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I

AEFF-17(1L-17) AlES 2 ASA Hghe] Wele 7dstes Z2-9F AlelEZ] Aldeltt. IL-179 F8
THES T 89 17 AE(Th17 AFE)2A FAE T AE Ao, o= x4 Thl ¥ Th2 AXE o}iFole
Aolaitt., whe-x= B F Azt A A4 AxE A5 2 ArbEde] Wyl Wuk ol B WAl digt
&3 Wool A IL-17 2 Th17 M9 F23F d3e AL, ol &z 71&6}0#, IL-17 % Th17 Aﬂ*L A
A, FotelzaA #EARY), FAAY HFARS), ANA TRk FEZA(SLE) 2 oA FESNS) o 2

b dZA Asle] ABEE st TS 32 Aoz AZAEm Yri[Hx: Mlossec and Kolls, 2012, Nat

tAstol=-Ag FRolga] Aol e IL-17A%, IL-17B, IL-17C, IL-17D, IL-17E 2 IL-17F5 %3 Zsh=,
IL-17 Adel winjo|tt. o5 A<D ulelAl, IL-17A%} IL-17F&= A2 H3 opwieat Ad $UAES Yex
FUF A IL-17 583 A(IL-17RA) 2 1L-17 583 C(IL-17RC)el AgHdch. F712, IL-
17A% slel ol FA=A IL-17F $ 2dd 5 Qlvk. IL-17A B IL-17F% ot A9 JeAdS &siA
S @tk IL-17AE AVHY, 95 9 Fd] B3 dojsta, A 2 A Al o
3 &5 wodME Fed AT doh. A, IL-1FE F2 A SF do] wFYFel #d[F=:
al, 2011, Immunity 34:149-62].

IL-17A7} #H)=H ) o= Adfoldx, g 9@ A9 AXZHE ‘ﬂr%ﬁi ZR-AFA A|EZ, AR, FAf
4 HEE 9 wgz2gouA (MP)e] AAHe SXAIZITE. [L-17A8 371X zr A3
28 9 557 Y& FE3h= Aolth. 2oy, AolHA &= AS-, °] W2 27 9y 9 RS F
HhelhE whg 928 F5T JlsAlo] v EE: Iwakura et al. 2008, Immunol Rev 226:57-79; Reynolds et
al. 2010, Cytokine Growth Factor Rev 21:413-23]. IL-17A&, AA 23] ¢F 2.5%0 9GS wx= AA,
Ankz wAlo] AFA R H3ho] Hlel FAel Jui[FZE: Chiricozzi and Krueger, 2013, Expert Opin.
Investig. Drugs 22(8):993-1005]. RA $A}9] A=, IL-17A YA AMEVF 958 doy|= gH Zo =438}
v S YERT. RAS] mhe-2 BEdAE, IEY §312 Holg Fe IL-17A9] Fodl o3 4 ~Folrt
A3 otsl= o[ = Lubberts et al. 2002, Inflamm Res 51:102-4]. o2 = T F=EAd gk
BegE2d A 93k [L-17A2 JAl= FE LY t'“g 2 ANZRE BIPo[FF: Lubberts et al. 2004,
Arthritis Rheum 50:650-9]. MS ZkA}ol| A, IL-17A f--A= FidEE o2 Hudo] Qar[Z=: Lock et
al. 2002, Nat Med 8:500-8], IL-17A % Th17 A& A3 ArpAd P vp-x E%jﬁr guEkA AFy]
o] Ju}[F=F: Cua et al. 2003, Nature 421:744-8; Uyttenhove and Van Snick 2006, Eur J Immunol 36:2868-
74]. IL-17A9] % S7he, tde A7 934 AE, dF EW, #EEES €1 Jde Aol 2=, 7t
ol W ol AXZ(DED) Y dAF o ® AEE Aow wrE MU A% Kang et al. 2011, J Korean Med Sci
26:938-44]. o] A=, W olHEA THASF I AANA IL-17 B IFNy 43 AIXEE e,
ol d3 7|5 H ol e =4% FayE AAMIG[FZE: Eid et al. 2009, J Cardiothorac Surg 4:58]. IL-
1707 W3 w4 9 AS(CPD) M E F88 4 vk, IL-17A ¥4 A2 & COPD A= E ] o =7
ol &7}k [Z: Chu et al. 2011, Int Immunopharmacol 11:1780-8; Di Stefano et al. 2009, Clin Exp
Immunol 157:316-24]. IL-17RA A w}$-22= COPDE] whg-22 oA o ]5554 kAol WAl o] AWk, IL-17A
of WAL V)Fo HAS HZAF|IL, o= IL-17A7}F o] §H& wiZislr]el Fieivhe As AAMEoH 3
Chen et al. 2011, PLoS One 6:e20333; Shan et al. 2012, Sci Transl Med 4:117ra9]. wabx], EE Alo]3t
A7vA e 2 AF AZel A IL-17A9] Tol= IL-17AE BA 38k A=A s 284S A,

IL-17A ®=& o] £&A9 %435 IL-17A WAE 7S 2dats 7P 244 o)t IL-17A Asdd
Fotets 92 AEAAE, F-IL-17A ExeERd A AFEFH D oA TS 1% A
o Ut}[FZ: Patel et al, 2013, Ann Rheum Dis 72 Suppl 2:11116-23]. AF7]15 WL AXY 85 93
Auof Sla, @Al A TEAPsA) F ASe] Xzl g AT k. olA7IFH
RAS] I AlESel k. A, RA % 2o A85E A QA3 RxeE2d F-IL-17RA A B2EGF WS
geb=, IL-17 &4 mile ’\iﬂ”«] AP = Qe Al ATE

b w2 ob ot

Sci 1217:60-76]. uwhghA], IL-17A A A4 Fad2 dolst A3k, 53] 1A = 444
23U (A 1T 2 A 11 deolg E3)& IL-17A A A thste] Xz 184S bl #E: Genovese et

al. 2010, Arthritis Rheum 62:929-39 and Hueber et al. 2010, Sci Transl Med 2:52ra72].
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X0 | W X2s |E,N,Q,S, T
X0 | A X2s |E,N,Q, S
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X21 A, D,E,F, HNR T, VWY Xos E, QR
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Xs |D,E,G,N,QR,S

Xs |D,E,N,QR,S
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VI. Xy & Wolar

VII. Xpe A 9 DEYEH Hesu
VIII. X WolaL
IX. Xp& KolaL
X. Xgg& Ro| L

XI. Xo= DoJT}.

Al Fefoll W2E [L-17A A3 ZYRE =Y di dolA, AE )2 11 271 XL F9 Hox 7IE 5F
NEdl=N Eq%ﬂWOE,HgiH%um A 1-XI £9 Hoj= 97, o= =4, 117 24 [-XI 9 o=
107, o= =4, 117 24 [XI %S 2202 5 9

Al Felo] 2= IL-17A 2% ZgRE| =] A5 AAF oA, KX XoXip BT XX AAoJTH, AR AAE

=

EHOﬂ }\1 X2X17 XZXZO X6X17 XGXZO X10X17 —J—‘—— XIOXZO ]TZ} g7 /\E]}\] 65} EHOﬂ }\1 ’ X2X28y XGXQS XIOXZS% ARO]
A

=T
o A% AXFEOIA, XK EE X TROTEE, AR AAGHA, Xike® THolT},
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[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

[0082]

[0083]

[0084]

[0085]

[0086]

[0087]

[0088]

SS50l 10-2683288

al7] AF AMNA AASA 7AEE vel o] IL-17A A3 REIZ (BN AEe v s IL-17A A%
HEZ (BN 45 FErt. olE AL olgd dHol 2= AE )9 /A AANFEHE FAAS. A
IL-17A 2% REZol 4GS & 1o AAE ALHF 1-121609014 oln Ak 914 8-360] AH-3-atch. ulebr, o]
gk Fejol] 2= IL-17A A% e =] g 7FH] AAFE A, AE DS AEHE 1-12160.2 o] Foxl
OJFoRNE AuE Mo 1A 8 WA $1A 369 A&t & A AAFENA, ME i) HIHE 1-
66, 1200, 1206 @ 12142 o]|Folx IAFCoRZHE AMEd MAdor 92 8 WA X 360 33t 3 71H
1A ol A, Ad 1) H"ﬂ‘ﬂ“ 1-660.2 o] Folzl IFOoZHE MEE A GeA H 21 8 WA 91| 360 %
ok, 37X AA e el A, DS AE¥s 1-35R o]Fofxl 1Fo2HE MHE g $1x 8 U
A 369 Aol Fgert. & 7%1 AAFE A, D )& AMEdHE 1272 0130111 OFoRHY Ay
oA 22 8 WA $1A] 369 Aol F-gdct. 3 7k AAFE A, AL )2 AERE 1-1002 9]
JFo2RE Aud Mo Y9 8 WX 9 369 Mol ASFth. 3 Jhx] AAGEo A, HE
AMEHE 172 o]FoXl g o2 HE MeE AdolA 91X 8 X YA 369 Ao &gttt & 7HA
A

)

ol H

jC_),E

rSL'

_l_z

>

kil
AFEO A, Ad )2 AERE 142 o]Foj7 g o2 RE Aud A 93 8 WA A 369 A4
etk F 7HA AAREHAA, 4D D) AEHS 1o 912 8 WA $A] 369 A Dol d-&Trt.

émﬁ:-{ﬂlrﬂﬁo[om
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S oo
o
e
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=
>
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>
ox
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o
o
it
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s
L
flo
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w
X

|
T
2
i)
e

0

o =
i)
H
=2
o,
©

" 1ot
oW E oox

4 2 &
& 2o
£ to o o

onZ e

S0 He] AR Ak el SO G FE REEE dAses, e vl
o Al HUEAY el Hre AL onlshe Aoz olaE Aol oF HH, oz

HhebA] AR, B 37w the] 3 U F 2lE A E e Zdoi G, mebs] 378
3

g

L

¢

A

L

ANA 27H-Hd REEZE giAE = vk, G9ATE olsiske wkeh o], 270 B Wl o % 37H
Wl F 27 Wade] diAle EERE = 4 71 FxO TS FA ¥ES ?6&45101% gt
gk AAlSHo] 2 ZHEIES] Ca WES A EHL, dF W, 23 Fx9 YT
2 Fdeith. wekA, &
, 2 Al w2 B 370-
Tt BT 2L VS T

}:o_l

[y R
¢
My 2

2 E
ox MZ N % oF & &

o
O
>

HE S RS B u}ﬂa wu g wels A4
2z

_mr_tﬁmlmrru:_p_p
offt

o b o 1o T g

Jqm
okl H,

ox,
ro
&
2
i
i

ch

4o =vqle] Bis 9
E=rll el M2 ddshs Fae A 27) &4
s %HM Ewﬂﬂ% Azt 8A dde] mvQlo iy

o

)
o
BY

LA
4

= $-2(Staphylococcus aureus)ZH-E 9] o
, dE EW, =M B % 019] FEAZE k. 5 AAFE A, 37H
i

L _I-E‘: M ok
o IR g o

el Al IL-17A A3 EREEoE 34U ohd ajd EejQle] RES FAdske AR AAFE A,
L-17A A% E2Re=s

iii) K-[BM-DPSQS X.X,LLX. EAKKL XgXeX:Q

(1714, [BM& E-Loll Aole 1L-17A 23 KE|Zo]al, & Xy Dol
X, = A 2 SEEE MEEa;

o= N 2 EEXRE HAdya;

X A, S 2 CEYH Mgy a;

Xi= B, N 2 SERE Meya;

Xe= D, E 2 SERE MeE;

;= A2 SERE MeEHEc) 2

iv) 71 iii)el B Mgy} Holk 85% FUAS 2k obnweAil Ad

25E AdEd ofviat 4D Ad 5 (Bllod) e E3}E 5 U



[0089] o] A
E 23] o EH?'& lﬂ*é% el Aol 7°T
x 5 =

[0090] v) K-[BM]-QPEQS X.X,LLX. FAKKL X.X.X/Q

[0091] (714, [BUM-& 2ol Aole IL-17A 23 RE|Zo]al, ©F Xy RolaL;
[0092] X, &= A2 SERE Mgy

[0093] Xp= N 2 EREE Mesa;

[0094] X A, S 2 CEYH Mgy a;

[0095] Xi= B, N 2 SERE Mey]a;

[0096] XD, E 2 SEREH HAega;

[0097] X, A 2 SEEE Mudg ) 2

[0098] vi) 271 vyl oe Aeld AA3t Hojkm 91% A 2t ofrit A
[0099] 2HY AgE opnjwal 4d A3 WEBlod) S FFE 4 Ut

[0100] &71 w=old mksh o], A7) obw|iAt At wlulste], EEPE =] 33 & Y Vel AA FEF

R Hao WHIlE el ZYPE == I B JRAY WHFE o] E£I3dHET. whahA
A iv) 9 vi)& Z7F 1ii) EBE v)o AoHE Iy FHolx 87%, o= S, Aol 89%,
91%, B =W, ZHojx 93%, o S, A% 95%, dE =W, Hoj® 97% FTUA

[0101] Sk 7FA] AAIEE A, AE 111) EBE v)olA X, & Aojt}.
[0102] sk b AAIFE A, AE 111) EBE v)olA X, & Soltt.
[0103] sk b AAIEE A, AE 111) EBE v)olA X,&= Nojtt.
[0104] gk b AAIEE A, AE 111) EBE v)olA X,& Eoltt.
[0105] 3 7 AA A, A i) EE v)olA X Aol
[0106] gk b AAIFE A, AE 111) EBE v)olA X.& Soltt.
[0107] gk 7EA] AAIFEON A, D 1i1) EE v)elA X & Coltt.
[0108] 3 7 AA A, A i) EE v)olA X Eoltt.
[0109] 3 7FA AAFE A, D i) B v)olA X Nejth,
[0110] 3 A AA A, A i) EE v)olA X Soltt.
[0111] 3 7ER] AAFEl A, LD (i) T v)olA X = Do},
[0112] & 7k AAFE A, AL iii) T v)olA XE Eolt}.
[0113] & 7hA AAFE A, AL iii) T v)olAM X Soltt.
[0114] & 7hA AAFEol A, H4D iii) B v)olA XX EE, ES, SD, SE ¥ SSERE Melgc),
[0115] 3 7ER] AAFEl A, HE i) e v)olA XX E ESeltt.
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[0116]

[0117]

[0118]

[0119]

[0120]

[0121]

[0122]

[0123]

[0124]

[0125]

[0126]

[0127]

[0128]

[0129]

[0130]

[0131]

[0132]

[0133]

[0134]

[0135]

[0136]

[0137]

[0138]

7HA
7HA
7HA
7HA
7HA
7HA
7H
7HA
7HA
& 7HA
7HA
7HA
Aot}
g M
Ao|t}.
g 7HA
Ao|t}.
g 7HA
selt},
g 7HA
Ao|t}.
g 7HA
Seltt.
g 7HA
Ao|t},
g 7
Ao|t},
g 7HA
Ao|t}.
g 7HA
Seltt.
g 7HA
selct.
gk 7]

Seltt.

iii) EE v)olA XX.& SEo|t}.

iii) e volA XX. & Sho|tt.

i1i) & v)olA Xz Aoltt.

iii) & v)olA Xii= Seldt.

ii1) TEE v)AA, X,& Aola; X,&= Nojaz; X. &=
iii) == y)dA, X,& Solil; X= Eoli; X.&
i) = y)A, X,= Aolal; X= Noji; X.&=
iii) == voA, X,= SolaL; X, &= Eoli; X.&
iii) == volA, X,= SolaL; X, &= Eoli; X.&
iii) == voA, X,.= SolaL; X,= Eola; X.&
iii) == y)oA, X,& So]il; X Eoli; X.&
iii) EE v, X, &= Aolal; Xy Noji;
iii) EE yoA, X,= Solar; Xy Eo|i;
iii) EE yoA, X,&= Aolal; Xy Noji;
iii) EE yoA, X,&= Solar; Xy= Eo|i;
iii) EE yoA, X,= Solar; Xy= Eo|i;
iii) = yoA, X, = Solar; Xy= Eo|i;
iii) e yoA, X,&= Aolal; Xy= Noji;
iii) e yoA, X, &= Solar; X,= Eoli;
iii) mE yoA, X, = Aolar; Xy Noji;
iii) = yoA, X, &= Solar; X,&= Eoli;
iii) = yolA, X, = Solar; X,= Eoli;
iii) = yolA, X, = Solar; X,= Eoli;
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AolaL,
AolaL,

ColaL,

D

D

D

;X

;X

SEE5] 10-2683288

X Aot}
Xi&= Aot}
X Aot}
X Soltt.
X Aot}
, X Soltt.
X Soltt.
AolaL; XX &=
Aolar; XX =
Colar; XX.=
Solar; XX =
Solar; XX
Colar; XX
Aolar; XX.&
Aolar; XX &
Ccolar; XXe=
Solar; XXei=
Aolar; XX &
Ccolar; XXe=

NDo] a1,

NDo] a1,

NDo] a1,

NDo] a1,

NDo] a1,

NDo] a1,

SEo] a1,

SEo] a1,

SEo] a1,

SEo] a1,

SEo] a1,

SEo] a1,

X

X

X

rr

rr

X

X

rr

iy

X

rr

X

rr

X



[0139]

[0140]

[0141]

[0142]

[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

[0151]
[0152]
[0153]
[0154]
[0155]
[0156]

[0157]

SS90l 10-2683288

3 7 AAFEA, D iii) FTE volA, XE Aoli; X,E Noja; X.E Aoli; XX ESoli, X&
Aelt}.
3 7 AAF"EA, D iii) TE volA, XE Soli; X,E Eoja; X.E Aol XX ESola, X&E
Aelt}.
3 7hA AXFEA, HD iii) EE vOlA, X B Aolal; XE Nolal; X Colal; XX ESolal, Xi=
Aelt}.
3 b AAFEEA, Y iii) EE v)OA, XE Solx; XE Eola; XE Soli; XX.E ESolxm, Xi&=
Soltt.
3 A AAFE A, D iii) TE volAM, X, & Sola; X, Eola; X Cola; XX.E ESola, Xi&
Solt}.
3 A AAFE A, D iii) TE volA, X,E Aola; X,E Nola; X Aola; XX.E Do, XiE
Ao|t}.
3 7R AAFE A, D iii) TE volAM, X,E Sola; X, Eola; X Aola; XX.E Do, XiE
Ao|t}.
3 A AXFE A, AE Qi) EE volA, X, B Aola; XE Nola; X.E Cola; XX Sholi, Xi=
Ao|t}.
3 A AAFEel A, HE iii) e velA, X.E Sola; X& Eolar; X Solar; XX Shelar, X
Solt}.
3 A Ao, HE iii) T velA, X.E Solar; X& Eolar; X Aolal; XX Shelal, X
Solt}.
3 7 Ao, HE iii) T velA, X & Solar; XE Eolar; X Colar; XX Shela, X
Soltt.

ZF7to] AANFHNA, AY i) AEHT 1-121602 o]|Fojx 1FoZRE Mulg Mg 9% 7 UA
A=A 559 Ao A3t} 3 sA] AAFEA, D iii)S MLDHT 1-66, 1200, 1206 H 1214F o] Fof
A aFoRFE Hdud MdoA 9 7 WA A 552 Mgl gttt 3 shx AAHE A, MY iii)e
AEHE 1-6602 o]Fojx] aFoRFE HeE Adolx X 7 WA A 559 Aol &gt & 7HA
AAFHA, AE 1i1)S AE¥E 1-352 o]|Fojzl a1Fo2HE dald AdoA X 7 WA 9] 559 A
of gsttt. = tE HAAFHA, AE i) AGHE 1272 o]Fo3 IFoZRE HAeg A A
27 WA $1%] 559 Mgl &gttt & 7R AAFEANA, AE 1i1)S AEHE 1-100.2 o] Folz] a5
25 AgE AdelA 91X 7 WX X 559 Aol &t T e AAFHA, AE 1ii)S AEH
3 172 o]Folzl aFgo2RE MAEYE Mo 9A 7 WA 559 Mgl &gttt g 7HA] AAFHE A,
A 1) NGRS 142 o]Folxl g o =N dud Adoa X 7 WA 91| 559 A dol -g3staL,
T oE AN, A 1i1)S AEHSE 194 92 7 WA 9 559 ALl AH-3art.

o fo p2

Eek, F7ke] AAIGEelA,
vii) YA-[Blod]-AP

(AANA, [Bllodl= A7) A4 IL-17A 2

s

brgolr.) ¥

viii) %71 vii)el g9

i,
B
e
K
o
ki
[o/¢]
D
=
oft
e
oX,
o
P
o

o
o
=)
b
2
>
e

ERE HEE opnwal IS E3ets, IL-17A 2% ZEHE =7 A9t

oft

T uE F7F DA A,

ix) FA-[Blod]-AP
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[0158] (714, [Bllodl= 747] A% 1L-17A A% Ego|t}.) 2

[0159] x) 471 ix)el BolE MAF} Hol® 86% TUFS e obvit Ad

[0160] ERE HEE opn|wal IS E3ets, IL-17A 2% ZEHE =7} AlFErt.

[0161] oty o g,

[0162] xi) FN-[BMod]-AP

[0163] (3714, [Bllod)= 7] Aold IL-17A 2% 2Eolt).) &

[0164] xii) 7] xi)oll ¥ MA3} FHolx 86% TUAS 2t o=k Mg

[0165] ERE HEE opnwal IS ¥3ets, IL-17A 2% ZEHE =7} ATt

[0166] 71 =olEl wkel o], 7] opHxAt AT vuste], FEHPE = 3z Fx& E 7T ZA FTFE HAA
e FHao WEE ¥ ZEPE=E T3 2 A HE Yo v uela], I AAIFe A,
A7 Adeld 1L-17A A% EFYHE ==, dF BW, MY vii), ix) EBE xi)d s dogH ALy Hox
88%, = EW, Hojx: 90%, oE 5, Aok 92%, o= 5, Hoj&E 94%, o= W, Hojx 96%, 9= &

01671 Q% ANFelM, [L-17A AF REZE SIERE A8 okt A9L TP SRS RRE
48 = ok
Nz

1250 ADNNFNK-/BM]-DPSQSANLLSEAKKLNESQAPK;
1251 ADNKFNK-/BM]-DPSQSANLLAEAKKLNDAQAPK;
1252 ADNKFNK-/BM]-DPSVSKEILAEAKKLNDAQAPK;
1253 ADAQQNNFNK-/BM]-DPSQSTNVLGEAKKLNESQAPK;
1254 AQHDE-/BM]-DPSQSANVLGEAQKLNDSQAPK;
1255 VDNKFNK-/BM]-DPSQSANLLAEAKKLNDAQAPK;
1256 AEAKYAK-[BM]-DPSESSELLSEAKKLNKSQAPK;
1257 VDAKYAK-/BM]-DPSQSSELLAEAKKLNDAQAPK;
1258 VDAKYAK-/BM]-DPSQSSELLAEAKKLNDSQAPK;
1259 AEAKYAK-[BM]-DPSQSSELLSEAKKLNDSQAPK;
1260 AEAKYAK-[BM]-DPSQSSELLSEAKKLNDSQAP;
1261 AEAKYAK-[BM]-DPSQSSELLSEAKKLNDAQAPK;
1262 AEAKYAK-[BM]-DPSQSSELLSEAKKLNDAQAP;
1263 AEAKFAK-/BM]-DPSQSSELLSEAKKLNDSQAPK;
1264 AEAKFAK-/BM]-DPSQSSELLSEAKKLNDSQAP;
1265 AEAKYAK-[BM]-DPSQSSELLAEAKKLNDAQAPK;
1266 AEAKYAK-[BM]-DPSQSSELLSEAKKLSESQAPK;
1267 AEAKYAK-[BM]-DPSQSSELLSEAKKLSESQAP;
1268 AEAKFAK-/BM]-DPSQSSELLSEAKKLSESQAPK;
1269 AEAKFAK-/BM]-DPSQSSELLSEAKKLSESQAP;
1270 AEAKYAK-[BM]-DPSQSSELLAEAKKLSEAQAPK;
1271 AEAKYAK-/[BM]-QPEQSSELLSEAKKLSESQAPK;
1272 AEAKYAK-[BM]-DPSQSSELLSEAKKLESSQAPK;
1273 AEAKYAK-[BM]-DPSQSSELLSEAKKLESSQAP;
1274 AEAKYAK-[BM]-DPSQSSELLAEAKKLESAQAPK;
1275 AEAKYAK-[BM]-QPEQSSELLSEAKKLESSQAPK;
1276 AEAKYAK-/[BM]-DPSQSSELLSEAKKLSDSQAPK;
1277 AEAKYAK-[BM]-DPSQSSELLSEAKKLSDSQAP;
1278 AEAKYAK-[BM]-DPSQSSELLAEAKKLSDSQAPK;
1279 AEAKYAK-[BM]-DPSQSSELLAEAKKLSDAQAPK;
1280 AEAKYAK-[BM]-QPEQSSELLSEAKKLSDSQAPK;
1281 VDAKYAK-/BM]-DPSQSSELLSEAKKLNDSQAPK;
1282 VDAKYAK-/BM]-DPSQSSELLSEAKKLSESQAPK;

[0168] 1283 VDAKYAK-/BM]-DPSQSSELLAEAKKLSEAQAPK;
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[0169]
[0170]
[0171]
[0172]
[0173]
[0174]
[0175]

[0176]

[0177]

[0178]
[0179]
[0180]
[0181]
[0182]

[0183]

[0184]

SS90l 10-2683288

1284 VDAKYAK-[BM]-QPEQSSELLSEAKKLSESQAPK;
1285 VDAKYAK-[BM]-DPSQSSELLSEAKKLESSQAPK;
1286 VDAKYAK-[BM]-DPSQSSELLAEAKKLESAQAPK;
1287 VDAKYAK-[BM]-QPEQSSELLSEAKKLESSQAPK;
1288 VDAKYAK-[BM]-DPSQSSELLSEAKKLSDSQAPK;
1289 VDAKYAK-[BM]-DPSQSSELLAEAKKLSDSQAPK;
1290 VDAKYAK-[BM]-DPSQSSELLAEAKKLSDAQAPK;
1291 VDAKYAK-[BM]-QPEQSSELLSEAKKLSDSQAPK;
1292 VDAKYAK-[BM]-DPSQSSELLAEAKKLNKAQAPK;
1293 AEAKYAK-/BM]-DPSQSSELLAEAKKLNKAQAPK; 3

1294 ADAKYAK-/BM]-DPSQSSELLSEAKKLNDSQAPK;

o714, (B 737] Aold IL-17A 23 RE Lot}

gk 7kA AA el A, IL-17A A3 EFEHEHEE

xiii) VDAKYAK-[BM]-DPSQSSELLSEAKKLNDSQAPK

(714, [BUE 7371 e IL-17A A7 REzoltt,) 8l

xiv) 7] xiii)ell Beje AL Holm 86% TUAS 2= ofvl=At MY

23E Agd opreit NES T,

EEh, A7) obmlieAl A wlalste], FRE =S 33F 72 B Vel A GF= mAA e Hae] W
s Edehs EEREES B 2 iAe wF el EdET wEbA, Ay AN, 37 Aeld -
A A e Es, dF 89, xiiDdl s Aold MAd Aoje 87%, & 5W, Hojk 8%, dE =
A, Aol 91%, A& S¥, Holk 93, & S¥, Holk 94h, & =W, Holk 9%, & =W, Aok
98% AT NA& M & 3

olg3 ZE|HE = A xiii)e MEME 1-12162 o]Fo|x aFo2iE Aud = Qvh. 3 7kx AA
ool A, M xiii)E AEWSE 1-66, 1200, 1206 2 12142 o]Folxl IFo2NE Megct. & 7] A

oA, AME xiii)e AE9HT 1-6602 o]Fo TFoRHE A"t 3 7FH] AAFE A, Ad
xiii)2 AEWE 1-352 o]Foj3 IaFo2HE AU, & g2 AAFHA, AE xiii)S Adds 1-27
2 o]Foz aFo 2Ry Adddr. 3 71 AAFEHAA, AE xiii)S AEHE 11002 o]Fojd IFo
2R A", 3 7Ex] AAFE A, AE xiii)S MEHE 1-725H Agdct, g 7hx] AAFEo A,
Aqd xiii)2 MEHE 142 o]Fofx TFoaHE AudArt, d 71x] AAFEANA, Y xiii)> A9Hs
1o]t}.

3k 7FA] AAFHEH A, [L-17A 2% ZHAE =

xv) AEAKYAK-[ B)]-DPSQSSELLSEAKKLNDSQAPK

(4714, [BINE 7] Aol IL-17A 23 RE|Zojr}, ) L

xvi) A7) xv)ol Bed HE3t ok 86% TIAHS ZiE ol Hd
3=

Lk, A7) ol AEH vty , FYFEES 3aF Fx2 2 7T A S vAA ge FHAe] W)
= Z293EEE =g B A9 WE e xgHch. uEiAd, o

3t ZEFEI=E, dE EW, xv)d o A" MEY Hom 87%, o5 EW, Ho|k= 89%,

ok

2HE HYE opueil NS T

1A 4 2 59,
Holm 91%, S W, Hoj= 93%, dS EW, ZHojk 94%, oS 59, Holk 96%, o= W, o= 98%
U3} HEE 1 4 .

ole1dt ZEFE=oA ME xv)v AEHZ 1217-12222 o] F o aFozy
oA, Hd xv)= AEHE 1218-1222 o]Fojx IE oz HE HAHEHC), ,
v)E AEHE 1219-12222 o] Fojd IFo 2R Adgdn. T g AAYHAA, 44 xv)= AEHls 1219
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12190t}

HE

s==3
o
=

F(s.c.) Fo, tiA

7HA AANGE A, AD xv)E A

1

k)
o

R

12228 o]|Folz R o RRE HAelg),

I

A

BORAI S IL-17A 29

7

A=d
=

[0185]

9 T do or TK oo o Mo TR
e Ay X N AR oo T < ol W oHy N e = - y
o T R R o EWE g T AER R R LR
KO .~ =n o~ 2 o W =y o X0 o ) M - 7
~ o W e B ;o BRN (S . w5 oo WD = e = o — T B O N B W
REHTE S m R, 2TE AFELTAH wa ¥ T & £ RGN TN
E T Zm T g B < Wy Boa HoER T T
R o _i ﬁi = BN w 1 s my . T B 3 o T Dmna ~ X oF S o TR ﬂ_OI WORT o W ok B =
3R YT o T LT wmEs - beMI m &8 Mg T B
EWTF T L B R e w T o _ Dor.nm;ﬁlo« W w FK I o 2
AL W@ATQHKL&H? o £ o RO wZLZF AR
S Tor . 0 W mem P " — I~ o~ v ~ A mo o — R = T 03 —_ 0
SePpow 2+ TR FaEnd AT TR o mwhed w5 2 PO mmeE B 3
R - D T Ryw . - T e A
—_— = 0 . ] 0 oR P T o= ) - o . ; S S o
HE % 4 g mels P =g gx LT TRTE Tz B oamp® YR
T T ok T % < s TR Al Q& N -0 odo X CRZ RO o w o] B T
e TR 2 B E TR M E T KD e I A T
n ! —_ =1 | A S — | = H o - mo O f ~
grRed ol m T ST rE<iT SdnEM B w8y A o R
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o Az % F7be) wololE)/RololHEE ARt Bst ABE BAL 2
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Arstd B4 FeME e wARA b AREA, dF 59, A7
7hel, Al W gEAIeE o]Folzl TF O RN @_% BApolth, nelu AbolEle] HAA o
IL-2, IL4, IL-7, IL-10, IL-11, IL-13, IL-21, IL-27, IL-35, IFNB % TGFBo|t}. ¥ = AR
3% o= SDF-1/CXCL12, BCL/BCA-1/CXCL13, CXCL16, HCC1/CCL14, TARC/CCL17, PARC/CCL18, MIP-383
/ELC/CCL19, SLC/CCL21, CCL25/TECK 2 CCL27/CTACK®]t}.
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olth, 3 7px AAIFE o, A7) LF7 A7 L AEFEITFT A gl ¢ B ol fiAe &y A
3 Zdde] o& AlFEt. = e 54 AAFHAA, 7] A S8 §3 9d = JAEA ] AAY
W15 F 74171 FeRn @ﬁ& g/ olt}.
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102012/004384, W02014/048977 2 W02015/091957 Z<] o= 3jijo] 7|Al5 ule} o], ~EAEIZT . ghulg
G, oE 59, "GA3" EE oo FEAERE "GA" dPW AF w=HY

@ 7 ANGEel A, oleld §F B e HEA wRe "Z-Az0)3, o7l 47 e ApEEew
wglo] 7148 vhsh ge [L-17A A% FelWEseln, s R AF mddlelth, & b4 AAFEA,

A7 ETS b= o8 d [L-17A AT TeEMEss e K o] Al 1x10 M, o= =W, A 1

Co2 5w, AY 1x10 N, oF 59, Ay 1x10 M2 HES [L-17A0] 2% 5

, S "Z-A-7" Y FEI = AEWE 1233-12472 o] F 11 R ogRE Muly ojunAk Ao
d2 =w, NS 1236, 1237 L 1242-12472 o] o7 TEozHE HEg ofwisl A
Al s 1236, 1244 2 12472 o] Fo]Q 1% EE‘: NS 1237, 1244 9 12472 o] 2olx IFozRE HE
9 oluledl AR xged. wo o 589 ANFdelN, ZA7 EUREEE LN 124 9 12452
ool aFonnE Adw opnwie Tawch @ A ANFeelN, "Z-A7 FelfEse Adds

3 7kA] AA A, Ay Ad B dBAX AP o] Aadst). @A AW olzle] HATE o=
AfrolAlE A QAXH(FGF), AfolAE A=A <lx} 1(FGF-1), 9714 FGF, <X Ald 1(Ang-1), ¢HAe AU
2(Ang-2), FAQ xolol¥l 1(Angpt-1), A Eool 2(Angpt 9). X 0. FololEl 3(Angpt-3). 9HX] S Eolo]
Zh= 24 71UA(TIE-1), HES28d-4 = 28 Z2tE

€l 4(Angpt-4) HASZ2EU-¢ Ed 1& %
7IGAI(TIE-2), & W9 4% J b A l(VEGFR—l) Ao U9 A Az

LHTJJ A4 A 8A 3(VEGFR-3), & W9 A4 A ANVEGF-A), E3 v 47 <=k B(VEGF-B), d3 U

g A4 1A C(VEGF-C), "3 uis A7 & D(VEGF-D), 83 Wy A% A& E(VEGF-E), El¥ 3% O]X]'

(PIGF), ¥4 4@ 47 1=+ B 1(TGF- B ), ARG A AA B2(TGF-B2), FAHE A7 AA B F&A

d-
F&A 2(VEGFR-2), 3

(e}9] 1, B¢ 11 2 el 11D, uH wetZ Z 2 g o] A (MMP), MET 584 g =224 714 (3 cMET el
A AR AR 845 YERY), 1 L WE-FIE Y] =X FFe %W%% Z35h3i},
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= WA Reg2d A, oE 5W, 9T FEAd g 25} S e ReERd &4, dE
W, MHC, CD2, CD3, CD4, CD7, CD8, (D25, (D28, (D40, CD45, (D58, (D80, (D86 T+ ol5o] #zt=; &t
2} A A, odE EW, LFA-1 ZdgA, ICAM-1 =& -3 AgA|, VCAN-4 Z3aA] T+ VLA-4 234, 3-TNF A
A, dF €49, 1E‘rLﬂE‘ﬂJE 9OINFe] gigt RegR2d A, dF EW, AdEE Ay 9 ojdEl iy 229F
AAA; IL-1 ZFekA], A5 59, o7t e IL-1 ER; IL-6 Al AXRTFS A4 H]-
AZF FE(NSAID), <& W, ofxud; B F-dA 4 7ef A vhg 2dA|; =5 7]
Aoy 27 o)de] x3s xS,
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HE, AdE JRE, oF 59, 9 A 23 59 Fo] 270 el diAG] S FEA AA 9 (CDR)
o] zxxzloll oJ&[#=x: Bostrom et al, 2009, Science 323(5921):1610-1614; Schaefer et al, 2011, Cancer
Cell 20(4):472-486], =24 G E AlESle dEHZoFAA Ao FAlel o[ Carter, 2001, ]
Immunol Methods 248(1—2).7—15, Schaefer et al, 2011, Proc Natl Acad Sci USA 108(27):11187-11192], %
A% A A Ee Fe] N- e C-Ede digk BE A4 d9le] F1% §3el o [3HE: Kanakaraj
et al, 2012, MAbs 4(5):600-613; LaFleur et al, 2013, MAbs 5(2):208-218] &}t} o] &lol| Agsl= &

g 2tE 34 5o tsEold oAl sdedA o]Fojx gir).
A7V A =2 gk npep o] ELloll JiAlE IL-17A0] tid] shdS e FEHE =T =3 B U2 QAL 4
2 51, A9 v A R}, 4 5, F5-9A3 ARt s IS YERE Ao fad 4 Qo).
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AgS 98 A, 2389 B/EE 545t ARE, 2 JiA9 IL-17A 23 EEHE =9

(*1"&‘141 1 WA 1222), thx %‘Fﬂ Bl = (Mg s 1223), &5% A% ZHE= PPOI3(AEHE 1224)
9 PEPO7843(AMEW % 1225)9] ofviit AE Euk ofvE}, Iz IL-17A(MEHE 1226), Fd IL-17AAEH
3 1227), AolwE s Qo] IL-17A(HMEWME 1229), U5 9%o] IL-17A(MEHE 1230) 2 2AzF IL-
17TF(A 9 E 1228) 9] ofn=at Ao E=ojt}. X 7jA]e] IL-17A A% ZFE|=o A, FAH IL-17A A%
REZ (B 7t ADelA 7] 82HE 7] 362 1gstth, o]& 7 WolA| Z47t dlol| ehxg 3/-ud thts
T ASR oASFHE 497 ofv| At 7] Aol ZHEI=(BMod) o] obv it AEe 7] 72HE] 2] 55
2 A%

T 2% AAd 30 Z1AE NHDF AA oz HUks IL-17A =" IL-6 Aol AAS yehdith. (A) Hise
206260( A thololt =) Hise-Z06282(MA AFZAE) B Hisg-Z06455( A 1) IL-17AE5 FHrahs wiA oA
Ak, (B) Z06260-ABD(Z4] tlolol =) Hise-Z06282(M A ALZFE), 706282-ABD(ZA AMZE), Hise
706455( W A 1) 9 706455-ABD(ZA) 1) IL-17A 2 HSAS &-h3dhe= wixlolA 243},

2 Ao 8ol 7141 ELISACl o8] A H Al 2 A2 E<¢Wo] ol RE 7 ¥olA AES IL-17A
TS yehdd, dabe 1L-174 A% WolA 710241(HEHE 119} vaste] HAE @ o= vepdrt.

T 4% AAd 400 7]A1E vlofmo] FA A FaE A7 Bold 419 AXE dEpdth. AlA e, 05
=, Zbzb QIzb IL-17A(ZA), Qz7F IL-17A/F(Z3) ) 9 A7k [L-17F(¥e 3 A) 1 o 3l
20nMe] Hise—BlL Z ¥WolA| Z10508(A A E 2)(A), 710532(AEHE 1)(B) & 715167(AEHZE 4)(C)e] FAF

= 5 A 8ell 71AE mkel ol AR < } AR ) 2RE | she] AgtAls wlatsto] A1 A A
(Ao ziy 7dshs 72 WolAle] e A% IL-17A F=% IL-6 A4ke] AAE vk, me d3As
E%F oA WA o R [L-17AF JAAFA L, xg% A3A= Az} AdHA e} Blwete] Z7hE 2usS shA)

o]

T 62, AAd 119 7]AE vl o] uHlopzo] Aol EAE, (A) ZAZ3363(MEHE 1244), (B) ZAZ3364
(W3 1245) 2 (C) ZAZ3365(AFHE 1246) 0] tfsk 17 IL-17A(3]A) 2 Apo] BT [LI7A(S M) ] 4
S vephdo. B3 gHozYEe wEs e 58 34 wx 2.5, 10 2 40nMel A Zhzbe] IL-
17A9] FALoll AF$-ahe}.

% 72 A 140 71AE NHDF AACNA IL-17A FE% 1L-6 Aake] dAE et & 7AE A&t v
A 7 wolAl 710241(HM D E 11; =4 W) 3} vlaste] oA 7-ABD-Z EZHE = ZAZ3220(A1 WE 1236;
A AM)E AR 58 A aE JEhdth. = 7By 7 WolA 706282(MEW IS 1206)E A= 7-
AB

g,

Al
D-7 ZTFE|=oA] 7 2 ABD Fo]oJE] Alo]e] JFoldt ©A Aolo] HIIE YeldTh, ABDS] 2t SW e o
F5k 429 (S WHEA] e z]i YAS 2= 7-ABD-Z ZEFE = ZAZ3174(F 9 E 1233), ZAZ3176(A A5

o

1235), 7ZA73234(AM DI 1238), 7ZA7Z3235(A DS 1239), 7A7Z3236(A DT 1240) L 7A73237(A G S 124
D7F vla= Sl

%= 8 AAld 1500 7]AlE hIL-17A =¥ KC-RHol A Z-ABD-Z EZE|HE=el o3 &% &4 A5 vEhd
o (A) ZAZ3174(A W5 1233)0] <9)dF KC AALe] $hAd AAAlE 2.5mg/kgd] LA FEHAUT. (B)
7AZ3220( X193 1236)0l o]dF KC AAke] ¢hAsh o= 0.4mg/kge] oA FE5EHATE. xF o] UEd &
F2 mg/kg B S8k pmol o R Al uf AR £xE 7b & dFdA HAE JAE vEpdth:
72% A= 0.1mg/kg ZAZ3220=2 FEEH AT, L0Q=AZF 34,

= 9, AAd 160l Z1AE vk o] SD AEe] it @l HEf(SAA) e vsh(3 A BA) Fo ¥, 7o
ABD-Z %a{}az (A) ZAZ3220(M WS 1236) 2 (B) ZAZ3363(M AW S 1244)9] oFEFH Z2ydS
oo g 9d w5 o Azke] A jlnh

5102 AAld 1790 71AE mRep Zo] Faw Fulel ek didk w4 Foeo] ArE yEhdit,
710199(M €& 1217) 2 Z-ABD-Z Z|HE= ZAZ3174(MEHE 1233)9 &5+ el

mlolr
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[0295]

[0296]

[0297]
[0298]
[0299]

[0300]

[0301]

SS50l 10-2683288

A=d v, 2 1g6 FAE ool AFEH] 3.

= 114, PBS 9 A¥¥ Hm—s} o], Z+Z} 0AF1 2 O0AF2 A A stsa AAd 19¢] 7| A€ NHDF AAo= B
A3t 7A73363(A BT 1244)9] AL JERITE. A) OAFL(ZA 1), PBS(AA3) 2 7AZ3363 H-A13+S] 0AF1
(WA thololE =), B) OAF2(9 A %4 ), PBS(AAFE) 2 7A73363 H-A)3}2] QAF2(WM A tlolollz= ),

T 12¢ Ao 180 71A1E ule} o] S E OAF1(ZA] ), 0AF2(W] A 4+7+8) 2 PBS(AI A )l A A1 3l
7ZA733632] AolXFU] Folol EFH ZRIYUS e,

T 13L& Ao 199] 7)AE NHDF AAoN A E3A] HCy,-714253 2 LCy,—2142539] B7FE veRdh, (A) 23
HCaa—714253(FZ=) 2 LCua—214253(5-=)9] & . (B) IL-17A § =% IL-6 A4k A, (C) INF-F=4d IL-
8 AAkel A, (D) INF & IL-17A-F-%% 1L-8 A4ke] oA, 704726-ABDE= & 371 A4 2 &4 dx

o]},
= = AAlel 200 71" wpek el 1, 4, 7 10901 20mg/kg(FA) H= 40mg/kg(3] ) o] A o
I Alolw B YsoldA] Z-ABD-Z ZE|HEIE ZAZ3363(AEWE 1244)9] FEFE TS Uit 3
o % = O A (A) 199 12k FAF 2 (B) 100l 43k FAFe] T4 418 yehdoh, 3 vl BF
Haks depdth

T 155 AT FoF A vF MelA Z-ABD-Z ZYFE = ZAZ3363(AEHT 1244) 9] FEEE ZE5AdS 1}
ERlt}. 150mge] 7ZAZ33632 0ol &84 8 MazA T3,
gy At et A &
O oF
]
37 AAldlE 34 gaZge] 7lwo| 7|wkete] AEFZ 17A(IL-174)S EA 33 Mgk 7 oA #xlo] 7
WS- FfAE . B AAE IL-17A A ZYFPE=E HE A qE9HE 1 WA 12223 A = 1o
25o] Qlth. AAldE IL-17A 2% Z9E =9 EA3 ¢ 7] e = Ajdad 2 AAY 7ss F
7t2 71 A gk,
AAd 1
IL-17A A3t 7 WolAle] A 9 ~338Y
=4 2y

F2 dulzo] nQEld3}: €1zr IL-17A(hIL-17A Peprotech V&2 W3Z 200-17; A9dHE 1226) 2 H
[L-17A(mIL-17A Peprotech 7}€Z1 WHIE 210-17; AEHIZ 1227)2 w=-9o](No-Weigh) EZ-Link A 3¥-NHS-
LC-H] 2 ¥l (Thermo Scentific, 7FEZ1 WH3E 21327)% 20v) & oz ALgale] A2oA Alzdxte] FHo
me}l v el BT, 1Ak 9% A5(PBS, 10mM EAF|O]E, 137mM NaCl, 2.68mM KC1, pH 7.4)0.29] F
& A WS AzPAe A wEt 24 FPAE(Slide-a-lyzer 3.5K, 3500 MWCO, Thermo Scentific, 7}
g2 HE 66333)5 AH&stel Tt

[L-17A 73t 7 ol x| tjAZgo] MW: HAXoz FEH[ZZF: Gronwall et al. (2007) JBiotechnol,
128:162-183]°l 7]1A1% ®}o} 22 AW = pAY025920l 4 24 Iﬂ, e 2] Q. 9hA] el Tl ol el 79
g WolAe] golueE|E Agsle] [L-17A AF Z WolAE AEgc). o] golueloA, 43w AF v
AABDE °FY ¥ AEREFFTA 5 Gl48=FE S vild o] GA3 1 Fe)E 7 WolAlel tE &9 dEUR
A AT, o] ol El= Z1ib006Naive. [12 FAIHI, 1.5x10 2ro]luele] T4z WA 27|
zk=rh, AW = glolH g Z1ib006Naive.IIE FHiale IFEAlE 25025 H o], Feto|(£.coli) RRIA
M15 A E[ZZ: Ruther et al., (1982) Nucleic Acids Res 10:5765-5772]%, 100ug/mL A do] B E% 20
o] FAE TREZ M3 uHx] [3g/L KH,PO;, 2g/L K,JHPO,, 0.02g/L $-2+4, 6.7g/L YNB(Difco™ &X A 7]

% w/o o924k, Becton Dickinson), 5.5g/L SF32% UF3E, 0.3g/L L-2dtd, 0.24g/L L-ol27]|d Ex
slolmgZRdlo|=, 0.11g/L L-ot=mazl 44355, 0.1g/L L-A=H2l, 0.3g/L L-ZFE4F, 0.1g/L L-Z

9, 0.2g/L 241, 0.05g/L L-8]~Ed, 0.1g/L L-o]&F4, 0.1g/L L FAl, 0.25g/L L-g4 E'_io}O]Ei
F2gol=, 0.1g/L L-WELd, 0.2¢/L L-sidgzhd, 0.3g/L L-Ald, 0.2g/L L-Ezled, 0.1g/L
L-E”EY, 0.05g/L L-E]241, 0.1g/L L-&4&] = A ﬂiaﬂlﬂr IS 37(:& 9§ % (Belach Bloteknlk

>~ r
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[0302]

[0303]

[0304]

[0305]

[0306]

[0307]

SS90l 10-2683288

BR20) el Al AAAA AT, AZ7F 600nm(0Dg) oAl 0.75¢) #3F &

TheFe] M13K07 @3 TR (New England Biolabs, ZFE=1 W& N0315S)E AMgsle] ZAAZATH. AXE 30
Eol wjgala, HERE, B3 FEE Ys 100uM o)Az EF-3-D-1-g oA En gAlo] = (IPTG) 7F B
=31 25pg/ml Fhbmbel Al 35mL/Le] 1.217M MgSO, 2 10mLe] W= A4 8N[129mM FeCls; 36.7mM ZnSO,;
.6mM CuSOs; 78.1mM MnSO,; 94.1mM CaCl,, 1.2M HClol &3flo] ®BZ==, wjF wix[2.5g/L (NH,),S0,; 5.0g/L
EX FZE(Merck 1.03753.0500); 25g/L FE(Scharlau 07-119); 2g/L KHPO,; 3g/L KH.PO,; 1.25g/L NasCeHs0;
- 2H,0; 0.1mL/L Breox FMT30 A¥A1]2 Hd] 20L2 FHAFHT. 600g/L FF2Z NS Hkg7]o] FF (U124

Lol =Ed@s W, i 2,609 wiekE2 100

oj\ ML i

—
(e}

o 15g/h, 17A17F L& H7]o| 40g/h)ste SFZ2-A3E FF-wlx4 S MA &0, 25% NH,O0HS] A5 3

A}, F715 BHEFIL(10L/E), falH Ak £35S 30% o)A R FAEESE wyty)
A S|

91 A= PEG/NaCl(EZe|dEdll S2|Z/AJUER)ANA FH Aoz HE 23] HAAA71a, dFsta, d[F
% Gronwall et al., supralel 71A®| ule} o] PBS 2 S| Al Eol &A1 FA .

H] 9 E]d3}lE hIL-17A(b-hIL-17A) ¥ H]QE]Y3}lE mIL-17A(b-mIL-17A)o] 3t AEE& 67)9] Aolst EdO
2 28 47 AlelE 2 FAY(RE 2). 3K 25 Ax, 48 FAH L AE AolFE Aoy IA] FEL 3}V
dejel A = g2 qA gtk AEE Y8 ATINETE ANW02009/077175% ] EAAH o2 V| AE ule} o]

Y. o] 18 3% A dF dEWU(BSA, Sigma, FEEL WHE A3059) % 0.1% EY 20(Acros Organics, 7}

g2 W& 233362500)0] HEFE  PBSE ¥ AFAER AEIAY. d9] 20 ou]-dEHe
tho] i) = (Dynabeads ) M-280 2~E 2 Eohi] Tl (SA beads, Invitrogen, 7FH= 1 WE 11206D)S} &7 94 2
Lo wjdo & AtolE 1 WX 3202 £t o] 3: A¥e AlEH BE F2 2 H== 5% BSA 2 0.1%
Eql 200] ®FE PBSE o H]-AGAIZATH. of9] 41 AEE RTe|A §HellA FAgar, AE A AL Abo]E
ol 2008 % F& Afo]FelA 12080]tt. 9] 5: o] 6.4pg b-hIL-17A X b-mIL-17A% Ing W =E A}
§3ke] SA M= Ao FA-1pA] HAe] x| o gt o9 6: 10ug/nl HEZA|EU0] HEHE
A (o] 7)o AAFAIZL o], FHElol(E.coli) TF XL1-EF A *E(Agilent Technologies, 7IEZI1 WHZE
200268) 5 #hell AR&gth. o] 8: 0.1g/L 494 A 2 0.01g/L HEZAI|EHo] B3E EYE A% FE9 9

E(15¢/L ©}7F, 10g/L EHE E(Merck), 5g/L &% FF%, 3g/L NaCl, 2% FFR=)E Al kol A3
thodl9] 90 Atz wlaske] 108) FEkel MI3K07 Y wiAE= 27 9A] Al gaAA.

AskE %A wE B S7HE o AAS AMEEt 58 S5 Ao ZelA FUtE dAAS VIAlskE, AE A
2Fo] AoE 3t7] 3% 20 AAH] 9L

[3% 2]

Yz} efojBele] 2 e ] HE )

Ato|2 | ME 2ro| 822 E ErEs] B 52 | MA 3= HCh 2 g9
=y My (M) ORI E Mg
E¥yo = HE]|9| Edoz g9
x| A%
1 1 ZIib006Naive. Il hIL-17A 50 2
2 1-1 1 hIL-17A 25 4 ol
2 12 1 hIL-17A 25 4 -
2 1-3 1 hIL-17A 5 5
2 1-4 1 miL-17A 50 4 .
3 1-1-1 1-1 hIL-17A 125 6 ol
3 1-2-1 12 hIL-17A 12.5 6 -
3 1-3-1 1-3 hIL-17A 1 8
3 1-4-1 1-4 hILA17A 125 6
3 1-4-2 14 mIL-17A 5 8 N
4 1-1-1-1 1-1-1 hIL-17A 5 8 ol
4 1-2-11 121 hIL-17A 5 8 -
4 1-3-1-1 1-3-1 hIL-17A 0.25 12
4 1-3-1-2 1-3-1 hIL-A7A 0.05 15
4 1-4-1-1 1-4-1 mIL-17A 5 8
4 1-4-2-1 1-4-2 hILA7A 05 12
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[0308]

[0309]

[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

[0318]
[0319]

[0320]

[0321]

SS90l 10-2683288

E 12 A2 WA A4 Alo]ER BslaL, AtelE 20014 47] EB(1-1 WA 1-4), Ale]F 394 57 E=(1-1-
1 WA 1-4-2) @ Alo]Z 494 67] EF(1-1-1-1 WA 1-4-2-1)2] A= ﬂl%@lﬁk Ao AbgE kA A}
o = o7 AlolZolA £EH IA AR 9 oF 20000 AA %, Bl @ FE& AE = -1, 1-1-1 2 1-
1-1-101A] A&},

AAL PBST 0.1%(0.1% E¢1-200] WEHE PBS)E AHgatel 1R Eob FAPn, §FS FATAHTEL A
W02009/0771753%.° 7141 w}e} o] 4= F T},

ELISAS 918 7 WojAle] A% 7 WolAl: P-4 Zglo]E(Nune, 7FEZ WE 278752) 4 100pg/mL ¢43) 4
g 2 0.1mM IPTG7} %9 ImL TSB-YE viA| Fo] AEZRE dd F2UE AFTo=zN AZXIAY. S o)
EZ 37Tl 18 WA 24417 ot vikaict. AEs GRS o8] A=slstar, 4000 PBST 0.05%14 A&

gAl7)aL, -80CE FAAA AEXY FHAYA FIS UEAAL. 524" MES 804 slEA7L, 52~
s T4S 63 WHEIT. 4000 PBST 0.05%5 dl&w AZol Hr7lsta, AEE gAEgld o3 HAasksic).

Eo] HF A Ae | AQUDEALE-[Z#####]-VDYV-[ABD]-YVPG (Gronwall et al., supra)®A FA
4, ABD°ﬂ et SHEZA 7 WHolAS T, s A7) 587 ol 27) 7 WHolAE XA ).

7 WolAe] ELISA 2=32d: It [L-17A°] thgt 7 WolA|2e] A3 ELISA AA oz FAgn. Ayt W4 96-4
ELISA Z# o]E(Costar, 712821 W3E 3690)E =¥ 4=A(50mM B EF, pH 9.6; Sigma, 7IE9271 W5
C3041) oA 3IA AT 20pg/mle] F-ABD 94 FA(AHH Ax) = 4TAA WA Z™-AIZT. A &S web W
i, AE w2 AFska, 1WA 3ARE SoF AEelA 100402] PBSC(0.5% 7HAIRle] B.E¥ PBS)Z AeAZiTt.
Ak GNs WP, 50u FRAIER &S Ao Hrbstar, =¥ @dtel] 1.5A1F EoF Aol wiFgict.
=34 2o =AM, PBST 0.05%5 FHAZA s dtialel H7Hsiv. s wet i, 45 PBST 0.0562
48] AHPYe}, ololA, PBSC Fo| 6.5mM FEoNA 50u9] b-hIL-17A% 7 Aol WM. ZH|ES 1,547
SR AZolA wiEE v, A7l ZIAlE wkek Fol AlEgiTh. PBSCOlA 1:30,0000.%2 3 E ~EFEctHd
4%¥ HRP(Thermo Scientific, 7FE= 1 WZ N100)E el H7lstar, ZdolEE 1ARF St widact. 7]
712 kel o] A3 5040 ImmunoPure TMB 7] (Thermo Scientific, &= W3 34021)S Aol A

>
=
Haha, SelolES AzgAle] 2He] wek Huldch. 450melAel EFE= WE (Victor) thE-2 =7
(Perkin Elmer)& AF&3slo] S 30},

AMAEA: ELISA 2389 % ¥aste], RE 28 A9EAS 93 AFAUct. PR 9HE 9 F2YZAEH
FEZAN L, AEEA e, BAFow FAlgMeR AN02009/0771755 ] 71A4Q wiel o] EA ),

iy,
&

[L-17A_ A3t 7 WolAle] 3A fxaZdo] AH: 77 &8 b-hIL-17A 2 b-mIL-17A¢] Wil 3% tlx=Zd o]

AW e] 47) AbelE Fol 5dt}.

Z WolAe] ELISA 2~Fegy: Hd T5 S 96-9 ZHolEdA H/NAI7]aL, ELISAZ

hIL-17A A3 @A) el 2= Pk, 42 7 HolA= 6.50Me] s Lol A hIL-17A0] sl 4v] E=83 oz
wE e, o3 e B3 gixatdl g F5FHA

AMAEA T MIREALS Al 47l AlelE Fo 53 F2o g8 Fadct. Z7te] ®lolAl= afdk Ad
FE 3, M HolA= Z##HHE A 1%% : 87H ofu| =4t zk7] Aol 7 ool ofuiAb A
d HEd AIWE 1200 WA 12162 o] vk, F39 IL-17A A% REZ= 7

A7) 8E=HEE 7] 36744 Alstt). Z4zhe] olE 7 WolAl oA s 3/-ua ohs FASE
AS5H 4970 ot 77] Aolo] ZEFE| =9 ofnl it MAE 7] TR2EE 7] 55704 AlAg).

HU
2 e R

[e=]
=
o

PAUE

B A, S) S5 AR AAH 0% A8, HisH 2 WolA % RS §3 2 WolAe) An
=€
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[0322]

[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

[0329]

[0330]
[0331]

[0332]

SS90l 10-2683288

His-tag z 7 Wolde] AmuFwd: 7k 7 WolAe] DNAY: eholReje] #E] pAY02592= %8 SHAZH. N-
B HiseS 2 @A 7 WolA Bxe] A 93 MHIRd Age 5F BA AR 7158 AR A

g (EAH oz £ e wH AFsE 7 wHo A sk ZAIZ/NFTH AW02009/07717535.0] 7] Al v}
28y, 7 $AA 9HS wd wE pAY014489 MBEEFZIAA ZYPE A<D MGSSHHHHHHLQ- [ Z#####]1-VDE +5

dolajel Aniied: 42 Wolde] DN dholneld) ME| phozsezei e SHAZC PO

ABDS} &3t 7 =
g3k Zafolw A8 AMgsle] Fastal, F5EHE A dH2 AFdasr Pstl 9 AcclE2 Hwdsta, wds
aAE A7 wE 9E pAY033629) %Mﬂ, ABD ®olA|7} PPOI3(AEHE 1224)¢1 ABD &8 w©dS 5
53}, g AE o] s TP H FHAE-S NGSSLQ-[Z#####]1-VDSS-PP013°] 2l T}

ek o] Ze}ol(£. coli) BL21(DE3) A3 (Novagen):= Z+zre] 7170 IL-17A A% 7 WolAY 4= dHS 3
F3le S av=g FAAIA 73, 50pg/ml FFUrlolAlo]l BEF 800 X 1000mLe] TSB-YE ®iX|o|A 37CE
ki, A Wtg S (28] Yall, IPTGE ODgo=2°1A 0.2mMe] HF FL= #H7bstal, wdES F712 5

AR SR 37TColA Wi g, AIEE AAEEdd o& 3.

e

Hiss-tags Zre IL-17A A3t 7 WolAl9] HA: tf=F 25g9] 72 Alx FI& 2 UH A (Benzonase. ) (Merck) 7F 5.

=8 30mLe] A &-=A(20md ¢ "‘_hjr F, 0.5M NaCl, 20mM o]w]t}Z, pH 7.4)el 150/mLe] E%=2 A-FErA|
Ak, ME 9y T AE 93H1HS ARG o8] AAS, ZF A NS 1nl His LB EH (GraviTrap) IMAC
A9 (GE Healthcare) “oll X*J%“D} eAES AE &FA(20mM JAAFEF, 0.5M NaCl, 60mM o]wthZ, pH
7.4)E AHs] AAsIa, IL-17A A% 7 HolAlE F&Fow &5 %wxﬂ(ZOmM SIANUEE, 0.5M NaCl,
500mM oW thE, pH 7.4) = &EA T

1=
7

ABDS} &% IL-17A 2% 7 WolAle] AHA: h=F 1 WA 2g9] Z+ Al S ‘?ﬂiurxﬂ(Benzonase®)(Merck)7}
B2 30nL TST-2H&A(25mM E 2] 2-HCl, 1mM EDTA, 200mM NaCl, 0.05% E<1 20, pH 8.0)cl A& AT}, =
Aol oe Mx stz P AR o A3 F, 7 AHAS F-ABD =R AR g
L opt2=2 58 f5 A7 Ao A&, TST-¢9=A4 2 5mM NHAc(pH 5.5) ¢+EA2 A3 5 ABD &
H 7 WolAZ 0.1M HAcE &&AZth. 3-ABD o7tz A zZRntEIHI AHA AR LA
glof, oPEUEZHMANS 1099 HF v==2 H7bstal, A1&S, vg RPC &7 AC0.1% TFA, 10% ACN, 90%
HE3A 7] Iml @A *(Resource) 15RPC A H (GE Healthcare)o] #3}git}k. RPC &v AZ AY A3
el Sl dLe oomLol ths] A& Ful 0-50% RPC & B(0.1% TFA, 80% ACN, 20% 2)= &&AAT. ¢
BD-§&¥ 7 HolAE i3l £8-2 SDS-PAGE #4ol o3 sAsta, EFF. RPC AA &, 9 ¢
= PD-10 A% (GE Healthcare)S Ab&3ako] PBS(2.68mM KCI, 137mM NaCl, 1.47mM KH;PO,, 8.1mM Na,HPO,, pH

ok

=

F‘Jg
(<

o -
o=

ol -y ol mE Hr o

2,

gty 7 WHolAE 1l oﬂlEE%‘j(EndoTrap®) A A™ (Hyglos) Aol A

GO RS emE (Nanbrop’) ND-1000 BHFEA B 7 wulde] T AFE AL8eto] 280mel el §
‘?6}_1-:_% %78]7_5}'0:1 @78] ;\EE}’ /\1:L _:rf_ul-/\] ] S_E’ii Oﬂﬂ}\_]iz‘sl, SDS-PAGE = v‘i‘dﬁ}'i’_, 7_}- ngﬂg_ 7 @0124]9] %%_]/‘j
L LC/NS BA S AEsle] Beldith

47

ik Bl A ol5e] C-Ewkell A ABDOl &3t Z WolAl uk oly}, Hisgtags zte IL-17A 23 Z WolA|
g o] ZTelollA 7HA FHA AYEEA LFAZT. dEF L WA 5g Al Aoz RE Gl Ao

F 28Ol A FHEES SASte] ERFEH R SAAAL, Fold IL-17A 27 Z HelAel sl oh=f Smg W
% 20mg WA, Z7he] HF wuld A A9 SDS-PAGE ¥4 olEo] F& IL-17A AF 7 WolAE sl
s UEbdth. ZHztel 7 WelAle] AEe T B BAS HPLC-MS Al ojs) &<l

T8 1L-17A A% 7 WolAl9] Ao Hrut

A4 27 R ARolAEWNHDF) = IL-17A2 A=A] IL-68 AAkslar[3%: Chang and Dong 2007, Cell
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[0333]

[0334]

[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

SS90l 10-2683288

Research 17:435-440], Ao ® W&d IL-69 4 H7H IL-17A9] se dabdct. webs, IL-17A9]
A Agsd ¢ A AHA T 169 FaE fEdT. 2 AAdCA, AHE dRoR Ee
ABD(PPO13; A& 1224)¢ 33l IL-17A A3 Z ¥elA 206260(A AW S 1200), Z06282(A A/ S 1206)
2 706455(A B 1214) 9] AeS BEet] 9l AREE AT

23 2 9y

Hisg—Ef—L Z-Ho| A S AF&3F NHDF A : NHDF A ¥ (Lonza, 7}VE=1 M3 (C-2511)+= A =72 <1x(Lonza,
g2 H3E CC-5034)7F Fa8 AfobAE 712 vix|(Lonza, V221 HIE CC-3132)o A widalct. A3 1
o] Ao, 10 AEEZ 96-2 ek Z# o] E (Greiner, 7221 W% 655180) Aol AT 100z w2, A
o, IL-17A —E—ola 7 WolA HiseZ06260, HiseZ06282 2 HiseZ064559] 3]A]MS Hifo] 96-4U Zo|Ed
A AzPE, Z FelAE 0.031nM hIL-17AE $HishE aiXol A 3130nM=Z5-E 0.2nM7FA] 38l ©Al= g i),
0.031nM hIL-17A%} A WA= S-FsbAY A @5S s } =t ¥k olyel, hIL-17A9] EF =44
w3 A2 h0.002 WA 31nM). AR w3k NHDF xﬂ;—g— b= ZYolE Fo wixE BT, AY

T4 AE 9 g 2TS AE-g SYolER AT NHDF MEZE 18 WA 24A13F < 37TCAA A=A
, Aol 0] [L-6 GL%_%]:S_ 5} ] ]ZHQ IL-6 Eo]x% ELISAES /\].Q.o}oq S0 g Ak},

o F{
rulu 1

T
as
=
L
al

Hise—ElZ 2 ABD §3t¥l 7 WolAlE AL23%F NHDF 7 A: NHDF MEE 7] 7|49 upel o] Axgct. 243 o
o, IL-17A Eo]& 7 Wo|A A= HiseZ06282, Hiss-Z06455, Z06260-ABD, Z06282-ABD 2 706455-ABDS] 3|41
Mo Hio] 96-9 Z#o|ENA AxFTE. 7 WolA] AAELS 0.031nM [L-17A 2 8uM HSAE 3H-3f
A 780nMEHE 0.20M7bA] 4w A= AN sHF A Wb ofyEl, RFE IL-17A 41 % dix
71 7178 vrel ol gt
IL-6_ELISA: 96- Zul W& Zgo]E(Costar, 7/FEE1 HE 3690)Z PBS(50u0/ D)ol A 4ug/mLe] §E=
IL-6 222 a4 MAB206(R&D A~E) oz 3EE L, 5 4Co|A wjdsitt, e &, ZyoES X5
2 23] AIASEaL, 2413 B<QF PBS + 2% BSA(Sigma)Z AHAIFH . 2u FA) Al2]2(0.2-50ng/mL) 2 X 43 IL-
|

6 T (R Al2~¥ A JE 27 W3S 206-1L-50) 2 M AR Zeo|EZRE e AHNS FEE ELISA = o]
EGou/ )l H7kstan, 1.5A1F 5 A A widdnt. ZHolEE As ELISA AlF7IZ2 43 AlFsta,
0.25ug/mL(50p0/ )] B2 EIY3} &-11-6 ZE = A (RGD A|2=E 2, BAF206)E #H7talch. 1A7F < w)
st T ZHo|EE AMAHstL, 8000ME FAAF 5009 AEBNEoM|Y-HRP(Thermo Fisher, 7}/€9271 W%
N100)E Ztzhe] ol H7tgch, 1A F71 ol 2 &4 Az &, ZolEE A9 500 TMB(Thermo Fisher,
JtgE1 U3 34021) = ARsta, vS 500 2M H.S0.2 AAA AT 450mmol MY EFFEE 96-9 ZHoE
BE7) (Victor Vol ZAeta, 7 BZ Fo] 11-69] $EZ AT, Az a9 go] At Ao 1L-6
Aol MBE-EZA AAE o]

100_[(ABSIL717A A T ABSHH%‘) / (ABSMHX IL-6 prod — ABSHH%‘)] ><100

Al NIDF HA o RRE]e] Axp= BE 370 Z WHolAl Hisg-Z06260, HiseZ06282 2 Hisg-Z064557F &3 o]&%
Ao [L-17A 29 IL-6 BAFS AAAI S-S WERTH(E 24). 1050 g2 tiEf 40 WA 140nMSA vt

NHDF A4S, AW 2105 2iebs 45, Fded sl fA€ 43s gdstr] a8, AR HSAS] EF
ol e g Z WolARE Wk AA WA, ABD= EFWIH AFE Zlola, w11
3 W72 Agd Aol Axe ABDY §¢E RE 37 AFA} Hise-elL 72 WHolA et F5skAY w

FsAl IL-17A fr=8l IL-6 s Abdshe & Jebith. A2 Ao R R E 9] 1050 g 3 39 8.oke o]
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[0342]

[0343]

[0344]
[0345]

[0346]

[0347]

[0348]

[0349]

[0350]

[0351]
[0352]

[0353]

SS50l 10-2683288

HSAS] EAetol] [L-17A FEE [L-6 A AFershes Fa 7 vlojao] g 1050 7

2ME Z'HOo|H|2| MEHS IC50 (nM)

Z06260-ABD 1200 8

Hise-Z06282 1206 16

Z06282-ABD 1206 15

Hiss-Z06455 1214 67

Z06455-ABD 1214 15
FRER!
IL-17A A% 7 oA A1 A& gfolugd]e] AA 9 15
2 AAde A, A gelnHEE A 2 FHICE. geolrE s FrFe] IL-17A A3 HolAe] A 93|
ArgE. A4 glolBdEl2RE e AHe B4 TUlE s S 2te AdAE AFee Aoz AT
Z: Orlova et al., (2006) Cancer Res 66(8):4339-48]. ¥ AtolA, dgs} dd 7te A, A 54

e AN 2 TES B9E sl e AER-F DA S A

23 2 9y

grolrelg] AA: goluyEl= AAld 1o 714l viep &
128 golrelgoA, 7 ExF 2AE=CdA 137] 71 9]*
dol| 7123 Mol wep 54 oAt s | A . DNA A=, Xnol 2 SacE 93+ A
F-9lel o8 A3 FgshE ofwmAal Ao FE WP} 9 20 digt 39 LS E£33k=, DNA
2.0(Menlo Park, CA, USA)EH5-H F&3 3}7] 147bp M DS §Hidte ~253-F A4S A&t AT 5
- AA ATA AAT CTC GAG GTA GAT GCC AAA TAC GCC AAA GAA NNN NNN NNN GCG NNN NNN GAG ATC NNN NNN TTA CCT
AAC TTA ACC NNN NNN CAA NNN NNN GCC TIC ATC NNN AAA TTA NNN GAT GAC CCA AGC CAG AGC TCA TTA TIT A-
3'(MEWE 1248; AH3F ZE=S NNNSE BAFo] ). Z &2 2AE=CA 1370 7FH Z 94#(9, 10, 11,
13, 14, 17, 18, 24, 25, 27, 28, 32 2 35)5 X 3lel= AL glolBelg|oA ofux=il F7]¢] o234 B¥x

£ 40 ATH Utk $E5HE o7 gholnely 271 6.1x10 WelAelt}.

>

=R [L-17A A% 7 WHolA| 9 Mo 7 %3},
I3 1200 WA 12169 Ael® 7 Wolx] A

T 9
%2,
= O

[ 4]

glojBala]l H7A, A1 H=

Z HO|N| 2X} S| M3} (O}0| =4k 2k0{) |ofO| =it |H|E

ofo| = A 2| ES

9 AHMW.,Y 5 1/5

10 A,D (60 %),G,L,N 5 1/10, 6/10 (D)

11 D,E,F.NQR)Y 7 1/7

13 AE,QW 4 1/4

14 F.LLM,V,W 6 1/6

17 AF.QW 4 1/4

18 A,D,E,LM,S T 7 1/7

24 AHRTW)Y 6 1/6

25 A,D,H RV 5 1/5

27 A,G,Q,R,S,W 6 1/6

28 F,H,K.N,R,S, T,V.Y 9 1/9

32 A,G H,I,QR,SV 8 1/8

35 I,LLN,R 4 1/4

olH & = ol = 12 Alo]E9 PCR &9t AmpliTag == Zg|w2kA| (Applied Biosystems, 7}E =1
H3T 4311816)5 Algste]l SZA 7|1, EHE AYHELS FHFAe FHo| wat QlAquick PCR A A 7] E (QIAGEN,
FIE2 WE 28106)2 HANT. HPst FolBde] @ AHAlE EF& A a4 Xhol R Sacl-HF (New

England Biolabs, Z+Z} 7}&t=2 1 3 R0O146L % 7lEE21 HZ R3156M) 2 A3A|7]31, QIAquick PCR AA 7]
EZ i85t FHAATY. FEHEFor, AAHES oH] 2.5% o722 A (Nuisieve GIC agarose, Cambrex,
Invitrogen)& AR&3te] A A7GsA71L, TFA] F3e we} QIAGEN Gel % 7IE(QIAGEN, 71&=1 W
3 28706) 5 AbEate] A7) ARFH AAZ.

=

A u= WE pAY02592(HE-A A o w2 B [ZZ: Gronwall et al., supralol 71A1% wvle} Zo] pAffil=A])+=,
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[0354]

[0355]

[0356]

[0357]

[0358]

[0359]
[0360]
[0361]

[0362]

SS50l 10-2683288

HE/ZFR2XE F5 2 oAeh2 AAZ AEse] AR 53 2402 AP, Agd g3 2 738 g
2 Ao 2A17F =< T4 DNA @ 7}A (Fermentas, 7F2E 7 W35 ELOO11)E 5:19] HH]|E AZAA 7 o}& vhaj
° | DNAE ¥HE/ZE22XE 35 2 Jdes AAld o) 3<=star, o]ojA 10mM E]-

)
HC1(pH 8.5)¢ll o}, weba, 9WE pAY02592 ZHHE 7 WolA] Fo 5= goluyge 44 2EHE
s g GREE g 48w A% el (ABD) ol &= AT,

(o
e
>

AZA W& () 2F 160ng DNA/ B A A3 H714 27 o). Febol|(£. coli) ER2738 A ¥ (Lucigen, Middleton, WI,
USA, 50u0) W= AZTHZAZATH. A7|-HE 235, (o], Zghe] ER2738 M27F 3wd) = Il 34 viAE
A7 k. FAASE AEE 37TCAA 607 st Wi, AES A 9 FAARA Fo SAHS 98 AF

2, 10pg/mL HEZALIEH 2 100pg/nL o] BZH 109

gk, ololA, AMEE EHsAL, 2% ST

TSB-YE #jA|ell A 37°ColA WAl wjkgict. AEZE 4,000go2 15% F<t A= statar, PBS/FAE &9 (e
40% ZEAE) O AFEAAT. AEE 38k, 80TeA Ak, 7 WolA go]nERRE] FELE
gHrES ASeta 5E dolnHE grista shelue] A nlaste] 75 eolne e AuE 3
7hab7] el A ek, A AAld 1o 71AE whep o] i, obwit 2S5 S

ERIECI E B R PR k)

AUIE dhelnelel® e FeAE SEoZyElY] ALS lgl 2FnE 0mgd YAER o

Egpato]F el HEFH 10L9) TSB-YESl HE . AE7F 0.529] 600nm(0Dsoe) oA 0] B8t Wiee] w=2d 44,
%

S = whre] MISKO7 @¥ A AREshe] o= 1.70e] wid=s
olA WaExE WA wa wiA[2.5g/L (NH).S0.: 5.0g/L &X F=E; 30g/L EHE, 2g/L KHPO,; 3g/L

KH,PO,, 1.25g/L; NasCeH:0; - 2H,0; B2 =2~ (Breox) FMT30 AXA 0.1mL/L]1= Ht) 10L7FA] E-AAZ . 7] A
S H7 gk 10mL YA Y 25mg/mL; 5mL ZFubelo]lAl 50mg/mlL; 1mL IM IPTG; 17.5mL/L 1.217M MgSO, 2
5mLe] "] ¥A FM[129mM FeCls; 36.7mM ZnSOs; 10.6mM CuSOs; 78.1mM MnSO,; 94.1mM CaCl,, 1.2M HClel &

AT, AEE 308 St 1)

A

3], 600g/L FR= 94 WS AAA 3.5¢/h, 204 F WlF FRAA A5 37,50/ FFehe
FEaz A TR-NAN WS AN 256 NLOHS) AF A7 Be), phE pl 7R 2EAT. I/ B

=3t (5L/8), WHH7E 500rpme. 2 AA T, 24A7Fe] ZHF-wl X2 wlF F . ODgo 19.49TF. vl F9] A

O

F 15,900g% PAREEe] AAS T, 5] Yap= Ao 1] 7]AE wpe} 7o) PEG/NACLON A 23] A o
S REH FAATAL, oatstar, PBS B FEAEC] SRt oA A5E Al AREE wf7bA] 80T el A
A7t
47

olne % Az goludes Asd A% 54 2 IL-17A 2% 7 WolAle AEd 7]xste] A7)
Fp (A 12 3). AAE golueele] o284 A7) 6.1x10 Z WolAAT}. o Zelo] ER2738 Al Lo
g AAAE Fo GAol o5 AW holneiE e HAl A7) 4.5x10 FDADAATH
grojreje] FEe 967 FAARA ] ATl o) R o5 AA MEE ol&H At vadomH Al
k. AAlE shejreiiel Hlatste] AA] ol e]e] FEE WA AoR yeyt. mEbd, I
17A0] gt A= Al s dolnde= dedoer #5523
ZAle] 5
Al A< groldele e e 7 WolAo] A, ~3ed 3l 543}
=2 2y
IL-17A A% 7 WolAle] x| fagefo] A¥: w4 @z hIl-17A % mIL-17Ax AAld 10 7148 vpep 2
of MBS, Al 4ol ZIAE wieh o] 7 WolA] glelHeje|e] A=y wlejHeElE AR b4

tZo] AEL 317] dejet A hIL-17A 2 mIL-17Ad] thsk 47 Ale]E = Fagrt. o€ 1: PBST 0.1%%
A SEAZ AREFTE. Mo, BlA FH(FCS, Gibco, 7FEE W3E 10108-165) = SIzF &3 odywl
(HSA, Albucult, Novozymes, 7}E=1 WH3Z 230-005)= ZHzF 10% % 1.5uMe] HF s==2 A¥H d=Ad H7}
ok, o9 20 u-AE dAle FH] A5S SA HE9 A sjFT RN Alo]E 12 FYP Pk, o9 31 MAE
of AHgH EE B 2 H=x 3% BSA 2 0.1% EY 200] BZ9 PBSE o H]-2FAZTE. o9 40 A A 7HE
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[0363]

[0364]

[0365]

[0366]

[0367]
[0368]

SS90l 10-2683288

AN FhE AAHE AAsHE A

AtelE 1, 2, 3 B 404 Zkz} 140, 70, 60 B 50+l Ak,
Aok B4 FE D SE o) AAS Asd] £58 54 Aol
M= & 5ol AAE Sl
[ 5]
A1 A= glo]H el ZHE HiFe] 7ja
Ato] HE 2tojeaiZ| 7Y 2y (12MH| 102 | FMAHH | st7]
2 Ezy EE Mg sk + MH %= = pHOIlM
EozHE9| (nM) 8
x| A5
1 1 ZIib006IL-17A.1 [ hIL-17A 25 2 - - pH5.5
1 2 ZIib006IL-17A.1 [ hIL-17A 125 3 - - pH2.2
1 3 ZIib006IL-17A.1 [ hIL-17A 25 2 - - pH2.2
2 1-1 1 hIL-17A 125 6 - - pH5.5
2 2-1 2 hIL-17A 2.5 10 - - pH2.2
2 2-2 2 hIL-17A 5 6 - - pH2.2
2 3-1 3 hIL-17A 7.5 10 - - pH2.2
2 3-2 3 hIL-17A 12.5 6 - - pH2.2
2 3-3 3 miL-17A | 125 6 - - pH2.2
3 1-1-1 1-1 hIL-17A 2.5 10 - - pH 5.5
3 2-1-1 2-1 hIL-17A 0.05 15 1 - pH2.2
3 2-2-1 2-2 hiL-17A 0.5 15 1 - pH2.2
3 3-1-1 3-1 hIL-17A 0.75 15 1 - pH2.2
3 3-2-1 3-2 hIL-17A 2.5 10 - - pH2.2
3 3-3-1 3-3 hIL-17A 5 10 - - pH2.2
4 1-1-1-1a 1-1-1 hIL-17A 0.05 20 - - pH5.5
4 1-1-1-1b 1-1-1 hIL-17A 0.05 20 - 1 pH5.5
4 1-1-1-2a 1-1-1 hIL-17A 1 12 - - pH 5.5
4 1-1-1-2b 1-1-1 hIL-17A 1 12 - 1 pH 5.5
4 2-1-1-1a 2-1-1 hIL-17A | 0.0025 30 - - pH2.2
4 2-1-1-1b 2-1-1 hIL-17A | 0.0025 30 - 1 pH 2.2
4 2-1-1-2a 2-1-1 hIL-17A | 0.025 20 - - pH2.2
4 2-1-1-2b 2-1-1 hIL-17A | 0.025 20 - 1 pH2.2
4 2-2-1-1a 2-2-1 hIL-17A | 0.005 30 - - pH2.2
4 2-2-1-1b 2-2-1 hIL-17A | 0.005 30 - 1 pH 2.2
4 2-2-1-2a 2-2-1 hiL-17A | 0.05 20 - - pH2.2
4 2-2-1-2b 2-2-1 hIL-17A 0.05 20 - 1 pH 2.2
4 3-1-1-1a 3-1-1 hiL-17A | 0.025 30 - - pH2.2
Ato] ME 2rol =2z 2| Y Y (12 MH 102 A MIH 8171
2 = X 5= + |Mma| = |pHoiM
Eajo 2 8E9| (nM) 25
x| A
4 3-1-1-1b 3-1-1 hiL-17A | 0.025 30 - 1 pH 2.2
4 3-1-1-2a 3-1-1 hiL-17A | 0.25 20 - - pH 2.2
4 3-1-1-2b 3-1-1 hiL-17A | 0.25 20 - 1 pH 2.2
4 3-2-1-1a 3-2-1 hiL-17A | 0.05 20 - - pH 2.2
4 3-2-1-1b 3-2-1 hiL-17A | 0.05 20 - 1 pH2.2
4 3-2-1-2a 3-2-1 hiL-17A 1 12 - - pH 2.2
4 3-2-1-2b 3-2-1 hiL-17A 1 12 - 1 pH 2.2
4 3-3-1-1a 3-3-1 mIL-17A | 0.05 20 - - pH 2.2
4 3-3-1-1b 3-3-1 mIL-17A | 0.05 20 - 1 pH 2.2
4 3-3-1-2a 3-3-1 miL-17A 1 15 - - pH 2.2
4 3-3-1-2b 3-3-1 miL-17A 1 15 - 1 pH 2.2

AROlE 1914 EF 1-32 A2 WA

A4 Aol Eoll A
(1-1-1 WA 3-3-1) L Alo]Z 494

B,
247 E

_38_

AbolE 204 67 E#(1-1 WA 3-3),
(1-1-1-1a WA 3-3-1-2b)¢] FAZS A3, Al
PBST 0.1%Z AF&3le] =8gct. ey, Ato]lF 304 E™ 1-39 A, AlH 9 3= 108
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[0369]

[0370]

[0371]

[0372]

[0373]

[0374]

[0375]

[0376]

[0377]

[0378]

SS=50l 10-2683288

. =
o] 100mM JAHEE, 150mM A3hFES (pH 5.5), 2 500p PBSE F3H& AFE-3)

of
7 Slxbe] FE: A AlolZ 13 2 Aolel A Qixe] FEL §7] 3 clelsl g BAHow A 1o
1A vheh ol SaAMTh. o9l 10 o] Febol BR2TISS A FEo| AL&HTH. ool 20 MIsKoT AH HA B

sul wero.w ALETh. ool 31 AW AlolZ 29h 4 Alole] A AAte] FEL thewt o] FANT: HA 9
; 129 2 100us/nl, 931 70)

A2 214 o). Fgho] ER2738% APAIZ ¥, 2% SF A=, 10pg/ml HEZAFO

B3E TSBE H7bshar, 30 &<t 37°ColA 3dA7IHA mfgFRek. o]oA], Alda MISK07 &y A= Y
ARG, AAE Alde dadeel ofs) 2=isketar, 10uM PTG, 25ug/ml Zhdvle]al 51 100ug/ml )A€ el
B TSB-YE wjx|ell A@EAIZIaL, 30TCelA WA AR, WA wiges ddeesta, 4 5o 3
A 4AHE PEG/NaCl fsAl= 23] HAAZG. vpAgtes, x5 A8 SS5Ad AdEA2 b5, 55 44

ApolZoll FJAF ).

HZE Ad Afo]lEddA, 224 ATE £EE2 YA, SIAAIZl $, ELISA =389 AleE s dd &
2UE gdAslr] &l 0.2g/L gujA@o] BE% TBAB ZHo|E(30g/L EHE= g9l o}yl 7]%, Oxoid 71E=E
I W3 CM0233B) Arell =23,

A Al ARA: Goldh A EReRRE A FEE MRS A AAAT. A @
o5 3 AR B A 24 BEA R AN 1 7R ZAE vke 2ol SR

z WolAle] BLISA 2sed: Z WolAlE dHrehs & 22U (AAC 1o 71A4€ Z WolAl ABD &3 THd=
A RS s golnede] A FEoRRY dFeR AHeta, 2PAR AAd 1o ZIAE vieh 2
of wiFEelA FEAZ. FRAED Nl Az % ELISA 2=32d2 B 817] 27) oelek A BAA
o2 A9 19 7IAF viek 2ol . o9 10 ¥ EI3} hIL-17A% 0.4nM9] FEE AL}, o) 2:
AAp AERAH 7 oA 206282(MEE 1206)9] FHAMEAE 38 YA dlzwom ARSI

Z o)A EC50 w4 TL-17A A3t 7 WolAe A2 AJ7] 71A1E ELISAE AF&3lo] b-hIL-17A9] 3|4 AJg]=
off gk vhg-o] A4S ). HEdstE 14 didS 6l wE= HUbelal, 1:30.25E 8pM7bA o
Ao 2 SMAIATH, w7 dEzToEA, 7 leﬂ wgk 24 9d HrE glol Aok, Ak IL-17A 43
Ho 1206) 5 FFate FHAEE A °

=

o
2

H|- o

A}

Mg IL-17A 2% 7 WHolAe] 9A] gaZgo] A¥: AHE 747t 4] Alo]EFS 38k & 247 ¥E Edo
2 S, Aol A Ede 33 g, 14 F 7191 IL-17A B 5™ IL-174), A A3, A
Z71 2 &% hFA 9 plizh Ao, Az 1L-17 2 pll 2.204 9] §EWS AEE AW Edo2RE 793}
T 282 ELISA 2389olA Ha Hes 2t Aoz v

AEHs: A9 AFHE 2SS AGRAAT. 42 s Z HolAlE AAld 1o 7]AlE ule} o] AE W3
ZHHH R A AZATH. AR, 932719 MRS 1§ 7 WHolArt SAEYT. 87] ELISA 23 dol A 494719
Ha e WolAle] S, 587 ofniAl 7] Aol 7 WolAe] ofuxil Ado] MEWME 1-3, AEWE 11-
16, 93 28-31, AEHI 36-63 D NGHSE 67-51984 L 1o F£2Ho] Jvt. FAHE IL-17A 23 =¥
= ZF Mol 7] 8EFE 7] 36744 Atk Zhzbe] ol 7 WolA Je] ehAs 37)-vpA ok
A3} 2

= ALR dFH = 497 ofr|xAt 7] dole] ZEIRE =Y ol Al MEL Y] 7T2EEH 7] 55714
S

Z WolA] ELISA ~=ed: 47 A AtelE Foll 5% S8 96-4 %—a]olEoﬂH AJ5ketal, ELISAE AHE
sto] QIZE IL-17A A3k &4 s ~a=d 3. 2 dd A =
o] 49470 0.4nMe) sl A hIL-17A¢] dis) 3u) B3 iz H L o] L(o 15-2. OAU)A flasess xﬂ%s}—t—
Aog WAtk 4 Amv EE AE EORRYH s It ANEHNY. 298 dEa

0.055-0.075AU¢] &3== 7}

flo
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[0379]

[0380]

[0381]

[0382]
[0383]

[0384]

[0385]

[0386]

[0387]

[0388]

[0389]

Z_¥olA 9] BC50 ¥-A1: A7) 71A% ELISA 23239 Aw(1.25AU8

o] Wolol 7]xsto] 7 WolAe] MEAES AdWstal, ELISA ¥HOR %2
S 6nM WA 8pM WSSl b-hIL-17A9] A< A& 7 wjddc. o
12000 & FHfobs FUAEE AEE 4 drwer ARG, F5E @
AT 6).

[
ELISA B P4 oZFE ARFE EC50 7

5

=]

6]

zHolH | MEHEB EC50 zHol | MEHE EC50
B 1% o I8 T o
Z10210 36 1.1x10° Z10703 48 7.5 x 107
210241 11 3.4 x 107 210708 49 4.1 x1071°
210255 37 4.6 x 10710 Z10710 50 5.4 x 10-1°
210257 38 6.7 x 10-1° Z10718 16 5.1 x 10-°
7210433 28 9.4 x 101° 210728 51 5.3 x 1010
210459 39 4.7 x 10'° 210745 52 6.8 x 10°1°
210462 12 3.4x107° Z10756 53 6.4 x 10°°
7210465 40 5.0 x 101° 210759 54 6.7 x 10-1°
210470 41 4.7 x 10" 210775 55 5.1 x107°
210483 42 4.0x 1071 210778 56 4.7 x107°
Z10508 2 3.8 x10° 210779 57 5.7 x 10-1°
710529 43 6.4 x 10°1° Z10800 58 6.4 x 10-1°
710532 1 3.6 x 10"° 210807 59 6.0 x 10-1°
210534 13 4.1x1071 210844 60 7.5x107°
Z10550 44 7.9x107° 210857 61 4.5 x101°
210565 45 3.8 x 10 210858 62 5.2 x101°
210566 14 5.5 x 10° 210859 31 6.9 x 10°1°
210675 15 3.6 x 10°1° 210863 3 4.5 x1071°
Z10676 46 4.0 x 100 Z10914 63 5.1 x 10-°
Z10690 47 5.9 x 10-1° 206282 1206 5.0 x 10°
2A 6

IL-17A A%t 7 WolAe] A2 d< ete|pneele] HA 9 75
w AAdlAM, A2 s SolBeels 2dH R A 4ol Y]AlE wkel o] FHIAG. gfe|HYP = F7t
o IL-17A 23} 7 ®olA| e e *}%@iﬁ‘r.

=4 2y

gtolBelg] AHA: gholHelgle AAJd Solx M SAskE IL-17A 2% Z WolAle] Aol 7 =3ct. A
23 golaggloA, HAAle 4 B 5o ZIAlE s golHejE|oA WA 7 22 2HEE T 1370 A
=, EC50 ghellAl 3770 Har s wWolAle] 7 WolAl Adel 7| xats A=k wel, 54 ofwwAit 17 E &)
AFgE o] ATHE 6). DNA FAE =Z3-F S 436}0% AR, DNA 2.0225H FEIrt. o= AT
H-9] Xhol R Saclell &l Q1 ofmieit Ade] i ddsie v 1 % 25 IZYsteE thE 14TbhpE T
th: 5' - AA ATA AAT CTC GAG GTA GAT GCC/GCA AAA TAC GCC AAA GAA/GAG NNN NNN NNN GCG NNN NNN GAG
ATC/ATT NNN NNN TTA/CTG CCT/CCC AAC TTA/CTC ACC NNN NNN CAA/CAG NNN NNN GCC TTC ATC NNN AAA TTA NNN
GAT GAC CCA AGC CAG AGC TCA TTA TIT A - 3' (M L9¥3E 1249; AP3}d FE=S NNWNez yepdith), 7 23 &
ME=o 670 7P8 ofum]=At 91X (11, 14, 18, 25, 28 % 32) % 77§ &9 ofw=at (9, 10, 13, 17, 24,
27 % 35)E st AZE FolryE] F9 otuxAt ]9 o]E24 BxE x 7o AAEH Y. FEIHE

o]27 go|H el 3.9x10 Wol gl

golueg 5 golBygs s o
2% FF3Z, 10pg/nl HEZGA o) ZFH 2 IOOﬂg/mL

WA 2= Az AAVE golHe s ks v A5 A7 ST Az, FAvE gte|H
dels et FAEEFHY] AEE 26 S5, 10ug/nl HlEZA ]S B 100kg/ml o :
¥ 0.5L¢] TSB-YE wjA|ell A HEth. M FELS Dol 0.60] EDE wj7hx] 37CelA AFAI71a, g
Gz Sul = FFe] MIK07 Ay A S AREste] AAATZIAL, 407 EF 37TA wigFt. Mg T2 Al

= gARg e 9o&) FAsIEa, 100ug/ml SR, 25ug/ml. Fhalol Al 20, 1mM IPTG7} 2.=% TSB-YE #j

qom Aol 4o 7lAE upel o] FHIT: AE
vddo] BE% 0.5L2] TSB-YE wiA|ell A wAl w3,

jas)
==

e
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[0390]

[0391]

[0392]
[0393]

[0394]

[0395]

[0396]
[0397]
[0398]

[0399]

[0400]

[0401]

[0402]

SS90l 10-2683288

Ao faA 73, 30T 18A17F B9k A AT, wlEF, AEE 4,000g014 QAE ] o& Hensts)a,
wjRle] ZHFSkE ¥A] YRS PEG/NaClell 23] AAAZ] ©fL, of3lstar, Ao 1o 7]AlE npe} o] PBS ¥
e A E] G, A A5 Ao AR&d g7kx] 80Tl AHFI).
[% 7]
glojH ezl 47, A2 =
ZHo|N| EXt | M (010| A 2F0]) ofo|i:= 4t [H|E
2| ofol =t e
21%|
9 A 1 1/1
10 D 1 1/1
11 A,D,E,F,G H,ILK.L,M,N,Q,R,S, T,V,.W 17 1/17
13 A 1 1/1
14 AF,ILLM,V,Y 7 1/7
17 A 1 1/1
18 A,D,E,F,G,H,ILK.LLM,N,Q,R,S,V,W,Y 17 1/17
24 w 1 1/1
25 A,D (50 %),E,F,I,.LLM,V,W,Y 10 1/18, 1/2 (D)
27 W 1 1/1
28 A,D,E,F,G,H,I.LM,Q,W,Y 12 1/12
32 A,D,E,F,G,H,K.LLM,N,Q,R,S, T,W,Y 16 1/16
35 R 1 1/1
EE
ol = N2S goluggs AEw 43 EAS zkE [L-17A 43 7 oA AHE 7x3dte] A7
AH(AA G 5). AAE grolneae] o]=d 7= 3.9x10 7 Wo|Ho|t}. o] . Ze}o] ER2738 A Xz ¥

gholBefe] F42 96 FAMGAS MIEA L o5 AAl LS o4 AAIS nRludomA A .
AAE gholBelg el vlaste] AA| gholH Yo YEEE wExee Zow W xth. whebA, IL-17A¢ o
& A AdAe] s glolBegs Aeder FHEJG

AN 7

A2 s eolnee]em e 7 WolAo] ME, x5 3 543

23 2 9y

IL-17A A% 7 WolAel 544 tlxFelo] 8: HA B9 hiL-17A% A4 1o] 7| A8 vish ol woed
AT, WA 6ol 1AE sk @ol FEHE 7 wolAl ¥ Az A% eholnelelE AET v vaEw
of Awe 3] elslsh WA BAROZ WAl 5ol J1AE Hhsk ol FANT. ele] 1 AR FoloA Ei
Sl AeoE FAAt. ds] 2 AW A AolF 104 608, 108 Ei 1R, AfolF 2, 3 % 404
303, 4% wE 102GT. SlelMe] HEe WA 10 ZAE vhsk Lol SA M= o] EH-3hA HAE
zHFozM FAAT. o) 30 1 AolAe] A Ek, EAL A Aol SA H= o] Tk,

Aste B FE L FHE SO ARG A £EF F& AoFAe] Frkd 944 B oz, §9
olxe] A} abel el A Aele] Aol noksh AW derel At & sol AAFel itk

Abol 2 1914 EF 1-62 A2 WA A4 AlelE = Z&sto], Ato]lE 20014 77) EZ(1-1 WA 6-1), Aol 3¢l
A 87 E@(1-1-1 WA 6-1-1) D Ato] & 4ol 167 E(1-1-1-1 WA 6-1-1-1)2] FAES AT}, A5
1% &< PBST 0.1%% AH&ste] Fa ok, e, AA F9 shs AlelE 39 E¥ 2-1-1, 3-1-1 % 5-1-1¢
1 158 &k A&

AbolF 4ol M HF A F, 579 E(1-1-1-1, 1-2-1-2, 3-1-1-1, 4-1-1-1 ¥ 5-1-1-2)2F-E]<] SA v|= 4
o] FA-3A] HIAE 279 53 FRor FHIY. Al FERORNE AdH A Y= FA &4
c A2 FEe g4 GAte] &F Aol e 6547 Bt AFHS FEAT. A 19 Z]AlE npe} o], A
= ZEAI-HCL(pH 2.2) & AM&-3te] &EAIFTT.
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SS50l 10-2683288

[0403] AW Atel g Atele] A Qiate] S RAA oz A 1o 7]AE npeh o] =P,
[0404] [ 8]
[0405] H2 g elo]Bele| 2 RE HHo] JjQ
Ato] | Mg E™ | ato|maa] | BEH | MEAZ 12 MH 152 HA | b esAlZH | ME WY
= geMdg | 55 | (min) %+ %+ HH %
ExdozrE [ (PM)
o mx| A5
1 1 ZlibOO06IL- 12500 60 3 - - OH A}
17A.11
1 2 ZIib006IL- 12500 60 3 - - OHf A
17A.1
1 3 ZIib006IL- 1250 60 3 - - OHf A
17A.1
1 4 ZIib006IL- 12500 10 3 - - DA
17A.11
1 5 ZlibOO06IL- 2500 10 3 - - AF
17A.1
1 6 ZIib006IL- 2500 1 3 - - A
17A1
2 1-1 1 5000 30 6 - - o At
[0406]
Ato] | ME E | BtojER{E] | EX | MEAIZH 12 HAE | 158 HH | 2 esAIZH| ME WY
2 EeMg | 55 | (min) %+ + A >
EzjozuE | (PM)
o| m}x| AE
2 1-2 1 2500 30 10 - - OH A}
1o
2 2-1 2 1000 30 10 - - o A
2 3-1 3 100 30 10 - - OH A}
1o
2 4-1 4 5000 4 6 - - A
2 5-1 5 250 4 10 - - DA
2 6-1 6 250 0.17 10 N - A
3 1-1-1 1-1 500 30 15 - - Ol A
3 1-2-1 1-2 50 30 15 - - OH A}
1o
3 2-1-1 2-1 25 30 14 1 - OHf A
3 3-1-1 3-1 5 30 14 1 - O A
3 4-1-1 4-1 500 4 15 - - DA
3 4-1-2 4-1 50 4 15 - - DA
3 5-1-1 5-1 25 4 14 1 - DA
3 6-1-1 6-1 5 0.17 15 - - A
4 1-1-1-1 1-1-1 50 30 20 - - Of A
4 1-1-1-1X 1-1-1 50 30 20 - 1 O A
4 1-1-1-2 1-1-1 5 30 20 = - QH AL
1o
4 1-2-1-1 1-2-1 25 30 20 - - OH A}
1o
4 1-2-1-2 1-2-1 5 30 20 - - OH A}
1o
4 1-2-1-2X 1-2-1 5 30 20 - 1 SIPNS
4 2-1-11 2-1-1 0.5 30 20 - - OH AF
1o
4 3-1-1-1 3-1-1 0.05 30 20 - - Ol A
4 3-1-1-1X 3-1-1 0.05 30 20 - 1 OH A}
1o
4 4-1-1-1 4-1-1 50 4 20 - - DA
4 4-1-1-1X 4-1-1 50 4 20 - 1 A
4 4-1-2-1 4-1-2 25 4 20 - - DA
4 5-1-1-1 5-1-1 25 4 20 - DA
4 5-1-1-2 5-1-1 0.5 4 20 - - DA
4 5-1-1-2X 5-1-1 0.5 4 20 - 1 DA
4 6-1-1-1 6-1-1 0.5 0.17 20 - - DA
[0407]
[0408] HAH AgAL] MARA: Aol A EfORFE P FEe AEEHE f& AU, FdA G
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[0409]

[0410]

[0411]

[0412]

[0413]

[0414]

[0415]

[0416]

[0417]

[0418]

[0419]
[0420]
[0421]

[0422]

Z WolAle] ELISA 2=38]Y: Z WolAlE iste 9dd F2YU(AA 19 7]A| ufe} o] Z WolA ABD 83
gl Az WEE)E [L-17A A2 A% glolBggle] A¥y Fr2ozrE dyoz YH3tw, AAd 19 7]A
H e} o] AJX 9 ELISA 23892 317] 27 d9s &7 Edxo=z A

gAA. FHazd 4
Z

Z_¥olAe] EC50 #24]: IL-17A Z
17A9] 34 Alg]ze] W3t ukg-o
E gulE dAF o AN S 139 1:5 A o' M7t A Az, w7
®A el H7) glo] ek A, A A5 Z WolAl Z10241(MEHE 1)<
A TR EFAFHT. HlolE & GraphPad Z&l& 5 2 H]-4d A 2143

et

& 7 WolAle] A2 AAle 5ol Z]AE npep o] ELISAE AH&3te] b-hIL-
Ao ATk, voHdstE A S A7bsta, 1:20.2%
24, 7 HolAE

st FUAEd A

H
A=}
-

o ™
:l”:”m
(o

X o
24

y,
L

A2 A& ol dal2 - 1L-17A A% 7 WHolAe] 3] fxFgo] XH: A
Z 16 Y EdoA S}, HAdE EAS M¥o] & L Ao FIHE FS, B4 F

A z70] Foldtt.

AEFEA: dgoez AFHL 2SS MEEAAY. 27+ A 72 HolAlw AAld 1o 71AE wep o], A
NS Z# = A= o] Aok, AR, 759 = 7 "ol BEx7F SAH =S

Ho
=

S}7] ELISA Z=eldollA 704 oL s WolAe] 75, 5871 ofvli=ql 47] Aoje] 7 WojA|o] ofmj=qlt N4
z 7

L T 1 9 AY E2Zo MEHIE 5-10, AGHS 17-27, AEHZ 32-35, AEHI 64-66 L AIHI 520-
119924 5= o] Q). F449 IL-17A A3 REZE 7} AgoA 7] 8258 7] 36714 2133sich. 2H2t
o] o]5 7 WolA o] AT - ghats FASE AR oASHE 497 olu|al 7)o ofm At M

& A7) 7T25E 7] 5574 AEE

Z WolAe] ELISA A384: 47] A Afo] 2 < 96~ A WAsar, ELISAZ A-83}o] hiL-
17A A% A4 g8 ~3gddr. BE AT, 7597 a1y 7 WolAl Fo| 70470+
0.2 EX 0.33n0M2] E%o|A] hIL-17Ad] tfs)] 2v] B3 gzt T 1 oo uh$-(0.22-2.200)S A|E3l=
Aoz g, YA 4AeE BE AW EfozRE JYste 220 & #AAY. EFT Uz H

W3-8 ZYo]ES tFE HEo| 71%3}e], 0.11AU°]Ut}.

g

d 1A AddoM o] Aate] 7]zste] d¥st
TRES 2t 7 WolAl), AAle 5ol ZjAlE wkek ol
o Z

=

N
)
1o,
i—’?
o,
le9)
(e}
a1
(]
a
L2
e
o
3
=
il
ot
N
rE
o
2
o
x
z
2
(m
rir
>
%
N
N

[

ELISA %% H4jozHE] AE EC50 7

=1

9]

S EC50 S EC50

Z HHOlH| Mz ™) Z HHolH| ME™H ™)
Z12059 17 5.3 x 107 Z12211 22 4.6 x 10°1°
Z12060 5 5.1 x 10"° Z12212 64 7.8 x 10710
Z12073 18 4.3 x 1010 712256 23 4.7 x 1071°
Z12078 8 5.2x 107 Z12264 10 3.9x 107
Z12081 6 5.6 x 10°1° Z12275 24 4.2 x 10"
Z12115 20 4.2 x 101 Z12285 65 9.1 x 10°1°
Z12163 9 5.0 x 10°1° Z12439 66 6.1 x 10°1°
Z12180 21 3.7 x 10°7°

A A o 8

A% 1L-17A A3 7 WolAe] AuAES] Adsh 543
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[0423]

[0424]

[0425]

[0426]

[0427]

[0428]

[0429]

SS90l 10-2683288

Dt Hise-tags zHe 7 WolAlo] Au ey 2 AL AAld 20] 7]A9 vle} @o] 3T, she] 7}
oA, HiseZ15167(MEHE 4)5 Hise-210532(GHE 1)o] F9 A E ZoAdolfato] o&) At A
zk= 912 2504 DY X3S Al FFTE. HiseZ151679 RS thE 7 WolAlo] dis] A7) 719 utel 2ol
et
9 HACD) EF B FAE Hise-Bl2 Z HolAS PBSolA 0.5mg/nLE 3 XA k. Zhzte] 3|45 7 WolA|
7Z49-, 250 WA 195mmol| A1 D ~FEHL 20CoA F5dch. =3, 7 2= SHVIDS §84 (S S
Asl7] s L. VINAA, 3= 221l A &AL, 5C/#9 &% = 20CEHFE 90T
A FEANAT. AR D 2FERe 7 HolAe) AEY 8 AFsly] & 7t dap Fo 20T S
=8, D &AL 1my 3= ol = AEE AFE3lY] A2AF(Jasco) J-810 EFHBA (Jasco
ol A g,

1L-17_ZA3 BLISA A2 96-9 Aut wWa Zg o] E(Costar, 3690)Z 50ul/HAe] &2 02 PBS 59 lug/mL
o A hIL-17AZ 4TolA ¥ IRt 4 dol|, ZHo|EE ?%%i 23] AlAskar, o]ola 2413k ‘5t PBS
+ 2% BSA(Sigma)Z  AGEAIFTE. Z10241(A S 11)% Fog Apgeta, 3w A AlE=(300-
0.005ng/mL) & A3, b2 7 HolAZ md e ELISA 29 ]E(5ow/%l)oﬂ 4719] Aol SAER HIbstal,
oA 1.5A17F 52 wjgdct. EHolEE A% ELISA Hlﬂﬂ?n 43 M=H3sFaL, 2ug/mL(50ul/ D)2 G4 -7
A S H7MgE. wjF 1A 5, ZYolES AlFEtaL, 500082 3 E 50409 F-9A 1gG-HRP(DAKO) S 43
A7Mder. SHOlEE F7I2 A7 ek Tl HAl7Ia, A 5040 TMB(Thermo Fisher, 34021)Z A& 3s}aL,

1 T

o=

n

ro

Lo

re

T =
T

o rfo

i

Scandinavia AB)

WSS 5040 oM H,90,2 AAAAT. Zelo]ES & %A B=7](Victor, Perkin Elmer)® #=gc},

Hlobsio] Fef #4]: QAR TL-17A¢] gt S8 dF (ko B ko) R S (Kp) 2 27 Hisg-BlL Z Wol Aol sl
SAd. hIL-17A% M5 3 FW(GE Healthcare, P22 1 W& BR100012)9] 74523} dxEdh F AoA]
T Axz aASAZG. a4 Axgae t2EZ net ofnl AEY §Ehe AHgstal ZHs gFAlRA
HBS-EP(0.01M HEPES pH 7.4, 0.15M NaCl, 3mM EDTA, 0.005% v/v 71244l P20, GE Healthcare, 7}€&71 W
S BR100188) & AR&3te] Faldvt. 3 o] stute] fre AE XU BASPA7IAL, BAE FAF B EA
A} L=
-1 O

24 ARESH] S8l EgAdstA. S AdelA, HBS-EPE HSARA ARESEIL, FEH2 50u0/ 0l
o BAE = 7 dolxlE Zbzb 100nM, 20nM 2 4nMe] HE ST HBS-EP $HEAIA 6]41/\1 7)3, 8% ot
s SSAA SR, 8% aleE]l §, W2 10md HCle] 23] FARR AR sH e

BiaEvaluation AXE9Jo] 4,1(GE Healthcare)®] #Z-Hof(Langmuir) 1:1 E2-& A}E-3}o] ﬂ*ﬂ:’-%}gil‘%ﬂ A
AT,
Hjolsio] Ag EolA] BX: 37) HiseBl2 IL-17A A¥ Z o] A (Z10508(HEHZ 2), Z10532(AEHE 1) =

715167(A 9 3E 4))¢F hIL-17A(FEHE 1226), hIL-17F(AEH3E 1228; R&D Systems, =1 W3F 1335-
IL/CF) 2 17F IL-17A/F 3e]Zo]2kA (R&D Systems, 7FEE1 W3 5194-1L-025/CF) <] “il}%{’_— H]o} 510
2000 FxjolA AT, 3719 Aeldk IL-17 WolAl= (M5 F ¥HY 713435 gaed & o 5 Al¥Es
2SN, nA = AzfALe] ZrEZ| wEt ofvl AEY s A&t HBS—EPE g SEARA
AHgste] . ] A st fF AE ZUS FA4SATA, BAE FAF 5o BRI RA AMESH] ¢
sl BEgsAIZ . 2AY AFolA, IBS-EPE AT STARA AMEstal, §&5E 50ut/Eolutt. BAE, 5 7
WelAE 747 4, 20, 100 % 500nM0] HFE =R HBS-EP 2Hg SFANA AN 7, 4% S FARI. 15
ol &g F, W2 10mM HCl19] 43] FALZ A AUAIFA T, A Biakvaluation 22X E ]S ARgsle] #4139

Elﬂ

)

NHDE_#2oll A 1L-17A F=¥ [L-6 4ol Apvk: IL-6 5o]% ELISA®l ©]¢k NHDF A4 3 AZste 2dxo=
AAle 3ol 7] AlE wke} o] ggrt. gokst, A3 Hdel, 5000 AIEE AT 1000 AR WA 96— i
F ZwolE] mEct. Ag dell, 36 IL-17A 5ol& 7 WolAe] sMES W 96-9 ZelolEoA Az
o, Z WolAlE 0.9nM hIL-17AZ 53k Hixlol A 4690nMZH-E] 0.08nM7FA] 38 ©@A= HA 3k, 0.9nM
hIL-17A9} & wiXE FFaAud miA] bG5S gsle uixd B9 olyzgl, hIL-17A(6.2-0.0001nM) 9] X5+
TS Az},

27}
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[0430]

[0431]

[0432]

[0433]

[0434]

[0435]
[0436]

[0437]

[0438]

SS50l 10-2683288

CD #A1: Hisg B2 ztE= [L-17A A% 7 o)Al e =A% (D ~HAEHE 247 o] 20T a-vH F%

2 7HES et 3 (e S4E 7 2= 549 @ﬂrb 1001 AAH A St H EPE, T
A 2AERS 90TAA] 7k Aol FAs A9, e IL-17A 25 7 WolAld dis 2=y

-
=
A

ELISA] _o]%k 11-17A_A3jtse] #4: A1 2 A2

ELISA # Aol A IL-17A0] Agsle o592 sHol| dia] ~azdact. 23 Holx] 7102413 vluste] sAE
Ao 7 & 39 AAH 9

AWe] HE=RNE AAE HiseBlL 7 WolA Bate

Hlofsio] =] BA4: 287) Hise-Bl 2 IL-17A-Z23} 7 WolA| 9} hIL-17A99) A5 zeo A3 E [L-17AS T-F
3 gto M nlofzo] AAjoA A, 1:1 *Ji&% ndg
£3}o] hIL-17A¢] st Z %ohﬂfl Z:i&oﬂ g Sd g e (KD, ka(kon) 2 kd(koff))e £.9FS ¥ 119 A

[ 10]
5 (Tn)
wqe | zEOME] T Tzwomel [
THE A1%"i’_'|§ m( ) TEHE ki%"udﬁ m( )

His6-210241 11 48 His6-212081 6 50
His6-210433 28 56 His6-212115 20 51
His6-210462 12 51 His6-212163 9 54
His6-Z210508 2 54 His6-212180 21 51
His6-Z210532 1 57 His6-212192 32 45
His6-Z210534 13 41 His6-212211 22 49
His6-Z210566 14 51 His6-212256 23 47
His6-Z210675 15 52 His6-212264 10 54
His6-210681 29 52 His6-212275 24 46
His6-210718 16 48 His6-212283 25 45
His6-210722 30 51 His6-212289 33 51
His6-Z210859 31 52 His6-Z212344 26 49
His6-210863 3 51 His6-212481 27 49
His6-212059 17 50 His6-Z212498 34 48
His6-212060 5 52 His6-212522 35 51
His6-212073 18 49 His6-212634 7 50
His6-212077 19 52 Z210241-His6 11 47
His6-212078 8 51 His6-Z215167 4 57

210199 1217 56

Hlofgo] A3t EolAd A hIL-17A, hIL-17F 2 hIL-17A/Fol Wigk 370 Hise-ElZ IL-17A ZA3 Z wWolA|

(210508, 710532 2 Z715167)2] A IL-17A WHolA = iz}%é}“ EH 9o 7 HolAE FASIeZ A H|ofzo]
Aol Al Algddct. ®E g9 2= 14 -17A, IL-17F 2 IL-17A/F¢] 657RU, 977RU 2
770RUCIQITE. BE AlAH 7 Wola= AxF IL-17A°] thah ﬁﬁf} 2 IL-17A/Fe] W3k wo} oF3k 43S yEkdl
W [L-17Fe] digk Age HES 5 %’i&’iﬂr. E%ﬂ EHOERY Whele F5EE 342 & 4o AAEH
o] lt}. 7151678 Q17+

oty
l

N
rlo
)
)

NHDF_z3gollA _1L-17A_ =¥ 1L-6 Al Xet: A1 2 A2 s S22 5 GAE HiseHl2 7 HolAl=

NHDF HAlA IL-17A %9 IL-6 S Adahs o5 g tis] =a2dvt. NIDF Ao zREe] 2
Hhe BE A s ARATE dab A9 Hisez06282¢F wlalste] S7be IL-17A 5ol4 Ats& 7S
Al

Y ZHE AAe] AHEe] duty A L2ids YepllE adZE = 59 A
AabE 1050 ¥ 120 AAH o] Q).
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[0439]

[0440]

[0441]

RhIL-174°] tjgt 7 W] ZAgle] tj3l &E FefnjE]

Z tHo|H| 2]

EME MEHS | ka(1/Ms) ka (1/s) Ko (M)
His6-Z10241 11 5.2 x 10° 1.2x103 | 2.2x10°
His6-210433 28 4.7 x 10° 3.1x10% | 6.4x10°
His6-Z10508 2 5.1 x 10° 2.0x10° | 4.0x10°
His6-Z10532 1 6.2 x 10° 1.5x10° | 2.4x10°
His6-Z10566 14 6.1 x 10° 57x10% | 9.3x10°
His6-Z10675 15 5.7 x 10° 11x10° | 1.9x10°
His6-Z10681 29 6.7 x 10° 35x10% | 52x10°
His6-210859 31 5.6 x 10° 6.8x10° | 1.2x10°®
His6-210863 3 8.3 x 10° 25x10% | 3.0x10°
His6-212060 5 7.5 x 10° 3.3x10% | 43x10°
His6-212073 18 4.9 x 10° 12x10° | 2.3x10°
His6-212077 19 6.5 x 10° 2.0x10% | 3.1x10°
His6-212078 8 4.5 x 10° 8.1x10* | 1.8x10°
His6-Z12081 6 6.2 x 10° 3.8x10% | 6.2x10°
His6-212163 9 7.3 x 10° 1.6x103 | 2.2x10°
His6-212192 32 4.6 x 10° 56x10% | 1.2x10°®
His6-212211 22 5.8 x 10° 1.4x103 | 2.4x10°
His6-212256 23 3.5 x 10° 12x10° | 3.4x10°
His6-Z12264 10 6.0 x 10° 55x10* | 9.3x107
His6-212275 24 5.2 x 10° 11x103 | 2.0x10°
His6-212283 25 5.5 x 10° 1.8x10° | 3.3x10°
His6-212289 33 6.2 x 10° 33x10° | 5.3x10°
His6-Z12344 26 7.1 x 10° 6.6x10* | 9.2x107
His6-Z12481 27 5.2 x 10° 8.9x10* | 1.7x10°
His6-212498 34 6.0 x 10° 2.3x10° | 3.8x10°
His6-Z12522 35 7.1x10° | 44x10° | 62x10°
His6-Z12634 7 6.9x10° | 4.3x10° | 6.3x10°
His6-Z15167 4 1.3 x 10° 1.4x10% | 1.1x10°

[

-~
It

12]
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[0442]

[0443]
[0444]
[0445]

[0446]

[0447]

[0448]

[0449]

SS90l 10-2683288

Zolnjo]E 7-vlo]H ] [C50 FF

EME Z #Ho|xlel | 1CS0 2EME Z oKl | 1C50
Maws | ™ sz | W)
His6-210241 1 5.3 His6-212081 6 8.1
His6-Z210433 28 14 His6-Z212115 20 3.0
His6-Z210462 12 6.6 His6-212163 9 7.0
His6-Z210508 2 57 His6-212180 21 4.3
His6-210532 1 6.4 His6-212192 32 28
His6-Z210534 13 6.5 His6-Z212211 22 2.9
His6-Z10566 14 9.6 His6-Z212256 23 4.4
His6-Z10675 15 53 His6-Z212264 10 4.4
His6-Z210681 29 25 His6-Z212275 24 4.8
His6-210718 16 28 His6-Z212283 25 6.9
His6-210722 30 35 His6-Z212289 33 18
His6-Z210859 31 26 His6-Z212344 26 4.8
His6-Z210863 3 8.5 His6-Z212481 27 3.0
His6-Z212059 17 3.7 His6-7212498 34 11
His6-212060 5 7.9 His6-Z212522 35 10
His6-212073 18 4.0 His6-212634 7 9.8
His6-212077 19 55 Z10241-His6 11 3.3
His6-212078 8 4.5
A A6 9
[L-17 A3t 7-ABD-7 Z]FE|= 9] A4t
[L-17A% 2709] 8 A% 592 wess SHo|gA Alo]EZlolth, o], H salg] IL-17A @ﬂ 7 WolA
9 27] molojElE TFeH= ZEHE=st st o2 RoloElg et ZyHE=HT ¢e EEHOR
IL-17A% 2k Zlog FAHAv. B AAds 9k 29 [L1]-ABD-[L2]-Z(%17]1A, [L1] 2 [L2]% 79 ABD
Ho|A| PPOI3(MLEHZ 1224)9F G35 270 7 WHolA

FolojEl & welste ®rlelrh.)ellA el Aj; wmwQl
2 y3sls TadEs 3]

=

o
2
|z
mjy
fru
ol
)
o
>
o
fo
=
e
rE
o
o
ruﬁo

AR

=g 2y

Aot [L1] W [12] HA Aol= zt= 7-[L11-ABD-[12]-7 ZeEl=o] B IFZY: 706282(AEHE 1206),
710241(A €9 3E 11) 2 710532(A9H 5 1)¢] DNAE AHasl sefolw 43 37 Pfu E|® DNA A*—E]Uiﬂ‘rzﬂ
(Agilent Technologies, g2 W3 600254) S AFESFE PCRo o8] zlolB.e{g] WE pAY02592= B =

A ZA T, Z-[L1]-ABD-[L2]-7 ZAEL T4 DNA @ 7}Al (Fermentas, 71E=71 ¥ L0011)S AFgst= 370¢] o
F2Y o ]"1 e e pET26b(+) (Novagen, Madison, WI)el|l Z+ Ro]olE]lE W d}= DNAS] 4o o& A
A8tk 7] EoloElE ZY3E DNAE, Al &84 Bl QHs, (GGGGES),o Aoldt 4= wMEAE zte= &)
olBEE YAE ZY3= DNAL o8& EelFch A wEd o] ZYE FAES Z##HH-[GAP-(G,S),-TS]-
PPO13-[GT-(GyS),~PRI-Z##### (A 71 A, Z}Z+2] ne /MEAHSZ 1 WA 4o]tholar, ® 139 F7I=2 A= 9l
t}.

[ 13]

fols
=
=)
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[0450]

[0451]

[0452]

[0453]

[0454]

[0455]

[0456]

[0457]
[0458]

[0459]

[0460]

SS90l 10-2683288

SFolet [L1] B [L2] Ho]E && ABDO] & ¥ o] A 7 ¥olA]

K MEHS Z-[L1]-ABD-[L2]-Z E2|HE|=

ZAZ3174 1233 Z06282-[GAP-(G4S)s-TS]-PP013-[GT-(G4S)s-PR]-Z06282
ZAZ3175 1234 Z06282-[GAP -(G4S)s-TS]- PP013-[GT-(G4S)s-PR]-206282
ZAZ3176 1235 Z06282-[GAP -(G4S),>-TS]- PP013-[GT-(G4S).-PR]-Z06282
ZAZ3236 1240 Z06282-[GAP-G4S-TS]- PP013-[GT-G4S-PR]-206282
ZAZ3237 1241 Z706282-[GAP-G4S-TS]- PP013-[GT-(G4S)2-PR]-Z06282
ZAZ3220 1236 Z10241-[GAP-(G4S)s-TS]- PP013-[GT-(G4S)+-PR]-Z10241
ZAZ3221 1237 Z10532-[GAP-(G4S)s-TS]- PP013-[GT-(G4S)+-PR]-Z10532

Z##HH#-[ (1D-(G,S)n-(11) 1-PPO13-[ (111)-(G,S)n—(IV) 1-Z#H##E F93F= DNAGIA AE ¢ (D-(IV)= 7z
A & AscI(1), Spel(1l), KpnI(111) E SaclI(IV)E HAutr}ssit.

A2 [L1] 8AE 2rE 7-[L1]-ABD-[L2]-Z ZE|FE =] MHEFEY: 706282(HEW3E 1206)S E3a}A 1k HA
P97 [L1]S 2zt F719] oA 7 WolAE IYstE DNAE BF & } Jﬂ g 7eS AHgse AT Td
wEe o8] ZPE ZAE-S 706282-VDGS-PP013-GT-(G,S),~PR-206282% 12, & 140 F71&2 AA|= o] v},

712876(A B3 1218), 714253(A <GS 1219), Z14254(AGHT 1220) 2 714255(A 93 1221)S =9 3}
FAA (22 710241(ADHE 11), Z10532(AEHE 1), Z10508(AME¥E 2) 2 710863 (A EWME 3)o A

A wk VD T Al O}U]i& &71 AEZ JfADE A3 Zelolw] A3 A Pfu BlE DNA ZE]v kA E AL&3 PCR
o g3 FZ AT, Z-[L1]1-ABD-[L2]-Z ZAELS T4 DNA @7HAE AFR3leE 37 A4 29 dda 28 )
E] pET26b(+)ol Z} Lﬁdsﬂ 047—2011 o3 A, 370 BoloE]lE IS DNAE T B4 A& V&S
&3to] F9 AAE SdAWolfEel & FrlE WEE FAd o vk, I WEe] ofs) 2P 2
B Z##H##-[VDGS]-PPO13-[GT-G,S-PK1-Z#H#H# 2 Z##HH#H#-[ASGS]-PPO13-[GT-G,S1Z##H##H 0] L,

A g,

(¥ 14]

k|
=
2
w-
N
Mo

FH2 [L1] Y7E &3] ABD] &g oA 7 ¥olA

ME
WNES _ | Z-[L1]-ABD-[L2]-Z E2|HE| =
HS
ZAZ3234 1238 | Z06282-[VDGS]-PP013-GT-G4S-PR-Z06282
ZAZ3235 1239 | Z06282-[VDGS]-PP013-GT-(G4S),-PR-Z06282
ZAZ3269 1242 | Z12876-[VDGS]-PP013-[GT-G,S-PK]-Z12876 | R117K

V59A, D60S,
ZAZ3270 1243 | Z12876-[ASGS]-PP013-[GT-G4S]-Z12876 A116P, AMATR
V59A, D60S,
A116P, A117R
V59A, D60S,
A116P, A117R
V59A, D60S,
A116P, A117R
ZAZ33630]| A
oF 714253 59|
D25A

i
re
rE

OfH|

ZAZ3363 1244 | Z14253-[ASGS]-PP013-[GT-G4S]-214253

ZAZ3364 1245 | Z14254-[ASGS]-PP013-[GT-G4S]-Z14254

ZAZ3365 1246 | Z14255-[ASGS]-PP013-[GT-G4S]-214255

ZAZ3422 1247 | Z15166-[ASGS]-PP013-[GT-G4S]-Z15166

AAE opwat 7o) A

N\

ok o] *’E}O](E coli) BL21(DE3) A3 (Novagen):= Z}zte]l 787l 7Z-ABD-7Z Z@|HE|=9] 44 dHS i
3l Teiamez FYAAIAZ) I, 50ug/ml Fhtulolalo] HZEE 800 X 1000mLe] TSB-YE #lA|oA 37C=
wjekaic), ol wHS §53l7] 98, IPIGE ODg=2014] 0.2mMe] HE =z Hrlslzm, wgES =712 5

AR ERE 37Tl Wi g, AEE AAEEdd o&) 3.

IL-17A_ A%t 7-ABD-7Z ZZFE|=9] A M HAAe ol % UH A (Benzonase ) (Merck) 7F B2 TST kA (25mM
Eg]2HCl, 1mM EDTA, 200mM NaCl, 0.05% £ 20, pH 8.0) AAEAATH. 2SuAelo] oa AE vy o
AR 93 AHst &, 2} AHAS BrtE2E SR Ay H8sta, F-ABD =R AR 1A

A ek, TST &=Al 2 5mM NHAc(pH 5.5) =2 A& 3 7-ABD-Z ZZHNE=Z 0.1IM HAc®E
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[0461]

[0462]

[0463]

[0464]
[0465]

[0466]

[0467]

[0468]

[0469]

[0470]

[0471]

[0472]

[0473]
[0474]

[0475]

SS90l 10-2683288

EEZAIZTE. OMEUEH(AN)S 1099 HE w57HA &5 84 H7bsta, BES, RPC &1 A0.1% TFA,
10% ACN, 90% =)= Apdol & 3stA|Z1 SOURCE 15RPC AH (GE Healthcare) 7ol F-3tgich. RPC &0 AR A
A 5 Ay geadS RPC &v] ARZYE RPC -&v B(0.1% TFA, 80% ACN, 20% =)7HA] A& FujE &34
ATk, =3 Z-ABD-Z ZYFE =S diete B8-S SDS-PAGE E4jo) g8 BA4stz, =Y. RPC AAl ¥,
Z9] =A== Al3e 2 (Sephadex) G-25 A # (GE Healthcare)S AF&3lo] PBS(2.68mM KC1, 137mM NaCl, 1.47mM
KH,PO,, 8.1mM Na,HPO,, pH 7.4)% w3 3t}, wlx|eto 2 7-ABD-7Z WHo|A= EndoTrap® A A (Hyglos) Aol

A ARG Fe Es GHEe Fus.

wld R NanoDrop ND-1000 ®HFEA 2 2 wuldel £ A5ES At 8melNe] FREE =
E 0}04 AR, 5 Fuprel B2 dAE SDS-PAGER wAstar, Zhzhe] AA® Z-ABD-Z WeolAle] T
& HPLC-MS 24l o) &t
27}
M 2 AL ABDSF &9 IL-17A 23 7 WolAlE o). FehololM 7HeAd A A a7
7yl #F dE A A9 SDS-PAGE 42 o]E9] 514:5 = IL- 17A Ag 7-ABD-Z ZYPE=E T2 TRt
=9 o3t &

Ae= dEY. ZF Z-ABD-Z ZEl ] E S EAEES HPLC-MS Aol s lglint.

m2

24 10
Z-ABD-7 ZZ|FE|= 9] f3)%

A A =A F9 37 Z-ABD-7Z EZHE|=9] L= skeoTE A} LE MZT A& L o]olA 280mm
|42 ST 5 L ATl Al Ao & AL,

7Z-ABD-7Z ZYFE|= ZAZ3363(AEWHE 1244), ZAZ3364(AGHZ 1245) L ZAZ3422(AFHZ 1247) PBS(pH
7.4 2.5mg/mLE BAAZTE. 3kDao] F-QZ(cut-off)E zte olmE ZAAEY ZE HF(Millipore,
FlgE 1 W3 UFC800324)E 29 W2 3d AR 7oA 108 EQF 4000g0.5 YA R8]ste] PRSE o H] A A
Pt FF71E ¥§-L, 4nle] 7+ Z-ABD-Z ZEHEIEE 3709 Aol dAlwE A fH 9 Al AE] H7H
ot 9AEEE 4000g, 20CelA 13 WA 16% &<+ Fd3ste] dief Lo 5FES 590, 20 A& F71
of AAE Sl 24 FF5EF AF DEFE AAsIAL, AE 49 A& 3/ dAiE] 2y 739 A2 Al
ER HAY. 9488 2 AZ AAZ 47 8 WA 108, 78 2 138 (4Z UF AZ 2, 3 2 4)9] AL Azgtke
2 33 vtEg. &3 % #5S NanoDrop® ND-1000 44 =AS Ah-gata zhz PBSOlA 3, 6, 12 2 2492
UF AZ 1 UA 48 XA A I, s55 o|&4 9 A5 1 Abs280=0.612mg/nLE AH&-3te] AAHHCHE
T 3/ Z-ABD-Z EEHY = diE 5Y). A &2 AqFAEY FFE d5S w3 FYg).

Zb A4l @Al $o 280mmoll Al FFE FEo o SA4E sET & 159 AAIEA QY.
A A olF] oW SRAE ASE A vt uwhEla | 7AZ3363, ZAZ3364 L 7A734229) sﬂ

o)
b 5 T
7.4)oA Aol 60mg/mLel ALR ZAHEHT. AR & AHES FFLE W5 Omg/mLol S 4
FEE YERIT
[& 15]

Z-ABD-Z MEus 55 (mg/ml) aaea

Se™E= UF1 UF2 UF3 UF4 B AIZH ()

ZAZ3363 1244 9.6 21 36 64 44

ZAZ3364 1245 8.2 21 38 60 43

ZAZ3322 1247 9.3 20 35 64 44
AAld 11

nlobzo] AGH wap-g 24
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[0476]

[0477]

[0478]

[0479]

[0480]
[0481]

[0482]

[0483]

[0484]

[0485]

SS90l 10-2683288

=4 2y

7A73220( 9 F 1236) ¢ hIL-17A 2 @52 Do) IL-17A>(rmIL-17-A, A EHF 1230; Cusabio, 7}&&E1 ¥
3 (CSB-EP011597MOV)2}e] A3 zH-g 3wk o}yl 7-ABD-7 ZE|WE|= 7A73363(HEH S 1244), ZAZ3364(H LW
T 1245) 2 ZAZ3365(AM DS 1246)9} hIL-17A 2 Apolm=Ex~ A<o] [L-17A(cIL-17A, AT 1229;
Evitria, %% F%)9ke] 45285 wlokzo] 2000014 BAHTH. HSAS (N5 3 Ewo] FHEAo|E grEst
T AolA 5 AER aAIAAY. 1St AxdAe] TR EZ uEt ofvl AEY 38hg Algsta A
HSAHZA HBS-EPE AM&3sle] S=aqgch. ®W ol HSA A3 52 z}7zb 953RU(ZAZ3363, 7ZAZ3364 2
7AZ336590 AFE) 9 493RU(ZAZ32209 AF&)olaith. 3 o] slubel 4% AX BWS FAsA T, BHE F
AL st ERARA AMEEr] S8 B2z, A3 AelA, HBS-EPE E SFAIEA AMERA, F5
& 30ub/ o)Ak, 7ZAZ3363, 7ZAZ3364 H 7ZAZ3365% 200nMe] FHFE HL7/FA HBS-EP A AR 34 A]7|aL
S For FANE thS, IL-17A WHo A S FAMIY. 7A732202 500nMe] HF w=7MA] HBS-EP ZHg dEA= 3
MAZIAL, 4 EF FAREE the, IL-17A WolAlE FAFTE. hIL-17A % cIL-17A% Z+2F 2.5, 10 % 40nMe]
T FZ7HA BS-EP 25 SF AR sAA|7|aL, HSA Aol E3 % 7A73363, ZAZ3364 2 ZAZ33655 Zt= HW
el 5 ok FARCH, 107 e 3, ®de 10nM HCl1S] FAFZ AWAIZ T, hIL-17A 2 rmlL-17A% 242+

1, 0.3, 0.9, 2.7, 2 8.1nM ¥ 2.7, 8.1, 24.3, 72 % 216nM9] HF F=7HA HBS-EP ZH& 4FAZ 34 A
713, HSA Arell ZFF 7A73220S zte wH Aol 6% FoF FAGCH. 58 g &, TWS 10mM HCL19) 23] F
AFZ A WA AT, A3 Biakvaluation £2ZE S 0]S AF&3le] EA30),

7A73363, 7A73364 2 7A733650] thEk hIL-17A 2D cIL-17A¢] A%, 2 7A732200] thadk hIL-17A 2 rmIL-17A¢]
A3 HSAS FHrshs W ol Z-ABD-7 FEHEI=E FARG v IL-17A WolAE FAste] wlofsio] 3]
oA AP, ZE AFE 7 HolAlE AdE IL-17A HolAlol i3k AghS veblal, = 7A73363, ZAZ3364
9 7A73365% 17k 4 AMi%?i Aol IL-1749] tigk A3(= 6) 2 Az I Y2 Yol IL-17A] tigh
ZA73220°] A¥S YEFATE.

AAe 12

nlobzro] A% Soly 24

L

B Aol A, 27) Z-ABD-Z EEJME| =] Seld e 1L-17 AE, Ve AEF 2 ge Fre 47 g
o5l A FEALE LATgoRA AR, FAT AES EAw @A £ ABD WolAl PEPO78437}

7A73363(M G S 1244) H ZAZ3422(MEW T 1247)9F 247t 24 B 127019 Jdoldt aA(® 169 HAIH)
o] djdate] H4F 28-S Hlotzo] 2000 FAolA BTl HSA 2 ABD HolA| PEP07843(AM T 1225, (SS9
N-Zek Al-S ZH= PPO13(M DS 1224)00 458 S M5 3 HW Aol nAsiA 7o, E33 THS A9
116 7141 wpep o] AxPok. ®W o] = uA I FES 7A73363 Hsol AbEE e Ag-el 7H7
1315RU 2 99RUS] HSA @ PEP078430]1aL, 7A7Z3422¢] A+&¥ 3ol Z9-ol z+zb 791RU 2 100RUS] HSA ¢
PEP078430]%t). A% AdoA, HBS-EPES % SEAZ AL, §5L 30u/%o|UT)t. 7A73363 =
7A73422% 200nMe] #HF %= 7bA] HBS-EP W& 500mM NaCle] H.Z¥ HBS-EPellA 3]AA]7]a, 78 H<b @}a
g, 45 FAEIL. #*—1% = 24 TEE 127 Jdoldh gl sy A% 0.4 WA 250nM4 HE ¥

7FA] HBS-EP B 500mM NaCle] H.Z%¥ HBS-EPolAl 3|AA|7]3, 58 <t FAFgITh, 74 (ZAZ3363) H& 10I
(ZA73422)°] &g %, ®HH-2 10mM NaOH®] 43)(7ZAZ3363) HEi: 5§](ZAZS422) AL, 2 10mM HCle] 23] FALR
AYXN AT, A7} BiaEvaluation 2ZEY S Al&sle] EA T

[ 16]
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[0486]

[0487]

[0488]
[0489]

[0490]

[0491]

SS50l 10-2683288

JAZ3363 B JAZ3422% A|E ¥ HAE gdlz
YA FAL ol& FAit
248 HE s
=
ZAZI63 | ZAZM22 | L ugowm | lwEavs | s a=a
o |m  [mwa [aow s e
o og hiL-17AIF? 5184-1L-025/CF 50,250 | HBS-EP + NaCt
) ] hiL-178? 1248-1B-025/CF | 50. 250 | HBS-EP + NaCt
off o hiL-17C? 1234-1L-025/CF 50, 250 | HBS-EP
o) o hIL-17D? 1504-|L-025/CF | 50,250 | HBS-EP + NaCi
al ] hIL-17E? 1258-IL-025/CF 50,250 | HBS-EP
o ] hIL-17F% 1336-L/CF 50,250 | HBS-EP + NaCi
off ] hiL-1beta’ 200-1B 50,250 | HBS-EP
o] of hiL-&% 206ILICF 50,250 | HBS-EP
) ol hiL23* 1280-1L 50,250 | HBS-EP
il o hGM-CSF? 215-GMICF 50,250 | HBS-EP
o :%iw i ATC LOMACOT 50,250 | HBS-EP
aff oLl = IgA* PE0-102 50,250 | HBS-EP
o oty = IL-1TRA? 177-IR 50,250 | HBS-EP
o 3] [ RE=3 IL-1R1? 289-1RICF 50,250 | HBS-EP
Alpha-2-HS-
o ojye | EEIZENE PRO-1644 50,250 | HBS-EP
(AHSG Human
HEK)®
gEZ2Y ozt
il oL 2 (HIEF 2421 222 | PRO-587 50,250 | HBS-EP
MW2EICh®
U A-HERM
Ll oLz {SERPINA1 PRO-529 50,250 | HBS-EP
Human)®
ail ot =2 Hikad 10052-HO8B 50,250 | HBS-EP
OI2ES8EEE
o o/ THE=] Ht Aend 10870-HOBH 50,250 | HBS-EP
I HPX EHR ¢
AMEP | Alpha 1 ,
o Oty = slojazzaEn: 3141-HOBH1 50,250 | HBS-EP
)| E}.-2-
o opLe ojo|ama2agy | 11976-H08H 50,250 | HBS-EP
i B2M®E
EMAE|ZE Y
o oL &2 TTR/ EHY=al | 12091-HOBH 80, 250 | HBS-EP
| PALB EtWiF &
ol o2 BEZ EMATRT | T4132 50,250 | HBS-EP
o oL e IL-17RA? 177-IR 50,250 | HBS-EP
o opL| 2 IL-1R1? 269-1R/CF 50,250 | HBS-EP

ol

YA} 1Peprotech; ZR&D Systems; 3Roche/Apoteket AB; 4Bethyl; 5ProSpec; 6Sino Biological Inc; 7Sigma
P

7AZ3363 2 7A734229] EoldL 717} 24 i 127 BAE WMl AT} o]59] s AeS
Aol A ATt Z-ABD-Z EEHEI =& HSAE sk B9

7A73363 2 7A73422°] s AEE Fd FEA82, odE wpel o] H A4
o, hIL-17A°] oj¢ Z=Est A% 9 hIL-17A/Fl ok B} oFgk Afto|qi}. ¥4 F wide &
PEP07843¢} o] 59 A Joatgel s H7rgAR, oWt Ade8s HEEA @kt wEkAl, Z-ABD-Z

EeEEE IR Sol4el 2% vehit,



[0492]

[0493]

[0494]

[0495]

[0496]

[0497]

[0498]

[0499]

[0500]

[0501]

[0502]

[0503]

[0504]

[0505]

SS90l 10-2683288

mmm%%@ St 7Z-ABD-7Z, IL-17A % HSA E3A|e] T8 A

IHSd gl disk sEl g EE g&etr] fgk SPRe] 1A Ag, R SPRe| 9k 27 o]gA 1A
Abel9] X3S Sk Huh 2 5342, HSAY tigh Z-ABD-Z ZE|JE| = whs e [L-17A94e] H3A 9
A =7z 2437 9ok B w4 AR KinExA©) 7149 AHES vt KinfxA S &9 AoA W
HA ke w2k Alolo] HY A3} s 2 FEIE FA43Y [ Darling and Brault, 2004. Assay and
Drug Dev Tech 2(6):647-657].

7-ABD-7 ZHE|= ZA73220( A LW E 1236), ZAZ3363(X AW T 1244) @ 7A73422(A QW T 1247), W3k
HSA(Novozymes, 7FE@ 1 W& 230-005), <17+ IL-17A(Peprotech, 7FE=1 HZE 200-17), W] LE|EI3F(A A4
1o 71A% kel 7Fo]) <17k IL-17A, w92 Rx=FE2Y F-HSA A (Abcam, 7FEE1 HIE 10241) 2 AR A

e da EFeEEd @7 FAE Kinba' 34 2 2HS Fasts Ay daETdx dmzdelHs

(Sapidyne Instruments Inc)(Boise, Idaho, USA)Z H.Wit}.

Ll

IL-17A°] djgk Z-ABD-Z/HSAS] A3t: XM (=, K& 5437 8, 21719 Z-ABD-Z ZHHME=E, HSASH &

A, B A FEUCEP)ZA AH§3a, L1748 Aoz APk dold BAE, Kinka” =2 &
mESOIE ARSI Ky D BH AT B9 FEABOE 98 HA 848 101 el o-Ba 4508E U
W 4ol AA17) Qe Ax AF AL gl Fagr,

kel S8 g8, A% A% 20 2Ae, P 26l U@ 5o AW 9% 28 A AW 14 (-
I7A% AHgete] AT, AE Fol 42 L-AB-Z/HA) Fe BA-el SAstel, AEe] FAL Tl olEF
o weh £ Z-ABD-Z/HSAS) FaE mUERe: vole 4 FEar.

HSAo| ui$t 7-ABD-7Z % 7-ABD-7Z/11L-17A°] A3}: 7-ABD-7Z Z|HEI= 7A733632 IL-17A9] &4 HE+= ZHE}OH
Hsaol ©igt Agel vlsl Frbw BAAT KE SAe7] S8, fY Ei L-17Aske] BEAR, AZ3363S E

W OAF SEU (PR ASRa, HAZ Ao gyt deld ®4e g7] 71AE whsh o] KinkxA”
IR AZESO|E AMESte] A

k,©] |
= ARkl A8, AF $of ZAZ3363/IL-17A°) =
2t el ZAZ3363/1L-17A9] ZAE RUEPSE dolE %

2

2 A% FH AL, WY AW P B 4GS AT 3 Aok FAE w93} A

)

JlN'

o %3}] ;<17<4 A3k _1[1/\%

[‘

27}

AL A KinbxA® ZAelA, 247k, HsAske] Bghal=, 7-ADB-Z EelREl= 7A73220, 7A73363 4 7AZ3422%,
AuI)aE WA FEE W K gkt A, v 52 Ao R I-17A0 ditehs Ao ek, At
W sH dEpulEs, ols Z-ABD-Z FIRE =S} of A IL-17A Atele] A7F AghE AAshe A4, & 17 Al
A=t gl

A2 MES KinxA® ZFolA, 8] w2 IL-17Ashe] 232 7A733639F HSA Abole] A 2r8-<
ol BAogRE e AxE FH steulElE ¥ 180 AAE o] glth. HSAC ik ZAZ33639] X3S IL- 17A4
EAl o8 FoFor Jes x| gkl

NI

2okaE | KinfxA® 714S AF&3 24 [L-17A0] W3t Z-ABD-Z ZeEl=o] nj$- o Ashge Y. <
0.33pMe] =49 K= 279 94doe=m 7 HE®E Hw7) /lﬂ—:r’-ﬂ—r%(Kr):lZZpM; W02006/013107 =
W02012/125680) % o] A 7159 (Ky=2pM; W02007/070750)°] W3 Ru® AR -8}, w3k, [L-17A 2

dFW = ool diF A Aol UYL, F F A Ve Z-ABD-Z &% S HA EEA et

F
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[0506]

[0507]
[0508]

[0509]

[0510]

[0511]

[0512]
[0513]
[0514]
[0515]
[0516]

[0517]

[0518]

[0519]

SS90l 10-2683288

IL-17A°] tjst Z-ABD-Z Ze]HE|= dgs fl¢r &8 el E

CBP MEHS ka? [*] kd Kb [*]
(M's™) (s™ (M)
ZAZ3220/HSA 1236 1.35x 107 1.51 x 107 <6.5x 1014
[1.25x 107 - [**]
1.46 x 107]
ZAZ3363/HSA 1244 4.78 x 10° 1.55x 10° 3.23x 10"
[5.64 x 106 - [1.54 x 1073 —
4.04 x 10%] 5.54 x 10"9]
ZAZ3422/HSA 1247 7.80 x 108 6.08 x 10”7 7.85x 104
[6.37 x 106 - [1.63 x 1074 —
9.56 x 109] 1.73 x 1079

* 95% AIZ] 7t
s Dpoll 3k 95% A1®] -7+ AR Lkt
[ 18]

HSAS] ot 7-ABD-7 Ee]FEl =] e sepuE

CBP MEHS ka [*] kd Kb [*]
(M"'s) (s™) (M)
ZAZ3363 1244 n.d. n.d. 4.85x 10"
[3.23 x 1011 -
6.87 x 10-1]
ZAZ3363/IL-17A 1244 1.21 x 108 3.56 x 10°° 2.94 x 10"
[9.35 x 105 - [1.72 x 1011 -
1.50 x 109] 4.64 x 10"

* 956 A= -3t
A 14
NHDF AAolA 7Z-ABD-7Z Z&HE]=9] EA3}

23 2 9y

NHDF A&l M IL-17A &% [1-6 AAe] xpek: NHDF Al (Lonza, 7FE22 W (C-2511D)E AF 3 <z
(Lonza, 7}VE=1 W3 CC-5034)7} &3% AdfolA¥E 7% wiA] (Lonza, V221 WHE CC-3132)o A wiaiTt.
AE Adol, A 50007 MEZS 10002 At AZ 96 A ZYo]E(Greiner, JFEHEIL WE 675180)° 3}F3)
ok, A A, 79} ABD EolofE] Alolof] AFoldt A Zo|E Zt= IL-17A 5ol4 Z-ABD-Z ZE|HWEI=(ZAZ3174
(M9M3Z 1233), ZAZ3175(MDWM 3 1234), ZAZ3176(MG9WME 1235), ZAZ3220(A 9 E 1236), ZAZ3221(A D
3 1237), ZAZ3234(MEWHE 1238), ZAZ3235(M QDM F 1239), ZAZ3236(MEWE 1240), ZAZ3237(MEHI
1241), 7A73269( X €T 1242) = ZAZ3270(A AR5 1243))9] 3|AES W9 96-9 o] EoA] A Zr).
7-ABD-Z Z¥FE|=% 0.9nM hIL-17A 2 8uM HSAZS dHials wjA| oA 19OnM§~rE1 0. OOSnMWV\] 3 @A
ATt 0.90M [L-17A% ZEe= ¥iX] EE X 95 ke tza By ofdel, B3 IL-17A F4E& A=
FH(6.2-0.0001nM) . A HikE NIDF AIEE zhe ZolE F9o HixE W, 100%/%94 MES AT Z
HolER H7]31, o]& 37TelA 18 WA 24A12F B3t w7l AAAZHAT. b5 &, FAH A T2 [L-6 T
< A 3o 71l mpe} o] IL-6 5o]A ELISAE AR&3te] A#ssltt. T7H Z-ABD-Z J‘—FJJ“EF
(ZAZ3363(XM D5 1244), ZAZ3364(XM AW T 1245), ZAZ3365(XM DM T 1246) 2 ZAZ3422( M AWHS 1247) 8 =2
AR oz A7) Z1AE ute} o] <& NHDF AA oz EAPANE ATCC(IFEET H3E PSC-201-012) 258 9
NIDF MEFE AFEFITE. ©]E5 Z-ABD-Z EYPE =9 Arhs e 40TolA 2 WA 45 &<t ZZRH =9 A
& Fof EA .

Py
7-ABD-7Z ZHWEJ= = NHDF AA SR IL-17A 5% 1L-6 AAe i} 3t o]59 SHo| tia] =AM, WA,
7-ABD-7 EWLS Hise-710241 @ 7A73220(710241 E3H)el]l tfdt oA =4S EAeE &= 749 AN Hket
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[0520]

[0521]

[0522]
[0523]
[0524]

[0525]

[0526]

[0527]

SS90l 10-2683288

2o, WA HiseZz X vlusle] Agbss fFodoz J7MA7E Aoz v, ZAZ32200] ulgh =4

o] A2 7A732209] LY Al @del A o]t AE HA Wt HE AV dAEHE AS Ak,

ol Z-ABD-Z ZZIFEEIF B Aoy odd £ e ARG 5% A adE M shsAdol .

7ZA732209] & ¥ FRolA| IL-17Ad ZAgtstozxn 5" et Ata @y 7|Qlste] #HA AR
2 zk= 7-ABD-Z ZEHEE

S7heke Aem AZtHEY. EA4, ol HA ZolE o] Hal, 2 7 WHolA 706282(A

g g A a9E Zte 3E UE
A = & 7Bl AAIE Ut F7He] Z-
ABD-7Z ZEE|=, ZAZ3363, ZAZ3364, ZAZ3365 X ZA73422% F<& NHDF AAoNA, & 2 W] 45 <+ 40T
oM Z-ABD-Z ZHFE|=9] wjF Fo BT, IL-17A AATLS 40TCoAA 459 v Folx FAHAAG. IL-
1745 oAlsh= Adoldh Z-ABD-Z ZefE=e] 53& whddhs A 1650 gk & 199 8o o} v}, o=
IC50 ke, A 94 Md=el g IL-17A A Ex=IFEY A AF7]%F9, AINAS7(W02006/013107 2
02012/125680) ] ®.i1¥l hIL-6 A4t S5 €44 (1C50=2.1+0.1 ni)ET} 38 o] 1 A},

rE
> 1-0{1
—
)
S
2
SE
N
—
)
&
J
=X
>
e
rE
1-0{1
—
)
—
N
1o
e
it
rlo
o,
il
i)
o
N
NS
4
o N

[3E 19]

NHDF Hg o2 FHE #XFE 1050 #F

Z-ABD-Z L | 40°Cc oM

games | MEYR ) 4o 5 (o
ZAZ3174 1233 n.a. 0.63
ZAZ3175 1234 n.a. 0.56
ZAZ3176 1235 n.a. 0.50
ZAZ3220 1236 n.a. 0.27
ZAZ3221 1237 n.a. 0.39
ZAZ3234 1238 n.a. 0.66
ZAZ3235 1239 n.a. 0.60
ZAZ3236 1240 n.a. 0.54
ZAZ3237 1241 n.a. 0.49
ZAZ3269 1242 n.a. 0.42
ZAZ3270 1243 n.a. 0.41
ZAZ3363 1244 0 0.38
ZAZ3363 1244 2 0.25
ZAZ3363 1244 4 0.49
ZAZ3364 1245 0 0.20
ZAZ3364 1245 2 0.40
ZAZ3364 1245 4 0.47
ZAZ3365 1246 0 0.45
ZAZ3365 1246 2 0.34
ZAZ3365 1246 4 0.55
ZAZ3422 1247 0 0.38
ZAZ3422 1247 2 0.45
ZAZ3422 1247 4 0.42

AAld 15

hIL-174°] XA 3]

AZE IL-17A% "2 IL-17A F&Ad A3stal o5& AFA1A, P2 (CXCL1) ARIIRIS s 2 +
1

dy
HE
=

)
)

KC_vh§-2s malo] A hIL-17A9] LAY F3: 8% W9 2B vhSs KCE FE87] 9% 13F 1L-17A9
$F2 B4/ Aa ARG, o5 AP 150ue/kg §F9) 3k [L-17A0] [L-170 FolF 2417k A 23
b FHAA AP F2o KCE FEISS vebih A4 ENE 1233) 2 ZAZ3220( A ENE 123



[0528]

[0529]

[0530]
[0531]

[0532]

[0533]

[0534]

[0535]

[0536]

[0537]

[0538]

[0539]

[0540]

SS90l 10-2683288

6)& 2719] Aoldt A9-9 o] EeloA ATt Al AN, ZAZ3I74E, AT IL-17A9] F 3} FAF 9417 A
of, 3719] Aot & 0.25, 2.5 2 25mg/kgo 2 wh-2oA 3k TPt wle-AE A7F [L-17A9 Fo 2
AZE el S AA 7L, KC 7 AP AL] AAl wet dgAer o] &7ksd JIE(KC Quantikine; R&D
Systems, 7VE= 1 W& DI700)S A& ELISAC] &l =A . A2 A3olA, 7A73220%, 27F IL-17A¢9] )
sb FAF 9AZE Aell, 3719 Aeldk &% 0.05, 0.1, 0.4mg/kgl = mpg-Zo A H3} Fogrt. wpg-2E Iz
IL-17A%] T3} FA}F 2A17F Fo S| ABA7]3L, KC oS 7|9 o] ELISAZ SA .

=

A}

KC v} melo A hil-17A°] AAW 3 AFE 7-ABD-Z ZEFE=E vhex [-17 FEA1S AFsE <
b IL-17A9] 58S AEAA, &% &4 Aoz e K A5 JAE F=3. A" 2s)el
2.5mg/kge] BFlA 7ZAZ3174%= = 8Ad Z=AIE wEe} o] KCO FEE ¢dd] gAY, A2 AEe WIS
EoWo] 7 WMolAE X3} Z-ABD-Z ZHEIT ZAZ32207} 0.4mg/kge] So A IL-17A S =F KC-¥+S-S ¢+

A3 AU ALSS VERITHE 8B). o] ZAZ31749F mlmate] 6u) Z=74E AU xpek mabo] AFSETl. 724
A= 0. Ing/kg ZA73220% 55T}

AAd 16
HEONA Z-ABD-Z ZefE]=2o] AW o= 5 H)

Ao, BN ofmEE S EZE dek(s.c.) B/EE AHMWLv.) FAR Foll 2719 ol g Z-ABD-Z
ZeRE 2ol disl S 278 2] e 71

23 2 9y

A1 Ao A], PBSo|A AEstE 7A73220( AW T 1236)S 57nmol/kgdll F-S-3l= 1.2mg/kg 4 Lgog Azl
1 22l (SD) 4% FME(Charles River, Germany)olAl B (n=3) FoJdc}. g AZL S AlFE 0.08,
8, 24, 48, 72, 120, 168, 240, 336, 408 = 504A17tol| A Z} HE] ma AHw o7 HE T%j‘ém.

A2 Ao A, PRSA AEslE 7AZ3363(A DM E 1244)S 64nmol /kgoll S5 1.2mg/kge] §%o & SD 4
2 HEgA AW (n=5) == 3H(n=6) FoIct. A MES A FAF AH 0, 0.08, 0.5, 1, 3, 8,
24, 72, 120, 168, 216, 264, 336, 408, 456 L 504A]7Fel A, 2 ¥} FoJE AlH 0, 0.08, 0.5, 1, 3, 8,
24, 72, 120 B 168A17boll A 242y PES] mE AHonFY F3 g},

ARe P ATEYY Az, AT 0rx -20CTAM AFYU. REe] A Fo| 7473220 L 74733639
%8s PK-ELISAS AF8-3le] S=33gic).

PK-ELISA: 96-9, Hut-4 ZHo|E(Gow/W)E IH 5 A (Signa, 7FEZ 1 WS C3041)0A WA 4T=E 4
pg/ el a7 Ig(A Alx)2 I, v F, ZHo]EE 1.5A1%F &<k PBS + 0.5% 7RI o® Aok
AlZTE. PBS-7HAIR] + 10% RE A E(HA wjEZ )04 1082 HAx 3AE 7 RE FHS ZHo|Ed
Arrskar, 2w 314 Alglz2 AAGPrt. st ZHIE Aol= 7 Z-ABD-Z EE| =(300ng/ml WX] 3pg/mL
2 A" ®xFo o] E Aol = @@94 *d‘ H*H o] F=71A 84 7b Z-ABD-Z E¥

=1
P2
g5 ELISA Eﬂo]Ei ﬂziﬂr Zo
-ABD Ig(4ug/mL, CUV0O02)E 1.5A17F ®jeF 2 i} a-eidl IgG-
HRP(Jackson Immunoresearch, FheEF 21 W3 711-035-152) 2 1A|7F wjekE 33},

2
oo
o
H
=
5
~~
H
=
I
-~
=
IS

Fisher)® A7MAI7]22, A7 ¥+2S 158 3o 2M H,S0,% AXAFHT. &4 %= ELISA 3= ](V1ctor , Perkin

Elmer)olA] 450nmellA] 53t ME Fo 217+ 7-ABD-Z WolA| 9] % %3 GraphPad Prismb 2 47 3}&}=]g

A=Y (4-PL) FH-4FS AMEsHE I FAHSRHE ALY,

SGETH 4 FEFEH B2 U AE Y T ol At Zaketh, S 9UI(T4) 2 Aol 8442
1

bl [e) T
o] g2 AT E A (Microsoft Excel) % GraphPad Z#|&S AFEsla 27 -8 RdS A 835l Hr13c).

7}

SD HENA 1.2mg/kge] T Fof Foll Z-ABD-Z ZZ|REIE= ZAZ3220 2 7ZAZ33639] HT A sE-AI 2=
2 747 = 94 9 I 9Bell AAHo] Slar, 2-78] EAS AR AvtE ofEEE sEbvEE ® 200 foF
Hol o}, HrkE W) (t%)E AWy Fo] Sof| 7473220 2 7A7Z3363 £ Uthol A olEk 49A17ke| Q). H3F F
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[0541]

[0542]

[0543]

[0544]

[0545]
[0546]

[0547]

[0548]

[0549]

[0550]

[0551]

[0552]

[0553]

S=53 10-2683288
ol fl ZAZ3363° gt t142 45A) koI aL, =o)L 45%= AN AT
[Z 20]
Sp HEA vy Fuly = ¥s} Fof Fof 7-ABD-7 EF2]FE]=9] Hit oFE-FEH F2fr]E

obs =gj majo|E ZA%3-220 ZA%Z\&L363 ZA:.:?G:;

Cmax (nmol/L) 1905 1870 330
Tmax (h) 0.08 0.08 24

AUCo-+t (h*nmol/L) 46369 42757 19351
t,, 71 (h) 49 49 45
MRT (h) 35 33 47

CL (L/n/kg) 0.003 0.003 0.003
F (%) n.a. n.a. 45

G ARE AUG,: ARE 0%E AT AR SR
F =

s
BE-AZE S WAL Ty Wk MRT: B AR AIZE (L A8 F

A
(B3 AUG; . X &% )] X 10024 ZAlMbd HAE do A& &4

A A 17

g Hl ol tf3k 7 WMol oA Fo

= g3k 34 Foe 4 23 o BEW, TEYE e b AxTAA fYsith. T4 Fole A &
289 Ha 987 A mF 22 Th FE FEE s gk 2 AA A, = digk Z WolA &4}
2 T4 FAseE 7MeAe Ul AR, 7 HolA A U 2T 1862 FEE 43]9] WiEE 4 FoF
o A AW (FEd), FEd 2 YA 4

7 WolAle] A|X: 7 WolA 710199(A G T 1217)E 706282(AEH 3 1206) ZH-E %aﬂéwﬂi = ARE ofn]
=2F 7] VDo C-Ee HUbe A oju st Bl glo] ABERYAIAT. HES EdHo R Al 24 7AH
uke} o] Falstal, A= Sol& wg 9 9G4 F=2atEa I o) A, A& PBS(pH 7.2)2 &5
A weeta, WEAE Endolrap. 24 10 A (Hyglos)S AFgake] 2|73},

Fe AT 4ZF 48mmol (1 0”14, 5000)9] 710199 2 ZAZ3174(AEWH 3 1233)= A1A 0, 1, 2 2 3A 7k A
Hlol 7z} T (EAY n=2)0] =4 FAZPT. hF2+ A7 1g6 &) (Xolair; Novartis)i 2ukg] o]l #Hlo
gt Ao B, §4 tFRwoZA, el YHle PBS ©@5& Tt 7 Fo & #AES
30 Bt A FASk 2 el AES FAAY. A, FE, LA 2 S Y. AE

S dAEYste 22 93 3 SHAE AAskaL, 7Hzb 210199, ZAZ3174 2 A 9] S ELISAd o] A

| & X

ELISAC °]3 A=ksl: e ME Fo| 7k 710199 2 74731749 st ¥3S 93 A Alxd

7 AdE2EY, A FAZA AN Alxd ZYSEd g d-wd 7 WY
2} A 2A P94 -9 [gG-HRP(Dak 7FEH= 1 WS P0448)S AF&3sF AM=9]% ELISAY] <3|
S Ao 158 E<oF ImmunoPure TMBE wjoksle] 433}, whS& oM H,S0.9] 7t 98]

450mell A e EFEE= wpo| 2RI o] E BE] Victor & A AT, 7101999 FEi £8 Rz}
= F O Z5E GraphPad prismb 2 H|-X3 3] H A& Al&3e] AL

E=EE g6 ELISA 7] E (Abcam 100547)¢) &3] #A8t3, 7)o} 2o Al3d i =4
2 H-A3F g ol o3t BAS ALE5te] AZPA e 2&l] 1A vk o] Yt
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[0554]

[0555]
[0556]
[0557]

[0558]

[0559]

[0560]

[0561]

[0562]

[0563]

[0564]

[0565]

[0566]

SS90l 10-2683288

102 710199 % 7A7Z3174 & ©7b 4 Fo Fo o] HFsta w32 nll X0l
e Ae vebdt, dxzdoR ) oz 16 A= FFY ®
Wolal 9 IgG & thell Wi F4o= 54
T e oy Al Fo] Ame oaf dud

o] 7473363 AR el AolAg Folo] ohEge ¥4

=g 2y

(8261) 2 0.12M == Z# o] E(Signa, 712 =1 W3 P3130), pH 7.4; 2) 0AF2: 50mg/ml Y EF 7=
(Sigma, 7FE22 W3Z C4151); X 3) 50mM AMHEF(PBS)(pH 7.0)914 50mg/mL(0AF1 2 0AF2) Tt
100mg/mL(PBS) 9] s== A& 3}glct.

AlE s ZA7Z3363(AEWE 1244)8 1) O0AFL: 0.12M YEF A-uSA|FdolE(Signa, 2= ®
o]
N

F 1m fol

NHDF _AMIXE _ZA: O0AF1, OAF2 H+= PBSolA A& 3lw 7ZAZ3363(MEHZT 1244)9] SAS AAo 149] 7]A1%
IL17 ¢4 NHDF A% HAA o2 AZF3.

Aol AN Fo: =73 22gta o278 P E(Charles River)E oAZFLdo = A7, 22 AE

Eo] Ao|xAS =33k, % ZFElE (R-DUOD, AgnTho's, Sweden)E HA Ao WA o

g 20mm A2 “o] Ao Qg ow Ayt FEHHE $E9 sHoe® ¥ dFIPct. HF LSS
1

WAz Adsa, B AR A4 2 AGEs AE LS sdAds 29 B 2doz ANAT. B
Aol o7l Aol 5 A 69 B HARAA. $EF QAL 5% A A% Flgnclezz
Sng/kg % el pEgeene F

A 0.05mg/kg). FIEZRAL F=&F 2dd I 1Y 13 T3,
=
=

% dad Aol T, FAA(JZEFA 0.3mg/ml)> A <k 5k oz ﬂ% 7173 WA
o

7A73363%, AlA 0914 0.5mLe] €F o= 0AF1 Hx 0AF2(n=2)olA] A&sH 5.4umol/kg AZFe &F =
PBS(n=2)oll Al Al&gstE 10.8 umol/kge] o= Ao|xo 24 FAqFrt, o WMEL FoJF 1, 3, 8, 24,
72, 120 E 168AI17F A o] AEF uhH sl AFHsI, YL EFE FAHA g ARG, A T 7A73363
o] = AXd 160 7)AE ure} o] AHHA PK-ELISAZ SAEAwF, 70 WA Ing/mLe] 7ZAZ3363¢] ZTFS
AA g,

FETEH B4 EFEH B4 ) HE I o AlZkel ZIRESHCE. S W 1(T%) 2 Ao 84S
nfo] AR AT E Al 2 GraphPad Prism$ ]—%5}0% 3718,

g7

A3 sty 7A733639] A Zb7F 0AF1 % 0AF29l A A& 3le 7733632 2442 NHDF A2 7oA PBSS A8z}
H ok, &= 11& PBS A 3le 7473363} v)awdk 0AF19] A4 Z4 (% 11A) 2 PBS AE 3t 7A73633 H| WL

Sk 0AF2¢] A JA(XZ 11B)S uekditt. o] Ade 27) AlgolA 7AZ33639] ZAJo] PBS9t FTdsta, &
7A733632] AE3HA gAjo] Aboldt Rl o8 FIFS WA S e

I—H

o

ZA733632] Aol A% 47 OAF1, OAF2 2 PBS Al¥gshel 7AZ33632] A &4 Mol Fo(i.d.)e HE
welo A AAREY. o] A3 PBSe} Hlwsle] 0AF1 @ 0AF2¢l 98 Z71¥ 42 etk (=® 12). AEol&
Qe w210 mAIE Hbe} zFo] 0AF1, OAF2 2 PBSel Wha] 42 0.2, 0.8 2 0. 000701‘%}. OAF2 A& 3%
7A733632, & NN Azk7b #FE QAT PBSo| A1 9] A3 7} HILO}O% A3t 11608 $-58 Ha F45 e
th. OAF1o| A 7AZ33632] A1@-2 PBSellA ] AP Rt 3t 2608 o Fs o).

0
ool

[E£ 21]
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[0567]

[0568]
[0569]
[0570]
[0571]

[0572]

[0573]

[0574]

[0575]

SS90l 10-2683288

370] ol & ATl Z423363] HolA G Fef Fo) YEo|§y W T k5

e T" (h) ME0|82M (%)

PBS 43 0.0007 +/- 0.0002

OAF1 43 0.2 +/-0.02

OAF2 50 0.8+/-1.2
A4 19

NHDF 77l A s-1L-17A/3-INF E3A| o] 548}

B 2 gzt Ao Ak INFol didk 184S 2he A 1wk oldel, IL-17A 2 INFE E3 3hske 27
o golgk HFAE AAYTE. FAH R o]grbed ReFrY FA g TP FAT (R AL B 5ol
AL zke "Ada"® UER FAE SO D A0 AE How(AEWE 1231) 2 Ll (ALHE 1232)5
Abgato] A ETh, IL-17A %23} 7 WolAl] 714253(M I 1219) EololEl:= 7keA 15 &7 (GGGGS); HA
& Tl HCuw HT LCawd e fFdxow FIAA, A7 5FA HCw, 714253 B LCu.-714253%
AP, FAE HFA BAEE = 1340 =AIEY k. fEA F4, F2Y, CHO AlxEeA dAA

2wy 9 gelg A JEA IRE Y S AR Ao 9% MAMS Evitria AG(Switzerland)ell <] 3H
R

NHDF A7dellA IL-17A § =¥ 1L-6 ABA4ke] Apeh: NHDF A EdAo2 ZAalo 149
I, AT ME HCu, 714253 2 LCu,~714253 o] &9 H]7]= 0.9nM rhiL-17AE $ishe slX|olA] 63nM= 4
N

B 0.003nM7}A] 38 ©HAIZ HA 3k, vjar]E, AAld 26 71AE wke} 2o] VDSS A (704726-PPO13= e}
WS Ea] ABD WolAl PPOII(MEHE 1224)0] AxTHom §H &4 thxa 7 Wola 704726(A g s
1223; taq ZYMEAS £33} W olye}l ZAZ3363(MEHT 1244), F-INF A Adadth. 0.9nM IL-17A%
Zh= wiA] B ulx] @E5S gReke dlEe B ofuEl HE IL-17A F4& m=d AZFTH(6.2-0.0001nM) .
AN Fo] IL-6 e AAlel 3o 71AlE npel o] IL-6 5o]4 ELISAE AR&-3ste] g=Fstirt.

NHDF oA INF E= INF/IL-17A frie®l 1L-8 A4ke] Abek: NHDF(Lonza, 7= W& CC-2511) AlEE 4
F 57 QA (Lonza, 7FER1 WM& (C-5034)7F &8 AdfolAE 712 wiA (Lonza, 7FER71 W& CC-3132)°l
A gt A3 ddol, 99 500071 AEE 1002 ERk WA 96 4 v F#o|E(Greiner, JPERET W
= 675180)° k. AF dol, A1 71AE vk 2 HCw,m214253 B LCy,~714253 B Hlal7] 9] 3 E&

A 96-9 Z#olEoA AxFHTr. B34 2 Hwr]E 0.1nM 21%F INF(RED Systems, ZFEHE7L W3 2210-
TA/CE)E &3tAY 0.050M 2 0.1nM rhIL-17A°] £35S &Rt wiAdA SnM=FE] 0.00007nM7}A] 384
SAZ AR, 0.0InM INF %= 0.05nM 2 0.1nM rhIL-17A2] £3ES 2zt Alx =& HjA d5S Ffate
x2S w3k APk, A w s NHDF A 2SS z2te ZEolE Fo| #jAS vlgla, 100u/De] BES AE
ZYolER &ZTE. FHO|EF 37ColA 18 WA 24413t F<t w7l AXAHTE. ths &, A Fo IL-
8 e [L-8 £9o|% ELISAS Al-&3dlo] As)alct.

718 e} ko] Fael

IL-8 ELISA: IL-8% DuoSet ELISA 7]E(R&D systems, 7FE21 W3 DY208)o] <&l H=F3tgct. dwt Wz =
o] E(Costar, 7122 WZE 3690)2 F-IL-8 3 A, PBS F9o| 4ug/mL, 50ut/A= A} 4Co)A
FRYTE. A doll, FHEE FxRER 23] AlstaL, olojx] 2A13F F3F PBS + 1% BSAE 2bAIZATE. 2f
34 A]8]2(20-0.01ng/mL) 2 X AT [L-8 ¥ (R&D Systems, 7}EZ1 H3T 890806) X AXE A ZHolER
FE ] FAAE FTHE ELISA Z# ol EG0ul/ D)ol H7bstar, 1.5A1F 58 Ao wggrt. FHolEE A
& ELISA M 7]2 43] A& 38}aL, 20ng/mL(50xe/H)e] ¥ E LS} -1L-8 A& FAE 7M. F71=2 <t
A7 Z ZYolEE MASaL, 800082 3w 502 ~EFEo|YU-HRP(Thermo Fisher, 7}E=Z1 WHE
no. N100)& 99 7k, ZHoEE F71= 127k vk 9 Ald Fo A9 5040 TMB(Thermo Fisher, 7}&
23 WF 34021) % AASIL, WSS 5040 M 1,80, AAANAY. FFEE GF BA #E7) (Victor , Perkin

Elmer)ell A #=3c}.
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[0576]

[0577]

[0578]

[0579]
[0580]

[0581]

[0582]

[0583]

[0584]

[0585]

[0586]
[0587]
[0588]

[0589]

[0590]

[0591]

[0592]

[0593]

SS90l 10-2683288

7}
NHDF_Z1 Aol M IL-17A_ F =% 1L-6_A4ke] Apek: 2709 B3] HCp,—714253 2 LCuga—Z214253-2> NHDF 73 7 ol A

IL-17A §%% IL-6 A2HS xohsts= OFQ S>3 ##ste] ATk, NHDF A& el AxE T 13Bd] Al A H o]
ATF, HCp,=714253 2 LCu,-214253 & th= 7A73363% SAFSE IL-17A 2pbsS zh=t), o|Abs upel o], oju
3 AL Ada T A R Z04726-PP013°l thel #EH A kgt

NHDF A& A INF_HE+= INF/IL-17A F5H 1L-8 AA4ke] Apvk: 2709] E3HA] HCw,-714253 3 LCu,~214253
NHDF #A7Ael A INF & INF/IL-174 32 F9 1L-8 Aaks aidshs o592 S #dste] A3,
NHDF 749 A= HCy,m7214253 2 LCy,-Z2142530] £33 INF Xehs s ##dste] I-INF &4 Adast FAFSE <
Al Zeadg zhs A& e 2@k, HCw 714253 R LGy, 214253, INF 2 IL-17 & tholl digh 2t
s AshE A9, 23 AACNA Ada R ZAZ33633 waldte] -3 oAl TR adS YR 13D).

flzo]o 4] 7-ABD-7 EelHEl= o] A oFEEu

B AN E T7-ABD-7Z Z|HEIE 7A733637F Fol® Alo] =B daolda] 1
T= 71Age. Adbe Alo] Bt aol A ZA733639] WkE7)] H ol ALt

(e]
e
=
i)
2
4
00:‘:{1
)
=
T
o
ol
re

e

iy

ZA73363( M EHT 1244)S 1, 4, 7 % 10904 @A 7 A9 FJo 2 20mg/kg(n=2; 1 FH =L 1 o+#A) ¥
40mg/kg(n=4; 2 F7 = 2 4A) T3}, 7473363 L9 AL A3 I MEZL 199 HAx £FAH 0
(F94), oI5 58, 0.5, 1, 2, 6, 24 2 48717 2 10¥9 FHF &F(AH 0(FoH), Fo4F 58, 0.5,
1, 2, 6, 24, 4823, 5, 7, 10, 12, 14 2 21)o] tis) =3, I AE Fo| 7ZA733639] AHZI=
7A733639] E#A 43} Fo £E8 HE =] 723k LC-MS/MSe] 938 3t FE-A7 T2ade 19 2
10l sl Ee BAES AFES v-7+8 Wy A 7] FEO o A gl o10dol i dolHE
Hrleke 78 W B o2 AREste] Hrksio.

7}

1 51 1090l A o] Fell 7A733639) ﬁé& g FE-AL TaAAde 747 = 140 B = 14Be] EAE ¢
ith. 7ZAz33637F WA PK @7k 97 @Y &% A G ARl R EekaL, v ol 9 o]
27153 Ade g Fo F9 %E—A]{ zgage] o= 75t . @ = 2-7E Ase w
g 27 do= ATk oy % A2 vrE AF(HolH e EAEA &) 2HE HrlE A2 4o t4
o}
O,

ol
N
%

—
o,

= tHEF 4 WA 7.5¢U0]%aL, ol dwo]l el lojx Bty tlsol AAFT[FE: Deo et al., 1974, J
Nutr 104:858-64]. <974 Aol& A=A ekokrt.

AAe 21
Mol A Z-ABD-7 Z2FEI=o] AT T

Mgre] Az 7A7Z3363(AMDHE 1244)S 100mg/nle] FE= 0AF1(AA ] 18 #FH=x)olA AFsgct. APS 52
AzxA7 L, FE5-or F¢ mgd 732 A Ao FHAZT(Catalent Pharma Solutionsol <3 3,
Beinheim, France). Z+Z}2] &S th=F 25mg 7AZ33632S §Hr-3itt.

TE AT TE dAyeE dA"¥E o]l ApojAd A~ (Huntingdon Life Science)(Cambridgeshire, UK)olA
F8atk. A4 BF H(n=3; A MA) Dol A 7A73363(tHEF 150mg)S Hret= 67 HES Ak, 934
MEZO Bol% (05, 1, 2, 4, 6, 8, 12, 24 2 96~z A 2F ).

AZsl: A WE 29 74733639 FEE Egz o7 AAd 160 7]AE ®e o] PK M=$x] ELISAS A&
sto] ksl nk, A1 ZE wAldA AR AAtE BReERd -7 (o6 AT,

47

7873363 7MY Al EF = o) A7F TE2HALe & 159 AA o] k. A= JRA Alole) kzre]l HApek
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[0594]
[0595]

[0596]

[0597]

[0598]

[0599]

[0600]

[0601]

[0602]

[0603]

[0604]

[0605]

[0606]

[0607]

[0608]

[0609]

[0610]

[0611]

[0612]

[0613]
[0614]
[0615]

[0616]

[0617]

[0618]

[0619]

[0620]

[0621]

S=50l 10-2683288

A BE 3/ BEolA ZAZ33639] HUW 45 e, ZAZ3363 3 kv o) 2-30nMel] =g dch. &3
]_

ol A, 7A73363¢] €3
(I3 1223)¢ 7
21 TH(W02012/004384) .

T2 HoE 96A A EFSHAl f-A8kaL, o= 7ZAZ3363 Ulell A ABD X.e]e]¥] PP013
v

oy ulse] Axage] AA@d. ) Lyve] Agel PP013e S o e g5 H ol

A Fee gu e

1. IL-17A A% REZBNE ZT3stE [L-17A 43 ZyAgcax, A7) ZEzrt

EXoDX AX6XEIX10X11LPNL - X16X17X15QX20X21AF IX05 X26LX28Xs9

(1714, Mz sH4e=

LEACH M2 YRERY My

Xz A, D, E, F, K L, M, N, Q, R, S B YRSE ¥

Xo= A, Q R W2FH deisar;

2 F, L LMV, W YEREE Aawa;

Ko A 2 WE2RE My

Xu2 A, D, E,F, G, L, M\, N, Q, S, T 2 YE7R¥ Hux;

X N 2 TE2HY A9

Xp2 H, W YERH

Xis& A, D, E, H ¥ VE5H

Xoo= A, G, Q, S ¥ T=5H

2 2

Aeea;
e
e,

Xo= A, D, E, F, H, K, N, R, T, V, W 5 Y25E A&

Xst= A, D, E, G, H, I, L, M, N, Q, R, S, T ¥ VRXE A,

Xoo K 2 SERE Adx

Xes& I, L, N 2 REHFH ¥ = aL;

X D 2 RERE Melgc)) 2

A7 Dol AHojwl A Aol 89% TUHS e o

ZHE A opulieit AAE olFo7l, IL-17A AF oA

-

meth A

Iy

2. 5 1o oA, AL i)elA,

X7 A H 2 NERE A89Ea;

X7F A, D, E, F, L, M, N, Q, R ¥ Y255 Hd&ax;

Xu°l A, D, E, F, G, L, M\, N, S, T 2 Y=RE Hdus;

Xis©] A, D, E B VERE Mex;

X000l A, G, Q 2 WE2HE Hes]ar;

X0l E, F, H, N, R, T, V, W 2@ YEXE Heiy;
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[0622]

[0623]

[0624]

[0625]

[0626]

[0627]

[0628]

[0629]

[0630]

[0631]

[0632]

[0633]

[0634]

[0635]

[0636]

[0637]

[0638]

[0639]

[0640]

[0641]

[0642]

[0643]
[0644]
[0645]
[0646]
[0647]

[0648]

[0649]

[0650]

[0651]

Xss7F A, D, E, G, H, I, L, N, Q, R, S, T 2 V23 M,
Xpeol I, N B REFE Mels]=, [L-17A 2F ZPE=.

3. &5 200 oA, M i)ellA,

X16©] To]aL;

Xi70] WolaL;

Xp©l E, F, H, W, T & YEX¥ HAe=a;

Xs7F A, D, E, G, H, I, L, N, Q, R, S ¥ TEH¥ HAe=;
Xo6©] Ko]aL;

Xoo7F DS, IL-17A A% ZPE =,

SS=50l 10-2683288

4. 35 1 WA 3 F9 o= st oA, A4E i)e] s7] 117 =7 1-XI:

[. X,7} Aelaz;

I1. X7} D, E 2 Q=4E Mz,
[11. Xs©] Ao]ar;

IV. X;o] F 2 V25E Aeyz;
V. X;g©] To]aL;

VI. Xyl WolaL;

VII. Xigo] A 2 DEXFE AMezar;
VIII. Xy0] WolaL;

IX. Xy0] Ko]az;

X. Xgs©] RoJaL;

XI. Xoo7} DS1 27 5 67] o] 4S FF5A7]1%, IL-17A 2F ZPE =,

5. 5 4ol SlolA, M o] 17 231 1XI F9 A= s 547
6. F5 5ol lelA, M D)ol 17 231 1-XI F9 A= 8/iEs 5417
, AD )ol 117 =1 1-XI 59 Ho% 9E FHA17)

|
ot
4
op}
2
39,

L 2 2 2 2
=

8. & 7o lojA, A i)o] 117 A 1-XI T2
9, & 8o glolA, Ad i)o] 117 A [-XI EFE Z==A]7]+, IL-17A

10. &5 1 WA 9 9 o shuell A, XoXs, XoKig B XeXi0©] AAST,

11. 3
ZEE =,
12. 5 1 WA 11 F9 A= el oA, XoXos, XeXos T XioXes©] ARSI,

=, IL-17A A3 2=
=, IL-17A A3 2=

=, IL-17A A3 2=

Hol® 10718 ZZA)17], IL-17A 2% ZyAg =,

2% ZYFEHE.

IL-17A 2% ZHE =,

e 1 R 10 F9 o= sty oA, XoKiz, XoXeo, XeXiz, XeXoo, XioXir T XioXg©] AWSD, IL-17A 2%

IL-17A 2% ZE =,

13. &5 1 UlRx] 12 9 o= sl dofA], XX BT XooXes©l WRSL, IL-17A A% ZEE =,
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[0652]

[0653]

[0654]

[0655]

[0656]

[0657]

[0658]

[0659]

[0660]

[0661]

[0662]

[0663]

[0664]

[0665]

[0666]

[0667]

[0668]

[0669]

[0670]

[0671]

[0672]

[0673]

[0674]

[0675]

[0676]

14, 32 1 YA 13 F9 o] dftol] glojA,
15. &5 1 WA 14 59 o= shuel SlojA, A<
AE T A 8 A YA 369 A4, IL-17A A3
16. & 159 doiM, M <E
o] 912 8 WA A 369 AL,
of lolA, A4d i)o]
IL-17A A% ZEE =,

IL-17A 2% ZeHE =,
17. 35 16

o Mdel,
18. @5 179 deiA, M4
369 Adel, IL-17A A% FRE =,
19. &% 189 slolA, A4
369 Adel, IL-17A A% FRE =,
20. &= 199 slelA, A i)el
2] 369) AEel, IL-17A A% EeE =,

21. % 2001 SlolAM, M i)o] AEHE 1-7T= o] Foj3
A4, IL-17A A3 EHE =,
22. FE 219 lejA, MD i)o] AEME 142 o]FolQ

369 A4ql,
23. & 220 JojM, M4

IL-17A 23 ZfE =,

B 1 A 23 F¢ o]z dlito] glojA,

“?‘—g‘ oxool'T‘:‘, IL-17A @51:1]' :E'L—E]JSE]E—

)
o3
ot
i
—_
=

A 27 Fo] o= el 9lolA,
iii) K-[BM]-DPSQS X.X,LLX. EAKKL X.X.X:;Q
(714, [BI]<
X, & A 2 SEEE MeEa;
Xyt N 2 ERYE M
X A, S 2 CEYH Mgy a;
Xi= B, N 2 SERE Meya;
Xe= D, E 2 SERE MuE;

Xi= A 2 SERE Adudn,) 2

iv) 471 i)l Aeld Mada Hole 856 48 2 ol

ZHE AdgE opeat qd A7 LEBlod) S 36k,
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XiXso0] WWSL,

IL-17A 23 Ze =,

AduE 16602 o]Folxl TForiE e

i)o] MEME 1-352 o] Fojx 1FoRRE Mg

i)o] MEWE 1-272 o]Fojx 1FoRRE Muy

AEUE 171002 o] Fofy Txo e ey

Dol MdWE 1 &2 914 8 WA 1A 369 AL,

8 1 UlX] 23 T o= shvfel AHoE IL-17A A3 EE|xojar,

2 A

IL-17A 23 ZE =,

7] 370-Ubdl The gl el vjol
, IL-17A @%L %E]?ﬂE]E.

SS50l 10-2683288

o] HAME 1-12160.2 o] Fojxl I1FozyE Mg
Y =
i)o] AEHE 1-66, 1200, 1206 % 1214 o] F

Fol 971 8 WA 917

Fol 971 8 WA 947

<9 912 8 WA 369

<9 912 8 WA 914

IL-17A 23 Zfe =,

7] IL-17A A% RE|Z7E 37-uba o geld wujele] o

AR
B Aess=, IL-17A 2
-2~ (Staphylococcus

o X0 Dol L



[0677]

[0678]

[0679]

[0680]

[0681]

[0682]

[0683]

[0684]

[0685]

[0686]
[0687]

[0688]

[0689]

[0690]

[0691]

[0692]

[0693]

[0694]

[0695]

[0696]

[0697]

[0698]

[0699]

[0700]

[0701]

[0702]

[0703]

[0704]

[0705]

[0706]

29. FE 1 %] 27 59| o= shte] glojA],

v) K-[BI]-QPEQS X, X,LLX. EAKKL X.X.X:Q

S=S0ol 10-2683288

(714, (B &5 1 WA 23 F9 o= shfol] AHojw IL-17A A3F RE|X o], & Xy ROJIL;

X, 5 A 2 SEEE MEEa;

Xyt N 2 ERYE M

X A, S 2 CEYH Mgy a;

Xi= B, N 2 SERE Mey]a;

Xe= D, E 2 SERE MeE;

X,z A 2 SEHE Addgdr.) 9

vi) 7] vyell o Aojd M Holx 85% TUdS e obviat Ad

ey

25 e opn| At 49 Adt BE(Blod) S EFee, IL-17A 23 2

flu)

30. & 28 X 299 glojA], Ad iii) EE v)dlA X7} A, [L-17A A% ZE|HE =,

31. 3 28 w290 glolA, A iii) EE v)olA X 7F SO, IL-17A A% ZHE =,

32. @& 28 WA 31 9 o= dhtel glojA, M iii) T& v)olA X7k N§l, IL-17A 23 Z2)g =,
33. @& 28 WA 31 9 o= shtel lojA, ME iii) EE v)olA X7k ESl, IL-17A 23 Z2g =,
34. F& 28 WA 33 59 ol shtel oA, A iii) T v)ollA X7F AQl, IL-17A A% ZEHE =,
35. &5 28 A 33 59 ol shtol oA, A iii) TE v)ollA X7F S9l, IL-17A A% ZEHE =,
36. && 28 WA 33 59 ol dhtol oA, A iii) TE v)ollA X7F Cel, IL-17A A% ZEHE =,
37. @& 28 WA 36 9 o dhrtel glojA, A iii) T v)olA X7t S, 1L-17A 2% Zg=
38. & 28 WA 36 9 o dhrtel glolA, ME iii) T v)olA X7k N§l, IL-17A 23 Z2fg =,
39. @& 28 WA 36 9 o dhrtel lolA, ME iii) T v)olA X7F S¢1, IL-17A 23 ZefE =,
40. &5 28 WA 39 59 ol dhtel oA, A iii) T v)ollA X7F DI, IL-17A A% ZEHE =,
41, FE 28 WA 39 59 o ol ol AL iii) e v)olA X7F ESl, IL-17A 2% ZEHE =,
42, - 28 YA 39 F¢] o aftol] JolA, AL iii) EE vl X7 S¢, IL-17A 23 ZFE =,

43. 5 37 2 39 WX 42 F9] o= st oA, MY iii) EE v)olA XXF EE, ES, SD, SE ¥ SSEE

B MeEE=, [L-17A A3 ZPE =

44, 35 430 QQoiM, M iii) T v)olA XX IF ESS, 1L-17A 23 Z¢FE =,
45. 35 430 QQoiM, M iii) T v)olA XX 7F SEQ, IL-17A 23 ZFE =,
46. 5 430 QQoiM, A<D iii) T v)olA XX IF DS, IL-17A 23 ZFE =,
47. 5 28 WA 46 T o= dhfol QloiM, AL iii) T v)olA X7k AQl, IL-17A 2§ ZEHE =,
48. 33 28 WA 46 T o= dhifol QloiM, AL iii) T v)ollA X7k SO, IL-17A AF ZEHE =,
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[0707]

[0708]

[0709]

[0710]

[0711]

[0712]

[0713]

[0714]

[0715]

[0716]

[0717]

[0718]

[0719]

[0720]

[0721]

[0722]

[0723]

[0724]

[0725]

49. - 28 = 290 glojA], A
A3 e =
50. #E 28 w299 QlojA], A]
A3 FoHE =
51. & 28 = 299 QoA A
A3 FoE =
52. B 28 L= 299 gloA, A
A3 FoHE =
53. B 28 L= 299 glojA, A
A3 e =
54, = 28 Wi 290 QlojA], A
23 e =
55. &% 28 T 299 glojAf, A

58. &5 510 glojM, ME

—
o
—
~

A AR EZREE.

il

59. & 520 oA, M

—
5
—_
~

A AT EZREE.

60. 5 539 oA, M4

IL-17A 2% ZE =,

61. 5 559 oA, M

IL-17A 2% ZYFE =,

62. FE 499 QojA, M

63. T 500 oA, M

IL-17A A% ZHEHE.

64. &= 510 oA, M

IL-17A A% ZHHE=.

65. &= 520 oA, M

IL-17A 2% ZYFE=.

il

66. I 540 oA, M4

IL-17A 2% ZHFE=.

il

67. & 550 oA, ML

IL-17A A% EHHE.

iii) =

iii) =

iii) =

iii) =

iii) =

iii) =

iii)

iii)

iii)

iii)

iii)

iii)

H
s

H
s

e
i

e
rr

m
i

e
rlr

4 iii) &=
4 iii) &=
o

3 iii) =

d iii) =

3 1ii) =&

d 1ii) E&

3 1ii) E&

v)oll A,

v)oll A,

v)oll A,

v)oll A,

v)ollA],

v)ollA],

V),

V),

V)],

V),

V),

V)AL,

v)ol A, X,7F AolaL;
v)elA, X7 SelaL;
v)ol A, X,7F AolaL;
v)oll A, X, 7F Selat;
V)l A, X, 7F SelaL;
v)oll A, X,7F Selat;
v)olAl, X7} SelaL;

S=50l 10-2683288

Xo7F NolaL; X7} Ao, Xe7F ASl, IL-17A
X7} EolaL; X7} Aola, Xe7F ASl, IL-17A
Xo7F NolaL; X7} Colar, Xe7F ASl, IL-17A
Xy7} EolaL; X.7F SolaL, Xi7b S¢1, IL-17A
Xs7t Eolar; X.7F Solat, Xi7} AQl, IL-17A
Xo7F Eolaz; X.7F AolaL, X7} S¢1, IL-17A
X,7} Eolar; X.7F Colat, X7} Se1, IL-17A

X7} Aolar; X7} Nojar; X.7F Ao]aL;

X7k SolaL;

X7 Ao]aL;

X.7F SolaL;

X, 7} Selat;

X7  Solat;

X7 Aot

X, 7} Selat;

X7 Aolat;

X7} Solaz;

X7} Solaz;

X, 7} Selat;
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X7} EolaL;

X7} NolaL;

X7} EolaL;

X,7} Eola;

X7} EolaL;

X7} NolaL;

X,7} Eola;

X7} NolaL;

X7} EolaL;

X7} EolaL;

X7} EolaL;

X7F AolaL;

X7k ColaL;

X7k Selat;

X7k Selat;

X7} Colat;

X7} AolaL;

X7t AolaL;

X7} Colat;

X7} Solat;

X7} Aol

X7} Colat;

XX7F NDolar, X7} AQl,
XX7F NDolar, X7} AQl,
XX7F NDolar, X7} Ael,
XX7F NDolar, X7} Sel,
XX7F NDolar, X7} Ael,
XX.7F NDelar, X7} Sel,
XXe7F SEolar, X7} AQl,
XXe7F SEolar, X7} AQl,
XX7F SEolat, X7} AQl,
XX7F SEolaL, Xe7} S¢l,
XX7F SEolaL, Xq7} S¢l,

XX.7t SEolar, X7} S9I,



[0726]

[0727]

[0728]

[0729]

[0730]

[0731]

[0732]

[0733]

[0734]

[0735]

[0736]

[0737]

[0738]

[0739]

[0740]

[0741]

[0742]

[0743]

[0744]

[0745]

S=50l 10-2683288

68. FE 490 glojA, AE iii)

5
i

VA, X, 7F Aolar; Xp7F NoJar; X.7F Aolar; XX7F ESelar, X7} A9,

5001 doiA, M iii)

5
s

VoA, X, 7F Solar; X,7F Eolar; X.7F Aolar; XX7F ESelar, X7} A¢l,

5
s

v)olA, X,7F Aolar; Xp7F NoJaL; X.7F Colal; XX.7F ESelal, X7} A9,

520 doiAl, ME iii)

5
s

|
%
|

70. FE 519 oA, ME iii)
E<|
= v)olA, X 7F SelaL; X,7F Eolar; X7} Solar; XX.7F ESelar, X7} Sel,
E<|

72. &% 550 oM, M4E iii)

5
rr

v)olA, X 7F SelaL; X,7F EolaL; X7} Colar; XX.7F ESelat, X7} Sel,

73. & 499 A, AE iii) = v)ollA, X7F Aelal; X7k Nolar; X.7F Aolarl; XX.7F Shelar, X(7F ASl,

74, &5 500 oA, AME iii) e v)oAl, X7F Sela; X7t Eolar; X.7F Aolar; XXt SDelar, X7 A<l

75. @5 510 oA, A iii) E= v)olAM, X7k Aolal; X7 NolaL; X7k Colal; XX.7F ShelaL, X7} A<,

A AR EREE.

—
5
—
~

76. S 520 lojA, ME iii) T v)oA, X7k Sela; X7k Eolar; X b Solal; XX.7F Shelal, X7 S9l,
IL-17A 2% ZE =,

77. G 540 ojA, ME iii) T v)olA, X7F Sela; X7t Eolal; X 7F Aolal; XX.7F Shelal, X7 S9l,
[L-17A A% ZfE =,

78. & 559 lojA, ME iii) T v)olA, X7F Sela; X7k Eolar; X 7F Colal; XX.7F Shela, X7 S91,
[L-17A A% EefE =,

79. FE 280 oA, Y iii)o] AEHNT 1-12160.2 o]|FojW aFozRE AEd Ad F9 9x 7 UX
9]z] 559] A9l IL-17A A& Zo|HE =,

80. @5 7991 oA, A iii)o] MAMZ 1-66, 1200, 1206 B 1214= o]Fojxl oy A9 M
F9 9A 8 WA $1A] 559] A del, IL-17A A3 ZFEHE=,

81. 3% 80o] UYolA, AE iii)e] AEHE 1-660% o]Folxl AFoRRE MEd HE F9 95 7 HXA
9]z 559] A4l [L-17A A& Zo|HE =,

82. & 8loll YJojA, M iii)o] MEHT 1-352 o|Foxd aFozRE AEE MdE F9 9% 7 WA ¢
2] 559 A4, IL-17A A% ZRE =,

83. & 820 YojA, ML iii)o] MEHT 1-272 o|Fod aFozRE AEE MdE F9 9 7 WA ¢
2] 559 A4, IL-17A A% ZRE =,

84. & 830 glojA, MY {ii)o] AEHE 1-100.2 o]Fojx aFoaRE Muld Md F9 99X 7 YA
9] 559 Agel, IL-17A 23 ZEFE =,

85. TE 840 oM, M iii)o] HEHZ 1-72 o|Fo aFozRE Agd HE F9 X 7 WA Y
559 A4dg¢l, IL-17A 23 ZEAg e,
86. & 859 oM, M iii)o] HEHZT 142 o|Fojd aFozRE Agd I F9 X 7 WA Y

559 Mgl IL-17A 23 ZEAg e,

87. & 860 oA, M iii)o] MEAME 1 T A 7 WA 1A 559 AEQl, IL-17A 23 ZefEH=.
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[0746]
[0747]
[0748]

[0749]

[0750]
[0751]
[0752]
[0753]
[0754]
[0755]
[0756]

[0757]

[0758]
[0759]
[0760]
[0761]
[0762]
[0763]
[0764]
[0765]
[0766]
[0767]
[0768]
[0769]
[0770]
[0771]
[0772]
[0773]
[0774]
[0775]
[0776]
[0777]
[0778]

[0779]

SS=50l 10-2683288

88. FE 1 WA 87 F9| o] shitol 9lojA,
vii) YA-[Blod)-AP
(17)4, [Bllod]= &% 28 WA 87 | shutel gelgl 1L-174 AF wEolch) 2

viii) 7] vii)el ols) Aol Mda} Aok 86% LS Ze ofvliedt MARRYH HdYd ofnit HES
Zh=, IL-17A A% EYgH =,

89. FE 1 WA 87 F9 o] shitol 9lojA,

ix) FA-[Blod]-AP

(1714, [Bllod)= &5 28 A 87 F2) o= shjol] Felgl IL-174 A wEolr.) 2

x) 371 ix)el o3 Aojw Mda Hoj® 86% TUFS Zh= ob et DS e, IL-17A A% P EE.
90. & 1 WA 87 F9 o] shitol lojA,

Xi) FN-[ Biod]-AP

(1714, [Bllod) = 35 28 WA 87 F¢] o= shifel] Aelel IL-17A 23 %

o4
o
=
&

xii) A7) xi)el oJsf Foje M3} Holk 86% FUHES ze obv|wAl AERFH HEE opv it Ads

e, IL-17A 2% ZYHE =,
91. & 1 WA 90 Fo of= shrtol SlejA,
ADNNFNK- /Bl /-DPSQSANLLSEAKKLNESQAPK ;
ADNKFNK- /Bl /-DPSQSANLLAEAKKLNDAQAPK ;
ADNKFNK- /BMJ-DPSVSKEILAEAKKLNDAQAPK ;
ADAQQNNFNK- /B /-DPSQSTNVLGEAKKLNESQAPK ;
AQHDE- /Bl ]-DPSQSANVLGEAQKLNDSQAPK ;
VDNKFNK- /Bl /-DPSQSANLLAEAKKLNDAQAPK ;
AEAKYAK-/BMJ-DPSESSELLSEAKKLNKSQAPK ;
VDAKYAK- /Bl /-DPSQSSELLAEAKKLNDAQAPK ;
VDAKYAK- /Bl J-DPSQSSELLAEAKKLNDSQAPK ;
AEAKYAK- /BMJ-DPSQSSELLSEAKKLNDSQAPK ;
AEAKYAK- /BM/-DPSQSSELLSEAKKLNDSQAP;
AEAKYAK- /B J-DPSQSSELLSEAKKLNDAQAPK ;
AEAKYAK- /BM/-DPSQSSELLSEAKKLNDAQAP;
AEAKFAK- /Bl /-DPSQSSELLSEAKKLNDSQAPK ;
AEAKFAK- /BM/-DPSQSSELLSEAKKLNDSQAP;
AEAKYAK- /B J-DPSQSSELLAEAKKLNDAQAPK ;
AEAKYAK- /B J-DPSQSSELLSEAKKLSESQAPK ;
AEAKYAK- /BM/-DPSQSSELLSEAKKLSESQAP;
AEAKFAK- /Bl /-DPSQSSELLSEAKKLSESQAPK ;
AEAKFAK- /BM/-DPSQSSELLSEAKKLSESQAP;
AEAKYAK- /Bl J-DPSQSSELLAEAKKLSEAQAPK ;
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[0780]
[0781]
[0782]
[0783]
[0784]
[0785]
[0786]
[0787]
[0788]
[0789]
[0790]
[0791]
[0792]
[0793]
[0794]
[0795]
[0796]
[0797]
[0798]
[0799]
[0800]
[0801]
[0802]
[0803]
[0804]
[0805]
[0806]
[0807]
[0808]

[0809]

[0810]

[0811]

[0812]

[0813]

AEAKYAK- /B J-QPEQSSELLSEAKKLSESQAPK ;
AEAKYAK- /Bl J-DPSQSSELLSEAKKLESSQAPK ;
AEAKYAK- /BM/-DPSQSSELLSEAKKLESSQAP;
AEAKYAK- /B J-DPSQSSELLAEAKKLESAQAPK ;
AEAKYAK- /Bl J-QPEQSSELLSEAKKLESSQAPK ;
AEAKYAK- /Bl J-DPSQSSELLSEAKKLSDSQAPK ;
AEAKYAK- /BM/-DPSQSSELLSEAKKLSDSQAP;
AEAKYAK- /Bl J-DPSQSSELLAEAKKLSDSQAPK ;
AEAKYAK- /B J-DPSQSSELLAEAKKLSDAQAPK ;
AEAKYAK- /B J-QPEQSSELLSEAKKLSDSQAPK ;
VDAKYAK- /Bl /-DPSQSSELLSEAKKLNDSQAPK ;
VDAKYAK- /Bl J-DPSQSSELLSEAKKLSESQAPK ;
VDAKYAK- /Bl /-DPSQSSELLAEAKKLSEAQAPK ;
VDAKYAK- /Bl /-QPEQSSELLSEAKKLSESQAPK ;
VDAKYAK- /B /-DPSQSSELLSEAKKLESSQAPK ;
VDAKYAK- /B /-DPSQSSELLAEAKKLESAQAPK ;
VDAKYAK- /B /-QPEQSSELLSEAKKLESSQAPK ;
VDAKYAK- /B /-DPSQSSELLSEAKKLSDSQAPK ;
VDAKYAK- /Bl /-DPSQSSELLAEAKKLSDSQAPK ;
VDAKYAK- /Bl /-DPSQSSELLAEAKKLSDAQAPK ;
VDAKYAK- /B J-QPEQSSELLSEAKKLSDSQAPK ;
VDAKYAK- /B /-DPSQSSELLAEAKKLNKAQAPK ;
AEAKYAK- /BM/-DPSQSSELLAEAKKLNKAQAPK; &
ADAKYAK- /BM/-DPSQSSELLSEAKKLNDSQAPK 2 5-E] A &%l o}m] =t

(4714, [BNS &5 1 WA 25 52 o= shito] Holw IL-17A Ag

2RE HNeEE opnnal AL ¥des, L-17A 23 Za|gE s,
92. & 1 WA 91 9 o= gl glojA,

xiii) VDAKYAK-[BM]-DPSQSSELLSEAKKLNDSQAPK

(A71A, (B2 &5 1 WA 23 59 o= shifel AHeolg IL-17A A3; EE|Zo|t}.

xiv) 7] xiii)el Fo® Mdz Hom 86% TUFE 2t o wit Iy

sh, IL-17A 2% Z8E =,

93. & 920] oA, M xiii)o] AEME 1-12162H-E Ay
94. & 939 oA, ME xiii)o] Ad

2h=

95. & 940 glojA, A xiii)o] AEWME 1-662 5 HE ==,
96. & 950 oA, A xiii)o] AEWE 1-3525E HE =,
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3l}
2

IL-17A A3}t

IL-17A A% &

H ofrlwt e

SS50l 10-2683288

b

3
=4

cIL-17A 2% Sy =,

WHE 1-66, 1200, 1206 2 12142 HF-E MeEx =, IL-17A 23 Z



[0814]
[0815]
[0816]
[0817]
[0818]
[0819]
[0820]
[0821]
[0822]
[0823]
[0824]
[0825]
[0826]

[0827]

[0828]

[0829]

[0830]

[0831]
[0832]

[0833]

[0834]

[0835]

[0836]

[0837]

[0838]

[0839]

[0840]

SSS0l 10-2683288

97. & 960 oA, D xiii)o] MEMF 12725 E HNeE=, [L-17A A% Z2HE =,

98. & 970 QoA A xiii)o] MEMF 1-100 2R Mus= [L-17A 23 ZRe=.
99. @& 989 oA, A xiii)o] MEHE 1-72HE Aesi=, [L-17A 23 ZHE =,

100. &% 999 gloiAM, A xiii)o] MEHE 1-425E Aely=, IL-17A 23 ZRE =,

101. &% 10000 AAA, AL xiii)o] AERT 191, IL-17A A3} ZHE=.

102. &5 1 WA 91 9 o= ghrfell glojAl,

xv) AEAKYAK-[ BM]-DPSQSSELLSEAKKLNDSQAPK

(A714, [BIe 5 1 WA 23 5 o= shitol] goje IL-17A A3 REzolt}.) 3l

xvi) 7] xv)ol AojH MAn Holm 86% 5UAS 2t ofv|At A4

Z5E Aeg opnnak 4D ¥dets, IL-17A 23 ZFEE,

103. 32 10200 oA, M xv)7F AEHE 1217-122282 3] AMEE = [L-17A 23 Z2HPE=.
104. 3% 103 oA, A xv)7F ALHF 1218-12222 5-F] Aelw)E= | [L-17A 23 ZHE =,
105. &% 1040 golA, A xv)7F ALHF 1219-12222 58] HAelsEs | [L-17A 23 Z2HE =,

106. 3= 1059 YA, AE xv)7F AdHET 1219 2D AEWE 12222 F3F AEEE, [L-17A 2%
)

107. &5 1069 JoJA, AME xv)ol AEHE 121991, IL-17A A3t ZHEHE=.
108. & 1 A 107 2] o= shfo] ojA], 5289 K, ol Arh 1x10 M, oS S, Ho) 1x10 N,

o S, A 1x10 M, AE 59, g 110 N2 DR L1740 A 5 de, 1174 AF 9y

1 WA 108 9] o= shel]l 2lojAl, <1k IL-17A4 2 F&l [L-17A% o]Fox aF o2 E Alds
. 5 :

110. &% 1099 glolA], AZE IL-17A] 27 4= o=, IL-17A 2% ZEHE =,
1. 5 10990 golAM, 7+ IL-17A0] 238& 5 =, 1L-17A 23 S =,

112. 35 109 WA 111 F9 o= styel oA, <17k IL-17A ¥ F9 IL-17A0] Ags 4= =, IL-17A 2

113. 3= 109, 110 2 112 39| o] dhi}ol] dojA, A7) €17k IL-17A7F M E 12262 ofu]i=it Hd ==

ol9] FPH o7 FE3I vAHS FIeE, IL-17A 2% ZHPg=

114. &2 109, 111 2 112 £9] ox siufo] QojA], A7) B IL-17A7F AW S 12279] oln| w2t Ad w=

ole] gdHow FaY s ok, IL-17A A3 ZfEH =,

115. 32 1 WA 114 F9 o= shbe] oA, C-Zek /= N-dek whilo] F719) ol wAtS ¥ dale

IL-17A 2% ZZFE=

116. 85 11590 QlofAl, 7] F71e] ofmwik(E) o] FEHEI =9 A4k, A, AU e Aldd 3,
T

AEW Ee 2E5E AT/ A7 7&%@}%171—5, [L-17A A7 ZeE =,
17. &5 1 WA 116 59 o= ;Moﬂ SLolAl, ofulmAat Aol TdsiAY ol = gl Aok 27 IL-
174 A% FePEE @FAE ek, oA el IL-17A 2% ZeE s,
118. 3+ 117 9loiA, 7] IL-17A A% Ee|E = w3k w@e7h 94 &/ Agrsol s, IL-174 A

119. 5 18l oA, IL-17A 2 ZRE = w@=kA a7k 65 eid=A Gy, IL-174 4% &7
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[0841]
[0842]
[0843]
[0844]
[0845]

[0846]

[0847]

[0848]

[0849]

[0850]
[0851]
[0852]
[0853]

[0854]

[0855]

[0856]

[0857]

[0858]

[0859]

[0860]

[0861]

[0862]

[0863]

e =

120. &5 117 WA 119 F9] o= 3fvto] oA, o

121. - &5 1 WA 120 F2| o] dlijo] upE& [L-17A A3 =

- B3 AESA @48 Ze ZEHEER o]Folzl A2 HololH &
122. 34 12100 SlolA | BAsts AESHA 2ol A5 &4

R
125, W% 1240 QolA], o5 Apolo] & AF wolo] 2
gele el IL-17 A% FelRE s ek, §3 vud 2= 4

126. &= 1250 oA, Amargel K, ztol Aol 1x10 M,

100, o2 5%, Ay 1x10 M2 Hx2
127. 32 124 WA 126 59 o= &} 91 A, 471 A2 BolojE 7t
g =i T ol fFRmAE Este, & wuld = HAEA

128. & 1230 dojA, A7)

A
Slo1A, 7] AR BAo) AR BAL AFAES Aees, S Bvd mE QA

SSS0ol 10-2683288

H = o =1 = H H
130. &5 12100 SlolA, 7] HA s ey @4 asd &4, 838 e == A
131, F= 1220] QolA, A2 WololEl7k Ametd B4 FeME=el, §3 Bwd EE QA
132. &5 1310 SlojA, A2 HolojEl7l W Wy WA, odF 549, F-dSAL, §F duE ==
7(—]%]—2“
133. &+ 121 WA 122 3 130 WA 132 59 ofx= shfel glojA, A2 RelolElrt 17 Ui &4, T2,
A oA, Argkel, AlelEZl B HEA, o9 weAl, AFA L JAAR o] Folxl ngomyE Ny

e A
134. 85 1310 oA, A2 &
RoIA, A7 A Fdel |

N _
A, T = A

136. & 1 x| 117 F9 o= shite] maE Hojr shte] [L-17A 23 ZEPege = 38 121 4] 135
4 o el mEE Aol shite] §3F wild i HEA, 9 sl A B ol &9 A ddS

137. &5 1369 oA, 7] Aok shuel A e ol g AT
A, F(ab'), @, Fc @A, Fv @A, &Y 2] Fv @A, (schv), ¥ =1

=

A% A, Fab o} 2 scFv

=, 584
138. @5 1370 A, 7] AAm shube] A = oo I AF
gHo R o]Folxl AFOoRREH HAYE=, HiA.
139. g5 1389 dolAl, 7] AHolw shute] A i oo Il A dHe] M FARL, HA
140. 5 136 WA 139 9] o= ahvfell lojA, 7] A E= o]
= ol9 ¥ AF A, H53A
141, 35 136 WA 140 59 o= stite] SlolAl, 7] FA T o]
A L At A, 9 ole FY-Ag GO R o]FojW IFORIH

_69_

F9 AF we] meIRd P4 =
gAY wHo] Azt FA, Azs
HeEEE, g



S=50l 10-2683288

[0864] 142. g 1419 glojA], A7) & L& olo] & AF whHo] 3k i QItE A, T ol Y AF
@A, EFHA|

[0865] 143. 5 136 WA 142 F9f o= hfel oA, 7] FA e ol FY A wyloe], A
o} Avd Y 2 Ay WkS v WYA Ay ddE FPog o|Fojz aForRYH MYy Ay e g
Lol g3l Mg e 2, 53

[0866] 144, & 14390 AoJA, A7) o] daygA #x Ao dHE =, 5.
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9be MAYOSANTMMYEASTTES SOSdAAT DY TAVAYOAH I TN TYMI HMMY AQY IV IV AA ££90T2
Spe MAVOSANTHMYESTTES SOS AAANTID TAVIOOAAL TN TWM T HAMY HAX HAV Y AA 9€9012
1443 MAYOSANTINYESTTIESSOSdAd ITHYH TAVAOOAH I INA TS MI EMMY AQY EMY AN Y AA 7€90TZ
£vE MAYOSANTMMYHESTTHS SOS AAANTH Y TAVMYOAH LINA TYM T HAMY AOH HMVAMYAA €€90TZ
e MAVOSANTMMYHESTTHS SOSAAATTHO TAVMVOAH LINA TS M T HMMY HAY BNV AMYAA 2€901Z
vE MAYOSANTNMVHESTTHS SOS dAATTHO TAVAOOAH LINATTM T IMMYOAY BV AMYAA 879012
ove MAYOSANTYMMYHASTIHES SOSAAANTIN TAVHYOAMLTNA TYM T H AMY AAY ANV ANV AA S2901Z
6€€ MAYOSANTMMYHASTIES SOS A0 TN LAYNYOHH L TN TTM T AMOVHAWENY ANV AA 29012
EI33 MAYOSANTMMYASTTAS SOSIAANTIS TAVIYOAH I TNATSMIHAMY AAY IV AT AA €2901Z
LEE MAYOSANTMMYASTTES SOSAAANTID TAVAYOYH I TN TYMI FAMY AQY IV MY AA 029012
9ge MAYOSANTMMYASTTES SOSdAANTIY TAVADOYH I TN TYMI HAMY AQY IV MY AA ST901Z
SEE MAVOSANTIMYASTTIEAS SOSdAATTIYE TAVAOOAH I TN TS MI EMMY AAY IMY MY AA 19012
PEE MAYOSANTMMYEASTTES SOS dAANTYE TAVADOAH I TN TS MT HMMY AQY EMY IV AA €1901Z
333 MAYOSANTMMYEASTTESSOSAAA IE TAYIYOUH L TN TTMT HMMY AQY EMY Y AA 219012
[433 MAYOSANTMMYESTTES SOSdAANTYE TAVIO0AMI TN THM T HAMY AQX EMV Y AA 119012
T€E MAVOSANTHMYHESTTEHS SOSAAANTHS TAVIVOYHL INA TS MIHAMYAQY HMV AV AA 019012
i35 MAYOSANTMMYHESTTHS SOSAAATTHY TAVIOOVH LINA TTM T MMV AAY BNV AMYAA 909012
6C¢ MAYOSANTMMYHASTIES SOSAAANTH T TAVIYOAHLINA TSM T H AMYAYH ENY ANYAA 509012
8z¢e MAYOSANTMMYHASTIHES SOSAAANTH T TAVSYOM LTNA TWM T3 AMY HAX IV ANYAA €0901Z
LTe MAYOSANTMMYASTIHES SOSIAA IO TAVEIYOYH I INA TSMIH AMYHAY IMY ANYAA 665012
gze MAYOSANTMMYASTTAS SOSAAATTINE TAVADOAH I TNATSMIHAMY AQY IV ANV AA 965012
[543 MAYOSANTMMYASTTESSOS3AA ITIATIVADOYAL TN TS MI HAMY AAN MY MY AA 65012
pee MAYOSANTMMYASTTES SOSAAANTI I TAYIOOAY I TN TIMI HAMYAAX EMY MY AA €6501Z
343 MAYOSANTMMYEASTTESSOSdAAT DY TAVADOAAL TN TIMI HAMY ATA EMY IV AA 765012
[443 MAYOSANTMMYEASTTESSOSAAA ITHMATAYAYOTH I TN TTMT HMMY AAW MY IV AA 065012
j¥43 MAYOSANTMMYEASTTESSOSdAA ITHMATAVHOOUAL TN TTMT HMMY HAY EMY AV AA 685012
143 MAVOSANTIMYHESTTES SOS AAANTHYE TAVHYOUAL TN TWM T HAMY AQH EMY IV AA 885012
61€ MAVOSANTHMYHES TTHS SOS AAANTHYE TAVAYOUH L INA TYM I HAMY AAY EAV AV AA £85012
8T¢E MAYOSANTMAVHESTTHS SOSAAATTHATAVEIOOAH LINA TTM T AMMY AAY BV AMYAA 9.50TZ
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SLE MAVOSANTIIVASTTIESSOSAAA IS TAVIOOAMI TN TNM T HAMY AQY IV ANV AA 989017
vLE MAVOSANTIMYHSTTESSOSAAA I THO TAVHOOAMI TN TWM T MOV AWMV AMVAA €890TZ
€LE MAYOSANTMMYHSTTES SOSAAANTI Y TAVAYOTH I INI TSMIFAMY AAY IV AMVAA 6490TZ
(443 MAYOSANTMMYHSTTESSOSAAA ITHVY TAVHSOUAL TN TTM I HMOVNANEM Y AMYAA 8490TZ
1€ MAYOSANTMMYHSTTESSOSAAATTHYE TAYNOOHMI TN TTMIH IOV AANEM Y AV AA £490TZ
0LE MAYOSANTIMYHSTTESSOSAAA ITHO TAVHOOAAL TN TIMIHAMY AQY IV AMYAA ¢L90TZ
69¢ MAYOSANTIYHSTTISSOSdAd ITHATAYHOOVYA L ING TIMITAMYNANIIY AV AA 149012
89¢ MdYOSANTVHSTTISSOSdAd ITHATAYHOOAMI TN TAM T IMOVATWNEMY ANV AA 049012
£9€ MAVOSANTIIVASTTIES SOSAAA ITIATAVHOOAAL INd TIMI IMMY AAY IV ANV AA 639901Z
99¢ MAVOSANTIMYHSTTES SOSAAANTHI I TAVAVOYH I INI TYMI T AMY AQH IV AMVAA £990TZ
q9¢€ MAVOSANTMMYHSTTESSOSAAA I THYE TAVNOOHMI TN TTM I AMOV AWMV AMVAA 9990TZ
voe MAYOSANTMMYHSTTASSOSAAA I T TAYNOOAMI TN TTM I AMOVAQWNEM Y AV AA 9990TZ
€9¢ MAYOSANTMMYHSTTESSOSAAATTHO TAVADOUAL TN TTM I HMMY AQWNEMY ANV AA ¢990TZ
9e MAYOSANTIMYESTTESSOSAAATTHE TAVAOOTH L INA TS MI AMMY AQY IV ANV AA 1990127
T9¢ MIYOSANTMMYHSTTESSOSAAAT TV TAYHSOAMI TNG TWM T AMOY AANEMY ANV AA 099012
09¢ MAYOSANTVHSTTESSOSdAAT TN TAVHOOVYH I INA TYM I AMMY AQY VAV AA 699017
6S€ MAVOSANTIMYHSTTASSOSAAA I THH TAVNSOQH I ING TTM I IMOVAQY MV AMVAA 8990TZ
89€ MAVOSANTMMYHSTTESSOSAAANTH I TAVHOOAA L INI TS MIFAMY AAMEMV AMVAA £590TZ
£LSE MAYOSANTMMYHSTTESSOSAAATTHE TAVNSOHMI TN TTM I EMOV AANEN Y AMYAA 9590TZ
9%¢ MAYOSANTMMYHSTTESSOSAAATTHO TAVADOTH I ING TIM I HMMY AQY IV ANV AA $S9012
qSE MAYOSANTMMYHSTTESSOSAAATTHH TAVAYOHH I ING TYM I HMMY AAY IV AV AA £€990TZ
1233 MAYOSANTMMYHSTTISSOSAAATTHNYE TAVAYOYH I ING TYM I AMMY QAWM ANV AA 199012
€9€ MdYOSANTIYHSTTESSOSAAANTIATAYIVOAH I INd TYMITAMY AAY DIV IV AA L¥9012Z
(413 MAVOSANTIIVASTTES SOSAAATDIO TAVAOOHH I INd TYM I AMMY HAY IV ANV AA 99012
1s€ MAYOSANTINYHSTTES SOSAAATTHO TAVIVOTH I TN TWM T IMMYAQY IV AMVAA Sv90TZ
0S¢ MAYOSANTMMYHSTTES SOSAAANTI Y TAVAOOAA L INI TYM I AMMY AQY IV AMVYAA Y9012
6ve MAYOSANTMMYHSTTES SOSAAANTIATAVIVOAY I ING TITMIHAMY AAA IV AMVAA Tvo0TZ
2143 MAYOSANTMMYHSTTESSOSAAATTHNYE TAVADOTH I ING TYM I EMMYO QY IV ANV AA 0v9012Z
LyE MIYOSANTMMYHSTTES SOSAAANTHO TAVAYOYH L ING TYM I HAMYAQY IV AV AA 6€90TZ
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1484 MAVOSANTIMYHSTTHES SOSIAANTHO TAVAOOVMITNA TTM I FAMYOTA EMY ANV AN LELOTZ
cov MAVOSANTINYHSTTHES SOSIAANTHH IAYOOAMITNA TTM I 3 AMY AQY IV AMYAN 9€L01Z
v MAYOSANTIIVASTTAS SOSAAANTY I TAVIVOAMITNA TS MIHAMY AAY INY AV AA SELOTZ
14 MAYOSANTIMVHASTTAS SOSdAANTIH IAVAOOHMI INA TTMI HAMY AQA INY AV AA LeL0T1Z
oov MAYOSANTMVESTTASSOSdAA ITHY IAYAOOAA L TN TTM T IMMY HAWNEMY AV AN 9¢L01Z
66¢€ MAYOSANTMMYHSTTASSOSdAATTHO TAVHSOAALTINA TTM T MOV I AN ENY AV AN SCL0TZ
86¢€ MAYOSANTIMYHESTTAS SOSIAANTHO TAVAOOAALINA TTM T HAMYAQY EMY VAN vCL0TZ
L6€ MAVOSANTIMYHSTTES SOSIAANTHS TAVHVOVH L INA TIM T HAMY HAH BNV AV AA 0cL0TZ
96¢€ MAVOSANTIMYHSTTESSOSIAATTY I TAVHVOAH I INd TS MTEMMY AAY BNV AMYAA 6T.01Z
S6€ MAVOSANTIMYHSTTHESSOSdAd ITHO TAVHOOVA L INA TTM T HMOYNANENY AV AN LTL01Z
v6¢ MAVOSANTINVHSTTES SOSdAd ITHATAVAVOQH I INA TTM T IMMY AV 3NV ANV AN 91.01Z
£6¢€ MAYOSANTIIVASTTAS SOSdAATTIATAVHSOAMIINA TTMI IMOV AQWENY AV AA STL0T1Z
¢6E MAYOSANTIMVASTTAS SOSJAA IO TAVIVOAH I INA TYM I MMV AAY TNV AV AA €TL0TZ
T6¢€ MAYOSANTMYHSTTASSOSdAA ITHO TAVHSOAMITNA TTM T IMOY AAWNENY AV AA 114012
06¢ MAYOSANTIMYHSTTASSOSdAA ITHO TAVAVOUA L INA TWM T HAMY AAY BNV IV AA 604012
68¢€ MAVOSANTIMYHSTTESSOSdAA ITHY TAYNOOYMI TN TTM T HMOYNANENY AV AA £0401Z
88¢ MAVOSANTIMYHSTTASSOSIAA ITHO TAYNSOAMI TN TWM T MOV AAWNEMY AV AA 90£01Z
£8€ MAVOSANTIMYHSTTESSOSdAA ITHO TAYNSOHMI TN TTM T HMOY AAWNEMY AV AN S0L01Z
98¢ MAVOSANTIMYHSTTES SOSIAANTIS TAVHVOVALTINA TTM I HAMYOTH BNV AMYAN $04012Z
o8¢ MAVOSANTIMYHSTTHES SOSIAANTHS TAVAVOAA L TN TWM T 3 AMY HAA IV AMYAN ¢0L01Z
1213 MAYOSANTIIVASTTAS SOSAAANTH I TAVHOOAA I INA TS MI HAMY HAH IV AV AA 104012
€8¢ MAYOSANTIIVASTTAS SOSAAA I TIATAVIVOHMI ITNA TYM I HAMVOQWENY AV AA 004012
[4:13 MAYOSANTYESTTAS SOSIAANTHO TAVHOOAH L INd TTM I HAMY AAY BV AV AN 6690127
18¢ MAYOSANTIMYHSTTAS SOSIAANTHH TAVAYOQA L INd TWM T HAMY AVY BNV AV AA 8690127
08¢ MAYOSANTIMYHESTTHESSOSIAATTH I TAYMYOQH I INd TYM T HMMY HAY BNV AV AA £6901Z
6L€ MAVOSANTIMYHSTTES SOSIAATTHNY TAVAODIH L INA TTM T HMMYOAY EMY AV AA 9690127
8LE MAVOSANTIMYHSTTES SOSIAATTIATAVHOOAA L INA TLM T HMMY AN EMY AV AN 169012
LLE MAVOSANTYMYHSTTESSOSIAA ITH I TAVHYOAA L INA TYM I FAMY AANENY AV AN 6890127
9L€ MAVOSANTINVHSTTESSOSdAd ITHH TAVIOOVH I INA TTM I IMOY AQWNENY ANV AN £8901Z
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(X34 MIVOSANTMHMVYHES TTHS SOSAAA ITHO ITAVHOOAH L INA TTM I MOV XAWEMY AV AA 908012
[434 MAYOSANTHNYHEAS TTHS SOSAAANTI S TAYIYOAA L INA TTM I HAMY AAY HMY ANV AA 08012
TEY MIVOSANTMMVYHES TTHS SOSAAA ITHATAVHYOAH L INA TYM T HMMY AAY HMV AV AA 208012
61372 MAYOSANTHMYASTTHS SOSAAANTIHATIYHOOAX LINA TTM T HAMY XAX IV AV AA 86.01Z
24 MAVOSANTHMYHESTTHS SOSAAA ITHO TAYHS DAML TN TWM T HMOW AANHMY AV AA £6£01Z
8Ty MAVOSANTMMYASTTHES SOSAAA T T TIYNOOAMI TN TWM T HMOV HAN MY AMY A 96,012
Ly MAYOSANTHNYHEAS TTHS SOSAAANTH S TAYADDAX LINA TWM T HAMY XAX HMY ANV AA ¥6L012Z
a4 MIVOSANTMHMVYHESTTHS SOSIAA I TS TAVAODAX L INA TTM T HMMY AANEMY AV AA 182012
[524 MAYOSANTIMYASTTHS SOSAAATTMATIVEOOYA L TN TTM T HMMY AAWEMY AV AA 98£01Z
vy MAVOSANTHMVYHES TTHS SOSAAA ITHATAVHODAA L INA TTM I HMOW AANEMY AV AA 784012
€T MAVOSANTMMYASTTAS SOSAAA T TN TIYNOOHMITNA TIM T HTOV HOW MY AMYAA LLL0T2Z
[444 MAYOSANDYASTTIES SOS dAANTIH TAVAOOYA L INA TIM I HAMYOAX IV ANV AN 044012
j¥24 MIVOSANTMHMVYHESTTHS SOSAAA I H TAYNODAM L INA TTM I HMOV AANEMY AV AA 692012
oty MAYOSANDDIVASTTIIAS SOSIAANTIO IAVAOOHA L INA TIM I HAMY AQY IV AMYAA 89/01Z
61V MAVOSANTHMYHES TTHS SOSAAA ITHO TAVHOOYMI INA TTM I H IOV AANEMY AV AA 194012
8Ty MAVOSANTMMYASTTAS SOSAAAT TN TIYNSOAMITNA TIM T HMOV HAN MY AMY A $9£01Z
L1V MAYOSANTHNYHES TTHS SOSAAANTH S TAYADDAML INA TTM I HAMY AQKX HMV IV AA 9012
9T MAVOSANTMMYHASTTHES SOSAAANTIH IIYADOHA LTNA TIM T HAMY AQY BV AMYAA 294012
524 MAYOSANTHNYEAS TTHS SOSdAANTIATAYEYOAMI TN TYM T HAMY AVH EMY ANV AA 194012
viv MIVOSANTHMVYHES TTHS SOSAAANTY I TAVHOOAY L INA TTM I HAMY XAX HMV AV AA 852012
(574 MAYOSANTIMYASTTHS SOSAAA ITME TAYNSOAM I TN TTM T AMOVAAY BNV AMYAA §5L012Z
[474 MAYOSANTHMVYHES TTHS SOSAAATTHATAYHOOHML INA TTM I HMOV AANEMY ANV AA 154012
Ty MAVOSANTMMYASTTAS SOSAAA T TS TAYHSOHMI TN TIM T HMOV HAN MY ANV AA 052012
o1v MAYOSANDDYASTTIES SOSdAd IO IAVHOOAMI TN TWNM T H TOVOOWEN Y ANV A 6¥£0TZ
601 MIVOSANTMMVYHESTTHS SOSAAAT TN TAVAODYH L INA TYM I HMMY XAV HMV AV AA L¥£012Z
801 MAYOSANTIMYISTTHS SOSAAANTHH TAYADDOAH L TINA TYM T HAMY XAV HMY ANV AA w012
L0V MAYOSANTHNMYHES TTHS SOSAAANTHH TAYADDUH L INA TWM T HAMY XAV HMV ANV AA 9012
90y MAVOSANTMMYASTTHAS SOSAAATTHO TAYHOOAMI TN TIM T HMOV HAN MY ANV AA 6£L0T1Z
Sov MAYOSANDDIYASTTIES SOSAAd IV I VHOOAMITINA TTM I HMOVAAWNEN Y ANV A 8€40TZ
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[4°14 MAVOSANTIMYESTIESSOSAAA ITHE TAVAOOAA L TN TYM I HAMY AANEN Y ANTAA <8012
9% MAYOSANTMYEASTTHESSOSAAd IS TAVHOOAMI INA TTM I MOV AAWEIY I Y AN 0r801Z
09y MAYOSANDIY IS TTHS SOS dAdTDIATIVIVOAMI TN TYM I IMMY AAY IV Y AA 8€80TZ
(594 MAYOSAN DY IS TTES SOSdAd I DY TAYNOOHMI INA TIM T MOV AW A7 AN L€80TZ
83 MAYOSANDYASTTES SOSdAAT DS TAVHOOYMI TN TTM T HMOY HAWE Y I AN 9€80TZ
LSy MAYOSANTIVEASTIESSOSdAd I TAYNOOYMI TN TIM I HMOVADWEN Y A YAA S€80TZ
9sv MAVOSANTVESTIES SOSAAANTH I TAVAYOAMI TN TIM I HAMYOAR ENY AN AA v€80TZ
Sav MAYOSANTMMY IS TTHS SOSAAAT IO TAVHSOHMI INA TTM T MOV AN I T AN €€80TZ
1414 MAYOSANDIY IS TTES SOSdAd I A TIVIOOAMI ING TTM I HMOVOAWEI I AN cE80TZ
1394 MAYOSANDIYISTTHES SOSdAd I DI I TAVHOOAA L INA TTM I HMOY AQWEY Z Y AN 1€80TZ
(494 MAYOSANDIYISTTHS SOSdAAN DY TAVIVOAMI TN TIM T HAMY AQA MY IV AA 0€801Z
1394 MAYOSANTMYISTTES SOSIAA I DY TAYNDOTH I INA TTM T HMOYNAWE Y I AN £¢80T2Z
oSy MAVOSANTVESTIESSOSdAd ITHE TAYNSOAMI TN TTM I AMOVAAWNEN Y A AA 9¢80T12Z
(51474 MAVOSANTIMYESTTIES SOSAAATTHATAVHSOHMI TNA TWM T AMOV HAWNEN Y AN AA S¢80TZ
1474 MAYOSANDYISTTHS SOSdAd I DIV IAYNSOVMI ING TTM I MOV AW I AN ¢801Z
[A44 MAYOSANDIYISTTHS SOSdAANDI I TAVAOOIMI TN TYM I HAMY ADH MYV AN €¢80TZ
oty MAYOSAN DY IS TTES SOS dAATDIATAVHOOHMI TN TTM T MOV AAWEY I AN ¢C80TZ
Sty MAYOSANDYISTTES SOSdAd I DY TAYNSOQMI TN TTM T HMOY AW I AN T¢80T12Z
1424 MAYOSANTIYESTIESSOSddd ITHO IAYNSOHMI TN TTM I HMOYNANEN Y A Y A 618012
vy MAVOSANTYESTIESSOSdAA ITHO IAVIOOAH L INA TTM I AMOV HAWNEN Y AT AA 818012
[4474 MAYOSANTMMY IS TTHS SOSAAANTI Y TAVAYOH L INA THM T HAMYAQY MY IV AN L180TZ
13474 MAYOSANDIIYISTTES SOSdAATIATIVISOAA L TN TIM T IMMY AQY MY VAN 918012
ovy MAYOSANDIY IS TTHS SOS dAANDIS TAVHIOOAMI TN TYM I HAMY AQY MYV AN 18012
(5334 MAYOSANDIYASTTHES SOSdAANDI I TAVIVOHMI TN TYM I HAMYAQY MYV AN 18012
5134 MAYOSANTMYASTTES SOSIAANT I TAVIVOIY I INI TWM T HAMY AQY EMY Y AN €18012
LEY MAVOSANTVESTIESSOSdAd ITHATAVHSOYA L TN TWM I AMOV HAWNEN Y A AA 18012
1374 MAVOSANTIMYASTTIES SOSAAANTHE TAVAYOYA L TN TYM I HAMYNAX INYIMTAA 018012
134 MAYOSANDIYISTTHES SOSdAd I A TAVAYOYH L INA TS M I IMMY AQY IV IV AN 6080TZ
1434 MAYOSANTDIMYISTTHIS SOSdAd I DIS TAYNOOAMI TN TTM I MOV HAWEIY I AN 8080TZ
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Tey MAYOSANTIYESTTASSOSAAATIN Y TAYNSOHMI ING TTMI AMOY AAWNEN Y AMYAA S¢60TZ
[01514 MAYOSANTDIYESTTAS SOSAAANTIAT A YOAH I INA TIMIHAMY AAY ANV AMYAA 0¢601Z
68y MAYOSANTDIYESTTAS SOSAAANTI Y IAYADDAA L INATIMIHAMY AAY ENVAMYAA 61601Z
88 MdYOSANTMYESTTAS SOSdAd IO TAYHOOHMIING TWM T AMOVAANEN Y I AA £1601Z
L8V MAYOSANTMMYESTTASSOSdAA I T TAYNOOAMI TNA TTMIE IOV HOWEN Y AV AA £0601Z
98y MAYOSANTDIYESTTIASSOSAAA ITHO TAYHSOAMI INA TTMI AMOY AAMENY AMYAA ¢0601Z
a8y MAYOSANTIYESTTAS SOSAAANTIH IAYADDAMI IN TIMIZAMY AAH INVAMYAA 86801Z
14514 MdYOSANTMYESTTAS SOSdAA I TAYHYOHMIING TTMT HMOVY HANEN VIV AA 68012
€87 MAYOSANTMMVYESTTAS SOSAAANTHS TAYHOOAMI TNA TTM I AMY AAX I Y AA 068012
(414 MAYOSANTDIVESTTAS SOSAAANTN Y TAYAYOVH I IN TYMI HAMY AAX IMVAMYAA 888017
8y MAYOSANDIMYESTTIASSOSdAA IV IAYHSOAMI TN TIMIAMOVAAWNEN Y AMYAA S98801Z
[01°14 MdYOSANTMYESTTAS SOSdAANTIO TATHOOYMIING TWM T HAMY F7H IV AA 88012
6Ly MAYOSANTMMVYESTTAS SOSAAANTHH IV YOYH I INA TTM I AMYAAR IV Y AA 9/801Z
8Ly MAYOSANTDIVESTTAS SOSAAATIIATATHOOAA L INA TTMI AMMY AANEN Y AMYAA vL801Z
LIy MAYOSANTDIYESTTIAS SOSAAATINO TAYNOOHM I INA TTMI AMOY AAWNEN Y AMYAA €4801Z
9Ly MdYOSANTMYESTTAS SOS A IO TAYHSOVH I ING TTMI MOV HANEN VIV AA 148012
QLY MAYOSANTIMMYESTTAS SOSdAATTIS TAYHSOAMIINA TTM I AMOVOAWENY I AA 98012
vy MAYOSANTDIVESTTASSOSAAANTH I TATHOOUMIING TTMI HAMY AYHEMYAMYAA {98017
€Ly MAYOSANTIYESTTIASSOSAAA ITHO TAYHSOHM I INA TTMI AMOYONNEN Y AMYAA 098012
(4474 MAYOSANTYESTTIAS SOSAAd ITHH TAYNOOYMI TN TTMI A TOVHANENVAMYAA 998012
{9474 MAYOSANTIMYESTTAS SOSdAANTID TAYAYOAA L INA TTMI HAMY AAY ANV I AA 9498017
(0744 MAYOSANTIYESTTASSOSAAA ITHO TAYYYOHA L INA TS MIHAMY AAY EMYAMYAA 58012
657 MAYOSANTDIVESTTAS SOSAAANTIA LI THOOAM I IN TYMI HAMY AAY ANV AMYAA 198012
89% MAYOSANTYESTTAS SOSAAANTIH I AYIVOAH I INd TYMI HAMY AAH INVAMYAA 058012
L9V MAYOSANTIMMYESTTAS SOSdAATTIATAYHSOAA LINA TTMT MOV FOWENY I AA 678012
9sy MAYOSANTDIVESTTIS SOSAAANTHD TAYADDAMI INA TS MIHAMY AYH EMY AMYAA 88017
114 MAYOSANTDIVESTTAS SOSAAANTI Y TAYADDAA L INATIMIHAMY QAR ENY ANV AN L¥801Z
E14 MAYOSANTYESTTAS SOSAAATIIATAYHSOAMI TN TTMI AMOYNANEN Y AMYAA 98012
€9 MAYOSANTIMYHESTTASSOS dAANTIH IAYAYOQA LINA TYM T AMY HAMENY I AA £v801Z

_89_



10-2683288

s==4

E%]lar

0zs MAYOSANTIMYASTTAS SOSAAAN D TAVAMOAMIINA TAY THAYYAQY IIY ANV AA 850212
615 MAYOSANTYMYHSTIAS SOSAAA ITIATA VIS OAMLING TTM T EMOYNAWNEN Y AT AA 980112
81S MAYOSANTYMYESTTES SOSAAANTYH IV YOAH LINA TLM I HAMY AQY I YAV AA S8011Z
L1S MAVOSANTMYESTTES SOSAAA IO TS OUMLING TTM T EMOVNAWNEN Y AV AA 690112
91S MAVOSANTMVESTTES SOSAAA ITIATAVIVOAA L INA TLM T EMMY HANEN Y IV AA €90112
SIS MAYOSANTVESTTAS SOSdAA IO TAVISOVH LINA TWM T MOV HAWNEN Y AV AA 750112
1S MAVOSANTIMYHESTTIS SOSIAA IS TAVYSOAH L INA TTM T HMOY AQWEYANY A SPOTTZ
€19 MAYOSANTIMYESTTIAS SOSIAA IO T VHOOAA L INI TTMI IMOVOQWEI Y AMYAA 0€0T1Z
1S MAYOSANTIMYHSTTAS SOSAAATTIATAVISOAMLING TTM T HMOY AAWEN Y AT AA L20112
118 MAYOSANTYMYESTIES SOSAAA ITHATAVISOYALING TTM T EMOY HAWNEN Y AT AA 120112
01s MAYOSANTIMYESTIES SOSAAA IO TAYNSOHMLING TTM T MOV AQWEN Y AV AA LT0112
60S MAYOSANTMVESTTES SOSAAA IO TAVHOOVH LINA TTM T MOV HAWNEN Y AV AA ST0T1Z
805 MAVOSANTMVESTTES SOSAAATTIATIVIOOYA L ING THM T HAMY AQY IV AV AA 266012
L0S MAVOSANTIMYHESTTIS SOSdAA ITHO TAPIOOHMI TN TTM T EMOY HAWEMYANT A 066012
905 MAYOSANTIMYASTTAS SOSAAANTHD TAVAYOTN LTINA TWM T HAMY AQY INY AT AA 886012
[ MAYOSANTIMYASTTAS SOSAAANTAS TAVADOY A LING TTM T HAMY IVH MY MY AA 986012
0S MAYOSANTIMYESTTES SOSAAANTIATAVEYOYH L INA TTM I HAMYAQA I Y AV AA 646012
€05 MAYOSANTMVESTTES SOSAAANTIH IAO0AY LINA TTM I HAMY HAA IV AV AA €L6012
20s MAYOSANTMVESTTES SOSAAANTIS TAVHOOYMI TN TTM I HAMYAQA IV IV AA 146012
108 MAVOSANTIMMYHESTTIS SOSJAANTAY TAVADOAMIINA TTM T HAMY HAH DIV AT AA £960TZ
005 MAVOSANTIMYHESTTIS SOSJAANTHH IIVI00AY L INA TTM I HAMY AQA DIV AT AA 796012
667 MAYOSANTINYASTTIAS SOSIAA IO T YHOOAMI TN TTMI AMOV HOWEM Y AMYAA 196012
86v MAYOSANTYMYHSTTAS SOSAAANTI I TAVIYOMALINA TTM I HAMY AAA Y AT AA $5601Z
L6V MAYOSANTYMYHSTIES SOS QAT TAYAYOHH LINA TYM T HEMMY HAY I AV AA 256012
96v MAYOSANTMYESTTES SOSAAA IO TAVHOOYMLING TTM T H IOV ANWEN Y AV AA SY6012
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