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The present disclosure relates to a pharmaceutical composition comprising an anti-IL-5 antibody and
uses thereof. Specifically, the present disclosure relates to a pharmaceutical composition comprising an IL-5
antibody or antigen-binding fragment thereof in a buffer. In addition, the pharmaceutical composition also
comprises a sugar and non-ionic surfactant. The pharmaceutical compositions of the present disclosure have
good stability.
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The present disclosure relates to a pharmaceutical composition comprising an
anti-IL-5 antibody and uses thereof. Specifically, the present disclosure relates to a
pharmaceutical composition comprising an IL-5 antibody or antigen-binding fragment
thereof in a buffer. In addition, the pharmaceutical composition also comprises a sugar
and non-ionic surfactant. The pharmaceutical compositions of the present disclosure

have good stability.
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[0 E ]
[(F3CEHAE]  Gaill-sHmnBaE R R ERR
(B3 3$89478]  PHARMACEUTICAL COMPOSITION COMPRISING

ANTI-IL-5 ANTIBODY AND USES THEREOF

[ ffaEik ]
[0001) ZABBEMRELES BB —BESE L5 BN HE
G BB EELH YY) o DUR AR R, IL-5 HHRDE %ﬁfﬁﬁn, TEEYIHI R

[ JeRiisdin]
[0002] jEHEryEit IERIRHAAAARRRIE RER - TR
AR -

[0003) H&HAES :%? 5 (IL 5) BREMMENERRNEEREY — sk
T 4RI BT (T cell replacing factor » TRF) + B 44 EFET-IT (B cell growth
factor-II » BCGF-II) - IgA }¥3PAF (IgA-enhancing factor » TSA-EF) ~ iR
4E4EETF (eosinophil differentiation factor » EDF) » £ f& F B p#S 1% T
ARt 2 (Th2) by EI "SRR o« AR IL-5 i 134 (ERE AR EAART -
FEE 22 {Ele B AH V(S SRIAN 2 [ENEEMBALE: - EAVEMMN IL-5 ERE %
B MORIASELL R g » DU T AR UFAE - T IL-5 BB RS HIR
AEWEREME ( Ady Immunol.1994; 57:145-90) o

[0004]- PEEMERI4HIAE (eosinophil » EOS ) @Hﬁ%ﬁ%ﬁ%ﬁﬁﬁ@%%@i@

B FER RIS RIMERIERR - Bt T8I s R - £3RGE 3
98803 £ 1H - 3t 80 H(EUEREE)
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[ SRR 10% - HEbmiHIs S MATEETAR - 1L-5 B RS IL-5R
L BRSBTS - BRI AR T R
B s T E SRR o — Sl (04 LS » BLRE
SR S5 - AT R E R S RS B - [Nl » By
SRRV RIIESS - EAEDTIEET] MRS IS FORUNTA] 1S SL s
& TR SR AT USRS - PRI - 416 - S PR
RIGEH/KST: PRl D R A A R TE » SEODEE  BOARER
SRR AR S Y B RAF OB ( Drugs. 2017 Mays77(7):777-
784) -
(0005 VLBSZEWIHA TR, MR, 7EEE. EHAMTIIERE T
RO R A SR TR - 5 TR AR HE
FELEEE ~ 8 - IR TS L IS - AT EEIE I Ak
(AR 2 A A R P L BB « ST » A B T L
IR » U6 IR A RS SIS » — B -
[0006] B4 LA &5 IL5 Hifl A GSK 4 4350 Al B 5y
(mepolizumab ) F1 Teva Pharma A TIHYFEFIBLEH (reslizumab) - AHRISEFA
WO02018119016 ~ WO0O2017033121 ~ W02014141149 ~ W02016040007 ~

W02015095539 ~ W02012138958 ~ W09535375 % -

[ZHAE]
[0007] AAFERE—TEEEERY - HEE IL-5 BB HEIESES

%~ SRETRIDURCREDE R » 2 S ETEEEETE-BEREHN - 3EIAme-3RTNEsN ~ 42
98803 $2H X80 HEBHHAES)
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- BRI I B SE ETE R Y (E— » BE R B R
% -SRI SN AR TR H PR il IL-5S I EBURG & R BHE S B SR
PR - Horp

() EEFEEEE R SEQ IDNO: 16+17- 18 WAL R RSy
HCDR1 + HCDR2 F1 HCDR3 » SRE8 AT 841m 1243 A4 SEQ ID NO : ,19 ~ 20~ 21 |
FELBE 5Ty LCDR1 ~ LCDR2 1 LCDR3 ;

(i) B ATEEEAASRI4] SEQ ID NO : 22+ 23 » 24 AR IFTREY
HCDRI - HCDR2 1 HCDR3 - §REE ] S6E,2 437141 SEQID NO : 25 ~ 26 ~ 27
R ELEE R FT7RAY LCDR1 ~ LCDR2 1 LCDR3 :

(iil) BEEFEEAES3040 SEQ ID NO : 28 ~ 29 ~ 30 AL EE S IFTREY
HCDRI1 - HCDR2 f{1 HCDR3 + B&8# A& ,443 740 SEQID NO : 31 ~ 32 ~ 33
fEBRFFFIFT RN LCDR1 ~ LCDR2 #1LCDR3 ;

(iv) EFEATEEA ST HA0 SEQ ID NO : 34 ~ 35 ~ 36 AR T3 IFTRAY
HCDRI1 ~ HCDR2 1 HCDR3 » SS3E AT SE 1243 B4 SEQ ID NO : 37 - 38 ~ 39
BEEREFFIFTTEY LCDRI » LCDR2 1 LCDRS3 ;

(v) ESETEEEESH40 SEQ ID NO : 40 ~ 41 ~ 42 BEEEEF IR
HCDR1 - HCDR2 1 HCDR3 » ER88 o] S804 B41 SEQTD NO : 43 ~ 44 ~ 45
B ELEEFEFIFTRAY LCDR1 » LCDR2 1 LCDRS3 ; =

(vi) EFETTEEEETHIA SEQ ID NO : 34 ~ 82 - 36 BEIEFFIFT Y
HCDR1 ~ HCDR2 f1 HCDR3 - SR A& 1443 B4 SEQ ID NO : 37 ~ 38 ~ 39
R ElE FE5 I FTEY LCDR1 ~ LCDR2 {1 LCDR3 - |

[0008] FER[EERVE /T2 - BEEEAH R P BErHIAY pH (B 547 5.0
98803 53 H » 1L 80 H(EHERED)
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4 6.5 BERZ 5.5 247 6.5 » BHEREY 6.0 B[4 6.5 » By E R4 5.0 47 6.0 5
BUE B 5.5 B 6-0 » IR R 5.0 2L 5-5‘ » BMEREY 5.0 2858 mERK
%52 47 5.8 T pH BRI B EBIEIELT 5.0 ~ 4951 - 4952 -
4]53~ BI54 B155~ K956 K57~ 4158~ 4759 416.0 - 4965 » FHEh
#4755

[0009) FErRJENERTE S - BEEE4H Y PTG EBIERE B AL
10mM £&J 40mM > R&Y 10mM F&Y 30mM > BR{E R4 15mM £45 30mM -
&) 20mM £4Y 30mM - By A4 25mM B4 30mM > BEE4 10mM E3Y)
25mM > EXERAT 15SmM ZE4Y 25mM > EHEE R4 20mM EL 25mM » iR R
10mM ZE4Y 15mM ; 3% B EE R I IR G BB 5% 10mM- 49 12mM-
& 14mM ~ &7 16mM ~ &Y 18mM ~ 49 20mM ~ & 22mM ~ & 24mM ~ 45 26mM -
47 28mM ~ £ 30mM ~ £ 32mM ~ % 34mM » {ERZ) 30mM -

[0010) TERTEME T  BEEe4H YRt IL-5 bl s iR s
&R BTRERARE Img/ml 24T 120mg/ml » BEREY Img/ml E4Y 100mg/ml »
B R 10mg/ml 224y 120mg/ml > BHEREY QOmg/ml FE# 120mg/ml > BR{ERLY
30mg/ml 2% 120mg/ml > #HE KL 40mg/ml £4 120mg/ml » B3 {ERBL] 50mg/ml
F4J 120mg/ml > iﬂﬁ%i’] 60mg/ml 4y 120mg/ml > BHfEEL 70mg/ml F&Y
120mg/ml > 85/ B4y 80mg/ml Z54Y 1 20me/ml- BH{E R4 90mg/ml ZE4Y 120mg/ml>
85tk % 100mg/m] B4y 120meg/ml » 2k} 110mg/ml Z24Y 120mg/ml » EeEE Ry
&7 20mg/ml &Y 100mg/ml> B £%J 30mg/ml 224 100mg/ml» @EE}%Q’{J 40mg/ml
24y 100mg/ml - BE4Y 50mg/ml 24 100mg/ml » BHfE AL 60mg/ml £ZY

100mg/ml > B¥{E & 70mg/ml 2245 100mg/ml - 8¢ 4 80mg/ml F45 100mg/ml -
98803 54 H » Ik 80 H(RHHRHAD)
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e R4 90mg/ml B4 100me/ml ; fE BIEFRBIMENS » i IL-5 HiiSs st
B 1 BB BT 80mg/ml~ 4 85mg/ml 4 90mg/ml &9 g/l 49 92mgiml
#J 93mg/ml ~ 47 94mg/ml + £ 95mg/ml + 47 96mg/ml ~ % 97mg/ml + £ 98mg/ml -
#J 99mg/ml~4J 100mg/ml -4 101mg/ml+ 4] 102mg/ml £y 103mg/ml-&Y 104mg/mi-
& 105mg/ﬁ11~é’9 106mg/ml~ 47 107mg/m!~49 108mg/ml~ &Y 109mg/ml\é’§l 110mg/m+
49 115mg/m ~ &7 |20mg/m » FBEERAY 100mgnl -

[0011]) 7ERIEEEMTET - BB SIS B EE B
FUBET 20 « BXLLIBERE 80+ BEREERIE - Triton ISR « F EEEERASN
SRR BTN YT R R R T A
RS- TR RS ~ AU S-S - TAS
PR ~ SO - AR A - A

- - - RERR P B - IR LR TR
SR ~ AR B - RS A R - Y TR
PR LY AR P A R © BREASRAREEE TN — A B
TEIRRELS « FEU AT B T T 2R
WI% % - BREEEVRIEE R AR 80 SR LU 20 BRI
EZfE 80 o

[0012] fERTEVECHEITSET - BEEAE A 2t LIBLES 80 BB R4y
0.05mg/ml ZE47 0.6mg/ml » BefE 47 0.1mg/ml 4] 0.6mg/ml » BREE B4y 0.2mg/ml
4y 0.6mg/ml > WAL 03mg/ml B 0.6mg/ml » BrERL 0.4mg/ml B4
0.6mg/ml » e B4 0.5mg/ml B4 0.6mg/ml > BrfE BLIE 02mg/ml B

0.5mg/ml - B¥{E £547 0.3mg/ml & 0.5mg/ml - BEE B4 0.4mg/ml 49 0.5mg/ml >
98803 %55 0 3L 80 H(BUHRIAE)
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BE R4 0.3mg/ml =47 0.4mg/ml » 18 RIEFREIMEE 1651 MEWZEE,WJ R IE
FEMERIHRELY R 0.2mg/ml ~ &Y 0.3mg/m! + 4y 0.4mg/ml ~ % O.45mg/m1 S
0.5mg/ml ~ €Y 0.55mg/ml ~ & 0.6mg/nt ’ E’%EE)%Q’\] 0.4mg/ml -

[0013] —*Fiﬁz  FEFENEETE S - BEEARRYIEEIEER -
ZEEHEE R ER -

[0014] 7(‘ R 2 - Hox s e Rz B  Hhahs
HEEE REAE TN - LR > B B o B e I e
PR R A RO R -

(0015 15 7 BEMY B 6 77 5 o 2L of BB O R B 5 40 SOmg/ml 44
80mg/ml > B {E F5%Y 60mg/ml % 80mg/ml > ﬁ{%)%ﬁ’\j 70mg/ml ZE%] 80mg/ml
BHE R T5mg/ml 4y 80mg/ml » BXE R 7T0mg/ml-4] 75mg/ml ; 75 BIEMRE]
BB R R E MR RAIES T0mg/nl ~ €9 Time/ml » &
72mg/ml ~ &5 73mg/ml ~ & 74mg/ml ~ & 75 mg/ml ~ &9 76mg/ml ~ &5 77mg/ml
& 78mg/ml ~ £ 79mg/ml ~ &Y 80mg/m] EEE)%Q’\] 72mg/m] °

[0016] FEFIEEN 7T » H R EE B4 8mg/ml -

[0017) fETTEMERITET  ZHEERTES

(2) &Y 1mg/ml-4J 120mg/ml A3 IL-5 HiBE s EH RS S H B (b) &7 10mM-
%y 30mM HYFERE-FEBL SERTEA] - pH %47 5.0-6.5 5 F1(c)4Y 0.1mg/m1-45 0. 6mg/ml
HFLERES 80 -
[0018) FEFIEEMTET » BEARYES
(2) &9 80mg/ml-£Y 100mg/ml Hy$T IL-5 HLAS SR EIFAEAH B (b) 47 10mM-

& 30mM HYEEEE -BEEE 4R E5]  pH /%Y 5.0-49 6.0 Fl(c) &7 0.1mg/ml-45 0.4mg/ml
98803 B6H 380 E(’%‘Eﬁéﬁﬂ}ﬁ%}
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LLIFUAE RS 80 -
[0019] FER]ENEMTET @ ZBERERIES

(d) 47 80mg/ml-&Y 120mg/ml §9 IL-5 HIASHCHHURESH B § () 47 10mM-
&Y 30mM HYFERE-BRRESARTER - pH K%Y 5.0-49 5.8 5 () 49 0.2mg/ml-4 0.6mg/ml
FILEEERS 80 ¢ Mi(g) &Y 70mg/ml-4y 75meg/ml FENE 5 BefEdh » X EEEH i fE
(=

(h) &y 100mg/ml HY IL-5 HBSSCHEBUREEH B > (1) 49 30mM HyBERS-Hims
SRERTET]  pH K%Y 5.5 0 () &9 0.4mg/ml BYE LLIZLERRS 80 Fi(k) 49 72mg/ml B
e -

[0020) 7E—LEEER BTN - AT ?@éﬁ#@ﬁﬂAqﬂﬁﬁh IL-5 Hikg
KEGURGEE R B A BRI - el IR -

[0021] FERTEERVETETET X B BEARY I IL-5 NR{EhEESH
SEQIDNO : 49~ 57~ 63 ~ 69 B, 75 Frt iR A St al L es ; 5 SEEEEE SEQ
IDNO : 49 ~ 57~ 63 ~ 69 B 75 FyriVE#H T & 75| L EE 1- IO{EIHﬁ“PZE [E118E
S

[0022) FEFTEMNERTET - ZERBESN T —Fmivg .

(i) #£ SEQIDNO : 49 Ay F] 8 F BAEEE S49T » VO3T A1 K98S
Y — S R R (R Ze s

(ii) £ SEQIDNO : 57 Fi i B sEFI 8 1& F EAT3E[ S49T, V93T Al K98T
HREY—(E S ER R B RR B 128 &

(iii )7 SEQID NO: 63 Fi/rHyEFE A E AA#EH R38K > M48I - R67K -

V68A » M70L » R72V » T74K F1 L83F EPE@—EE%E@H&%B&@@%E% ;
98803 £ 7H 3£ 80 H(RUERHEE)
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(iv) 7£ SEQIDNO : 69 FnHVEE s I 15 - H75 %585 F291 » R38K » V481 »
R72A > f1 TTF R iy—{E 2k (E AR B [E]{E 28 86R1/5; CDR 1 N55V 288 ; =%
(v)7E SEQIDNO: 75 FinlyE T2 E _F B ¥ 15 R38K » M48I» R67K -
V68A +R72A » T74K » MBIL » L83F i1 DSOE Ty —{E B A R B I 2e 2 -
[0023] FERENEGET R4 B4 SEAE PR YL IL-5 A JREhiRe &
41 SEQIDNO : 50 B¢ 51 FrRAYEM r]8E & 5 5¢
{241 SEQIDNO : 58 5 59 Aty EMTHE ; =
&% H SEQIDNO : 64 ~ 65K 66 P{E—({EFRAVESATEE ; 5
H&401 SEQIDNO : 70 B¢ 71 Fr~niVE#E ] #1E 5
BE#EH SEQIDNO : 76 ~ 77 ~ 78 179 EF‘E—{.}E}?TE’JE%—Iﬁ & -
[0024] #EFTEEAVEMEITFRS S BERAR AT IL-5 NR(bhias
SEQIDNO : 46~ 54~ 60 ~ 67 B, 72 Fr7nHEK f# i) 88 i L8 | 52 SERE 277 SEQ
IDNO : 46~ 54~ 60~ 67 B 72 FrnHvEks# o] & - EA 1-10 {ERFEERO1EZes: -
[0025] FERIERVERITET » HPZBRER U T™MT—FIRIvEE
(i) fE SEQ IDNO : 46 FrRAVEREE I 8818 - EA 3 A43S » L47V > G66R »
T69S » F71Y A1 Y87F iy —({E sk EAIRL Bl EE 2 8
(ii) 7€ SEQIDNO : 54 Fﬁﬁ%ﬁ%_ﬂiﬁﬁ@iﬁﬁa‘%a A43S > L4TM » F71Y
1 Y87F tiiy—({E e (ERviz BB ER Ze 8 |
(iii) 7£ SEQIDNO : 60 FiRAYERE I & E F E A E EID » 2T » 157V »
V84T F1 Y86F B AH &Ry ELIE R 2
(iv) £ SEQIDNO : 67 FTHyERSE T8 [ - EL7 35 1 M4L » A42S » 1.45P

A1 L46W iy —{E e AV AL m B 2e 8 | B
98803 EE8H - 380 E(ﬁé%ﬁ%%)
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(v) Z';E. SEQIDNO: 72 ﬁﬁﬁﬁ@i@ﬁ%ﬂ%@jﬁﬁ #EH A43S 0 148V {1 F71Y
R — (B S (B e SRR [ 2 -
[0026] FEFTEEAIEHTZE BB R ETH IL-5 B LS a 2
41 SEQID NO : 47 5 48 FrRrUit IR ; =
£12:47 SEQIDNO © 553, 56 i AVESHnTSTE © 3
A& SEQIDNO : 61 5, 62 tHFREVESHE I IR ; o
& SEQIDNO : 68 FyRHTEHITEE 5 5,
HAH SEQID NO : 73 5, 74 FrRAEHE oS4 -

[0027]) FEFENERITET - ZBBEERY T 1IL-5 AR(EHia

2

(i) #1 SEQIDNO : 49 - 50 51 tp{E—FiREELELEA 95%FFFIE kY
TSR SEQID NO : 46 ~ 47+ 48 F{T—FrRsiiL AL 95% 51
— VTR T

(ii) 41 SEQIDNO : 57 ~ 58 » 59 tyE—FfREGEIE B 95% 551 [E—kEy
SRR SEQID NO © 54+ 5 + 56 Fo{E—FrRsELE B 9% FF I —
MERIESHE I BE1E |

(iii) 41 SEQID NO : 63 ~ 64~ 65 ~ 66 FHE—FTREELE AR 95%F5IH

— MRy B ] BRSO SEQIDNO : 60~ 61 ~ 62 @{f—ﬁﬁﬁ&;@ﬁﬁﬁ 95%%
Sl — MRS SE AT SE
(iv) 41 SEQ ID NO : 69 ~ 70 ~ 71 HE—Ff Rk B 57 95%F5E—t

AYEEFTSEEFIA] SEQ IDNO : 67 ~ 68 {E—FrRsELE BA 95%/FFE MM

EEE AR B
98803 59 H » 4L 80 H(EHHRAD)
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(v) #1SEQIDNO : 75+ 76 ~ 77 ~ 78 » 79 H{E—Fi R BiE BE 95%55]
[E—MEHYE S AT E AT SEQ IDNO : 72 ~ 73 ~ 74 F{E—FREEAH BA 95%
Al —VER R T 5 BB S -5 AR EH S -

[0028] (a) SEQID NO : 51 FiyRAYEH R E5E M1 SEQ ID NO : 47 Fiw

FHEO AT SR
[0029] (b) SEQID NO : 65 FiRAYEFEA#ERI SEQ ID NO : 62 FiirR
ARG TR
[0030] (c) SEQIDNO : 58 Br/RHYE # FT#EH] SEQ ID NO : 56 FoR
| HEREE TR |

[0031] (d) SEQIDNO : 71 FRAyE#ATEER SEQID NO * 68 FiR
HUEREE T80 B

[0032] (e) SEQIDNO : 79 FrnHYEE &R SEQ ID NO : 73 FiR
SRR SEIE -

[0033] EatBAEZE/D 95%FFIIE—EARERL T Skt » HAFE
1> 9596 ~ 9696 ~ 9796 ~ 9896 ~ B 9% FFFI—EME » FEfEM 0 HEKH 979% - 98%
B 99% BL L > JAEERVRAF /D 9% Ll EFFI—8E - FIEAE/D 95% FFIE
—MEREE L P | BiERE E — (HEE S [ER AR TG - FEA SR e s -

[0034) FERDEMEHETET » RBEEHMIDIIH IL-5 5B is A il
REE - BEH2E SEQIDNO : 52 Frriy AR E I EER SEQIDNO : 53
IR TR -

[0035] 7ERTEAVTENE T2 ! o4 B SEE BRI IL-5 DR

(i) SEQIDNO : 83 FirrHYEERI SEQID NO : 84 F rAViRaE ;
98803 % 10 5 » £ 80 H(Z9HRETE)
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(i) SEQIDNO : 85 FiAYEARI SEQ IDNO : 86 Fyiivisss ;

(iii) SEQID NO : 87 FisRAYE#ERI SEQID NO : 88 FrsRAicss ;

(iv) SEQIDNO : 89 FREVE#EAI SEQID NO 90 FIFRAyEst ; =

(v) SEQIDNO : 91 FF5RAVEEERT SEQ D NO : 92 FFmayiss -

[0036) EFTRERYRINE T 25F » U BEALR AT PRI, IL-5 FrA R —fmis b
MG IL-5 R PURE A BHPES LS (SRR RS S
B -

[0037] 7 TEEEEATRRITT AP - A/ RIS SR R b SR & B
S Fab - Fab ~ F(ab)2 ~ EAERE (soFv) ~ “BH{LA V E (E508) F1=
HIERE(E VIE (dsFv) o | |

[0038] AR AU SRS BRI 7% « Fr EIEHL IL-S B
BRI B - TR, VTR R
BIET - FruteBEIey pH B4 5.0 T149 6.5  BefE4y 5.5 B4 6.5 » BREL 6.0
U 6.5 » BT 5.0 B 6.0 - BHEL 5.5 T4 6.0 + B 5.0 LY 5.5 » etk
R4 5.2 T4 5.8 » KEEEH pH ARSI E EFHTHERT 5.0 < 4951 - 49 5. ~
#4753 8954~4955~495.6~457~495.8-4759-476.0-476.5 5 BEE
4] 5.5 - A TRET BRI RS  WEG YR EE TR AL 10mM B
30mM - B R4 15mM 549 30mM - BeiE R 20mM E49 30mM » BB
25mM T4 30mM + e B SmM 4] 25mM » BREE R 10mM F4y 25mM -
BEE AT 1SmM 4 25mM » BEEEAEY 20mM B4 25mM » BEE ) SmM Y
20mM » B RET 10mM 4T LSmM ; it R R A B Al 54

10mM ~ &9 12mM ~ & 14mM ~ 25 16mM ~ &9 18mM -~ 45 20mM -~ &5 22mM ~ &
98803 £ 11 H 80 HEURHAD)
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24mM -~ %7 26mM ~ £ 28mM ~ £ 30mM » F{EEL] 30mM o
[0039) FE—BbEENETEE - HEELERYES ¢ 100me/ml £I5; IL-5 B
B2 h1705-008 » 10mM FERE-FEEESE - pHS.5 F1 0.2 me/ml, 5211 RUES 80 -
[0040) FE—EEHTEY - ZELARYES @ 100mg/ml 5T 1L-5 £
B h1705-008 » 10mM ESEE-EEESS » pHS.5 A1 0.05mg/mL % (| RIS 80 -
[0041]) FE—EEEHTET  REEARYES © 100mg/ml BIFT IL-5 #
A= h1705-008 » 10mM JEFAR-3EIAIEEN > pHS5.0 A1 0.2mg/mL B¥ 1 [IFLEZHES 80 -
[0042) FE—EEBFHEITHT » SXEEEARAS ¢ 100me/ml BU5T IL-5 B
HE h1705-008 - 10mM JEIAEE-HZIARASN » pHS5.5 A1 0.2mg/mL Z¥ 1 IBLESES 80 o
[0043) fE—ELEEMETED » REEAERES © 100mg/ml KI5 [L-5 5
B h1705-008 » 10mM JEFIRE-BEFRESR - pH6.0 I 0.2me/mL B ([ BUESES 80 -
[0044) FE—EEHTET  KEZARYES © 100mg/ml #yHT IL-5 Hi
#% h1705-008 - 10mM FEIHEE-FRIARESN » pHS.0 A1 0.05mg/mL Z 1 [IZLEEES 80 -
[0045) 1=—ESEHETHR » HBELRYIES © 100mg/ml K95 1L-5 B
S h1705-008 > 10mM FEIHFL-FRIAMEEN » pHS.5 1 0.05mg/mL Z L FLESES 80 -
[0046] FE—EEEHITET » ZBEEHRWEE © 100mg/ml AYHT IL-5 #1
#S h1705-008 - 10mM FFIHBEE-5ZIARAER - pH6.0 Rl 0.05mg/mL 251 [IFLEZES 80
[0047] F—HEHFET  ZBEMERYES - 106mg/m1 FIPL IL-5 3t
B h1705-008 > 10mM FIHEEE-FIMERESN - pH6.5 R 0.2me/mL B2 [ IFUNEHS 80 -
[0048) 7E—LEEHITET » ZBEMERYES © 100mg/ml HIHT IL-5 3
#iz h1705-008 » 10mM Fa 5 BL- a4 Esh > pHS.5 f1 0.2me/mL Z511I5ESES 80 -

[0049)] FE—EETET - ZBEUHNYES © 100mg/m! B35 IL-5 5
98803 512 H » £ 80 H(RIHERED)
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S h1705-008 » 10mM 8- at¢BESR - pH6.0 R 0.2me/mL FELIFLEERS 80 -
[0050] FE—EbEHiTET - ZBEZEERYES © 100mg/ml BT IL-5 1
B h1705-008 » 10mM HIHEEE-FIHERESN - pH6.5 1 0.05mg/mL X1 [RUESRE 80
[0051] E—EEHTEY - ZBEHARYIEE © 100mg/ml BIHT IL-5 3
#2 h1705-008 » 10mM 4 EE-MEE4SR - pHS.5 Fl 0.05mg/mL B LFLEEES 80 -
[0052] FE—ibEti 7T » RBELEHARYES | 100mg/ml BIHL IL-5 $i
£ 11705-008 > 10mM FekeEE- T EEESA » PHG.0 R 0.05me/mL B (1 IFLERS 80 -
[0053] H—EEITEY » ZBZEARYES © 100mg/ml KL IL-5 i
B2 1h1705-008 I'OmM MIEEE-FIERESK > pH6.5 1 0.2me/mL EX 1 FLEES 80
[0054] FE—EEBEHiJT2erh » SR EEEEAE VD2 © 100mg/ml B IL-5 47
B h1705-008 - 10mM FHRe-FIHERESM » pHS.5 1 0.2mg/mL BX( | BUESES 80 -
[0055) FE—EbEEMEHEEP » REEAARYE S : 100me/ml HbT IL-5 3
#& h1705-008 - 10mM 4H iz EL-E8EE » pH6.0 FI 0.2mg/mL % (1 1Z4REHE ‘80 o
[0056) LT 7T » RBEERYEE @ 100mg/ml AYHE IL-5 #i
#Z h1705-008 » 10mM 4H f&HE-E&EL » pH6.5 F1 0.05mg/mL B [IFLEZ S 80 -
[0057] E—%E)ﬁﬁi o XEEEHEYIE S ¢ 100mg/ml AYPT IL-5 B
S h1705-008 » 10mM &HF&#%-EER% - pHS.5 1 0.05mg/mL 2 1 [1FLESFS 80 -
[0058) fE—EEHTET » HEEERYES @ 100mg/ml B IL-5 Hi
B2 h1705-008 » 10mM 4EfEEE-EE% » pH6.0 F 0.05mg/mL %1 BB 80 -
[0059) FE—SuEM & Y - ZBEZARYES 1 100mg/ml HYH IL-5 #i
2 h1705-008 » 10mM FEIHEL-TRIAREEN » pHS5.0 1 0.1mg/mL Z¥ [ IFLEEES 20 -

[0060] F—LEHFET » ZEBEEARYES © 100mg/ml B3 IL-5 1
98803 513 » 3t 80 H(RHHEE)
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fig h1705-008 > 10mM FEIARZ-FEIAREEN > pH5.0 A1 0.1mg/mL B IFLEEES 80 - -

[0061] FE—EEEHTET - ZEEEAKES  100mg/ml V5T IL-5 Hi
& h1705-008 - 10mM FRIAEL-57IARASN pH5.0 - 50 mg/mL FEMERT 0.1mg/mL B 1L
ZUEZRE 80 -

[0062]) 7E—teEFEITEY » REEEMANY/ES - 100mg/ml FYHL IL-5 Hi
$& h1705-008 » 10mM FEFARE-BEFARESA pHS.0 » S0 mg/mL JF55KER] 0. 1mg/mL 5
[ IFLE S 80 -

[0063] E—ﬁgﬁmﬁfﬁf o RZBEEELH S 1 100mg/m] FUHT IL-5 i
A2 h1705-008 » 10mM FEIHEL-FFIOELSN pHS.0 > 50 mg/mL HEEEFI 0. Img/mL B
LUIZLER 80 -

[0064] F—EEHITES %%%“iéﬁﬂiﬂz%@é‘ 100mg/ml §y7 IL-5 BT
& h1705-008 > 10mM FRIAEL-FEEIR46A pH5.0 » 50 mg/mL LLFLEAAT 0. 1mg/mL %

[ BUEET 80 - |

[0065) FE—LLEHiTE T » ZELEERYES © 100mg/ml A IL-5 #1
f= h1705-008 - 10mM BZIHEL-FE3HEE R pHS.0 > 8 mg/mL HEFEEF] 0. 1mg/mL 53
[IRLEZRE 80 -

[0066)] F—EFHITET @ ZBEEARES * 100mg/ml BYHT IL-5 71
#& h1705-008 » 10mM FEIAEL-FRIAREEN pHS.0 > 8 mg/mL FRAFHEEER] 0. lmg/mL B
[IALESFE 80 -

[0067)] E—EEITET » ZBEMERYES © 100mg/ml YH IL-5 Hi
5 h1705-008 - 10mM FEIHEZ-H73OEEEA pH5.0 > 8 mg/mL fERZEEA] 0.lmg/mL ¥

LIFLEEE 80 -
98803 % 14 5 » £ 80 H(BHHREE)
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[0068] FE—LEEITET  LEEEHERYES 1 100mg/ml A5 IL-5 #

A5 h1705-008 » 10mM FEIOFE-FEIBESN pHS.5 » 70mg/mL FEFERT 0 4£ng/mL il
FEERE 80 -

[0069) FE—ibEfiiiToet » RBBHARY/L S

: 80mg/ml FY$ IL-5 $ife
h1705-008 » 10mM FERE-FERE 4 pH5.8 %n 0.2mg/mL 2L FLFZHE 80 o

[0070] E—LEEHITET » ZBEERYES 100mg/m1 BT IL-S $i,

#2 1h1705-008 » 10mM FEFL-FEFESH pHS.4 R 0.6mg/ml, B LALESES 80 -

[0071] fE—EuEHiTET  ZEs

Z4H RS 80mg/ml fHT TL-5 Hi8e
h1705-008 » 10mM EEFE-FEREEN pHS.4 F1 0.4mg/mL B2 (FUEERS 80 -

[0072] FE—LEEHITET  ZRBEEHRYEE 1 80mg/ml AYHT IL-5S i
h1705-008 » 10mM BEEE-FEEESA pHS.0 Al 0.2meg/mL B2 [FUAZES 80 -

[0073) & LEHITET - 5

BB YEE + 100mg/ml BYEL IL-5 3T
E& h1705-008 » 10mM FEEE-EERL S/ pHS.4 F1 0.2mg/ml B[ FUFEHES 80 o

[0074) fE—LLEMETER - B TEERI S © 80mg/ml AYHT IL-5 Bk

B
h1705-008 » 10mM FEHE-EERE$A pHS.8 A1 0.6mg/mL B IFLEEHES 80 -
[0075] FE—EEGET ZBEERDES © 120mg/ml 5T IL-5 i
B2 h1705-008 » 10mM FEEE-FEEE $4 pHS.0 1 0.2mg/mL

[0076] FE—LEEHTET  ZEEHRYEE

B IBLEEES 80 -

80mg/ml ANHT IL-5 Pige
h1705-008 » 10mM [ERE-FEREEN pHS5.0 F1 0.6mg/mL [ [ZLFERS 80 -
[0077] 7e—EEErii R T - BEBARYES | 120mg/ml (5T 1L-5 5
B2 h1705-008 » 10mM FERE-FEELSH pHS.8 F1 0.6me/mL %5 [ FURSHES 80
[0078) FE—EegpiiTisech - EeBEa
08803

REE © 120mg/ml BYBT IL-5 Y,
FE15H >+ 80 H(SZHHRHAE)
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A% h1705-008 » 10mM E%Fﬁé&-ﬁ%@%ﬁy pH5.4 F1 0.4mg/mL Z [ FUFERS 80

[0079] FE—ELEhm/TFET - A BEEAHREE ¢ 100mg/ml FYHT IL-5 31
B h1705-008 > 10mM EEEE-ELEL S pHS.4 1 0.4mg/mL % LLI?HPME 80 -

[0080) FE—EEinITET  ZEEEMARYES 1 120mg/ml FIHT IL-5 $1
B 11705-008 > 10mM E&H- EEE&% pHS.0 1 0.6mg/mL 22 [IFUEEES 80 o

[0081] fE—ELBHITHRT  ABEEEERYIEE ¢ 120mg/ml HUBT IL-5 5T
B2 h1705-008 > 10mM E&1%-FElE 6k pHS.8 F1 0.2mg/mlL X ([ [FUEHES 80 -

[0082] FE—EbEifiTZES @ BXBE SRR & ¢ 100mg/ml BYHL IL-5 $7
B2 h1705-008 > 10mM zqu@g—ﬁgﬁgéw pH5.0 F1 0.4mg/ml, T [IFIESHES 80 -

[0083) fE—LbENEHET » HEBHARYEE | 100mg/ml BIH IL-5 3
%2 h1705-008 > 10mM [E&HEE-EERE$A pHS.8 A1 0.4mg/mL H11IFLEZES 80 -

[0084) 7E—ELBFHEITEE » SXEBEAAFES 1 100mg/ml HYBT IL-5 4
A8 h1705-008 > 10mM FEFL-TEEASA pHS.5,70mg/ml FERER] 0.4mg/mL 1L FUE Ry
80 o

[0085]) FE—tbEHTET - XBEEMARYESR 1 100mg/ml BT IL-5 3i
E% h1705-008 » 20mM B EE-EEEE &/ pHS.5,70me/ml EEREF] 0.4mg/mL BX 1|1 FUEEFS
80 o

[0086] #E—ELBEME TR » HEEEMHRY)EE ¢ 100mg/ml BHT IL-5 Hi
B 11705-008 > 30mM EEE-FETE4A pHS.5,70me/ml FEEERT 0.4mg/mL 55 [ [FURSHS
80 o

[0087) E—HEH TET  ZEEHKESE © 100mg/ml AYHT IL-5 #1

B2 h1705-008 > 30mM EEHEE-FERL 4 pH5.5,73me/ml BERERT 0.4mg/mL 1| ELEERS
98803 , 16 H » 3 80 H(ZHRHES)
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80 -

[0088) 7E—E:Hi it » BBHELARYEA ¢ 100mg/ml B4 IL-5 B
B2 h1705-008 - 30mM BEEE-FERESH pHS.S @ 75mg/ml FERERT 0.4mg/mL B[ 1BUE
Fis 80 |

[0089) 7F—EeBHiZE » ANBPEBEMR 28CREED 3
@A 6@ B 1288 B 18 HART/D 24 (B - 48 25°C 18
GFEZV3ER > B0 6EA -

[0090) A/ABREHRELREAMEHEAH IL-5 FEEH R ER 7%  Hp
EE G AT B BT R S RSB B -

(00911 7EESEAIETHTE ! » BUBEIEH IL-5 FABH RS aUsI 7
S BRI R TR - — OSSR — BB I5 B o B TS SRR S 1
BN — REESRHTRIE KR BT RN - TR AR SR SR
ARSI - OB 50250 BN WEST » WY » —%
SRR ROR R B30 B 25°C (EEEYHE— KBRS H) -
P« 2SRRI ES (B0 > B/ INE ) B A/ NS Bl TR i 7
E5IRFRRATRERS - FTLPE ROV T B NS AR (4 40-60 /NIE) « =%
SRR RS 0-40°CHET 1B T EEURN A S ITERR AN BRI E S
HPHERL - — BRI R A P I PR R K A » BB EE DK 5 /)
¥ o B (RSB A KB NRG 5% » BN 3% « TS
— e IR TR BREER » RIS B - A
sy T BB BB NI NTT (s -

[0092)] AAFERE—TEEFEFEE S IL-5 Sy AEEZEme 7
98803 £ 17 H » 3£ 80 H(HHERHAE)
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SEBUES TL-5 B AR e

[0093] 1E—EsBEHEITEEF L AE U 2-8C IR/ 3 [HH - 5/ 6
BR B 12{88 - B 18 ER%ED 24 B - F—lEHTED 2k
WA OCEBEED TR B URRED 8F -

[0094] A ABPBEBGAE 1L-5 SRR BT
e > Eor R SR B » B A i (R PR R
FiAk ~ 4 TR K SR -

[0095) A ARG BRI AR IL-5 Hbiy SR
T B A TL-5 BB e SR AN -

[0096] /AR5 EURTHAIE - O IE A
TR S SRR I ARES - A — BN R  SES B e A B A
I -

[0097) A/ABBMERM—REME,  HAEALS » PASPaaR R
T R O S B SR T -

[0098] AABERG—BAR IL-5 MEHRREHE  BoTEaEmlE
R B S P S R S R A P B e TS U S A e
5o b IL-5 F IR MR B  EEUE S
B BRELR » FEIERIATRIN S - Churg-Strauss S35 - EEFRMLEY 3% - ASFRA4HA
Rk  RIBKMEITE K - PR AT e & - TR AR R -
B« IEERERH « SETA - Looffler's S35 - S - ERIATHDEE RS
TERES « RTEEIIRS - BEE TERNATINE AE 3 - B R

=
BER - BEMEER - BE&KSFY - FENEESE RS
98803 £ 18 H » 4L 80 H(BHHRHAE)

N

i

3
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MrRER -

(0099 7/ BB (4 A 1Y 58 A o ) S R R A U 1O 1
SRR TESL AR 1L-5  BAORERTEEYI IR » Eohik IL-5 /M
PR MBI - BEIMEE S © MM R AR - SR %
i ~ Churg-Strauss 43 ~ FEIEMER 3 - %%%ﬁﬁi‘%ﬁﬁmﬁﬁﬁ‘%%
HIAEIEME LG - FEROARRIE BB, - MRl © (IR - SR -
Loeffler’s §F&E ~ ERiP - WBIRAMEE N ST RERX - S5 - &
B - EETEE R 3 - B E R R B - SRR B
MBS ~ T ENERM R R A S R 3 -

[0100] 7B HRAL F (6 BREE YT AT I B BE4H R SR s U 2k
£ BURIEE AR - Er g AR IL-5 MM EAO5R - HP IL-S
AR R - RS - MR 3 - IR B ABNG - EEAT
TG ZHE « Churg-Strauss SFAE - BHEMERZ X SN - IS MEMmE K
FE - ERS AR IR O BRI IS - B S -
£ B P Loeffler’s S5 AT » S0  EMMAIFEE NS M RE S - GEIEE
BR3% - BEE - BRI R E X - BRI R AT R 3 BT

BEGSE - TENBE NSRRI T R -

[0101] #IASEIREAT A BFTBGIRY » 2B th BTl & H 8 T 26—
I — TR T DU — S G A LU A A B BT 5 « A A BRI A
P AR R A S B B )T SRR R RS — R -

\

U

[ IT’F'%EZEEED%]
98503  BI9E > 380 EEIBRES)
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[0102]
5 1 BIBURYL IL-5 HIRSRHET IL-5 454 IL-5 528 FACS EEREER

55 2 EIEURYL IL-5 HiASEE Th iR FIUsE SR B iigs R
% 3 ERTRPL IL-S HiES R BITIRRER M (Penh) S - GI : IEH SR
(PBS) ; G2 : ##AUZH (IgG) : G3 : h1705-008 frigg 10mpk 4H 5 G4 : h1705-008
A8 2mpk 4H ; G5 : h1706-009 $i%& 10mpk 4H : G6 : h1706-009 Pife 2mpk 46 ;
G7 : Hu39D10 10mpk &H ; Hth » *p<0.05 » **<0.01 (FEH ANOVA/Bonferroni 81
G2 4H#ETTELRY)

55 4A EIFE RN/ NEEATES BALF REEE MR AR K ; 55 4B B P /N
ERERIEERER ) - Gl IEFE SR G2 - 5214 ; G3 1 h1705-008 $ 10mpk
48 : G4 : h1705-008 H1#E 2mpk 4H ; G5 : h1706-009 HiFe 10mpk 45 ; G6 : h1706-
009 $188 2mpk 4H ; G7 - Hu39D10 10mpk 40 ; 25 4C BEE e/ N B EE BALF
BRI AT L

5 SA [EIFI5E 5B BIRR ILS BEkEiRERE{K BALF Fgfe MR ami K PAIAE
jj o

G ViV
[0103] f{iFeE
BT EEGEEAAR DT AT T RTINS  RIEEA
T EREIEESR - AEANFTE R ERITHRI 2 IiE S A B A A B EE
H— BT A R EEHE R 25 -
[0104] “4RMEE 538 H - RS E TN 2 pH BLAVEE

98803 220 H - 3% 80 H(EHIHRAE)
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) - 6 pH PEHI{E S R S ERI I T E SR - SR - R
- SRR - BRAT - FAE - B - M - EOEE - IEAIEIAE -
PR i AL A e R

[0105) “4HFis B4R ERI" A A RBIRR TS ER - ERBEEE
PG B B A - R + AR R-TRTRE MR- BRERT - 4IRS
SR AR e TR B G AR S B - R TR R
ERR G ST, - RSN AT .

[0106] “FotBAERER A R EFE MBI T AU - KRS B
B I A AT IR - F LR HTAET - KRR FO RS - Forts-
HIMEEREESS - BRI IS B R T R e HT AR -

[0107] “BEHAEREEN RO R TAEEN - JIASWEE
BB B LR IR ARG -SRIARE 6 - DEIRE SRTEAST - BERINE FRIRATES - ByiE
AR R

[0108] “GAELEEEM %@?‘a‘m&fﬁ%ﬁ%ﬂﬁ%@% - iRy
BIELERHEE S — 8- BHEL — 580 ~ WHERE.— B~ 4T - BRI
5 P B . - — B

[0109] “BEBESHEAD R MR T - SRR
PIEERLTE-TERE SN - MERRAUNRYES - HENs-HEELST - HEMe-ESUASS - HOEs-RURGsE
% B AL B AT R RS RS -

[0110) “BEEERYrTREE T ERSEA M AR EE

T R B S A B B S A LAY TR A - S A AR5 B e e 2

FHEVEL BRI - B3EE4H IﬂZ%B’JEE’Jﬁ%ﬁ? BSEMER AT IR E M - (S
98803 521 H » 3£ 80 H(BHHRAE)

B

W\
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VIRBHVAATE » FIFS BB R R T SR S -
LO1T] A RGBT PSR E B

[0112] ZRAABIT“HE™ L2 M (CH.ON RELETAY) » EISENE -~ - =
BE - SRR - MR  EIRIENE - JREEMRE - MEEEEE - 5k OB 2
- S - SN - SR  EO - AREES  PYS - TR R
D~ LESHERS - HEE - W0 SN B HESE - KEE - £
BE - LIV SRR - LB - FORNEE AU - RORSWIRE - BN
W R IR N - S RN -

[0113] AABPAILBEERYINERITS, - ERETRRE » Hehis
B Fs7K |

[0114] U SR AR 2 B A PR B R = e L
KSELE o BN B 2 1 TR B SR B -

[0115Y ZABRHYA BUEIREIETER - —JC » 2% - TRE AR
AR, S RER - TR ST R EEE THE8 AN
TR R-45°C » TRAUEEEUE By 1°C/min » —REDRIMEREEIR - B
B4 BRSBTS TGRS - BRVEBREREKER - RREGIR - B/VE
RERIB D S B AR - 5 — R R I B R 2 > AR
% - BT R BRI 2 R R - (B ER L It B -
R SHPTI — FERABEE ET R A B RITRE » BI0-307T-0C - —Zei
HFE B EATECIE - REFEE IR ELZE (0.01mbar) FIFFRRELIE (20-40°C ) [rsay
RS ATKRE TS ER - A S B B S R LB - BTl — s

SR EEERMRES Bl 25°C « A BE RIS RS B » JRES SIS »
98803 5522 H - 3t 80 H(BEEREE)
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ARSI - SRR R A T\ BTG -
L0116 ACARAIREAT « A AR B A A — A A B
B EB A T AR AP BB O B R B S (I
BRI - B (AR T4 TRAEE | A 1 08
e S U R LA TR EE S04 - A0 - 4055 69 pi
B pHS 5411« WS1 - RIS B RGBS » RRETEREES
—ERRRABENES 5 BRIERIRE » TSR EER S SRR
SR + UPRE A A B R B TR
[0117) A ABRFRATR BT ERETRE | HDmbe
R R R IR L R R S B e
B Wit SRR R B RS R D R e
I - B R BRI T R OR R - BRSO R E

BRI T TR R R YRR -
[0118] FEEMEMISABRIRIRA T A e HBIAEIIE - F/sift
F - RUREES IR S N | EATAECSCOREES 3 A - &
B GIER - T 14 0 BETTEASE 24 - S BEORRA a
ORI | FAT b 25 CHUARERAEAIE 1 1A -3 B - 6 [BFAENISE
R - TSR ¢ Fih SEC-HPLC B3 - B4
A 10% - BEEERIBIAY SUROHURB AN - EEUUE S - Sempu
B O R T I » OB ERMELAE - FLIERE

pH FIE B 555 T2 B B R R B AR EIEL10%E | « B EE SRR 10% -
98803 %523 H » £ 80 H(RHHIREE)
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B TR SUETIRLD - THTURCRRAL 10% - e BT YRR -

| [0119] ST R SRS - S UV S R
(EHRE(SEQ TR BT (DLS) 15 - Bl S AR IEE AT A8l - 71
BRUEE: - T S R S PR « B R
(TR RS (RS =R ) TR FIR Yl (e
4R ST - o

[0120] MBS AT RHESHI LS - TR
RETHEERE - BHETIE B LR LB AEE - TR
BB - (U R A AT KR S B R R <
U ¢33 A SDS-PAGE %5 7 3 450 () - & {H(HE th 3% 40 B2 6 934 =
MALDUTOF/MS & fIBKHIE S 7SR « BB/ i BB s 752
i« BAESTRE - RS  BR AR RS B TR LG
HHERT ARSI - AT -

[0121] AISLHTRS A4 S I TR £ YD M A R SR SO T Hh
PR TR P » AR S E A R A Y - B
T SRS A A I ST -

[0122) /A BEFT e = 2 R S-S0 1. biol. chem, 243,
p3558 (1968)':;:1}5)‘/[?11_‘@ °

[0123] A/ABFRETHR i SISRE S « SRR IR
GBI TR 26 1 ] — e T e TR B -

[0124] 7EA/ARE » A/ BT ISERRTTHE 5 bl A ORI I -

RN NREEIRAY « » MR E S o
98803 £ 24 FH > £ 80 E(BEHRHEE)
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[0125] FEALHT - AAFATRNTREETE S HaEETERE -
i BRI E B E NIRRT IgGl ~ [gG2 ~ 1gG3 ~ IgGA SLHER -

[0126] DIASEHFIERSESEN N InrV&Y 110 [EFERIFFISEERA > B
HEE (FVE) ;5 5R C Ity ERR Py ISIRE - HMEER - TZES
72 3 {EREE (HVR) A 4 EFFSIEEHRSTIBRE (FR) - 3 ESSEAES
BIREN ) BREFMEHER (CDR) - F{FICHAEE (LCVR VL)
EET#E (HCVR » VH) H 3 {E CDR & 4 {H FR E4ARL » HBEFIRRIS AR
R HEFIHINER B : FR1 > CDRI » FR2 » CDR2 » FR3 » CDR3 » FR4 « 8§ 3 {E
CDR &3#§ LCDR1 -~ LCDR2 - 1 LCDR3 ; &£y 3 {# CDR [&}5 HCDR1 » HCDR2
1 HCDR3 - AABAFTAIVIAR SR &/ B#Y LCVR &A1 HCVR [&#J CDR
MR AR B B A BT & B AN Kabat 4538+ A1 (LCDR1-3 » ICDR1-3 ) o

[0127] AAFENPIREEEERE - kel - MRS B R
{EPiEE -

[0128) AT “DUENIURES R BB TiER B - TEEEHRE
ErvEMERY Fab R Bz - Fab’ R > F (ab’) 2 R EX » Ll'&ﬁﬁiﬁ%%é%élﬂ@ Fv /5 B¢ scFy
FEE - Fv R ADiRE# TS ERHEI SR - (8FREE EFLH
LIRS & T BT N R B - — 0 > Py HUEBIBEIAYE VH A VL G5l
MRV RAESE » BRESZ AR S G RTRIVESTE - th o] DU FIAY B
PR A S B — (52 NP - TR R EESEPTAS (single chainantibody ) BCESHE Fv
(sFv) -

[0129) AABHEVTEE DURGE MR TEPUR DEESCREED - AN

FIEEPURE S R B0y = 4E 2R -
98803 F 25 3 80 E(HTRED)
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[0130] ?ﬁf%%“%ﬁ)ﬁ?ﬁﬁ%”ﬁzﬁﬁﬁEP%*E#%K%Eiﬁ%ﬂﬁ%ﬂﬁﬁ‘éﬁé{%éﬁa‘k
IL-5 FVELERGUAR - SRS A IL-5 D aTatintt s - MENBERERARET
FISEhRERF VP LBIRE &Y -

[0131] flfzE“4R&HIAS (chimericantibody) » » B EFEHRENTEE
@A?ﬁ%ﬁ@'@%@ﬁ@éﬁﬂ&ﬁ@ﬁ% ] DB BRI A BN R EE R E -
BIUREYE BB EIRIER R EHIR SR R/ N E R Al
B SR T AR » TSR A B G N BT
B NN E AN EFERREERNEEAAERY » BEER T ELFRIRZX
TERFEFRERESDREDT - EAAR—(ERENERTET > &% IL-5 &
PUEAbEEREE S EE R « VEECEERIRER ERE - % IL-5 &5
BEr B E S — A A AJE 1gG1 ~1gG2 ~ 1gG3 ~ IgG4 B B r 2 S8 BT -
APV EE TR E AR [6G1 - 1gG2 - 1gG3 B¢ 1gG4 SLE S BRI EE -
B a AT 1962 3 1gG4 BRI TE » REEFREBESESE ADCC

( antibody-dependent cell-mediated cytotoxicity » HEE{EEIIATE  E S e

R E=MERY 1gG4 -

[0132] {#73E“ AJEIEHU#E (humanized antibody ) ” » 175 % CDR BSHEHIAE

(CDR-grafted antibody ) + E24E16/NELT CDR FFFIRSTEE] A ATH AR TS @ A2
BRI R N BRI RFS IR ELRDUE - 7 DRI E PR NS
RE/NBEH ST (M ERRTHY EIRMENE - IREZR I M DI asE
ZHURERFFIRYA I DNA BUREEA VS-S X EER - WA S HERIER s o]
SEERNE S DNA F5IE ME“VBase” A\TE L F5EiEE (£ REHE

YA

www.mrccpe.com.ac.uk/vbase A[JEfS) » Bl 7F Kabat » E.AZE A > 1991 Sequences
98803 26 H - 3t 80 H(BHHREAE)
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of Proteins of Immunological Interest > 25 5 RixHP#E] - Rt oo o E M T AV E]
B - S REAVIEME TR - AT Abiie TS EER F TR/ K mZe s ngse
8 DIRFFENE - DA NIRRT AR E P HEESE R CDR T
BRI E A R(ESiEE - |
[0133] ZRAFTATEAY“ADCC” - BIiAERIEAI A M B A AHIEEE F
(antibody-dependent cell-mediated cytotoxicity) » EF5ZE3E Fo S EEAI4REEEH
sPREHY Fo Be E RS HeDUAe A VERARAE - PIF5H¥ 1gG k Fo ERAY{EER
[ RBCHRDLEERY ADCC &‘&Jféﬁjﬁ‘é » L EETE D RN E R R C i TR

MEEH 1gG1 HY N297A ~ 1L234A ~ 1.235A ; IgG2/4 k&8 » 1gG4 B F234A/1.235A

-

[0134] 74/ B =0 Fr A HOZE8 FF FsBSE8 E  fER PD 2™
RSB R R BRI - A AR R T B
(RO IR R E (PHTER « BB/ KA - SRRl
% ) M R EE O PR - [ S T T R R e
WP - R A B T » ST B B
SR P YT (214 Watson % (1987) Molecular Biology of
the Gene, The Benjamin/Cummings Pub.Co.,58 224 5 » (ZE4kK) ) - 534 » &5k
SR T B R A TR BB A R |

[0135] /A BT ALY SE 8 7 51 B B A B B B R R
B ST S HE A SR SR LT (R A B
B R SR 51 S TR R 4 E 5 — R RO BB P i

HES R o AN BRI E— M DL /D B 85% - 90%EY, 95% » B/
98803 27 H - & 80 H(SEHHREE)
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B 95% - FEFREIMEEHEGIEFE 85% ~ 86% ~ 87% ~ 88% ~ 89% ~ 90% ~ 91% » 92% »
93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% ~ 100% - Wﬁ{Fﬁ?UZFﬂE’gFﬁ?UH_—.ﬁ%ﬂ
B — B 2 LRI E B LA#E H National Center For Biotechnology Institute 4835 F &
#5{f] BLASTN/BLASTP A BAR B AUEST -

(0136] fleE 82 TIL-5 &5&” > FHAREL IL-5 » SR A LL-5 FHA(EA -

[0137] fleE bt IL-5 HiAe " BL IL-5 G sl A » 39 Rl IL-5 &5 &1
HiAg -

[0138] K&Fﬁ%ﬁﬁﬂ@ﬁiﬁ%é{%%i%éﬂ DNA B4 » R EIRIRI(E
ERARENENEY) - B4 IL-5 f5NE Fe BE EHEFEH DNA B4 > B 1L-
5 HEISNEFIASTES Fo R BEILR BRI ED - 3% IL-5 fNE - BIFIL-S BAR
ZEAIEE SN ER 77 > PP SEQID NO:T -

[0139) 4 R4 EHBERIHRG & R BT A A R B
RE > A4 SRR RN (PSR 5 SR BRI 155 - /INERT]
PURA IL-5 BCH R EEeds - AT SIiBaEsE s ~ &t > E LU T%"%EEI’\J
T TR R IT - URES & R BRI DU B AR A8 - AN BERTi b
BERGES H RAER TR EEIE RS CDR Bl E—(E=HZE A FR&E-
A FR TEZJFFIE LI ImMunoGeneTics (IMGT) KY4EE http://imgt.cines.fr 15
g » ERAEREASSE "ZOOIISBN012441351 HEs -

[0140] FAARHITAE EHTIEEGURGE SR BRI IR AR AL -
EE4 - 4RESEEHEFIESHERT cDNA F31 » B LURFENEE4HE GS REHE - BN
EIEIRE O R RS T DS E Y CHO 4TFE - /BB — T E e R A 0l »

HIFEREZLAGEETEIREEL  551RE Fc EASEESE N B
98803 - 28 H » 5 80 E(BUIRHED)
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B o FEERTSEIA 1L-5 HE RGBS SR RN - B
| R RA A T A D B - 53 T PR T LU

LB - R > IR SEEBI TR A 2 G Sepharose FF B HEEATALL -
YER SRR RS A TS - PO pH ARSI RAE S AUH » F SDSPAGE #3fl
LB B » 08  BUE TR TR T B - TR AR SRS -
TTBEEATEER - 05 TE - BT - ESIE B IrEA B - 40-70
C R -

[0141] “EREI R T BH B R i S ] bR
RO > SRS B R SRR B ENES - P “NBTaS
1-3 {EHUAEEHE CDR B0k &7 IHI5 8 CDR B DUEF WEAT -

[0142)] “U6T RIBEPEERINEY - A - EET5E - 415 - % 58
SRS SRR AR - LERSA RS A 2
4R - 418 SESUEEE - R TR LR OeR - 2
YIREIE I « 2 ~ TISCRIE BT - AITAORTE S S SR 8 - 1
Cr B e R P R i e e
SO 5 S A PR Eh S AT S B B T AT - P S TR
A~ BREERFIEHER  BIORET - FRED S B
.

[0143] “eR0BISE- T EEPISUNEARE - FrIaasARmT—
TS LAY » PR E B B S MR - TR
SHEEEREVEARIER - B SRR SRR e —ER ST

ERIEAN B4 T/aRE S EEBER R LS EEE RS ET T
98803 29K - 3 80 H(HHHRHE)

&
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IRATHIE VIR - AREAHEM ARRREAT RN E (REEI9AFRAN
87) TRUBSERESE(L PSRRI - FRARE - MREDEE
FELFEFRMNRET - BHBERE EEREERBATEEHNFFERE
%E’ﬂ}%ﬁ@fﬁ@i‘ﬁ%{ﬁ%E’ﬂ&ﬁ%ﬁﬂﬁiﬂﬂﬁ % ERHERRERE TR -
EANPIRVEIETR (BIAUERTTESE R ) FE& R E B R EiR U7 E AT RE
S (ERMRB AT AGE 2R AL Student t 7258 ~ RI7IRER -
{fi% Mann F1 Whitney J U ##5# - Kruskal-Wallis #3% (H#8) - Jonckheere-
Terpstra i&BF1 Wilcoxon #5RHEE - EAEgiH 2EE M ENEE TEEREER
- BRI -

[0144] %82 IL-5 MHBARVRASAIRE] > AEERHE IL-5 MHEAHVEIRH]
"] BRI AR S THERGRSIE TR RS G AR IL-5 ZARIHES
RS R R ARRERTR R T EE 4R - RIEE - BRI RGeSl A S+
i AAFERBEEERIHER —EARIFEFERN  MifIR T ERN/EETE
VRS FE > SRERTEREMER AIREARRRRIE » BIAEARIRES » B ~ R E - B
TEMEEE  1BIERR - BEIMESR - HEREEMES R - BEMSCRERTREYR -
EEL R AHREIYE SE ~ Churg-Strauss $RE5E ~ RfEMERZ R ~ BE&RFELI R - HEME
IME7KHE - BB AR I AURSR S - TERRRICTRE I 3R - IRaa et - e
FCI% ~ BB ~ Loeffler’s 454 « B2 - IEAINIBEHM ST RES - &
EEEIIRE - BEE BRI R E R BRI E AR %
MR R - SRS N 3R T E R EAL BB MR R SR E R F
FEENERTET BRI SRR AR - 5l
pepks THVRERI ISR H =REE 6 A > &S THVAREE DIERK - K

98803 %30 H - 4% 80 H(EEHHREHE)
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T Al - EES SRR -

[0145) Z/ABIBUBI AT FIHAARE IL-5 AN EATEERE - B4 - BRI IAIES
THREE T1-5 1 2ERY 36 i 7 FERIRE IS MATRAE BE PO NI AR B L ~ FREEDNI SRAE A,
E%:Mﬁﬂdaﬁﬂﬁﬁm%ﬁgﬁﬁ:%@ms&%‘%ﬁﬁmﬁ¢%ﬁ
S o dfEH > ANABISUEIE] PR AR IL-5 A B - S > BT IL-5 /18
FOBERIE I ~ B IERSE BRI SR « BEE SR E R - TSR AT
S5 ¥E ~ Churg-Strauss §FEHHE - FFIEIER 3% - MRAGESBIE - RIS EKHE -
R AR LR A - R R R, ~ SR ISR - £
7 ~ Loeffler’s 4549 « ERLZ - ERRATAE N SUETRER - EHEEk
% BER - ERNATEERE R  BEIEER I R 3 - SRR
MESBEY - TENESISRER RIS ERERE T RER -

[0146] “EiiE Ea BN ERENBESRFIERRENE - AR
SR SR BER TR - R SRR SRR
I FERETEML Bl - fARAORE « BEEREEER - GEENA
SRR DR EIEFREN - ARE T MR R EE RIS RS
KB B ASEEITE -

[0147) “BHSis A EEE QAR AN ER - §l0 - FREE
AR AR TR S TR E AN S R S AR 2B (T
[ PR B - BRI E TN BN IRER BT
LARTEE - |

[0148) EFFEGIELHIEB

DT EESEHGIE— SRR AN - HEEERAIEEE A AFEHEN
98803 31 5 » 3t 80 E(EIHRHE)
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MR - A BB DR R BB T IR IS
4 FOBEME AR (FUBRITERTN) - (S TEMFM) ; SR
e LR TR R » SRR ELEACRATER - R S
[0149] EEHGHI 1. IL-5 HuB B bORIR £ V840
L1 TL-5 GURRRE Bk |
SRS His BEEYA IL-5 ~ SR LS N IL-S - KB ILS « 2 A TeGL-
Fo BB A TL-SRo SASHY B AL ATE SRS S0 phr S8 | - ERIEH
AL > AARIEEZ: HEK293 « RS 6 K » BUEE » 4500rpm el 10min USCEEAHAT 1
7 - WA IS IL-So AR S FIRSREP T » BLAIEOA -
S-Fo BAE LRI Protein A BEFIBHFEEETALL - SH{LAVES T AR EE
Bt - EBRHURKVE I FFSIAIT
(01501 % his RGN TL-5 BeBeF31 (:hIL-5-his)
MRNILLI‘ILSLLALGAAYVYAIPTE[PTSALVKETLALLSTHRTLLIANETLRIPVP

VHKNHQLCTEEIFQGIGTLESQTVQGGTVERLFKNLSLIKKYIDGQKKKCGEE
RRRVNQFLDYLQEFLGV]\/H\ITEWHESHHHHHH
SLTE : RIBEE0SF His6-tag H3
| SEQ ID NO : 1
[0151] %5 his BEZAH QAR IL-5 BtmaRey
l\/IRl\/ILLIILSLLALGAAYVYAIPTEIPASALVKETLALLSTHRTLLIANETLRIPVP

VHKNHQLCTEEIFQGIGTLESQTVQGGTVERLFKNLSLIKKYIGGQKKKCGEE

RRRVNQFLDYLQEFLGVMNTEWIIESHHHHHH
| SEQIDNO : 2

98803 832 H » % 80 H(BHHRAE)
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EERE ¢ YRS A His6-tag f885 |
(01521 7 his BV IL-5 BB
MEIPMSTV VKETLTQLSAHRALLTSNETMRLPVPTHKNHQLCIGEIFQGLDIL

KNQTVRGGTVEMLFQNLSLIKKYIDRQKEKCGEERRRTRQFLDYLQEFLGV

MSTEWAMEGHHHHHH
SEQIDNO : 3

RERE ¢ RIASELT Ry His6-tag 75
[0153] 7 his BREAVAE, IL-5 AR P51
MEIPMSTVVKETLIQLSTHRALLTSNETMRLPVPTHKNHQLCIGEIFQGLDILK

NQTVRGGTVEILFQNLSLIKK YIDGQKEKCGEERRKTRHFLDYLQEFLGVMS

TEWAMEVHHHHHH
| SEQIDNO : 4

SEFE T RUBENS By His6-tag ST - |
[0154] Ei&A Fe F EXHIA IL-S0 SRR Y

DLLPDEKISLILPPVNFTIKVTGLAQVLLOWKPNPDQEQRNVNLEYQVKINAP

KEDDYETRITESKCVTILHKGFSASVRTILONDHSLLASSWASAELHAPPGSPG

TSIVNLTCTTNTTEDNYSRLRSYQVSLHCTWLVGTDAPEDTOYFLY YRYGSW

TEECQEYSKDTLGRNIACWFPRTFILSKGRDWLAVLVNGSSKHSATRPFDQLF

ALHAIDOQINPPLNVTAEIEGTRLSIQWEKPVSAFPIHCFDYEVKIONTRNGYLOQI

EKLMTNAFISIIDDLSKYDVOVRAAVSSMCREAGLWSEWSOQPLY VGNDEHKP

| REWIEGRMDEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWL

NGKEYKCKVSNKALPAPIEKTISKAKGQOPREPQVYTLPPSRDELTKNQVSLTCLVK
98803 25 33 H 4t 80 H(EEEREE)
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| GFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC

SVMHEALHNHYTQOKSLSLSPGK
SEQIDNO : 5

SERE RS B A 1gGl-Fe fE -
[0155] EEHEHI 2. E4H TL-50 SZHEFI IL-Sw/p SZRSAIFE AN RAIZ S
RETEATIRERVHES » ANBIEE T IL-50 £ CHO-S/IL-5a 4HAHE » DA
K EEZRE IL-50 F1 IL-5B By CHO-S/IL-50/IL-5p 4MHE#RE |
BB 544 A TL-S0. 2 BAERI( QV1344 BT 2L BN 4TI E 8188 pTarge T
I LB LT CHO-S 4R » 4% G418 6FiE 2 38 » BT 2 K08
FRHRE - B5 ) FACS HIMRIEISR R [L-50 55 » SR IL-So S CHO-
S/IL-So. QI » L2 RN L peDNA3.1-IL-56 » &€ G418 A zeocin
EF 20 - THET 2 JORIRFRRE - F5eh FACS MRIAEZEAY IL-So Rl IL-5p 2
. $EHE] IL-50 7 IL-5p TSR TIHY CHO-S/L-S/TT.-B 4HkEE -
[0156] FEHES] 3. HLA IL-5 IR BIRkIALHIELE
FHEHE Elv rhIL—S-his FIFE A CFA (Sigﬁa » Lot# SLBQ1109V ) - IFA
(Sigma » Lot# SLBI2845V) E{ERIEREIE 100g/50g/50g Fl 25g/12.5¢/12.5g 435
EEAH Balb/e (58/4H) /NG, » TO4H SIL (5 £/40) /NG, » IL-5 Hyis BvEfa s
K FEEE MR A3 BAY ELISA » ML B IRERTEERAT TF-1 BRI BEERACH]
E o EIUERST R R RN NR, 5T - BURATNE S BRI S -
[0157) FREFEMASIEA IL-5 1Y ELISA G2 EERIES - HHRATH
BTRTRSE] 24 LRI/ + FIBFREA - RABIE - /NEL IL-S 1) ELISA G545 » 51

ELISA £yt IL-5 FYZBETHER B EGF TF-1 SEHIEIEE » BH 5 RTEss -
98803 _ B34 E - £ 80 H(SHRHEE)
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EE I M A TR EE A - 8 TR S Fﬁﬁ/\hﬁgéfz  AFE
MR T A - |

(0158 LA HIFIHESS HHEFT SEC-HPLC ~ PYBiZ & B - biacore
T ETEIE IL-5 FVRER1 ST - 255 FACS HUBHE] TL-5 9 SERIAMAErEs » 7 TF-1 5
FEATGIRRR - VEBR IR AR AOREHT B DL R/ B SRR B oA
REEEETE - GRS NE T S BB A RIAIRIRE mAb1705 - mAD1706 -
mAbI1780 « mAb1773 Fl mAb1779 -

[0159] HEM RS R BREFTIBRAT « KESE A R AR
i » A3 Trizol: (Invitrogen, Cat No. 15596-018 ) $#H3 BEE Hﬁ%ﬁ%%ﬁ‘%ﬁ{%ﬁﬂ RNA »
A PrimeScript™ Reverse Transcriptase S3I£ [ 884% (Takara, Cat No. 2680A) -
1 52 EEpR A9 ZIHY ¢cDNA BRAH/NE, Ig-Primer Set ( Novagen, TB326 Rev.B 0503 ) #
17 PCR B2 HI - 152 mAb1705 R mAb1706 mAb1780° mAb1773 ' mAb1779
HUSESERIESHE F S5 DNA 53 JErREEae 5 (VEVVL CDR HyBAmEs
t Kabat (SR AGHEEALEERE)

[0160] mAb1705 EIREE &S]

EVQLVESGGGLVQPGRSLKLSCTASGFTFSHYYMAWVRQAPKKGLEWVTSIS

YEGDITYYGDSVKGRFTISRDNAKSTLYLQMNSLRSEDTATYYCASQTLRESF

DYWGQGVMVTVSS
SEQIDNO : 6

(01611 mAb1705 B IFERHE I EE 75

DIQMTQSPSSMSVSLGDRVTITCRASODIANYLSWYQQKIARSPKLVIYGTSN

LEVGVPSRFSGSRSGSDYSLTINTLESEDTGIYFCLODKEFPRTFGGGTRLELK

98803 35 H - 3% 80 H(EHRIEE)
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SEQIDNO : 7
[0162] mAb1706 EREHE A E R T

. EVQLVESGGGLVQPGRSLKLSCAASGFTFSHYYMAWVRQAPKKGLEWVT&

NYEGNSAYYGDSVKGRFTISRDNAKSTLYLQMDSLRSEDTATYYCATETLRES

LDYWGQGVMVTVSS |
SEQIDNO : 8

[0163] mAb1706 B JEERGETTSEEFEY]

DIQMTQSPSSMSVSLGDRVTITCRASODIGNYLSWYQQKLGKSPKLMIHSAS

NLEVGVPSRFSGSRSGSDYSLTINTLE SEDPGIYFCLOHKQFPRTFGGGTKLEL

K
SEQIDNO : 9

[0164] mAb1780 B E#E & EF3

QVKLLQSGAALVKPGDSVKMSCKASDYTFTEYLIHWVKQSQGRSLEWIGYI

NPYSGGTVYNEKFKSKATLTVDKFSSTAYMEFRRLTFEDSATYYCARDGGYS

DPLDYWGQGVMVTVSS
SEQIDNO : 10

- [0165] mAb1780 EEJFES A 1w 75

DTVLTQSPALAVSPGERVSISCRASEGLTSYMHWYQQKPGQQPKLLIYKASNL

ASGVPARFSGSGSGTDFTLTIDPVEADDAATYFCOQONWNDPWTFGGGTKLEL

K
SEQIDNO : 11

[0166] mAb1773 ERIFERETTEEFS

EVQLQQSLAELVRPGASVTLSCTASGFNIKNTYIHWVKQRPEQGLEWIGRIDP
98803 536 5 - £ 80 H(BTHRHES)
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AN GDTKHGPKFOGKATITADTSSNTAYLQFSSLTSEDTAIYYCFRYGIYPDHW

GQGTPLTVSS
SEQIDNO : 12

[0167) mADb1773 B iR EE S

QIVLTQSPALMSASPGEK VITMTCSASSSVNYIYWYQQKPRSSPKPWIYLTATL

ASGVPARFSGSGSGTSF SLTISRMEAEDAATYYCQQWNSYPYTF GGGTKLEIE
SEQIDNO : 13

[0168] mAb1779 IR G T & 731

QVKLLQS GAALVKPGDSVKI\/ISCKAS GYTFTDYIIHWVKQSHGKSLEWIGYF

NPNSGGSNYNENFKRKATLTADKSSSTAYLEFSRVTSEDSATY YCGRRIAWDH

WYFDFWGPGTMVTVSS
SEQIDNO : 14

[0169]1 mAb1779 ERES A& & 51

DIQMTQSPASLSASLGETVSIECLASEGISNDVAWYQQKSGRSPQLLVYAASRL

QDGVPSRFSGSGS GTRYFFKISGMQPEDEADYFCQQGYKTPLTF GSGTKLEIK
SEQIDNO : 15

[0170] HEPZPiAEEEHE T CDR FFI%E 1 iR o

98803 537 H > # 80 H(RUHRHE)
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* 1. BHUSERE KEKH# CDR &EF5]

E7IN: B LK
] HYYMA RASQDIANYLS
HCDRI1 LCDRI1
SEQIDNO : 16 SEQIDNO : 19
SISYEGDITYYGDSVKG GTSNLEV
mAb1705 | HCDR2 LCDR2
SEQIDNO : 17 SEQID NO : 20
QTLRESFDY LQDKEFPRT
HCDR3 LCDR3 |
SEQIDNO : 18 SEQIDNO : 21
HYYMA | RASQDIGNYLS
HCDRI LCDRI1
SEQID NO : 22 SEQID NO : 25
SINYEGNSAYYGDSVKG SASNLEV
mAb1706 | HCDR2 LCDR2
SEQ ID NO : 23 SEQID NO : 26
ETLRESLDY LQHKQFPRT
HCDR3 LCDR3
SEQIDNO : 24 SEQID NO : 27
EYLIH RASEGLTSYMH
HCDRI LCDRI .
SEQID NO : 28 SEQIDNO : 31
YINPYSGGTVYNEKFKS - KASNLAS
mAb1780 | HCDR2 LCDR2
SEQ ID NO : 29 SEQID NO : 32
DGGYSDPLDY QQNWNDPWT
HCDR3 LCDR3
. | SEQIDNO : 30 SEQID NO : 33
NTYIH SASSSVNYTY
HCDRI LCDRI
mAb1773 SEQID NO : 34 SEQID NO : 37
HCDR2 | RIDPANGDTKHGPKFQG |LCDR2 |LTATLAS

98803

55 38 F - 3t 80 H(BERRHE)
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SEQ IDNO : 35 SEQID NO : 38
YGIYPDH QQWNSYPYT
HCDR3 LCDR3 |
SEQID NO : 36 SEQID NO : 39
DYIIH LASEGISNDVA
HCDR1 LCDRI1
| SEQIDNO : 40 SEQID NO : 43
YFNPNSGGSNYNENFKR AASRLQD
mAb1779 | HCDR2 - - | LcDR2
SEQID NO : 41 SEQID NO : 44
RIAWDHWYFDF QQGYKTPLT
HCDR3 | 'LCDR3
SEQID NO : 42 SEQID NO : 45

[0171] H Biacore iEMIRAIGR AR 2 -
% 2. 1L-5 BRI B NS

N Hull-5 ¥8F047
PiEE

(KD (M) )
mAb1705 7.27E-11
mAb1706 3.83E-11
mAb1780 8.99E-11
mADb1773 1.29E-10
mAb1779 4.58E-10

[0172] &&ERETT » AAFHTRYEIRRSEUFRA IS -

[0173] EHEpI 4. IL-5 HEAEAHE L RVAL - DUREETEHES - B4R

T

98803

39 H - 80 H(BIAHS)
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4.1 IL-5-Flag-His E4H 5 H VAL E
PR R O F AR RS ST - FIF] PBS T NINTA
A (QIAGEN - CatNo.30721) - ik 2-5 (A Hssmk - Wbt
i REREE R o F PBS MBI - 2 A280 BT - F PBS MRS
KR SRR - JGUNEE o RRFIVEREERGRE 20mMyFI TR S E ROk
300mM)FHHE E 9 E » e - |
[0174) WeERETHERR BT 3cH: (Hiload 16/600 superdex 200 &kE) #
—2b4lk - FH PBS P4 2 (B HEBRUEA » 48 pHT.4 - B & E IV A3
HREETIORMTS FAE » UTESER, » SDS-PAGE Al LC-MS 255 By TERE(S ) BE A5 -
[0175] 4.2 B&EEETE  FeRaBAMETE | |
IR ER RS e L AR - B AR 1R Protein G A
Fo & B E %5 LS Protein A SROEITAIE - I PBS HEERET » 2 A280
SEEEEAL o F 100mM ZF% pH3.0 442 HAYEH » A IM Tris-HC, pHS.0
R - SRR AR PBS A SHEIEHT Superdex200 (GE) #—
Sl > SIS S SR -
[0176] EEHEHY 5. HLA TL-5 ERRAEA AR RSt
SIRBTA TL-5 BLRER IR MBI ASRET 5 SR AT TR T « B -
BURVBIE E SRR s  EE » B RIRPUSN CDR A51E%] FR EIFIER
BRI b > 68 PR SRR T E a2 -
[0177] #ErHELE IMGT AJEHiAS S i FT S B 2RI - 4 RHk
389 mAb-1705 » mAb-1706 > mAb1780 » mAb1773 F mAb1779 Hi Bl ELRE 51

[E— M VB SRR 5 ] BRI A BRI - A BURD Y CDR 3RS HEEIAE

98803 5540 H » 3£ 80 H(EHEREEE)
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FEH NSRS » FBLR T B FR1-CDR1-FR2-CDR2-FR3-CDR3-FR4 (A £41[E -
o RS TR R Kabat RSB STEETRE -

[0178] AJF FR EEOEIE AR B E e

TEFTEEHI BIRHIRS VE/VL CDR SERIGEHEERE [ » 18 R AR

ISRIETTSE (VL) FIEMTEE (VED) WEVERS] 3 PR AEIRE
SHEHERF » BEY FR FIRIEBRTER AL EIL > S ERHBA CDR B
HEE]ATRSUR | ZMA%) PR FNFEESEITZE8 » LSRRI - BEIEK
HABAES T -

[0179] 5.1 A RISHE mAb170S B )Rz

[0180] h1705 1Y VH #EY IGHV3-23*04 {’E}??—&ﬁi}i’w EEHY IGKV1-12*01
FE RS » 16 mAb1705 9 CDR A A JRIUE - » MEkhsis ik 1 s -
$ CDR [ B A1 I 1 F OV E 2 » 8RR s
TR 413 3 T -

3. h1705 MBI E2eR

h1705_VL h1705_VH

h1705 VL.l | Grafted h1705 VH.1 | Grafted
h1705 VL.1A | A43S, G66R h1705 VH.IA | K98S
A43S, L47V, G66R,
h1705 VL.1B h1705 VH.IB | S49T, V93T, K98S
- T69S, F71Y;Y87F

5 © Grafted {RZEELHiAE CDR T ANTER FR BRI - 41 A43S BRI AR
5 B SRIEFE4R5R » 16 grafted AYEE 43 fir A 2288E S o

7% 4. 01705 b ERE ] SEME T H e
98803 41 H - £ 80 H(RIRED)
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| h1705 VH.1 | h1705 VH.IA |h1705 VH.IB
h1705 VL.1 |h1705-003 | h1705-004 h1705-005
11705 VL.1A | h1705-006 | h1705-007 h1705-008
h1705 VL.IB | h1705-009 | h1705-010 h1705-011

Bt MRS IR SFTSIFS - 40 h1705-007 5% > ASFEAY B

h1705-007 &#%#E h1705 VL.1A ~ E8Eh1705 VH.1A WifEZe@ss » HpE o

[0181]) h1705 S AR EPiE T &

46)

S BRSPS

>h1705 VL.1 (SEQIDNO:

DIQMTQSPSSVSASVGDRVTITCRASQDIANYLSWYQQKPGKAPKLLIYGTSN
LEVGVPSRESGSGSGTDFTLTIS SLQPEDFATYYCLQDKEFPRTFGGGTKVEIK
>h1705_VL.1A (SEQIDNO : 47)
DIQMTQSPSSVSASVGDRVTITCRASQDIANYLSWYQQKPGKSPKLLIYGTSN

LEVGVPSRFSGSRS GTDFTLTISSLQPEDFATYYCLQDKEFPRTFGGGTKVEIK
>h1705_VL.1B (SEQ IDNO : 48)

DIQMTQSPSSVSASVGDRVTITCRASQDIANYLSWYQQKPGKSPKLVIYGTSN
LEVGVPSRFSGSRSGSDYTLTISSLQPEDFATYFCLQDKEFPRTFGGGTKVEIK
>h1705 VH.1 (SEQIDNO : 49)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSHY YMAWVRQAPGKGLEWVSSIS
YEGDITYYGDSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAKQTLRES

FDYWGQGTLVTVSS
>h1705_VH.1A (SEQIDNO : 50)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSHYYMAWVRQAPGKGLEWVSSIS
98803 F 42 H 3L 80 H(RIRHE)
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YEGDITYYGDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCASQTLRESF
DYWGQGTLVTVSS |
>h1705 VH.1B (SEQIDNO : 51)
EVQLVESGGGLVQPGGSLRLSCAASGFTFSHYYMAWVRQAPGKGLEWVTSIS
YEGDITYYGDSVKGRFTISRDNSKNTLYLQMNSLRAEDTATYYCASQTLRESF
DYWGQGTLVTVSS

[0182]) & -7t v B Lk iR N Bl Frh 4 e ik 75 B8
B & EE N E B ST REREFS - ~EER AR B e &R
TR -

[0183) >EfH Gl HHE :

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLS SVVTVPSSSLGTQTYICNVNHKP SNTKVDKKVEPKSCDKT
HTCPPCPAPELLGGPSVFLFPPKPKDTLYITREPEVTCVVVDVSHEDPEVKFN
WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFF LYSKLTVDKSRWQQGNVFSCSVI\/[I—IE

ALHNHYTQKSLSLSPGK
SEQIDNO : 52

= TNE48 B M252Y ~ S254T ~ T256E Z2&4
[0184]) >4 kappa THEE :

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRG

EC
98803 43 H - 3£ 80 E(EUARES)
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SEQID NO : 53
[0185] 5.2 &AM mAbL706 S R LIEARERE
h1706 £y VH 32EY T IGHV3-23*04 {E A4 » VL %EQT IGKV1-12*01 /£ 5
15K > i EURDLAS mab1706 HY CDR ERSIE BEEREAY AR BAEAR L - 3 FR ik
BT 2R BRI NIRRT EE TS E - 5% S fvr -

%< 5. h1706 BYIEA I E [n| {5 2e 85k s

h1706_VL h1706_VH
h1706_VL.1 Grafted h1706 VH.1 = | Grafted
h1706 VL.IA | A43S o h1706 VH.IA | K98T
A43S, L47M, F71Y,
h1706 VL.1B veTE h1706 VH.IB | S49T, V93T, K9ST

5 : Grafted [ EHiEE CDR #EANEZ FRIE o 4 A43S R IR Y]

M SRIEFE 4RSS » 7 grafted AYES 43 fir A ZEB[H] S -

[0186] H3EF A IR THE FRASHREAIHEE - 415 6 i -
% 6. h1706 A S L ERE T RER LS |

h1706 VH.1 | h1706 VH.1A | h1706 VELIB

h1706 VL.1 |h1706-002 | h1706-003 h1706-004

h1706 VL.1A | h1706-005 | h1706-006 h1706-007

h1706 VL.1B | h1706-008 | h1706-009 h1706-010

[0187] h1706 s IR LA TEEARBFFIAT

98803 544 H > £ 80 H(RHHREDE)
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>h1706 VL.1 (SEQIDNO : 54)

DIQMTQSPSSVSASVGDRVTITCRASQDIGNYLSWYQQKPGKAPKLLIYSASN
LEVGVPSRFSGSGSGTDFTLTISSLQPEDFATY YCLQHKQFPRTFGGGTKVEIK
>h1706_VL.1A (SEQIDNO : 55)

DIQMTQSPSSVSASVGDRVTITCRASQDIGNYLSWYQQKPGKSPKLLIYSASN

LEVGVPSRFSGSGSGTDFTLTISSLQPEDFATY YCLQHKQFPRTFGGGTKVEIK
>h1706 VL.1B (SEQIDNO : 56) |

DIQMTQSPSSVSASVGDRVTITCRASQDIGNYLSWYQQKPGKSPKLMIYSASN
LEVGVPSRFSGSGSGTDYTLTISSLQPEDFATYFCLQHKQFPRTFGGGTKVEIK
>h1706_VH.1 (SEQIDNO : 57)
EVQLVESGGGLVQPGGSLRLSCAASGFTFSHYYMAWVRQAPGKGLEWYVSSI

NYEGNSAYYGDSVKGRFT_ISRDNSKNTLYLQMNSLRAEDTAV YYCAKETLRE

SLDYWGQGTMVTVSS
>h1706 VH.1A (SEQIDNO : 58)

EVQLVESGGGLVQPGGSLRLSCAASGFTF SHYYMAWVRQAPGKGLEWVSSI
NYEGNSAYYGDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCATETLRE
SLDYWGQGTMVTVSS
>h1706 VH.1B (SEQIDNO: 59)
EVQLVESGGGLVQPGGSLRLSCAASGFTFSHY YMAWVRQAPGKGLEWVTSI
NYEGNSAYYGDSVKGRFTISRDNSKNTLYLQMNSLRAEDTATYYCATETLRE
SLDYWGQGTMVTVSS

[0188] i il Ese T SR SREC O =R IF A AT RSHEFFS | - 1558
o S L S B ST R T -

98803 FE45H - 3 80 E(RIERHE)
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[0189] 5.3 ARG mAb 1780 o R LA
h1780 Y VH EEE T IGHV1-2*02 fE&#54 - VL #E T IGKV3-11*01 /E5
AR - 1 BURDTAE mADb1780 By CDR BB EERHY UFLER L » WH FRE
PR B TS BRI NN EETTEE » 115k 7TFiR -
< 7. h1780 FYBR B N Al {E Ze s

h1780 VL h1780 VH
h1780 VL.1 | Grafted h1780 VH.1 | Grafted
h1780 VH.1
h1780 VL.1A | EID,J2T M70L,R72V,T74K
A
| E1D,I2T,I57V, 1 M48I,V68A,M70L,R72V,T74K,L8
h1780 VL.IB h1780 VH.IB
V84T,Y86F - 3F
| R38K,M48L,R67K,V68A,M70L,R
h1780 VH.1C
72V, T74K L83F

=¥ : Grafted (REREPIEE CDRIEANEZ FR&E » 41 E1D Fn R IBREEEE R0
BEARIEFSRR » & grafted HYEE 1 fif EZE84[E D -

[0190] e&aTHINI LT T TRESHAENS T » W3R 8 FR

98803 46 H » 3t 80 H(RHHIRAAE)
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2 8 h1780 R EHASERE A S2EM L HER

h1780 VH.l h1780 VH.1A | h1780 VH.1B | h1780 VH.1C
h1780 VL.1 | h1780-007 h1780-008 h1780-009 h1780-010
h1780 VL.1A | h1780-011 |h1780-012 h1780-013 h1780-014
h1780 VL.1B | h1780-015 | h1780-016 h1780—0.17 h1780-018

[0191] h1780 5 AJE/LHIAETTEE AR FIIAT -

>h1780 VL.1 (SEQIDNO : 60)

EIVLTQSPATLSLSPGERATLSCRASEGLTSYMHWYQQKPGQAPRLLIYKASNL
ASGIPA

RFSGSGSGTDFTLTISSLEPEDFAVYYCQQNWNDPWTFGGGTKVEIK
>h1780 VL.1A (SEQIDNO : 61)

DTVLTQSPATLSLSPGERATLSCRASEGLTSYMHWYQQKPGQAPRLLIYKASN
LASGIPARFSGSGSGTDFTLIISSLEPEDFAVYYCQQNWNDPWTFGGGTKVEIK
>h1780 VL.1B (SEQIDNO : 62)
DTVLTQSPATLSLSPGERATLSCRASEGLTSYMHWYQQKPGQAPRLLIYKASN
LASGVPARFSGSGSGTDFTLTISSLEPEDFATYFCQQNWNDPWTFGGGTKVEI
K

>h1780 VH.1 (SEQIDNO : 63)
EVQLVQSGAEVKKPGASVKVSCKASGYTFTEYLIHWVRQAPGQGLEWMGYI

NPYSGGTVYNEKFKSRVTMTRDTSISTAYMELSRLRSDDTAVYYCARDGGYS

DPLDYWGQGTMVTVSS
>h1780 VH.1A (SEQIDNO : 64)

98803 5547 H - £ 80 E(#EHERIFE)



1853912

EVQLVQSGAEVKKPGASVKVSCKASGYTFTEYLIHWVRQAPGQGLEWMGYI
NPYSGGTVYNEKFKSRVTLTVDKSISTAYMELSRLRSDDTAVYYCARDGGYS

DPLDYWGQGTMVTVSS
>h1780_VH.IB (SEQIDNO : 65)

EVQLVQSGAEVKKPGASVKVSCKASGYTFTEYLIHWVRQAPGQGLEWIGYI
NPYSGGTVYNEKFKSRATLTVDKSISTAYMEFSRLRSDDTAVYYCARDGGYS

DPLDYWGQGTMVTVSS
>h1780 VH.IC (SEQIDNO : 66)

EVQLVQSGAEVKKPGASVKVSCKASGYTFTEYLIHWVKQAPGQGLEWIGYI
NPYSGGTVYNEKFKSKATLTVDKSISTAYMEFSRLRSDDTAVYYCARDGGYS

DPLDYWGQGTMVTVSS
[0192]) i bl m S8 BRSO R P & e Y [4H S T R EE R3] - iG-S B

e E N TR SR EEFT] - |
[0193] 5.4 Bh&REAIRE mAb1773 57 IR AR EE
h1773 (Y VELEEEN T IGHV3-73%01 {ERi5iR » VL BB T IGKV1-39%01 fE
TSR > A EURETES mab1773 /Y CDR ERSFHEIEEERY AJFLAER B - SEETTEIE
» BB TR IRV A R T B - AR 9 FUR o [EIRE > h1773 B
HCDR2 (RIDPANGDTK HGPKFQG) tf N 25k V (FIN55V) » JEpk HCDR2
seggs (22857419 HCDR2 55515 SEQ ID NO: 82 : RIDPAVGDTKHGPKFQG) K

EHE A 2 -

98803 2548 F - 80 H(BHHRAES)
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2= 9. h1773 HIUrEMREE I [l {E 2EEEkE

h1773_VL h1773 VH

h1773 VL.1 Grafted h1773 VH.1 Grafted
F29L,R72A,T97F+

h1773_VL.1A | M4L,A428,145P146W | h1773_VH.1A '
N55V
F29I,R38K,V48lI,

h1773_VH.1B '

R72A,T97F + N55V

5} : Grafted ft2 B4 CDR {8 A AJE4 FR [ - 41 MAL 25 (RIERF AR5 e

EARNEF4RSE - 1 grafted BYEE 4 fif MZEEEH| L -

[0194) Rt N BIL S FH FRASHRRENSF » 0% 10 B -
%2 10.h1773 AJR BB R T BEA T HaE

h1773 VH.1 | h1773 VH.1A | h1773 VH.1B

h1773 VL.I h1773-002 | h1773-003 | h1773-004

h1773 VL.1A | h1773-005 |h1773-006 | h1773-007

[0195] h1773 s RIS TS EmERTFIIAIT
>h1773_VL.1 (SEQIDNO : 67)

DIQMTQSPSSLSASVGDRVTITCSASSSVNYIYWYQQKPGKAPKLLIYLTATLA

SGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQWNSYPYTFGGGTKVEIK
>h1773 _VL.1A (SEQIDNO: 68)

DIQLTQSPSSLSASVGDRVTITCSASSSVNYIYWYQQKPGKSPKPWIYLTATLA
98803 49 H - 3k 80 E(SHREAE)
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SGVPSRFSGSGSGTDFTLTIS SLQPEDFATYYCQQWNSYPYTFGGGTKVEIK
>h1773_VH.1 (SEQIDNO : 69)

EVQLVESGGGLVQPGGSLKLSCAASGFTFSNTYIHWVRQASGKGLEWVGRID

PAVGDTKHGPKFQGRFTISRDDSKNTAYLQMNSLKTEDTAVYYCTRYGIYPD

HWGQGTLVTVSS
>h1773_VH.1A (SEQIDNO : 70)

EVQLVESGGGLVQPGGSLKLSCAASGFTISNTYIHWVRQASGKGLEWVGRID

PAVGDTKHGPKFQGRFTISADDSKNTAYLQMNSLKTEDTAVYYCFRYGIYPD

HWGQGTLVTVSS
>h1773_VH.IB (SEQIDNO : 71)

EVQLVESGGGLVQPGGSLKLSCAASGFTISNTYIHWVKQASGKGLEWIGRIDP

AVGDTKHGPKFQGRFTISADDSKNTAYLQMNSLKTEDTAVYYCFRYGIYPDH

WGQGTLVTVSS
[0196] i b-alses o] SElE@ 4N SEQ ID NO: 53 FonHVEE @ R E B A7 1I4H

BT TR BRI - B&E#H A EESAY SEQ ID NO: 52 FiRiVE
B TE RIS ERETY -
[0197] 5.5 BARSHK mAbI779 3 A R(ERERE
h1779 §J VH 3EE T IGHV1-2*02 fER#EAT » VL 3EE( T IGKV1-33*01 {E 5
B > A BUFEPIEE h1779 HY CDR @SB EEEN AR EER b > S TREZE
% BRI RGO EE T 8E - A1 11 B o

98803 %50 H » £ 80 H(HHRRAD)
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Z= 11. h1779 USSR BB e 85k s
h1779 VL h1779_VH
h1779 VL.1 | Grafted h1779 VH.1 | Grafted + D89E
| h1779_VL.1A | A43S h1779 VH.1A | R72A,T74K + D89E
A43S, -
h1779 VL.1B h1779 VH.IB | M48I,V68A,R72A,T74K + D89E
148V, F71Y o
MA48I,V68A,R72A, TT4K, M81L,
h1779 VH.IC
L83F + D&SE
R38K,M48L,R67K,V68A,R72A.T74
h1779 VH.ID | K,
MB81L,L83F + D89E

it : Grafted [UREHIHE CDRIEAANBEL FRIE -

BB SREF4R5FE o 14 grafted BYEE 43 iz A ZE88[E S -

° 41 A43S FRMRIERE ﬁEaF?ﬁJ

[0198] HREEHNBIES T FREAHRRENA T » 1% 12507 -

= 12. 01779 KR B ERE T EEM T HER

h1779 VH.1 | h1779 VH.IA | h1779 VH.IB | h1779 VH.IC | h1779 VH.ID
hi779 VL.l |h1779-005 |h1779-006 | h1779-007 | h1779-008 | h1779-009
h1779 VL.1A | h1779-010 |h1779-011  |h1779-012  |h1779-013 | h1779-014
h1779 VL.1B | h1779-015 | h1779-016 | h1779-017 | h1779-018 | h1779-019

>h1779_VL.1 (SEQIDNO :

[0199]) h1779 SR AJRALTAS v &8

98803

72)

BSIE-#

SEERFIIAT

80 R(BIARHD)
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DIQMTQSPSSLSASVGDRVTITCLASEGISNDVAWY QQKPGKAPKLLIYAASR
LQDGVPSRFSGSGSGTDFTFTISSLQPEDIATY YCQQGYKTPLIFGQGTKLEIK
>h1779 VL.1A (SEQIDNO : 73)
 DIQMTQSPSSLSASVGDRVTITCLASEGISNDVAWY QQKPGKSPKILIYAASRL
QDGVPSRFSGSGSGTDFTFTISSLQPEDIATYYCQQGYKTPLTFGQGTKLEIK
>h1779 VL.1B (SEQIDNO : 74)
DIQMTQSPSSLSASVGDRVTITCLASEGISNDVAWY QQKPGKSPKLIVYAASR

LQODGVPSRFSGSGSGTDYTFTISSLQPEDIATYYCQQGYKTPLTFGQGTKLEIK
>h1779 VH.1 (SEQIDNO : 75) | |

EVQLVQSGAEVKKPGASVKVSCKASGYTFTDYIIHWVRQAPGQGLEWMGYF
NPNSGGSNYNENFKRRVTMTRDTSISTAYMELSRLRSEDTAVYYCARRIAWD
HWYFDFWGQGTMVTVSS

>h1779 VH.1A (SEQIDNO : 76)

EVQLVQSGAEVKKPGASVKVS CKASGYTFTDYIIHWVRQAPGQGLEWMGYF
NPNSGGSNYNENFKRRVTMTADKSISTAYMELSRLRSEDTAVYYCARRIAWD
HWYFDFWGQGTMVTVSS

>h1779 VH.1B (SEQIDNO : 77)
EVQLVQSGAEVKKPGASVKVSCKASGYTFTDYIIHWVRQAPGQGLEWIGYF
NPNSGGSNYNENFKRRATMTADKSISTAYMELSRLRSEDTAVYYCARRIAWD
HWYFDFWGQGTMVTVSS

>h1779 VH.IC (SEQIDNO : 78)
EVQLVQSGAEVKKPGASVKVSCKASGYTFTDYIIHWVRQAPGQGLEWIGYF
NPNS GGSNYNENFKRRATMTADKSISTAYLEFSRIL.RSEDTAVYYCARRIAWDH

98803 %52 H £ 80 H(BERHE)
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WYFDFWGQGTMVTVSS
>h1779_VH.1D (SEQIDNO : 79)

EVQLVQSGAEVKKPGASVKVSCKASGYTFTDYIIHWVKQAPGQGLEWIGYF
NPNSGGSNYNENFKRKATMTADKSISTAYLEFSRLRSEDTAVYYCARRIAWDH

WYFDFWGQGTMVTVSS
[0200] i F7itakss o] S LY SEQ ID NO: 53 AR BVER § K E P 514H

AT RREGERT] - ¥R B TSEEIY SEQ ID NO: 52 Frrl S e mia s
TR ST -
[0201] SRR ASEILHBE BRFITT -

h1705-008 E5§ :

EVOLVESGGGLVQPGGSLRLSCAASGFTFSHYYMAWVRQAPGKGLEWVTSIS

YEGDITYYGDSVKGRFTISRDNSKNTLYL OMNSLRAEDTATYYCASQTLRESF

DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNS GALTSGVHTFPAV_LQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKS CDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYITREPEVTCVVV
DVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTC
LVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ

GNVF SCSVMHEALHNHYTQKSLSLSPGK
SEQIDNO : 83

h1705-008 EKEE :

DIOMTQSPSSVSASVGDRVTITCRASQDIANYLSWYQOKPGKSPKLLIYGTSN

LEVGVPSRESGSRSGTDFTLTISSLOPEDFATYYCI ODKEFPRTFGGGTK VEIK
98803 5553 H » 3£ 80 HEHRHE)
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RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRG
EC

SEQIDNO : 84

h1706-009 E & :

EVOLVESGGGLVOPGGSLRLSCAASGFTFSHYYMAWVRQAPGKGLEWVS S1

NYEGNSAYYGDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAV YY CATETLRE

SLDYWGOQGTMVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPS
NTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYITREPEVTC
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCKV S_NKALPAPIEKTIS_KA_KGQPREPQVYTLPP SRDELTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR

WQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
SEQIDNO : 85

h1706-009 E€# :

DIOMTQSPSSVSASVGDRVITTCRASODIGNYLSWYQOKPGKSPKILMIYSASN

LEVGVPSRFSGSGSGTDYTLTISSLQPEDFATYFCILOHKQFPRTFGGGTKVEIK

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRG

EC
SEQIDNO : 86

h1780-017 EE§# :

98803 25 54 H - 4L 80 H(EEHHRREEE)
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EVQLVOSGAEVKKPGASVKVSCKASGYTFTEYLIHWVRQAPGQGLEWIGYI |

NPYSGGTVYNEKFKSRATLTVDKSISTAYMEFSRLRSDDTAVYYCARDGGYS

DPLDYWGOGTMVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
VTVSWNSGALTS GVHTFPAVLQS SGLYSLS SVVTVPSSSLGTQTYICNVNHKP
SNTKVDKKVEPKS CDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYITREPEVT
CVVVDVSI—IEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQ
VSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS

RWQQGNVFSCSVMHEALBNHYTQKSLSLSPGK
SEQIDNO : 87

h1780-017 HEH :

DTVLTQSPATLSLSPGERATI SCRASEGLTSYMHWYOQQKPGQAPRLLIYKASN

LASGVPARFSGSGSGTDFTLTISSLEPEDFATYFCOONWNDPWTFGGGTKVEI

KRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNR

GEC
SEQIDNO : 88

h1773-007 & :

EVOQLVESGGGLVOPGGSLKILSCAASGFTISNTYIHWVKQASGKGLEWIGRIDP

AVGDTKHGPKFOGRFTISADDSKNTAYLOMNSLKTEDTAVYYCFRYGIYPDH

WGOGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW

NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKV

DKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYITREPEVTCVVVD

98803 5555 5 » 3 80 H(REFRAE)
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VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG

NVFSCSVMHEALHNHYTQKSLSLSPGK
SEQIDNO : 89

h1773-007 §EF% :

DIOQLTOSPSSLSASVGDRVTITCSASSSVNYIYWYOQOKPGK SPKPWIYLTATLA

SGVPSRFSGSGSGTDFTLTISSL QPEDFATYYCOQWNSYPYTFGGGTKVEIKRT

VAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQE

SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
' SEQIDNO : 90

h1779-014 E5g# ©

EVOLVOSGAEVKKPGASVKVSCKASGYTFTDYIIHWVKQAPGQGLEWIGYF

NPNSGGSNYNENFKRKATMTADKSISTAYLEFSRLRSEDTAVYY CARRIAWDH

WYFDFWGQGTMVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP

VTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP
SNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYITREPEVT
CVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQ
VSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS

RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
SEQID NO : 91

h1779-014 &5 :

98803 56 H » 3 80 H(BHRHSE)
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DIQMTQSPS SLSASVGDRVTITCLASEGISNDVAWYQQKPGKSPKLLVYAASR
LQDGVPSRFSGSGS GTDYTFTISSLQPEDIATYYCQQGYKTPLTFGQGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRG

EC
SEQIDNO : 92

[0202] Z/ABSH WO2012083370A1 s IL5 9HiAS Hu3oD10 /F 5%
MR - HEFEMEEHEFS575 140 SEQ ID NO:80 I SEQID NO: 81 B
Hu39D10 FUEHEFS]

EVOLVESGGGLVQPGGSILRILSCAVSGLSLTSNSVNWIROAPGKGLEWVGLIW

SNGDTDYNSAIKSRFTISRDTSKSTVYLQMNSLRAEDTAVYYCAREYYGYFD

YWGOGTLVTVS SASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSW

NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKV
DKRVESKY GPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQ
EDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWINGKE
YKCKVSNKGLPS SIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFS
CSVMHEALHNHYTQKSLSLSLGK

SEQID NO : 80

Hu39D10 B EE 5|

DIOMTQSPSSLSASVGDRVTITCLASEGISSYLAWYQOKPGKAPKLLIYGANS

LOTGVPSRFSGSGSATDYTLTISSLOPEDEATYYCOOSYKFPNTFGOGTKVEV
KRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN

98803 57 H - 3 80 H(FHRIAS)
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SQESVTEQDSKDSTYSLS STLTLSKADYEKHKVYACEVTHQGLS SPVTKSFNR

GEC
SEQ ID NO : 81

[0203] EHifil 6. EAREHEHIREDL B AR A Ll
1. A PR T
e R IR T BT - ST HE BRI
BT S RS [ LR i K63 POR S B VUV
SO B RSO pHr (R {SSEk hlgG1/hkappa fE A (CHI-Fo/CL)
F BT IR » A B A SIS B A VH.CHI-Fo-pHr/VL-CL-
pHr » 5% Ch1705 ~ Ch1706 ~ Ch1780 - Ch1773 1 Chl779 A{EEEPTEE -
[0204] 2. NR{EDiAERI > TEIE
RS - BT T LA A B TR R 3
51517 PCR #EEHHE VEIVK HKF L - BRSNS phr (*%b{%‘%ﬁﬁj:&
hlgG1 /hkappa P56 AS(CHI-Fo/CL)F B)METRIREAE » AT L5 2 B
385 VH-CH1-Fe-pHr/VL-CL-pHr
[0205] 3. B4 S HLUR R bR s
RIS PSS E VAT - #8% HEK293E 4 + 6 Rl g
Rk K IRATE + R protein A BEEEIETAN(L - FE PBS FULEH + I A280
BT pH3 0-plI3.S ESBEHEHBTEHHR TR A TM Tris-HCL pES.0
0.0 el B A + FIFE PBS TS SEREIGHT Superdex200 ( GE)
el DIERRN - SR  SHSHR -

[0206) LU AES AN IR R AR ©
98803 : %58 H L 80 H(BHHRHE)
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- [0207] RESNEMEETHE

SIS 1. Biacore SIZE BJE IL-5 PUBAEAR EFEE IL-5 AO65 4

Fi Biacore T200(GE )BS85 AHIER IL-5 HURSRIA IL-5 §UR1) -

(o208] fo Protein A LIRSS H ERIMIER A T+ IS H R

SR (BN 1 BUEFRRYEALA > JRIL-5) » F Biacore T200 fEESRIISRH
T e T T e e
T (pH 1.5\ AR YA - F BlAevaluation version 4.1 » GE#k
HI(1:1) Langmuir BBEABS - SHHERUIBIE 0% 13w
22 13, IL-5 BRHBEER FHEE IL-5 117747 BlAcore KSR

KD (M)
HilE i

mAb1705 | mAb1706 | mAb1780 | mAb1773 mAb1779
A IL-5 7.27E-11 |3.83E-11 |8.99E-11 | 1.29E-10 | 4.58E-10
Y& IL-5 2.05E-10 {2.77E-10 | 3.12E-10 |4.76E-10 | 9.98 E-9

[0209] AEHEFEEH - A BIHIHIAE mAb1705 + mAb1706 * mAb1780 »
mAb1773 7 mAb1779 SUREREE (A~ I 1) IL-5 AR -

[0210] SHA] 2. Biacore BIRE TL-5 ATELHUASTR FVHLES IL-5 AR

Fi Biacore T200(GE) 2 SRR AR( IL-5 HLIBAIA IL-5 K930 -

(0211 F Protein A A=¥AEVISH IRAIMIERIHL T - SRERSISH REDR
SR (BN 1 BEERT) + i Biacore T200 G5 SIS IR e IERIG &
PR - 7245 E BB AR - P E S AT R R L)
B YRS E4E o F BlAevaluation version 4.1 » GE $%B2L(1:1) Langmuir &

98803 259 H » £ 80 H(BHEHEHDE)



1853912

- BIEEaRiE - SUSTRIBIE - R 14F0n -
% 14.1L-5 B EHEEEA TL-5 5717749 BlAcore MrlksE

R KD(M) ﬁ‘&% KD(M)
h1705-003 | 3.35B:090 | h1706-003 | 1.89E-11
h1705-006 | 411509 | h1706-006 | 1.73E-11
h1705-009 | "4.55E-09 | h1706-009 | 5.45E-11
h1705-004 | 2.14E-11 h1780-017 | 7.78B-11
h1705-007 | 221B1 | m1773007 | 2.07B-10
h1705-010 | 2.05E-11 | hi779-014 | 4.12B-10
h1705-005 | 2.16E-11
h1705-008 |  3.42E-11
h1705-011 | 2.30E-11

[0212] &SRR AJBMEIL-S HIEBEE A IL-5 #5 B A S ARl -

[0213) BN 3. 54 ELISA BIER IL-5 HUAslEs IL-5 454 IL-50 25
B | |
REETE IL-5 A RHET IL-5 45 S FIEARRER IL-5a ZHEE H A NEHVAE
1 IL-5 (Spg/mlinPBS) 4% ELISAR » 37°C J¥E 1/\8% - EREELL » fIA
FH PBS #r2HY SYfRAE -4 FAHR 200ul/FL-37C IEFEIRA 2.5 /NFFHEITEIER -
IRAGEIRTE - ERERK - WA PBST 4&ER (pH7.4PBS & 0.05% Tween-20) -

JEN 5 Ktk SR 25p] A RE A& (R (B2 LK03 EZTHY 10pg/ml

98803 2560 H » 3% 80 E(HURHAD)

o
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) IL-5Ra(in 1%BSA) » FEALA 251 BB SRR L-SRo B
L5+ 37CHER 1 /N - BEEEEHS - LTI IER: » A PBST Sl S
K » B SOpl/ FLPERESSFRIERILL 1:600 JEIEFEREN Streptavidin—Peroxidase
Polymer ( Sigma > SZ438-2$0UG) A 37CHER 1 /\i% - B PBST 254K 5 k7% » I
A 50ul/FL TMB FEESZE (KPL » 52-00-03) » RZOBIEE 3-10min » JIA SOpY

L IM H,S0, 421-ZHE » Fi NOVOStar BfEESTE 450nm PRI » 5+ IL-
S HUBIEET IL-5 82 IL-5Ra &5 /2 ICS0 18 + G541 15 For » ZABTHEI
R IL-5 BLE S B aaES o

% 15. 508 IL-5 HiASFART IL-5 554 IL-50 5288 ELISA Milss s

mAb1705 | mAb1706

IC50 (pg/ml) 042  10.40

[0214] SUBABI 4. a3 FACS Y IL-5 HURENRER L-5 454 IL-5 S2R4%55
BT EEEREEIY 1L-5 BB T MBI IL-5 268 - R T e R

IL-5Ra/p HYFIRESZASH CHOS HARAIH% - ABFEREER IL-5 Hulliw] Loy INaET
IL-5 S547%] CHOS 4THE 2R EHTEAT IL-50/p A -

[0215) Ef&J5% 1 FI& 100ng/ml G418, 25ng/ml zeozin fy CD-CHO ks
% CHO-S-IL-5Ro Al B » GEFEHISIIET » JAROR TR 3105 4H/m] - HIRRE
ELYFEY IL-5Ra/B-CHOS AHfHEE > (1000rpm »> 5min) > Fﬁ 10%FBS FY PBS 36—
I8 > 3B IR RIE T 4x10° 4T5 /mL 51 2501 SIAEIRIERY 96
FLHR - I 10% TBS &y PBS SRR RIS - MMIE R 200ugil » £
1:10 fSELARAE 8 (BRARE - J§ 2511 100ng/m! KORI Bl (SR( (L »

98803 %61 H » 3£ 80 H(BHREAE)
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LKO03) #E5THT TL-5 1 S0u] FRRENERIEFINEAISS » IIEIEA AL 96
AR AE 4'°c TR 1 /NI - WEETSST% » 4°C Bty (400g » Smin) » BEhS 3% »
A 2001 H7E PBS B0  EEIZAENIA 1:1333 TR PE-Avidin —$ -
4CREERFET 40min % » 4T Bly (400g » Smin - B L% > JIA 2000 F9HS
PBS » WRREAHAR » 4°CEbLENE - =2 LA 10001 PBS » FA#25H5 - AR
HeAESR(ERTE IL-5 HASIHER IL-5 82 1L-5Ro/B &5 &8 ICS0 5 - SE5R41% 16 FIss
1 BIF7T - - |

% 16. IL-5 JiAzfHET IL-5 82 IL-5SRa/B S5 & HURAIGE R

bike IgG hu39D10 | h1705-008 | h1706-009 | h1780-017 | h1779-014

IC50 (ng/ml) | 8777 25.07 14.51 24.74 16 49.64
[0216] &EERAR > HLRE h1705-008 ~ h1706-009 ~ h1780-017 ~ h1779-014 &5

S HHEGRAYREET IL-5 §5 S ZIMHALRE IL-5 SZRAYEET] -

[0217] FUBABY 5. L5 ORI IL-5 S50 TF | ATFSHAA 208

IL-5 T BAF54E TF-1 4IHHETE » IL-5 HiAEETRARE 1 IL-5 $f TF-1 TN,
AR |

- [0218] E Bk : TF-1 4 F9(ATCC, CRL-2003)ks % 10%FBS DL B
2ng/mL thGM-CSF (%44, Catalog No. 96-AF-300-03-20)&3 RPMI1640 » 11 &
8137°C » 5% CO, e » SETRARERAZH 1x105TAnl - BAORESAHRRS » NIy
ERIAVAIREA PBS Ji=4E 800rpm HfE(» Smin - F RPMI1640 (FBS : 2% » B4
A IL-5: 10ng/ml) SHEEATREEEFE 6000 {E/7L/90u1 » TEAIA. 10u] BAREFRRATAHI

PIREE] 96 FLEFE 3d 12 > fIA 30ul 4INETEEE Ae e fTieH - MRiSE s
98803 5562 H - 3 80 H(RUHRHEE)
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IC50 » fplIEERAN ™R 17 o -
2 17. IL-5 NRAEHIRRIH] IL-5 55 8HY TF1 iR EsEnss

o J1cso v e [1c50 (o)
Hu39D10 | 0.30 h1706-003 | 0.31
h1705-004 | 0.30 h1706-004 | 0.30
h1705-005 |0.30 h1706-006 | 0.34
h1705-007 | 0.25 h1706-007 | 0.28
h1705-008 | 0.20 h1706-009 | 0.25
h1705-010 | 0.30 h1773-007 | 0.38
h1705-011 | 0.28 h1780-017 |0.16

h1779-014 | 0.20

[0219] SIS 6. IL5 SR 1L5 SEaeERs HE R ATRAHH 250
ILS T LIS MR LTI 5 - B TR ROE (L 3 TN ST
S - SR LS SR T SR
R (BRI ESCR R A 2 RS R AT, TL-5 5 s
L5 RN R - TSN L5 SUBS 115 JM AR P A s
HPRCRATTRES
[0220] EUf%s : ASMERMIFIA 2mM EDTA #7 PBS F5E 5 42 » 52/
Porcoll™ ( FEEERARE A 1.088) 4+ B BLIZAMRRIATAE » /IOy BE A PR e
AU » FIFR AT = AT | SRR » SR B

CD16 HEEHY4 BERIER (SERHE » CatalogNo.130-045-701) > W¥E 30min 723867

98803 %63 H » 3t 80 H(BITRHE)
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KB » SIS S SR T R A 5 B S A
K QERTE B - TSR TeG SRR 96 FLATHIE IV » S7L4Y 1x10' (8
AIAIL-S (20 ng/ml) » BIRR ERREN IL-5 585 T (10pg/ml 204 + 3 (555
' 10 ERIEES)  GIFRASIRER 37C - 5% COR RIS 1h o TUlbsE
f2  JTLA 0.3% CTAB ZRZAHL » i AR LYIBS SRS TVE SR >
BSOSO KClE « BOATHIY LA S50 TL-5 TLAHIL - /R -5 RHipese
YITLRE ST - BB RIS AT LT (AR
- [HUBEE)) | (BRI S EEHR{E) x100% » 3185 1C50 - GBI T2

18 :
2 18. IL-5 HrBERHET IL-5 S5 E A ERe ik ATHRRL B
Hu39D10 h1705-008 | h1706-009 | h1780-017
IC50 (ng/ml) 11.79 4.85 4.3 - 21.19

[0221] &ERRWH > RAFHEIIAIR R TR TLS I EHERE
MR ATRERAMT HISE

(0222 SRR 7. JURAE LL-5 58 Tho G T A0S BT B
IL-S 2 Tho 4EHIERT T » R T B8 IL-5 SUB GRS RIES ) 1L-5 TS
SBT3 SUREE + Fi Fortebio ST 12 88 Tha LR ARBAHAEINT
A & IL2(R&D,202-IL-010/CF) » IL4(R&D,204-1L-050/CF) » IL-5 (R&D,205-IL-
025/CF) » IFNgamma » IL6(R&D,7270-1L-025/CF) » IL9(R&D,209-IL-010/CF) -
ILIO(R&D,217fIL-025/ CF) ’ IL13(R&D,213-ILB-025/ CF) » IL25(R&D,8 134-IL-

025/CF) » IL31(R&D,2824-1L-010/CF) » DI 82 IL-5 F£FH o 5ZF8HY IL3(203-IL-

98803 % 64 H - 3£ 80 H(BUHRAD)
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© 050/CF)fl GMCSF (R&D,215-GM-010/CF)

[0223) E#& A . F Protein A Biosensor ( PALL Fortebio, 18-5010) 3R
S SRS, - TR dnM S UTHIET - SAR (5 - Bt
IG5 IL-5 HORE S (SRR By 100% » B HCHATHEE T SRbUBIITEE S fsgt

CMEEFE -

[0224] GERFT » 12 FEAIMISHHIETok » L5 AJE(EHTM h1705-008
h1706-009 E54F RS 2 TL-5 » SR Th SHFER FAAE XK -

(0225] BAEMEMBTE

SIS 8. IL-5 HLESTE OVA 553/ BRI oy BESTAE
AR ER R RN R B B 8 AT [L-5 JUBTEIEES
(OVA) G555 BALB/C /N B 5 R chiy sy -

[0226) /NEARSEREEREHE AL 7 4L 940 10 &/NE,: EEHIBL(G1) ;
ERIZE (G2) 5 2 {EHEPTEE h1705-008 (G3 F1 G4) F1h1706-009 (G5 F1G6) »
S EHI T 2 (EPE(10mpk A 2mpK)SSEREAR  DURRHMETAS Hu30D10 B
4(G7 » 10mpk) » TF55 | TAIEE 1456 - SIFvE /NS Ea SO T -
1E55 28~ 29+ 30 K » I OVA BESSRH B — A MU LV NEUET RN
30 5348 - HCHERT 2 /NI > ST (G2) MRS BRI - SAITE T

(G3-G7) /NEFERS TSR EIRIE IR EHR - —R—% - BE =R - H70Es
ATRC S LA IR TR - TR BUSE L B AT NI I SERR - SE— 4R/ NEE R TE RS
SITEARF PBS HEITREUEE 30 5948 » AT 2 /S D EH BB ER R
— s = | |

[0227] 7F5 31K (] WBP 24 W8T RIE S B FE MR - BT
98803 %65 H - % 80 H(RHHEAE)
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HEYRSEZELRA 1.5625 ~3.125 ~ 6.25 ~ 12.5 ~ 25 ~ 50 mg/mL {230 ERE 7 Bh
PR AR T AR SRR R -

[0228] 7E5 31 K » WBP 24t ISR HE 1 /NRF % » BAS 1.2 Bty
REBEEARENT BEE  FEEERZ X 08 SRS EE N
1949 BSA 1 0.6mM i EDTA - 3245 ety ] KOs -

[0229] # BALF 7£ 4 #BIGRE 300g THED 5 504 » R ERRG
T4 - BpMs > SIIEEIRAE 1.5 BEFHIY PBS 1 (& 1%# BSA fil 0.6mMKg
EDTA) E{THHRIEHE - FEcHMBk s BEsf i B A GBS BALF ka4
BOEATRHY - GHHBIEF 1  SORPREMERE 04 - SRS IORGE 758
FETIE 55 HE R AR P 5 4 SRS A - 5 S BB T80

[0230) &% » WEERRAENG FE 1096 MBS AORIS . » SNETEIETL
10%6H =k IR o « B SRR AR B TR - V38 - HAE Lot » 5743 « 3
SRUEBAIES 3 EIFIS 4A 18 - 55 4B BT - |

[0231] GEREET > AABITHMEATF h1705-008 I h1706-009 FIHEER
EfithAE - BRI SRR A - AR (10mpk) MBS AR
REDCERTTIRE (2R3 ) - [N - WEESREE I T SR M AR K PR
FEREELE > FERJREBIE T (10mpk) BT ELO M B T el (I B Ml AT
FIRES) (SR8 4A BRI 4B [B)) - MifEIEIBEEE NGB RET o - S iy
7 [E1EEEEE T Img/ml AY h1705-008 > h1706-009 A h1780-017 IgLLrE M RE T RE
S BalF FEVERERATIE KT (2 EE4CHE) -

[0232] HEREI 9. SMEIEA IL-5 S5HAYRRE S Ve rR U SIS 1L-5 A8

e A BE3
98803 566 H - 3t 80 H(ZHRHESD)
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BRI AR BT TL-5 SRR MR LAY > 1) hu30D10 Al i
AR SPAAARE 518 L5 ARILERBE A L5 SR AR
% (BALF) thegrEme R RIS R B IR « BREE B 041 4540 8-
10 € © IEZSIIG4H ~ SU40 ~ hu39D10 ( Img/kg) 4 ~ h1705-008 ( 1mg/kg) & -
h1706-009 ( 1mg/kg )4H ~ h1780-017( 1mg/kg ) 4H ~ h1773-007( 1mg/ke ) ZEFIh1779-
014 (Img/kg) 4 « EPEURIRICEGREAMING | RREES 1000 A LS
(& ILS $UE Sug) S » TERBHIGIE/S Y ER DBS - KOBEGLSRAT 2/ IS
BT RIAE T Ime/kg 1l TLS BE4- SAHEREREOR Sml/ke  BTUAHAS TAATERY TeG
Bil » TER BHRAIIEIRAS T PBS S - SUELES 20h HIREIR EAGS R
ESEFOR » IR RS 5A10ml FEEY 15ul RS b - S E e
17 HE 5, » 400 550 T 5B A Sason v B Mo AT B 3 B B M R AR
S3LL - GHEAIES SA BRI 5B BFT - RAAARE 5 B LIRS TS
WA BALF FREERE IER AR K -
[0233] BUNIER AR TR T
TREIMEDIEEE ) (BVE]) ST
E—3b | i—ERIVALETH L5 FEE - R e eEE (0
30mM > pHS.5 BEEs-FERESHABEE) ITRTIES (RElE) - CEERE /D
6 fEEBE S » BRI 120 mgml « JIA—EREREIRRERE R -
BAATERIRIE By T2mg/mL « A —ERBRRERLARRES 80 % » SRS » (RS
% LFLE S 80 JEREA 0.4mg/mL - {11 10mM pH 5.5 BERs-BEBS NG EEIES (8
(8RB 100me/mL (ELA R HI SO S0 K e B 2 AR 5 B T ) o

[0234) 7 ShECR A DA RI4ER] - 15 EDRIE 0.22 tm PVDF J&55 »
98803 ZE 67 H » 3 80 E(S1HRAE)



1853912

BB -
B ERIEEE 12ml > TR 2ml AR - 2K - SYRIRE
BEBANE ~ SREERR - RIS TR RS E R -
B=5 : BEULER - IIRE - BTEE
B0 ¢ Bk > RS - $TE REALPE I | $TE]
AT - STBR  fEa  ISRAITE -
[0235] B 10. FEBALTERE
1E pHS.0-6.5 —ZFIGRENRF  FCHE CRRE K 100mg/mL £ h1705-008 &
Bl - iR RS 0.2mg/ml B GUER: 80 (PS80) » EoftrfEe 0.05me/mL
PS80 < GEEEZSTT R 10mM BiE-BERES (AA) pHS.0 ~ 5.5 3 10mM 3EHES-3%

Hildh (SA) pH5.0 5.5~ 6.0 3 10mM Mt BE-HRESH (CA) pH5.5 6.0~ 6.5 ;

N

1 0mM AEFES- A (His) pH5.5~ 6.0~ 6.5 5 10mM BSEAES (PB) pH6.0 - 6.5 -
B RIERs - B TR LA - R TR RIEAEE R - DIYNE - SEC
iCIEF Foe{EEEE - |

 [0236) #SRRE 19 SHERUEET - 75 (300mm > 25T ) K 40CHER:
PR ERES N SRR DH B ISIE MBS » S AT EA R B
E-TRIATLSNENE ; SEC BHREBR » 40CHRA T AApH 5.5 4H0&{E ; iCIEF $5 5
N 40°C-ﬂ%ﬁﬂ< AAPHS.5 ~ HispHS5.5 ~ CApH 6.5 4HEXME ; SrEHEYE(LE

RBEME » Bl AApHS.S -

98803 55 68 H » 3L 80 H(BEHRIAE)
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72 19. pH FIE R LR

ek (B8 NEd SEC (%) |iCIEF thi4i& (%)
TO =B 08.3 75.3
01 . ,
Pr#E D4 Y& HH 96.2 N/A
AA5.0
40°C-D13 AN SEhTA 94.8 62.3
) TO =l 98.0 75.4
02
e D4 EHH 96.0 N/A
AAS.5 .
40°C-D13 R/ INFERL 95.4 64.2
TO =HH 98.2 74.9
03
Jr#% D4 EHH 96.5 N/A
SA5.0 ] ' _
. 40°C-D13 T/ NFER+ 94.8 59.3
TO 7= HH 98.2 74.7
04
Pz D4 A4/ NFERL 96.2 N/A
SA5.5 ]
40°C-D13 /INEERL 94.8 62.1
TO = EH 1979 75.8
05
e D4 BHE > BEEELO 95.7 N/A
SA6.0 )
40°C-D13 7INFERL 95.0 63.7
TO 7= HH 98.2 75.7
06
E#E D4 BEH /D EFER 96.2 N/A
His5.5 .
40°C-D13 IINFEONT 94.9 64.8
TO BHH 98.3 74.6
07
e D4 RKEFEM 96.2 N/A
His6.0 .
40°C-D13 R 94.6 65.8
TO 7 HE 98.1 74.6
08
PR D4 FRE IS 95.8 N/A
His6.5 )
40°C-D13 th SRR 94.3 62.3
09 TO 7= HH 08.2 74.8
CA5.5 =¥ D4 B BEE A N/A N/A
98803

69 H - B0 H(RIRHFE)
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see | SN SEC (%) | iCIEF ittt (%)
40°C-D13 /NSRRI 94.7 60.9
TO. SBEE 98.0 75.3
0 It D4 BRERA D E R EFRNL N/A N/A
N 40C-DI3 | 946 61.5
: TO B 97.9 74.6
i =& D4 BRE AR EFEL N/A N/A
A6 40°C-D13 N | 95.0 64.4
TO B 98.0 74.4
| 2 PR D4 =i N/A N/A
PB6.0
40°C-D13 H/INFRAL 1943 63.0
TO B 97.9 74.7
. fixkE D4 BEINAREFEN N/A N/A
Fpes 40°C-D13 REER 93.9 61.9

it | NJAFRAAEH] » DFRRK > TORARE 0K -

[0237] JHIEGY 11. SURIATESRIET 2
& TR EREEEE 10 mM SA (pH5.0) RERT @ BEELERE S
100mg/mL £ h1705-008 £ - ELESERRIAIT :
1) 0.1mg/mL B51FUEEHS 20 (PS20)
2) 0.1mg/mL 1LIFLERE 80 (PS80)
3) 50 mg/mL EEHE+0.1mg/mL PS80
4) 50 mg/mL FEHE+H0. 1mg/mL PS80
5) 50 mg/mL ‘Ef"?ﬁ?ﬁ%+0.lmg/mL PS80

6) 50 mg/mL [JZLFE+0.1mg/mL PS80

98803 270 H - 3£ 80 E(ZHHRIEE)
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7) 8mg/ml fEfEHE (Arg) +0.1mg/mL PS80

8) 8mg/ml #8fFH% (Lys) +0.1mg/mL PS80

9) 8mg/ml HEFEE (Gly) +0.1mg/ml PS80
10) 8mg/ml FARG TR (Metj -FO.lmg/mL PS80
11) Smg/ml iy .(Pro ) +0.1mg/m1L PS80
12) 8mg/ml &H/b&N (NaCl) +0.1mg/mL PS80

[0238] RESURIGMEIERER - I - BLERER - iR mET 40CER

SR SRS - G5RRTT (% 20) 4B SEC - CE - iCIEF MR HIGS AR
S > Arg/Lys/NaCl 4BSMNEE » 3 HAAARSAEE R - B e
Bl ~ (LFUES - HEES - PRGBS - RS LR T -

98803

1R £ 80 H(EHRHES)
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7 20. Bt EGR

e e |48 SEC (%) |iCIEF 44i(%) | CE-SDS (%)
1 DO B H 96.6 75.16 95.05
40°CDI12 | B5H 94.29 59.24 93.53
2 DO & 96.64 74.39 94.96
" 40°CDI12 | EHBH 94.33 58.99 93.31
3 DO HHH 96.59 74.51 95.44
40°CDI12 | &HH 94.33 58.33 93.3
4 DO & 96.63 74.87 95.26
40°CDI12 | BHA 94.43 58.14 93.68
5 DO B 96.63 74.8 95.33
40°CDI12 | A 94.47 59.79 93.43
6 DO B 96.63 74.25 95.29
40°CD12 | &BH 94.39 58.04 93.41
7 DO B EEOE 96.6 74.31 95.19
40°CD12 | #.)% - REF 94.27 59.18 93.45
8 DO B =FOE 96.56 74.7 95.2
40°CD12 | F%¢ 94.26 59.62 93.56
o DO ki 5| 96.54 73.77 95.47
40°CD12 | EHH 94.38 58.82 93.56
10 DO EH 96.56 75.68 95.5
40°CD12 | JBHH 94.45 59.57 93.71
11 DO pisiz 96.43 75.22 95.02
40°CD12 | &HH 94.47 61.1 195.32
12 DO B - HOE 96.51 73.63 95.02
40°CD12 | #¢ » KEFEKL 93.99 60.51 93.21
3 DEFRK -
98803 T2H - 3L 80 H(BYRRTD)
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[0239] A 12. FEDEHHATERS
BUMETE (3P 100 mg/ml > 10mM SA pHS.5 5 70mg/ml EE8E » 0.4 mg/ml PS20.
5, PS80 /4 h1705-008 &Y% o
[0240] MsERanER 4CHIFSRBEN - ERAR 21 GRER 1 4T
M4 7% PS80 414MBIEHH » SEC « CE ~ iCIEF SEEZ 8L -  TREME R > M PS20
SHHITEAEFERNL - (RIE PS80 (B PS20 - 54N LI H R 5 T EIHEAIA PS80 %
h1705-008 HEX{FRVERREIEH » 84 B2 JThe T -

22 21. h1705-008 4°C FEEHe4E

JE B [§ CE-SDS .
gHAN | B (M) | 4NER SEC (%) iCIEF thiE (%)
(%)
0 7&8H 97.2 94.4 71.2
PS80
4 7 HA 97.6 95.0 71.6
0 7=HH 97.1 94.3 72.7
PS20
4 AREFEN | N/A N/A N/A

it - MEBRIRH - NA SRR -

[0241] 3B 13. DOE jE 3k A

1L 10mM FEHSEE (AA) GBEDY pH - 25 [ BRERINE B R85 84T DOE

(Design of expriment) HEsEs » BT );"Uﬁ:u % pH5.0~5.8 ~ PS80 & ¥

0.2~0.6mg/mL ~ Hife h1705-008 BE 80~120mg/mL » g5t AFIET » B H=E

YRR SIEST 40°C BEBRRINEAZ - DIYMEL « SEC - JEER CE - iCIEF A3V(E
PR EEEF 23 -

98803 B 13H - £ 80 H(RERHED)
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98803

%% 22. DOE [ 7B B BRER i akat
HE57 | pH PS80 (mg/ml) | EBEHE4E (mg/ml)
L 5.8 0.2 80
2 |54 0.6 100
3 5.4 0.4 20
4 5.0 0.2 | g0
S} 5.4 0.2 100
6 5.8 0.6 20
7 5.0 0.2 120
8 5.0 0.6 80
19 5.8 0.6 120
10 54 0.4 120
11 54 | 0.4 100
12 5.0 0.6 120
13 5.8 0.2 120
14 5.0 0.4 100
15 5.8 0.4 100
16 5.4 04 100

SR 7AH - 3t 80 H(BIRE)
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2% 23. DOE R B s

BReER

SEC | iCIEF f+%l& | JE&JR CE-SDS
HL5T (F558 JMNEH
(%) (%) (%) .
DO 28 | 089 63.9 93.8
: 40°C D15 B | 78 49,9 92.5
D0 B | 989 64.5 93.8
2 40°C D15 7&2EH 97.5 49.8 92.9
DO EHH | 989 64.3 94.0
? 40°C D15 = | 97.6 49.6 92.2
DO BH | 99.0 63.6 93.9
* 40°C D15 BHH | 9717 50.3 92.4
DO B | 98.9 634 938
> 40°C D15 B | 9716 49.7 92.2
DO &% | 989 63.5 939
° 40C D15 | BH | 977 51.5 92.4
D0 HEHH | 989 64.3 | 93.7
’ 40°C D15 BH | 976 49.2 92.4
DO B | 99.0 64.4 93.9
° 40CD15 | BHH | 977 49.6 92.3
DO EH | 987 66.2 93.8
’ 40°C D15 | ZBH | 973 50.6 92.4
DO | BHH | 98.8 64.1 93.9
v 40°C D15 BHH | 974 50.9 92.3

98803

15 H - 80 HEHEHRHED
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DO 0 | 98.8 64.5 94.0
1 40°C D15 BHH | 975 50.6 92.4
DO | EH| 990 64.4 937
= 400C D15 | BHH | 976 49.9 923
DO EY | 988 63.7 93.8
. 40CDI5 || 974 | sos 92.6
DO JEH | 99.0 63.6 93.9
1 40°C D15 B | 917 50.9 92.1
DO EHBH | 988 63.0 93.6
15 40°C D15 BHH | 916 511 92 .4
DO S | 98.8 64.9 93.8
° ] e DI5S | ®H | 975 50.0 92.3
5 DERK - |

[0242] &EFEET - SWITINEITED > SEC - CE ~ iCIBF 533 FhE<2% -
<2% ~ & 14% > [EEEZEEN - EITRE B - FILEEEEE 5 IEE 80-
120mg/m1 ’ O.2-0.6mg/ml PS80 » pHS.O-S.S - BB T HEHEE 100mg/ml
0.4mg/ml PS80 > pHS.5 - |

[0243] RlEARY 14. TREMEARRH

BUHEE H AR 100mg/ml > 10mMAApHS.5 » 70 mg/ml FERE » 0.4 mg/ml PS80

HY h1705-008 BUH » BT 4°C ~ 25 CRBEMELE > SR EFE 24 -

[0244]) &ERER - &EMEAT h1705-008 47 SEC ~ CE - iCIEF B84 T

B - B TRRIEEIE 2R - AR T RIEisiEEEE e e e
98803 F 76 H » 4t 80 H(EHERAE)
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SEMEERIT » FT{REE h1705-008 1F 4°C 6 {H 5 RIRIREEHE -

- [0245) = 24.h1705-008 25°C & 4 CRaEHER

JE# R CE-SDS
fERf4: 48 | SEC (%) |iCIEF H{EIE( %)
(%)
TO ZH  198.0 59.8 194.5
25°C -M3  |3BEH | 976 55.2 93.4
25C-Mé6 | 7B3H  |96.7 51.7 91.7
4°C-M3 VS 98.5 59.7 94.6
4C-M6 | BHH | 987 60.0 94.0
2 M#ERH - |

[0246] HERAI 15. BETFoREHYERE
& TR EREFIRERERREC3REER P BIFE LB 100mg/mL > 70mg/
mL & > 0.4mg/mL PS80 Ky h1705-008 HLH - JHIE B e F 418 R B4 84 pH >
SRR 25 - SEREUNEETIRENG © pHIEREV) - ERET RS 30mM B
pH E/NRL 0.1 -

7 25. NERET RS pH &R

98803

[0247] FHI 16. %

ETT7TH 80

BETaE EER-pH | BRI -pH | ApH

10mM 5.50 5.71 0.21

20mM 5.50 5.66 0.16

30mM 5.50 5.59 0.09
R E e E

H(EHREE)
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S TR BB R A 100mg/nL » & 30mM
AAPHS.5 » 0.4mg/mIPS80 £ h1705-008 B » I BIARE » LEEHF 26 -
- [0248) 4EEEET  EHEERER 70-75mg/ml i% » SHEBRN ST SHE
(290-310mosm) ; FR{E 70mg/ml FI1 73mg/ml 4138 BREHEHEE - R R
Tome/ml B BIBEETTEREEE - 3v00moAsm °

[0249] % 26. h1705-008 R[EHE L I75 B BEHI

Mg (mg/ml)| 70 73 75
BiERER (mosm) | 290 306 310

[0250] SHIELBY 17. SUFIRE MR
BEEG /%’E-fﬁz, 100mg/mL » & 30mM AA pH5.5 > 72mg/ml EF 5 -
0.4mg/mIPS80 FY h1705-008 %%EH.’ %,Egﬁ ACK 25CEBEM - %%ﬁ% 27 - &5
FEUR - SUBRRETT h1705-008 U] SEC ~ CE ~ IEC I8 T - {8 TR ISTE
AREZEIE - 4CHREF T SRR S L - SR TS E T -

Z= 27. h1705-008 SEUHiE B M

: JE B JE CE-SDS
362 | 9NE | SEC (%) |IEC Hil& (%)
' : (%)
TO BHE | 98.4 63.5 97.6
25°C-M3 |N/A |96.8 55.0 96.5
4°C -M3 =HH (984 61.9 97.3

it P MPBoRH » TRRIFRE] - NARRRANE -

98803 2 78 H » 3£ 80 H(ZUHREE)
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[0251] Al 18. HEmEEEERC S
A A A BB SR AGYL 1L-S AR - 1 (LRI
(1) Img/ml$iIL-5 5% (h1705-008) - 72 mg/ml RERE » 0.4me/ml AYESLL]
ZiHEES 80 » A1 pH 5.5 #Y 10 mM FERL-BEELSNERETH ;
(2) 100mg/ml$; IL-5 5 (h1705-008) - 72mg/ml EHE » 0.4 mg/m] (Y%
LLIFLEEES 80 » A pH & 5.5 9 20 mM FAH5-BERA Shas E ;
(3 ) 120mg/ml H7 IL-5 H18& (h1705-008) » 72 mg/ml EERE > 0.4 mg/ml Y ES
([IFLE2EE 80 > 71 pH /% 5.5 HY 40 mM FERE-FERL S4B BRI
| (4) 100mg/ml $7 IL-5 Hi A& (h1705-008) - 80 mg/ml FEHE » 0.6 mg/ml FYEX
[LIFLEZERS 80 » A1 pH & 5.0 AY 30 mM BETE-BERE SRS ;
(5) 80mg/ml $; IL-5 5% (h1705-008) » 75mg/ml FEE » 0.6 me/ml FYEELL]
SUESS 80 » 1 pH & 5.4 19 20 mM BSES- RS S0 E]
( .6) 100mg/ml $7, IL-5 }fﬁj‘% (h1705-008) - 80 mg/ml F¥HE » 0.4 mg/ml BB
LIZLEZRS 80 - F1 pH & 5.5 BY 30 mM BEES-EERG S S E |
(7) 90mg/ml' PLIL-5 Hife (h1705-008) » 74 mg/ml FEHE > 0.5 mg/ml Y5
[LBUET 80 » 1 pHUE 5.6 K 25 mM SES HERRS SRR ;
(8) 90mg/ml HT. IL-5 Hig& (h1705-008) - 76 mg/ml EENE > 0.3 mg/ml FYES
- LUZLESERS 80 - A pH £ 5.4 BY 35 mM BERE-BEES S4B TR
(9) 80mg/ml $7, IL-5 H1E& (h1705-008) > 72 mg/ml EEHE 0.4mg/ml FYEX11]
SURSTRS 80 » 0 pH Ay 5.6 7 30 mM FL-FSEE AT
(10) 100mg/ml $7 IL-5 18 (h1705-008) - 72 mg/ml FEHE > 0.4 mg/ml By

FLLBLEERE 80 o A1 pH B 5.5 1Y 40 mM BLES-RERS o=@ ;
98803 ET9HE - 380 H(BHHREE)
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(10) 100mg/ml #i IL-5 £78& (h1705-008) » 80 mg/ml EF#E > 0.4 mg/ml FY
B LLBUEERS 80 » I pH & 5.5 {17 40 mM BEH%-HERESNAEEH] -

[0252) FFERGSERTNE - LIRMUBIRL /740 TL-5 Hras UMy B B aoiase
M - BIEFRR TL-5 S AsBeyiaay .

[0253) B 19. 3 IL-5 AR BUmIE sEs

6 pHS.5 Hy 30mM RS ERASAEUTNE - BUGE 72meml FERE - 0 4memi 55

LLIFLEEES 80 M4 IL-5 HiBSHERE B 100mg/ml K7 h1705-008 %ﬁ:ﬁ%@%ﬁﬂ > HFDLAELL
2. 15SmLAEEFEA 6 mL FEARIRA » 85 AHESRE - JHES o MESTEFE BTEE - —X
HEMRTI S o AUZTRRFRATA » EZEISE - S T REAT R L, - 6
SELSHE > (A A T LA -

< 28. BIRIHY REZ T BR

R TERS | BERE (C) | EZ2E (mBar)
5 N/A

AR
45 N/A

e G7AS 27 0.1

. 25 | 0.1

R

25 0.01

#f * N/A (Not applicable ) FRAFE EAHEH
Gz |

Riiin

VFARY)

98803 % 80 F » 3L 80 H(BUHREE)
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<110>
<120>
<130>
<150>

[F7i%]
IRRIE BB MEE MATRAT] . B EREIEATRAT
BEL IL-5 P B gE/E i K H A iR
702030CPCT
201910249953. 4

<151>

2019-03-29

<160>
<170>

<210>
<211>
<212>
<213>

<220>

<2215
<223>

<400>

92

SIPOSequencelisting 1.0
1

140

PRT
ATF%|(Artificial Sequence)

ik
e his A IL-5 BREELFS] (rhiL-5-his)

1

Met Arg Met Leu Leu His Leu Ser Leu Leu Ala Leu Gly Ala Ala Tyr

1

5 10

15

Val Tyr Ala Ile Pro Thr Glu Ile Pro Thr Ser Ala Leu Val Lys Glu

20 25 30

Thr Leu Ala Leu Leu Ser Thr His Arg Thr Leu Leu Ile Ala Asn Glu

35 40 45

Thr Leu Arg Ile Pro Val Pro Val His Lys Asn His Gln Leu Cys Thr

80
95

50 55 60
Glu Glu Ile Phe Gln Gly Ile Gly Thr Leu Glu Ser Gln Thr Val Gln
65 70 75
Gly Gly Thr Val Glu Arg Leu Phe Lys Asn Leu Ser Leu Ile Lys Lys
85 90
Tyr Ile Asp Gly Gln Lys Lys Lys Cys Gly Glu Glu Arg Arg Arg Val
100 105 110
Asn Gln Phe Leu Asp Tyr Leu Gln Glu Phe Leu Gly Val Met Asn Thr
115 120 125
Glu Trp Ile Ile Glu Ser His His His His His His
130 135 140
210> 2
<211> 140
<212> PRT
213> AIF%I(Artificial Sequence)
<220>
<221> BK
{223> % his HERAVEEER: 1L-5 BREBF5
<400> 2

Met Arg Met Leu Leu His Leu Ser Leu Leu Ala Leu Gly Ala Ala Tyr

1

5 10

16

Val Tyr Ala Ile Pro Thr Glu Ile Pro Ala Ser Ala Leu Val Lys Glu

20 25 30

98803-B1 £43HK B1H 45 HFYFR)

5 109110556 SEEFeR %
1134 4 H 30 HIEESHBRE
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Thr Leu Ala Leu Leu Ser Thr His Arg Thr Leu Leu Ile Ala Asn Glu
‘ . 35 40 45
N Thr Leu Arg Ile Pro Val Pro Val His Lys Asn His Gln Leu Cys Thr
50 55 60
Glu Glu Ile Phe Gln Gly Ile Gly Thr Leu Glu Ser Gln Thr Val Gln
- 65 70 75 -80
Gly Gly Thr Val Glu Arg Leu Phe Lys Asn Leu Ser Leu Ile Lys Lys
85 90 95
Tyr Ile Gly Gly Gln Lys Lys Lys Cys Gly Glu Glu Arg Arg Arg Val
100 ' 105 110
Asn Gln Phe Leu Asp Tyr Leu Gln Glu Phe Leu Gly Val Met Asn Thr
. - 115 120 125
Glu Trp Ile Ile Glu Ser His His His His His His
130 v 135 140

<210> 3

<211> 119

<212> PRT

213> ATLF%|(Artificial Sequence)

<220>
<221> Bk
<223> # his HEEAY/INR IL-5 IEEERF5

<400> 3
Met Glu Ile Pro Met Ser Thr Val Val Lys Glu Thr Leu Thr Gln Leu
1 5 10 15
Ser Ala His Arg Ala Leu Leu Thr Ser Asn Glu Thr Met Arg Leu Pro
20 25 30
Val Pro Thr His Lys Asn His Gln Leu Cys Ile Gly Glu Ile Phe Gln
35 40 45
Gly Leu Asp Ile Leu Lys Asn Gln Thr Val Arg Gly Gly Thr Val Glu
50 55 60
Met Leu Phe Gln Asn Leu Ser Leu Ile Lys Lys Tyr Ile Asp Arg Gln
65 70 75 80
Lys Glu Lys Cys Gly Glu Glu Arg Arg Arg Thr Arg Gln Phe Leu Asp
85 90 95
Tyr Leu Gln Glu Phe Leu Gly Val Met Ser Thr Glu Trp Ala Met Glu
100 105 110
Gly His His His His His His
115

210> 4

211> 119 _

<212> PRT _ -

213> ATLFF%(Artificial Sequence)

220>
221> BK
223> # his EERIKER IL-5 BEREFS] -

<400> 4
Met Glu Ile Pro Met Ser Thr Val Val Lys Glu Thr Leu Ile Gln Leu
1 5 10 15

Ser Thr His Arg Ala Leu Leu Thr Ser Asn Glu Thr Met Arg Leu Pro
08803 2 » 345 HEFFIR)
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20

25

30

Val Pro Thr His Lys Asn His Gln Leu Cys Ile Gly Glu Ile Phe Gln

35

Gly Leu Asp Ile Leu Lys Asn Gln Thr Val Arg Gly Gly Thr Val

50

55

40

60

45
Glu

Ile Leu Phe Gln Asn Leu Ser Leu Ile Lys Lys Tyr Ile Asp Gly Gln

65
Lys Glu Lys Cys

Tyr Leu Gln Glu
, 100

Val His His His
115

<210> b

<211> 560
<212> PRT
<213>

<2205
<2215
<223>

RX

<400> b

Asp Leu Leu Pro
1

Thr Ile Val
' 20

Gln

Lyé

Asp
35
Ala

Asn Pro

Asn Pro
50

Cys

Ile

Lys Val Thr

65
Ile Leu Gln Asn
Ala
100

Thr

Glu Leu His
Thr
115

Val

Thr Cys

Gln
130
Asp

Tyr Ser

Glu Thr Gln

145
Glu Gln

Cys Glu

Phe Arg
180

Asn

Trp Pro
Val
195
Phe

Val Leu

Leu Ala
210
Thr

Gln

Val Ala Glu

225
Pro

Val Ser Ala

98803

70

75

80

Gly Glu Glu Arg Arg Lys Thr Arg His Phe Leu Asp

85

Phe Leu Gly Val Met Ser Thr Glu Trp Ala Met

His His His

Asp
5
Thr
Glu
Lys
Ile
Asp
85
Pro
Asn
Leu
Tyr
Tyr
165
Thr
Gly
Leu

Ile

Phe
245

Glu
Gly
Gln
Glu
Leu
70

His
Pro
Thr
His
Phe
150
Ser
Phe
Ser
His
Glu

230
Pro

Lys
Leu
Arg
Asp
55

His
Ser
Gly
Thr
Cys
135
Leu
Lys
Ile
Ser
Ala
215
Gly

Ile

Ile
Ala
Asn
40

Asp
Lys
Leu
Ser
Glu
120
Thr
Tyr
Asp
Leu
Lys
200
Ile
Thr

His

106

ATLF%](Artificial Sequence)

Ser
Gln
25

Val
Tyr
Gly
Leu
Pro
105
Asp
Trp
Tyr
Thr
Ser
185
His
Asp
Arg

Cys

90

A& A Fo FERBUN IL-5 o SERRIRERR 5

Leu Leu Pro
10
Val Leu Leu

Asn Leu Glu

Glu Thr Arg
60
Phe Ser Ala
75
Ala Ser Ser
90
Gly Thr Ser

Asn Tyr Ser

Leu Val Gly
140
Arg Tyr Gly
155
Leu Gly Arg
170 '
Lys Gly Arg

Ser Ala Ile

Gln Ile Asn
220
Leu Ser Ile
235
Phe Asp Tyr
250

95
Glu
110

Pro Val Asn Phe
15
Gln Trp Lys
30
Tyr Gln Val
45

Ile Thr Glu

Pro
Lys
Ser

Ser Val Arg Thr
80
Trp Ala Ser Ala
95
Ile Val Asn Leu
110

Arg Leu Arg Ser
125

Thr Asp Ala Pro

Ser Trp Thr Glu
160

Asn Ile Ala Cys

175
Asp Trp Leu Ala
190

Arg Pro Phe Asp

205

Pro Pro Leu Asn

Gln Trp Glu Lys

240

Glu Val Lys Ile
255

B3R HASHEFIR
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His
Ala
Arg
Trp
305
Glu
His
Val
Thr
Glu
385
Lys
Ser
Lys
Ile
Pro
465
Leu
Asn

Ser

Arg

Asn
Phe
Ala
290
Ser
Trp
Thr
Phe
Pro

370
Val

Thr-

Val
Cys
Ser
450
Pro
Val
Gly
Asp

Trp
530

Thr
Ile
275
Ala
Gln
Ile
Cys
Leu
355
Glu
Lys
Lys
Leu
Lys
435
Lys
Ser
Lys
Gln
Gly

515
Gln

Leu His Asn

545

<210>
<21
212>
- <213>

<2207
<221>
<223>

6
118
PRT

Arg Asn Gly

260
Ser

Val
Pro
Glu
Pro
340
Phe
Val
Phe
Pro
Thr
420
Val
Ala
Arg
Gly
Pro
500
Ser

Gln

His

Ile
Ser
Ile
Gly
325
Pro
Pro
Thr
Asn
Arg
405
Val
Ser
Lys
Asp
Phe
485
Glu
Phe
Gly

Tyr

Ile
Ser
Tyr
310
Arg
Cys
Pro
Cys
Trp
390
Glu
Leu
Asn
Gly
Glu
470
Tyr
Asn
Phe

Asn

Thr
550

Tyr Leu Gln Ile Glu Lys Leu Met Thr Asn

Asp
Met
295
Val
Met
Pro
Lys
Val
3756
Tyr
Glu
His
Lys
Gln
455
Leu
Pro
Asn
Leu
Val

535
Gln

/INER, (Mus musculus)

mAb1705 FRUR E 5% Rl B[R,

<400> 6
Glu Val Gln Leu Val Glu Ser Gly

1

5

Asp
280
Cys
Gly
Asp
Ala
Pro
360
Val
Val
Gln
Gln
Ala
440
Pro
Thr
Ser
Tyr
Tyr
520
Phe

Lys

Ser Leu Lys Leu Ser Cys Thr Ala

Tyr Met Ala Trp Val Arg Gln Ala

Thr Ser Ile Ser Tyr Glu Gly Asp

98803

35

20

40

265 270
‘Leu Ser Lys Tyr Asp Val Gln Val
285
Arg Glu Ala Gly Leu Trp Ser Glu
300
Asn Asp Glu His Lys Pro Leu Arg
315 320
Glu Pro Lys Ser Cys Asp Lys Thr
330 335
Pro Glu Leu Leu Gly Gly Pro Ser
345 350
Lys Asp Thr Leu Met Ile Ser Arg
365
Val Asp Val Ser His Glu Asp Pro
380
Asp Gly Val Glu Val His Asn Ala
395 400
Tyr Asn Ser Thr Tyr Arg Val Val
410 415
Asp Trp Leu Asn Gly Lys Glu Tyr
425 430
Leu Pro Ala Pro Ile Glu Lys Thr
445
Arg Glu Pro Gln Val Tyr Thr Leu
_ 460
Lys Asn Gln Val Ser Leu Thr Cys
475 ‘ 480
Asp Ile Ala Val Glu Trp Glu Ser
490 495
Lys Thr Thr Pro Pro Val Leu Asp
505 510
Ser Lys Leu Thr Val Asp Lys Ser
525
Ser Cys Ser Val Met His Glu Ala
540
Ser Leu Ser Leu Ser Pro Gly Lys
555 560

Gly Gly Leu Val Gln Pro Gly Arg
10 15
Ser Gly Phe Thr Phe Ser His Tyr
25 30
Pro Lys Lys Gly Leu Glu Trp Val
45
Ile Thr Tyr Tyr Gly Asp Ser Val

FAH FASH(FIIR)
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b0

65

5b

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn

70

60
Ala Lys Ser Thr
75

Leu GIn Met Asn Ser Leu Arg Ser Glu Asp Thr Ala Thr Tyr

85 90

. Ala Ser Gln Thr Leu Arg Glu Ser Phe Asp Tyr Trp Gly Gln

100 : 105

) Met Val Thr Val Ser Ser

<210>
- 211>
<2127
<213>

<220>

221>
223>

<400>

115

7

107

PRT

/INE (Mus musculus)

FETEIR
mAb1705 FRIRERGE AR

7

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser

1

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser

5 10

20 25

Leu Ser Trp Tyr Gln Gln Lys Ile Ala Arg

35 40

Tyr Gly Thr Ser Asn Leu Glu Val Gly Val

50

55

Ser Arg Ser Gly Ser Asp Tyr Ser Leu Thr

65

70

Glu Asp Thr Gly Ile Tyr Phe Cys Leu Gln

<210>
211>

85 90
Thr Phe Gly Gly Gly Thr Arg Leu Glu Leu
100 A 105
8
118
PRT

212>
<213>

<220>

<221>
223>

<400>

/NE, (Mus musculus)

FEAE
mAb1706 FJREHE v 51

8

Glu Val Gln Leu Val Glu Ser Gly Gly Gly

1

5 10

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly

20 25

Tyr Met Ala Trp Val Arg Gln Ala Pro Lys

35 40

Thr Ser Ile Asn Tyr Glu Gly Asn Ser Ala

50

55

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn

65

98803

70
FSH

110

Met Ser Val Ser

Gln Asp Ile Ala
30
Ser Pro Lys Leu
45
Pro Ser Arg Phe
60

Ile Asn Thr Leu
75

Asp Lys Glu Phe

Lys

Leu Val Gln Pro

Phe Thr Phe Ser
30
Lys Gly Leu Glu
45
Tyr Tyr Gly Asp
60

Ala Lys Ser Thr
75

45 H(F5IR)

Leu Tyr
80

Tyr Cys

95

Gly Val

Leu Gly
15
Asn Tyr

Val Ile
Ser Gly

Glu Ser
80

Pro Arg
95

Gly Arg
15

His Tyr
Trp Val
Ser Val

Leu Tyr
80



1853912

L g

Leu Gln Mét Asp Ser Leu Arg Ser Glu Asp Thr Ala Thr Tyr Tyr Cys

85

90

95

Ala Thr Glu Thr Leu Arg Glu Ser Leu Asp Tyr Trp Gly Gln Gly Val

Met Val Thr Val Ser Ser
115

<210> 9

<211> 107
<212> PRT
<213>

<220>

221>
<223>

<400> 9

100

rEfEE ,
mAb1706 FRJREEEE AT IEA S 7 5]

105

/IR (Mus musculus)

Asp Ile Gln Met Thr Gln Ser Pro Ser

1

Asp Arg Val

Leu Ser Trp
35
His Ser Ala
50
Ser Arg Ser
65
Glu Asp Pro

Thr Phe Gly

<210> 10

<211> 119
<212> PRT
<213>

<2205
221>
223>

<400> 10
Gln Val Lys
1

Ser Val Lys

Leu Ile His
35
Gly Tyr Ile
50
Lys Ser Lys
65
Met Glu Phe

Ala Arg Asp

98803

5
Thr Ile
20

Tyr Gln Gln Lys Leu Gly

Ser Asn
Gly Ser

Gly Ile

85
Gly Gly
100

g
mmmoﬁﬁi%ﬂ%@#ﬂ

Leu

5
Met Ser
20
Trp Val

Asn Pro

Ala

Arg
85
Gly

Arg

Gly

Thr

Leu
Asp
70

Tyr

Thr

Cys
Lys
Tyr
70

Leu

Tyr

Cys Arg Ala
25

40
Glu Val Gly
55
Tyr Ser Leu

Phe Cys Leu

Lys Leu Glu
105

/N, (Mus musculus)

Leu Gln Ser Gly Ala

Lys Ala Ser
25
Gln Ser Gln
40
Ser Gly Gly
55

Thr Leu Thr Val Asp

Thr Phe Glu

110

Ser Met Ser Val Ser Leu Gly

10
Ser

Lys
Val

Thr

Gln

90
Leu

Ala
10

Asp
Gly
Thr
Lys

Asp
90

Gln Asp Ile

Ser Pro Lys
45
Pro Ser Arg
60
Ile Asn Thr
75
His Lys Gln

Lys

Leu Val Lys
Tyr Thr Phe

Arg Ser Leu
45
Val Tyr Asn
60
Phe Ser Ser
75
Ser Ala Ile

Ser Asp Pro Leu Asp Tyr Trp
B 6H  HASHFTIR)

15
Gly Asn Tyr
30
Leu Met Ile

Phe Ser Gly

Leu Glu Ser

80

Phe Pro Arg
95

Pro Gly Asp
15

Thr Glu Tyr

30

Glu Trp Ile

Glu Lys Phe

Thr Ala Tyr
80
Tyr Tyr Cys
95
Gly Gln Gly



1853912

100

105

Val Met Val Thr Val Ser Ser

115

<210>
211>
<212>
213>

11
106
PRT

<220>
221>
<223>

FratEk

<400> 11

Asp Thr Val Leu Thr Gln Ser Pro Ala Leu Ala Val

1

Arg Val Ser Ile
20

His Trp Tyr Gln

35
Lys Ala Ser Asn
50

Gly Ser Gly Thr

65

Asp Ala Ala Thr

Phe Gly Gly Gly
100

<210>
<211>
212>
<213>

12
116

PRT

N (Mus

<220>
221>
<223>

RN

<400> 12
Glu Val Gln
1
Ser

Leu
Val Thr Leu
20
Ile His Trp

35 '
Arg Ile
50

Gly Lys

Tyr

Gly Asp

Gln Ala
65
Leu

Gln Phe Ser

Phe Gly
100

Ser

Arg Tyr

Thr Val Ser

115

98803

5

Ser
Gln
Leu
Asp
Tyr

85
Thr

/N (Mus musculus)

mAb1780 FIRESHE v AZ[E 75

Cys Arg Ala Ser
25

Gly Gln

40

Gly Val

Lys Pro

-Ala Ser
55

Phe Thr

70

Phe Cys

Leu Thr

Gln Gln

Glu Leu

105

Lys Leu

musculus)

Gln
Ser
Val
Pro
Thr
Ser

85
Ile

mAb1773 BRI ESE v & 5

Gln Ser Leu Ala

Cys Thr Ala Ser
25
Lys Gln Arg Pro
40
Ala Asn Gly Asp
55

Ile Thr Ala Asp
70

Leu Thr Ser Glu

Tyr Pro Asp His
105

Ser
10
Glu Gly Leu Thr

Leu
45
Phe

Gln Pro Lys

Pro Ala Arg
60
Ile Asp Pro
75
Asn Trp Asn Asp
90
Lys

Val

Glu Leu Val
10
Gly Phe Asn

Arg
Ile

Glu Gln Gly Leu
45
Thr Lys His Gly
60
Ser Ser
75

Thr Ala

Thr Asn

Asp Ile

90
Trp

Gly Gln Gly

F1R > HALSEFIR)

110

Pro
Ser
30

Leu
Ser

Glu

Pro

Pro
Lys
30

Glu
Pro
Thr
Tyr

Thr
110

Gly Glu
15
Tyr Met

Ile Tyr
Gly Ser

Ala Asp
80
Trp Thr

Gly Ala
15
Asn Thr

Trp Ile
Lys Phe

Ala Tyr
80

Tyr Cys

95

Pro Leu



1853912

<210>
211>
<212>
<213>

13

106

PRT
/N (Mus

<2205
221>
<223>

AR

<400> 13

Gln Ile Val Leu Thr Gln Ser Pro

1
Glu Lys Val Thr
20
Tyr Trp Tyr Gln
- 35
Leu Thr Ala Thr
50

Gly Ser Gly Thr
65

Asp Ala Ala Thr

Phe Gly Gly Gly
100

<210>
<211>
<212>
<213>

14
120
PRT
/IR Mus

<220>
221>
<223>

AR

<400> 14

Gln Val Lys Leu

1 .

Ser Val Lys Met
20

His Trp

35

Phe Asn

I1le Tle

Gly Tyr
50 :
Lys Arg Lys Ala
65
Leu Glu Phe Ser
Gly Arg Arg Ile
100
Met Val

115

Gly Thr

<210> 15
211> 107

68803

musculus)

5
Met Thr Cys

Gln Lys Pro

Leu Ala Ser
55
Ser Phe Ser
70 .
Tyr Tyr Cys
85
Thr Lys Leu

musculus)

Leu Gln Ser
5
Ser Cys Lys

Val Lys Gln
Ser
55

Thr

Pro Asn

Thr Leu
70

Arg Val

85

Ala Trp

Thr
Asp

Thr Val Ser

mAb1773 FEIRERGE R 24 Fr5|

Ala

Ala
25
Arg Ser
40

Gly Val

Ser

Leu Thr

Gln Gln

Glu Ile

105

mAb1779 FRIR EE 5% v 82 51

Gly Ala

Ala Ser
25
Ser His
40

Gly Gly

Ala Asp

Ser Glu

His Trp
105
Ser
120

Leu Met Ser Ala
10
Ser Ser Ser Val

Pro
45
Phe

Ser Pro Lys

Pro Ala Arg
60
Ile Ser Arg
75
Trp Asn Ser
920
Glu

Met

Tyr

Ala Leu Val
10
Gly Tyr Thr

Lys
Phe
Gly Lys Ser Leu
45
Ser. Asn Tyr Asn
60
Lys Ser Ser
75

Asp Ser Ala
90

Tyr Phe Asp

Ser

Ile

Phe

BIR - ASHFIIR)

Ser Pro Gly
15

Asn Tyr Ile

30

Trp Ile Tyr

Ser Gly Ser

Glu Ala Glu
80
Pro Tyr Thr
95

Pro Gly Asp
15

Thr Asp Tyr

30

Glu Trp Ile

Glu Asn Phe

Thr Ala Tyr
80
Tyr Tyr Cys
95
Trp Gly Pro
110



1853912

<212> PRT
<213> /B (Mus musculus)

<220
<221> FETEIR :
. <223> mAb1779 EBRIRECEE 7] &AW Fr5

<400> 15
- Asp Ile Gln Met Thr Gln Ser Pro Ala Ser Leu Ser Ala Ser Leu Gly
1 5 ‘ 10 15
Glu Thr Val Ser Ile Glu Cys Leu Ala Ser Glu Gly Ile Ser Asn Asp
' 20 .25 30
Val Ala Trp Tyr Gln Gln Lys Ser Gly Arg Ser Pro Gln Leu Leu Val
35 \ 40 45
Tyr Ala Ala Ser Arg Leu Gln Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 . 60
Ser Gly Ser Gly Thr Arg Tyr Phe Phe Lys Ile Ser Gly Met Gln Pro
65 70 75 80
Glu Asp Glu Ala Asp Tyr. Phe Cys Gln Gln Gly Tyr Lys Thr Pro Leu
85 90 95
Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys '
: 100 105

<210> 16

<211> b5

<212> PRT

<213> /PhE (Mus musculus)

<220>
(221> HEMESL
<223> mAb1705 HCDR1

<400> 16 _
His Tyr Tyr Met Ala
1 5

210> 17

211> 17

212> PRT A

<213> /INEL (Mus musculus)

<220>

221> fEHEEL
<223> mAb1705 HCDR2

<400> 17
Ser Ile Ser Tyr Glu Gly Asp Ile Thr Tyr Tyr Gly Asp Ser Val Lys
1 5 10 15

Gly .

<210> 18
211> 9
212> PRT

98803 FIH » X455 HFTID)



1853912

<213> /R Mus musculus)

<220>

221> #HEHEER
<223> mAb1705 HCDR3

> <400> 18
Gln Thr Leu Arg Glu Ser Phe Asp Tyr
1 5

<210> 19

<211> 11

<212> PRT

213> /PNEL (Mus musculus)

<220>
221> FEHEBK
<223> mAb1705 LCDR1

<400> 19
Arg Ala Ser Gln Asp Ile Ala Asn Tyr Leu Ser
1 5 10

<210> 20

211> 7

<212> PRT

<213> /pE (Mus musculus)

{220>
221> FEtELR
<223> mAb1705 LCDR2

<400> 20
Gly Thr Ser Asn Leu Glu Val
1 5 -

210> 21

“<211> 9

<212> PRT

213> /INER (Mus musculus)

(220>
221> HEREMER
<223> mAb1705 LCDR3

<400> 21
Leu Gln Asp Lys Glu Phe Pro Arg Thr
1 5

210> 22

211> 5

<212> PRT

<213> /I (Mus musculus)

98803 F10E » £45H(FIE)



1853912

<220>
221> FEtEIER
<223> mAb1706 HCDRI

<400> 22
’ His Tyr Tyr Met Ala
1 5

210> 23
<211> 17
<212> PRT
<213> /) (Mus musculus)

<220>

221> FEHEEL
<223> mAb1706 HCDR2

<400> 23 .

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

Gly

<210> 24

211> 9

<212> PRT _
<213> /) (Mus musculus)

<220>
221> FEMERR
<223> mAb1706 HCDR3

<400> 24
Glu Thr Leu Arg Glu Ser Leu Asp Tyr
1 5

<210> 25

211> 11

<212> PRT

<213> /1B (Mus musculus)

<2205
221> FERERR
<223> mAb1706 LCDR1

<400> 25
Arg Ala Ser Gln Asp Ile Gly Asn Tyr Leu Ser
1 5 10

<210> 26
211> 7
<212> PRT

98803 F11H X455 HFFIR)



1853912

213> d\ﬁi(Mus musculus)

<220>
221> HEMENE
- <223> mAb1706 LCDR2

g <400> 26
Ser Ala Ser Asn Leu Glu Val
1 5

. <210> 27
211> 9
212> PRT
<213> /B (Mus musculus)

<220> :
221> FEHEnL
<223> mAb1706 LCDR3

<400> 27
Leu Gln His Lys Gln Phe Pro Arg Thr
1 5

<210> 28

211> 5

<212> PRT

<213> /PE (Mus musculus)

<2207

221> FERE
<223> mwAb1780 HCDR1

<400> 28
Glu Tyr Leu Ile His
1 5

<210> 29

Q211> 17

<212> PRT - ‘
213> /ER Mus musculus)

220>
221> FEMEIR
223> mAb1780 HCDR2

<400> 29
Tyr Ile Asn Pro Tyr Ser Gly Gly Thr Val Tyr Asn Glu Lys Phe Lys
1 5 10 15

Ser

<210> 30
<211> 10

98803 £ 12H » £45HIFETIR)



1853912

<212> PRT .
<213> /BB (Mus musculus)

<220
221> FEHEEL
. <223> mAb1780 HCDR3

<400> 30
Asp Gly Gly Tyr Ser Asp Pro Leu Asp Tyr
1 5 10

<210> 31

211> 11

<212> PRT

<213> /]EE (Mus musculus)

<220>
221> HEAEIR
<223> mAb1780 LCDR1

<400> 31 ‘
Arg Ala Ser Glu Gly Leu Thr Ser Tyr Met His
1 5 10

<210> 32

211> 7

<212> PRT

<213> /B Mus musculus)

<220>

<221> FEREIR
<223> mAb1780 LCDR2

<400> 32
Lys Ala Ser Asn Leu Ala Ser
1 5

<210> 33

211> 9

<212> PRT

<213> /PE (Mus musculus)

<2205

221> FEtEmg
<223> mAb1780 LCDR3

<400> 33
Gln Gln Asn Trp Asn Asp Pro Trp Thr
1 5

210> 34
211> 5
{212> PRT

98803 F1BHE LASEHFEVR)



1853912

<213> /pE (Mus musculus)

<220>
221> fETEIR
<223> mAbl773 HCDR1

. <400> 34
Asn Thr Tyr Ile His
1 5

<210> 35

211> 17

<212> PRT

<213> /IE (Mus musculus)

<220
221> fEREIE;
<223> mAb1773 HCDR2

<400> 35

Arg Ile Asp Pro Ala Asn Gly Asp Thr Lys His Gly Pro Lys Phe Gln
1 5 10 15

Gly

210> 36

211> 7

<212> PRT

<213> /PR (Mus musculus)

<220>

221> HEHEIER
<223> mAb1773 HCDR3

<400> 36
Tyr Gly Ile Tyr Pro Asp His
1 5}

210> 37

211> 10

<212> PRT .
<213> /PR (Mus musculus)

<220>
221> FEHEE
<223> mAb1773 LCDR1

<400> 37
Ser Ala Ser Ser Ser Val Asn Tyr Ile Tyr
1 5 10
<210> 38
Q2L 7

98803 £ U4H £ EHFIR)



1853912

¢212> PRT
213> /hE (Mus musculus)

220>
<221> fEHEsk
] <293> mAb1773 LCDR2

<400> 38
- Leu Thr Ala Thr Leu Ala Ser
1 5

<210> 39

211> 9

<212> PRT

<213> /EA (Mus musculus)

{220>
<221> FEHEIE
<223> mAbl1773 LCDR3

<400> 39
Gln Gln Trp Asn Ser Tyr Pro Tyr Thr
1 5 .

210> 40

<211> 5

<212> PRT '
<213> /ME (Mus musculus)

<220>
221> FEkENL
<223> mAbl779 HCDR1

<400> 40

Asp Tyr Ile Ile His
1 5
<210> 41

Q11> 17

<212> PRT
213> /I (Mus musculus)

<2205
221> FEtEIR
<223> mAb1779 HCDR2

<400> 41

Tyr Phe Asn Pro Asn Ser Gly Gly Ser Asn Tyr Asn Glu Asn Phe Lys
1 5 10 15

Arg '

<210> 42

98803 £ ISH £S5 EHFVR)



1853912

211> 11
<212> PRT
<213> /NER (Mus musculus)

<220>
, <221> FEREER
<223> mAb1779 HCDR3'

T, <400> 42
Arg Ile Ala Trp Asp His Trp Tyr Phe Asp Phe
1 5 10

<210> 43

211> 11

<212> PRT

<213> /E (Mus musculus)

<220>

<221> FEHERR
<223> mAb1779 LCDR1

<400> 43
Leu Ala Ser Glu Gly Ile Ser Asn Asp Val Ala
1 b 10

<210> 44

211> 7

<212> PRT

213> /pE (Mus musculus)

<220
221> HEHEE
<223> mAb1779 LCDR2

<400> 44
Ala Ala Ser Arg Leu Gln Asp
1 5

<210> 45

211> 9

<212> PRT

<213> /& (Mus musculus)

<2205
<221> FEREIR
<223> mAb1779 LCDR3

<400> 45

Gln Gln Gly Tyr Lys Thr Pro Leu Thr
1 5

210> 46

<211> 107

98803 E 16 5 A5 HFVR)



1853912

<212> PRT
213> ALFF|(Artificial Sequence)

<220>
221> HEHEN
. <223> h1705_VL.1

<400> 46 _
" Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Ile Ala Asn Tyr
' 20 25 : 30
Leu Ser Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 : - 40 45 _
Tyr Gly Thr Ser Asn Leu Glu Val Gly Val Pro Ser 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 Thr Tyr Tyr Cys Leu Gln Asp Lys Glu Phe Pro Arg
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

210> 47
<211> 107

<212> PRT

213> ATIFR%|(Artificial Sequence)

<220>
221> HERELEL
<293> h1705_VL. 1A

<400> 47
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 b 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Ile Ala Asn Tyr
20 25 _ 30
Leu Ser Trp Tyr Gln Gln Lys Pro Gly Lys Ser Pro Lys Leu Leu Ile
35 40 45
Tyr Gly Thr Ser Asn Leu Glu Val Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Arg 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 Leu Gln Asp Lys Glu Phe Pro Arg
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

<210> 48
211> 107
<212> PRT
213> ATLF%I(Artificial Sequence)

<220>
221> FkHEi

08803 FB1TH £45EHFFIE)



1853912

<223> hl1705_VL. 1B

<400> 48

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly

1

Asp Arg Val Thr Ile Thr Cys Arg Ala

20

5

10
Ser Gln
25

Asp

Leu Ser Trp Tyr Gln Gln Lys Pro Gly Lys Ser Pro

35

Tyr Gly Thr Ser Asn Leu Glu Val Gly

50

Ser Arg Ser Gly Ser Asp Tyr Thr Leu

65

Glu Asp Phe Ala Thr Tyr Phe Cys Leu

Thr Phe Gly Gly Gly Thr Lys Val Glu

<210>
<211>
<212>
213>

49
118
PRT

<220>
221>
223>

<400> 49
Glu Val Gln
1
Ser Leu Arg
Met Ala
35
Ser Ile
50
Lys Gly Arg
65
Leu

Tyr

Ser

Gln Met
Ala

Val Thr
115

Leu

50
118
PRT

<210>
<211>
<212>
<213>

<220>

221>
<223>

98803

100

FEREIE
h1705_VH. 1

Leu
Leu
20

Trp
Ser
Phe
Asn

100
Val

A
h1705_VH. 1A

85

Val
5

Ser
Val
Tyr
Thr

Ser
85

Lys Gln Thr Leu Arg Glu

Ser

40
55

70

Glu Ser Gly

Cys Ala Ala
Arg GIln Ala
40
Glu Gly Asp
55
Ile Ser
70.
Leu Arg

Arg
Ala
Ser

Ser

Val Pro

Thr Ile

75
Gln Asp
90 :
Ile Lys
105

AT (Artificial Sequence)

Gly Gly Leu
10

Ser Gly Phe

25

Pro Gly Lys

Ile Thr Tyr

Asp Asn Ser
75
Glu Asp Thr
90
Phe Asp Tyr
105

ALFFF](Artificial Sequence)

Ser
60
Ser

Lys

Val
Thr
Gly
Tyr
60

Lys

Ala

Trp

15
Ile Ala Asn Tyr
30 _
Lys Leu Val Ile
45
Arg Phe Ser Gly
Gln Pro
80
Glu Phe Pro Arg
- 95

Ser Leu

Gln Pro Gly Gly
- 15
Phe Ser His Tyr
30
Leu Glu
45

Gly Asp

Trp Val

Ser Val

Asn Thr Leu Tyr
80

Tyr Cys

95

Gly Thr

Val Tyr

Gly Gln
110

F1BBH #A5SH(FFIR)
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<400> . 50

1
Ser Leu Arg

. Tyr Met Ala
35
Ser Ser Ile
50
Lys Gly Arg
65
Leu Gln Met

Ala Ser Gln

Val Thr
115

Leu

<210>
211>
<212>
<213>

51
118
PRT

<220>
221>
<2235

<400> 51
Glu Val Gln
1
Ser Leu Arg
Met Ala
35

Ser Ile
50

Gly Arg

Tyr
Thr

Lys
65
Leu Gln Met

" Ala Ser Gln

Val Thr
115

Leu

<210>
<2115
<212>
<213>

52
330
PRT

<220>
<2215
223>

<400> 52

98803

Glu Val Gln

Leu Val Glu Ser Gly Gly
5 . .
Leu Ser Cys Ala Ala Ser
20 25
Trp Val Arg Gln Ala Pro
40
Ser Tyr Glu Gly Asp Ile
‘ 55
Phe Thr Ile Ser Arg Asp
70
Asn Ser Leu Arg Ala Glu
85 .
Thr Leu Arg Glu Ser Phe
100 105
Val Ser Ser

ANIF%](Artificial Sequence)

AR
h1705_VH. 1B

Leu Val
)
Leu Ser
20
Trp

Glu Ser Gly Gly

Cys Ala Ala Ser
25
Arg Gln Ala Pro
40
Glu Gly Asp Ile
55

Ile Ser Arg Asp
70

Leu Arg Ala Glu

Val

Ser Tyr

Phe Thr
Asn Ser
85
Thr Leu
100
Val

Arg Glu Ser Phe
105

Ser Ser

ANTF%|(Artificial Sequence)

e
EfE 16l EERE

Gly Leu Val
10
Gly Phe Thr

Gly Lys Gly

Thr Tyr Tyr
60
Asn Ser Lys
75
Asp Thr Ala
90
Asp Tyr Trp.

Gly Leu Val
10
Gly Phe Thr

Gly Lys Gly
Thr Tyr Tyr
' 60
Asn Ser Lys

75
Asp Thr
90
Asp Tyr

Ala

Trp

Gln Pro

Phe Ser
30

Leu Glu

45

Gly Asp

Asn Thr
Val Tyr

Gly Gln
110

Gln Pro

Phe Ser
30

Leu Glu

45

Gly Asp

Asn Thr
Thr Tyr

Gly Gln
110

FH FHASEFIR)

Gly Gly
15
His Tyr

Trp Val
Ser Val
Tyr

80
Cys

Leu

Tyr
95

Gly Thr

Gly
15
His

Gly
Tyr

Trp Val

Ser Val

Leu Tyr
80
Tyr Cys
95

Gly Thr



1853912

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15
Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30
Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
. 35 40 45
Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 55 60
Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
- 65 70 75 80
Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
-85 90 95
Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 B 105 110
Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125
Lys Pro Lys Asp Thr Leu Tyr Ile Thr Arg Glu Pro Glu Val Thr Cys
130 135 140
Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 - . 150 155 160
Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175
Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 . 185 190
His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 ' 200 205
Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
' 210 2156 : 220
Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
225 230 235 240
Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255
Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270
Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285
Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300
Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320
Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

210> 53

211> 107
212> PRT
213> ATLF%|(Artificial Sequence)

<220>
<221> FEAELR
<223> #%§% kappa EERE

<400> 53
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10 ‘15

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
98803 FE20H  £45HEFIIR



1853912

20
Tyr Pro Arg Glu
35
Ser Gly Asn Ser
50
Thr Tyr Ser Leu
65

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser

, 25
Ala Lys Val Gln Trp Lys
40
Gln Glu Ser Val Thr Glu Gln Asp
b5 60
Ser Ser Thr Leu Thr Leu Ser Lys
- 70 75

Val Asp

85 90
Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105
<210> b4
211> 107
<212> PRT
213> AILFF|(Artificial Sequence)
<220>
221> fEREIN
<223> hl706_VL.1
<400> b4
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser
1 5 10
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Asp
20 25
Leu Ser Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro
35 40
Tyr Ser Ala Ser Asn Leu Glu Val Gly Val Pro Ser
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
65 70 : 75
Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln His Lys
85 , 90
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
<210> 55
<211> 107
<212> PRT
213> ATF#(Artificial Sequence)
220> -
<221> #EHEER
<223> h1706_VL. 1A
<400> 55

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser
isp Arg Val Thr ile Thr Cys Arg Ala égr Gln Asp
Leu Ser Trp %gr Gln Gln Lys Pro é?y Lys Ser Pro
Tyr Ser i?a Ser Asn Leu Glu 321 Gly Val Pro Ser

50 55 60

98803

30
Asn Ala Leu
45
Ser Lys Asp

Gln
Ser

Glu
80
Ser

Ala Asp Tyr

95

Ala Ser Val
15

Gly Asn

30

Leu Leu

Gly

Tle Tyr

Lys Ile

45

Arg Phe Ser Gly

Ser Leu Gln Pro

80

Phe Pro Arg
95

Gln

Ala Ser Val Gly
15
Ile Gly Asn Tyr
30
Lys Leu Leu Ile
45
Arg Phe Ser Gly

21 R » 45 H(FFIFR)



1853912

65

<210>
211>

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro

70 75 80
: Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln His Lys Gln Phe Pro Arg
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
b6
107
PRT

- <212>
- <213>

£220>

221>
223>

<400>

ANLFF|(Artificial Sequence)

AR
h1706_VL. 1B

56

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly

1

5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Ile Gly Asn Tyr

20 25 30

Leu Ser Trp Tyr Gln Gln Lys Pro Gly Lys Ser Pro Lys Leu Met Ile

50

65

<210>
<211>

35 40 45
Tyr Ser Ala Ser Asn Leu Glu Val Gly Val Pro Ser Arg Phe Ser Gly
55 60
Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gln Pro
70 75 80
Glu Asp Phe Ala Thr Tyr Phe Cys Leu Gln His Lys Gln Phe Pro Arg
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

57

118

PRT

<212>
<213>

<220>

<221>
<223>

<400>

/\]ZFF?U(Artificial Sequence)

AR
h1706_VH. 1

57

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser His Tyr

20 25 30

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

35 40 45

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

50

55 60

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

65

70 75 80

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

85 90 95

Ala Lys Glu Thr Leu Arg Glu Ser Leu Asp Tyr Trp Gly Gln Gly Thr

98803

BR2E FASEFIR)



1853912

.

100

Met Val Thr Val Ser Ser

115

<210> 58
<211> 118
<212> PRT
<213>

<220>
<2215
<223>

AR

<400> 58

h1706_VH.

1A

105

ANILFF#(Artificial Sequence)

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val

1

20

5

10

Ser Leu Arg Leu Ser. Cys Ala Ala Ser Gly Phe Thr

25"

Tyr Met Ala Trp Val Arg Gln Ala Pro Gly Lys Gly

35

Ser Ser Ile Asn Tyr Glu Gly Asn Ser Ala Tyr Tyr

50

60

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

65

70

75

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala

85

90

Ala Thr Glu Thr Leu Arg Glu Ser Leu Asp Tyr Trp

100
Met Val Thr Val
115

<210> 59

<211> 118
<212> PRT
<213>-

<220>
221>
<223>

Rt
h1706_VH.

<400> 59

Glu Val Gln Leu

1

Ser Leu Arg Leu

20

Tyr Met Ala Trp
35

Thr Ser Ile Asn

50
Lys Gly Arg Phe
65

Leu GIn Met Asn

Ala Thr Glu Thr

100

98803

Ser Ser

1B -

Val Glu
5
Ser Cys

Val Arg
Tyr Glu

Thr Ile
70

Ser Leu

85

Leu Arg

105

ALK (Artificial Sequence)

Ser Gly Gly Gly Leu Val

10

Ala Ala Ser Gly Phe Thr

25

‘Gln Ala Pro Gly Lys Gly

Gly Asn Ser Ala Tyr Tyr

60

Ser Arg Asp Asn Ser Lys

75

Arg Ala Glu Asp Thr Ala

90

105

110

Gln Pro

Phe Ser
30

Leu Glu

45

Gly Asp

Asn Thr
Val Tyr

Gly Gln
110

Gln Pro

Phe Ser
30

Leu Glu

45

Gly Asp

Asn Thr

Thr Tyr

Glu Ser Leu Asp Tyr Trp Gly Gln

110

F23E 245 HOEVE)

Gly
15

His
Trp

Ser

Leu

Tyr
95
Gly

Gly
15

His
Trp
Ser
Leu
Tyr

95
Gly

Gly
Tyr
Val
Val
Tyr
80

Cys

Thr

Gly
Tyr
Val
Val
Tyr
Cys

Thr
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Met Val

<2100
<211>
<212>
<213>

<220>
<221>
223>

. <400>
Glu Ile
1
Glu Arg
Met His

Tyr Lys

50

Ser Gly

65

Glu Asp

Thr Phe

<210>
211>
212>
<213>

<220>
<221>
<223>

- <4000
Asp Thr
1
Glu Arg

Met His
Lys
50
Gly

Tyr

Ser
65
Glu Asp

Thr Phe

<210>
<211>

98803

Thr Val Ser Ser
115

60

107

PRT

ALFF)(Artificial Sequence)

h1780_VL. 1

60

Val Leu Thr Gln Ser Pro Ala
. 5 ‘
Leu Ser Arg Ala
25

Gly

Thr
.20
Tyr

Ala Cys

Pro
40
Ser

Trp
35
Ala

Gln Gln Lys

Ala
55
Phe

Ser Asn Leu Gly

Gly Thr Asp Thr Leu

70
Val Tyr
85

Gly Thr

Ser

Phe Ala Tyr Cys Gln

Glu
105

Gly Gly Val

100

Lys

61

107

PRT

ATLFF|(Artificial Sequence)

TS
h1780_VL. 1A

61

Val Leu Thr Gln Ser Pro Ala

5
Thr Leu
20

Tyr Gln

Ala
25
Gly

Ala Ser Cys Arg
Pro
40
Leu Ala Ser

b5
Asp Phe
70

Tyr Tyr Cys

Trp Gln Lys
35
Ala

Ser Asn Gly

Ser Gly Thr Thr Leu

Ala Val Gln

85
Gly Gly
100

Phe

Glu
105

Gly Thr Lys Val

62
107

Thr
10
Ser

Leu Ser Leu Ser

Glu Gly Leu Thr
30
Ala Pro Arg Leu
45
Pro Ala Arg Phe
60

Ile Ser Ser Leu
75

Asn Trp Asn Asp

Gln
Ile
Thr

Gln
90
Ile Lys

Thr Leu Ser Leu Ser

10

Ser Glu Gly Leu Thr

30
GIn Ala Pro Arg Leu
45
Ile Pro Ala Arg Phe
60

Thr Ile Ser Ser Leu
7

Gln Asn Trp Asn Asp

90

Ile Lys

F24H  HASSHEFTIHR)

Pro Gly
15
Ser Tyr

Leu Ile
Ser Gly

Glu Pro

80
Pro Trp
95

Pro Gly
15
Ser Tyr

Leu Ile
Ser Gly
Glu Pro

80

Pro Trp
95
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i <212>
<213>

<2202
<2217
< <223>
<400>

1

Met His

Tyr Lys
50

Ser Gly

65

Glu Asp

Thr Phe

<210>
<2115

PRT

ANLF% (Artificial Sequence)

ek
h1780_VL. 1B

62

Trp
35

Ala
Ser
Phe
Gly

63
119

<212> PRT
ANIF%|(Artificial Sequence)

213>

<220>
221>

<400>
Glu Val
1

Ser Val

Leu Ile

Gly Tyr
50

Lys Ser

65

Met Glu

Ala Arg
Thr Met
210>
211>

<212>
<213>

98803

5

Glu Arg Ala Thr Leu Ser

20 .
Tyr Gln Gln

Ser Asn Leu

Gly Thr Asp
70
Ala Thr Tyr
85
Gly Gly Thr
100

<223> h1780_VH.1

63
Gln

Lys
His
35

Ile
Arg
Leu

Asp

Val
115

64
119
PRT

Leu Val Gln
5

Val Ser Cys

20

Trp Val Arg

Asn Pro Tyr

Val Thr Met
70
Ser Arg Leu
85
Gly Gly Tyr
100
Thr Val Ser

10
Cys Arg Ala Ser Glu Gly Leu Thr
25 30
Lys Pro Gly Gln Ala Pro Arg Leu
40 45
Ala Ser Gly Val Pro Ala Arg Phe
55 . 60
Phe Thr Leu Thr Ile Ser Ser Leu
75
Phe Cys Gln Gln Asn Trp Asn Asp
90
Lys Val Glu Ile Lys
105

Ser Gly Ala Glu Val Lys Lys Pro
10
Lys Ala Ser Gly Tyr Thr Phe Thr
25 30
Gln Ala Pro Gly Gln Gly Leu Glu
40 ‘ 45
Ser Gly Gly Thr Val Tyr Asn Glu
55 A 60
Thr Arg Asp Thr Ser Ile Ser Thr
75
Arg Ser Asp Asp Thr Ala Val Tyr
90
Ser Asp Pro Leu Asp Tyr Trp Gly
105 110
Ser

ANILFFF|(Artificial Sequence)

BB H  FASEFFIR)

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

15
Ser Tyr

Leu Ile
Ser Gly

Glu Pro

80
Pro Trp
95

Gly Ala
15
Glu Tyr

Trp Met
Lys Phe

Ala Tyr
80

Tyr Cys

95

Gln Gly
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<2207
221> fEAEE
<223> h1780_VH. 1A

¢ <400> 64
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 ‘ 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Glu Tyr
T, 20 25 30
Leu Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 ) 45
Gly Tyr Ile Asn Pro Tyr Ser Gly Gly Thr Val Tyr Asn Glu Lys Phe
50 55 60
Lys Ser Arg Val Thr Leu Thr Val Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asp Gly Gly Tyr Ser Asp Pro Leu Asp Tyr Trp Gly Gln Gly
100 105 110
Thr Met Val Thr Val Ser Ser
1156

<210> 65 -
<211> 119
<212> PRT
<213> ATLFF#|(Artificial Sequence)

<220>
221> FEEIR
<223> h1780_VH. 1B

<400> 65
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 , 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Glu Tyr
20 : 25 30
Leu Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45
Gly Tyr Ile Asn Pro Tyr Ser Gly Gly Thr Val Tyr Asn Glu Lys Phe
50 ‘ 55 ' 60
Lys Ser Arg Ala Thr Leu Thr Val Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 75 - 80
Met Glu Phe Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asp Gly Gly Tyr Ser Asp Pro Leu Asp Tyr Trp Gly Gln Gly
100 105 110 -
Thr Met Val Thr Val Ser Ser
115

<210> 66

211> 119

<212> PRT

213> ALFF(Artificial Sequence)

<2207
98803 526 H > #£45 H(FHIER)
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<221>

e

<223> hl1780_VH. 1C

<400> 66

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys

1

Ser Val Lys
His
35
Ile

Leu Ile

Gly Tyr
50

Lys Ser

65

Met Glu

Lys
Phe

Ala Arg Asp
Thr Met Val
115

167
106
PRT

<210>
<211>
<212>
213>

<2202
221>
<223>

<400> 67
Asp Ile Gln
1

Asp Arg Val

Tyr Trp Tyr
35
Leu Thr Ala
50
Gly Ser Gly
65
Asp Phe Ala

Phe Gly Gly
68

106
PRT

<210>
211>
212>
<213>

220>

221>
223>

98803

5

10

Val Ser Cys Lys Ala Ser Gly Tyr

20

25

Trp Val Lys Gln Ala Pro

40

Gly Gln

Asn Pro Tyr Ser Gly Gly Thr Val

55

Ala Thr Leu Thr Val Asp

70

Ser Arg Leu Arg Ser Asp

85

Gly Gly Tyr Ser Asp Pro

100

105

Thr Val Ser Ser

et
h1773_VL. 1

Thr
5
Ile

Met

Thr
20
Gln Gln

Thr Leu

Thr Asp

Thr Tyr
85
Gly Thr
100

AR
h1773_VL. 1A

Gln
Thr
Lys
Ala
Phe
70

Tyr

Lys

AT FF%](Artificial Sequence)

Ser Pro Ser

Ser Ala
25

Gly Lys

40

Ser Gly Val

55

Thr Leu Thr

Cys

Pro

Cys Gln Gln

Glu Ile
105

Val

}\]ZEF?U(Artificial Sequence)

Lys Ser
75

Asp Thr

90

Leu Asp

Ser Leu
10
Ser Ser

Ala Pro
Pro Ser

Ile Ser
75

Trp Asn

90

Lys

Lys Pro

Thr Phe Thr

30

Gly Leu Glu
45

Tyr Asn

60

Ile

Glu

Ser Thr

Ala Val Tyr
Gly
110

Tyr Trp

Ser Ala Ser

Val Asn
30
Leu Leu
45
Arg Phe
60

Ser Leu

Ser
Lys
Ser
Gln

Ser Tyr Pro

F2TH  HASHFHIR)

Gly Ala
Glu Tyr
Trp Ile
Lys Phe

Ala Tyr
80

Tyr Cys

95

Gln Gly

Val
15
Tyr

Gly
Ile
Ile Tyr
Gly Ser
Glu

80
Thr

Pro

Tyr
95
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<400> 68
Asp Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 ' 10 15
Asp Arg Val Thr Ile Thr Cys Ser Ala Ser Ser Ser Val Asn Tyr Ile
, 20 ' 25 30

Tyr Trp Tyr Gln Gln Lys Pro Gly Lys Ser Pro Lys Pro Trp Ile Tyr
- 35 40 45

Leu Thr Ala Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
) 50 55 60

Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro Glu

65 70 75 80

Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Trp Asn Ser Tyr Pro Tyr Thr

85 90 95
Phe Gly Gly Gly Thr Lys Val Glu Ile Lys '
100 105

<210> 69

<211> 116

<212> PRT

213> ATIFF3|(Artificial Sequence)

<2200

221> fEHIE;
<223> h1773_VH. 1

<400> 69
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 -5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Thr
20 25 30
Tyr Ile His Trp Val Arg Gln Ala Ser Gly Lys Gly Leu Glu Trp Val
35 40 ' 45
Gly Arg Ile Asp Pro Ala Val Gly Asp Thr Lys His Gly Pro Lys Phe
50 55 60 -
Gln Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr Ala Tyr
65 70 75 . 80
Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Thr Arg Tyr Gly Ile Tyr Pro Asp His Trp Gly Gln Gly Thr Leu Val
100 105 110
Thr Val Ser Ser
115

<210> 170

211> 116

<212> PRT

<213> ATF%|(Artificial Sequence)

<220>

221> FEHEIR
<223> h1773_VH. 1A

<400> 170
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

98803 228 F » £ A5 H(FFIFR)
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' 1 : 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Ile Ser Asn Thr
20 25 30
Tyr Ile His Trp Val Arg Gln Ala Ser Gly Lys Gly Leu Glu Trp Val
35 40 45
’ Gly Arg Ile Asp Pro Ala Val Gly Asp Thr Lys His Gly Pro Lys Phe
B0 o 55 60
- Gln Gly Arg Phe Thr Ile Ser Ala Asp Asp Ser Lys Asn Thr Ala Tyr
- 65 70 75 80
- Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Phe Arg Tyr Gly Ile Tyr Pro Asp His Trp Gly Gln Gly Thr Leu Val
© 100 105 110
Thr Val Ser Ser
115

210> 71

<211> 116

<212> PRT

213> AIFRFF|(Artificial Sequence)

<220>
221> &N
<223> hl1773_VH. 1B

<400> 71
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Ile Ser Asn Thr
20 25 30
Tyr Ile His Trp Val Lys Gln Ala Ser Gly Lys Gly Leu Glu Trp Ile
35 40 - 45
Gly Arg Ile Asp Pro Ala Val Gly Asp Thr Lys His Gly Pro Lys Phe
50 55 60
Gln Gly Arg Phe Thr Ile Ser Ala Asp Asp Ser Lys Asn Thr Ala Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Phe Arg Tyr Gly Ile Tyr Pro Asp His Trp Gly Gln Gly Thr Leu Val
100 105 110
Thr Val Ser Ser
115

210> 172

211> 107

<212> PRT

213> ATLFF3(Artificial Sequence)

<220
221> FEtEER
<223> h1779_VL.1

<400> 72
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 : 5 10 15

98803 FE29H  £4A5H(FHIER)
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Asp Arg Val Thr Ile Thr Cys Leu Ala Ser Glu Gly Ile Ser Asn Asp
20 25 : 30
Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 - 40 45
Tyr Ala Ala Ser Arg Leu Gln Asp Gly Val Pro Ser Arg Phe Ser Gly
. 50 : 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Gln Pro
g 65 70 75 80
Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Gly Tyr Lys Thr Pro Leu
. 85 _ ' 90 95
Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 ' - 105

210> 173
<211> 107
¢212> PRT | |
213> ATIFF¥|(Artificial Sequence)

<220>
221> HERER
<223> h1779_VL. 1A

<400> 73
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Leu Ala Ser Glu Gly Ile Ser Asn Asp
20 25 30
Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ser Pro Lys Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Arg Leu Gln Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 ' 60
Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Gln Pro
65 70 ' 75 80
Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Gly Tyr Lys Thr Pro Leu
85 90 95
Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 _ 105

210> 74

211> 107

<212> PRT :

213> AT FFHI(Artificial Sequence)

£220>
221> FEHEIE
<223> h1779_VL. 1B

<400> 74

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Leu Ala Ser Glu Gly Ile Ser Asn Asp

20 25 30
Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ser Pro Lys Leu Leu Val
35 40 45
Tyr Ala Ala Ser Arg Leu Gln Asp Gly Val Pro Ser Arg Phe Ser Gly

98803 , IR HASHIFIIR)
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50 55 60

Ser Gly Ser Gly Thr Asp Tyr Thr Phe Thr Ile Ser Ser Leu Gln Pro
. 65 70 75 80

Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Gly Tyr Lys Thr Pro Leu

85 90 95
v Thr Phe Gly Gln Gly Thrx Lys Leu Glu Ile Lys
100 105

210> 75

s <211> 120°
' <212> PRT '

<213> ATLFF%|(Artificial Sequence)

220>
221> FERELK
<223> h1779_VH. 1

<400> 75 :
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
: 20 ' 25 30
Ile Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 ' 40 45
Gly Tyr Phe Asn Pro Asn Ser Gly Gly Ser Asn Tyr Asn Glu Asn Phe
50 55 60
Lys Arg Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Arg Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Arg Ile Ala Trp Asp His Trp Tyr Phe Asp Phe Trp Gly Gln
100 105 110
Gly Thr Met Val Thr Val Ser Ser
115 120

<210> 76
<211> 120
<212> PRT
213> ATFF|(Artificial Sequence)

<220>
221> FEAEHL
<223> h1779_VH. 1A

<400> 76

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 _ 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30
Ile Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Tyr Phe Asn Pro Asn Ser Gly Gly Ser Asn Tyr Asn Glu Asn Phe
50 55 60

Lys Arg Arg Val Thr Met Thr Ala Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 75 80

98803 F31H » £45HFEIR
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Met Glu Leu Ser Arg Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

- 95

110,

85 90
Ala Arg Arg Ile Ala Trp Asp His Trp Tyr Phe Asp Phe Trp Gly Gln
100 105

Gly Thr Met Val Thr Val Ser Ser

115 120
210> 77
211> 120
<{212> PRT

213> ATILF%|(Artificial Sequence)
220>

221> FEHERL
<223> h1779_VH. 1B

<400> 77

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25
Ile Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly
35 40
Gly Tyr Phe Asn Pro Asn Ser Gly Gly Ser Asn Tyr
50 55 60
Lys Arg Arg Ala Thr Met Thr Ala Asp Lys Ser Ile
65 : 70 75
Met Glu Leu Ser Arg Leu Arg Ser Glu Asp Thr Ala
85 90
Ala Arg Arg Ile Ala Trp Asp His Trp Tyr Phe Asp
100 105
Gly Thr Met Val Thr Val Ser Ser
115 120

210> 78

<211> 120

<212> PRT

213> ATLFF|(Artificial Sequence)

<220>
221>  FEHELR
<223> h1779_VH. 1C

<400> 78
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys
1 5 "~ 10
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr
20 25
Ile Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly
35 40 .
Gly Tyr Phe Asn Pro Asn Ser Gly Gly Ser Asn Tyr
50 55 60
Lys Arg Arg Ala Thr Met Thr Ala Asp Lys Ser Ile
65 70 75
Leu Glu Phe Ser Arg Leu Arg Ser Glu Asp Thr Ala

30
Leu Glu Trp
45
Asn Glu Asn

Ser Thr Ala

Val Tyr Tyr
' 95
Phe Trp Gly
110

Lys Pro Gly
15
Phe Thr Asp
30
Leu Glu Trp
45
Asn Glu Asn

Ser Thr Ala

Val Tyr Tyr

98803 E£32H 45 HFVH)

Ile
Phe
Tyr
80

Cys

Gln

Ala
Tyr
Ile
Phe
Tyr

80
Cys
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90

95

Ala Arg Arg Ile Ala Trp Asp His Trp Tyr Phe Asp Phe Trp Gly Gln

<210>
i 211>

85
100 - 105
Gly Thr Met Val Thr Val Ser Ser
115 ' 120
79
120
PRT

<212>
. <213

<220>
<2215
<223>

<400>
Glu Val
1

Ser Val

Ile Ile

Gly Tyr

50
Lys Arg
65
Leu Glu

Ala Arg
Gly Thr
<210>
<211>
<212>
<213>
<220>

221>
223>

<400>

ANIFF| (Artificial Sequence)

o A
h1779_VH. 1D

79
Gln Leu Val Gln Ser Gly Ala

Lys Val Ser Cys Lys Ala Ser
20 v 25

His Trp Val Lys Gln Ala Pro

35 40

Phe Asn Pro Asn Ser Gly Gly

55
Lys Ala Thr Met Thr Ala Asp
70
Phe Ser Arg Leu Arg Ser Glu
85

Arg Ile Ala Trp Asp His Trp
100 105

Met Val Thr Val Ser Ser

115 120

80
443
PRT
ATF%(Artificial Sequence)

AEAE I
hu39D10 BFYEFEFF51)

80 ‘

Glu Val Lys
10
Gly Tyr Thr

Gly Gln Gly

Ser Asn Tyr
- 60
Lys Ser Ile
75
Asp Thr Ala
90
Tyr Phe Asp

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val

1

5

10

Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Leu Ser

20 25

Ser Val Asn Trp Ile Arg Gln Ala Pro Gly Lys Gly

35 40

Gly Leu Ile Trp Ser Asn Gly Asp Thr Asp Tyr Asn

50

55

60

Ser Arg Phe Thr Ile Ser Arg Asp Thr Ser Lys Ser

65

70

75

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

98803

85

90

110

Lys Pro Gly Ala

Phe Thr
30

Leu Glu

45

Asn Glu

Ser Thr
Val Tyr

Phe Trp
110

Gln Pro

Leu Thr
30

Leu Glu

45

Ser Ala

Thr Val

Tyr Tyr

FIBHEHESEFIR)

15
Asp

Trp
Asn
Mla
Tyr

95
Gly

Gly
15

Ser
Trp
Ile
Tyr

Cys
95

Tyr
Ile
Phe
Tyr
80

Cys

Gln

Gly
Asn
Val
Lys
Leu

80
Ala
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Arg Glu Tyr Tyr Gly Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu Val
100 ‘ . 105 110
Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala
. 115 120 : 125
Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu’
130 135 140
Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly
145 - 150 155 : 160
Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser
" 165 : 170 : 175
Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu
180 185 190 .
Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr
195 200 - 205
Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro
. 210 215 220
Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro
225 230 ' 235 . 240
Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
245 250 . 255
Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn
260 _ 265 270
Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
275 280 285
Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
290 295 300
Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
305 310 315 - 320
Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys
3256 : 330 335
Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu
340 - 345 350
Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
. 355 360 365
Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
370 375 380
Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
385 390 395 . 400
Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly
405 410 415
Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
420 ; 425 430
Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys
435 440

<210> 81

211> 214

<212> PRT

213> ATLFEF|(Artificial Sequence)

{2205
221> FEMEEC
<223> hu39D10 FYEEEETF

<400> 81
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

98803 FI4HE £ HFIR)
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‘ 1 5 10 15
Asp Arg Val Thr Ile Thr Cys Leu Ala Ser Glu Gly Ile Ser Ser Tyr
- 20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35- 40 - 45
. Tyr Gly Ala Asn Ser Leu Gln Thr Gly Val Pro Ser Arg Phe Ser Gly
50 b5 60
. Ser Gly Ser Ala Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 : 70 75 80
" Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Tyr Lys Phe Pro Asn
85 90 95
Thr Phe Gly Gln Gly Thr Lys Val Glu Val Lys Arg Thr Val Ala Ala
100 105 110
Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
: 115 120 : 125
Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 o 135 140
Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 , 155 160
Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser-Leu Ser
165 170 ' 175
Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190
Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205
Phe Asn Arg Gly Glu Cys :
210

210> 82

Q211> 17

<212> PRT

213> ATLF%(Artificial Sequence)

<220>
221> HEMERER
<223> h1773 PiREEHE HCDR2 g2

<400> 82
Arg Ile Asp Pro Ala Val Gly Asp Thr Lys His Gly Pro Lys Phe Gln
1 5 10 15

Gly

<210> 83

<211> 448

<212> PRT

213> ATLFF|(Artificial Sequence)

<220>
221> &#
<223> h1705-008 EHE

<400> 83
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15 :

98803 E35H £S5 EHEFVIR)
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Ser
- Tyr
Thr
Lys
65
Leu
Ala
Leu
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225
Val
Glu
Glu
Lys
Ser

305
Lys

Ile

Pro
Leu
Asn
3856
Ser

Arg

Leu

Leu

Met

Ser

.50

Gly
Gln
Ser
Val
Ala
130
Leu
Gly
Ser
Leu
Thr
210
Thr
Phe
Pro
Val
Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp

Trp

His

Arg
Ala
35

Ile
Arg
Met
Gln
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys

275
Lys

_Leu

Lys
Lys
Ser
355
Lys
Gln

Gly

Leu
20

Trp
Ser
Phe
Asn
Thr
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala
340
Arg
Gly

Pro

Ser

Ser
Val
Tyr
Thr
Ser
85

Leu
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325
Lys
Asp
Phe
Glu

Phe
405

Gln Gln Gly

Asn
435

<210> 84
<211>

98803

214

420
His

Tyr

Cys Ala Ala Ser

Arg

.Glu

Ile
70

Leu
Arg
Ser
Lys
Tyr
150
Ser
Ser
Thr
Lys
Cys
230
Pro
Cys
Trp

Glu

Gln
Gly
55

Ser
Arg
Glu
Ala
Ser
135
Phe
Gly
Leu
Tyr
Lys
215
Pro
Lys
Val

Tyr

Glu

- 295

Leu
310
Asn
Gly
Glu
Tyr
Asn
390
Phe

Asn

Thr

His
Lys
Gln
Leu
Pro
375
Asn
Leu

Val

Gln

Ala
40

Asp
Arg
Ala

Ser

25
Pro

Ile
Asp
Glu

Phe

Gly Phe
Gly Lys
Thr Tyr

Asn Ser
75
Asp Thr
90 |
Asp Tyr

©105

Ser
120
Thr
Pro
Val
Ser
Ile
200
Val
Ala
Pro

Val

Val

280
Gln

Gln
Ala
Pro
Thr
360
Ser
Tyr
Tyr

Phe

Lys
440

Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg
345

Lys

Asp

Lys‘

Ser

Ser
425
Ser

Lys Gly
Gly Gly

Pro Val
155

Thr Phe

170

Val Val

Asn Val
Pro Lys

Glu Leu
- 235
Asp Thr
250

Asp Val

Gly Val
Asn Ser

Trp Leu
315

Pro Ala

330

Glu Pro

Asn Gln

Ile Ala

Thr Thr
395

Lys Leu

410

Cys Ser

Leu Ser

Thr Phe Ser His Tyr

30

Gly Leu Glu Trp Val

Tyr
60

Lys
Ala
Trp
Pro
Thr
140
Thr
Pro
Thr
Asn
Ser
220
Leu
Leu
Ser
Glu
Thr
300
Asn
Pro
Gln
Val
Val
380
Pro

Thr

Val

Leu

45
Gly Asp

Asn Thr
Thr Tyr

Gly Gln
110
Ser Val
125
Ala Ala

Val Ser
Ala Val

Val Pro
190

His Lys

205

Cys Asp

Gly Gly
Tyr Ile

His Glu
270

Val His

285

Tyr Arg

Gly Lys
Ile Glu

Val Tyr
350
Ser Leu
365
Glu Trp

Pro Val
Vaersp
Met His

430

Ser Pro
445

FI6E  HASE(FIR)

Ser
Leu
Tyr
95

Gly
Phe
Leu
Trp
Leu
175
Ser
Prb
Lys
Pro
Thr
255
Asp
Asn
Val
Glu
Lys
335
Thr
Thr
Glu

Leu

Lys
415

Val
Tyr
80

Cys
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp

400
Ser

Glu Ala

Gly

Lys
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<212>
213

PRT .
ANTLFF(Artificial Sequence)

<2207
221>
- <223>

i
h1705-008 #&&E

<400> 84
Asp Ile Gln Met Thr Gln
1 5
Asp Arg Val Thr Ile
20
Tyr

Ser Val Ser Ala
10
Ser

Ser Val Gly
15
Asn Tyr

Ser Pro Ser

Gln Asp Ile Ala
30

Leu

Thr Arg Ala
25

Gly

Cys

Gln Ser Pro Lys Leu Ile
45
Pro Ser Arg
60
Ile Ser Ser
75

Asp Lys Glu

Pro Lys
40

Val

Ser Trp Gln Lys

35
Thr

Leu

Glu
55
Phe

Gly Ser Asn Leu Val Phe Ser Gly

50
Arg

Tyr Gly

Thr Thr Gln Pro

80
Pro Arg
95

Ala Ala

Gly Thr Asp Leu Leu

70
Tyr

Ser Ser
65
Glu Gln
90

Ile

Ala Thr Leu Phe

85
Gly Thr

Asp Phe Tyr Cys
Val
110

Lys

Val Glu
105

Ser

Thr Phe Gly Gly Lys Arg Thr

100
Phe

Lys

Glu Gln Leu

125

Phe Tyr Pro
140

Gln Ser Gly
155 :

Ser

Ile Phe Pro Ser Gly

120
Leu

Val Pro
115

Ser

Pro Ser Asp

Val Leu Asn Asn Glu Ala

135
Asp

Thr Ala Val
130

Val

Cys Arg

Ser Gln
160

Leu Ser

175

Val Tyr

Val Ala Leu Asn

150
Gln

Lys Gln Trp Lys Asn

145
Glu Glu
165

Leu

Val Thr Ser Asp Thr Tyr Ser

170
Tyr

Ser Asp Lys

Thr Ala Glu
180
Glu Va
195
Asn Arg Gly

210

Lys
190
Thr

Asp Lys His
185

Leu

Ser Thr Leu Ser Lys

Pro Val
205

Thr Gln Gly Ser Ser Lys Ser

200

Ala Cys His

Glu

Phe Cys

<210>
<2115
<212>
<213>

85

448

PRT

ATLF%(Artificial Sequence)

<2207
221>
<223>

bE
h1706—009 EfE

<400> 85

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe
Tyr Met Ala Trp Val Arg Gln Ala Pro Gly Lys

Ser Ser Ile Asn Tyr Glu Gly Asn Ser Ala Tyr

20

35

50

98803

5

5b

25

40

FITH » HASHFIIR)

10

Thr Phe

45

60

Tyr Gly Asp

15
Ser His Tyr

30

Gly Leu Glu Trp Val

Ser Val
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Lys
65
Ala
Met
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225
Val
Glu
Glu
Lys
Ser
3056
Lys
Ile
Pro
Leu
Asn
385
Ser

Arg

Leﬁ

Gly
Gln
Thr
Val
Ala
130
Leu
Gly
Ser

Leu

Thr

210

Thr
Phe
Pro
Val
Thr
290
Val
Cys

Ser

Pro

Val

370
Gly

Asp
Trp

His

<210>
<211>
<212>
- <213

<220>
221>
223>

98803

Arg
Met
Glu
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys
Leu
Glu
Lys
275
Lys
Leu
Lys
Lys
Ser
355
Lys
Gln
Gly

Gln

Phe
Asn
Thr
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val
Pro
Phe
Val
260
Phe
Pro
Thr
Val
Ala
340
Arg
Gly
Pro

Ser

Gln
420

Thr
Ser
85

Leu
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp
Pro
Pro
245
Thr
Asn
Arg
Val
Ser
325
Lys
Asp
Phe
Glu
Phe

4056
Gly

Asn His Tyr

435

86
214
PRT

ANTIFF%| (Artificial Sequence)

£&

Ile
70

Leu
Arg
Ser
Lys
Tyr
150
Ser

Ser

Thr

Lys

Cys
230
Pro
Cys
Trp
Glu

Leu

Ser Arg Asp Asn Ser Lys

Arg Ala Glu Asp

Glu
Ala
Ser
135
Phe
Gly
Leu
Tyr
Lys
215
Pro
Lys
Val
Tyr
Glu

295
His

310 .

-Asn

Gly
Glu
Tyr
Asn
390
Phe

Asn

Thr

h1706-009 &X58

Lys
Gln
Leu
Pro
375
Asn
Leu

Val

Gln

Ser
Ser
120
Thr
Pro
Val
Ser
Ile
200
Val
Ala
Pro
Val
Val
280
Gln
Gln
Ala
Pro
Thr
360
Ser
Tyr
Tyr
Phe

Lys
440

FIBE XA HFIR)

Leu
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu

Pro

Lys

75

90
Asp Tyr

Trp

Lys Gly Pro

Asn

Gly

Ser
125

Gly Gly Thr Ala

Pro Val
155

Thr Phe

170

Val Val

Asn Val
Pro Lys
Glu Leu

235
Asp Thr

- 250

Val
265
Asp
Tyr
Asp
Leu
Arg
345
Lys
Asp
Lys
Ser
Ser

425
Ser

Asp Val
Gly Val
Asn Ser
Trp Leu
315
Pro Ala
330
Glu Pro
Asn Gln
Ile Ala

Thr Thr

140
Thr

Pro
Thr
Asn
Ser
220

Leu

Leu

-Ser

Glu
Thr
300
Asn
Pro
Gln
Val
Val

380
Pro

395 -

Lys Leu
410
Cys Ser

Leu Ser

Thr
Val

Leu

Val
Ala
Val
His
205
Cys
Gly

Tyr

His

Val

285
Tyr

Gly
Ile
Val
Ser
365
Glu
Pro
Val

Met

Ser
445

Thr

Thr Ala Val Tyr

Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr
350
Leu
Trp
Val
Asp
His

430
Pro

Phe Pro
Leu Gly

Trp Asn
160

Leu Gln

175

Ser Ser

Pro Ser
Lys Thr

Pro Ser
240

Thr Arg

255

Asp Pro

Asn Ala
Val Val

Glu Tyr
320

Lys Thr

335

Thr Leu

Thr Cys

Glu Ser

Leu Asp
400

Lys Ser

415

Glu Ala

Gly Lys
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<400> 86
Asp Ile Gln Met Thr
1 5

Asp Arg Val Thr Ile
20
Tyr

Gln
Thr

Trp Gln Gln
35

Ala

Leu Ser

Tyr Ser Ser Asn Leu

50
Gly Thr

Ser Ser

65
Glu

Gly Asp
70
Ala Thr Tyr
85

Gly

Asp Phe

Thr Phe Gly Gly Thr

100
Val Phe Phe
115

Ser

Pro Ser Ile

Thr Ala Val Val

130
Val

Cys

Val
150
Gln

Lys Gln Trp Lys

145
Glu Val Thr Glu
' 165

Leu

Ser

Thr
180
Val

Ser Thr Leu Ser

Glu His

195
Asn Arg
210

Ala Cys Thr

Phe Gly Glu Cys

87
449
PRT

<210>
211>
212>
<213>

220>
221>
223>

i
h1780~017 E&&

<400> 87

Glu Val Gln Leu Val Gln

1 5

Ser Val Lys Val Ser Cys
20

Leu Ile His Trp Val Arg

35
Gly Tyr Ile Asn Pro Tyr
50

Lys Ser Arg Ala Thr Leu

65 70

Met Glu Phe Ser Arg Leu

85

Ala Arg Asp Gly Gly Tyr

100

98803

Ser Pro Ser

Ala
25
Gly

Cys Arg

Pro
40
Val

Lys

Glu
55
Tyr

Gly

Thr Leu

Phe Cys Leu
Glu
105

Ser

Lys Val

Pro
120
Leu

Pro

Leu Asn

135
Asp

Asn Ala

Asp Ser Lys

Ala Asp
185

Leu

Lys

Gln Gly

200

ANTFF(Artificial Sequence)

Ser Gly Ala

Lys Ala Ser
25
Gln Ala Pro
40
Ser Gly Gly
55
Thr Val Asp

Arg Ser Asp

Ser Asp Pro
105

FI9H £ HFIR)

Ser Val Ser

10
Ser Gln Asp

Lys Ser Pro

Val Pro Ser
60
Thr Ile Ser
75
Gln His Lys
90
Ile Lys Arg

Asp Glu Gln

Asn Phe Tyr
140

Leu Gln Ser:

155
Asp Ser Thr

‘170

Tyr Glu Lys

Ser Ser Pro

Glu Val Lys
10
Gly Tyr Thr

Gly Gln Gly

Thr Val Tyr
60
Lys Ser Ile
75
Asp Thr Ala
90
Leu Asp Tyr

Ala
Ile
Lys
45

Arg
Ser
Gln
Thr
Leu
125
Pro
Gly
Tyr
His

Val
205

Lys
Phe
Leu
45

Asn
Ser

Val

Trp

Ser Val Gly
15

Gly Asn Tyr

30

Leu Met Ile

Phe Ser Gly
GIn Pro
80
Pro Arg
95 -
Ala Ala

Leu
Phe

Val
110
Lys Ser Gly

Arg Glu Ala

Ser Gln
160

Leu Ser

175

Val Tyr

Asn
Ser

Lys
190

Thr Lys Ser

Gly Ala
15
Glu Tyr

Pro

Thr
30
Glu Trp Ile

Glu Lys Phe

Thr Ala Tyr
80

Tyr Cys

95

Gln Gly

Tyr

Gly
110
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) Thr Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
115 120 125
- Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu
. 130 135 140
Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
- 145 150 155 160
Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
- 165 170 175
Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
* 180 185 190
Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro
195 - - 200 205
Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys
210 215 220
Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
225 , 230 235 240
Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Tyr Ile Thr
245 250 : 255
Arg Glu Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp
260 265 i 270
Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn
275 280 285
Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val
290 : 295 300 .
Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
305 310 315 320
Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys
325 330 ' 335
Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr
: 340 345 350
Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr
355 360 365
Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu
- 370 375 380
Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu
385 : 390 395 : 400
Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys
405 410 415 .
Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
420 425 ' 430
Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
435 440 445

Lys

<210> 88

211> 214

<212> PRT

213> AIF%|(Artificial Sequence)

<220>
221> &#
<223> h1780-017 #R&#

<400> 88
Asp Thr Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

98803 ES40E s 345 HFEYIHR)
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Glu

Met

Tyr
Ser
65

Glu
Thr
Pro
Thr
Lys
145
Glu
Ser

Ala

Phe

Arg Ala Thr

His
Lys
50

Gly
Asp
Phe
Ser
Ala
130
Val
Ser
Thr

Cys

Asn
210

<210>
<211>
<212>
<213>

<220>
<221>
<223>

Trp
35

Ala
Ser
Phe
Gly

Val
115
Ser

Gln
Val
Leu
Glu

195
Arg

89
446
PRT
A% (Artificial Sequence)

5
h1773-007 E&&

<400> 89
Glu Val Gln Leu Val Glu

1
Ser

Tyr
Gly
Gln

65
Leu

- Phe

20
Tyr

Ser
Gly
Ala
Gly
100
Phe
Val
Trp
Thr
Thr
180
Val

Gly

Leu
Gln
Asn
Thr
Thr
85

Gly
Ile
Val
Lys
Glu
165
Leu

Thr

Glu

5

Ser
Gln
Leu
Asp
70

Tyr
Thr
Phe
Cys
Val
150
Gln
Ser
His

Cys

Leu Lys Leu Ser Cys

20

Ile His Trp

35

Arg Ile Asp

50

Gly Arg Phe

Gln Met Asn

Yal

Pro

Thr

Ser
85

Lys
Ala
I1e

70
Leu

Arg Tyr Gly Ile Tyr

100

Cys
Lys
Ala
b5

Phe
Phe
Lys
Pro
Leu
135
Asp
Asp
Lys

Gln

Ser
Ala
Gln
Val
55

Ser

Lys

Pro

Thr Val Ser Ser Ala Ser Thr

Pro

98803

115
Ser Ser Lys
130

Ser

Thr

Ser
135

Arg Ala
25

Pro Gly

40

Ser Gly

Thr Leu
Cys Gln

Val Glu
105

Pro Ser

120

Leu Asn

Asn Ala
Ser Lys
Ala Asp

185
Gly Leu

-200

10
Ser

Gln
Val
Thr
Gln
90

Ile

Asp

vAsn

Leu
Asp
170
Tyr

Ser

Glu Gly
Ala Pro

Pro Ala
60

Ile Ser

75

Asn Trp

Lys Arg
Glu Gln
Phe Tyr
140
Gln Ser
155
Ser Thr
Glu Lys

Ser Pro

Gly Gly Gly Leu Val

10

Ala Ser Gly Phe Thr

25

Ala Ser Gly Lys Gly

40

Gly Asp Thr Lys His

60

Ala Asp Asp Ser Lys

75

Thr Glu Asp Thr Ala

90

Asp His Trp Gly Gln

105

Lys Gly Pro Ser Val

120

Leu Thr
30

Arg Leu

45

Arg Phe

Ser Leu
Asn Asp

Thr Val
110

Leu Lys

125

Pro Arg

Gly Asn
Tyr Ser

His Lys

- 190
Val Thr
205

Gln Pro

Ile Ser

30
Leu Glu
45

Gly Pro

Asn Thr
Val Tyr

Gly Thr

110
Phe Pro
125

Gly Gly Thr Ala Ala Leu Gly

140

BAH - S HEFFIR)

15 4
Ser Tyr

Leu Ile
Ser Gly

Glu Pro
80

Pro Trp

95

Ala Ala

Ser Gly

Glu Ala

Ser Gln
160

Leu Ser

175

Val Tyr

Lys Ser

Gly Gly
15
Asn Thr

Trp Ile
Lys Phe
Ala Tyr
80
Tyr Cys
95
Leu Val
Leu Ala

Cys Leu



1853912

Val Lys Asp Tyr Phe Pro
145 ' 150
- Ala Leu Thr Ser Gly Val
165
Gly Leu Tyr Ser Leu Ser
- 180
Gly Thr Gln Thr Tyr Ile
< 195 .
Lys Val Asp Lys Lys Val
P 210
Cys Pro Pro Cys Pro Ala
225 : 230
Leu Phe Pro Pro Lys Pro
' 245
Glu Val Thr Cys Val Val
260
Lys Phe Asn Trp Tyr Val
: 275
Lys Pro Arg Glu Glu Gln
290
Leu Thr Val Leu His Gln
305 - 310
Lys Val Ser Asn Lys Ala
. 325
Lys Ala Lys Gly Gln Pro
340
Ser Arg Asp Glu Leu Thr
355
Lys Gly Phe Tyr Pro Ser
370
Gln Pro Glu Asn Asn Tyr
385 390
Gly Ser Phe Phe Leu Tyr
405
Gln Gln Gly Asn Val Phe
420
Asn His Tyr Thr Gln Lys
435

<210> 90
<211> 213
<212> PRT

213> ATLFEF|(Artificial Sequence)

£220>
221> &&
<223> h1773-007 eXg#

<400> 90

Asp Ile Gln Leu Thr Gln
isp Arg Val Thr ?1e Thr
Tyr Trp Tyr égn Gln Lys
Leu Thr i?a Thr Leu Ala

98803

Glu Pro Val
His Thr Phe

Ser Val Val
185
Cys Asn Val
~ 200
Glu Pro Lys
215
Pro Glu Leu

Lys Asp Thr

Val Asp Val

265

Asp Gly Val
280

Tyr Asn Ser

295

Asp Trp Leu

Leu Pro Ala

Arg Glu Pro
. 345
Lys Asn Gln
360
Asp Ile Ala

375
Lys Thr Thr

Ser Lys Leu

Ser Cys Ser

425

Ser Leu Ser
440

Ser Pro Ser

Cys Ser Ala
25
Pro Gly Lys
40
Ser Gly Val

Thr Val Ser Trp Asn
155

Pro Ala Val Leu Gln

170
Thr Val Pro Ser Ser
‘ 190
Asn His Lys Pro Ser
4 205
Ser Cys Asp Lys Thr
. 220
Leu Gly Gly Pro Ser
235
Leu Tyr Ile Thr Arg
250
Ser His Glu Asp Pro
, A 270
Glu Val His Asn Ala
285
Thr Tyr Arg Val Val
300
Asn Gly Lys Glu Tyr
315
Pro Ile Glu Lys Thr
330
Gln Val Tyr Thr Leu
350
Val Ser Leu Thr Cys
365
Val Glu Trp Glu Ser
380
Pro Pro Val Leu Asp
395
Thr Val Asp Lys Ser
410
Val Met His Glu Ala
430
Leu Ser Pro Gly Lys
445

Ser Leu Ser Ala Ser
10
Ser Ser Ser Val Asn
30
Ser Pro Lys Pro Trp
45
Pro Ser Arg Phe Ser

E2H ‘ISHFIR)

Ser Gly
160

Ser Ser

175

Ser Leu

Asn Thr
His Thr
Val Phe

240
Glu Pro

255
Glu Val .

Lys Thr

Ser Val

Lys Cys
320

Ile Ser

335

Pro Pro

Leu Val
Asn Gly
Ser Asp

400
Arg Trp

415
Leu His

Val Gly
15

Tyr Ile
Ile Tyr

Gly Ser



1853912

50
Gly Ser

“ 65
Asp Phe

- Phe Gly

Ser Val

. Ala Ser
130
. Val Gln
145
Ser Val

Thr Leu

Cys Glu
Asn Arg
210

<210>
<211>
<212>
<213>

<220>
- <2215
223>

Gly
Ala
Gly
Phe
115
Val
Trp
Thr
Thr
Val

195
Gly

91

450
PRT
AT (Artificial Sequence)

o
h1779-014 E&E

<400> 91

Glu Val
1
Ser Val

Ile Ile

Gly Tyr
50
Lys Arg
65
Leu Glu

Ala Arg

Gly Thr

Phe Pro
130
Leu Gly
145
Trp Asn

Leu Gln

98803

Gln
Lys
His
35

Phe
Lys
Phe
Arg
Met
1156
Leu
Cys

Ser

Ser

55

Thr Asp Phe Thr Leu Thr

Thr
Gly
100
Ile
Val
Lys
Glu
Leu
180
Thr

Glu

Leu
Val
20

Trp
Asn
Ala
Ser
Tle
100
Val
Ala
Leu

Gly

Ser
180

Tyr
85

Thr
Phe
Cys
Val
Gln
165
Ser
His

Cys

Val
Ser
Val
Pro
Thr
Arg
85

Ala
Thr
Pro
Val
Ala

165
Gly

Cys

70

Tyr Cys Gln Gln
Val Glu . Ile
105

Asp

Lys

Pro Ser
120
Leu Asn
135
‘Asn Ala

Pro

Leu Asn

Asp Leu
150
Asp

Ser Lys Asp

Lys Ala Asp Tyr
185
GIn Gly Leu Ser

200

Gln Ser Gly Ala
Ser
25

Pro

Lys Ala

Lys Glh Ala
40

Ser Gly Gly
55

Thr

Asn
Met Ala
70
Leu

Asp

Arg Ser Glu

His Trp
105
Ala

Trp Asp

Ser
120
Lys

Val Ser

Ser Ser
135

Asp

Ser

Lys Tyr Phe

150
Leu Thr

Ser Gly

Leu
185

Leu Tyr Ser

FABH HASHERFIR

60
Ile Ser Ser Leu
75
Trp Asn Ser
90
Lys Arg Thr Val

Tyr

Glu Gln Leu Lys

125

Phe Tyr Pro Arg
140

Gln Ser Gly

155
Ser Thr Tyr
170

Glu Lys His

Asn
Ser
Lys

Ser Pro Val Thr
205

Glu Val Lys Lys
10
Gly Tyr Thr Phe

Gly Gln Gly Leu
45
Ser Asn Tyr Asn
60
Lys Ser Ile Ser
75

Asp Thr Ala Val
90

Tyr Phe Asp Phe

Ser Thr Lys Gly
125

Thr Ser Gly Gly

140
Pro Glu Pro Val
155

Val His Thr Phe

170

Ser Ser Val Val

Gln Pro Glu
80
Pro Tyr Thr
95
Ala Ala Pro
110
Ser Gly Thr

Glu Ala Lys

Ser Gln Glu
160
Leu Ser Ser
175
Val Tyr Ala
190
Lys Ser Phe

Pro Gly Ala
15

Thr Asp Tyr

30

Glu Trp Ile

Glu Asn Phe

Thr Ala Tyr
80
Tyr Tyr Cys
95
Trp Gly Gln
110
Pro Ser Val

Thr Ala Ala

Thr Val Ser
160
Pro Ala Val
175
Thr Val Pro
190
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Gln Thr
200
Lys

Ile Cys Asn Val
205
Lys

Ser Ser Ser Leu Gly Thr Tyr

195

Asn Thr Lys Val Glu Pro
220

Ala Pro Glu

235
Pro Lys Asp
250

Val Val Asp

Val Asp Lys

215
Pro

Ser
210
Thr

Pro

Thr Pro Cys Pro Leu

230
Phe

Lys His Cys

225

Pro Thr

Val Phe Leu Pro Pro Lys

245
Glu

Ser

Val Val
265

Tyr

Glu Pro Val Thr Cys

260
Val

Thr Arg

Val
285
Ser

Trp
280
Glu

Glu Asn
275

Lys

Pro Lys Phe

Asp Val Asp Gly

Ala Thr Glu
290

Val

Gln Tyr Asn
300 .
Gln Asp Trp
315
Ala Leu Pro
330
Pro Arg Glu

Arg
205
Val

Asn Lys Pro

Val Thr Leu His Leu

310
Val

Val Ser Leu

305

Glu Lys Ser Asn Lys Ala

325
Lys

Tyr Lys Cys
Gln
345

Leu

Thr Ile Ser Ala Pro

340
Pro

Lys Lys Gly
Gln
365

Ala

Glu
360
Tyr

Pro Ser Arg Asp Thr Lys Asn

355
Leu

Thfﬁleu
Phe
375
Glu

Ser Asp Ile
380
Tyr Lys Thr
395
Tyr Ser Lys
410
Phe Ser Cys

Thr Cys Val Lys Gly Pro

370

Ser Gly Gln Pro Asn Asn Thr

390
Ser

Glu Asn

385

Leu Gly Phe Phe Leu Leu

405
Gln

Asp Ser Asp
Val
425
Gln

Ser Arg Trp Gln Gly Asn Ser

420
Leu His
435
Lys
450

Lys

Ser
445

Thr Lys Ser Leu

440

Glu Ala Asn His Tyr

Gly

92

214

PRT

AT FEF|(Artificial Sequence)

<2100
Q211>
<212>
213>

220>
221>
223>

ﬁ§ .
h1779-014 &84

<400> 92
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala
1 5 10
Asp Arg Val Thr Ile Thr Cys Leu Ala Ser Glu Gly Ile
20 25
Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ser Pro Lys
35 40 45
Tyr Ala Ala Ser Arg Leu Gln Asp Gly Val Pro Ser Arg
50 55 60
Ser Gly Ser Gly Thr Asp Tyr Thr Phe Thr Ile Ser Ser
65 70 75
Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Gly Tyr Lys

98803 EAME 45 BEFIIE)

Asn His Lys
Ser Cys Asp

Leu Gly Gly
240
Leu Tyr Ile
- 255
Ser His Glu
270
Glu Val His

Thr Tyr Arg

Asn Gly Lys
320

Ile Glu

335

Val Tyr

Pro

Gln
350
Val Ser Leu

Val Glu Trp
Pro Val
400
Val Asp
415
Met His

Pro
Thr

Val
430

Leu Ser Pro

Ser Val Gly
15

Ser Asn Asp

30

Leu Leu Val

Phe Ser Gly
Leu Gln Pro

80
Thr Pro Leu
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Thr
Pro
p Thr
Lys
145
~ Glu
Ser

Ala

Phe

Phe Gly Gln
100
Ser Val Phe
115
Ala Ser Val
130
Val Gln Trp

Ser Val Thr

Thr Leu Thr
180
Cys Glu Val
195
Asn Arg Gly
210

98803

85
Gly

Ile
Val
Lys
Glu
165
Leu

Thr

Glu

Thr Lys
Phe Pro
Cys Leu
135
Val Asp
150
Gln Asp
Ser Lys
His Gln

Cys

90
Leu Glu Ile Lys Arg Thr Val
105 110
Pro Ser Asp Glu Gln Leu Lys
120 125
Leu Asn Asn Phe Tyr Pro Arg
140
Asn Ala Leu Gln Ser Gly Asn
. 155
Ser Lys Asp Ser Thr Tyr Ser
170
Ala Asp Tyr Glu Lys His Lys
185 190
Gly Leu Ser Ser Pro Val Thr
200 205

BASH  HASHFIIR)

95
Ala Ala

Ser Gly

Glu Ala

Ser Gln
160

Leu Ser

175

Val Tyr

Lys Ser
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55 109110556 SEEFEHEEE
11344 A 30 HEFSRE

[ 55 s B )
[(5510H] —ERZEERY)  AEE
(a) PLIL-5 GRS EBRGE SR E -
(b) &ZEH -
Hep - ZEEE RS- BEERNEIR M- SR IOA SRR BT  ZEEEI pH
R 5.0 % 6.5 ZEETEIRE R 10mM 2 40mM ;
(c) FRIEVEMHE
Hot» ZREDE M R2 LLBLE RS 80 S LUK 80 HYMRME A 0.1mg/ml &
0.6mg/ml ; L‘,sz
(d) TBEH
Hep - ZRERRRENE - ZRVEIVEE K 5S0mg/ml F 80mg/ml ;
Hep o Z1 IL-5 IS EPURE & R BRE S T e B n B AR
AR ¢
B SR 254 SEQIDNO: 16~ 17 - 18 g FEF <4y HCDR1 ~
HCDR2 1 HCDR3 » #G3#A#415&A12 43 540 SEQ ID NO : 19 ~ 20 ~ 21 fritfisfe

|y LCDR1 ~ LCDR2 %1 LCDR3 ©

[3527H] WHEEEFEEEES 1 AT B R - 2 s E BRI pH

£ 5.0FE 58 -
[3835H]) NERERERIEEESR 2 TP AV B5al picy) - Hooh » s @Y pH
£ 550

[5545H]) FREEEFIEEE | TRV B 2Ry - K B EERRE

B 20mM £ 30mM -
98803-B1 {E1ERR £ 1H &5 HEHERFEEMNHE)
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% 109110556 SHEF[EHFE S
1134 4 F 30 OEBERGRE

[£557E]) AERFAEFIEESE 1 EATl iV se gy - Hodh o 25 IL-5 Higl
HEGURGEE R BRE S lmg/ml 2 120mg/m] -

[5567H]) WHAHFIRELE 5 HATReSEEHY) » b > %Hi IL-5 i
HHPUREEE R BORE S 80mg/ml & 120mg -

[(ZE72H] AHEFHFIEEESE 6 TATAVER SR - Hd &Pt IL-S Hiie
HHGURGE R BORE K 100mg/ml -

[3887H] HEAHFIEES 1 HnY g py) » o & B L 80
FRSERE B 0.2mg/ml % 0.6mg/ml

(5897R] AR BAERE S 8 TV EESEaR Rt » Hb - s LA 80
HIFERE By 0.4mg/ml

[35107H] AR EFIEEIESS 1 THATIAY B E4E A > Hoh » 2 RENERE
5 70mg/ml 2 75mg/ml -

(3B1DHE] A EEFIEESE 10 HATRYBEEeHRY) » Hi > REIEATE
F& B 72mg/ml -

(55123H] AHREREAIEGESS | THATMAV B B4 Y - KBS0 TS

Img/ml 2 120mg/ml #9P1 IL-5 Piissc i ELSS R B 10mM &= 40mM Hy
s -HEELSH4E &S] > pH /& 5.0 £ 6.5 0.lmg/ml £ 0.6mg/m] EX[FLHS 80 ; 1
50mg/ml Z& 80mg/ml FYFEHE -

[551370]) 0ER A EFEEES 1 THPT Ay S 8ssd ik - B ¢

80mg/ml 2 120mg/m1 #YHT IL-5 HIBEESHHURES R B 5 10mM % 30mM 1y
el -FETasNEER] » pH & 5.0 F 5.8 0.2mg/ml & 0.6mg/ml E11FIFs 80 I

70mg/ml & 80mg/ml AYJERE -
98803-B1 {ZIERK F2H 5 HEHBREEHEE)
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£ 109110556 YEFl| EHEE
11344 H 30 BEBEFE&H®RE

[55147H]) MR FIEESE | HATmEgERY) » Has

100mg/ml YT IL-5 GRS ECHGUREE S F B - 30mM HYBERE-BEEE shaR Al -
pH & 5.5 » 0.4mg/ml fyZE LLIELEEHE 80 A 72mg/ml HYRERE -

[(ZB153H] WHEEEAEEEES 1 EFTAVEB 2R - BP o 8%t IL-5 51
AR H RS R B R BEIRDTRE - SREPURE R EHiAE -

[55167H] HREAEES 15 THATMAVEEERY > Hd o B IL-5 A
F{EpiAE = SEQIDNO - 49 FETE’JE%T eSS R EHEAE SEQID
NO : 49 FRRVEE AT EE 5 Loyl A 1-10 [ERER ElEZes  Hp o 28
REEH AT APRRYEEES - £ SEQIDNO: 49 FrrryE# i #(E F BAEEH S49T
V3T H1 K98S HHHY—{H S ERI R ARR [E] (R 52 -

[581775H]) AIHFREEAEESE 16 HATMAVEEEEERY) - K ZHIL-5 A
FEPiigE &4 SEQ ID NO © 50 8¢ 51 Ry EE# T #(E -

[ZE18TH] AHEEEFFEES 15 THATZAYES %éﬂ)ﬂ?%  He OIS A
FAEPIRE = A A0 SEQ ID NO : 46 FniVEs s ] S B H SR AR B IBR1E SEQ
ID NO : 46 FrrAvEEg il 2% - BA 1-10 (ERERE1RZEE » H > g8 pgse
BT ARAYEEES © 4£ SEQ ID NO : 46 FrniViiE s FEAEE A43S -
LA7V > G66R > T69S > F71Y Fl1 Y8TF thffy— sk S5 (A AL Bl {E 24 -

(5519761 AHREEHFERESS 18 TP B ZEaH R » B » ZHLIL-5 A
RAEDIAGE 240 SEQ ID NO : 47 B, 48 FrHYESHH AT 1% -

[55207H] AHHEEHFIEEEES 1S EPrlaV B SEaH sy - Hef o ZPiIL-5 A
pikiwe i U=

2 SEQ ID NO : 49 ~ 50 ~ 51 FME—ArREEEHEA 95%F5! E—MRyE#
98803-B1 {E£IEFR F3H 5 B(SRPERFEERNEE)
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55 109110556 SHELFI AR

1134 4 A 30 HEIESHRE
HSEEAAN SEQ ID NO : 46 ~ 47 ~ 48 fME—FTREEiH BA 95%F5E—H:H
B A S -
(Z3213H] ANHREEEEAUHEIESE 20 THAT AV SEAH By » HoA » ZP1 IL-5 31
s

SEQ ID NO : 51 By B[R SEQ ID NO © 47 Fim Vi (g -

(5208) SRR | SRR - £ 2 1S
B AR - |

(5250 ek s TERRGIEI 21 SEFrleVEsRa )  Hh » L IS 3
Riu 4 SEQIDNO : 52 Fimify A B ERMEFER] SEQIDNO © 53 iy Ad

B EE -
(5047E) WA SRR 23 TR B Yy » Hb > B L5 3
B

SEQ ID NO : 83 FyrBYE#EA] SEQ ID NO :© 84 FrHYHHE -

(552570] —TERFHFFHEFEEEEE 1 2 24 JHpF—THP R B EEH )
FIDT5% > ARG IL-5 BB BURAS & H B NS GER BRI B - e
R SRR Ry TR -TETA S 4R TR ©

[ZR2605H] —fEET IL-5 JilesiHURES R BAYREZEE - B R
REURIFRE DG AR BEAEESE 1 & 24 TE T TEAT I AT B BE4H iR 684 RS Jet
B R RERRREIETN - —REZRT _REIRAVVER -

[55275H] —MEE&AH IL-5 Tl E DRGSR BVERAR - H 0 &
1R RE G Y S B B 26 TE Pl Y S AU AR R MRS o

(55281 —MEEA HEEAE SaR A nREEAEmEsS 1 £ 24
98803-B1 {ETERR 4 H > 3t 5 HEHHHEARE
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5109110556 S EFEREE =
E 1135 4 B 30 HieERRE

P E—THPT A B 240 RN - SRS BRI EEESE 26 TEFT AV REZ YA » 2
o B FHEIESE 27 TEPT IR VA AR -

[55207H]) —TEANERSEEEFIEEESE 1 2 24 THPE—TEATIREY B 2240
SR EAEEES 26 IHEFTAHY AR RIE - SAEEEAEELE 27 HAT AR A
AR - B A EEE R 28 TP LB AT MR R e IL-5 1 E0VRRIEEY)
PHIRZR - Bt 0 8% IL-5 /BRI R - 18MEAIR - BEER R - EEE
S2SRE R EOR ~ BE RN AEREIE SE - Churg-Strauss 74 ~ RFEIERZ X ~ &
SraERi 3R~ MMM EZKRE - SR SRR URAR AT - BRI AR FiE 3% -
FEERIEE ~ PRSI ~ B R ~ Loeffler’s §3&1E - SR - WEEN AIRTEE Y
SMSCRE R - EEIEEIRR - BERX - EIRNARERE X - BEEER A
REtERE X ~ BEMEER  BELRER - FENERA S E R AHEIEET
dEMESCRE R -

98803-B1 {Z1IEAY BSHE 45 A(SHRFEFEE)
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[3HA1E (]

100-
S 80- D—‘—Q—N-o—é—s¢
0 ®  hu39D10
ﬁ 60- v h1705-008
# 40l ¢ h1706-009
HH o IgG
< 20-
[xl
[a @
0 . . M—l
4 2 0 2 4 6
Log[#ifZ2E » ng/ml)
Bk 1 e
ENED
150 ~
130 -
110 -+
g 32 : E h[1705-008
% 50 -
30 -
10 - i - = h1708-009
-10 1 < W SER N S S
WSSOI TS

H

IH - 3 JE(EEFED

pu]

98803
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125

15625  3.425

PBS
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200+

=]

50

25

I" S = “ml
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