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LIL-17TAS B 2 0K, iR TL-17AZ & 2 KRB & TL-1TAZS A 24 /7B, Firid 22 7 3% 5 DA
IR Gl E

1) EXoDX4AXeX7EIX10X11LPNL Xi6X17X18QX20X21AF I X25X 6L X28X29

o 7 b ST

Xoide H A HMATY

Xa3% EHAD.E.F.K.LM.N.Q.R.SFIY;

Xeidt F A QFIW,

X7 EHF T LMV WALY

X101 H AFIW;

X113 F ADLEF G LM NLQ. S TAHIY;

X161%E HNFIT;

Xi73% B H WAIY ;

Xisi H ADEHAIV,

Xooik 4 AG Q- SHIW;

Xo13% FADLEF HK NJRLTVOWATY

Xos1% A ADELG H T LM N.Q.R.S.THIV;

Xos1%e HKHIS;

XosiZe H T L NAIR; H.

Xoot% F DFIR

Al

i1) 5781 HE X FPEA 2 /089 % [Fl— I 2 R 7 71

2. MRIEBURE SR LR IL-17AZS & 2 Bk, Hodr , 782 31) o,

Xoidt F A JHFIM;

Xai% HADE.F.L.M.N.Q.RFIY;

X113% E/ A D E.F.G.LM.N.S.TAIY;

X183% /A D EFIV;

Xo0i% HA.G.QFIW;

Xo13% HEF HNJR.T V. WHIY

Xo51% FHADVELG H T L NJQ.R.S THIV, H.

Xogi%e H T NAIR

3. MRIEBUR R 2R IL-17AZS & 2 Bk, Hodr , 7E 7 31) o,

X6 T

X1749W;

XoriE HEF H W . THIY

X251 HHADELG H. I L N.Q.R.SFIT;

Xos MK H.

X29ND

4 RYEAT — BURT AR ZE R ik I TL-17TAZS & Z K, Hop 7 11) Ak H BHSEQ 1D NO:
1-1216ZH B 216 7 21 o AL B8 A7 B 3611 71
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5. AT — T RTIR AR B SR IR () TL-1TAZS & 21K, FTiR IL-1TAZS & 2 kB &1 E DA
T LR 7 51 45 A B HBMod «

i11) K- [BM]-DPSQS XaXoLLXc EAKKL XaXeX:Q;

Horp

[BM] 9 AR 22 3R 1- AR AT — I 58 LRI TL-17AZE 5 B 7, SR AF a2 Xao D

XalZe HAFIS;

Xo1Zk FINFIE

Xei% AL SHIC;

Xaide F ENFIS;

Xei% F D EFIS;

Xedde H AFIS ; A1

iv) HHiii) & i FEA 2085 % [H— MM E 2R 7

6. FRIEAUH RS PTIA K TL-17AZE & 2 ik, Hetp prid @ 71)i11) Jyide © FHSEQ 1D NO:1-
121640 B ZH ) 7 31 i A L7 2 47 B B510 P51

7RI — TR IR AR B SR IR (I TL-1TAZS & 21K, FTR TL-17TAZS & 2 kB, & 1% E DA
TR T

vii) YA-[BMod]-AP;

Forp [BMod ] A AU R 22 3R 5-6 AT — T H 2 R TL-17AZS A Hd s F

viii) HSHvii) & KPR A 2086 % [F— M 2 B 771 .

8. AT — T AT IR AR B SR IR (I TL-1 TAZS & 2 1K, FTR TL-1TAZS & 2 Ik, & 1% 8 DA
NIRRT

x111) VDAKYAK- [BM]-DPSQSSELLSEAKKLNDSQAPK ;

Horp [BM R AR ZE R 1 - AT — TP 8 L TL-1TALS A 287 5 A

xiv) 5xiii) g H P HIEA %2 /D086 % [F] — PRI 2 B 7 71 o

9. MRIEBUHNE SR SR IL-17TAZ & 2 ik, Hoh P Bixi11) 6 H SEQ ID NO:1-1216,

10 KRR BF) SR 1-T P AR — TR PR () TL-1TAZE & 2 Ik, IR IL-17A%S & 2 Ik &k
DA LR 7 7] «

xv) AEAKYAK- [BM] -DPSQSSELLSEAKKLNDSQAPK ;

FHorp [BM] R B R ZE R 1 - AT — T 8 L TL-1TALS & 287 5 A

xvi) Hxv) HE X P FIEA 22086 % [F]— P & 2L R T 71 -

L1 AREEAURE SR LOPTR [ TL-17AZS & 22 Ik, b 3 1)xv) 3% I SEQ 1D NO:1217-1222,

12 KR YA — TR IR AR E SR TR IL-17TAZS & 2K, TR IL-17TAZ & 2 ke 45 &
IL-17A, MBS EA/EHBRKNE Z1x 10, BWE £ 1x 100 M, EWELZ1x 107, 1%
MEL1x 107M,

13. @A EABEEY, Fridf G &0 B A AR

— Sy, BT S04 B AR — TR RTIARREE SR Ik (Y TL- 1 TAZS & 22 JIRAH Al s A

—SE Ay TR S R A A IR B AR AR TR 22 TR

4. 565, ik 8 A WAE 2/ D— MR IERCR ZR 1- 129 — TR I IL-17A% &
Z KRB R D — PR PR AR ZER 13T A R B A 8 A B R A ) A 2 /D — Ph Ak s L i 45

3
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A B

15. Z%H IR , ik 2 %5 R 9 A RGBSR 1- 14— TR 1 2 K.

16. 2064, A 20 & 00 S R IR ZE R 1- L4p AT — AT IR M IL- L TAZE & Z KRl &
SN Sepy/ @ -Reg /R IIE by U 7E S ol oS0l v i 1D s 4

17 ARAEACFIZE R 1- 149 — TR M IL-17ASS & 2 IR B A B A B A WEE 5 YE
MRYEBM R 16 Pk A & TN 254 2 W R B A H
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IL-17AZE & Z K

A ARG

[0001]  AANHNEY K—EX AP ZE-17A CUNFRAIL-170) R4 55 MA L
FRALZ R - AR A FF N I8 I b2 LA - 1TASE & Z IR N2 7 UG IR/ B0R T
FIT I

[0002] %

[0003]  E4HMEAFR-17 (IL-17) ZJGR AR R LA 28 P55 965 1) I B 1 R A2 28 1 248 Jfe [R] ¢
FR o IL-1T1 T RN FR NSRBI PE T 17 (Th1740H0) [ TR R, 2 52 $iTh1 AITh2
AN FE (subsets) AN AE/NR AR A AP R 45 RO L T IL- 1T Th1 740 M/t
FREFNE 5 G I (1) R IR LA S AE 18 32 B A 5 05 I A v F SC B o 2 T e W 2 45
S TL-1THITh L7 48 oA A A& F 38 97 TLRR IS 11 28 14 2 99 1 S0 4R g s « 8 AU 12 90 77 2%
(RA) \BREELIEAAE % (AS)  RG MELLBEIRIE (SLE) 122 2 MERHAL, (MS) (KB4 R EE Miossec
MKolls,2012,Nat Rev Drug Discov 11:763-7)

[0004]  —HREEIEEENE RGN FIL-17TANIL-17ZRR R R aHE L
17B\IL-17C.IL-17D\ IL-17TEMIL-17F /BRI , IL-1TAMITL-17F 87 HH 5% I & =1 1)
AR 7 AR TE (50%) , H B eI 5 HE R SZAR L A IL-175248A (IL-17RA) FITL-1752
HC (IL-17RC) o M4k, AT LB IL-17TA S TL-17TF—A/E N F - BARFRIA R IL-17TAF IL-17F
A S R T A R AL EAPAT A F B DIBE . [L-1TAZ 5 5 5 5% | JEREF MR (1)
R ELAETE =B A A0 B A0 R e p A E AR AR iy — 7, IL-17TF £ 25 Rk i
15 £ P EALH] (Iwakuras, 2011, Immunity34:149-62) .

[0005] 443 WATL-1TARY , TL-17A{E Bk A s 1 45 40 M« P9 B2 440 Mo T 52 40 i = A 22 P 6
PEZN A PR A DR - Ui AR P IR R 4 £ 1 I (MMP) o TL-17ARS — AN 32 4 N5 S hL
1T A ol RTIHT 208 SE 857 140 R P T e B o SR T, USRS A i X R B T RE S B0 T 4%
SiE , FEBE 4H AN IR FET I8 T2 i (Twakura®:2008, Immunol Rev 226:57-79;ReynoldsZE
2010,Cytokine Growth Factor Rev 21:413-23) . IL-17AN4R J&E 3% & IRALEIHT O, 4R JE
5 R Rl DL 18R 2 Tk R R, BRI 2925 % B N (FEChiricozzi MKrueger,
2013,Expert Opin.Investig.Drugs 22(8) :993-1005%145348) o HARAMK B Th IHF R O
R, TL-1TARH PRGN AFAE T R 2 I T RS e o FERAI /N BRARZRY oy, i 3ok 28 F 20 7 Py 2 R
Rt FHTL-17A, G R4 7™ B %Ak (Lubberts£2002, Inflamm Res 51:102-4) o 4H%, IL-
L7A A X O AR BICSZ A4S (1) B 5 2 70 A 190 400 1) OR AP 52 5049 6 I R e A R (Lubberts%%
2004, ,Arthritis Rheum 50:650-9) (7EMSHEE 1, TL-17AZE R # ik 25 A it RIE (Lock S
2002 ,Nat Med 8:500-8) ,F H.IL-17AMITh 1740 O £ B B b 2 0 7 5236 1k 1 5 S 028 P i
R /NERAE R P (Cua®52003 ,Nature 421:744-8;UyttenhovefiiVan Snick 2006,Eur J
Immunol 36:2868-74) . O\ 4 S 3 NI TL-17AZK - 55 fi B oG 2 1l s 2 vh i) 22 PR 8 %
PEBIR , 1 01 8 JE 2% DU 2 AR 9% (DED) Il AR AH IS (Kang252011,] Korean Med Sci
26:938-44) o FUT I O 48 T 7 TR 20 ks R AR AL RS AR Hh () TL— L7 R0 TEN vy B 4 41
J, 2 B GH I Th B S BLAT R BB AE L (B1d%8, 2009, ] Cardiothorac Surg 4:58) oIL-17A
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] 11 REL ZE ME T s (COPD) A 5 o 755K H COPD &8 35 (1) I 2 23 v TL- 1 TARH M40 a2k B
¥ (Chu%E2011,Int Immunopharmacol 11:1780-8;Di Stefano®2009,Clin Exp
Immunol157:316-24) « fECOPD/INER AR v, TL—1 TRABRRE /I R 6 Bifi A< b () 2 Je it %, i T L—
L7AR) I SR s 7 M S A f , R TL-17A 2 BA A FiZ M (Chen®5:2011,PLoS One 6:
€20333;Shan%$2012,Sci Transl Med 4:117ra9) . Ktk , IL-17AZE JLRAS[E 1 [ B s ik
PR AR IR T 1 2 5 R LR TL- 1 TARYR YT B 2 13 A M

[0006]  TL-17ABGH A2 A4 [ 48 m] JYRA W TL- 1 7TA S I DhRE I B BT G P MIIL-17AR 5
fEFH LM AR (biologics) , AFEHI-TL-17TAR yfE HUiE TR & B H1 (secukinumab) Fl
ixekizumab, BLEE IEENGRIF R PatelZE,2013,Ann Rheum Dis 723F]2:11116-23) . 7>
& L CR AL HE TR 7R 9w , OF LB BT IEAEBF 7 F TR T AR I o< 5 8 (PsA) FIAS.
Ixekizumab B BT IE/EBEATER 75« PSAFIRARI I PRIAIS o TL-1732 48 3 15 5 4% T B BE W
WAEREAT Im RBIF 72, B35 N SR B 0 B H1-TL- 1 TRAS LA brodalumab A T-V6 7 4R J& s - RANIEE
Mg (HuZF2011,Ann N Y Acad Sci 1217:60-76) . Kk, B4 UESE 1 TL-17AHHI7E A [H] B %
93 455 ) e BR O TP e PR TR, 9 RS TTHEAN T T T 76 N 1 22 A PR SR X TL-17A
FH) 7 B BT 3% M (Genovese2010,Arthritis Rheum 62:929-39FHueber52010,
Sci Transl Med 2:52ra72) .

[0007] 4R i 9ps LA S At 98 4 52 905 10 AN ] FUIH ELAG 14 1 1 Jo DA B v B R A W R (1 IR 2 7R
RAFISA U EREHHEITE (modes of treatment) s

[0008]  HH T-ZHZUBER L 7511 RSP UHDC, MR B Bk o+ [ A B A 2 1 41 25
A ANBIERE 77 . JeAh , S H T 5OV 22 A] B8 (1) 0 5L ) e 28 R0 77 A e 1k, A2 T
Z P RS OL GE G T b alide 2B Ay B D ARE A MTSSRE 52 JLRR Bk 2 BE S Ek
RBLFETR B RN LB 21K R G BRAEIA] A PR VA A P 7R BT OIS 8 M 4E FF —
T B DA S AN AR B 4 58 B2 T RS

[0009]  [AI Ik, B0 ba B HUAAR 0 £ F OO TPV AN e R i, FF BN TR HEXF TL-17TA R A
1R A T FAIAEAERR B2 75 3R o AR IO IR 1) 3 I 2K 4 F7E 5w R TT 2 W FI TS
) A&

[0010] & A LA

[0011]  AAFFHER B K ARMEH I TL-1TAZS A7), FTiR 3 TL-17AZ5 4 77 7] LA 2
TS W R TG R FNG YT R o

[0012]  AAFFH AR B K NRAEH I TL-17TASE A7), FHA R 0 TL-17AZ5 4 7)) LA I/ERS,
o BA MBI D RE I — N EUE 24> 53 AR 25 A s il A 2 1 B S5 A I

[0013]  ARAFWAEM B B A5 th—Fp fu vrgim 2 Fow 20 28 5 m A8 B 9% PR
[0 BT R R B RTTTIART LA 3R B A A R S 0 4o

[0014] AT AR S5 B I A — i T 105 S A A2 S 75+

[0015] % T A SMAHH AN 52 HH A8 2 FF 4 25 42 B 3 R 3 8 [ (%) 0 HAth (5 B A2 BT B AL
VLR A o BESRARY R A AR SC— e 2 TR IR AR S B FE AN (] 77 THD R 6 A2

[0016] PRI, FEAR A FF P ARBI S —J7 1, 32 it T IL-17AZ5 G 2 1K, TR IL-17TAZ5 A 2 K3
B IL-1TALS G 5 7 BM, BT 22 7 B ) DL BRI 7 S 4L -

[0017] i) EX2DX4AX6X7EIX10X1:1LPNL X16X17X18QX20X21AF I X25X26L.X28X 29

6
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[0018] Moy, 4 b ST M,
[0019]  Xoi& HAH.MFOY;

[0020]  X4i%&FAD.E.F.K.L.M.N.Q.R.SHIY;
[0021]  Xeik FHA.QFIW,

[0022] X7 & EHF.I.LM. V. WAIY;

[0023]  Xioi%k HAFIW,

[0024]  Xu1i%& HAD.E.F.G.LM.N.Q.S . THIY;

[0025]  Xyeid I NFIT;

[0026]  Xy7i HH.WAIY;

[0027]  Xusif FHADE.HFIV;

[0028]  Xooik FHAGQ.SHIW;

[0029]  Xou1i% FHADE.F.H.KNJR.T. V. WAHIY

[0030]  Xosi% FHAD\E.G.H.I.L.M.N.Q.R.S.THIV;

[0031]  Xosik HKHIS;

[0032]  Xosik [ I.L NFIR; H.

[0033]  Xo0i%k HHDFIR;

[0034] A

[0035] i) 57Ei) e T FI R A 2 /089 % A — MM & HL R 7 51 .

[0036] KPP BRI TL-1TALE A 2 BRI LA b5 SORET SR AR RN o Z R AL 2 K AR
W Ge 2250 5 BT 22 IR AR ARTE JLFRAS [ (1) 2 B S 36 b 1 0 L S5 TL- 17 AR A B AE Ak i%
P AT B TL- L TALE A L7 , BB A LT 21 AN 32 B0 (1) #0485 B X 3k, T s DX 3 by Rl A = 08
e SRR 1 25 R 380N 1) 24 col e o 23 AR ST 2R R, T 1S BMUEE e 1 L5 3 1 S R R B A B T
SHARRE ER A EAE NS AR AR AN FRE, AR IR ILA L
FIBE 5 (1 A% PR OO Fe A ELAE FHRE DB v 5 TL-1TAMH LA I AR

[0037] 44 AR A SRR BN AT 2 IR D) BB 18 A A HF N R I 2 IR TL-17A%5 & B8
I T 2 BRI =R 45 0 o DR I, 6 22 o v 16 S 0 12 7 ) i o i/ e A% i A s i L T i A
AIEEI DR, AR A R BFEIL-17AZ & Z KB IR A4, BTk AR N TL-1TALE &7 1E
AR EE A

[0038]  LLiXFh T, AN BEAIRIL-1TAG & 206, IR IL-17A% & 2 ka8 51
i) H e S 2 IR HL A 89 %6 B BE KK R — PR I U R 7 71 o 72— S8 STty B, Z Ik mT DL
& 5hni) tiE R 2 K E 93 % i I 2 /96 Y6 A IF (K FE 51 9 2, R T2 L R Bk L 5
Thee o4 (1 ansi K Ve 518 7K Ve AR TR S5) 1) 26 Rk i T 4 22 ¥l =R 19 A R Th BB 2EL 1) o —
AR FEIR TR TR

[0039]  7E-—LLsiji J G, IR A8 ] DLAE QAR SCA TR IL-LTAZ & 22 IR 7 B AR AT
BB O AR AR S T 22, S R AR R A AE AR S R S R R AR B I AR W] AR B
O AR LSRG B, AE AT AR B RIFE B o F X RN B A I e A A e

[0040] 4 7E BEAN U B A5 R A3 ) ARE “%6 [A] — 4™ , B m] LAfn R ok 5o A% FHCLUSTAL W
7% (ThompsonZ% ,Nucleic Acids Research,22:4673-4680 (1994) ) ¥ 25 1h) Jy- 51 55 &8 7 51| %+F
T o FEAH BT 5 48 10 5 55 B A B 1 AT LU e o A8 SR e 1], B 1 6 55 2 31 ) B S 4

7
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75 AL HANG LT 5 25115 51 P DA Rl R X 55 7 51 o B B — A7 B Ak () = S R T At i
ATECEL, 3F HLAE 2L 720 b B AH R B9 A R G 2590 5 20 H 1 A7 B 1 3 bE A R R A —
% .

[0041]  AEMRHESE— T B —MRFE K SE R T S, R4 T bl BE L 2K, Horh, R
Fi) H,

[0042]  Xoife |4 A HAIM;

[0043] X4 EHA.DJE.F.LMN.Q.RFIY;

[0044]  Xu13%& HADE.F.G.LMN.S.THIY,

[0045]  Xisi HAD.EFIV;

[0046]  Xooi% H AGQFIW;

[0047]  Xo13%& HEFH.NJR.TV.WAIY;

[0048]  Xosi% FHADAE G H.I.L.N.Q.R.S.THIV; H.

[0049]  Xosi% H I.NFIR,

[0050]  FEARHESE— M) S — MFEM S b S it 1 B —BoE X 2K, Hor,
HENFEFL)

[0051]  Xis 9T

[0052]  Xu7 W

[0053]  Xoud% HEF HW.TAHIY;

[0054]  Xosi% FHADAE.G H.I.LN.Q.R.SAHIT;

[0055]  Xu26 WK H.

[0056]  X292D.

[0057] X" A “Xa” FEASC T Ha7n A Fsg P 311) HhAr Bn Almep 1) 20 54052 , i Al
mAFR 7R 2 MNAS S THEUNE 2 710 1) P R 22 08 R ) 7 B 1) 8 0o 461 6, X AN X 23 | F6 7 A 1) 1)
YN I e o7 B 3N 7 (1) e JE 1

[0058]  FEAMRHESE— MR SEIE T Zrb, 324t 1 20Kk, Horp e g 1) th g Xeih 7 % 5 a1
W FH ) — A PT BE I A BRS04 31, X W] BLIE B I 2 HH 5 T B 1R A ik 40 () A
— N HAZE PR T Xa P 9 SRR M 5, I Hn=2m. R, 36 1 e Bl 510 HE () 7 S X 1 7T
BB A () AR — AN AT DA N7 1 5 20 1 rp BT 31 LR ) A AT AR P AR 7 B P ) AT R AR AR o
[0059] AR N G2 B, R LRNRE W1 R R AEAR YRS — Ty i — AN ST B, St
T 2K, A A1) P R ER R Ka” 1 H CPIREMIEREL” (A, R I AT T AL HHE
(1) 55— J7 T JUANRE € BRI SE 77 8 B 1, 7EAR PR 58 — 75 T I — AN S2 i 77 R, 38
7 HoAr 3 1) R Xadk H ADSEFL L NGQRAIYH) £ ik, I HLAERE 56— ) B — 4L
a7 A, 424 T Hop 231 1) HhXaIE B D ENFY R 2 KA T B SRR, BT A RS2 e
ZAE N FH A S 77 22 AT AAE B 2 A o 9 0, — N SR A 1 S it T 8 o H H Xaik H
D EF NSQRFNY, i X73% [ F VAW, HX1s3% [ A D EFTHESSS 14 2 1k

[0060] 1.
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Xo | TRGERE Xo | THHERE
X |A. M. Y X, |D.E.N.Q. Y
X: |A.M Xs |D.E.N. Y
X A Xy |Dv E. Q. Y
X4 | A, D. E. Fe Ky Ly M. N, Xy |D.E.Y

Q. R. Y Xy |D.E
Xy |A.D. E. F. L. M. N, Q. X, |D

R. S.'Y Xy 1Q
Xs |A. D« E. F. L. M. N. Q. Xs |A.Q

[0061] R\ Y X6 |A«W

Xy |A.D.E.F. L N. QR Xs |Q. W

Y Xe | W
Xi |A.D.E.F. M. N. Q. Y Xe |A
Xs |A.D.E F. L. Q. R Xg | Q
X; |A.D.E L.Q.R X; |F.I1. L. V. W. Y
Xi |A.D. Q. R X7 |F. 1. L. V. Y
Xy |D.Q X; |IL L.V, Y
X+ |A.D.E.F.N.Q. Y Xr (L Vo Y
Xs |D.E.F.N. Q. R. Y X7 |L.V

X: |F. M. V. W, Y
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[0062]

6/80 T

Xa | THEAEE Xo |FTHAEE
X7 |F. V. W Y Xig |A. D
Xz |Fe V. W Xig |Dv E
X? Fs V Xlg D
X7 vV X'IS A
X; |L X | A G Q. W
X7 1Y Xz | A Qs S8 W
Xio |A Xao | Ay Qv W
Xip | W X |Gy Qv W
Xii |A. Dv Ev F. Gv L. M. N, o —

S\ T. Y | X0 Q. W
X |A. Dy Ev Fv Lo My SO T Xop | A. W
Xu | A, D. E. Fu Go Lo Mo N, o W

S‘ Y Xg() A;
Xun |A. Dy Ex Fe G 8. Y X |0
Xii |A. Dy E« F. L. M. § X>i |A. Dv E. F. H. Nv R. T
Xiit |A. D. E. L. M. S V. W, Y
Xii |A. Ds E. L. S X2 | A. D. E. F. H. N. R. V.
Xii |A. D.E.L. M W. Y
Xu |A. D. E. L Xst |E. F. Ho N R. V. W, Y
Xy |D.E. L X1 |F. Ho N.R. V. W. Y
Xu |D. L X1 |E« Fo H.T. W Y
Xii |A. Dy E. Fo S, Y Xor |E. F» Ho W. Y
X |As Do Eo S Xsr | Fv He Re Wa Y
Xy |A. D. S Xoi |Fe Ho W Y
Xy |A.S X | Fe W Y
Xy |A.D X3 | WL Y
X | D. S Xy |FW Y
Xu | L X |F. W
Xy | D Xor |'Y
X 1S X1 | W
Xll A .X21 F
Xu | B Xss |A. D. Ev G. H. I. L. N,
Xig | T Q. R. 8 T. V
Xie [N X5 | A. D. E. G. H. I L. N.
Kr |H W Q. R. 8. T
Xy |Y. W X»s |A. Do E. G. . N. Q. R.
X7 |H. Y S.T. V
A | W X;s |D. E. G. N. Q. R. S. T.
X5z |H Ar
X | ¥ X v E. N
Xis |A. D E. V X” D B N, Q R ¥
T DB H 2 | Av Dy E. Go L LN Q.
Xig |A. D. H R 5. T

= X | D» E. G. N. Q. R. S

Xig |A. D. E 2 .
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Xa | THRHEEE Xo | TEEAGEE

X35 | Dy Bo N. Q. R: S Xos | E

Xss |A. Ev Go Lo Ny Q. R S X | K

T Xog | S

Xo5 | B+ N. Q. R. S X |I. Nv R

Xos |E. Ny Q. 8. T Xos |1 L R

Xs E. N. Q. S Xz |Is R
[0063] | X3 |N. Q. R Xos |[N. R

Xss |E. Q. R Xz |I. N

X Q. R. S Xy | R

Xss Qv S Xop |1

Xos Q‘ R Xag | N

Xas Q Xy |D

Xis | S LR

Xs | N

[0064]  f£ 58 LIL-1TAZS G 2 KIS 1 SE AR 5 I SE it 77 22 vh, P 910 1) W62 DL R LA 44
[-XTH [ 2064

[0065]  T.X2MA;

[0066]  11.X4i%ED.EFIQ;

[0067] TIIT1.XeMA;

[0068]  IV.X7i&HFHIV,

[0069]  V.Xi6HT;

[0070]  VI.XizAW;

[0071]  VIT.Xysdk HARID,

[0072]  VIIT.Xo0AW;

[0073]  IX.XosAK;

[0074]  X.XosHR; H

[0075]  XI.X29WD.

[0076]  FERRHES—J7 MY TL-17TAZE & 2 BRI —LESE B b, FP 31 1) i 2 LIS AF T-XT P
FATA R, FPF 1) ATRA R LA T-XTH B E A8, iU LA KA T-XT R [ &
BN BN T-XTH (9 2 A 104, BRI 2R AR XTI 4

(0077 ZEARHE S — T IR TL-1TALS 15 2 KA — 25K U5 S8 o XoXe XoXaoBXeX10 AA . £
— BB 7 ZE T, XoX 7 XoXe0 XeX 17 XeXe0 X10X 178 X10X20 AW o £E— L2 77 G2 111, XoXos XeXos
B X10X2s NAR o AE— 2L 5L i 77 22 H , X17Xos Bl X 20X o8 AWR o 75— LESL i J7 S H , Xi7X20 9WW .

[0078]  #17E LA SEEGH A th PR REA T, IL- 1AL & 2 IR RGO S L E R K&
BIRTL-1TALE G B 7 (BM) J7 1) o 3K 28 F7 B A BSR4 12 07 T 1) e 310 ) 1) B oy ST 7 22« B
TL- L TAZE £ HE PP P B A BT P 1 RORIKISEQ 1D NO: 1-1216 7 () M R 3 836 . DAL,
FERRHE 7 B IL-17TAZE & 2 IR — NSt 7 S b, JP 31 1) AH R T-4% | FH SEQ 1D NO: 1-
121620 BT L1 37 3 i AT B8 22 A5 1 36 1) 7 B o 75— AN SE i 7 S8, /741 1) AH RT3 I HH
SEQ 1D NO:1-66+1200.1206F112142H pl (19 28 18 2 51 Hh AT B 8 &2 457 B 36 1 P 9| o 7 — 5K
B )7 &, B 1) AT H FHSEQ 1D NO: 1-664L I 211K 3 51 v WAL 8 %2 A7 B 36 (1)

11
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Fl) AE—DEEHETT 220, FEF 1) MR T FHSEQ 1D NO: 1-3541 s i 2L 31 v AT B 8 %
BB 361K 7 H AL —ANSEHE T e rh, JPF) AR T 3% E BHSEQ 1D NO: 1-27 4 Bl ¥ 411 /37 7]
W AT E 82 A B 361 P H o AE— AN T R, P A1) MR T H EHSEQ 1D NO: 1-104H A%
(K1 1%) 77 5 o M ASE B8 22 A7 B 3611 7 91 o 7E— AN SR 7 Ze 7P, I3 1) M T3% H FHSEQ 1D
NO: 1 -TH AL e B A B 8 22 A5 B 36 1) 77 91 o AE— AN SEHiE 7 2P, 77 911) AR T3%
FHSEQ 1D NO: 1-42H Bl 41 1% 7 31 v A B8 & v B 36 1K) P Bl o £ — N SEFE T =, P 1))
FHRZT-SEQ ID NO: LH 7 B8 A7 E 361K 771 .

[0079]  FEARAFF W RM — L sZiE /7 2, Wbl B CHIBM “TE A = 08 e 38R [ 45 14 35k
[ —HB 97 o X B FE R 9 S AR K BMIY 2 51 “HR N E 50 = W R 45 M B 7 B R B R A
5 S5 05 =R R &5 MR 7 81 b, AT 15 BMAES A i 4R 25 A3 b ) AR5 A0 L )5 o 4, A4 2B
IR A, BMAR A ) Bl = R TR 1 =AM B b i RS, 3 B AT DL B A AT = 2 e
TRV B LGSO it 7 o A AN AR N T A TR B 8, = B R 2 A 3 ) T A W A TR
A BMIEHE (1) 5 AR A AT N AS RS 22 BRIV S A 25 0 o B, AR 4 AR R B IR SE i 7 R 2
JIR I Cal ZR A B AR 3T B 5 HOR A BB B = MR e o 25 1A 45 M3 B A4l B A | — 3%, #9
LA R P 2L A AR R 5 2 45 AR e A 25 o DRI, i SRR 40 12 7 T i SE i T R £ ik A
A5 RS EAE R B3 S, B AMRYE A A T PRI BM “TE il = W8 e o 4485 A4 4“1 — 31
47 BRI A B AR G R I, 0, T BUCRABLCD Y 1 1 S B 1 o ARSI AN S A
K HARSHL

[0080] R4 ESKETT B, IL-1TAZ & B 5 (BM) (R IG TR Rl = Wi o 2 [ 465 A 3 1) — 30
43 o A, BMAT AR A T ) A BT I = e B 1 45 A 3 P LA T AH T 2 1 PR ) T > BB
FERRE SR T S, Bk = W8 e TR 1 45 M 3ae | A 81 2 4 2 1 1 25 A 3o S 45 4 43
(Y= FR il PR S48 ok B 4 i % 2K TE (Staphylococcus aureus) B8 AR TLANAS A1)
TR M, 1 NS RIEB, B AT A A RS T R, SRR E A S BN E G
L AZAK , Bk 85 9 205 F 7 %) 3R 18 (staphylococcal) d5 AR Z5 14158

[0081] 7R Ap AR SCAFFII TL-1TALS A 2 BRI B = W8 e R 8 (1 465 M Bk 1 — 351 43 (1) SE e
JT R, IL-1TASS & 2 IR AT DA ke 1 BL R 2 B R e B 45 S A B (BMod) -

[0082]  iii)K—[BM]-DPSQS XaXoLLXc EAKKL XaXeX:Q;

[0083] e

[0084]  [BM] AfA S 5E I IL-1TALS A 3L 5, 46 1 F& Xeo AD ;

[0085]  Xaid HAFAS;

[0086]  Xpik I NFIE;

[0087]  X.if& A SHIC;

[0088]  Xuifk [HENAIS;

[0089]  X.i%& [ D.EAIS;

[0090]  X:idk 5 ARIS; Al

[0091]  iv) HHiii) & XK 7R A % 85% Al — MR A LR T 51 .

[0092]  FE-—2L st Jy S A LA A wi BN, I 22 BRAE AR 7 Bfids 47 SR TR] A B AE A% P 2R3N
HH I 45 R AR T T O ZEAB U o AR A (1) 2 A DA Bt B K A TR T 52 o DR I, 7
HA AR SCA TR TL-1TALE A 2 KT 1 = I8 8 1 45 A I — S8 I SE i T 6 vp 5 TL-

12
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1TAZS A 2 IKAT LB B DA N IR R 7 71 45 B A (BMod) -

[0093]  v) K—[BM]-QPEQS XaXoLLXc EAKKL XaXeXtQ,

[0094]  Hrp

[0095]  [BM]AWIASCRE X TL-17AZE A 35, 2 F & Xoo R s

[0096]  Xaifk 5 ARIS;

[0097]  Xuidk (A NAIE;

[0098]  XcHEHA.SHIC;

[0099] Xl HENFIS;

[0100]  X.1EED.EFIS;

[0101]  Xeide HAFIS; Al

[0102]  vi) 5 v) & WP B A 2 /085 % Al — MR 2 1R 7 771

[0103] bk Bhie iy, 5 0L B R R 7 FUAH LA 35 10 AR (1) 22 IR AE A A I 2R 1
JEIE A, FTIA oA AN KRR T R 2 i 2 BRI = 2% &5 /B D RE o DR UL, 78— L SEiE T =, P 3
iv) fivi) 4l 5 111) Bov) 58 WP BIEA 2087 % [Rl— 1 i 22 /089 % [F]— P L i 4l
2 /091 % [F]— Pk i an 2 2093 % [F]— Pk i a0 22 2095 % [F] — Pk i an #2097 % [F] — P .
[0104]  ZE— ALy &, FFii1) 3iv) FIXa A,

[0105]  ZE—AsLj s &, 531 111) 8iv) FIXa NS,

[0106]  ZE—ASEiE )y &, FFi11) 3iv) HXe N,

[0107]  FE—ALjEy b, JPF11i1) Biv) HIRXeNE,

[0108]  ZE— ALy &, Fo1i11) 3iv) XA,

[0109]  ZE— ALy &, FFii11) 3iv) X NS,

[0110]  fE—AsLE )y S, PA1ii1) Blv) X NG,

[0111]  ZE—AsLiE )y o, JF7111) 8iv) FIXaRNE,

[0112]  FE—AsLidy o, J57111) 8iv) HIXa N,

[0113]  FE—AsLht)y &b, FA1ii1) Blv) FHEIXaHS,

[0114]  FE—AsLi )y o, J571111) 8iv) XD,

[0115]  FE—AsLi )y &, J571111) 8iv) X NE,

[0116]  FE—AsLiE)y i, JF7111) 8iv) FIXHS,

[0117]  YE—AsEjE s R, FpFi1i) 8iv) I XaXeik H EEES.SD.SEFISS,

[0118]  fE—ANSLjET7 S, A1 111) Blv) H I XaXe NES,

[0119]  fE—ANSLjET7 9, 531 111) Blv) H I XaXe NSE

[0120]  fE—ANSLjETT 9, 531 111) Blv) H I XaXe SD,

[0121]  AE—ANSLJETT 9, 7 F1111) Blv) HIXe A,

[0122]  fE—ANSLHETT &9, FF1111) Blv) HIXe NS,

[0123]  ZE— ALy b, 28851 i11) BLv) T, Xa WA Xo N Xe WA HXe NA.

[0124]  ZE— ALy Zh, 28851 111) BLv) T, Xa NS Xo NE s Xe WA HXe NA.

[0125]  ZE— ALy b, 28851 111) BLv) T, Xa WA Xo N Xe NC HXe NA.

[0126]  ZE— ALy Eh, 28851 ii1) BLv) T, Xa NS Xo NE s Xe NS HXe NS,

[0127]  ZE— ALy b, EFF111) Biv) 1, Xa AS: Xo NE s X NS HXe A A,

13
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[0128]  fE-—ANSLHETT R, BT F111) Blv) H,XaAS: Xo HE s X NA HXeAS,

[0129]  fE—ANSLHETT R, B/ FF111) Blv) H,XaAS: Xo HE s X HC HXeAS,

[0130] FE—sgji =, B iii) 3iv) B, Xa NA; Xe AN X NA ; XaXe AND H X NA o
[0131]  FHF— g 2d , fEEF]iii) 3iv) 1, Xa NS Xe NE s Xe WA ; XaXe AND H Xe NA o
[0132] F— g 5 =d , fEEF)iii) 3iv) 1, Xa NA; Xe AN X NG XaXe AND H Xe NA o
[0133]  FE— iy =9, B iii) 3iv) 1, Xa NS Xe NE ; Xe NS ; XaXe AND HXe NS
[0134]  FE—sgj 5 2d , B iii) 3iv) 1, Xa NS Xe NE s Xe NS ; XaXe AND H Xe NA o
[0135]  fE— AL &, 88 F]111) Blv) F, Xa NS Xo HE s X N0 XaXe IND H Xe HS
[0136]  FE—/sjii 5 =, fEEH)iii) 3iv) B, Xa NA; Xe AN X NA ; XaXe ASE H Xe NA
[0137]  FE— g 5 =9, B iii) 3iv) 1, Xa NS Xe NE s Xe WA ; XaXe ASE H Xe NA o
[0138] FE— /i =, B iii) 3iv) B, Xa MA; Xe AN X N C; XaXe ASE H Xe NA o
[0139]  FE—/ s 5 =, B iii) 3iv) 1, Xa NS Xe NE s Xe NS ; XaXe ASE HXe NS,
[0140]  FE—/sgjii 5 =, B iii) 3iv) 1, Xa NS Xe NE s Xe WA ; XaXe ASE HXe NS
[0141]  FE— g 5 29, B iii) 3iv) P, Xa NS Xe NE s X NC; XaXe ASE HXe NS,
[0142]  FE—/sgj 5 29, fEEF)iii) 3iv) 1, Xa NA; Xe AN X NA ; XaXe NES HXe NA o
[0143]  FE—/sgji 5 =, B iii) 3iv) 1, Xa NS Xe NE s Xe WA ; XaXe NES HXe NA o
[0144]  FE—/sgji 5 =, B iii) 3iv) B, Xa NA; Xe AN X NG XaXe NES HXe NA o
[0145]  fE— AL &, 2 EH)111) Biv) 1, Xa NS Xo HE s X NS s XaXe HES HXe S,
[0146]  FE— /i 7 =, fEEF)iii) 3iv) 1, Xa NS Xe NE s X NC; XaXe NES HXe NS
[0147]  FE—/sgji 7 =, B F)iii) 3v) B, Xa NA; Xe AN X NA ; XaXe ASD H Xe NA o
[0148]  FE—/sgji 7 =, B iii) 3iv) B, Xa NS Xe NE s Xe WA ; XaXe ASD HXe NA o
[0149]  FE—/sgji 5 =, fEEF)iii) 3iv) B, Xa NA; Xe AN X NG XaXe ASD H Xe NA G
[0150]  fE— A7 &, 8 FHi11) Biv) F1, Xa NS Xo HE s Xe S s XaXe SD HXe S
[0161]  FE—/sgji 7 =, fEE)iii) 3iv) B, Xa NS Xe NE s Xe WA ; XaXe ASD HXe NS,
[0162]  FE— /i 7 =, fEE)iii) 3iv) B, Xa NS Xe NE s X NC; XaXe ASD HXe NS,
[0153]  fE N BAMOSERE T R, FPAii1) AHRN.T1E H HSEQ 1D NO: 1-1216 4 sl 1 7
Fr AL BT A7 B S5 T AE—ANSERE T B, P A1) AR T % A FHSEQ 1D NO:1-
6612001206 F11 21420 Bl 1) 4L 1 3 F1 v A B 7 A7 B0 7 51 o fE— AL 7 B, S35
i11) MR T3 EH EHSEQ 1D NO: 1-662H Bl [ 4L 7 31 v AT .7 247 B 55/ FE 51 o 4E— 5K
)5 &, FEAii1) MR T 3% B FHSEQ 1D NO: 1-354H B K ZH 1 7 51 vh M Ar B 7 %8 7 B 55 1)
JEF AE S — AL 77 29, P Fiii) AHM T3 H BHSEQ 1D NO: 1-2742H R 41 7 31 H A
BB TR BT H AR — AL R, P A1) AR T H FHSEQ 1D NO: 1-102H it
I B AL BT AL B S5 P B /£ X S — AN SERE T R rh L JEAiii) AR T 1% B B SEQ
ID NO: 1-7TZH R H 2L 30 vh A B 7 Z A7 B S50 7 51 o £E— NS &b, FEaii1) A
TIEHA HSEQ ID NO: 1-44H B 40 1) /731 AL BT 2 A7 B B51 7 51, HAE 53— A SEiti 7 &
i, A1) AR T-SEQ ID NO: L A7 B 7 2 67 B 551 751

[0154]  Jf H , 76 SAMO LT b 3= 0L T IL-17TAZ5 & 21K, PR TL-17A%S & % Ik & i
SN E=e IR

[0155]  vii) YA-[BMod]-AP;
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[0156]  H:rf [BMod] a1 5 SCRITL-17A%E S He ; Al

[0157]  viii) HHvii) & XK 7 F A 2086 % A — M AL 71 .

[0158]  fER[ LM AN SEIE T b, JROL T IL-17TAG & 2 0K, iR IL-1TAG 5 2 Ik &
7 H AT R 75 -

[0159]  ix) FA-[BMod]—AP:

[0160]  H:rf [BMod] a1 5 SCRITL-17A%E A A He ; Al

[0161] %) HHix) & X FPFIHEA %2 /86 % [F] — I 2 Z R 7 71 o

[0162]  wakh, 324 T IL-17AZ & 2 0K, FriR IL-1TAZ & Z IR 5k 5 UL A R
LB

[0163]  xi) FN-[BMod] —AP;

[0164]  H:rf [BMod] AaN LA I 58 SCAITL-17A%E S A b, Al

[0165]  xii) HHixi) & LK HA 2 /086 % [Fl — PRI 2 B R P51

[0166]  Abh EHie Ry, A7 5 PL S EER 7 BAH LE (1) 30N el AR T AS KR 5 i e = 2
SEA AN DRI 22 IR RV N AR AT WA TG A o DRI, A — 28 sk 77 22, A b5 I
IL-17AZE A Z IRrT DB B A SHvii) «ix) Bixi) 58 X548 /088 % i W1 % /90 % i
WE92% E WA /D94% E WA /096 % i an A /98 % A IE K JF A

[0167]  FE—ULsujJy &b, IL-1TALS & 27 nl U A& & B PR R BR 7 51 2 K
() —HB 5

[0168]  SEQ ID NO:
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[0169]
1250
1251
1252
1253
1254
1255
1256
1257
1258
1259
1260
1261
1262
1263
1264
1265
1266
1267
1268
1269
1270
1271
1272
1273
1274
1275
1276
1277
1278

ADNNFNK-/BM]-DPSQSANLLSEAKKLNESQAPK;
ADNKFNK-/BM]-DPSQSANLLAEAKKLNDAQAPK;

ADNKFNK-/BM]-DPSVSKEILAEAKKLNDAQAPK;

ADAQONNFNK-/BM]-DPSQSTNVLGEAKKLNESQAPK;

AQHDE-/BM]-DPSQSANVLGEAQKLNDSQAPK;

VDNKFNK-/BM]-DPSQSANLLAEAKKLNDAQAPK;
AEAKYAK-/BM]-DPSESSELLSEAKKLNKSQAPK;
VDAKYAK-/BM]-DPSQSSELLAEAKKLNDAQAPK;
VDAKYAK-/BM]-DPSQSSELLAEAKKLNDSQAPK;
AEAKYAK-/BM]-DPSQSSELLSEAKKLNDSQAPK;
AEAKYAK-/BM]-DPSQSSELLSEAKKLNDSQAP;
AEAKYAK-/BM]-DPSQSSELLSEAKKLNDAQAPK;
AEAKYAK-/BM]-DPSQSSELLSEAKKLNDAQAP;
AEAKFAK-/BM]-DPSQSSELLSEAKKLNDSQAPK;
AEAKFAK-/BM]-DPSQSSELLSEAKKLNDSQAP;
AEAKYAK-/BM]-DPSQSSELLAEAKKLNDAQAPK;
AEAKYAK-/BM]-DPSQSSELLSEAKKLSESQAPK;
AEAKYAK-/BM]-DPSQSSELLSEAKKLSESQAP;
AEAKFAK-/BM]-DPSQSSELLSEAKKLSESQAPK;
AEAKFAK-/BM]-DPSQSSELLSEAKKLSESQAP;
AEAKYAK-/BM]-DPSQSSELLAEAKKLSEAQAPK;
AEAKYAK-/BM]-QPEQSSELLSEAKKLSESQAPK:;
AEAKYAK-/BM]-DPSQSSELLSEAKKLESSQAPK;
AEAKYAK-/BM]-DPSQSSELLSEAKKLESSQAP;
AEAKYAK-/BM]-DPSQSSELLAEAKKLESAQAPK;
AEAKYAK-/BMJ-QPEQSSELLSEAKKLESSQAPK;

AEAKYAK-/BM]-DPSQSSELLSEAKKLSDSQAPK;

AEAKYAK-/BM]-DPSQSSELLSEAKKLSDSQAP;
AEAKYAK-/BM]-DPSQSSELLAEAKKLSDSQAPK;
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[0170]

1279 AEAKYAK-/BM]-DPSQSSELLAEAKKLSDAQAPK;
1280 AEAKYAK-/BMJ]-QPEQSSELLSEAKKLSDSQAPK;
1281 VDAKYAK-/BM]-DPSQSSELLSEAKKILNDSQAPK;
1282 VDAKYAK-/BM]-DPSQSSELLSEAKKLSESQAPK;
1283 VDAKYAK-/BM]-DPSQSSELLAEAKKLSEAQAPK;
1284 VDAKYAK-/BM]-QPEQSSELLSEAKKLSESQAPK;
1285 VDAKYAK-/BM]-DPSQSSELLSEAKKLESSQAPK;
1286 VDAKYAK-/BM]-DPSQSSELLAEAKKLESAQAPK;
1287 VDAKYAK-/BM]-QPEQSSELLSEAKKLESSQAPK;
1288 VDAKYAK-/BM]-DPSQSSELLSEAKKILSDSQAPK;
1289 VDAKYAK-/BM]-DPSQSSELLAEAKKLSDSQAPK;
1290 VDAKYAK-/BM]-DPSQSSELLAEAKKLSDAQAPK;
1291 VDAKYAK-/BM]-QPEQSSELLSEAKKLSDSQAPK;
1292 VDAKYAK-/BM]-DPSQSSELLAEAKKLNKAQAPK:
1293 AEAKYAK-/BM]-DPSQSSELLAEAKKLNKAQAPK; #=
1294 ADAKYAK-/BM]-DPSQSSELLSEAKKILNDSQAPK;

[0171]  Hrp [BM] AIIBL F 52 X TL-17AZE A 3L o

[0172]  ZE—AsEiiy &rh, IL-17TA%S & 2 I &% A DL R &L R 771 -

[0173]  xiii) VDAKYAK—[BM]-DPSQSSELLSEAKKLNDSQAPK ;

[0174] e [BM] A IIRL B 52 LI TL-17AZE & 387 Fl

[0175]  xiv) Hxiii) g P HIRA 2 /086 % [F] — PRI 2 B 7 51 o

[0176]  F—¥k, 5L SRR 7 7 AH LG A5 /N 1 2 AR HAS R FE s i L = G 45 )
IhRE ) 2 R AE A A FF P 2R B Y o DR, 78— S8 SE Rt R b, Wil B @ I TL-17A%S &
Z KT B A Sxiii) @ XRFEIED87% R /089 % iE W E 91 % iE R
93% EINE94% GE I E 2096 % iE W 298 % A [ 7 B

[0177] MR Z R FFFIxi i) Al BAI%E E BHSEQ 1D NO: 1-1216ZH i) 4 o 45— N SEjiti /7
Zh, EFxiii) % E FHSEQ ID NO:1-66.1200. 1206 F1121 420 B (K 4H « £ — ALl )
FPFxiii) % H HSEQ 1D NO: 1-66ZH 4 75— SEiE 7 2+, ¢ Fllxiii) #% H HSEQ 1D
NO: 1-35ZH B 2H o 75 55— AN SEHE T 29, P Flxiii) 16 F FHSEQ 1D NO:1-27#H i 4H o fE—
AN R, FFxiii) Y HSEQ 1D NO: 1-104H i 4H o 75— A2y b, JEFi)xiii)
HSEQ ID NO:1-7 fE— AL E 9, P Fxiii) A HSEQ ID NO: 1-44H s 2H . /£ —
ANSERT R P, FEF)xiii) NSEQ ID NO:1.

[0178]  7E—ANSEfiy &rh, TL-17TALS & 2 IR &% 1 BL R &L IR 771 -

[0179]  xv) AEAKYAK-[BM]-DPSQSSELLSEAKKLNDSQAPK ;

[0180] i [BM] AN LA FoE XY IL-17AZS A HL 7 s Al

[0181]  xvi) Sxv) 5 L FFRA 2 /086 % [F]— PRI 2 B 1R JT 51 o

[0182]  Ff—ik, 5 UL R Z LR 7 H1AH LA 25 e /N R e A8 ELAS K2 5 b s e JHL = 4 45 F
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IhRE M) 2 SR A A A R EISE Y o IR G, 78— S8 SE i R, Wikl B8 LRI TL-17A%S &
Z kAl DL B A 5 xv) B XK RS /D87 % iE I /89 % i i E /91 % it & />
93% IE W E 94 % E W E D96 % i W /098 % A FI K 31

[0183] gL Bhrh G 7 Fxv) A LI EH FHSEQ 1D NO:1217-12224 i 40  #E — DL )y
Zrh, %) xv) ¥ EH ESEQ ID NO:1218-12224 Rl IK 4 . £ — DLl &b, - %lxv) ¥ i
SEQ ID NO:1219-12228 p2H o 7E 73— D SEH 7 9, 7% xv) 4 F FHSEQ ID NO: 12194
SEQ ID NO: 122220 sl 40 o £ — AR 7 S, I Flxv) 9SEQ 1D NO:1219.

[0184] AN FFP I IL-1TAZE A 25 M) /N RS AR B MR IR 7 1 88 o T 5 v P
FURIII YRR LRI o SR A FE LA L TR TE S & S T (s.c.) i IO AT R 1 L B AR
[t & 12 N T AR TR RS R R PEFIASAEAEF e A S BIE F o /RS 5% m i)
VEARIE O100mg/ml) & AR B R A RV Ts. o 3B S AR AME T AR BE R £ 10 2
V) T4 G P L XIS 7R 7 1 12 8380 P U7 (R 8 /N TR 70 v S 28 B B B0 569 28 DA /)N
A ARRI R b i 52 19 750 5 e FH R R BEAE B VR 9T . b, FEZG W v o B TR IR FE 1V B
A2 RS AR ER DI Re AR E YRR BE 1T R T R ER (B2 bk R W) i A &4 o AR
975 2 s ) R AT IR £ A 1E (dry eye syndrome) AFETL-17AA S 795 b B AR 1) it
FH A4 Al 45 A 3 SO I RERE R S 481

[0185]  fyi7E At B P b fd K R IE “TL-17TAZE &7 MW TL-1TAR 45 4 25 A1 777 48 7T LA
WL ELTSA LI i 3 1 55 & 7 R 3L 4k (SPR) R B0 1 48 FH 8 77 2 HEBR T 52
(KinExA®)Y IR 9 2 IR SR 1k o 400 0, B0 76 LR SERE A o R 1, TL-17A%5 & 55 F1 - mT Bl
FELL R 5258 s K, 76 i S2 36 Hh 22 JR IR A ot B e R A2 AL AR U I EL TSARR =, FF s A
MEARITIL-17A, B 5 2 BB A R E AR S HHRP. A INTMBJEY , 318 Fl £ LR 528
8, Victor® (Perkin Elmer) I E 7E450nmAb (KWK 6 o SR 5 , FAR N S2AT DA fid i i
K SO RIS 45 1, DL &S /DB T 22 IR AT TL— 17T AR 25 4 515 R0 310 5 PRI & o 0 51 o B D
SE AR, 0, DA e A ELAE FIECS0ME. CF B KA RO ) » AT LS FELTSA . 22 Ik X
EMZEALIITL-1TARI R R P RLZAE LA ERERIELTSAKR I & 58 5 , B AR A ST i
P IS SIS IRAF 1 45 A, HECS0{E A] LA A @iGraphPad Prism 5ANAEZRPE] T 25
FItE.

[0186]  TL-17A%E &2 J33k A] LALE LA TR S8 A Ik, 78 Bk sk 38w, TL-17ABCH: F B
[#] 5 AF 3 [ % B8 F A A 4R (SPR) AU A IR AR O F b, HA SRR 2 BRI ARE S 7208 F
AT R, AR R IR 22 A [ s AE AR AR IBOE b 9 B S TL-17ABH B
AR AEC I AR BOR N AT AR I M SR SEEGSRAF M 45 3L, LA & /D 2 ik
XFIL-1TARI S5 A5 A 3 52 PRI & o 0 5 e 5 DS A2 JHEE 1, 491 DA aff 5 A FLAE PTG KofEL
] DA 3R T2 5 AR LR V5 B, 45 A rT B fEBiacore (GE Healthcare) B¢
ProteOn XPR 36 (Bio-Rad) X 2% 135 X o TL-17ARRE 4 b [ 12 70 A 2e I AL I8 1 |, 3F
LR B 1 7 5 A 77 1K) 22 IR PR ASE ot e et 32 8 A R i 2% 9 LA BB AT B v 55 o SR 5 KoL
T DAAE A0 0 e A 28 ) R AL BT Aevaluation 4. LA 1: 1LangmuiZs S8, B H
(RS TR E LN S o -

[0187]  JHT#E 0 IL-1TARI 45 & 35 M S 55— Fh 5 3 9 80 7123 HE R 2 (KinExA®,
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Sapidyne Instruments Inc,Boise,USA;Darling and Brault,2004.Assay and Drug Dev
Tech 2(6) :647-657) , H T MR & W P RAB U 0 W[ P 45 A 5 f gl 772 %
TR A A, A AR B B R 48 TR 2 ka SE TG MR 5 1T RS i R ka ] DAL T2 ke =
Kpkkatt 5 o

[0188]  KinExA® Koo B B R —ANAH AR B8 4 (par tner) (I 30138 52 £ 45 45 LA
) [ s A2 AH L AR 5 e A YRR BT DAAE IS BT 467 i 5 38 7400 3 5 1 He At A L R
B (i 52 45 A FCARAR) o5 TR — AR 36 , (8 —Fh 45 A OB 0 E B W 1 — RINE
W5 57— P S TCAR AR 8 2 P SR 5 RV TR ] R B T8 A L 9F B3R — 3 i )
{EL 58 25 A e AR A4 7 e F 98 Y6 IR 4 43 F AR« -5 18 R 40 o el et 1) /N T 90 PP T 1) &R
A D S T R (RIS ), R, VA v RN [ A R o 1) &5 B AR A 2 TR) ) 5 G B 7725 HE R
FH T[] AP AR B — A A P e 8 1 1 45 B EC AR (AR T, T DAV ¥ T f 70 J &:  [r) AS
K, - KnfEL A EH 3 3R 100 30 5 1 18 8 45 A TR AR AR 5 5 1 5 FTid (5 5 5 BT P 1 A
Hh i 1 1) 1L 5 5 A AR M P 9 P R AE L o 7T BAAE T inEx A® Pro i F Rl /N — 3 43 #r ok 43
WA, DL Ko IS PR 45 A A7 s B (ABC) 1) St A AR W 7 R UG AR RS2 T S A AR A
Ban1 s AT AE AR PR 2R

[0189] [ T Wl S 45 B4 “T-P-4h5” USC B LA Ab , 45 25 8l T3 24 I i i T LA LA 55 P-4 0 AH AL I
¥ BAT , IF B4 & 15 5 A TR R 58 16 45 A T AR A 19 S IR P B8 25 o A7 AE R R mT DA R
B ka0 5305 o “ BB D7V AR 5100 5 RVE 72 &5 A TR AR A 1 A< FEE 68 58 5 1 e o T R ¥ - 4
FE LA P A BN, VAR I I 1E O S A T AR AR B B Ao Y B 5 VR AR R A A
i) 2R — o A A 1 A P2 [ 5, [0 ) 378 o ) — RS A A 0 94 2 o B 6 8 o T 45 S T AR AR ) 3k
FEE 30, i 5 () AE 5 A TOAB AR 1) 2 B 5 T 1 5E 22 BTG & 1) i B A1 o

[0190]  fE—/NSKj T &, IL-1TAZ & Z IREeW 45 A 1L-17A, DAE1S A T AE FH Ko (E A
FL2Ix10MIE MR L 1Ix107M, EWE L2 1x10°M, N E £ 1x10™M.

[0191]  FAE— AL B R IEBARSC AT T I IL-17TA% & 2 IKBe 456 10 H H
ANBIL-1TARER IL-17TAZL AR 0 TL-1TAS> o AE — St 7 2, IL-1TALS & 2 ke s
GEA NKIL-1TAAE—ASEHETT R, IL-17A%E & Z KRB 45 A IR I L-17AfE— AN SEHE 7 %
W, IL-1TAZS A 2 IRRE W 45 NRIL-1TARTR IL-17A £EIX 5 1 , AZRIL-17A7] L& & 3
B 7 FISEQ 1D NO: 12268 H 1 5 M A 20 B o R FEHE , B TL-17AT] DAL Z EE 1R 7 51 SEQ
ID NO:12278% Hopu Jl A 2 A B o

[0192]  FAR AN GURFIRAR , 7] AR P53 AR SCA FFR AT 75 T () TL-17AZS & 2 IR iEAT 2 Fiviz
TR/ BSCS N, AR e 2 FH 52 1) 22 IR AN 38 A4S A FF 9 28 IR

[0193] M, 76— NS 7 S b, 3R 4L T AR SCREIR I TL-1TALS & 2 Ik, FTIR IL-17A%5 &
% IR O AEC AR v A1/ BRONAR g LKA/ B D AP 2 BRI « 28 22 JIR B 4 R A A 22 IR B
) 5 — RN/ BB AR A EAL (RIAEFFE A1) B 1) IN-AIT/BC- A i) HA — D EE 24> S 40K
RIAERTRFN Z K R, TL-17A%E & 2 IR AT LA ST A 1G5 B 1 S R R Bk L, 1
WA D>—A TN R IEFR IR I - B — A J) 7 B R R i 3 mT DL S ph B 3 ) b e 2, DA
e A/ B R 2 R AR L A AR P B S AR E AR REOR DN < M2 S A ) R R R Bk
FET DA T AR IR B A IR — AN BOE 24N 2 R BRI X R — AN S s N
e R R IR AL o T AR R R R A TT LR A T 2 IR Al A BURE DU “BR2E” , v aHi se
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Pr%5 . (HisGlu) shns (“HEHEHE” FR2%) BE “myc” (c—myc) bRZFBL “FLAG” Fr&%, FH T -5 A AR2F iy
S PR A LA FHECEHL se— bR 28 15O T FH T [B15E 4 J8@ 55 ME AT (IMAC) «

[0194] A Bt iy MO R R AT LAd i Ak 22 88 A (fF A 2 AR A ALk 2: 5 1) Bl
T AFART HAR ) T VR AR IR 2R IL-1TAZS & 22 IR, AR ART HARL ) 7 VR 8 0AG TL-1TAZS & 2 IR KA
R A S E BT HAR 7 X BB 4 H Bk B an s A i e S e

[0195]  fnbh Bask il 6 3 A 2 B 1 ] DA Al j— A BICSE 24 22 IR &5 M. S AR 2 01K
SERIRRT LRI TL-17ASS & 2 IRERAIL 55— Fh D gE i i an X o — P& & Thee (B2 DhRE 55
PEDIRE OGS 515 2 DhRe B A &,

[0196]  JhAb, H 4K 2 IR I8 mT DA (L A AR TL-17TAZS & DhBE R 73— PR IL-17TAZE &
o PRI, 7E S AN SEE T B R T 2 RABTE A IL-17A% 6 2 1K ik 2 AR 4 8
FENE S B /DTN WA S AR TL-1TALE & 2 IRAE N SR BT, BT FRAA 55 e (1) R R R
Fn] LAAH R EAS R o 2 AR 201 2 K] A & A 1a 3 B 38, B — AN IR A 1L
VTALS G5, 3 HAF— DS HIB0Y 1 2 JR A A IR B A o ax e &5 1y 3 m] B AH R 2R 1R
P EA i, AT BA A E KRR S 2 AR TL-17A%5 4 2 BT LB K
[F] 22 AR Bl 7 2 T Ak, Bt A AR R AR T — AN = IRAL T IL-1TASS &
JIK» Fo R IR B AR BT LB A — 2 o 72 5 — AN SE T B, TR IL-17AZ5 & 2 IRk
BICHRIE MR G EE A D SE T B St 1 2 RN IL-17A% & 2 K.
[0197]  534h, Hp ASCHER B TL-1TAZE & 22 KB 22 SRAR A il 5 — 45 M I — 47
HEE =R MO 5 BA R A TL-1TARL AR At DhRe (1) “ e b7 Rl 2 KB R B &
WA T, I 5 AA AN R RIS  fEIX FERI 8L A B A 2 KBRS M1 38—
TN AN 2 AN I8 2 B BRI AR s T

[0198]  [Altt, FEAR AN AR S 5 e fit T RS A B AW, ridf & EH BE &
WAS HARYE S — T I IL- 1 TAZS & 2 IR B 58— 50 5, e BT BREE I AR W) 2 PR 1)
Z IR RIS = AR AT R Tk Rl G B B A Y RT A S A
a3 s BT 5 A8 o0 A5 BHER 10 AR 23 1 5 i B 1) AR ) 206 1 AT 5 ok 38— 3543 (1)
A EE PEM R BN

[0199]  JHERM A= 4723 P ) AR R i) P S 48140 FE V8 7 Vi P &6 6 1k DA BB ATR 9 12 o
[0200]  fE—ANSLjE 7 S, B R A S TR 88 R R IR TiE T 2 K

[0201] &7 36 M 22 R A AR B il PR S 9 2 A2 W 45—, a0 3k B ER N P DR S SR L AR TR
SRR - 40 i DR R B DR 2L R ) 2L P o TR 1 40 B DR 140 R FR 1] 1k S 41 Ay
IL-2.1L-—4.1L-7.1L-10.IL-11.IL-13.IL-21.1L-27 . IL-35. IFNBFITGFB . T HH I #a k. R+
() = R 1) 52 451 A SDF-1/CXCL1 2. BCL/BCA-1/CXCL13.CXCL16 \HCC1/CCL14 . TARC/CCL17
PARC/CCL18 MIP-3B/ELC/CCL19.SLC/CCL21.CCL25/TECKAICCL27/CTACK.

[0202] 254y PERY AR RR il P 52 8 3 Nl & 2 B S VAR N 3 I 45 A TR o AE
—ANREE S T e, Bl 45 A0 o B IE A A B A AR N R I A R A 4
B TE AE— ST B9, ik A A 45 G5 P BEBRTE (streptococcal) GEEEM H
45 G 4 M S AT AR Rt o 72 5 — NMRRE W S 7 2, BT 45 603 1 D 3G TNt - 2
B AR A S I FeRn 25 53 12

[0203]  FE—/SEiE R, Z B T HNAS EA RS SMASELAEAS AW IE
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PR —TJT I TL-17TAZE & 2 IR RS B4R i A SR AR 1 2 2 1R 7 2 AT LAAH (R BAS ]
TEAZM AR IR SEE 7 B A A E A B AW B SN IL-1TAZ & AR, 7R B2 1)
BAAEASEARN T iR A & A ] DLel sk A R ECE R “6A” HEA 45
A EERIE,, T WIAEW02009/016043 . W02012/004384 . W02014/048977 FIW02015/091957 (K 4T4A
— A HER ) “GAS” B H AT

[0204]  HE—/NSERE 7 S, LKA A B WSO8 “2-A-77 g — AN 77
BHCA AR SCHER I TL-17AZS & 2 0K, BN N A& A S S8 M /e — D sei sy £, it
KRG LA IL-1TAG G Z R 5 TL-17A, DMEAAMH EAE KA 2 2
1x107M, I E L2 1x107"M, B E L 1x10M, i WE 2 1x10 M AE—ADNSEHE T =, Ih2k
“I-A-7" Z K5 E B SEQ 1D NO:1233-12474H R 4H , B ik [ FHSEQ 1D NO: 1236+
1237 H11242-12474H A 2H , i 103k H FHSEQ 1D NO:1236. 124481124720 %) 2405k 1 SEQ 1D
NO: 12371244 F11247H R A A E LR 7 51 AE L B EAF B SE T &P, “Z-A-7" Z Ik
T H HHSEQ ID NO: 124481124520 R A IR LR T8 o AE— N SETTT 2Hh, “Z-A-77 Z Ik
£3,27SEQ ID NO:1244,

[0205]  fE—ANSLE T P, Bk 45 A0 R O R A8 R AR A SR R I 45 o T R AR AR
AT P S FR il P S 45140 45 Rl 41 4R 20 i A2 K DR (FGE) A 4R i i A2 KPR 1 (FGF-1) (B Pk
FGF (basic FGF) (MM E A1 (Ang-1) ML E R EA2 (Ang-2) (L& E K1 (Angpt-
1) & AR ZR 2 (Angpt-2) M AR E 3 (Angpt-3)  MLE AR E4 (Angpt-4) B HE K
B RS I ) IR 2 BRI (TTE-1) \HAA G 3Rk 8 1 FR 465 1 S 2 1) R 2 R il (TIE-2)
A& PN 7 40 A K DR324 1 (VEGFR-1) I N 57 41 AE K DR 32 4R 2 (VEGFR-2) L I N
B 20 A PR 52 A3 (VEGFR-3) ML A B2 40 i AE A PR A (VEGF-A) I8 P 5z 41 g A= K A
FB (VEGF-B) . IML 44 P )57 4 ff A= K PR F-C (VEGF-C)  MILAE% P 1 41 i A& K K1 -D (VEGE-D) I 4%
W A0 B A K R FE (VEGF-E) G 8t A2 KA (placental growth factor) (P1GF) J&#4bAE
KR FB1 (TGF-B1) VAL KK B2 (TGF-B2) AL A K R 73244k (I8 TTRLAITTTY)
4 JE B I (MMP) METSZ 44 % 2 I W (HR R A o ME TR 41 e AR K (R 3248 (HGFR) ) <
Notch®Z 48 ) il R FB—E A 25 1 (beta—catenin) o

[0206]  fE—ANSKJETT ST, B 45 A T R S 05 B2 AH SR DRI () 45 o B %8 2 FH R
DR (1R A R ] 12 i )0, 4

[0207]  —T4H e 18 %5 IR 73 21CD3 . CD4 . CD6 . CD28 . T- 4 i 32 A& a (TCRa) . T—4i i 5% 448 (TCR
B) MR TR A A2 & (14 (CTLA-4) AR P M4BT 8 A 1 (PD-1) , FEFPHEFE L
Fifd 1 (PD-L1) JF P PEFE TR AA2 (PD-L2) B7[EVE )3 (BT-H3) \B7[EY5E4 B7-H4) I yE s
FARNSH T (herpes virus entry mediator) (HVEM) /B—AIT-k &2 40 i 554k +F
(attenuator) (BTLA) - ZAH 45244 (killer inhibitory receptor) (KIR) REE4H
M vE AR 3 (LAG3) - FLEE -9 (Gal9) /T4N M S Bk 8 VRS 82 11 -3 (TIM3) AR /a-2'F
IR ERESZ 4K (A2aR) ;

[0208]  -NK4H i 42 K F (NK-cell recruitment factor) i WICD16. [ 4R 3545 4 ffu ik
RIESZ AR LA 2D 4 (NKG2D) bk 2 40 i D REAH OCHT 1 (LFAL) 0 SR 41 i B3 1% 52 A& NKp 30
HINKp40 ;

[0209]  —Z&REAHIC R 1
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[0210]  « 4 o PX - J2 52 44, A0 455 i & SR S8 A 5~ (TNF) 5 i R 31 B DY) e 4 e 5 Ik
(TNFSF) ji 51 TNFSF11/RANKL . TNFSF12/TWEAK . TNFSF13 . TNFSF13B/BAFF/BLysTNFSF14 .
TNFSF15; 4 fig /2 (IL) IL-1a.IL-18.IL-2.1L-5.1L-6.1L-10.1L-12.IL-17B.IL-17C.
IL-17D.IL-17E.IL-17F.IL-18.1L-22.1L-23.1L-26.1L-32.IL33F11L-34; T-$t 2 INFa fll
INF y s K 24 0 6 9% R0BR F (GCSF) s 20 i — 15 Wk 4 e B 9 il B DK 5 32 4K (granulocyte
colony-stimulating factor) (GM—CSF) ; A 2

[0211]  « eI F R H 24K, A F5 11.-8/CXCL8 . ENA-78/CXCL5 \GROa/CXCL1 . CTAP-
I11/CXCL7.IP-10/CXCL10Mig/CXCL9.PF4/CXCL4.GCP-2/CXCL6 MCP-1/CCL2 . MIP-1a/
CCL3.MIP-3a/CCL20.RANTES/CCL5 . ik B2 40 g #& AL I / XCL 1 fil 43 JE #a4k [K +
(fractalkine) /CX3CL1,

[0212]  ZEXFRIIEFERSEIE )T S, Ik 56 — 80 B 4550 I 0 F FHTNF L TL-1B. TL-
6. IL-17TFANIL-234 s AL BRI 45 4 o

[0213]  ZEARNFF WA HE—BCE T ER— N SEiE T =, =4O T IL-17TAZS & 2 Ik Rl
AEABK AN, TRIL-1TAZ G 2 K86 & A B G WA R 5% BN 24 078 7
(modifying agent) o 252 B e AR 7)1 = PR i P S 45140, 5% % 400 1] 77 G 2 1 428 5]
B HARHT 2 ) o 510, WA SCHER I TL-1TAZS & 2 K BlA 8 A B A W m] DAL RE L B B B
NHRKHERF : XA IRIE LR EZGY) (disease-modifying antirheumatic drug,
DMARD) , i 214 5 - K PR B M V4 | R 24 AR S K AR+ 45 8 Tl I T 4110 1 79 1 T PR R T R A
BUFK 506 5 bR T 240 1 P97 A 45 7] s m TORFI R 77, i n d M 5 3R s HoA Sz 40 e PR+ 22
B o MR TIRER « BT S I PO I T« e 3 10 Ak 4 o e 044 49 okt 9 00 L 52 A4 1
MHC.CD2.CD3.CD4.CD7.CD8.CD25.CD28.CD40.CD45.CD58.CD80  CD86 EY, H: i 44 EL 4 5% il 17
P BR o A4 s RS BR300 5 1 ALFA- 14547077 . TCAM- 1 BT CAM- 345 47077 . VCAM- 445 47 77
BRVLA-A3E ) s FT-TNF 7, 125 A IS 8, B TNF R B0 o B A, 15 0 o K M) B 4 A
B[ 35 A BT 5 41 8 P 011 IR~ P 06kt 30 5 1L — 1 BEL OB 79003 e 38 1 ¥ X BRI L- 1B Bk (trap) 5
TL-6[H W7 s &k DR~ H0 i 57) s 3F B A3t 28 2949 (NSATD) v anka] =) DT AK s DA S Bk ) A H:
il e 95 L YRR s BA R A _EATART PR Rl BE 2 B 2 5 o

[0214]  FERAFANBME B 7 mHH— N SE 7 Z i, 32405 T IL-17A%5 & 2 ik Fil
AEABREEW, R IL-17TAZ & Z Ik Bl G B A B S a RS S R s G
PR AR B dl PRS2 45 - R M EF B 2R (calicheamicin) SR EEE aytansinoid) Hi e E &=
(neocarzinostatin) IRHEEH; FH & (esperamicin) « NRE Z (dynemicin) \kedarcidin.
maduropeptin.Z Ftt & (doxorubicin) . F4 % % (daunorubicin) . B EG/h VT
(auristatin)  EEEF R -ARE (ricin—A chain) &R TF R (modeccin) T R H i
(Pseudomonas) #PEEFRA I MEFE R M EH AL AWM EEH (gelonin)

[0215]  fift, FEFF K Z4e AR, i a0, BT 455 2 T — P IR i 88 A 044877 1 & U
B R, ) i I TR TR X 35 (CDR) LA AE B AN TR A A7 it A0 36 2 R R D
(BostromZE,2009,Science323 (5921) :1610-1614;Schaefer®:,2011,Cancer Cell 20 (4) :
472-486) , L H A H TR Fe st u M i 5 i Rk Piigk (Carter,2001,] Immunol
Methods 248 (1-2) : 7-15;Schaefer®E,2011,Proc Natl Acad Sci USA108(27) :11187-
11192) BA A 28 B 4 B ) 55 e 2 R kA & 4 R e A 1) 8 e B 7 1O N -2 g B C— K g
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(KanakarajZ, 2012 ,MAbs 4 (5) :600-613;LaFleurds,2013,MAbs 5 (2) : 208-218) .

[0216]  4nbA BT, BUR AT LA &8, AR SCAFF XS TL-17TAR A 850 730 2 ikt
X PR, 8 T e R AH IR R, il S A DG IR 3R I HH e 77

[0217]  F L, AERAFNERE=J7H, &5 T —MELSW, ik E 506 &2/
AR5 LHITL-1TASE A 2 A 2 /b — Pk s L4 IR 45 6 B

[0218]  MfEARLH HT R RAAAHHNERE =N, KME“BEW #E R BUE
ZANGEAW 2 IREE , — MBI L b L TL-17A%E & 3 P 078 T A X TL-17AR) 35 F1
71, 3 H B — A RTUR B L S A B X e 2 R T LS A A S L BT AR
T TL-1TAS & 2 IR RR AR K B A S5, I BRI 2 &A= 417m LA
BAZMIge. “BE6W” 2R BRI sEEE bl b PR ECE 242K, # s
b B R E N E A MR A B O N S R EOE R L R A A A A E 2N 2
IR % o

[0219]  FE=T5m4Mt T —MEESY, Frid B E5WA S R s IR 45 6 7 B g 240
(1), A A ge g I A T S % Bk 1 AR AT AR XS 2 D — D R A R R R A
EE (PUE) BB IR E A 4, TR SEE WK A G4 2 % IR IR i« 22 IREHAR . a0 AR 3¢
i R, ARE Dk s R S & 7 B AU HE 4 KB SE 31 2 v B Bk B e B P i,
WAL AR 454 B, i WiFab . Fab’ \F (ab’) o Fabs Fv J H AR A s £, & — AN EUE 2 1M
A RS EE s AR TUE s k& PR s AL Hidk (minibodies) s XUEE 14
(diabodies) ; =HEHUiE (triabodies) ; WY EEPUlL (tetrabodies) s R PEPulk s BRETUIA ; Z4F
SRS (9] A BURE S PR SAA) DA S8 3R B 1 43 B A B B AR R e MR I 0 TR AT AU
AR HCABAS R (1) R 32 , A0 FE ST A4 KT 1 S 00 AR A, BRI U2 R 17 2 A AR R A B A g Ak
B R S LR 45 A B Be 55 1 S840 FE K 470448 L ATbudAb  DART (RS Al /) H2 41
m]) JBiTE COUEF S T- A g 228 (bispecific T-cell engager)) ~TandAb (5 BEXUEES
&) \DAF (AU EAE FFab) . & —$iik (two—in-one antibodies) -SMIP (/MEH 435 254
(small modular immunopharmaceuticals)) .FynomAb (:5Fi{&REN& [ fynomer) \DVD-1g (X
A ARSI S BREE 1) | CovX—body (AR URRTHTIA) L duobody Al triomAb. Hiff S H J5
g R BUR AR AR 2 5 28 AN RO 9 A BRI T2 T ELBOAR N 52 38 H At A 3 0 A8 4

[0220] A KIUEAE AN BRI 5D EHA S B AR X (V) FIE—fEE
X B8 A XSS =A4EE X (Cnl Cu2FICh3) o B — MR S Rk ] AR X (Vo) AR e e
X (CL) o R T-H044s (1) B (1) 1E 58 45 M0 U R R 7 1), DA 4 48 o AN R B9 26 501 o /7416
KAEHAER: TgA 1gD TgB 1gG TgMFITgY, £ FLIX e fifa b (1) JU AR AT DL e — 25 Rl R 2K
(R FpAL) , #4anTgGl 1862, 1gG3 18G4 TgAL NI gA2 o WIAR AT AR AR E “A KA g™ $a (24T
KR, W TeD TgE T1gG TgA T gMBER I gY EILATA T 25) o A [F] 2 B R S AR i) W ik &5
FA) R0 = 2 A 1 R BN

[0221] Wl 7 B N o F AR EE T AR A K BT B B BUE PR 4 & 6

AR A BRI 3, BT AR PR SS A F B T A S ERE AT AR X (Vi) VREERTAR X (V) , BR
PR o ViV IR A — AN 5 3N ELAR 8 [X CDR1  CDR2HICDR3 o VB VL H (1) 34~ CDRATI 3 Ay
HEZLIX (FR1.FR2\FR3FIFR4) o anbA b f] EEH 5 H 1), B &5 & Fr B S0 A FR A AR T
(1) Fab Jy B, BiridFab A BN EL A VL -CUEE FIVe—Ca L BE 1Y) 54 Fr Be s (2) Fab’ Fr B, FridFab’
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BONEAHEREX MFab i B, (3 F (ab’) o B, FTiAF (ab’) o v Bt i id B FEEBE X 3%
B, i@t R EIX [ IR IE R Fab’ BB R () Fe A B (B) Fv A BL, BTk Fy
Jr BN EA BRI R R VAR Vi A B /N U B s (6) BREEFY (scFv) v B, BTk Sk
Fv (scFv) FrBORNH s cPv I ViR VL g 3ol i IR Sk B B2 00 Z IR 0 5 (7) (scFv) 2, Tk
(scFv) o5 PN Vi M SRR N VL B33 28 M AN Vi i34 &, DA % (8)
SERSE A, BT G5 A A mT DL e S e 25 5 O R ) ok o ] AR 25 A3k (ViERvL) 22 K
[0222] Ul &5 A A Bl A L7120 4% 0L F (ab”) o 7 Beml L s 4 K hiik o+
(1) E & AR AL P2 A, 3F HFab i BERT BUE RIS JRE (ab’) o B BO R B afe =4 nl e, A B
Al DA B 20 RS AR A TG B 1 R0 (B, KT (B coli) 4B B RE4H A If .
VA M AR Y 20 M B R R A ) Hh RIS EEAE i BO MR EE  BOF A B AN e DA AR AR N B
HMEGHB R PR 456 R Bk il 2% o BRAEE A4 PT 28 HH T 40 5 A 1 3% 22 e ) B ] AR X 1)
% TRy 51 A gy A A2 B T AR XK A% IR s F R Al 4% o 451 40 P AE PRAS AT AR X 2 [R] 45 NS
ek JHEARN UG T Hl & 2Kk L H PR E R B E 712

[0223]  [AIU, 7E—NSRHE T 2, AR AN A T e T — MR SOE X E A,
Horp ik 22 /b — P AR B I IR 456 v Boik B B DL AR 4 - &K 34k (Fab v Bt JFab’
FELF(@b’) o B JFe Fr B Fv i B BUBERY Fr BE . (scFv) o &5 Mt fridk . fE — > S2 it 7 &
W, BT IR & /D — P AR B U 45 A F Bo B 2K g JFab v Be MlscFv i BL o fE— MR e
[R)SEHtE T 22, ik 2 /b —Phiiia s R 46 B BON Kk

[0224]  AEGIA SO X TR A — Akl 7 S, Pk B BUR 456 F Boide 3 H A
N E NS A E TP AN 6 NN N7 NN NS/ R fK K 2NN IR SR e g = o

[0225]  AnA A B ARAE “ 8 pa B HUAR” 15 B S A S M foAd , 4R B e B SR 1 48
i R R PUR A A PR R IR — 2R A7, 1 a0 AR ST IR €2 R SR FE AR
SE PR S N I FU AR S A AEZ AL A v AT ELAFAE 01 0 25 8 F 5 B AS R R A2 AN [H] 3t
W53 o 20 Do B HUARIE & 0 e b5 3 B W L 3400 7 A I AR 7L Sh A ) LT 2EAk o B v B
PUAAR FH DA — (%) 21 AR 41 B 1) v B (1) ) 24 o g 4411 38) AR [0 7 47 95 400 e = A oA SO AT A
IARIE “NKPuR” Fg B A HEAR FAHRLT 8O B M 52635 3R A3 1 A4 (1) ] A2 X AE 2
X AT FUAA o AR S A B AR “Yik & Duik” 48 B A FUR E0E & TR BT, & il e &
oK B AS A B R 6 51 N S0 22 IR BIOAS R4 B BR v B AR, ik ok B8 AN RIS A0 R ) 22 IR ER
SE A I 51N DR D BUAA ) e g% SR 1 o RS N JRAL BT ik B AR NP, A 7 5]
ORI A IG I E A5 76 A8 B AR AR I A4 A8 4 1 A AL A DA B A1 S %8 S MR PR B
[0226] X T-ANARSCE LB G, B TR L G IL-1TALLAN B8 ) 22 /D —Fh 5 A B i
VE A% H B 5 U R AR A DG 25 BLAH 2C 1 30 B -5 4 928 190 25 A 2 10 470 Jir 2 e 1) 4L 1) 0 i T
PUEA a8 0 o 7E— AN SR 7 2, BTk S /M i 5 M8 e AR A O o AE— AN SETl T 2, i
AR R AR S G5 AR .

[0227]  AE—NSEi Ty P, P S MU R A A DS, I Hde B B DA 4 40« e 4 40 e
A KK F (FGF) « leF 4k 2m o A K 71 (FGF-1) g PEFGF L& 4E R 111 (Ang—1) L 4=
A2 (Ang=2) LA A2 1 (Angpt-1) ML A KK 2 (Angpt-2) & AR S (Angpt-
3) LA E 4 (Angpt—4) B A F )& 2R 8 )RR 25 M 30 LI TR S BRI (TTE-1) B i Bk
B R 25 W) 33 2 1) TR S BB (TTE-2) L L% N B Al AR K R 732 4 | (VEGFR-1) LA P ¢
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AR A R 732448 2 (VEGFR-2) | L& 4 ¢ 4R B AR PR32 443 (VEGFR-3) L& A 1 4 e A
KA A (VEGE-A) | ML N Bz 40 e A2 K Rl +-B (VEGE-B) | IfIL%E° A 52 4 ffd A= K il +-C (VEGF-C)
ML N B2 48 i 42 K KD (VEGF-D) ML & A B2 48 i A= K [ FE (VEGF-E) \ fia it A K A+
(P1GF) VAL A KR FB1 (TGF-B1) EALAE KA FB2 (TGF-B2) AL A KR FB52 4k (12,11
RUFITTTAY) HE B4 J8 85 1l MMP) (METSZ 4% S BRIl (H R A ME TR JH 40 i A= A (R 52
4 (HGFR) ) \Notch 2 AR SR M R R B [ o AE— D7 B, iR Sk st 7 Bk
FIEHAMG 780.AMG 386 MEDI-3617 .nesvacumab.CVX-241. D% ¥ 3 (bevacizumab) 2% JE B
1 (ranibizumab) \VGX100,CVX-241.ABP 215.PF-06439535.fresol imumab.metelimumab,
onartuzumab.emibetuzumabflltarextumabH i HI42H o

[0228]  fE—ANSEET R, PUR S R N A B RS R SIS, I Hake 3 H BT Ak
R

[0229]  —T4H w135 Kl 1% 41CD3 . CD4 . CD6 . CD28 . T-4H il 3% f&a (TCRa) . T-4H il 5% 448 (TCR
B) AN EE TR AN A S B (14 (CTLA-4) SRR P 4 FE T 8L 1 1 (PD-1) , B PP PEBE T
A& (PD-L1) 2R PEFE T EC4A 2 (PD-L2) B7[RIVEY)3 B7-H3) B7[EIVE4 B7-H4) \JEZ R
BEANZ A F T (HVEM) /B-AIT- 9k B2 41 e 5546+ (BTLA) < %A% 40 B 4 i) 12 52 A4k (KIR) L itk E2
YRHTEALIE R 3 (LAG3) FEFLEEZR -9 (Gal9) /TN T 3K 8 FI R B2 (-3 (TIM3) Rl AT /a-2
B IR RS2k (A2aR) ;

[0230]  —NK-Zi il S 4L DA 3 A1CD16 28 5305 20 i Bk A 2 A 52 A4 B LR 2D 7 4) (NKG2D) bk
4 i D BEAH IS P 5 L (LFAL) AT SR 2 o 75 M 52 AR NKp 30 FINKp40 5

[0231] - JREAHIR A1

[0232] = 4o DK 5 S L 32 Ak, G0 455 b 83 S48 ZE DXL (TNF) 5 i Jed 30 B DA Fc A4 b 5% ik
(TNFSF) i, 54 TNFSF11/RANKL . TNFSF12/TWEAK . TNFSF13. TNFSF13B/BAFF/BLys TNFSF14 .
TNFSF15; 42 (L) IL-1a IL-18.1L-2.I1L-5.1L-6 . IL-10.1L-12.IL-17B. IL-17C.,
IL-17D\IL-17E.IL-17F.IL-18.1L-22,1L-23.1L-26,1L-32. IL33MI1L-34; -4k Z INFa fil
INF v 5 $0 40 o 45 7% s 33 DR (GCSF) ks 441 it — [ 10 4 Jo £ 7% 1 3 R 7 32 4& (granulocyte
colony-stimulating factor) (GM—CSF) ; DA Jz

[0233]  « KPRk R+ KSR, 4% 1L-8/CXCL8 \ENA-78/CXCL5 .GROa /CXCL1 . CTAP-
I11/CXCL7.IP-10/CXCL10.Mig/CXCL9,PF4/CXCL4.GCP-2/CXCL6 MCP-1/CCL2.MIP-1a/
CCL3.MIP-3a/CCL20.RANTES/CCL5 . ik 2 41 g & 0.8 ¥ /XCL1 Al 3 JE #a Ak IRl /CX3CLL .
[0234]  fE— ALy =, B % B B INEL IL-18. IL-6, IL-17F A TL-234H I 4H .

[0235] FE—A iy &, Akl H By ik B Hvisilizumab.otelixizumab. T
FHL (ipilimumab)  tremelimumab.pembrolizumab. N3¢ (hivolumab) \pidilizumab,
MPDL3280A MEDI-4736 \MPDL3280AF 1irilumab . Az b J5i 45 4 A BEAH A I 4H

[0236]  fE—NERE M SEHE )T S8, TR T N TINF o 7E— AN SEE T 290, Frid Juik s H
BRIt ) EH BT R R BT L 98 SRR R FIR BT (golimumab) € Z Bk §1470 (certolimumab
pegol) MHAUIR LG Fr BeH U o 78 5 — AR 7 Z2vb, Pk SR Bl v B B H R
ARG JE RN SRR BTN 28 2 BR R U2 pl (1) A1 A KA o 7 —AMFr B I S8 7
ZE, TR SR B 456 R BONRTIE AR BB R 456 B Bl A K R IA AR B 47
[0237] AR SCHEAR R AT DL an DL Rk & g5 A B0 S M T (A7 78 . TR UG, ik &2 /D
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—PHIL-17A% & Z KT 2 /b — PR BB R 45 6 7 BE T DL I Ak 22 8 A i T v (f
B A8 E WAL 2 7720 BOEREATAT A 75 V58 Gk B SR8 MRl & & A s AE B, 5K
DA Ath 75 2 B 42t B 28 P 4 S 19 o R P A S i e T 4%

[0238]  [RIIk, fE—ANSEHE Ty 2, R4 T — PR SOE LM E A, KR Brid 2 A1) A
AEARB AW AL AT ZH, TR E A VNE S & AR S — AL 5 2, firid
B EMRNEEM AR E G — ST e, IR IL-17A%5 & 2 IR 5 2 Frid Bt
B R 45 & A BOR E B N R I B C- R o 75 57— A8 B h, FTR IL-17A%5 &
JIR A B 2 2 TR A B L B R 45 B BRI R BE AN R B B C— R o o 6 — AN SEHE T & 70, BT
RIL-17A%5 & 2 BRI 82 2 A ST B B SR 45 A 1 B 10 5 0 S RO N A g 1/ B C- A%
Uiy o BT, TL-17ALE & 2 K AT DA PR 12 28 BT iR B A B L iR 46 6 1 BRI (00 EE R TRON- K i L 1Y
R (RIN-R o S B 1 C— A oy (SR B 119 C— R o 8 [RIN- R o A C— R o PR 35 R TN -
R 3t N C— A 3 T 3 S 2 P C— A o R 2 4 N A oy 10 B 8 1) C— A g AT 8 B RN
[0239]  qiAAisEL AN GLER MR , BlAr 85 1 I AR SR T O S AR AR Rl G (M) T R 3 4 2 [ A
FEEL BRI A AN R R PE A R AR 0 ek, i i Ze PR 2 S R ek NI PRI 2
SRR S RN ] MR I R IR ek Bk O T an 3 n k& B 1 1 AUE PE B Bl & B
(K472, A INAL A 2 A 1 RIE , o ml A B I AR 2SR R TR /B A, RS
1 BE 5 B ) JF OB R & B A AR B % R, 7R — NS R, WA SCE X TL-17A
SAZKBAEABEVRESWICAE R0 Mk kT UL g B B RN E
SRRk L NI R SR L R Sk R AT S P SR R e S 2L R 2 o ] e M, 323k ] DA R AR k2
3k AEAN AR SCA FRRRlG 88 E BUB A IR — AN SE 77 R R, BT id 2 Sk A BLAE B AR S8
ST IL-1TAZE & 2 IRZH R 55— 00 43 A EH ELA I EE 1 AR A 20 MR I 22 IR 2 R 1 58— 4
A AL WA S ATV E G — A K7 R, Frid 2 Sk g A EAE PR IL-17AZ5 & 2 Ik
AT AR TR BLHUR 456 B 8] o AR GURECAR N G- A2 B, FEAR T UL B3I R 3¢
HA A B I Sk (AP AE AN HERR 75 AH R BT AR AR 50 55 A B Sk (M A7 AE

[0240] 3% B2 45 Wbk B SR — B R 5 19 8% BN B0 FLA'E FH A 38 3 PSR PR 23k, OF BLAE
WIARSCE L IL-1TAG & Z K Bl & & A A WBUR S W — B sty b 2 M 23k
A LA B I Bh 2SSk @ H AR /NG AR M R LR (9 06) Bk M E LR (19 1 SB
T) o — 86 2 P 110 422 3k 32 22 R GARH ST 22 11 S 24 152, 461 4 (GGGG'S) p AT (SSSSG) o i #E 45 D1 EL
“D” RVFILALEE Sk, DA SEIIL DI B8 3840 2 TR) ()3 24 4 0 Bk DA 48 55 0 B2 10 30 40 TR) A LA FH B T
GARISHESK LA, Hofth 21 (1 Sk AR ST 2L I, 1 00887 S A R R IR i L () G s he 3k
Frik 55 A AR BR AR 0 a0 T VA KAE AR RR 1, DA B PR S e B e 2 DA Sk VA A
[0241]  FE—ANSEHE T R, Frid o & H &R ) 2208 () Al/ETR AR (1) helk
R PER Bk AE— DRI T B rh, IRk B8 RAE B GaSw oH1 (SnGw) oF B U 751,
Hod 7, n=1-7.m=0-7.n+m<8Hp=1-10. £ — DL 7 ZH ,n=1-5./E—P5Lifi
HEP, ,m=0-5.7E—PELWEH R, p=1-5.E—NEREM LS EH n=4.m=1Hp=
1-4,

[0242]  AE—NSEHETT S, FTiAHE A0 518 B HHG4S, (G4S) 2+ (G4S) 371 (GaS) oZH B 2H 1
¥ 51

[0243]  FE—ANSLjE T b, Brid ek 0 5 B A IEIGT GoSw o751, o, JlS7 i, n=1-
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7.m=0-7.ntm<8Hp=1-10/E— MLl T L+ ,n=1-5FE— DL L+ , m=0-5.7/E—
ANSLHETTEF  p=1-5/E— N AR AR LT £ H ,on=4.m=1Hp=1-4. K Ik, fEn =41
— AT, TR ESR BT GT (G4S) po AE— MRS e n=4Hp=1,{E15 1A
Pk GTGaS o FE— AL T7 2, il k0518 FHHHGT (G4S) pTSGT (GaS) pPRAIGT
(GaS) pPKA B 751

[0244]  AE—ANSEJE T S, A 80 B B I8 20GAP (GoSw) oW 771, Horpr, 574, n=
1-7.m=0-7.ntm<8Hp=1-10 /£ — LT EH ,n=1-5. /£ —NLHETT EH ,m=0-5.7F
—/NSEHETT R P p=1-5. £ N HEFEEM LT EF ,n=4.m=1Hp=1-4.[Alt, ffn=4
[ — A2 R, FTiR #EA0 & GAP (G4S) po £E—MNMFEMISEHE T P ,on=4Hp=1,1813
P ik ek A5 GAPGS o FE— AL 7 S, Frid B0 108 B BHGAP (G4S) TS GAP (G4S) oPRA
GAP (G4S) oPKZH I ZH 1 7 51 o

[0245]  AE—ANSERt )7 S, ik 885 0 B HKL (64S) - LQ (G4S) p MYV (G4S) pPKZH I
A FH AE— DLW ST R, TR B A1 H B SAG . (S46) 3+ (S4G) a1 (SaG) sZH B A1)
JEF o AE—ANSE T TT S, IR A0 27 3% H HH VDGSASGSFIVEGSH Rl I 2L 1K) e 31 o £ —
58 B SE 7 2R, ek kA B ASGS

[0246]  XTBAWEAANTFNBMIL-1TAL S Z NS EA  ZEVEE WL,
IR, BLER, 85— 55 R0 S A3 43 (1) 48 5 A2 7S 2 1 D DAL i A o 5 DAY — 7 T AR A A
R —FhECSE 2 FHIL-17AZE & 2 K 53— J7 [ R AR D R (19350 43 1R AT [X 43 o IX 845 2
A EEFEA F SIS A O EAMECE AR 2 IR E 5 S BRUY o R, 91 2, By
R EE—HR 4 T LAERR fil b HBL7ERL & & (A R A BRSSPI IN-A s 18] L BC- AR g
[0247]  ARAH NS P RESE — IR IL-17A%5 & 2 Ik an7E AR 45 58 — 77 i i @t
AEABE S BAERE S =N E S MR aS I IL-17TA% & 2 K8 5 iR e )
Z K, IR AR ICWE Wik B 2R R4 8 R B Qb A RO A AR RO
TR  JBCE P A 2 AR 2L 1l P AL (R A 0420 o 0, I 2R mT T A U 22 ik

[0248]  FEHAFFRICHIIL-17TAZ & 2 IKNE EIRFEARLHF AR E TR IL-17TA% 5
JRARR AL YD) SEIE 7 S8 9, AR LR 2 K AT LAE A TR #EAric IL-1 TAR IS 40 ML , v a0 98 0
HE 2 PR i RE P 41 B o 2 RE A 9 14 8 1 1) S PR i) 12k S ) 08 B o 45 1 EL W e AF /)N 40 B i
Jee B2 e AR (Wu2%, 2014 Tumour Biol.35 (6) :5347-56;WuZs,2012PLoS One 7(12) ;
ZhangZ%2012 Asian Pac ] Cancer Prev 13(8) :3955-60;Liu%,2011Biochem Biophys
Res Commun.407 (2) :348-54) ,

[0249]  7F HoAh SZjE 5 b, AR IC I TL-17TASE & 2 BEVE e B & B B A2 15 M
5 BB MR BRI AN M LA B A MIEUE A R A A AE AR L R DAAE—
SEAE LN BRI A L-1TAZE & Z K, HAE— S 00 N IL-17ALS & Z IR RIaL & &
B A 5 A N/ BUR S SR B R 45 A 7 BORI A L A bR e DA A K
AU A BRI R S S A BO AMEBL R TL-17AZ5 &5 5 o2 7T Re i « A, 78
M o= & R AL T IL-17TAZ & 2K, IR IL-17AZ5 & 2 IR & 58 38 4, Hod
AR ICIREAR I AR S 805 AL T3 — AL T B fe it 7 — Mg srE XINE A
Y, Forb B bRt AR I 2 AR o s 45 5 A B

[0250]  fE—ANsEjf s b, WIASCHERI TR I L-1TAS & Z K B A E O R EVBE &
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V045 22 R 1 D U IR Bk 1) 3 0 2k (A1 B B e B I i R L B A R IL-1TASS & 20K
[FR AR R SRR B 55 .

[0251]  fEHHTL-1TAZ & Z K B G E A R A VBRI BCH PR e i S2 i 77 9,
BESSU PEAR I ) 22 IR AT DAEL & O A% 2 o KR o B e R B 4 Je i 1 i Ho4:
JE& 18 ANBe 5 AFAE T = MK I e R ks e S 8 o T X AN R R, AU 14 42
X AMRRbRICE BT 54 8 &S oy E G AR b S 25 57, B 2 4T
kAT AEIL-1TAG & 2 K B G E A R AWEE SR L7 &4, Utz R N3
N AR SR ULk SE B, 8 B A IR I SR (L8O P A% 2= Pl AR RO A B S B &
ESES) ¢

[0252] AN — A SEHI N R AR R IR R R B A 50 X R () SR 2 B SRR IR B & 7 m]
B X 7 NI : RIFEE G I MITC I EE A7)

[0253]  FE—SRETT R, IL-1TAZ & 2 IR BlG S A B A W 2 H 1 = IR v
HE B B I [ B PR R A ) e e B L A 25 R IL-1TAZS A 2 IR R AR R R IR B A 574
BER BB IREL

[0254]  F-T 88 85 50 B TBUR PET ROt &R (radioactinides) MBS P40 R T &
(radiolanthanides) [ BUR P R £7 2 1 B i FH IR OR FREE 5551 9DOTA (1,4, 7, 10-PU R 1
T hE-1,4,7,10- W ) BMAFRTAEY) AE— KT R, IL-1TAZE & 2 Ik Bl a S E
BEMBE SR EE A 5T DOTABL AT AR Ak o 5F BARH , ££— A SEHE T R, HAR L
H AP EAENE G 2 s EDOTARTAEML, 4,7, 10-TU BRI+ —he-1,4,7-=- 2%
10-E B WG 2. AL 2Bk % (1,4,7,10-tetraazacyclododecane—1,4,7-tris—acetic
acid-10-maleimidoethylacetamide) (&t V% BB Bk i-DOTA (maleimidomonoamide—
DOTA) ) 5 ik 22 IRk s SR 3R 15 o

[0255]  Yi4h,1,4,7- =BG Fhi-1,4,T-= 21 (NOTA) J HATAMm] L RIFEB &7,
I AE— AR T R AR T IL-1TAZ S 2 IR Bl & HE RSB E &), o a3 5K
RIRE AN A, T-=REA T 1,4, T- = CREHATED .

[0256]  f I C IR R AL R R IR B 5 M YD TPA (23 £ 8 = - T L 1) W AS[RIAIT A4
Yo R, BT B 40 = e T O R B AT A M4 L B A BRI ) 2 IRl R A HF 25
Fr A

[0257]  FE—ANSLHE T R, ASCHER TR IL-1TAZS & Z Ik Bl & = A R EVWEE S
W& —ABUE 24K 2 FE (PEG) 54y, a0 LA Bl 4+ (1 25 4K3h J1 289 1

[0258]  FEARNFFNAERKEIT M, f2 it T 22, ik 2 4% IR 9 A8 SCHEIR ) TL-
VTAZS G 2 KB G 8 1 s RIB AR , Pk AR B8R40 5 Tk 2 1% 1 18 s A1 =400, Frid 1
F AN Pk AR B

[0259]  ARAFH AW PR P L Wbl FRGRR 2 IRERL & AT, Brid T i A
TEFSVFFTIA 2 JIK HH LR AR IR ) S A N 85 5= Bk 1 40 B, Ay B ik 2 ik

[0260]  ANFFN AR IL-1TAZE A 2 IKAT LA AT gk b (55 A B A DR 47 1 s S0P T 1) 28 1
/B LR AT AR I AR A IR A R 2%, B AE IR G

[0261] Y SR AN/ B I R A7 AR 40328 20 AR IE LA TR B EL A7 R 47 1) s 2 M A 1 AR 4 58
— TR 20K,
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[0262]  — I\ 22 JIRI) S B2 PR AMEE 25 B R B 2 AT, 0

[0263]  —fEIK PRI T I & 2 K.

[0264]  RFEfif, HRIE A AFF W BRI TL-1TAL A 2 K] LU A7 gk FPEIR 7 77 12 W1 715X
TOUG 57 s BORE A AE FH T 38 1m0 4] oo TL-17 AR A B3R R) 422 5 4 FH ) At v 7 7RI B2 W 75 1
T H (means) . BT 1E AT LA g i H I TL-17AM5 5 % 3, i Qs o PEL T TL- 1L 7AXS H:
— PPEL T 2 PP AR I 45 AR SE I

[0265]  f£ 75— 1, 1L TH AW, iR HAME & WA AR TL-17A% A Z Ik BL &
EABREMBE SRR D Pyt a2 R R B A — AN LT 2, Bk
HAEWICE 2D S s YRR, 0 2 DRl 3 A0 53 PR R, 185 0 2 2 = Fh 53 A
T TR o AT AR B 7E S 2 A v TR 53 1 835 PR 7R R AR PR 1] 12 SE 451 AR SCREIR V6897
TG T 22 IR S BB DR R A= AL B

[0266]  FEAR N G HI R, TR IL-17T45A Z Ik Bl & EH KA MEE & WEi i &k
IR IL-1TAZ A Z IR Bl & & B B EYBUCE A YI 25 W4 64 ] LUAT FFR 4E i 2
At FH 28 520, Pirad v i FH A AR 1 a0 B 45 LV R bk N IR B2 T i 2 1
WA &N &M (buccal) & T EUE G o K10, 76— ANSEit 7 R, 32405 7 AR e ik
BT E AR SR80 E Ak N IR 5 il & R U B S ko TR B A A TL-
ITAG & Z KRG EE R AEMBE G AMAEY) A DRER R R, et 1
WIARSCHEA B T O R I TL-17AZ & 2 Ik Bl & =0 A MEE 5B MAE Y.
FE 53— MR E R SE Tt 7 2R, 3R T QA SRR 1 BT R0 it FH » 481 4 = 350 e FH 2 L i 1)
IL-17TAG & Z KB A E O B EYBE G YE A G

[0267]  TL-17AH W] LA FHAE LS89 hE 125 20 28 S AH O he , 49 4 15 o - 45 W EL Wi« /N2
I P 248 P s R e ()32 W R B FS AT U AR 28 B, TL- 17 4 S 5 R S5 i B
ez A P 24 JH i P 8 85 v 1 e R 22 B A7 A G BEK

[0268]  [AlItt,, FEA 2 N AR ET o5 — D5 I, SR AL AE AR SO Pr iR I TL-17TASS & 2 Ik il
GEAVEEY E B S TR A2 ) 2R O RS .

[0269]  FE—SEfE T R, fe i T e AR SCHEAR I IL-1TAL & 2 Ik Bl E &8 B EY
S EWMBSAEY), FTAERNZRIAR N IR IL-1TATHEE « AA SCAE IR, RE 37 Feo &2
T T S T S TL-17A Dl B8 P 3R S o7 B DR 318 40 41 | B30 52 A b HT R T -1 7A ZhRE o

[0270] M IL-17AZS & 2 IR AT LA TR 9T IS A1/ B2 TR TL-17AME IR BB w1
Al PR ) PR ST S SG T R, W S KR R DT 28 0 121 (arthritis chronica
progrediente) AETEMEI T # (arthritis deformans) FlREPEFR » ¥ KB B2 0
RIEIRIE E KT (spondyloarhropathies) , 4G5 B H K KK /REGA1E
(Reiter syndrome) K NPEICTT 28 AR I 0T 28 W7 28 PRI 4 L /DI KB IR 48
(pauciarticular rheumatoid arthritis)  ZRFHERIEHERTI R (polyarticular
rheumatoid arthritis) 4 & AR IR MEICHT 2 B I8 75 28« o USSR 1 b A
S (05 TE R BSUSONL (airways hypersensitivity) FR PR BUS SR ) 028 B 5 %
78 1) I ROR R 5 1B B IR 0 B » v G0 B S 0% 1 98 1 s (LR 461 J5 02 1k 445 7 9%
75 % R A B s A AE) FLBEM (celiac disease) CRERMED R PEREYS (idiopathic
sprue) ) JEIE P BRI AR 2 (intraperitoneal abscesses and adhesions) . Ji & TEIRYT
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PEAELL (primary biliary sclerosis) EEALPENEAE 28 . H & G I 2 e 2 12T
TG B AR KA TR 1E (Helicobacter pylori) FHISTEE 2 IREOROCHIZ R , i 4N 7
WAPERR % (endocrine ophthalmopathy) A% 85 I Hrm H &)l % (R AB AN G ) TR Ik A i
ZERE g (keratoconjunctivitis sicca) (FIRWR) - BEEZABELE K %K (vernal
keratoconjunctivitis) JEZE LR B MK S (herpetic stromal keratitis) FIT-HEA
BRI (nephrological conditions) MR, i G'E /NSRS 26 (A AIEAHE &R G 1iE
(nephrotic syndrome) , i WIEFER: K M 75 25 A AE BUMU/IN R A E 9% (minimal change
disease)) ;s A MRIRBLAE IR , 1 0 2 MR S e 28 VR OB R B3 PR AR v (8 2, P B3 3R TR AR
S RS N B S £R B AE) I 28 i 28 7 R S PR L T L E  Hh XU =53 R o
(ischemia) s 9 1 (HIEZEAE) » 1 W15 9 A TNFRS UM OC 1 %95 T T GL 5 i %
T3 50 S5 e A IR R 2 BT 5 A8 E DIRE A IR 0 R BUMIATDSHH G M 289 o1 s B A OOIR
SURZEIR v Q0B AU BLRE B DT 2% B BB « R PRI % i 0551 AR A oG TR
BURVF R (periodontal disease) vE LAY B EAZ I ; 44F RUR GG , 1 41
GRS DI G RS RIS 28 - 2 R WA R RBP4 . 4
S MERAE 4 B RGP OG5 4 A i EL A A 98 4o 2R g R 5% 1 48 L 4 2R e B2
PRI 5 B B SR /R ERAE  SEAZR A AIE (L3S B 14 WU 37 %5 (Enthesopathy) ¢ 919k
LREAE) VAR R R UL 58 L A R AER T 9o 0 T AR AR A R 4 AR R R G PEAL B IR IE A4S
SRS 98 5 LA 2%, AL RE R LS 1 I A 2%, v 0 KGR MR 2 LR - KBl ik % (Takayasu’ s
arteritis) FIENENIK 28, IS RIS 28 (vasculitis of medium vessels) , i WiBuerger
[C9% Buerger’ s disease) « FRIE 25 . )16 (Kawasaki disease) FI&E ik 2 shlk % ,
/NI L K % 2, Behget 22 51F (Behget’s syndrome)  FE-#4E & 1F (Churg-Strauss
syndrome) 7k ML 2% L 8P 2598 (Henoch-Schénlein purpura) L % P4 & 2%
(microscopic polyangiitis) F#E4NA 2N (Wegener' s granulomatosis) #lGolferiil
R (Golfer s vasculitis) A A8 ML ML K FBI K 2 (vasculitis of variable
vessels and arteritis) ; KBRIRGEER 5, w8 R 5 5  BEHL AU 4R 5 9% (plaque
psoriasis) NI JEH (guttate psoriasis)  JZFEIR B (inverse psoriasis) sk
R B 905 « 21 B8 PR AR 0 5 98 FHARE PR RZ 98 5 i S LR 40 A0 2005 , v Q1 EL 258 Ak B 48 MR AT
T W Wi\ S 28 L COPD it AR 3500 5 95 i A v s S PR R A 288 M I 2 1) Joi M i 41 44k
(interstitial lung fibrosis) . TiE ZREM ST VEWE N  ACEPIROOAIZIR , 15 G 3N bk 5 1
BEAK ML TG S 5 R TR0 JR 95 5 DA S H At R Mk B B Sy MR ORI 90 » 18 0 R 0 PR 40 B R
& (SLE) VIRIE'E 28« 2 3l 28 ERENLE 77« S0 73 57 i -9 AR 4R & 1E (Stevens—Johnson
syndrome) < 8 AL 28 « L2 i AT K AE B3 /R 9% (adult—-onset Still’ s disease) X
B2 NI (polymyalgia rheumatica) &5 179 Al KO BEAL . R PERIARE TR 45 S 1E
(Sjogren’ s syndrome) % KA MS) . ZE R (Guillain-Barre disease) .34
5% (Addison’ s disease) FIEEILA (Raynaud’ s phenomenon) .

[0271]  AIASTAFFRITL-1TALS & 2 JIRIE T LA RT3 7 o il AL O i B e
B R B A R R R I 252 3, CLFE [F) B re AR R M P e B PR AELEE e, DA ST Tl #2
Y316 9% (graft-versus—host disease) , i WIEHBERIE T , Mids B BAEYIAH K K 3)
kAL o
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[0272] AL AFFRITL-17TAZE G 2 IKIE 7T LA T 28 RE AH O iE VR T S 12 W BT - 2
AT B ATE “SiE” 18 Moeg e s A/ BURDRE , 18 5 A% PR B 28 MR L 461 i e L R/
S0 i (NSCL) 3208 IV A Mo e« B i S MRl o B2 IR L Sk 3o R R BIR N B =
8 B AL 1) (cancer of the anal region) . B %E (stomach cancer) & J& (gastric
cancer) 25 W 4 B B /N B8 s e I L FLE | B0 B0 5 O
BB WS S U BIEE AN E AT 0N L N RGUEIE ORI R RS
B B R R AR L IR TE S T 220 B0 2 S s bt e B e B R e B 4 i
Jo ' ZidE (carcinoma of the renal pelvis) J[8) S5 B4l e  JHIETE P AR L RS
(CNS) H 7 A4 A o5 2 P o~ e 22 TR 1k o B o 401 e 2 TR At g L b e L =2
BRI | AR A A R T e R TR A e 3 A B e IR R L IR 4 B 1 e R
A RS YR ) e i L B AR 3 A PR B AR M (neoplastic) IL-17ARH ISR , @ FEAFAT A b5
IiE B 245 ARE— FPEl B 22 A DA s e B P 3 MR Al

[0273]  J&REAH IR JehE () AR il PSS A 0.5 B 0 &6 M EL W « AF /N 4 B e P 441 e
R o

[0274]  fE— Sty B, 3t TIL-1TA% & 2 K BAEA RAW  EAYEAE AT,
M TAEVRTT 2B BUHUS TL-1TAFH IR O , v Qe B FH 28 R0 « 5 S PR i AU E
T T8 P A B 9% T g L R I A IR O A A o AR — AN SE T T 2R, B iR ik
H 2 PRGBS B UM B S MR ™ B A AR HR e R A

[0275]  FE—/MEFEMISEHE TR, Frid TL-17AM SR IE B B RIB IS 2 s BV
B R VRS RT R VER W 2 R YRR . RS PELL BEIRIE | A 4 L 28 AN -1 95 2 B 1)
A,

[0276]  AFH 4 B4R B () SEH 7 2P, PR TL-17 AR ISR TR 8 99

[0277]  FE 53— AL R, Frak TL- L TARH IRy 28 0 AH I , ¥ a0 B HH B L 45
Wy EL I ~ A /N I P 0 e AR Johee 4L i P 2L R i

[0278]  YEAHSCHI 7T , 320t 7 — BRI IL-17TARY 7 v, Frid i G R IL s a5 1L
LTARIRE S TR RS SR SCREAR I TL-17AZE S5 2 Ik RS E A B A B d 4
Ynefi s ks MTL-17ALS A Z KBS & VAT E A MBS A &4 LR
IL-1TARIAFAE AE—ANSEETT R, Brid 7710 B 4 v (A e i 0 SR A T 7E B ke b 2 Jim 25
ARG AN ZIRMAEED BREM EEYWBHAEY .

(02791 FE—ANSEjt T S, BTk T T 52 o IL- 1 TAR AR AE I 12 B B TS 7
15, iR 7R L R PR

[0280] 52K BN SZ A o B S AR SCHER N TL-17AZE & 21K

[0281]  Rh&EA BEY . EAWEL AL, A

[0282]  —FRIGAHNLT CAEATIRSZ A P ELS IR AR i 45 B 1 TL-17AZS &

[0283] JIK.BUAEAEAY . EAWEAH AR S E .

[0284]  fE—NSEja Ty &, BT IA T VA A4 R) e o0 R T T 7Rl 32 i BURE i 2 e
HARBEZ AT EERE A Z IR BEED REW E WS EY .

[0285]  fE—NSEiTy P, Bk G AR Ik (-5 S LR A 3R . AT DL e 20
) B B AR B F8 7S TG BT 228 VP43, 9 0 3 T 4 68 s B2 o RN G A2 3], AR A 2 S )
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52 WA FE 72T DS E A .

[0286]  fE LT VAN —ANSLHE T B, ik 2R F A AL i @ A 82
[0287]  7E—ANaRita )y 9, IR 7B AE AR N 3T

[0288]  7E—ANaLjit )y R, IR VAR T o

[0289]  ZEFHICHI T I , $2fit T — FIVAYT TL- 1 TAMH S RI I 5 25, Ik i s A 2 &
AR TR TL-1TASG & Z I B A B A S A B 5WE A 5 Wit 2 5 EHA 2R
H ACFTR T R B ST B, WA A T L-17TAS & 2 K B A5 E A R AW
B A SRR IR TL-1TAThEE .

[0290]  7E—ANSLiifa /5 S Hh, BT TL- L TARH MR IIE [ R 2 VR0 « 11 B G2 14 5 9 A
i 2EL R KT 28 5 T ER 28 PR R R ) B 8 T o 2L RS A o 7 BT T D 1 — AN S 1 SR it
J7 e, R TL-1TARI SR IIE B R 28 MR ST BRI B BUS N B S M ™
R AE Y HEF AR 2 AT — AL R, i IL- L TARE IR B % 1 B 2SR T
AT I BB EL A RE 2 VAR BRI 4 VR R 2 R MR AL L R G M L0 BT ARG | A E S A
THR PR 2 R 2 o A SRR S S T =, BT TL-1TARH SRR I R S 9 o 76 5 — AN SRt
S TR TL- L TARE SRR REIE , v Q03 1 R B i - 465 1 EL et /N 4 e B 40 e
TR Jer 2L 1Y 2L R i

[0291]  Jii FIVA T A BRI A SCHER I TL-17A%E & 2 6 B &8 E B a W a8 Ei A
BV DR 2 R T O B0, FTiA & b —Bh 8 20 T e N
B AL A B U T

[0292] A SCAT I, AR1E “I e 7 B 45 AH 17 6 FH (concomitant adminstration) A
Fr it o DRt AE— AN Sl 75 Ze v, 3R AR T — R b b sE SCRI I B O VA IS B 3 it
G 85 BL PR  AE 7 — AN SEHE T e Hp R AL T — R BA b SR 5 BT ik e A e
Jita FH S AR 28 ) AE 5 — AN SE R 7 b 3R T — B BA boE U5 IE, Bk O e g
it B AW AT S — AL 7 b 384t T — A anbA boE U 5%, Bk 7 i858 g
it F B 7)o

[0293] |34t T Gy A8 VR 9 5 RN B MR AL A0 11 B B 1) P SI2 48] o e 750 1) 2 R i 2 52
B 5535 B PA N R LR 7 - BB AT A R TR E R B AT BB R S
2 (duocarmycin) \CC-1065FU MR ITAE 2 FHHER (ecteinascidin) FE/REEE R LG
(maytansinoid) 1 ZMEMS \ FLEE B 3% VSR AZBE  BURREE 2 \bouganin . M85 2R - B ML A 41
TR 38 (PE38) \HMEFEZR OT) ACEAT 2, ST A A & HARN G i 3],
01 6 5 2 700 90 = PR 1) 2 S 49 B, BT TR B A R R PR AR 2R A9 a7 SR Atk ¥ T 0,455 497 4 R 3
HhYTE BES ARV TF B E A VT PE & AT A4

[0294] R AR H T 2% 2 Fos B PR D7 T ASL G )7 SRR (B ARSI RN g 3
i, T DA 22 Pl AR, FLAE R m] AR L 3 i AN 3 Ak IS L. 40, T RA AT AR
ZAG R LA T 1 15 100 B 2338 LA R BH ) 280 T AR 125 L S Y o DR O, S AR R
AN BR T FHUR A ATART 25 2 1 S e 7 48 5 T A A O B A G V& N BT PR BRI 2 3R A5 1) Y T P 16 e
A LT %

[0295] [} [ feiiA

[0296] URARAFNERIL-1TAZE & 2 IRE)SE] (SEQ 1D NO:1-1222) (4 HEZ ik (SEQ
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ID NO:1223) . 454 2 IkPP013 (SEQ ID NO:1224) MIPEP07843 (SEQ ID NO:1225) A&
BT A LA S T 106 36 7 106 A/ BRGR AR A & B IR 7R 8 N ZRIL-17A (SEQ ID NO:1226) . i
IL-17A (SEQ 1D NO:1227) . £ 4 (cynomolgus monkey) IL-17A (SEQ ID NO:1229) .Fif
(rhesus monkey) IL-17A (SEQ ID NO:1230) FIAZKIL-17F (SEQ 1D NO:1228) [R5
MFNR AERANFFNERIIL-1TAZG A Z K HEB R TL-17AZ A 17 B fE-— 75+
IR IESLE (1 52 7 36 o I X Lo 7 AR A (1) B — AN P (1) 56 2 = W o (1) 49N AR B ke 2t
K2 ik (BMod) [ 2 18 7> 71 AR 7 AE {1 22 3% 55

[0297] K2 R Y 3 3k S 46 3 v R A (I NHDE U 52 AN I % TL- 1 7ATE S TL-6 77 4 [ 411
Hilo (A) FEAL & IL- 1 7TAR 3% 35 3 TP B Hise—206260 (5503 (Hise—206282 (5.0 IE T TE)
MHis6-206455 (O [ATE) o (B) 7EA F TL-17TAFIHSAR) 5 77 2 H 5 52 206 260-ABD (5L 0 3%
JE) Hise=706282 (5500 IE T TE) < Z06282-ABD (520 1E /5 1) JHiss—Z06455 (250 [E ) F
706455-ABD (S0 ) .

[0298] P37 HY T 4 S it 49 8 Hh AR Y, S L BL T SATN 52 1 5K H 85— AN 88 RS —
H7AKIITL-1TAZE A RE 7. G5 B R NS TL-1TAZE 5 44K710241 (SEQ 1D NO:11) AHEL
&G 1E ot

[0299] K4 R H T WSt 9 SR I fEBiacore /X B2 i HHAT K 45 & 45 S ME A T 45 3L . 38
Tk [ e AECMB A5 7 IR T BRI AR TL-17A CRE)  ASEIL-17A/F GRA) FINKIL-17F (%
JK) 45 SIEST20nM Hise— IIFRZE 274544210508 (SEQ 1D NO:2) (A) .Z10532 (SEQ ID NO:1)
(B) 1715167 (SEQ ID NO:4) (C) KFR1G4LKE .

[0300] &[5/~ H 1 4n S ] 8 v ik Ml i 1) 52Kk B T gk £ O 2 il £2) 1 — i S A
EE RS T 55— AR BRI — RN ZAR A (SEZ il 2) A TL-17AS5 S IL-6 7 A [ il o Fir 7
AL R E R T AR IL-17A, H B 59 R A WAELE , AR 454 B A 1
BEL I8 5

[0301] K67 th 1 AEAnsE s 1 1 b #iA [ Biacore A A Hh 2 B i, ASSIL-17A K1) Mg
A% (cynomolgus) TL-17A (BE£%) %F (A) ZAZ3363 (SEQ ID NO:1244) . (B) ZAZ3364 (SEQ 1D
NO:1245) i1 (C) ZAZ3365 (SEQ ID NO:1246) H45 G« MH 2ok B 2 B 3R 1 1Y B2 1 Fr 45
LR AN T 25 [ LA EE2 . 5nM. LOnMAT40nMyE S TL-17ABR 3 -

[0302] 778 T 7E SEH 1] 14 P HE AR [RINHDE U 58 w6 TL- 17 AYE S (0 TL—6 77 2E [ 301 61 [&]
TARH T SR BAK 748446710241 (SEQ 1D NO:11; FE2k S 28) AHEL , —BAKZ-ABD-Z £ ik
ZAZ3220 (SEQ 1D NO:1236 ;554 H2k) B0 Se4 il Dh ko B 7B th 1 A5 278 4K 206 282 (SEQ
ID NO:1206) [)Z-ABD-Z 2 ik H1 Z3H 73 MABDFR 43 [8) () AN [F] 422 Sk K FERI VP4 o LB T AEABD
(04— = B A A A2 E BGaSH & Bl /M Sk I Z-ABD-2 2 JIKZAZ3174 (SEQ ID NO:
1233) \ZAZ3176 (SEQ ID NO:1235) \ZAZ3234 (SEQ ID NO:1238) .ZAZ3235 (SEQ ID NO:
1239) ZAZ3236 (SEQ ID NO:1240) Fl1ZAZ3237 (SEQ ID NO:1241) o

[0303] I8N T St 15 AR (T h TL-17AVE SR KC— K5 8 b 7—- ABD-7 22 Jik 11 751 B 44 it
PEHIHL . (A) 762, 5mg/ kg7 B3RS T ZAZ3174 (SEQ ID NO:1233) FKC/ 4k (1) 52 44 (B) £E
0.4mg/kgF &R T ZAZ3220 (SEQ 1D NO: 1236) AFKCF=4E (1) 58 4 3] o x— i | 48 7 (1) 701 &
PAmg/ kg FIAH R [ pmo 1 7| & 45 o /£ 1 J7 B T8 7n 88— AN = 4 B 40 & 4 bl s 72
0.1mg/kg ZAZ3220 W %L 5|72 % i . LOQ=E EPR A .
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[0304]  E[97RHH T WIAESEEGI 16 FEA R , FE B IKR L. v. CGRER) Bls.c. OKEREL) it 2
SD KB J& , Z-ABD-Z £ ik (A) ZAZ3220 (SEQ ID NO:1236) Fll (B) ZAZ3363 (SEQ ID NO:1244) [{]
29BN F124E  JE R TP IE R S S TR 2R &R

[0305]  [&[ 107~ HH 7 Qn s it 91 1 7 v 804 HEAT B0 G B B = 350 e FH I 465 SR o UE BH 1 AE 57K
(aqueous humor) A IEARW (vitreous humor) PHE FZA84A&7Z10199 (SEQ 1D NO:1217) F
7-ABD-ZZ JIK7ZAZ3174 (SEQ 1D NO:1233) FIHZEL, i & T eGHuia ik A 15 B IR .

[0306] & 117~ 7 A5 SE e 5 1 8 v # 3& () NHDF Il 52 o 5 £EPBSTC il #H LL , 49 B AEOAF 1 Al
OAF2 T | 35T 1 ZAZ3363 (SEQ 1D NO: 1244) [f13EPE . A) OAF 1 (S2.0 [ JE) PBS (-1 FJK)
FITCZAZ3363MI0AF 1 (55035 TE) oB) 0AF2 (550 = TE) JPBS (-+FJE) T ZAZ3363 1K 0AF2
(TFLZEE) .

[0307] W& 127 tH T Qs 5] 1 8 iR HEAT U FEOAF L (SEO R JE) OAF2 (5.0 = M) Al
PBS (-FF2JE) HhRC I ZAZ336314 T 48 W% N it FHIM Z54X8) F1243E .

[0308] P 137t T ZESLHE 19 43R FINHDF I 52 b & A ¥IHCada—7Z 14253 F1LCada—214253
ISR o (A) B A WIHCada—714253 (12) FILCada—714253 () KR =& . B) A TL-17AEFHITL-
67 A I o (C) TNF% S B TL-87 Ay #i il o (D) X TNFAIIL-17AVS F (1) TL-87 A [ 471
204726-ABD g B MEXT B, 5 B 5 A8 BT A7 = il o o

[0309] K147 th T a0 SL a5 20 Hh R B AE S8 1R VBB AR VAR T R AR LORAEL . v Jiti FH
20mg/kg (& 1) Bi40mg/kg UK th) J5 £ BEME (1) Z-ABD-Z2 JIRZAZ3363 (SEQ ID NO:1244)
25BN 3538 7~ T AT (A) FESE LR B8 — IR ESS AT (B) £E 55 10K 58 DY YR 5+ J 1 1
PR E SN TR 20 R o iR E R R RS IR 2

[0310] 157 1 7E L it S 7EMEEL A% R (beagle dog) HHIZ-ABD-7Z% IKZAZ3363
(SEQ ID NO:1244) 1 254K5h 71538 o /E 50K NG 1 50mg ZAZ336 31 9 Wi ¥s A AK B B it FH o

SC e 1)

[0311] *E}QB

[0312] DA SRHB A T 2 TR AR e n R R W R R 40 3 A2 17A (TL-17A) 8T
A7 ARAR oy W AR SCRER I TL-1TAZS & 2 KT, 3 BE A1 2 8 1. 7 51 DA 31 AR IR 7T
SEQ ID NO:1-12227EEI1H B H o SEHtE B AR T IL-17ALE & 2 IR B R AR DA K Bk 2 Ik
AR N THEE o

[0313]  SEjfs)1

[0314]  TL-17AZ5 A 72 R IR B A i ik

[0315] Bk} AT V2

[0316]  EEEE A EAL 8 FINo-Weigh EZ-Link Sulfo-NHS-LC-Z4#)Z (Thermo
Scentific, H3%'521327) R4E fli& ri 10 @2 AL ZE I RT) PL20xEE /Rid &4 AJEIL-17A
(hIL-17A PeprotechH 3%'5200-17;SEQ ID NO:1226) I IL-17A mIL-17A PeprotechH
% '5210-17;SEQ ID NO:1227) AW Ak.30min o HEH 1 3¢k 72 1 Ut B 48 B3 #r & (Slide—a-
lyzer 3.5K,3500MWCO,Thermo Scentific, H 3'566333) BH{T £ MEMS £h 22 /P i) £ 7K (PBS,
10mMIE PR £, 137mM NaCl.2.68mM KC1,pH 7.4) [R5 Ji (28 M A8 6 o

[0317]  TL-17A% A 778 4R I B 4K o 3 #: A b Gronwall 58 (2007) J
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Biotechnol, 128: 162183 #iid [ £E I8 B R pAY0 2592 v 14) £ ) 4% it AnAEWE T A BRI R A Z
(K B HL AR I SCERE TR BRI L- 1 TAGS G778 R AEZ S ED , B AEA S S5 G5 N
ABD, I HAHRL TR H B BRIE (Streptococcus) HARG1A8HIGHT A HIGA3) HIMER! T 22244 i il
AR %S RN N Z11b006Nai ve . TTIFHAT 1. 5x 1004 SCPE R 51 (A8 44) IR R ~T o K
ok A A AR TR SCFEZ11b006Na i ve . TTHH i 2 K AT TERRT A MISZH L (Rither S,
(1982)Nucleic Acids Res 10:5765-5772) #:FhEFN 784 100ug/ml 2 £ 5 H Z 201 FE &
AN I R BRI B 57 3L [3g/1 KHoPO4.2g/1 KoHP04.0.02g/1fRMENE (6.7g/1 YNB (Difco™AS
S A LR R B JE LR , Becton Dickinson) <5.5g/1— /K& & #E.0.3g/1 L-THEAME
0.24g/1 L-¥52 KRB ERIRER 0. 11g/1 L-RABIE—KEW.0.1g/1 L-FPt2E.0.3g/1
L-H2MR0.1g/1 L-B&BiNZ.0.2¢/1 HZAEL.0.05g/1 L-HZAML.0.1g/1 L- &R
0.1g/1 L-722R.0.25g/1 LR HEhMREE.0.1g/1 L-FHZPK.0.2g/1 LKA
0.3g/1 L-2%71%.0.2g/1 L-FE#.0.1g/]1 L-t55%%.0.05g/1 L-FE&E£.0.1g/1 L4
AR P AZFEFE L R EERE BelachBioteknik,BR20) H7E37 CA K o 4 4l ik 0. 7511
600nmAb 't % B (0Dsoo) I}, {81 I 10x BE /R ik & [¥IM 1 3KO 74 ) B /& (New England Biolabs,
H 3% 'TN0315S) EHLL)2. 6 1155 3540 o 5 M7 & 30min , iy A AR 786 LOOUM 5 A B -B-D-
I-TRACEFUREH (IPTG) (T SR E) F50ug/ml A FHFHE R 12.5ug/ml R EHH K. 250
g/mlEIEZ.35ml/1 1.217M MgSO4.F110m] & o R IETR (VAR T 1. 2M HC1HH [ 129mM
FeCl3;36.7mM ZnS04;10.6mM CuSO4;78. 1mM MnSO4;94.1mM CaClo] ({8555 [2.5g/1 (NHa)
250435 .0g/ 1 BERFRELY) Merck 1.03753.0500) ;25g/18 9l (Scharlau07-119) ;2g/1
KoHPO4;3g/1 KHoPOs;1.25g/1 NasCsHsO7 * 2H2050. 1ml/1 Breox FMT30VH 571 3E 78 Ak T i
2 207F o FF UG 1B PR B0 A VRF - RS 3R, o 6008/ 18] &) F VA VRUAVEL 2 I BLES OF 4R
15g/h, 1ThZ JaE R B4 RN 40g/h) o8I H 3h¥ 125 % NH1OH, # pHIE Hil 7E7 o kb 78 75X
(101/min) , I B I FE 280 B AU DR 45 51 T30 %6 o i V7] 1a] e 8 25 B B 57 h O 4
Jiio

[0318] 1MWk B A4S0k A\ 135 LAPEG/NaCl (3R & 1 /UL EN) VTlE IR, i 38 1% T-PBS
AH T, 2 Gronwall 55 » [F] A T o R e 44 il 2 WAE A8 HT 2 B fig 47 T-80°C

(03191 FE4% R 43 45 75 A AN [F] B BIU3E A B89 DY AT B o B AT B A AT hIL-17A (b-
hIL-17A) A ZALFIMIL-17A (b-mIL-17A) IR (R 2) o Ik TR 4 il 259 il 4% L I 6 AR 7 A0
FE PR IR 2 18] AW B AR A4 B L AR | 21 7EW02009,/077 1754 % 373 #h— BRI 1 B BT il ik
Rk HAT AR BA LT 4 AL A7 3% A fiE A B (BSA, Sigma, H 3% 5A3059) Al
0.1%Tween20 (Acros Organics, H 35 233362500) HIPBS FHVEME £:28 ti . 81 402« il 1 F
Dynabeads “M-280 8B 51 EME B 141 (SABK, Invi trogen, B 35 11206D) 7 7 15 1 14 % %

W AEAG I L -3 AT Pk % o 491 503« FHAM 78435 %6 BSAFI0 . 1% Tween20 [ PBS K il 5 4] ££ 1%
Ferb 8 PR PR 8 AR o 491 04« FERTAEVE VR T R AT 16 9%, HLRHEA I 8] A 5 58 — AN o
(K1 55200min , FILERE 5 B R 10 55 120min o 1415 : X 2 Ji5 il Img®k /6 . 4ug b-hTL-17A
B b-mIL-1 TARHERSAZR [ SE-WE T AR 2 & W) 1906 - A I AR AE P 7847 10ug/m1 PUFRE (1]
HNT) B RE SR P R R AT T B PRXL1-Blue 4 /il (Agilent Technologies, H 3% 5200268) L
FHF e A0S A AN 78470 1g/ 1R 5 B 2 R0, 01 g/ LY IR 3 1) R 2R [ JUR TR B S B
IR (15g/ 18316 108/ 1R IR K (Merck) 5/ 1R \3g/1 NaCl.2% i &%) LT
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YUY L B1409 : 5 AN B AL 10x 3k S ML 3KOTH B B A4 4 70 VR e 0 B3R KA
[0320]  fER2vIRHY T AL PR RIS (ML UL , 78434 1 #E BE Jm B0 2 rb (8 FH P AR 1) LR 5 AT 3
TN Pt IR BRAT I SN P A% T

[0321] 2. ATZ SC PRI PRI L B

[0322]
IR | HFHRE (R LERLFR FRE (B H|ESHEFKR
HE B RMER (M) k& |FAFRBE

1 1 Z1ib006Naive. 1l hIL-17A |50 2 -

2 1-1 1 hiL-17A 25 4 -3

2 1-2 1 hIL-17A 25 4 -

2 1-3 1 hIL-17A 5 5 -

2 1-4 1 mIlL-17A |50 4 -

3 1-1-1 1-1 hiL-17A 12.5 6 P

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 hIL-17A  |12.5 6 -

3 1-4-2 1-4 mlL-17A |3 8 -

4 1-1-1-1 1-1-1 hilL-17A 5 8 P

4 1-2-1-1 1-2-1 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-17A 0.05 15 -

4 1-4-1-1 1-4-1 mlL-17A |5 8 -

4 1-4-2-1 1-4-2 hIL-17A 0.5 12 -

[0323]  #u1i L4 Rl o0 76 55 — 2 S IUANMEEE , SEUEMGFR 2 S H AN PUE (-1 2 1-4) 727
W35 EIE (1-1-121-4-2) , IFEJEFR AR 6 DM HUE (1-1-1-1 2 1-4-2-1) . I T IR PR ML
TR PSSR 1) 25 S — D A Hh 35 M A Wk B A R 2 E 1 29200065 , AR AE R R 3IE -1, 1-1-
LRI =1-1-1 9 S g ) =

[0324]  f§i FHPBST 0.1% (%p7540.1% Tween—20/PBS) BEAT ¥Ei4 Imin, 7 IW02009/
077175 FEIAR AT VM -

[0325] A T-ELISARYZZZARR) ™ 4 -l it 7E R FLIR (Nune, H 3% 5 278752) Hol ok B 1L Y
BT R RN B AN A A 100ug /ml K TH B N0, ImM IPTGAY Iml TSB-YES% 5o = A 748
W AE3TC AR T & 18-24h ol & O 41 Ui vE , B8 T400111#50. 05 % PBSTH H ¥ 1%
T-80°C LUBEJEAH M J& BT 2043 o F % R R R i AE 7K IR TR AR, F LB S8 R - R R P2 76
Ko HF40011 PBST 0.05 % ¥ N AR IR IS ft v FLa 3ok B8 o (SE 20 L Y

[0326] s 2 (¥ J&] B4 XY b 3F WAL 5 A S5 ABD ) B & 1) Z- A2 44, 2R 7R HAQHDEALE-
[Z#####] -VDYV-[ABD] -YVPG (Gronwall 55, [7] 1) . Z#####4E #4581 R I B iR HL 1 228 44 o
[0327]  ZABAKAUELISATH G : 22844 5 N T L-1TAR 454 LAELT SAT & K 43 B . £E4 °C FH 2ug/
m ] 7E AL 2 R GOmMBREZEN, pH 9.6 Sigma, H 35 C3041) TR HTABD L 2E Ak (N &6
P D) B4 - X 96 FLELTSARR (Costar, B 3%*53690) 1A o MG B & AT H , IF BB FLAEK
ek I H A 10001 (IPBSC (R 78 4570 5 % & 2% [ (I PBS) 7ERTHH 4] 1 22 3h o 1 5 1 VAW ST 5 5T
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H50ul B U =L HFAERTAEZ SRS TS 1. 5h AE AT A X, A IPBST
0.05% , M AEJE FiRE S 8 E ISV 3 FH0 . 05 % PBSTHE R FLAIR - SR J& , I PBSCH 116 . 5nM
WIZERI50n] b-hIL-17TAGINE B — L AR AERTIF & 1. 5h, B 52 (LA ERERRIEE .
G AEPBSCHI LA1:30, 000 B BE B S AEY 2R I A HIHRP (Thermo Scientific, H3 'S
N100) @I ZE L I+ BRI & Lho /bl EREARI Y%k 2 f5 , #5001 ImmunoPure TMBJE
¥ (Thermo Scientific, H3%'534021) W INZE AL, FF R AR AR il i i 10 2 03T Ab 2 3 A
Victor* ZfLARIZENES (Perkin Elmer) I & AE450nmAb KR JE

[0328]  JUJF : HELTSAG 1 AT H Pk B B A e B 2E 47 00 /77 o R AR - 01w02009/077 175 4
R, MEEANTE T SPCR B B 34T WU 8 #4347

[0329] 458

[0330]  TL-17A%LE A 78R G B A R ORI 3 - FEA M PRI £ b-h TL-17ARTb-m I L-17AK
W B A NIk B 5, SRR S A bR .

[0331]  ZAFAKBYELTSARR 1% - 78 VY A6 ¥ 1 1% 38 2 5 3RA3 1 SE B 796 FLAR H i K IR AE
ELISAT & XThIL-17A%E &35 PEGH 1% o R INA2Fh 2784441 %16 . SnMy B T h IL-17A%5 H4x 5
X HEE B R (0.43-3. 2AU) [ R X 25 [ A R SR1F M

[0332] M« £E VYA E IR )3 B 5 A SRAT K S B 34T WU e o b B — AN AR AR 25 HH AU 1)
PrRiR S asaas, I B SAAARTR N 2t 58z B PRV B K 2K M AL 1 e A AE K L
M H R AENSEQ ID NO:1200-1216 5 H  FERE—N P FIH , BT TL-17AZS A 2 7 Bk
FES AL 22 5% H 36 o TN A4 X L Z AR AR IR B — A A 1) S8 2 =B SR 49 M R R IR R L K &2
IR B IR T B IR T AL i B 5k HE55

[0333] sty 2

[0334]  BAAKIL-17A%E & 778K =4

[0335] i SEH G AR T HI s— AR 2RI 2748 44 F1 55 ABDR A 1 Z A48 44 ¥ SV bt B2 R 7= AR ) — M
FEIF » HAE T SO RAR S I8 A 4 A8

[0336] BRI ANV

[0337]  HLATHis—hrZEM 2844 [ I be B2 < I\ ST AR pAY0 25924 34 95 [ 224844 (1) DNA . {8 FH
FRUESF AW AR GEA FIw02009/0771 75 % 454 5 — PRER [ 2254 R (1)) Sk i
FH T A6 BT N-K St se b 2 1) SR AA Z AR A4 43 1 . 5 o SRS o 4 Z B DR BRIV, v B 381 36
IS B ARPAY01448, T8 whD J7* FIMGSSHHHHHHLQ- [ Z#####] -VD.

[0338] 55 ABDR A 1) 278 A4 1) IV b B « A SCZE B AR pAY025924 38 % H ZA8 AR R DNA 5 H &
T G HEATPCR, 3 HAE 15 R DA B PR il PR A TR Ps t TRTAC e T2 , IR 142 3 H
HH A B H AL I RIS 3R pAY03362H , P2 AEABDRL & 2 A , FLHF ABDAZ 44 APPO13 (SEQ 1D NO:
1224) o FHIZRIBBAR G5 (1) A B AR MGSSLQ- [Z##### ] -VDSS-PP01 3.

[0339] 535 &A% H I IL-1TAL & 2484 1 L DR A B BURL &% 10 K i #F 18
BL21 (DE3) 4 il Novagen) , 3737 CZE800m1 B 1000m1 it b 754 501 /m1 - HE 5 2 (I TSB-YE
R R R R N T B S E A RIS, 7E0Dsoo = 2N , 7 I TPTG 42 2634 B 20 . 2mM I 35 5 M 7
37°C ¥ & 5h . il B OUGR AT .

[0340]  Zfifh A Hise FRREHI IL-1TAZE 5 2844 4 29 2-5g R — P Al i Jive ¥ 5 & T-30m1
[¥1%h 76 45 Benzonase™ Merck) Z W N 15U/ml [ &5 4 22 H VR (20mMBEBZ 59,0 5M NaCl .
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20mMIBK I , pH 7.4) W ARSI RERE 2 5, 40 RE Al i 0 B, OF Hog A — M LB N,
F1ml His GraviTrap IMACH: (GE Healthcare) o5 Yedid it PRI 28 MR (20mMAZ B2 4
0.5M NaCl.60mMBKME, pH 7.4) Pk kbR 25, HLIL-17A%5 & 228K T8 o B i 22 vhmi 1 (20mM
B4 0. 5M NaCl.500mMIBRIE , pH 7. 4) Swe /it .

[0341]  HABDRE & I IL-17ALE B2 AR Al £ 1-2g B —Fh 41 B JTIE ) 2 T-30m ]
7 H Benzonase® Merck) IITST-22 M (25mM Tris—-HC1.1mM EDTA.200mM NaCl.
0.05% Tween20,pH 8.0) H o £EH 1o 7B 75 b HE AR 40 A AT ot 35 0085 2 i B — i B 7S W
B 8T 7 A [ 58 H Bu-ABDEC A (P9 387 A2 1) 19 Im 1 E5 B W 1) 2 77904 b o 72 TS T- 22 pf
AN5mM NHiAc pH 5. 5ZMRPESEZ i, 0. IM HACHEIRABDR & (1 24844 % 2. JiE (ACN) BA
10 %6 [ 43 S I N 22 AE 31— ABDER JlE MR S5 MUZ B Al A 2 BR rh B W 9043, I FLIG AR it e 37
Im 1 %5c FIRPCIEFIA (0. 1% TFAL10% ACN.90 % /K) “F#ifiResource 15RPCH: (GE
Healthcare) . 7E4E FHIRPCIA FIAPL I 2 fa , &AW 82 E LR PERS 0 % -50 % RPCYA 7B
(0.1%TFA.80%ACN.20% 7K) 7E20m1 5 A B 1 o B0 25 2 1 ABD— Rk 5 ) Z AR AR 1) 21 43 1 1 SDS—
PAGE 43 M4 %5 58 FHIL AR « /ERPCAIAL 2 JiT , 1 1) 2% v A FHPD-1044 (GE Heal theare) 28 #:y
PBS (2.68mM KC1.137mM NaCl.1.47mM KH2PO4.8.1mM NasHPOs,pH 7.4) . 5t J5 , ABDRI &1 Z
ik #EInl EndoTrap 44 (Hyglos) FAMLLABRIEN BE S &,

[0342] £ {3k i 3 £ H NanoDrop “ND- 1000435t B v & 7F 280nm&h (W e B Al 45
H & A6 RECKR 2 - 03 A5 507 5208 Yo (1 SDS-PAGE 4 #4815 , 4 FHLC/MS 4 #t
HAE S — PP a1 Z AR 1) B A

[0343] 458

[0344]  RE R Aifl B AT se-bREEMI TL-1TALS A 7284 DL J AE HoC— A i A 2 ABDIK) Z
ARTE K B FF B H R I8 N T ¥ PR ISR =4 ok 1 291 -5g 4NE D LE M 2L M B (1 9 &, T8
Tt BA A3 Y60 B v I 71 280nmAh IR 5 B K i 5, FE ELW T AR TL-17AZE & 2728 AR YE A
25mg %2 20mg o BF — Pl B 4 5 13 il () SDS-PAGE 43 BT . 7% , IX L i) iy 32 B S IL-17AZS B Z
AEAR o I I HPLC-MS 43 A1 RAE S5 B — PHZAZ A (1) 1R 0 B - Aoy o

[0345]  SEjiffs]3

[0346]  WIZRIL-1TALE & 78RR BRI 88 100 VAR

[0347]  1FE A28 B2 Wk Rl 4F 4 40 g (NHDF) 76 FH IL- 1 7A ) 5 7= 42 1L-6 (Chang FllDong
2007,Cell Research 17:435-440) , 3F H.[a] B35 BORE M) IL-6 1) & 5 NI TL-17TAR) R &
FHIC o BRI , TL-17 AR FE BT 5 B0 375 W ] DA 2 S TL-6 sk 2D o AR Sl o), i 0 5
FHT- VR Bk 1 B 5 ABD (PPO 133 SEQ 1D NO:1224) Bli&r K IL-17A%S 4724544706260 (SEQ 1D
NO:1200) \Z06282 (SEQ ID NO:1206) 1706455 (SEQ 1D NO:1214) FIFH WrHE

[0348] AR} FITTIE

[0349]  Hi se— JIFR 25 A Z— A4 [ NHDF Yl 52 < FENHDFAH L (Lonza, H 3% '5CC-2511) #35 TIk
AR KR F (growth promoting factors) (Lonza, H 3% '5CC-5034) [ ik 214 2 o JE ki35
3 (Lonza, H 35 CC-3132) W FESLIR M AT — K, LA LOOW DK 10° 41 fie /FLEE Al B 96 FL 1S
F#HR (Greiner, H 3 '5655180) H1 o FESL5G K, IL-17TARE 7 MEZ A8 A Hi s6-206260 \Hi s6—
706282 F1Hi s6=Z06455 {15 B P 7E 55k 1 96 FLIR Hh 1l 2% F5 Z AR FEAL 0. 031nM hIL-17A
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(K3 55 h DL =45 45 B M 31 30nMi 52 220 . 2nM. i 11 4% T hIL-17ARIFR¥E 25 (0.002-31nM)
DA AL HAG0.031nM hTL-17AR) 35 57 HE B 1) 15 5% 2 (1) X0 B8 o 1 A 1 &85 SR K NHDF
SR R AR A R 3 R 2 5 20 O SR i A o il 2R R SRR RS R 2 B A B AR R o
NHDFZH i £E37 °C T il i 18-24h, 3 HLBE f5 48 FH N SCHEIAR () TL-64F e HELISAE & HiGTR
MIL-6 5=

[0350]  Hise—JinkrZE i ANABDER A [ 748 44 [INHDF I 52 « a1 BA b 348 1] £ NHDF 40 ffd o £F S2 36
R TL-17AR: SR 22 AR M 2 1A Hi s6-206282 Hi s6~ 206455 . Z06 260—ABD . Z06282-ABD Al
206455~ ABDIRI 5 B P 78 FE M KT 96 AL AR il & o 4G 2 A AR M AR AE A0 7570, 031nM TL-17AFI8uM
HSAR) 1537 55 b DA DY 45545 38 M 780nMif 5E 220 2nMo 1L b 3R BT bRyt TL- 1 7 A fh 28 A1) B
IR Ol R 5 v

[0351]  TL-6 ELISA: HI7EPBS (50wl /L) HHi¥dng/ml i B i 40— 116 5 v B JUAAMAB206 (R&
D systems) 96 FL X IR (Costar, H353690) JF HAEACHF & 1t & . 7E 88 K, AR AE
H SR RGP R I HLHPBS+2 % BSA (Sigma) I [412h . PL2- R 8 251 (0. 2-50ng/ml) i &
[ IL-6457HEY) (R&D systems, H 3% '5206-1L-50) A1 5 40 M i AR 11 _ETE OB s n 22 ek
IELTSAR (50u1/FL) 3F HLZERTHF & 1. 5h Mk 75 [ ZIEL T SAB: I 28 h e i 47k, 35 HLs
0.25ug/ml GOul/FL) MR T-1L-62 wfE ik R&D systems,BAF206) 7EW¥ & 1hZ
J& » PR AR, I HAG50ul (2 M 8000 5 I FEFE It A4 2 B2 1 -HRP (Thermo Fisher, H3x'S
N100) & IN& R — Lo 76 5 A — A /INiF B9 5% & FIRE Jo ¥k 2 )5 ik i 50nl TMB
(Thermo Fisher, H3x'534021) /LT W2IF H B H500] 24 HaS0a2k 2% 1k o FE96FLAR 32
B 2% (Victor®) Hill & /E450nmAb (W 6 B, FEiH S — AN RE R P TL-6 (K B G 45 R R
NERITL-67=F R H o, tHE N

[0352]  100-[ (ABSw-17amsmrABSws) / (ABSgkiL-6:—ABSws) 1x100

[0353] 45

[0354] Sk &5—NHDFllE (1) 45 2R W , Fr fF = PP Z A8 44 H1 s6-206260 \Hi s6-Z06 282 F1Hi s6—
206455 LA S MR E 7 2NPR T IL-17A%5 3 1) IL-6 774 (E12A) - IC50{E A £740-140nM,

[0355] -5 ABDR A (1) AH [F] 2245 44 F5 42 NHDF il 5 BA K2 7 0 5 Hh A0, S HSA AR 8 2 A A Y
AR EE SR A G BRI, ABDIG S & B B R A E R R P I A B OR
55 ABDRA 1 BT A1 = P& A W 3 L Hi se— AR 25 (1) 2788 44 [R) A% 407 B 5 47 B BEL W8T T -1 7 A5 S 19
IL-6774 (B2B) o>k B 5 —5E 1 ICH0{H A 9N TR 3,

[0356]  &3: /EHSAEAE T, MIRZ— AR W TL-17AYE S TL-67 4 1 TCH50{H

[0357]

) 77 AKRFISEQ 1D NO 1C50 (nM)
706260-ABD 1200 8
Hiss-Z06282 1206 16
706282-ABD 1206 15
Hise-Z06455 1214 67
706455—-ABD 1214 15

[0358]  SLiififsi4
(03591 TL-17AZS 5 7R {AH 58— st S (R LT ARTAL
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[0360]  FE syt folrh , vt FEA R T B A FZ SRR B AN TL-1TASE 72748
A o K B RSS2 T 34 R0 A T 7 A B SN SR A IR 45 A 4 (OrLova %, (2006)
Cancer Res 66 (8) :4339-48) fEi%B A H , 1 HIZIBDNA S i (split-pool DNA
synthesis) K= ERALI R L , ARG & UM I F BN A T IR B .
[0361] AR} FIT I

[0362]  SCHE BT« S AT S ] | P #5385 8 1 TL- L TA%S & 278 AR 1K P 51 7E 3T 1K S5C
PErp iR AET-SEQ 1D NO:1200-12169 52 LR ZARAK 7 FI I SR 0, {8 793 F 22 h i 134 7]
AR A7 B ] S e L R R S T o £ & AADNA 2.0 (Menlo Park,CA,USA) 1T TR LA~ 147bp /7
FIfFIDNABESLAT FHZ M & 4k : 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 TTC ATC NNN AAA TTA NNN GAT GAC CCA AGC CAG AGC TCA TTA TTT A-3
(SEQ 1D NO:1248; BN RS TR 7~ INNN) , HAL S AH LR 37 71 Hh 30 43 e BE LA I
JiE LA 2 G 5 51, A3 Ay Xho TRISac TR PR hil PR A7 i o U L TR iR AR HE Z 5+ S B (1) 13
ANAIAZALE (9.10.11.13.14,17.18.24.25.27.,28.32H135) (K357 (11 T I FRAR A A 4E 6
A o BT I ER S S R ST N6 . IxLOPRIAR 44

[0363] 4. SCFEWTH, 5 — ik

Z BARSFHHR | MALERERES) RAR | )
ABLE ¥ 8
9 A. H. M. W. Y 5 1/5
10 A. D(60%). G, L. N 5 1/10. 6/10(D)
11 D. E. F. N. Q. R, Y 7 1/7
13 A. E, Q. W 4 1/4
14 F. I. L. M. V. W 6 1/6
[0364] |17 A. F. Q. W 4 1/4
138 A. D. E. L. M. 8. T 7 1/7
24 A. H. R. T. W. Y 6 1/6
25 A. D. H, R. V 5 1/5
27 A. G. Q. R. S. W 6 1/6
28 F. H. K. N, R, S. T. V. |9 1/9
Y
32 A, G. H. I. Q. R. 8. V |8 1/8
35 I. L. N. R 4 1/4

[0365] S JEAN 2 AF FAmpliTaq Gold% -4 (Applied Biosystems, H 3% 54311816) #i#
P AL BT G AE L2 TE R R PCRIATA) 4 39 5 P8, I H FHQTIAquick PCRAEAL B &
(QTAGEN, H 3% 5 28106) H 45 1t B2 i (1) & W AEA IR B 7= 1) - R ALAL ST B BRI 2 A0 1 it FH
B o1 P Y B Xho T FISac I-HF (New England Biolabs, 4 i, H3% SRO146LA1H 35
R3156M) k4L, 3 AT HQTAquick PCRALAL AT G R ALe o B )5 , BRI £ B2 7 (14 8 LA
W Ad 26 1E2 . 5 % BB eI (Nuisieve GTCERfEHE, Cambrex, Invitrogen) 22 ikt i H
PR IEAE FQIAGENE B H2 BUR 77165 (QTAGEN, H 3% '5:28706) M TR B HE4T 44k
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[0366] Wik B AL #AApAY02592 GEA i Gronwall %5, [F F P #IA I pATTi 1) HIAHFIEFRR
P P U 5 25/ S5 B BIURT 2L B Ui SR 2tk o 45 PR 1] 1 P 70 BRI R fitl 2 P BT 3 4k DA
5: 1/ BB /R EL R FITADNAE 21 (Fermentas, B 35 EL0011) FERTZE%2h, Bl 5 /B4 CHYF & 1t
L o 3L 2Ky / S A7 R EURH 2 B U RIS B2 I DNA , B S5 A A T-10mM Tris—HCL, pH 8.5,
DA 0L, BT A3 B AE 3R pAY0 2592 1 [F) SC R i 27848, B — AN 2Bk 5P B BEEREGCE A A &
[ 4541 (ABD) Rl

[0367] & BL (£)160ng DNA/ ¥ 4k) 4 v 78 FL B B2 5 K M B ER27 3841 iy
(Lucigen,Middleton,WI,USA,50u1) oo BEEAE ML FLC Ja , U TN Im L (R R B o7 2 (b 45
KWAFFEER27 3841 L) o K E& AL LI BRAEST C ¥ B 60min . B H AL F T e o T i e %
RIS E AR S VR R AE 3T CHEL LRI RN 7847 2% i 0 « 101g/m1 PYER 25 A1100mg/ml
AN T E RN TSB-YEE; 325 B4 351 % B 4l L L4, 000g YT vE 1 5min , 7 B 2 T-PBS/H I
TR (2940 % H D th A AR 43 31 A7 T--80°C o WSk [ 27844 1) S e T [ 34547 DU 2 , LATRAIE
W&, VRN BT A S PR 5% S0 2R e A L I 45 SR SR a9 1 SR 0 BEAT DU R L IR
SEE LR AT

[0368] Ik B 145 s 2 VLD il 2%« 7E 201 K RE (Belach Bioteknik) Hb fil 2669 25 Wik &1 A 3L FE
%) W T A 1 % VAL o 9 R 1 B 5 2 TR R S 8 ) H Vil i 8 VR T At M 42 P T 101 R #h 78 g/ 1
B 100mg/ 1R H R M 10mg/ 1 Y PR ZE I TSB-YEH o 44 M1k 210 . 52/ 600nmAb 't 2
J& (0Dsoo) I, {5 FH 5 x BB JR 1t & UM 1 3KO 74 B T AR SR G 401 . T 1 B 354 I 4 M s
30min, Jmfl HE & RFER: 53 [2.5g/1 (NHa) 2S0435.0g/ | FEREFREUY ; 30g/ LR A Ik, 2g/1
KoHPO433g/1 KHaPOs, 1.25g/1;NasCsHs07 * 2Ho0;Breox FMT307HIL70. tml /1] E 75 K Tl %
10178 A T 4% 2 10m1 #2575 55 2 25mg/m1 ; 5m1 K A EE £ 50mg/ml ; Im1 1M IPTG;17.5ml/
1 1.217M MgSO+A15m1 ) i & 70 2 VA (VA ME-T1.2M HC1 K 129mM FeCls;36.7mM ZnSO4;
10.6mM CuSO4;78.1mM MnSO4;94. ImM CaCla] o fi % 25 4 BR i i 1 oRE 23 i 1S 3% , Hodoks
600g /17 &1 VA RAMNE 22 I B 2% FFURIT 3. 5g/h, 20h 2 f37 . 5g/hFF &L EL B 55 3R 45 W) .18
i A B 025 % NHiOH, K pHH% fill fEpH 70 #b 7875 < (51/min) Ff44 hidt 45 15 E 95001 pm. b
BEA B 322402 )5, 0De00 919 . 4o 3 LA 15, 9000 B o3 35 354 vh ) A MU0 o Wk T A S
WIS it 1 1R SR I AN 35 W PAPEG/NaCLPTIE PR IR , ok 98 FF V4 AT PBS A H i o o g Ik B
it AEAE T-80°C , ELBIAE LR 18 i

[0369] 455

[0370]  SCEAN AR BT BAA PR SE ) 45 A e PR — 2 IL- 1 TAZE A 278 4 (SRl 1 Fi3) >k
BV B 0 ST o B0 SC BRI R AR R ST N6 . 1x LOVRh 27844 o 564k 28 K W FF B ER27 384 Jfd 2.
Ji 3 3oL 97 5 A 5 1 SR K SE B K/ AL 5x L0V R R AL AR o

[0371] ¢/ o & 8 sk WU P 9 6 ol e AL PR AR o0 e AT T S o /7 31 5 B R T B Ak Bk
S E SCEEER  SEBR SCEER N B R A A NI R o DR R DA 1 TL- LTAR 38 A
5B AT

[0372]  SEjtfs]5

[0373] Sk 55— RS 2R AR IR G 18 | i 6 AR AE

[0374] BRI RIS

[0375]  TL-17AZS & 7748 1A 0 ek A F s e 5% - SR 1 b A 1, B B B T h TL- 1 TA RN
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mIL—17AZEW) 2 Ak o AT FH A0 S e 414 1 R 440 4 ) Z A8 AR 43 W0 3T ) SC 8, AR AR | G S e 441
L REIAR B XThTL- 1 TARImIL—1 7AR DU N5 B0 3 AT Wk TR AR e e £, (A LUK B 4F . 45 4F
1:PBST 0.1% FHIEIRFRGE MR - AEIRFEMS , 43 G 4 IL7E (FCS,Gibeo, H 3% 510108-165)
FAZRIMBEAEE HSA,Albucult,Novozymes, H 3 5230-005) i INEIEFEZEZ PR E10%
FOL . UM B AR JiE o M1 11 2.« 30 1V Wk B A i 24 VL5 SAZR — S I B #E AT T #3620 B 461 413 -
AN 784 3% BSAFI0 . 1% Tween20 [ PBSR T 3t P4 78 306 36 0 AT FH ) Pir A7 87 PN R o 461 14 < e %
BRI B ) 43 S ARG FR L L 2. 3414 ) 55 140min, 70min . 60min.50min.

[0376]  FERSH IR T e FEARIE ML , I8 1 7ERE J 10 16 0 v Ji A FH R ARG SRk 2
G TN B R HERAT B 3N P2 4% P

[0377]  ZR5: A — RS R PR ML

[0378]
A L [ EY Tt PEE B
# ﬁ&ﬁﬁ% B 1 ‘min|10 ‘min it & % T %
o W kA (M) |Beikey | Bk el & 6 k|
1 1 Z1ib0061L-17 |hIL-17 |25 2 = = pH 5.5
Al A
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[0379]
B | FER RELAER | £ R B W
i HEHE Y B 1 min|10 min|i & %|F #%
e Ty M) |EE R %k 0 k| g
& rE |RE (K
1 2 ZIib006IL-17 |hIL-17 |12.5 3 - - pH2.2
Al A |
|3 ZIbOOGIL-17 |hIL-17 |25 |2 _ _ pH22
Al A |
R 1 RIL-17 [12.5 |6 ; . pH 5.5
A
2 |21 2 hIL-17 |25 |10 . - pH22
A
2 2-2 2 hIL-17 |5 6 - - pH22
A
2 3-1 3 hiL-17 |7.5 10 - - pH22
A
2 32 3 hIL-17 125 6 = = pH2.2
A
2 |33 3 mIL-17 125 |6 - » pH 2.2
A
X TS R hIL-17 |25 |10 - ; pHS5.5
A
3 2-1-1 2-1 hIL-17 {0.05 15 1 - pH 2.2
A
3 2-2-1 22 hlL-17 (0.5 15 1 - pH 2.2
A
3 3-1-1 3-1 hIL-17 |075 15 1 = pH 2.2
A
3 3-2-1 3-2 hIL-17 |2.5 10 - - pH 2.2
A
3 |33-1 |33 hIL-17 |5 10 - - pH 2.2
A
4 1-1=1-1a |1-1-1 hIL-17 |0.05 20 - - pH 5.5
A
4 1-1-1=1b | 1-1-1 hil-17 |0.05 20 - 1 pH 5.5
A
4 1-1-1-2a |1-1-1 hIL-17 |1 12 - - pH 5.5
1A
4 1-1-1-2b [ 1-1-1 hIL-17 |1 12 - 1 pH 5.5
A
4 [2-1-1-1a |2-1-] RIL-17 |0.0025 |30 _ _ pH 2.2
A
4 2-1=1=1b |2-1-1 hIL-17 ]0.0025 |30 - 1 pH 2.2
A
4 2-1-1-2a |2-1-1 hIL-17 [0.025 |20 = - pH 2.2
A
4 2-1-1=2b |2-1-1 ThIL-17 [0.025 {20 - 1 pH 2.2
A
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[0380]

L ESEAE RS ¥R E

if HEWIE Y B 1 min|10 min | & &|(F #%

LS R M) |EE R %k 0 k| g
& k¥ |kE |k

4 22-1-1a |2-2-1 hlL-17 [0.005 |30 - - pH2.2
4 [22-10b |221 I?IL-N 0.005 |30 - 1 pH22
4 2-2-12a |2-2-1 fIL—W 0.05 |20 - . pH2.2
4 2.2-1-2b |2-2-1 élL—I? 0.05 |20 . 1 pH2.2
4 3-1-1-1a |3-1-1 hAjL-n 0.025 |30 - - pH2.2
4 3-1-1-1b |3-1-1 ﬁiL-U 0.025 |30 . 1 pH2.2
4 3-1-1-2a |3-1-1 ‘hA‘IL-]v7 025 |20 - . pH2.2
4 3-1-1-2b [3-1-1 ‘ﬁIL-W 025 |20 - 1 pH2.2
4 32-1-1a [3-2-1 hAjL-n 0.05 |20 - . pH2.2
4 3-2-1-1b [3-2-1 I;AIL-H 0.05 |20 . 1 pH2.2
4 3-2-1-2a [3-2-1 }/:IL-N 1 12 - - pH22
4 3-2-1-2b [3-2-1 11?1L-17 1 12 - 1 pH2.2
4 3-3-1-1a [3-3-1 iIL-l’] 0.05 |20 . - pH2.2
4 3-3-1-1b [3-3-1 iﬂ;-l? 0.05 |20 - 1 pH2.2
4 3-3-12a [3-3-1 im-n 1 15 - « pl 2.2
4 3-3-1-2b [3-3-1 %11;-17 1 15 - 1 pH 2.2

[0381]  fEIR1H I HIE 134 R 3 AE 5 = R VUGS, FEAEMEIR 29 St 6ANUE (1-1
£3-3) , /EPEAR3HF 6N HIE (1-1-1583-3-1) , MAEFEIRAF 24 HIE (1-1-1-1aF3-3-1-
2b) AT FPBST 0.1% BEATHES Imin AT, A TR 3P I HLIE -3, Horp — A Bk RF 4k
10min.

[0382]  FEPHIRAH B JG— IR Ve I, Rk B BT A POE ) SATR R SRR E A B 5 H
PSRy o SE RO BRI R B 5 — 50 2 R 25 A (1% Wk T A R, T 55— 3508 43 3 Mo ke B A R 2 T
28 ik RO oA FH DA PR PA [ () R P 3 M5t 4 - ) Wk T AR SR < 1) A SISt 48] 1o 1) FH P
ZFR-HCL,pH 2.2,8%2) 50011 [ 100mMAE B EN « 150mME AL AN, pH 5.5 F500u1 PBSH A,
[0383] I AT A4 OR300 < 26 PR ARG BA 1 RN 2.2 [) PR Wik T A Sz (1) 7 34 B A b o s i 49 1
IR K HAT AHBA LT HISE 45150 R I B ER27 38 F T-Wi BB AR S 3G o 51 402 : LA xid & AT
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FAM13KOT7 4 Bl T8 4% o 1 13 < I TR A A 2 14 2 1) (140 Wk T A SR 1 7 398 G AT < A8 P 1
PSR K G X B0 K K B AT B ER 2738 2 i, Hs KM 7545 2 % i ) 4+ 1 0ug/m1 PUER K A1100
ng/ml 25 F & K TSB, I HLFE 57637 CAERE HE 45 B 30min. SR f5 , FIML3KO 74 BV 1 14
TR AT o 7 IR ) 2 B e B Oy, A T RN FE A 100uM TPTG. 25ug/ml R AL B 2 A1100
ng/ml & FF R I TSB-YER; F2 2 FH FF7E30 C A K a1t R 5 320 8 0 e LB
Wk B A Sk FHPEG/ NaC 1 & R IE PR UK o B I » PR B AR B A TR B 1, SR G N R —
MMEPEEIR

[0384] 75 & S5 AL MG IR, 5 5 B Ak K HHAN T B e BRI, TR R, SR SR IR AR R AN 72
FH0.2g/1AFHFHEZRMNTBABT IR (30g/1/HKE A R IMBINE R , Oxoid H 5% '5CM0233B) FLLJE
JAREFEEL TS e H 438 FH ) A B 7% o

[0385] &AL ST  BREUR B AR B G PERUIE B S v B AT 007 o B A | sk
Jita 8 1 H R IR AT DR B S AR R B R B

[0386]  ZARARRIEL I SAGiE « 0 #2484 (AN s il 491 1 o 3R 1 1k A 248 A ABDRI A 8 1) 1Y
BT Y B AL A B P2 AT IE PR S R SR PR E s A [ an s i 49 1 p AR AR K AE R R
LA b a0 S 461 1 H R IR BEAT R 5 L 3R il & FHEL T SATH 1% , AL B AT LA R AN A1 o A6
AR BLO . AnMEI IR FEAE A AL IR TL- L 7TABII4M 2 5k B T 95 R 2484206282 (SEQ 1D
NO:1206) (1) J& 5T 2% 73 FAAE BH 1% BE o

[0387]  ZABAKFIBCS0 0 #r A — R BT L-1TALS &7 ARE i n DL b 38 1948 FIELTSAR &
XTb-hIL-17AR R FIFBEK R 148« LAOnMII I BE M AR A, 3F B L3
B R R EL B 8pM o /B AT o6t R, I8 U 58 Z BRI AN S ISR B (1 o B S WIER TL-1TAZE B
706282 (SEQ 1D NO:1206) (1] J& JFUAE &t A A FH PR RE 045 o 48 FHGraphPad Prism 5F19EZE
PRI 43 B 500 35 Bt BEECS0ME CR B RA Rk E) .

[0388] 4L

[0389] R ATL-17ALE & 278 MR ()R B A4 f e de 6 - 7595 BB B AN AR I vt 244 FAT 3L
T AT B A ) () IR BB AR RO BT B R oR IR (NS TL-1TABCR TL-17A) I FERT
(1) B V4 25 A RN JE 2% b P pHOA T A [ o SR T I BRI (1 AN AR TL-17FF7EpH 2.2
B v SR AEELTSART e h B S PERE .

(03901 JU /3 « o Bl ATLFG H 140 oot e ) 37 o A BP0 (1 7780 4 4 SEZ i 481 1 v i S B 43 18U ) 5 2
ZH##s S T3 2P ) MR I Z AR 2 4 55 W T T SCELTSATi % HH I 494 Fh B FE R
AR , 58NN R IE TR R HE A A AR 1) S TR 7 FIAE B LR 4 F1 9 SEQ ID NO:1-3.SEQ 1D NO:
11-16.SEQ ID NO:28-31.SEQ ID NO:36-63F1SEQ ID NO:67-519.7EHF—N 751 , #HEWT I
TL-17A%E G 7 B S AL fift 43 B 36 o T A4 ol 3% 26 7785 4 1) e — A P 1) 58 8 — B lte TR )
AN LR TR K 2 IR U 18 7 51 TR T 1B B iR 55

[0391]  ZAF KB ELTSAYH 1 « 75 VU AN e 4G PR 2 5 3RAF I v [ 7296 FLAR b 7= A8 JF 8 F
ELTSAEH A N FRTL-17AZS S35 PR 6 BT A BE AR SR HEAT 40 B o RIRI32 RS Z
A R IR A94FPER X0 . AnMIR FE T TL-17AZ5 th 2x 25 (A 4 BT /&7 (0. 15-2. 0AU) [ R o /S
PT A EFPOE R bR # B H PGS S A A 0.055-0. 07T5AURIIR OB
[0392]  ZARARIIECH0 43 #T : 28 AR 4 25 T~ A _EHEIARRIELTSASEEG I 45 R (1T 1. 25AUY
WG E) B T 2R 7 71 R i AR ok aE B, FF DAELTSARE U228 D703 58 o 3 J8 A i b
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hIL-17AE H A6nMZ= 8pMI¥] RANFGE BN — i & U S ARG e 4 e 19706282 (SEQ 1D

NO: 1206) F J& 5L St A A BE P %o HE A A 45 o o B R A9 OB T 5% B I ECH01H (3R6) »
[0393] %6 HHELISATE E /it HIECS0MH

[0394]
7 E SEQ ID EC50 7 T4k SEQ ID EC50
NO (M) NO M)
710210 36 1L.1x 107 710703 48 75x 107"
7210241 11 34x 10" 1710708 49 4.1x 10"
710255 37 46x% 10" |z10710 50 54x 10"
210257 38 6.7x107° 210718 16 51x 107
710433 28 94x 10" |z10728 51 53x 10
710459 39 47x 107 |z10745 52 6.8 x 1077
710462 12 34x 1077 |Z10756 153 6.4x 10"
710465 40 50x 10 1210759 54 6.7x 107"
710470 41 47x 10" |Z210775 53 5.1x 107
710483 42 40x 10" 1210778 56 4.7x 10"
210508 2 3.8x 1077 210779 57 57x 107
710529 43 64x 10" 210800 58 6.4x 107
710532 1 3.6x 107 |Z10807 59 6.0 x 107"
710534 13 41x 10" |z10844 |60 7.5x 1077
710550 44 79x 1077 |Z10857 61 4.5x 107"
710565 45 38x 10 |Z10858 62 52x 107
Z10566 14 55x 10" 1210859 31 6.9x 107"
710675 15 3.6x 107 [710863 3 45x 10"
710676 46 40x 10" |Z10914 63 5.1x10°
710690 47 59x 107 |Z06282 1206 5.0x 107

[0395]  sKita {516

[0396]  TL-17AZ G 7RI 5 — A SO R Tt A £

[0397] RS , AR b S e 4614 A A 1 A A B AL AT SR IR 5
AN TL-1TAZE B 77844

[0398] A R}FITTIE

[0399]  SCHEB U« S & 2 T SRt 9] 5 i $R 9F R AR TL- 1 TAZE & 2K 1) 7 31 o 728 ()
SCHEH, WA JE T ECH0 43 B 7R 37 P i R I AR A4 (1) Z A8 4 1 B kg (36) , 1 S it 191 4 A5
Hh 3R P B T AR A R 793 ST B e 1) 1 37 B ) i G IR R i 145 o DNABE LA FH
ZMA A, FEADNA 2. 01T T o B0 A 5 g S L R 13 2 10 40 B AT LA 1) e 1 A2 BA R
147bp: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
TTT A-3" (SEQ ID NO:1249;FEALA 6+ 7= SINNN) , 3 R il 1447 s Xho T FiSac o £E
KT TG SO R R SRR R A I B R  A  BREZ 0 SR 64 ] AR R SR R B
(11141825, 28F132) FITAME B2 IERAL E (9.10.13.17.24.27F135) o T3 19 B8 3L
RFH3.9x10Fh A5 4k

[0400]  SCEAA R  BE AR b An s it 5] 4 vp 5 M) 4 S (B LA BA R 40 B 4R 7E0 . 511
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AR 2% Hi % M L L0ng/mI Y IR 2 A11000g/ml 24+ 5 85 R I TSB-YER; SR B h i 37 4
[0401] 1 I 44 fi 28 VAL FK) A1) 5 « 70 5 L H ] 88 A0 5 Wk TR S 2 1R Wk T A ik 25V o ok B S,
B2 TR ST ) B T A R A B R T0 L 5 TR KM FE 5 2 % i & HF . 10ug/m 1 JY R 2 A
100ug/ml 2% 75 85 R I TSB-YERG 3R He v o B3 MI7E 37 C A K, EL3I0De00i5 0.6, I HAR G
13 FHB x BE /R ik B ML 3KO 7 4 B Wit B AR I L 2983 m 1 [ 5 5= 4 , FFAE37 C W B 40min o 8 it B 0
s b 4 TE , VA AR T A 78 A 100ug /ml 2R 5 H 3 . 250g/ml R IRE Z A0 . ImM
IPTGIYTSB-YER; Fr 3k, I AE30°C A K 18h AER F2 2 ) , il It L4, 000g B 005 ZH Y TIE »
FF HLI 5 £R B8 A 8% 7 2 v % 0 A A AL S e 461 1 HP 8 38 19 BAPEG/ NaC LU SE PR IR i 38 9
VA AR T PBSAIH Il o 15 05 B 1A i 28 Wi 47 T-80°C, ELRIEE P A .

[0402] 7. ST, B R

[0403]
Z RHaT i | AL REAREE) BE B K| e
SABEE H
9 A ; 171
10 D 1 1/1
11 A.D. E.F. G. H. I. K. L. M. N. |17 117
Q. R. S T. V. W
13 A 1 1/1
14 A. F. I. L. M. V. Y 7 1/7
17 A 1 1/1
18 A. D, E. F. G. H. I, K. L. M. N. |17 1/17
[0404]
Q\ R‘- S\ V\ W\ Y
24 W 1 1/1
25 A. D(50%). E. F. I. L. M. V. W, [l0 1/18. 1/2(D)
Y
27 W 1 1/1
28 A. D. E. F. G. H. I. L. M. Q. W. |12 1/12
Y
32 A Dy E. Fv G. Hy Ko Ly M. N. Q. |16 1/16
R. S T. W. Y
35 R 1 1/1
[0405] Qi

[0406]  SCHEA AR : BT HA W UE L i 45 SR PRI — L T L-1TAZE & 24844 (S f915) Sk it
B ST o eI SCEE R B AR ISP 3. Ox LOCRh ZA8 44  7E #4402 K W AT THER27 3840 i 2 Ji
tﬁﬁiﬁiﬁaﬁﬁmiﬁmiﬁﬁfﬁl Ax10°FhEEALFE o

[0407] S )28 fii il 3ok 0 e 96 6 Ak MR AL 4 2 1 10 S B 2 31 A5 R e L ke it
ST SCEELL R S SEBR SO N R 7R A2 A AT I o DR M B B AR T TL- 1 TAR ¥ 7
SEA W A ST
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[0408]  sEJiti 57

[0409] K 38 — AU 28 AR 1) 106 55 i e R R AE

[0410]  AHR}FITTIE

[0411]  TL-17AZE & 778 A4 1) W B4 J s e 9 < S8 8 T h TL— 1 TA QI SE it 48] 1 Hh R 24T A 4)
FA S S it 4616 H AR A B ) 2R AR o 1 B8 AU, AR A s a4 5 FE A 1)
BEAThIL=-17ABEAT WG B AR R 7R 16 3%, (AT AR B4 o (91 0 L« AERT AE 5 VR BRAE [ AH 1#EAT e
Pe oI AM2 : VR BRI I ) Y AEEFR 1 1 8560min S5 10minEL 55 Imin AIAEPG FR2 . 3 A4 () 55
30min. ZEAminBLE 1070 Qs ] | Hp R IR , 7RI T R I FE 2 G 7ESAZR L3R SRR T A
A A A3 < AE [ A PR IRIE] , BEAE U FE 2 BT B ISR AESARR |-

[0412]  fER8 IR T IL PR ARME AL T , MBI 1 76 VA VR 1 e 8 A2 [ AH b 1 3 8 T
(1) 22 5 LA S AERE Fa B AP Hp 28 50 P e I 40 S A 5 RT3 0 40 5 38 YR B0 A5 () 368 T 7= 4%
Yo

[0413]  JEEF 1 () HIE -6 45 70 76 55 — BRI MER , SEEEI 2 Bk 30E (1-18
6-1) , FEPER3H 8N HIIE (1-1-156-1-1) , MIAEEHAP 16D PE (1-1-1-1F6-1-1-1) /£
ImindHA A FHPBST 0. 1% BEATHEER SR, Hoh — MR AETE PR3 h LB 2-1-1 . 3-1- 1 Al
5-1-1HHFF4E15min.

[0414]  FEMEERAY B fa —IREEHR G, 4k A5 HUIE (1-1-1-1.1-2-1-2.3-1-1-1.4-1-
1-1M15-1-1-2) KSAZR B IEEE AR B 50 NP LRI BRI R B 38 — A 4 51
WGk T A SR, 1T 55 50 0 A e IR T A SR 2 i 28 I3 206 ShH ] (1 e 35k o a5 1 b fE A
(), 48 2R -HC 1 W pH2. 236 i 45 & O W TR A

[0415]  JEAC b sEyita 49 L op AR I, BEAT AR PR P T8) Wk B A4 SR T 47 1

[0416] 28 MEE — B A S FE M PRI ME
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[0417]

B |2 B RagLES | K|k £ 6|1 min|15 min|~65 h % |it # F

i wBEYE | A | FM(min) |[REG B K %k 8 k(%

WS | (pM) R RE $#

1 1 Z1ib006IL-1 |12500 |60 3 - - Y
TAIL

1 2 Zlib006IL-1 [12500 |60 3 - - B
7AI

1 3 ZIib006IL-1 1250 |60 3 - - Bk
TAI

I 4 Z1lib00611-1 |12500 |10 3 ’ - 48
TAI

1 5 ZIib006IL-1 [2500 |10 3 - - ElA8
TAIL

1 6 Z1ib006IL-1 {2500 |1 3 - - 48
TAIL

2 1-1 1 5000 |30 6 - - prsd g

2 1-2 1 2500 |30 10 - - Wik

2 2-1 2 1000 |30 10 - - prsd g

2 3-1 3 100 [30 10 . - Wik
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[0418]
I |k B kg AR Rk B 6|1 min[15 min|-65 h k|t B F
# ®BEHREH | A |Mmin) (BFK KT QR G R &
o B A& | (pM) RE | RE #
R

2 4-1 4 5000 |4 6 - - 48
2 5-1 5 250 |4 10 . " 48
2 6-1 6 250 10.17 10 - - B4
3 1-1-1 1-1 500 |30 15 . " R
3 1-2-1 12 50 (30 15 - . VR
3 2-1-1 |21 25 30 14 1 " R
3 3-1-1 3-1 5 30 14 1 . Vi
3 4-1-1  |4-1 500 |4 15 ; " E48
3 4-12 |41 50 |4 15 - . B4
3 5-1-1 |51 25 4 14 1 " GE
3 6-1-1 6-1 5 0.17 15 . . B4
4 1-1-1-1 [1-1-1 50 |30 20 ; = R
4 1-1-1-1X | 1-1-1 50 |30 20 - 1 YRR
4 1-1-12 [1-1-1 5 30 20 . = R
4 1-2-1-1 |1-2-1 25 30 20 - - VR
4 1-2-12 |1-2-1 5 30 20 ; - KR
4 1-2-1-2X [ 1-2-1 5 30 20 - 1 VR
4 2-1-1-1  |2-1-1 0.5 |30 20 . - R
4 3-1-1-1 [3-1-1 0.05 |30 20 - - YRR
4 3-1-1-1X | 3-1-1 0.05 |30 20 . 1 B
4 4-1-1-1  |4-1-1 50 |4 20 . - B0
4 4-1-1-1X | 4-1-1 50 |4 20 ; 1 48
4 4-1-2-1 |4-12 25 |4 20 R : Bl 48
4 5-1-1-1 |5-1-1 25 |4 20 - E 48
4 5-1-12 |5-1-1 05 |4 20 B . Bl 48
4 5-1-1-2X [ 5-1-1 0.5 |4 20 5 1 E 48
4 6-1-1-1 |6-1-1 05  [0.17 20 . . 49

(04191 JE7ESE S W I T « BREUCR 9 AN [F) 9 35 R B0 1 S o s e T 00 o B R - sk
Jita ] 1 A AT DR A B S AR B 4 A

[0420] 7R AAREL TSARRI% « A TL—17ASE — RS P I BRI ve b B LR B 5 248 44 (i
FESE T P AR (19 4 08 R 728 R ABDRL A 2 1) (1 R T ¥, JF an s i 49 1 b H A i 7E 85 97
A K FE A S 9 1 e R IA K HEAT R R B T VR A& FIELTSAf# % , (2 L A3 LA R A
BAE A AL BLO . 2nMERO . 33nMIP) I SEAS FH AR A HTh IL-17A M Sh2: ok B 55— RS
[ P rp % 5E (I 274844710241 (SEQ 1D NO:11) i J& BT 4% 4 FHAERR %5 B] L 3% L3 i 7
PBST 0.05 % [ 4 Ja] 5 A2 B 7= AL 25 1 0 R

[0421] 7B KIIECS040 1T « 81— R B TL-17TALE & 724544 28 7 0 52 i 4615 b Rk 1 45 FHEL T SA
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X B ATb-hTL~17AR) R BRI RZ I 4T o LA LOnMIPI I BE AR I AE P 2= AL It 22 11, 91 HLBA
1: 208 R )\ IR, I I A2 DAL S R — Yk L 218 pM. A A T 7ttt B, 38 I 5 72780 A iy AN T
B SR R 2488710241 (SEQ 1D NO: 11) F) JE JFRE S A A B ek o HE s A0 4 o A P
GraphPad Prism 5AIHEZR VLRIV 43 #r £ 4 3F Hat HECS0(H .

[0422] 4EER

[0423] Sk 8 A CUER T L-1TAL & 78 R 1) 1 T A s e 5 - 72 % BB S 4G R
ST LA PATHIE BT e B e BRI IE 7R 0K BT L e PR [H) e 25 1 A BEAE v
B [ AH BT 75 A A

[0424] 305 < X Bl ATLBRER 1) 5 B I 7 o R — > BB 2780 Ak s i 461 1 Hp R AR R A U 5
B 7t o 0T THORET I MU I 2 AR 4

[0425] X T-7£ T SCELISATH I [ 704 Fh e R IS K , 58 SR B ik I K 28 A i) A ik
5 7 3 AE B L MU 31 2 P 35 312 SEQ ID NO:5-10.SEQ ID NO:17-27.SEQ ID NO:32-35.SEQ
ID NO:64-66F1SEQ 1D NO:520-1199. fERE—NFFIh , HEWT IR TL-17ALE A 2 77 AR LS Tt
AR TR HE 36 o Tl AL) R I L 778 A (1) 5 — N P (3% 56 2 = R R 1 49 E R BRI R K 2 K1Y
AR 75 NFRIETIE R R 55

[0426] 775 A& B ELTSAYH 1 « 75 VU AN e 648 1 2 5 3R A5 b [ 7296 FLAR 7™ A FF 3
ELTSABF AThIL-17AZE GE PR o 6 B A BE D LBRELR SERE #E4T 5541 o« R I TH9 PR 1K 2745
AR T04F AR X0 . 2nMERO . 33nMIR TR TL-17AZS H 2x 43 1 0 BE BT &7 (0. 22-2.. 2AU) (1) B
%GR T AT A B HUE N T R AR AR BIBH M5 5 o T AR AR R PR AL, 2 (A 6 BRI P 25 iz
K0, 11AU,

[0427]  ZARAKRRIECS0 0 #T : TL-17ALE A 28R B4 25 T PA_EHEIR FIELTSASREG b (1) 45
(778 4k B v TP PR B 210241, SEQ 1D NO: L1 NEZS IR O ) SRk £, 3 sz it 4515
R LLELTSAM% 028 P 8B i o 40 IR 13 B I F v S5 e AT T % B ECS0{H (3R9) -

[0428] 29 FHELTSAN & 2 it HEC50M4

[0429]
7 Bk SEQ ID EC50 7 T4k SEQ ID EC50
NO (M) NO (M)
712059 17 53x 107" |z12211 22 4.6x 107
712060 5 51x10"  |z12212 64 7.8x 107"
712073 18 43x107  |Z12256 23 47x 10"
Z12078 8 52x 107 |Z12264 10 3.9x 107"
712081 6 56x107"  [z12275 24 42x 1077
Z12115 20 42x 10" |212285 65 9.1x 107"
712163 9 50x 1077 212439 66 6.1x 1077
712180 21 3.7x 107

[0430]  SEjiffs]8

(04311 RREATL-17ALE & 7R FAER AR SMRAE

[0432] BRI AT

[0433] 41 Sz 9] 2 83 BEAT B A N- K 3 Hi se— R i 228 44 ) V. 50 [ AP A2 o il ik 52 5
WA His6-710532 (SEQ 1D NO: 1) S E A7 B 25 DA E 7= A — Fl 5 4N AR 4K H i s6—
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215167 (SEQ ID NO:4) Hiss~Z15167 (1) A LA Fouf T HAth 228 AR R (1 SRk HEAT -

[0434] [ — Ak (CD) i S #r : ZEAL M HI se— AR ZE I ZABARAEPBSHH 45 44 B 220 . 5mg/m1 o
X T B — FhR R 24844, 7620 C RS AE250-195nmAb ICDIEE o F 46, 34T 7] A8 i il &
(VIV) AR AT (Tm) o ZEVIMAT , 72822 InmAb MR G, [R5 36 B AS °C/mi n i i3
R 20 CHEE A90°C AEMNIFEFE 2 G AE20 CEIRAZF B CDIGRE , A 72 2284 ) SR 37 B B
J1.4EJasco J-81043VtfmPRit (Jasco Scandinavia AB) L A# A B A 1L ML &
M#E47 CDIN & .

[0435]  TL-17%45&ELISAGTIE : K96 7L X MR (Costar, 3690) ££4°C FIZEPBSH LA 1ug/m1 ]
hIL-17AVAS0u] /LI AR FR AR It 4 7 20 B 24 R R AR AE B SR AK e BE P vk 9 HLAR J5 FHIPBS
+2%BSA (Sigma) B 2h.7210241 (SEQ 1D NO:11) FEARAEY 3T HLUA3fE# R 251 (300-
0.005ng/ml) HEAT I & , F¢ H R HARZ A8 44 LLABRAS [F] 1) BB 8 N 22 B0 45 R EL T SAAR (50m1/
FL) » HAERTHF & 1. 5h B AR AE H BHELTSABE S A% Hh e 4k, I Hds in2ug/ml (Goul /L) th=¢
T-ZHAK AL B LhZ 5, BRI, 31 ELIE 5001 (1 205 BE50004% (1 31— 111 2 TgG-HRP (DAKO) ¥
IR BRAL AL N F— /NN I B BEE < fa , FAR HI5011 TMB (Thermo Fisher,34021) /4L
BT B HR R FI50u] 2M HaS0usR 281k  7F ZARIC B (Victor® ,Perkin Elmer)
BLHUAR o

[0436]  Biacored) 175¢4 Hr : B8 NS IL-1TANF 27 BhHi se— IIARZE I 225 4K 1K) 5 172 0 B
(konFHkore) FIZE A 77 (Kn) ohIL-17AH% [ 58 £E i b H OM5.E 3R [ (GE Healthcare, H3g 'S
BR100012) F A I ZEME (dextran) 7 b o MR i i 1 0 S840 FH R AR IBRAL 252 IOBE LA A2
{# FHHBS-EP (0.01M HEPES pH 7.4.0.15M NaCl.3mM EDTA,0.005% v/v# 5 455P20,GE
Heal thcare, H 3¢5 BR100188) {E a7 2 MRHAT 8 52 o A6 E 1 — AN T8 11 3 170 4
AT FHAEAE 73 S e N JRTE  28 3 o AE 8 J7 57528 v HBS-EP AR Ig 4T 2 il , B sl
HZ Y5011 /ming K AT, BN ZAR 4R & H AEHBS-EPZE (i -h A0RE 28 243K 5 2 100nM, 20nMAH
AnM, FE3E ST Amin, B J57EIE AT SR i 25 8min. 7E8minfif B 2 J& » FH2IR {4+ 10mM HC1 H
A R . B S1R i BUd FBiaEvaluation®# 444 . 1 (GE Healthcare) ffLangmuir 1: 1457
FEIRER T B

[0437]  BiacoreZS & HF R #T : fEBiacore 200014 H 43 Hr 3FHI s6- AR ZE I TL-17A
L5477 4K (710508 (SEQ 1D NO:2) \Z10532 (SEQ ID NO:1) 1715167 (SEQ ID NO:4)) HhIL-
17A (SEQ ID NO:1226) \hIL-17F (SEQ ID NO:1228;R&D Systems, H %5 1335-1L/CF) Al A
KIL-17A/F 5 584K (R&D Systems, H 5%t '55194-11.-025/CF) {40 BAE ] o 5 3R ASIH (9 TL-
1 7B A4 3] 52 75 CM50s Fr 3 THI ) R AL 0 SR )2 b i vt st mp o R0 611348 7 140 7 e e FH e A BBk
2 [ RLUA B AT FHHBS-EPAE ARG AT G2 MU AT [ 58 o 7585 b — A0 208 b 22 10 B it A4 AT
Kg FVEAE S Hr e N RIE  25 ) o FE2E A S B0 , HBS-EP FIEIE 1T i, Hin sl 2
5001 /min oK M, BNZAS AR 55 [ ZEHBS-EPIE AT 28 Pl b 6 B 8 449K & 9 4nM., 20nM, 100nM
A500nM, JFyE S 4min AEMEE 15minZ 5, 4R IES 10mM HC 1 F A R . i H
BiaEvaluation®X o Hr 4

[0438]  NHDFJU5E HoAF TL—17TAYE S TL—6 7 A (1) BEL BT « AR |- S it 9] 3 o iR Jd e TL-6
R3S PEELTSABEATNHDF U 52 52 & 181 5 2 FESRIG I AT — K, BLLOOR T KE5000 41 it/ FL =
TR X 96 FLEEFRMR o 75 T2 I8 24K, 36 A TL— 17 AUr S 12 738 42 1) s R A0 2 b F) 96 FLAR v 761
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% HGLFARIEAL 0. 9nM hTL-17AF$E 373 1 BL = F5 25 35 M 4690nMiE 2 220 . 08nM. fill & T
hIL-17ARIFRAERT 22 (6.2-0.0001nM) BA KA 5 B AT0.9nM hIL-17AR) 3 77 2L B0 R i 35 5%
FEM IR
[0439] 458
[0440]  CD43# : % B AT Hi sebn 21 T L-1TALS & 248 VR 52 I CDYG I R , B — P AR A E 20
‘CHA a- W2 450 o Ho P B E AR BRI (Tm) 18 T AR 3R I & 1 45 FOR TR 109 XS TL-
VTAZE B 778K, A8 N EE 90 °C 2 BT A I I & () D i 8 Bk, B2 3 ] Wi 47 &
[0441]  JERELISAD BT IL-17TAS & B8 /7 - FEELTSATNE rp i 8 5k B 55— M85 — e e 11 4
I se~ IFRZE [ 284K 73 F 45 B TL-1TAR B8 77 o 45 R A B 3 4k iR N 548K 7102414
Lbss AR IE .
[0442]  Biacoredl] /757 4 Hr « Sk A0 F5 [ 2 I T L- 1 TARY SR T Ly S ASRNIR I 228 4k
fEBiacore ¥ 2% i 0 Hr 28 FhHi se— INARZE M TL-17AZS & 7284 5hIL- 1 TAR A BAE 8 i 1 :
LAHEAE ALY, 284K 5hIL-1TAR 456 30 775 230 (Ko ka (kon) Fllka (kote) ) T HAN/ER 1
Hzg .
[0443] R 10: fEHEIRE (Tm)

Z T RH a ; 7z x .
(o444] Gl "s“Eanli NgJ Tm (C) | 2479 SEQ 11:)?i Né? Tm (C)

His6-710241 1 48 His6-Z1208 6 50
1 | '
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His6-710433 | 28 56 His6-Z212115|20 51

His6-710462 51 His6-Z1216 54
12 3 9

His6-Z10508 54 His6-Z1218 51
2 0 21

His6-Z10532 | 57 His6-Z1219 | 45
1 5 32

His6-210534 |13 41 His6-Z12211 |22 49

His6-Z10566 14 51 I(;Ixs6-Zv1225 3 47

His6-710675 15 52 5[136-2:1226 10 54

T e

His6-Z10681 29 52 ?186 71227 4 46

His6-Z10718 16 48 ?‘156-21228 25 45

[0445] | His6-210722 30 51 ]9{156-21228 133 51

His6-7.10859 31 52 5[136-2:1234 2% 49

His6-Z10863 | , 51 His6-71248 49
3 i 27

His6-212059 17 50 18-{156-2124‘9 34 48

His6-Z12060 | . 52 His6-Z1252 51
5 5 35

His6-212073 | . 49 His6-21263 50
18 4 7

His6-Z12077 | , ~ 52 Z10241-His 47
19 P 11

His6-Z12078 ] 51 His6-Z1516 |4 57

’ 7
210199 1217 56

[0446]  BiacoreZ & i B AE A G IL- 17K R 1 RS 274844, fEBiacore
ACES I3 P se— AR ZEMI TL-17ALE & 727844 (210508.710532f1715167) HhIL-17A,
hIL-17FFIhIL-17A/FIIZ5 A o R0 E R ECARE 2 KP4 3 A TL-17A IL-LTFRITL-17A/FIY
657RU.97TRUFNITTORU . Fir A MR 22844 s 5 NSRIL-1TAR 45 5, H 5 TIL-17TA/FIZ5 5 5L
55, MAR R B S5 IL-17TFI 254 o B4 R 7 I8 25 ok B 25 1 3R 10 1Y B2 B 431 it
25 0715167 Bonxf ASETL-1 AR e R4 il 2% o

(04471 NHDFJE H TL-17A1F 5 TL-6 7" A (1) BELIKT - ZENHDF U 52 Hh 5346 >k FI 85— A1 88—k
SO (1) ZEAK T se— AR 28 10 278 A4 FE T TL- 17 A5 S0 TL-6 " A [ 68 77 o 5 [ NHDF I 52 1) 25
RN, P Dl il G0 5 W ES & YIHL se—206 28 2 FH EL FLAT Y IN I TL- 1 7TA%RE 7 1
BELWT B8 77 - 7SR 1 3R — RO SC R — R AV AW R g 1 R T s, IF BLAT
AT ST H R TCS0E R TR 12

[0448]  F11:281K 5hIL-17TA% & 15h 115255
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[0449]

[0450]

P K] Z E 4§ ki (1/Ms) ka (1/5) Kp (M)
SEQ 1D NO

His6-210241 | 11 52x10° 12x 107 22x10°
His6-Z10433 | 28 4.7 x 10° 3.1x 107 6.4x 107
His6-210508 | 2 5.1x10° 2.0x10° 4.0x 107
His6-7210532 | 1 6.2 x 10° L5x 107 2.4x 107
His6-Z10566 | 14 6.1x 10° 5.7x 107 93 x10”
His6-Z10675 15 5.7x 10° 1.1x 107 1.9x 107
His6-Z10681 | 29 6.7 x 10° 35x10°  152x10°
His6-Z10859 | 31 5.6x 10° 6.8 x 107 12x10*
His6-210863 | 3 8.3 x 10° 25%x10° 3.0x 107
His6-Z12060 | 5 7.5 10° 3.3x 107 43 x 107
His6-Z12073 | 18 4.9 x 10° 1.2x10%  |23x10°
His6-Z12077 | 19 6.5x 10° 2.0x 107 3.1x107
His6-Z12078 | 8 4,5x 10° 8.1x10™ 1.8 x 107
His6-Z12081 | 6 6.2 x 10° 3.8x 107 62 x 107
His6-7Z12163 | 9 7.3 x 10° 1.6 x 107 22x 107
His6-Z12192 | 32 4.6 x 10° 5.6x 107 12x10%
His6-Z12211 | 22 58 x 10° 1.4x 107 2.4x 107
His6-212256 | 23 3.5x10° 12x 107 3.4x 107
His6-Z12264 | 10 6.0 x 10° 55x 10™ 9.3 x 107"
His6-Z12275 | 24 52x 10° 1.1x 107 2.0x 107
His6-Z12283 | 25 5.5x 10° 1.8x 107 3.3x 107
His6-Z212289 | 33 62 x 10° 3.3x10° 5.3 x 107
His6-Z212344 | 26 7.1 x 10° 6.6 x 10™ 9.2x 107"
His6-Z12481 | 27 52 % 10° 8.9x 10 1.7x 107
His6-Z12498 | 34 6.0 x 10° 2.3x 107 3.8x 107
His6-Z12522 | 35 7.1 x 10° 44x10°  |62x10°
His6-712634 | 7 6.9 x 10° 43x10° 6.3x 107
His6-Z15167 |4 1.3x 10° 1.4x 107 1.1x 107

F12: AT TCH0(E
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aHH Z TR H|ICS | 54 Z K4 &|ICS0
SEQ 1D | (aM) SEQ 1D | (nM)
NO: NO:

His6-210241 |11 5.3 His6-Z12081 |6 8.1
His6-Z10433 |28 14 His6-Z12115 |20 3.0
His6-Z10462 |12 6.6 His6-Z12163 |9 7.0
His6-Z210508 |2 5.7 His6-Z12180 |21 43
His6-210532 |1 6.4 His6-Z12192 |32 28
His6-Z10534 |13 6.5 His6-Z12211 |22 2.9
His6-210566 |14 9.6 His6-Z12256 |23 4.4

[0451]  |His6-Z10675 |15 53 His6-Z12264 |10 4.4
His6-Z10681 |29 25 His6-Z12275 |24 4.8
His6-Z10718 |16 28 His6-Z12283 |25 6.9
His6-Z10722 |30 35 His6-Z12289 |33 18
His6-Z10859 |31 26 His6-Z12344 |26 4.8
His6-Z10863 |3 8.5 His6-Z12481 |27 3.0
His6-Z12059 |17 3.7 His6-Z12498 |34 11
His6-Z12060 |5 7.9 His6-712522 |35 10
His6-Z12073 |18 4,0 His6-Z12634 |7 9.8
His6-Z12077 |19 5.5 Z10241-His6 |11 33
His6-Z12078 |8 4.5

[0452]  sCafs]9

[0453]  TL-1745 45 7-ABD-ZZ BRI =4

[0454]  TL-17TANEAWASZARLE G 07 s B [F SR AN DR+ AR HED, OS5 AR A H A E
I TL-17A%ZE & 728K I TR TR0 10 22 IR G B A8 — AN BB 2R 88 40 1) 22 JIk 5 A S B I 11—
LTA S IA 1 FH TS v e A7 A A5 DA A% CZ- [L1]-ABD-[L2]-Z 5 A EEH 4 &
S5 I8AAAPPO13 (SEQ 1D NO:1224) Bl I PE 2RI 22 IR — A e, Hop [L1] A [L2]
NAEZFIABDHE 73 4 S ek

[0455] ok} Ry i

[0456]  H A AE [LL] AT [L2] K K FER) Z- [L1]-ABD-[L2]-Z % IR I I ba F% « 8 P fu
Turbo DNAZ AW (Agilent Technologies, H 3% '5600254) i [F] 5@ 1 51904 18 1L PCR A SC
PERAKPAY025924 1706282 (SEQ ID NO:1206) <Z10241 (SEQ ID NO:11) #1210532 (SEQ 1D
NO: 1) fRIDNA . i3 /8 F TADNATE 32/ (Fermentas, B 5% SELO011) 78 =/NFi J5 1 vo i 45 B rh
W GBS B — N F 2 O DNAE 422 31| 2 38 HARpET26b (+) (Novagen,Madison,WI) d1, /=427~
[L1]-ABD-[L2] -ZH#J 244 . 4853/ HB 43 FR DNATE i 2 b5 2L AN [R5 E (19 (GGGGS) w T (1) 24
A4z S HIDNA 25, T 38 S R 1] 1A P UIDIEEASE o B R0 B A 2 00 1) ) A A4 Z - [GAP-
(G4S) n=TST-PPO13-[GT (G4S) n—PR] ~Ztttttttst, Hop B — sl 1-4, Fi7E R 137 34—
BRER

[0457]  F13: L ANEIRY [L1] AT [L2] K 5 ABDRR & 11) — SR AR 248 44

[0458]

TR SEQ ID NO | Z-[L1]-ABD-[L2]-Z%Jik

ZAZ3174 1233 706282- [GAP- (G4S) +~TS]-PP013- [GT- (G4S) 4~PR]-Z06282
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ZAZ3175 1234 706282-[GAP- (G4S) 3-TS]-PP013-[GT- (G4S) 3-PR]-Z06282
ZAZ3176 1235 706282-[GAP- (G4S) o~TS]-PP013-[GT- (G4S) 2-PR]-Z06282
ZA73236 1240 706282-[GAP-G4S-TS]-PP013- [GT-G4S-PR]-Z06282
ZA73237 1241 706282-[GAP-G4S-TS]-PPO13-[GT- (G4S) 2»~PR]-706282
ZA73220 1236 710241-[GAP- (G4S) 4~TS]-PP013-[GT- (G4S) 4+—PR]-Z10241
ZA73221 1237 710532-[GAP- (G4S) 4~TS]-PP013-[GT- (G4S) 4+~PR]-Z10532

[0459]  gmpdza#ss—[ (1) - (G4S) n— (IT) J-PPO13-[ (I11) - (GaS) n- (IV) ]-Z#####K DNAH 1]
B it S s AT 40 ) FHIR il P N TR As I (D) Spel (IT) \KpnI (I11) FSacIT (IV) Z&fi# .

[0460] B &/ [L1] 423K 197 [L1]-ABD-[L2]-Z 2 JIK 1) WP b B « A FHARHE 4+ A4 5
FAR P A gL 5706282 (SEQ 1D NO:1206) {H B A e /MEz3k (L1 A AN R 2R
DNA o FH 8 IR 7R 1A 4 A 1 A4 244 S 20628 2-VDGS-PP0O1 3-GT- (G4S) n—-PR-Z06282, FI I #E £ 14
H— R EN .

[0461]  ffHIPfu Turbo DNAZE-A B [FAE 1) 510 8 PCRYT 3 4w A5 212876 (SEQ 1D
NO:1218) .Z14253 (SEQ ID NO:1219) .Z14254 (SEQ ID NO:1220) F1Z14255 (SEQ ID NO:
1221) (G #IAHR 710241 (SEQ ID NO:11) \Z10532(SEQ ID NO:1) .Z10508 (SEQ ID NO:2)
1710863 (SEQ ID NO:3) , {HLAZ HLER R FEAE T AN 2 VD 46) (R R (A i at ff T4 DNATE$%
B 5 = ANBE Ja ) SE R D IR B — b BOGE R R RIS B pET26b (1) H, = A2 Z-[L1]-ABD-
[L2]-ZH Ak o 3 AR E o AW 2R AR I 58 s 75 A8 3 — AR AR 42 3k 0 B b =N 36
A3 [RIDNA o B 26 38 B0AA 2 5 (1) 1) S 44 g 2t — [VDGS] -PPO 13- [GT-G4S-PK] - Z#tH I Z 4~
[ASGS]-PP013-[GT-G4S] -Zat# , AIA/E R 14h H— B8 21

[0462] 1428 HH B/ M [L1] 32k 5 ABDR A 1) — IR AR ZAZ 4k

[0463]
SEQ .
2R D Z-[L1]-ABD-[L2]-Z % Bk RE
NO

ZAZ3234 1238 | Z06282-[VDGS]-PP0O13-GT-G4S-PR-Z06282
ZAZ3235 1239 | Z06282-[VDGS]-PP013-GT-(G4S),-PR-Z06282
ZAZ3269 1242 | Z12876-[VDGS]-PP013-[GT-G4S-PK]-Z12876 | R117K
ZAZ3270 | 1243 | Z12876-[ASGS]-PPOI3-[GT-GiS]-Z12876 | \ooe DSOS

< - Al16P. Al17R
V59A. D60S.
Al16P. Al17R
V59A. D60S.
Al16P. Al17R
V59A. D60S.
Al16P. Al17R
ZAZ3363 + &
ZAZ3422 1247 | Z15166-[ASGS]-PP013-[GT-G4S]-Z15166 A Z14253 g
F 44 D25A

ZAZ3363 1244 | Z14253-[ASGS]-PPO13-[GT-G4S]-Z14253

ZA73364 1245 | Z14254-[ASGS]-PP013-[GT-G4S]-Z14254

ZAZ3365 1246 | Z14255-[ASGS]-PPO13-[GT-G4S]-Z14255

[0464] A\ RIS H E 1 S L R Ak
[0465]  R:ig% R KWAATEBL21 (DE3) 41 (Novagen) FIAL & —Fh 4 H Z-ABD-Z 2 Ik 1 &
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DAL B Bk 44k , 37 7E.37 CAE800m1 B 1000m 1 [ #h 78 50ng /m1 - AR #5 ZR [ TSB-YES, 57 K&
SR N T B S ER AR, E0Dsc0 =21 , B INTPTGE &R N0 . 2mMIE A 55 3= ) 4037 'C H
5% B 5h JH I B O GR AN .

[0466] TL-17A%Z5 45 7-ABD-7Z 2 Bk 2tk ¥ A B vive ¥ B T #h 72 Benzonase®
(Merck) FITSTZE M (25mM Tris—HCL.1mM EDTA.200mM NaCl.0.05% Tween 20,pH 8.0)
HH o Bk PR Ak R T T 4 P A e O T S, R R 3 VR R T A B TR R A
[l 5& A BT -ABDEC A& (PN 3 7= AR 1) O AE b o 7E FHTSTZE PP FISmM NHaAc pH 5. 5% Ml BE ¥4
ZJ5, O IM HACHEIRZ-ABD-Z 2 ik o« 45 2. (ACN) BA10 % I 3R FE R INE Bl i 2 43, 3F HL
W RE 5 B 9 26 T 5% FHRPCIAFIA (0. 1% TFAL10% ACN. 90 % 7K) “F#i ¥ Source 15RPCHE (GE
Healthcare) . 7E4E FIRPCIE FIALL IR L 5 » 45 & W B FH ARPCIE A ZIRPCIE B (0.1 %
TFA 80 % ACN 20 % 7K) F 28 VA6 5 e 10 o £ 75 21 ) Z-ABD~Z 22 Ik 1) 2% 43 i 1k SDS-PAGE 3 #7 2K
Y LA AERPCAEAL 2 J5 , Y 2% P AT B Sephadex G-254F (GE Healthcare) &2t A
PBS (2.68mM KC1.137mM NaCl.1.47mM KHsPOs.8.1mM NaoHPOs,pH 7.4) o5t )i, Z-ABD-Z48 44
1 EndoTrap 4L F: (Hyglos) FALLLABIRIA H R 4 &

[0467] & [ 9 B it 33 15 il NanoDrop“ND-100043 66 B+ I8 £E 280nmAk I it B A1 4%
H & A6 RECKR 2 - 0 2% 507 5208 Yo (A1 SDS-PAGE 4 #4615 , JF il ik L.C/MS 43 #r
S AE S A Ptk ) Z-ABD-ZAZ A 1K) B 473

[0468]  4E

[0469]  #5FRAIZIAL : 5 ABDRER A 1K TL- 1 TALS & ZAR MR AT K W AT 18 v 3R 18 N T ¥ 1 2 IR
W o B — Pl 24 85 1 1] 1R SDS-PAGE 43 T 271 , 1% S8 B 1 il o BT R TL-17A%5 &
7-ABD-7Z2 K o I iEHPLC-MS 73 R AUE 52 B — FhZ-ABD-Z 2 JIK 1) IE 8 B 0 R o3 F =

[0470]  SKJEf]10

[0471]  7-ABD-722 JIK ) V5 fidd 5

[0472] @Ik A7 FHER 8 % B2k 4 1 o » B i e ik £E 280nm A R W Y P B AT W L =, FF
L AT 785 A s SR 8 = P Z—ABD—7. 22 JIR A8 A 342 1P b R VA AR P

[0473]  FARIFNTG 2

[0474]  ¥%7-ABD-7% ikZAZ3363 (SEQ ID NO:1244) .ZAZ3364 (SEQ ID NO:1245) FIZAZ3422
(SEQ ID NO:1247) #EPBS,pH 7.4 #5842, 5mg/ml o« K7 124> B 3kDa i B & (cut—off) [
Amicon Ultra@-Ooid €25t (Millipore, H 35 UFC800324) ZEVEMH AL T 2 AL iE i
PL4000g 5 0> 10min FHPBSHEAT TG Bt o FF W AR 284812 , FF 45 Am L () B — FhZ-ABD-Z 2 Ik i 22
F—H=DAFME O IER B ITH AE20 CLA4000gE4T B0 13-16min, ;= A4 £ Im1 KR 4
Yo MNBE— PRI 4 P H B HH 200 LB i (UREE S D) F T3 — 200, IR G RIAR IO RE S AR R L
FE T HEA O JESS T 4 BILA8—10min  Tmin M1 3min () HE i i [E)A B 0 RS  EY
H# R =R (G AAUREE i 2, 3F014) {3 F NanoDrop®ND-1000 4 366 v 5t Hadd 4 H
WG URRE Al 1 - A7EPBSH R BE 365 L 645 « 1 265 AN 2 44% BE 4T WO B2 152 5. 48 F R 8 19 06 R 8L
1Abs280=0.612mg/ml T+ 5H K & O&F-T B =FiZ-ABD-Z2 BKAHIR]) o BT AR5 R DEAR L
[0475] 45
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[0476]  fE4F— B0 B BB 2 I E 280nmAb A W Y B R S8 MR EE R TR 15 I8
1ot B PR 2 4 ) A A T B B 4K L DR, ZEPBS, pH 7.4, ZAZ3363 . ZAZ3364 F1ZAZ3422(¥]
VAR A 1 9 A /D 60mg /m 1 o ARFR DRV MWt B T iR AR B2 Omg /m 1

[0477] K15 fETEBIRAAZ-ABD-ZFE it Ja IR S

[0478]
Z-ABD-Z %tk | SEQ ID | 38 & (mg/ml) & 2 % B 1) (min)
NO UF1 UFR2 UF3 UF4
ZAZ3363 1244 9.6 21 36 64 44
ZAZ3364 1245 8.2 21 38 60 43
ZAZ3322 1247 9.3 20 35 64 44

[0479]  sEJtaf11

[0480]  Biacore% & IRt

[0481]  AHR}HITTE

[0482]  Z-ABD-Z%JIkZAZ3363 (SEQ 1D NO:1244) \ZAZ3364 (SEQ ID NO:1245) FIZAZ3365
(SEQ ID NO:1246) H5hIL-17AFIE#MEIL-17A (cIL-17A,SEQ ID NO:1229;Evitria, & il
W) 9 HE BLAE FHUA S ZAZ3220 (SEQ ID NO:1236) 5hIL-17AMMEMEIL-17A (rmIL-17-A, SEQ
ID NO:1230;Cusabio, B 35 CSB-EP011597MOV) {48 F{E F#EBiacore 2000 HE4T 7 #r
HSARE [ 52 7E.CM5 5 3 T 1R PR A 1 8 SR 0 J2 o g ity m o AR ot s 8 1140 7 16 PR R A K
12 e B L K AT FHHBS-EPAE iz 47 G ik AT [ 8 « 2R 1 [ RO HSALE 52 7K 4 51 995 3RU
(T ZAZ3363.7ZAZ3364F1ZA73365) F1493RU (T ZAZ3220) o 7E5 A b 19— AL b 2 [ 4%
TR G FVEAE AT e NSRRI 25 (AR 45 55256 v, HBS-EP FIEIE 1T 22 /il , Hiri 3
23001 /min. ¥ ZAZ3363 . ZAZ3364 F1ZAZ3365 7 HBS-EPIG AT 22 il h W e 28 4L WK i 1y
200nM, FF 35 5tmin, B 5 15T TL-17TAZR4E K5 ZA73220 FEHBS—EPI& 4T 28 il T % B 2500nM
2R ST, FFE St Amin, B SIS TL-17TARAR AFh TL-17AR c TL-17A%% H /EHBS-EPI& 4T 42 it
TR R B B E N2 . 5nM. 1OnMAT40nM , 3 7F H A HSA FHEFR K ZAZ3363 . ZAZ3364 F1
ZAZ 3365/ R [H L yE St 5mine fEAEE 10minZ J5 , FIPRIRVESS 10mM HCLH AR R TH A hIL-17A
FlrmIL-17A7EHBS-EPIE 4T 22 Pl b B 22 28R JE 43 511280 . InML 0. 3nM. 0. 9nM. 2. 7nMAH
8.1nMPA £ 2.7nM.8. 1nM.24. 3nM. 72nMA1216nM, 7 £F B AHSA F AR ZAZ322000 i FiF
Wemin. 7 5 ominZ J& , FHPIIRVE ST 10mM HC1 A2 R 1M . HIBiaEvaluation®4 5 #r 45
o

[0483] 4

[0484]  di AEA0 STHSAR R0 -y E 5 Z-ABD-Z 2 I , B G V5 IL-17TAZE 4K , fEBiacoref #5
IRhIL-17AFIcTL-17A5ZA73363 . ZAZ3364 FIZAZ3 365/ 454, L SLhTL-17TAFIrmIL-17A
577322001 456 o A DA 278 44 w7 5 DI TL- 17T A A 25 6, B ZAZ 3363 ZAZ3364 1
ZAZ3365 W 5 N AR IL-1TAI 255 (E16) LA JZAZ3220 5 NSRRI - 1 TAR 45
Hro

[0485]  SEjifs)12

[0486]  Biacoref &4 FMES T

[0487]  FEAZSLHEWI , IR Z-ABD-Z 2 KR Rl i A R 5 TL- 17505 — A & H
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5 At 1 40 i A 2 R0 At = 9 MR B 1 9 A0 A AR AR s B T [ — A i i
[ 5 ABDASAPEPO 78437 46 AH LA .o

[0488] AR} HIT I

[0489]  fEBiacore 20004X%&H 4 B4 H77ZAZ3363 (SEQ ID NO:1244) BLZAZ3422 (SEQ 1D
NO:1247) H24Fp sk 120 A [F 85 A 1 4H GR16 948 % (1) I AH L AE A 45 HSARIABD A% 44
PEPO7843 (SEQ 1D NO:1225, #18T H A GSSHIN-R i 1L FIPPO13 (SEQ 1D NO:1224)) [fl 52
FECMBAS Jy R0 b, I H A L 451 1 LRSI 1 il 28 25 9 3R o % i b 1 e A [ 52 K1, o6 T
70733633z 47 T F FH A8 A BT HSARIPEPO 784343 Wl Jy 13 15RUAIQORU , b -T-ZAZ34223z 4T /i
FHI S 7 (T HSAFIPEPO 784393 5 A T9 L RUFT 100RU » £ 45 £ S 36 o, HBS-EP FAEIZ AT 22 vFi
HRE# 2 K300l /min K ZAZ3363F1ZA734227F HBS-EPE AP 754 500mM NaCl [ HBS-EPH #
BB ZRT Jy2000M, FHES Tmin, B8 GRS 2 4 M0 % 20 B W, RO 24 RpE L 2P AN [F] 22 RO 40
£ E /EHBS-EPB kb 78 500mM  NaCl [{THBS-EP i Bk 22 243K JE 80 . AnMZE 250nMIF 7 5 5min o
FEfE B Tmin (ZAZ3363) Bi10min (ZAZ3422) 2 Jii, VUK (ZAZ3363) BLHIK (ZA7.3422) V5t
10mM NaOHAPFE I 5 10mM HC1 F-AE 2R 1 o/ HIBiaBvaluation#F o Hréds i .

[0490] %16 FHZAZ3363F1ZAZ3422 IR 24

[0491]

F s s B okias

ZAZ3363 | ZAZ3422 ST K J;'df#&zﬁ

(200nM) | 200nM) | 2HHES | BERF BEmM) | BB R
HBS-EP #=

& P-a hIL-17A" 200-17 2. 10. 50 | HBS-EP +
NaCl

z 2 WIL-17A/F? | 5194-1L-025/CF | 50. 250 gfg‘EP *

2 z WIL-17B® | 1248-1B-025/CF | 50. 250 E?g’l'EP *

A 2 hIL-17C? 1234-11.-025/CF | 50. 250 | HBS-EP
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[0492]
Z 2 RIL-17D? | 1504-1L-025/CF | 50. 250 EECSIEP *
2 P hIL-17E* 1258-1L-025/CF | 50. 250 | HBS-EP
& A RIL-17FF | 1335JL/CF |50, 250 | HBSEP
Na(l
s | £ hIL-1beta' | 200-1B 50. 250 | HBS-EP
P P hIL-6 2061L/CF 50. 250 | HBS-EP
p P hIL23? 1290-1L, 50. 250 | HBS-EP
2 - hGM-CSF®> | 215-GM/CF 50, 250 | HBS-EP
IgG
2 P-4 gRoActemra). ATC LO4ACO7 |50. 250 | HBS-EP
& = IgA’ P80-102 50. 250 | HBS-EP
2 T IL-17RA’ 177-IR 50. 250 | HBS-EP
i ¥ IL-1R1? 269-1R/CF 50. 250 | HBS-EP
a-2-HS- 3% &
Z x & (AHSG A. | PRO-1644 50. 250 | HBS-EP
% HEK)
AEBRE
=~ & 8 -+ B | PRO-567 50. 250 | HBS-EP
%y
a-1-FIREE
& By
< PRO-529 . 250 | HBS-EP
G ® (SERPINAI 2. 230
Ak)
% % gf ?’2 B 10952-H08B 50. 250 | HBS-EP
A& b &F
Pl 5 & 4 % & | 10870-HO8H 50. 250 | HBS-EP
[HPX &¢& ¢
AMBP/a 1 #% I .
’ % e T 13141-HO8H1 50, 25 HBS-EP
K BEH 6 . ] 50
£ & ﬂ“?“ﬁ?*&é’ 11976-HOSH 50, 250 | HBS-EP
/B2M
?%ﬁiﬂ
*HERE |
2 % & /TTR/# & | 12091-HOSH 50. 250 | HBS-EP
% @ /PALB
G
-3 % ?iﬁk&é’ T4132 50. 250 | HBS-EP
P % 1L-17RA% 177-IR 50. 250 | HBS-EP
% & IL-1R1% 269-1R/CF 50. 250 | HBS-EP
[0493] {7 : 'Peprotech;?R&D Systems;®Roche/Apoteket AB;*Bethyl;°ProSpec;
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%Sino Biological Inc; 'Sigma

[0494] %%

[0495]  7ZAZ3363FNZAZ 34221405 S Pl i AFF 0 L 43 1) 5 24 P L 2 4 B ) 2 (1 B A ELAE
F7EBiacore {28 AT MK 7560 ST HSAM R I V=S Z-ABD-Z 2 ik , Bl J& 1 5 4 #r i
[ X5 T ZAZ336 3R ZAZ 342246 W B S (1 AHELAE F N B h TL- 1 TAR 3 45 A I h 1L-17A/F
MG, T T B 52 I8 v 2B 45 A — 8 VPN T 2 i & (1 5 ABDAR
YRPEPO784 31 7B 70 AH B AE FH » AELAAS 00 B AH B AR A . M Ik, Z-ABD-Z 2 kR BILK i FE r 2
i

[0496]  SEjiafs)13

[04971  {# F KinEXA®X$Z-ABD-7. IL-1 TAFIHSAE. S 5 112 T &

[0498] kb i 5 i1 55 A0 77 A AR B 311 7727 2 8000 SPRIYFE AR fil] LA A2 d i SPRE &
AN S A 2 17 ) 332 R0 A7 050 8 853 2 MEARAIE 7 8 FH 3D A7 25 0 0 5 (KinEx A ™ B A 3
— T SHSAR & (1 7Z-ABD-Z 2 KA TL-1TAI 455 DL S B 5 11-17A% & 19 Z-ABD-
72 IRXTHSAII S5 A o KinBx A® W S 3 0 o RAB 91 2 IRV P 5 A 28 A iR g)) 12
(Darling#Brault,2004.Assay and Drug Dev Tech 2(6) :647-657) »

(04991 F4 L AT

[0500]  Z-ABD-Z%JikZAZ3220 (SEQ ID NO:1236) \ZAZ3363 (SEQ ID NO:1244) FIZAZ3422
(SEQ ID NO:1247) LA KHSA (Novozymes, H 3%'5230-005)  AZRIL-17A (Peprotech, H &5
200-17) VEVI ALK QsERE B LR HEA D) ASRTL-17A /N B FEFE STHSASL & (Abcam, B
3510241 FIFE N B A1 1L 2E 2 8 B B Zan iR 4 2 1% 2 347 KinEx A® U & F1 43 BT 11
Sapidyne Instruments Inc (Boise,Idaho,USA) .

[0501]  Z-ABD-Z/HSASTL-17TARIEE & N T #fsE 5 A g, B, SHSAKE A 1 % H Z-ABD-Z
% ik FIVETE 2 45 A A8 44 (CBP) , HLIL-17AFHAE R & 7. 1 F KinBx A® Prof A4 FH vz FH #g¢ /)
IR MR B AT RS B, LUK Ko R PR 2 A 7 £ B (ABC) 18 B R W 7 BB RN
L AT o A ELAE R 26

[0502]  Xf Tkalf1 8 , 1 FH -5 H T30 725 52560 5 T P4 s 36 10 il 3Rl R A 1R 1 [ 52
(RITL-17A, Jit N B HE 5 A i 2893 B o 7046 i 0 S b R 30 B8 1R Z-ABD-Z/HSA I &, 7= A=
B o5, IR S 1A P AT RS SR I G Z-ABD-Z/ HS AR k2> o

[0503]  7Z-ABD-ZFH1Z-ABD-Z/IL-17TASHSAI 45 : 7E1L- 1 TARIAFAE B AAEAE N, 3 — 204y
HrZ-ABD-Z % JIKZAZ336 3 5HSAII 454 « N T 1€ Ko, Vi B B S5 TL-17TAB A () ZAZ336 3 FIAE
{6 8 45 A ACAB 4 (CBP) , HHSA FHAE & 71 o [ FH A - H#EIA M KinEx A® Pro ¥ A #EAT 245
AT

[0504] X TkalJ B , 18 FH -5 F T30 727 SE 5 55 T V-4 < 36 0 4l 3Rl R AR 1R (59 [ 52
[RIHSA , Jith N ELFE 25 A i 2293 B o A5 P A T 0 S A5 o R ZAZ3363/ TL-1TAR & , 7= A 30U A
LY RE S 1) P A i R I S 1K ZAZ 3363/ TL-1TAf Ik b o

[0505] 4

[0506] £ KinExA® ME T, 2 5] 5HSAE &1 Z2-ADB-2% JikZA73220 . ZAZ336 3 A1
ZAZ3422 5 7R UL AR S SR D4 A TL-17A, FoKo R Va0 57 B8 /R 22 K BE R o MR 8 AR IX
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$67-ABD-ZZ IR A —IRAKIL-17TAZ (B oY &5 St BB 1 S HUR TR 1T

[0507] 755 ~H KinExA® M EH , WE T/ BB S5TL-17A8 A HIZAZ3363 5HSAZ
[F) B AH LA o ok B X e M (1 B 30 17 S HUR T R 18 . ZAZ336 X HSAK] S5 AT ) A
2 TL-1TARATAE St & HLR2 e

[0508] Az, ff FH K inExA S H AN WEFETR , Z-ABD-Z2 ot IL-1TAMI 5% A F73EH 5 . I
= [1Kp<0 . 33pMOL T X8 Al PR - A S i3 1 LU B 75 4 FR B0 (Ko=122pM; W02006,/013107 FH
W02012/125680) Flixekizumab Kp=2pM;W02007/070750) & 45 (IS5 1 7. F A48, E B T [H i
GEATL-1TARIEA E AT, BI7EZ-ABD-ZBh & & (1 HH Il 45 & Th e 24 2 52 B 1

[0509]  FR17:7-ABD-ZZ K& A 1L-1TARI B 11 54

[0510]
CBP SEQ |ka’[] kd Kn[]
DM ") (M)
NO
ZAZ3220/HSA | 1236 | 1.35x 10 1.51 x |<65x 10"
[1.25 x 10" - 1.46 x | 107- [
107]
ZAZ3363/HSA | 1244 [4.78x 10° 155x10° [323x 10"
[5.64 x 10° - 4.04 x [1.54 x 10 - 554 x
105] 10-13]
ZAZ3422/HSA | 1247 [7.80x 10° 6.08x 107 [ 785x 107"
[6.37 x 10° - 9.56 x [1.63 x 10" - 173 x
10°] 107

[0511]  *95% B [ [X ]
[0512]  ™X-TFKooAk 4 # 2195 % B A5 X [A]
[0513]  3R18:Z-ABD-ZZ k45 G HSARI B) 1122 54

[0514]
CBP SEQ ID |ka[] kd Ko []
NO (M (s (M)
ZAZ3363 1244 n.d, n.d. 4.85x 107"
[3.23 x 107" - 6.87 x
10-1.1]
ZAZ3363/1L-17A- | 1244 1.21x 10° 3.56  x|2.94x10"
[9.35 x 10° - 1.50 x | 107- [1.72 x 107" - 4.64 x
10°] 10

[0515]  *95% B {5 [X |A]

[0516]  SEjifs)14

[0517]  NHDF3ll5E H'Z-ABD-Z 2 K1 RAE

[0518] BRI ATV

(05191  NHDFJUsEH IL-17ATE 3 B TL-67" 4 ¥ B KT : #ENHDF A (Lonza, H %5 CC-2511)
B TR A K K+ (Lonza, B 35 CC-5034) (1) B £F 25 4 o 3L ik £5 32 3 (Lonza, H %5
CC-3132) 1 AESZIGHIRT— <, L 100 1EF50004 41 i/ FL 32 Fh ) K [X 96 FLIF F2 4R (Greiner,
H 3% '5675180) o« fESLEG K, 7E M1 96 FLAR H il 25 FL A EZFABDFR 43 2 18] 1) A [\ #k
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PR IL-17A%R SV Z-ABD-2 2 Jik (ZAZ3174 (SEQ 1D NO:1233) \ZAZ3175 (SEQ 1D NO:1234) .
ZA73176 (SEQ ID NO:1235) \ZAZ3220 (SEQ ID NO:1236) \ZAZ3221 (SEQ ID NO:1237) .
7073234 (SEQ 1D NO:1238) \ZAZ3235 (SEQ 1D NO:1239) \ZAZ3236 (SEQ 1D NO:1240) .
7AZ3237 (SEQ 1D NO:1241) \ZAZ3269 (SEQ 1D NO:1242) F1ZAZ3270 (SEQ 1D NO:1243)) [
B W5 Z-ABD-Z 2 IRAE A0, 570.9nM hIL-17AFISUM HSAfK)H% 35 K b DL =% 5 8 M 190nMif =&
£0.003nMo b il 8 TAREIL-17AMZE (6.2-0.0001nM) LA S B 5 B A0.9nM [L-17AR ;557
SR Bl B b B SR L e HE K B T A B SR I NHDF 20 i () AR P G B 52 3 35 25, 9F HoBr Loow
1/ SR RE S B B R Al AR, H5 HLAE 3T C B TR 358 P 18-24h, 55 K, 18 F a0 s it 51 3+
R IL-6%F R HEELISAE & HIGTR I IL-6 15 & 7L fa () A8 Fanbl b4 3A [ NHDF I 58
HAEAT Aok B ATCCIINHDF 4 A & (B S5 PSC-201-012) 74 7 R4MAUZ-ABD-Z £ ik
(ZAZ3363 (SEQ 1D NO:1244) \ZAZ3364 (SEQ ID NO:1245) .ZAZ3365 (SEQ ID NO:1246) Fil
ZAZ3422 (SEQ 1D NO:1247)) #5iX E7-ABD-7% BRAE40°CHE B 2 A M4 & Ja i ¥ T 2 ik
(1) BEL I8 B

[0520] 45

[0521]  fENHDFIU & R85 T Z-ABD-Z Z IKBE W TL-17AVS T R IL-6 /A B8 77 B 7 , %2
B, 5 HAKHL se-Zk& 2UAHEL , Z-ABD-Z4% 200 5 30 1 FEL W e 77, Bl TA R HE ), 7RI TAH
JER T Hise—7210241 MIZAZ3220 (845721024 1) i Hh e - ZAZ3220 M e (R TR B , 1831 1
A0 A I 5 R AR B , B AT ZAZ3220 ) — % — 4l 4E H , 7 HZ-ABD-Z 2 Ik B AT LL Be % M
SIS TR B AT R 2 T RER . UG 2, B Tl 45 A H 2 R AR TL-17A
RAF R SR A TIRURL , ZAZ 322011 2% F338 n 2 s AR B « FLk, A AS A Sk K B A 5 248
14706282 (SEQ 1D NO:1206) 1212876 (SEQ ID NO:1218) f{jZ-ABD-Z% Ik ) bL £ e B , 223k
) 0T BEL W B8 7 A BME S B AR LK R 20628211 — 40 Z-ABD-Z % Jik i
TRAE B TBH IR AENS S AN Z-ABD-Z 2 Ik ZAZ3363 . ZAZ 3364 . ZAZ 3365 F1ZAZ34224E40 CHF & 2
JiNA JE 2 )5 , 7EKE J5 RINHDF I 52 9 43 B Z-ABD-Z 2 JIK o L R AEA0°CHF B WY JEl 2 J5 , TL-17 A4
HlBE SR o ROMRAS[R] Z-ABD-7.22 BRI TL- 1 TARI BE F700) - FL I TCH0ME I N T £ 19 . iX
SETCH0ME b B Bl AEIm AR FT A H R TL- 17 A ] B0 B 044 T3 4 R FTATINAB T (W02006,/013107
AIW02012/125680) K4k & HThIL-67 At AyG P (1650=2.1 0. InM) R =FFLL F

[0522] 2619 3k [ NHDFI & i 5L TC501H
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Z-ABD-Z % | ZEACTHTE 1C50
& SEQIDNO | ) (M)
ZAZ3174 1233 .a. 0.63
ZAZ3175 1234 n.a. 0.56
ZAZ3176 1235 n:a. 0.50
ZAZ3220 1236 n.a. 0.27
ZA73221 1237 n.4a. 0.39
ZAZ3234 1238 n.a. 0.66
ZAZ3235 1239 n.a. 0.60
ZAZ3236 1240 n.a. 0.54
ZAZ3237 1241 n.4. 0.49
ZAZ3269 1242 n.a, 0.42
[0523] 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
ZA7Z3365 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

[0524]  sEjifafs]15

[0525]  hIL-17Af{A A Al

[0526)  N\KIL-1TARE US4 £ JF MMM IL- 1732 s, SEUNRKC (CXCLL) R LI FHOF
A J ) 73 o

[0527]  HpkLAITT i

[0528]  KC/JNBRASEARY Hprh TL—1 7TARK) 4% Ay v A0 < EAT 7 50 1Rl S B DL % 5 T /N BRUK I
NEIL-1TARY S 77 B IX eS8 38 7%, 7E TL—17AJE F 2 5 2/ PSSR A /N BRI TS o 5 1501
g/ kg AR IL-1TAVE 3438 IIKCAK T o 78 125 AL b 75 T R AS [ (K45 T 3 BT ZAZ 3174
(SEQ ID NO:1233) FlIZAZ3220 (SEQ ID NO:1236) FEHE—ASLIerh , 76 i FiES AZKIL-17A
ZHT9/NIE , ZAZ31T4VL =R [ I8 2 0. 25mg/ kg 2. 5mg/ ke M 25mg/kgls . ¢ . i FHZE /N, o
FEME NS TL-1TAZ J5 2/NWE AL BN BR, 5 I AR 5 i 78 90 P9 A58 P 7o Ty T 4 30 5 (KC
Quantikine;R&D Systems, H 3% 5D1700) MEiFELI AR EKCAK T o £ 5 —ASLIrh, £ T
ST ANSRIL-1TAZ BT9/NE, ZAZ3220 L = R AN 571 & : 0. 05mg /kg 0. Img/kg F10. 4mg / kg #%
s.c. AN AEME AR IL-17TAZ 52/ b BN, 3% B A F 5@ I ELTSAR EKCK
[0529] 4551

[0530]  KC/IN AR h T L—1 TARRI A% A o 10 2 0 52 19 Z—-ABD—7 22 JIk BEL BT A2 TL— 17 AT/ B,
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IL-1732 4K B8 77, S BRI E AT A6 N R KCI 5 ZAZ3 L TALE T ik 26 4F T LA
2.5mg/ kgl 7 & 5E E=RAWIKCHIE S, WE SAHH IR K o 58 —ANSEEG 7R , A5 57 Fl J7 A2
1EAR B Z-ABD-7. 2 IKZAZ3220 A0 . 4mg / kg 57 & 58 A FHWT TL-17A15 FHIUKCRLZ: (KI8B) o 5
ZAZ3VTAFHEL , IXAH L T-6 £ 38 0 A& ] BEL W £ FH o FHO . Img/kg ZAZ32203R1372 % (K411 o
[0531]  sLafs]16

[0532]  Z-ABD-ZZ JIRAE K B A% A I 2454880 735

[0533]  Z St (9 HE AR T AN AR S 8S, R BT (s.c.) M/EGE KA (L.v.) VSIS
1 52 U PPAS [A] 19 Z-ABD-Z 22 IR 75K B, HH I 25 AK80 7157 B 50

[0534]  AAR}HIT I

[0535]  fESE—sEEG, Bl flTPBSH [ ZAZ3220 (SEQ 1D NO:1236) LLAHM F-57nmol/kg
1. 2mg/ kg7 =41 . v. il (n=3) & Sprague Dawley (SD) M K i, (Charles River,
Germany) o 7 2 J5 [ AS [E 8] 250 . 08h . 8h . 24h ,48h . 72h, 120h ., 168h.240h . 336h.408h
H1504h , MAE— R KR KT R i ki B HIL VS o o

[0536]  fE5E —AsEEG T, B flTPBSH 1 ZAZ3363 (SEQ 1D NO:1244) LLAHMN F-64nmol/kg
(1)1, 2mg/ kg &R 1. v. (0=5) Bs.c. (n="06) Jiti | 2= SDHEME KSR o 71 . v Jith FH J5 FRT IR (7]
0h.0.08h.0.5h.1h.3h.8h.24h.72h.120h.168h.216h.264h.336h.408h.456hF1504h B 7E
s.c. Jits H 5 B 18] £0h.0.08h.0.5h.1h.3h.8h.24h.72h.120hF1168h, I\ FF— H KE ¥ )2
i M A B M A o

(05371 M IMLYRUAE & 1] 45 L3 » FF- 5 FLA A7 T -20°C B 243 #r o {8 FHPK-ELTSAZEAT 2k 5 K
[ L35 HH ZAZ 3220 F1ZAZ336 311 58 & o

[0538]  PK-ELISA:#£964L. X4k (50ul/4L) Hdng/FLIFE A 52 il (Sigma, H R 'S
C3041) I LEP-Z Tg (WHERAT™) 4 CHBE R - 58 =R, i HIPBS+0. 5 % I 85 [ B 4]
1. 5h o RFAEPBS—T& 5 [ +10 %6 K BR MLTE M GI5E J2 J50) Hh s /N B L Ox 1) R K B, T ¥ o 42
IR, IF LA 265 MR RANHEAT I E 57— MR B R —FhZ-ABD-Z 2 IR I A Ak i (£E
300ng/ml M13pg/ml Z [A) &) » 3 H A ERE— AR 0 9 F0RE 22 3R FE A I 5 1 28 P Y [
B — B Z-ABD-Z 22 JIR I VU A Aok B o 46 B o st 00X HE A 300 5 s Joi v A6 86 o R P A A 4
X HECRHASE it 76 R ) AR b i 2% 9 56 2 2 B I EL TSARR AR FERTHE & 1. 5h, il Ji5 5 7€ il
Kl 4 Ft-ABD Ig (4ug/ml,CUV002) & 1.50h3F H 55 i % 1gG-HRP (Jackson
Immunoresearch, H 3% 5 711-035-152) §F & Lho 5 5 N FHTMB (Thermo Fisher) #H4T B8, I
HAE15min J& S5 SOV FHOM HoSOaske 2% 1k  ZEELTSATZEL#% (Victor®,Perkin Elmer) H14E
450nmAb J & 6 o AF HGraphPad PrismbFl1PY S04 (4-PL) #h 2640 & M AnvHE il 28+ 55
FE i 8 B Z-ABD-ZAS AR M S o

[0539]  Zj4X3) S35 50 Wt « Z5AX B0 772 v e i T B oK BRI V75 3R 5 Ik T) 11 5% &= o i
Microsoft Excel fliGraphPad PrismIf i PG 2 AR A vH 2 R 52 1 (T2 /) R B
[0540] 4%

[0541]  7-ABD-Z% JIKZAZ3220 M1ZAZ336 378 Fi Yk i FH 1 . 2mg/kg 25 SD KRR, J& 1“1 35 1L 75
JEE ) () 58 43 0l 7~ T Bl 9A RN 9B , 3 HLATE I 2= 43 M vk B 25080 1157 S 50 98 T2 20
. ZAZ3220 F17ZAZ 33630 & AE 1 . v. it FH G il THI R T/ (¢/2) 2149 s. c. it FHRIZAZ3363
fit!/245h, HAEYIRI R it 5 45 %
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[0542]  220:7-ABD-ZZ IRAEELIKG . v. Bls. c. i I B SD ARG P2 sh /122 25
[0543]

B R0 h A %ézszzo 33Z3-363 5323363
Cmax (nmol/L) 1905 1870 330
Tmax (h) 0.08 0.08 24
AUC. (h'nmol/L) 46369 42757 19351

t, AR () 49 49 45

MRT (h) 35 33 47

CL (L/h/kg) 0.003 0.003 0.003

F (%) n.a. n.a. 45

[0544]  Cmax : V(B L7552 5 Tmax « 18 UG F] 1375 3% 52 [ B 1) 5 AUCo-v = — AR 1) 58 22 ¢ Ji 7]
SE FE U PR I R - ) ot 2 TR TR AR« Tuve s Y- 5 HA s MRT P 383 B8 I 1) s CL « V5 B s F - 0T AR )
R EE D 0 5 oNF= [ CEIAUCs.o. X & v.) / CEIAUC v. X Fll&Es...) 1 X 100
[0545]  SCjfafs L7

[0546] 7% {4 %) H HIE 5 1) Je 30 i

[0547] % HR M 14 J23 30 it FH A7 2 T HR S0 35 60 497 20 ] 260 R 28 BT HIR 99 o J=3 3500 it FHASE AR i 1
JREBZ A P B B /M 4 5 BIAE R o RS2 4 b, 78 S o i 9808 2 AR AR o JR R it
FHT-HIR 5 140 7] 8 1 o A5 VU R B 53 1) SR 4R 245 2 S, AE R0 5 (55 7K) HR S 383 A4 YRR I 375 Hh ) &2
7745y —F RN HE TeG IR

[0548] Bk} AT

[0549]  ZABAAK[K) P24 « 725 4K 710199 (SEQ ID NO:1217) k¥ T-206282 (SEQ ID NO:1206) ,
A AR AR V. ve B , Y A AT AT AR 2, H G o C— 2R g A N B B PR W L VD o JE AR | 201 SE2 i 451 2 1
R AT R AL, IF FLdd [ 8 28 4 s AH 2B 7#EAT AlAL o B 18 22 i 2SS 5 N PBS pH
7.2, 3 BAE ] EndoTrap“ 4L 105E (Hyglos) 2B N8

[0550]  ZhHIFT : FEMFIA] 500 1 2F0 3/, ¥ 48nmo 1 (137, 5011) (1 Z10199H1ZAZ3174 (SEQ
ID NO:1233) 73 5 5 # it F &2 it — RIREE h=2/4F) AR A K Tg6hifk Kolair;
Novartis) PAAH R 77 2k 22 9 AN A ) S o VR B MEXT R, — R Gl il FHAPBS o fE B — IR
it 2 S, MR B 72 20 30 s SRR AR FF OC AT, DURERE it AR R AE A b o R4 S5, OB B FRAA R
J5 K ALY o 1 i B 0 22 B 2L 23 7 R SR AR A, F HLIEIE ELTSA%) il 58 8210199, ZAZ3174
AR A

[0551]  JHIFELISAYE & « {3 A &6 A 1 2w b (L =E 4 - B 250 3R 1 Tl 3R 38
PR 2 SRR b -t A 2 BRE A E N — SR 33T S TgG-HRP (Dako H 3% 5 P0448) 1E
NP, AT O BLISAS B S B BE R Z10199F1ZAZ3 1745 M HI K & o JB I 7ERT 5
ImmunoPure TMBHF & 15minHEAT 4, 5 LB A IN2M HeS042&% 1k S M o FHAHORR 52 Y 2%
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Victor® il & 7E450nmAb iYW A o B A 1R] — 43— 1 4% F A v gl 28 A1 FHGraphPad pri sm5 Al
AL R A KT EZ10199 R L .

[0552]  USCAE R RE R, A TeGIK BEiE 1T TeG ELISAIR )£ (Abcam 100547) 4347 , 3515 2 it
(AR i 200 3 s s A sk gt AT Hodad A B EZRPE R 34T o

[0553] 455

[0554] 107~ T, Z10199FR1ZAZ31 7AW 3 A Je B ite FH 2 )5 35015 B R A, FF HL PAEn Mk &2
FAET K RSB AR R o AHEL 2T 5 78 B K BB AR IR AR Ao I B 06E HE T gGHAR X T 248
PRFNT G, LT AL T DL R & BT PR RG o IR G, AR N R IR 5 110 2288 4R 43+ 7] LLIB R 1% AT
T ) s A a3 , HoANEE T Hidd, IF H o] DL ST R o0 4 By 2 55 1) )R/ E F

[0555]  sZjfafsl18

[0556]  ZAZ3363 i AE K b T — 48 Wit FHIR) 24548380 7352 4 it

[0557]  AH R} R

[0558] i3I0 H - #7ZAZ3363 (SEQ 1D NO:1244) DA F H50mg/ml (OAF1FI0AF2) 5% 100mg/
ml (PBS) Fe il T 1) OAF1:0. 12MEE IR A JH R4 (sodium chenodeoxycholate) (Sigma, H %5
C8261) A10. 12M¥% & FER A LS (Sigma, B 35 P3130) ,pH 7.4;2) 0AF2:50mg/mZ FRHN
(Sigma, H 3% '5C4151) ; BL3) 50mMEER4H (PBS) ,pH 7.0,

[0559]  NHDFZH B Il 5 - 75 SC 451 14 F A %) TL— 174 6t P4 NHDF 248 g I 5 b sE 1 e il T
OAF1.0AF2B{PBSHf)ZAZ3363 (SEQ ID NO:1244) H& 1 .

[0560] |- 4Bt H - ¥ MM Sprague Dawley KiR (Charles River) H ot pRIE , FF il
AT CLEA - 48 1% B B 5% R-DUOD, AgnTho’ s, Sweden) FARIHEAN 1+ 5 H7, iE
B HAE e /NI F G X 0P J5 R 20mm o 4 3 2 B A R R BN WS I FHEE S A IR IULEY
A A [ B 0 5 Bk U1 01 AT R R A B A AN S A 1 e P R X S B R R R
56K, AT AT FL AETFARZHT s s. el HARJG 898 (R 55 (carprofen) dmg/kg AT A %
ME (buprenorphine) 0.05mg/kg) « /EFARJG WK, R 77 AR IE F— K o 24 L0 EXm) it FH 5
AT TR M R B AE VKR S R TE) (3-5R) DA RSB HATA) , 782k A K it A R (R
& (enrofloxacin) 0.3mg/ml) o N T HEM BRI B 1250k , 5 —HUBE S In22500m 1A% K
W R T BRORGERF I, 1+ 48 I T & R BT K (0.2-0.5ml) ¢t

[0561]  FEMF[A] £ 2%, BLO. Sm L R4 AR , K BC il T-0AF 18(0AF2 (n=2) H[¥JLA5 . dumo /kg {4 H
(1) 7 8 B B TPBS (n=2) ¥ LL10. 8umol/kg it ZAZ3363 BL ¥ FH 3 T — 5 W . 76t FH
Z Ja1E1h.3h.8h,24h.72h, 1200 F1168h , 7£ 7 FUGERRIF T R HUMLAE , I ik s AR 7 i) 4%
T o 1 I 5Lt 491 16 H A (1) 58 B PK-ELTSAI & 175 H1 ZAZ336 3¢9 2, {H 3% %€ 70ng/m1 Al
Ing/m1 2 [A] {1 ZAZ336 M FRAE S o

[0562]  ZjAX3N 135 50 Wt « Z5AX BN 77257 3 i e i T B oK BRI V75 3R 5 Ik T) 1) 5% &= o i
Microsoft ExcelfiGraphPad PrismfiiitZ AR5/ (T4/2) FAE 4 H

[0563] 4

[0564]  FC [ ZAZ336 3 (1) 3% 1% « /ENHDF4H B I 5 H , bl 32 43 73 e fil] T-OAF 1 AOAF 2 1)
ZA733635PBSH I il S 1 o B 117~ T S5 PBSEE il ZAZ336 3 FHEL I 0AF 1 (] 11A) Fii 5
PBSHL fill (1) ZAZ 336 3FH Lk [FTOAFR 21117 5 it 28 ( 11B) » 52368 2o , P RR il 71 th ZAZ336 311 75 M
E5PBSHil 5 (R AR , B ZAZ336 3K A2 4 23 PR AN 52 AS [R) T S5 1 52 1
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[0565]  ZAZ3363[ I —fa N TR H: /£ T+ =48 (1. d.) B9 KRB A AR OAF L
OAF2FIPBSHR ] (K] ZAZ336 311 B B » 256 S 71 , S5 PBSHHEL , OAF 1 FIOAR 2157 (1 B B 48 i (1
12) R 21+ 7R K, OAF L, OAF2FIPBSIR) A MR FH B 43 1l 90 2,0 810 0007 o & WL 42 ]
PROR B AR ZE 57, OAF 2R il 1) ZAZ 336 3.7~ th i A3 3R BX , 5 PBSH K] il I FHEL 171 351 1 16065
OAF 1 FH ZAZ336 31 11l 771 b PBS Il 71 471 22) 260 F5

[0566] 21 :7A733637E =R A [ il 77 v - 45 By P it F .2 i 6 AR R FH RE AT /2

[0567]

il 771 /2 (h) EMIRE O6)
PBS 43 0.0007+/~0.0002
0AF1 43 0.2+/-0.02
0AF2 50 0.8+/-1.2

[0568]  SLiaf]19

[0569]  NHDFllsE H Hi-TL-17A/H-TNFE S KAk

[0570] A4 R} R

[0571] S A WAIX RESTAAR I 7= AR < A 80 ) TL- 1 TARITTINE ) P R AS R 52 59 DA S A TNF
BRI HUAE A Y 71 (HC) FnE2%E /751 (LC) HCada (SEQ 1D NO:1231) FlLCada (SEQ
1D NO:1232) #4555 75 W ] 45 19 55 5 B HUAARBAT 18 K 5470 HL AT AH [H] CDRJT 31 A 5 14k ) 4
TN CAda” I HTUAR o 28 FH Z2 MR 155k FE (GGGGS) 3352308 TL- 17 ARE ] 248 4£714253 (SEQ 1D NO:
1219) FB4% 18 44 B fil A 2 HCAda B L Cadalf C— A 35 , 43 5177 24E 5 A WIHCada—Z 14253 FIL Cada—
714253 M E SRR EE R TE13AY lidEvitria AG (Switzerland) #H4T3EK4
Jif b BT 7 CHOZH i H B A 5 R 30 7 A AR F B 1 ASE AZ B iAo

[0572]  NHDFlE HH IL- 1 7TAY5 S TL—6 ™ A2 1) BRI « FE AR b St 491 1 4 v 638 13547 NHDE
5, P FEAE i HCAda= 7214253 F1L.Cada= 7214253 S L LL BEMAE 50, 9nM rhIL-17AR 5773
PL =45 20 B N6 3nMiFg 5E 220 003nM. LL ) N 7AZ3363 (SEQ 1D NO:1244) HU-TNFI HifkAda
DL S S it 451 2 R A8 (1) 28 FH VDS SH22 3k L ZH il 22 ABDAZAAPPO 13 (SEQ TD NO: 1224) [ ¥ 14
X HEZAR4K 704726 (SEQ 1D NO:1223; ¥ taq R &) (B Fn AZ04726-PP013) il % T
PRUETL-17ART 28 (6.2-0.0001nM) BA AL & HA0.9nM 11— 1 TARR 3% 37 3 Bl s (1) 15 5% 52 (1)
XA o A P SE 49 3 IR ) TL-6%F - PEELTSASE & LiP N TL-6% &

[0573]  NHDF i & 1 INFER TNF /TL-17 A5 5 1Y TL-87™ A= (¥ H W7 « #NHDF (Lonza , H 5% 5 CC-
2511) 4 f 5 5= T A2 £ K I F (Lonza, H 3¢5 CC-5034) [ B 45 4 40 fitg 3 fik 855 5% L
(Lonza, H 3% '5CC-3132) W1 FESLIR I HT— K, LA1OORLRE50004 2 i/ LEE P 3~ [X 96 FL. 55
FEMR (Greiner, H 3 '5675180) o fESLTE 4K , £ PR 96 FLAR H il 25 HCada= 214253 FILCada~
214253 VL EHEIR I LB B MR o 6 52 & W EL B AR A8 550 . InM A S8 TNF (R&D
Systems, H 3% '52210-TA/CF) BL0.05nMA10. InM rhIL-17ARIRS YRI5 DL =55 18
M EnMIFG E £20.0007nM. B Hill 4% 749 & B A0, InM TNFELO. 05nMAI0 . InM rhIL-17ARIR &)
(1% 3% 7 L B PR ) 35 7 2 ) ) B o B A A SR (M NHDF 4 B ) A i B 92 2 5 25, 0F HL
FE100u1 /FLHIRE S 72 28 AR AR AE 3T C B T35 5548 1 18-24h 85 — K, {8 A T L-845 5+t
PEELISAE & HIGHH I IL-8% &

[0574]  TL-8 ELISA:ifiidDuoSet ELISABGIE (R&D systems, H 35 DY208) EEIL-8. 4%

69



CN 108064235 A w Bg B 66/80 T

F X MR (Costar, H F*53690) LA50u1/FLHEPBSH [4ng/ml3i- [ L-84 IR Bk /L4 CEHE L
AL BT R WEARAE F KK R EBEPIIR, 3 B ARG FHPBS+1 % BSAE 4 2h . LA 25 F BE R 71
(20-0.01ng/m1) i M TL-845#E M (R&D Systems, H 3*5890806) Ak H 41 L Il x& #k 11 I
TE VRS INEADHE (IELISARR (50ul/FL) H, FEAERTIE & L. 5ho 4R AE [ ZHELT SABE 4 28 b 5k
BRAUR, FFH B N20ng/ml (50wl /HL) V)= ALRI-TL-8K Bk AL & BN b 5, Beik
B, 35 HA5001 228000 x #% B BEE HAE M A & 3 -HRP (Thermo Fisher, H 3% 5N100) ¥
INAERAL AL R I/ & ek 2 5, AR 500 TMB (Thermo Fisher, H 3%
34021) /LT B2 3F H B H50u1 2M HoSO4SR 2% 1k o 78 2 ARIC L2 (Victor®,Perkin
Elmer) H S UG E

[0575]  4E B

[0576]  NHDFJU & H TL-17A1% T 19 1L—-6 74 1 FE W7  ZENHDF 3 5 Ho i 52 7 AR & 0 HCada—
714253 MLChda—214253 5 T AT IRE T IL-17AVE S IL-6 774 [ B2 77 . 2K [ NHDF I 5E 19 45 R om
T 13BH HCada—Z 14253 FNLCada—Z 142535 ) HLA 5 7ZAZ336 A0 UL FEL T TL-17A [ B
WIFFIHAY , % T Adasl B %5 B8 Z04726-PPO1 3 4 WL 82 213111

[0577]  NHDFJU & H TNFER TNF/ TL-17A75 5 1 [L-87™ A= (¥ BH I8 « ZENHDF I 5 67F 5 7 Fe 52
A WIHCada—~ 714253 F1LCada=Z 142535 T E AT IFA W INFECINE /TL-17ATR & ¥75 S TL-87= A ¥ B
77 o 3K [ NHDF I 5 () 45 S o, 96 T 45 S PR TNFREL T BE 77, HCada— 714253 F1LCada—7Z 14253 547 -
TNFHL AR Ada B AT AL FIRR M (B 130) <SR, 78 H A B 9 17 6 TNFARTL-17 759 2 1) BEL I 1
R &I E S, 5AdafiZAZ33634HEL , HCada—Z 14253 FILCada=7 14253 EL A 40 S5 A 477 i 45 1k
(E13D) .

[0578]  sLiti {5120

[0579]  Z-ABD-ZZ JIRAEMEAR N Y Z54X3) 772

[0580] %St 9 FE IR 1 LB FHZ-ABD-Z 2 JIKZAZ336 3/ R B Hh AT AT ORI B
BT 45 R I TAh v R B R ZAZ336 31K 1 32 1

[0581] A4k} FITT %

[0582]  FEES1R AR VTR FIH10K ,ZAZ3363 (SEQ ID NO:1244) PL20mg/kg (n=2;1H
BT AN R ETE) F140mg/kg (n=4;2 REEMERI2 RMEME) FE AR . v. e e . 45 6 7581
K (ERFTE) 550 (45250 AEME P2 J55min.0.5h 1h,2h.6h.24h F148h) (1] 55— I & FAEEE 10
e (FERFE) 5.0 (525 R0) AEME F 2 J55min 0. 5h, 1h,2h.6h.24h.48h 5K TR 10K 12K,
LARM2LR) B 8 Ja 00 &, WOAR LA i FH T 18 58 ZAZ 336 33K JiE o BE T £E Ji £ 11 Bl 7 Ak
ZAZ33632 JaaRA3 B R I LC-MS/MSHEAT ML A i R ZAZ336 31 58 & o ff FHAE 4 X J77 (O
B BT S LR ATEE 10R) A4y X J7 % Of TR — AN S 2 A VT S5 LR AN 38 LOR I 24R)
R 2 PEA R B - IR )33

[0583] 4L

[0584]  ZAZ33634E 55 L R AN 10K Jith -2 i 1) V- 59 L ¢ ¢ 52 s 1) 33 43~ Sl 7= T BT 1 4A T
14B o R H 52 1 7A7Z336 3 A AME N LA 58 SPKIFAN 1) 5057 2 ], (H 2 IR B 25 2 Ja v S,
VPRI AE B2 55 5 2 e R B - 8] 3 o AR 3 0053 X AT 9, LR P2 AE PR N i BB AIC o R
X—EEFEV RS S EE RIS BRI ) 5 B Bt 2N 4T 5 R,
XE5IAERMREEEER/2 Deo,1974,] Nutr 104:858-64) AH— . AR M %2 31| i 3 1
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ZE R

[0585]  sEjEf21

[0586]  7-ABD-ZZ JIRAE R AR Y IE kit FH

[0587] AR} HIT I

[0588] P B[ il 4% : 15 7AZ3363 (SEQ 1D NO:1244) LA100mg/m1 (K3 FE L i T-0AF 1 (3 52
A 18) o A il R T IR E A TR IR b 5 13 4 (FHCatalent Pharma
Solutions,Beinheim,FranceBHT) . — NSRS £)25mg ZAZ3363,

[0589]1  ZhWIHF A : Sh)HE 5 fEHuntingdon Life Science (Cambridgeshire,UK) 34T . 4%
BHIHAR R (h=3 ;s MEPEAME) & B 5240 5 ZAZ336 31 7S A IR FE (£9150mg) o £E i F J50. 5/
I L LN 27N 47N L6 /N W8 /N L 127N 247N FN96 78St el SR BCIMIL 75 A5 i o

[0590]  JE &« LA bS5 16 H ik (I PK & O ELT SASE 8 LI A i tH ZAZ 336 3 9K
FE ABLE S — AP RS P AR R R fi-Z TG

[0591] #5531

[0592]  ZAZ3363 ) B R ML i i 5 S5 A 3 /R T 15+ o 45 S iR, ZAZ336 375 FT = Fh
S ) IR, AN 2 T8 — B AR Ak, o ZAZ 336 3375 ¥ & 35 3] 2- 30n M) 5t K AH « ZETE ER
i J5 L ZAZ336 3R ML /K AR S A 58 2 /b 18 96h, 3% U R -T- 5 /EZAZ336 3 4 [ ABD 43 PPO 13
(SEQ 1D NO0:1223) 5RAEAMAMEAE M. Jeii &L TPPO13%E AR A &AM B
(W02012/004384) .

[0593]  SLjii /7 SRR B 2%

[0594]  1.1L-17AZ5 A Z K, TR IL-17TAZ & 2 KB 5 TL-17A45 & 527 BM, Birid 2 /7 | 1%
H PL R BRI R 7 514

[0595] i) EX2DX4AXeX7EIX10X11LPNL X16X17X18QX20X21AF IX25X26].X28X29

[0596]  Fo, f b T

[0597]  Xoidk H A HMAIY;

[0598]  Xai[IAD.E.F.K.L.M.N.Q.R.SHY;
[0599]  Xeikt HA.QFIW;

[0600]  Xi&EF. I.LMJV.WHIY,

[0601]  Xioidi HAFIW;

[0602]  Xi13%& HADE.F.G.L.M.N.Q.S.THIY;

[0603]  Xusii HNAIT;

[0604]  Xy7i% HH.WATY

[0605] X183k FHAD.E HAV;

[0606]  Xood% FH ALGQSHIW;

[0607]  Xo13%& FHADE.F.H.K.N.R T V.WAIY;
[0608]  Xosi% FHADE\G H.I.LM.N.Q.R.S.THIV;
[0609]  Xosidi HKAIS;

[0610]  Xos2E [ I L NAIR; H.

[0611]  Xa20i% HDFIR;

[0612] p 5l
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[0613]  ii) H57E1D) & L PP RA 2 /089 % [Al — PRI 2 B R T 51

[0614] 2 ARYETAEH LRI IL-17AZ5 & 2 Bk, Hodh , 762 51)1) .

[0615]  Xoi% A HFIM;

[0616]  X4i%& I AD.EF.LM.N.Q.RFIY;

[0617] X113 EHAD.EF.G.LM.N.S.THIY,

[0618]  Xisi& HAD EFIV;

[0619]  Xo0lE HAG.QFIW;

[0620]  Xou3%& [HEFH.N.R.T. V. WAHIY

[0621] X251 HADEG.H.T.L.N.Q.R.S.THIV; H.

[0622]  Xoside H T.NAIIR.

[0623] 3. ARYETA H 2RI IL-17AZS & 2 Bk, Hodh , 762 51)1) .

[0624]  Xi6NT;

[0625] X1 MW;

[0626] Xuik HE.F.H.W.TAIY;

[0627]  Xos3&EEHAD.E.G.H.I.L.N.Q.R.SFIT;

[0628]  Xo6 oMK H

[0629]  Xa9AD.

[0630] 4. MRAEAT—TRTA T B Bk IL-17AGE A 2 Ik, Hob 7 101) 6 2 A R LIS
XTH ) 2 /b6

[0631]  T.XoMA;

[0632]  TT.X4i EHD.EFIQ;

[0633]  III1.XeMA;

[0634]  1V.X73EEHFAIV;

[0635]  V.Xi6NT;

[0636]  VI.X17AW;

[0637]  VIT.Xisdk HARID,

[0638]  VIIT.Xo0AW;

[0639]  IX.Xo6 MK

[0640]  X.XosAR: H.

[0641]  XT.X292NDs

[0642] 5. FRHEINE AP R IL-1TALS & 2 1K, Hop P31 1) W R BTk LIS S A T-XT R i 22
BTA

[0643] 6. FRHEIESPTIR I IL-1TALS & 2 1K, b P31 1) W R BTk LA SR A T-XT R i 22
SO

[0644] 7 MRAE T H 6 ik A TL-17AZE & 2 ik, Fe b P 310 1) 3 2 I LI S5 AR I-XT P ) 52
oA,

[0645] S8 ARMEINE TR IL-17AZE 5 2 ik, Horh 7P 5)1) 2 Frid LI T-XTHR g 2
/104N,

[0646] 9. MRHETH H 8FTIANI IL-17AZE A 2 ik, Hod 531 1) W6 R BTl LIAN SR AR T-XTHY 4235
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[0647] 10 FE4RAE—TARTIR T H IR TL-17AZE & 2K, Ho XoXs XoX108XeX 10 HAA -
[0648] 11 . 4R¥EAT— TRTIA T H BRI TL-17A%5 4 2 K, HorP XaX17. X2X0+ X6X17+ X6X20
X10X175% X10X20 AW

[0649] 12 4R —TRATIA TR B Frik (A TL-17A%E & 2 ik , P XoXos. XeXosE X10X28 /AR 6
[0650]  13.#R¥AF—TugiiRIn B iR TL-17A%E & 2 ik, B X17Xo88 X20X28 AWR

[0651] 14 MRIEAT—TURTIA TN H Frif iy [L-17A%5 & 2 K, HA XarXeo AWW,

[0652] 15 MRAEAE—TRTAR T H R IL-17TAL & 2 ik, Kb 32 51)1) ik E B SEQ 1D
NO: 1-12164H B2 1K 77 51 Hh M Az B8 2 fr B 36 11 7711

[0653]  16. #AEIH 15FTA M IL-17TALE & 2 ik, Hod 7 51)1) ik B HHSEQ 1D NO:1-66.,
1200120611 21 42H B 1 2H 1 7 Z1 v A7 B8 2 4r B 361¥ 751

[0654] 17 MR4ETE 16 AR IL-17TALE & 21K, Hp P 311) A% H HSEQ 1D NO: 1-6641
R 2L B PP 51 v AL B 8 ZE A L3611 R 51 o

[0655]  18.MR4EINE 1THrR I TL-17AL5 A 2 K, Horh P 711) Ak 3 FHSEQ 1D NO:1-354
R 2L PP 51 v AL B 8 ZE A L3611 FE 51 o

[0656] 19 MR4ETEH ISHTARI IL-17TALE & 2 Ik, Hip F#311) A%k H HSEQ 1D NO:1-2741
R 2L PP 51 v AL B 8 ZE A B 3611 R 51 o

[0657] 20 MR4ETEH 19FTAR I IL-17TALE & 2 Ik, Hip 31 1) A%k H EHSEQ 1D NO:1-1041
JS 2R 1K P B v A B8 A7 L 361K 7 31

[0658]  21.#R¥ETH B 20 T IR I TL-17ALE A 2 K, o P 511) ik H EHSEQ 1D NO: 1-74H A%
(R 2EL 1 B 1) vh AT B 8 A A6 B 36 1 31

[0659] 22 WU EH 21 TR I IL-17AZ & 2 Ik, Hod JF51)1) ik A FHSEQ 1D NO: 1-44H F
(K 2EL 1 B 1) vh AT B 8 28 A5 B 36 1 31

[0660] 23 4RI H 22T R I IL-17TAZE & 2 ik, Hip FE%1)i) NSEQ 1D NO: 1 A7 B8 %
B EB3611 P F .

[0661] 24 RHEAT—TURTIA TN E Frik I TL-17A%5 & 2 Ik, Horp ik 1L-17A%5 &3 P %
R E AR ] G A — R

[0662] 25 MR4EIUH 24 TR IL-17ALE & 2 K, Jep FTiR TL-1TAZE A 7 B A B i P
IR = Wi R E 1 45 A B B A L R R SR e — 4

[0663] 26 4 11 H 25 IR (W IL-17AZ5 A 22 Ik, Ferp B ik = i o 2 1) 465 A dadk B 4 T
ZARLE NI

[0664] 27 FR4E I H 26 ik IL-17AZ5 & 2 Ik, H A Bk = Wi o 2 [ 465 A 4k B ok B
&t %) BRI (Staphylococcus aureus) 18R AR &5 B AT EY -

[0665] 28 MR4EAT—TRTIA T EH PR IL-17TA%E & 2 3K, TR IL-1TAG A 2 Ik &k
DA B S LR 7 71 45 5 B HBMod «

[0666]  iii)K—[BM]-DPSQS XaXoLLXc EAKKL XaXeX:Q;

[0667] H

[0668]  [BM] Ayttt H 123 A — T 5 L TL-1TAZE G HE PP, 264 A2 Xoo D s

[0669]  Xaidk 4 ARIS;

[0670]  Xpid HNFIE;

73



CN 108064235 A w Bg B 70/80 7

[0671] X & HA.SHIC;

[0672]  Xqi% HENFIS;

[0673] X % EHD.EFIS;

[0674]  Xeide [ AFIS; A

(06751 iv) S 1i1) & LHF A % 85 % [ — VLI AR 7 51 o

[0676] 29 4RI H 1-27HAE— TR IL- 1 TALS & 2 ik, Fk 1L~ 1 TA%S & 2 Bk f3 4 ik
H PL N R ER 7 71 45 A B EBMod -

[0677]  v) K- [BM]—QPEQS XaXsLLXc EAKKL XaXeXtQ;

[0678] H.ir

(0679 [BM] ytiasi H 1-2300 FE—T5irh 52 LA TL-1TALS A 5L 3 , £ 1 Xoo AR s

[0680]  Xaik [ AFIS;

[0681]  Xpik I NAIE;

[0682] X HA.SHIC;

[0683]  Xaid HENFIS;

[0684] X % EHD.EFIS;

[0685]  Xeidk H AFIS; FlI

[0686]  vi) HHv) & P B A 5 /085 % [F] — MR & 24 1R 7 71

[0687]  30. Hi#E 51 H 28 29FR I TL-17A%S & 2 Ik, Forp 71 111) Bv) XA,

[0688]  31. 4341 H 288K 20T IR [L-17TAZE A 2 ik, Herh 73111 11) BRv) HHHIXa NS

[0689] 32 #R4EI H 28-3 1 FAE— TR I TL-17ALE & Z ik, b F 5111 1) Blv) F HIXe N
N,

[0690] 33 4R¥EINE 28-3 1 F— AT M IL-17ALE & 2 ik, b A1 11) Bv) HP KXoy
E.

[0691] 34445 H 28-33 AE— TR I TL-17AZS & 2 ik, 2o 5101 11) Bv) XA
As

[0692]  35. 1R 4T H 28-33 F AT — TR A TL-17AZS & Z ik, b FE 311 11) BRv) H XN
Se

[0693]  36. HR4EI H 28-33H T — TR TL-17AZ5 & 2 Bk, KPP 511 11) 3v) XA
Co

[0694] 37 . AR4EIN H 28-36 P AL —TATA I IL-17AZ5 & 2 K, Hoh P 511 11) Blv) T iIXah
E.

[0695]  38.#R#E1H H 28-36 /T — I Tk I IL-17ALE & 2 ik, Hodh FEAiii) Bhv) I Xah
N,

[0696]  39. #8411 H 28-36 HT—TARA I IL-17AZ5 & 2 ik, Hoh 2511 11) 3v) S ifIXah
Se

[0697] 40 . }R4ETH 28-39 A F— TR K IL-17AZE & 2 ik, Hd paiii) 8iv) T IXe N
D.

[0698] 41 . R¥ETH H 28-39 41— TR I TL-17AZE & 2 Ik, Hrp 311 11) Biv) IXe N
E.
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[0699] 42 . 4R#EIH B 28-39H4F—FTIA M IL-17TA% & 2 ik, Kb B o)iii) 8iv) XN
Se

[0700] 43 MRHEIH H 37 MI39-42rh (F—TFTIR 19 IL-17TAZE & 2 ik, Hoh P51l i i 1) Blov) i
XaXei% H EEES.SD.SEFISS.

[0701] A4 ARHET B A3FTRI IL-1TALE & Z K, K P31 1) Bv) 1 XaXe HES.

[0702] 45 MR T H 43P R IL-17TAZE & 2 )ik, i FEFiii) Biv) B XaXe ASE.

[0703] 46 MR I H 43P R IL-17TAZE & 2 ik, i FEFiii) Biv) B XaXe ASD.

[0704] 47 MR¥EIE 28-46 P AT — TR I TL-1TAZS & Z ik, Horh FE 311 11) Bhv) i iXe
A.

[0705]  48. 4R #5730 H 28-46H £ — T FTIA M TL-17A%5 & £ Bk, Hoh e g)iii) Biv) HiXe
Se

[0706] 49 . #R¥ET H 2829 TR TL-17AZE & 2 1k, Hodb , FEF P11 1) Biv) o, Xa WA Xo iy
N; XA HXeNA.

[0707]  50. MR 4B H 28T29FTA M IL-17TAZ & Z ik, Horh , 7251 111) BLv) B, Xa NS Xo
Es X ANAHXeNA.

[0708]  51. #3451 H 28829 TR I IL-17AZE & 2 1K, Hoh  FEF 5111 1) Biv) B, Xa WA Xo Ky
N; X AC HXeAA,

[0709] 52 AR¥EITH 28E 29 TR I TL-17ALE & Z Bk, Hob , 7E /7311 11) Biv) 1, X RS Xo
E; X NSHXeAS.

[0710]  53. MR 4B H 28T29FTAM IL-17TAZ & Z ik, Horh, 72551 111) Bv) B, Xa NS Xo
EsXcASHXeNA.

(07111 54 MRHEIT H 2829 TR IL-1TALS & 2 K, Hoh , 7EP B0 1) Biv) L Xa S Xo g
;X NAHXeAS,

[0712] 55 MRHEIA H 28829 FINA K TL-1TALS 5 2 K, Ho, 7EFP A1 11) BRv) 5 Xa S5 Xo Ay
E; X NCHXeAS.

[0713] 56 MRHH I B 49FT R TL-17A%Z5 & Z Ik, Horp , 787 5101 11) BLv) W, Xa WA 3 Xo N Xe
A5 XaXe AND HXe HA

[0714] 57 AR¥ETEHS0FTA M TL-17ALE A 2 ik, Hodh 78 B1l111) BLv) 1, Xa NS s Xo WE s Xe
JNA; XaXe AND HXe HA

[0715] 58 ML H S LRI IL-17AZE & 2 ik, Horb , /E/7 511 11) Bev) o1, Xa WA : X N Xe
NC; XaXe AND HXe A

[0716] 59 MHEIE 52PTR I IL-17TAZE G 2 Ik, Hor , fE/F31)111) Blv) 1, Xa S Xo WE s Xe
NS5 XaXe AND ; HXeHSo

[0717] 60 MRAEITH S3FAMI TL-1TAZE & 2 Ik, Herb  £E /751 111) Biv) 1, Xa S s Xo B s Xe
NS XaXe IND HXe A

[0718]  61. HHEIUE S5TR I TL-1TALS & 2 ik, o, 2P 311 11) Bv) H1, Xa S s Xo HE s Xe
HCs XaXe IND HXeHS o

[0719] 62 . MRHEIIH 49k I TL-17AZE & 2 ik, Horb, E/7 511 11) Bev) o, Xa WA : X N Xe
NA; XaXe ASE HXeMA
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[0720]  63. HRAEINH S0FTIR A TL-1TAZE & 2 ik, Jorp, £ /7 51111) BLv) H 5 Xa NS s Xo NE s Xe
A XaXe HSE HXe HA.

[0721] 64 MRIEIE SR TL-1TAZE 5 2 Bk, o, 7E P F1111) Bov) 5 Xa A X AN Xe
NC; XaXe ASE HXe NA.

[0722]  65. HRAEINH 52T IR TL-1TAZE & 2 K, Jorp, £ /7 51111) BLv) H 5 Xa NS s Xo NE s Xe
S s XaXe NSE HXe HS,

[0723]  66. MRIETE S4FTIRRIIL-17TAZE & 2 1K, b 757 711 11) Biv) H, Xa S s Xo E s Xe
A XaXe ASEH X HS,

[0724] 67 . MRYETEH S5FHRRITL-1TAZS & 2 Ik, o, FEF 71 11) Blv) 1, Xa NS Xo WE s Xe
NC; XaXe ASEH X AS,

[0725]  68. 4RI H AR TL-1TALE & 2 ik, Hor , FEF H111) Bv) H 5 Xa WA s Xo AN Xe
A XaXe HES HXe HA.

[0726]  69. #IET H S0 IA M TL-17AZS & 2 ik, Hodh 87 51111) BLv) 1, Xa S s X NE s Xe
A s XaXe WES HLXe A

[0727] 70 RIETE 51 PR TL-17AZS & 2 ik, Hod 27 51111) BLv) 1, Xa WA X AN Xe
NC; XaXe NES HXe NA.

[0728]  71.AR¥EITHEHS2HA I IL-17TAZS & Z 1K, Ho , fEJ7 71 111) Biv) B, Xa NS Xe NE s Xe
NS XaXe NES HXe S,

[0729] 72 ARHEINH S5HTIR I TL-1TALE & 2 K, Jerp, FE 7 51111) Bv) H 5 Xa NS s Xo NE s Xe
NC; XaXe NES HXe AS,

[0730] 73 4RHEIE 49T R IL-1TALE & 2 K, Horh , £ /5511 11) BLv) 1, Xa WA Xo N Xe
NA; XaXe NSD HXe HA

[0731] 74 R E S0P IR IL-17TAZ & 2 Ik, Horpr , £E/7 F1111) Bv) 1, Xa 9SS Xo NE s Xe
NA; XaXe NSD HXe HA

[0732] 75 MRYEIE IR IL-1TAZ & 2 0K, Horp, 7771 111) Blv) 1, Xa WA s Xo N Xe
SHC; XaXe SD HLXe A

[0733]  76. MRIEIHEH 2B AR IL-1TAZE A 2 1K, Horp, 7771 111) Blv) 1, Xa S X WE s Xe
NS ; XaXe NSD HXe NS,

[0734] 77 MRYEINE SAFTRIIIL-17AZ & Z Ik, Horp , 727 5111 11) Biv) W, Xa S5 X WE s Xe
NA; XaXe SD HXe S

[0735] 78 MIHEIUH 55T IR I TL-1TALS & 2 ik, o, 227 311 11) Bv) 1, Xa S s Xo AE s Xe
NC; XaXe ASD HXe S,

[0736] 79 W4T H 28R IL-17AZS & 2 Ik, Ferh Bk P 71 i1) i H HHSEQ 1D NO:
1-12164 B2 16 P2 51 oh AL BT 247 B S50 751 6

[0737] 80 #RIEINH TP TL-1TALS & 2 ik, o 511 11) i H HISEQ 1D NO:1-66,
12001206 M1 21420 il I 4H 19 2 F1) o A, L7 22 57 B BB P 771 o

[0738]  81. M4 HSOFTIR M IL-17TALS & 2 ik, Horh 3 3111 1) 3% 1 B SEQ 1D NO: 1-66
el e TSI SN DA WS A=Y IS 2 11

[0739] 82 MR T H 8IPNAI IL-17A%5 & Z Ik, b 7 %1)111) Jik H HISEQ 1D NO:1-35
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H AR PP B R AT BT 2 A B S5 T

[0740]  83. M4BT H 82FTA R IL-17ALE & 2 Ik, H ¥ Fii1) Ai% H HSEQ ID NO:1-27
H AR PP B R AT BT 2 A B S5 T

[0741] 84 . M4BT EH 83FTA NI IL-17ALE & 2 Ik, H P Fii1) ik H HSEQ ID NO:1-10
H ISR PP B R AT BT 2 A B S5 T

[0742]  85. MHEIUH 8AFTARKI IL-17A%E & Z Ik, Horp P F1li11) ik H FHSEQ 1D NO:1-74H
2L P2 B v AL BT ZE A BB R o

[0743]  86.R¥ETIE 8SFHTIRMITL-1TALE A 2 BK, Ko /7 F]ii1) ik H EHSEQ 1D NO:1-44
A2 PR B v AL BT ZE AL BB R o

[0744] 87 . MR4ETH 86T IARITL-1TALE A Z /K, Hod 7 %1]iii) NSEQ ID NO: 19 MALET
EXDA=RE2 R

[0745]  88. MR4EAF—THRGIA I H Frik (I IL-17AL5 & Z K, TR IL-17TAG & 2 IR E &k H
DL = LR 7 5 -

[0746]  vii) YA-[BMod]-AP;

[0747]  Hodr [BMod] A iEi B 28-87H AT — i & LAY TL-17AZE A4 ; Al

[0748]  viii) HHvii) & XK 7 FIHA %086 % A — K AL 71 .

[0749] 89 . MR4ETI H -7 —TiFT IR IL-17ALE & Z 0K, TR IL-17AG & 2 k& ik
EPNN e 2R

[0750]  ix) FA-[BMod]—AP:

[0751] it [BMod] AT B 28-87HIAT— I i LAY TL-17AZ5 A4 ; Al

[0752] %) HHix) 5& X P B A %2 /086 %6 [A] — M) 2 1R 7 771 o

[0753] Q0. R 4EIH H 1-87THAT—TAT R IL-17TALE & 2 K, BTk IL-17AZE & 2 A&k
EPRNiE=e i P

[0754]  xi) FN-[BMod] —AP;

[0755] i [BMod] A1 H 28-87H AT — I i LAY TL-17AZE A5 H ;s Al

[0756]  xii) 5Hixi) 5& X FFIRA %786 % [A] — K 2 F R P 71

[0757] 91 . MRH4EAT—THRTIR T EH Frik I IL-17A%5 & 2 K, TR IL-17A% & 2 Ik &k E
PLR BV R R T 5«

[0758]  ADNNFNK-[BM] -DPSQSANLLSEAKKLNESQAPK ;

[0759]  ADNKFNK-[BM] -DPSQSANLLAEAKKLNDAQAPK ;

[0760]  ADNKFNK-[BM] -DPSVSKEILAEAKKLNDAQAPK ;

[0761]  ADAQQNNFNK-[BM]-DPSQSTNVLGEAKKLNESQAPK ;

[0762]  AQHDE- [BM]-DPSQSANVLGEAQKLNDSQAPK ;

[0763]  VDNKFNK-[BM] -DPSQSANLLAEAKKLNDAQAPK ;

[0764]  AEAKYAK-[BM]-DPSESSELLSEAKKLNKSQAPK ;

[0765]  VDAKYAK-[BM]-DPSQSSELLAEAKKLNDAQAPK ;

[0766]  VDAKYAK-[BM]-DPSQSSELLAEAKKLNDSQAPK ;

[0767]  AEAKYAK-[BM] -DPSQSSELLSEAKKLNDSQAPK ;

[0768]  AEAKYAK-[BM]-DPSQSSELLSEAKKLNDSQAP;
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[0769]  AEAKYAK-[BM]-DPSQSSELLSEAKKLNDAQAPK ;
[0770]  AEAKYAK-[BM]-DPSQSSELLSEAKKLNDAQAP;

[0771]  AEAKFAK-[BM]-DPSQSSELLSEAKKLNDSQAPK ;
[0772]  AEAKFAK-[BM]-DPSQSSELLSEAKKLNDSQAP;

[0773]  AEAKYAK-[BM]-DPSQSSELLAEAKKLNDAQAPK ;
[0774]  AEAKYAK-[BM]-DPSQSSELLSEAKKLSESQAPK ;
[0775]  AEAKYAK-[BM]-DPSQSSELLSEAKKLSESQAP;

[0776]  AEAKFAK-[BM]-DPSQSSELLSEAKKLSESQAPK ;
[0777]  AEAKFAK-[BM]-DPSQSSELLSEAKKLSESQAP;

[0778]  AEAKYAK-[BM]-DPSQSSELLAEAKKL.SEAQAPK ;
[0779]  AEAKYAK-[BM]-QPEQSSELLSEAKKLSESQAPK ;
[0780]  AEAKYAK-[BM]-DPSQSSELLSEAKKLESSQAPK ;
[0781]  AEAKYAK-[BM]-DPSQSSELLSEAKKLESSQAP;

[0782]  AEAKYAK-[BM]-DPSQSSELLAEAKKLESAQAPK ;
[0783]  AEAKYAK-[BM]-QPEQSSELLSEAKKLESSQAPK ;
[0784]  AEAKYAK-[BM]-DPSQSSELLSEAKKLSDSQAPK ;
[0785]  AEAKYAK-[BM]-DPSQSSELLSEAKKLSDSQAP;

[0786]  AEAKYAK-[BM]-DPSQSSELLAEAKKLSDSQAPK ;
[0787]  AEAKYAK-[BM]-DPSQSSELLAEAKKLSDAQAPK ;
[0788]  AEAKYAK-[BM]-QPEQSSELLSEAKKLSDSQAPK ;
[0789]  VDAKYAK-[BM]-DPSQSSELLSEAKKLNDSQAPK ;
[0790]  VDAKYAK-[BM]-DPSQSSELLSEAKKLSESQAPK ;
[0791]  VDAKYAK-[BM]-DPSQSSELLAEAKKLSEAQAPK ;
[0792]  VDAKYAK-[BM] -QPEQSSELLSEAKKLSESQAPK ;
[0793]  VDAKYAK-[BM]-DPSQSSELLSEAKKLESSQAPK ;
[0794]  VDAKYAK-[BM]-DPSQSSELLAEAKKLESAQAPK ;
[0795]  VDAKYAK-[BM] -QPEQSSELLSEAKKLESSQAPK ;
[0796]  VDAKYAK-[BM]-DPSQSSELLSEAKKLSDSQAPK ;
[0797]  VDAKYAK-[BM] -DPSQSSELLAEAKKLSDSQAPK ;
[0798]  VDAKYAK-[BM] -DPSQSSELLAEAKKLSDAQAPK ;
[0799]  VDAKYAK-[BM] -QPEQSSELLSEAKKLSDSQAPK ;
[0800]  VDAKYAK-[BM]-DPSQSSELLAEAKKLNKAQAPK ;
[0801]  AEAKYAK-[BM]-DPSQSSELLAEAKKLNKAQAPK ; Al
[0802]  ADAKYAK-[BM]-DPSQSSELLSEAKKLNDSQAPK ;
[0803]  JHrfr [BM] A an i A 1-23(04E— Tl rh 58 I TL-1TAZE & 2L 7.
[0804] 92 HRHEAT— TUHTIA BUH Prif (0 IL-17TALE & 2 Ik, Ik IL-17A
PN R 75

[0805]  xiii) VDAKYAK-[BM]-DPSQSSELLSEAKKLNDSQAPK ;
[0806]  JHorjr [BM] e it A 1-2300 4 — T rp 52 A TL-1TAZE & L Fr 5 Al
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[0807]  xiv) Hxiii) HaE X P HIHA %086 % A — M AL R 71 .

[0808]  93.HRHE I H 92FTIRNI IL-17TALE A 2 K, Horb P Flxiii) #HSEQ 1D NO:1-1216.
[0809] 94 MRIETHNEHISHTARMITL-17ALE & L K, HPF FFxiii) % H1-66.1200.1206 A1
1214,

[0810] 95 #R¥ET H 94FTIARI TL-17TALE A 2 Kk, Hh P Fixiii) ¥ HSEQ 1D NO:1-66,
[0811]  96. #RHETH H ISFTIARI TL-17TALE A 2 Kk, Hh P Fixiii) ¥ HSEQ 1D NO:1-35,
[0812] 97 AR¥FEIN H 96 Frik i TL-17AL5 & 2 Bk, Hodb P Fxiii) # HSEQ 1D NO:1-27,
[0813]  98.ARFEIN HOTHTARI TL-17AL5 A 2 Bk, Hodh P Fxiii) # HSEQ 1D NO:1-10.
[0814] 99 #R¥E T H 9SFTIARI TL-17TAZE A 2 ik, HP P Fixiii) ¥ HSEQ 1D NO:1-7,
[0815]  100. #R34E 0 HO9FT AR TL-17ALE & Z ik, Hdh P Fxiii) % HSEQ 1D NO:1-4,
[0816]  101. 140 H 100K IL-17AZ5 & 2 Bk, Hodh 7 F1)xii1) SASEQ ID NO:1.

[0817] 102 #RIETHH 1-91 AT —TFTIA I IL-17A%5 & 2 K, IR 1L-17A%5 & 2 IR &1k
SN e 2R

[0818]  xv) AEAKYAK- [BM]-DPSQSSELLSEAKKLNDSQAPK ;

[0819] i [BM] anTi B 1-230 AT — T 8 LU TL-17TALE & 587 s il

[0820]  xvi) Hxv) H15E X FFIBA 5786 % [F] — K & FL R P 51

[0821]  103.iR4BEIME 102FTIAMI TL-17TALE A 2 K, Kb 751 xv) E EHSEQ 1D NO:1217-
1222,

[0822]  104.#R4EIME 103FTIAM TIL-17TALE A 2 K, Kb 751 xv) E EHSEQ ID NO:1218-
1222,

[0823]  105.R4EIME 104 TR TL-17TALE A 2 K, Kb 751 xv) % EH SEQ 1D NO:1219-
1222,

[0824] 106 . MR HEITHEH 105 TL-17ALE & 2 MK, Hip 751 xv) #E H SEQ ID NO: 121941
SEQ ID NO:1222,

[0825]  107.#R¥EI0H 106FTIAR IL-17A%5 & 2 Ik, Hod 51 xv) ASEQ 1D NO:1219.

[0826]  108. MRIZT—TURTA I E Frik I IL-17A%5 & L MK, TR IL-17AZE & Z IREEW 45 &
IL-17A, DMS /5 A BAE FIKoE N 2 £ 1x10°M, i I E £ 1x 107 M, 8 T E £ 1x 107, g &
%1x107M,

[0827]  109. WREIEAT—THRTIR I H IR TL-1TAZE & 2 K, IR TL-17A%E & Z IKFEs 45 &
% HAKIL-17TAFIE, (murine) IL-17AZ B ZH I TL-17A% T

[0828]  110.#R¥EIHH 109FTR IL-17AZE A& 2 K, BTk IL-17TAZE & Z IKRe B 45 & AR 1L~
17A,

[0829]  111.1R¥EIHE 109FT A IL-1TAZ & 2 K, Tk IL-17A%5 A Z KRR 45 A bR TL-
17A,

[0830] 112 . MR4EIHH 109-111HE—THFTAR IL-17AZE & 2 K, FTiR IL-17AZ5 & 2 kR
g 2E & NIEIL-1TAFIRR IL-17A.

[0831]  113.MR4ETH E 109, L1OFI L1 29T — TR TR (1 TL-17A%E & 2 K, Forp BTk AKIL-
1TAELE S LR FSEQ 1D NO: 122688 Hebi R A 2 B .

[0832]  114.F#EIHE 109, 11 LA 129 T —TFTIR I TL-17AZ A 2 K, o BrR B IL-17A
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5 BT FISEQ 1D NO: 122788 Hid 5 M 80U B o

[0833] 115 MRIEATE—TRTIA TN H Frik I IL-17A%5 & % K, IR 1L-17A%5 & £ IR AEC- K i
A/BIN-FKum & F M E LR .

[0834]  116.#RHETHH 115FHRI IL-17AZS & £ Bk, Horb BITid 53 410 i 2 34 BR el 3k A/ B fai Ak
FIridk 22 IR 19 72 2B 44l AR Y B P R e AR BRE R DU

[0835] [ 17.#R3¥EME—TARIARIAH kK TL-17A%5 & 206, TR TL-1TAG & 2 Ik 2 £ Bk
i, it 2 BB A &G E 2N L-1TAL A 2 K AR T, Frid sk e i & LR 2 5
AT LA AH R BAS [ (1

[0836] 118 MBI E LITHIAKITL-1TAL A 2 Ik, b BTl TL-17A%5 & 2 Bk 54k 5T i
L AR BAAE —

[0837]  119. M4BT E 1ISHIIARITL-1TAL A 2 Ik, b BTl TL-17A%5 & 2 Bk 54k 5T i
RIENBAEEA.

[0838]  120.fR4BELIE 117-119FF— TR IL-1TAZ & Z Ik, TR IL-17TAG & Z Ik 2
“RARIE.

[0839] 121.@tAEABE AW, ridil & &0 BH W aH:

[0840]  —ZE—#R 5, ik 55— & 73 FH AR HRAT — T RT IR T H Bk i TL-17A%Z5 & 2 KA i s A

[0841]  —5E {55, BTk 58 8055 tH LA AR AR 208 YRR 22 K2 R o

[0842] 122 MR4ETIE 121 Frik (B4 2 (B A W, Hoh Brid BA BRI A 1) 2308 P iR T

T
[0843] 123 #R4ETIH 121 ik R & 8 A B 59, Kb ik TR BV s RN S &
T

[0844] 124 MRHEITH 123 AR & EARE AW, KRS A NAEALS AT
TE, Frik B 82 A 45 G0 TR BT i il & A B A AR N 1 32

[0845] 125 #R¥EINH 124 ik (IR & E A &Y, ik & EARE AWM BT IL-
LTASS & 2K, B — T E 1- 116 AT — T 5 LT, FEFIR IS TL-17A%S & 2 ik 1)
HAEASAEHD

[0846] 126 #R¥EINH 126 TR MR G E AR Y, ik & EAREAMREE S IL-
L7A, DAEEA EAE FIIKE N 2 2 1x 107, I I E 2 1x107"M, I I E 2 1x107M, i £
%1x107"°M,-

[0847] 127 MR4EITH 124- 126 fE—Tpr A LA B H B A1, H irid 5 a0
TEERREGE A A& A LA B AT

[0848] 128 . M34R 11 H 123FT R Ml & 8 A B A4 , I b Frad 45 6 P R FE 4 ol AR 4 2
TETEREH .

[0849] 129 . #3410 H 123FT R MRl & 8 A B A4, I Firid 25 63 11 R 1 A ) 2
TETEREH .

[0850]  130. #3451 H 121 Bk & & A B A4, oAb Birad S 58 1) AR 400 206 1 A2
T

[0851]  131.#R4R 11 H 122 R il & 8 BUR G4, Hoh Fridk 58 389 MRy ris 2 Ik .
[0852]  132. M4BT H 131 iR Rl & 8 A B G4, Forb Frid 58 8R40 o Ho % B2 o A%
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I, Bl 4 5.

[0853]  133.#R¥EINEH 121-122H1130- 132/ E— T A B & R A B 51, Hh Bk 2
Ay I E AR TRRE R A KR AR R L 4 R AR R B s A 4
FUF) B A ) 2E A 4

[0854] 134 iR4ETH 131 FTiAMR & E AW, Kb ik & 3o a9,
[0855] 135 #R4E T E 123FT R IBL & & A B A, Horp BT Id 25 45 35 1t ot 6 0% o 2 A1
KR, Bl 5 FEAHIC IR F IS o

[0856]  136. 5 &%), Ak G &WE& 2 /D—FRIEIE -1 TH AT — T TR IL-17A%5
A2 RE A D —FARYE T E 121- 135 T — TUAT AR (1 Bl o 8 1 B4R & f & /b — P4
B HBURSE A R B

[0857] 137 fR4ETHE 136 FTik I A1), Horb Brid 2> — P 8L R 45 & Bk 1
LKl JFab By JFab” | EX . F (ab’ ) o 7 B JFe Fr X JFv B BBV Fr X . (scFv) o fl1 45 A bk
IR LA NS AL

[0858]  138. fR4ETH E 137 ATk M A1), Horb Brid 2D — P 8L i 45 & 7 Bk 1
A K Puik JFab F BE s B Fr By R 4.

[0859]  139. fR4ETH E 138FTIR M E A1), Horp Bridk & /b — Pk s L i 4 & R Boa 4
Khifh.

[0860] 140 MR 4E i H 136- 139 —T TR Z A9, o Frid Sk s i 454 F B
N E R LR B LA R 45 A A B

[0861] 141 . MR4E T E 136- 140 — TR Z A9, K Frid Su ks i i 454 F B
7 AR NIRRT A ik, SR 46 Fr BRAL R 4

[0862] 142 WR4ETIE 141 TR E A4, Kb frid ik sk Kb i 46 & BO A KPR s
NI G, SR 45 B B

[0863] 143 #4511 H 136- 142 = — T TR Z A9, H A Frid Su ks ot i 454 By
SR AT SRR T, IR R 03 1 5 U R A R 9% 25 BLRH DS R 470 S R 5 4 928 N 228 A
R HUREE S RS 2 AL s 2 R 4

[0864] 144 . FR4E T E 143FT IR AW, Horh i §t Ji 5 U8 2 AR A DS ZEBLAH R .
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