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W o7 ¢1z}(Leukemia inhibitory factor, LIF)E Al¥E #39 oAAS x3st= thokst AESA A4
#ogsts QE TR 6(IL-6) F8 Ato]E7Iololth, 213t LIFE gpl303 o]FolgAl|3dlsl= A2 ¥W LIF =84
(LIFR Fi= (D118)¢te] Agte Fa] AESHY avs 3]sk 2027 ofvi=ite] Za|flelo]=olt), o4& 1]
B2 gAdste gld 7)UA (MAPK) 2 o2 (Janus) A 3FE 71uAl (JAK/STAT) B2 & A4 3 A%
A AR 452 oloizltt. LIFY w2 ¥d £ 2 & I3 552 2 739 oo v o5 #
Hol = Aoz QJFHU.
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LIF 84& AgatAv et Algtst &-LIF FA7F 290 71", ol A= oo A5 fF&3ct
o5 A= e w9 LIF, LIF #8415 FdstAY, LIF o&4 A4S vehdle otel oist 9 aWS
Adstr] s <1zbaE 4= Qo). %oﬂ NAE ole g & 74 A= A7kt By Fo A WA 4 AE

4 w3l ol7]A e AMS UEhin.

A FEjellA, a) AEHE: 1-7 & 33 T o= sltel A ofv| =t NEE EFteteE S dEA AH P
9 1(VH-CDR1); b) AEWE: 9-13 =& 35 5 <>1L shuboll AN E olu Al MES FoElE S ARA AA
99 2(VH-CDR2); ¢) AEWE: 15-19 HE+ Z o= sty AAIE ol At NEE e S FRA
A7 49 3(VH-CDR3); d) AEgHZ: 21-23 tt% 39 F o]z st AAE oluweAl IS EIeE= A A
BA AR 99 1(VL-CDR1); e) AW E: 25-27 = 41 5 ol dlfo] AAE oln Al HES 23sl= 4
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274 49 2(VL-CDR2); B ) A3 29, 30, H= 43 T o= shifell A€ ot MEE &
ops Al AR 2A 99 3(VL-CDR3)& EFah= Wd™ A AAHLIF) ol Soldow dgtehs A= &
g i LIFe] Sejdeom ZAdsh=s A Axs FA7E 2do 718, 54 7oA, A

AzA, Az=g Al

2% A= Sdzdstd LiFe] 293, 54 7380, Az A= At FA Zddda gz
B fradd Hojk shue] Zeda g9 2FdH. 54 FddelA, A FAle= ddstdn. 54 7E
e, Az A= dddgstdn. 54 FddolA, A= A= 209 dgezed T4 # 2719 Wy
=2ud dds 2. 54 FddelA, AxF A= Fab, F(ab),, Sd-=d¢l A, &4 7 oH

(scFv), T¥E Ywuit]E x3hsivt. 54 FddolA, A3 A= oF 200 F32s vRke] g A (K) =
LIFell Seldo= Agsttt. 54 FddolM, A= I oF 100 vz vwke] 2] K= LIF 5
oldo=m Agstt, EF T, VH-CDR1S A EHZ: 4(GFTFSNAWMID o AlAlE obw]ial MEe ¥33}ar,
VH-CDR2+= A9 S 11(QIKDKSDNYATYYAESVKG)ell A|AJE ofn|:eil M A& 233tn, VH-CDR3S> AEd¥s
17(TCWEWYLDF) o] AA | opm it LS Z3talar, VL-CDRIS A5 21(RSSQSLLDSDGHTYLN) ol A A E o}w]
A 4ES E38h, VL-CDR2E A QD™ 3 25(SVSNLES)ol AAlE ojul =it MEE ¥38l1, VL-(DR3S A QG
M5 20(MQATHAPPYT) ol AIAIE ofw|=at M AS 233ttt 54 F&dol| A, VH-CDR1S AW E: 7(SKFMY)el
AAE op At DS EEslar, VH-CDR2E A Qw3 13(WIYPGDGDTEYNQKFSE) o] AIAJE o}m]wal LS 23t
3t ,  VH-CDR3> A E®W&: 19(RDYHSSHFAY)el AAl€ ofniil AMEES xF3ebil, VL-(DR1IS AgHs:
23(RSSQSLLHNNGNTYLS) el A A€ ofr|i=ilt M ES x23et™, VL-CDR2E A EWE: 27(QVSNRFS)oll AlAlE o}r] -
b AEs 2eEta, VLR3-S AEHE:  30(GAGTQYPYT)ell  #1A1& } =4k AMEs E3s, %iﬂ
TddelA, VH-CDR1S AEWs: 33(TAGMQC AAlE ofv|it AEE X&star, VH-CDR2E AEWE

35(WINTQSGEPQYVDDFRG) ol #ANAJ | ofw] =4t & 238bm, VH-CDR3-S *1%5%_32. 37(WALYSEYDVMDY ) o W

obn] A M ES 33, VL-CDRIS A I E: 39(KASENVDSYVS) ol AAE opm ik A 9S F3+6m | VL-CDR2
= AdWE: 41(GASNRYT) ol AAE ofm =2t DS ¥Eslar, VL-CDR3S A3 43(GQSYRYPPT)el AlA]H

otul Al LS 23ETE. EA FHA A, VH-CDR1S M AWHS: 1(GFIFSHAWMH) o] AAE opn] il DS =
shalar, VH-CDR2:= M G5 9(QIKAKSDDYATYYAESVKG) Ol A|A1E oln] =2t M he Fehaly, VH-CDR3S A gH
%: 15(TCWEWDLDF)ell AAlE olu|=it M A Eghalar, VL-CDR1S M LH 5 21(RSSQSLLDSDGHTYLN) ol =41 =
ol Al M AL F3sle] | VL-CDR2E A EHZ: 25(SVSNLES)o| AAlE ofm| =2t HES ¥3H3la, VL-CDR3S
A EAS 0 29(MQATHAPPYT) ol A|AH opn| it Md& ¥ skttt 54 FddoA, Az dAe A9HS: 44~
47 T o= slel AAIE olu| Al A3 Kol oF 80%, °F 90%, T oF 95% sL3 T T IHT 1(VH-
FR1) < ofnal M, HAHT: 48-49 F o= slufol] AAE olueal Hh3} Hoj= <F 80%, <F 90%, W=
= 9F 95% 5L T ZYUdHT 2(VH-FR2) F oluj:=st A, AEWHE: 50-52 F o] dlifo] AAIH o
et Ay Hoj= oF 80%, oF 90%, W= oF 95% TUs T A 3(VH-FR3) HY opn]=t M F
AE/ME: 53-55 F o= Blitel A" opbn At MEH Hoj= oF 80%, °F 90%, T+ oF 95% TUg T3
AN 4(VH-FR4A) G olv=t M T S oS T, 5 oA, AR dAE AdHE:
56-59 % ol slifel AAH ofmmal AP Hoje oF 80%, °F 90%, W& oF 95% wUE A ZHAHA
1(VL-FR1) ¢ oprit M, AMEdWs: 60-63 & Oib shufell AATE ofu] =it AT Hojx oF 80%, <F
90%, Ti= oF 95% FUE A ZadYa 2(VL-FR2) < o}u]b*} A, AGHF: 64-67 F o= dfrtel A
Alg olr At g Holw oF 80%, oF 90%, TEE oF 95% FUd A ZH I 3(VL-FR3) A9 opn| w2k
Ad, 2 IS 68-70 F o= Fhrtell AAlE ofm| st *1%‘4 Aol oF 80%, °F 90%, T °F 95% F U
A ZeEdea 4(VL-FR4) D ot AE 5 by oS EFett. 54 T, Axd} FA= A
AWM 450 AAE ol Ak AL} Holw oF 80%, °F 90%, W °oF 95% FU 3 VH-FR1 oln| =2k A g, A4
WS 490 AAE opn| 2k D} Aol 91 80%, <F 90%, = oF 95% B U3 VH-FR2 obv]iit Md, Hdd
500 AAE opu At G Holw oF 80%, °F 90%, W oF 95% HAd VH-FR3 oln]:At Md, 2 A4

O

-

SRR

fol

;|
W5 540 AAR ol Ak Ay Hojw= o 80%, <F 90%, Hi 9F 95% UI VH-FR4 o}n|:=A HES ¥
stth. BEA FddolA, AR Al s 579 AAE opn| Al MEF Hojm= oF 80%, F 90%, =
oF 95% FA3F VL-FR1 o}t Md, A E: 610 AAE opn=at Hdx} Hoj= oF 80%, °oF 90%, =+ oF
95% A& VL-FR2 o}m]wAl MY, HEHI: 650 AAE oluwil Azt Aol ok 80%, °oF 90%, X oF
95% FUT VL-FR3 ofv|i=it Ad, 2 AIHT: 680 AAIE ofn|iit A3 Hojm oF 80%, F 90%, T oF
95% EUg VL-FR4 ofr|it MEE x3ett. 54 FddolA, Axd A Adus: 4501] A olr]
A I Ao ofF 80%, °F 90%, W= °F 95% AT VH-FRL opv|:=At A, MAW S 499 AAlE ofm] =4t
et Jojm oF 80%, oF 90%, Tz oF 95% FUF VH-FR2 olv|iat Ad, MadWE: 50011 AAE opr| ik M
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t‘di 540 AAE obm At A%
AAE o]t A}

obvl st M3} 4
obv At A3} Hol
]_

G Hojr oF 80%, <F 90%, = ¢F 95% TS VH-FR3 ofvw=it AE, A4
7} Aol oF 80%, <F 90%, & oF 95% s Le VH-FR4 opv|:=At A E, AEHE: 579
Aol oF 80%, <F 90%, W= ¢F 95% T LT VL-FR1 ofv|=At AE, AEis: 61°ﬂ Al
o ¢F 80%, °F 90%, & oF 95% YU VL-FR2 ofv|x=Ait AE, AERE: 650 A|A|

S Zl

pul

5= oF 80%, °F 90%, = oF 95% &3 VL-FR3 opulieal M, B AW 680 AlAE opnmAt At A
o]k oF 80%, °F 90%, Wi oF 95% FUI VL-FR4 ofm|iat NEE ¥, 54 FAdolA, AxF FA =
& AzAA xS AT Aotk 54 FRdelA, k2 wEAEF, AFG, dadh, B A9
. 54 PN, A2 A= AT FA B Ao 8t BAE TS oFe 24
w=o FAAEeIT. 54 F-delA, o 2= AU Folg fs) AAstdAn. 54 F&ddA, ofst
ZAELS OiHU Fols 98] AAstEt. 54 FEA, oFst 2B oF ARA EEF 9% Flo|t}.
54 @A, e nEAES, A%, dad, 299, 494, B dde E3an

T U2 gEjA], a) AIWT: 71, 72, EE 74 F o] dhutol] AAE olnn-at A3 Holw <k 80%, oF
90%, i 9F 95% FA3 ojnAt MES zhe WEFREY S 7P 99O HE; 2 b :

F o= sl AAIE ofu=aE AT Hojke oF 80%, ©F 90%, W oF 95% TEE ofnx4t AEE Zte W
AZzEA Z4 7hH d9OL) LS st HEY A ARH(LIF)o] Soldez Afsts Azt A7
Edol 71", 53 FddddA, VH AL Az 720 AAIE ofu|iAl A} Hojx oF 80%, °F 90%,
e oF 95% FUstA; VL A9 AE™s: 760 AAIE obv| At AEF Hoj= oF 80%, °oF 90%, = °F 95%

FefoAl A, a) AEHE: 1-7 = 33 F ol 3t AAIE ofnweAt DS XFs)=
1(VH-CDR1); b) A ¥¥ 3 9-13 E= 35 F Oib shitell AAE ofw At M AE EFH
2(VH-CDR2); ¢) A9¥ 3 15-19 E= 37 F o= shufel AAIE opr il LS
9 3(VH-CDR3); d) AE®¥3: 21-23 EEE 39 & o= 3t AAlE ofn| Ak A
A 49 1(VL-CDR1); e) AEHT: 25-27 T 41 F o] 3l AAH o}n
= d A4 99 2(VL-CDR2); @ f) AEWE: 29, 30, & 43 & o] 3} A
& e A AEA 24 99 3(VL-CDR3)S E3Hst= wdy o4 QAXH(LIF) EO]
g FAE MA Folshs dAE et &S VMR AE AEde WHoRA, A A
ool 7lAEt. 54 FdAolA, AXT FA = E]iélﬁ}ﬂ LIFel Agtgte},
=7 v A7 FA ZEQlea d9o2RE fHE Holx skl Zeqlea 9
z33g. B4 FAAolA, Az dAe AT, B4 FHANAN, Az I3A

Eil S2EYH F4 9 209 WoYIREY F .
ool A, AzZF A= Fab, F(ab),, ©d-EdQl A, vl 7} @ (scFv), & yivigo|t},
TFAdolA, Az FAe o 200 H=ZE wwke] &y A4(K)E LIFY Eoldoz A
A, AR FAE oF 100 F32E vRke] sfE] A (K) R LIF] Solxo=w Asbstt. 54 FddeA, VH-
CDR1&  MEWz:  4(GFTFSNAWMID Ol AAE ofm=dt  HES  ¥3stal,  VI-CDR2E M EHE:
11(QIKDKSDNYATYYAESVKG) ol AlAlE o}t HAS E§3lH, VH-CDR3S M AW Z: 17(TCWEWYLDR)o A|A =
ol At AMdS ¥E3ba, VL-CDR1S Ag¥3: 21(RSSQSLLDSDGHTIYLN) G AJA1E ofn] w2k A EL x3ksbn] |
VL-CDR2v= Mg S 25(SVSNLES) ol AAJ® ofm] =it M-S E3hslar, VL-CDR32 A EHIS: 29(MQATHAPPYT)
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s 39(KASENVDSYVS)ell AIAlE ofml it MEE &3, VL-CDR2v= A EWE: 41(GASNRYT)oll AlAl€ of
v At ES ¥38aL, VL-CDR3E A EWMF: 43(GQSYRYPPT) ol AAIE ofm Al NES E33att, 54 134
oA, VH-CDR1S AdwWs: 1(GFTFSHAWMH) Ol A"  olvx=aF Ade ¥33t3, VH-CDR2E A9Ws:
9(QIKAKSDDYATYYAESVKG) ol A|AJ ¥ ofm] =il M ES X33t , VH-CDR3-S A EH & : 15(TCWEWDLDF) ol A|A € o}
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CDR2¥= A 9wls: 25(SVSNLES)ell AJAIE ofu] =it MES 233Far, VL-CDR3S A5 29(MQATHAPPYT) o
Al otk M Es EFGT. 54 ool Axd AT ADHS: 4-47 T oj= skt AAE o]
w=Ab It Aol oF 80%, °F 90%, = oF 95% TUF T YA 1(VH-FRL) D4 obv=it ME, A4
WS 48-49 F O%L shitoll AAIE ofm| it AGH Aok

oF 80%, °F 90%, Hx ¢F 95% TU3 F4 T Y
A= 2(VH-FR2) 9 opbvial Md, MEHE: 50-52 5 o] dhfel] AAlE ofvwAt Mdy} Holm oF 80%,
oF 90%, T oF 95% TU3 F4) TAAYA 3(VH-FR3) A9 olvx=t H4E, 2 H9WE: 53-55 5 <>1L sht
o AANE ofu At M} Holw ok 80%, F 90%, T oF 95% HUE F4 ZTH YUY 4(VH-FR4) G o}
A Ad 3= s o)|Ae XEditt. EA FdAdA, Az ?ﬂz] AE/ME: 56-59 F o] 3litol Xﬂ Al
oln] =2t A3t Holm oF 80%, °F 90%, = oF 95% HUd A AP 1(VL-FRD) G opr]=t M
AE/ME: 60-63 F o= st AAE obv At MEH Hoj= oF 80%, °F 90%, v oF 95% TUg A =
AU 2(VL-FR2) B9 opvieat Md, MIANE: 64-67 F o= dhfoll AAE opw it Ndnp Hojx of
80%, °F 90%, T °F 95% TAT A AR A 3(VL-FR3) 4 ofvlit A, 2 AAWE: 68-70 T o=
shufel] AAIE opm| At AT Hojm oF 80%, oF 90%, T oF 95% U A T U 4(VL-FR4) I
obrl it A E T st oS EFHeTE. 5A FdA, AxF A= AEHE: 4500 AAE oAb *1
A3t AHol= oF 80%, °F 90%, HEi= oF 95% FUIH VH-FRL ofv|:=it A, 1%%@: 490 AR obul st A g
TA

=

e

1 rlr

I Aolm ok 80%, °F 90%, =X oF 95% VH-FR2 o}v]:=at M, A5 : 500 AAlE ofn| =it HEzt
Aol oF 80%, °F 90%, H= oF 95% s AT VH-FR3 opv]=At A, 31 AT 5400 AAE opr]=At A d
Hoj= oF 80%, °F 90%, =& oF 95% 5A3d VH-FR4 ofv|al MES 3. & é FAdel A, Az A
AEW 35 579 AAE opm et Ad Holw ok 80%, <F 90%, HE oF 95% %%16& VL-FR1 o} =2t A4,
A s 1ol AAE ofut Ea} Holm ok 80%, oF 90%, L oF 95% = L-FR2 o}v]:=2F HE | A

F—?l" rO('
= =

3 659 AAE of| At AEH Hojx= oF 80%, <F 90%, HE= oF 95% E1 L-FR3 o} x=4F g, 2
M3 689 AAE ofux=At Ad Holm oF 80%, &F 90%, Ex oF 95% S UdH VL-FR4 ofn] At AES
ot B FAAAA, AR FAE AEHT: 4500 AAIE opn| At JE3 Hojw= oF 80%, oF 90%,

oF 95% 5U3 VH-FR1 opuiat Mh, AR E: 490] AAE ofumAal Ny} Ao oF 80%, <F 90%, Fi=

19 rlr 22 a2 2 rlr
o T e rE

95% T3 VH-FR2 o}v|:=At Ad, ANEHT: 500 AAH ofbn] At HE3 Hojw= ok 80%, <F 90%, i oF
95% FQ& VH-FR3 o}m:=At Ad, HEWE: 540 AAE opbn] =i gy FHolw oF 80%, °oF 90%, Hx oF
95% FY& VH-FR4 o}m:=At Ad, HEwE: 579 AAE obn] A gy FHojm oF 80%, °oF 90%, Hx oF
95% L3k VL-FR1 ofv]=Aal ME, MEHST: 610 AAE opn=at Ay oz oF 80%, <F 90%, Tt oF
95% L3 VL-FR2 olmial M9, HEHz: 650 AAIE olmical A3 Hojx <F 80%, °F 90%, L& oF
95% FA3%F VL-FR3 o}v| At Ad, 2 Ag9is: 680 AAE olm At gy Hojx oF 80%, <F 90%, Wi oF
95% &EYg VL-FR4 olv| =it L& 1’% stk B4 Fa o, e wRAEE, #HEFY, 2, Aagd, A
HAgh, e Adks EFeit. 54 FddelA, AxF FAE AUUE FoART. 54 FHCA, AT
FdAE QYR Fodn
= oE EjolA, a) AEHI: 71, 72, BE 74 F o= dite] AAE ol gy Holx: ok 80%, ¢k
90%, T 9F 95% 5L ojuAt MES ZHeE WYSREY S 7pE 99 AL ZE b) H"ﬂ‘ﬂi 75-78
F ol o] AAE ol At At Holn ok 80%, F 90%, T oF 95% SAI ofm Al MES zte W
AF2EY 4 7}%1 FFOL) AEs xdats Wd@W AA JAAHLIF)O oA oz Ajste Axdt A&
A NA Foste dAE 23t & 712 JAE A sste el 2dol 7iAEn. 54 FddelA, Vi
AEe MAHF: 720 AAIE ol Al Ay} Hojx= oF 80%, °F 90%, v oF 95% TUdtAL; VL MEe HE

M3 7600 AAIR oAt ET} Hoj= ¢F 80%, <F 90%, = ¢F 95% T U3Tt.

T 08 S, a) Ag9HE: 1-7 £E 33 5 o] ol AAE olual HES ¥ ehe
A 49 1(VH-CDR1); b) AEWHI: 9-13 = 35 F o] &lifol] AAE ofnwat LS 23
A7 49 2(VH-CDR2); ¢) AEHI: 15-19 &= 37 F o= dlto] AAE ofu =it IS
B4 A4 99 3(VH-CDR3); d) AEME: 21-23 & 39 5 o= dte] AAE o}m] =ik A
A AR ZA 99 1(VL-CDR1); e) MEWHI: 25-27 E= 41 5 o] dlifol] AAE ofn
= A AR 24 99 2(VL-CDR2); % ) MEWMI: 29, 30, L& 43 F o= ali}dl A
S et A FEA 24 99 3(VL-CDR3)S ¥gatsE wdy A QRH(LIF)o| SolF
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FAE Holw shtel madga 99 wPR. 54 FAANA, AxXF A
TGN, AZF FAE LEdsAY. 54 g }
Wel2auy 448 2ged. 54 vadd, AR FAL Fab, Fab), B

LIFol Holxo= Aggdtt. 54 FdddA, Axd A= oF 100 H2Zs wve] sfg] ()= LIF 5
oldow Aggsrt, EA T A, VH-CDR1S A AHZ: 4(GFTFSNAWMID o AA1E o}m il HPS F3slar,
VH-CDR2®= A]EW&: 11(QIKDKSDNYATYYAESVKG)ell AAl®l olnwil AMEs E&siH, VH-CDR3S AE¥s:
17(TCWEWYLDF) ol A opn| it M E& Eghabal, VL-CDR1-S A EWHS: 21(RSSQSLLDSDGHTYLN) ol A|A| €l o}H]
A 4ES 38, VL-CDR2E A Q¥ 3 25(SVSNLES)ol AAlE oju] =it MEE ¥38lx, VL-(DR3S M 4F
WS 29(MQATHAPPYT)ell AJAIE ofw =it ME& 23ect. 54 FddolA, VH-CDR1-Z A EHE: 7(SKFMY)ell
AXE op At DS EEslar, VH-CDR2E A QW3 13(WIYPGDGDTEYNQKFSE) o] AIAJE o}m]wal LS 23t
3l VH-CDR3S M ¥ Z: 19(RDYHSSHFAY)ell A|AlE  ofmwal MAS ¥3sta, VL-(DRIS AMIdHE:
23(RSSQSLLHNNGNTYLS) el #A|AJ € ofn|iilt MES E3et™, VL-CDR2E A EWE: 27(QVSNRFS)oll AlAlE o}v]
A M9de ETEstar, VL-CDR3S AW ZI: 30(GRGTQYPYD)el AAE  olmwAl HEE& X33y, EA
Tl A, VH-CDR1S A EWE: 33(TAGMQ Ol AA" ofvicil AMEE x3Fetal, VH-CDR2E AlgHs:
35(WINTQSGEPQYVDDFRG) ol AIAI| ofw| At A ES 233t VH-CDR3-> AW 37(WALYSEYDVMDY)ell #1A1€
obn] A M ES 33, VL-CDRIS A EWE: 39(KASENVDSYVS) ol AAE opm =ik A 9S F3+6m | VL-CDR2
= AEHE: 41(GASNRYT) ol AAlE ol =t M Fe Eehalar, VL-CDR3S A E: 43(GQSYRYPPT)ol #|A1=
ofu| =t A XS, 54 FddolA, VH-CDR1-S AW s 1(GFTFSHAWMH) o AA1 € ofw| =it MES X
ghalar, VH-CDR2:= M G5 9(QIKAKSDDYATYYAESVKG) Ol A|A1E oln] =2t M hg xehaby, VH-CDR3S A gH
%: 15(TCWEWDLDF)ell AAlE olu]=it M A Eghalar, VL-CDR1S M5 21(RSSQSLLDSDGHTYLN) ol =] A=
otul Al Y-S EFshH | VL-CDR2E A G¥S: 25(SVSNLES)ol AN ofmwat A 9S E3sar, VL-CDR3S
A5 29(MQATHAPPYT) ol AIAI R olu]i=al HEE g3ty B4 FadoA, A% FAs HEHE: 44-
47 F ol ol AAlE olu =t E3t Hoj= oF 80%, °F 90%, Fi oF 95% FL3 T T YA 1(VH-
FR1) 49 obvieit A, AEHE: 48-49 5 o= dfvtoll AAIE ofm]iit A d3} Hol%= °F 80%, °F 90%,
= 9F 95% 5L T ZYUdHT 2(VH-FR2) S oluj:=it A, AEWHE: 50-52 F o] dlifo] AAIH o
et Ady Hoj= oF 80%, oF 90%, W= oF 95% U T T A 3(VH-FR3) H¥ opn]=At M d

HLHS: 53-55 = 01L shifell AAIE ofn] 4l A} Aol oF 80%, °F 90%, W& °oF 95% LT %»H
93 4(VH-FR4) 9 obv|ieit AE F ahvt o) e 23t 54 FdddA, Axd dAe AdHs:
56-59 = o] @i} xﬂ Alg ofu] At Ada Holw oF 80%, ©F 90%, i oF 95% g A ZHdY
1(VL-FR1) 9 ofn=it AE, AEHI: 60-63 F Oib shufell AATE ofu] =it AT Hoj® oF 80%, oF
90%, = oF 95% 5L A ZAAYI 2(VL-FR2) B9 ot AE, AMEWE: 64-67 F o= st A
Al obme Al qAFt Zolw oF 80%, o 90%, Wi oF 95% T3 A THUYYA 3(VL-FR3) I o}mwAt
Ad, 2 AMEHST: 68-70 T o] ol AAE olu] At I Hojm= oF 80%, °F 90%, T oF 95% L3k
A4 AT 4(VL-FR4) 4G ol A 5 st olts 283k, 54 T3, Axd FA= A
AW F: 450] AA|E olu Al MG} Zolw oF 80%, 04 90%, = °F 95% FU% VH-FR1 o}m|wAt AY, Ad
W35 499 AAE obn| w=AF A A3} Aoig 91 80%, <k 90%, T oF 95% FUF VH-FR2 olvm]i=Ait M, Add
5000 AAE opu At NG Holw oF 80%, °F 90%, W oF 95% FU3
M3 540 AAE ofu =i G Holw o 80%, <F 90%, == ok 95% %%‘
t. 54 FddddA, Axd FA= AL 57 AA= Okﬂl &
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A
oF 95% 5%k VL-FR1 o}n]=At H4E, MAHF: 610] AAIE oluwil Hhx} Zojw oF 80%, < 90%, == oF
95% &Y VL-FR2 ofn]i:=4t AE, AEHE: 6590 AAlE ofu =it H?—gi} Aol oF 80%, °F 90%, =+ oF
95% FUT VL-FR3 ofv|i=it Ad, 2 MIHT: 680 AAlE ofn|iit A3 Hojm oF 80%, F 90%, T oF
95% &A% VL-FR4 olr|=il MEES EF3k. 54 FddolA, Az A= » ?é_ﬂd_i: 459 A|A1E ofr] =
b A3 Aol oF 80%, °F 90%, TE °F 95% B U3 VH-FR1 o}u|:=Al M MEAHI: 490 AAE ofm] =it
Aqd 2olm ok 80%, oF 90%, T oF 95% U3 VH-FR2 ofnwAit A, HIHS: 5ooﬂ AAE opr| m=AF A
A} Aol oF 80%, <F 90%, HE F 95% FUE VH-FR3 ojn|:=At AE, MG 540 AAE opmal A4
I Holm ok 80%, °F 90%, X oF 95% FAFF VH-FR4 o}m]wat HE, HAHT: 570 AAE ofu = L3}
o1& ok 80%, °F 90%, T ok 95¢% =Yg+ VL-FR1 ofn|x=Ait Ad, AdHS: 610 AAE ofu =it gz 2
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= oF 80%, °F 90%, T oF 95% H3 VL-FR3 olniAl A, 2@ AW E: 68 AAE ofm it Adxt A
o oF 80%, °F 90%, H °F 95% T UT VL-FR4 opn|:=it A ¥ sttt 54 FHoolA, 42 mEAE
5, A, G, AR, AP, =E Hge et

e
T
}'o.{,
BN
:—‘
N
o
N

_Lu
2 M

L

TS

F o= ol AAE
9 4 b (L) Nee

S 18 of
20l
2
Fel
il
ol

o
)
i

87 FAE Edahe AsAE
Edol 71T, 5 FddolA, VH AL Maris: 729 AAIE ofu|wAil A} Hojm oF
90%, HE < 95% TLs1

oF 95% 5 YU3Tt.

i ;1; foele e

il
v
N

2 R
lo e

o

=

[ex
o
™

O o
o O
N N
[l
s

°

R <

A9 I (FR)S Egsks wdy oA AA(LIF)o] Solxo g Agste AZT FAEA, HE 7]
o] &}ite] (DR LIFe Sold o= ZAdsh= 29 AT dA7E 2o A, 54 FddddA,
el g ZAstE LIFel] Afsitt. 54 FddolA, AxF FA= A FA ZHd9]a Jdo=

o] ZdYa J9ge ettt 54 oo, Az dAe dsd. 54 4

, = gadsdn. 54 FddelA, AxF FAE 2] A2 EY T 2 29 |
2EY AHs g3, 5 FddlA, AFF AT Fab, F(ab),, @d-=wel ], w3 7ba @A
(scFv), TE dnitoeltt, 54 F&doA, Az FA= oF 200 I8 nvre] &gl 44 K)E LIF 5
ojfog Agtett. 54 FdA A, AxF FA = oF 100 HHZE wvke] sg] A4 (K)E LIFd Soldo=
Agsitt. 53 FddoA, HE 7199 Hom sl DR AMEWs: 1-3, 9, 10, 15, 16, 21, 22, 25,
o= hujoll AAlE ofn At MES g3, 5 pFdAdA, AE 7| Holx e

DRSS AMEWz: 1, 9, 15, 21, 25, ® 29 F ol &ito] AAIE ofn =it JES L33, B4 P oA,
Aolm shte] A F2EY ZEdYa Jode AIuE: 44-70 T o= shtel] AAJE ofw] At

AEE et 54 FddolA, AxF I Adis: 1o AAE F3 CRL ot Ad, Agdws:
9ol AAE F4) CDR2 o}v]=at D, 2 HEHZ: 159 AAlE F4 (DR3 ofv|=at LS zgst;, £
ool A, Axd FAs HAg9Az: 210 AAE A2 CDR1 ofv]x=at A4, HEHE: 250 AAE 24 CDR2
oful At A, B A 299 AAE A DR3 ofv| =4t MES xgetty, 54 FddolA, Axd A
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150 AAlE F2 CDR3 ol =4t AE, AdE: 21o] AAlE 2] CDRL ofvlieil AE, AEHE: 2500 AA|
A CR2 ofvx=at A, 2 AMEws: 299 AAlE A CDR3 otn|wAit AMES ety 573
FAdelA, AxF FA= AEHE: 4500 AAE ofr| il AAF Hoje oF 80%, °F 90%, L °oF 95% Y
3 Z4 FR1 obu] At A, MW 3 490 AAE olm Al L} 2olw= ok 80%, °F 90%, W= ¢k 95% FY
gk 3 FR2 ofv| it AE, AE®s: 5000 AAIE ofn| it AE3 Hoj= oF 80%, °F 90%, H=v °F 95% 54
3 2 FR3 ofnlx=At A4, 2 AgWS: 540 AAE ofm| A L Holw ok 80%, oF 90%, Wi oF 95%
93 F2) FR4 olv|=t HEE ¥tk 54 A, Az FAE HAEHE: 570 AAH olm] A
A Holx oF 80%, °F 90%, & oF 95% FUTH A4 FR1 ofv|iit M E, AERE: 610 AAE ofr =it
A Holx oF 80%, <F 90%, & oF 95% TUTH A4 FR2 ofv|iAit M E, AEWE: 6590 AAE of At
MGyt Holx oF 80%, °F 90%, = oF 95% FUT A FR3 ofv|=At AE, E AEHI: 630 AAE ofv]
A AE Aol oF 80%, °F 90%, E& oF 95% HASH A2 FR4 ofr|iat MEE XS, BA oA,
Az FA= AEHS: 450 AAE ofn it A Aol of 80%, °F 90%, = oF 95% FUI T FR1
ofn| At AE, AEHE: 490 AAE ofpn| A AET} Aok oF 80%, °F 90%, Hv& oF 95% sdF F3 FR2
ofn| At AE, AEHE: 500 AAE ofn| A AET} Aol oF 80%, °F 90%, Hv& oF 95% sdF F3 FR3
olml Al qE, MEHE: 540 AAE olmal A Hojk oF 80%, °F 90%, EE oF 95% A3 S FR4
ol 2t M, MAME: 570 AAE ofueAt A3t Holm oF 80%, °F 90%, & oF 95% HU3 H4 FR1
olul A A, AW E: 610 AAE ofuxAt AT Holm oF 0%, °F 90%, EE oF 956 HAst 2 FR2
ofrl it Ad, IS 650 AAE ofrAil AL Aol of 80%, °F 90%, W& °F 95% A 2 FR3
olul A A, @ AAdWE: 689 AAE ojuxAt MG Hol® oF 80%, <F 90%, Ei: oF 95% HUsH A4
FR4 ofv]=2b MES xgteitt, 54 FdANA, A2 dAls ogstdoz Fgried dAs Friz 13
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[0013]

SE50dl 10-2784394

=4 oI, Axg FAE o)
ez 98 AASAG. 59 Tdded, AXE AL o Ameldel §EE Av Ao, 54
&

wohE e, HEWHF: 71, 72, EE T o] = 3t 11]/\1% obn| = Ab M E 3 Aol oF 80%, °F 90%
we o S AW S 75-78 F o= dhitell AN

45
°F 05% LT ofv]At HEE Zhe WS % ?,ﬂ M4
ok
o}
At

I Holx= oF 80%, °F 90%, T
H A

ol'
oL

2 °} g

ZE = d AAF(LIF)o| Eold oz % H Z3F AV 2o ZIAET. 5 F3 ool A, U*
AZziy F AEe s 720 AAH olnxA Adm Holm ok 80%, °F 90%, HE ¢k 95%
A&t S2EY A4 AES AERE: 769 AAE ofv =t AEH Hojk o 80%, ¢F 90%, HE+v oF

T uE FHelA, WEdW A AAHLIF)Ol Seld oz Adtelhs Az FAE A Fosts dAE £
e 4= 7K WS ARse WHeRA, (LIDd Soldor Adshs Axd A= AE 7199 Holx
stupe] AdrAd AA GHCR) R QIZE 7]9le) Aok shute] WigoREdl T dYFR)E& Edeta
HE 7)) Holx shite] (DR LIFe] Solx o= Agtats 29 Wge] o 7Adrt. 54 F@dellA

AxG AL FURARA LF AT 54 PR, AxF PAE A A ZaAd9L Jeo
e Gl Aolw shiel TN B EGET. 54 Fedeld, Axd A A, 54
Aol A, A= FAE DEAGAT. Y PN, ARG FAE 2 WGFREY F4 D 274
Jgeud JAS LHe 54 PN, AEF FAL Fab, F(ab)y, BA-%

(scFv), i thwntlelh, 54 F@alolA, A% FAL oF 200 a2 viwe] dle] 4K LIFI 5
oJdow AT 54 FAANA, AxF FAL oF 100 I=E kel A2 A LIFA Solgow

Agrdc. 54 FddCA, HE V]9l Aol el (RS AMdwE: 1-3, 9, 10, 15, 16, 21, 22, 25,
26, H= 29 T ol Shuell AAE opvdt HEE EFAT. 54 FAelAM, RE V9] Hojm Shite]
COR= Memiz: 1, 7, 11, 15, 17, ® 19 & °f&= shfel AAlH opwiedl NS Eq3rh. 54 Fd oA,
AE 7199 Ao shte] (RS AMdWE: 1, 9, 15, 21, 25, 2 29 F ofi= shfe] AAE opwmit A
ek 54 7dANA, A3 719 Aok shfe] WS REd 2 J9e M 4-70 T
ofr= shifell AAJE opHAt DS T 54 FRAIM, LIF SolAor Ajtsh Axg A= A
dHe: 1o AAE T4 CDRL o=t A, A 9o AAlE T4 (DR2 opv|=at A, 3 Ads:

150 A F4] CDR3 oln|:it HE& 23dtt. 54 FAddA, LIFd SolAo= Adstes Axd FA=
AEdHE: 219 AAE s CDRL ofn|=dt M, MAHE: 2590 AAlE ) CDR2 ol d, 2 Adw
%o 299 AAE 74 CDR3 ofv| At HdS z’%fﬁu}. EX T o)A, LIF Eolzog Agtsl= Az 3
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3 FR4 ofv=2F M EE X3tk 54 FddolA, LIFol Seldog Addstes AxH dAe AEdHs: 579
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Wue Roldn. 54 P, A2 e dHdE Fodch. 54 FAdelN, e ZRAES, A
b, vas, AR %ﬂ e, we vge ¥
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AP DI Aol oF 80%, °oF 90%, W oF 95% TUTH A FR2 obvmAl A, AW E: 6500 AAIE ofv]
AR M Aol oF 80%, °oF 90%, = oF 95% UF A4 FR3 ofvmAt M, B A EW S 68 AlAHE
oful ik I Aol of 80%, °F 90%, T oF 95% TUT A FR4 obv:t A ¥ 54 7
oA, efetHor §8rbedt WA= AU Folol Atk 54 AN, AR 5877t HAl=
el Fofoll Agteith. 54 @A, 9 nEAEE, AGS, dad, dFd, dHAd, Ee dds
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T o FEHClA, oFstHoR F8rtedt Bl B omMdw oA AALIF) ] SolHor Adtehs Az A
g E9ete HAE 2 4 7k didE MRS 93 o A8AE Az WHeRA, (LIF)C 5o
Aoz Agsts A FA= AIUE: 71, 72, B 74 F ol dhutell AAE ot AFR Hojx of
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stubol A obmat MAI} Holm oF 80%, oF 90%, W= oF 95% FAD ohvmat HAL zhE WFRE
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. 54 gddelA, A= okt er s8rbed A, FA, e FIASH A AAStE ] st 24
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T oE GEollA a) AGWE: 91-94 F o] bt AAE opu At it Hol % 90%, 95%, 97%, 98%, T
= 99% sHe obu At AESs = A4 2 b)) MEHZ: 87-90 T o= shfell AAE v =it A d )
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[0028]

A8t = QRtelv. 54 FRAolA, 3t 2AES dHE dER FA F gFHer 8Ited
A, "HA, = FEAE 2F8IY. 5 F>AA, o 22 AWMU FARE f8 AAstdd. 54
TR, delE @S2 A B st e e Asshs WA 828 AT Zolv. 54 4
e A, ©EE A = ofdt AES A Folsts dAE Edes o IdeAY s 7 Al
2 oiH = NS ARss el 29l IAEY.

T gE JEHdA dEyE 922 FAZA, Azt LIFd 2% u, @22 FA= s A7 AEHs: 939
A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134, S135,
H138 & Ao 3hifol]l Agtsls A<l dEld @& A7 2o 71Adnt. 54 FdddA, G232 A=
Aol 3l7] 7] AMAWF: 989 Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123,
S127, N128, L130, C131, C134, S135, H138 & Aok 27)d] ZAZ st EA FHA], d2E A= Ao
T oaly] A7) A9 989 Al3, 114, RI15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127,
N128, L130, C131, C134, S135, H138 & Zol% 5/° Attt 54 FdA0A, dFE dAls 2oz 317]
7] LS 989 Al13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128,
1130, C131, C134, S135, H138 & A= 1071d Agett. 54 T A, GF& FA = s17] 7] Add
3 989 A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131,
C134, S135, HI38 5 EFol| AFsrt. 54 T, G2 A= Iz LIFY] 2719 785 &3 WA
of AgslH, 2719 FHEE &y YAME 559 ofuxibe o5 EElHETt. 5F FdAdA, dEE A=
A7 gp130ol] gk 17k LIFS AjtS xpdstty. 54 FddoA, A= AZ et 2dofA 1z LIFY A=
gty g e xaditt, 54 rdddA, AESH dA4L LIF &

i) T T | T h

7Fsst SlAA, @A, e FIEAE £t 54 FddolA, o8t 2AES AU FAE S AAstE
o, 54 FddelA, dEld 928 A £ O 2AES A4S ARse WHAAY §EE #3 Aot
E4 FEdeA, dF2 &A T o AES A Fosts dAE Xt doE AduAY 4
7Hd Fo R oHE= ANAE A=:mshe W o] Eddd ZIAEY

T OE SN dElE 9EFE A 24, VH-CDR1S M IHZE: 1(GFTFSHAWMH) o A|A€¥ A} 0, 1, 2, 3, &
= 470 opm:=AF 7|7} Aboldk ofm At M YGS E3Fslar, VH-CDR2E A G 3: 9(QIKAKSDDYATYYAESVKG) e |
Alg A 0, 1, 2, 3, T 0 opuxAb 7|7 Aol oA MES EEEhH, VH-CDR3S A EWs:

15(TCWEWDLDR) ol AA1E AT 0, 1, 2, 3, = 47 olmx=4F 277} Aoldt ofu|it AgS x3bstar, VL-
CDR1-S M g¥Z: 21(RSSQSLLDSDGHTYLN) ol ANAlE A3}k 0, 1, 2, 3, Hi= 47] ofn]wAal 7|7} Abo]dh ofn|
A qdS 838k, VL-CDR2: A5 25(SVSNLES) ol #A1E A=} 0, 1, 2, 3, T 470 ofuxit 27]7}
Aol gt olu|iAl HAS F9Hslar, VL-CDR3S M EHE: 29(MQATHAPPYT)ol AIAE Az 0, 1, 2, 3, & 47)
ofu| =k 7] 7F JFol gt ofm At MEE xgely, ©dEE dAlE 7] ] AEEE: 989 A13, 114, R15,
H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134, S135, H138 & %loj%=
shitoll Adtsh= 219 @Ed 9EE FAE B ZiAEn. 54 FAdolA, G2 E A= Ao® g
710 93 98¢ A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128,
L130, C131, C134, S135, H138 & Hojx 27)o] Agslitt. 54 FddolA, dEF2 A= ol 7] F7]:
LA S 989 A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130,
C131, C134, S135, H138 5 Aol= 57o ZAgstt. 54 FddA, G2F& A= Aok 37] 7] g
3: 989 Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131,
C134, S135, H138 & Zol& 1070 Agsct. 54 FdeolA, dE& A= 37 7] AgHs: 939
A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134, S135,
H138 & EFo Agtett. 54 FdddA, G422 A Az LIFY 2719 FE=EE 4y e Aagshd,
29 FHEEE g9 Ui 549 ofuidbe o9& ®eldEnt. 54 FddolA, dEE A= Az gpl3od
sk A7k LIFe] AfS Adsity. 54 FddoA, dA= Ax wjg EdolA Izt LIFe &34 45
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Azks}, T Azteltk. EH pFdAdA, ofst 2AELE dEld dFE A 2 IHom FErbed
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T 02 JEHddA dld 22 FAZA, VDRI AdHE: 1(GFTFSHAWMID ol AlAlE A2 0, 1, 2, 3, &
B ) otuleAt Z7)7L AFoldh olunAt HES Edkslal, VH-CDR2E A W5 9(QIKAKSDDYATYYAESVKG) el A
Al AR 0, 1, 2, 3, E= 4] opvxit 27 Adoldk ofwwgl MES xS, VH-CDR3S AEHE:
95(TSWEWDLDF) ol A A" A} 0, 1, 2, 3, =X 47] ojulx=at @A77} Abo|st oju|wAl IS &8, V-
CDR1E AW 21(RSSQSLLDSDGHTYLN) ol AJA1E A3} 0, 1, 2, 3, TE 47) olulxeat 277} Ao]d ofu]x
A 9SS Z3ely | VL-CDR2E A Qw3 25(SVSNLES)ol AXE A} 0, 1, 2, 3, T=E 471 olujxat 277}
Aolak ofm At IS ¥Eslal, VL-CDR3S A IS 290MQATHAPPYT) ol AIA® A3} 0, 1, 2, 3, E=E 471
ofu| it Z7)7b Aol gt opm|imal MAS EgEl, GEFE A= 7] &) A 989 Al3, 114, R15,
H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134, S135, H138 & %oj&=
shubell Agsle A dElE 9EE FAVE 2 JjAEY. §A FddolA, dEE A= 3] ] A
g5 98¢ Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130,
C131, C134, S135, H138 & Aok 270d Aststth. 54 FdddA, g2 FA = st7] 7] Adus: 98
©] A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134,
S135, H138 & A= 57e Afsirt. 54 FdAdA, GEFE A= 317] 7] s 989 A13, 114,
R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, (134, S135, H138 &
Holx 10740 Agsitt. EF A, dF2 FA= sy 7 AD9HT: 989 A13, 114, R15, HI16,
P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134, S135, H138 % = 5] A%
ok, 5A FEdAA, 22 AT QA gpl30e] tidk QIzF LIFY A st 54 FddoA, A
= A u ZdeA AzF LIFY AESA @48 Addtt. 54 FddolA, AESH &4 LIF =
STAT3 <lAtsto|t}t. B4 FddolA, dA= 7)de, A7), E= &
3. )

o
¢

ER Fejol A, AGHI: 20] AAH oAl HES FdetE F ARA Z2A 99 1(VH-CDRL); A EWs:
100 AAE ofr it MES e 4l ARA 2 99 2(VH-CDR2); AE¥&: 1590 AAJHE ofn it A
st H

A A7 99 3(VH-CDR3); AT : 220 AAJE ofn:=it MES L33l A 4
A AR 99 1(VL-CDR1); 2 MGHT: 260 AAIE ofr|t MES Egetes A AuAd 24 99 2(VL-
5 AR AA 99 3(VL-CDR3)& Egate o
gu A QAAH(LIF)d EolHqoz Atals AxF A7 Yol 71 AlH},

o
)
=
N
SE
B
ne
i
ot
)
©
=2
2
>
i,
o
o
=)
[
2
B
2
[o
o Rl
il
o
ol
s
e
A

54 e, AEHE: 39 AAE AR AR 949 1(VH-CDR1); AEHIE:
9o AAR oluiAt NEES X T dRA A% 949 2(VH-CDR2); AEHIT: 169 AAF ofv =it A
A& xgsleE F R Z2H 99 3(VH-CDR3); A E: 2190 AAH ofv =it MEE Eglshs A AR
d 474 99 1(VL-CDR1); = MIHE: 250 AAE ot MES 3ats A3 AR 24 99 2(0L-
CDR2); B AW 2990 A opu| et MEES E3hebs A drAd A4 99 3(WL-CDR3) & XFste
g oA AAH(LIF)o] Holx oz Afste AxF FA7F Edell 71 H ).

r
e
=)
s
2
>
e
tlo
el

o
i"L
als
ofy

N

54 FHlolA, AdHE: 39 AAE ol LS EFetE T dRA 24 99 1(VH-CDRD); Ag¥s:
100 AAE olu|iAit NEE 23t T2 4RA AR 99 2(VH-CDR2); AEHE: 1690 #AAH ofu] =2k A
a8 23t T drAd 478 99 3(VH-CDR3); AEHE: 229 AAEH olu|it NES 2state 43 A4x
A AA 99 1(VL-CDR1); % MIdHz: 260 AAE ofmwal HEE Eghsle A4 ArAd 24 949 2(VL-
CDR2); H AW 290 A|AIE olm it MES 238k A4 drA A4 49 3(VL-(DR3) S Eghat= 1)
g oA AAHLIF) ] Eolz oz Adst= A% A7 2

o Z1AEth
EA oA a) AGHT: 390 AAIE ofn|iAt HES g T4 HRA A4 99 1(VH-CDRD); b) AL
g 1000 AAE ofu| A4t MEE Edehe T4 AR A4 99 2(VH-CDR2); ¢) AR5 169] AAE of
el ES st 22 ARA A4 99 3(VH-CDR3); d) Adws: 22¢] AAE ofmwit AdS 23}
= A AR 24 99 1(VL-CDR1); e) Adws: 260 AAE ofnwit 4GS x3sl= A HRA 24
49 2(VL-CDR2); E ) A EWME: 290 AAH oln it AgE& 23t A AR 244 99 3(VL-CDR3) &
zstabe WE@y oA JAH(LIF) O] Holdox Ajtste A3 FAZA, Ax3 FA = LIF Seoldoz A



[0034]

=il
Fab, F(ab),, ©d-%=H<l A, @3 7} @A (scFv), & U
3 Al oF 200 F 32 mwke sy A4 (Ky) & LIFe] Sold o=
© °F 100 I3z vkl g (KR LIFe] Soldox Agsitt. 54 FddolA, VH-CDR1S A EHS:
1(GFTFSHAWMID ol A A1l opw] =it A& FEghabar, VH-CDR2E A9 9(QIKAKSDDYATYYAESVKG) ol #|A1%l of
At IS E3em | VH-CDR3S MW 3 15(TCWEWDLDR) ol AAlE o}t HhS £3838kar, VL-CDR1S
A A5 21(RSSQSLLDSDGHTYLN) ol A|A1 opm| =it M AE 38k, VL-CDR2E= A3 25(SVSNLES) el Al
Alg oAt IS Eehetar, VL-CDR3S A3 29(MQATHAPPYT)oll #A|A1E ofv]wat S x3tsit}, &
A Aol A, VH-CDR1-S AW 3 : 1(GFTFSHAWH) o] ANA1g opm ik A dS ¥3hetar, VH-CDR2E AW s:
9(QIKAKSDDYATYYAESVKG) ol AJAI € opm| =it M-S £39k8hH , VH-CDR3S A AW S 950 AAIE opm]=qt A
(TSWEWDLDF) & 3¢}3}ar, VL-CDR1-> A& : 21(RSSQSLLDSDGHTYLN) o] A|A g o] mat M HE £3hetw | V-
CDR2= M Eis: 25(SVSNLES)oll ANAlEl op]at A& Eshal, VL-CDR32> MM Z: 29(MQATHAPPYT) ol Al
AlE ot HES 3. 5 FEdlA, AT AT AEWE: 720 AAE op =it DI} Ao
T o 80% TU VH ME: B AW T 7600 AAIE opv]iat M At Aol oF 80% U VL IS EFHe
ok 54 gdeelA, Az FAE Adus: 720 AAE obut Hd3t Holm of 90% U VH ALY
L *Wmi' 760 AAE ofH] it A} Aol oF 90% FUAF VL ALDS XIS 5H FHA, Az
3 A= AR gp130ol] thEF AzF LIFS] Ajs Apdsieh. 54 FdoolA, Az &A= LI A3 o
stz Z7): *1%511432. 98¢] A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127,
N128, L130, C131, C134, S135, H138 & #of% spupell Attt 54 F&dlM, A= FA= LIFel 2%
g w 3l7] ) Ndws: 989 A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123,
S127, N128, L130, C131, C134, S135, H138 & 5o Agdtt. 54 pFaddA, Az A= A2 &4

g ookslx o g F871se 9AE e ot ZAE xggEt. 5 FHCANA, AR A e ot
ZAAES b Amshe WA &xF5 A% sloltk. 54 FdAdolA, MACdA FSs Amdhe HHES Al
2% A T st 2AES AAA Foste @AE Tt £ FddolA, e WRAEFE,
AL, i, ZFY, AdEAY, = Hds xS, 53 FddelA, 4 uRAEE, AT,
vhagh, A%e, APAY, e Ads 3. 58 A, ¢S 7 didE ARET] 93 & AR
AE Azxzsh= YHS st oz F8rtss g4 2 AR FAE st dAE e

54 gl a) 4G9S 4-7 = 33 5 o= gfvtel AAE onxat MEE Edele T ARA Z2A
%9 1(VH-CDRD): b) 1%3 01113 ®am 35 7 o= shuell AAE opwdl MAE xekshs T dHA
A4 99 2(VH-CDR2); ¢) AEWE: 17-19 & 37 F o= shfol AAE oln|=it MEs Xgste T4 4
BA AR 949 3(VH-CDR3); d) MEWMI: 21-23 & 39 = o] alifol AAE oluweil LS z3tel= 4
A A4 A4 949 1(VL-CDR1); e) AGWE: 25-27 & 41 & o] dhto] AAE ofu]wil DS x3a}
E A 3R A4 99 2(VL-CDR2); ) AEWE: 29, 30, T 43 5 o= djo] AAIH ofn =ik HE
S Z3skE A AR A4 99 3(VL-CDR3)S E38h= wadd oA IAH(LIF)o] Solzow Agtsls Az
F FARA; AT FA = LIF Holdoz Afste= 2l Axd FA 2 ZiAdEd. 53
FAdelA, A3t FA= SRR LIFl Ak, 548 F@dolA, Axd A= Adstdnt. 54
FAdolA, A%z FAe dugstdct. 54 PN, QX FAE 249 HIFEEd T 2 279
Adaz2Ed AHE x@gett. 54 FddolA, A3 A= Fab, F(ab),, @d-=wl A, w2 7pH

H(scFv), E= vieniyelth, 54 F@delM, Azt A= oF 200 vsE virke] e )= LIF

Eol”qoz Agsitt. EA FdHo oA, (DRI AdH3: 6(NAWMH) A AAE olmwat AHdS x3sbar, VH-
CDR2¥&= A& & : 12(IKDKSDNYAT)ell #A|AlE ofw| =it AES s, VH-CDR3> AJEWME: 18(WEWYLDF)el Al
Alg opn A IS ¥35}ar, VL-CDR1S AEH S 22(QSLLDSDGHTY)oll A|A|E opn] =ik A Fof] #A|A]E o}n]
b 4hE e, VL-CDR2E M E: 26(SVS)ell AAE ol it Hdo] AAE obneit IS x3ha)

I, VL-CDR32> A G : 29(MQATHAPPYT)oll A olmiil ME& E3ett. 54 - oolA, VH-CDR1S A
A5 7(SKRMY)oll #AAJE obm At AMEe Eehslar, VH-CDR2E A& 13(WIYPGDGDTEYNQKFSE) S #|A]
otul Al M ES E3talm, VH-CDR3S A LS : 19(RDYHSSHFAY)ol AXE opmweit ALS x3bela, VL-
CDR1S A& 23(RSSQSLLHNNGNTYLS)ell  AAlEl  ofux=AF  MES  XFsiH, VL-(DR2= Algds:
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[0036]

SSS0l 10-278439%4

27(QVSNRFS) el AN A1l ofn)at M HS ¥3Halar, VL-CDR3S M w3 30(GAGTQYPYT)ell ANAE ofv] it A<
S 233 EA FHA A, VH-CDR1S A EH 5 33(TAMQ O AAE opm At A gS E3slar, VH-CDR2+=
A IS 35(WINTQSGEPQYVDDFRG) el A|AlE ol it A EE 23hasl™, VH-CDR3> A EWs: 37(WALYSEYDVMD
Vol AAE ofn| =t MEE E3hslar, VL-CDR12 A EW 5 39(KASENVDSYVS)ell AAIE ofr it M dS 23

3, VL-CDR2E  AMEWE: 41(GASNRYD)ol AAg  ofmedt MES& ¥dsm, VL-CDR3S AgHzE:
43(GQSYRYPPT)oll AAJ| ofm]idt A ES x3hsitt. 54 FdoollA, G232 A= A3F gpl30e] digh <17k
LIFe] Agte xpatdity, 54 fLddolA, Axs e Az 34 2 Fstxom s871se FAS £33
v o 2AE xqHEY. 54 FddlA, AxF A T ofs 2AELS IS A8 FHAAMY £
5 fg Aol 54 Fd oA, 7Hzﬂ ANA b Amehe WS AXF FA e o 2HES AN
Fojals @AE 33T, 5 S, & uRAEE, Hgd, dad, 24, A™AY, £ e
S XFen. 54 FddelA, %—3« WRAEZE, FAdt, A, A, Ay, Ee deks xdet
54 FddelA, 45 7 gids AmsEr] 9 o AsAE Axste W ofstH o §87bse HA
9 AxF FAE Edste dAE 23S

54 el a) AEWME: 1(GFTFSHAWH) Ol #AAlg ofv|xAit AES 23Fste= VH-CDRL; b) A|gHs:
9(QIKAKSDDYATYYAESVKG) ol #A|Al€l ofw| =it A ES E3sh= VH-CDR2; ¢) AE®W&: 15(TCWEWDLDF) el #1A1<

~

otu| .4k Y& EFSH= VH-CDR3, d) A9 S 21(RSSQSLLDSDGHTYLN) ol A|AJE ofw| =ik A Holl A A F o}H]

A LS Z3elE= VL-CDR1, e) A EW S 25(SVSNLES)ol AIAE ofw =it M-S £33l VL-CDR2; 2 f)
AEHZ 0 29(MQATHAPPYT) ol AA)E olu| =it MES L33k VL-CDR3S Egsl= WdH A AAHLIF) &
oA o g Ajtele AEF FAEA; AGWs: 159 AzEHQ V= HEA, EREY, 2HY, gl e
ol27|dS AT g9 opbmiikel A AxF FAV B sAdnt. 5 pFdoolA, AxF A=
=@ ZAskeE LIFel Afett. 54 FddddA, Az FA= Astart. 54 FddolA, Ax3} FA=
st 54 FddA, A2 A= 29 dgF2EY T3 2 2] AdE2EY AHE g
t. 54 fFddolM, AZ &A= Fab, F(ab),, TAd-=ml &), &4 7PH GH (schv), T vy o)
o 5% lell M, Az A= oF 200 w3E vwre] sfe] oK) R LIFe] Seojdom Addiy. 54
FEdolA, AxF A= QAzF gpl3oe] thak 17 LIFS ZAFS xusitt. B4 FddoA, A% A=
Nzg A 2 g or e/ GAE Tt st 2AE Tt 54 FddolA, Az &
A e ot 2YELS A4S AHdhe WA 55 9% Aotk 54 FEdAA, MAA s A=)
v S A2 A e oF 2AES VA A Folste 9AlE X2t 5 FdddA, b2 wEA
EF, A, Gy, AFY, AgAY, B dds 2@t 5A FEAA, e wRAXEE, AFY,
Aok, A, AdEA, e AdS et 54 FdAdA, S 7R gids A=sh] 998 oF AR
AE Axsh= W Ao R §8rtee B4 2 AxRYY dAE EFste GAE E3e.

12 Aolsk 3F-LIF ¢1zrsls &hA|e] LIF fE% STAT3 ¢laksle] dAE Uehys 928 BE£S EA)3 ),

=
= 24 3 2B= QI7skE ¥ & 5D8 Al LIF =¥ STAT3 Q14tste] oxle dehle d2" &35

X 3AE h5D8 A S AFET U-251 A|Eo| A LIF Alo] thdh [CS LheRTE.

L 3BE= Y<elAl LIF #= =7 sloll pSTAT39] r5D8 % h5D8-1 Ao oAl IC, &% W A4S

R T, dhiﬁ% 0] e dth(n=1 h5D8, n=2 r5D8). BE (50 £-I4 U gzt gaias 7
5 2, 3, 48 Z=x3i),

T 4= E dyo 7 AFE Aoldk ©EE A9 LIF =% STAT3 21Aksle] o4& ved:= 92" 5328 =
A,

T 55 Az st 2RE gEA ARAEZ(GBM), NSCLC(H A& AE #HdE), dAad, © A3 Foo|A LIF
wge] wMelzgslet A W AP HADT, vl P +/- SENS L}E}»@_n}.

= 62 zhahel 5D RAE AHEE Wl A Tre] vhe welod] fa A9e vehils ool

>

T 7AE 2690 YERH GBM H®e] FA(orthotopic) vh$-22 EEo A U251 A|XE2] Ao w3t roDge] &S
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LERATE.

= A efobA] - QIZF U251 GBM AlEE A F3 thE 100, 200 H= 300 pg®] hoD8 Hi= H|S|E = wf
T ZQ A3t vz 5E | dolHE L}EHHE}. TF 3715 79l AE=2F (Xenogen IVIS Spectrum)ell <]
A8ttt 2 ze N 2 SAAE e, 38 wols P9 & SENS dERdT. BAF fredE vl

A v 2y w-3EY U-7A A4 (unpaired non-parametric Mann-Whitney U-test)S A}&3te] AAks}Sth.
IZo] e oAl W3l r5D8e] &S et

& 8AF S (syngeneic) v} EEoA WAt

= 8Bt 2590 %] Y S4AS vheha,

R

& 8Ci= hoD8o] 200 pg/vh§-== wiF 23] FAAHAS W FF A FoF HAE UEhItE 2SS dqAE
T(p<0.05). 71&+= Mls|E3} vlagh A4 o149l Hot + SEMolth (v W R -9 EY U-HA)

E OAE G w2 RdolA A%t Alxe A Aol e robge] @S vrehdtt.

E 9B 170 %] /W SAAE dEkdid.

& 10A= CCL22+ Alze] W<l o|mx] 3 A=y} oA GBMO] &4 vhg-2 Edoa FF Feze] giaAx
Age] s HERAT

10B= A7+ 7133 (organotypic) 24 &eto]2 i Bdo|A g Ax H{o A4S YeldT),

H

E 100 COLz2t AEe] dEAR olvA] % 4% S Bagel $A v mddd F9 yeize ga
X Qe 24 et
10DE CCL22+ AES] HEHS olvlA R ATt PA AP BA vk REAA FF FAR a4

H:l H

Qo] 7ag vehir,

1A= 5082 A 2] § daghe] SA vk oM wlEA axbr] Al S7Hs ekt

H1

E 11BE 5082 Ae F Aol A b maleld vEey wus] A9 3718 vehdn,

H1

11C= r5D8E A2l ¥ NSCLC 9] wh9-22 BEelA] (DAt Teee AIES] WEE A4S eI

12%= 04 2 D8 & FA A = FAjste] 23U T r5DE w23

(126 TFE 2 vheaRREH dolgE ek, Te=

of N FF FAAE depdch. 2§ 4] FASNA Aelg v wES WA=y U-AAe s Yt
RSD8E CT26 o] Ad& AAeHAtH(+p<0.05). roD8el] <3t T 4 ofxl= F-(04 R F-CD8 &

FA o] EAStel f2)3kAl 2HAsHATH(xxxp<0.0001) .

il
rlr _{m
£
)
-
2
R
PN
=K

“’Lmz_&'l-rl

T 13AE= LIFY} E3A18tEd hoD8 Fabel 3 2A (co-crystal) 7% MRS A3}, gpl30 HE2E 97}
LIFe] Zwel] w=g=o] Jrh(o]FL &9).

E 19BE LIF 2 h5D8 Abole] Al® 45488 A, ot o deld @4shs 17 2 100 A 239
WA E (buried) EHAHS zkE= hoD8 Z7|E HoF

T 14AF 5719 h5D8 Fab AA T2 F3 (superposition)S dAlsty Aoldt 318 oA ZAAsIHo = &
FEtal o FAMIS LERI

T 14BE S FASHA @S Cysl100¢] o) wiAjE wk U2 da s Rbgo]
o] Z7l= & wjdEo] 9lom HCDR1 ¥ HCDR32 FElE Fdsted
E3 (disulfide scrambling)oll odd}x] =t). &7] Alolo] A= HAAo=E 3

MAH NEQLE AT
1514 g tdstols ~ag
SEEEELERIDIES

}|l_'4
£
EL
kel
FH ["(O OL

£ 15A% ELISA®] )8k 917 LIFe] tigh h5D8 C100 o)A AES o A|str).
5 15B= ELISAY] 98k mp-9-2 LIFe] thdk h5D8 C100 S olA|e] AFS oA sk},
T 16AF 2EB1(Octet)oll 93l h5D8o] LIF % LIFR Alo]le] A3FS xlutslx] eths AL o Asit}.

= 16B € 16C= 1ASE LIFR T gpl30d] ZAdsl= LIF/mAb 23A9] ELISA 48 dAscr. 143}
LIFR(%= 16B) T gpl30(%= 16C) ZYEH Z# o] Eo A sl mAb/LIF H3Ale a4 F&& E
2 A A volAl Hete &F-1gG A ((-) E hoD8ol whdk &-<203t, r5d8 E B09el tidk F-AE)e] AT,
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s=s4f

[ 54

oF FAF Q] &

1] 9]

o}

g Al

= 17A 9@ 17B=
2 = 72709 Jdolgt ¢
gk QI =
Z A A LIF(E 164) L= LIFR(E
= 16B) <] mRNA W&
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[0045]

[0046]

[0047]

[0048]

SS90l 10-278439%4

A @ 7, Bell Bigk A9 % obv:eAt N DA Aol it Bl % ofvmat A A A o
Aol oleld Aok, de] WAHoE YA o= = &
Bl 2208 ARgste] upE oF weel] 7AlE wiep o] F5ET)

(determinant )& &3k
w, gdo] ddel A
i Aol] EA3)

Y
e et

L

o, Lo

2

"CDR")2 FAS] Fqd HAF Solds

A7F sdg 34 L I EZ Folxow Ast
VH-CDR1, VH-CDR2, ¥ VH-CDR3C.Z b= 370 (DR ¥9S Eshatar; A3 7 gL
VL-CDR1, VL-CDR2, ¥ VL-CDR3S.& <FA== 3709 (DR ¥ 9< xFetct. o]& (DR F9L2 7HH FoA] A%
Hom AAe, (DRLo] 714 N-go] 3t (DR3e] 7h4 C-Fekolt}. CDR Aoleli =ael 9=t dejo] wjxww,
ofi= el 7lefstar (R Fut A2 42 7piAds vepdt. 53 7}tﬂ d9]> VH-FR1, VH-FR2, VH-FR3,
2 VH-FR4ZE A= 479 Zad9a 998 Tgeta; A4 /b 99 VL-FR1, VL-FR2, VL-FR3, ¥ VL-
FRAZ oPYEE le] ZelUA 9ole ERet. 21 T4 % A4 Eeet gaw 4% 2} S 9
Mol EE53F F4 (DR 2 3709 553 43 (RS 2zt 12709 CDR; 4709 553 Z3) R 99 2 4719 55
gk A FR 99 2= 16719 FR 99& 238 Aolth. 54 FAddA, 2 1A% FA= H2e 370
4 3l RS =t 54 FddeA, Edo 714" A= HA4e 3719 A (RS EFsvt. 54
Aol A, 2o 7lA4H A= A4 3709 T3 R 2 3709 43 (RS EgHdhch. Fozl (DR Ei= FRY]
Al olnwt A9 AAE FH[Kabat et al. (1991), "Sequences of Proteins of Immunological
Interest," 5th Ed. Public Health Service, National Institutes of Health, Bethesda, MD ("7}8¢" @¥
AA); Al-Lazikani et al., (1997) JMB 273,927-948 ("ZFEJo}" WM AA]); MacCallum et al., J. Mol.
Biol. 262:732-745 (1996), 'Antibody-antigen interactions: Contact analysis and binding site
topography," ("HAEYE(Contact)" WWH AA); Lefranc MP et al., "IMGT unique numbering for
immunoglobulin and T cell receptor variable domains and Ig superfamily V-like domains," Dev Comp
Immunol, 2003 Jan;27(1):55-77 ("IMGT" ¥®® AAl); 2 Honegger A and Pluckthun A, "Yet another
numbering scheme for immunoglobulin variable domains: an automatic modeling and analysis tool," J Mol
Biol, 2001 Jun 8;309(3):657-70, ("o} (Aho)" W ® AAD I 7IA® AL Edtsts ool B2 de oA
H AAE AHgstel g4 A-E 4 Ark. (DR 2ol A 7H3k, INGT, ZFElo} WP Al=d, T 3719 949

12 rlo o2
flo oo _IAEL

B

r_{

of 2Ft P, Feld UMY A2Ue AHgstel ATH W AARRE BellA Helenh, Foixl (R ®
RS AAE Hg A8 ASE A me gebd £ Aok, AE Eol, M AAE FxY 3P A
o s wH, xeoh AAE PR AuE /o Ik A 2 xelo AA BFel @ due 4%
A @A el N Dolg slwrem s, UL A BA, ol Eol, "30a'e] ola] FEHI, AAL
Q% gAle) vtk 7] el AAE gold Al 54 A R AU(indel)S WAt ol @ Ww
9o zAwd. A9E AAE BAE 24 TR BAL /NOR v BE WelA Zeloh WM AA f

gof "t g mE "UHH =vRl"e AlE gl AgAl7I=d s A S B A =HdS
A gt dA FA] FA 2 A b =ul(ZHz VH 2 VL) dwbH o AR FxE s, 747t
o EHede 4719 BEH ZTYdYa AGFR) E 3719 (RS F &3} (odAt], Kindt et al. Kuby
Immunology, 6th ed., W.H. Freeman and Co., page 91(2007) i), @ VH &= VL =rgle] 39 AF Eol
4e Fosted SES . =23, 54 I Aste dA= el 2 —‘o‘}—t— FAZFEH] VH e
VL =d1ES ARgste] gl 22 FuA VL e VH =H1e #holr 1?4 A9 & dok(oAAd,
Portolano et al., J. Immunol. 150:880-887(1993); Clarkson et al., Nature 352:624-628(1991) Xi1). E*%
TFa@deA, B 7R FAE RE V|de] 7 Jos xFent. 54 ?éﬂoﬂ o A, B ZAE A
FE 7|99 (RS Edet}. 54 FddolA, 2ol 718 A= w92 7]de 7 99 233

n:°('
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[0049]

[0050]

[0051]

[0052]

[0053]

S=S35l 10-278439%4

S = , Chowdhury, Methods Mol.
Biol. 207:179-196(2008) 1), AAAE WolAl= AF x84 = Aok, A A=A,

F 2 PCR, AF& M Z¥(chain shuffling), CDRO] F-#¢13}, = FEHQEE f %03%01*3*3%
Abgslo])o] &4 X3S AstEd AHEE 9 v (A, Hoogenboom et al. in Methods in Molecular
Biology 178:1-37 (2001) Fal). &l Aol ¥ojshi= (R 7=, <Ad], debd 270d SdWeldA =
nayg S ALgste] FAHeR FlE 4 Jui(dlHd, Cunningham and Wells Science, 244:1081-1085(1989)
Za1). 53], (DR-H3 % CDR-L3o] TF HAsldr). ety oz, ®x Frido=r -4 HgAe 24 +
25 BAst A 2 d Alole] AFAHE ERIg. ol HF ] H 1R e AEE $% FH

o

=
A= AR =
1AE 2aedstel olso] sk 54& §shA oAWE 24T +

A EAEAY AAE $ o 3

At

54 FdoelA, Edel 71AlE FAE 7 g oo B g9s xIeth. FH B9 4900, Y G
o] C-Eeel HA T4 Zefetol=9 (-Ede 9AF Gil, G2, G3, R Gd=E Fd = a9 =rels =
ghetch. A4 BW 990 GrRY 4 Fow, shw g ¢-Hdel dA A

A, B GG nEE EA OfZF Jol@ Y% % B4 wHAE Yold ololavds gAY, 5
4 FRdelA, BY gee w4 Fdo o A Aol Buesich. 54 FAGA, BA, Z 4 L 3
H mFo) Bu e A Al HAas. 54 TR, B A AL A BA 39, F4
¥ 9ol F Sht o), E: B mEs} Zolun. myRel UFE AL I oelielolv; ot 47
AT gy, g6y, 1g6s, 2 G2 o etk 573 FRANA, Bho) /A8 FAE A9 Ig6 HAEF
g Egath 54 PRI, 16 SFATFE 1662 FFA 54 PRI, 16 SHOTFE 66,5 £

gk, 54 FAdelA, Ig6 s Iehs 2T 5 >R, 16 A TFE [ghE XTI

A= w4 2 Fe &40 7351?5}% AL ddstsE W AAE 3 99 (fragment crystallizable region,
Fc 949)& x3stt). Fe 99L& A 29 G2, G3, 2 Gt 99 23t} A9 Fe 992 wA ¢ 3

o
oo
At
ol
4
o
é
_t
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(o,
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i
:I:'4
i,
o
__>|‘_',4
to, rif
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(@]
2
12
fo
f
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=
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oo
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o
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ARe TFF. 54 FAANA, B A" FA Fe e Fo FEAN A

e AR TS st ol opvmal Aag ZFgwe. 5

RI(CD64), FcyRITA(CD32), FcyRIITIA(CD16a), FcyRITIB(CD16b), HE+= ©]

ol el 1A G R FAe PAlel A WIE SN sy oltel opvlnit e

FAT. 59 FHANA, FA) PR W FAA/E st oldl oprleAl AT Aol Fe 4

(FeRm)l ot @A) A5H4S S0,
o

b
2 o 2
o f
rlot
1o gl ro
kel
ot

o
>
Jm
ol
-
o
2
=2
>
(i
rj(g
=2
N
2
i,
o%
2
10
T
(@]
o2
12
rlo
f
2
=2
=
=,
el
oo
:01:1'
i
o
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>,
al
Ir

A5 FEAAA, B EEe] A= BE 5] 75 oYY dF 5] J5E e WolAeln, o]
A7 FAE A AAW w7 FosAN 54 a¥r] v (g 2A 2 ADCC) o] B FIAL #3
3 Ago wgzd FRE gHET (DC /% ADCC A9 #Aa/AES #e1shy] 8 Aday 2/Ee A
AU MEFA Mol FaE 4 U}, oE Eof, Fc FEA(FR) 2F £48& Fsto] IA7F FeyR Adol
Aolxo] Jovk(melx] ADCC Aol Aojd 7ol ¥8) Fekn A% $8& Hfdtes AS AT &
ATh. AT 2] ADCC 2435 B7kstr] 9 Ad g 249 vAIEAQl ¢+ w= 53 #15,500,3625
2 A5,821,3375 ] 7]AE o] UTh. uikH o=, BAY 4 o] ARgE £ JTH(AH g, ACTI™ o
e

3
CytoTox 96® H|WAM AXFA 4]). oyt A& A 83 ax7] Axes gx 3
S oA AE, 2 A A (NK) AEESE EFEC)

2
rL‘

s} A2 (PBMC),

A= S7F w7l 2 AAol Fe #E&A(FeRn)ol g 7idd 4A3bE 7Hd & dokeldd, S A
2005/0014934% zka1). o] gt &A= FeRnoll Wik Fe 999 AS MAAIZI= st o]ide] X3S zhe Fe
gd9s £33 = 9, BU ¥ AjxEle] wE Fe 99 7]: 238, 256, 265, 272, 286, 303, 305, 307,
311, 312, 317, 340, 356, 360, 362, 376, 378, 380, 382, 413, 424 W= 434 = 38l o] iollA X3S zt=
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[0054]

[0055]

[0056]
[0057]

[0058]

[0059]

S==35| 10-2784394

As 29 7 k(oA w= 53] A17,371,826%5 3Fal). Fo 99 Wolx H A= A S A R SN
o), Duncan & Winter, Nature 322:738-40(1988); ™= 53] A|5,648,2605 % #15,624,8215; 2 WO194/29351
=

Aol F83 FAE A AN AILAEE A7 Yl FF "zt dn. ztsd A= vF
2 @A oo dgd @ a5S M. g 7bx dubAQl QIS W dEE dAE doe] A4S T
E(dAd, vg2, RE, fAxE)oA Aatsta B JoS A7 EW Jgoz giAss Aolw, o] wao
2 239 A= vHEAd e R B, T oE IR e vzt V-FRS Q1ZF V-FRE thA3k= "CDR
A& (grafting)"o]th. CDR A& WA, (DR 49L& Al9st BE F7]E= 1z 7)ol 54 %’-6401101]*1 2
lol 71409 Als QIztetdch, 54 oA, Eddd VAE A sdgdeltt. 54 A,

| 7148 &A= R HEAY

7= dwbA o Ao HA IS AAATAY AL Fe wAA] Leth. QIS Fofl d7]A] @A
ol59] A did] o & HsMES zte FAVE Eded VAR, 54 FAdoolAl, Atk Al gk 2
S 10% S7HAZIT. 5 FdddlA, ksl Aol gk HsAdS 25% SR, 5 oA,
AzkslE Ao tE JIAEE 35% F7HAT. B FAAA, Q17EE f%iﬂfﬂ] ek WS 50% 7
2tk 54 FEdA, A7as Aol Bk 1S 60% /AT, 5 Aol A, QzkskE Aol
g e 75% SR B FdAelA, Azkske A gk AEAS 100% S7FAZICH s A
oAl EW e FH(SPRS AREste] SA4dTt. 54 FdddA, Asde FEadste 13 LIFE
AHgsle] S ETE. 54 FdddA, 2R ‘ﬁ} 17F LIFE= SPR o] W ol ngstdct. 54 Fd o
i R 0 Y=, 70 U

300 Ui, 200 Y=g, 150 Y&, 125 Y&, 100 Y=, 90 Ys, 8
0 e, 40 Ut ola}, Bt 1 niee] k2 A

H ulm o] A) 3} %
2o 71AE FA = Q7 LIFE IYstE DNAZ A9sly 9E 9 upe A~z g AAdE)

EX FEAA, AEAF: 1-7 EE 33 F o] shte] AAE VH-CDR1, AEHZ: 9-13 =& 35 F o= 3}
ol AAlE VH-CDR2, . AEHE: 15-19 =& 37 T ol 3hvjol #AlAE VH-CDR3S E33t= LIFd SolF e

Agete dA7E ol VAET. 54 FddoA, AEmE: 21-23 B 39 T o= sputel AAlE VL-
CDR1, MEWZ: 25-27 = 41 & o]= 3sli}o] AA|E VL-CDR2, ¥ A EWHI: 29, 30, 43 F o= 3l}o] A
Al VL-CDR3E& ¥ 38l LIFo| Eolxog Agtsle A7l Bdd 7AQdt. 54 Fa o, AEHz: 17
= 33 F o= sl AAlE VH-CDR1, AMEWE: 9-13 T 35 5 o dlvpo] A|AJE VHI-CDR2, %
IS 15-19 =& 37 F o] shubol] AAIE VH-CDR3, IHE: 21-23 & 39 5 o] 3lfo] AAE VL-
CDR1, MYWF: 25-27 = 41 & o]= 3sli}o] AAIE VL-CDR2, ¥ A EWI: 29, 30, 43 F o= 3l}o] A
Al¥l VL-CDR3E& 238l LIFo| Holxox Aftsls A|7F 2o 7[Adrt. 54 FddolA, A= <Azt
LIFol| Eo]ldoz AF 3},

54 T34, LIFol| HolAoz ZAgsts AT ANEHSE: 44-47 5 o]= shvto] AAH olr il HE 3
Holw oF 80%, °F 90%, = oF 95% TS VH-FR1 ofv]iest AN, MAWE: 48-49 F o= 3luo] AR of
A 43t Holm oF 80%, °F 90%, X oF 95% HU3 VH-FR2 ofn| At M, AMEWE: 50-52 F o= &}
vl AAE opbmat MAT Holm oF 80%, oF 90%, & °F 95% FUT VH-FR3 ofv]:al MY, miE HOﬂtﬂ
F: 53-55 F o] st AAE ofm A A Aol oF 80%, °F 90%, Wi ¢k 95% F U VH-FR4 o}
=gl AEE EEske st o] o] 17 S ZYda d9s 2Fst. 54 FAdelA, s 1*‘4
7F 24 ZHYU93a 99 G T: 450 AAEH ol A Aojx ok 80%, °F 90%, i oF 95% &
3 VH-FR1 obm) Al Ad | a5 499 AAE opmal At Zojm oF 80%, <F 90%, T+ oF 95% U
VH-FR2 o}micat M, AW E: 500 AAIE ofmieal M3 Hojx <F 80%, °F 90%, Ex= oF 95% &<
VH-FR3 o} =it A 2 HENF: 540 AAIE opn| =it a3} Hojw= oF 80%, oF 90%, %= < 95% <
VH-FR4 o}n]:=At g8 x3sit}, 54 Fadola, LIFe Solxow Agsts e HIAHE: 56-59 F ©f
L ol A opm At A Aol oF 80%, °oF 90%, X oF 95% HU3 VL-FR1 ofw]w=AF M, HEw
3 60-63 F o]z s}l AAE olmwmAl LI Aol oF 80%, oF 90%, X oF 95% FHUF VL-FR2 ojH| =
b AE, HEHE: 64-67 T o= Shutell AAE ofn Ak A Hojke oF 80%, °F 90%, W °F 95% &3
VL-FR3 ofn=al | e HEHS: 68-70 & o] dtutel] AAE oAt A3t Hojm= oF 80%, 2F 90%,
T oF 95% SYe VL-FR4 ofu|x=it MES ¥t st o)) 1z3F A ZddYa I

rQL TN [l

I-Ll
mlo
&
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e
o
Jm
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[0060]

[0061]

[0062]

A e, st ool Ak A el G M 5o A opuliedt Ay} Aol of
80%, °F 90%, W= oF 95% BHAF VL-FRL obulmat M, AAME: 61 AAE ofwwit Adu Ao of
80%, °F 90%, = °F 95% EUF VL-FRZ opv]nat M, AAME: 659 A ofvnat HAh Aol of
80%, °F 90%, i oF 95% & U VL-FR3 ofvlidt M, 3 AW s 689 AAE opr|wmat Mda} Aol of
80%, °F 90%, W= °F 95% FUR VL-FR4 opv]:it MAS . 54 F@dlA, s o] Izt T4

ZYAdYI Fd E sk o]t AzF A dge AEHE: 459 AAE ofu| At ADI Hojm 90% TUgH
VH-FR1 o}r|iit A, AW 490 AAIE ofn|wil MA7 Hojm oF 80%, °F 90%, F+&= oF 95% L
VH-FR2 o}m|:Ait A, A 500 AAIE ofn|weit MA7 Aojm oF 80%, °F 90%, F&= oF 95% L
VH-FR3 olm|x=2t Ad, AEdHs: 540 AAE olulwat A7 Hojx= ok 80%, ¢F 90%, & oF 95% =3
VH-FR4 o}n| =2t A, I F: 570 AAE ofn)x=Ait Mdat Hojx ¢ 80%, 90%, T+ 95% U3 VL-FRI

ol Al ME, AT 610 AAE ofrx=A A Hojw 80%, 90%, Wi 95% HAd VL-FR2 oln] =4k A
, A s 650 AAE obm A Dy Hol 80%, 90%, HEE 95% U3 VL-FR3 ofmwAl AE, 2 Mg
68l AAIA oln Ak Adn Holw= 80%, °F 90%, W oF 95% U3 VL-FR4 oln|:=At MES
ok 54 FdoddA, LIFd Soldoz Afst= FA = MG 44-47 F o= shdl AAE ofr| =
3} FA3 VH-FRL o}v|:=At A, MAHE: 48-49 5 o= dto] AAE opn| =i E3 543 VH-
FR2 olm:Ait A, AMERIS: 50-52 F o= stufedl AAJE ofv| =2t Az FUg VH-FR3 ofn| =it AE, =
0 53-55 & o= dhfol AAE opmAt M AY} FUS VH-FRA G opnAt M AS x3Eh= 3
7t ) ZEdN A 49e st 5 FdddA, sk o] QI F4 ZEdYa e
AW F: 450 AAE olu A I} FAF VH-FRI o} At HE, AWM F: 490] AAE ofn] it L3t
LS VH-FR2 ofr|:Ait AE, AEHS: 500 AAE ofn| =t AMd3 5Ud VH-FR3 ofbn| =it Ad, 2 A4d
Mo 54o] AAlE ofvieit NP 5Ug VH-FR4 obv| it AES X&sit. 54 FdeolA], LIF 5ol4
o7 Aste AT AEWE: 56-59 T o= sputel AA" obv At AEF FUg VL-FRL ofv| Ak A4,
AE/ME: 60-63 5 o= shitel AAE ofv it AEH FUG VL-FR2 obv| it AE, AEWS: 64-67 T ©f
L ahte] AN E olmxAF g E=AdF VL-FR3 ofn| Ak AE, BEE AW 68-70 F o= dlto] AXE
ojulical A dy EUd VL-FR4 opn)at HES ¥alals s} o)Al C7F A Zedea 9IS ¥,
54 FddA, s o]kl 13k A ZEd¥a 99 A 579 AAE opneAr A dd FYg
VL-FR1 ofv|:=Ab A, AdWs: 61 AAIE opn)it A Ez 5k VL-FR2 ofn=Ait A, AEWs: 659
AAE ot At HEI} FU3 VL-FR3 ofv Al M, 2 HAHT: 689 AAE oju=it Hda T
FR4 ofv]iit M ES x3Hgtt. 54 FddeA], shvt o]l A3k T4 Zeldea g9 B skt o] Ikt
A 99 AEdHE: 450 AAE olu| =4t AEF HYUS VH-FRL ofuxAit Hd, AEHE: 4990 AAIE o}

2

> KR R
1% fol
o

2
e

2t dst A3 VH-FR2 o]t 4, Mg E: 5000 AAE opbn] =t HE3} FUI VH-FR3 ofv| =it
AL, AIdHS: 540 AAE oln| At LT BUs VI-FR4 ofnjx=At 4, AW 579 AAXE ofu x4t

AEdy T3k VL-FR1 obr]x=t AE, AIds: 619 AAE ofn =it Ady HA3E VL-FR2 ol =4 A 4d,
ALdHI: 6500 AANE oprxAl D3 s VL-FR3 olnjxAt 4d, 2 IHS: 680 AAE o} =2k A
Gy FAe VL-FR4 ofv|al MES Egaitt, 54 F3AoA, A= Q1 LIF] Soldo =z Adgsict,

5D8

—
oft

ool 7AE A= IRt LIFE 398k DNAR Wgstd HE 3 mppaz iy AAHAT. A7) st &
AGDR)E S22 E AlEAEAL, 7] ofueAl AEE ZHE CDR(ZPE 2 INGT CDR A= WHe] 23S A}
£31e)) S Eghetrl: AEHs: 1(GFTFSHAWH) o 483k VH-CDR1, A& : 9(QIKAKSDDYATYYAESVKG) Ol “3-&
3} VH-CDR2, A DH & : 15(TCWEWDLDF)oll 423} VH-CDR3, A LH 5 : 21(RSSQSLLDSDGHTYLN) el A+-&-&}&= VL-
CDRL, Mg 5 25(SVSNLES) el &3} VL-CDR2, ¥ A& & : 29(MQATHAPPYT)ol| *-§-8h= VL-CDR3.

EA FddelA, MEHs: 1(GFTFSHAWH) ol AAlE A7 AHolkx 80% Hv 90% &d3k VH-CDRI, AEHs:
9(QIKAKSDDYATYYAESVKG) ol AIA1E A} Hol%w 80% Wi 90% Y& VH-CDR2, ¥ Ag¥3E: 15(TCWEWDLDF)e
AAE A7} Hojx 80% = 90% LSt VH-CDR3S E3el= LIFo| Seol¥oz At A7t o] 7[xd
EA FolA, AIH5: 21(RSSQSLLDSDGHTYLN) ol AA® A3} 2ol % 80% EE 90% U3+ VL-CDRI,
LA 25(SVSNLES) ol AAE A3 Zolm 80% = 90% HU3F VL-CDR2, 2 A D35 29(MQATHAPPYT)e

¥ A Aok 80% = 90% FU T VL-CDR3S XSl LIFe] 5ol o= Adsh= A7 2o 7IAE

VH-CDR2, A3 : 15(TCWEWDLDF)e] #|A]¥ VH-CDR3, A]¥¥H 5 : 21(RSSQSLLDSDGHTYLN)ell #|A]€ VL-CDRI,
9B 25(SVSNLES)o] A|Al9 VL-CDR2, B A I3 : 29(MQATHAPPYT)o| A|A]¥ VL-CDR3S X33l LIF<|
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Solfow AFsht FAZE Beel BTG, 54 REH ojuwit o] ¥ wwe] (R obulwit Aol
A g 54 FAdeIA, AT AEME: 1,9, 15, 21, 25, % 20 F o= Shkel AAE o]l A

A7 1, 2, 3, T 470 opn|ite] Adoldk (DRS E3hetty. 5A FddAAA, FA= AEHsE: 1, 9, 15, 21,
25, @ 29 F o1 Fhto]| AAIE otuwat G 1, 2, 3, W 47 ofnw=Ate] Arolslm 10%, 20%, EE 30%
202 A 3o dFS v A A g (RS XFett. 54 FddoA, LIFd Heoldoz Ajtsts A
= ANEHT: 44-47 F o] dhpol] AAE obn] A JE3t Hojw oF 80%, °F 90%, W oF 95% FU 3 VH-

FR1 opv]w=it A, AEHE: 48-49 F o= sfufell A|AE obniAit A3} Ao]= °F 80%, °F 90%, H= oF
95% =3k VH-FR2 olu|:=At Mg, WS 50-52 5 o] dlitol] AAIE oln| =it g3t Holw ok 80%, oF
90%, W ok 95% U3 VH-FR3 o}u]uk MY, EE= Ai WHE: 53-55 F o] dlifo] AAE obm =t G}
Aol = oF 80%, °F 90%, W oF 95% U3 VH FR4 9 ofn =4t NS E§ste= shvt o] e 17 T3 =
Ad9a 4G9S x3e. 54 S A, s 1*‘4 A7F T ZEdN T 9L ARz 459 AAE
opm| At A3t Holm oF 80%, °F 90%, Wi oF 95% FUZ VH-FR1 o}v]i=At A, A5 490 AAH o}
v At Ay Hojw oF 80%, oF 90%, W oF 95% TUd VH-FR2 olvm=At Ad, IS 5ooﬂ A A E ofm
A da Holm oF 80%, °oF 90%, i oF 95% HU3F VH-FR3 obv|w=AF M, 2 Md

Al A3 Holw ok 80%, ¢k 90%, W oF 95% FU VH-FR4 ofn|mAF & ?g% z3E. EA
Tl A, LIFel Soldoz AFst= AT AEUI: 56-59 F o= shfo] AAE ot A4
T ok 80%, °F 90%, Hv oF 95% F YUk VL-FR1 ofv|iAik AE, AMEHSE: 60-63 5 o= 3shitel AAl=
b A Aol oF 80%, °F 90%, Hi= oF 95% FUSH VL-FR2 ofw]Al A, MEAWME: 64-67 T o] 3l
AAE obn At Ey Holr oF 80%, °F 90%, HE ¢F 95% T3 VL-FR3 o}t AE, i AEWE:
68-70 & o] slitel] AAH OMM} AAda 2olw ok 80%, oF 90%, W oF 95% FUF VL-FR4 o} wAal A
dS xFetE s o) IzF A ZHda d9S xddth. 54 Fdd A, s o]l QIzF A4
ZHdYa dge NI 5701] AXE opr At A Hojw oF 80%, <F 90%, W oF 95% EOH& VL-FR1
olu A A, AEHE: 610 AAE olm = g Hojx ok 80%, °F 90%, = ok 95% HY 3 VL-FR2 o}
Al 4l AW F: 650 AAIE ol Al MG Folw oF 80%, °F 90%, W ¢F 95% F U3 VL-FR3 o}H]
AP G, 2 AEHE: 680l AAR ofm| gt AFF Holk 90% A gH VL-FR4 oAt H"é% RACin =
54 FddolA, sh oo QIzF T ZHdea G F skt o] A3 A A9 Adws: 4500 A
AlE ofu Al A3 Holm ok 80%, °F 90%, X oF 95% FU 3 VH-FR1 o}m|wAl A Y, H%iﬁdp:. 4901] A Al
B oju Al A3 Holm ok 80%, °F 90%, X oF 95% FU3F VH-FR2 o}mwAl A, LI 500 AAE

obn] Ak M dy Hojr ok 80%, oF 90%, Hi= oF 95% H U3 VH-FR3 ofn Al A, AEHF: 540 AAE o}
=gk Ey ol 90% FUI VH-FR4 ofv|i=it A, MEHT: 579 AAE obv=qt AFy) Hojm oF
80%, <F 90%, T oF 95% BU3I VL-FR1 o}t A, MIAHE: 610 #AAE ofv]wmat Ay} Hojm of
80%, °F 90%, W <F 95% SAsk VL-FR2 ofnw=Ab Ad, AdWE: 659 AAE olv|xAF Ady} Hojw o
80%, °F 90%, IEE °F 95% oF

OEH‘L VL-FR3 o}r] =4t A, 2 EdiE: 689 AAIE ofv|=Ait ME3 Hojx
80%, °F 90%, = <F 95% U3 VL-FR4 olv|Ait ME BRFE F3H3t). 54 F3 oo A, A= 217k LIF
Eo|Hog Agtstt. EA FH oA, LIFY Eolx oz Addsle A= NEHT: 44-47 F o= 3lrtol A

BIDE ERIREEES

)
A gk VH-FR1 ofv|=it A, AEHE: 48-49 5 o= 3hutel A|AlE ofw] ik AL}
FTYg VH-FR2 ofn| it A, MEHE: 50-52 F o= 3t AAlE ofn| it AEd 5d 3k VH-FR3 o7
AP M, s IS 53-55 T o= Shutell AAlE opiAt A $A7E VH-FRE Y obvAt DS
EgehE s o)) QIE T AN A G 2@t 54 G, s o)) 17 F Tl
3 G MGHE: 4590 AAE ofuxA ET FUS VH-FR1 ofn|i4l ME, AT 499 AAJE o}
v =2k MGt 5UI VI-FR2 obv| =t A, AMguE: 500 AAlE obv)al A d3 55U VH-FR3 oPﬂL*P

A, @ AT 540 AAE opn| it MLy 5 S
LIFol] Bolzom ZAgsls A= ALHI: 56-59 F ol dlifol] A olm] il H?éﬂ U8 VL-FR1 o}
vk Ad, IS 60-63 T o= shutel AAE ofnxAl MDA VL-FR2 ofnxql A E
MAHT: 64-67 T o= ol AAE ofn|mal A}t FAZ VL-FR3 ofv|=at HE, T HIHE: 68- 70
& ol sfuell AAE obr|at A} F A VL-FRE opveit A& 2He) 2

AT Fds ek, 5F FddA, sk o] 13 A YA

ofu| At E3t FdU3t VL-FR1 opvjxAql AME, IS 610 AAE opn|wil HE3} FUst VL-FR2 o} =

A AE, H%ﬂ‘ﬂdi' 65011 A otu| =it AT} FUe VL-FR3 ofu|xit A, 9 AMIdiE: 630 AAlE of

Al AER Y% VL-FR4 oprl et M ES xshstth. 54 FddelA, sk o] 17k T3 ZeEdea
dWs: 4590 A|AJE otuAt AEF} T

39 0 st elgsl A BA Foe A 21k VHFRL 0wttt Al
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ALHS: 499 AAH opn At D3 FAd VH-FR2 ofu] Ak 4, LGS 500 AAEH ofu =ik A7}
TYgh VH-FR3 ofiil MY, AEWE: 540 AAR obvxt AEF FYUg VH-FR4 obv|i=Ab A4,
IS 579 AAE oluwat G EUsk VL-FRL olv] =2k AE, AEHE: 610 AAE ofnwat Hdz
LS VL-FR2 ofr|At A, IS 659 AAE ofn| =2t Adn Tdd VL-FR3 ofn|wat Ad, 2 A 4d
M3 680 AAE oAt AR FUd VL-FR4 ofvedt AES 33ttt 54 FddolA, A= At

LIFe] ol oz ZAgtair},

B FddoA, AdHE: 1(GFTFSHAWH) o AlAlE A3} AHoj®= 80% H+= 90% &A s VH-CDR1 o}7| =4t A4,

DA 3 9(QIKAKSDDYATYYAESVEG) ol AAE AT Hol& 80% H+¥ 90% EA3gH VH-CDR2 onjx=At g, 2 A
G5 95(TSWEWDLDF) ol AA1® A3 Aoj% 80% = 90% 5A3s+ VH-CDR3 o]t 4L x3sl= LIFd &
oo Agsle= A7 B 7AEY. 5 FAAA, HEHE: 21(RSSQSLLDSDGHTYLN) o] #A|A|H A

Aoj&= 80% ¥ 90% sYUgH VL-CDRL o)At Mg, AEME: 25(SVSNLES)el AlAlE A3 Aol 80% =
90% 5%k VL-CDR2 obn:eAit A, @ s : 29(MQATHAPPYT) ol AAH AT} Zolw 80% W= 90% A3k
VL-CDR3 o}m]:eAit X Ee x3els LIFo Solzoz Adsls A7 2o 7|9, B4 T, A
M5 1(GFTFSHAWMH) o AIAJE VH-CDR1 o}v]:=2t M, AMEME: 9(QIKAKSDDYATYYAESVKG)®ll A|Al% VH-CDR2
ol A A, AW E: 95(TSWEWDLDR) ol AlAlE VH-CDR3 o} =k Ad, I3 21(RSSQSLLDSDGHTYLN) ol
AAE VL-CDR1 olu|=al ME, AMEAHZ: 25(SVSNLES)ol A€ VL-CDR2 ofn]:=4t N, = MIdHz:
29(MQATHAPPYT)ell AIAJE VL-CDR3 ofv| =it MBS E&sh= LIFe] Soldox Ajste A7 2 7144
th. 54 BEH olu|iglk X3to] E g o] (DRE ofn| At M AelA FAETE, 5F fFHColA, dFAE HAE
WHWF: 1, 9, 95, 21, 25, B 29 F o] Bjrfol AAE ofu|=At A 1, 2, 3, EE 47) olu|ialo] Afo]dt
CDRE X F3tt. EA T, FA= AGHS: 1, 9, 95, 21, 25, L 29 = o] sl}o] AAE o}k
A3} 1, 2, 3, T 47 opn|=sbo] Aboldlal 10%, 20%, i 30% 22 A s JTFS v A F=
CDR& =EgHsith. 54 F3 4o, LIFel] SolAo= ZAgdsts A= HEHI: 44-47 F o)X= st AAIE
obu] A A F3 Holm= oF 80%, °F 90%, HE ¢F 95% FU3F VH-FRL oln|:=At HE, AEHE: 48-49 5 o=
shutell AAlE of il M A HoJ®= oF 80%, °F 90%, & ¢F 95% Uk VH-FR2 ojv|icit A E, AEHs:
50-52 % o] Fhitol] AAHE olmal AT} Hol® 90% FA 3 VH-FR3 o}n)wal A, = Hcﬂlﬂi 53-55
Z o] alijol A= o}ulM} A3 2ol o 80%, °oF 90%, X oF 95% HU3F VH-FR4 F < ofn| Ak A
S EFatE st o] QI F A FAs xS 5 FEdolA, s 1*‘4 17F F 4
ZH AN Fe AEis: 4501] AAIE opu) st AT Ao oF 80%, °F 90%, Fi oF 95% L& VH-FR1
opmlaat M, AEHE: 490 AAE opvat M AL Aol oF 80%, °F 90%, W oF 95% F U VH-FR2 of
A 4l AW F: 500 AAIE olu Al MG Zojw oF 80%, °oF 90%, Wi ¢F 95% F U3 VH-FR3 o}H]
AP YD, @ A 540 AAE olm Al A3t Aol oF 80%, °F 90%, W= oF 95% U3+ VH-FR4 o}

r1r

(
-

Ak A 2330, 54 Fd g, LIFo] SolAow Agsls Al ADWE: 56-59 5 o= 3hiol
AAE ofm At M A Ao oF 80%, °F 90%, = oF 95% & LF VL-FRL ofvi=tt A< 1%‘11@: 60-63
< ol shitell AAE ofm At A} Aok o 80%, °F 90%, Hi= oF 95% U7 VL-FR2 OF‘Jl Mg, A

AT 64-67 T o= Ffrtol AAE ol =it Y Hojx oF 80%, °F 90%, F+= oF 95% &Y f'i VL-FR3 o}
=gl G, e AEWE: 68-70 5 o] shutel AAE olm:Al A Hojke oF 80%, °F 90%, W= oF

95% &L VL-FR4 opweit MAE X8k shut olde] <k A4 ZHdSa d9s 2. 54 4
A, sk oldef QIxF A Zedela de MawE: 570 AAE obwit M} Holm o 80%,
90%, iz oF 95% TAFH VL-FRL ofvlmal A, AEUE: 619 A ob|mah MAa} Hojke <F 804,
90%, = oF 95% TAF VL-FR2 ofv]mit HE, MMz 650 AAE opplieat A} Holm= o 8

2]
90%, T <F 95% A3 VL-FR3 ofn|x=Ait A, @ Agd¥E: 689 AAE ofn|wit Adat Hojx

)

©

S

=

ot

wo
Agr;JngJg&J

A
VL-FR4 o}n]:=2t MES xghsict. &4 pFa oA, st ol ezt T4 ZdYga g 2 3k oAt
AZF A4l d92 AMEHT: 459 AAIE oln| =t ML Holx oF 80%, <F 90%, T °F 95% &Yt VH-FR1

ol

ofu| Ak MY, AEWMS: 490 AAE opn|iit D Hojke oF 80%, °F 90%, L& °F 95% A3 VH-FR2 o}
sk 4, qai s 500 AAE opr| At MEy Holm oF 80%, oF 90%, & °F 95% &Y VH-FR3 ©}v]
AP D, A E e 540 AAE ofbn]Ak AT ol oF 80%, F 90%, T oF 95% & L3 VH-FR4 o}vi=
A qd ) AW E: 570 AAE olm Al L Aol ok 80%, oF 90%, T oF 95% FUF VL-FR1 ofun]w=Ak
G, MEHT: 610 AAE ofm it A3 Hoji oF 80%, °F 90%, EE <F 95% L3 VL-FR2 o}l A
AgmE: 659 AAE olux=AF AGH Holm oF 80%, °F 90%, = 9F 95% U3 VL-FR3 o}m]iAl
A, 2 I T: 680 AAE ofbmiAt Ay Holw oF 80%, F 90%, i oF 95% H U3 VL-FR4 ofn| =ik

-
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S ol A, LIFo] Eo]

fru
ih)
ne
A
ol
-

d BRE xget. 54 FddolA, A 1z LIFe] Seojd o 3

Ao Ajshe FA= AEHE: 44-47 F o] Shuto] AAE opw|wAib I FUG VH-FR1I opv] Ak
A, a9 48-49 T o] shutel AAE ofn it D FUS VH-FR2 ofv| =it A4, H“tﬂi' 50-52
F o] dhtel] AAE ol qEI FAF VH-FR3 ofbv| At Y, e HEWE: 53-55 5 o= othoﬂ
AAE oAt A} FL3 VH-FR4 99 ot A ES 2§k s o] 17t 3 ZYdda 9y

S x5 FddelA, sk o] 7t F Zd9a g I 4590 AAE oAt *1
A¥} FLe VH-FRL o]t A, Az 490 AAE ofw]Al AE7 FUe VH-FR2 ofv]=Aal A4d, A
AW 5000 AAE ofw]Al AR FAT VH-FR3 ofv|=Aal Ad, @ IS 540 AAE ofn] Ak A4
I FYg VH-FR4 ofv|=At MEES 23eTt. 54 FddolA, LIFel Solxox Ajste dAle AgdHs:
56-59 % ol &hifol] AAE olmiAt HEF FUF VL-FR1 ofn|=t A9, MEHT: 60-63 5 o] st}
AAE ofu] At G FAd VL-FR2 obn| At A, AIHE: 64-67 F 01 shifoll AAIE opm At A

3} FA3 VL-FR3 ofn|=At HE, s I 68-70 F o] sluol] AAE ol it M h3} 5U3 VL-FR4
obulizal MEE E3EE s o) QI A ZHUdYa JdHS xEdt. 5H FHolA, st o]ake]
A7 A4 ZeEdea 49 Ags: 57 AAE opn gt AEH FUAgE VL-FRL of At AE, AEHE:
61o] AAIE ofn|=Al ML} FLSE VL-FR2 oAt A, MEHE: 650 AAIH ofn|i=at Mgyt FUsk
VL-FR3 olv|:it A, B Mg 680 AAE ofw =it MY} A3 VL-FR4 ofv| =4t ME& i),
54 FdddA, st o)k QI S ZHAdYT 9 E s o] QI A 9L AMERs: 459 A
AlE obu=AF A3 FAF VH-FR1 o}r] At 4, DM F: 490] AA| 0} |22 ML FA3E VH-FR2 o}
Al 4, g9 E: 5000 AAE ofm Ak D3t A3 VH-FR3 o}y A, AIHT: 540 AAH of
et st FA3 VH-FR4 o]t 4, AT 579 AAE oln li qd1 U3 VL-FR1 ofw] =4t
A, AgHE: 61 AAE ofr At MEd FUg VL-FR2 ofn|:il HE, MG E: 650 AAE ofn] =4t
Ad3} 5AE VL-FR3 ofn At A, @ AW F: 680 AAIE oluwal Hdi} 5D VL-FR4 ofbn] Ak AL
S zgeith. B4 pddddA, dAs Azt LIF] Eoldoz A},

3}
°r

Al =
yiil
A
oz

54 FRdelA, Adds: 71, 72, 9 74 T o= dhttel AAE obvst DI Hol= oF 80%, °F 90%, °F
95%, °F 97%, ©F 98%, = oF 99% FUT oAt A IS EFshE QIibskE T v 4 9S xFeteE LIF
of Solfom Ajtel= FAZE Bl ZiAdw. 54 3o, MEHE: 71, 72, & 74 T o] St
AAE obu et AES x3skE 1stE T3 7hA 99S 2 FSkE LIFY Soj3 o= st FA7E 24
of 7k, 54 FddA, MEHE: 75-78 F o= 3Jhvtol] A|Al€ O}H]L*F Aqha Hojm= oF 80%, oF
90%, °F 95%, °F 97%, °F 98%, W= oF 99% AT opv|:it MAS FFsh= AzkskE A4 ﬂtﬂ 9 2
Sk LIF] el o2 Agtshs A7t 24l 7A€, 54 FddeM, Mdis: 75-718 & 01.2 htel
AAIE obr =t A s ;
54

off 71t

54 TR, ADAE: 7200 AAE ohvlmal AA3t Holw= oF 80%, °F 90%, °F 956, °F o, oF o8, =
oF 00% FAF oAl NAL XIS s F4 AW

0 o FAgE, 54 FReel, H"ﬂ‘ﬂi
Z4 7hd 9o 2 AW 760] AAE ofmlwat A
shi= QrEhE A4 b Qe Tshs LRl SelHow Agst FA7E wedel s

B o m ol o
o @ b g
N
)
&
o2
18 4
o
<
LSO
_O‘L

oF 80%, <F 90%, °F 95%, <F 97%, °F 98%, &
A9 2 AMEHE: 7690 AAE oAl A
8%, L= oF 99% TA7 opvliat e AEgtshs Iktakd
s
=

oX w2 rfr Jm

& W
N
)
g
o2
18 4
o
55|
L
_O‘L

= o AAET. 54 FAAAA, A
960 AN obvwal AL EFshe AshE T4 b el @ AdulE: o) AN okl A
xgeis A0SR A4 7P 4L Teke LIF) Soldow Agel A7l ol 4w

EX FHA A, AEHT: 79-82 F o= it AAIE ofn At A Hojx= ok 80%, °F 90%, °F 95%, <k
97%, <F 98%, Hi= oF 99% TUT ofn| At A DS X Fsh= AttstE F4 2 AEHS: 83-86 F ol dut
of AAE olu Al A3t Holm oF 80%, °F 90%, 95%, °F 97%, °F 98%, W= °F 99% T A3k ofu|i=Ab A
4 EgehE Qitstd AAE EFstE LIF Soldom  AFshe A 2de iAdEd. 54
T, AEHT: 79-82 F o= s AAE obr At AES xS QstE F4 2 AEHE:
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83-86 = o= dftoll AAEH olu|=At AES
A7 Bl 7AEY. B4 FddolA, MY
80%, <F 90%, <F 95%, °F 97%, <F 98%, EE °F 99% B3I+ ofvn|:At IS ¥l <ItslE F4
M3 91-94 F o] 3ol AAE ofw el A4E o}

°F 99% LT ofn| =t MEE E3Fbele A7sE AME EFbele LIFo] Sold oz ZAdstes dA7F 24
7A€, 54 ?iﬂ_cﬂ oA, MEHE: 87-90 = © =l

2 AGUE: 91-04 F o= dhitel] AR op|mat NAS FIeHs kst FHE
o7 AFsh= FATE ol 7AET.

fE

o2 orrop2 Lo

[0068] ER oA, HAHT: 800 AAE ofn At A7} Holw oF 80%, F 90%, °F 95%,
= 9F 99% A ofn|wA AMEES EFeh= QIkbstE T B A ERS: 840 AAE ofw|
0%, <F 90%, <F 95%, <F 97%, °F 98%, W °F 99% FU3 olm At HES X ]
LIFo] So]xoz Agsle A7 Edo 7ad =
EgehE 1zrstE F 2 A E: 840 AAE oAt MES Xt Q17tsd
[Fol Bold oz Agst= dA7F o 7Ade. 54 Fdoolr, HdH
= ok 80%, °F 90%, °F 95%, °F 97%, °F 98%, Hi: oF 99% T E ol A MG E EIEE QkstH
S0 920 AAE opw|wAE G HojE oF 80%, °F 90%, °F oF
99% TUT obuiat AL Eeshs Qb AME TS LIF] Soldom Agt
Ak, 54 FdolAl, AEHE: 880 AAR ofv|wAik AEES E3sh= QIibstE T B AERE: 929
AAE opu| Al MAS EFeh= A7ksE A E X LIFo] Soldoz A3 4
. B4 T3 H *1%iﬂd§: 88ell AAIE ofn| At M A Aol oF 80%, <F 90%, °F 95%, ok 97%, <k
98%, == <F 99% FUT ofn At MES XEFsh= AztstE FA 2 AERWS: 974 AAH ¥}
Aol oF 80%, °F 90%, °F 95%, °F 97%, °F 98%, & ¢F 99% HUF ofn| ik AAS xFsHE <

ofN mg rjr X o
12 oo
o

LI -
._Bi
9

£ X33k LIF] Holdoz ZAgtste A7 2 719, 54 FdodA, AdHs: 88 AA A oF
Al 49S z3elE tslE =24 2 AEHE: 979 AAE ol AGS EdelE tstE A S
EsHs LIFo] Solxoz Agtels A7t 2o 7|4t

[0069] E4 FadoA, MEHT: 20 AAE opv|=it MES et T4 dRAd 44 99 1(VH-CDR1); A&
S 100 AAE ofv st AAS ¥FeE F ARA AF A9 2(VH-CDR2); MEwE: 1590 AAE ofu]w
2 NS T T4 4R A4 99 3(H-CDR3); ALwE: 220 ANE obv]wit Nde Tadhes F4
4usd AR 99 1OL-CRD: R ALws: 260 AAE opulweat AFe Taahs B4 g4 24 99
2(VL-CDR2); 2 M AW E: 299 AAlE opn| il MES Egsts A4 drA 44 99 3(VL-CR3)S X3}
= 0E8H A JAA(LIF) o Fold o=z Ajtste A3 FA7F Edd 7IATt

O

[0070] 54 FddelA, Az 3o AAE ofueAt AES EehE T AR 24 99 1(VH-CDR1); A4W
S 90 AAIE olv At MES st T ARA 2 99 2(VH-CDR2); MEW s 169 AAlE ofn| =ik
ANEe 2= T AR AA 99 3(VH-CDR3); A LR s 219 AAIE ol MES x33h= A
B4 474 949 1(VL-CDR1); R Mg 250 #AAE olm| it MES E3tsle Al 4R 24 99 2(VL-
CDR2); 2 MWD 290 AAE ot MES ¥3hahs A JuA A4 9o 3(W-(DR3) S EFste 9
g1 4 ARHLIF)e] EolH oz Adtsl= A3 &A47 Edo] 7 AH ).

_l&

[0071] EA FadolA, MIHT: 39 AAE ofu|x=At MEE I T AEA BAH 99 1(VH-CDR1); A<EH
100 AAIE olw el IS Xk F FRA AF 99 2(VH-CDR2); AEH T 160 AAE ofv]x
A AgS Z3ste 4 AEA A4 99 3(VH-CDR3); AGys: 220] AAE olm At A9S xdtal= A4
R A4 99 1(VL-CDR1); % AdHE: 260 AAIE ofnjiit MEE XFsts A 4nAd 24 oY
2(VL-CDR2); 2 M EWZ: 299 AAHE ofm Al NG9S E3at= A ArA 44 99 3(VL-CDR3)S £33}
= NE8y A AAHLIF)o Soldoz ZAsjtsle Azt &dA7F o 7| A=),

[0072] 10G7

[0073] NE A3 ERE FEYEa gAY £ o2 A (1067)E 7] ofrlx=Ar 49S z= (DR(ZFF 2 IMGT
CDR Léﬂi% W] 23S AES)S Esstth: IS 4(GFTFSNAWMH) ol 483l VH-CDR1, Ad¥3:

i

11(QIKDKSDNYATYYAESVKG) ol 7383} VH-CDR2, A& %: 17(TCWEWYLDF)oll “J-§3k= VH-CDR3, AgWlE:
21(RSSQSLLDSDGHTYLN)©l]  4F-&3F+= VL-CDR1, A9HZ: 25(SVSNLES)o] A23}+= VL-CDR2, % A IHZ:
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29(MQATHAPPYT) el “J-&-3}+= VL-CDRS3.
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80%, °F 90%, = oF 95% FUR VL-FR1 ofv]:=it A, A 610 AAJe ofrjeqt A} Hoj= o
80%, °F 90%, = °oF 95% TATF VL-FRZ ofv:=ab A, AARG: 650 AAE ofn|iit Adat Holm of
80%, °F 90%, W= oF 95% U VL-FR3 ofv]=ab A, B AW s 680l AAIE ofn|iit A At Hojm of
80%, °F 90%, Tz oF 95% UL VL-FR4 opv]ieit M B5E 2oty 54 FddelA, @al= A1t LIFe]
Soldom Aggtt. 54 FAdolA, LIF Solfos Agshs s IS 4-47 T o= dhtel A
Al obrl Al At F A VHFRL ob]mat M, AW 48-49 T o= shupel]l AAlE opv|mal At
T VH-FRZ ofvleat A, AAHD: 50-52 5 o= spubel]l AAE opvmAt Mt FUAE VH-FR3 obvi=
b AE, B MElE: 53-55 F ol shuel AlAE obuledt Ada wAdd VIFRE G oppliedt A&
b shut o)) I T Zelda d9E AT, 54 TN, sh o] A 4 e
A G942 AR 450 Al opn|mak A3} A7 VH-FRL ofv]iedt M, A S 499 A|A € of
ik 4Dt $A7 VB-FR2 obn| =gt M, A S 500 AR ofbv] ik A3 FA g VH-FR3 o] =4t
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Ad, 9 A 540 AAE opw Al At FUE VH-FR4 ofv At A ES Essth. 54 FEd A,
LIFel] Solxdo=z AFste FdAe AEHUE: 56-59 F o= sl AAE ofw|it A3t FUg VL-FR1 o}
vxgl Ad, IS 60-63 T o= shuel AAE opnxAt MDA VL-FR2 ofnw4l A E
AEHD: 64-67 T o= shel AAE ofu| At AT FAg VL-FR3 ofr At A, T AEHE: 68-70
= o el AAE ofv gt MEy} FAZ VL-FR4 o}t MES 88k sl oAkl Q17 A Ea
A9 dAs gt 54 g, sk oo QIzF A4 ZHAN A F9e AgHs: 5700 AAR

obr:it M3} FA7 VL-FRL ofv] =t

2b A, AW 6500 AAE o

b
23
>
2

AWz 6lo] AAE olu|xAt AEF FUg VL-FR2 ofH| =
&g VL-FR3 ofv| =it A, 2 Adris: 68 #A|AE of
v Ak gt U3 VL-FR4 o} S X3, 54 FddelA, sk ool A3k T =ZHEddea

B F St oo A A 4GS AW 450 AAlE ofn| gt AEd} FYUg VH-FRL ofv| =it A,
HF: 490] AA P obu At Ey HAF VH-FR2 opr] it A AT 500] AAE o] ik A}
3 VH-FR3 obv|=AF A, AAW3: 540 AAE opmwal A3 HAd VH-FR4 opv| =4 A4,
3 579 AAE olu w2k gy EUsk VL-FR1 olv| A AE, IS 610 AAR ofnxat g
VL-FR2 ofv|:=it A, AW 6500 AAE ofieit A da} 5Us VL-FR3 obvieit Ald, 2 Ad
689 AAE OFUl A dat FA3 VL-FR4 ol DS £33t 54 pddol A, A Azt

rﬂirr
o
x

iiea
=)

P )

welo] ZAlE AL A7 LIF] A5 Agar. A7 LIFS] ¥ (canonical) ofn)itt 4AL s 980l
o) ATAY. FAAE A7 Qv Fol AGWE: 08 D glele] Fol A7 AAe ela] BAR LIF Aol
o 1,2, 3, 4, B 57 ohul:eile] AolE o & Y AAWME: 989 WA Mol A} Absdtrhs AL ol
e A4 wAoE s WASHE AL wste Bl JAE ele] FA AN Fold AF B

M
Jal
L
lo
it
Ho
oo
e
—
(=
ook
B
2,
Lo,
o,
i)
ot
1,
2,
A=

ZA3rer o) LIF AESA (o7, STAT3 Q4ksh) & dAst AAUlA TF 43S dAlste Q1 LIFY

553 oI ExT} E%Oﬂ VHQEP E%J.Oﬂ Z1A49E dYEZE 7 L o] iy E 9 =

ol (&} ZF LIFY #7] 13 A 27 32 2 27]
.

120 WA 138)°i ?*éﬂﬂr 1 Age F3(Hk gz g , B OAE(E b)) daz
o] xFolty. EA PN, HE A7E F-LIF A A9 7|9 =4 24gS dAstE= LIF A9 &7
= LIF 79 z7leltt. 54 4

%] o]

o 54 Fad
o

1A, d3 Z715 F-LIF &4 4o A7k o vels d4ds)
Zk g s
<

el
71 F-LIF &4 el 7
ZEF ool

54 FddolA, 7] 7] AEHE: 989 Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120,
R123, S127, N128, L130, C131, C134, S135, =& H138 = << 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19, = 207)e] AFsh weld FAt 2ol JARt. 54 FAANA, 5] @
7] AEWE: 989 A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128,
L130, C131, Cl34, S135, % HI38 % =ol Agtels weld P47t el 7A€, 58 FAddA, 5]
7] MdEWs: 989 A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128,
L130, CI31, C134, S135, @ HI38 &= m%o ZAgsl: wald A7 2o 7)A8. 54 F&doA, 37
S WA B AHAY G4 gl Folshs Wl AT, 54 AN, P P
A% AsAge] Folats AVl AFHT. 54 FAIA, AL LIPS A A % coh 4B AEaT.

A FRAdGNA, A gp1307e] LIF A548S Ana,

ER Fa oA, &7 7] ALD9W3: 989 A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120,
R123, S127, N128, L130, C131, C134, S135, X+& HI38 = 9499 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19, %+ 2070d] AFste= AgdHs: 1, 9, 15, 21, 25, ¥ 29 T o= slfol] AA
H oAt AES ZteE (RS x23ste &A7F 246 71Adnh. §4 FddelA, 37 7] AEis: 98
o] A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134,
S135, % H138 & W%Fo| ZAgs= AEwWE: 1, 9, 15, 21, 25, ¥ 29 F o] o] A ofn| il A S

S
=3
=
o
e
[

s
a

mrl

Zt= (RS X3t A7 B 7Adn. 54 FaddedA, A A A Aty T3 G228
Fojshs A7ldt Addv. 54 FRdolA, A= Aok A A 3 AEed Fofsks ATt Ao

_49_



[0086]

[0087]

[0088]

[0089]

[0090]

SE==35| 10-2784394

o}

EAR oA, &7 7] AD9H 3 989 A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120,
R123, S127, N128, L130, C131, C134, S135, = HI138 = 999 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19, L& 207]¢] ZA&st= HAWHE: 1, 9, 95, 21, 25, © 29 F o]= 3}l AA|
g oAl NES ZE ODRES Edshe A7 29 71Adr. 574 FdeolA, 37 7] AEmE: 98
o] A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134,
S135, % H138 % E5Fo ZAgsl= JEWI: 1, 9, 95, 21, 25, ¥ 29 F o] dlo] AAEH ofnAl HES
Zb= (RS XT3t FAZE 2ol 7IA"T. 54 FddolA, FA= dAe A FstAY T d5zgol
Aolats Av|ouk Agett, B4 Lo, A= FA S S Aek A Aol FHoshs Av)out Adte

?Q

54 FddeA, Ag9is: 1, 9, 15, 21, 25, % 29 T ol dhrtel AAE ofwx=4t AEF} 1, 2, 3, 4, &
= 57 ofulwato] Aolalal &7 7] AGWE: 989 Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29,
Q32, D120, R123, S127, N128, L130, C131, C134, S135, %+ HI38 = <499 1, 2, 3, 4, 5, 6, 7, 8, 9,
10, 11, 12, 13, 14, 15, 16, 17, 18, 19, T 20700 AF3t= (RS &8t A7E 29 74", &
A FHAA, AgWE: 1, 9, 15, 21, 25, 2 29 & ol 3o AAE obv| Ak AdF} 1, 2, 3, 4, EE
57 olmw=Ako] Aoldtar dlr] A7) AAHE: 989 Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29,
Q32, D120, R123, S127, N128, L130, C131, C134, S135, ¥ HI38 % =% 7&%6% (DR E3sl= A7}
2ol A", 54 T, dAe gAY ?Mﬂ 706}%1% T AL Fodste )Rk
Agstt, 54 FddolA, A FA 9 A A A5 s = ki 735‘6&@.

54 FdddA, Mg 1, 9, 95, 21, 25, ¥ 29 F ol djufo] AAE ofvx=at MEF 1, 2, 3, 4, E
= 57] o}ui=Ato] Arolati dt7] 7| MEWE: 989 Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29,
Q32, D120, R123, S127, N128, L130, C131, C134, SI135, &+ HI38 & 1<) 1, 2, 3, 4, 5, 6, 7, 8, 9,
10, 11, 12, 13, 14, 15, 16, 17, 18, 19, W& 20700 Ae= (RS ETeE 3A7F Edo) 7A€, =
A T, qEWE: 1, 9, 95, 21, 25, & 29 F o= pfoll AAIE ofrAl AEH 1, 2, 3, 4, BEE
57 eju]x=Ako] Arolalar sly] y): AdWE: 989 Al13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29,
Q32, D120, R123, S127, N128, L130, C131, C134, S135, % H138 & XYFo| ZA¥st:= (RS E3ats= A7)
2ol 7", §A A, #FAE FAY A A S ASFZEd FosteE 7]l
Agsitt. 574 FddolA, FA= FA e A A Jsged golste o) Ao,

1r

Ex Lo A, AEHF: 720 AAH o}n| Ak G} Aol oF 0%, °F 90%, °F 95%, °F 97%, °F 98%, I
oF 99% FUE AzkslE T A 4G ofmAt Ad; 2 MIHT: 760 AAE ofn At AEy) Holm
80%, <F 90%, °F 95%, <F 97%, <F 98%, EX: °F 99% FHUsta sl7] ] AAWE: 989 Al3, 114, R15,
H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134, S135, =¥ H138 %
19 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, T+x 2070 AZst= ¢171std
A 7h 949 ofneAt MES XFsh= LIFY Soldoz Ajtsle FA7E Eol VA", 54 FdEde
A, AEHE: 720 AAE ofu At A3 Hojx= ok 80%, F 90%, °F 95%, <F 97%, °F 98%, T °F 99%
At QiztslE Fa MW 9 ofmxAl MY F AMIHE: 7600 AAE olm Al AT Hojxm oF 80%, °¢
90%, °F 95%, <F 97%, <F 98%, L <F 99% TAdtL Fr] 7] MEHT: 989 A13, 114, R15, H16, P17,
€18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134, S135, % H138 = R 5Fo] Z¥s}
= oztatd A 7PE 9y ofuwal IS EeEE LIF Sold oz AdsE A7 B riAEd. &
A FddoA, FA= FA A AsAYU S A5 FHoes drldnt Agsig. 53 oA,
FdA= dA e A B AdSAEel Fodste Fr)eRt Ajteitt.

122 e

Aol oF 80%, <F 90%, <F 95%, <F 97%, <F 98%, &

EA FHo oA, AEHT: 960 AAE oluwAl L
= %9 1 760 AAE ol Al i Holw

= } l
9% FLE ANSE FH 7 FA onwal Ad; 2 MG
ok 80%, °F 90%, °F 95%, °F 97%, <F 98%, i oF 99% EU3dH {{zﬂr% A4 7hE 94 ofw =t IS X3
8l LIFo] EBolzlog Agsta, sl7] @7 LS 98¢ Al3, 114, R15, H16, P17, C18, H19, N20, Q25,
Q29, Q32, D120, R123, S127, N128, L130, C131, Cl134, S135, = H138 = 499 1, 2, 3, 4, 5, 6, 7, 8,
9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, mE 2070d AFs= A7 B 71A4dg. EA
FAdelA, AEHE: 960 AAE ofn At AAF Aol of 80%, °F 90%, °F 95%, °F 97%, °F 98%, L=
99% FUd AzkslE F vhE FY olwat ME; L AEAE: 769 AAE opuiAl Ay Hom

[o5

o 1
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80%, °F 90%, °F 95%, °F 97%, °F 98%, T °F 99% T AzkskE FH b G opwweat MES xFEE
LIFo Soldom Agtslar, s7] &7 Adws: 989 Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29,
Q32, D120, R123, S127, N128, L130, C131, C134, S135, % H138 & RFol| A@st A7t Ede 7A€}
54 FRdelA, FA= At @A B 3 duAgel ejste Avjewt Addd. 54
TR, FA FA A AT duAgel] Fejshs Alelv g

4 T, E9del Z1AE FAls AE W LIF ASd2E A, 54 FAdelA, U-251 AlzelA
of Ao AEA AAE A 1S oF 100, 75, 50, 40, 30, 20, 10, 5, i 1 Uil

ojteltt. 54 F@elolA, U-251 AlElA EF uz 23 stoll Ao Y& AAES AT 1G> F 900,
800, 700, 600, 500, 400, 300, 200, Hi 100 U= o]sto|t},

54 FddolA, e 7" FA = LIFE 233t TF 2 &5 A5s=d f83ith. 54 FddolA,
o] AR A5y JNAE LIF 9 TF/ds 25 Aom2A Aa5g A3 duEddnt. 54 F3dddA,
THS LIF FHoAY F5d FF9 LIFE At 54 FdoolA, LIF F492 23 v 449 9e
g4 7|3 vuste) ZAHEY. 54 FdEdA, LIF 44 T T Fald vgddde Axag 2u, 3
uj, 5uf, 10w, 100W) oS sl LIFE #dsth. 54 FddolA, T4 LIFY 5" o2
(ectopic) H&E zZte=th. LIF A 42, dF £9l, F-LIF FAE o] &3 HgxAseS A&t 228
o7 oﬂ~ E0o], AAIZF PR =& RNA-seqoll 9|3t mRNA &= 22 dntx o ALSEH+= 74 AESH WU
o °]3; gl A & 5o, A% BF, FAE B4%, ELISA, e #d god A B4 (97
o, athaLISA)Oﬂ olgt A Aks ALgsle] AAE 4 vk, 5 tddeA, dAE oz Jand 3
248 A g5skEd AMEE Atk 5 FEd A, 42 sk oo o 7] MEE ZEAY s o] de

& 71 AEo|nt.

E4 FEdola, Eo] NAR FAE LIF +&A(D118)E ddees oA %S wdtesd &30,
LIF 84 44 TF2 2498 v fFAX B o8 244" & daL, 54 T4, ofo]iEry]
2T BT} 2x, 3x, 3x, 4x, 5x, 10x o)A ZFE LIF 484 A Ast= AEE z3act. E4 T34
oA, T LIF &A1 54 oiyg FHS ettt 54 FddolA, 42 o E7] Alxelt. 543 F4
] oA, LIF 44 T4 E& &2 F-LIF I-LIF FAE A8 Az 38t o3 A" = dvk. 543 F
oo A, LIF %4 2SS HC =40 oa] ko] A9 10%, 20%, 30%, 40%, W& 49 50% We] LIF $#2
2 ZAAHY.

2ol 71| FdAle 2 A 9SS mt. EF FdddA, Edd viAE dAE gRT
FA (A, oFo] BRG] tET) 9} HlaLste] TF B A TG Ule] M2 A MES] EAE Aol 10%, 20%,
30%, 40%, 50%, 60%, 70%, 80%, 90% °l’d ZFHAAlZ < SAth. M2 WA AE= [HC Aol CCL22 B (D206 4
o o8 i T A WY T T8 AELY FAX BARC o8 FaE 4= k. 54 oo,
dell 7148 A= gz FA (A, ofolnEFY &) eF Hlusle] gpl30 TGl wigh LIFe] ZA3S Ao
= 10%, 20%, 30%, 40%, 50%, 60 %, 70%, 80%, 90% ©|* FAAIZ ¢ Urh. 5A FHdoA, EHdd 7A=
A= izt FA A, ofolAEtY dixa) et Hluste] LIF ¥4 AEFA LIF AEdEs Holw
10%, 20%, 30%, 40%, 50%, 60 %, 70%, 80%, 90% o]’ FaAlZ ¢ Art. LIF AzAGL, 45 £, ditshd
STAT3(LIF 2= atf 4o g A=l Exe o8 542 + Arvt. 29 A= w3 & IL-6
e Y Al EFFIF} Hlalste] LIFOﬂ uj§- SolHo|ty. 5 FEd A, A= o] v IL-6 ™
g A AFIEAQS AR oF 10x, oF 50x, Wi oF 100x & IO 17k LIFY A, 573
TFddelA, LIF dAE EHeE Al=gdA AMEE o8 116 gzl 749 AllETRI AjshA
Bt 54 FEddA, A= THEE AlLFdA AME 2F2EE N A3 @5

54 3, & e FEY Xz 8% FAI 2ol AAET. B TR, 2 5, A
#H, 2%, A%, v, A%, e, Wy, 5 oda, dgA, o, 3%, 95, oW, 25, 39, F4, AT, 3
3, 9 7 FSE EEET. B FEdelA, & 4HY AR AsdE F Jde T4 dF(adenoma), A9t
(adenocarcinoma), g3 (angiosarcoma), AAAIEZF(astrocytoma), ¥ ¢F(epithelial carcinoma), HH
MEZF (germinoma), WEAMXEF(glioblastoma), AM7AuE(glioma), &3 I F (hemangioendothelioma), &35

% (hemangiosarcoma), &% (hematoma), 7FRA|*Z(hepatoblastoma), ™M&W (leukemia), HZZ(lymphoma), <

A ¥F(medulloblastoma), =2F(melanoma), A7 FA|EZE(neuroblastoma), =95 (osteosarcoma), ‘Foof
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A 3EF (retinoblastoma), &+ F(rhabdomyosarcoma), & (sarcoma) /%= 718 F(teratoma)S
ettt 54 FddolA, FF/d2 dek 52} S F(acral lentiginous melanoma), FX Z+& < (actinic
keratosis), A%, A<t (adenoid b

(adenosquamous carcinoma), AAAAE  FU(astrocytic tumors), HEEH A 94F(Bartholin gland
carcinoma), 71A A|E 9FE(basal cell carcinoma), 7]#A|A1 ¢F&(bronchial gland carcinoma), EA|EE ¢t
%ZF(capillary carcinoid), 9%, 4&%, ¥ Y% (cholangiocarcinoma), ¢3S (chondrosarcoma), ‘FA41%F
(cystadenoma), WMl9s FU(endodermal sinus tumor), A-gul9t F25(endometrial hyperplasia), Agu]

4 7Hd S E(endometrial stromal sarcoma), AFgul9rF A (endometrioid adenocarcinoma), 749 &

o

cystic carcinoma), A&, 5% (adenosarcoma), AHAFAMNE U4

(ependymal sarcoma), 2= 5% (Swing's sarcoma), 4 ZA4 T35 (focal nodular hyperplasia), 7F=E#
Z(gastronoma), AAALD FU%(germ line tumors), NEMNIEZE, FFI7FZF(glucagonoma), HHARAEZF
(hemangioblastoma), ¥¥u]3]E (hemangioendothelioma), ¥¥E (hemangioma), 7t A& (hepatic adenoma), %+
%% (hepatic adenomatosis), FHAI3E ¢ (hepatocellular carcinoma), 1€ @ (insulinite), AU
Z(intraepithelial neoplasia), ¥ HHAEL FUZ(intraepithelial squamous cell neoplasia),

HY AX 9(invasive squamous cell carcinoma), AW AE <F(large cell carcinoma), #

1= o
@ B o ol
o o ox o2

(liposarcoma), ¥¥¢%(lung carcinoma), HXRZF WYY (lymphoblastic leukemia), HXZA
(lymphocytic leukemia), F&5E(leiomyosarcoma), ZAE&, oA ZSAF o F39 FS(malignant
=

mesothelial tumor), A% Z%(nerve sheath tumor), FEAEZ(medulloblastoma), FAATZ

(medulloepithelioma), &3|% (mesothelioma), HAZEIY 4F(mucoepidermoid carcinoma), =54 HIH
(myeloid leukemia), 4178 % A|¥%(neuroblastoma), 21743 A (neuroepithelial adenocarcinoma), A&A

=

EMZF(nodular melanoma), H&F, WAa9UF(osteosarcoma), FFA FAA  AH<(papillary serous
adenocarcinoma), > 3FA] T (pituitary tumors), ¥ZAAEF(plasmacytoma), 7} (pseudosarcoma), H#
A 4%, @ EAEZF(pulmonary blastoma), A7 ME 4F, FTolNET, JELHT, §T, FIY 4T
(serous carcinoma), ¥ HX &F, L2ME IF(small cell carcinoma), A4 LF(soft tissue
carcinoma), AvhAElel EH] F%(somatostatin secreting tumor), WH &=, HH A E < w5} ok
(undifferentiated carcinoma), ¥EX=Y SMF(uveal melanoma), AP R 9+ (verrucous carcinoma), &/
o] 9F(vagina/vulva carcinoma), H|3Ew}(VIPpoma), ¥ €& FTUWilm's tumor) o2 o]Fojz Fozi
H AdEdn. 54 FdddA], 2 dwe s o) AR AmdE FTE/EL HY, FAERY
A= FA FFEA wEW, HA-B-AE FA H=Zrt wWEW(pre-B-cell acute lymphoblastic
= 1

leukemia), W3, AEAEE, whdAsA= 11, 111 B Ve AGHAES, AEAEE, B34 AZAES

o\

)

i

(glioblastoma multiforme), & M¥E <, 2 "l ME <, vl SHAE ¥4 AX Hd, # A, ol =
AL =R vojER Hold WM &, d=E & Hold AHEA &, AYd A, 2 FuUe, v
AstAE % A% &, 2/EE G dFS 290 54 FddelA, B ¥ AR AsHE o2 o
RAEES I3t 54 FddolA, & 2o sh o] AR XuEe &2 Agds 23, 54
TFAdelA, 2 Il sl o] e AR AREHE ¢ dAaAYS 2. 5A FAAlA, B 2R g
ool AR AnEHe o2 #As st 54 FEdA, B Il gl o]t AR XnEE
A AHAGE 23ET. 5 TN, E 2 s oY FARE ARHE e 2SS et
54 FddolA, 5= 42 ARAEXE, AFY, a2, 2, dEdd, By oS 2§, 54
T A, 4 T2 X5 IxAgeltt. 5 FHA A, A5HE &S Aotk §A FddolA, &
2 AL/ A ARAEF, HAGFYE, FAS, AR, APAY, B Hdelr).

)
40 Ay U Ho

A FddolA, AnHeR &8sst ¢ 9F 0.1 mg/kg WA ¢F 50 mg/kgelth. 54 Fdd
£7153 42 oF 1 mg/kg WA F 40 mg/kgolth. 54 FddANA, A54oz 38713 S

(o

54 FHANA, AL Fore) ARAS G EE Frh ARAS ol AR B Fold & Ak, 54
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TEeelA, AgA= A dd B 928 FAS T, 54 A, Axd dud B2 dE
& A= olErebAF(Abegrin), EWFEFT HEZHAE,  wRRAFEE(Avastin),  SHHIFFE,  AISAY

(Erbitux), QW75 (Gazyva), EZAFF(Herceptin), FEuIEFYH, Ef2FF¥ Ieki(Kadeyla),
A, H 5 A Y (MabThera, 254D, AT 22794l (Mylotarg), #N25%FF(Omitarg), AAEAT
e Y= —?—?%‘(Theracim, Theraloc)& Eggttt. 54 FdoA, dE& FA= AIEJE o
PD-1 B+ CTLA-4E ¥4 3lshe W = X, 54 FddeA, dgxzdas e
w, °FEﬂ*E]Z”L T JEEYFRS 230, 54 FdAA, FUH AmAlE A
FAdelA, FIXmAE GASA (A, AfolEREATNE ) o|ExiFuE FRTUFA F
, HERHER, $ebraE, BT, YERZASH), e HEZEVE), QEGA|EA(Y
HJAL, ol=glolmfol sl th9-FH|Al, oA FH|Al, e HSAER), Ax=4 gAA (A, 1
SEAEA), sAE H]"Vﬂ%ﬁr‘)}xﬂ AAA(GAY, B2 E £ ZuPil), EXolima}
AA (A, olg=HzZ, EXHZ, Aad, CdEZANE, EE HUIZIAE), A
v, R2Hx7, 429, ASEY, oviEd, #Fgud, B v2R2d3), 7FHAE §A
TA A (AN, oFAAHY, ofAHZH, FAAAER], AEY, EF9-2H, ZAAEI, 3t
dol, HBAEFL, WEEANOE, = HeTohd), Helol= A (AW, ot mntoldl HE=
), WA xﬂxﬂ(oﬂﬁtﬁ Al=Ed, SAREYY, e 712 E8E), B5 A5 g4 =0 =(Y9
g, WEgtas, vxedy Wdal, A2, S, B EAgAA)oltt. g F+E
FAE wEY ]9_/\} 1= fAR ot o o
AL e o).

(Rencarex) ,
AA, o

#5, oz

Aol t}.
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E4 Fdool A, . 54 oA, &9 Ay or A
a5 <oq174uﬂ Nacné T3, 54 FddolA, &S F 0.6% WA 1.2% NaClS T, 53
& o W, gale ok 0. 7% WA 1.1% NaCl% xastt. A FddolA, 942 <F 0.8% WA 1.0% NaCl<
k. 54 A, g g 5 k. 5A FddedA, &
°F 0.9% NaCl& ¥33tth. 54 %Lfﬂoﬂoﬂ*i, FoNe F} o]AFo] EAl, oF Eo, ofAEloE, AER

E, 32HY, AAHo|E, EAdo]lE, o7t Yo|E 2 slo]EZA|wdolu ek (Tris); AHEAA, o
So], ZE|4EWolE 80(ES 80), ZT|AEHOE 20(EY 20), ZE|L2WolE I ZEAl 188; E2|&/
%%/ﬂr%%‘_7 c;ﬂvg_ ’%01, % /\7 CJ]/\_E_E_/\ E]—L_/\ E]—q%7 _/;:EH]%7 "‘ii/\ Egﬂ‘&]—i/\ UJ tﬂ/\
2405 opn|Al, o5 B, 3|2Ed, FE4l T O}E s qakskAl, A& Eo, ofxzmHal, HEQY;
A olEstA, & Eo], EGTA =+ EGTAS F7t= 23ect. 54 FddolA, & THe| A= Fo A

| sAAZE A/ AGEH L AT H A zﬂzﬂt HME AE’\ﬂa, A
2, EF@aa, 9 Y9rEY 402
Az F9eA 4" wHEH 25

S|=~ElRl, of 6% AR, o

J[m

m rlo ol ol ot

m o au o 12 M o
ol

=)

M
=

2

fr

;’E r
O
i
o
-
)
2
o
=

4 ot ﬂm
i
)
N

ol:o:‘

(R )

TAdelA, A5 Eel2 oF 25ml

11

[
=
(e}
(e}
—
=

AA 4

3719 A A AN el Bhol JAE AEESo] Ag, A2, D Pyl FAAE thEsk, ofw go
< Algkstaat s

He) 1- LIPS Fo]5l9] HE B9 4

QIZF LIFQ] ofv|:At 23-20258 AWl cDNAE d Zfv|=(Aldevron GmbH, Freiburg, Germany)ol| S=
stk AgA FE(Vistar)9] 21FS YA-T4("F32 )5 A% Fdl& FXE AME3le] DNA ZHE &-
AR HU ALl o] "WESAFH Y. dAH o2 FADAE HEK AE o] ME W 2dES LIF 9o
N-dboho] §obd BaE ?_]51 s -l AR ey, dHe] Wos & A AMES s, desd
e FeaveR dAFo R FANAE HEK MZolA fAE ZAHAA Attt IAE Akt Ax
S dEsta, Z5 dabd wel vk Z5F AE(Ag8) S §FAIFTE. LIFe] SolAQl A& Ailst= 3fol
BYEnE dedk viel o] FAE FAAAY 284 od] &5t A stolBEnl AlaEe] A
S RNA H 3 A (ThermoFisher ScientificAboll 23k RNAlater, cat. #AM7020)5 AF-&3}o] A Z33ar, s+
[e]

R DERMEREIRLIESERE RS
H)e) 2= LIPS Fo] 59l ppp-2 A8 44
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[0108]

[0109]

[0110]

[0111]

[0112]

SS=50l 10-278439%4

O17F LIFQ] o2t 23-2025 Y35l cDNAS wHd Zef~v|=(Aldevron GmbH, Freiburg, Germany)el] =Y
stk AP vh9-A(NMRD O 15E YA-FACFAA F)E T Fu8 FAE AREEte] DNA ZHE -
Jzbel AUl A& o3 WA Y. AR FAZFAE HEK AE e Ax W 4dS LIF gz e]
N-ehe] B7tel Bl 2E d2lshe I-vl2 FAR FRlsgivt. A Wost & Y MES R, ded
e EFoavER dAFoR FARGE HEK AlEolA FAE BARFAA Algsitt. FAE A= Ax
E sk, ®F dabd wEh vk 25F AE(Ag’) S FRAIFTE. LIFd HolAQl IAE AYikste= Ffol
BE|EvkE AEg vkeh Zo] FAXE A A 238 o] EEGItE. G stolHE| vl AlEe] AE
AYPS RNA HEA ](ThermoFlsher ScientificAloll €13k RNAlater, cat. #AN7020)2 AMg&3&lo] Az, A
(o]

gaf Aestck. 7kEtE B R & WS AME3
& 3 7145 Abgske] 5D8 slo|BElentR BB FREYEg
*M W 1 Aoﬂ 1%“0}%‘4 1311 A, Q17 3 2 A b A dell disl BLAST HAS Falskalar,
Zzto 2R 47)9] NES Q7S H Fola ZydParA AEsgith. o5 Foix ZydYas g
ABAA T AE WS I EZE A7 ek, 5D8] 2§ 2 A4 CDR1, CDR2 % CDR3S 47H¢] Aroldh F4
o2k T A9 A (HL WA HA), 2 47]e) Adolet A ZHADA(LL WA L) W2 FRJsch. 1ela UA],
16709 B Aolgt FAE CHO-S ME(Selexis)ollAe] w&l; LIF k¥ STAT3 QlAbshe] Al 2 w4 &
2 FH(SPRC ok A3 Wl dis] Aldskgivt. o]& Ado] & 1o 8.9kxo] 3l

[N

% 1. 508 Q17t=le] @of
2 32 23 L 12BH LI SPR o™ 2 (ugdnl)
2 p5TaT3E A | AF
FEH (ol
HOLO +H 133+ 46 393
HiL1 = /4 627
H1L2 +++ Bh+23 260
HiL3 ++ b4 +3] 70
HiL4 = /4 560
2Ll = /4 369
HaLz +H 5222 392
H2L3 ++ 136+ 19 185
HoL4 - /4 73
H3L1 Wik /4 uH gls
HaL2 H/k N/ 4 od ds
H3L3 Wik Wik v gls
H3L4 W/ /4 ud gls
H4L1 - 174 259
H4L2 ++ 913+ 308 308
H4L3 + 252
H4L4 = /4 186
Neg= AlZB5tA] s, HOLO=F 4 HE F W Ff 71H 998 @&
FIHEE #A)
AL Az B Aes 1099 AE wigE 5 fF7F vid el ddlimte]o] 22(3x10" AE/aL A

9, 200 mL wfF FI)elA BlaEATk. o] A, AEE AF st EHE FAES dE A FHS A&t
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[0113]

[0114]

[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

SSE50l 10-278439%4

AR o,

E]2 A1 70504 ¢] LIF f%=% STAT3 14
4 *Eﬂ 1E | 100.000 MlZ/de] ez =d3slgit. AEE Ao A Z* 24/\17P st %%j HHX] oA H <k
£ A% 5ot mAAAL. olF, AXEE BAE FAR 10 pg/mle FEE YAl XS
= g ?, G ds EavtEtolA] 2 ZREOMA AAAE sk WA WA %**(RIPA) L3 F Aol
A ¢5sta, gEstela (BCA-wd A Thermo Fisher Scientific), =¥ EFd A&33itt. =9 &
& 8, 9& 5% @A - - IBSTAlA 1AIZE &<t AFAl7]ar, dxt A9 A 9HA) (p-STAT3, g =1
#9145, Cell Signaling 3= STAT3, 7F&F21 #9132, Cell Signaling) % 30%(B-dA&l-mSA|tiolA], b
21 #A3854, Sigma-Aldrich) WS, 12l A, BHE TBSTE A& skaL, o|xkek &7 widkstar, thA] Al
A3}, dm A 3} (SuperSignal Substrate, 7FEEE 1 #34076, Thermo Fisher Scientific)ol & 7
Z39h. ol At & 10 el k. pSTAT3 W=7 o] o545, o A2 A7l E43c. JAl=
5D8(HIQIZkstE =E), A(HOLO), C(HIL2), D(HIL3), ¥ G(H2L2)Z ZAIHE HRIAA #9ka; A= H(H2L3),
0(H4L2), 2 P(HAL3)olA F7Fellom; oAl B(HIL1), E(HIL4), F(H2L1), I(H2L4), N(HAL1) 2 Q(HAL4)ol A
STt

o], LIF fX=¥ STAT3 <14tste] AAE Yeld FAE SPRol|l 98] A3te] A% WsdS A3 3l.
sHAl, of®l 7%%— # hLIFel oi&k ACHOLO), C(HIL2), D(HIL3), % G(H2L2), H(H2L3) 2 0(H4L2) <1%t3le
o] AZS Biacore™ 2002 7]712 Ab&sle] BRETh, Tod A 2 MBS 6719 = E oA
AA FH FHAA AAEE BE AR kA AW ¥ (H -F—'rOi(Langmulr) Ase md |
ABDell sl AAsit). Z17be] wxe] HA I¥Y FH(HA Chi2)S 598 44 2 W3 Ak A
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2 g zE5e 71 BAS 9] H2L2 S2(hoD8)S AHEar, & HE 5D8(r5D8) B vl FE 1B2o] Wit
A3S SPRo| of&) HluskglY. 1B2 "‘Hﬂ‘* o] Ao EJAWEALAME (Deutsche Sammlung von Mikroorganismen
and Zellkulturen GmbH(DSM ACC3054))°ll 7]€rd o]de] 7AlE w92~ F-LIF dAlojy, vl HXS $3] X
SE . E.coli 2 HEK-293 AXZHE 247 QA| AxF A LIFE =24 ARSI, QI7F T+ E.
coli FF Yo ZHE LIFE ofvl AZH 3185 AFE3}e] Hlotxo](Biacore) Fsh AlA <9 JLLOH THAL
2 AELEA7IL, A A4S w98 AFEFE ALttt

%;ﬂ o HlH

E.coli 25 917k LIFZ Millipore, 3% LIF 10102256 45891 HEK-293 AlE2HE <] 2137t LIFS
ACRO Biosystems, % LIF-H521bZHF¥ <5314 ct. LIFE H|olxo] oldl AHZ3 7| E(BR-1000-50; GE-
Healthcare, Uppsala)& AF&3to] AlA o AZFAZRG. AES M5 F3 A4 FH(BR-1000-12; GE-
Healthcare, Uppsala)s AR&3lo] Hlofszo]™ 2002 Aol A A Zlth. H]ofsio] HBS-EP $FA|E 714 A9 &
oF AFE3}ITH(BR-1001-88; GE-Healthcare, Uppsala). 2% AlAa#le]l 598 #2498 BlAevaluation 4.1 A3
EQolE AMEste] FP3tt. Frlete £AE wRAdA EE AN FH EW delA A" BE AR
b Ao g (R Aaze 29 [A + B = ABDd o8 598 A 2 23S 2Rsd.

A ZHghAdel dig 271 7)o FAX (AT, AT )

- #4 27
zZgretel 27F £AE A 9" ZE[AB = AB; AB4B = AByJoll 7]Z3ko] AlA L

T

o] sk=o HH4 ﬁl‘%}fﬂ FH(H2 Chi)S B9 45 2 A Aol AgatAtt. olE AsY Bl 2
Z

A7+ LIF) ¥ 3FE 3(HEK 293 MEolA Az=¥ A7 LIF)l e Q).
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[0121]

[0122]

[0123]

[0124]

[0125]

[0126]

[0127]
[0128]

[0129]

SS50l 10-278439%4

3 2. Q1ztst ¥ 5D8<] Kp [pM]

AMAa dst

hLIF(E. coli) R 1:1 27} BN &
Ao 9y | 99

v}~ 1B2 400£210 1500 %200

r5D8(AE) 13030 780£130

h5D8(1%t3lH) 26+ 14 82425

¥ 3. A3} F 5D89) Kp [pM]

MAa Azt

hLIF(HEK 293) Bio] 1:1 27t BAE
Ao 9y | 9H

k-2 1B2 320+150 3900900

r5D3(RE) 135+ 100 410+ 360

h5D8(Q17+31+4 ) 13+6 63+30

o] A% MERRE FHHo 1:1 MMzl 8 mde 7+3std 5D8(hsD8) A7} mb-¢-~ 1B2 2 r5D8E.TE <l
ZF LIFe] ~10 - 258 o &2 Mslgdoz Agsdl &S ek,

oS0 2 h5D8 FAS SPRol 98] threl Fo] LIFe] sl A &@3kick. hoD8 SPR Ag F98hs Atolst &
WE A xelo2RE fE A% LIF BAE ha) 388k ck: <1z LIF(E.coli, HEK293 A|3); w}$-2
LIF(E.coli, CHO AM3); FE LIF(E.coli); A=+~ Y<o] LIF(EX, HEK293 A|3E).

)

27 9 dl-H

hoD8 FAE H|FH, Fc Sold Aol oa] A 3 wHd nAgsA AT, Az, Ig(Fe) §ol4d S. aureus
w4l A/GE AAAR ARESE, -LIF &A1& LIF £4E80 dAdoz Fdstn FAstA AFstdet. LIF
TAEY] IEde o Fr}: 91%F LIF(E.coli; Millipore 3% LIF 1050); <13+ LIF(HEK A% ACRO
Biosystems LIF-H521); wk$2 LIF(E. coli; Millipore Cat. No NF-LIF2010); wh$-2 LIF(CHO AI3*;
Reprokine ZF&E 1 # RCP09056); ¥<o] LIF(yeast Kingfisher Biotech 7}2F&1 # RP1074Y); HEK-293 Ao
A1 AArEL o] LIF. AWAQl hoD8S B 74 Fo =R E 9] LIFe] dis] A%S Yehigler. o] Hsid AF
o] Qo] & 4] e Qlrt.

=)
iy

I 4. AztshE 5D8<] AR 111 AXIY I

FHe T A

A= H it Kal/9) B K

Ka1/Ms)[10°] | [107°] [pM]

Q13+ LIF(E. coli) 8.5+ 0.7 |[7.2 %07 86 + 9
Q1%+ LIF(HEK-293) 5.5 + 0.02 [3.1 + 0.7 56 + 13
ul$-2 LIF(£. coli) 21.4 £ 3.7 5.7 = 1.0 27 + 6
m}-9-2~ LIF(CHO A1¥) 6.5+ 0.7 |[1.1+0.3 17 + 4
Cyno d%°] LIF(AR) 6.3 + 0.8 |5.4% 0.7 89 + 10
Cyno ¥©] LIF(HEK-293) 2.4 0.2 |3.3% 0.3 134 £ 6

YAl 5-017F3lE Z# 5DSS Al i)l A STAT39] LIF #%=

hsDsSl AEEA BYL A4S A, AsE Fo % 2 FAE LIF Bk AT g mleq A
Sth. E At AA@F AEFAE A% LIFS B iR W sk

x)
e
53
L

2 oeo

=S gl Z2o] STAT3 1Ak (Tyr 705)¢] =
7 9AE YERIASS HoFErl. = 2BE hoD8 &A1) Aoldh o nknE & 249 FAI HAHS 7=
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[0130]

[0131]

[0132]

[0133]

[0134]

[0135]
[0136]

[0137]

[0138]

[0139]

[0140]

[0141]

[0142]

SS50l 10-278439%4

H}H

U251 A ADE AEES 150,000 N¥E/De] U= 6-9 ZFo|Ed Ealgit;. AXE oo A7 Hol| 2447

A v A wgskglTh. o] %, AMEE 10 ng/mle] F:=e] roD8 F-LIF FA E= hoD8 F-LIF FA=
Ae)stAY A st (2T AlE).

S westeteldl W LzdolAl AAE FHFE PAMI-EGIA RARIPA) &3 S-S A
AL, AFshar(BCA-©l ™ 4], Thermo Fisher Scientific), %]iEd BoM Algsgrh. 9ad B
32 98, 92 5% @A B - IBSTOlA 1AIRE gt abdatal, Adxb HEAR (p-STATS3, V&R 1 #9145,
Cell Signaling %=X STAT3, 7}&=71 #9132, Cell Signaling) *¥& 30—‘:#(13 "—‘.‘a W2 A tholA| | e R
#A3854, Sigma-Aldrich) wi¥shoivh. 1e]al vbA, =hE TBSTE MHstal, BLg 49 ok Ak 37 vk
sta, oAl AFslth. wwde shehbd(SuperSignal Substrate, 7}%&1 #34076, Thermo Fisher
Scientific)ell 9l H&Esl .

YAl 6-U-251 AJENA LIFS] 1y o tfsl hoDS & A e]9] IC, #.

o{|
E

U-251 M2ddA 83 12 =73t hoD8el AESHY JAlo] sl 490 JIZE GZo| W
[CpS AAsAT. x4 23 & 34 € 3B 2 ¥ 55 Fusi),

rlo

3E &
AxE | Axx ] JAK A
A7 ICeo(nl) ICao(nl)
zd | oF ®)
el LIF =4 n=1 n=2 He | SD [ H
h5D8 0.78 0.54 | 0.66 | 0.12 4.1 84%
GBM U251
1.6 1.5
r5D8 1.4 | 0.15 8.5 86%
1.2 1.4
H}

U-251 AEE 6em el EQF(£7T) 600,000 AIEZ AFsltt. AEE @7 372:(0.1% FBS) &l A 37Cel
A bl dgehe SR(H74)9) hoD8R Attt pSTAT3ol the A oM, A==F LIF(RED #7734-
LF/CF)E Ag3le] 37TolA 108 59 1.79 nMollA AEZE A=313i). pSTATSA A dEToeRA, JAK T o
A A (Calbiochem #420099)E 37TCeolA 30% w°F 1luMelld AF&stct. gl yA, HEE Meso Scale
Discovery Multi-Spot Assay System & STATB(Cat# K150SND-2) 2 Phospho-STAT3(Tyr705) (Cat# K150SVD-2) 7|
Eo] 2RI uz} & e de Aol M3, MSD Meso Sector S600° &3] HE 73 vz
FEe A

Ao 7- 91k LIFS) Fo]Hoi Ashe F7H] B

7t LIFo] SolHog Afsts v FE A FE(1067 2 6B5)S 1atqlar, o5 AF 54 2]
ab71el & 6ol UElY Qlow, F2 1B2: vuzA AFs.

H}
Zosk A 7F A BAS M5 33 AA Heo] w9 N—oﬂ aAstE F-LIF mAb 1B2, 10G7 %! 6B5ol thal =3
&te], A=x3F LIF 32 v A7y LIF(E.coli); Millipore Cat. No. LIF 1010 2 <17} LIF(HEK293 A3E);

ACRO Biosystems Cat. No. LIF-H521b]S #AE 24 Zﬂ% 3T},

% g4 2 AL AN AES) BA AW ok wd FH AY FuelFe Yok 3
Fol 11 A% Rag AgE o A1 9 os FEHAT. A4 NP BES ke, B4 93

B7keksict,
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[0143]
[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

[0152]

[0153]

SS50l 10-278439%4

# 6. F7F°] F-LIF FA)°] qFo] 111 AX s 99

Asd 54
24E 2E H 1t Kacl/Vs) H 7 Kucl/S) A Ky [n)]
Q17k

1B2 1.1 + 0.4E5 1.1 + 0.38-3 |9.7 + 1.4
LIF(&. col[)
Q17k

1B2 2.0+ 0.0486 |1.4 + 0.28-3 |0.7 = 0.03
LIF (HEK-293)
o]zt

10G7 7.9 + 5.8E4 6.0 + 2.3E-4 |12.6 + 9.5
LIF(£. coli)
Blgs:

10G7 3.6 & 1.7585 |[3.1 + 0.5B-4 |1.1 + 0.6

LIF(HEK-293)

Az N/A N/A N/A

LIF(£. col1)

A3k
6B5 3.6 £ 1.7E5 3.1+ 0.5E-4 62 + 6
LIF(HEK-293)

HA]e] 8-F7F9] G LIF A= A Fe]o) A STAT3S] LIF %8 <1815 oA eic}

F7te] S5 AE wldelA STAT39] LIF F=H QAstE Alsts sl s Algsisltt. = 4004 eEhd
vkel o] E& 1067 R olde A8 AWE 5D 3} wjaste] LIF 2% STAT3 Qlibsle] o
AAE YERNATE. F-LIF o538 I (F9)S 448 A, 685 oAlE YERA ¢
UATE, o] AL B Aol ALgH v|FZA3E LIF thdt 685 239 7Hsdk dojoll oa) AE & gl

HFH

32 o] AANE AEES 150,000 AE/De] "R 6-9 ZHolEd =ttt AEES oo Al Ao
24X 7F E9F B27(Life Technologies), #HUAA/~EZAEntolal @ A& <2420 ng/ml EGF 2 20 ng/ml FGF-2
[PeproTech])7t B9 AAMZwEg wix(Life Technologies)® TAE GBM wjA|olA wjdstict. e,
AEES 15% BSHE. coliold A28 Az LIF == Az LIF 9 A9 A9 EE(10 pg/mle 34
9 20 ng/mle] AZFF LIFS #HE %)= AgstAY AgstA] fskrt. Mg $, duldS ZAsgjElolA ¥ =
2ElolA]l AAAZ ot WAMI-H I A EA (RIPA) &3] $EAloA F56ta, Astela(BCA-vrd &
2], Thermo Fisher Scientific), =% EZoNA ARgstlth. =6 B35 flal, S 5% &4 & - TBST
ol A 1A1ZF Fob AekA|7an, Ax} A9} A BRI (p-STAT3, P2 =1 #9145, Cell Signaling) T 30%(B
-NE-H A T}ob A, JIEE T #A3854, Sigma-Aldrich) wiFssith. ZE]la upA, S TBSTZ MAsta, T
st 79 olzk Aot A widsta, oAl AFHSIY. ©dS 8}shd (SuperSignal Subtrate, JPEEIL
#34076, Thermo Fisher Scientific)ol ¢l& A=3s}3c}.

2)A]o] 9- LIFE= r}o=0] FoF 2o wEz FursHr)

WA ot el A7 % AN FaAske] LIF Bd ARE A4St E 5ol UEh uhe} 2ol
LIF: thd R AES (BN, ¥4 AE SSHNSCLO), thagh, % ARSHROS A e wan.

A 10-017F31E SE hoD8-S ] A FH 5] vlp- B FY YIS oA

AWM LIF S S oAlshs Qlztsls 508 F£9 58S 4
(NSCLC) 2] w}$-~ mdo|d Adstgt. & 6 H|5E A oy vuste] o Az Aald npg-2ol A
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[0154]

[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

[0161]

[0162]

[0163]

[0164]

[0165]

[0166]

[0167]

SS50l 10-278439%4

KLN205 H] 2= A3 #HF(NSCLC) AIEE 53F HAtel ofel] 858 WAXZA 5 DBA/2 vh-29] = 7
AsE Y. v-2E uF 23] BEAUE U E2T HE5E = 15 mg/kg EE—'C— 30 mg/kg®] hoD8 A= A
TG s gL o3 RUEHST. AEDG onAE A, vheAE 120 FYE olaE
stoll 0.2 mLo] 15 mg/mL D-FA|# ] H4U FAE o, AEEd AsE 3173%E @2 D 7hH
F IVIS A28 2000 A]2]=(Xenogen Corp., Alameda, CA, USA)S Al&3le] RUE Hel3AT). *311 o]
Eglo] (Xenogen Corp.)E AH&3te] o= fﬂo] HE 28 =(grid)star z4zbe] whs g oox F AEW
£ ettt dolHE &4 A9 RODAAN F BFA 5F BECFR/Z)E AMEEt 2488l 4
A A7t ¢ HAS FXvE S 45Tt volyrt W £ SEME A EHo STt

N
A 11- hoDSE T FY mEAEFE vpp-= REA] FF YYS oAgT

rsL‘

rir

Fa A etolA]l wE QIZF A EF U251 AFESE B4 GBM £ ZHdlA | r5D82 w5 23] B (IP) FA}

o]3] 300 pg roD8 E h5D8S FoIgh mpg-oA FoF BIE fostAl FAAFT. o] AT AUt E 7A]

Bt k(A 7 ? 2690 Ag). o] AFL mE 200 pg EE 300pgl®E AFH Ax7kstE hoDS v AE A}
g3to] s, A 7Y F T4 BAgHoRE Fod FAE YERIL.

!
!
| HS FAAALY. w25 AE (Ketolar50®)/Xylacine(Rompun® ) (22t 75 mg/kg 2 10 mg/k
2)e B4 Foz mHART. A7 n92E 2A2HA A9 (stereotactic) o] Wi A IAZIT
AHoeg wedA weEzters AAstaL, wE AFE wa2 Zg FES =E2AZ 0. #rk(lanbda)ll

ol

Al etolAl S St A o2 Wtk U251 MAEE AF Sk, PBSAlA] A& skal, 400golA] 5% & ¢4
=3} M E A7) (Countess, Invitrogen)® AFeFATt. AEE 4L 9

o i

o

ol

sl HAx 1.8 mm S Z Imm ASoA =2 2A2HA 22 AE HEY. 5 ple HXE EE
(Hamilton) 30G FAFZ1ES ARE3Fe] 2.5 mm ZoolA $5 M ZA (corpus striatum)o] HESHSE . g NS

Hystoacryl % & A (Braun) & L, U]——Oritoﬂ g3l AEA A=A 7 (Meloxicam, Metacam®)(1 mg/kg)S
AVEIATE, Zh7ke] whgsol A o] A HE AE 41 3x10 Q).

nhg-2 v 23] S TO%SP WsD8Z @ ahelth. HEl= 2 AE AE AE oA AR, npS )
Al hoD8 = B S Uz X 29 £3S EolF9ct.

790l AEFL(Xenogen IVIS Spectrum)ell o3 4

As 2 FF F9: AFTS 79 28 S5, TF LS
F 2AE AFsel] e, vhAE olaEFedow wFHAAL, FAH™ 714

Fatslait. A AETY
(PerkinElmer) (167 pg/kg)<

242
X7
’

2l

2 FAEFA
k3% (Xenogen IVIS Spectrum)oll 93] 24E £ m7|E 749 Hrstdr. 2249 Aol isk A =

AE 3 A
¥ 24 L HF £ SEMES AlxteRint. BAH f94S v v 2 -3 EY - A o) 245,
QAo 12— h5DSE T 9ke] pf-fx HElofA] FoF HFE A}

& 22 ID8YA], 300 ng rbD3e} wjF

5D Ee& 2709 thE A TF ZelA Hrle
5 AsAHE 84 H 8B). & 8Ce #

ez
A
23] 1P Foje 27 Ry o) S49 vt} go] £% AHS F93)
Z}= hoD8O] R 200 ng oY R FTY FIE

2 off
12

ID8 MEE 10% S-Ejo} A (FBS)(Gibco, Invitrogen), 40 U/mL #HAYAHY = 40 pg/ml AEHEnlo]al
(PenStrep)(Gibco, Invitrogen) ® 0.25 pg/mL Z2F2=%AI(Plasmocin, Invivogen)o] HE5%¥ EH|= WY o]=
vl %] (DMEM) (Gibco, Invitrogen)ollx] wiekstaict.

Atk AXE HA

D8 M2EZE AFH ki, PBSA AlFskar, 400 gollAl 5% &<t YA sar, PBSol| AHEA|
E 2 Bz FAbeg. vt

o] AEHS FAs] fs D& flell ®askar, 200 uLgl A FENS 276G vhE
S0 o] gl HE AL S 5x10 © Yt}

npe A2 FAIH Aol gEko g B R Fold hiDSE S 23] st AFE F9 23 SAHs, A
2] 2= (Fisher Scientific)E& AFESlY] 5 Ed& A3 T4 JdS BYUHHS ST

Al 13- roD8S AYelte] vlf HEoA] FF JFE AT
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[0168]

[0169]

[0170]

[0171]

[0172]

[0173]
[0174]

[0175]

[0176]

[0177]

[0178]

[0179]

[0180]

[0181]

g5t A% (126 %S 2E vhg2oAl, raD8(vlF 23] HJU= 300 ngol Fo8H)2 T4 44S st
A= 9A & 9B).
H}

CT26 AEE 10% S-efe} A (FBS), 40 U/mL #lUAdA 2 40 pg/ml ~EFERFO] A (PenStrep) ¥ 0.25 pg/mL
Zgf AR Aol BZE% Roswell Park Memorial Institute =] (RPMI [Gibco, Invitrogen])ellA w3} 3ict.

CT26 ME(8 x 10)e] EFAS Aelata, PBSE T3, 400 gol A 5% FoF A Relsts, 100 ul PBSOl A
AEA Y. HEXE AXE APES F517] 98] ool BASIATE. (126 AXEE 276G visS AFE3te] 93F A}
5 B3 np92o] Felahgint,

300 pg roD8, & H|F|E UlZR2TS CT26 AlE o2 & 3AHE wl 23] 53U FAHIP)E S8 vlg-2o F
oI5kt

As 9L

of\

¥ FyE 49 33 SAAY. T4 PuZ e (Fisher Scientific)E AFE3te] ZA &,
Ale] 14~ roD8S &Y HHEoA] H5d HEE HAIZ

U251 GBM S2 BEloA], M2 =4 uﬂmﬂgsﬂ nl71 el OCL22¢] W3S X 10Ao] UERH HEe} o] r5DRE AW
THANA FsHA AT, o] WAL w3 3719 A MEZo] = 10Bo uERH wRel o] A & CCL22
2 (D206(MRC1) 2H& (=3 M2 EH*M 29 vtA) 9 fog AaE YERH hiD8S A}J%M Aoz Add
138 (organotypic) 24 &gtol2 ek mRloA FAFATHMRCLI D (CL22 EFo sl Had A% = o
2SO &7 vla). H3h, D8 HEgE W AHAH nfrox FA ID8(E 10C) ¥ CT26(E 10D) F <l
A CCL22' N2 A A ES ZHaA 7T

N

Ao 15~ r5D8S H]FGy E] AEE FIIAZITH

F7HAEQ WY WAYUZS A S8, % ul li&?é oA T AE 2 o2 nZ5A A9 g7 AEd
ek ro5D8e] F&S H7NEIU. WA T4 I8 B ol A, r5D8 A E & 11A0] LteRd ulel o] Fokuy

2]
NK AlEe] Z7F @ % 9 @4sE (D4 9 CD8T AT ZrhE st AR, A4 B4 126 2%
wdo]A, r5D8S X 11Bol utEld mpel o] Fok NK AEE F7FAZ I, (D4+ 2 (DT NS F7HA3 e
™| (D4 CD25 FoxP3 T-reg MES ZAA71E 23S HATE. (D4(D25 FoxP3 T-reg Al¥e] 74 7S w8 =
11Co YR uHEs} o] roD8 A7 & FA FA& KIN205 2% 2eda fA&EAEHAY. 558 milets T AxY
AR} AASAE, (126 ZHA D4 2 DT AMEe] 7rar = 12¢] Uehdl uls} 7ro] 5089 5% &
Te

CT26 AEXE 10% Fejo} A (FBS [Gibco, Invitrogen]), 40 U/mlL HYA™H % 40 pg/ml AEEunjo]Al
(PenStrep [Gibco, Invitrogen]) = 0.25 upg/mL Z&FA~EA(Invivogen)o] HZ=% RPMI vieF #i*](Gibco,
Invitrogen)ol Al wlokadch. €126 AIZEG x 1002 ZAsti, PBS® &)L, 400 golA] 5% HoF
ARSI, 100 puL PBSO AAEA AT, AEE AE APES 1)at7] g8 98 o BHstgith. C126 AE
5 216G FAE AFESte] T FAME BE vhg-2dd F SHol| TSIt w2 E AT Al #AE o
2 B4R FoI3k r5D8E w23 A sl vslE 2+ (PBS), HE r5D8, H/EE z‘z, CD4 9 3-CD8S
A5 Ao WAE vhsk ol wWjF 23 B FAIP)E B k2ol Folshr. ®

o Fojshsirt.

HAle] 16~ QZF LIFS} H3FA)8lE hoDse] 274 155

N

h5D8o] At LIFSA oluEZZS AAstn At

zFolshi= hoDgel ZH71E AAsty] fdl hob8e AA F2RE

3.1 $2ESS YR st #A4 TR LIF -8 $37b hsbse] 34 2 F4 7hd G Aol
of ool AATTIE AL AR 130). £, hoDSS LIPS 1 A 0 ¢ ko] 7)ok 25 A-gato],
Beldoln FuHel ovExE: AT, AT @ ole) @-vhel, B-AT 2 W B2 ws 45 g o

3 fEHth(E 7, = 13B). LIFY hoD8 oy EX:= gplSOJJr/] AeAg o] AAArt. 3 [Boulanger,
M.J., Bankovich, A.J., Kortemme, T., Baker, D. & Garcia, K.C. Convergent mechanisms for recognition of
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[0184]
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divergent cytokines by the shared signaling receptor gpl30. Molecular cell 12, 577-589 (2003)]& ki
sty dde 37 & 7 8%FHo] glom, E 130 E=A|Eo] QlT).

R 7. 97 LIF 8 EZ8A35E nopge] ¥ 8 23 339 goF
LIF _ A}iz}»ﬂ_ _
F7(oE EX ;a R h508 FA (mtEZ, Fhuk 9w E)
. 5
Alal3 VI 1-Tyr49, L-4sn53
1el4-0 HB 1-Ser50-0
L-His30, L-Tyrse, L-Tyrdg, -
1le I Sersd
H-Trgg7
Argl5-NE 53 L-GLu55-0EL, L-GluS5-0E2
Argl 51 5B 1-Glu55-CEL, L-GluS5-0E2
Argl5NI2 53 L-GLu55-CEL, L-GluS60E2
Argl5-0 HB L-Asn34-1D2
[-Azn8d, L-Leuds, L-Tvrds, L-
Glus5. L-Ser5s
Areld T H-Gluge, B-Trnd7, H-Aspss, H-
Leud9, H-snlOl
Hisl6-HE2 ] H-Aspl01-0D2
L-Tyr32, L-4mdd, L-Hetgo
Hisl6 I H-Tr85, H-Glud%, H-Trno?, H-
Aspl0l
1-Tyrag, L-alagl
Prol? I S
L-Tyr3z
wgls o H-Trpas, A-Trpd?
Hisl9-NE2 53 H-Glu96-0El, H-Glug6-0E2
Hisl9 VI H-Hisil, B-Trps3, H-Gluds
Asn20-001 HE H-Lys62-1
Asn20-D2 HB H-Asp53-0D1
Asn20 VI H-Trp33, B-lyshe, H-asrb$
Gln25-NE2 HE H-A5p58-0D2
GInz5 I H-Hisal, Herfal, H-Aspos
G129 I H-Hissl
G132 I H-Lys62B
Aspl 20-002 HB H-Sera0-08
Asplz0 VI H-Thr2s, H-Sersd
Arel ZBHE 1B H-Thr2s-08
Arel23 I H-Thres
Glvizd I H-Hissl
Teul 25 VI H-Hiskl
Serl27-06 1B H-Asp36-0D2
Serl27-0 1B H-Trpa7-HEL
Serl27 I H-Hisdl, B-Trnd7, H-Asrdg
Asnl 2801 1B T Hissl NE2
AsnlZ8 T H-Hisel
Leulg0 o ETrno?
(ys13l o HTro?
Cys13d o H-Tepd?
Ser185-0 HB L-EisB0-HEZ
Serl% o L-Eisa0
Hislse i L-Eisa0
VE T O= @a N guz 2% BB 54 ZRET 464
2%, 8B ¢ oialin o3 )

HFH

LIFE HEK 2033(Gnt 1) AlEolA AAow W&A7|a, Ni-NIA 284 A=ek=e)s F, 20 md Tris pl
8.0 2 150 mM NaClollA A-oj3} g z2nteav]s Abgste] Azlsth. A% hoD8 Fabs HEK 293F Al EollA
AA|F o7 W A7), KappaSelect X34 AZnEIgy] F <ol Wt IZulE A E AL-&dte] AA s}
ATk, A% h5D8 Fab B LIFE 1:2.5 EH|2 Z3}38kal, EndoHE AHEste] @2@]s4glslr] Hdel 302 &2t
Ao A st o], A-o3 AZvEIHIE ARt EFAE AT, EFAE 20 mg/nlE F
Z3ala, 34 PdY 23U S ARt AR s AES FHEIRIT. AR S 19%(v/v) o] AZEIE | 19%(w/v) PEG
4000, 5%(v/v) ZFEAZ, 0.095 M 7A2F GEF pl 5.6 -fsls 2dolA] 4Tl AR, 242 A
ok FA(CLS)o A 08ID-1 ®lEklelAl 3.1 AS] d|d== IAHJrt. o8& Fd[Kabsch et al. Xds. Acta
crystallographica. Section D, Biological crystallography 66, 125-132 (2010)]¢] u}z} XDSE A}g3&le] &
A, AY 2 752 FHAHY. FERE FEH[McCoy et al. Phaser crystallographic software. J Appl
Crystallogr 40, 658-674 (2007)]°] wlg} #H o] A (Phaser)E A}g&3d}o] B2} X8k o8] AAS AT, +x27}F F
75 Rk R Riree®ll 82 Wi7b4] 29 75 9 JH2FS] o] WS Coot % phenix.refines AR&3to] &
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[0186]

[0187]

[0188]
[0189]

[0190]

[0191]

[0192]

[0193]

[0194]

[0195]

S=S35 10-278439%

g3 tt. T ([Emsley et al. Features and development of Coot. Acta crystallographica. Section D,
Biological crystallography 66, 486-501 (2010); 2 Adams, et al. PHENIX: a comprehensive Python-based
system for macromolecular structure solution. Acta crystallographica. Section D, Biological
crystallography 66, 213-221 (2010)]& Z+z} 3a3cd. =S PyMOL(The PyMOL Molecular Graphics System,
Version 2.0 Schrodinger, LLC)olA AAls3iT),

IAle] 17~ h5D8-E LIFe] tlél & Ho]¥& zh=r]

el & Z2As7] Ae & LIF el e thdh hob8e] Z2eha Aldstaat shaltt.
Octet96 4= ARste], F ©@mdo] £ coliolA kg wf <IZF LIFe] thgh hoD8

, Agte LIFY] 7Hd =2
A 1L-6 el Y =32k MOSWell gist AstrRot oF 100v] of A4, F dWdo] X{FE AlX
eof A AJAtE o h5D8-2 OSMell st AF-S UeldR &=t dielE7F 8 84 f.okx o] i),
¥ 8: Octet ol 23] =44 nle} 22 Aol EFFelol thd hoD8 A3t A4 9
&ol:
Ko [M] kon [1/Ms] kais [1/s]
h5('f z(ﬂ”})m 4 3E-10 +/-2.0B-11 [3.1E+05 +/-3. 16403 [1.38-04 +/-5.88-06
h‘?’?; gg? 1.38-00 +/~7.2B-11 [1.2E+05 +/-1,3E+03 [1.568-04 +/-8.5E-06
h5(D§ "C:l”gsm 3 6E-08 +/-1.4E-09 [3.5B+04 +/-3.1E+03 [3.16-03 +/-4.1E~05
h5D8 + huoSll ,
(E85E) - = a
15D8 + hullL-6
(E. coli) P i e
ND = 2% 9l
e
Octet AT A%: Aoke AxAbe] AFH wliol e A8 Az, 12 Bl AAE % 2
o] Octet HlolH 5 AXZEO ver. 9.0.0.262 Al&3le] St A/ 228 4. 1) HF(60

%); i) BH(15x); iii) 71¥E460%); iv) AT(180%); ¥ v) 37 (600%)

ALl EFFQ1o thgt h5D8S] Octet X8k : 7]|& 9T S 31719 o] Octet HolH &5 LT Eo WA
9.0.0.26% ARg3alo] Fsgith: ofwl wkg-A 2410 vlo] S AAM (AR2G)E EollA HA 158 Hor

Hlo] QA Aol thatk h5D8S] ofwl AL olwl AZE 24|t J|EES ARl ForteBio 714 wE 26(E3 3
o W} e, H(Dip) HAE st71¢ 2ol 30T, 1000rpmol A F88IATH: 1) EolA 60% BE; i) &
<] 20mM ECD, 10mM A ¥E-NHSollA 300% &Ad3}; iii) 10mM oAl EAF YEH, pH 6.0°14 10 pg/ml h5D8E]
600i 1Ak iv) IM olghgoldl, pH 8.50A4 300% HWH; v) EolA 120% 7|24, 28l YA, 5938 2y
30T, 1000rpmell A &t7] § 9 = AR FsTH: vi) 1K 98 AN 60x 71FA; vii) X &

At kS Al A Aol BRIl AHg A 8] 180% dEl; viii) IX &9 eFAlClA 300% &2]; ix)
7z} 10mM =24l pH 2.0 21X 5938 SFAE ol vhEsl= 33 AA/F3 AM)E (3 AtelE Tk 747 5
Z). A T, Ale] AN E o]F AF BAS Hd ARSIl

IS ATERE AYrE A7 AxF LIFE= ACROBiosystems(LIF-H521b) 28 Aar; ZEH55 A EA
ke QIZE AZ=F 0SM2 R & D(8475-OM/CF)Z K-8 dlom; E. coli AXAA AiE QAzk Axd 0SM2
& D(295-0M-050/CF) 258 AU},

A]e] 18- h5D8 fabe] 24 1=

Faeet g}ex = sl hoD8 Fabe] 5719 274 F2& ZAASG Y. ol Fx9 s E+s (DR 719 3
B7F 22 7oAy #EET, Adoldt gle Sl wl- FARES veRbdg. o] Ao 553 52 JbdA
F4 G99 $A 1000 vIEFE Alz=H<lY EAolth. T2 B AlzH Qo] &S FASH a gllo] A<

Hod  fves A BoE

H5D8 Fabs 19| IgGe] wupel s §, & ISP, ol ek ¥ A7) ARvETNY 7Es AHEE FA
o8] Sttt A4S 571 b S ARgstel Sskgia, 1.65 A WX 2.0 A = Wl 5709 A
4 Tx2E 245 57110 ol pil 47551 5.6, 6.0, 6.5, 7.5 % 8.5¢ AAUE A3} 23w =75
i, BE SR %%’?‘f& A o3 aFelM aea fARRE b9l Al A4 (P212121, a~53.8 A, b66.5
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A, c~143.3 A)E AL, ole} Zo], o8 AH FExv HAA FH UATE & wadx e aglu
B oel slahA 71 A hoD8 Fabel 334 wlde] vlwE & g3},

Az deg BE ARA AA 49 (CDR) H7le s #Eerlar
9 HCDR2+= 2 LCDR3 2 HCDR3 99z A defExe] Fobo| AF &
(2 14p). 509 Fx% BE 7)e ZAA uwg fA8ela, BRE 9
0.327 A WATHE 144). o5 A= (DR &71e] Jui7k 5.6 =] 8.5 W9e] pl = % 150 mM A 1M
BAEE EFtele vhde 3eh A FAEHASS YERNRITE. hoD8 THEtEZe] A 3 o
9 ZHdsts W °§°ﬂ01 A5 B4 S5stA 71ddsalar, del i A4 A7 gloks A
th. h5D8 HCDR3®] 7] ol Ml AIZ=HIRN(Cys100) 9] HIAREARl S-S sheth. e 570
%%011*1, o &l AlzHA %féﬂi dole] fAutels AaRES FASHA o Eg, A
Cys(cysteinylation) T FFEFX]2(glutathiolation)?] HF-7tell 9&] W E A o F49 Leud, Phe27,
Trp33, Met34, Glul02 R Leul059] F3f % 4| datel Wb ]2 22 4528(3.5-4.3 A A& HEtH(E=E
14B). v}xeto 2 (Cys100S CDR1 2 HCDR3S] HEIZS wj7)sl=d #ejsls Aoz Hol: F2 mjad 1Lz3
7jolvk. weka], B IEAES] 57 AR 3 W] o] @9 wds wix|ol oJa #EE wie} o] thE
A"z w-ggs 7 B A g
]_jo]—_t&

H5D8-1 IgGE Catalent Biologics®ZHE 53193, pH 6.00014 25 mM 8| 2~Ed, 6% FIAZ2, 0.01% Zgi
2 olE 804 AlAs}sIA T, AASE 1g6GE PBS, 1.25 mM EDTA, 10 mM A]E|CloA] 37ColA 147+ Bt
1:100 wlolg 223 9w}l (Sigma) &2 A3FA7]7] Aol 10K MWCO 5%7] (Millipore)S AF&3le] PBS W= HH
et A wshstdet. el A3E [gGE AKTA Start A EVFE Y A 2®(GE Healthcare)E AM&3}o]
aald A A (GE Healthcare)S S3AIFTE. h5D8 Fabs Hi-d owd A TS 3433, 10K MWCO &35
ZI(Millipore) S AF&3lo] 20 mM oFAEAF YEF, pH 5.60.2 &34 ngsldct. AAE AMES AKTA Pure =
ZulEa#d A28 (GE Healthcare)= AF&-3}o] Mono S %ol n3 AT (GE Healthcare)ol ZH3FIh. 1 M
Azt ZEe] FHlE o83 &&F F8% hSD8 Fab TAFE o7|eklal, ol FFdtal, 553kl pH 8.0904
20 mM Tris-HCl, 150 mM @3} JEFIA Superdex 200 Increase 2 o3} A= (GE Healthcare)& AF&3le] A
7] G474 A S TE. hED8 Fabe] =g e 2 W3 23 Sfoll SDS-PAGES ]3| &13k9itt.

AAE h5D8 FabZs 10K MWCO %7 (Millipore)E AF&3le] 25 mg/mLE HFAIF . Oryx 4 tl23A (Douglas
Instruments)E AFE3S] 20CoNA 34 FH 96-F FHA 237 JCSG TOP96(Rigaku Reagents) % MCSG-
1(Anatrace)® F7] St A4 st A& HAvh. s17] 5719 AAst 7ol A 4d Fol AH S F531L A
stk 1) 0.085 M T4 YERF, 25.5%(w/v) PEG 4000, 0.17 M ¢2E olAEHOIE, 15%(v/v) ZFEAZ,
pH 5.6; 2) 0.1 M MES, 20%(w/v) PEG 6000, 1 M 943} 2%, pH 6.0; 3) 0.1 M MES, 20%(w/v) PEG 4000, 0.6 M
a3t YEF, pH 6.5; 4) 0.085 M Y EF HEPES, 17%(w/v) PEG 4000, 8.5%(v/v) 2-Z &3 15%(v/v) Al
2, pH 7.5; 2 5) 0.08 M Tris, 24%(w/v) PEG 4000, 0.16 M 943} mt2ul<, 20%(v/v) S A1Z, pH 8.5. A
AolX F& 437 dell, A& Tt B Faol wet 5-15%(v/v) SEAE 5 10%(v/v) g
=288 B539 Y. ZA9] Advanced Photon Source, beamline 23-ID-D(Chicago, IL)oIA] XA HJIaZEE W
ARAS AElsta, 3F JElS Pilatus3 6M #HE7] Aol 71Esdtl. dlolHE XDSE AFE-&te] Aelsta, 7%
5 Ho|HE AFEste] E2F X &l oal] AASIUT. NS Coot U] WHE BEl P02 PHENIX A F3ds)
Atk =WS PyMOLAlA AT, RE AT EY = SBGridE ] HTegit).

Al 19- hoD8S] A =H[S] 100941 €] E¢He]i= d¥e M=)

h5D8e] A2 Fo 7bdA el 9% 100914 F AlzEHQD ZA7]1(C100)E HUNAT. A7k 2 a9~
LIFel oist A3 9 HsldS FHstr] flsl C100S Z7he] AAdA ofu|ito 2 X &3te] H5D8 WolAE A
dataivtk. A3 ELISA 2 Octet wA& AR&ste] 1 38iltt. 237 & 9o 8.9Fk% o] glv}. ELISA EC50 =41
o] I 15(X15A 217 LIF 9 X 15B wH-$-2 LIF)el YEY tt.

N

N
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[0209]
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¥ 9. Octet ¥A0] o8] A4H =4 2 ELISAC] s AFH EC50 9] 2.
Eduol A/ Lol A3 ECR0(all)
Q17+ LIF wl$-2 LIF Q1ZF LIF ¢~ LIF
C100 <1.0E-12 + 2.262E-11 | 9.946E-11 + 8.272E-12 0.09878 0.1605
C100S 8.311E-10 =+ 5.886E-11 | 2.793E-09 =+ 5.9256E-11 n.d. n.d.
€100Q 3.87E-09 + 1.56E-10 2.84E-09 £ 4.8bE-11 10.18 26.33
C100N 5.09E-09 = 1.01E-10 6.68E-09 = 9.8E-11 13.18 45.87
C100E 2.67E-09 =+ 4.64E-11 4.1E-09 = 7.56E-11 7.179 26.3
C100D 2.08E-09 =+ B8.08E-11 6.49E-09 + 7.16E-11 11.89 22.88
C100T 4.36E-10 £ 2.1E-11 1.02808 £ 1.77E-11 b.b78 8.763
C100G 2.49E-09 £ 4.2E-11 3.33E09 = 65.42E-11 21.94 40.17
ClooP 2.74E-10 £ 2.97E-10 <1.0E-12 = 7.64E-10 34.44 1018
C100A <1.0E-12 £ 2.713E-11 | <1.0E-12 £ 1.512E-11 0.6705 0.9532
CLoQY <1.0E-12 + 1.808E-11 | <1.0E-12 + B8.086E-12 0.2785 0.3647
CL00L <1.0E-12 + 1.963E-11 | 1.998E-10 + 1.055E-11 0.454 0.547
C100]I <l.0E-12 + 1.424F-11 | 3.361E-11 + 7 545E-12 0.299 0.3916
C100M 1.155E-09 + 3.400E-11 | 2.676E-09 =+ 2,440E-11 0.7852 1,563
C100F 4.376E-09 + 1,127E-10 | 1.147E-08 £ 9.099E-11 8.932 21.63
C100Y 1.444E-08 + 1.159E-09 | 2.514E-08 =+ 2.047E-09 n.d. n.d.
C100W 2.608E-08 & 7.036E-09 | 4.819E-08 + 4 388E-09 n.d. n.d.
C100H 1.304E-10 + 1.416E-10 | 4.284E-09 =+ 1.231E-10 8.254 n.d.
C100K 7.477E-08 = 1.581E-09 | 6.053E-08 + 2.580E-09 n.d. B
C100R 1.455E-07 + 6.964E-09 | 5.142E-08 =+ 3.247E-09 figtls n.d.
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[0211]

[0212]

RNA" Zol% 100 7} & W&sGith. LIF mRNA a2 Izt AW & (734 [1]), 3 =2 (Yga%
(6] 3L &7kt [8]) 2 B& [68] Aol 7HE =i, ¥ 2294 [20] 2 54 [28D A 7HE 2t
LIFR mRNA #&-2 A7F A 22 CFe-33 (1)), g3 22 (9D, ¥ =37 [11-28] ¢ 7734 [66] =
2ol A 74 =9kal, PBMC [31]1914 7Fd @ dtl. AlBgts ZZ oA LIF 2 LIFR mRNA 28 432 17t =
Ao A #ZE A SAFI A, LIF &S A 2Zo| 4 =gkar, LIFR W3S AW xA oA =1 PBMCOA
wdoith(dlolBle JEUA &), E 174 € X 17B9] %7 9@W ¥y 1 - A3CEzte-34); 2 - 2415 3 -

o2

] = |=
4 - G (trigone)); 5 - @¥(HH: S-tiH-59); 6 - EH(WGHF); 7 - (I 59); 8
- AR (EA)); 9 - D 10 - FHA); 11 - ¥ (A=A 12 - H(WEE); 13 - W (4]);
14 ¥ (& 15 dd(cingulate-anterior)); 15 - (I A 5 d)’d(cingulate-posterior)); 16 - ¥ (I
9 - ¥ (. FH(parietal)); 20 - ¥
(#4: 5%); 21 - 5 (dorsal)-%7](raphe)-3 (nucleus)); 22 - ¥ (3w}); 23 - ¥ (A3 A
(anterior)); 24 - (A48l Z(posterior)); 25 - ¥ (Hvk(locus coeruleus)); 26 - (35 (medulla
oblongata)); 27 - > (5% 23 (nucleus accumbens)); 28 - (Z24); 29 - 54 30 - W3; 31- 22 ¥
o o3l MXE(PBMC); 32 - Z2%; 33 - 417 H (dorsal root ganlia(DRG)); 34 - Ao|X7; 35 - V&3, 36
- 3 37 - A EAE); 38 - A (FAAA); 39 - ;40 - TS 41 - AF(IA); 42 - A (),
43 - AA(FH); 44 - 7H(A A (parenchyma)); 45 - 7H(7]3A (bronchus): ¥=}); 46 - 7H(71 A1 32}); 47 -
H(AAd); 48 - HZM(ALA); 49 - F(FZF); 50 - A%; 51 - Fa; 52 - #AF; 53 - H34Y; 54 - w3}
A5 55 - BiWk; 56 - AP 57 - 27 58 - I H-(EF (foreskin)); 69 - A 60 - MIEH(EA); 61 - 9
(7 (antrum)); 62 - Y (F&(body)); 63 - # (< (fundus)); 64 - 9 (F=F(pyloric canal)); 65 - 13,
66 — 745 67 - 7]¥(trachea); 68 - BlZE; 69 - &3; 70 - AT (AFAF); 71 - AF(AFTE); H 72 -
A ¥ (vas deferens).
2 o] npghE st A7 2ol vElvtar 71A)
Axpo Al AE e Aolth, 2o Ay, W3, 2 X3
2ol 7l e Fdoel digh thekel digte] IS AAstEd AFEE F deo] olslEolof g

S RAA T, ol gk

ot

AN deE e e, 59 29, 294 55, % g 212 449 e e, 58 29, 2
Fd 53] = Ve B3] 2 dAZE el o8] xdE= Aew Sojxow gl ypEF o AAE AAH
Beo] Fuz ¥3dy. Fxw ¥IohE HAEd ¥x3hd o= e Aojet FEHY wiAd
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[0213]

[0214]

[0215]

=

qE (A€

e

1 GETFSHAWMH

2 GETFSHAN

3 HAWHE

4 GETFSHAWHH

5 GETFSHAY

[ HATHH

7 SKEFMY

8 SHEIH

] QIEAESDOTATYTAESVEG

10 TEAESDDVAT

11 QIEDESDHYATYYAESYER

i IEDESINVAT

13 WITPGDEDTEYHOKESE

14 WITPGDGDIEYNOEFIG

15 TCWEWDLDF

16 WEWDLDF

17 TCWEWYLDF

18 WEWYLDF

19 RIYHSSHEAY

20 HYS 5 SHDA

21 RSSOSLLDSDGHTTLN

22 QSLLDSDGHTT

23 ESSOSLLHRNGHTYLS

24 RSS03LVHINGNTELS

25 SVSHLES

26 SY3

27 QVSHRES

28 EVSNRES

29 MOATHAPFYT

30 GOGTATFYT

31 GOGTOYPET

32 SGYYWH

33 TAGHD

34 CISYDGRNNTHPSLEN

35 WINTQSGERQTVIDERG

36 RYRYYHYGSVYAVDY

37 WALT3SEYDYMDY

38 RASENIDGYLE

39 EASENVDITVS

40 AATLLAD

41 GASHEYT

42 QHYYNTPLT

43 GOSTRYFPT

44 EVOLVESGGGLVEPGGRLELSCALS

45 OQVOLOESGGGLYEPGGELELICALS

46 FVOLYESGGGVVOPGRSLELICALS

47 EVOLMESGGGLVEPGGSLRLSCATS

43 WVROAPGEGLEWVE

49 WYROAPGEGLEWVG

50 RETISRDDSENTLYLOMMSLETEDTAVTYC

51 RES [SRONAKNS LY LOMNSLEVEDTYYYYC

52 RETTSRDDSESTLFLOMHHLETEDTAVTTC

53 WEOGTLVIVES

54 WGOGTMVTVSS

55 WEOGTTVIVES

56 DVYMTOSPLELIVILGOPARISC

57 DIVMTLTPLESPTLGURASTSC

5a DIVHTUTPLELEVIPGURARISC

53 DVYHIOSPLEQPYTLGOPASISC

&0 WEOORPGUSPRELIY

61 WLOQRPGUFPRLLIY

G2 WLLOKPGOPPOLLIY

63 WLOORPGUSPRELTY

64 GVPDRFSGEGAGTDFTLE SEVEAEDNGLTTC

65 GVPDRFSGSGAGTDFTLE L SEVEAEDYGVTTC

66 GVENRFSGSGIGTDETLE SEVEARDVGLTYC

67 GVEDEENGSGIGTDETLS ] SEVEAEDVGYITC

68 FGOGTELEIE

68 FGGETEVETE

70 FGOGTEVEIE

it EVOLYESGGGLYEPG G LE LS CAAS GFTFSHAWMIWVEOAPGE GLETVAQ TEAK S DDVATTYAESVEGEFTI SR
DDSENTLY LOMNSLETEDTAVYYCTCHEVDLDEWGQGTLVIVES

7% OVOLOESGRGLYEPGGSLELSCAAS GF TR HAMMHYVE QAP GE GLETV GO KAR SDDVATTYAESVEGEFT I SE
DDSENTLY LOMNSLE TEDTAVYYCTCHEWDL DEWGOGTHVIVES

73 EVOLYES GGGV OPGESLELSCAAS GFT FHAWMHWVEOAPGE GLEVVAQ I KAK S DDVATYYARSVEGEF S 1 SR
DHAENSLY LOMNSLEVEDTVY Y CTCHEVDLDEWGQGTTVIVRS

74 EVOLMES GRGLVEPGGSLRLACATS GFTFSHAMHW VR QAP GEGLEVY G AT KAKS DDTATYTAESVEGRFTI SR
DDSKSTLFLQ}NNLKTEDT!AVYYCTCWE’WDLDFWGQGTLVTVSS

i) DVYHTOS PLS LY LGOPAS ISCRS S0 LLDS DGH T YLNWEQQE RGOS PRRLITSVENLESGY PDRFSGS G3G
TOFTIE] SRV EARDVGLYT CHOATHAPFTTFGOGTELETE

7w DIVHTOT LSS PV LGURAS IS CRE SO LL DS DEHT YLNWLOOR PGP PRLLITSVERLESGYPDRESGS GAGT
DETLEI SRV EAEINGYTT CHOATHAPFTTFGOGTELEIK

T DIVHTET PLELS VT PGUPAS ISCRS SOS LLDS DEHT YLHWL LUK PGOP POLLITSVSHLESGV PHRESGS GSGT
DFTLEISEVEAEINGLYY CMOATHAPPY TRGGGTEVEIE

8 DVVMTOS PLEOFYTLGUPAS ISCRS 08 LL DS DGHT VLW LOORPGOS PRRLITSVSHLESGYPDRFNGS GSGT
DFTLSISEVEARINGYTY CMOATHAPFY TRGOGTEVEIE
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[0216]

[0217]

79

HGWTLYFLFLLAVTAGYHS EVALVES GGOLVEPGGS LKL CAASGET FS HAWMIWVRQA PGE GLEWVAQIEAKS
DIYATTYAESVEGEFT I SRDIGENTL Y LCHN S LKTEDTAVYY CTCH ENDLDFWGAGTLY TVS SARTRGPSVEPL
APSRES TR GOTAALGCLYEDYFPEPY TV VNS GAL TRGVHT FPAVLOSS GLY SLESVVTVER SR LGTOTY [CHY
HHEPSNTEYDKEVEPES COETHT CPPCPAPELLGGP SV ELFPPRIE DTLHI SR PEVTCYWW DVSHEDFEVE EN
TV DGV EVHHAK TR PREEQYNS TV RYY SVL TV LHADVLNGE EVE K VSNEAL PAP | EKT T SEAKGOPREPOVYT
LEPS RUELTENOVS LTCLVE GFY PR DT AVEVESHGOPENNYE TTPPVLDS DGRFFLYSKLTVIE S ENOQGHYES
CSVHHEALHNHYTOESLSLIPGE

80

HGWTLVELFLLEVTAGYHS QVOLOES GROLVEPGGS LRLS CAASGETFS HAWMHWVROAPGE GLEWVGATEAKS
DUYATTYAERVEGRFT I SRDISKNT LY LCHN S LKTEDTAVYY CTCWENDL DEWGAGTMY TV SASTRGPSVEPL
APSRES TS GOTAALGCLYEDYFPEFY TV VNS GAL T SGVHT FPAVLOSS GLY SLASYVIVES RELGTOTT [ CHY
HHE PN TR DK VE PES COKTHT CPPCPAPELLGGPSYELFPPE PR DTLM I SRTPEVT CVWY DVSHEDPEVE RN
VDGV EVHHAK TR PREEQYHR TV VY SVL TV LHODVLNGE EVE (KVSNEALPAP | ERTT SEAKGOPREPOVET
LPPS RDELTENCVE LTCLYE GFY PE DI AVEW ESHGOPENN YK TTPPV LD DGEFFLYSELTYDES BNQQGHYES
CSVHHEALHNHYTOKSLSLA PaK

31

MGWTLVFLELLSYTAGYHS EVOLVES GGGV OPGRS LELS CAAS GFT FSHAWMHWYROA PGR GLEWVAQIEARS
DIVATTYAESVEGREFS [ SEDNAKNS LY LOHNS L EVELDTYYYY CTCHENDLDFWGOGT TYTVS SASTEGPSVEPL
APSSESTS GGTAALGCLYE DYFPERY TYAWNS GAL TSGVHTFPAVLOSS GLY SLASVWTYES SSLGTOTY [CHY
NHEPSHTEVDEEVEPES COETHTCPPCPAPELLGGPSVELEPPE DT SETPEVTCYVW DV SHEDFEVE RN
Y DGV EVHH AR TH PREEQYNS TRV SVL TV LHADVLNGEEVE (EVSNEAL PAP | ERT T SEAKGOPREPOVYT
LEPSRUELTENOVS LTCLVE GFY PS DI AVEVESNGUPENNYE TTPEVLDS DGRFELYSEL TV DES RWOQGHYES
CSVHHEALHNHYTQESLSLE PGE

82

HETLVELFLLEVTAGYHS EVOLMES GGGLYEPGGS LERLS CATSGRTFS HAWMHIYROA PG GLEWV GATRAKS
DDYATTYARSVEGRET I SRDIGK S TLFLCHNN LK TEDTAYYY CTCWEWDL DEWGOGTLY TV SASTRGPSVEPL
APSRES TS GUTAALGCLYEDYFPERVTYSWNS GALTSGVHT FPAVLOSS GLY SLASVVTVES SELGTOTY [CHY
NHEPENTEYIEEVEPES CIETHT CPPCPAPELL GGPSYELFPPRER DTLHI SRTPEVTCYVW DVSHEDFEVE RN
WV DGV EVHNAK TE PREECYNS TV RVY SVL TV LHODVLNGE EVE(KVSNEAL PAP | EKT T SKAKGOPREPOVYT
LPPSRDELTENCVS LTCLVE GEY PS DI AVEVESHGOFENNYE TTPEVLDS DGSFFLYSKLTVDES RNOCGHYES
CSVHHEALHNHY TORSLS LS PGE

33

MYSSAQFLGLLLLCFQETRCIWVMTOS PLS LPVTLGOPAS TSCRSS0S LLDSTGHT Y LEWFQORPGRS FRELIY
SYSNLESGVPDRFSGEGEGTDFT LK LS EVEAEDVGL Y CHOATHAPPY T FGOGTELEIERTYAAPSVFIFPPED
EOLESGTASYVCLLNNEY PREARVONE Y INAL QS GHSOES YTEQDSE DS TY S LASTLTLSKADY ERHEVYACEY
THOGLSSFYTESFIRGEC

84

MV AOFLGLLLLCFAGTRCDIVHT AT PLS SPVTLGUPAS T SCRES0SLLDS IGHT YLV LOORPGOPPRLLLY
SVSNLESGYPDRES GRGAGTDFTLE LS RVEAEIVGYTY CHOATHAPPY TFGOGTELEIERTVAAPSVF IFPPRD
EOLESGTASVYCLLNNFT PREAKVOEVINAL QS G SOES Y TEQIREDS TYSLASTLTL SKADY ERHEVTACEY
THOGLSSFYTES RHRGEC

35

MVSSAQFLGLLLLCFQGTRCDIVHTOTPLSLEVTPGOPAS TSCRSSOSLLISTGHT YLIWLL QEPGOPPALLIY
SYSHLESGVPNERS GSGSGTIFTLE LS EVEARIVGL YT CHOATHAPPY TFGGGTEVE IKRTVAAPSVE IFPPAD
EOLESGTASVVCLLNNFY PREAKVOREVINAL QS G SOES YT EQDGK DS TY SLASTLTLSKADY ERHEWEACEY
THOGLSSPYTESRIRGED

a6

HYSSA0FLGLLLLCFOGTECINVHTOS PLSOPVTLGOPAS [ SCRESOSLLDS DGHTY LEVLOORPGOSPRRLTY
SVSNLESGYPDEFSGEGEGTIRTLS IS EVEAEDVGYYY CHOATHAPPY TFGOGTEVE I ERTVAA PRVEIFPPRD
EQLESGTASYYCLLNNEY PREAR Y OVEV INALOS GHS0ERV TEQDSE DA TS LE S TLTLIEADY ERHENTACEY
THUGLSSPYTESFIRGED

87

EVQLVES GGGLVEPGGSLELSCAASGFT RS HAYMEVVROAPGEGLEVVAQL EARS DDTATYTAESVEGRFT ISR
DDSENTLYLOMNSLETEDTAVTY CTCYEVDLDENGOGT LY TYS S AS TE GRS VFPLAPS SESTE GARTAALGCLVE
DYFPEEVTVSUHSGALTS GVHT FPAVLOSS GLYS LSSV TVRSS SLETOTY I CHVHHE PSNTEVIREVEPES CD
ETHTCRPCRAPELLGGPSYFLFPPEPEDTLHI SRTPEVT CVVYDYSHEDPEVEFNY VDGVEVHNAR TR PREEC
TR TYEVVEYLTVLHODY LN G EYECEVNEALPAPIEET [ SEAKGOPREPQYY TLPPS RDELTENQVELTCLY
KGFYPS DI AVEWESNGAPENNYE T TPFYLDS DGS FFLY SELTYIRS RV QQGITVES CSVHHEALHNHY TIRS 5L
SPGE

88

OVQLOES GGGLYEPGGSLELSCAASGFTESHAWMHVVEOA PGEGLENY GOLEARS DDYATYYAESVEGRFT ISR
DDSERTLYLOMNSLETEDTAVTY CTCY EVDLDENGOGTHY TYS S AS TE GRSV FPLAPS SESTS GRTAALGCLVE
DYFRERVTVSUNSGALTS GVHT FPAVLOSS GLYSLESVY VPSS SLETQTY T CHYNHE PSNTEV IEEVEPES CD
ETHTCPPCPAPELLGGRSYELFPPEPEDTLH I SET PRV T CVVY VS HEDPEVEENT VDGYEVHNAR TRPREEQ
THSTYRVVSYLTVLHODY LN G EVECEVENEALPA PIEET [ SEARGOPREPOVY TLPPSRDELTENQVSLTCLY
EGFYPS D AYENESNGOPENHYRT TPPYLDS DS FELY SEL TYDES RV QQGHVES COVMHEALINHY RS LEL
SPGE

a9

EVOLVESGGGYYOPGRSLRLSCAASGFTESHAWMHWVROAPGE GLEWVAQIEARS DITATYY AESVEGRES [5R
DHAKNSLYLOMNSLEVEDTYVTY CTCYEWDLDFWGOGT TYTVS S AS TR GPSVFPLAPSSESTSGATAALGCLVE
DY FPEPYTVSUNSGALTS GVHT FPAYL S GLYSLESVYTVPSS SLOTATY [ CHYNHEPSNTEY DEEVEPES CD
ETHTCPPCPAPELLGGESYELFPPEPE DTLMI SRTPEVT CYVY DS HED PEVEENT VDGVEVHNARTEPREEQ
THETTRVVSYLTVLHODY LN G EVECKVENEALPA PTEET [ SEARGOPREPOWY TLPPSRDELTENOVSLTCLY
EGETPS DI AYEWESHGOPENNYET TPEYLDS DGS FRLY SELTYDES RIQOGHVES CEVMHEALHNHY TR SLEL
SPGE

aa

EVOLMES GGGLVEPGGSLRLSCATSGFT ESHAWMHWVROA PGEGLENVGOIEARS DITATYYAESVEGRFT ISR
DDSESTLELOMHNLETEDTAVTY CTCYEVDLDFWGAGT LY TVS S AS TR GRS VFPLAPS SESTS GATAALGCLYE
DYFPERVTVSTNSGALTS GVHT FPAVLASS GLY ST SVY VPSS SLETQTY T (HVHHEPSNTEY IEEVEPKS CD
KTHTCPPCPAPELLGGESYELFPPEPEDTLHI SET PEVT CVVY VS HE DPEVEFNVDGYEVHNAR TEPREEQ
TS TYRYVSYLTVLHODY LG EVECKYSNEALPAPTEET [ SKAKGOPREPQWYTLPPSRDELTENQVSLTCLY
KGFTPS DL AYEWESHGOPENNYE T TPPYLDS DGS FFLY SKLTVDES RFQOGHVES CSVMHEALHNHT TCKSLEL
SPGE

91

DYVHTOSPLSLPYTLGOPAS [SCRSSQSLLDS DGHTYLNWFQORPGOSPRRLIVSVSNLESGVPDRESGSGEGT
DETLE] SRYEARIHGLYY CHOATHAPPY TFGOGTE LETKRTVAA PSYE] FPPSDEQLESGTASYYCLLINFY PR
EARVOEVINALGSGNS OESVT EQDSE DT Y S LS STLT LKA DY BEHEVT ACEVTHOGLS SPV TR SFNRGEC

9z

DIVHTOTPLSSPVTLGOPAS [SCRSS0SLLDS DGHTYLAWLOORPGOPPRLL IYEVENLESGVPDRFS G GAGT
DETLE] S RVEAEIWGVYY CHOATHAPF Y TFGQGTELELERTVAAPSVE ] FPPSDEQLESGTASYWCLLINFY PR
EARVOHEYINAL RGNS QESVTEQDSEDSTT 3 LSS TLT LA RADY BRHEV T ACEVTHOGLS SPYTER FNRGEC

98

DIVHTQTPLSLSVTPGOPAS [SCRSSOSLLDS DGHTYLNWLLOKPROPPOLL IYSVENLESGVPNRFSGEGE 6T
DFTLEI S RVEAEINGLYY CHOATHAPPY TFGGGTEVEIERTVAAPSVF ] FPPSDEQLES GTASVYCLLINFYPR
EARVOEYINALCRGNSQESVTEQDSEDST TR LSS TLT LK ADY BHE VT ACEVTHOGLS SPYTES FNRIEC

94

DYVHTOSPLSQPYTLGOPAS [SCRSSOSLLDS DGHTYLNWLOORFGOSPRRL IV SVSNLESGVPDRFSGSGSGT
DETLE 1S RVEAEIW GV YT CHOATHAPF Y TFGQGTEVELERTVAAPSVE ] FPPSDEQLESGTASYWCLLEWFY PR
EARVOHEYINAL RGNS QESVTEQDSEDSTT 3 LSS TLT LA RADY BRHEV T ACEVTHOGLS SPYTER FNRGEC

TEWENDLDE
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[0218]

9

OYOLOESGGGLVEPGGSLRLSCAAS GFT FSHATMHWYROA PGEGLEW GO IKARSDIYATYYAESVEGRFT ISR
DDSENTLYLOMNSLETEDTAVTY CTSWENDLDFWGOGTHYTVSS

97

CYQLOESGGGLYEPGGSLRLACAASGFT FSHATMHVVROAPGE GLEW GO KAKS DDYATTTAESVEGRFT ISR
DDSENTLYLOMESLETEDTAVYY CTSWENDLDFY GOGTHY TS SASTKGPRVEPLAPRSESTS GGTAALGCLVE
DYFRERVTVSWNSGALTSGYHT FPAYLOSSGLY S LSSV TVPESSLATOTY | CHVIHE PSNTEVDEEVEFESCD
KTHTCPPCPAPELLGGPSVFLFPPEPEDTLMI SRTPEVT CVVY DVSHEDPEVEENTTV DGVEVHNAR TEPREEQ
TN TYEVV SV LTVLHQIY LN G EVECEVENEALPAP TERT [ SEAKGQPREPOVY TLPPS REERTENOVSLTCLY
KGR RS DAV EVESNGOPENNTE TTPPVLDS DGS FELY SELTY IES B QUGHVE SCSVMHEALHNHY TCRSLEL
SPGE

SPLPITPYNATCAI RHPCHNNLMNOT RSOLAQLNGSANALF LYYTACGEPFPNL DK LCGPRYTDF PPFHANG
TEEARLVELY RIWYLGTS LG I TRDOK [LNPSALS LHSKLRATADI LRGLLENVLCRLCSEYHVGHVINTYGP
DTSGRIVEQERELGCOLLGEYEQL [AVLAQAF

H © 4 3 @ 2 9 V 8as baN

¢lvisd

eg 5D8 h5D8

p-STAT3
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=92

r5D8 h5D8
0 62.5 62.5 31.25 6.25 0.62 nM

- - | p-STAT3

T — m— R — — STAT3

— —— — — | [3-HEI

EH3
3000+
2000
o
<
@
= 1000 4
0 , T . , 1
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<110> MOSAIC BIOMEDICALS, S.L.

FUNDACIO PRIVADA INSTITUT D'INVESTIGACIO ONCOLOGICA DE VALL

HEBRON

FUNDACIO PRIVADA INSTITUCIO CATALANA DE RECERCA I ESTUDIS

AVANCATS

<120> ANTIBODIES AGAINST LIF AND USES THEREOF
<130> 48885-704.601

<140> PCT/1B2017/001677
<141> 2017-12-18

<150> ES EP17382683.5
<151> 2017-10-13

<150> 62/467,017

<151> 2017-03-03

<150> ES EP16382617.5
<151> 2016-12-19

<160> 98

<170> PatentIn version 3.5

<210> 1

<211> 10

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 1

Gly Phe Thr Phe Ser His Ala Trp Met His

1 5 10

<210> 2

<211> 8

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence

peptide"

. Synthetic

. Synthetic
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<400> 2

Gly Phe Thr Phe Ser His Ala Trp
1 5

<210> 3

<211> 5

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 3

His Ala Trp Met His

1 5

<210> 4

<211> 10

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 4

Gly Phe Thr Phe Ser Asn Ala Trp Met His

1 5 10

<210> 5

<211> 8

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 5

Gly Phe Thr Phe Ser Asn Ala Trp

1 5

. Synthetic

. Synthetic

. Synthetic

_82_

SSS0l 10-278439%4



<210> 6

<211> 5

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence:

peptide"
<400> 6
Asn Ala Trp Met His
1 5
<210> 7
<211> 5
<212> PRT
<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence:

peptide"

<400> 7

Ser Lys Phe Met Tyr

1 5

<210> 8

<211> 5

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 8

Ser Asn Phe Ile His

1 5

<210> 9

<211> 19

<212> PRT

<213> Artificial Sequence

Synthetic

Synthetic

. Synthetic

_83_
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<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 9

Gln Ile Lys Ala Lys Ser Asp Asp Tyr Ala Thr Tyr Tyr Ala Glu Ser

1 5 10 15

Val Lys Gly

<210> 10

<211> 10

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 10

Ile Lys Ala Lys Ser Asp Asp Tyr Ala Thr

1 5 10

<210> 11

<211> 19

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 11

Gln Ile Lys Asp Lys Ser Asp Asn Tyr Ala Thr Tyr Tyr Ala Glu Ser

1 5 10 15

Val Lys Gly

<210> 12

<211> 10

<212> PRT

_84_
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<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 12

Ile Lys Asp Lys Ser Asp Asn Tyr Ala Thr

1 5 10

<210> 13

<211> 17

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<

400> 13
Trp Ile Tyr Pro Gly Asp Gly Asp Thr Glu Tyr Asn GIn Lys Phe Ser
1 5 10 15

Glu

<210> 14

<211> 17

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 14

Trp Ile Tyr Pro Gly Asp Gly Asp Ile Glu Tyr Asn Gln Lys Phe Ile

1 5 10 15

Gly

<210> 15

<211> 9

<212> PRT
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<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence:

peptide"
<400> 15
Thr Cys Trp Glu Trp Asp Leu Asp Phe
1 5
<210> 16
<211> 7
<212> PRT
<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence:

peptide"
<400> 16
Trp Glu Trp Asp Leu Asp Phe
1 5
<210> 17
<211> 9
<212> PRT
<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence:

peptide"
<400> 17
Thr Cys Trp Glu Trp Tyr Leu Asp Phe
1 5
<210> 18
<211> 7
<212> PRT
<213> Artificial Sequence
<220><221> source

<223> /note="Description of Artificial Sequence

Synthetic

Synthetic

Synthetic

. Synthetic
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peptide"
<400> 18
Trp Glu Trp Tyr Leu Asp Phe
1 5
<210> 19
<211> 10
<212> PRT
<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic

peptide"
<400> 19

Arg Asp Tyr His Ser Ser His Phe Ala Tyr

1 5 10
<210> 20

<211> 8

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic

peptide"
<400> 20
His Tyr Ser Ser Ser Met Asp Ala
1 5
<210> 21
<211> 16
<212> PRT
<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic

peptide"

<400> 21

Arg Ser Ser Gln Ser Leu Leu Asp Ser Asp Gly His Thr Tyr Leu Asn
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1 5 10 15

<210> 22

<211> 11

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 22

Gln Ser Leu Leu Asp Ser Asp Gly His Thr Tyr

1 5 10

<210> 23

<211> 16

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 23

Arg Ser Ser Gln Ser Leu Leu His Asn Asn Gly Asn Thr Tyr Leu Ser

1 5 10 15

<210> 24

<211> 16

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 24

Arg Ser Ser Gln Ser Leu Val His Ser Asn Gly Asn Thr Phe Leu Ser

1 5 10 15

<210> 25

211> 7

<212> PRT

_88_
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<213> Artificial Sequence
<220><221> source

<223> /note="Description of Artificial Sequence

peptide"

<400> 25

Ser Val Ser Asn Leu Glu Ser

1 5

<210> 26

<211> 3

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 26

Ser Val Ser

1

<210> 27

<211> 7

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 27

GIn Val Ser Asn Arg Phe Ser

1 5

<210> 28

<211> 7

<212> PRT

<213> Artificial Sequence
<220><221> source

<223> /note="Description of Artificial Sequence

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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peptide"

<400> 28

Lys Val Ser Asn Arg Phe Ser

1 5

<210> 29

<211> 10

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 29

Met Gln Ala Thr His Ala Pro Pro Tyr Thr

1 5 10

<210> 30

<211> 9

<212>

PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 30

Gly Gln Gly Thr Gln Tyr Pro Tyr Thr

1 5

<210> 31

<211> 9

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 31

Gly Gln Gly Thr Gln Tyr Pro Phe Thr

1 5

. Synthetic

. Synthetic

. Synthetic
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<210> 32
<211> 6
<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 32

Ser Gly Tyr Tyr Trp Asn

1 5

<210> 33

<211> 5

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 33

Thr Ala Gly Met Gln

1 5

<210> 34

<211> 16

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic

peptide"
<400> 34
Cys Ile Ser Tyr Asp Gly Arg Asn Asn Tyr Asn Pro Ser Leu Lys Asn
1 5 10 15
<210> 35
<211> 17

<212> PRT
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<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 35

Trp Ile Asn Thr Gln Ser Gly Glu Pro Gln Tyr Val Asp Asp Phe Arg

1 5 10 15

Gly

<210> 36
<211> 15

<212> PRT
<

213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 36

Arg Tyr Arg Tyr Tyr Asn Tyr Gly Ser Tyr Tyr Ala Val Asp Tyr

1 5 10 15

<210> 37

<211> 12

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 37

Trp Ala Leu Tyr Ser Glu Tyr Asp Val Met Asp Tyr

1 5 10

<210> 38
<211> 11
<212> PRT

<213> Artificial Sequence
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<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 38

Arg Ala Ser Glu Asn Ile Asp Gly Tyr Leu Glu

1 5 10

<210> 39

<211> 11

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 39

Lys Ala Ser Glu Asn Val Asp Ser Tyr Val Ser

1 5 10

<210> 40

<211> 7

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 40

Ala Ala Thr Leu Leu Ala Asp

1 5

<210> 41

211> 7

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 41

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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Gly Ala Ser Asn Arg Tyr Thr
1 5

<210> 42

<211> 9

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence:

peptide"
<400> 42
Gln His Tyr Tyr Asn Thr Pro Leu Thr
1 5
<210> 43
<211> 9
<212> PRT
<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence:

peptide"
<400> 43
Gly Gln Ser Tyr Arg Tyr Pro Pro Thr
1 5
<210> 44
<211> 25
<212> PRT
<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 44

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

1 5 10

Ser Leu Lys Leu Ser Cys Ala Ala Ser

Synthetic

Synthetic

. Synthetic

15
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20 25
<210> 45
<211> 25
<212> PRT
<213> Artificial Sequence
<220><221> source
<223> /note="Description of Artificial Sequence: Synthetic
peptide"
<400> 45

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

1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser
20 25
<210> 46
<211> 25
<212> PRT
<213> Artificial Sequence
<220><221> source
<223> /note="Description of Artificial Sequence: Synthetic
peptide"
<400> 46
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser

20 25

<210> 47

<211> 25

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 47
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Glu Val Gln Leu Met Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Thr Ser
20 25
<210> 48
<211> 14
<212> PRT
<213> Artificial Sequence
<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic

peptide"

<400> 48

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

1 5 10

<210> 49

<211> 14

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 49

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

1 5 10

<210> 50

<211> 30

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"
<400> 50

Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr Leu Tyr Leu Gln
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1 5 10 15
Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
20 25 30
<210> 51
<211> 30
<212> PRT
<213> Artificial Sequence
<220><221> source
<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"

<400> 51

Arg Phe Ser Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu Gln
1 5 10 15
Met Asn Ser Leu Arg Val Glu Asp Thr Val Val Tyr Tyr Cys
20 25 30
<210> 52
<211> 30
<212> PRT
<213> Artificial Sequence
<220><221> source
<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"
<400> 52
Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Ser Thr Leu Phe Leu Gln

1 5 10 15

Met Asn Asn Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys
20 25 30

<210> 53

<211> 11

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
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<400> 53
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
1 5 10
<210> 54
<211> 11
<212> PRT
<213> Artificial Sequence
<220><221> source

<223> /note="Description of Artificial Sequence

peptide"
<400> 54
Trp Gly Gln Gly Thr Met Val Thr Val Ser Ser
1 5 10
<210> 55
<211> 11
<212> PRT
<213> Artificial Sequence
<220><221> source
<223> /note="Description of Artificial Sequence
peptide"
<400> 55
Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
1 5 10
<210> 56
<211> 23
<212> PRT
<213> Artificial Sequence
<220><221> source

<223> /note="Description of Artificial Sequence

peptide"

<400> 56

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

. Synthetic

. Synthetic

. Synthetic
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1 5 10 15
Gln Pro Ala Ser Ile Ser Cys
20
<210> 57
<211> 23
<212> PRT
<213> Artificial Sequence
<220><221> source
<223> /note="Description of Artificial Sequence: Synthetic
peptide"
<400> 57
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Ser Pro Val Thr Leu Gly

1 5 10 15

Gln Pro Ala Ser Ile Ser Cys
20
<210> 58
<211> 23
<212> PRT
<213> Artificial Sequence
<220><221> source
<223> /note="Description of Artificial Sequence: Synthetic
peptide"
<400> 58
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Ser Val Thr Pro Gly
1 5 10 15
GIn Pro Ala Ser Ile Ser Cys
20
<210> 59
<211> 23
<212> PRT
<213> Artificial Sequence

<220><221> source
<223>

/note="Description of Artificial Sequence: Synthetic
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peptide"
<400> 59
Asp Val Val Met Thr Gln Ser Pro Leu Ser Gln Pro Val Thr Leu Gly
1 5 10 15
Gln Pro Ala Ser Ile Ser Cys
20
<210> 60
<211> 15
<212> PRT
<213> Artificial Sequence
<220><221> source
<223> /note="Description of Artificial Sequence: Synthetic
peptide"
<400> 60
Trp Phe Gln Gln Arg Pro Gly Gln Ser Pro Arg Arg Leu Ile Tyr

1 5 10 15

<210> 61

<211> 15

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 61

Trp Leu GIn Gln Arg Pro Gly Gln Pro Pro Arg Leu Leu Ile Tyr

1 5 10 15

<210> 62

<211> 15

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 62
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Trp Leu Leu Gln Lys Pro Gly Gln Pro Pro Gln Leu Leu Ile Tyr

1 5 10 15

<210> 63

<211> 15

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
peptide"

<400> 63

Trp Leu Gln Gln Arg Pro Gly Gln Ser Pro Arg Arg Leu Ile Tyr

1 5 10 15

<210> 64

<211> 32

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic

polypeptide"

<400> 64

Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1 5 10 15

Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr Cys

20 25 30

<210> 65

<211> 32

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"

<400> 65
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Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ala Gly Thr Asp Phe Thr

1 5 10 15
Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys
20 25 30

<210> 66

<211> 32

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"

<400> 66

Gly Val Pro Asn Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

1 5 10 15

Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr Cys

20 25 30
<210> 67
<211> 32
<212> PRT
<213> Artificial Sequence
<220><221> source
<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"
<400> 67
Gly Val Pro Asp Arg Phe Asn Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 5 10 15
Leu Ser Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys

20 25 30
<210>

68
<211> 10
<212> PRT

<213> Artificial Sequence

- 102 -
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<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 68

Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

1 5 10

<210> 69

<211> 10

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 69

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

1 5 10

<210> 70

<211> 10

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
peptide"

<400> 70

Phe Gly GIn Gly Thr Lys Val Glu Ile Lys

1 5 10

<210> 71

<211> 118

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
polypeptide"

<400> 71

. Synthetic

. Synthetic

. Synthetic

. Synthetic
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Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly

1 5 10 15

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

65 70 75 80

Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Thr Cys Trp Glu Trp Asp Leu Asp Phe Trp Gly Gln Gly Thr
100 105 110
Leu Val Thr Val Ser Ser
115
<210> 72
<211> 118
<212> PRT
<213> Artificial Sequence
<220><221> source
<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"
<400> 72

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

1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser His Ala
20 25 30
Trp Met His Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Gln Ile Lys Ala Lys Ser Asp Asp Tyr Ala Thr Tyr Tyr Ala Glu

50 55 60
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Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr

65 70 75 80
Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Thr Cys Trp Glu Trp Asp Leu Asp Phe Trp Gly Gln Gly Thr
100 105 110
Met Val Thr Val Ser Ser
115
<210> 73
<211> 118
<212> PRT
<213> Artificial Sequence
<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic

polypeptide"

<400> 73

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

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

20 25 30
Trp Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Gln Ile Lys Ala Lys Ser Asp Asp Tyr Ala Thr Tyr Tyr Ala Glu

50 55 60

Ser Val Lys Gly Arg Phe Ser Ile Ser Arg Asp Asn Ala Lys Asn Ser
65 70 75 80
Leu Tyr Leu GIn Met Asn Ser Leu Arg Val Glu Asp Thr Val Val Tyr
85 90 95
Tyr Cys Thr Cys Trp Glu Trp Asp Leu Asp Phe Trp Gly Gln Gly Thr
100 105 110
Thr Val Thr Val Ser Ser

115

- 105 -
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<210> 74
<211> 118
<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of
polypeptide"

<400> 74

Glu Val Gln Leu Met Glu Ser

1 5

Ser Leu Arg Leu Ser Cys Ala

20

Trp Met His Trp Val Arg Gln

35

Gly Gln Ile Lys Ala Lys Ser

50 55
Ser Val Lys Gly Arg Phe Thr

65 70

Leu Phe Leu GIn Met Asn Asn

85

Tyr Cys Thr Cys Trp Glu Trp

100
Leu Val Thr Val Ser Ser

115

<210> 75

<211> 113

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of
polypeptide"

<400> 75

S==35| 10-2784394

Artificial Sequence: Synthetic

Gly Gly Gly Leu Val Lys Pro Gly Gly

10 15
Thr Ser Gly Phe Thr Phe Ser His Ala
25 30
Ala Pro Gly Lys Gly Leu Glu Trp Val
40 45

Asp Asp Tyr Ala Thr Tyr Tyr Ala Glu

60

Ile Ser Arg Asp Asp Ser Lys Ser Thr

75 80

Leu Lys Thr Glu Asp Thr Ala Val Tyr
90 95

Asp Leu Asp Phe Trp Gly Gln Gly Thr

105 110

Artificial Sequence: Synthetic
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Val Val Met Thr Gln Ser

1 5

Pro Ala Ser Ile Ser Cys
20

Gly His Thr

Asp Tyr Leu Asn

35

Pro Arg Arg Leu Ile Tyr Ser

50 55

Asp Arg Phe Ser Gly Ser Gly

65 70

Ser Arg Val Glu Ala Glu Asp
85
Thr

His Ala Pro Pro Tyr Thr

100

Lys

<210> 76

<211> 113

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of
polypeptide"

<400> 76

Asp Ile Val Met Thr Gln Thr

1 5

GIn Pro Ala Ser Ile Ser Cys

20

Asp Gly His Thr Tyr Leu Asn

35

Pro Leu Ser Leu
10

Arg Ser Ser G

=3

25

Trp Phe Gln G

=2

40

Val Ser Asn Leu

Ser Gly Thr Asp
75
Val Gly Leu Tyr

90
Phe Gly Gln

105

Pro Val Thr Leu

15

Ser Leu Leu Asp
30

Arg Pro Gly Gln

45

Glu Ser Gly Val
60

Phe Thr Leu Lys

Tyr Cys Met Gln

95

110

Artificial Sequence: Synthetic

S==35| 10-2784394

Gly

Ser

Ser

Pro

Ile
80

Ala

Gly Thr Lys Leu Glu Ile

Pro Leu Ser Ser Pro Val Thr Leu Gly

10

15

Arg Ser Ser Gln Ser Leu Leu Asp Ser

25

30

Trp Leu GIn GIn Arg Pro Gly Gln Pro

40

45

Pro Arg Leu Leu Ile Tyr Ser Val Ser Asn Leu Glu Ser Gly Val Pro

50 55

60
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Asp Arg Phe Ser Gly Ser Gly Ala Gly Thr Asp Phe Thr Leu Lys Ile

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met Gln Ala
85 90 95

Thr His Ala Pro Pro Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile

100 105 110

Lys

<210> 77

<211> 113

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"

<400> 77

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

1 5 10 15

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

20 25 30

Asp Gly His Thr Tyr Leu Asn Trp Leu Leu Gln Lys Pro Gly Gln Pro
35 40 45
Pro Gln Leu Leu Ile Tyr Ser Val Ser Asn Leu Glu Ser Gly Val Pro
50 55 60
Asn Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr Cys Met Gln Ala

85 90 95

Thr His Ala Pro Pro Tyr Thr Phe Gly Gly Gly Thr Lys Val Glu Ile
100 105 110

Lys
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<210> 78

<211> 113

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"

<400> 78

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

1 5 10 15

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

20 25 30
Asp Gly His Thr Tyr Leu Asn Trp Leu Gln Gln Arg Pro Gly Gln Ser
35 40 45
Pro Arg Arg Leu Ile Tyr Ser Val Ser Asn Leu Glu Ser Gly Val Pro
50 95 60
Asp Arg Phe Asn Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Ser Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met Gln Ala

85 90 95
Thr His Ala Pro Pro Tyr Thr Phe Gly Gln Gly Thr Lys Val Glu Ile
100 105 110

Lys

<210> 79

<211> 467

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"

<400> 79

Met Gly Trp Thr Leu Val Phe Leu Phe Leu Leu Ser Val Thr Ala Gly

- 109 -
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Val

Pro

Ser

65

Tyr

Lys

Val

145

Ser

Val

Pro

Lys
225

Asp

His

His
50

Trp

Asn

Val

130

Phe

Leu

Trp

Leu

Ser
210

Pro

Lys

Ser

Val

Thr

Tyr
115

Thr

Pro

Asn

195

Ser

Ser

Thr

Glu Val
20

Ser Leu

Trp Met

Ser Val

85
Leu Tyr
100

Tyr Cys

Leu Val

Leu Ala

Cys Leu

165
Ser Gly
180

Ser Ser

Ser Leu

Asn Thr

His Thr

245

Gln Leu Val

Lys Leu Ser

40

His Trp Val
55

Ile Lys Ala

70

Lys Gly Arg

Leu Gln Met

Thr Cys Trp
120
Thr Val Ser

135

Pro Ser Ser
150
Val Lys Asp

Ala Leu Thr

Gly Leu Tyr

200

Gly Thr Gln

215
Lys Val Asp
230

Cys Pro Pro

25

Cys

Arg

Lys

Phe

Asn

105

Ser

Lys

Tyr

Ser

185

Ser

Thr

Lys

Cys

10

Ser

Ser

Thr
90

Ser

Trp

Ser

Phe

170

Leu

Tyr

Lys

Pro

250

15

Gly Gly Gly Leu Val

Asp

75

Leu

Asp

Ser

Thr
155

Pro

Val

Ser

Val
235

Ala

Ser

Pro

60

Asp

Ser

Lys

Leu

Thr

140

Ser

His

Ser

Cys
220

Glu

Pro

30
Gly Phe Thr
45

Gly Lys Gly

Tyr Ala Thr

Arg Asp Asp
95
Thr Glu Asp
110
Asp Phe Trp
125

Lys Gly Pro

Gly Gly Thr
Pro Val Thr
175
Thr Phe Pro

190
Val Val Thr

205

Asn Val Asn

Pro Lys Ser

Glu Leu Leu

255

- 110 -

Lys

Phe

Leu

Tyr

80

Ser

Thr

Ser

160

Val

Val

His

Cys
240

Gly
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Gly

His
305

Arg

Lys

Tyr

Leu

385

Trp

Val

Asp

His

Pro

465

Pro Ser

Ser Arg

275
Asp Pro
290

Asn Ala

Val Val

Glu Tyr

Lys Thr

355

Thr Leu

370

Thr Cys

Glu Ser

Leu Asp

Lys Ser

435

Gly Lys

<210> 80

<211> 467

<212> PRT

Val Phe Leu Phe Pro Pro Lys Pro

260

265

Thr Pro Glu Val Thr Cys

Lys Thr

Ser Val

325

Lys Cys
340

Ile Ser

Pro Pro

Leu Val

Asn Gly

405
Ser Asp
420

Arg Trp

Leu His

Lys

Lys

310

Leu

Lys

Lys

Ser

Lys

390

Asn

280
Phe Asn Trp
295

Pro Arg Glu

Thr Val Leu

Val Ser Asn

Ala Lys Gly
360

Arg Asp Glu

375

Gly Phe Tyr

Pro Glu Asn

Ser Phe Phe

425

GIn Gly Asn
440

His Tyr Thr

455

Val Val

Tyr Val

His Gln

330

Lys Ala

Gln Pro

Leu Thr

Pro Ser

395

Asn Tyr

410

Leu Tyr

Val Phe

Gln Lys

Lys Asp Thr

270

Val Asp Val

285
Asp Gly Val
300

Tyr Asn Ser

Asp Trp Leu

Leu Pro Ala
350
Arg Glu Pro
365
Lys Asn Gln
380

Asp Ile Ala

Lys Thr Thr

Ser Lys Leu

430

Ser Cys Ser
445

Ser Leu Ser

460

-111 -

Leu Met

Ser His

Thr Tyr
320
Asn Gly

335

Pro Ile

Val Ser

Val Glu

400

Pro Pro

415

Thr Val

Val Met

Leu Ser
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<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"

<400> 80

Met Gly Trp Thr Leu Val Phe Leu Phe Leu Leu Ser Val Thr Ala Gly

1 5 10 15

Val His Ser Gln Val Gln Leu Gln Glu Ser Gly Gly Gly Leu Val Lys

20 25 30

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

35 40 45
Ser His Ala Trp Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu
50 55 60
Glu Trp Val Gly GIn Ile Lys Ala Lys Ser Asp Asp Tyr Ala Thr Tyr
65 70 75 80
Tyr Ala Glu Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser
85 90 95

Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr

100 105 110
Ala Val Tyr Tyr Cys Thr Cys Trp Glu Trp Asp Leu Asp Phe Trp Gly
115 120 125
GIn Gly Thr Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser
130 135 140
Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala
145 150 155 160

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

165 170 175
Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala
180 185 190
Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val
195 200 205

Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His
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Lys

225

Asp

His
305

Arg

Lys

Tyr

Leu

385

Trp

Val

Asp

His

210

Pro

Lys

Pro

Ser

Asp

290

Asn

Val

Lys

Thr
370

Thr

Leu

Lys

Glu

450

Ser

Thr

Ser

Arg

275

Pro

Val

Tyr

Thr

355

Leu

Cys

Ser

Asp

Ser
435

Ala

Asn

His

Val

260

Thr

Lys

Ser

Lys

340

Pro

Leu

Asn

Ser

420

Arg

Leu

Thr

Thr

245

Phe

Pro

Val

Thr

Val

325

Cys

Ser

Pro

Val

405

Asp

Trp

His

Lys

230

Cys

Leu

Lys

Lys

310

Leu

Lys

Lys

Ser

Lys

390

Asn

215

Val Asp Lys Lys Val

235
Pro Pro Cys Pro Ala
250
Phe Pro Pro Lys Pro
265
Val Thr Cys Val Val
280

Phe Asn Trp Tyr Val

295

Pro Arg Glu Glu Gln

Thr Val Leu His Gln
330
Val Ser Asn Lys Ala
345

Ala Lys Gly Gln Pro

360
Arg Asp Glu Leu Thr
375
Gly Phe Tyr Pro Ser
395
Pro Glu Asn Asn Tyr
410

Ser Phe Phe Leu Tyr

425
Gln Gly Asn Val Phe
440
His Tyr Thr Gln Lys

455

220

Pro

Lys

Val

Asp

300

Tyr

Asp

Leu

Arg

Lys

380

Asp

Lys

Ser

Ser

Ser

460

Pro Lys

Glu Leu

Asp Thr

270
Asp Val
285

Gly Val

Asn Ser

Trp Leu

Pro Ala

350

Glu Pro

365

Asn Gln

Thr Thr

Lys Leu

430
Cys Ser
445

Leu Ser

- 113 -

Ser Cys

240
Leu Gly
255

Leu Met

Ser His

Thr Tyr

320
Asn Gly
335

Pro Ile

Val Ser

Val Glu

400
Pro Pro
415

Thr Val

Val Met

Leu Ser
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Pro Gly Lys

465

<210> 81

<211> 467

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic

polypeptide"

<400> 81

Met Gly Trp Thr Leu Val Phe Leu Phe Leu Leu Ser Val Thr Ala Gly
1 5 10 15

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

20 25 30
Pro Gly Arg Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe
35 40 45
Ser His Ala Trp Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu

50 95 60

Glu Trp Val Ala GIn Ile Lys Ala Lys Ser Asp Asp Tyr Ala Thr Tyr
65 70 75 80

Tyr Ala Glu Ser Val Lys Gly Arg Phe Ser Ile Ser Arg Asp Asn Ala

@

85 90 95
Lys Asn Ser Leu Tyr Leu Gln Met Asn Ser Leu Arg Val Glu Asp Thr
100 105 110
Val Val Tyr Tyr Cys Thr Cys Trp Glu Trp Asp Leu Asp Phe Trp Gly

115 120 125

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser
130 135 140

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

145 150 155 160

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

165 170 175
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Ser

Val

Pro

Lys

225

Asp

His

305

Arg

Lys

Tyr

Leu
385

Trp

Val

Trp

Leu

Ser

210

Pro

Lys

Pro

Ser

Asp

290

Asn

Val

Lys

Thr

370

Thr

Glu

Leu

Asn

Gln

195

Ser

Ser

Thr

Ser

Arg

275

Pro

Val

Tyr

Thr

355

Leu

Cys

Ser

Asp

Ser Gly Ala Leu

180

Ser

Ser

Asn

His

Val

260

Thr

Lys

Ser

Lys

340

Pro

Leu

Asn

Ser

Ser

Leu

Thr

Thr

245

Phe

Pro

Val

Thr

Val

325

Cys

Ser

Pro

Val

Gly

Gly

Lys

230

Cys

Leu

Lys

Lys

310

Leu

Lys

Lys

Ser

Lys

390

Leu

Thr

215

Val

Pro

Phe

Val

Phe

295

Pro

Thr

Val

Thr

Tyr

200

Asp

Pro

Pro

Thr

280

Asn

Arg

Val

Ser

Lys

360

Ser Gly Val

185

Ser

Thr

Lys

Cys

Pro
265

Cys

Trp

Leu

Asn

345

Arg Asp Glu

375

Gly Phe Tyr

Gly Gln Pro Glu Asn

405

Asp Gly Ser Phe Phe

Leu

Tyr

Lys

Pro

250

Lys

Val

Tyr

His
330

Lys

Leu

Pro

Asn
410

Leu

Ser

Val

235

Pro

Val

Val

Pro

Thr

Ser
395

Tyr

Tyr

His Thr Phe Pro Ala

190

Ser Val Val

205
Cys Asn Val
220

Glu Pro Lys

Pro Glu Leu

Lys Asp Thr
270
Val Asp Val
285
Asp Gly Val
300

Tyr Asn Ser

Asp Trp Leu

Leu Pro Ala

350

Arg Glu Pro
365

Lys Asn Gln

380

Asp Ile Ala

Lys Thr Thr

Ser Lys Leu
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Thr

Asn

Ser

Leu

255

Leu

Ser

Thr

Asn
335

Pro

Val

Val

Pro
415

Thr

Val

His

Cys

240

Met

His

Val

Tyr

320

Val

Ser

400

Pro

Val
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420 425 430
Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met

435 440 445

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
450 455 460

Pro Gly Lys

465

<210> 82

<211> 467

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"

<400> 82

Met Gly Trp Thr Leu Val Phe Leu Phe Leu Leu Ser Val Thr Ala Gly

1 5 10 15

Val His Ser Glu Val Gln Leu Met Glu Ser Gly Gly Gly Leu Val Lys

20 25 30
Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Thr Ser Gly Phe Thr Phe
35 40 45
Ser His Ala Trp Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu
50 55 60
Glu Trp Val Gly GIn Ile Lys Ala Lys Ser Asp Asp Tyr Ala Thr Tyr
65 70 75 80

Tyr Ala Glu Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser

@

85 90 95
Lys Ser Thr Leu Phe Leu GIn Met Asn Asn Leu Lys Thr Glu Asp Thr
100 105 110
Ala Val Tyr Tyr Cys Thr Cys Trp Glu Trp Asp Leu Asp Phe Trp Gly
115 120 125

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

145

Ser

Val

Pro

Lys
225

Asp

His
305

Arg

Lys

Tyr

130

Phe

Leu

Trp

Leu

Ser

210

Pro

Lys

Pro

Ser

Asp
290

Asn

Val

Lys

Thr

370

Pro Leu Ala Pro

Gly

Asn

195

Ser

Ser

Thr

Ser

Arg

275

Pro

Val

Tyr

Thr

355

Leu

Cys

Ser

180

Ser

Ser

Asn

His

Val

260

Thr

Lys

Ser

Lys

340

Pro

Leu

165

Ser

Leu

Thr

Thr

245

Phe

Pro

Val

Thr

Val

325

Cys

Ser

Pro

150

Val

Lys
230

Cys

Leu

Lys

Lys

310

Leu

Lys

Lys

Ser

135

Ser

Lys

Leu

Leu

Thr

215

Val

Pro

Phe

Val

Phe

295

Pro

Thr

Val

Ser

Asp

Thr

Tyr

200

Asp

Pro

Pro

Thr

280

Asn

Arg

Val

Ser

Lys

360

Lys

Tyr

Ser

185

Ser

Thr

Lys

Cys

Pro

265

Cys

Trp

Leu

Asn

345

Ser

Phe

170

Leu

Tyr

Lys

Pro

250

Lys

Val

Tyr

His
330

Lys

Thr

155

Pro

Val

Ser

Val

235

Pro

Val

Val

Gly Gln Pro

Arg Asp Glu Leu Thr

375

140

Ser Gly Gly

Glu Pro Val

His Thr Phe

190

Ser Val Val
205

Cys Asn Val

220

Glu Pro Lys

Pro Glu Leu

Lys Asp Thr
270

Val Asp Val

285
Asp Gly Val
300

Tyr Asn Ser

Asp Trp Leu

Leu Pro Ala

350

Arg Glu Pro
365

Lys Asn Gln

380
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Thr

Thr

175

Pro

Thr

Asn

Ser

Leu

255

Leu

Ser

Thr

Asn

335

Pro

Val

160

Val

Val

His

Cys

240

Met

His

Val

Tyr

320

Val

Ser
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Leu Thr Cys Leu Val Lys Gly
385 390

Trp Glu Ser Asn Gly Gln Pro

405
Val Leu Asp Ser Asp Gly Ser
420
Asp Lys Ser Arg Trp Gln Gln
435
His Glu Ala Leu His Asn His
450 455
Pro Gly Lys
465
<210> 83

<211> 240

<212> PRT
<213> Artificial Sequence

<220><221> source

Phe Tyr Pro Ser Asp Ile Ala Val Glu

395

Glu Asn Asn Tyr Lys

410
Phe Phe Leu Tyr Ser
425
Gly Asn Val Phe Ser
440
Tyr Thr Gln Lys Ser

460

Thr Thr

Lys Leu

430
Cys Ser
445

Leu Ser

400

Pro Pro

415

Thr Val

Val Met

Leu Ser

<223> /note="Description of Artificial Sequence: Synthetic

polypeptide"

<400> 83

Met Val Ser Ser Ala Gln Phe Leu Gly Leu Leu Leu Leu Cys Phe Gln

1 5

10

15

Gly Thr Arg Cys Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro

20

25

30

Val Thr Leu Gly Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser

35

40

45

Leu Leu Asp Ser Asp Gly His Thr Tyr Leu Asn Trp Phe GIn Gln Arg

50 95
Pro Gly GIn Ser Pro Arg Arg
65 70
Ser Gly Val Pro Asp Arg Phe

85

60

Leu Ile Tyr Ser Val
75

Ser Gly Ser Gly Ser

90

Ser Asn

Gly Thr
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Leu Glu
80
Asp Phe

95
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Thr Leu Lys

Cys Met Gln
115
Lys Leu Glu
130
Pro Pro Ser
145

Leu Leu Asn

Asp Asn Ala

Asp Ser Lys

195

Lys Ala Asp
210

Gln Gly Leu

225

<210> 84
<211> 240

<212> PRT

Asp

Asn

Leu

180

Asp

Tyr

Ser

Ser

Thr

Lys

Phe

165

Ser

Ser

Arg Val

His Ala

Arg Thr

135
GIn Leu
150

Tyr Pro

Ser Gly

Thr Tyr

Lys His
215
Pro Val

230

<213> Artificial Sequence

<220><221> source

<223> /note="Description of

polypeptide"

<400> 84

Met Val Ser Ser Ala Gln Phe

1

5

Gly Thr Arg Cys Asp Ile Val

20

Val Thr Leu Gly Gln Pro Ala

Glu Ala Glu Asp Val Gly Leu Tyr Tyr

105

Pro Pro
120

Val Ala

Lys Ser

Arg Glu

Asn Ser

185
Ser Leu
200

Lys Val

Thr Lys

Tyr Thr

Ala Pro

Gly Thr

155

Ala Lys

170

Gln Glu

Ser Ser

Tyr Ala

Ser Phe

235

110

Phe Gly Gln Gly Thr
125
Ser Val Phe Ile Phe
140
Ala Ser Val Val Cys
160
Val Gln Trp Lys Val

175

Ser Val Thr Glu Gln
190
Thr Leu Thr Leu Ser
205
Cys Glu Val Thr His
220
Asn Arg Gly Glu Cys

240

Artificial Sequence: Synthetic

Leu Gly Leu Leu Leu Leu Cys Phe Gln

10

15

Met Thr Gln Thr Pro Leu Ser Ser Pro

25

30

Ser Ile Ser Cys Arg Ser Ser Gln Ser
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Leu

Pro

65

Ser

Thr

Cys

Lys

Pro

145

Leu

Asp

Asp

Lys

35

Leu Asp Ser
50

Gly Gln Pro

Gly Val Pro

Leu Lys Ile

Met Gln Ala
115

Leu Glu Ile

130

Pro Ser Asp

Leu Asn Asn

Asn Ala Leu
180
Ser Lys Asp
195
Ala Asp Tyr
210

Asp

Pro

Asp

85

Ser

Thr

Lys

Phe

165

Ser

Gln Gly Leu Ser Ser

225

<210> 85

<211> 240

<212> PRT

Gly His

55
Arg Leu
70

Arg Phe

Arg Val

His Ala

Arg Thr

135
GIn Leu
150

Tyr Pro

Ser Gly

Thr Tyr

Lys His

215
Pro Val
230

<213> Artificial Sequence

<220><221> source

40

Thr Tyr Leu Asn

Leu Ile Tyr Ser
75
Ser Gly Ser Gly
90
Glu Ala Glu Asp

105

Pro Pro Tyr Thr
120

Val Ala Ala Pro

Lys Ser Gly Thr
155
Arg Glu Ala Lys

170

Asn Ser Gln Glu
185

Ser Leu Ser Ser

200

Lys Val Tyr Ala

Thr Lys Ser Phe

235

Trp
60

Val

Val

Phe

Ser

140

Val

Ser

Thr

Cys

220

Asn

45

Leu GIn Gln Arg

Ser Asn Leu Glu

80

Gly Thr Asp Phe
95

Gly Val Tyr Tyr

110

Gly Gln Gly Thr
125

Val Phe Ile Phe

Ser Val Val Cys
160
Gln Trp Lys Val

175

Val Thr Glu GIn
190

Leu Thr Leu Ser

205

Glu Val Thr His

Arg Gly Glu Cys
240

<223> /note="Description of Artificial Sequence: Synthetic
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polypeptide"
<400> 85
Met Val Ser Ser Ala Gln Phe Leu Gly Leu Leu Leu Leu Cys Phe Gln
1 5 10 15
Gly Thr Arg Cys Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Ser
20 25 30
Val Thr Pro Gly Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser

35 40 45

Leu Leu Asp Ser Asp Gly His Thr Tyr Leu Asn Trp Leu Leu Gln Lys
50 55 60
Pro Gly Gln Pro Pro Gln Leu Leu Ile Tyr Ser Val Ser Asn Leu Glu
65 70 75 80
Ser Gly Val Pro Asn Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
85 90 95
Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr

100 105 110

Cys Met Gln Ala Thr His Ala Pro Pro Tyr Thr Phe Gly Gly Gly Thr
115 120 125
Lys Val Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe
130 135 140
Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys
145 150 155 160
Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val

165 170 175

Asp Asn Ala Leu Gln Ser Gly Asn Ser GIn Glu Ser Val Thr Glu Gln
180 185 190
Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser
195 200 205
Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His
210 215 220

Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
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225 230

<210> 86

<211> 240

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of
polypeptide"

<400> 86

Met Val Ser Ser Ala Gln Phe

1 5

Gly Thr Arg Cys Asp Val Val

20
Val Thr Leu Gly GIn Pro Ala

35

Leu Leu Asp Ser Asp Gly His
50 95
Pro Gly Gln Ser Pro Arg Arg
65 70
Ser Gly Val Pro Asp Arg Phe
85

Thr Leu Ser Ile Ser Arg Val

Cys Met Gln Ala Thr His Ala
115
Lys Val Glu Ile Lys Arg Thr
130 135
Pro Pro Ser Asp Glu Gln Leu
145 150
Leu Leu Asn Asn Phe Tyr Pro

165

235

240

Artificial Sequence: Synthetic

Leu Gly Leu Leu Leu Leu Cys

Met

Ser

40

Thr

Leu

Ser

Pro
120

Val

Lys

Thr

25

Tyr

105

Pro

Ser

10

Gln

Ser

Leu

Tyr

Tyr

Arg Glu Ala

170

Ser

Cys

Asn

Ser

75

Gly

Asp

Thr

Pro

Thr

155

Lys

Pro Leu Ser
30
Arg Ser Ser

45

Trp Leu Gln
60

Val Ser Asn

Ser Gly Thr

Val Gly Val
110

Phe Gly Gln
125

Ser Val Phe

140

Ala Ser Val

Val Gln Trp
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Phe Gln
15

Gln Pro

Gln Ser

Gln Arg

Leu Glu

80
Asp Phe
95

Tyr Tyr

Gly Thr

Ile Phe

Val Cys
160
Lys Val

175
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Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu Ser
180 185
Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr
195 200
Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys
210 215 220
Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn

225 230 235

<210> 87

<211> 448

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence
polypeptide"

<400> 87

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

1 5 10

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr

20 25
Trp Met His Trp Val Arg Gln Ala Pro Gly Lys Gly

35 40

Ala Gln Ile Lys Ala Lys Ser Asp Asp Tyr Ala Thr
50 55 60
Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp
65 70 75
Leu Tyr Leu GIn Met Asn Ser Leu Lys Thr Glu Asp
85 90
Tyr Cys Thr Cys Trp Glu Trp Asp Leu Asp Phe Trp

100 105

Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro

115 120

Val Thr Glu GIn
190

Leu Thr Leu Ser

205

Glu Val Thr His

Arg Gly Glu Cys

240

. Synthetic

Lys Pro Gly Gly
15
Phe Ser His Ala
30
Leu Glu Trp Val

45

Tyr Tyr Ala Glu

Ser Lys Asn Thr
80
Thr Ala Val Tyr
95
Gly Gln Gly Thr
110

Ser Val Phe Pro

125

- 123 -

SSS0l 10-278439%4



Leu Ala Pro

Cys
145

Ser

Ser

Ser

Asn

His

225

Val

Thr

Lys

Ser
305

Lys

Pro

Leu

130

Leu

Ser

Leu

Thr

210

Thr

Phe

Pro

Val

Thr

290

Val

Cys

Ser

Pro

Val

Val

195

Lys

Cys

Leu

Lys
275

Lys

Leu

Lys

Lys

Ser

355

Lys

Ser

Lys

Leu

Leu

180

Thr

Val

Pro

Phe

Val

260

Phe

Pro

Thr

Val

340

Arg

Gly

Ser

Asp

Thr

165

Tyr

Asp

Pro

Pro

245

Thr

Asn

Arg

Val

Ser

325

Lys

Asp

Phe

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

230

Pro

Cys

Trp

Leu

310

Asn

Gly

Glu

Ser
135

Phe

Leu

Tyr

Lys

215

Pro

Lys

Val

Tyr

295

His

Lys

Gln

Leu

Thr

Pro

Val

Ser

200

Val

Pro

Val

Val

280

Pro

Thr
360

Tyr Pro Ser

Ser

His

Ser
185

Cys

Pro

Lys

Val

265

Asp

Tyr

Asp

Leu

Arg

345

Lys

Asp

Gly Gly Thr Ala Ala Leu 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

140

Thr

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Thr
300

Asn

Pro

Val Ser Trp

Ala Val Leu

175

Val Pro Ser
190

His Lys Pro

205

Cys Asp Lys

Gly Gly Pro

Met Ile Ser
255
His Glu Asp
270
Val His Asn
285

Tyr Arg Val

Gly Lys Glu

Ile Glu Lys

335

Glu Pro GIn Val Tyr Thr

Asn Gln

Val

350

Ser Leu Thr

365

Asn
160

Gln

Ser

Ser

Thr

Ser

240

Arg

Pro

Val

Tyr

320

Thr

Leu

Cys

Ile Ala Val Glu Trp Glu Ser
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370 375
Asn Gly Gln Pro Glu Asn Asn
385 390
Ser Asp Gly Ser Phe Phe Leu
405
Arg Trp Gln Gln Gly Asn Val

420

Leu His Asn His Tyr Thr Gln
435

<210> 88

<211> 448

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of
polypeptide"

<400> 88

GIn Val Gln Leu Gln Glu Ser

1 5

Ser Leu Arg Leu Ser Cys Ala

20

Trp Met His Trp Val Arg Gln
35
Gly Gln Ile Lys Ala Lys Ser
50 95
Ser Val Lys Gly Arg Phe Thr
65 70
Leu Tyr Leu Gln Met Asn Ser

85

Tyr Cys Thr Cys Trp Glu Trp
100

Met Val Thr Val Ser Ser Ala

380
Tyr Lys Thr Thr Pro
395
Tyr Ser Lys Leu Thr
410
Phe Ser Cys Ser Val

425

Lys Ser Leu Ser Leu

440

Artificial Sequence

Gly Gly Gly Leu Val
10
Ala Ser Gly Phe Thr

25

Ala Pro Gly Lys Gly
40
Asp Asp Tyr Ala Thr
60
[le Ser Arg Asp Asp
75
Leu Lys Thr Glu Asp

90

Asp Leu Asp Phe Trp
105

Ser Thr Lys Gly Pro

Pro Val Leu Asp

400

Val Asp Lys Ser
415

Met His Glu Ala

430

Ser Pro Gly Lys

445

. Synthetic

Lys Pro Gly Gly
15
Phe Ser His Ala
30

Leu Glu Trp Val
45

Tyr Tyr Ala Glu

Ser Lys Asn Thr
80
Thr Ala Val Tyr

95

Gly Gln Gly Thr
110

Ser Val Phe Pro
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Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Thr

Lys

Ser

305

Lys

Pro

Ala
130

Leu

Ser

Leu

Thr

210

Thr

Phe

Pro

Val

Thr

290

Val

Cys

Ser

Pro

115

Pro

Val

195

Lys

Cys

Leu

Lys

275

Lys

Leu

Lys

Lys

Ser

355

Ser

Lys

Leu

Leu

180

Thr

Val

Pro

Phe

Val

260

Phe

Pro

Thr

Val

340

Arg

Ser

Asp

Thr
165

Tyr

Asp

Pro

Pro

245

Thr

Asn

Arg

Val

Ser

325

Lys

Asp

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

230

Pro

Cys

Trp

Leu
310

Asn

Gly

Glu

Ser
135

Phe

Leu

Tyr

Lys

215

Pro

Lys

Val

Tyr

295

His

Lys

Gln

Leu

120

Thr

Pro

Val

Ser

200

Val

Pro

Val

Val

280

Pro

Thr
360

Ser

His

Ser

185

Cys

Pro

Lys

Val

265

Asp

Tyr

Asp

Leu

Arg

345

Lys

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

125
Thr Ala
140

Thr Val

Pro Ala

Thr Val

Asn His

205

Ser Cys

220

Leu Gly

Leu Met

Ser His

Glu Val

285

Thr Tyr

300

Asn Gly

Pro Ile

GIn Val

Val Ser

365

Ala Leu

Ser Trp

Val Leu

175
Pro Ser
190

Lys Pro

Asp Lys

Gly Pro

Ile Ser

255
Glu Asp
270

His Asn

Arg Val

Lys Glu

Glu Lys

335

Tyr Thr

350

Leu Thr
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Gly

Asn

160

Ser

Ser

Thr

Ser
240

Arg

Pro

Val

Tyr

320

Thr

Leu

Cys
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Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser

370 375
Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
385 390
Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys

405 410

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
420 425
Leu His Asn His Tyr Thr Gln Lys Ser Leu
435 440
<210> 89
<211> 448
<212> PRT

<213> Artificial Sequence

<220><221> source

Thr
395

Leu

Ser

Ser

380

Pro Pro Val Leu Asp
400

Thr Val Asp Lys Ser

415

Val Met His Glu Ala
430
Leu Ser Pro Gly Lys

445

<223> /note="Description of Artificial Sequence: Synthetic

polypeptide"

<400> 89

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

1 5 10

15

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

20 25

30

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

35 40

45

Ala Gln Ile Lys Ala Lys Ser Asp Asp Tyr Ala Thr Tyr Tyr Ala Glu

50 55

60

Ser Val Lys Gly Arg Phe Ser Ile Ser Arg Asp Asn Ala Lys Asn Ser

65 70

75

80

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

85 90

95

Tyr Cys Thr Cys Trp Glu Trp Asp Leu Asp Phe Trp Gly Gln Gly Thr

100 105

110
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Thr

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Thr

Lys

Ser

305

Lys

Ile

Pro

Val

130

Leu

Ser

Leu

Thr

210

Thr

Phe

Pro

Val

Thr

290

Val

Cys

Ser

Pro

Thr
115

Pro

Val

195

Lys

Cys

Leu

Lys

275

Lys

Leu

Lys

Lys

Ser

Val

Ser

Lys

Leu

Leu

180

Thr

Val

Pro

Phe

Val

260

Phe

Pro

Thr

Val

Ala
340

Arg

Ser

Ser

Asp

Thr

165

Tyr

Asp

Pro

Pro

245

Thr

Asn

Arg

Val

Ser

325

Lys

Asp

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

230

Pro

Cys

Trp

Leu
310

Asn

Ser

135

Phe

Leu

Tyr

Lys

215

Pro

Lys

Val

Tyr

His

Lys

Ser
120

Thr

Pro

Val

Ser

200

Val

Pro

Val

Val
280

Gly Gln Pro

Glu Leu Thr

Thr

Ser

His

Ser

185

Cys

Pro

Lys

Val

265

Asp

Tyr

Asp

Leu

Lys Gly Pro

Gly Gly Thr

Pro

Thr

170

Val

Asn

Pro

Asp
250

Asp

Asn

Trp

Pro

330

Val

155

Phe

Val

Val

Lys

Leu

235

Thr

Val

Val

Ser

Leu

315

140

Thr

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Ser Val Phe
125

Ala Ala Leu

Val Ser Trp

Ala Val Leu

175

Val Pro Ser
190

His Lys Pro

205

Cys Asp Lys

Met Ile Ser
255
His Glu Asp

270

Val His Asn
285

Tyr Arg Val

Gly Lys Glu

Ile Glu Lys

335

Arg Glu Pro Gln Val Tyr Thr

345

350

Lys Asn GIn Val Ser Leu Thr
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Pro

Gly

Asn

160

Ser

Ser

Thr

Ser

240

Arg

Pro

Val

Tyr

320

Thr

Leu

Cys
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355
Leu Val Lys Gly Phe Tyr
370
Asn Gly Gln Pro Glu Asn

385 390

Ser Asp Gly Ser Phe Phe
405
Arg Trp Gln Gln Gly Asn
420
Leu His Asn His Tyr Thr
435
<210> 90
<211> 448

<212> PRT

Pro
375

Asn

Leu

Val

<213> Artificial Sequence

<220><221> source

<223> /note="Description of

polypeptide"
<400> 90
Glu Val Gln Leu Met Glu
1 5
Ser Leu Arg Leu Ser Cys

20

Ser

Ala

360

Ser Asp Ile Ala Val
380

Tyr Lys Thr Thr Pro

395

Tyr Ser Lys Leu Thr
410
Phe Ser Cys Ser Val
425
Lys Ser Leu Ser Leu

440

Artificial Sequence:

Gly Gly Gly Leu Val
10
Thr Ser Gly Phe Thr

25

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

35
Gly Gln Ile Lys Ala Lys

50

Ser Val Lys Gly Arg Phe

65 70

Ser

55

Thr

40
Asp Asp Tyr Ala Thr

60

Ile Ser Arg Asp Asp

75

Leu Phe Leu Gln Met Asn Asn Leu Lys Thr Glu Asp

85

Tyr Cys Thr Cys Trp Glu

Trp

90

Asp Leu Asp Phe Trp

365

Glu Trp Glu Ser

Pro Val Leu Asp

400

Val Asp Lys Ser
415
Met His Glu Ala
430
Ser Pro Gly Lys

445

Synthetic

Lys Pro Gly Gly
15
Phe Ser His Ala
30
Leu Glu Trp Val
45

Tyr Tyr Ala Glu

Ser Lys Ser Thr

80

Thr Ala Val Tyr
95

Gly Gln Gly Thr
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Leu

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Thr

Lys

Ser

305

Lys

Ile

Val

Ala

130

Leu

Gly

Ser

Leu

Thr

210

Thr

Phe

Pro

Val

Thr

290

Val

Cys

Ser

100
Thr Val

115

Pro Ser

Val Lys

Ala Leu

Gly Leu

180

Gly Thr
195

Lys Val

Cys Pro

Leu Phe

Glu Val

260
Lys Phe
275

Lys Pro

Leu Thr

Lys Val

Lys Ala

340

Ser

Ser

Asp

Thr

165

Tyr

Asp

Pro

Pro

245

Thr

Asn

Arg

Val

Ser

325

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

230

Pro

Cys

Trp

Leu

310

Asn

Ser
135

Phe

Leu

Tyr

Lys

215

Pro

Lys

Val

Tyr

295

His

Lys

Ser

120

Thr

Pro

Val

Ser

200

Val

Pro

Val

Val
280

Lys Gly GIn Pro

105

Thr

Ser

His

Ser

185

Cys

Pro

Lys

Val

265

Asp

Tyr

Asp

Leu

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

Pro Ser

125

Thr Ala
140

Thr Val

Pro Ala

Thr Val

Asn His

205
Ser Cys
220

Leu Gly

Leu Met

Ser His

Glu Val

285
Thr Tyr
300

Asn Gly

Pro Ile

Arg Glu Pro Gln Val

345

110

Val Phe

Ala Leu

Ser Trp

Val Leu

175

Pro Ser

190

Lys Pro

Asp Lys

Ile Ser

255

Glu Asp
270

His Asn

Arg Val

Lys Glu

Glu Lys
335
Tyr Thr

350

- 130 -

Pro

Gly

Asn

160

Ser

Ser

Thr

Ser

240

Arg

Pro

Val

Tyr

320

Thr

Leu
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Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365
Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser

370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
385 390 395 400
Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415
Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
420 425 430
Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

435 440 445

<210> 91

<211> 220

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"

<400> 91

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

1 5 10 15

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

20 25 30
Asp Gly His Thr Tyr Leu Asn Trp Phe Gln Gln Arg Pro Gly Gln Ser

35 40 45

Pro Arg Arg Leu Ile Tyr Ser Val Ser Asn Leu Glu Ser Gly Val Pro
50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr Cys Met Gln Ala

85 90 95
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Thr His Ala Pro Pro

100

Lys Arg Thr Val Ala
115
Glu Gln Leu Lys Ser
130
Phe Tyr Pro Arg Glu
145
Gln Ser Gly Asn Ser

165

Ser Thr Tyr Ser Leu
180
Glu Lys His Lys Val
195
Ser Pro Val Thr Lys
210
<210> 92
<211> 220

<212> PRT

Tyr Thr

Ala Pro

Gly Thr

135
Ala Lys
150

Gln Glu

Ser Ser

Tyr Ala

Ser Phe

215

<213> Artificial Sequence

<220><221> source

<223> /note="Description of

polypeptide"

<400> 92
Asp Ile Val Met Thr
1 5
Gln Pro Ala Ser Ile
20
Asp Gly His Thr Tyr
35

Pro Arg Leu Leu Ile

Gln Thr

Ser Cys

Leu Asn

Tyr Ser

Phe Gly Gln Gly Thr

105

Ser Val Phe Ile Phe
120
Ala Ser Val Val Cys

140

Val Gln Trp Lys Val
155

Ser Val Thr Glu GIn

170

Thr Leu Thr Leu Ser
185

Cys Glu Val Thr His

200

Asn Arg Gly Glu Cys

220

Artificial Sequence

Lys Leu Glu Ile

110

Pro Pro Ser Asp

125

Leu Leu Asn Asn

Asp Asn Ala Leu

160

Asp Ser Lys Asp

175

Lys Ala Asp Tyr

190

Gln Gly Leu Ser

205

. Synthetic

Pro Leu Ser Ser Pro Val Thr Leu Gly

10

15

Arg Ser Ser Gln Ser Leu Leu Asp Ser

25

30

Trp Leu GIn Gln Arg Pro Gly Gln Pro

40

45

Val Ser Asn Leu Glu Ser Gly Val Pro

- 132 -
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Asp
65

Ser

Thr

Lys

Phe

145

Ser

Ser

50

Arg Phe Ser

Gly

Ser

70

55

60

Gly Ala Gly Thr Asp Phe Thr

75

Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys

85

His Ala Pro Pro Tyr

100
Arg Thr Val

115

Gln Leu Lys

130

Thr

Ala Ala Pro

Ser

Gly

Thr

135

Tyr Pro Arg Glu Ala Lys

Ser Gly Asn

Thr Tyr Ser

180

Lys His Lys

195
Pro Val Thr
210

<210> 93

<211> 220

<212> PRT

Ser
165

Leu

Val

Lys

150

Gln

Ser

Tyr

Ser

Glu

Ser

Phe

215

<213> Artificial Sequence

<220><221> source

Phe Gly Gln Gly Thr Lys

Val Phe Ile Phe Pro

125

Ser Val Val Cys Leu

140

Gln Trp Lys Val Asp

155

Val Thr Glu Gln Asp

Leu Thr Leu Ser Lys

Glu Val Thr His Gln

205

Asn Arg Gly Glu Cys

220

Leu Lys Ile
80
Met Gln Ala
95
Leu Glu Ile
110

Pro Ser Asp

Leu Asn Asn

Asn Ala Leu

160

Ser Lys Asp
175

Ala Asp Tyr

190

Gly Leu Ser

<223> /note="Description of Artificial Sequence: Synthetic

polypeptide"

<400> 93

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

1

5

15
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Gln Pro Ala

Asp Gly His

35

Pro Gln Leu
50

Asn Arg Phe

65

Ser Arg Val

Thr His Ala

Lys Arg Thr
115
Glu Gln Leu

130

Phe Tyr Pro
145

Gln Ser Gly

Ser Thr Tyr

Glu Lys His

195

Ser Pro Val
210

<210> 94

<211> 220

<212> PRT

Ser

20

Thr

Leu

Ser

Pro
100

Val

Lys

Arg

Asn

Ser

180

Lys

Thr

Tyr

Ser

Ser
165

Leu

Val

Lys

Ser

Leu

Tyr

Ser

70

Tyr

Ser

Tyr

Ser

Cys

Asn

Ser

55

Asp

Thr

Pro

Thr

135

Lys

Ser

Phe

215

<213> Artificial Sequence

<220><221> source

Arg

Trp

40

Val

Ser

Val

Phe

Ser

120

Val

Ser

Thr

Cys

200

Ser Ser
25

Leu Leu

Ser Asn

Gly Thr

Gly Leu

90
Gly Gly
105

Val Phe

Ser Val

Gln Trp

Val Thr

170
Leu Thr
185

Glu Val

Gln Ser Leu

Gln Lys Pro

45

Leu Glu Ser
60

Asp Phe Thr

75

Tyr Tyr Cys

Gly Thr Lys

Ile Phe Pro
125
Val Cys Leu

140

Lys Val Asp
155

Glu Gln Asp

Leu Ser Lys

Thr His Gln

205

Asn Arg Gly Glu Cys

220

Leu Asp Ser
30

Gly Gln Pro

Gly Val Pro

Leu Lys Ile

Met Gln Ala
95

Val Glu Ile

110

Pro Ser Asp

Leu Asn Asn

Asn Ala Leu
160
Ser Lys Asp
175
Ala Asp Tyr
190

Gly Leu Ser

<223> /note="Description of Artificial Sequence: Synthetic
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polypeptide"

<400> 94

Asp Val Val Met Thr

1

Gln Pro Ala

Asp Gly His
35
Pro Arg Arg
50
Asp Arg Phe
65

Ser Arg Val

Thr His Ala

Lys Arg Thr

115

Glu Gln Leu
130

Phe Tyr Pro

145

Gln Ser Gly

Ser Thr Tyr

Glu Lys His

195

Ser Pro Val
210

<210> 95

<211

Ser

20

Thr

Leu

Ser

Pro

100

Val

Lys

Arg

Asn

Ser

180

Lys

Thr

5

Ile

Tyr

85

Pro

Ser

Ser

165

Leu

Val

Lys

Ser

Leu

Tyr

Tyr

Ser

Tyr

Ser

Ser

Cys

Asn

Ser

55

Asp

Thr

Pro

Thr

135

Lys

Ser

Phe

215

Pro Leu Ser
10
Arg Ser Ser

25

Trp Leu Gln
40

Val Ser Asn

Ser Gly Thr

Val Gly Val

90

Phe Gly Gln
105

Ser Val Phe

120

Ala Ser Val

Val Gln Trp

Ser Val Thr
170
Thr Leu Thr
185
Cys Glu Val
200

Asn Arg Gly

Gln Pro Val

Gln Ser Leu

Gln Arg Pro
45
Leu Glu Ser
60
Asp Phe Thr
75

Tyr Tyr Cys

Gly Thr Lys

Ile Phe Pro

125

Val Cys Leu
140

Lys Val Asp

155

Glu Gln Asp

Leu Ser Lys

Thr His Gln
205
Glu Cys

220

Thr Leu Gly
15
Leu Asp Ser

30

Gly Gln Ser

Gly Val Pro

Leu Ser Ile

Met Gln Ala

Val Glu Ile
110

Pro Ser Asp

Leu Asn Asn

Asn Ala Leu
160

Ser Lys Asp
175

Ala Asp Tyr

190

Gly Leu Ser

- 135 -
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>9
<212> PRT
<213> Artificial Sequence

<220><221> source

S==35| 10-2784394

<223> /note="Description of Artificial Sequence: Synthetic

peptide"
<400> 95
Thr Ser Trp Glu Trp Asp Leu Asp Phe
1 5
<210> 96
<211> 118
<212> PRT
<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic

polypeptide"
<400> 96
GIn Val Gln Leu Gln Glu Ser Gly Gly

1 5

Ser Leu Arg Leu Ser Cys Ala Ala Ser
20 25
Trp Met His Trp Val Arg Gln Ala Pro
35 40
Gly Gln Ile Lys Ala Lys Ser Asp Asp
50 95
Ser Val Lys Gly Arg Phe Thr Ile Ser

65 70

Leu Tyr Leu GIn Met Asn Ser Leu Lys
85
Tyr Cys Thr Ser Trp Glu Trp Asp Leu
100 105
Met Val Thr Val Ser Ser

115

Gly Leu Val Lys Pro Gly Gly

10 15

Gly Phe Thr Phe Ser His Ala
30
Gly Lys Gly Leu Glu Trp Val
45
Tyr Ala Thr Tyr Tyr Ala Glu
60
Arg Asp Asp Ser Lys Asn Thr

75 80

Thr Glu Asp Thr Ala Val Tyr
90 95
Asp Phe Trp Gly Gln Gly Thr

110
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<210> 97

<211> 448

<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"

<400> 97

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

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala A

a Ser Gly Phe Thr Phe Ser His Ala
20 25 30
Trp Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Gln Ile Lys Ala Lys Ser Asp Asp Tyr Ala Thr Tyr Tyr Ala Glu
50 95 60

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

65 70 75 80
Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Thr Ser Trp Glu Trp Asp Leu Asp Phe Trp Gly Gln Gly Thr
100 105 110
Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
115 120 125

Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly

130 135 140
Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn
145 150 155 160
Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln
165 170 175
Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser

180 185 190
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Ser

Asn

His

225

Val

Thr

Lys

Ser

305

Lys

Pro

Leu

Asn

385

Ser

Arg

Leu

Leu

Thr

210

Thr

Phe

Pro

Val

Thr

290

Val

Cys

Ser

Pro

Val

370

Asp

Trp

His

Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys

195 200 205
Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp
215 220
Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly
230 235
Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
245 250

Glu Val Thr Cys Val Val Val Asp Val Ser His Glu

260 265 270
Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
275 280 285
Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
295 300
Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys
310 315

Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu

325 330
Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
340 345 350
Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu
355 360 365
Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
375 380

Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val

390 395
Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
405 410
GIn Gln Gly Asn Val Phe Ser Cys Ser Val Met His
420 425 430

Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro

- 138 -

Pro

Lys

Pro

Ser

255

Asp

Asn

Val

Lys

335

Thr

Thr

Leu

Lys
415

Glu

Gly

Ser

Thr

Ser

240

Arg

Pro

Val

Tyr

320

Thr

Leu

Cys

Ser

Asp

400

Ser

Ala

Lys
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435 440 445
<210> 98
<211> 180
<212> PRT

<213> Artificial Sequence

<220><221> source

<223> /note="Description of Artificial Sequence: Synthetic
polypeptide"

<400> 98

Ser Pro Leu Pro Ile Thr Pro Val Asn Ala Thr Cys Ala Ile Arg His

1 5 10 15

Pro Cys His Asn Asn Leu Met Asn Gln Ile Arg Ser Gln Leu Ala Gln

20 25 30
Leu Asn Gly Ser Ala Asn Ala Leu Phe Ile Leu Tyr Tyr Thr Ala Gln
35 40 45

Gly Glu Pro Phe Pro Asn Asn Leu Asp Lys Leu Cys Gly Pro Asn Val

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

Ser Lys Leu Asn Ala Thr Ala Asp Ile Leu Arg Gly Leu Leu Ser Asn

115 120 125
Val Leu Cys Arg Leu Cys Ser Lys Tyr His Val Gly His Val Asp Val
130 135 140
Thr Tyr Gly Pro Asp Thr Ser Gly Lys Asp Val Phe Gln Lys Lys Lys
145 150 155 160
Leu Gly Cys Gln Leu Leu Gly Lys Tyr Lys Gln Ile Ile Ala Val Leu
165 170 175

Ala Gln Ala Phe
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