11 F112fKVHFE FIfIVH,

[1283]  30. 5t 7 29/ 75 v, b ik $idk & A 1.2 SEQ 1D NO: 8f¥JVH.

[1284]  31.5ji 7 290 7732, Horh Frid ik & A 65 SEQ ID NO: 9HJVH.

[1285]  32.5ji /7 290 7732, Hodh Frid fu Ak & A 65 SEQ ID NO: 10/ VH,

[1286]  33. 5 /7 29/ 75 v, Hb ik $iAR &A% SEQ 1D NO: 11/ VH.

[1287] 34 .5 77 290 7732, Hodh Frid ik & A 65 SEQ 1D NO: 12(1)VH,
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[1288]
[1289]
[1290]
[1291]
[1292]

35.
36.
37.
38.
T A3 - 16 AT — I T ik, b Brid P i & A B 0 B3 SEQ 1D NO:

39

St 77 7029 - 34 AR — T 7 vk, Horb iR B4R 5 A £ 5 SEQ ID NO: 13/ VL.
St 77 7029 - 34 AR — T 7%, Horb iR B4R 5 A £ 5 SEQ ID NO: 14/ VL,
St 77 7029 - 34 AR — T 7 vk, Horb R B4R & A £ 5 SEQ ID NO: 15/ VL,
St 77 7029 - 34 AR — T 7 v, Horb iR B4R 5 A £ 5 SEQ ID NO: 16/ VL.

2-4fJVL, CDR 1-35BEEn] AR [X (“VL”) FIAL &4 BEL & SEQ ID NO:5-7fVH CDR 1-3[fJE
BEn] AR X (V) .

[1293]

40.

SEit U39 vk, A T iR iR S A A E L EHSEQ 1D NO:13.14.15F11617]

VLT 5 VLA A % EH SEQ 1D NO:8.9.10. 11 F11 20 VHF %11 VH.

[1294] 41
[1295] 42.
[1296] 43.
[1297] 44
[1298] 45.
[1299] 46
[1300] 47.
[1301] 48
[1302] 49,
[1303] 50
[1304] 51
[1305] 52
[1306] 53.
(SEQ ID NO:

St 7 A0K I vk, Hr Brid PR & A B8 SEQ 1D NO: 8/ VH.

SEt 7 AR 7 vk, A Frid PR & H 85 SEQ 1D NO: 9 VH.
SE 7 AR 7 vk, A Frid PR & H 85 SEQ 1D NO: 10/ VH.

SR FCAO T3 vk, He b TR A S A5 SEQ 1D NO: 1L VH,

SE 7 AR 7 vk, Hd Frid PR & F 85 SEQ 1D NO: 12/ VH.

ST 40- 45— T Tk, Herh iR iR & A 65 SEQ 1D NO: 13fJVL,

St 4045 F AT — T 7 vk, b Frid Pk & A €5 SEQ 1D NO: 14/9VL,

St 7 40 - A5 HR AT — T v, HA Brid ik & BB & SEQ 1D NO: 15[ VL,

St g 40 -45F AT — T 7 vk, b Frid PuAk & A €5 SEQ 1D NO: 16/VL,

SR - 49 AR TR T i, HeA Frid PLAR AN B LA
SR 3150 AR TR T ik He o Bl i B2 R
ST A -5 TR T U532, R pirid a5 L

St 7 AL -529 A — T U5 i, B U7 i s 45 T 697 A RCE ) 5 KT TR A%
D R A tE 4 S PR
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ERIES

<110> FF/RIA |25 H]

<120> WEFR M 20 A 5l I X 40 B AH S (1) V6 97

<130> 12638-123-228

<140> FrfasE

<141>

<150> US 62/162,538

<151> 2015-05-15

<150> US 62/002,395

<151> 2014-05-23

<160> 18

<170> FastSEQ for Windows Version 4.0

210> 1

211> 972

<212> PRT

213> FA

220>

223> N\ KIT %Ak

<400> 1

Met Arg Gly Ala Arg Gly Ala Trp Asp Phe Leu

1 5 10

Leu Leu Arg Val GIn Thr Gly Ser Ser Gln Pro

20 25
Glu Pro Ser Pro Pro Ser Ile His Pro Gly Lys
35 40
Arg Val Gly Asp Glu Ile Arg Leu Leu Cys Thr
50 55

Lys Trp Thr Phe Glu Ile Leu Asp Glu Thr Asn

65 70 75

Glu Trp Ile Thr Glu Lys Ala Glu Ala Thr Asn
85 90

Cys Thr Asn Lys His Gly Leu Ser Asn Ser Ile

100 105
Asp Pro Ala Lys Leu Phe Leu Val Asp Arg Ser
115 120
Asp Asn Asp Thr Leu Val Arg Cys Pro Leu Thr
130 135
Asn Tyr Ser Leu Lys Gly Cys Gln Gly Lys Pro

80

Cys
Ser
Ser
Asp
60

Glu
Thr
Tyr
Leu
Asp

140
Leu

Val
Val
Asp
45

Pro
Asn
Gly
Val
Tyr
125

Pro

Pro

Leu
Ser
30

Leu
Gly
Lys
Lys
Phe
110
Gly

Glu

Lys

Leu
15

Pro
Tle
Phe
Gln
Tyr
95

Val
Lys

Val

Asp

Leu

Gly

Val

Val

Asn

80

Thr

Arg

Glu

Thr

Leu
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145

Arg Phe Ile

Arg
Lys
Lys
Glu
225
Ser
Glu
Ala
Met
Leu
305
Thr
Tyr
Arg
Ser
Thr
385
Ala
Thr

Phe

Arg

Ala
Ser
Ala
210
Gly
Val
Lys
Thr
Cys
290
Glu
Thr
Glu
Thr
Asn
370
Glu
Ala
Tyr

Pro

Cys
450

Tyr
Val
195
Val
Glu
Tyr
Tyr
Leu
275
Tyr
Val
Val
Ala
Phe
355
Ile
Gly
Ile
Asp
Glu

435

Ser

Pro
His
180
Leu
Pro
Glu
Ser
Asn
260
Thr
Ala
Val
Phe
Phe
340
Thr
Arg
Gly
Ala
Arg
420

Pro

Ala

Asp
165
Arg
Ser
Val
Phe
Thr
245
Ser
Tle
Asn
Asp
Val
325
Pro
Asp
Tyr
Thr
Phe
405
Leu

Thr

Ser

150

Pro

Leu

Glu

Val

Thr

230

Trp

Trp

Ser

Asn

Lys

310

Asn

Lys

Lys

Val

Tyr

390

Asn

Val

Ile

Val

Lys
Cys
Lys
Ser
215
Val
Lys
His
Ser
Thr
295
Gly
Asp
Pro
Trp
Ser
375
Thr
Val
Asn

Asp

Leu
455

Ala
Leu
Phe
200
Val
Thr
Arg
His
Ala
280
Phe
Phe
Gly
Glu
Glu
360
Glu
Phe
Tyr
Gly
Trp

440

Pro

Gly
His
185
Ile
Ser
Cys
Glu
Gly
265
Arg
Gly
Ile
Glu
His
345
Asp
Leu
Leu
Val
Met
425

Tyr

Val

81

Ile
170
Cys
Leu
Lys
Thr
Asn
250
Asp
Val
Ser
Asn
Asn
330
Gln
Tyr
His
Val
Asn
410
Leu

Phe

Asp

155
Met

Ser

Lys

Ala

Ile

235

Ser

Phe

Asn

Ala

Ile

315

Val

Gln

Pro

Leu

Ser

395

Thr

Gln

Cys

Val

Tle
Val
Val
Ser
220
Lys
Gln
Asn
Asp
Asn
300
Phe
Asp
Trp
Lys
Thr
380
Asn
Lys
Cys

Pro

Gln
460

Lys
Asp
Arg
205
Tyr
Asp
Thr
Tyr
Ser
285
Val
Pro
Leu
Ile
Ser
365
Arg
Ser
Pro
Val
Gly

445
Thr

Ser
Gln
190
Pro
Leu
Val
Lys
Glu
270
Gly
Thr
Met
Tle
Tyr
350
Glu
Leu
Asp
Glu
Ala
430

Thr

Leu

Val
175
Glu
Ala
Leu
Ser
Leu
255
Arg
Val
Thr
Tle
Val
335
Met
Asn
Lys
Val
Tle
415
Ala

Glu

Asn

160
Lys

Gly
Phe
Arg
Ser
240
Gln
Gln
Phe
Thr
Asn
320
Glu
Asn
Glu
Gly
Asn
400
Leu
Gly

Gln

Ser
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Ser Gly Pro

465

Ser
Val
His
Ala
Gln
545
Gly
Lys
Ala
Lys
Ala
625
Ser
Thr
Asp
Lys
Ser
705
Lys
Ser

Met

Ser

Ala
Gly
Pro
Gly
530
Lys
Asn
Trp
Gly
Ser

610
His

Ile

Leu

Gln

690

Lys

Pro

Val

Glu

Tyr

Phe
Lys
His
515
Met
Pro
Asn
Glu
Ala
595
Asp
Leu
Leu
Gly
Leu
675
Glu
Glu
Gly
Arg
Asp

755
Gln

Pro
Lys
Thr
500
Thr
Met
Met
Tyr
Phe
580
Phe
Ala
Thr
Gly
Gly
660
Asn
Asp
Ser
Val
Tle
740

Asp

Val

Phe
His
485
Ser
Leu
Cys
Tyr
Val
565
Pro
Gly
Ala
Glu
Asn
645
Pro
Phe
His
Ser
Ser
725
Gly

Glu

Ala

Gly

470

Asn

Ala

Phe

Ile

Glu

550

Tyr

Arg

Lys

Met

630

His

Thr

Leu

Ala

Cys

710

Tyr

Ser

Leu

Lys

Lys
Gly
Tyr
Thr
Ile
535
Val
Ile
Asn
Val
Thr
615
Glu

Met

Leu

Glu
695
Ser
Val
Tyr

Ala

Gly

Leu
Thr
Phe
Pro
520
Val
Gln
Asp
Arg
Val
600
Val
Ala
Asn
Val
Arg
680
Ala
Asp
Val
Tle
Leu

760
Met

Val
Val
Asn
505
Leu
Met
Trp
Pro
Leu
585
Glu
Ala
Leu
Tle
Tle
665
Lys
Ala
Ser
Pro
Glu
745
Asp

Ala

82

Val
Glu
490
Phe
Leu
Tle
Lys
Thr
570
Ser
Ala
Val
Met
Val
650
Thr
Arg
Leu
Thr
Thr
730
Arg

Leu

Phe

Gln
475
Cys
Ala
Tle
Leu
Val
555
Gln
Phe
Thr
Lys
Ser
635
Asn

Glu

Asp

Asn
715
Lys
Asp

Glu

Leu

Ser

Lys

Phe

Gly

Thr

540

Val

Leu

Gly

Ala

Met

620

Glu

Leu

Tyr

Ser

Lys

700

Glu

Ala

Val

Asp

Ala

Ser
Ala
Lys
Phe
525
Tyr
Glu
Pro
Lys
Tyr
605
Leu
Leu
Leu
Cys
Phe
685
Asn
Tyr
Asp
Thr
Leu

765

Ser

Ile
Tyr
Glu
510
Val
Lys
Glu
Tyr
Thr
590
Gly
Lys
Lys
Gly
Cys
670
Ile
Leu
Met
Lys
Pro
750

Leu

Lys

Asp
Asn
495
Gln
Ile
Tyr
Ile
Asp
575
Leu
Leu
Pro
Val
Ala
655
Tyr
Cys
Leu
Asp
Arg
735
Ala

Ser

Asn

Ser
480
Asp
Tle
Val
Leu
Asn
560
His
Gly
Tle
Ser
Leu
640
Cys
Gly
Ser
His
Met
720
Arg
Tle

Phe

Cys
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770 775 780
Ile His Arg Asp Leu Ala Ala Arg Asn Ile Leu Leu Thr His Gly Arg
785 790 795 800
Ile Thr Lys Ile Cys Asp Phe Gly Leu Ala Arg Asp Ile Lys Asn Asp
805 810 815
Ser Asn Tyr Val Val Lys Gly Asn Ala Arg Leu Pro Val Lys Trp Met
820 825 830
Ala Pro Glu Ser Ile Phe Asn Cys Val Tyr Thr Phe Glu Ser Asp Val
835 840 845
Trp Ser Tyr Gly Ile Phe Leu Trp Glu Leu Phe Ser Leu Gly Ser Ser
850 855 860
Pro Tyr Pro Gly Met Pro Val Asp Ser Lys Phe Tyr Lys Met Ile Lys
865 870 875 880
Glu Gly Phe Arg Met Leu Ser Pro Glu His Ala Pro Ala Glu Met Tyr
885 890 895
Asp Tle Met Lys Thr Cys Trp Asp Ala Asp Pro Leu Lys Arg Pro Thr
900 905 910
Phe Lys Gln Ile Val Gln Leu Ile Glu Lys Gln Ile Ser Glu Ser Thr
915 920 925
Asn His Ile Tyr Ser Asn Leu Ala Asn Cys Ser Pro Asn Arg Gln Lys
930 935 940
Pro Val Val Asp His Ser Val Arg Ile Asn Ser Val Gly Ser Thr Ala
945 950 955 960
Ser Ser Ser Gln Pro Leu Leu Val His Asp Asp Val
965 970
210> 2
211> 11
<212> PRT
213> NI
220>
<223> i KIT HIAEEER CDR1
<400> 2
Lys Ala Ser Gln Asn Val Arg Thr Asn Val Ala
1 5 10
<210> 3
Q211> 7
<212> PRT
213> NI
220>
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<223> Pu KIT Hiiki2BEH) CDR2
<400> 3

Ser Ala Ser Tyr Arg Tyr Ser
1 5

210> 4

211> 9

<212> PRT

213> NI

<220>

<223> P KIT Hiiki2BE) CDR3
<400> 4

Gln Gln Tyr Asn Ser Tyr Pro Arg Thr
1 5

<210> 5

211> 5

<212> PRT

213> NI

<220>

<223> Pu KIT HUiAEEER) CDR1
<400> 5

Asp Tyr Tyr Ile Asn

1 5

<210> 6

Q211> 17

<212> PRT

213> NLFH)

<220>

<223> Pi KIT HifAHEFER CDR2
<400> 6

Arg Ile Tyr Pro Gly Ser Gly Asn Thr Tyr Tyr Asn Glu Lys Phe Lys
1 5 10 15
Gly

210> 7

Q11> 7

<212> PRT

213> NTF5)

<220>

<223> ¥i KIT PifAHEFER CDR3
<400> 7
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Gly Val Tyr Tyr Phe Asp Tyr
1 5
<210> 8
211> 116
<212> PRT
213> NI
220>
<223> i KIT HiiRH)EEER X
<400> 8
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Leu Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
20 25 30
Tyr Ile Asn Trp Val Lys Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45
Ala Arg Ile Tyr Pro Gly Ser Gly Asn Thr Tyr Tyr Asn Glu Lys Phe
50 55 60
Lys Gly Arg Ala Thr Leu Thr Ala Glu Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Gln Leu Ser Ser Leu Arg Ser Glu Asp Ser Ala Val Tyr Phe Cys
85 90 95
Ala Arg Gly Val Tyr Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Thr Val
100 105 110
Thr Val Ser Ser
115
<210> 9
211> 116
<212> PRT
213> NI
220>
<223> i KIT HiiRH)EEER X
<400> 9
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
20 25 30
Tyr Ile Asn Trp Val Lys Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45
Ala Arg Ile Tyr Pro Gly Ser Gly Asn Thr Tyr Tyr Asn Glu Lys Phe
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50 55 60
Lys Gly Arg Ala Thr Leu Thr Ala Glu Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Gln Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95
Ala Arg Gly Val Tyr Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Thr Val
100 105 110
Thr Val Ser Ser
115
<210> 10
211> 116
<212> PRT
213> NTLFF4
220>
<223> i KIT HiiRH)EEER X
<400> 10
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
20 25 30
Tyr Ile Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45
Ala Arg Ile Tyr Pro Gly Ser Gly Asn Thr Tyr Tyr Asn Glu Lys Phe
50 55 60
Lys Gly Arg Ala Thr Leu Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Gln Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95
Ala Arg Gly Val Tyr Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Thr Val
100 105 110
Thr Val Ser Ser
115
<210> 11
211> 116
<212> PRT

213> NLR%

<220>

223> U KIT PLfRiy EEEn] 42X

<400> 11
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Gln Val
1
Ser Val

Tyr Ile

Ala Arg
50

Lys Gly

65

Met Glu

Ala Arg

Thr Val

<210> 12
211> 11

Gln
Lys
Asn

35
Ile

Leu

Gly

Ser
115

6

<212> PRT
213> N5

<220>

Leu

Val
20

Tyr

Ala

Ser

Val

100

Ser

Val

Ser

Val

Pro

Thr

Ser

85
Tyr

Gln
Cys
Arg
Gly
Ile
70

Leu

Tyr

Ser

Lys

Gln

Ser

55
Thr

Phe

Gly
Ala
Ala
40

Gly
Ala

Ser

Asp

223> U KIT PLfRy EEEn] 42X

<400> 12

Gln Val Gln Leu Val

1
Ser Val

Tyr Ile

Ala Arg
50

Lys Gly

65

Met Glu

Ala Arg

Thr Val

Lys
Asn
35

Ile
Arg
Leu

Gly

Ser
115

Val
20
Trp

Tyr

Val

Ser

Val

100

Ser

5

Ser

Val

Pro

Thr

Ser

85
Tyr

Gln
Cys
Arg
Gly
Ile
70

Leu

Tyr

Ser
Lys
Gln
Ser
55

Thr

Arg

Phe

Gly
Ala
Ala
40

Gly

Ala

Ser

Ala Glu Val

Ser
25

Pro
Asn
Asp

Glu

Tyr
105

Ala
Ser
25

Pro
Asn
Asp

Glu

Tyr
105

87

10
Gly

Gly

Thr

Lys

Asp

90
Trp

Glu
10

Gly
Gly
Thr
Lys
Asp

90
Trp

Tyr
Lys
Tyr
Ser
75

Thr

Gly

Val
Tyr
Lys
Tyr
Ser
75

Thr

Gly

Lys
Thr
Gly
Tyr
60

Thr

Ala

Gln

Lys
Thr
Gly
Tyr
60

Thr

Ala

Gln

Lys
Phe
Leu
45

Asn
Ser

Val

Gly

Lys
Phe
Leu
45

Asn
Ser

Val

Gly

Pro
Thr
30

Glu

Glu

Thr

Thr
110

Pro

Thr

30

Glu

Glu

Thr

Tyr

Thr
110

Gly
15

Asp
Trp
Lys

Ala

Phe
95
Thr

Gly
15

Asp
Trp
Lys

Ala

Phe
95
Thr

Ala

Tyr

Ile

Phe

Tyr

80

Cys

Val

Ala

Tyr

Ile

Phe

Tyr

80

Cys

Val
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<210> 13

211> 107

<212> PRT

213> NLF%

220>

<223> i KIT FIRRIREER X

<400> 13

Asp Ile Val Met Thr Gln Ser Pro Ser Phe Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Arg Thr Asn
20 25 30

Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Ala Leu Ile

35 40 45
Tyr Ser Ala Ser Tyr Arg Tyr Ser Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Ser

65 70 75 80

Glu Asp Phe Ala Asp Tyr Phe Cys Gln Gln Tyr Asn Ser Tyr Pro Arg

85 90 95

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

<210> 14

211> 107

<212> PRT

213> NI

<220>

<223> i KIT FURRREER X

<400> 14

Asp Ile Val Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Arg Thr Asn
20 25 30

Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Ala Leu Ile

35 40 45
Tyr Ser Ala Ser Tyr Arg Tyr Ser Gly Val Pro Asp Arg Phe Thr Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Asp Tyr Phe Cys Gln Gln Tyr Asn Ser Tyr Pro Arg
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85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
<210> 15
211> 107
<212> PRT
213> NLF%
<220>
<223> Pi KIT JURRREERTAZ X
<400> 15
Asp Ile Val Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Arg Thr Asn
20 25 30
Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Ala Leu Ile
35 40 45
Tyr Ser Ala Ser Tyr Arg Tyr Ser Gly Val Pro Asp Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Asp Tyr Phe Cys Gln Gln Tyr Asn Ser Tyr Pro Arg
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
<210> 16
211> 107
<212> PRT
213> NI
<220>
<223> i KIT HIARRIREER X
<400> 16
Asp Ile Val Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Arg Thr Asn
20 25 30
Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Ser Leu Ile
35 40 45
Tyr Ser Ala Ser Tyr Arg Tyr Ser Gly Val Pro Asp Arg Phe Ser Gly
50 55 60
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<223> EFERABXILH
<220>
<221> ARk

90

CN 113975386 A g yu % 11/12 51
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Arg

85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
210> 17
211> 107
<212> PRT
213> NI
220>
223> REERAR X ILEFPA
220>
<221> B4k
222> 10, 46, 63, 80, 85, 87
223> Xaa = {Ff2 M2
<400> 17
Asp Ile Val Met Thr Gln Ser Pro Ser Xaa Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Arg Thr Asn
20 25 30
Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Xaa Leu Ile
35 40 45
Tyr Ser Ala Ser Tyr Arg Tyr Ser Gly Val Pro Asp Arg Phe Xaa Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Xaa
65 70 75 80
Glu Asp Phe Ala Xaa Tyr Xaa Cys Gln Gln Tyr Asn Ser Tyr Pro Arg
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
<210> 18
211> 116
<212> PRT
213> NI
220>
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222> 11, 20, 38, 68, 70, 73, 82, 91

<223> Xaa = fEfER

<400> 18

Gln Val Gln

1

Ser

Tyr

Ala

Lys

65

Met

Ala

Thr

Val
Ile
Arg
50

Gly
Xaa

Arg

Val

Lys
Asn
35

Ile
Arg
Leu

Gly

Ser
115

Leu
Xaa
20

Trp
Tyr
Xaa
Ser
Val

100

Ser

Val
5

Ser

Val

Pro

Thr

Ser

85
Tyr

Gln
Cys
Xaa
Gly
Xaa
70

Leu

Tyr

Ser Gly
Lys Ala
Gln Ala

40
Ser Gly

55
Thr Ala

Arg Ser

Phe Asp

Ala

Ser

25

Pro

Asn

Xaa

Glu

Tyr
105

91

Glu
10

Gly
Gly
Thr
Lys
Asp

90
Trp

Xaa
Tyr
Lys
Tyr
Ser
75

Xaa

Gly

Lys
Thr
Gly
Tyr
60

Thr

Ala

Gln

Lys
Phe
Leu
45

Asn
Ser

Val

Gly

Pro

Thr

30

Glu

Glu

Thr

Tyr

Thr
110

Gly
15

Asp
Trp
Lys

Ala

Phe
95
Thr

Ala

Tyr

Ile

Phe

Tyr

80

Cys

Val
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