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1. B HFcRni AR B 7 B, HA 5

CDRI, IFIRCDRIAL 3% I SEQ TD NO:21.24.27.30.33.36.39F1420) —MNELZ AN E LW
T3

CDR2, I IRCDR2M4, %73 4 SEQ 1D No:22.25.28.31.34.37. 401430 —MNELZ AN AW
¥ 51 ; Fl

CDR3, IFIRCDR3ML 53 I SEQ 1D No:23.26.29.32.35.38. 41 fll44f)—NELZ AL
3.

2. WA E R VTR By bk st v B, A

35 SEQ 1D No: 21 & FEMR FF FIRICDR1 A5 SEQ 1D No: 22 & FE MR ¥ %1 it CDR2 A1 45,
FSEQ 1D No: 23[1J& LR 7 51 [ICDR3,

35 SEQ D No: 27 & FEMR FF FIRICDR1 A5 SEQ 1D No: 28 & LR ¥ %1 I CDR2 A1 4T,
FrSEQ 1D No: 29 &ML 1751 ICDR3,

£ SEQ 1D No: 33[IZ AR T FIMICDRL A SEQ 1D No: 34[Z LR 7 FI I CDR2 AL,
FSEQ 1D No: 35 FEML /7 51 FICDR3, BY,

£35 SEQ D No: 391 & FEMR ¥ FIFICDR1 A5 SEQ 1D No: 40 & FE MR ¥ %1 it CDR2 A4S,
4rSEQ 1D No: 41K LT 7 ICDR3.

3. MRAEACRE R A B bk st v B, A

£ SEQ 1D No: 242 EBR 7 FIICDRL LA SEQ 1D No: 25[F 2L L 7 FII I CDR2FI4D,
FSEQ 1D No: 26 2R 751 ICDR3,

£35 SEQ D No: 30 & FEMR ¥ FIHICDR1 AL & SEQ 1D No: 31 & IEMR ¥ %1 I CDR2 A1,
FSEQ 1D No: 320 2EMR 751 ICDR3,

£35 SEQ 1D No: 361 & FEMR ¥ FIICDR1 AL & SEQ 1D No: 37 ZIEMR ¥ %1 I CDR2 A1,
TrSEQ ID No: 382 H: ¥ 51 (I CDR3, BY,

£ SEQ 1D No: 422 EBR 7 FIIICDRL L ESEQ 1D No:43[¥ 2 AL 7 FI K CDR2FI4L,
PrSEQ ID No: 44 HEL T 51 HICDR3.

4 RPN ZR TR Juas s 7 B, HASE A DU — B2 A E iR A8 X f
B AZX

HEHEAARX, HAAE TAESEQ 1D No: 21 R ILER 7 5 ICDR1 B SEQ 1D No: 22
ZHEIR P HI I COR2AIED 5 SEQ 1D No: 231 2 25 1R Fr IR CDR3, iR ] A2 X, A& 74
4rSEQ 1D No: 24M % R I CDRL 2 SEQ 1D No: 2501 % L B8 /7 711 CDR2 141,45 SEQ
ID No: 26/ 2 2R 7 51 X1 CDR3 5

HEHEAARX, S TAESEQ 1D No: 2THIEILER 7 5 ICDR1 5 SEQ 1D No: 28
ZHEIR P HI I COR2AMID 5 SEQ 1D No: 291 2 AR Fr I I CDR3, A ] A2 X, A& 74
4rSEQ ID No:30M 2 R F I CDRL 2 SEQ 1D No: 3112 L B /7 71 CDR2 141, 2 SEQ
ID No:32f 2 1R ¥ 51 X1 CDR3 5

HEER X, A5 T AESEQ 1D No: 330 & FEMR 7 ¥ JCDR1 & SEQ 1D No: 34
IR 7P I CDR2AIAL A SEQ 1D No: 35K 24 F2 /R 7 51| (1) CDR3, MR FER] AZ X, HoA 5 143,
4rSEQ ID No: 362 M I CDRL 0,2 SEQ 1D No: 3711 % L B8 /7 71 CDR2 141, 2 SEQ
ID No: 38 % J: 1R /7 F1 ¥ CDR3 s Al
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FEHEAARX, HAE TAESEQ 1D No: 39 ZE IR 7 5 ICDR1 A5 SEQ 1D No:40f)
AR PP CDR2AIAL A SEQ 1D No: 4112 FfR Fr 51 (1) CDR3, MR FER] A2 X, HoAn 5 143
4rSEQ ID No:42( % H: 8 T 7 ¥ CDRL 4557 SEQ 1D No: 431 % 1 )T %1 ¥ CDR2F1 45, 4 SEQ
ID No:44F 5 38 5 FI I CDR3

5. 3 BRI BTFcRn LR B Fr B, A

£ 4 R BIIK CDR L, BT iR Z L8 7 91 5 3% 4 SEQ 1D No:21.24.27.30.33.36. 39
A2[—NEREAEEEIR T B A 52090 % [R5

A3, 4r 5 R 7 B [K CDR2, BT iR Z L8 7 71 5 3% 4 SEQ 1D No:22.25.28.31.34.37. 40
43— DB A2 B R T 5 A %790 %6 [R P 5 A

£, 5 A R 7 BRI CDRS, Tk & B2 )7 71 5% A SEQ 1D No:23.26.29.32.35.38. 410
AR —NER A E LR T 5 B A 22090 % [R5

6. 73 B FIFcRn PR B B, HAAS — AN AN EEE TR X R B X, BTk af

X AL A ESEQ 1D No:2.4.6.8.10.12.14.16. 18 K20 G T 7 1 — N B 24 E
FEIR T F

7. MR HE BRI ZL R 6 fI I () oA ai H B, HAD 5 ERE T AR X, i E R ] AR X AL B SEQ
ID No:2.4.6.88% 10/ LR T 71 .

8. MR 4 BRI ZL R 6 fir I (1) o Ade a7 B, A S R e T AR X, B 5 ] 48 X A B SEQ
ID No:12.14.16, 18820/ & LR 71

9. FRPEAUR ZR6 Frk ek B 7 B, HAS & A LN — A8 2 A E ik ] A8 X f

BT AZX

3,5 SEQ 1D No: 2[R 7 F [ HEE R AF X A5 SEQ 1D No: 12/ 2 B MR 7 31 1 4%
FERAR[X

0,5 SEQ 1D No: 4H) LR - A1 1) 5. 4% m] A [X FN40, 27 SEQ 1D No: 14K & LR 2 71 1 4%
FERAR[X

5.7 SEQ ID No: 62 8 v 71| 1) B 8% n] A2 X A0 5 SEQ 1D No: 16/ 2 1R 7 31 i) 2
FER]AR[X 5

3,5 SEQ 1D No:8[JZ LR T HI[ HEE R AF X A5 SEQ 1D No: 18 & FMR T 71 1 &
BFERTAR[X ;0

£3, % SEQ 1D No: 10/ S /R /7 71 I B 5 P AZ X AL % SEQ 1D No: 201 Z FE 12 7 71 Y
BREERAX

10. 43 B ) BuFeRn AR 8O v B, HAS — N B AN EERE R AR X AR BE R AR X, Bk 7]
AR X AL BRI B, TR L R A 5% E SEQ 1D No:2.4.6.8.10.12.14,16.18F120fK]
QIR T I — A B G EER 7 5 B A 222090 % [FJ6 1

L1 RPN R 1 210 AT — TR B id i AR BCH v B, o ik Ak /EpH 6. 08pH
7. 4260 L0 01 2nMAYKD (iR 255 B0 .45 B FcRn.,

12 AR AR ZE R 1 2 10 AT — TBT R B e ik 5 H 7 B, v BT odd o B s Pk
TR NN G K% NN R R N NG K%

13 RRAR AR R 1 2 109 AT — T Pk M TR B v By, Hodh ik S B i Bra 5 4
Kpifk Fab.F (ab’) 2 Fd\Fv.scFv. &M fuig O R m M i VUK O Siddk =44

3
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scap (A BT L S EATENELER) R EIUE . S8R A 2455 7 Pk .
BRI s ZARFUAR DY TR P A R AR /MR G008 254 (SMTP) | 45 & S5 M 1k 4
JERRE RS SO WSS PR E & A VHH P4

14 MR BRI R L1090 — BT R B U B v B, Hop Bk S 46 Te DAk
TgEHUAA  TeMFTAE \ TgGL IR  TgG2HTAA | TgG3HUAE \ TgGAHLiA

15. Z 1 H R, H i3RI SR 1 5 14 P — IR I HUAR B F B .

16. 2% TR, HImb PP cRa Bk 8O v B, Frid P cRn i AR B I Bof9 & % H SEQ 1D
No:1.3.5.7.9.11.13. 15 LTI — A ELEZ AT o

17. 2% T8, HgmiEdiFcRnfu AR B v B, i SiF cRo B BUH i R 5 791, B ik
FH 5% ESEQ ID No:1.3.5.7.9.11.13.15. 17119 — PN ELZ A 3 B A % 090 % [F] 5
PEs

18. E A RIS, LA R AE R 152 17T — TR 2 %R -

19. 75 40, HDURURIZE SR 1 8Tk (1) B 2 R A B A G G

20 il £ HTFcRn PR B Fr BRI 738, Lt -

B SRR E SR 19 BT i 75 T2 40 At I ELA AR 7= AR B A

AR BRI AR R SR DA NS S P eRn e S PR A S I P id

21. 29 &), HoA SR B SR | 2 1 4P AE— TR (5 oA B HL B R — FhEl £ v m]
2 A .

22 3097 A B B RS B B 1 T, Bk 7 A A B SR il P AUR) R 21
Frid 4 &4 .

23 AR AR EE R 22 B ik 1) 77325, Horb B B 5 S % B i =& 2 B DA B — s S g
R B9k /D HE \Guillain—BarreZg S 1E VU « B B % i 28 L IsaacZi SAE VRESE S E . 3
RIS T BRSPS R SRAFPE R T P 3 B AR A SR AR 11 S R T s R i
KRG B IEZE A 1E . B 5 % 7L B B %)% Grave i GoodpastureZg A1  EIENLTC
73~ 2 R MR S RR PR O Y 28 VIRIE R R PR ML /N AR gk 2 A B R R I M B % R R A
o

24 1AW, HAL S A BUAR ALY FR 0 BRI 23R 1 28 14 Fp AT — T BT iR i P AR B0
B.

25 . FEAR P BUAEAR SN IIE cRn (1) 77323, BT IR T3 15 A5 AT FTAURIEE SR 1 2 1 4R AR — Tk

PURBH B
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aTr BB R R R RIS SFCRNETHLA

BR G

[0001] AT K BRI SRR B Ay B, Hofill 26 U5 B & Z Uik i I TiRyT A
5 G B 0 H A WAE FRZ U Va7 M2 B B S R B S Pk ik & S5FcRn
(R e ik, BARAEFCRP \FeRBEBrambe L I5244) &3 & HI G4, ridFeRn X LgGAA
SR A T AR o A A TT HIF Ry R PEFTUAR 5 TeGAR 58 PR ML 25 A F R, AR/ ML B0UR 1
H & Pk, I B R BRI B S i .

BEEAR

[0002]  Hifde it 55HEE BUR 45 A 10 )% B 1 T AR AL RE A RI/INBRAE I 8 sh P, 3t
A B TR X 1) 28 R A2 B 22 TR A i O L e 4% B BB PR T AR X R 52 X1 T AN AN ) X 3k 4 e o
RN AR XOREE B T AR X AE SR 2 () R B 1 P A 2 R OF B ST S A R L 1E E
X R IREN T I Z RN, 3F H A T 456 A2 RAREE B i DLBOR B 1 ARV 2 5
[0003]  FEIEH 2600, NFERE T 186 (N HE TgG3[RI FhZY) 78 ML Hh 1 - 75 HA A& £ 22-23
TR 3K AN ) AT At 2 2 (1 9 L7 1 25 30 1T 5 0K o 0 T Te G X Bl K (1) L is - 77
W, d T A T R NG TeGR] BAfEPH 6.05 WARF BT A Fe32 4% (FeRn, —FfFc vy 52
AA) B 45 £ DA BT B SR PR VA B AA IR 12 o 24 TgG-FeRn 2 & WG BR B BB, TG A8 LI v 76 1%
Bl 1t pH (297 . 4) MFcRnBRuIg Hb i 25 o 3 ik 3% Bl 2 AR A T B9 B AR ML , FeRn AT A8 75 V4 B 44
PRI LG T B it , MM SE K TeGHIE 5 15 Roopenian® A, J. Immunol.170:3528,2003) .
[0004] £ A KSR AL TE % 2 BIFeRn, B 78 B R R LA S ABHA LV WU T gG
IR B3 IS H 2 AH RSt FeRniE T & M AR AL 3 543 31, S AR ML A S IR RRIR TG ig
NG LA AE A FeRnfE AR 2 H A I8, BFE Il 7 B 1 B R 1210 Je & B3
FIARTE T -

[0005]  FeRnjgdEdL S I8 AA 30 W 47 A6 T P R 4t A b 52 4 B i) A& o FeRnd B
ZANEBEa I (a1 a2fa3) FEANT]VEPEREEB2-TER B A (B2m) 45 M3 il &5 & AU 22
e ARG L, e BT UAB2mfE N IL [F R B I = BEH SR B A 1289 F 5Kk . FeRndif A
A LI46kDII 4> F &, I HLH & A al a2 fila s 55 45 H 35 FB2m AR B 45 #e) ek HL 2L AT o 26 M
PR R AIAE T 55 (%) 1 5T B2 1) B 47 85 ) S 1l o

[0006] A Y WFFLFcRn X T gGRE AR I BTk » O 26 /N R BEAT TREAL , 18 45 AL B2m AP cRn B4
[ JE DR 1) 22 /030 4 B8 TR 5 AT AS FRIK IR BE B [ J57 o 7E IR B8 /N B R, TG I 7 2 77 30
TR B KR P2 B AR, IR 4R 1 1 gGRA A PR MERIL ] o 38 T 2842 HH ] AFE I B2 F R e B
NBR A BT AP cRnridd I H X 263044 7] BARH 1 TgG 5 FeRn i 456 o X TgG 5 FeRn 25 A5 1 40
1l PRI L 1k T g G-F AR it AN 1 25 A48 TG IfIL i ~F- 55 41, AT o] LAYR YT B S Bk SIS B & S
Peli o AEH F R R R EREDRBEN P BR TIXMA M (LIS AN,
J.Clin.Invest.115:3440,2005) . P&tk , B W B35 51 1G5 F cRn s & I 254 AT LA TR 7B
THBIT LG A3 (1) H B G5 5 I3 FH 28 PRI 1K) 7% o

[0007] P B e P R EE 2 B AR IW) S R G0 DR A BE 4R B R DR (1) 0% R G S i Bk
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HE 5 ERHM T B A 2 5 I R A 00 - X B8 B B % 00 A2 7] BATE B AR 1)
JUT-A TR0 (BFMAE RG . EM ARG WA W RGOk CEE RGN IS 40 h BB
4= G YEIOR  CL A1 E B RS IR 1R 22 215-8 % MO TH A A T B R 25 1 B 5 400 s 2R 26
AR T S2BR K, B RN B ey s 1 B A S 12 W7 1 e e 9 7 VAR R PR 12k

[0008] LR 7E8E A% PR FI G0 08 (R 2R 5 AT E B G 0 0 V) 0 IR BEAT T KA 57, (HL 2
ThARAT BB #5500 B IR VF 2S48, 2 P B B )% i 2 HH 1eGZY B S ik 51/
SERR b, ARIEST R B B B R T IR, B8 A TR Rss R A B
A TANEIT B B RE LR AN R HIL, 2% T T KEH B R i =
Ve F PRI AZAE LR EERER I B2 B B S5 MR BRI, 7T PAFRAS I8
BITHIRRI AR

[0009] [ B H 2 5 o AR [F) ol e 28 B 02 PR s ER EI0m MU AR A ¢, 9 HLEH B
I8 o PR A B e /D LGui I lain—-Barre L &1k VU - H B 9 JZ MG % IsaacZi & 1FRELES
fIE T8 RIEIE V& B R IIE I M K SRAS M R PR 3R B A e I R PR SRR
I RS R IEIE DU IR 4R S 1E B BB L . B & %% Grave i Goodpas tureZE A1k
HIENUTE 77+ 2 R PRAE AL 28 SRR PSS T 28 IR 5 R PR I /AR D/ PR SR8 (TTP) W IRIE E
B 9% BB R A

[0010] 4, & AnAE EAENLIS /7 (MG) IGO0 T, Ar T BE = UL A2 LR A2 SR AL 1K £ B IR
B SZ A (AChR) A BT o) Ik 52 44 (1) [ By s 4 55 SO BEL W , DA T A AR Bl i LI Th B o 3B L 0, 4
XEH G P, LA ShRE1S B E .

[0011]  XF-TITPRITE G, TP H 7= A 5E e /MR ERE 85 1 45 5 1 H B S mi iR o1 &
I INAR B 51 RS ) 2 95 o 70 AL /N AR e 4 38 282 o /N 3 L B /AR IRR A e (48, I 4]
J) SRR .

[0012] 3@, Va7 ITPI S FEHI ] S % R4, I HLR G B1E /MR K EF o A T
SRS ITPRE A S A2 28 Lok, IF BAHLL TR & 78 ) LE h 5 W o R A2 & 1/10,000
N NP TTP A2 e N R L EE HP ) B K MR 99 2 — o A8 55 [ A 1 I L ioms & R 18 P T TP
FEAE R BB SR IT 9 AR 38 [ I K 2920, 0004 395 91, 3 HL T TP B AIRE 25071
U PR 7 o R4 TTP ) LEE B A TR AR A /AR T H UM T 358 1 4% HE I, £ B 1 o LSRR AL 4%
B R Pk b /INEE A Bt R R I R L AT BB I AEANIR T R LN R (H 2
VP2 R AT Q082 IR 98 8 H IR y 3R 1 bk N e Va7

[0013]  ELAIH & i B R IE TS 2 0 HE EROmAL R , 3G g 2 A X 7] fg
TAEE &4 [ Gk bz I 72 R G B AR 58 DU R E VL . £
40-70 % [RGB HILE 32 3, 91 HLZ130% 10 B 8 R R ORIE TE'E 28, DX e IRIE
(AN ) i AT 2R o B AR 1 AR S A0 P A I FRNE T RIS PR B R K T 1 A R R AE 4
22 % FIIRIETEE 28 3 A RS, 1 2 403 Sy I 50 02 an itk . S5 41, R 4kiE
222> 3 1) ) 0 £ PN, BOEE 2 SIS R AR IO S 00 R L 10-65 % (1) 8 B RORIE TS
R, 5-10% [P EIRIE TS & WHO TTTAIIVER) BEE104E 501, I H5-15% 1) i
T NZER B B B o DR, 0 AR AR T AT B IRIE VRS T

[0014] PRtk , f8 R A I 5 bR B0 I B B U EIT B 5 S 5 R LR I SR it
HA X IERE LG T 1 H B G & 5m (01T-5 RGPS 58 4 fEE L 77) BA

6
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KMGBIEE AN TS DB RIS TR 2 B E 99) BRI 28R

[0015] &8 2 A¥ A ik Y R = i FH 1eG (IVIG) Y697 B B S & 1) 77 7% (Arnson
Autoimmunity 42:553,2009) . IVIGH % 2 PALEI RS, BAMEHE 5N IETg6= 4+FcRn
T 38 IR EUR AR TS B LR D& Bow, Bk N K & N S Bk (TVIG) 3G
T A ITP LA I IR T, I H O & R IVIGHE N7 20 i TR HAR B & S
IE - VP2 AT L 7L 1 IVIGAEIRIT B B 5 5w 5 T P AR BRI HLER o 6T LTP , -3
7045 H DL 2518  TVIGRRIR 32 22V [R5 47 B3 7 Wk $70 4 1 FER 540 I /MR T F e 52 448 1) BEL T
F o JE SR FT R , FeRB S I TVIGHIFR 5| A2 — L TTP &35 v /MR vH 8 &1, IF Bl kiE
IVIGRUR AR T s E R A 40 i FFe y RITh3RIK , M M- BUm il LR il 72 .

[0016] SR, XS IVIGIRYT HA KEEIE I B0 A M 5 H4E % & 5t 1ok, BRIVIGZ
Gh, FHTEIT B B 0%/ [P0 2 G 2 o i (1) Ho At 75 4% 2 e B SiD S Bk 1 L B2 i
Il e S | e % A R (LR T 20) B IR - L I R AR AR T AR W B (el 5 A
Prosorbatt) - FARAS AN GIRATIRR AR A AHSE, IR TVIG, IR ES VAR 2% 97 A 24 H
s 4, T B AR E R IVIGUA 5 B0 PEHUE I G R B 3G, JR KA T TVIGH il
BURTEPUAZS G FeRn (R, 58 PEAH) (4 2 HLAIATLL T 5L : TeGAE A #pH (BRI, pH 7.2~
7.4) MFcRn R RARHI 26 77, 3 HLIVIGH) & Wil PR & & 292g/kg

[0017] g H] 5% 4 PR TeG S5 FeRn 5 A I A0 NG IT B B S e — P RIS VR 97
D712 SR, FH T IR TgGXSFeRn ¥ /51 5% A7 AL A U T g GIRY i R 52 FeRn ) 52 4 MR 401
WA P e 7R B = R &, I DRI AT AT BT TVIGIR YT B AH A PR 14

[0018]  [At, B ARHIFCRFUAALENO 2006/118772.W0 2007/087289. WO 2009/131702.WO0
2012/1670399 A FF , AHIB VI 75 ZIF KX FeRn HAT & 28 A1 77 3F BRI A] DA £ A S8
S 35093 PP AR I PR A S SR MR O B AN PidA

[0019] 7/{@3//_\\%

[0020] 5 A [r]

[0021]  RE ANt 7840 %5 VA o bk ] IR SR A 2 HAR A HiayT B3 & ik
i (BLFETTP) 2540, H H i £ U FeRn B B 0B 1 77 B B Bl 7 B S HL il 28 i o 5
FeRn&h A I HUAR B 7 B, PApHAEMR 1 77 20 5F cRn i e M 45 6 1 LA RS 7 201
PHUEIFc SRR 454, MBI Jak 2044 P (9 AT BE 512 B & S e i i BB Bu ks , 1697
B & %S B o

[0022]  ARAFF B K25 E—FasT B & RIE RN A S, ik a5 a5
HFcRnZi G g, Horh 5 B e o A S Hh PR 40 g gk /D iE (immune neutropenia) .
Guillain—-BarreZE&4F (Guillain—Barre syndrome) «Hifi (epilepsy) « F 5 I i %8
(autoimmune encephalitis).IsaacZE&HFE (Isaac’ s syndrome) JELE G 1F (nevus
syndrome) .5 KIEIE (pemphigus vulgaris) &M B K (Pemphigus foliaceus) oK
JaMEZERIEHE Bullous pemphigoid) RIS I MR A fidhE (epidermolysis bullosa
acquisita) IEURMEIE K IEIE (pemphigoid gestationis) «KifE2K K IE (mucous
membrane pemphigoid) «FiBEE4E S 4F (antiphospholipid syndrome) .« H 5 %y& %% 1fiL
(autoimmune anemia) - @ &% )& Graveli (autoimmune Grave’s disease) \Goodpastures

A 4EF (Goodpasture’s syndrome)  EEFEALTC /7 (myasthenia gravis) . & K VER{L

7
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(multiple sclerosis) ZERUEMEFRTT % (rheumatoid arthritis) JJRJE (Tupus) &M
ML/ s 20 1 2598 (idiopathic thrombocytopenic purpura) JRIEVEE % (Tupus
nephritis) FIEMEE i (membranous nephropathy) 8.

[0023]  HARfEITT %R

[0024] AT SEIIRL B EE, AN H AP0 B R SiFcRndiA B 7 B frid s a7
[0025] 0,47 3% ISEQ ID No:21.24.27.30.33.36. 39142 — 8L £ AN G 5 7 51 1
CDRI ;

[0026] 0,47 3% ISEQ ID No:22.25.28.31.34.37 .40 F1431— L £ N @ B8 7 51 1
CDR2; FHl

[0027] 40,5 3% ISEQ ID No:23.26.29.32.35.38.41 F144 1 — L £ NG 58 751 1
CDR3.

[0028]  F4h, AN FFIRME—Fh 4 B A JF R B A B, Frik Bk a5

[0029] A4 E LT FIFICORL, TR G EL IR B 5 5% A SEQ 1D No:21.24.27.30.33.36.
39F042(1 —ANBRZ AN E LR 77 B A %2090 % [R5

[0030] A5 JEFR T B (KICDR2, BT iR & B8 7 71 516 A SEQ 1D No:22.25.28.31.34.37.
40431 — B A2 1R 7 71 AT 222090 % [F] U 7 5 A1

[0031] A& S R T A KICDRS, BT iR & B8 7 71 516 A SEQ 1D No:23.26.29.32.35.38,
41441 — A B A2 Ry 71 AT 222090 %6 R 7

[0032] 4N, ANFFIRAE—F 5 B PR UL, A FiiA & — A2 A E 5] 45 X
MR AR X, TR AT AR X A0, 2% [ SEQ ID No:2.4.6.8.10.12.14. 16 18FI120/1 s K8 7
T — N A E IR T

[0033]  A4h, ANFFIRAE—FI 5 B PR FUE , A FiiA & — A2 A E 5] 25 X
AR FER AR X, Brak m] A8 X A5 U LR 7 1, iR 2 LR )7 31 51% 5 SEQ 1D No:2.4.6.8.
10.12.14.16 18FI20/) 28 L 1 o F1 b (19— B 2 D2 R 7 51 2L A 222090 % [F 5
[0034]  Si4bh, ARAFFHRALGmAD HTF cRn AR B L BLW) 2 12 H R

[0035]  S4h, ARAFIRBE AL HTFcRnPUAR ) 2 - R, BTk 2 % 7 R & 1% B SEQ 1D
No:1.3.5.7.9.11.13.15. 1719 — B 2T 51

[0036] 34, AR H R AL gL diF cRafiAR () 2 % B IR, ik 2 % B IR A5 731, ik 17 3]
5% ESEQ 1D No:1.3.5.7.9- 11,1315 1 TM19H — DB 2 A 75 B A 522090 % [F1 P 1 »
[0037] 46, RAFFHRAAD S L% AT IR I T 41 Rk A L FH 5 4 Rk s A 5 e i) g 3240
o AR A FFR AN R A — Pt & S F Ry R4S A BT AR B B 5 32%, ik 7 V24 «
BEFRE R ML IR R AU s LR SR AR R AR DA NS U E cRn B

[0038]  J34h, RAFFRAL—FI WA GV, Bk 254 &4 & JiF cRo AR BUH Fr BOHI
— Phak 2 BT 25 FHBUA

[0039]  J34h, RAFFHAE— PG ST A B B S P B B8 5, Bk 77 1A 4 19 iy
A TR A A

[0040]  J34bh, ARAFFRMUE—FIH G4, ek & a8 ks IR e ¥bsid i) sk

[0041] 4k, AN FFFRAE— FhAEAR P BLE AR SR IIF cRa 1) 7775, BT 7 88 8 F it
FeRniAR B AL B
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[0042] A AHIZR

[0043]  XfFcRn'fE 5 (1) A K B SR B Fv Be AT i 56 F1 3 s S, FITikF eRn g 4 TgG A
A PR T 32 A, TS AR 2D BOAN I B S % S A OGS r) 3/, I HUAAS 5 TG+ 1 7
N EFcRngh A LA LTS B 5 Bk F ik 1% 8505 1, Frd SuaR s = A B a] T8 97 1
W E B RN

[0044]  [ff [ faj ik

[0045] & 1% 7543 1 CHO—SHH i Hh Jidd 2 18 LA S AE 3G i B AR I8 JiF 2% 44 T 7E SDS—-PAGE Bt
Ao riE B A AL FRASHIHLI61AHL161B HL16 LCFIHL16 1 DR A AU 45 3 . 45 B IR,
TEAEIR IR EAF R, BAHL L6 1 Juik 3 B A K/ Z1160kDalf) 525 N 1gGI RLZ5 14, I HAR I JH 2%
T, # B R /NZI55kDa, I H AR K /INZ125kDa , 3X S s AR B AR P 4 . AR I
L VKB LR 8 MWD bR, vk 203 2ugdFid IR (GNEMAL FRK)) Fidd , 7 HI83E 34K
F2ugih JE A .

[0046] K 2E /RN T HATAP S5FcRns; & I $HiFcRndife (HL161AHL161B HL161CH!
HL161D) (K8 775 /g B (KD) , i FHSPRAR G AT - A IR 45 AR o i {f FHProteon GLCE: Jy Al
Proteon XPR36 (Bio—Rad) &4t AFcRnFIHL161AHL161B.HL161CECHL161DH4E 2 [H] £E
pH 6.0MIpH 7.4 AHEAE F, SR1F &I 211 45

[0047]  E|2a ' ~pH 6.0M) AFcRnAIHL161A$UAA 2 [A]FH BAE FHE 54 485 3R

[0048] [ 2b W ~pH 7. 40} AFcRnAMIHL161A$UAA 2 (6] FH BAE FHE 54 485 3R

[0049]  [&]2cxpH 6.0/ AFcRnAIHL161BHUAA 2 [HAH LA I 2 B4

[0050] [ 2d W ~pH 7. 40} AFcRnAIHL161BH A4 [6) FH BAE FHE 5445 R

[0051]  [&]2e W ~pH 6. 00 AFcRnAMIHL161CHUAAZ [A] FH BAE HE 75445 R

[0052]  [&]2f S oRpH 7.4 AFcRnAIHLL6 1 CHidA 2 ) A EAE I 2 B &5

[0053] [ 2g ¥ ~pH 6.0 AFcRnAITHL161DFuAE 2 I8 A0 EAE I S8 45 5

[0054] [ 2h T ~pH 7. 48 AFcRnAMIHL16 D344 [6) FH BAE FHE 54 45 R

[0055]  [&|3 W RIZFEHI A TiAE SU R 45 & 8e 77, JF H ol Frid #8005
HEK 2934 e % [ b 477619 AFcRn%s 4 IHL L6 LAY AR FIHL 16 1 BHi A4 4b 38 1 B 6 ik A FeRnf)
HEK 293411 343 /EpH 6. OFIpH 7. 4R $044 15 41 Mo R 11 45 A P 3R A3 (1) 45 R cHL 16 1AL A4 A
HL161BHu4E % H 5 AFceRni 45 & 3R A8 i b 48 A [\l p H A 4 P 44 4b 22 40 f 5 48
ATexad88~Frit FIHTA L SE HURBEAT 2 G HOE 40 e 431 (FACS) FRAZHIMFIME

[0056] &[4 7R8 T 4 HTBE BT A TgGAEPH 6.05 315 AFcRnff 4o ss & 188 10 45 3%, 91 H.
IR PP B S S A e 10 A FeRnf) 25 A o2& 75 7T BAZE 40 B 7K P BRI A 18G5 AFcRn %
A ML 4 LW I M 200nMIZE B4 15 F B AR 52 5 ik B 3Rk AFcRnffHEK 29340 iU 45 4 1
HL161ASUAEFIHLL 6 IBHUAABE—3 , 3R4T T PFH BT AT exad88Fr 10 A TgG5 AFcRn4h & (1) e
() ith 2% o

[0057] & 5afIE5bE IR T H R AFcRnff)#E F K /N Tg32 (hFecRn+/+ . hB2m+/+.
mFcRn—/=mB2m—/=-) FTHL16 1 AFL AR FTHL 16 1BHUAAK X TG 143 i AR 1 G S FE 2 465 SR o £E.0 /)N
I, #5mg/ kg A=) 2= ~h 1gGH1495mg/ kg A TgG g i P Jith I 2244 A LAASE T g G AT o 5% T~ 24 ) it
L e AR -T1g6 244872196 /N, ¥ TgG1  HL161AHL161BELPBSH% 5 &5 101
20mg/kg— H — IR JE N 7 5T o 7516 FHAE W) 2= - 18G f524.48. 72,96 1 20 F1 168/ NI EAT £

9
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KA AE24.48. T2R196 /N, 75 250 it F B R A UV, H HOEEELTSATT VA i bl R 2 1 A4
Y2186 45 FR A AL REAIT [7) S0 J8) A & 5 75 24 /N SRAE I ML YBRE 7 H 100 %6 (1) 6 42
=,

[0058] &6 5. 7 3+ e 3k it FH 7P A A (HL161ARTHL161B) 225 AFcRnBE A7 96 % /7 5[] &
PRI B B R BT 5 MR T gGULIB K AR 1 45 51 OIS HL16 1 ABTR FIHL 16 1 BHUAR 75 H #4771 =5
M20mg/kg— H— X F Ik i 2 8%, 3 B4R BoR, 50/ AL R 1gGii /> £ 14
70% , 3 HEE 29K/ £130% .

[0059]  [&]6a it 7nHL1 61 AT FTHLL 6 1 BHUAARAEAS [F] Jo 44 94 P ol (14 11375 1 e Gt A FH o
[0060]  [&]6b . RAEAMA A HL1I6 L ABUA FIHL 161 BH LA G < Smg/kg) B LI gGI/E H
[0061]  [E6c M MEFHHL16 AT FTHL16 1 BHT A (R JE : 20mg/kg) B M7 TGk /> 1R
o

[0062] & 7a 1P 7h {5 7 A58 FH A B AR AT 19 538 WP 43 HrHL 16 TAFIHL 16 1B 25 X 3] 77
i 2R 45 5 . o SHLI61ARHEL , HL16 1B AR ELA 5 6 2F 75 BAAUCH Caax o

[0063]  [&]8a % ] 8c . n 70T & B M AT RO S 38 , /- Afr i it i FHHL 16 1 A3/ FHL16 1B
U 51 AR T M. Tg AR 25 1 I LR 7K P AR PR 25 2R MR LM Tg AR 85 1 9 LYK P A7
TER AR AL, 1K B8R A T B AR 1) TE 7 Y0 R Y 3 3R X AR A DR A 2 R 1 22 S T
T = I 5 1 R S

[0064]  [&]8a i /A 1) LT TeMAK P A8 1k

[0065]  [&]8b WA I LT [gAZK I A2 1k o

[0066] &8 IR LTS A B A KPR A2k

[0067] %A=t

[0068] Ay Y SKIW B3k H 1), AN R —FhduAg , Bk 44 m] DA pHAE AR M 77 DA
S 71 5 FeRnfr 7 1 45 A 9 HL R AN RTAR I 2 B2 R, FF HLDR A A4 P it FH I 3 AR D BlCAS
T R )% 2

[0069]  ARAFFPU AR FRNE A FE TINS5 5+ - ik T DL 5 s B2 fuik (9,
HA G BRE O Fe 4 M 2K PUE)  BA 2R 6 R R R SR H 59, R0 7 Rk,
KURITAR , R BE Sy 1, DL RTUAR F B (1913, Fab (F (ab ™) o FIFY) , 4H & AR T o o M4 A< 2
FRII AT LB 02 515 A FeRn ) B 7 5 H 4k

[0070] v B PR L4 SR BUAA o J34h, B SE R FUA AR X R A PR DL X K Bk
(1) 7 B, Ferp EBE AT/ BUAR BRI 4 5 R B R R (0B BB T4 8 SR 28 R B0 2R 1
oA R AE R 7 B R SRR, R A 8 R 2 S53EB B — MM EE T 5 — 1M
PSRBT (A A8 (B4R I AH B 20 A8 R B3R 5, 3R e AT e B 7 B A 09 o AT
RN R 7 N (S B G i N A e e

[0071] N AJRALI & 3%, PP~ Nk “ A PuAR” & B A=A I B A 58 AT AT
N oA 7 AL e A AL R AR A 2 ) 22U 8 7 21 ) A4 o« N B AA mT DAASE R A S 2 0 ) 2%
Pk A (B8 W TR A i 7 ST ) 7 A o AT DA S ek it FH e it 22 5 TR s il 4 N s, Fop pir
T2 BE DR B0 O G AR AG Vi N T e 8 T i B 1 AR I SR P AR, (R L N T PR R L 2 R
BE L 1201, G 1 xenomi ce o AR FF IR HLAR AT LA 212 A BRI TE o

[0072]  RARVUBESUAA A FH P26 AH IR AR B (L) AP 26 AH TR SE 85 (H) 4L i) DU AR 2R 1

10
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TRk A —m B A B A A AR I (Vo) FRAE 55— B 1H 58 45 i3k £ENI , RSk ERE A
H— AP ARLE IR (V) 5 3F B0 TaBE R y 85 B A 3AME B £ 938 (Cn) , X Tuhlle R A AL B A
4N CHES F38

[0073]  ORE “AI AR FR Hudh < 8] ] AR S5 A S B B A AR T A T )2 A RIS 8L Ve
TR A SRS & I 5 R w DU X H R e PR B R e e o SR T, Pl AR PR B AR = AN X
B (BRAE IR IX (HVR) ) A, B8 S ] AR &5 o) 38 0 7 49 M) A 45 44 38 o 1 CDR o 1T AR 485 M3 ) 2
o R AFI A RAEREZR X (FR) o 45 B ] A &85 ) Sl R B 54 ] 740 245 A g AN g 28 COR o 0, 15 45 44
1#FR1.CDR1 .FR2.CDR2.FR3,CDR3HIFR4.,

[0074]  FEAR AT, fH FH A S BRET (1 56 L IR B3R A3 T % AFeRn LA S8 A Ry S
(R FLAR o 5 L DR Zh ) AT DL IS 2R TS BV Te Pl 28 2 DR R AE N N T P 28 42 DR B IR o 7 A o i
P B DR B B A L A0 A5 SR R 340 5 0% RS R IR HBAR AL, , T AN TR B2 A0 77 R, AT
AJ DL KE I 1E) A R LA A S % 5P R R SR M T AR 2 ) (US 20090098134, US
20100212035, Menoret A ,Eur J Immunol,40:2932,2010) .

[0075]  fEARRNF L EH T HA NG EsRE AR AR LR EARK OmniRat™ (OMT,
SEE) o OmniRat™A] LA 235 6 APcRn B B 1 B34k, DA e B ok KRR 3R
[¥JCH2FICH3 25 #43k BA F2 ke 8 A ZE DR I VIX W DIX AT X FICH L &5 fe 3k 28 pl (9 FE 85, LA ROk B A
FPI AR BE MR BE , AT AT R IR AT AFcRn B A @8 A 734k MenoretZE A, Eur ]
Immunol,40:2932,2010) .

[0076] Ay Y ZRAFAE R A 5 A1 7 (1) 55 v B A0 446 , 308 3k 78 HE o V5 N F e R B 58 5 L 1A
KB (OmniRat™) , 3 H B 5 AN K B2 BB M B33 5 5 Sim 40 a5 A 7= A A0 08T, ik
J AR B 28 98 2l A = AR R AR

[0077]  ARAFFHIFUAE T Y HFcRn &l & B FE 58 F P LgGHI il f] . A A FF IR HF R 45 &
FEC TN E AT R BUR PRSI HIH, 3X AR #E M SZ IR 1 AR TSR (R, B25%) B0k 3t
A, W T 9 /D B0 P AU AAR 1) 2 5

[0078] WA ST ARE “E0m PEHUAA” 5 4 3 s IR 0 B 7 1 B AR o 1% S B AA 1 451
FAFEA R TPl MR IUE It B AEBRTE  PUZ RR Duis U Ie ok ok I 82 1 4t
LN 2 R E =TI N /YA - = E R N

[0079]  ARAFHI BB A BIPL S AE T, & n PAEA B pH (B, pH 7.0-7.4) THEFE 4
P A 1 0P PEBUAR S5 FeRn ) 45 & o FeRn 5 A4 (BT, Tg6) £54, IF HA7E AR HpHii dE IR M
pH, X TgGHEA B AN IR 77 o IRt , 75 AR B pH 5 F cRnf 7 R 45 A I BiFcRn AR 78 M 166 5
FeRn&h A I E 52 4 A7), 7F HLAEX P 60T , JiF cRndiiAg S5 FeRn ) 25 A AN SZAFAE K TG
(¥ 20 o R, DA pHARAR 1 75 30 5 TgGAE 5 4 M 45 A F e R A R FH PR LA Jik ol 8 0 52 4
PEFNGIR (BD, 5 1gG a5 P45 S FcRniH44) AR A @ Id FeRn A R LG5 5 R E 2
A AE B BRI AR I 1B 0 R IR TT 0 - I Ak, 7E 454 TFeRn IR NI ML BB AT I #2
RANFEI TR PA s T MR TGl 252 Fl 4 75 H S5FcRniI 45 4, 3F AR b n] DAL 22 7E
P A& (TgGR] L5 FeRn 4 & (R PEpHENE) 471 TeG 5 FeRn &b A, TR 1 LeGIRIHFR o
[0080] A FHIFAE EAETgCAR SFcRnss A 1 A FEpHIR S (B, pH 7.0-7.4) K, X}
FcRn LA B M 77, 76pH 6.0, 575 TeGHLL , AR A FF LA FeRn B A S & 2 M 77, oR e
784 TS PR )

11
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[0081]  fEARRNFM— LT R, RAFHW K EFcRnfE R4 G IUEEIL 7 B, H
5

[0082] A4 G LT FFICDRL, TR EHL 1R B 5 5% 1 SEQ 1D No:21.24.27.30.33.36.
3942 — D EL AN E AR T A B A 5490 % [F] Y5 14

[0083] A4 G LI 7 FFICDR2, TR HL 18 5 51 5% A SEQ 1D No:22.25.28.31.34.37,
40431 — B A2 PR 7 71 oA 222090 % [F] U 7 5 A1

[0084] A4 L7 FFICDR3, TR E HL 1 5 51 5% A SEQ 1D No:23.26.29.32.35.38,
A4 — B 2 DR 7 P B A 2090 % [FUR 14

[0085] AU AR A FUBIRAR, /ELL FSEQ 1D NoHf Frik IS B/ 7 51 i B o L R e B
o — LTI IEAE AR N FF I TE Y o

[0086]  th4h, 5 A/ HF H ik I % R 7 9 AN L B2 7 2 LA SRS YE T P 8 (R MR R )5
FIHBTE T A A FFRJERE N o “FIYR I 8 51E H SEQ 1D No: 1 2441 2 /b —AMZ R 7 515X
AR T FI I AALYE , IF HAHEZ D90 % (W RIEM: AR, FIVRERTRE & 291 % 2 /b
92% FE/093% EA94% . FE95% (F 96 %  FE 97 % D98 % B FE 99 % o [ YR T Xt
Eb LA B A7 S EUE B O A0 b 3R 5 I BLAST A2 LA AR v % 58 BT « T & 5 7T LU AN
B A7 51 2 8] 1 [R]85 A B 40 B8 ] DA L2057 2 ok B R s (%) o

[0087]  334b, HFcRnfr Rt 454 I /EpH 6. 0fIpH 7. 4.8 AKD (#5520 0. 01-2nME fifg
WIE T AR A FRIEF N o WA SCHT FE “KD” ¥R B I 45 A 10 P40 At 25 i 40, 9 B nT DU
FHPL R 275 KD=Kkd/ka , H P kaR/n &5 Gl 260 50, I Hkd RN A 58 28 41  kd Bitka
[ & A LA AE 25 C B 37 C AT

[0088]  fE—AMlFH , R AFFEITUE S T AL ESEQ ID No: 2112 EL 7 31 () CDR1 4L,
FrSEQ ID No: 221 Z HE 75 FICDR2AIL A SEQ 1D No: 23 Z 2 S 5[] CDR3,

[0089] 0% SEQ 1D No: 27 LM 7> FIICDR1 & SEQ 1D No: 2811 & JL 2 ¥ 71| [ CDR2
FALESEQ 1D No: 291K & JE R 7 51 [ CDR3,

[0090] 5,4 SEQ 1D No:33[IEILE > FIICDR] & SEQ 1D No: 34/ & FE M ¥ 71 CDR2
AL ESEQ 1D No: 35/ % ZE R 7 FIIIKICDR3 , BX

[0091] A4 SEQ 1D No:39MI LM 7> FIICDR1 U SEQ 1D No: 40 & JE 1 ¥ 71 CDR2
AL SEQ 1D No: 41K LR 751 [ CDR3

[0092]  fELA =SEQ ID NoH Bridk () 2 B v &1 A LA J2 55 545 7 4% [X () CDR1 %2 CDR3FH X KL
(LR 771«

[0093]  7E 73— Al , RA T FUEB SRS & R BRAE T -

[0094] 5% SEQ ID No: 24 &L - FIICDR1 & SEQ 1D No: 25 & JE 1 ¥ 71 CDR2
AL SEQ 1D No: 26(K & FE R 7 51 [ CDR3,

[0095] 424 SEQ ID No:30[I% LML 7 5KICDR1 A& SEQ 1D No: 311K JE B2 /¥ 31 [ CDR2
FALESEQ 1D No: 32K & FE R 7 51 [ CDR3,

[0096] 5% SEQ ID No:36[HI &L - FIICDR] & SEQ 1D No: 37K & IE M ¥ 71 CDR2
AL ESEQ 1D No: 3811 ZE R /7 FIIK¥ICDR3 , BX

[0097] 494 SEQ ID No:42[% LML 7 FKICDR1 A5 SEQ 1D No: 431K % JE B2 /¥ 31 [ CDR2
AL ESEQ 1D No: 44f & FEIR 7 51 [¥ICDR3

12
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[0098]  7ELL 1-SEQ 1D Noth Jr ik ) G L 8 5 71 m] LA 5 0 W] 4% [X [ CDR1 ZE CDR3AH % /52

IR SR 751 o
[0099] Rk 5, A H K SUR BRI & F BUE & 8 B VR — B2 A E R A2
DRI R AR X .

[0100] EEERAFX , HAL & TS SEQ 1D No: 21 (R FIICDR1 5 SEQ 1D No:
220 R F PR 7 AR CDR2AIME A SEQ 1D No: 231K &L BL F2 B CDR3 , AR e ] A5 X, HoAL &5
TAESEQ 1D No: 24K Z MR BRI CDRL AL A7 SEQ 1D No: 25[( 4 31 /5 71 i CDR2 AL, &7
SEQ ID No: 261 &M 551 ) CDR3;

[0101]  FEHEFAFX , HAE TAESEQ 1D No: 27HIE R FFIKICDR1 A4 SEQ 1D No:
28K R F PR 7 A K CDR2AMEL A SEQ 1D No: 20(%) &L BR F2 B I CDR3 , AR ] A5 X, HoAL &5
TALESEQ 1D No: 30K Z MR T FIRICDRL AL £ SEQ 1D No:31HI 4 IR 5 1 CDR2 AL &7
SEQ ID No: 32 LM% ¥ 51 CDR3;

[0102]  FEHEFAFX , A& T4 SEQ 1D No: 33 F:M 77 ICDR1 L4 SEQ 1D No:
B4R R FEIR 7 AU CDR2AME A SEQ 1D No: 35K &L B FE B CDRS , AR Bl A X, HAL &
TALESEQ 1D No: 36K MR T FIRICDRL AL £ SEQ 1D No: 37HIZ IR 5 71 CDR2 AL £
SEQ ID No:38HJZ IR 1 i CDR3 ; Al

[0103]  EEERAFX , HAL & T SEQ 1D No: 39 LM 7 FIICDR1 5 SEQ 1D No:
40/ L 2 B (I CDR2F14D, 25 SEQ 1D No =412 B 57 51 (I CDR3 , AR BE R AR X, HiAu &
TALESEQ 1D No:42(¥ & LR 7 FIIKICDRL L5 SEQ 1D No: 43[K1& LML T 7 CDR2 AN, 75
SEQ ID No: 44 & LML 5 51 {ICDR3.

[0104]  AE—AMlFrb, KA TR BUAE USRS & BeB & — B A B A] AR X M
A[ARIX, TR A AR XA 5% SEQ 1D No:2.4.6.8.10.12.14.16. 18FI20/ 2 IR 71 1)
AW EIERTF .

(01051 Hfdcdh, AR ATF I TR BRI ILLS & )7 BU S 7 SEQ 1D No:2.4.6.8B10f &
HEIR P I BB T AR X, R/ B A SEQ 1D No: 12,1416 188K 20 & IR /5 71 () e ml 4%
X

[0106]  PEAmHL , A AT HIFUABIUR S & BeB &k B AR R — AN B A R R A2 XA
B AZX

[0107] A SEQ ID No:2(f) 2L MR 7 F1 1) ELEn] XX A 57 SEQ 1D No: 120 U IR 151
(42 B ] AR

[0108] A FSEQ ID No:4ff) 2L MR Y FII¥) HLE R AZ X AL 5 SEQ 1D No: 14[1) G IR 51
(2 B ] AR IX

[0109] A SEQ ID No:6[f) 2L MR 7 Iy HLE R AZ X A 5 SEQ 1D No: 16/ 2 Ak R 51
KR RE R AR X

[0110]  £9{5SEQ 1D No: 8 ZAHEMR 771 i) H 8 ] 48 X ML {5 SEQ 1D No: 18 2 JE 12 75
(R B ] AR X A

01111 A SEQ ID No: 10fJZ MR 7 71 K E 4% 0] AZ X FIA 5 SEQ 1D No: 201 &ML /7
P R BE R AR X

[0112]  FEIX LS ARIELE A SC P A SRAR BIFUART , “Fr B BBt B $a i A B Pk 2 ik oy
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T2 K il Juid EREEUREEZ IR  irid itk 2 K5 F AR S KR 2 Ik, H 2054
A& RKPUEZ IR 2 D —359 ik A E B & X 2K, irid 2 IhE & 4 K duik
Z KR IER 4y A AAREAR T X B U1BI0 7 B T A BRSO RS B iR i
TR TR IR FE ) B BTl B Bk 2 Ik (W an S8 B BB B bR 2 10 AT AE R SR AL 2 IR
B, R MY 3R R Ag r B B n] LA S

[0113]  ARAFFFRR A BCEFEEHAIR T g5k U 2 =R w2 5 2 M ik
WIRUEATAR - SARSARFIPUAR IR Fab 7 B F (ab”) o7 BX JFd scFv . 45 M3 i X0 e 5
PEBUAE AL DU scap (8 B 05 M4 & SR IS (LR P VB A R E A bk = 1REY
R P B BRI E G 254 (SMIP) &5 & 45 M s B BREE AR A R A 9K e Bt
M S A VHHR B S TeDBUAA  TgEFTAR  TgMBbT A 1gG1 Pk 1gG23iiA  1gG3PTak  1gGATTAA
FritE E X AT L S B A SFcRngh A 188 110 2T & (A B BRI A b dd o AR 458
FEARN Tl i 5 WL, AR A FEHUR A Bols B 5 AR A FF BRI R RE M .

[0114] Ak, A A FF 536 Bl A FE 76 7] A8 (X o AT RAZ I 44 o IR AR 1 9+ & 7
A AR X B A R I R R A R ST PR B UK o A ST T, ARTE IR MR B §E B o B
A5 R AR RR R 5 — N R IR TR B, R R AR A AR LA
FEAR R 28 T e AT A B S , 9f B 2 20 B N7 2 B B AL R e 72 T e AT A
A RYEMISE . b oh , H &R R A B I 2B 2 2R AR TR AR I B A R
1 EL AT AL R 1 76 T e AT B AT AN W far AR T I , 9 ELTR 2008 B IR S &R 0 &
B2 e s R T2 IR R TR 2B AT R AR R LA AL e 1, 76 T e AT T B A AR RS « )
A TR IR R TR 2 IR € S I N2 U E AT AR e v, 78 T AN B A 5 TR ek DRI Ok, AR
FUREEARN 7048 i 2 WL, 525 24 B 4 a0 b SCHTIR 1 S 7 AHACLARR P 14 2L v ) 72 A e e i
I BB AN ST R R I ) 4 5 A8 A o R I, AR 2 FF (49 9 TRl P Bt 7 AT AR X o LA (R S Pk 4 5
) FRAZ [ A

[0115]  pb4h, RAF I FUEEIL v BT DR NS 53— R I A A . rT DU N S
ARNFFPOREE B A8 A B F5 8 - TI097 H B R R a7 25 Be i
FIF R G P B4 5, RS SR EE 45 A DA SLAEG B b (B a0 78 1375 bk 2 3 B L Aih 4
Z3n) )RR e 1 AN /B B B0 4 Bl , 25 A FeRn A W DL S R A4 (il an , AR5 i 14
REMNR VAN BRI A LK) 46 . &M R AN E E7 7 KIREARZ) . 7T LA
13 I BAT 29200 2 £935,000 @21 1,000ZE £115,000H12,000FE £)12,500) 30 FERE S
Yo A, 25 G FeRn PR T LG A T KIS &9, W, Sk R R AW, Bl 2
A7 RN SR 2 M e e B o 3% 28 5 A M I AR R 1) 1k 1) 3R A0 4 AEUAS R T 3R T e S A Ak P 340 5%
Va5 ¢, — % (PEG) SR A B R A LMW 2 ol , HILRY) S Hk B AL R, 45 A e 4
BT BRI KIS

[0116]  fE 5 —ANSEHE T R, R AT Je— P yT B & RIZ 5w ZMA-EY, ik 2
WA A WA BUF c R AR I — PhER 2 Bl ] 285 Rl 3id . S 4h, R AW K—FRyT B S %
SR 78, TR T i HE 18 A 7 B BB i A AE M SRy 4 A 1 ik .
01171 ZjWZ AW nT DAL S AU SN 1) AT 25 3044 IR 70 55 . m] 2 Bk i Y 5 A7
RO A QAR A FE I TR B B BOAHZR I HL AT DA AR B 37K e B 7K ARAR EQ VA VR 22 1
KA e WL 22 ZERIRE VA T QR B 38 B 2 P VR A Ak, tn SRR
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AN FF 24 A PmT LA B HAR R A I B 38 S el A 70 2 i SR AN E 7)o D3 ok, AR
N FFHI 25 G AT AR BIRRRER  43 BT 2 0V P 79 Rt 7R 3 70T e i ] e S
T, Q7K VR B R EAL A o M Ak, A FF R 25 W 4H & Py ] DLE 1 B 1] s o5 Pl =X
BT 700 B3 50 AR 7)< A 5 ) S TR R R R T S DL AR R B 2 R B AR A 0 B
FRE N RAR 1L

[0118]  ARAFFHIZA GV LA T TG MIFeRn A )48 5 B fe e i, JF Hix 2k
B S 59 1 WA B FE AR AN R T 5 % o PERL A gk /D iE L Gui T Tain—Barre £ S 1k |
R E B S5 TsaacZE A ME ESEAE TF-0 RIEIE I B RS9 Ky 2R R
I IR MR T 3R R A RE SR AR MRS R R B R s BUE IR 4R A AR B & S 31
1 B & %)% Graveds «GoodpastureZE A4k EAE NI 77 2 K AL RGBS 8 R
P85 AR L /INBR D/ P B BRI T % AT s

(01191 FEARAFFIIGIT I7iEN 7] LU 5 i i S 1™ AR VIR AR08 i s 45 i
B PO RS - 49030, BUAR AT B Img/ kg 2 2/ kg I 771 & it FH o oA v DA A Jite FH — X
B LK

[0120]  ARAFEFRAL— P F T 228 B B %% 930k B Bh S 24 S8 i (K 534 , 68 1R 757
EORIT IS E e AN A FF SR BRI A B o AR A FF I 3 4 AP cRnd 725

[01211 A LAM L (A 3268 it AR & I 29G4, S I T 82 8 5 fo s B[R] S 2
G S IE 1) A R B 7 VA B R B B BUF cR 7V o R A FF IR 254 4 G0 mT DL T IRER Y B A1 i
o R AT 25 & Yyal LA Is I & Mg 420 A B FEEAN R T 00 58k A LA S B ik
W EEN VBEIEEN O E R R VRN LB IiE T MRS . AN A AR E
Al VAT 2 PR 2R AR B, R AR, A L P ] i RRELR 0 AT £, Tt FH B sk ) AT v L BE
3 8 R ) B A, O HL AT RA R P @ AU R RN A Sy M e TR, T RAURE L -
200mg/kg HAR I 1-40mg/ kg ZH A4t F 25 1 J5 B B Sy B b S 284 e 8 o ik (1) AR 3, 9 L
X 677 ZRA I T v B LT R Te G B 28 /N TR YT RIELIY 75 % o [A) s R / B (RF
42) ¢ 2 AR AT DARRAE B RO H .

[0122]  AE 5 — LT B A DR — M S AN IiEsH i B2 A &)
A Z S Wl AW 7k B 5 2, SFcRn&S & AR A F iR s H A BL B A 1R 41
A N2 %

[0123]  fE 5 — LT R, K AT L— P I cRa A, ik 45 Y8 5 it
FeRnPUAE B v BL o AR N FFIEFR ML F] T4 W BUA S G IIFCRa I 715 R ERE B , HA b
P cRniAA

[0124]  fRAMGINTT % RSB B ] Ge Bl i (1) R 545 A FeRn B S ig 42l s (2)
For DN AE 25 F e R S0 44 FAE &t 2 TR T2 R 326400 s R0/ B (3) [ 2 LU AR o (47 2, o) HEARE )
SRRl 1 (4) 135 S LU RS LU, B8 B AR & 2 18] B S W0 R 4 E o 14556
RORE L B2 T B R B2 Th A DT R AR A (I, Geit 2 B B AR 1)
FONES I AEEFCRn,

[0125]  fRpM R ITTVE  RG B B AT DUVAEE - (1) 81323 il FI 45 G FeRn 3044« AT (2) £
DIAE 25 A F Rl A4 52 5 2 (8] 526 W TR 18 o s P DA A 4 i T2 R S i r B B
I 7] o &5 A FeRn R A4 T DA B 23 ) b m RS DA b i DL 3 B 45 A I BUR 4 A [ 4t
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SRR DN o 45335 P ARG LD S50 5 22 B 3 3k e R RO B R BUS P R . ] DL
It & 5 FcRn s A B S A I SR B AT AL , B IIAE 45 5 FeRn [ 48 FIFcRn 2 [H] (1) 52
E W B o T LA FH 8RR D000 52 Y25, A8 4, I IRG G 92 R B U 5 (ELTSA) S5 4 % I 5
(RTA) BRAH 46 B 2 S0 5 T A0 45 & FeRn I UM , 78 AT DS 3ok 35 4 4028 U 58 v S BT AR
a I F R R 4778 5 BT 5 4 4 35 0 5 2 FH DA PT A I 420 SR b A2 AR RO R bR Ie i 45 &
FeRn I F0AA o 7238 Pl 2 V2 1 — A0, 8 AR R BRIE AR T D R4S B FeRn R 34K &
I, 3 B2 R 5FcRn4s A AR LR HEYI I & AL PReRn E R L T RE &
FeRnfARICHIFRAEYIH & .

[0126]  W-THGIE 1, A AT FUARTLIL A BT L 5 06 B f R tF Arid o KU B ofi
HAeh 2 A BRI H A 25293 10nmi # K, BT BAR 24 3% FEAE = T3 10nm R 2 B s T
400nmif) 3 K A K EWRILI T« AR AT HTARSE B mT BLA 2 R A58 1 26 71
FUR B frid . — 5 e A R YLk, A FER R M P 5 — 15Ok b A %%
S o — B RS SR o ARl , M ] DA SRS AR & o F eRn (1) 47 75 85 2 47, 41
a0, A# A6 BAOR (nIE R BB EHAR) .

[0127] W] DAJELE &Rl v 4325 0 M B 1 5B B FIPACS (58 6380 1 41 i 43 346322)
i AR A FF I HURBEL i BORS JUF cRn (1) 4772 35 H 58 467

[0128]  fEA N FF A, AT LI — i N G 712 8 7R FeRnBRUER IAF cRn R 20 ZAFE AR A I AF
15 ZJTIEASE (D) 32 (B, BA B & %E s B2 i S TR s o &1
PLFcRnyudg s Fl (1 1) 52 302 28 85 TR I B3 ] ks AR 1201 T B PA R 7R R AAF Rl 20 21
B2 B o 451 G, T8 NMRESHE A W7 /2 4535 T Bof 32 il 3 1B - n T2 W P i R A ie i
il ELFE AR L) S R EARICH B TR SR A7 2 A2 RGBS 4 o U A
R BT AT DL TR M2 IS o [ 67 22 A0 16 A4 1 b v PR B e T 0 PR AR 12 4 1) 2
T A [R5 A LA S s ks ie Mt N Bk eh

[0129]  ARAFFIEHEHE— PPl &, Ik iR & & S FeRn & A I SR BOL v BOFHZ W (8
FHUGER , 1201, &5 & FeRn I AR B 7 BEAEAR A1 (90, 7E R S b, i, ok 1 A 1B &
P9 1) FE 3 1D VS 2E SRS 7 AF O B AN B ) BCZEAAR P (BB, T 6o A2 K 8D K I e R
FH3& RS v DA 2D — R ), andr e s A A 2 W R 4 TR N A A
Ui LARC A 23 A4 -

[0130]  7E 55— ALy Zrp, KA I AR A FF ARSI i B ) 2 % R 751
01311 fE—ABlF , g AR A FF PR B 2 4% B 8 7 R X P31, 5 ik
HSEQ ID No:1.3.5.7.9. 11,1315 17f9[H— DB Z AP HH A 54090 % [F 5 1, 35
SRR P B AE LI B 90 %6 R VR MR P 51 o

[0132]  HAKT &, KA FFHURBH BN 2 2 518 7 51 =2 X R 0 730, BTl e 51 G b 4%
AFEHURE E R ZSEQ 1D No:1.3.5. 789 771, Al /BUE IXFE I 751, BTk 7 5 g g A
ANFFFARI 55K ZSEQ 1D No:11.13.15. 17191731,

[0133]  fE S —ANSEHE T B, RAFW K& T A5 Z2 &R EH R LB HiZEA
TR FAAREE Y18 15 32 40 A ok A A 4 SRR R AR N1 T 40 % S FeRn R S R4S A 1Y
PRSI B v

[0134]  HE— AL P, AR A FH PR Fr B At 1% A7 FH S DR 40 7 32 ik Rk
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At A BRI S L i R0 5715 3 40 i rh RIS BUAE BB A1 - 40 b (R SRk, 7 A T g
5 5FcRnfy 5 R4S A I AR R B PRI AT AR X .

[0135] A ST A AT, ARTE “H A 3R FR e W A2 Gl ) 1 4 b Rk B B9 8 A I R E 3,
13t BB 380 58 RO 06 75 5 o F DLR A IR 3 A\ V) I DNARY 244 o an A S R F L, R
B G ROEE B R RIAEG PP 590 B 1 & A RAZIR T 5 Dhee TR, AT I8
FHIIRE o AT LA FHAS S 28 e i L DR B 2H R, 04T 5 B A i 1 A o 4, I HAT SR =
PEDNAYTEINANE S22 n] DA FH AU A FN I B 25 2 AT o

[0136]  WJ LAAEAR 8 H- o 3 & 0d 238 %04 7T DU 45 3238 8 7 oA 0 3 3+ B
EIREM A AR E R  2 BIR G SRR, DL R SR R B WA S T T P 6
YRS N2 135 RS ML o g A S JE PR B N AZ B IR R R R 4y, FF e T &
Jit FH 22 DR A AR 1 I v R HE D R 75 1, I HLZRRT A b 1 E F I AT SEAE o JE Bl A)
DLIEH 2 1 A B T B o 5% A 3B EA R T lac. tac  T3FITT B8+ HAZ A 3
TEAFEAR TP 5540 (SV40) JA30F /N R FLIRRDR 5 (WMTV) JR 85 NS sk o
B H1V) BEEFHIVK RimE 5 P2 (LTR) a3+ & Je i Ja 3+ B 4 5 (CMV)
Ja8)¥ Epstein BarrfiE: (EBY) JH3IF . 57 B H B RSY) B3+ LL Ak B AN SSEE R an
ANB-WzhdE A A2l E A AN VLR & @i ) 5 3+ Rk Bk m] LA FE fu ik
PR B A AR 18 AN M B IR FEAR AL o A FH RS T 3R 7 8 R i A bR, prik
PRV T R IR SR, AW 2y T R EOR AR B A A M EE R R A RIS H T
RIS PR L 4 32 A7 T e AL B BR e vh , P DL BRAL AL Al i . ook, B AL 5%
EBAE T DL FEE G A (— PSS E IR E R 7 51) o ] DAAEAR A F R 8 A ] R
ISR AL FE 22 Pl A4 a0 SR L o3 B MURE R o AS A4 BR 1) B 4 A4 11 PSS 9 B B 2 s fk ml e
FE&-BiE 32 40 Mo i J5 A2 40 Mo A ZAZ 40 i b 45 A FHRARIA B IR DR I = AR e fR (R 2 1 o
SR PL3de S8 PR R 80 , ik A m] DL A2 K & 1 5 R SR 8 1 S AEHRA » ] Ay o0 A S 7 i
JHETER) a3+ B AR R LR I s kEA .

[0137]  fEARANFHH, ZFhRIETE /2R H G 7] UL SRR IE A A F B Sk s H 5 B . 4
W, & T B £ R BAR G FEEAIR T-Sv40. 4R 2 3k 8 7 I 5 IR B 25 . B 41 g
T3 5 AN 00 G S B o T LA T A A S Y R IK SR B R 4 BURE A p ET L pRSET
pBluescript pGEX2T.pUC.colEl.pCR1.pBR322.pMBO f HATAEY, B A % 55 15 3 70 10 5t
FLANRP4 , FH 2 Pl A A4 MIT A P AR R T A DNA BT £ 10 . g t 11 HINMOS , A H: A DNARE T 44
IIML 3N 22 R 5 DNARSE TR 448 o P FH T T B 40 o o 1) R 08 280 A A 4 2um SR B2 AT AR ]
T B A B RIS AR & pVL941 .

[0138] ¥ 5 41 Bk 5 N1 240 i LLIE B A% P A o i F T AR & F v 1 1 = 40 0 4 A% 4
IR Wi B A B AT B (Bacillus subtilis) EE# B JEYFH (Streptomyces sp.) .
B T B P (Pseudomonas sp.) <A AL EE (Proteus mirabilis) A% % BRE J& 40 Fh
(Staphylococcus sp.) E B Qi 5 @Y Fh (Aspergillus sp.) FERRANE i B oR B £F
(Pichia pastoris) ARV HF (Saccharomyces cerevisiae) 2L 0H B+ J@ 4 fh
(Schizosaccharomyces sp.) FUFLEE K 1H (Neurospora crassa) DL S B 4% 20 i iR & B
A% 20 B R G At v S5 A A P ) 2 R

[0139] W LA FHAEA A FF R 1 1 R 40 B Pl de Mo fi A= B AR A ATRS L 304 » I H L4610 4
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{HASBR T4 4l (COST) NSOAH L, SP2/0 . H [H A bt GF £ (CHO) 4t . W138. 4/ b ' (BHK)
£ i MDCK i #5840 e Hu T7 841 i FIHEK 29 348 fifd o £)t. 326 Hh , 3 FHCHOZH .«

[0140]  FEAR S FFH, 17 15 32 A0 M r 1K) 2 e B A B4 mT DA I A IR ST N 4l i 2
SRR B P AT 5 v, 9 Hoan A4 2, m] DA AR 4 1 = 40 Mo A e BE 1) & T br 1
FiAR AT XL LA EAR T/ L A TR FL A IR ES (CaP04) ULIE S ALES
(CaClo) VLVE SR A by R AT B 3 PEG/ T B R i AR =3 I o e i
(lipofectamine) /1T ML/ NN FHIFE 1L o

[0141]  ARAFFHIFcRnfFr PR B v By nl DUE I AR B R i e A h 1 0 & E H A
AR K& A, I HAEAR i R 8 s 2 5 25 1 n] AR TR 18 E A ppa &
WP e SR R, AT DR SR, A REEL BT L B 52 A pHAN 85 2 0 1], AT 38 T 41 e A
KAREA 7 8 A - I WA 1 B 7 V6 7 AR TR Bk A B mT DA 77 2 504 e
ZUEYIEEIT BT DAL A Ak 2 B R 43 1 24K (SambrookZE A, Molecular
Cloning:A laborarory Manual, 252/ ,Cold Spring Harbor Laboratory Press (1989) ;
Deuscher,M. ,Guide to Protein Purification Methods Enzymology,5182%:.Academic
Press.Inc.,San Diego,CA (1990)) . iX £eH RAFEHA IR T-HL ¥k« B 0o et 98 Ui &
M BTl (B A8 e i o AT | S W B E5 3 L OR/INHERE G 45) | S Hi 2R A AT 25 ek
R B A AR, A8 A 8 A B 2 b AR s ik A B o

[0142]  ARRAFRIPUAALEPH 7. 4575 2)300pMELTE /N5 25 2nMBl B /)y (KDAHE) (3545 4 R
77, 3F HAEPH 6. 034 &7~ 2nMEk 5 /)N 2 900 pMBR B /MK KDAE « AR A FF I HUAR 470 0 1-2nMiF)
5 ZUhFeRn&s G 25 M F B RGN S AN 45 A I iis EE 2407 F e A 5 WA &5 &1
H, XX se ik A TEW B & Pk ShFeRngh & AL 7 R0 . Ieabh, I F R IA A
FeRn ) 48 kA7 1 BEL W i 2 V2 AHFACS HRAIESE 13X MPRELIET H B P ShFeRnZ A AR

STt 451

[0143] " 3¢, 44 27 St 9 3k — 20 VRN RE IR AN FF o AR R SR R T 5 DL
AT, XS NS I B 19 B AR ABR f AR A FF G o

[0144] St ] 1 < A FH % R DR K R A SRR PP e R SC

[0145] A ALEH 7S R EEIEPKCR (OmniRat®™, OMT) HEAT G o 43 F A FcRnfE Ay 4032 I o
KE P B 422 3K (8] B FJ0. 0075mg AFeRn (B 7K) 3 [ 472 60 BE 8 VK , FR 4L 24K . 7 528
K 4K R HI5-10ug FRBE T-PBSZZ MR 1) G2 J5L G 9% o £ S5 28K, US4 K B L35 I FH ke
EPURTERE AEFE3LR, A KR L IRIE, FF H AT USHE Ik L &5 05 R v bk B2 45 LA E 5 P3X6 3/
AG8. 6535 BiiJH 41 f il A o

[0146]  HEATELLSA B LA W& K bR AT A 044 1 o BRI 5 5 15 AFcRn i B T-PBS (pH
6.08pH 7.4) &M, DUE i2ug/mLyaE 0, F ELKE 100w 1129 A 4% 72 96 FLAR 1) BEA 1L
b9 HBE /R4 CHEE 2 D18/ o BN FL 3000 1 i 2 P (#7005 % Tween—20[#]PBS)
i3Ik, LARERE R 456 1 AFcRn, 3 BB 5 A IN200uL 3B A 2 il 2 A LA E = i 5 2
ZINESY o R T 5 i 4% 1/ LOORRRE , FF LT Ji o V5 VA 42 265 AR B DA 1A S vk 104 LA 7
FEREE1/100%21/256 , 000 () PRAE o 72 A S , A FL 3001 1 BE 4 22 Pl e 5% , I HL I
JE BN IR RE 2B RN LI AR IR B 2/ AR BRI 3 IR G  # 100uL 58 — A I 1A 7EPBS
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SRV IR 1250, 0007 BRI I AL IR 78 = 0E & 2/ B o B3I E , 451001l TMB
VA N AR FLIF OV AE 2 R BL10 4381, LR Joo K5 0nL & A LM BRI 2% 1B I8 V078
BRAFLUA AR B, IE e F P AR 12 & /£ 450nm 1) ODAA « (K] %038 7 A& () FithFeRn
LgGi i T AR A% KSR (FE1/ 100F B 44 #F T~ £E450nm ¥ ODAE A 1. 0B /&) 1Y) %0 9 Hif L3R
H 1) 1 g6, IX o KR A2 78 S 1

[0147] MR 2 8, 7= 7 S = ANBL A 1 258 SCREABRIC HART & , 55 2 R KR
1FHS FH S 7= A 28 8 SCEA , DR SR 2016 FH 2R 7 AR 220 98 SCEB , I KRR 34 A ol 7= AR A8
S8 ST C o BT AR A R 38 98 SC PR 1) JR A IR SC R A TR B W TE & B HATI By 3 S v 5 97 T
5 M TTAN 326 P il £ 25 HAT ) 411 0, o VAg B 78 HA T 55 35 v 730 1 2% 52 988 4011 3 L /e HT 35 9% ik
R R 416K, 3F HLBE AR BB I HL KB 166G ELISATRA) & (RD-biotech) M &
THEWR KR LgGR & BRI &, B B0 FE ML L L00RRE , IF FUG L0ORL AR B N 22 EL1 SA
PR RN FLIE B S i S AR A B DR R LgGIR A, B J5 /8 = I R S 1543 B o 45 100uL
TMBIA RIS INZ AF N FLIF o VEAE S IR B 10938, I HLRE 543 5000 5 IMBR R 1) £ 1L 5 V)
IS IR LA L R AZH , RS AR S0 & 7E 450nm 1] ODAEL .

[0148] St 512 « VPA/T 2% A2 988 SCE R HLhE cRn B AR IR 370 i 25 5 216 A 73 1 g G454 A FH FEL BB
Re

[01491 T 3 Hrdi Mt AFcRnf) 454, BEAT W1 b e BN AH R EL T SA 9> #1 (pH6 . 0 FlpH
7.4) o AN AT A BRICHIhFeRn &4 & AE FH I VAN 45 SRR B, hFeRn & & 2 il J37EpH
6.0FIpH 7. 4354 A>COBI T 3 & .

[0150] i FH =AM AR SO R R 77 1IE W, fEpH 6. 0fIpH 7. 41833 FACSTFAN #£5ng /mL A
25ng/mLE} FThFeRn4h & 25 1 77 o Af 48 8 218 AFcRn T HEK29 341 M MR 7RI IR &5, IF HLBE 5
BIE T RLZ P (PBSHI#10.05%BSA, pH 6. 0B pH 7.4) o By B 2 40 M 2% % 2x 10°
AN/ mL , FF HORE 50D B4 I 22 96 FLAR I AN L. BE /S, R % B A BE 22 10ng/mL AN
50ng/mLIKI50RLA AT I8 SCFE R 2 BIs O I B B AL IF LB F L RVFIUIR S & 15A488
Tt lgG Ll EPUAATL 1 2007F 5 S22 MR FORE , I ELRE LOOLAR BV in 22 A AL I 5 4
WLPTVE MR A LA BEAT 455 RN, 3 FLF 545 1501 R B 22 P s N 28 4 A FL. - ZEFACS (BD) H
BEAT W& . A RIELTSAZE SR, AT DA L3I, 284890 SCEA S 7 Bt e R 25 5 SR AT 7T o

[0151]  EIEFACSTEPHE . OV 2248 984 SCZE M) A FeRnBEL W B8 77 . BAK T 5 , 48T I HEK 29348
Mt &R I8 AFcRnJHEK29 341 B % T S SL2% #i (PBSH#10.05% BSA, pH 6.0) H 45 1x
LO°AN AT 78 N ZE 96 FLAR » H- 43 53l F AnMIr) 4 b 2 22 980 SC %5 324 B 3% VORI10 . 4nM B35 10
ERBEAL TR .y T UESEh 1 gGRE T BE 77, 15 100nMA 488-h1gG LR N2 RFANHL , 7 HLFE J5 7E0K
B E 0Bl o 7 S SLEE WG S B AU TIE W) FH L00RL R BLZE P e 5% » JT 56 7 B UTR IR IS
i, [ JE AEFACS H I & . I & 77 3ot B 6 1k A FeRn [ 72 58 48 i b J8) 42 117 100nM A488-h1gG 1
&, JF B E vt SRR R (%) o3 Ah1gGLAE N AR AL B, 5 HAE Y BHPEXS R, SE R AL
[FTHL161- 1A Ads A LU VPN 40 44 (R BEL B 1 FH o £E LM 20MIR) 3 52 43 B B4 6 B, 3 HLAE
PR FEO . AnMAIAnMI) 8 Z8 A2 I SC AR it o &85 LR B, 20738 88 SC P A St o e e FELIT A
[0152] S| 3 : iITFACS 73 15 %48 I3 oo [ Az £ A\ i dk

[0153] i A &5 7 e iy A FeRn 45 45 515 R0 7 RIREL BT 76 FH ) 2428 988 SCJEA , JBIEFACS (4 i
AR) B % bR, NI ERTF ST H 4424 B — Ta B o AEHTHES SR p 35 35 0 B 1 SR v e, O FLUSCAE

19



CN 106459215 A w Bg B 16/30 7

IER I FACSIE FEAE _FIF U S5hFeRn&s & I R IR UK Jo 28 v b B RS 3, nl A
JLE], 1004 FEFE (M1-M100) 558 Z1H 5 2 IAhFcRn T HEK 29341 fB 4 4

[0154]  MAEBIFACS 73 HT e #E 1) 100> B 5 43 BIRNAFF 44 43 B IRNAT 7> o £ — VR
L GF 10O B8 5 o v (R 88 v [ Ml , LR 1 8 vl B AR 8 28 B2 12 7 21 R 3 i i 13544
G1E638) 33K M T (NEFEA T RS HIGFREM Pk (633F1635) ) 77
W 100ng/mLI R FE AR RS, F HLIB T EL 1 SAPPAN XhFeRn ) 45 405 A 77 .

[0185]  #%HB5 bRk AHIAI I 75 =X, 7EpH 6. 017 . 48 FACSTFAT hFeRn & & 25 F 77 - %5
SR (1) 45 o A0 T B3 A5 3 pHZ A ARACL, I HL&5 60 FE DL 25 Pl B

[0156] b4k, 7EpH 6. 03 EFACSTEAN 334 v k& i hF cRnfE W7 76 o 38 T I & FIMF E 1 &
FELIT A FH (%6) o T AEMR FE 166 7pM A #rFEL W 1 FH (96) 1R 45 3L, 1 2% S B 43 e oE DA R DY A
H:HA:70-100% ; 4HB:30-70% ; ZHC:10-30% ; FIZHD: 10 % B EE /)N

[0157] 1 i3 SPRAT e A2 J8d vl B BEAT B1) 7357 73 M » 15 AN FeRn[il 7€ 44 , 3 BB J5 48 FH 27858
T FEMAE R AW IBEAT 0T o TLA TR A, KR 43 5 B 15 7R 10°MER T 53 T kon AT LOMEK
A kol o 27 P FTIA, R AT SR HAT 10 75210 ' MAKDAE .

[0158]  7E5/NZRAT IR vu b b, Mg MR AR hF cRnBHL BT 11 R 1K) 23 B &5 SR X1 2 16 ZH AR 2 BIK) CDR
FE A AN B A A s BT 1 DR U R 1) 18 e B 1) e R e 1 i S8 B2 1 N 1eG 7 771 o
[0159]  HAKMI S , {8 FINCBL1I 5T (¥ 1g BLASTHE Fyfar 46 7E L 8N IE B uAk AN A TH Rk
H I VHANVLZ 8] () 2 B 18 e B AR o

[0160] 7 wifE 184 AN Huad R DA, 4 PR ol 12 o 20 ol 7 i 42 AT 77 X AN DR 7 A R
Uit o #FEcoR1 /Apal i N B EE A] AR 5445 (VH) s 5 EcoR1/Xho I N R EEN A AR S5 #4) (VL (V) 5
4EcoR1/Nhe 1R il VE BRI AT fid Nk ] AR 25 M35k (VL (x) ) o £EA2 5 AT AR 25 R i 1 100
T BREEATTAR (VL (V) ) F: R e B A AT e B A 1) 5 N R B E 5 (LC (V) X S PR 2, 9 A
BREEA]AR (VL () B[R P21 5 NBREEE 2 (LC (v) X IR iz .

[0161]  7£ vifE ApCHOL . 0FRIA %A LLAE B4 40 i b RIS FuAR I , 4 52 0 F0 o 4 I DR 7
EcoRV.Pacl Avr11MIBstZ17 IFR il PRI EI IS4« N TR 2 3 1841 58 I A\ Fi i B A
[¥)pCHOL . O IR B & 15 5 A R L (R 7 21— 350, 3EATDNAI 57

[0162] {3 FH & A3 A B 044 8 B AN 31 B JL DR VR A 3 4 B 3R 18 R [ pCHOL . 0 R IA 344
Tk MM N1 gG o 38 T KA BB AA 1) JFURE DNARGE I 42 e N CHO—SZH g 7 3 i ik 8% (A AFE 46
WA WA NG FREE A, R NPk .

[0163] 4 N 1gGiF 5T % KIAhFcRnf{ Tg32 (hFcRn+/+.hB2m+/+.mFcRn—/~.mB2m—/-) /N
(JacksonsE3& =) , 3 HLFE 5 , ¥ 18Rl (L i A1 G 31 i A A0t FH 25 /N, B FOAE TR &
Fodk e 5 5 ma A1 gGRI A Ct »

[0164]  J-T-XH40 J5L (1) 45 & 51 F1 77 (KD) B A& 40 23 A 285 RRTE i FACS % A F eRnh 425 AT 7
HTRE BT 15 FH 43 B LA O A N TG IR) 43 i AR R 40 7 5 3 R4 B e A 280 #584E B A3t
FeRn#iia 85 9 (HL161AHL161B HL16 LCHIHL161D) (1) o 4, ik B HL 16 1 B4 44 1) 8 ]
AR R ZRAT B 83AL ) R A& Bl (N) B A a2 (K) , il & 1 WA N-FE B AL A7 s R HL16 1 BK 7t
A o 1 23 R S IR AE P A ) 4 T AR X RN B ] AR X AR P 51 R PR 7 B FICDR
3.

[0165] K1 : PRI AF R 44 5 B m AR 5 o S R e ] AR 45 My ) 2 i 5 TR 17 )
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[0166]
i L T AR Al g BRETR ST 5
SEQ LR HRITY SEQ EVHERITS
m D
NO. NO.
HL161A 1 | GAAGTGCAGC TGCTGGAATC 1 | TCTTACGTGEC TGACCCAGCC

CHEEGHAGGC CTGGTGCAGC

CTGGCOGCTC TCTGAGACTG
TCCTGCGCCG CCTCCUGAGTT
CACCTTCGGC AGCTGCGTGA
TGACCTGGGT CCGACAGGCT
CCCGOEAAGG GCUTGGAATG
GOTGTCCGTG ATCTCCGGCT
CCGEUGGCTC CACCTACTAC
GCCGACTCTG TGAAGGGCCG
GTTCACCATC TCCCGGGACA
ACTCCAAGAA CACCCTGTAC
CTGCAGATGA ACTCCCTGCG
GGCCGAGGAC ACCGCCGTGT
ACTACTGCGC CAAGACCCEC
TGGTGGCTGC GGTCCCCCTT
CTTCGATTAC TGGGGCCAGGH
GCACCCTGGT GACAGTGTCC

TCC

CCCCTCCGTG TCTGTGGCTC
CTGGCCAGAC CGCCAGAATC
ACCTOTOOLG GCAACAACAT
CGGCTCCACC TCCGTGCACT
GOTATCAGCA GAAGCCCGGT
CAGGCCCCCG TGCTGGTGGT
GCACGACGAC TCCGACCGGC
CTTETGGCAT CCCTGAGCEEG
TTCTCCGGCT CCAACTCCGG
CAACACCGCC ACCCTGACCA
TCTCCAGAGT GGAAGCCGGC
GACGAGGCCG ACTACTACTG
CCAAGTGCGA GACTCCTCCT
CCGACCACGT GATCTTCGGC
GGAGGCACCA AGCTGACCGT
GCTOGGGCCAG CCTAAGGCCG

CTCCCTCCGT GACCCTG
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[0167]

HL161B

CAACTGTTGC TCCAGGAATC
CGGTCCTGGT CITGTAAAGC
CATCTGAGAC TCTCTCCCTT
ACCTETALCG TTAGCGUAGG
AAGTCTTTCC TCAAGCTTCT
CCTACTUGOT GIGGATCAGA
CAGCCTCLCG GAAAAGGGETT
GGAGTGGATT GGCACAATAT
ACTACTCCGG CAACACTTAC
TATAACCCCA GCCTGAAGAG
CAGGCTGACT ATCTCTGTCG
ACACCAGTAA AAATCACTTT
TCTCTGAATC TGTCTTCAGT
GACCGUAGCC GACACCGLCG
TAGTATTATTG CGCTCGGCGE
GCCGLGATTE TGACAGGUTA
TCTGGATTCA TGGGGCCAGG
GGACATTGGT TACAGTGTCT

AGT

13

TCTTACGTGC TGACCCAGTC
CCCCTCCGTG TCCGTGGLTC
CTGGCCAGAC CGCCAGAATC
ACCTGTGGCG GCAACAACAT
CGGCTCCAAG TCCGTGCACT
GOTATCAGCA GAAGCCCGGC
CAGGCCCCOG TGCTGGTGGT
GTACGACGAC TCCGACCGGC
CCTCTGGCAT CCCTGAGCGG
TTCTCCGCCT CCAACTCCGG
CAACACCGOC ACCOTGACCA
TCTCCAGAGT GGAAGCCGGC
GACGAGGCCG ACTACTACTG
CCAAGTGTGC GACTCCTCCT
CCGACCACGT GGTGTTCGGC
GGAGGCACCA AGCTGACCGT
GCTGGGCCAG CCTAAGGCCG
CTCCCTCCGT GACCCTG
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[0168]
HL161BK CAGCTGCTGC TGCAAGAATC 15 | TCTTACGTGC TGACCCAGTC

CGGCCCTOGL CTGGTGAAAC
CCTCCGAGAC ACTGTCCCTG
ACCTGCACCG TGTCCGGLGG
CTCCCTGTCC TCCAGCTTCT

CCTACTUGOT CTGGATCCHG
CAGCCCCCTG GCAAGGGCUT
GGAATGGATC GGCACCATCT
ACTACTCCGG CAACAUCTAC
TACAACCCCA GCCTGAAGTC
CCGGCTGACUCATOTCCATGH
ACACCTCCAA GAACCACTTE
AGCCTGAAGC TGTCCTCCGT
GACCGUCGUT GACACCGCCG
TGTACTACTG TOGCCAGAAGG
GCEGLCATCC THGACCGGOTA
CCTGGACTCT TGGGHCCAGG
GCACCCTGOT GACAGTGTCC

TCC

CCCCTCCGTG TCCGTGGLTC
CTGGCCAGAC CGCCAGAATC
ACCTGTGGCG GCAACAACAT
CGGCTCCAAG TCCGTGCACT
GGTATCAGCA GAAGCCCGGL
CAGGCCCCOG TGCTGGTGGT
GTACGACGAC TCCGACCGGC
CCTCTGGCAT CCCTGAGCGG
TTCTCCGCCT CCAACTCCGG
CAACACCGOC ACCOTGACCA
TCTCCAGAGT GGAAGCCGGC
GACGAGGCCG ACTACTACTG
CCAAGTGTGO GACTCCTCCT
CCGACCACGT GGTGTTCGGC
GGAGGCACCA AGCTGACCGT
GCTGGGCCAG CCTAAGGCCG
CTCCCTCCGT GACCCTG
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[0169]

HL161C

CAGGTGCAGC TCGTGCAGTC
CGGCGCAGAG GTCAAAAAGC
CTGGTGCATC TGTGAAAGTG
AGTTGCAAGG CTAGCGGCTA
CACCTTTACC GGATGTTATA
TGCATTGGGT ACGCCAAGCC
CCOGGACAAG GOTTGGAATG
GATGGGGCGT ATCAACCCAA
ACTCTGGCGG GACTAATTAC
GCCCAGAAGT TTCAGGGAAG
GGTGACTATG ACAAGGGACA
CATCCATATC CACCGCTTAT
ATGGACCTGT CTCGACTGCG
GTCTGATGAT ACAGCCGTTT
ATTACTGCGC CAGAGACTAC
AGCGGATGGA GCTTCGATTA
TTGGGGGCAG GGTACTTTGG

TCACAGTTTC AAGT

17

GACATCCAGA TGACCCAGTC
ACCATCATCC CTTTCCGCAT
CTGTCGGAGA TAGAGTGACT
ATCACCTGCA GGGCTTCTCA
AGGTATTTCC AACTACCTCG
COTGOTICCA GUAAAAGLCA
GGTAAAGCCCCAAAGAGCTT
GATCTACGCC GCTTCTAGTC
TGUAGAGTGH AGTICCTAGT
AAGTTCTCCG GCICTGGCAG
TGOCAUAGAT TTTACCTTGA
CCATTTCCAG CCTGCAGTCT
GAGGATTTCG CTACCTACTA
TTOTCAGCAG TATCGACAGCT
ATCCCCCCAC ATTTGGGGGE
GGCACTAAGG TGGAGATAAA
ACGGACAGTG GCTGCCCCTT

CTGTCTTTATT
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[0170]

HL161D CAGCTGCAGT TGCAGGAGTC g | AGCTATGAGC TGACCCAGCC
AGGCCCCGGT TIGGTTAAGC TCTGAGCGTA TCTGTCGOTC
CTTCTGAAAC CCTTTCTCTC TCGGCCAGAC AGCCAGAATT
ACATGCACAG TATCCGGTGG ACCTGTGGCG GCAATAACAT
CTCCATCTCC AGTTCAAGTT AGGATCCAAA AATGTTCACT
ACTACTGGGG ATGGATCCGG GGTATCAGCA AAAACCTGGC
CAACCCCCAG GAAAAGGGCET CAAGETCCCG TGUCTCGTGAT
GGAGTGGATT GGCAATATAT CTACCGGGAC TCTAACCGAC
ATTACTCTGG GTCCACCTAT CCAGTGGAAT CCCCGAACGE
TACAACCCTT CCCTGATGAG TTTAGCGGTT CCAACTCTGG
TAGAGTGACC ATCAGCGTGG AAATACAGCT ACTCTGACTA
ACACAAGCAA AAACCAATTC TCTCCAGGGC TCAGGCCGGG
AGCCTGAAGC TTTCTAGCGT GATGAGGCCG ATTACTACTG
GACCGCTGCC GACACAGCTG CCAGGTGTGO GACTCAAGCA
TCTATTACTG TGCCCGCCAG CAGTGGTCTT CGGCGGAGGT
CTTAGTTATA ACTGGAATGA ACCAAGTTGA CTGTTCTTGG
TAGGCTGTTT GATTACTGGG GCAGCCAAAG GCCGCACCTT
GCCAGGGGAC TCTCGTTACA CAGTGACCCT G
GTCAGCAGC

[0171] 2. 3% FEM) AFcRnT A4 BB ] ARSE Fy SO i P AR 25 My S 2 L 1R 31
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[0172]
AT ] AR LS I 5 BEET AR LR T
SEQ DI SEQ BIIRT )
1D D
NO. NO.

HLI61A 2 | EVQLLESGGG LVQPGGSLRL | 12 | SYVLTQPPSV SVAPGQTARI
SCAASEFTEG TCGGNNIGST
SCVMTWVRQA SVHWYQQKPG
PGKGLEWVSV QAPVLVVHDD SDRPSGIPER
ISGSGGSTYY ADSVKGRETI FSGSNSGNTA TLTISRVEAG
SRDNSKNTLY DEADYYCQVR DSSSDHVIFG
LQMNSLRAED GGTKLTVLGQ PKAAPSVTL
TAVYYCAKTP
WWLRSPFEDY
WGQGTLVTVSS

HL161B 4 | QLLLQESGPG LVKPSETLSL | 14 | SYVLIQSPSV SVAPGQTARI
TCTVSGGSLS SSFSYWVWIR TCGGNNIGSK SVHWYQQKPG
QPPGKGLEWI GTIYYSGNTY QAPVLVVYDD SDRPSGIPER
YNPSLKSRLT ISVDTSKNHF FSASNSGNTA TLTISRVEAG
SLNLSSVTAA DTAVYYCARR DEADYYCQVW
AGILTGYLDS DSSSDHVVFG GGTKLTVLGQ
WGQGTLVTVSS PKAAPSVTL

HLIGIBK | 6 |QLLLQESGPGIVKPSETLSL | 16 |SYVLTQSPSV SVAPGQTARI
TCTVSGGSLS SSFSYWVWIR TCGGNNIGSK SVHWYQOKPG
QPPGKGLEWI GTIYYSGNTY QAPVLVVYDD SDRPSGIPER
YNPSLKSRLT ISVDTSKNHF FSASNSGNTA TLTISRVEAG
SLKLSSVTAA DTAVYYCARR DEADYYCQVW
AGILTGYLDS DSSSDHVVFG GGTKLTVLGQ
WGQGTLVTVSS PKAAPSVTL
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[0173]
HLI6IC | 8 |QVQLVQSGAE 18 | DIQMTQSPSS LSASVGDRVT
VKKPGASVKV ITCRASQGIS NYLAWFQQKP
SCKASGYTFT GKAPKSLIYA ASSLQSGVPS
GCYMHWVRQA KFSGSGSGTD FTLTISSLOQS
PGQGLEWMGR EDFATYYCQQ YDSYPPTFGG
INPNSGGTNY GTKVEIKRTV AAPSVFI
AQKFQGRVTM TRDTSISTAY
MDLSRLRSDD
TAVYYCARDY
SGWSFDYWGQ GTLVTVSS
HL161D 10 | QLQLQESGPG LVKPSETLSL | 20 | SYELTQPLSV SVALGQTARI
TCTVSGGSIS SSSYYWGWIR TCGOGNNIGSK
QPPOGKGLEWI GNIYYSGSTY NVHWYQQKPG
YNPSLMSRVT ISVDTSKNQF QAPVLVIYRD SNRPSGIPER
SLKLSSVTAA FSGSNSGNTA TLTISRAQAG
DTAVYYCARQ DEADYYCQVW
LSYNWNDRLF DSSTVVEGGG TKLTVLGQPK
DYWGQGTLVT VSS AAPSVTL
[0174] 2R3 . PRI AF R4 BB n] AR S5 FIBURN BE ] A2 45 A4 3501 CDR 5 51
[0175]
R 4245 HICDR R L EHIRCDR
itk
CDRI1 CDR2 CDR3 CDRI1 CDR2 CDR3
SEQ ID NO, 21 22 23 24 25 26
VISGSGGS
TPWWLR | GGNNIGS VRDSSSD
HLI6IA | SCVMT | TYYADSV | | DDSDRPS
G SPFFDY TSVH HVI
SEQ ID NO, 27 28 29 30 31 32
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[0176]
HL161B TIYYSGN _
_ RAGILTG | GGNNIGS QVWDSSS
(HLI61BK | FSYWV TYYNPSL DDSDRPS _
¥LDS KSVH DHVV
) KS
SEQID B ,
33 34 35 36 37 38
NQ:
RINPNSG _
; B DYSGWSF | RASQGIS QQYDSYP
HL161C GCYMH GTNYAQK AASSLQS
DY NYLA PTF
FQG
SEQ ID
39 40 41 42 43 44
NO.
NIYYSGS o _
QLSYNW | GGNNIGS QVWDSS
HL161D SYYWG TYYNPSL RDSNRPS
NDRLEDY KNVH TVV
MS
[0177]  SEjiaf64 : 3883 SPRIEHL161A/HL161B/HL161C/HL16 1 DFUARI T )5 45 45 F1
[0178] Wi 7K IE MEhFeRn/E ALK [ 52 B|Proteon GLCH: Ji (Bio—Rad) b I il& 3% Al

77, WEHL161AHL161B . HL16 1CFIHL16 1 DI K HE SPRIV 454 5% A1 /7 o ff FIProteon XPR36
RGUHAT BN 1325 HT o F shF cRn [ 2 EGLCES B L, 5 H A VEBUMEE T LLIR FES I bz, I HL3R
315K (sensogram) £5 5 LN J755 40 M b B L 1 BARR BURES G HEAL W 4 /EpH 6.0
FipH 7.4%% H EE 6K, 3+ H il B P YKDE 7218 & P IR , 450 Fr fEEDAC/NHS 05X, 30uL/
minFI300FP I 25t G . 4 T [81 %€ , 4 shFeRnfE £ B2 £5 22 L (pH5 . 5) ke 224K i 2ug/mL
H250uL, I H AR VFRBE LS i B RA30uL/ 23 B IR 2291 8)) 24183 200-300RUK & 72 k7K
SR, £ 1 RS BE S5, BA30RL/ 2 B K A 2L BE R IEAT 75 30080 5 REFIHL 16 LT A4 A
W JE 1OnMZESnM. 2. 5nM. 1. 25nM. 0. 625nM. 0. 31 2nM&4 34 42 2f5% R Be , AT i1l 25 FE i o A8 1X
PBST (pH 7.4) BL1X PBST (pH 6.0) 7ERFFIpHIHAT AL R RE N T A BE i, 456 #%50uL/ 4y
BRIFEAT 200F0 , 3 HLAA 2 2 B 44500l / 43 B 34T 6008 , I Ji5 4% 1000/ 43 P F B2 IR 2% Mk
(pH2.5) HEAT B AE 188D o B i M 1 ) F7 2% A A EE SR 69k, I FLBE fa I &P 2430 JR 45 o A
77 (KD) o R4 78 MSPRA T3 B B4k 3) 1157 2450 (Bl 2a%32h) .

[0179] R4 .4 Bl AFcRnl# 2 (L SPRI HULAK ) J7 2% 73 b &5 1
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[0180]
HLI61A| 1.81x10° {3.26x10™| 1.80x107"" | 1,32x10° |3.27x10™ | 2.47x107"°
HL161B| 9.12x10° |7.35%10™| 8.07x10™° | 7.10x10° |1.25x107| 1.76x107
HL161C| 1.74x10% |3.32x107| 1.91x107 | 1.36x10° |3.16x10™|2.32x10™"°
HLI61D| 9.70x10° |1.38x107]| 1.43x107 | 6.99x10° | 1.24x107 | 1.78%10"
higGl | 3.2x10° |4.6x10% | 14x10° | AGES | A&Ea | A4S

[0181]  =Zjifhil5: W iF FACSA» HTHL161A/HLL61BH4K 5 AFcRnf1 45 &

[0182]  {ifi FiZKIA AFcRnl¥) %8 2 HEK29 341 g , il L FACS R 4 7 M 7E A PlipH5 FeRn 1) 45 45 1
F o 7EpH 6. 0FIpH7 . 4/ B2 4 FHFACS BT FeRn & & 1B F 2 - BART 5 5 15100,
0001315 AFcRn ) 72 52 HEK 29341 s FHPBS 22 il 1t % I HL7E 3 20k & B O L 42450055 /
SRR ES 054 B LAIR IS AN L DT W) S K AR R N A2 10001 pH 6. 08¢pH 7.4FPBS/10mM
EDTA R el 42 I A B PTVE W27 T IR BLGE M, I FLBEAT 40 B vt 25 o 4 1onL 4 e & in
B HAETCL0 R G T AN ML S 3 AR 2 B 5 15 40 B 2 P R 2% 1 i
B AR 2% 10°N 21 /mL o A4 FUAAAE S AR 2500nMe o T #EpH 6. 047, K B B4
FE96FLVIE JEC T AR HH 4 8 22 20nM, 3 EURFS0uLA B I BN Lo 1 AEpH 7. 4541, 4%
500nNMATLARKE S ME3f% R FURRRE , JEAETE I A 250nMZE 0. L InMEJ IR B BHAT 20 M7 o B 50uL i e 2
2x 10°ANZHHL/mLE 40 AR I BN LI BT B PR AE 4 C AE$8 PR P B 35 5 DA S 3l /i 1
15° FI10%: / 53-8 i 579043 Bh o 78 56 UK R i » MEE R EXH AR 3 DA 2000 %% /43 B ES 00 1043
B, 3 AR BB FFA488FTh 1 G Ll SEHTAR 21 - 20075 S M G2 il Hh A B, 3 HRF 100uLAt
RIS IR BN ALIF B TR R PR R R4 CAERR PR TP B 2 JF DAL Bl M 15°
105 /43 Bh i 519043 o 45 58 IR BLJE » INFE R EHE AR 3 BA20005% / 43 B ES 00 1043 B, FF
HABE LiE T AR B BT — IR 5 » 1 L00LL 2 N 2 B0 I 2 4 AN L DLV At 4 o e
VEND , FF HORPAR G B N TE Al b o 425, VN N 200u L S22 Pl & AL, I HLRE S5 78
FACSH#EAT I & o /£ LA T 56 4F N3 TFACSI & : FS 1084R.SS 4264K.FL1 3244R.FL2 300
R A3 HIBD FACSDiva™v6. 1. 3%k (BD Bioscience) il FACSAMHTix L4 . 45 5 %A AP
Bt (MF1) (3) JHL161A$0 44 FIHL 16 1 BHUAK 7E 1 OnMI & FIpH6 . 043 il i 7RMF 141y
10.59H18.34 . fEpH 7.4H10.11-250nMH) ¥R B , HR 45 88 1487 FIME 1B R 42 300 el 9 By 43
AT 5 B3 ] 2 ZRECs0 (50 %6 A7 R ) 4B 2 . 46nMAT L. 20nM.

[0183]  SJitif56 : 3B ILFACS /3 HTHL161A/HL16 1 B 44s 1 BEL W7 7E F1]

[0184] K4y 3R 1] I FIAhFeRn ¥ HEK 2934 ffd FH 43 A1 X6 441 it 3% i A F cRn [ 45 4557 A1 7
P Rh R AL 3, 5F HFE T Alexa-Fluo—488—FriCh1gG 15 A 1E AR BE A 38 B it BEL
WrfE F o o AR e % DA 7 Rk AT o

[0185]  #2mL 1x TEHNINZEBERDZEALMK 4 HEK29 340 g Alidt & %k A FeRnlf) & 2 HEK293
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UM, FriR 4 BRAEST °C 5% CO35 FRAR IR B L4 B o MR SRR RIS 40 A , I H 131 H s n8mL
N G2 (pH 6.0) 5 R 1 20 i 5% # N\ 50mLAE T2 o 1 2 o B vk LA 200054 / 43 4 5 0059
BRUARERS FIETR, 3T BB ImL e B 22 P (pH 6.0) Vs INE B R4y iE W . Ba 5 » 15 4 i
TN L. oL E & O% A58 A AR LA 40005 /0 B s 0598, 3F B R I
BB G 1 B2 ¢ (pH 6.0) ¥ in 2 Or B8 1R 2 M Ve 0 FF Bt 202 Mo 8 (1) 4 g
Ko 55T » V57 T R VR S DL 1 R o 5 AT Bk P 2 . 5x 1041 i /mLL o

[0186] Y& Rp A FUARAE W B 22 400nM, H HLFE /5 /£ 96 FLVIE ISP AR 2 A5 S M B S
FE o 50Ul BE 22 R B2 200nMZE 0. 0 InMIFAE S s N B AL BE 5, AL N1 Oul A 1uMR
R PR (pH 6.0) FisBe(fAex488-h1gG 1. & Jii » K 40uL 41 i FE R 2. 5x  10%4 i/
mL ) 40 LS N 2 B LI B B AR L4 CAERR R B 25 FF DAL 3 A P2 15 ° R 10%E / 43
EETN90 43 B o AE SRR L JF 5 B REUHE P AR 3 LA 200054 /73 B 5 0o 10 73 B AR R ETB WL
HF LOORL S B 2% s I = B A FLUA IS R A M T 1), 7 B PR N TRl 8 b Bl
J& L VS IN2000L i 37 22 ik B RFAAL , I FLAEFACSH AT M &: 76 LA T 2600 T 3 ATFACS T &
FS 1084Kk.SS 4264k .FL1 3244k .FL2 3004k .{# FIBD FACSDiva'™vé6.1.3%f} (BD
Bioscience) ML FACS 73 Hrix LU A i . 45 S 2R N~V 35 ot (MFL) o AEFI9RAN I & 11 4
MEIMF B (5 =15 5) A B RS A MPL  AHXS T 0 A ([ Alexa Fluor 488,3FH L
) [9100% , THE S H =R E ML E 734

»‘\'-“ -

[0187] BRR=

i

DRI { AIRE-HlaGL § ~HENSENMEL | 48R e
[0188]  UMFUET &H AlgCl e MR NP , i 5E se - ik A B e 4 % . 3 Tl
6. 0K EZ0.01-200nM¥) 26 4F I EIHLL6 LATTAA ATHL 16 I BHUARFE W 1E ] (%) , #1T74-Z
BB U oV R4 B, AESEHL 16 1 AFUAR FITHL 16 1 BHUAE 2 il 2750 . 92nMAN2 . 24nMf] 1Cso
(50 %6 F Il PR R JE) B (B 4) o
[0189] St 57 : fEmFcRn—/~hFCRN#% L [K 32 (Tg32) /N A IEHL161A/HL161BF 1
[0190] & A 1gGiEHTE Rk AFcRnffTg32 (hFcRn+/+.hB2m+/+.mFcRn—/—.mB2m—/-) /> &
(JacksonSEZE22) , I H I i, IFHL16 LAFIHL16 1 Bi% A A 1gG— i FH /MR, B 7 TR &
FoiA e 5 5o ma A1 gGRI At
[0191]  CEHL161AFEFIHL16 1BHLAE AT A 1gG (Greencross, 1VglobulinS) #%57)&5. 1041
20mg / kg7 B AR it & 35 774 , I FLA3 FIPBS (B FR Sk 28 b £ 7K) 2P (oH 7. 4) VB NI
PA S 20mg/kg 1gGLATRE . AFcRn Tg32/)N B M. 497K FF HLIE B K N4 6 o B Bl il i
(23£2°C) JIBSE (55£5%) FL2/NI FEHR / 12/ FARETEER o AN S A F 4 R /N R A -
TAE AL gCAE R EE 77, A8 R Pierce, H 3 '521327) &AM E S S 1h1g6.7E0
/NI, K Bmg/ kg AW Z —h 1gGN495mg / kg A 1 gG I IE P it FH 22 42 P DA AT 1 g G o 75 Jite FH AR 40
# 166524, 48 T2R196 /N, A5 B PR W44 7 &5 . 10 A1 20mg / kg — H — IR GRS W iEST R T
KM, /N 2 ke OW Pharmaceutical) BRI , 3F HLBE 5 7t A& - 1G5
24.,48.72.,96 120 F1168/ NI, {8 A 25 (b ik = i 40 o L 78 B 418 (Fi sher) MFE J& 5 Ik MR
R IR - 7E24. 48 72H196 /N, £F MR AR Ja it 254 o A5 Al B8 O i IS 210 . ImL A2 1L
SRR I B O 43 B I 2R I EUR HEAFAE-T0°C IR 28 (Thermo) ELER 74T
[0192]  #EIFEL1ISAHZ LA T 75 sa i R AE R M AW 2 —h 1 gGLIR K P o 4 100m L HR PR3t A
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MEEE Pierce,31000) WINEISFLIK (Costar, H 3 52592) EHkJE1.0ug/ml, 3 HFE 5
EACHLAE 167NN 1 AR 22 MR A (0.05% Tween—20, 10mM PBS,pH 7.4) $:i%&37K% , 3F H I
JEAEZIRAE S A 1 % BSAIIPBS (pH 7.4) S Pl iR & 27N o 122 71 K, KA B 22 i A Bt %%
3K, I HLBEJE &7 0.5%BSARIPBS (pH 7. 4) 25 /i il 4 th M BT AE M R B 1 AR, AT
BT 1ug/ml o MR RE AR 22 0B (100mM MES, 150mM NaCl,0.5% J1gGHIBSA,0.05%
Tween—20,pH 6.0) &L EEH00-10006% , 3 HoKE 15001 # BV IN 22 ~PAR IR AL s
(R it AE 2R RN LZINI o 4227 R, AR FH 2 i ABE 4 34K, F LB fe 1620011 1nM HRPZ
SN LG L 2EHUE R I B A LI BAEST CILE 270 B R ke, 3 VAR VKA i 22 v
TRBWEHR 3K, I ELBA J5 R 1000 IR ISR DY B R % (RnD , B 3% :DY999) ¥ N & &AL
If H A VF A S8 R M 154 8 15001 1. OMBR BRI (Samchun, H 3% 5 :S2129) ¥ & &4
FLUAZ 1b Nz, BE 5 0 & AE450nm K RO

[0193] K24/ fa (FE/INBR AR AR 3 -1 8GR K 20 Tnax s 75 H I AE M2 -1 0G4 S AU HTD 1Y
N FE-1gGIR B B AE100% , 3 H I 10 7R 78 H AR (1) 5 (0 34 B AR T~ 24 /N 3R B i
T H A E TS RN IE B 20mg ke 1gG LS BRI 2 75 HH 43 70l & 103 /NI AT 118/
I o SR, AEAN[F] S I HL 16 TABTAR K LK 1 gG2F 75 A2 30\ 23 A1 187N, FIr ik HL 161 A$L A4 AE
A hh a3 B v B 7R B9 AN FeRn 454 25 A1 77 AIREL W 1 FH DA o AE AN FeRn% LR Tg32/N il o (2
TNECR 1 gGAay AR o BE 4N, HL16 1BHUAAR 7R 4 1 22F02 L/INES (191 G- 75 A o 3 38 B 6 Xof
hFcRnf¥] pHAE AR 6 11 FNE e AF 58 4 M Ads EA 38 n Py IS 44 o A R i 4 (Bl ba Tl 5b) .
[0194]  SEHfH18: FEMR A IRHLL61A/HL16 1 BRI AE H

[0195] i FH-5 AFcRnEAG96 %6 [F Yt 12 1) £ BERE , 434 i FHHL 161 S 44 FTHL 16 1 BHLAA I A%
1gG. 1gA  1gMAI 8 K, I H A Hrftis M 254830 735 PK) it £k,

[0196] 1) A #fr Mk ML 1 B0 J 2R AR 1 GRAA I AL AL,

[0197] &6, @ITELISATE 2 Bk 1 gGRIAZ L 5 100uL It A 1gG/Fedifk BethylLab,
AB0-1044) & N964LIR (Costar, H 3% 52592) LA 4. Ong/mL, 3F HFE J5 754 CA
B 16 /N 1 SR PSR IR 22 P (0. 05% Tween—20, 10mM PBS,pH 7.4) ¥eik3vk , 3 LB JG 76
FiR5EA1%BSAIPBS (pH 7.4) G2 Pl & 27N o FRifife 1 gGRAMK 523 . 9-500ng/mLAE H ,
It H A MLRAE S AE S 1 % BSARIPBS (pH 7.4) 2P H #5HE80, 00045 , I HG M B35 N
SPAR I AE Z IR B 2/ TRk R SR PR G PR B 3R, FF HLRE 5 R 100LTh 16G
itk Biorad,201005) 120, 000 55 B W) 28 N PAR I 7o VR AT IR RO LN o 7E P i
SEAR G S R LOORLJER A 3,3 ,5,5 —VU LR % (RnD, H 3% 5 :DY999) A AR 3 H 7t
PFHAE IR SN T8, S5 500l 1. OMER FRVE MR (Samchun , H 5% '5:S2129) ¥ N & &4 HL
P& 1E S 87 o T4 K7, 48 FH450nmA1540nmi )t B35 504 (MD, 5« VersaMax) &M% O &
(OD) o 25 R IR, 2 HL16 1 ASL A FITHL 16 I BHUAR % [ 4 57 &5 M120mg /kg — J& — IR i ik A Tt ]
NI, M8 1 eGP RA A S O P T s R A, HF HLHL16 150444 2 PH 1 1 gG-FeRnAH BLAE
H.5mg/kg HL161ATE SEORMI MR gGACTFFEAK 2247 . 1% , 3 H.20mg/kg HL161A7E S 10K A
1gG/K P F#AK429.6 % . 5mg /kg HL161B7E 55 10K FEARME1gG/K F%53.6% , 3 H20mg/kg
HL16 1B7E 559 R FFEARME 1 gGrK V- 2231 % , 1X $ 7 R Ah 70 4 S s SRALL I &5 SR (R 501l 6a AT
6¢) o AN, FEAMA 2 [R) bL 35 ik P4 Jit FHHL 16 1 ARTHL 16 1 BT S Mk 126K A8 1k, I HL.45 1
TN > AN Z T (4 1 gG K T BAFE 5 ARBAI) 75 20
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[0198]  &5. i HIHL16 1 AFIHL16 1 BT EUH M 1 eGP A2 4k (%)

[0199]
oH 100.0£0.0 | 100.0£0.0 | 100.0£0.0 | 100.0£0.0 | 100.0+0.0
0.5k 99.0+4.8 | 81.5+1.8 | 101.549.0 | 943454 | 96.2+3.0 |
1K 97.6+15.9 | 67.242.0 | 86.2+11.9 | 83.9424.7 | 94.1+7.0
2K 97.8+62 | 63.0£833 | 742+14 | 73.7x11.3 | 71.7£54
3K 104.5+13.1 | 61.8+8.0 | 59.2+11.0 | 683493 | 61.3+6.0
N 100.9+16.7 | 55.3+4.1 | 45.144.6 | 655122 | 44.3+5.6

[0200]
5K |1034+12.5| 60.8+8.3 | 38.8+4.9 | 65.0+11.9 | 38.4+3.7
6K 113.3£8.5 | 64.9+11.7 | 39.7+6.4 | 66.4+11.3 | 39.0+54
TR 116.9423.3 | 58.744.7 | 39.6+54 | 61.4+8.0 | 37.5+3.2
75K | 9244104 | 512472 | 38.747.8 | 62.8+83 | 39.3+04
8K 94.6+8.7 | 48.049.3 | 36.1+53 | 60.7+7.5 | 39.6+5.9
9K 117.6+£143 | 47.1+4.4 | 33.8+50 | 543469 | 31.0+3.1
10K | 115.1£16.7 | 49.7+8.9 | 29.6+5.8 | 53.6+4.9 | 32.844.3
11K | 114.6218.9 | 47.7442 | 30.4+6.5 | 547442 | 39.949.1
12K | 109.5£13.1 | 51.743.1 | 329457 | 56.5+4.7 | 46.749.1
13K | 111L.1$21.2 | 529464 | 357492 | 58.743.8 | 454476
14K | 128.9+17.7 | 547442 | 37.849.6 | 60.6+4.2 | 53.8+11.3
17K 95.6+6.6 | 59.5+10.3 | 402474 | 56.7+4.4 | 48.4+10.0
20K 925484 | 624467 | 47.6+89 | 61.8+6.0 | 54.049.5
23 [ 107.1x15.2 | 71.946.5 | 61.8+13.3 | 64.9+4.4 | 56.846.0
26K 104.045.6 | 77.7+6.8 | 7224224 | 70.8+74 | 62.4+58
29K 1024483 | 81.4+6.7 | 77.9+20.5 | 74.8%5.1 | 65.4+10.8

[0201]  2) 4 HPi MLy HHHL161A/HL16 1B 25 185 F727 ith 45
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[0202] ik %% 4 PEELTSAZ) B 72 % ik N e FH S HL 16 1LARTHL 16 1B B R 3 i 12 264X 8 73 2%
28 (PK) « AR 5 , il % 2ug/mLI Hp PESTAE M) 3 8 1 VA R, 9 EL 1002 9 VB0 4% 7196
LR BB AL b, I BB 5 7E4°CIL & 18/ R P AR I 300uL P 22 il (5 H0.05%
Tween—20f10mM PBS,pH 7.4) #ig 3K, 3 HBE 55 FLAE25°C & 1 %BSARIPBS (pH
7.4) R GE B 2/ B AR YD BEAL T hFcRn FHPBSHR B 2 1ug /mL, 3 HLFE Ji % 1000 LA
VI INZE 96 FUAR F 4N FLIE ELAE25 CIR & 17N o 422 K, B PR A 3001 T334 28 i e 145 3
IRURERE R 456 BIhFeRn, I LB S IS IARAERE & (0. 156—-20ng/mL) RN LIHFAE25CHLE
27N BT, K VAR BB B PR R 3K, 3T LB S A N LO0RLAEPBSHT 110, 0007 F¢ &
[ P iE B R FLIFAE25 CILE 1. 5/ o B G 9 PAR Bk 3K, FF ELIG 100uL TMBIA R A
N B h S ik e IR B 5, 2 R 50uL  IMBRERAE Ay e B 2 1L VAR IR INE AN 1L
PLE IR N o 825, R AR e SO &= AE450nm I W ' & . 386 W ZHL161AFITHL161B
(1o B &6 R, 37 Hoan A ] DA LR, Fd r) 254830 77257 i 26 DL A= 4 1k o7 88« o i
FeFq M (T1/2) & £96-12K% , Hod T3 O PR  BhAh I SEHL 16 1B ~F 75 3H (S AR M 22
) VAUCHICaax s THL161A (B 7a FNE 7h)

[0203] 6. 7EAH FI=RFHL161AFIHL16 1B 25430 775 ith 261 73 #r 45 2R

[0204]

HL161A 0-7 157431 | 1,601+501 | 6.9+09
(5 mg/kg) 7-14 157425  1,388+334  103+28
HL161A 0-7 692+ 138 13,947 £2.459 9.0+0.6
(20 mg/kg) 7-14 T24£125 12,699 +£2,114 7.6+ 1.6
HL161B 0-7 178456 2,551 +1.356| 7.9+1.3
(5 mg/ke) 7-14 18749 | 27724466 | 94405
HL161B 0-7 823438 21,867+1,088 11.7+1.0
(20 mg/kg) 7-14 868 £66 16,116+ 1,501 6.8+0.9

[0205]  3) 43 ML 1 TeM % T gASiAA 7K S A5 AL,

[0206]  7F 4% AR ALL T W8 TgG A I ELTSA T VA 1K 77 0347 F T 0 B 06 I 3 TgM % TgA
IKEHIELTSAS T« BT 5 L K 100uLHME T Mt 4& (ATpha Diagnostic,70033) BLIgAfiiA
(AIpha Diagnostic,70043) ¥ INA96FLIR R FLENKE2. Oug/mL, I HE 5 /E4C B
167N o B AR BV PPV (5545005 % Tween—2011 10mM PBS,pH 7.4) ¥eik3ik, 3F B
JEAEZE IS 5 A 1 %BSAKIPBS (pH 7.4) eyl & 2/ o LAT.8-1,000ng/mLR & 73 #r i i
MrIeM, 7 HLA15.6-2,000ng/mLik & 24 TgA o K MLVRRE i 76 54 1 % BSAFIPBS (pH 7.4) 2%
MR RELO, 000658120 ,0006% , 3 EUGE MBI I 2 40N FLIFAE Z IR B 2/ 2R
K B SRR P e v 2 PR 3R, IF HLME S5 W B TgMBE — Bk (Alpha Diagnostic,

33



CN 106459215 A w Bg B 30/30 7

70031) FPUAETgASE —Hik KPL,074-11-011) £ H 5000557 B4 100uLds N 2 A~ FLIF
H Ao vF H AR 2R RN LN P AR B 5 B s 34k, I HLBE J5 R L0OUL A3, 3 ,5,5 1Y
LR % (RaD, B 365 :DY999) IS INZE BN L B R VPR IR BL7 908 42 1 K 501l
1. OMBR ER VAR (Samchun , B 35 :S2129) I N2 &L AL 1B OB o FH450nmA1540nmi St
U MD, B 5 VersaMax) M &R FLEIR OGE .

[0207]  4) -#fr M Lk H 1 8 A /KPR A2 4k

[0208]  { FEMVELISAIR T & (Assaypro, B 35 :BKA2201-1) AT ML H A & K
A 3 AT o TRT T &, AR MLIEAE AR S A BE 4000/ , 7 HoR 25nL W B0V N 2296 1L
WRVEAN AL, ik 96 fLAR BB 1% 5% A 82 1 45 S I PR 4 g 25uL AW R B AL IR 1 £
AR N2 BN LI HLAE25°CIEE 2/ 45 AR F 2000 Lye B2 pPiR e i 3K, 3+ HL B I
A N50uL 1: T00FRE I BE B R AR I S R A Itk 2 AL, 25 CIR A 30
3T PR B S B 3k, I ELBE S 50uL R N B AL AR ZIRE & 104 8. 42
TR, 500 I B 2 1R IE RIS INEAFANFU, 37 H W EAE450nmi 6 BE A g S, 784N I
T2 HA 18] A L %% 320 DR it FHHL 16 1 A$L A4 FITHL 16 I BHUAR BT BUKI AR TeM. TgAMTH 88 H 7K1 75 i A2
1k (E8aZ Kl 8c) o AL, 13 4518 , HL16 1 JUARAN i S TgGrK~F 3 H A2 TgMA T g AR ZKF
XN E AL T E Fo0a o 2 B3R KT T B BT B0 G g% 77 T B o A 7R B D A )
AMEE BN 8 H K 2 2 A2 A, IR $ /N HL 16 LASUAR ATHL 16 1 BHUARAN 45 5 14 LT Tg G-
FeRnAH EAE H o

[0209]  5) MLV A=Ak 527K~V MR 4H 7 1 3 B

[0210] & i , A¥ AL DA 35 14K B R , i A A4 34T I A 04 25 4 B A0 R 49 7« 1k
Ab,ff FHitachi 7180 R4/ #r T ML A M 245 EW) , B4 R & TR L% B 1 (AST) .
HE IR AL LB (ALT) IR MEBE BRI (CPK) - JULIR T PRI (VLER WK IR ) « B4 &
(TBIL) % &% (GLU) S IE[E EE (TCHO)  H ¥ =5 (T6) . & & A (TP) & H (ATb) HEA/
FREA A/G) LR R R LR R Z) WLEF (CRE) AL (IP) (5 (Ca) 44 (Na) 21 (K) AL
Yy (CI) o B4k, ff FMission UL20 R #r 1 K Hhbn &4, 45 B 40 (LEU) AHER &5
(NIT) . JRHBJE (URO) - & [ 5 (PRO) pH, ¥ 1ML (BLO) « Eb H (SG) Hi{A KET) JHZL & (BIL) 4
) HE GLU) AIHIR LR (ASC) o BARAFAE R TR I 7K AR 4k, AHE 2 (9 7K P 7 B B I TR
IR FEE A o

[0211]  BHRCALZSHE BAMRFETEIR AR AT H 2 AR UEE AR N GO 1 55 W A2, X
IR B I AE T 10 B H ELASBIR 648 2 FF G o PRk, AR 28 9 S 5 3 6K ] B B AR 22
SRAS S ILZE RV E
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JERER
<110>
<120>
<130>
<140>
<141>
<150>
151>
<160> 44

<170> PatentIn 3.2hK
210> 1

<211> 363

<212> DNA

213> AL

<220>

<223> HL161ARHv
<400> 1

i £ 2R At

1RIT H B IR I 45 A FCRNIK U4
PF-B1783

PCT/KR2015/004424

2015-04-30

61/986,742

2014-04-30

60

gaagtgcagc
tcetgegeceg
ccecggeaagg
gcegactetg
ctgcagatga
tggtggetge
tce

210> 2
211> 121
<212> PRT
213> AL
220>

tgctggaate
cctecgagtt
gcctggaatg
tgaagggccg
actccctgeg

ggtccceecett

cggcggaggc
caccttcgge
ggtgteegty
gttcaccatc
ggccegaggac
cttcgattac

ctggtgcage
agctgegtga
atctcegget
tceegggaca
accgeegtgt
tggggcecagg

<223> HL161AMHY

<400> 2

GIu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu

1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser GIu Phe

20 25

Val Met Thr Trp Val Arg GIn Ala Pro Gly Lys
35 40

Ser Val Ile Ser Gly Ser Gly Gly Ser Thr Tyr

35

ctggeggete
tgacctgggt
ccggeggete
actccaagaa
actactgcgce

gcaccctggt

tctgagactg
ccgacaggcet
cacctactac
caccctgtac
caagaccccce

gacagtgtcc

Val GIn Pro Gly Gly

15

Thr Phe Gly Ser Cys

30

Gly Leu GIu Trp Val

45

Tyr Ala Asp Ser Val

120
180
240
300
360
363
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50
Lys
65

Leu

Ala

GIn

<210> 3
211> 363
<212> DNA
213> AL
220>
223>
<400> 3
caactgttgce
acctgtaccg
cagcctcceeg
tataacccca
tctctgaate
gcegggatte
agt
<210>
Q21
212>
213>
220>
223>
<400>

121
PRT
AT

1

GIn Leu Leu Leu

1

Thr Leu Ser Leu

Phe Ser Tyr Trp

35

Trp Ile Gly Thr

50

Leu Lys Ser Arg

Gly Arg Phe

GIn Met Asn

Lys Thr Pro

Gly Thr Leu
115

85

100

HL161Bf#]Hy

tccaggaatc
ttagcggagg
gaaaagggtt
gcctgaagag
tgtcttcagt
tgacaggcta

HL16 1B Hv

GIn
5
Thr
20

Val

IIe

Leu

Glu

Cys

Trp

Tyr

Thr

95

Trp Trp Leu Arg Ser

120

cggtectggt
aagtctttcce
ggagtggatt
caggctgact
gaccgcagcece

tctggattca

Ser

Thr Val
ITe

40
Tyr
55
ITe

Thr Ile Ser Arg Asp Asn Ser
70
Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

75

90
Pro Phe
105

Val Thr Val Ser Ser

cttgtaaagc
tcaagcttct
ggcacaatat
atctctgteg

gacaccgccg

tggggcecagg

Gly Pro Gly Leu

10
Ser Gly Gly
25

Arg GIn Pro Pro

Ser GIly Asn Thr

Ser Val Asp Thr Ser

36

60
Lys Asn Thr

Phe Asp Tyr
110

catctgagac
cctactgggt
actactccgg
acaccagtaa
tgtattattg
ggacattggt

Val Lys Pro

Leu Ser
30

Lys Gly

45

Tyr Asn

Ser
Gly
Tyr

60
Lys Asn

Leu Tyr
80

95
Trp Gly

tcteteeett
gtggatcaga
caacacttac
aaatcacttt
cgctcggege
tacagtgtct

Ser Glu
15

Ser Ser

Leu GIlu

Pro Ser

His Phe

60

120
180
240
300
360
363
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65

70

75

80

Ser Leu Asn Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr

85

90

95

Cys Ala Arg Arg Ala Gly Ile Leu Thr Gly Tyr Leu Asp Ser Trp Gly

100

105

GIn Gly Thr Leu Val Thr Val Ser Ser

115

<210> 5
211> 363
<212> DNA
213> AL
220>
223>
<400> 5
cagctgetge
acctgcaccg
cagccccectg
tacaacccca
agcctgaagce
gceggeatcce
tce
<210> 6
211> 121
<212> PRT
213> AT
220>
223>
<400> 6
GIn Leu Leu
1
Thr Leu Ser
Phe Ser Tyr
35
ITe Gly
50
Lys Ser

Trp

Leu
65

Ser Leu Lys

HL161Bf#HvK

tgcaagaatc
tgtccggegs
gcaagggcect
gcctgaagtce
tgtcctecegt
tgaccggcta

120

cggecectgge
ctcecetgtcee
ggaatggatc
ccggetgacce
gaccgccget

cctggactct

Leu
Leu
20

Trp
Thr

Arg

Leu

HL161BHJHVK

GIn

5

Thr

Val

IIe

Leu

Ser

Glu

Cys

Trp

Tyr

Thr

70
Ser

Ser
Thr
ITe
Tyr
55

Ile

Val

Gly
Val
Arg
40

Ser

Ser

Thr

ctggtgaaac
tccagettet
ggcaccatct
atctccgtgg

gacaccgccg

tggggcecagg

Pro GIy Leu
10

Ser Gly

25

GIn

Gly

Pro Pro

GIy Asn Thr
Thr
75

Asp

Val Asp

Ala Ala

37

110

ccteecgagac
cctactgggt
actactccgg
acacctccaa
tgtactactg
gcaccctggt

Val Lys Pro

Leu Ser
30

Lys Gly

45

Tyr Asn

Ser

Gly

Tyr
60
Ser Lys Asn

Thr Ala Val

actgtccctg
ctggatccgg
caacacctac
gaaccacttc
tgccagaagg
gacagtgtcc

Ser Glu
15
Ser Ser

Leu Glu

Pro Ser

His Phe
80

Tyr Tyr

120
180
240
300
360
363
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85

90

95

Cys Ala Arg Arg Ala Gly Ile Leu Thr Gly Tyr Leu Asp Ser Trp Gly

100

105

GIn GlIy Thr Leu Val Thr Val Ser Ser

115
<210>
Q211>
212>
213>
220>
<223> HL161
<400> 7
caggtgcagc

7
354
DNA
AL

agttgcaagg
cccggacaag
gcccagaagt
atggacctgt
agcggatgga
<210> 8
211> 118
<212> PRT
213> AT
220>

<223> HL161
<400> 8
GIn Val
1

Ser Val

GIn
Lys
His

35
ITe

Tyr Met

Gly Arg
50

GIn Gly

65

Met Asp

Arg

Leu

Ala Arg Asp

CI¥JHv

tcgtgcagte
ctagcggcta
gcttggaatg
ttcagggaag
ctcgactgceg
gcttegatta

CHHv

Leu Val

Val
20
Trp

Ser

Val

Asn Pro

Val Thr

Arg
85
Ser

Ser

Tyr
100

GIn
Cys
Arg
Asn
Met
70

Leu

Gly

120

cggegeagag
cacctttacc
gatggggegt
ggtgactatg
gtctgatgat
tigggggcag

Ser Gly

Lys Ala

GIn Ala
40
Ser Gly
55
Thr Arg

Arg Ser

Trp Ser

gtcaaaaagc
ggatgttata
atcaacccaa
acaagggaca
acagccgttt
ggtactttgg

Ala Glu
10

Gly

Val

Ser
25
Pro

Tyr

Gly GIn

GIy Thr Asn

Thr Ser
75
Thr

Asp

Asp
90
Phe Asp

105

Tyr

38

110

ctggtgcatce
tgcattgggt
actctggegg
catccatatc
attactgcgce
tcacagtttce

Lys Lys Pro

Thr Phe Thr
30
Leu GIu
45

Ala

Gly
Tyr GIn
60
ITe

Ser Thr

Ala Val Tyr
GIn

110

Trp Gly

tgtgaaagtg 60
acgccaagcee 120
gactaattac 180
caccgcttat 240
cagagactac 300

aagt 354

Gly
15
Gly

Ala

Cys

Trp Met

Lys Phe

Ala Tyr
80
Tyr Cys
95

Gly Thr
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Leu Val Thr Val Ser Ser

115
<210> 9
211> 369
<212> DNA
213> AL
220>
<223> HL161DfJHv
<400> 9
cagctgcagt tgcaggagtc aggccceggt ttggttaage cttctgaaac cctttetete 60
acatgcacag tatccggtgg ctccatctee agttcaagtt actactgggg atggatcecgg 120
caacccccag gaaaaggget ggagtggatt ggcaatatat attactctgg gtccacctat 180
tacaaccctt ccctgatgag tagagtgacc atcagcegtgg acacaagcaa aaaccaattc 240
agcctgaage tttctagegt gaccgetgee gacacagetg tctattactg tgeccgecag 300
cttagttata actggaatga taggctgttt gattactggg gccaggggac tctcgttaca 360
gtcagcagce 369
<210> 10
211> 123
<212> PRT
213> AL
220>
<223> HL161DHy
<400> 10
GIn Leu GIn Leu GIn GIu Ser GIy Pro GIly Leu Val Lys Pro Ser GIlu
1 5 10 15
Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser Ser Ser

20 25 30

Ser Tyr Tyr Trp Gly Trp Ile Arg GIn Pro Pro Gly Lys Gly Leu Glu

35 40 45
Trp Ile Gly Asn Ile Tyr Tyr Ser Gly Ser Thr Tyr Tyr Asn Pro Ser

50 55 60
Leu Met Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn GIn Phe
65 70 7H 80
Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg GIn Leu Ser Tyr Asn Trp Asn Asp Arg Leu Phe Asp Tyr
100 105 110

Trp GIy GIn GIy Thr Leu Val Thr Val Ser Ser

115 120
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210> 11
211> 357
<212> DNA
213> AL
220>
<223> HLI61AM]Lv
<400> 11
tcttacgtge tgacccagee ccecteegtg tetgtggete ctggecagac cgecagaate 60
acctgtggeg gcaacaacat cggctccace tcegtgeact ggtatcagea gaageccgge 120
caggccecceg tgetggtggt gecacgacgac tccgaccgge cttetggeat ccecctgagegg 180
ttctecegget ccaactcegg caacaccgee accctgacca tctccagagt ggaagecgge 240
gacgaggceg actactactg ccaagtgega gactcctecet ccgaccacgt gatcttegge 300
ggaggcacca agctgaccgt getgggecag cctaaggececg ctcecteegt gaccetg 357
<210> 12
211> 119
<212> PRT
213> AL
220>
<223> HL161AMILy
<400> 12
Ser Tyr Val Leu Thr GIn Pro Pro Ser Val Ser Val Ala Pro Gly GIn
1 5 10 15
Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Thr Ser Val
20 25 30

His Trp Tyr GIn GIn Lys Pro Gly GIn Ala Pro Val Leu Val Val His

35 40 45
Asp Asp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser

50 55 60
Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val GIu Ala Gly
65 70 75 80
Asp Glu Ala Asp Tyr Tyr Cys GIn Val Arg Asp Ser Ser Ser Asp His
85 90 95
Val Ile Phe Gly Gly Gly Thr Lys Leu Thr Val Leu GIy GIn Pro Lys
100 105 110

Ala Ala Pro Ser Val Thr Leu

115
<210> 13
211> 357
<212> DNA
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213> AL
220>
<223> HL161BfJLv
<400> 13
tcttacgtge tgacccagte cceccteegtg teecgtggete ctggecagac cgecagaate 60
acctgtggeg gcaacaacat cggctccaag tccgtgeact ggtatcagea gaageccgge 120
caggccecceg tgetggtggt gtacgacgac tccgaccgge cctetggeat ccecctgagegg 180
ttctecegeet ccaactcegg caacaccgee accctgacca tctccagagt ggaagecgge 240
gacgaggceg actactactg ccaagtgtgg gactcctecet ccgaccacgt ggtgttegge 300
ggaggcacca agctgaccgt gectgggecag cctaaggecg ctcecteegt gaccetg 357
<210> 14
211> 119
<212> PRT
213> AL
220>
<223> HL161BfJLv
<400> 14
Ser Tyr Val Leu Thr GIn Ser Pro Ser Val Ser Val Ala Pro Gly GIn
1 5 10 15
Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val
20 25 30
His Trp Tyr GIn GIn Lys Pro Gly GIn Ala Pro Val Leu Val Val Tyr
35 40 45
Asp Asp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Ala Ser
50 55 60
Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val GIu Ala Gly
65 70 () 80
Asp Glu Ala Asp Tyr Tyr Cys GIn Val Trp Asp Ser Ser Ser Asp His
85 90 95
Val Val Phe Gly GIy Gly Thr Lys Leu Thr Val Leu GIy GIn Pro Lys
100 105 110
Ala Ala Pro Ser Val Thr Leu
115
<210> 15
211> 357
<212> DNA
213> AL
<220>
<223> HL161B{JLvK
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<400> 15
tcttacgtge tgacccagte cceccteegtg teecgtggete ctggecagac cgecagaate 60
acctgtggeg gcaacaacat cggctccaag tccgtgecact ggtatcagea gaageccgge 120
caggccececceg tgetggtggt gtacgacgac tccgaccgge cctetggeat ccecctgagegg 180
ttctecegeet ccaactcegg caacaccgee accctgacca tctccagagt ggaagecgge 240
gacgaggceg actactactg ccaagtgtgg gactcctecet ccecgaccacgt ggtgttegge 300
ggaggcacca agctgaccgt getgggecag cctaaggececg ctcecteegt gaccetg 357
<210> 16
211> 119
<212> PRT
213> AL
220>
<223> HL161BFJLVK
<400> 16
Ser Tyr Val Leu Thr GIn Ser Pro Ser Val Ser Val Ala Pro Gly GIn
1 5 10 15
Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val
20 25 30
His Trp Tyr GIn GIn Lys Pro Gly GIn Ala Pro Val Leu Val Val Tyr
35 40 45
Asp Asp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Ala Ser
50 55 60
Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val GIu Ala Gly
65 70 () 80
Asp GIu Ala Asp Tyr Tyr Cys GIn Val Trp Asp Ser Ser Ser Asp His
85 90 95
Val Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly GIn Pro Lys
100 105 110
Ala Ala Pro Ser Val Thr Leu
115
210> 17
211> 351
<212> DNA
213> AL
220>
<223> HL161CHILv
<400> 17

gacatccaga tgacccagtc accatcatcc ctttccgeat ctgtcggaga tagagtgact 60

atcacctgca gggcttctca aggtatttce aactaccteg cctggttcecca gcaaaageca 120
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ggtaaagcee caaagagett gatctacgee gettectagte tgcagagtgg agttectagt 180
aagttctccg getctggeag tggecacagat tttaccttga ccatttccag cctgeagtet 240
gaggatttcg ctacctacta ttgtcagcag tatgacagcet atccccccac atttggggegg 300
ggcactaagg tggagataaa acggacagtg gectgeceett ctgtetttat t 351
<210> 18
211> 117
<212> PRT
213> AL
220>
<223> HL161CHJLv
<400> 18
Asp Ile GIn Met Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser GIn Gly Ile Ser Asn Tyr
20 25 30
Leu Ala Trp Phe GIn GIn Lys Pro Gly Lys Ala Pro Lys Ser Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu GIn Ser Gly Val Pro Ser Lys Phe Ser Gly
50 5h) 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu GIn Ser
65 70 () 80
GIu Asp Phe Ala Thr Tyr Tyr Cys GIn GIn Tyr Asp Ser Tyr Pro Pro
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala
100 105 110
Pro Ser Val Phe Ile
115
<210> 19
211> 351
<212> DNA
213> AL
220>
<223> HL161DMILv
<400> 19
agctatgage tgacccagece tctgagegta tctgtegete tcggecagac agcecagaatt 60
acctgtggeg gcaataacat aggatccaaa aatgttcact ggtatcagca aaaacctgge 120
caagctceeg tgetcgtgat ctaccgggac tctaaccgac ccagtggaat ccccgaacge 180
tttageggtt ccaactctgg aaatacaget actctgacta tctccaggge tcaggecggg 240
gatgaggccg attactactg ccaggtgtgg gactcaagca cagtggtett cggeggaggt 300
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FF

51

23

10/16 7L

accaagttga ctgttcttgg gcagccaaag gccgecacctt cagtgaccet g
<210> 20

211> 117
<212> PRT
213> AL
<220>

<223> HL161DHJLv
<400> 20

Ser Tyr GIu Leu

1
Thr

His
Arg
Asn
65

Asp

Phe

Pro

<210>

Ala

Trp

50

Ser

Glu

Gly

Ser

211> 5

<212>
<213>

<220>

<223>
<400>

21

Arg
Tyr
35

Ser
Gly
Ala

Gly

Val
115

PRT
AT

IIe
20

GIn
Asn
Asn
Asp
Gly

100
Thr

Thr

Thr

GIn

Arg

Thr

Tyr

85

Thr

Leu

Ser Cys Val Met Thr

1

<210> 22
211> 17

<212> PRT
213> AL
<2205
<223> HL161AfJHv CDR2

5

GIn

Cys

Lys

Pro

Ala

70
Tyr

HL16 1A Hv CDR1
21

Pro

Gly

Pro

Ser

95

Thr

Cys

Leu

Leu

Gly

Gly

40

Gly

Leu

GIn

Thr

Ser

Asn

25

GIn

ITe

Thr

Val

Val
105

44

Val
10

Asn

Ala

Pro

Ile

Trp

90

Leu

Ser Val

ITle Gly

Pro Val

GIu Arg
60

Ser Arg

75

Asp Ser

Gly GIn

Ala

Ser

Leu

45

Phe

Ala

Ser

Pro

Leu
Lys
30

Val
Ser

GIn

Thr

110

15

Asn

Ile

Ala

Val
95
Ala

GIn

Val

Tyr

Ser

Gly

80

Val

Ala

351



CN 106459215 A F % 3K 11/16 T

<400> 22

Val Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15
Gly

<210> 23

211> 12

<212> PRT

213> AL

<220>

<223> HL161AfJHv CDR3

<400> 23

Thr Pro Trp Trp Leu Arg Ser Pro Phe Phe Asp Tyr
1 5 10
<210> 24

211> 11

<212> PRT

213> AL

<220>

<223> HL161AKJLv CDRI

<400> 24

Gly Gly Asn Asn Ile Gly Ser Thr Ser Val His
1 5 10
<210> 25

Q211> 7

<212> PRT

213> AL

<220>

<223> HL161ARJLv CDR2

<400> 25

Asp Asp Ser Asp Arg Pro Ser

1 5

<210> 26

211> 10

<212> PRT

213> AT

<220>

<223> HL161AfJLv CDR3

<400> 26

Val Arg Asp Ser Ser Ser Asp His Val Ile
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1 5 10
<210> 27

211> 5

<212> PRT

213> AL

<220>

<223> HL161BELHL161BKAHy CDR1

<400> 27

Phe Ser Tyr Trp Val

1 5

<210> 28

211> 16

<212> PRT

213> AL

<220>

<223> HL161BELHL161BKHJHy CDR2

<400> 28

Thr Ile Tyr Tyr Ser Gly Asn Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15
<210> 29

Q211> 11

<212> PRT

213> AL

<220>

<223> HL161BEKHL161BKHJHv CDR3

<400> 29

Arg Ala Gly Ile Leu Thr Gly Tyr Leu Asp Ser
1 5 10
<210> 30

211> 11

<212> PRT

213> AT

<220>

<223> HL161BEHL161BK[JLv CDRI

<400> 30

GIy GIy Asn Asn Ile Gly Ser Lys Ser Val His
1 5 10
<210> 31

211> 7
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<212> PRT

213> AL

<220>

<223> HL161BELHL161BKH Ly CDR2

<400> 31

Asp Asp Ser Asp Arg Pro Ser

1 5

<210> 32

211> 11

<212> PRT

213> AL

<220>

<223> HL161BELHL161BKH Ly CDR3

<400> 32

GIn Val Trp Asp Ser Ser Ser Asp His Val Val
1 5 10
<210> 33

211> 5

<212> PRT

213> AL

<220>

<223> HL161CHJHv CDRI

<400> 33

Gly Cys Tyr Met His

1 5

<210> 34

211> 17

<212> PRT

213> AT

<220>

<223> HL161CHJHv CDR2

<400> 34

Arg Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala GIn Lys Phe GIn
1 5 10 15
Gly

<210> 35

211> 9

<212> PRT

213> AT

47



CN 106459215 A F % 3K 14/16 T

<220>

<223> HL161CHJHv CDR3

<400> 35

Asp Tyr Ser Gly Trp Ser Phe Asp Tyr

1 5

<210> 36

211> 11

<212> PRT

213> AL

<220>

<223> HL161CHJLv CDR1

<400> 36

Arg Ala Ser GIn Gly Ile Ser Asn Tyr Leu Ala
1 5 10
<210> 37

Q211> 7

<212> PRT

213> AL

<220>

<223> HL161CHJLv CDR2

<400> 37

Ala Ala Ser Ser Leu GIn Ser

1 5

<210> 38

211> 10

<212> PRT

213> AT

<220>

<223> HL161CHJLv CDR3

<400> 38

GIn GIn Tyr Asp Ser Tyr Pro Pro Thr Phe
1 5 10
<210> 39

211> 5

<212> PRT

213> AT

<220>

<223> HL161DMJHv CDRI1

<400> 39
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Ser Tyr Tyr Trp Gly

1 5

<210> 40

211> 16

<212> PRT

213> AL

<220>

<223> HL161DfJHv CDR2

<400> 40

Asn lle Tyr Tyr Ser Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Met Ser
1 5 10 15
<210> 41

211> 13

<212> PRT

213> AL

<220>

<223> HL161D[Hv CDR3

<400> 41

Gln Leu Ser Tyr Asn Trp Asn Asp Arg Leu Phe Asp Tyr
1 5 10
<210> 42

211> 11

<212> PRT

213> AL

<220>

<223> HL161DHJLv CDRI

<400> 42

Gly Gly Asn Asn lle Gly Ser Lys Asn Val His
1 5 10
<210> 43

211> 7

<212> PRT

213> AT

<220>

<223> HL161DHJLv CDR2

<400> 43

Arg Asp Ser Asn Arg Pro Ser

1 5

<210> 44
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211> 9

<212> PRT

213> AL

<220>

<223> HL161DFJLv CDR3

<400> 44

Gln Val Trp Asp Ser Ser Thr Val Val
1 5
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