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£ mTSS rh 5 AL an > 8L

*1 T
0 24 52
BEREI(ED
LRIEAMTX L6 -6 €16
VvfE 24 ¥ Sarilumab200 mg+MTX 054312 118 2078
TERIBMTX £.01{20%) 0.06(2.79) 039029
1.81(8.28) 229(1.85) 467098

v 24 3 Sarilumab200 mg+MTX
0.11{349) 0.06(5.51) 0.77{8.48)

(fE1]

1
MOBILITY N=1187
PR s

ErsiE -

Saril.rac 220 m: 224-MTX n=290

F16H F24H 5% | ECER
MONARCH? - AHAQ-DI ACR20 AMTSS  wecem
B MTX RS >
L T L
-

Sall irac 2,0 m; c20-MTd =182

BB R BH 40 mg q2w+MTX (n=184)
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MOBRITY

ggg& ERFRENAS ENERP -6 TR 16

SFHHSD) {n=387) (n=398) {n=308)

Sarfiumab 150 mgy200 mg+MTX/PBO-+MTX, n 126/128/4143 12014TH22 1461211131

1L-6, pa/mL., o+ i R ) 497 [1.6-08] 1730 [98-307]  61.01[31.2-648.7)

CAP fmgAL) 105018 183(15.5) 36.4 (017

miss 408065 08621 56.7 (8577

HAQ-DI 158 0.81) 1500064 1.78 0.85°

DAS28-CRP 5,80 {0.81) 5910848 834087

COA 38.31 (1164 400001227 43.01 (12.397

TIC 25.93(14.02) 2.72(1415) 2776 (14.14)

sic 1561 ©.07) 16.52 (9.28) 17.72 @52

MONARCH SHE@EEIL6 ZHEETP 16 OB -6
B3R BB sarilumab, n 45/55 5347 54/486

1L-6, py/mL, 4 (i 236 16.18 6460

X <125 pesmly 15-71] [7.2-30.5] [35.6-692.3]

CRP my/L (normal <2.87 mg/L) 562(9.18) 1524 (17.14) £1.51 3414

HA-DI 146 0.57) 163(0.58) 1.83 0571

DAS28-CRP 5,50 (0.76) 800074 6.54 0.82F

DAS28-ESR 6540.70) 6.78(068) 712 085"

COAl 40,60 (11.71) £285(11.41) 45.98 (12.201

T 26.32(1307) 28.15(1397) 27.76 (13.94)

i 15.91 (10.14) 1858 (10.01) 18.83 (1074

*P<0.05 (Kruskal-Wallis 5188
DAS28:28 MMEIEROEBIRITS © ERSADMBTRER | LDASHRRIERI [1E3])

R CRFEIMIX oy 6 eefiLs o 1L6
@ SarilumabtMTX L 1.6 w116 e 116
%1 ﬁ}é&ig)ﬁ fEIL-6 DHIl-6 -6
= EAMIX (SAR1) 14B8) 2078
? Safumab 200 mg 001205 006279 03129
H (2w+MIX
é
é srEMTX 151625 229045 46708)

Sarfumab 200mg  0.11(349) -DOBGS5Y 077448

R RICE)

q2w+MTX
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SHAQ-DI S 16 3
DAS28: 28 IS E RN
[#s])

Sarilumab 200 mq 2w/ | 7 IL-6 (N=206) oL (N=398) (-6 (N=20T) XEfER P-B
(SEMTX), n 12131 wmna 1810 EHEILG
B ELE (95%Cl)f sarflumab 200 mg q2w+MTX v Z2R47) 2w+ MTX (3 52 38)
mTSS (B A 0.30.1,04) 0600410 07004,11) *
ACR20 4902883 3341850 2001232 *
ACRS0 435,118 3411082 2001234 *
ACRTO 73(33,163 I5(4.7,14 18(1.0,38 *
DASZ8-CRP <26 383(04,1639) 44(22,88 2501447 *
(DA 228 24473833 38(16,85 18{008,4.0) *
HONEc#203 B 1o) 340185 220330 1Ry ¢
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T - .
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#
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ACR/ZO/S0/70:4588 ACR SRR ACRV/SOT0%EBITR BB
COALBRSITRRIIE
CRE:C-EBEE | DAS ¢ ERCEEIRETS  ERSATIIRITRR © HAQ-DIERMEFREE NI 4kttt
-GN E-6  LDA | (REBIEENE
[ 7]

HAEBERIL-6 REFE 248 BEEEERIL-6 ZiFBE 248
ER(PArRL 2.4 pg/mL) ER(PArE 64.7 pg/mL)

DAS28-CRPLDA  DAS28-ESRLDA DAS28-CRP LDA

o PR 40mg 2w
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( % IL-6 (N=100) L6 M=100) 15 IL-6 (N=100) XEAEM PIE
Sorlmab/F AL, n 4454 a3 S5 (REIL6)
BBELL  (98% CIYF sarllumab vs Fo Ay (88 24 )
ACR20 6.6{2.3,188) 120530 1406,31) *
ACR50 55023132 18006,35 160730 *
ACR7D 10523, 484) 1.7008,48 110432 *
DAS28-ESR <26 3935387 56018194 150544 *
DASZ8-ESR <3.2 10585314 5108141 2800,60
DAS28-CRP <28 18538 %00 40015109 200853 *
DAS28-CRP <32 8234248 22(1.0,51) 3201378
COA <10 3801490 180737 30270
HAQ-DI 0.3 458,109 14006,32 1406,32
[E9])
MOBLITY: BB (05% Of) sarkumab 200 mg+ MTX vs | 22 m0m+ MTXS
R i T LT ST oop—
ACR2) 3123.41) 49(28,837 38(23,65)
ACR50 342440 84@518" 482583
ACRT0 37(24,55) 7303163 552615
DAS28-CRP <26 55(37,83) 0304,1839° 16380, 42"
CON 28 442675 24047,333" 193143882
$
MONARCH: BB (@5% OO sarllumab vs | FETERBEET
. P B 16 & CRP
B 24 MRIRAR (CEvpmmEg)  CPAMDE oSpgml)  (FRIBE 38mg/L)
ACR2D 2001232 8623186 A7(15,89°
ACRSD 24(15,38) 55023132 35(15,80)
ACRT0 24(13.45) 105023, 48.4° 44013,141)
DAS-CRP <26 3520,63) 185(38, 90,00 7820,285)
CON <10 2301437 35(14,80) 28(11,70)
QDI 320,22 20(12,32) 50019,13.2° 28(12,65)

* Z5YSEER 16RO EAE L2 BB P<0.0S(LUGHE - BHZERINESY D 57 MOBILITY A
MONARCH RS, - MOBILITY R fifs P8I - = SSEER 1L-6 AI=H%

REG IL-6- R T F R BB R
SLAGFE M L5 BPS T-57 8.2 Mantel-Haenszel B BEL

[E10A]



1868074

% 52 AR

Sarilumab 200 mg +

TW 1868074 B

OR (95% 1C)

(P8 61pg/mL)

MTX vs. 2781

(P BE 38mgiL)

ACR20 30(2.2,4.1) 4.9(2.8,8.3)* 38(2.2,65)
ACRS0 3.4(2.4, 4.6) 6.4(3.5, 11.8)* 46(25,83)
ACR70 3.7{2.4,5.5) 7.3{3.3, 16.3)* 5.4(2.6, 11.5)*
DASCRPESE  (<2.6) 5.5(3.7,83) 39.3(9.4, 163.9)* 16.3(6.0, 44.2)*
CDAL B8 4.4(2.5,7.4) 42.4(a.7,383.4) 19.3 (4.3, 86.1)*
%ﬁiﬁ&b 0.49 (0.4, 0.7) 0.26 (0.1, 0.4)* 0.39(0.23, 0.67)
ES Bk 0.46(0.3, 0.6) 0.26 (0.1, 0.4)* 0.42(0.25,0.7)

R PR B R B R

FESE 24 AREER > HEIERSERIL Y KERZR(%) MONARCH  MOBILITY*
ACR20 312 383
ACR50 4.1 38
ACR70 %7 52
CDA LDA 45 kiR
DA e 43 144
DAS-CRP LDA 457 45
DAS-CRP 1% 33 26
HA-DI 20,22 33 a1 4

Sarilumab 200 m

LDA : {E5%) éﬁ&
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B 4B MONARCH MOBILITY
EEY% IL6>39 pg/ml IL6>31 pg/ml
ACR20 37 38.2
ACR50 40.3 32
ACR70 26 25
CDAI LDA 24 32
CDA| & 4.3 14
DAS-CRP LDA 46 45
DAS-CRP & 33 29
HAQ-DI * 0.22 33 23

ACR/20/50/70 © 4 ACR BEE RS> ACR/20/50/70%0 20 BB R - COALBS B i BEs iegy
CRP:C-JEEZE LT « DAS2828 IR BN R T g P4y - ERSHET MBI R
HAQ-DEEFE S A L BRIE B 1L-6:7 F158-6 ¢ LDAMESRUEENE © MTX P s

MOBILITY HAQ-DI %A 16 #HIE

[E11B])
=g =YSRP 1L6 S5 L6
LY ERARMTX o 150 my  Soriumeb 200wy ZRINGMIX Salumab 150mude  Sarikumsh 200mg @w SRINVITX Sarime 150 mgq2w  Serilamab 200 mg
%) G4 @M1 Qw1 b1 MM =28 +UTX =1 f=131) +WX=8  gw s NIXp=121)
A AE o7 (008 »mg 101089 Hign 0060 117 (708 st} "nes Ty}
FE5 AE wey El] s s LILk] nny big 862 iy
WAL AL 8 164 108 2 8 o 2019 " 9
%ﬁ*ﬁf@% 538 13403 7133 [T g 2104y (1] 1§19 6033
A 1.6 SaYEE L6 ESVIRRN L6
MORNCH PoTHEAHLL 40 mg (2w Sarbumah 20 g (20 FEARTOme Y criggompeu  PIEPREBLOMEY g 0 mpgw
L] o=t =55 in=5%) =) =34 inei)
Ef AR ngy 10y 0phg ] By Lyl
AR .Y 268 ] 4 583 %3
WEBEC LR AE 0 4 ¢ wh [ ]
m@wm@xz 6139 268 208 [TE] 474 4y
AETR B | SARSRECT Bt
L6006 - MTXCHIBESS | qowily 2 38 SAEBRST Bt
A L
[B12)

NCT01061736%

;;?é L

B MTX TR
BB
=MW a2wiMIX (n=398)
1638 243 52 % tEEE
AHAQ-DI ACR20 AmTSS PR
NCT02332590%

N=369

HMIX AR g
REERRZ
8

S CO e e

PR AL, 40mg uMTX (n=185)

2438 HEEE
DASZ8-ESR BRI
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AR L6
e

B arifuman 200mg qlw. -9
£ Sarilumab 200 my glw,

L8 24 A (%)

0
ACR20 ACRSO ACRC <ol DAS28-CRP *HAG-DI
i [ %022
62/143B4/128  26/143 617128 137143 24/128 B/143 107128 177143 45/128  85/143 79/128
43/33186/121 187131 354123 67131 36/121  SA131 227121 /131 427121 687131 897121
[[&E15A]
B 100
s
& &
a0
L
2o H
ACR20 ACRSO ACRIO CoAl DAS28-CRE
IR E wN . e
(% 8774143 73128 337143 491128 177143 28F128 117143 19/128 1Az 397128
E 367131 80/ 18/131 &I 831 414 1131 2%5/121 24131 ann

&
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4GRS 1L-6 Sarilumab 200 mg+MTX E5k FERIMMTX B
&
- -
& sl ss———
&
" -
- S
-30 - -3 -35 -30 -3 s 0 i85
LS PR 95% CD
AYEEREMAS 11 -6 Sarilumab 200 mg Bl BB, 40 my BXE
&
1:{1 »
m A
& -
0 -
- -
TR TE T T S m 959, O ? w =
ELI LR 11,6 Saritumab 200 mg+MTX BiE PRI MTX B
f& e e
1:?3 D ——
a’ e
ES ¥+ -8 (3.6 -4 -3 8.0 0.2 0.4
LS P R95% CD
EAEREE 116 Sarilumahb 200 mg B¥E B ACEE ST 40 mg BieE
©®
q& “»-
. -
3.0 —:XQ i3 & i34 3.3 84 .2 o4
LS EHRB95% C1)
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W Sarilumab 200mg q2w+MTX, T

W oA 40 mg qRweMTX, =4
[ Sarilumab 200 mg g2w+MTX, = 4%

B it kit 40 mg q2weMTX, 24

100
- a0
I
&
o
L e
3]
& 20
# 1]
ACR2O ACRSD ACRIC
# /N
« 24445 IgSE B840 28758 BiAG wRS
& 28454 Asjan 1354 30046 2754 4445
100 -
sy
9
55 &0
1
4
ig% a0
5 204
s o
COMLDA  DARS2B-CRP  DASIA-CRP  DASIR-PSR  DASIB-ESR HACHH
B &R (519 BEE P
.22
R FEE N
5 GA8S  RRISS AR485 27058 BME 1G5 WA 24798 PIES 12095 L3545 Sug8n

i

55 BAGE IRSLG 184 216 434 Ades G5a 247806 LIS L4045 FUFSG SOMG

[#E17A])

W sarilumab 200mg q2w
E P TEAET 40 mg q2w
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o [3E3 82478 ] METHODS AND COMPOSITIONS FOR TREATING
SUBJECTS HAVING RHEUMATOID ARTHRITIS
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Disclosed herein are methods for treating subjects having reheumatoid arthritis

(RA) with a human anti-interleukin 6 (IL-6) antibody, or antigen-binding portion
thereof.
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_ (450 )
[ 28HETR] Rz RBATHEVR MR R BRI 77745 K aH AR
[ZECEEBHAFE]  METHODS AND COMPOSITIONS FOR TREATING

SUBJECTS HAVING RHEUMATOID ARTHRITIS

[ RefirdEi ]
FHBR R
[0001] ZAEREEZE4EEK201848 A 29 H i H SRV BRI HH 35 38
BE62/724,212~20184F10 5 18 B FiHH 55 09 35 B BaN e 55 285862/747,301 ~ 2019
1 H 30 H e B35 BIRERF R 5 25 5562/798,697 ~ 2019483 H 27 H FTEHERHY
E B REHE B 55 2E9762/824,399 ~ 20194F6 A 3 H At HH 55 0V £ B HE R B 35 25557
62/856,431F120194:6 5 7 H BT 55 HY S BIEERT FH 55 22 59762/858,443 Z (B
FZs - RHEEGFEK2019F8 H 19 H Fr H 3E A EUN B 5] H 35 E 5
19192387.9 7 {BSLHERIZS » R RTMEFEE R < 2 3B G IRV PF AL
g e |
FralZR
[0002) AHFEEGSHEUASCUE THRALEZFIERALHS
ARG AP FAGEA - 201948 H 19 HFRIBAYEZ ASCIEIAE - ZFE R
118003 10320 SL.txt > HA/NE104,79507 TT4H (byte) ©
[0003) ASTAERIUNER-TAR(L-6) b RGEEH T
e EA BHEURMEREIRRA) ZEREHYITE -

[ SR ]

[0004) HBRECRMEREENRRA)/—TEB R BILRK - HiFEURAK
MBS R - DEGHEGIEEUE - IRV RIS - &
B B AR/ NRART - S530BRRIR T REst W HANZR S - — 2T E
(A1) ~ REEEER - EBEBR) ~ FEEMERR - BIER) - LOOEER)
ISR (4560 ~ B MERRREMEIE R) - &SRR ZRER - FI0EMm - T+

$1H - 3t 105 HEWERES)
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EHVALMMER (AR ~ BEELIR C-KIEEH(CRP) > DU ~ BER
SRR R AZEEEFERBIANER=REBEY - SMEE
FEURA TP B (LR (T-CCP) A IV E R L T R L HAVEE
2 o &R SRR - BIIEEIESERF(INF) ~ A" B ZE-1 IL-DRITE
2-6 (IL-6) » 1F RA P& RIMVRAGTE KA S 8B P E—A -

[0005] S=EHJEUR P 22 FE(ACR)FIBH HTEVRE: 2 (EULAR) 2 4t
THEIREBET AN AR ES RA ([ERBZ 15 (& R, » 40 Singh, et al. (2016)
Arthritis Care Res 68(1):1-25; Smollen, et al. (2017) Ann Rheum Dis 0:1-18) o
B2 BT EA RANVERCGRECEREE) 2 E ek R EM
B R (cs) BN E IR B EUR 289 (disease modifying anti-rheumatic drug >
DMARD) - $I41H EZURIS (methotrexate * MTX) - BESEEEENE K78 H—FI40
s8Rz I (prednisone) K & AT - 28T » 1E49 50% HYEREH - DA csDMARD &
B ARE A SOAZEFESRIEE) » B TNF-o {IHIEMEEAAEL csDMARD %A
4H& (Rohr, ef al. (2017) Arthritis Care & Res 69(6):794) - 4R1 » IR EHF
FHE R ERTT 2NN S EE RN R T ES LB REEmHE
(b)DMARD % FIfE R EE—FEE » fitim B E BATRAL T 2R Rk B AR IF B/
HBIAE MTX FOAN RN Z (2R fl4 Catay, et al. (2016) BMC
Musculoskel Disord (2016) 17:110) - =1L » AFFSHHERE ERIELRRE
B ERA N AR - HEEASEERTTHSIERE - R —aiE
o AR — R AL -

[0006) [Nt - it B FREEA A BN E HE—SEAN /AR
) ARz E— R AR SRR AERBERAZ FE(ERNE A -

[EZHAE]

[0007] ASUAR(ZEDVEDR)EN T2 BAEEE © DU RS
(MTX)=, TNFo fIHIEI(FI40F 22 A B (adalimumab)) & SEREARES > DUIASE
DITER 6 ZRIL-6R)FiE - B GHECAREASERENOE
-6(1L-6)Z FHRURMERR B R (RAYER S B E A RS — 420k -

%2 E > 4 105 H(RIRTE)
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[0008] WEES L HEHBHILAY 24-78 MONARCH Ef IR 3 B
(NCT02332590) » 77t A RA (EESHY IL-6 B » B EE=0ERr S
FaR 1IL-6 2(BINL>1EFEE _EIRAY 3 f£(3xULN) » Bilg0/r A4 15 pg/ml
£J 800 pg/m)HVEHS - AHEIF AR BT « el K EHT DM TNFo {1
(BIAOHRARTE E (etanercept) B R AE B fi(inflixumab)4a 25, MTX 4522
B NEEPU-IL-6R HURCEHEBUREE S ER (B sarilumab)és Bei A Al REZE]
FEIK A EEKIE - 7EFrAE VIR R E R (endpoint) - iES MRS FEY)
(BlanfE 28 FRERENHI C-RIBEH 2 B /S BE RFE » DAS28-CRP) DA K HE
e MERA S FEY (BN e A R R RE FE BU(HAQD)) ~ BRI GBI TS
BU(CDAI) /S HERRBARIE) BB R 2 LR - (HELEG R IL-6 L8
AHHEE SEE =0 E 8 2 = E4R IL-6 E(BINE>IEE E LRAY 3 f£(3xULN) -
ALY 15 pg/ml FIZY 800 pg/ml)AVE RS > AHEA LA ZZA BT ~ PliEKER
PLLASNEY TNFo 1A (140 4% 38 78 & (etanercept) B 3% % #] & B 71
(inflixumab)) » B MTX 455% » ¥ \Ji-IL-6R FiRg s H bR & & (B0
sarilumab) 2 K Jf&_E7REA R AR ZE 2R B &G SR (PRO)Z A - HId0KE
VAS - SF-36 PCS ~ SF-36 MCS #1 FACIT-F £43

[0009) [HAM HEBECHAEE T HI MOBILITY EE Rt ER(NCT01061736)
ZEH RA (EESFHY IL-6 E5787 BRHBEE =04 mE4R IL-6 E(F1
WEP>IEFE EFRAY 3 f(3xULN) » B/ H24%Y 15 pg/ml #14Y 800 pg/ml)Hy
{EHE - FHEL MTX 1RG22 - S AEH-IL-6R Hiig s PR A &5
53 (I sarilumab) 2 45%E b - BUE A RREFERIR LA EENIRIE « Lot
AN HARRN RIS IS — 4% - AJEDL-IL-6R PigssiHbiRES
& 53 (B0 sarilumab)F1 MTX JEEEE 72 F] ACRT0 F1 CDAL I HAQDI 295
IR AR B ARy - (HEEELR AR > 1L-6 SLERMHRR - SR E=0%F48 >
=R 1L-6 E(BI&>EHEE _FIREY 3 f2(3xULN) » #4124y 15 pg/ml
FO%J 800 pg/ml)EV{EfS - FHEIFS AR ZEAR BT ~ Pl REHTILASMY TNFa ]
R (Fan AR PEE (etanercept) Bt K Fl[E B Fi(inflixumab) 45 228 MTX 45
#E > B AFEDI-TL-6R HLasEPURG S E (B4 sarilumab 7)) [ FE F8E
A BEZ R B S S R (PRO)ANE » BIAIEIRE VAS ~ SF-36 PCS - SF-36
MCS Fil FACIT-F £%45 -

83 H 105 EETRED)



1868074

[0010] F53% - B TARGET EERERER(NCT01709578) sk bEtk
1k 24-# MONARCH EEpREEEINCT02332590) o ¥ iR SRS B R F- I 52
JER e8RS H A RA AINERBZ [ERR (I EH RA REGEAHE
HE> 7 mmol/L SELRFE(LIMEZ(HbA L) > 6.5% 2 {EFE) - H IL-6 E5H75
MEEE=TERZEER IL-6 E@INL>IEEE FRAT 3 f(3xULN) -
BIans 49 15 pg/ml 149 800 pg/mI)FI{ERE » AHRI DART 2 AR BB sl 22 et 51
4REE > TR T NJEPI-IL-6R HUASEEPUREG SRS (BI40 sarilumab)ig » 4F
WERIW (B4 HbAlc 81H) b » BrA T RE TR LA EENIE -

[0011] [Nk > F£—J07H - AR AE B A ERERIERREN
KXRAERZ FE - ZEFEBREEZERBESROERATHENEE
6(IL-6)E » p L ERER P(FIUE T ) /e FAEME (BI04 75 mg
F%J 300 mg - FIA14Y 200 mg > FNE 2 B—R(q2w)&J 200 me)iy A JE -
TTHE 6 ZEIL-R)FIBENFEGESHS  HAnaE=(Es5aa
SEQID NO:21~23~25 Fy B f## I #  E E(HCDR) FF5[F1 =18 43 Bl & SEQ
ID NO:29 ~ 31 ~ 33 HYEEH# 5 #5547 & (LCDR)F5 1 Z Hi-IL6R HiAB TR
GESESY - FIAERE RS SEQ ID NO: 19 L FE% > HCVR f1EA SEQ
ID NO: 27 &g LCVR #IH-IL6R P HHRAEE Y - Fld
sarilumab 2 EAEYIMEDIEE 4 EREA TR IL-6 2HE s IL-6 & -
B0 IL-6 E@FINMFR)ARIEFEE LR 1.5 fZ(1.5xULN) » #4017 5349
1.5xULN 1 70xULN Zf » $laTA74Y 3xULN > Fl40417349 3xULN #1
70xULN 7] » 2 IL-6 B(FINMER)ATNEY 15 pg/ml > FIL0NH49 15
% 800 pg/ml Z[H » HILIRTE] 35 pg/ml » FIAI7M7A4Y 35 pg/ml F1 800 pg/m
ZIH - FEIERGZ(ERE - E—EBEMIT - BA RANERITEERERR -
E—HEBREGT > ZEE RANERRBEERRE -

[0012)] 7ESS—05H > AEFHGREBANGEERESNAE 6 FHE
RMERRENR (5 IL-6RA) 2 (BRERI 05 - E A A EIEEA S IL-6RA
{E#8 - BIAEE RA K IL-6 EFINMFER)ANNEEE LIRS 1.5 &
(1.5XULN) > B34 1.5xULN F1 70xULN 22 B » G414 %) 3xULN
BIAIATHY%Y 3xULN 1 70xULN 2 [ 24 IL-6 Z(FI0IiE 8 ) A4 15 pg/ml »
BIAOTHAEY 15 149 800 pg/ml Z [ » BIAIKIAL 35 pg/ml » G 35

FE4H 3105 HEHRHESE)
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pg/ml 1 800 pg/m Z FEHVERE » AL F(BIUI & T T Efz e LA E
(B0 75 mg 247 300 mg > FIN%Y 200 mg - FIa1EE 2 B—R(g2w)&Y 200 mg)
FINEED-T B & 6 ZR(IL-6R)FIAESHGUREEER 7 PIEFE={E0 5]
A& SEQ ID NO:21 ~ 23 ~ 25 fYE# 4 i1 E E(HCDR) 5 IR ={E 75 A1
4 SEQIDNO:29 ~ 31 ~ 33 AUl H A i E & (LCDR)FFI Z Hi-IL6R HiAGE
HBRGESH7 > flEiEA"A SEQ ID NO: 19 kA Ry 2 HCVR f1E
45 SEQ ID NO: 27 f s 551 LCVR AJHi-IL6R HiRg s H BT R&G & E 77
B4 sarilumab SCELAYIFEDIZE - FEIL) AR (ERE - E—EBEEAT - BH
= IL-6RA fY{ERINERRERRE - E—2EENIT » ZEA S IL-6RARIE
RN BAENERR -

[0013]) FES—5H » ASIHGREANEERALHEESERFST
5% 6 JERURMERI G2 (5 IL-6RA) Z (ERERY T 74 s A RAFI IL-6 B (B
AMEFE) AR EREE LIRS 1.5 f£(1.55ULN) » Fla0/r534y 1.5xULN FlI
70xULN 2[5 > FlanAiigy 3xULN » 7097349 3xULN F1 70xULN Z [ ;
2 IL-6 E(FIANMIE 8) AR FAEY 15 pg/ml> FIAI/ 4T 157147 800 pg/ml Z[H] »
BIAIATAE 35 pg/ml > FIAIF ALY 35 pg/ml 71 800 pg/m 2 EHI(EAE - %7
SEHERER TR T T Eis e _ EANEWGIA 75 mg 247 300 mg
Fl4n4y 200 mg > FlNEE 2 H—R(G2W)SY 200 mg)BI NIEHI-/THER 6 Zh
(L-6R)FEE S HI RS & E 5 flaRE =758 & SEQ IDNO:21~23 -
25 NEHE T w EEHCDR)FFIRI ={#45 3184 SEQ ID NO:29 - 31 ~ 33
FESSE B T E B (LCDR)F S 2 H-IL6R Hils s PR S H S » fllnt
#£ E45 SEQ ID NO: 19 JFELE 512 HCVR F1E7 SEQ ID NO: 27 fFHkEs
FF%lz LCVR Yi-IL6R FiBS s iR G ER 7y » BN sarilumab BCHAY)
FEDIE » FEAREZ(ERE - i —BBENY > BAS IL-RA NEKIRER
YERRTE - fE—EBEERIT > BEE IL-6RA WEB R EBEVERR -

[0014] #E—J7H @ AB¥PRE—BASHNEE 6 FEEURMRIRIR
(5 IL-6RA)Z (Ef& T > FREFZREE] 28 IRRAETFER/EEIE T (DAS28)4
fE 735 R GEIA B RA R IL-6 S(BILME ) AN IEEE _ERA
1.5 fi2(1.5xULN)> Bl409 7249 1.5xULN §1 70xULN 2 B8 il A% 3xULN -
Bl W’J 3xULN A1 70xULN [ 5 IL-6 E(FIME &) A 4Y 15 pg/ml -

5 - 3 105 @RS
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BILFTHR4Y 15 K149 800 pg/ml Z [ » FIAIAKFNE 35 pg/ml » B 35
pg/ml 1 800 pg/m Z RIH(ERS - % T A BB PWBIA K TR TZERSE
B _EAREBIA 75 mg E4Y 300 mg - FIA14Y 200 mg > FIAIEE 2 H—R(q2w)
47 200 mg)Y AFHPL-NME R 6 ZEE(L-R)FIREEIIREEH 7 - flisa
fE={Es7AH & SEQ ID NO:21 ~ 23 ~ 25 (YEH# T fH,AE &(HCDR)fF5F]
={E73AE 7 SEQ ID NO:29 ~ 31 ~ 33 HyfHE 7 4R E B (LCDR)FFI L
-IL6R HigSECEPURSGE S E 5 FIERERA SEQIDNO: 19 AL Z
HCVR f1.EH SEQID NO: 27 A 712 LCVR BYFT-ILO6R HLAE s =R
&EErElsy  BIAN sarilumab BCHAEYMEEE - FEHEEZER - £ —HiSE
B A S IL-6RA FERS /R B A MBI - 1 — BARE I A5 IL-6RA
HEREA BRI - E—HEEAT » IR 12 BHERZ1E » 5
24 IBHYERE L 1% 2 (ERS 5 ZEE] DAS28-CRP 4% » (5141 DAS-CRP 573K
JREY2.6 -

[0015] 7E540)7H » AZRBE—BEAESNMEE 6 FHEURMERE
R (& IL-6RA) Z{EfEF - 2t AN E MR RSB EE(CDAD&E
75 HERGIMER RA & IL-6 E(FIIIEE) AR IETE LIRAY 1.5 £
(1.5xULN) » #0474 1.5xULN #1 70xULN Z R » #0534 3xULN -
B0 77349 3xULN A1 70xULN 2 [ 8¢ IL-6 2 (FIAIMIEF 2) K4 15 pg/ml
BIZO A% 15 F143 800 pg/ml Z[H » FIAIKRFYET 35 pg/ml » FIAI AL 35
pg/ml #1 800 pg/m - FEHV{ERG - 3% T/ AGERER T (B T T7)ZER—
B EERE B 75 mg 47 300 mg - H%0%Y 200 mg B 2 FH—K(q2w)
47 200 mg) W AFRHL-MEHE 6 ZAEIL-R) G EDIRGEH T - FluaE
E={E2R1EE& SEQ ID NO:21 ~ 23 ~ 25 fYEHE L A T EHCDR)F5F]
={E5 A SEQ ID NO:29 ~ 31 ~ 33 AU i #ii R E & (LCDR)FFF 2 i
-IL6R JLReECEBTURGE & E 7 - BlanEFEEA SEQIDNO: 19 fFERRFY 2
HCVR #1 B SEQ ID NO: 27 f#E:fEFF51 > LCVR BYHT-IL6R Hiis s E T
JREEEERST » BIA sarilumab SEAEYIMHIEE - FE L AFZERE - £— B
BHlt - BAS IL-6RA NERINEARERKE - E—ERE+  BAS
IL-6RA HY(EEER BAMERE - £—HEEESIF - fIUEKRL 12 BVER

56 H » 3£ 105 H(ETERTEE)
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2% > B 24 BAVERZ1%  ZERRHIET] CDI &% - FIUIRKINEEREY
2.8 ) CDAIEF5% -

[0016] NESINFHE > AEPHRE—BAEESNAE 6 FEURME
B 3% (75 IL-6RA) Z @RS - FRELRTAER] ACRT0 RIFEZ 777k » Z(ERE B
HA RA K IL-6 E(BIANMIZFER) K IEEE LR 1.5 £%(1.5xULN) » Fi40
P4 1.5XULN 1 70xULN Z [ » BIA0AA4Y 3xULN » 51471744 3xULN
F1 70xULN Z [ 5 54 IL-6 E(FIMER)AFYEY 15 pg/ml > FlE0HE 15
K147 800 pg/ml 27 [ » IR A4 35 pg/ml> Fll40171-724Y 35 pg/ml F1 800 pg/m
2 B - ZITAGRERER T GIHE T T7)ZER AR EAEREB]
A1 75 mg 24J 300 mg - FIA14Y 200 mg - FIAIEE 2 HB—R(q2w)&J 200 mg)
HIABEP-NHE 6 ZRIL-6R)TIREEGURAE ST FlnaiE =155
fu& SEQ ID NO:21 ~ 23 ~ 25 FYEH# G i £ E & HCDR)FFIFI =157 Hil &
& SEQIDNO:29 ~ 31 ~ 33 AYES## T 2 E E(LCDR)F31 2 $1-IL6R HASEY
HEHRGEH D FlanaiEEA SEQIDNO: 19 feARk ¥z HCVR Al B
75 SEQ ID NO: 27 fzZ B FF5] < LCVR Y- IL6R Piag s bR &S &8 7
B4 sarilumab SEEAY)FEIEE - FEILGRZER - T—BREST - BF
= IL-6RA FERSIREANERN - e —EREGIF - BAS IL-6RA HY{EFS
FEBEBRE - E—AREFIT » FINEARL 12 BRVEEZ% - 224 #
By aRE 1% o Z(E#E 7] EEE] ACRT0 £0E -

[0017) 775 AEFHGREUAET-TOE 6 ZRAL-6)TE
HEPFIREST S aEE A BERMEMETIR RA)ZERNITE - ZI75E
BEE-BEESNHEE 6(IL-6)EZ(EE  flEAR RA K IL-6 E2(FIAIMLE
)RR IEEE LRAY 1.5 f£(1.5xULN) » fg0/150%y 1.5xULN FI 70xULN
Z R s FlIAIAEY 3xULN » Fla0/7A49 3xULN H1 70xULN [ ; 2 IL-6
B (BIHE )AL 15 pg/ml - FIA0A %] 15 F149 800 pg/ml 27 > Fi41
KIAE) 35 pg/ml > B0 HA4T 35 pg/ml #1800 pg/m 2 FERI(ERG » KT (B
W N T)ZERE— A% EARE WA 75 mg 24 300 mg $[#14Y 200 mg
BIAIEE 2 FH—R(q2w)&] 200 mg)i \EEH-71 B % 6 ZA(IL-6R)FIAE ST
JREEEHT - BIEE=(ED 58S SEQID NO:21 ~ 23 ~ 25 AVEH G fiiift
EEMHCDR)FEFIFI =53 B4 SEQ ID NO:29 ~ 30 - 31 AV O #iLE

78 3105 HEHRHASD)
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&(LCDR)FFIZHI-IL6R Hipds RS &H 5 - SlaaiEER SEQ ID
NO: 19 jgE & 7512 HCVR F1HA SEQID NO: 27 fA 7512 LCVR Y
H1-IL6R HIASSCHGUREE G 57 » B0 sarilumab SUEAYMEIEE » $E5A
Bzl - 72 B EIT > 25 RA NEEB/IEERERRK - F—HiaE
B - BAH RA B B AR -

[0018] 7FE—JHE @ AEHHGIREAR —(EE PR EEEN S
% T EEREEE-EAE /AR 6 HEURIMERIETR (5 IL-6RA) H K%
W5 (treatment naive)dJ{EHS » FIAIEA RA K IL-6 2(FI40ME &) IE
HE{E LR 1.5 f£(1.5xULN) > 4171749 1.5xULN FI 70xULN Z f# » 540
R4 3XxULN > g0 417349 3xULN il 70xULN > R 5 5% IL-6 (B
)R 15 pg/ml- FIA1/ 74T 157149 800 pg/ml 2 B BIIF0 K44 35 pg/ml -
BIS 749 35 pg/ml F1 800 pg/m 2 RMVERE - MIEET (B0 E T#F)%(E
fe— /B EARERIM 75 mg L 300 mg - FI4147 200 mg - FIE 2 18
—R(q2w)&Y 200 me)HI AJHBT-/ 1 H &K 6 ZHEIL-6R)PTAS S H PR AL S ER S »
BlaEFE = {E5 512 SEQ ID NO:21 ~ 23 ~ 25 \YEH T #H E&(HCDR)
AR ={E4r A& SEQ ID NO:29 ~ 30 ~ 31 HUeR s 7 #1 EE(LCDR)FE
SIZPI-IL6R FIAESHIURGEEH 7 FlEREEAR SEQIDNO: 19 firE s
FF5lz HCVR #1 27 SEQ ID NO: 27 A g5 LCVR £9Hi-TL6R Fif
BCHPURGEEE ) » BIA0 sarilumab SCHAEYIFHLIZE - MUAE—EE - B LL
ez i fe FHIHIRAETIRG - E—RBEFIF - BAE IL-6RA WEEINES
VEPKIR - E—EBESIT » BA S IL-6RA YEIE L BA KK - FHH
BEEHIT » HFYEEE - FI40 200 mg q2w sarilumab J&5F - Z{EREEEH&I4E
BHEGR(LZ4ER » FINAES 52 3 » WHIEEETHR Van der Heijde 42 Sharp
273 (mTSS)Z 8t - B4 0.25 Y mTSS 557 - L EEEHIT - YA
% > 120 200 mg q2w sarilumab J&HF » Z{EESFIAIFESE 52 #FEH mTSS &7
fli » ZEIRELY %N B2 T - EREERELF > HVERE
$I40 200 mg q2w sarilumab JAH% > Z{EEEFEEETRRE Van der Heijde 42 Sharp
aF7(mTSS) B E4R(BL)MHELVEM b A 2532 2] 0.6 - FEFLE T FIT - £
2/ 24 \HTEFZ 1% - B0 200 mg q2w sarilumab J&9% » Z{EEEESTIR
Van der Heijde #& Sharp 553 (mTSS) 1 E2E 4R (BLYAE LAY LR %% 28] 0.2 -

858 H - 2k 105 E(HIBRIE)
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TR BRI TR - 722D 52 BAVEE 2 1% > B4 200 mg q2w sarilumab
Ak ZERSTFEEETh Van der Heijde 48 Sharp ¥/ (mTSS)HEAEL4R(BL)
MHECHYE bR 2 EE] 0.3 -

[0019) FE=4M5HE » AR GREE—(ER T AR LR AEE
TR 2 B FEA R Fig AV — P RRENE G 2 J77% - s 0775 afEERE
—BAETEER 6 FREURMERENR (5 [L-6RA) Z {Ef FIU1EA RA K IL-6
EWHE ) AN EFEE ERAY 1.5 /&%(1.5xULN) - FilZ0417247 1.5xULN
A1 70xULN Z[H] > FIAIATREY 3xULN - S04y 3xULN A1 70xULN 2
[A 5 2 IL-6 EBANMIFE)ATEY 15 pg/ml > FIA0FFLEY 15 F14Y 800 pg/ml
L8] BT 35 pg/ml > BILIAA4Y 35 pg/ml Al 800 pg/m Z FIHV/ERS -
BT (B T T ERE— e EAE W 75 mg 247 300 mg » {1
W% 200 mg > BN 2 F—ZR(q2w)4T 200 mg)H9 N HE -7+ 5 &K 6 ZR(IL-6R)
PLRESHEILRGEE D - flaEE={E/,5183 SEQ ID NO:21 ~ 23 - 25
HYE# 4 A E & (HCDR)FFIFI={E 77 56L& SEQ ID NO:29 ~ 30 ~ 31Hy
g 1 4 R E R (LCDR)FAIZ Hi-IL6R P EiR&GEE 7y » FlIEsE
H7FA SEQ ID NO: 19 f#E % HCVR f1.2A SEQ ID NO: 27 fZE g7
57 LCVR 8$i-IL6R HiAe s HEREE &S E 77 » B4 sarilumab S A YHH
D2 » FEILE B P E P HETHRDS - £ ARBEST - AAS
IL-6RA HVMERGIREARERRE - E—EREAT - A5 IL-6RA HyEEER
HAEWERR - HREEREN » HtaR @ fl4 200 mg q2w sarilumab
AR R EFHIFEEEE R &R - Flafes 52 8 WHEE:
i Van der Heijde 48 Sharp %53 (mTSS) 2 £k » 40 0.25 Y mTSS §F57  1F
i HEEERT - AR » B4 200 mg q2w sarilumab (& » Z{EREEL0
7555 52 JBHEE mTSS BEA - HEEIAL) S0%NUHII /b T - EHe S
RESF - 20 24 BAEREZ1% - F140 200 mg q2w sarilumab J&EHE © 3%
{EA4TEISETHR Van der Heijde 48 Sharp 3743(mTSS) B4R (BLIFELLAVEH L
% EE] 0.6 FRL BB F £ 2D S2IBAYEE Z 1% 140200 mg 2w
sarilumab J&# » EZ{EREFEIEEThR Van der Heijde 4% Sharp 543 (mTSS) H EEL
GBLELEAVE LR L ER] 1 - FREEBERT » £2/) 24 BVEES
1% > B4 200 mg q2w sarilumab ;& 3% {H e /T {Z5ThE Van der Heijde 48 Sharp

F9H » 105 H(HEHHHESD)
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[

B4 (mTSS) R ELEAR(BLFH R VB B 2025 0.2 - FEH L BT HIF » 1F
T/ 52 EHEREY 1§14 200 mg q2w sarilumab S&¥E - % {EREAEESTHE
Van der Heijde 42 Sharp 553 (mTSS) - ELEL 4R (BL)THEE AV B L 2522 % 0.3 -

[0020] fFE—J7ME » AEIHGREMANESE—ERNITE - 2%
EEREAE R OEEEEEEREIRRAZEEEEEESNHER 6 H
BURMERREN R (75 IL-6RA) > BIAER RA K IL-6 E(FIMIEE)RRIER
1B _ERRAY 1.5 £%(1.5xULN) » Fl#1417A%7 1.5xULN R 70xULN Z R » IR
A% 3XULN » 404174y 3xULN F1 70xULN Z R4 ; 58 1L-6 E(Hl4Ni%E =)
NS 15 pg/ml> FlAIF ALY 15 F149 800 pg/ml 22 i » BILIRFLEY 35 pg/ml -
BI04 35 pg/ml F1 800 pg/m 2 FEHVERE » FeA& T » BINIEZ T & T4 ME
B —BFE L AERE > B4 75 mg 249 300 mg » #4149 200 mg - FIANE: 2 1B
—R(q2w)&] 200 mg P BB E 6 ZR(IL-6R)Fiaes L biFEEG &
BlanEFE = {E453AE S SEQ ID NO:21 ~ 23 ~ 25 AYE# A #i~A € & (HCDR)
FEIFI={E4y 544 SEQ ID NO:29 ~ 30 » 31 R H # L EE(LCDR)fF
FZ Hi-IL6R iSRG ARy FINEFEER SEQIDNO: 19 AR
Fr5l2 HCVR 1 A SEQ ID NO: 27 fzE:gFr51 2 LCVR §y#ii-IL6R Hife
HHEGURGEEEY > P40 sarilumab SCHAEYRBIEE - FEILGREE - 12
—HEBEST > BHS IL-6RA (NERINEAERE - E—REENT - &
A5 IL-6RA HY{EFE R BA RIS ©

[0021] FF—FHE ASFPEGREFANEREEEHERERERXRA)
H R 52 B B4 (methotrexate-intolerant {E RS Y J77% « 22 EJ77ABFEHIE
ZEREEEASNEE 6 BEURKREIETR (S IL-6RA) - FIAIEHA RA K
IL-6 E(FlAMEE)RPEFEE LR 1.5 f&01.5xULN) » FIa07 R4y
1.5xULN F1 70xULN Z [ » BIZ0ATA4Y 3xULN » FlA07174Y 3xULN A
70xULN Z [ 5 B IL-6 E(FIHIFE)ANRE 15 pg/ml » FIO7 T4 15 K
47 800 pg/ml Z R » FIAIRFALY 35 pg/ml - FIANS T4y 35 pg/ml A1 800 pg/m
ZEMERS » BRI T (BN TR T)ZER—EE FEREMWL 75 mg £
47300 mg - 14047 200 mg > FIAIE 2 F—R(q2w)&J 200 mg)iy NEHL-IT
HZ 6 SE(IL-6R)PiESEIRGEE T - FlEiE =g 5H & SEQID
NO:21 ~ 23 ~ 25 WE A A EEMHCDR)FFIFI=E5 A& SEQ ID

% 10 » 3t 105 E(HTIRIIE)
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NO:29 ~ 30 ~ 31 AVESHE T #HAEE(LCDR)FFIIZH-IL6R RS EHIRSS
EE54y > fldEiEEA SEQIDNO: 19 f#ERE 512 HCVR 1 BA SEQID
NO: 27 feHEBEFF%] 2 LCVR H9Pi-IL6R P EPi R &E 0 - fldl
sarilumab BCEAEYIFEOIEE > #EILaRZERE - E—BEREST - BE S
IL-6RA RY(ERE/FEETERRE - £—EBEEA > BA S IL-6RA EEF
BAEVERA -

[0022) 7E—HH  AZFHEGREEARNGEEAEERMERE R RA)
2 RIS - )7 FER 2 (methotrexate-inadequate{EBRHY 57k © SR FTARTE
BEZERESBEEEN AR 6 HEVAKERER(E IL-6RA) FIZ1.8A RA
B IL-6 BE@HIMER)ARERE LR 1.5 f£(1.5xULN) » FIal/Re
1.5xULN 1 70xULN R » Fla1A & 3xULN » Fl40417345 3xULN Al
70xULN Z [ 5 2% IL-6 2(@FIAIMER) ALY 15 pg/ml - FOINHEY 15 K
47 800 pg/ml [ > BIEOARIALY 35 pg/ml » FIANFTH24Y 35 pg/ml 7 800 pg/m
2 ROAERS - I T (BIAE MET)ZER—ERE EAREWDGIN 75 mg £
47300 mg > FIEN%Y 200 mg - FANEE 2 B—R(q2w)4Y 200 me)HY AFETL-IT
B 6 ZEIL-6RF i HRE Sy flnaiE={Es 522 SEQID
NO:21 ~ 23 ~ 25 WEH A #HREEMHCDR)FFIF=Es 38 & SEQ ID
NO:29 ~ 30 ~ 31 RVESHE T iR E&E(LCDR)FFIZ Hi-IL6R HiaGei L Hi/R4S
&5y FlanEiEEA SEQIDNO: 19 feE#4fr7Z HCVR f1E7 SEQID
NO: 27 BEFEF5] 2 LCVR AyFi-IL6R FilEHPIRE S D - #la
sarilumab BCHAEYJMDIEE - EILaFEZER - E—EREMNF - BAES
IL-6RA HVEBSIFEBETERR - £—HBER+ » AAS IL-6RA By(EREA
BN -

[0023) E—HHE  AZHEGREEANEEEFEERMERERZ
EBERY T - SEHAERE TP  HEZESEATR IL-6 ELUER
SEIEZ B AENE 1 ENVERRIERIE R RR R EESEE 2 JEAVSER
YRR R R R B ERGIAE 1 ENERR MR R EREEE
MRS > AR —EERE T2 ERS - HP i RIET— 6B LARE®
75 mg ZE4Y 300 mg - FIA14Y 200 mg > FANE: 2 B —R(q2w)&Y 200 mg)HY A
M- E % 6 ZRIL-RBRETIRGSE 7 fluaE=[ErEs

£ 11HE 3t 105 H(HHEANE)
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SEQIDNO:21~23 - 25 Y& A #i & E(HCDR)FFIRI =& 53 AE& SEQ
ID NO:29 ~ 30 ~ 31 HYEHE 5 #7722 B (LCDR) P71 Z Hi-IL6R Hife BeEHUR
&EEElsy - PlaERERA SEQID NO: 19 frEfitfr5 2 HCVR fil HA SEQ
ID NO: 27 frEBEF5 2 LCVR AIH-IL6R HissHitR&&EEE 7y - Bl
sarilumab B A& YIHEHEIEE  DURAS F(BI1 B T8 F) AR IL-6R Hiag s bl
FeS & THZER - #EiaREZ EABERERMETRAVER - £—&
BEEAIT  EE RANEBETERRERRE - T—BREENT  ZEFRA
HHERE R BAMRERAE -

[0024)] TESITE @ REFHGRULERERERERURIERER
ZEERIN T - ZEFEEE TR  MEZEFERIERATH IL-6
ELMERHIE X ERGENSE | BERURMRE R EREREEEEE 2
AR RURMERIET R PR EE » 2R FAETE | BEAVEREURMEREX
IR EE Z 8 HRZ R AR T — e EAREWIX 75 mg £47 300
mg » BIA0%) 200 mg > FIHAILIE 2 H—R(q2w)EJ 200 mg) Y AFEH-TEHE 6
ZE(IL-R)FIBSHHNIRE ST S flEE=(E5774 & SEQIDNO:21
2325 AN EE§E O i & (HCDR)[FFIR =(E 5y 71E& SEQID NO:29~30
31 AUEEHE T 4L E R (LCDR) 5122 $i-IL6R P s R&G & 85y - B
AR SEQ ID NO: 19 frEifigFE%1> HCVR f1E7 SEQ ID NO: 27 ik
B2751 2 LCVR Ai-IL6R Higg s iR &S G Eior » 40 sarilumab BEEA
YIRAIIEE 5 DA RIS T (BIANEL T HeT)AIH IL-6R HLis i EDiREE & THL
% 1 FrVEEURMEMEI R ERBEE S » FEIL e EAFEVRMER
Bk AVERE - E—HEENT - 3xEF RA WEETEERERK - £—8H
BEGIF - ZEH RANEREANEBERR -

[0025) & -EREH+ > 5 1 EVERRMHET R EREEE G
HERESEN IL-6 - fli0 IL-6 2(PIMUEE)RNIEFEE BRI 1.5 £
(L.5XULN) » #0424y 1.5XULN F1 70xULN >~ [ » B4 K44y 3xULN »
BIA0A 7349 3xULN F1 70xULN 2 [ 5% IL-6 B (B4 iE &) A5 47 15 pg/ml >
BIAINFAEY 15 F1KY 800 pg/ml > FILIRFAEY 35 pg/ml - BIAISTEY 35
pg/ml F1 800 pg/m [ o

£ 12 H - 3t 105 H(ZHRAEH)



1868074

[0026] 7E—BEBEEFIH 5 2 BVEREVRMERIE R EREBRER A
FERHER IL-6 K/E(RER IL-6 - Fl4l IL-6 EGIANMUEENENIEEE
FBRAEY 1 f2(1xULN) > FI40EFA4Y 3xULN - Bla041724Y 1xULN FI 3xULN
Z A 2 B IL-6 E(FIAIMEEHMEREL 15 pg/ml - FIAHEFEY 35 pg/ml > HI41
Y&y 1 pg/ml F 35 pg/m 7 fE IL-6 E(FIAIIMEEHENREY 15 pg/ml » F
WHEFAEY 35 pg/ml » BIZAF 4T 1 pg/ml F1 35 pg/m 2 [ -

[0027) TE—J71H @ ARFHGEEE—AFERBRMREE X Z(His
v F 2R 1 R R ¥ 2 BiTHY DMARD J&FEAMT 23U JEAR e g iy e 2
RETEE 2 7% - R F T AAREEE-BA SN O X 6 BEURERBREIR(S
IL-6RA)Z {ERES  FIZ1EA RA K IL-6 E(FIAIMEE) RN ES{E ERAY 1.5
£2(1.5XULN) > #0734 1.5KULN 1 70xULN = 5] » S0 A% 3xULN
B9 7724y 3xULN A1 70xULN 7 [ 5 B¢ IL-6 2 (FIAIMEE)ATET 15 pg/ml -
BT TA4T 15 7149 800 pg/ml [ » FIAIAKIAEY 35 pg/ml - FIEIS 4T 35
pg/ml F1 800 pg/m Z FEIRV{ERG » KA F (B TR T )% ERE —/a% AR
= (B2 75 mg £4Y 300 mg- F414) 200 mg> 404 2 H—R(q2w)%] 200 mg)
HINED- B 2 6 ZREL-6R)FIE SR EFURGE A E 5 SIOaiE = E5 5]
A& SEQ ID NO:21 ~ 23 ~ 25 Ry E## A fii A E & (HCDR)F3 1 =155 7l &
& SEQIDNO:29 ~ 30 ~ 31 HUs#E 7 #i L E & (LCDR)FF5 2 Hi-ILO6R HiAsE:
HHR&EEE T - flaiEass SEQ ID NO: 19 fAEEFF3 2 HCVR F1 B
B SEQ ID NO: 27 f Al /752 LCVR fyi-IL6R Hg s bR & &89
B0 saritumab BCEAWIAIZE » FEHLTEZ(EES 5 IR E— P RARTIRE - 1£
—HBEERIF > ZEAE IL-6RANERINETERRE - £—HIEEIH -
ZEE S IL-6RA FERER BAMERRS - RS EEERF - HiYaRE » f
%1 200 mg 2w sarilumab J&F% - ZEREZEZIIGIEEBEEL - FIUOES
52 38 > YHIE(EETRR Van der Heljdc 48 Sharp 2457 (mTSS)Z #1E - %1 0.25
H9 mTSS 5747 - FEFRLEBIGERT - MFER - I 200 mg g2w sarilumab
A B (ERSBIMIFESS 52 55 mTSS FEd - KLY 90% i e b
Z T - EREEEREESIF - £2/0 24 BrUERE Z1E 0 FIA0 200 mg 2w
sarilumab J&¥E - sZ{EHEFEIZ5 Tk Van der Heijde 48 Sharp £¥47-(mTSS) B AL
R(BLMELEVE L% EE] 0.6 - FHREREBELF - £F/) 52 BHNEE

5813 H » 3£ 105 H(SPREE)
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Z1% » 4 200 mg q2w sarilumab J&5E » Z{EEEIEETRK Van der Heijde 4&
Sharp F57(mTSS) B B4R (BL)MHEL AV B b B2 ] 1 - FF R LS E R »
FE2D 24 BAUEE LR > B4 200 mg q2w sarilumab &5 - ZERIEEST
fi Van der Heijde 48 Sharp a?ﬁ(mTSS)‘:PE'—'ﬂ%@(BL)*Ettﬂ’ﬂ%f L& % EEE]
0.2 FEREEHRRE BT FEZE /D 52 HHVER 2 1% B4 200 mg q2w sarilumab
G Z{EMBAEISETIR Van dor Heijde 48 Sharp 3P4 (mTSS)F ELA4(BL)
FHEEHVEM bE oS 0.3 -

[0028] FH—EEEERIT  ZERGFLES RA - E5/MIEEE
Bl ZEREGSHUE A B EURIEREIR B TR E— P hEENEzE
et BAE IL-6RA-F—BEEHT & EE R IUEA RATIERA -
S ERSERIF - ZEREHSEUER RA FIERRK HZITEE— Tk
BENEZEREZEGEAS IL-6RA - FERIIMVERBERT - sx(ESHEE D
BANRREREIRAERRE - BT A E— P HhaElEZEEEER
A IL-6RAFIMERRIK - E—BEEHT - xBA S IL-6RANERENER
SR - |

[0029] HIRAIEZEELER RAE RA FOHERWAERZETER
= [L-6RA 2 777 B FE A E — B TRIVAL I BK))(f#2(ESR) ; C-IEMZE
H(CRP)& ; £ MAHAEETE(CBO) s BEUAMERTREMNE ; HiiZDIRS(ANA)
R PR B LHER(BT-CCPRIE S Hl- 228\ b P& B (H1-MCV)
HE ; i bmERMbALONE © K IL-6VE -

[0030] FERLLBEREHF - ZERAKZEGEA RA -

[0031] FEFEISBERIF ZERAK2EGHRESR RA BZAIE

CETEANERR -

[0032] HEFRELERBEHT - ZERERRZ/GH (treatment naive)Hy
RA (%2 -

[0033] FEFLLEREEGIF ZERAARZIEHRN RA (BRERZIE
BEAIE R ERS -

[0034) ey BBEIE » REES MTAT —RSRANE
B RA BSEHE » BaISEER L EVREEY)(disease-modifying antirheumatic

5 14 H - 4105 HESHSHED)
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drug - DMARD) - fFEEAAVEREEGF - ZERIACE T -SEERAR
AR R IR A AR

[0035] 7TE—REEERIT ZERAEERERMERET R FAERRE -
FE—ERREHIT » A RER T —EirIERIR 2 RIS » 520 HbAlc
BlanEAE4R HbAlc BEELFEELY 0.4% HbAlc {E -

[0036] %% T3z {EASHY DMARD 7] & — % H MY & B
(conventional synthetic > cs) DMARD - 40 F fFEERS (MTX) ~ R & HKIF
(leflunomide) B E k= HEE ML NE (sulfasalazine) 5 —ERZHEAL Y4 (b)DMARD -
B0 — B 2% TERE R SRS N - (TNE)-FRI ] - BlIanfl 2R DT - B bEERE
Pi(certolizumab pegol) ~ MXALFEE + KAREFi(golimumab) ~ FRFEEDH]
B EAEPAAEIEE - [eTES 7S (abatacept) ~ F2E B fi(rituximab) ~ FEZRELST
(tocilizumab) ~ FEHIE TR EEF(clazakizumab)gy, sirukumab 2 EAE Y {LIE ;
Fe/B— BB [ = /5(ts) DMARD - B4 Janus #g(Jal)fIH I - BI405E
7E% B (tofacitinib) BB i8S /e (baricitinib) -

[0037)] TESSAMUERSEDIH  FHIYAR RA B— BT aRER Ryt
KEE -

[0038) &% {E#& 7] 8E /& DMARD [Z FER & (DMARD inadequate
responder * DMARD-IR){E%& ; DMARD {2 {Efe ; TNF K FER Z{EHAS »
= TNF R i 52 -

[0039) FZ{ERREATIRE AR iR 4 » BIAIMURARAS - Blaimiste
zlg o

[0040)] IL-6 Fy2F[F5H ELISA 73 ACHIE -

[0041) 7FF—EREEHIT  ZP-ILR BB ENREAT T h—2
NEEHT-ILOR fiAs B E RS S E T -

[0042] TESSSMYEREEGT  Hl-IL6R JiissH RS E R E
FER B TP B R EE Y HCVR/LCVR [RYIH 7 B3 FIEH# CDR
51 - SEQIDNO : 3/11; 227/229 5 19/27 5 231/233 ; 35/43 ; 51/59 ; 67/75 ;
83/91 ; 99/107 5 115/123 5 131/139 ; 147/155 ; 239/155 ; 241/155 ; 163/171 ;
179/187 ; 235/237 5 195/203 ; #1211/219

515 H » #£ 105 HEHHRAE)
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[0043] XAESEIIEREGF @ Hi-ILR Gl HIURGEEH %
BFEARE SEQ ID NO: 19/27 2 HCVR/LCVR FE¥I[$E 2 $EF1#EE CDR o

[0044] FE—EBERIT  Hi-ILR Jilgs BN FRE ST HERE=
#4537 314-4 SEQ ID NO:21 ~ 23 ~ 25 > Eff H i EEHCDR)FF IR = (&
5y AEE SEQ ID NO:29 ~ 31 ~ 33 ik 7 #A F &E(LCDR)FF ] -

[0045] FE—EBEFIF @ Jl-ILR iR EHIRE&EH T HERER
A SEQ ID NO: 19 fgEEE 7512 HCVR fH1HA SEQ ID NO: 27 fe AR 75
~ LCVR o

[0046] FESIMIERBEHIH » Hi-ILR PIRREHEIIRESE T
sarilumab B A Y)FE{DIZE - |

[0047) 7FE—EEEHG > H-ILR HilsH I RSSO 4 BR%E

S T % (B RG -
[0048] HE—EEBEERT  ZBEERYGRFERHTEEN =
o

[0049] FE—EfEHT RSV AEGEY 75 mg 247300 mg
RS EHEDUREGE S BT ©

[0050] FE—EREHT - LEEEERYHERELT 45 mM fEiEz -
& 21 mM ZHREEE ~ 49 0.2% wiv R LLALERES-20 F14Y 5% wiv AR -

[0051] FE—REEHT  ZEEERDHUIE 2 B—R(@2w)ik
TZER -

[0052] HE—EREGH - ZBEEEHFRYAHLIL 200 mg HELE 2
B—R(Q2w) TR -

[0053) =XBEBEHRICYI T DU T BAB kTS T RS -

[0054] FE—EREFIH - ZBEEARDARUL TR TZMER -

[0055] FE—EERERT - ZEEERY K Mg BEEREG

o

[ E=fsEEER AR )
[0056) B 1 B#eFER=0%4% IL-6 ECrEIEA(E IL-6 & - =
e 1L-6 & © 55 IL-6 227 {H58) D RIS TR BRI FR iS5 sarilumab

16 H > £ 105 H(ZIHTE)
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A F NS iy (ERE o > jA455E(% 24 F1 52 48 > Van der Heijde 44 Sharp ¥4
(mTSS) R EELR(BLME LAY ELE - TRAGREMERER HaVE
& -

[0057] [E 2 RAZ2E {44 MOBILITY f1 MONARCH fYiH4EE%5T -

[0058) B3 Efifut Fi MOBILITY fil MONARCH FZE R R 2 R
BELR IL-6 =5 E R E AR EENET R -

[0059) & 4 & MOBILITY 9t HREBREELE IL-6 =EH
mTSS Y21 bE= -

[0060) B 5 AfE%E MOBILITY tH5T P IRIER B AL IL-6 =73 F4K
Z 24-F1 S2- B RAVE = -

[0061) I&l 6 Ryfift MOBILITY 5% HRips B 2 S BBV ELLS

% o

[0062) & 7 Astti4E& MONARCH W92 AR B A48 IL-6 = 0554k
Z 24- B E = -

[0063] & 8 FfZEI{AiE4%E MONARCH I FIRE R BELR 1L-6
= EREIRIE -

[0064) B9 A#it MONARCH H55 this B 2 B S BB &L
= |
[0065] B 10A At MOBILITY f1 MONARCH H5e HiRIER &
45 IL-6 2 CRP 7 [ FELLERHYFIER -

[0066] I 10B AulifE FORE EHRAV E e B4R IL-6 Lhis CRP
BEEZYIFER - |

[0067) W& 11A Bt MOBILITY 1 MONARCH ff5eH » =45
F4R = IL-6 % B P BALLE BRI b 7 S AR R — BT IR -

[0068) B 11B Afsiiifr MOBILITY F1 MONARCH Ffgy sz pesr
eI (emdpoint) Z 15 1L-6 R4 AR ZE B—ME(E0FEH S IL-6
HAHEZ=R) 5%k -

[0069) B 12 Ei&it MOBILITY 1 MONARCH gzt = 4324k
IL-6 7 a R IR RS ERTE -

17 H - 3t 105 HEUHRAE)
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[0070] [ 13 f4d% it MOBILITY 1 MONARCH EE/Radle > 35t -
N = Z AP ITCHR B8 E - ACR20 : MREREURREIEYE
EF[>20%0EHRERELE] - DAS28 - 28 BRI R EEIEREST > ESR ¢
AT MBRIIZERR s HAQ-DI : {2 & M B-KRet58 > mTSS : {&5Thi4E Sharp
27 s MTX : RS 5 q2w - 248 -

[0071] [ 14A-14C EsfE481E MOBILITY 58 iRIE = 53 F 4 4R
IL-6(14A)E » (14B)RI(14C)5 2 mTSS YHFE{EREI - FrERVRER
EEEZ MTX T sarilumab £y Q2w 45%% - IL-6 : /)5 Z-6 ; mTSS : {E5ThR4E
Sharp 557 s MTX : HHEZURER ; 2w : & 238 ; SD : A -

[0072] B 15A-15B R4 e MOBILITY B5e P iRIE =70 F R E4
IL-6 7E(A)5E 24 FARI(B)ZE 52 8 2 AR IEELLFIRIAERE - ACR20/50/70 :
TR S B R R R AR ZE F1>20/50/70% A SRR B EL G - CDAI : BERER
PIEENETEE CRP : C-KFEER s DAS28 28 RRHEN L IR ENE R T
HAQ-DI : R M- pEfa B IL-6 1 /r HER-6; MTX : FHRZIRMS § q2w !
27 -

[0073] B 16A-16C ELi#4E7rsE 24 HIRBE=70FRELE 1IL-6(A)
sarilumab 200 mg E2ZZES| - (B) sarilumab 200 mg EAfR[/RZEEHL 40 mg > 2
I VAS Fjm 48RS VAS 8L LR (C) =70 F 4 E4R IL-6 Z HAQ-DI £5
{EHVIEZ - LS SEI R & =4HRV4R MR - 7EDAAE4E PRO fH ~ & ~ o
FERER Ry B RF(CERFE A& NCT01061736 £y 2 HiffsE A 4= %)%
FWE BBl E S EFTE « *FR =70 T4k IL-6- BRI G /EH p<0.05(%
HHENA(E G HEEEE UG - 248 PRO 4 ~ THEBRO TS BRF(ZE
IH5e R I NCT01061736 RyZeri{E AR - =0 F4hA4R IL-6 [
= ERER IL-6- 0L A EFRBURE EXE - CL - {E3ElEE - HAQ-DI -
R G- REETE R - [L-6 © /T E%&-6 5 LS © £/NEJ7 5 PRO ! R
ELER 5 VAS | REETEES: -

[0074] [ 17A Bftite{E MONARCH FigE-RiAes 24 8 - BFEEA
B HTA] sarilumab 5 2 JEE 2 =73 F 4 BMEEER IL-6 BYELBIHIRE - Y
ITT B¥HRH#EE] CDAI & 2R B8 » IITANZIEL =454k IL-6 ZK57
fT © ACR20/50/70 : FR4E B VR 2R 22 > ACR20/50/70% SR

5 18H - 3 105 H(EIHE)
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8 5 CDAI : BERERSENETEE - CRP | C-KJBEH ; DAS28 : 28 GRRHA]
ZBEREBIE RSy s BSR ALK ; HAQ-DI : (@RS RIG-KaETR
B IL-6 - 1 HZE-6; ITT : BEDVAE ; LDA © {BEREEIE - MTX : g
IERS 5 2w : 2 -

[0075] & 17B f4fit/E MONARCH #f5eHid5E 24 a2 AR E
£ sarilumab ¥ =77 FERARELR [L-6 FIsE4R [L-6 AREZHIELE] - H
A ITT BfliRRiE S CDAI R REEE /D » BITETIEM =774, 1L-6
53T « ACR20/50/70 © RE EE BURRZ BT E E>20/50/70%4 ZHIR
EBLLBT ; CDAI : ERIREERIEEIEHESE ) CRP - C-XFEE O ;s DAS28 : 28 %
R BRI EEIE S5 5 ESR © 4LMBKI(FEER ; HAQ-DI : {2FEFHERE-
SREFEE IL-6 1 T HE-6: ITT | BEVAH s LDA {REREENE : MTX :
FHRFIENS © 2w : &2 -

[0076] B 18A AsfHi4g=/rE4R IL-6 2 SF-36 PCS SR/ HERFEIE
(score endpoint)ZE 24 FEEAFELELH R/ NE T 9 E(LEZ - *P < 0.05fF
=0 EEEERSR  =0FR IL-6- 6RO ZEEN - E
REP - ZHFEREEE 045 =HFHFEE 053 ZNFHEE
% : n=54 ; Sarilumab : =FFEREEE  n=55; ZoFHFEFE n=47;
=S EE  n=46

[0077) & 18B A= yE4KIL-6 2 BERFEIFR VAS S BfEE
(score endpoint)5s 24 FEEELR AL/ NE T I E LB © *P < 0.05fE
=5 ERREEERSI > =0FRIL-6 SRR ORI BN - [E
RER © =0FGEEE =45 ; Z5FRTEE =53 ) ZoFREE
£ n=54 ; Sarilumab : =GR EHE  n=55 =FRTEE =47 ;
=0FREEE  n=46

[0078) B 18C A =2,y%4) IL-6 7 FACIT-R fasF Bt (score
endpoint)Z5 24 FEEAELRAELLAYG/ NE T T EE - *P<0.05 EH =7
LR EEE RS Z0FRIL-6-6F X G /FA 2 8 M PR,
ZAEREEE n=45; Z0FERTEE 0=53; Z0FRSESE =54
Sarilumab @ Z5EFEEE © n=55 ; Z0FHRPEE | 0=47; =0FYE
23F ' n=46 -

55 19 H - 3t 105 H(ZHIAE)
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[0079) E19(5HAIIL-6 =53 &) 2 ol B /K B i S sarilumab Yy SF-36
ZEEET G EESINIE24E) ) FRE2SREELBFRSRZ=0%
SRIL-6- )6 OAFREIpE » k& T PFINGL L SF-36FlE B R AL - §ER =
T ERIL-68AA - BLEGR AR EEAV R/ N7 8 L (p < 0.05)4HRIZ 28
% o TRREGHAT D - SHHEEGEEAVE LA BB E =k e -
2 10{EREE AR SF-36#lE 71752 fEMCID -

[ it i)

[0080) ASC(E/VEANA T 2 AR BERE : NEFNEE
6 ZEE(L-CR)FIBEHLE S H BE RS — SR R S AR BN O
-6(IL-6) 7 SEEAIERART 35 (RAYFES » EHAE DA RIS (MTX) - FliEA B
AR B UM TNFoo HIE (B R e R o e B
B - IRESNEET ) DUVBRAEE 6 SR(IL-6R)FEHLE S B
Ve B — R e R A SR G 0 B-6(IL-6) 2 ERR LRI X (RA)
8  AHERFA LA PR BRI (MTX) ~ Pl AR ST s A B4 SN TNFa
ST (B S P S e s B e (B B - ST T e R
SEE IR -

[0081) #5552 - #—BEHBEHS(LAY 24 3 MONARCH HiHAER
(NCT02332590) 31T B8 RA {HERHY TL-6 B » TS = SR
IL-6 S (FNLI=IE B EFRAY 3 f5(3XULN) - SI40/1544Y 15 pg/ml FIZY 800
p/m)H /RS » HEEHHE T FTEEA B4 ~ [T A B4 LS NI TN o S8R (451
ARTTPE A ) RIET MIX - FE T8 AJEH-IL-6R Bisst s
HR&E S E A (BI4 sarilumaby B S H20ETIRER LA ERNE - £F7E
HJ3H B RSB (endpoint) » LSBT FEY(FIAIIE FE 28 FERRERAT C-K
FEZE (1 2 B E B REST53 (DAS28-CRP)) B HEk 2 e i ST FE W (40 (R 5
R A AR SR BI(HAQD ) ~ B PR S B FS B (CDAT) B/ SR R R ITED) -
EE BB HAE > (R TL-6 S5 BRAIR - S S
4 IL-6 B(FINLU>TERE IR 3 f5GXULN) » FI41/MA4Y 15 pg/ml RIZY
800 pg/ml)AY{EAS » FHERAREFITEARES « FIEABEH SN TNFo 1%

#20H - 3t 105 H(SHHRAE)
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(B ARHR e S s R FE BEH) 8T MTX » fE35f AJEDT-IL-6R $iAsE.
HPURGE GBI sarilumab)Z S FE EINVEE SR ET R EREER
(PRO) - #i[41%%%E VAS ~ SF-36 PCS ~ SF-36 MCS f1 FACIT-F g¥43i4E -

[0082) [H4h #EESEHAE I MOBILITY E&EPRELEG(NCT01061736)
TR RA BN IL-6 & » BUNEE =g AR IL-6 E(BI8=>
IEEE LR 3 fZ£(3xULN) - Fla1/r 74 15 pg/ml F14J 800 pg/m)EY{ERS
FEBFANE T MTX FIZR > BT A Pi-IL-6R s s iR &GS H T
(B0 sarilumab)f1 MTX - A E S#RERER DA EENIE - thothisE
T s ERTHRENE —EEE - ABEPIL-6R HiiRsEPiREGEE
53 ({5140 sarilumab)fl MTX Ja 8 AR E] ACR70 FI CDAI F1 HAQDI £:75
iR > [HELELEIE Y TL-6 B{LETER - HE=0FHSELE [L-6 BB
WL TEHE R 3 f23xULN) » B/ 7447 15 pg/ml 7149 800 pg/ml)EY
E5S - AHEHE TR EAREDT - FIEREHIASMY TNFo {IH B (FIR04HR
PEE SR EPDEET MTX » BT ABEP-IL-6R HiRssE iR
GEEERSY (1A sarilumab) 2 [ & FIEEFR B EE R (PRO) - FIRI&TE VAS
SF-36 PCS ~ SF-36 MCS #1 FACIT-F $755 SR T -

[0083) T > (BT 1T B TARGET EEREER(NCTO01709578)
RE(L 24 8 MONARCH EEPRE{ER(NCT02332590) H ELH FRYRR T N 11T
HIBI S FER e AT 52 B 87 RA FOMEREERGIAIEE RA MERZERE
& ERE> 7 mmol/L AR LM R (HbA1c)>6.5% 2 ) i H IL-6 & »
TEREM =SSR EES IL-6 BOIALRIERE BRI 3 f2GxULN) » 4
AIAFAET 15 pg/ml FILT 800 pg/ml)iV{ERS > AER N T AP AR B TR -
T NEP-IL-6R Hifd sl HRE ST (A sarilumab)ig » FERERRTA
SIEEFL0 HbAlc 8{E I BEEER AR ERENRERE S » FIEEE
432 HbAlc B {EMAHELRE{KEY 0.4% HbAlc BYfH -

[0084) ASCZ BAE T HEHAE sF4lfd 2l Mo 0BT
L S

[0085) X FrTA » & TN FIMTEEGE B EATRES FREEMHME

== |

5521 H - #5105 H(ZUHHDB)
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(00861 Wyt " — IR FaiE—E— B ECRENZE D —E)EV%
Vi SOEER - BB S > T —u R L A —ET RN —EIL EAYTER -

[0087] flgsE MIHIE § (hFEEREEHIEA TR 2R IL-6 17 4£ R/SUE
BEEAH IL-6 NEZ J77% - WIS S AIREN T E AR AR ET
FRHEGE S ISP -

[0088] fffsE "/ 6 WY& ) Bk "IL-6 (VE , (AIE1FERRIH]
AT IL-6 EHNVE - E—HEERH  IL-6 NEH—EHIEREED]
1 pg/ml) - FEFSMNIBREERIF - 1L-6 BV & B—IHEAEREE FaERE
GNGEE SR

[0089) SCohxcHa{ERRMMGEE 'S IL6 &, M1 "TSNMAE6 &,
ek EERERAT IL-6 V& - E—EREHIT - 2KEEHF RAGK RAFIHE
PRI Z (ERRRAR  IL-6 & » HAEI T ASEDI-IL-6R Jias sk PURAS S Bl o7
(401 sarilumab)i% » AHBIFHE TP 2B ~ FTEARRESILII MY TNFo 575
BB AARFE S B R A S B MTX - AR SR EER TAEE
[Z & » 41 DAS28-CRP £&fi#% ~ CDAT 4271 ACR70 £ > fIHIBAEHEE -
BlanE—LRAEHRG » R/EETER T AJED-IL-6R ST ETURGS AT 7
(B saritumab)F1fE T MTX % » FRENHE T MTX FIZ2 208 - Z2ER L
EEERIENERES - 54 DAS28-CRP &% - CDAI 4#f#H ACR70 £
FE - HIRIRAENIEGE - AlanE—D AR -

[0090] HESIMVEREFIF & -6 BEAERNRIEEE LR 15
fZ(1.5xULN) ; K4 1.75xULN ; £ 2xULN ; £ 2.25ULN ; &y 2.5ULN ;
#72.75ULN ;5 49 2.80 ULN ; 4y 2.85ULN ; £J2.90ULN ; £y 2.95ULN ; @A
A% 3xULN - —{Eg&inE 8y IL-6 Z IEHE EfRREY 12.5 pg/ml - /1L £
AR EFIEUE 2 RV EE e B TR E R A 2 5y

[0091] {ESSHMYERERIF - & IL-6 BRANE 15 pg/ml - 40
%20 pg/ml ; 25 pg/ml ; 30 pg/ml ; 35 pg/ml ; 40 pg/ml ; 45 pg/ml ; 50 pg/ml ;
55 pg/ml ; 60 pg/ml ; 65 pg/ml ; 70 pg/ml ; 75 pg/ml ; 80 pg/ml ; 85 pg/ml ;
90 pg/ml ; 95 pg/ml; 100 pg/ml; 105 pg/ml; 110 pg/ml; 120 pg/ml; 130 pg/ml ;
140 pg/ml; 150 pg/ml; 160 pg/ml; 170 pg/ml; 180 pg/ml; 190 pg/ml; 200 pg/ml ;
210 pg/ml; 220 pg/ml; 230 pg/ml; 240 pg/ml; 250 pg/ml; 260 pg/ml; 270 pg/ml ;

522 8 » 3£ 105 H(HZYIHES)
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280 pg/ml; 290 pg/ml; 300 pg/ml; 310 pg/ml; 320 pg/ml;: 330 pg/ml: 340 pg/ml ;

350 pg/ml; 360 pg/ml; 370 pg/ml; 380 pg/ml; 390 pg/ml; 400 pg/ml;410 pg/ml ;

420 pg/ml; 430 pg/ml; 440 pg/ml; 450 pg/ml; 460 pg/ml; 470 pg/ml; 480 pg/ml ;

490 pg/ml; 500 pg/ml; 510 pg/ml; 520 pg/ml; 530 pg/ml; 540 pg/ml; 550 pg/ml ;

560 pg/ml; 570 pg/ml; 580 pg/ml; 590 pg/ml; 600 pg/ml; 610 pg/ml; 620 pg/ml ;

630 pg/ml; 640 pg/ml; 650 pg/ml; 660 pg/ml; 670 pg/ml; 680 pg/ml; 690 pg/ml ;

700 pg/ml; 710 pg/ml; 720 pg/ml; 730 pg/ml; 740 pg/ml; 750 pg/ml; 760 pg/ml ;

770 pg/ml ; 780 pg/ml 5 790 pg/ml ; B4 800 pg/ml ; FIAN/ AT 15 14y 800
pg/ml Z 5 /1147 20 F14YJ 800 pg/ml Z s /M4 25 F14Y 800 pg/ml -2 ]

FMHA%Y 30 F14Y 800 pg/ml Z [ 5 1A%y 35 F14Y 800 pg/ml Z ] 5 1/ 40
F1% 800 pg/ml 7 [ ; 71 JA 4 45 F147 800 pg/ml 7 ] /1A 4Y 50 F14Y 800 pg/ml
2[5 ATIEY 55 7149 800 pg/ml 2 5 /1A% 60 F149 800 pg/ml Z[H ; 41
A4 65 F14Y 800 pg/ml [ 5 /A4 70 714 800 pg/ml Z [H 5 /M HR%Y 75 /1
&7 800 pg/ml Z i /1A% 80 F14Y 800 pg/ml Z s /1724 85 A1y 800 pg/ml
Z[E 5 AFAET 90 7149 800 pg/ml ZF 5 /M HA4Y 95 F14J 800 pg/ml ZH : 41
FA% 100 F14Y 800 pg/ml [ 5 71 A4Y 105 F14Y 800 pg/ml Z[H ; 1HREY 15
FI47 800 pg/ml 7 [ 5 71447 20 F149 800 pg/ml -2 ] 7449 25 /149 750 pg/ml
Z [ Y 30 14T 750 pg/ml 2 5 AEY 40 FO4Y 750 pg/ml 2R 5 A
FA%Y 45 F149 750 pg/ml Z [ 5 /1A% 50 F149 750 pg/ml Z ] 5 /1 FR4Y 55 Al
49 750 pg/ml Z [ /1249 60 F14Y 750 pg/ml Z [ A1 REY 65 FI&Y 750 pg/ml
ZIE S AAE 70 F14Y 750 pg/ml ZR 5 IR 75 149 750 pg/ml ZIH 5 4
JA%Y 80 F14Y 750 pg/ml 2 [ 5 44T 85 FI4Y 750 pg/ml Z [ 5 I HR&Y 90 /I
49750 pg/ml Z i /A4 95 149 750 pg/ml 22 [H]; /124 100 A1y 750 pg/ml
Z [ 5 AHAEY 105 F14Y 750 pg/ml 7 [ 5 NMAKY 15 F04Y 800 pg/ml ZfH 5 4
FA%Y 20 F149 800 pg/ml Z [ 5 /17249 25 F14Y 700 pg/ml Z [ 5 FMH0&Y 30 70
47700 pg/ml Z ;1124 40 K147 700 pg/ml Z [ : F1504Y 45 F14J 700 pg/ml
28 5 SHHAE 50 F149 700 pg/ml ZRE 5 7MY 55 F14Y 700 pg/ml Z[E AT
A% 60 FO4Y 700 pg/ml Z[H 5 /1A% 65 F14Y 700 pg/ml 2] 5 714y 70 A

#9700 pg/ml Z AT T EY 75 FI&J 700 pg/ml Z [ 1R &Y 80 FILY 700 pg/ml

ZF 5 %Y 85 F1%Y 700 pg/ml 2R 5 /MiA4Y 90 F14Y 700 pg/ml 2R 5 A
523 H > 3 105 HEIEARE)
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H

%Y 95 A4 700 pg/ml Z [iF 5 /117349 100 1LY 700 pg/ml T B HA4Y 105
FI%Y 700 pg/ml Z [ - FE—EEEEFIF - & [L-6 BRATE 35 pg/ml > B4
4] 35 pg/ml & 800 pg/ml - 714 _EAUEEFIEE AV EE BRI BUE TR e
Ry EEHH 2 H oy -

[0092)] BBF "E/rO=x 6 HEURMRIENR | 5 & IL-6RA | Z{#
AR(BIAIEFYE—3 RA TR EE) (L " & IL-6RA RINERRR , ) T—H
RENT - KEE RA WER - HGAEESER IL-6 BEERT AR
-IL-6R $i 8 Hoh B 45 & 8043 (140 sarilumab)f% » FHEHA i TPl i AR BEHT »
fefZE AR BEHTDAAMEY TNFo HIH B (IR rE E s F I B i) e MTX >
EFER DA ERNENRRE S R/EEHER T AJEY-IL-6R HiisE,
HHiRGESE (B0 sarilumab) I T MTX 1% » AHEIATE T MTX Fl127%
H o ZFRK LA R ERENHERES -

[0093] FES34MVERSERIT - BHAS IL-6RAE " 5 IL-6RA FIHE
PRI ) ) Z(ERG Ry B A T BURME RS 3 e TL-6 B XNEVIERE(E FIRAY 1.5 £F
(1.5xULN); £ 1.75xULN; 49 2xULN; 49 2.25ULN; £ 2.5ULN; £ 2.75ULN ;
249 3xULN > B4/ 749 1.5xULN F1 70xULN 27 & ; /i34y 1.75xULN 1
70xULN 27 [ ; /1A% 2xULN F1 70xULN 22 [ /1449 2.5xULN #1 70xULN
R A 49 2.755ULN 1 70xULN 27 R /1749 3xULN #1 70xULN 2[5 ;
/MY 1.5xULN f1 60xULN 27 [ 5 /1549 1.75xULN I 60xULN 2R 5 1
A% 2xULN 1 60xULN 2[5 5 /M4y 2.5xULN I 60xULN 2[5 ; 1AL
2. 75xULNF1 60xULN 7 &1 /1345 3xULN FI1 60xULN 27 [ /11345 1.5xULN
F1 50xULN 2R 5 /1249 1.75xULN 1 50xULN 22 [ 5 /M4y 2xULN #1
50xULN R85 /A4 2.5xULN #1 50xULN [ 5 /1A% 2.75xULN FI
50XULN 7 ff; /1M A%9 3xULN I 50xULN 27 F; /15449 1.5xULN F1 40xULN
Z R A%) 1.75xULN F1 40xULN 2 [i5; /1A% 2xULN #1 40xULN ~ 5 ;
A4 2.5xULN F1 40xULN 2 R ; /MA%Y 2.75xULN # 40xULN 2R 5
A4 3xULN 1 40xULN 75 5 /M4 1.5XULN F 30xULN 2R 5 TR
1.75xULN 1 30xULN 27 & ; /7345 2xULN #1 30xULN 2 &5 /17449 2.5 ULN
1 30xULN R 5 /17349 2.75xULN F1 30xULN 2[5 ; /M4 3xULN F
30xULN [ ; /M4 1.5xULN FI 20xULN 2R 5 £M#34 1.75xULN F1

24 H - 3£ 105 E(SIRAES)
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20xULN [ /1124 2xULN F1 20xULN [ /1247 2.55ULN #1 20xULN
ZIE A AE 2.75xULN F1 20xULN 27 [ /174 3xULN F1 20xULN [
4 1.5xULN F1 10xULN R 5 /1A% 1.75xULN #1 10xULN Zf 5 4T
A% 2xULN FI 10xULN Z [ 5 /15249 2.5xULN F1 10xULN Z R ;5 /M8
2.75xULN F1 10xULN 7R ; 1A% 3xULN R 10Xuln 2 FEEEEE - £— &
BELIH - BAS IL-6RA(EL " & IL-6RA FIREIRS L ) Z(ERE R BAHEVR
PERRETR B IL-6 EATALYIER E LIRAY 3 f2(3xULN) 5 /1724y 3xULN
A4 T0xULN 2 [ (R -
[0094) 7t bR EREE T A SEENBENEE B AEHLZ
B e -
[0095] XIESSNNERER|F » BAE IL-6RA(EL ' & IL-6RA FI
MERIR )2 (RS R B S EURMERHERN 3% (3 RA A AR ) B IL-6 B (B4
EE)AREY 15 pg/ml » FIA14Y 20 pg/ml ; 25 pg/ml ; 30 pg/ml ; 35 pg/ml ;
40 pg/ml ; 45 pg/ml ; 50 pg/ml ; 55 pg/ml ; 60 pg/ml ; 65 pg/ml ; 70 pg/ml ;
75 pg/ml ; 80 pg/ml ; 85 pg/ml ; 90 pg/ml ; 95 pg/ml ; 100 pg/ml ; 105 pg/ml ;
110 pg/ml; 120 pg/ml; 130 pg/ml; 140 pg/ml; 150 pg/ml; 160 pg/ml; 170 pg/ml ;
180 pg/ml; 190 pg/ml; 200 pg/ml;210 pg/ml; 220 pg/ml;230 pg/ml; 240 pg/ml ;
250 pg/ml; 260 pg/ml; 270 pg/ml; 280 pg/ml; 290 pg/ml; 300 pg/ml;310 pg/ml ;
320 pg/ml; 330 pg/ml; 340 pg/ml; 350 pg/ml; 360 pg/ml; 370 pg/ml; 380 pg/ml ;
390 pg/mi; 400 pg/ml; 410 pg/ml; 420 pg/ml; 430 pg/ml; 440 pg/ml; 450 pg/ml ;
460 pg/ml; 470 pg/ml; 480 pg/ml; 490 pg/ml; 500 pg/ml; 510 pg/ml; 520 pg/ml ;
530 pg/ml; 540 pg/ml; 550 pg/ml; 560 pg/ml; 570 pg/ml; 580 pg/ml; 590 pg/ml ;
600 pg/ml; 610 pg/ml; 620 pg/ml; 630 pg/ml; 640 pg/ml; 650 pg/ml; 660 pg/ml ;
670 pg/ml; 680 pg/ml; 690 pg/ml; 700 pg/ml; 710 pg/ml; 720 pg/ml; 730 pg/ml ;
740 pg/ml ; 750 pg/ml ; 760 pg/ml ; 770 pg/ml ; 780 pg/ml ; 790 pg/ml ; B&Y
800 pg/ml ; B HAEY 15 7147 800 pg/ml ZIH + FMA%Y 20 F1&Y 800 pg/ml
28 A% 25 F14Y 800 pg/ml Z [ 5 1A%y 30 F14Y 800 pg/ml Z[H ; I1
A% 35 F14Y 800 pg/ml Z [ 3 /M4y 40 FI4J 800 pg/ml 7 [ 5 Y4y 451
#J 800 pg/ml Z[&; 1124y 50 F14Y 800 pg/ml Z ] /1FL4Y 55 F14Y 800 pg/ml
2[5 A% 60 F14J 800 pg/ml 2 [ 5 /M7A4Y 65 F14Y 800 pg/ml Zf 5 A1
%25 H - 3£ 105 H(RIHHAE)
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§

FA%Y 70 A12Y 800 pg/ml Z [ 5 Fr1A4Y 75 F14Y 800 pg/ml Z[&] ; /147 80 Al
#J 800 pg/ml 'Z ] /T4y 85 F14Y 800 pg/ml Z [ /124y 90 14y 800 pg/ml
ZIE 5 Jri49 95 F14J 800 pg/ml Z ] 5 /1724y 100 F14Y 800 pg/ml 2 : /1
FA4Y 105 F14Y 800 pg/ml 2R 5 71447 25 F14J 750 pg/ml Zf 5 /117447 30
T4 750 pg/ml Z [ /1549 40 147 750 pg/ml Z )5 1M R4Y 45 M1 750 pg/ml
Z 8 5 IR S0 F14Y 750 pg/ml 2R 5 /&Y 55 FIY 750 pg/ml ZF 5 A1
FA%Y 60 F14Y 750 pg/ml Z [ 5 14y 65 F14Y 750 pg/ml Z [ 5 14y 70 F
& 750 pg/ml [ ST Y49 75 FO4Y 750 pg/ml 2 [ /124y 80 F14Y 750 pg/ml
ZFE 5 IR 85 F14Y 750 pg/ml Z [ 5 %Y 90 F14Y 750 pg/ml ZF 5 4T
A% 95 F149 750 pg/ml Z [ 5 M4 100 049 750 pg/ml Z[H 5 1R4Y 105
F1%9 750 pg/ml 2 [ /1249 25 A1 700 pg/ml 2 s 41524y 30 F149 700 pg/ml
ZF 5 A% 40 7147 700 pg/ml Z [ 5 /MR4Y 45 F14Y 700 pg/ml ZFH] 5 />
TA%J 50 F14Y 700 pg/ml Z [ 5 /PIR4Y 55 F14Y 700 pg/ml Z [ 5 /1F24Y 60 K
%4 700 pg/ml Z R SM1A%Y 65 A1y 700 pg/ml 2 [ : 1H2%Y 70 FI&Y 700 pg/ml
Z[8 5 SYIAEY 75 F14Y 700 pg/ml ZFE 5 /rit4Y 80 K14Y 700 pg/ml ZfE 5 A1
A% 85 F14Y 700 pg/ml 2 5 /1 IA4Y 90 F14Y 700 pg/ml Z[H 5 17247 95 Al
4 700 pg/ml 2 5 /1047 100 A1 700 pg/ml; Bes 1ML 4Y 105 1Y 700 pg/ml
ZEHERE - E—EASEFI+ - EA® IL-6RA(EK ' 5 IL-6RA FIHERKIR ) )
Z (RS R B SRR MR BRI 3R (3 RA RIBERRYR) B TL-6 E(HILIIIH &) AN
%) 35 pg/ml » FIAN%Y 35 pg/ml 247 800 pg/ml Z{EfG © St EALEERIRIEIE
R R E B E IR s B A BT -

[0096] fESSHMYERSERF - BAE IL-6RAEK ' 5 IL-6RA FIKE
FRIA 1) Z (B RS R B R EVRMERA S 3¢ (3 RA RIREFR W) . C-I FE&&H (CRP)
B (FIHISE2)ANE 20 mg/L > Hl412J mg/L; 25 mg/L; 30 mg/L; 35 mg/L ;
40 mg/L; 45 mg/L; 50 mg/L; 55 mg/L; 60 mg/L; 65 mg/L; 70 mg/L; 75 mg/L ;
80 mg/L ; 85 mg/L ; 90 mg/L ; 95 mg/L ; 100 mg/L ; 105 mg/L ; 110 mg/L. ;
120 mg/L; 130 mg/L ; 140 mg/L ; 150 mg/L ; 160 mg/L ; 170 mg/L ; 180 mg/L ;
190 mg/L ; 200 mg/L ; 210 mg/L ; 220 mg/L ; 230 mg/L ; 240 mg/L ; 250 mg/L ;
260 mg/L; 270 mg/L ; 280 mg/L ; 290 mg/L ; 300 mg/L ; 310 mg/L ; 320 mg/L ;
330 mg/L; 340 mg/L ; 350 mg/L ; 360 mg/L ; 370 mg/L ; 380 mg/L ; 390 mg/L ;

%26 H 0 3£ 105 H(EHHHAS)
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=& 400 pg/ml; FIAS ALY 15 F147 400 mg/L Z [ 717247 20 F14J 400 mg/L
Z M5 A% 25 149 400 mg/L 2 5 Ariv&y 30 7149 400 me/L 2 [ 5 it
&J 35 FI4Y 400 mg/L Z [ + /1 HA%T 40 F14Y 400 mg/L 2R 5 FrA%T 45 F149
400 mg/L 28 5 /1 H¥%Y 50 7149 400 mg/L 7R & /14 55 #14Y 400 mg/L
Z R 5 A% 60 FI4Y 400 mg/L Z [ 5 /1 1A%Y 65 F14Y 400 mg/L 2 5 /1R
& 70 FO4Y 400 mg/L Z R+ 1A%y 75 047 400 mg/L Z [ 5 /MA%Y 80 F14Y
400 mg/L 7R 5 /A4 85 129 400 me/L 2 5 /1A% 90 149 400 mg/L
2 5 A4 95 F14Y 400 meg/L 2/ 5 1M A%Y 100 5149 400 mg/L Zfd 5 4
A4 105 F149 400 mg/L 7 [&] 5 /1A% 20 7189 350 mg/L Z [ 5 /4y 25 [
47350 mg/L Z [ 5 /17A%7 30 R14Y 350 mg/L Z ] 5 41 R4Y 40 F1&Y 350 mg/L
Z M TSy 45 149 350 mg/L 28 5 /1A% 50 F14Y 350 mg/L Z [ 5 /ot
49 55 F04Y 350 mg/L Z [ 5 A4 60 F14Y 350 mg/L Z[H 5 /Mit4Y 65 FI&Y
350 mg/L 2[5 5 /M REY 70 149 350 mg/L [ 5 /A% 75 F14Y 350 mg/L
Z R THA%Y 80 14T 350 meg/L Z [ 5 /1M A%Y 85 F14Y 350 mg/L 2 fif 5 /%
4990 F149 350 mg/L 2 [ 5 /A% 95 F14Y 350 mg/L 2+ /174y 100 RI&Y
350 mg/L Z [ 5 A% 105 FI4Y 350 mg/L [ 5 /1524y 20 714y 300 mg/L
2 Y 25 149 300 me/L 2R 5 174 30 F14Y 300 mg/L Z [ 5 /1%
47 40 7149 300 mg/L [ 5 /74T 45 147 300 mg/L 2 [H 5 /1A% 50 F1&Y
300 mg/L Zff 5 /MHR&Y 55 F14Y 300 mg/L ZfH 5 94y 60 A1 300 mg/L
Z R ST 65 F14Y 300 mg/L ZfE 5 /149 70 F149 300 mg/L 2R 5 /it
4975 149 300 mg/L Z [ 5 /1 7A%Y 80 F14Y 300 mg/L Z [ 3 /T4y 85 RILY
300 mg/L 2 5 /MHA%Y 90 F14Y 300 me/L ZfH 5 /R4y 95714y 300 mg/L
Z BT /A4 100 F14Y 300 mg/Ls Bes A4 2 A 105 F14Y 300 mg/L HY{EFS
P i E E RIS R eV E B e T S A AR Bl -

[0097] AEASNHEZE 6 HEIREHEIRES IL-6RAK "5
IL-6RA FIMERR o EEES(GIAERN S 8 RA FmEE SR ER - FI40
BH THhEE L6, (8 T4E IL-6, )5 TEE IL-6 , AYER) - F£—RiS
EHth » B—BE RA Z{EE - A IL-6 ERNFET AEP-IL-6R Hii4s;
HIUREEEERT (A0 sarilumab) » FHEZFAE TR ARG - FIEZAREHID
HMEY TNFo HIFHIEI(FIAARFE S B R A B HD) s MTX » ZEiEK EA

5275 - £ 105 EE@HRNS)
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L

B ERREREYR | /ST AJEP-IL-6R TS s URESE
ﬁj‘(@lﬁﬂ sarilumab) I 7 MTX > FEEAHE T MTX FIZe R Z R EA
BEENERNREK -

[0098) TESSMUEREEHIF - FEAS IL-6RA(EL ' & IL-6RA FI
WEPRR | ERS(PIRB IS 8 RA SRR E S HVER - P ER
2 IL-6 (3" F8 IL-6 )5 K& IL-6 | AYERS) & BAFHEUR RIS (34
RA FIHELRRR) F{EEE - HE IL-6 BRNYEEE ERAY 1.5 f%(1.5xULN) ;
{EHAEY 1.75xULN 5 {345 2xULN 5 {734 2.25ULN ; {534y 2.5ULN ; 1
RZY 2.75ULN ; (&A%Y 2.80ULN ; {5445 2.85ULN ; /K4 2.90ULN ; {K
A%y 2.95ULN ; Bi&?4Y 3xULN Hy{ER - £—BEBEMT - FEAE
IL-6RA(EL "5 IL-6RA FIUMERRIS o )M EE & A SIRUR IR R A IL-6
ERNGEFE ERAY 3 f5GXULN); Fla1/ 724 1xULN /&Y 3xULN Z ]

A Bl EEERI 8 E P AR S E TN E R FH 2 8 or -

[0099] NESIMNMUEBESH - FEAS IL-6RAE 5 IL-6RA
FORERRSS o AV ERE (BB ESE — 38 RA SR B HVEES - fiR A "
EE2 -6, & "HE&EIL-6, )5 K& IL-6 , HYER)/F—RAERERMER
&7 3% (B RA IR IR A) RO RS B IL-6 K%Y 35 pg/ml- 414y 35 pg/ml ~
30 pg/ml ~ 25 pg/ml ~ 20 pg/ml ~ 15 pg/ml ~ 10 pg/ml ~ 5 pg/ml ~ 1 pg/ml >
WA HA% 1 /135 pg/ml Z [~ /1A% 1§ 30 pg/ml 2 T~ /1724 1 71 25 pg/ml
2~ MRS 1D 20 pg/ml Z [ ~ 4MiR4Y 170 15 pg/ml Zf& ~ /74T 1A
10 pg/ml [ 5 B4 1 R S pg/ml 2 - £—ERRERIT - FEAS
IL-6RA(E( " 151 IL-6RA FIHE LRI )Bﬁﬂﬁﬁxﬁ%‘ﬁﬁiﬁﬂ@ MERARIR (2 RA
FOTERRIR) AUERS - HE IL-6 E{KA4Y 35 pg/ml » HILIS &Y 171 35 pg/ml
Z[ e AR bt "w%D%MEEPF'a'ﬁE@%ﬁ@%ﬂ%ﬁl@ﬁiﬁ%ﬁﬂi’éféﬁzﬁﬁ/ T e

[0100] fTEZE 6, 5 TIL-6, F—HH T 4RO ELERIERT b2
ﬁ??f&%ﬂﬂ’\]@ﬂﬁ@mﬁli » A& —Aois-454 1L-6Ra ##(CD126)FIsRg:-15E
4H{7y gp130(JRil Ky CD130)FraH p VAR RS 1 BUAISE 2R ESYE
HEENGR - CD130 SEREAAESE @ A B MFEHIRIEF-(LIF) - BERHEE
BHAT - #EE M(oncostatin M) ~ IL-11 FL{ &% Z-1(cardiotrophin-1)HY 3k

EERSREE T B & RZ R AR SR - 1L-6 BAEZRR(FH -

528 H 0 4t 105 H(BEIRHE)
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HfEE% gp130 1 IL-6R RO —ESY) - RIS ET 286 - BEEaY
% gpl130 AVHINIERAE—IE - LR ENVEEIAT - Janus BEEJAK) KR
SR TN S LT (STAT) BE NS ek -

[0101] MR —EEERERAVEARTHIE IL-6 BERYTAE /AR
a2 —RRBAMTF A > BTSRRI E S ZEE T - FARYHE
IL-6 &7 ~EIHITHEE G EE SRR #1140 Quantikine IL-6 Immunoassay
(R&D Systems Inc, Minneapolis, Minnesota, USA) ; Human IL-6 ELISA Kit
(Thermo Fisher/Abcam/Biocompare/Cisbio/GE Healthcare) ; IL-6 (human)
AlphalLISA Detection Kit (PerkinElmer) ; Bio-Plex Pro Human Cytokine IL-6
Assay (BIO-RAD) ; MSD - IL-6 Ultra Sensitive Assay (Meso Scale Discovery) ;
ULX — IL-6 Ultrasensitive Singleplex Bead Kit (Invitrogen) ; #1 iLite® IL-6
Assay Ready Cells (Euro Diagnostica) °

[0102) sOscHrFrAe - fiGEE TR L BT ARG (RIE ABEEEAR
Y GINERESTR R - fosh "R ABENY ) BREFTAENEEEN - BIAIHE
FEWTIREILENY) - PG EAEERE N R 5 F
4~ # - TIRPERICESE - E—REEA  ZERR/AE > SIaVNER
AR

[0103) #fsE "EeA L WCF P AGIERER—ER Bk HIEE
AHREEARAR - AR —ERENHVAESS - 4IFERIRSHR - figeE " 1R4A RS
R E—(EREAVERIEERGINMmAR ~ MER - fmFhR(gynecological fluids)
B ~ FRAR ~ IR RIS He S RUE Wi R 5t B/ BB IR e AU BB Y A ) Bleéit]
B - E—REES - ASEEGHZERTBL - ERINMVEERES
> AGE R ER AR - HAREREAEREINR - M - s
A~ BE(E - BEAIMMRRZEEY) - £ ERESIT ALK - 55
SMUERREDIT - ERRIVERES - E—BEREHT - ZEMEAGS
AREZAERNES ST - ERINMIEREDT » ZEYRAT /K
E SZEEREHY mRNA 75 FE3K B 25 E AR HYERAS DNA 77T °

[0104) 4OSzHFRA - fiTeE 28 BERRET 2 BRIR/E B sFs) J8¢ DAS28 |
RHAHANER RA (E88 2 pREEIENE 7% - DAS28 B—4HaM4Es
FHETTE » H—AeHEF - i - i~ BRIRER S /DRG0 Rk 5/

%29 5 » 3t 105 E(HHHRPE)
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e > MR TP EVALIMEBRTTRE S (ESR)EL C I FEZE H (CRP) E R HIE 5 R I2E
BN GREEEER T (—HEERGEIHMEEEEHR 0 2EFEHE 10 &
GEER)NEIE - & DAS28 ¥4 fufE CRP 2% > % 5F57 (478 & DAS28-CRP
875y ) © ‘& DAS28 FF s ESR BUERF » #Zs¥r {4785 " DAS28-ESR ¥
77 o AHENGZ — M i r I A A 7S B s Tes st DAS28
tHetERy
DAS28 = 0.56* (TJC28) + 0.28*V(SJC28) + 0.70*In(ESR) + 0.014*GH
TIC28 : figeE 28 BASHE(S ~ I ~ B ~ MCP > PIP GLFEHHE IP - [EE)
SIC28 : fEARHY 28 RERHEL(E ~ A - i - MCP - PIP GFEH#HE IP - IRE)
ESR : AT ERICFEZE(mm/b) 5 C-Z & H(CRP)E]A{E ESR HYE LI
GH : 5 BHVEERR R TS © VAS 1-10 cm (10 = S AUEENE)
(&R, » #l# Aletaha D, Smolen J. Clin Exp Rheumatol (2005) 23(Suppl 39) :
S100-S108 » HA T AAAHRLAS RV JT = EARE AT A H) -

[0105)] WMt EERES - EESEREENE 2 REHERT DAS28
2y
DAS28-CRP < 2.6 : JEf54EfR
DAS28-CRP 2.6 — 3.2 : {RIEREENE
DAS28-CRP 3.2 — 5.1 : e S
DAS28-CRP >5.1 : =¥EIR EENE

[0106] 4n-RPTA - fiieE " ERPRESRIEEIEIEE, B0 T CDAL, (&5
MEZHANEE RA [Ef 2 R EEIEUAIE 7% - CDAl h—40 &1y
HATEREM  — R RArE v A T T B GRS RS ¢
CDAI = SJC(28) + TIC(28) + PGA + EGA
SIC(28) : FERREY 28 FHENE(S ~ BT ~ B ~ MCP - PIP GFEHHE 1P ~ BRE)
TIC(28) - YR 28 RAENEWS ~ T ~ B ~ MCP > PIP GUfERTS IP ~ BRE)
PGA : WENERBEREEE( £ 10 B4 2K E BIRAHEEE RAERS
B - Hi 10 BEATESE)
EGA : 3V 2 BERREEE (1 2 10 SR E P TS RA BR
EENE - Ho 10 BEATEHE) -

[0107) HGELE4ERAAS  E4EEREEIE 2 2 EMHEI CDAIL :

30 > 4t 105 EEGETRFD)
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SR CDAI<2.8
(BRGNS CDAI>2.8 ;<10
W R GBI CDAI> 10 f<22
SRR EEE CDAI>22

[0108) #ISZFRA - fifsE " ACR70 & | 1435 DISSBIEURIH 2 s
RRELE  ERTIERRAVEIEIEE R 2D 70%HE - FIETHED 3IHF
B 0% EZ FZHTRIE T © HERERRRIAESHE © R BIERT
1t IR BAV TR - FH SRS HE I B E— B RV B RS R IR IARR
PHE I C-RIBEHE -

[0109) #OSZATH » el TFACIT EBEE  INEE TIBMERFESE
Y% BN T BE 5 {5 — & 5 (Functional Assessment of Chronic Illness Therapy —
Fatigue) ; - "FACIT-F | g0t @ this —ZRAVAIRTTE  ERLEE
TR A B I R MR AR R 42 /& B (HRQOL) %51y AR 73 - FACIT-F
EREEERIE 0-52 < f¥oikE - 4EmERGT - BB 30 AR E

[0110] #ISZFTH » fiG5E TSF-36 ~ " A§%GAR-36 4 sEA0ELER - (hf5
HIZ4HY 36 YRR B AR BIERRSEE - SF-36 {hH 8 (EE 4T T FraiAl -
RIEHS B E 2 MIEAIMELERN - A& Em A HSNEET » &
B R EFERN 0 2 100 & - F70HMK - SREEEAEME K - 587
s - KRR MR A TE S » PIAI B HRT o R EIER R SREE T 100
SRR EFEIfERAE o I 8 (EE D R BSTIRE(PE) ~ B ESHR(BP) ~ IR A
R EERFTEB A ERFIRP) - HRNMEABIESEEMERNATR
FIRE) ~ 4232 L EEEFE(MH) ~ +EETHRE(SF) ~ e B/ 57 (VIT)B0E J1 R 4RES
R EE BU(GH) - 1548 %2 o od J1 0] 47 A BREEAS O B i R M BE B/ 55 STHAfE
}EH o

[0111] SF-36 fllE A ERYMES « AEHRE - DIAEEEAEH
ERFRPCS ; TSF-36 PCS ) » AR IREH » BLOLEBEACAERMCS

I'SF-36 MCS | ) ©

[0112] 40SCRRAT - flesE T RIm R MEELEE ) ) 86 TIRYE VAS ) #F

TR R B [ RR R E 2 R - AL B SEEHRIEINAR HEE
31 E - 3105 H(EYERIE)
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DEBE—FEEINRE 10-cm H{E EH—ERERECH: » TIZEHHRIE
B i< RV —E RN ANRO cm) & T KR  MERIVARA0
em)B DB ) o DUBDRAERIE ERATIEAE (L) BRI B ERE 10
{EHIE E IR R AR - PP e NE SR e -

[0113) 4OSCATAR - fisE M EEIRIREEELETSy | B THElR VAS | Y
SHEIEHI LAY EE R ERAE - HAUE S RMAVERAIE RERE - DIE
—F MRS 10-cm B4R EH—(ERZRECH: » ek BE&EHRAFE 7
BR s MBS —E RO cm)f IR EA ) TTERIVER(L0
em)By THEIRZS | o DAEDREACSHIE ERIVIELARA(AIm BRA 2R BT 10
{EVIEE - FEEE TR NEIRRE - :

[0114] T8 2 ZUNEIRSR , SCPIMER THERR , HSEURAER
BRI EPTERE B RS RSUA B Z4EE -

[0115] FE—{ERHEASY 126 mg/dL (£ 7.0 mmol/L)sk &2 Z=HE
MEFPG)E £ 75-g ORETENEMT 25 BR(OGTT)HART » 47 200 mg/dL (&Y
11.1 mmol/L)SE &2 2-/NFMEEPG) R ; £ —BA S B ERGA S M
EEH L (EAFER4Y 200 mg/dL(4Y 11.1 mmol/L)EEE = BEHITAE © F/E&y
6.5%EFE & 2 ML AR Ale (HbALO)BME - Al T EEGEFRERR ) -

[0116] flisE " SR PUEVREEY | B¢ " DMARD | 435 AEAEHH
ECRIERIET R R ER > ARG ER S Lz EM(E2 ERER
EEVIRTSRRE o

[0117] FE—EARBEH(+ - DMARD L&— " HHRHIEHE DMARD |
( " csDMARD | ) - /RfI#Y csDMARD f.#E FF B 1o (MTX) ~ & 1%
(hydroxychloroquine) ~ ZFREKFFAIANE =L ILLIE -

[0118] FF—HHEEHFIT > DMARD &— " 4&%{f DMARD |
( "bDMARD ) - ff—EBEEF|+ - bDMARD F—ERFIEIERT(TNE){T
&1 - TNF $IEIEIZ JERREEHI s - FIANFTERET - B LSEREDT
HHRPEE ~ RFAIREFRIER A E BT » DU AT £ Y)rEIgE -

[0119] F—EE&EH+ % bDMARD R— T-4HAELERIIEETE -
B0 T-HEE4HREAERA PR 4(CTLA-HREEEH - Bl FE (abatacept) -
SCHAEYIRLIEE  Sihi-CTLA-4 il bR & E sy S ERDIEE -

%32 H » 4t 105 H(SUHERIHAE)
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[0120] FESSMIBRASEBIS > 5% bDMARD F B GHARMIERE B4l
P1-CD20 Hia e H iR & & HB /7 BTN - E B fi(rituximab) BEA#AHIN

g
o

[0121] XAESSMNUEREERF » 5% bDMARD R— IL-6 HIHIA] -
Blangi-IL-6 ZESPRREEPURGE ST - HIFEBREHTEE A YE{PIEE ;
BH-IL-6 PURRECEHPURG ST » Pl B BREHL(LART A ALDS18 FI
BMS-945429) » 5 sirukumab(LAHiT 5 CNTO-136)sicEL A=) HH 101 -

[0122] 7ESMYEAEERIF - 3% bDMARD R— IL-1 ZEGHEHUA]
(IL1ra) - BiZ0peTHS 5 %+ 2 (anakinra)

[0123] #E—EBEAEEFIF % DMARD &—" $EEE A DMARD |
( " targeted synthetic DMARD : tsSDMARD ) » f5[%[1 Janus SREF(Jak)$PHIH -
FlIFEEENEmEE -

[0124] AIERlTZ —MEiTE v A 5 SR SH RG] R/ 20t -
B0 - E—EEEERF - IEEAIEETHR van der Heijde 48 Sharp #F57(mTSS)
RFERETHREONE REEBEIEG)VIEE - mTSS J77% » RIEEUVRIERIEIR
IR X > HA%ls 44 [REAETHY S SRS BRAVIEE R 42 BRRART < BAENTHIFR
Je7E B AL - E—HFEBEHY van der Heijde mTSS E{SakEF/r FIRHER PRk~
ROy 2 RIS R Bmiaiy Ry 448 o

[0125] BLAUM - fE— (RS 4EEIERERE LA E{EEThR van der
Heijde 44 Sharp 3453 (mTSS)EELR(BL)THEEHVEM LACHIE - IRIEBADL - &
LR(BLYAE S BELPL-IL-6R JIRESNHEIRE G EEE 2 AT - % HASAT
BEIRIETy - EEGHEENE LR EE RZER ARSI 0 Bz
(AR EI T HI-IL-6R FiRaH RGBSRy Z EEEE
B A GIEAIR 24 B¢ 52 BERNE - FERLBAEALRES K 2ABT-IL-6R
PR EPURGE S /AR R - HADME 24 1850 52 1B mTSS » vJgEHIE %
{E R 4B IREHEE -

[0126] 4Oz FRAD » 1iTsE T A WELIEE | (B ECEN 2 RER/
EYIEEET > FIAUEERMEED - FOiEEEHIRE G GRESRED
M EEY) - RAERITER M2 ER (2 HEER - BE
TERRR EIEEMEN A/ NER - RAEYELGEEIORZSRERD 5 (b)

- 33 H - 3 105 H(HIBAHED)
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BN (G TR IERTAG)  Be/Bey R — B ERER TR (A B S P A
MR BN RGN ER) » R BN HAEZ 2R et i A E A B
LYE TR KET T — RS (EEEER R T 222t ~ SRR -
FE—BEEST - £ VRSN 208 (o AR EHY— 22 TRAE Rt -
FAREFEERT RIS - HEEER L RS EERER - EEERZ
SREYEAN—RSHEERERH 2L - £—BEREAF - 4EYEmR
ZIERRERPRIIE )T - EEEEN RS EERERMSRERT S
ZHETE& A - F—EAEERT » AVIRDIZERVA SERRTE ~ BB /50
RE2IRE AR - E—BRERIT - L8RS - B - BESREFZEY
BB AT S aa T RS A PR DS Rt e ~ SUFIIAER
R - Z2REMTRER/VER - BONRKAARF—EEMAE -
I ABHZIT7A

[0127] ASTHRH AR ERER SEUR LRI R 2 (8 > SI40E
A= IL-6RA Z{ERRHVEFRMTE - EFREREENT > ZEES IL6RA
HUERR/REARERR - E—ERET - 2B A IL-6RA IYER-F BAHE
PKIR -

[0128] FE—T5iE ASUARE— AR SR BERIEREIRRA)
Z EERHIT% © BT R R SR A UHE /B % 6(L-6)8Y
B EZERRA Y IL-6 EE&RIE Ks IL-6 B - Rl T (ERe— 65
FAEBENANET-TER 6 ZR(IL-RPIRERETRESH T - #IUEH
ZfERE - E—HEEEAIY - %EA RA AMERGIREARERRE - £—BEE
Bl - % EBH RA BVEES R BARER ©

[0129] FEXRSMTH » AGRE—RNEESAENNER 6 FE
JRVERREIR (5 IL-6RA) Z (BRI T 7% - %07 A B ERE— B A IL-6RA Z
{Ehe > Ri&TER—EFE EARENAB-ITEE 6 ZE(L-6R)PIASE
HPURE S ez - £ EREST  ZEA S IL-6RAKY
(EREIREARERR R - F—HEEESI+ - % BHE IL-6RA HYERF EANER
ﬁﬁ_ °

[0130] 7E—J7HE - AXfrieft—RARGaRorE e 8T H
= 6 BEURMERAEIR (5 IL-6RA) Z(ERGHYITA - 2275 E R Z AT

534 5 » 45 105 H(EIRRES)
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— G PAMENAEN-TE X 6 ZR(IL-6RGIREEEIFGEEM T » 55
IRz ERE - E—EREHIT - ZEAS IL-6RA HYERSTNEAEKIRK -
F—EREESIT » ZEAES IL-6RA HYERETEEERR

[0131] AIRREE—ARERESMTEE 6 HEURMHEXRE
IL-6RA)Z {ERS 2T 28 BRRARN 2 B iE BN E R T T (DAS28)4R Y 574 » 5%
AR (EBRE T —aR PAREN N EN- T B & 6 ZRE(L-6R)biks
NEPURGESERY - B ARZERE - T —ARBESIF - ZEA S IL-6RA
B EREINEENERE - F—HEBEEH - ZEE S IL-6RA IERE~ B AKE
ﬁ(fﬁ“ o .
[0132] ESSNTE  AURRE—FARERESMEER 6 HEFR
MRS X (5 IL-6RA)Z (E 8 P 3B RN BN S R B CDADGRRHY 7% -
27 AR ERL T e AR EN AT B & 6 ZE(L-6R)H1
B HRRE ST B eEZER - —EREN+H ZEA S IL-6RA
HIEBEIREANEIRNS - E—HEEEHY % EH S IL-6RA HYEEEF R A HE
PRI -

[0133] SHESSMAH » AUGRE—ANEEAEMEHE 6
SRMERAENE (B IL-6RA) > {EI#& %] ACR70 ZFERT % < % T A EHEHZ
(AR T aE LERNENAEI-THR 6 ZRIL-R)TIREHIIRES
oy AL ER - F— ERESIY  ZEA S IL-RAMMEETRES
WEPRSE - E—EREHH > ZEAR IL-6RA IERFEAMREKE -

[0134] FFE—JFHE > AGREEUAED-TEE 6 ZE(L-6R)FIES
HEGURSE ST GREABEUR IR RA) ZERSIVITIA  AI7AR
AIEEE-BEENEE (LR (ElE  RIETZER IGELARE
FINERL-NBE 6 ZRIL-R)BHNEIRGEEE D - FEIaRaLEE -
F—EBREST > ZBE RA NERFAEEERE - £—BEBEMF - %
A RA RYER A BEAHERRA -

[0135] FESS4NTHE » ARt —R R —ER TR REN
ik - BITAEEEE-EASNBE 6 EEURMRIEIR (S [L-6RA)ZH]
KOAENEE > RIETRZER - GFELIARENAEN-TEE 6 2
(L-6R)FIASEHPURE G5y - BRE L - FBIIHZ R T HREER

535 H - 3£ 105 H(BYERIAE)
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BE - F—ERELT  ZEA S IL-6RA {YEREINEAERRE - ff— B
EHIT o AR IL-6RA H{HEE R B WERR

[0136] FE—J7H @ AXGRE—HAR—EREPE IR AR
it 2 e FER R TS [HEAVE T RRETHREBN TS - I EAEEEE—BF
=T EE 6 HEVRIERER (S [L-6RA)ZHEG - M TZER—aFE LR
MENAEI-ITEZR 6 ZRIL-R) TGRS &5 » #FELYI M
Ha 2 PREIETRGE - F— AR B4 ZEAE S IL-6RA Y{ERIRE AR
PR o fE—EIEEHT > ZEE S IL-6RA W ERRNEE RIS -

[0137] FESSNFE > AHRE—RARNEE R 7% - 2%
FiEEENE SO EEERRMEERRAZEEESEEENMEER 6
JEEVRMEREETR (B IL-6RA) - kI TRZER AR FARENAE-TE
Z 6 ZE(IL- RIS H RS S - BBt eR%ERE - £ —HEES
t ZEAE IL-6RA HYERIFEARRRE - £—AREMT - ZEAS
IL-6RA HY{ERS T EAREKR ©

[0138] NESIMIEREESTF - AR —HREEREER
SRMERIEN X (RA) BRI 52 FH RS (BR80T 7574 - 7 AEEEZE
BETEASTEER 6 EEURMEIR(S IL-6RA) » K& T EE /G5
FERENNET-TAZ 6 ZRIL-RFIRREHIUREEE D #IaHE
Z(ERE - F—BEELIF  %EA S IL-6RA I EEIREAHERRE - £—&
BESIT > ZEAS IL-6RAERAEAERR -

[0139] ASRRHE—FEERE SRR EREIR RA) B E F i
IS 7 B B 2 (EREMY 77k - S ARl ERETEAETEE
6 B EIR MRS R (B IL-6RA) » K Fxfiie— e ERREN AR,
A% 6 ZE(IL-6RIEESHIIRGEEH 7 - FEaRL (i - £ BEEE
Bt ZEAE IL-6RA RY(ERSIREARERS - E—REET &85 5
IL-6RA F{ERS N B NERAS -

[0140) F—THHE > A&EE—-ARNERBEERRERERZ
(EEEHY 7% - 07 EEE 2% A Y IL-6 EDMFERHEZERE %
BRE | EAERR MRS R SRR E EEEE 2 JERURIMERRET R B
BREE B (ERGHE 1 EVERURIERIET R R B E EERRR S TRk—

8536 5 - 4% 105 H(EHRRHESB)
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FOEH T (ERE - H PR T e LAMEN A IL-6R JiAGE
HEHRGEEH S RETHZER—IGE EAREN AR IL-6R FiigsEit
REEEESY > FEIIGRZ B ERORME RAV(ELE - £—BEEAT -
Z B RAWERINEARERR - E— BRI %EF RAWERAR
HHEPRIA

[0141] {ESHMNTH » ALAHRE—ARNEREFERURIEREIX
ZERBI T % - 2T AEEAER SERR A Y IL-6 B LUE I =
BEHBRE | FrEEURERET R ERREREEES 2 SRR MERRIR
TR Tk —BORILT 5 VR EVR MERREN R R B EE LAY lEAS
HAP AR T AR EARENAM IL-6R JIASEPURG ST
RETRES | ErVERORMEREIS AR EENEE o AN EN
NHE IL-6R HifSsHBIRGEEE Y - FI ez S A HERIEREIRAY
Egs - F—EREEHIT > %BH RA MNERTEARERK - £—HEEED
H o ZEH RA EESA EARKR

[0142] 7FE—EBEGIT £ 1 FAVBEURMRE R EHEEREM

. BERNESERIL-6 -

[0143)] 7E—EASEFIh > &5 2 EIEER RIS R E AR
HAR B [L-6 R/SREBH] IL-6 -

[0144) FEESNITHE @ AREAGIREER —BAEERREREIRD
(BB - R R T 2 450 DMARD SGESR IER B ATis i — S R
BB k- SR SRS E 6 R ISR R (B IL-6RA)
7 (HES > RA T ERE— e AR A B EE 6 ZER(L-6R)FIE
SRS Sy > B T R R b R — P BEIR S - fF—E
HHIh > ZEAE IL-6RA ({ER R EAHERR - £—BEET > 2EE
= IL-6RA AI{EREA BEAHERRI -

[0145] AEfEASOZ AV EER IR RAEK RA R
(B8 SeRTAR2 87 B RA (S RA RIMERRR)HO(ERS iR 2 G AR ERS
HeRTAe T — B SR TS AR RA AR H0(EES - AHE DMARD SFER 2
(DMARD-IR)#J{EES (% DMARD FEREE) « iy DMARD HyfERS -

% 37H £ 105 H(ERRE)
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TNF fIHI S FEA Fe (B RS (R % TNF HHI B4 5 2 )RR i 52 TNF #]I]

FEERS
[0146] FERLERASEEF - & EEG(HE DMARD /e 3 A
H¥t DMARD KA e e

[0147] T ETH > T K52 DMARD AERS | K8 H RA AU
#5 H 45 DMARD J&#% » 242 R ~ B0~ BRI T RiEiR - EAaEaEE
ZHI(FHEARY) » /e 8 . DMARD(F##E E)RF38 4 - IWEERE T REY
csDMARD A2 (FI40 > HFRAERS » TR 2 B R LR AERS | 2 T MTX-
AT Z{ERS | )BEIREES bDMARD A=z » B0 TNF-HIFH - #5140 TNF
IR > FlOkARrE Y ~ FERFIE B ~ FEARED - FIAREIEEEHL
ERREPI(HI TNF-HIHIBIA IR ZAEER) - " DMARD-RNAZ{E#S , 7RA]
REIEM AT Z S R B2 DMARD - 441 " DMARD-ARFZ{EAS |
FRE ROATTZ & 25 mg/#H 2 &R DMARD » 41 MTX - L HAS
BB+ > ' DMARD-RHSZ{ERE | R AN 52 20 mg/## 7 BIEHY DMARD >
B0 MTX B9{E#E - £57° DMARD - 540 MTX Z it 2t FFR - FTRE(RGL 25
mg/#8 - F%0 20 mg/#8 ~ 15 mg/#E5K 10 mg/3#H -

[0148] FHF—EBEHIF - DMARD-AitZ{EEEHEHES " FE
ISR 2 B E S B ( T MISS | )%, 2K#EE (Bulatovic, et al. (2011)
Arthritis Rheum. 15 : 2007-2013) - MISS {4 1 VU{E EEEFT4AH AL © BEYE ~ s
MM FITT AYEAR - DMARD 41 MTX 45ZE14 55 ER » THRARY(DMARD -
B0 MTX 2 5 FIBFEEVER(E B & DMARD - §i#1 MTX ) - 17 A&fEik
IS EIEEE) - 5RFIE4 DMARD - fi4 MTX » HA%E% 4775 DMARD
WIS FE L - 40 MTX-5 EEAY 5 B IRF D E S - —EREAESIEE &
53 0 0 S3(EAR) 1 A3 (ERGRIER) » 2 0 (P EREAR) L 3 T (BREEAEAR) -
DMARD-AHZERE » F140 MTX-FZ{ERE 52 H— MISS 5¥55>6 Z{H
i BFERED—TEH » BERET AR -

[0149] 40SCHFTAE > " DMARD-RER RHIERS | (a0 " FHHERE
1S FEAR RHIERS , " MTX-RIEREHIEEE , (T MTXIR | )EL " TNF-{]I
FIEI S ER ERYERE | ) R A RA KL DMARD J&FI{ERSH /B F %)
ERHEE NEEHEER ) - EREER 68 T2/ 8 RlEHEI R

5538 H » #1105 (B E)
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66 BRET 2/ 6 BRFEFRREAGT K = BUEkE C-F fEZ 1 (hs-CRP) >8 mg/L (>0.8
mg/dL)SAT MmERJIFEZR(ESR) >28 mm//NRf J¢ (£ F ESR 2 28 BRSPS E)
FEEE5T(DAS28-ESR)>5.1 i » RIEMGEIRAASEMERR -

[0150] #i40 " DMARD-XFEAEHIERE | FIREE DALY 10 2 25
mg/FEEEENREEEHEAE - ARIEFTERREK)H DMARD - fl4]
csDMARD EEEFRZE/D 12 HRBERIEN MTX 655/ 8 B HIIE
WUIFFESY TEEREEEM RA ()68 EEIFITZE/) 8 EAEIEI &
66 BREN R Z/) 6 FRIERRRART » K (i) SEUE C-SFE&E H (hs-CRP) >8 mg/L
(>0.8 mg/dL)ERATMMER IR (ESR)>28 mm//|\ig o

[0151] TERSMIERIF > "DMARD-KFER BHVERS ) FTREED
AMEMSREI ~ 808 - B8 - % -~ BRURMEESET - B X - HEmRE
PR3 VAR B A RE (BT (Felty's syndrome) Ko/ SREBRRIRRER EITHEIE
1E ACR20 ~ ACR50 /5%, ACR70 -EJZEMNE - 5 DAS28 /7 F A&
BINEE -

[0152] ES—EHIF - "DMARD-ER BAVMERE | FIREEHEZ
JHER) DMARD - 141 bDMARD » %41 TNF-{IHIE > HlanpEAeEia
gz 3 EE B ERO TR P EEBEEEME RA: ()68 FEAETH
Z=/) 8 BRAEERAAT R 66 RAEIR 2/ 6 BERAERRRIET 0 RG)EBEE C-KIE
= H (hs-CRP) -

[0153)] #RIBASLZ 77 » H—(EERATTRYPI-IL-6R HiAaEEL
FREaHnzeg  —RNsR—aREANE -

[0154) #ISCHEATH » BERE TR EERE | (R3551-IL-6R HLAGEL
HARGEH T8 E—{EREHE] ~ Fiik - BuEdES RA BL » 5
R — S A BNEAR SN R AT i S EUR M R ElI 3 2 FE AR T R B
BN e E i i R B VB R Y SR T 5 [REXE R MERR Bl 3R IEAR B0
B8 B2 R T (B0 B Y A R st 2 B T RE) - Bl - — 1SR T HIRGIA
BOEIRTEE Z Hi-hIL6R PiREIVEIE » Ak — AR ARE . - BHER
2~ S0 - B - Y - BREURMASH - B X - e - BEX
OVELR - BEFIEREEE K/ BRREIIRR - MTEEN IS /A RERRAER
KBRS 4E R (PROYEAIY, - SlAITTREN NS FHERRAE @ 5540 - 4

5539 H - 3% 105 H(BHRAE)



1868074

125 ER IR 22 B (ACR)JERR M R & 3R S B (BRI Y - BB AL 4R AR LD
20% (ACR20) * 50% (ACRS50)=% 70% (ACR70)243% 0] FH 2R B T 8RB 3E -
B E BN AT (DAS28) o] FZRER F] 22BN - b4 - IfEA PRO.-
FEW > I VAS P VS SRR i & B RIS -

[0155] A=EEThAE K/E6UIEDIRERYIGE Al AR S S B KR ta R
(HAQ-DI) - 545 iK-36(SF-36) ~ SF-36 4 FHREEAHIE (PCS) ~ SF-36 ~ [ F#
{REREHEISLHIEMCS) ~ FACIT 5% ~ {8 VAS ~ J&JF VAS - 5l VAS
SRR EAES o FEHSEGR(BL)EELAREHE

[0156) HI&EHEEEEE/LE] DMESThR Van der Heijde 42 Sharp &Y
53 (mTSS)FE FEAE AR (BLTHELSRERAS -

[0157] $i-IL-6R PifEskHPLRE G o 2 aR LA RE RY
0.05 mg £45 600 mg > 5% about 0.05 mg > £ 0.1 mg- 4 1.0mg> £y 1.5mg -
#J2.0mg > 4 10mg » £y 20 mg > & 30 mg > &J 40 mg » £ 50 mg > £J 60 mg
4]70mg > 4 80 mg > £ 90 mg > £ 100mg » £ 110 mg > 47 120 mg » £ 130
mg > £ 140 mg > &9 150 mg > £ 160 mg > &7 170 mg > 4J 180 mg > £J 190 mg -
£]200mg > 47210 mg > 7220 mg > 49230 mg * £J240mg > £Y250mg » &
260mg > 49270 mg » £ 280 mg > 49290 mg > £ 300 mg » %7 310 mg » £ 320
mg > 4 330 mg > 49 340 mg ° £J 350 mg > £ 360 mg > £J 370 mg > £ 380 mg >
#J390mg » 49400 mg > 29410 mg » 49420 mg » £ 430mg > 47440 mg » &
450 mg > 4y 460 mg > 29 470 mg » 49 480 mg » Y 490 mg » 47 500 mg » £ 510
mg > £ 520 mg > £ 530 mg » 47 540 mg > 49 550 mg > €Y 560 mg > & 570 mg >
&7 580 mg 47 590 mg 5% 600 mg HYHT-IL-6R $ifis - (FRr eV RASE R+ -
%ET—(ERE 75 mg ~ 150 mg ~ 200 mg BY, 300 mg HY$i-IL-6R HTASEHH R
GEaEisy - EEMMAERERT » T —EEEHETTE 50 1 150 mg
Z[EEE 2 —R(q2w) /1744 100 1 200 mg 2 RHYH1-IL-6R FIASEEGUR
GEGERSY Bl sarilumab -

[0158) HESHFEREENMNI-IL-6R FBRHNEESHS T &
A AEA TR ENYEE BRI RRE mg/ke) - FI41 » —4i-IL-6R fifz
EHPUREGE ST T LAY 0.0001 £4Y 10 my/& kg W ERBEZ HIER T
/o

240 H » 3£ 105 H(BIRRAYIE)
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[0159) HEABHEZ KLEEEGF  ZFETEAGEREETZER
— B L TR AR — P -IL-6R PR ESE i R&E & 584 o Flal
sarilumab Z#H-& - AISCHFATA > FEE TEL. ARG RIERSIMYAERIR
TEHL-IL-6R PUESECEURE STy » FIX sarilumab - ELEFEH-IL-6R Jife

B EGURSEEE D ¢ Bl sarilumab 7 BEEEAA RV R ~ < 12 B H[E]RG4E
5 o

(0160 fl4n » EFEHI-IL-6R HIRGEHPURGE &8 0 2 RI45%E -
Z Y MERE R A H-IL-6R HUASEEDUR G S E0 4558 2 HIAY 72 /NG
4 60 7NBE » 459 48 /NEE - 29 36 /NHE 0 24 24 /NBF 0 49 12 /NHF - 29 10 7)NHE -
4 8 /NI » &Y 6 /N > &9 4 /INF 0 &Y 2 /NF - &Y 1N > 4930 43 0 €Y 15
Sy 10 3885 T - EAEPL-IL-6R JUisBCH IR S E 0 L 124555 - HY
Z S MNTERER A FED-IL-6R HASE A DURGS Sl 4aEE 2 1247 10 775 -
&9 15 7788 » 4930 7088 » &Y 1/NEF » &9 2 /NI - 49 4 /NF - 49 6 /NRF - 49 8
JNIEE > %5 10 /NI - 49 12 7)NB » 49 24 /NBS > 449 36 /NES - 44 48 /NS 5 % 60
/NIFEGEY 72 /N T - BAE-TL-6R IS ECEBURGE & Hr T [EIRF ) 454 A
5% 559 MU ERE AR L FARY BRI DT-IL-6R Hiigs LIRS E B 45
HY 5 53 8BN(Z AT ~ Z1BEERHIE T ES - B —ERESEIMYaEE IR
-IL-6R PGS EPIRGE G H 0 —EH 2 E—HERI BRI Tz B

[0161] TWJEAHI-IL-6R HIASECEBURE G/ (BIA sarilumab)4H &
LEENSINEFERIZ B0 FEAFHITAZ T LAEAEA R - NSAID -
DMARD -~ TNFo #FEHiH] - T-4HAEHET ~ CD-20 #EHIHI(HI405t-CD-20 Bt
#8) ~ IL-1 $FEHUAI ~ JAK FHUE| ~ IL-17 SEHURIRHE T 2l i AR ERE
AR~ BIIEEEEEEURMEREIR 2 EAMLEYY - ATEHT-IL-6R HiAesE
YRGS S B s S EENERINERE| L REHIERE 2 BH - EAEIHTT
EZ N HER - BRI FREER - fismEithne - £La - ZReok
5~ TIPS ~ SR A E B P PR BT AR EL G 518 P (rilonacept) ~
FIARE R ~ FRIEEY - B bSBREIRIFIZE 8D - EASHEITET
M AR ] B BT B SRR B hT-IL-6R PGS EPIRG S & 7 » fld
sarilumab —#E45%E - B4 > FL[EIFAEEEN S - TECEEAHI-IL-6R HUAGH]
/> TESINYERE 2 BEEEICY) - B5i-IL-6R HIEEREIIRES

F41H £ 105 HEHHHES)
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o EEEN SINaRE 2 BIE - AT Al A= R
EPE%D&%\Y%WT%E’\J%%ﬁiz*if?é%iﬁl‘}ﬁjﬁ °

[0162) A HEFEEEDEY 18 C1THE2R1BIR 2
HIXR-FIFEIR-F4HIR tSﬁl “FOEIR-F8HA 1K
1248 1 3% 2 BY4EEEAER » BORREVAER (R R AR R IERI A —(E
BT —&AH-IL-6R JiiasH b RESE o o BEHNTTE - 58
FEFEP-IL-6R JIRSSEBURGE S 7 BB e e BB
s TE{ER 1 A4S 12%4Y 75 mg ~ 150 mg ~ 200 mg 5%, 300 mg HY & -

[0163) MREALZFEABED > ZHIEAHI-IL-6R FiAgsEbT
FEEEES I E— i e AR T —ER - REBASU T HEV AR GE
FEH—ERRFEE T ZHIENH-IL-6R s RS EE T - 4P
o TIRFSGREE | HIEZEINE-IL-6R HiBEEHURAS & EH B EHY
B FETRERE T — (B3 > (IO LATE BRI R R (/N ~ R~ 8 H )RR
RER » A UAEEOESHZRER T BB AEIE ZPi-IL-6R HiiTE
HRGEEH S BEEER T RS EE B 2 Hi-TL-6R HiissiHE it
REEGES » MRBEEEN T —HEEE=HEZHi-IL-6R HIagsEdT
JREEEERTEITTE -

[0164] flfsE" #E4ARIE | - T E2HIE T E=FF (AFEPi-IL-6R
A EBRE AT o ERNGEIRF - HiL - TRERE  BEER
BEABAIFETR THRECMER "EREE ) TE2HE ) RIEEER

BLEERITEIE T T E£=RE  hEE RIS ERIIEIE - BaTE
EoREEZREr =S A HEEERNP-IL-6R JilEEEHTURG ST -

{H—fERAREERRT S W IR E - A > R ENEEBEN T - &

HEEaTEaRE - FREMNSE =HEFHIP-IL-6R ?}Lﬁ“ﬁﬁhﬂ%zﬁ

BT B AR HEE LS TR R R EERF
T EPRROARIMGNE » DL B » 2~ 3~ 45, S ENVBIZEIE R T &AHE,

BIE, > ?ﬁ%ufﬁﬁﬂ’]ﬁ%ﬁﬁ“&%ﬁﬁﬁEI’\]””EJE(@J!ID » THERIRIE ) ) -
[0165] EﬁIZ—TﬁJE’JEE‘EE@Hﬂ LR R/EEZHRARE
FIZR4EEEIAT 1 2 140 > 1~ 1%~ 2~2%~33%~ 4~ 4%~ 5~ 5%
6°6%~T T 8~8%9~9% 10~ 10% 11~ 11% 12~ 12% 13~ 13% ~

%42 H » 3t 105 H(RIRRIIH)
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14 ~ 14%80F A )T - 558 T ATK&GEE ) » WIDCHFTA] » (AETE—RSIHY
SELAEET > ZP-IL-6R HESHBRE ST 2 HEHEFE MMERE
ShEE Y FIRIIER1E T8 - BRI R4GEE -

[0166] FRIBARIHAILHEZ 74 » AEER —RER T EMEE
Y56 — R /58 =B E I ET-IL-6R JLAS S H GRS S EB 5 o HI40 - FERFERY
HEESIL - ERTHRHRE—E—EHE - fHMNVERESF - &
TR B ES L EE > 234567 8 HELHNE_FKIE -
BN - EREENERER T  EXTHRE B -E=FE - 2
MERBER  GETRRE_SSEWI - 2-3-4-5-6~7~8 BHE
ZE=HE -

[0167] TEFKRZEE_FENERER P » &5 FE 7 LIAHE
HAMLEE BB HISARRAEEE - 40 > X E _HIE W EIERIRER L&Y 1
ZE 2 IBRTRE - BN SRS EE=HENEBELF - £E=H
£ 1] DN [E HALEE =B S AHIIERGEE - B9 B =R E RIERIREG
W% 2 E 4 BRTHRE - 5 TEEE 7 /EE=RERTHERN
FERIEGHRRAHAR T - 08RG B RN AR R R IR BR R AR IR
& A7 FE Y 3 K FH B BT ER EE

[0168) FEHIEBEFF - FlAEE 12 HZ 1% - BOAKE 24 HY
% > 540 200 mg 2w sarilumab J&% > VAR @ SLEBIEVERZEZ L&
FIRRIEECLEREZES T 70%XE(ACRT0) -

[0169] fEREERERD  FIANEE 12 B21%  BUAK 24 BZ
% » 41 200 mg q2w sarilumab J&%E » HIAEHE » Z{EASEEE] DAS28-CRP

[0170] FEFEEREEFF » FlIAVEE 12 H2% B0 24 B2
% - {51401 200 mg q2w sarilumab J&5% > EHFYEIR » Z{ERGEZEE] CDAL &# -

[0171] EFEEEEHT - HIYER » F140 200 mg 2w sarilumab
JEEE s BIAFESS 52 3 > LMEETAR Van der Heijde 42 Sharp 3755 (mTSS)HE
Z (AR EEIIRIGSEREGEREML » F90 0.25 Y mTSS §¥57 -

% 43 H - #1105 H(BUHRNS)
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[0172] FEREEBESF - HIYAE > FI40 200 mg g2w sarilumab
AR BIAILESS 5238 - 41 mTSS 57 ZERETIRL 00%BUEE BLZ
TRE

[0173] AEHLLEREFIF - E/89F 24 B2 1% > §l40 200 mg q2w
sarilumab &% > Z{EREEE|FIE5ThR Van der Heijde 4% Sharp F43(mTSS)
TEREARAEEL R % 0.6 HYEEL -

[0174)] FEFREEEEHF  E2/D 52 BHYER 2% » Hl40 200 mg
q2w sarilumab &% % {FAS Z F 1 {Z2ThX Van der Heijde 4% Sharp #F43(mTSS)
B R MRS | VL -

[0175) FEREBEGIF  E2/D 24 BHYERE 2% - Fl20 200 mg
q2w sarilumab J&9% » % (EHEE 21T (5 TR Van der Heijde 42 Sharp 5F43(mTSS)
FELECRAEELE % 0.2 FUEL -

[0176] 7FEFLLHBEGIF  FE/D 52 FEER % @ HIA 200 mg
q2w sarilumab & ;% (EHS Z 2#E 5 ThX Van der Heijde 48 Sharp 5£53(mTSS)
B ELARAEER R % 0.3 FVEME -

[0177) FEHELEBEHIG - £2/D 24 BEVEE 1% - 590 200 mg
q2w sarilumab ;&% » SZ{ERSTEREPRIREVHIE HEFIEIRIGE » HI30 HbAlc
TRE - FIANELEER HbAle B{EAHEE T%4Y 0.4% HbAle B{H -

[0178) BRI R e BEERES fEHi-hIL-6R HAS4EEE - FI40 200
mg q2w sarilumab 45%1% - —WEFE—WZIH CRP(BIA - =B
(hs)CRP) ~ A B EEES A (SAA) » ESR k/EissRZ (hepcidin) Z i {H £
EEER T = BN - FEHT-hIL-6R HIAGAEEEE RLYSE 12 # - x(ERTIEIR T
Hl|—82T5  ())hsCRP T FEZY 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70% -
75% ~ 80% ~ 85% ~ 90% ~ 95%EF 2% ; (i1))SAA T [E4Y 40% ~ 45% ~ 50% ~
55% ~ 60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% ~ 95% B FE % ; (ii))ESR
TREEY 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% > 55%BE % ;
R/ (V)T F IR 0% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% -
70% ~ 7T5%8FE % -

[0179) {EIELHASEHIF - FFEHE » B140 200 mg g2w sarilumab

B ENTERFBREIAE 12 B2 H - KRR SRR ZR
544 > 36105 EETHTD)
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(ACR)C-[ZJEZE H (CRP)E 2 15 VK E Fl4] CRP B T [EZE/) 30 mg/dL
(BI40 30 ~ 31 ~32~33 34353637~ 38~ 39540 mg/dL) -
1. FARASCEEZ A E-6 2BPIBRENIRESEH

[0180)  ROIMEATHI-IL-6R FLAE AR US 7,582,298 5 6,410,691 ;
5,817,790 ; 5,795,965 ; F1 6,670,373 t » H & HEAIABAALLE [T,
BEREQE AR H -

[0181) #I>ZHRFTA > ThIL-6R | (RIEE—&EE AETHER-6 (L-6)
Z NEARSE 2R - R ENEBERT - £ T EENDEREGE i
£ hIL-6R fIRISNELE S - hIL-6R HIFE/NE {440 SEQIDNO : | Z BAkmifs
FIFFR

[0182) 1fiEE "HiRd . » WICHFTH » R GIEFEHREiEAE I =
BRSO RRSE - —IRE M) R mEREL i FURESE
B 1gM) - S EfEGEIE—EET BECCH4EE £ HCVR B VH) k—
EHEER - hEEEEEGEE={EE - CH]l - CH2 f1 CH3 - K%
A FE— R T R CL R 4555 Fy LCVR 5 VL) e —EEE IR E & - ESEIN TR
HEFE—EE(CLL) - VH fI VL BT #E—S5 AEEE  BAEFAE
&(CDR) - HEMMAERRTHEER - BRAHESREFER) - & VHRI VLR
={E CDR FIPU{E FR Fréiak > CUTFIIEF Bfe Aty | 258 © FR1 -
CDR1 - FR2 ~ CDR2 ~ FR3 ~ CDR3 ~ FR4 - fFAXHAEEBELFH - 7
-IL-6R Fif8 (SRS AR FR 08 A SHAETE 7 PR - S48

PRI AR - BEEEEILA P9 A5 B CDR Z i (side-by-side)/r
T RE AR E R -

[0183) 1ifeE " Hile, - ADCHATH - TEESE S TZIURE
BRE - B THURESHS ) iR THURSS R B sEIE
B bR AEREEMEGRE - EaP EEIRAREK
RS - GEER TS IEREES - JilRZPIRES H B E
P8 S ORI - BIANER B E/KARE EIE B0 R R ERIZRER DNA
LREBTLRE TR E AR R RUE B HYEAAEE TR 074 B AlEHiie
73« I DNA B ERIHY /20 A] 25 By i B T I 2R  DNA BHER (R
BlanuR B iG-HiAG BRI BUS ST A 7K - Ik DNA 7] B LEREE (e A

F4sH 105 H(EYEHE)
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TR E P RIHEIE » B0 — S T /s E S HEY R & /Y
AHRR - SENSET - BUE L HUIREA - (B8 - SMIREMERIE AR S -

[0184] HiR&GER EZIEREEFIERE - ()Fab A E ; (i)F(ab')2
F1 % (Qi)Fd |7 B 5 (iv)Fv 5 E% 5 (v)EE3# Fv(scFv)53F 5 (vi)dAb 5 E% 5 FI(vii)
RS S B & 2 R R R AL FraE By /N ek B BE AL (1 40 43 B Y B
HEE(CDR) - #1141 CDR3 f4:AR) SR FR3-CDR3-FR4 JEAK - HAf T2
b+ PSSR E—HHiEE - EEDRE - EIEMERbiEE - skx&difs - CDR-
DS ~ SRS ~ =S - UPtEs TR ~ SORPIR(BIEER KT
B EBERKRBE) - NESE 2 EE ZE (small modular
AR "PiREES R B, 25

[0185) PiEEHiRES R REAMEEER/D—8E - I8
B] R EAa] R/ NS B BR AH B 2 s H — R R iR 2 /) — (B B — B (EHE 2R
FPYABATBAE HAEZE 2 CDR » ZEEA VHEE VL BES 2 HRES
Bt VH I VL & 7] DUEE S HIEEF IR SEAE SR o B0 o] 880& o A
“ (L&A VH-VH ~ VH-VL 5 VL-VL Z#8 - S5—&%EE > il it
JR&EE R B P2 A B VHE VLIZ -

[0186] FERENEBESN T  IEZIRGSRETSFED—
(I P] S B g/ D— (R (A & S E P - FTEA S IR EE & R BTl
FLN S EMNEEE ZIFRE - REIMEHEREERE - () VH-CHI ; (i)
VH-CH2 : (iii) VH-CH3 ; (iv) VH-CHI1-CH2 ; (v) VH-CHI-CH2-CH3 ; (vi)
VH-CH2-CH3 ; (vii) VH-CL ; (viii) VL-CHI ; (ix) VL-CH2 ; (x) VL-CH3 ;
(xi) VL-CH1-CH2 ; (xii) VL-CHI-CH2-CH3 ; (xiii) VL-CH2-CH3 ; (xiv)
VL-CL - e af BB EE AR+ » S 5T RIS -
AT SR AL E W ] BB LA R B T SE B B A Y S B B 1
FEAERE - QR TIEHZ/D 2 B0 5 ~ 10 ~ 15 ~ 20 ~ 40 ~ 60 BFE S {E)fE
BRFTAHRK @ (FHAEBE—Z k5T R B AT Ry T /e e 2 I E A
FIPRtEEeE - B > A2 BilBihiRE S H BT aRE e E R LAE
A & /B B — a2 (E BEAE Vu 3G V. B A (40 DU SRR §8) 2 (5T B4
BB E AR [FR — R R R E) -

3546 H » 3t 105 H(GHIHHER)
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[0187] WE<zpRes T HEGEHETREE|ERSE &
(BlraeEsE—it)  SHE 2 HIRENIURE S 5 Bt 2/ 0 —ER
[EHY A8 - H o & i EE e H — B E BNV LR G S B E fUR EHR
FERAEE S - EASE—MPueE= > FIEHATERIT T P ES I E A
rAKEsE - FEEEAN A DUEEIURE S R BRI - “

[0188] HiRSHYRLE @ HPrieE E mie NI/ AIHE- s AiiiE
MEZEEIRESE - Wit - Jils 2 A REE S R 4IRS H
Ry EAENDUBEEE -

[0189) figed " AMRPURE . » WIXFAA - WEABERATTER
ANBEEAREREQ R EEMLEENDEE - E453Z NRTRE
el FEIE A SR AT 2 R BRE P 5 P ém i < M B R R B (B A0
BEMLEE AL S M B S TS A Y e B E R O BEAEZE 2E) - BIATE
CDR 1 JCHSZ CDR3 - #8710 - fifsd ~ ANHUE L - LA > A=
BFEETITEB BINE BRI/ N R) L EFE 4T CDR [FHIERRE
HENBRERFY B2 TiRs -

[0190] fiFsE " EAHRIASEHRE , > WSCTATH > HEAEEHE
4HJ757%  BIANME F AR AR IR BRI 2 15 TAIRCE — D mat it T)FTERLE
RYL - EESOBEZ YA NS - HEHRES AJRPURECE Pl
AT B 2 biEs - BEE ik E 0 B W Z g (B4 N s e
IPiEE(2 R » 1% Taylor et al.(1992) Nucl. Acids Res. 20:6287-6295) » 5¢H
AT ELATLS bk NI S 3R EE AR | B DNA P3[R T s
R BABS B R - WEEANAEIRERITEEABEHAT
EREQFIIZIEENRERR - M ERENEREST - IEEEH
W ASETIBB AR SR MEE R REERER YA Ig FYIEARNEE &)
YIng > R ERERSAHINE SR - HRItESTRR L VHII VL BIVREE
M7 EUTEE ANHAETE S VHA VL FI s HA R > HagEliIER
PFAER SRR NSRRI E A E T 25

[0191)] AEHifeH M —EHEHEAREUARIPAGFE - F— &
= —RIEREA S FHERY 150 £ 160 kDa 2 ZEAIN#HEERE - H
Fr TR G REEERERRE RS - TP - SRR

%47 H - 3t 105 H(RUIEHHE)
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HEET A R H—49 75 & 80 kDa 29 T4 H B E &RV = #EAT
SHRRCEIRR) - B mE i - BIEERRMA b -

[0192] 7FERMESEHERY 1gG AT 55 — iU IR A SFERMAHR -
EARRRY > EyileZ Sl EFTUER L S RATE - A 1564 8
&0 1 T B — e AR B T B Mt (R 58 R IP 20 B (Angal et al.(1993)
Molecular Immunology 30:105) 2 S AU {55 AT A 1eG 1 SOEFTER R EINVIERE -
A (i ZE R ~ CH2 B CH3 & B — BB (EZREE 2 bikE - sZ55 80
ERGE ERTRERATRERY » A LSERa iz = -

[0193] T &&oyEkrvbiae - ASCHATH @ AIEEEE REE D —
TEH R AR 2 A Oy o3 B B /BB ke - Bl » =/ — T8RS
B4R BT AR R A S S S H  fiRE  HePRAS Y BEY - BT
B ERELENTRRE— T &orbiRg ) - &oBbiEIaERE
AT R B iAE - S B RS RIS 2 D — LB B B i -
REBRFENERES - &Ry EE Ry E /s LE2
5 o

[0194) ijsE " HE—MEihaE & ) SEEAIEE - (AiE—DUREHbUR
SEREE—GIRPNR—EEY)  HEEEGRET HEERER - AR
E—fiieetB—PlRE -GG 07 AC RAIERTAT B 85E -
P ENT ~ RIAES IR - 55U - P14 - TE—45E ) IL-6R BYHL
i WARASCZ A S > HERE - MREER TR AT - DUERGY
1000 nM~ %Y 500 nM~ (R34 300 nM ~ %Y 200 nM ~ K%Y 100 nM »
{EEFA4T 90 nM > EY4Y 80 nMEA4Y 70 nM~EJA4Y 60 nM 4T 50 nM ~
EIR4Y 40 nM ~ K249 30 nM ~ 724 20 nM - fEFL4Y 10 nM ~ {KFS4Y S oM~
EFYEY 4 oM ~ (KR4 3 oM~ {RJREY 2 nM ~ {KFR4Y 1 nM B{ER%Y 0.5 nM
Z KD & IL-6R BIHTREEH T - 2811 » —EH—4E & ASH IL-6R By B
iR FTREE A B RANSUR - Plaisk B EMEE A SR)PE L IL-6R 53 T-HYAI N
S FEME -

[0195) wIRINASCHERH-IL-6R Hifg - EMHERkaLiEbgg
ZHELETEA PG - AIE ARSI A B S AREZE )/E CDR @ EE
— B AR, - A R/EMER o IEZE B n s ZtnFE i S T FrtE

548 5 » 3t 105 HEYHRE®)
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NHREERE YA E - B RNy ERE Z A JE A5
BORHEE © A CHFES K AEFPTE BE S e R Py 2 fia
FEHPURES R BEITE - HPER K/E CDR BART— S (B A R (%
ZRBIRITAETRE L ETHAFYIVEIERE - e — ABEERFIIZHE
FREL > EUEITEASE R BRE 2 (R IEEIR EU (IE S P | 2 i S T AL [E
By TAETERIES | ) - KIERH IR > B TR SR
HEEFPSIE - A BB S EE S R E AR E S
HEZPRMTRESE R B - TR ENVERES T - VH K/5 VL &EAEIFT
HHEZR /5 CDR FRA IS B EINTA PR Z AR T E A P ATEsh
A - (R MR B RS T O - R e R AR B M R R ETH AT

HIAI{EAE FR1 AT 8 (BIRELRE th ok FRA H14 8 {E R E i S8 3R Ze SIS AL

S({#1E CDR1 - CDR2 B, CDR3 NE#IRZEBAVIRA - FE A BIGE AT -

— B ENEIR /5K CDR ZREAAZEB A R TE /771 Z S SR A (TR 1A
EATENRZ £ AR ENEEERTI) - HE - ALZHIRERER
K/ CDR BN & FET S EEEAREEZES - fld - KPRE
AV BRI BRI B R E A TE AP 2 B RE - TTERRBAIERFIIA
[EI Ry ELA R B e i R AR SR B B A S E AP A Z BB A - —H15E]
% H B EETEREE HRRNPURSE & R R B S ia I —2
ZIEFTARIIME @ IS EaE N  WINESERNT] - (BB R
BRI E (RIERE) « FBEE ek 1% - B DAL A 7 7ART
RERPREIITIRGE & R BRAMEEALT -

[0196] ASIRELFES KERT-IL-6R FiEZT75 » ZiikghEsa
(E] A — B ERFRU L Z X FHE Ry HCVR - LCVR /3¢ CDR ik
BeFr5 2 BHG - Plal - AP ROUREREE R EMEE SRR 1 e
FYFEf HCVR~LCVR K/8¢ CDR R P51 BRI 10 EEED -
8 (EECED ~ 6 HEFE /D ~ 4 [EEFE VD EFEZIRFIERERZEHY HCVR
LCVR J:/8% CDR 2 & 751 ©

[0197] fifsE " REEHE TR LOCTATH - GigrErE R ENE
YRR N E H RE N E R IR EH Z B S - flAEH

B 49 K » 4t 105 H(EHRHE)
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BIAcore™ %45 (Biacore Life Sciences division of GE Healthcare, Piscataway,
NJ) -

[0198) figsE "KD, » WISCHATA - HEARER ETR-TUR A
P2 SRR B -

[0199) ffgeE "R BISEGURE Y A B & R R fiL (paratope)
R EPURE SN BER AFERZIURRAEN - E—HETEA—EI Y
=7 - Wit FENPEETTERE DA REEISRE ST B R ENEY
TUIE - AP RHEIEGR Y - BAVRA A ER S IR R 2 22/ b
BN EBEFTEEE - SRMERAAREE S IR AR A BR PR R E L - £
FRERVIER T @ RALFIEEDUR HAVEEEAE - BB SRR -

[0200] FHAERETE/NEFES AGHIRGZ J7 A ARG T
A - AERIEXEITETT R AL A h 3G E —8 ASH IL-6R &EHIAM
bife -

[0201) {EA VELOCIMMUNE™H {iif(£ &, » #l41 US 6,596,541,
Regeneron Pharmaceuticals) s {T{a] = fth FE A 2 4 BB AR BE I T 40 774 » 550
HMEAFASETEEMN/NEEEEZE IL-6R ESHMNNGRETEE -
VELOCIMMUNE®#¢ i {47 b 2 4= B B & N E SRR v] B & e fE
FEERNEYNER e BERE L AREIEREE/NE, - R/ NRESE
—EFESURTS z s NETEEANR R E &P - SR RS ITET
AE < B AR AT B Y DNA K3R(F HEedpil \ B e i N e 1
Y DNA - Z31&1# DNA RIAERERE & A Shiaa 2 dipa -

[0202)] —&ME @ &i§ VELOCIMMUNE®/)N Bt DA R L8R E R
FAFBAGTRENN /NG P ECHESARRE(BIA0 B-4HHE) - SRS SRR T Btk
AHRERERL S - FDABME R A LA A ERR - S ET R L RS R S AR A
D) e HELE W R DT R LR — RS < BT 4HRERR - TIRHRISE
SRR i T SR TG Y DNA Sy HA Il B AR Y 28 SeRs e [ AL T ek B3
H—Hi s O AR - F40 CHO 4R E4 « S—FEEiE » I E4REE
PURE MRS SES I E i v SRy DNA EHEPURE—EHE
AR TR -

50 » 3£ 105 H(SIHRHS)
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[0203] #E%] - S BA NETBEN/N RN EER SR IIRS
DS RE o EHREARTERAITE CARVERETR R - FPuia e LB ATax
HYRFM: - BFERRAID ~ 288 - RUFETER - DI ERE
BUNERIREE - ARSI & NS - GIAnEr AR 2y [gGl 3¢
IgG4 - ‘E ATEEHVIALE & AR E Y R B » SR PR -G &0 E
EE MR R EE

[0204] —MME @ WTARALZ AT - 4 Bt - EFH
A [E] TE 1 &0 T B0 T B TURGE S IOMERF - REA =T - DAY
TN E B ERVNRAEE - AR e NEHiE - BERTEEE
& TR R E Y AR - AP UR-E S HiEE— MR A E
AR

[0205) WIRERAXTTERAXF2E -G IL-6R iy ASETiieEE
DRSS R BENREE - AEFEFE#FTERMHCVRINE S ={{EHE
CDR(HCDR! - HCDR2 1 HCDR3) Z (T Hifesiii/Res &/ B - HBEA
H N YRR Z B R B HRE E R 5] SEQIDNO ©3~227~19~231~ 35>
51~67~83~99-~115~131~147~239~241-~163~179~ 235195 %1211
IR PR SS & H B B S R 7] 1 (LCVR) A HY = (5 B
CDR(LCVRI1 ~ LCVR2 ~ LCVR3) » HAREA R T FIHRZ BB A
5l : SEQIDNO : 11 ~229~27-~233~ 43~59-75~91~107~123 -
139 ~ 155~ 171 ~ 187 ~ 203 F1 219 - AR #&EE HCVR f1 LCVR RgAEERF5]
AIHY CDR Z J7ARIET B Ry A SR il A A v R 8 51 S P ey
€ HCVR Fz/5¢ LCVR FENFP5AIHY CDR - A it # Al CDR FIRZIR
BIE FVAALRE » B4 Kabat EF ~ Chothia FEFE ADM EFE - —&IMNE °
Kabat (% DUFFYEE B B R > Chothia EFHGAUSSEIEEEZ B
& ] AbM EFE AN Kabat f1 Chothia 7AZ I3 - 25, » H40 Kabat,
"Sequences of Proteins of Immunological Interest," National Institutes of Health,
Bethesda, Md. (1991) ; Al-Lazikani et al., J. Mol. Biol. 273 : 927-948 (1997) ;
and Martin et al., Proc. Natl. Acad. Sci. USA 86 : 9268-9272 (1989) - JNA]Elfs

NBHHVERHE FIZRE A DTAR NAY CDR 51 -

51 H - 3105 HEYREE)
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[0206] TEANZFENERBELT  JIENEPIRGSER &%HE
6 (B T FUAH R B 8 Y 2 2K B B RO S o ] 488 & P AR P e 51
(HCVR/LCVR)#Y CDR(HCDRI1 -~ HCDR2 ~ HCDR3 -~ LCDRI ~ LCDR2 3l
LCDR3) : SEQ ID NO : 3/11; 227/229 ; 19/27 ; 231/233 ; 35/43 ; 51/59 ;
67/75583/91;99/107;115/123;131/139; 147/155;239/155:241;155;163/171 ;
179/187 ; 235/237 5 195/203 ; #1211/219 -

[0207] EANZEENERBELT il HIIREE R BAHE
FEH TSR 2 B E AV HCVR/LC VR AL 775114 : SEQ ID NO: 3/11;
227/229 ; 19/27 ; 231/233 ; 35/43 5 51/59 5 67/75 ;5 83/91 5 99/107 5 115/123 ;
131/139; 147/155; 239/155; 241;155; 163/171 ; 179/187 ; 235/237 ; 195/203 ;
F1211/219 -

[0208] FEAXZHENABELF  YilEBEIUREGE R EGE
FEEAH SEQIDNO:19/27 2 HCVR/LCVR f#EfE 7% f2 LL SEQ ID NO:
21-23-25/SEQ ID NO : 293133 Fr AR H W
HCDR1-HCDR2-HCDR3/LCDR1-LCDR2-LCDR3 &5f#15;  th—Hi B8 /R 5%
£ "TmAbl | 2 mAbl (VQ8F11-21) -

[0209)] FETHE » ASLZJ5E R ERER S R RfERYP-IL-6R HT
B DR IR Y SRR & H BT -

V. BEEH Y

[0210] AXGEFEEERT—P-IL-6R FRENHIREESH TG
—{EfE 5 g —Pi-IL-6R PilgsHbiRE e huaT—BEE
SR » AL BREEAH (A DU S HVEE ~ PR R i s
% ~ R - MR AILE SHBIFE - S EEHEY T2 5RE
BaBROANETE - BINFETEERHMKR AT Z Remington's
Pharmaceutical Sciences « 32 SbFHECY)EIE > FIAIETE] ~ MIE ~ 95 ~ 8OR
b~ Ol - IBE - SIEE (G EEaEET) 2 EE(BIU LIPOFECTIN™, Life
Technologies, Carlsbad, CA) ~ DNA #4549 ~ fi/KIRISRIE ~ 7K EHEADHEL
7KAE - FBRIE (R ES FEZH L8 PR A &k ki (carbowax)
ZEEEIRESY) - 2 H Powell et al. "Compendium of excipients for
parenteral formulations" PDA (1998) J Pharm Sci Technol 52 * 238-311 -

552 H » £ 105 E(ZHRAE)
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[0211) MREEANZI77% » BB ZPURER ] fRERH B AFEe
FIRSZIAR/IN ~ Bk ~ fEAR ~ SAEERRACRRLI LT A - A S A i (AR i
REIRREEARE - RIRERZEERE - AR SRR AR IS ] 5
B o T HEIEP-IL-6R Hife L BEEHE BV A OB SRR I AREEERAR
JE > BUanE] CUE BREPE R EE BB  WWIRILHRERIE - HE - WiEH
i & 2 2 ] {3 B TR R PRIRY T AR LT (0] Mordenti et al., 1991,
Pharmaceut. Res. 8 : 1351) » B [HNASCASCH » 85~ BIEV-IL6R Fifs
ZHIE B B i-IL6R ke Z S8R A IR S H A EZ -

[0212] HENVREAZGHERERWLTTHRE TR ZBEEHLY)
BIAIRAERS EL78 ~ ol ~ B EE ~ AERINZEE B L EAHMN - ZBREN
NN EER (2R, » B2 Wu et al, 1987, J. Biol. Chem. 262 : 4429-4432) - 45
SRR HARE - BN - LA ~ BBIEA ~ B RN - T~ &
BRI CUIRER AR - 4 mT AR 5 (ERVES TS - Blal DAEnE &+ - A
&L 7 EERE R (B4 IHERE IR - ERGRIIGRE A ) R 22 - i AT B
AP E R E4EEE -

[0213] AL ZB&EEaH gy m IR ST R B0 5T 25 FH B2 T SAs ik
RIRIL » [EID - BU NIRAN S - FRRAEE TSt ARNREEAR L Z
BB - th—EARREE N REE A NS - nTEE R
SRR EE AN AR B ERYIZ TE B E - —HEEANRIFT
FRENRYE TR aAESZE » hZEETAESEEL R SR
SRR RHITE - AMRILERIRREEFE T HE - ERERSEIRIRA
B ERAHTE - BMARZH - ER SRR EE (GFRETE
SRR BTN T - — HRERE IR EE S (FEE
HEEE -

[0214] FFEZAEEHEANEANBEENIHSEXREECEAHRK
TIREA L ZBEEHRY) - BOIRMEEALRR » AUTOPEN™ (Owen
Mumford, Inc., Woodstock, UK) » DISETRONIC™ & (Disetronic Medical
Systems, Bergdorf, Switzerland) - HUMALOG MIX 75/25™% - HUMALOG™
pen, HUMALIN 70/30™%(Eli Lilly and Co., Indianapolis, IN) ~ NOVOPEN™
I ~ II §1 I (Novo Nordisk, Copenhagen, Denmark) ~ NOVOPEN JUNIOR™

% 53 H » 3t 105 HEFHREAE)
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(Novo Nordisk, Copenhagen, Denmark) + BD™%E(Becton Dickinson, Franklin
Lakes, NJ) ~ OPTIPEN™ - OPTIPEN PRO™ - OPTIPEN STARLETT™ f[]
OPTICLIK™ (sanofi-aventis, Frankfurt, Germany) » Fij#ltf& B E6]F - A
TR R BB ) TR R SR BB (B R IRR -
SOLOSTAR™ ££ (sanofi-aventis) - FLEXPEN™ (Novo Nordisk) [
KWIKPEN™ (Eli Lilly) ~ SURECLICKTM [ 833 5422 (Amgen, Thousand
Oaks, CA) ~PENLETTM (Haselmeier, Stuttgart, Germany) » EPIPEN (Dey, L.P.)
1 HUMIRAT £ (Abbott Labs, Abbott Park IL) » Fijiit{& B FE6{5]F

[0215] FExelElT - BRI =] DUERIREARLR IR - £
ERERIT - 7IEHZEE (2 R, Langer, supra ; Sefton, 1987, CRC Crit. Ref.
Biomed. Eng. 14:201) FE 5N ERE P vIERBEWE 2R Medical
Applications of Controlled Release, Langer 1 Wise (eds.), 1974, CRC Pres.,
Boca Raton, Florida © X £S5/ MYERERT - EGREN AR THEETFRET
SR B iR RILE RS GRS 2 —E4y (2R, #1140 Goodson, 1984,
in Medical Applications of Controlled Release, supra, vol. 2, pp. 115-138) -
LA EIRE R 28 fham AL Langer, 1990, Science 249 : 1527-1533 7 [algEt4
SRR -

[0216] FIEESHVBIBIA]EBRNERIRA - KT - KA KHILARNE
5 ~ BRSNS JRIE o B SRR ST RG] AR T ASR S - A
HESTBURIAT > BUADFE i i hiie s R AR - RPN B
PRV KM M ESCH M E ok - TR ZKENER - flinsE
BEUK - SEERENEA R SERARE - Kl a iy ARG
(BIANZES) ~ (BN B ~ B ZE) - JEsE 7 EVE MR BT R (L EY
B2l 80 ~ HCO-50(& L EMUH < BERE LW (S0 RE)MMEYNFLA A -
SHMEE TR - BIALZNOH ~ REOMEE - Fuy S AR o H
Ble FREFESHE M - RPN E SR RN B B R -

[0217] “FRH - ot CRREIES RS ik B8R4 Bk M R B4R Rk
HETEMEREIE Z BATRIA - (LERAIRIE BRI AR > FIOsEs - A
B~ BB - JEERI(ZOm) ~ B -

55 54 H 0 3t 105 H(EHRBAD)



1868074

[0218) TETHAA LA H Z AFET-IL-6R HUEGHYRBIEE EE4HEH)
&IEREY - BIANSEEEF]EREE SR 2011/0171241 K1 2016/0002341 o » H&
B2 28N EIAR UG [HB T AR -

[0219] 7EREENERERH - AR ET BRI HE
E—ECEERRIEE - fiTsE T BUEEL - WOCERTH  AEILAGERCY T A
DR HE—Frakeig—i ~ REMEE e e Z (ERIaVF B aRAl -

[0220] TERFENEREST - A ZBERILYGaEE I
ferELRE - BANASCEERIY PR RPIR AR A - LEE - AR &/
BN 4H R -

[0221] EEEARIZEEERE YA RE AN & v AR Pk HY
M7 R ENE  UERFHEERZRELY R ENRENENmE - £R5E
FIERSEHT  ZFEC HEAL 1 mM £4 200 mM RYRZER © 492 mM
Z4Y 100 mM AYRFEEE 5 49 5 mM 247 50 mM HIREELEL 5 B4V 10 mM E4Y
25 mM FURZESRE - BI40 » AL BEERECY A &L 1 mM 5 47 1.5 mM
292mM; 4925 mM; & 3mM; 4J3.5mM: 454 mM; &) 4.5mM; 4 SmM ;
#755mM; 496mM; £965mM; & 7mM; £97.5mM ; 4 8mM ; 8.5
mM; 49 mM;:459.5mM; & 10mM; &5 10.5mM; 4 11 mM; &Y 11.5mM ;
#912mM; £ 125mM; 8913 mM 5 €9 13.5mM ; &9 14mM ; & 14.5mM ;
£915mM ; &9 155 mM 5 16 mM; £ 16.5mM 5 8917 mM ; £ 17.5 mM ;
#4518 mM ; 47 18.5mM ; & 19mM; €9 19.5mM ; €920 mM ; 245 20.5mM ;
4721 mM ; £921.5mM; 422mM ; £922.5mM ; 4923 mM ; 49 23.5mM ;
4724mM ; £924.5mM ; €9 25mM ; £ 25.5mM ; €926 mM ; £926.5mM ;
#727mM; 4927.5mM ; 4928 mM ; £928.5mM ; £J29mM ; £ 29.5mM ;
4730 mM ; 29 35mM ; 4940 mM ; €745 mM ; &Y 50 mM KRS (B4
4H Rl Ko/ BGIEIEEER) -

[0222] A7 EZERICY/R ol BiE—HSERK G - Bldl—
N TENE - U RERESGEERE - TERE A s A
SR N EE R LTS EE N - BRI ERN - RrEmvE
FERE ERIEFERNE - GEVE - HImEE - U0 - FIhr{anE - HENE - A -
TZHE ~ BZENE - PAAEERSNE - JFEERE TS SRR - HRAF

555 H » # 105 HE&VIHRES)
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4als HEE A G B 520 IR MBS [ 451547152 '8 (Maillard reaction) - FE
BN CEBIEERNE - SN - IUFUKE - BEEE (sucralose) ~ fA=HE
(melezitose) MIAFT-#i (raffinose) - MERLELIE » BIANE 1% - EERERMAE M
SR S FLEE -

[0223)] EESEAR ZBEERIYAIINEERFRIEZ S Y FrE
AR EEREANAEN ERYME - ERENEREN T > ZEFEYH
EHE 0.1%EE 20%1E 5 & 0.5%Z4 20%HE + 4 1%E4] 20% sugar ; 4
2%ZBE) 15%1HE 5 &Y 3%ZLY 10%HE 5 47 4%Z4 10%iE + 3047 5%E4 10%
W o B » A 2 B EEPHECYI v A HELY 0.5% 5 49 1.0% 5 49 1.5% 5 49 2.0% ;
£72.5%; 47 3.0%: 47 3.5%: 49 4.0%; 4 4.5% 49 5.0%: 4 5.5% &7 6.0% ;

- 6.5% 5 47 7.0% ;&9 7.5%; 49 8.0% ; 49 8.5% 49 9.0% ; 47 9.5% £ 10.0% ;
#710.5% ; 29 11.0% 49 11.5%: 4 12.0%; 49 12.5% %7 13.0%:.45 13.5% ;
& 14.0% ; 4 14.5% 5 49 15.0% ; 49 15.5% ; 49 16.0% ; 16.5% ; £ 17.0% ;
&7 17.5%; %7 18.0%; £ 18.5% ; 49 19.0% ; £ 19.5% ; 54y 20.0%0¥E ({40
FERE)

[0224] Ao BEESRRLYIN 1] S —NSEFR SR - 4150+
FTH - flrse T SREDEMER] ) GIEREIRR I RARINYE » EAEEN
RAE R/ B RS K Z FEIRVR B TR )T - SREVEMER o] Al BT -
AR Z S P E R B R R S ERIERE - SR (E R
ZIF) ~ SrEBEERET G - EEEREN T T REAR TR - 5E
> Pl B2 AR - #EHEERE MEA ~ fEEERz DEA FOfHELRZ TEA -
AIRFEEA S SREC Y RV R E FR R T RIS RIS - FlanE LELEE RS
20 ~ FXUALERRS 28 - BXLUAEERS 40 ~ BUFEERS 60 ~ B UIFAUERS 65 ~ B
LLFEEERS 80 ~ FRLLIZLERES 81 SR LLELERRS 85 5 Jai&ibilt(poloxamer) » 5]
WA /DI 188 ~ JHIEV/DIR 407 » BZ MR- BRI » SiF L ZFZ(PEG) -
FUFLER RS 20 78 K TWEEN 20 > (IRLESET B8 B 08T K B A Z0E 1 LIELER
BTEE H AR -

[0225] HEEFEA ZEEERHICYAIF G ~ & v KB
VIFREREV R MR DA A AR < e SRR A H T 8 - B4 Em
HEEWMT » LAY ASEYN 0.05%E4L S%REEMWR ; 849 0.1%%E

%56 H » 2k 105 E(ZEAREAE)



1868074

£ 0.2%SHHEVENER o B4 » A SRECY Rl ETELY 0.05% 5 49 0.06% 5 &Y
0.07% ; 9 0.08% ; 29 0.09% ; £0.10% ; €9 0.11% ; €9 0.12% ; £90.13% ;
470.14%; €7 0.15%: 49 0.16% 89 0.17% 5 47 0.18% ; 47 0.19% ; €9 0.20% >
47 0.21% ; 49 0.22% ; 49 0.23% ; 49 0.24% ; £ 0.25% ; £ 0.26% ; £ 0.27% ;
47 0.28% ; £0.29% ; B4y 0.30%FEEMERI(BIA - FXLEEERS 20)

[0226] AS7 7 BEEFRELYFTEAREL 5.0 249 8.0 #Y pH - fil41 > A
N BRI T EAR 5.0 89525 8954 5 #75.6 5 89585 496.05 &Y
624764 ; 4766;%768;4570:4972;4774;%7.6;4J7.8; 54
8.0HY pH -

[0227] HF—EBEFIT AR SUOTEATNEBEEREIIRERE O
BH—MEhaE S E AEP-IL-6R PiAEsCHPURE S B TN EE  ()—h
Ee(Blan - 4RREEg) » Fodi)—RE@ean - gERE) -

[0228) FHEANZSIMVERESIH - ARASTTAF RS
R ESE @ DE—MEEEE E NEP-IL-6R SiigsE PR GE YA
biRe » ()RR - 4HRER) » (i)—HEBIA0 - FEdE)  Be(iv)—SRHEDS
MBI > B UFLEERS 20) -

[0229) TEANXZSIMIERESIF » A4 I5EF AR EERE
YIRS © ()F— S S E NEP-IL-6R Hifgsi i REST I
s ;s () —SB—HEEBR(BIA - ERER) 5 GiD)—RE(BIAT » FERE) 5 (iv)—5R
EEMER (A - FFIUEEERES 20) 5 R(v) —58 R R (B - fEhEig) -

[0230] ZE—ERBEFIT  HEBEZEFALY HERES 200 mg 7Y
sarilumab » %7 45 mM BYFERETE - £ 21 mM AY4ERERE > 49 0.2% w/v BYERLL
FUEZRS-20 FI&Y 5% w/v BVRENE - B —BASE I - ILBEEEEcYIHY pH 54
6.0 °

[0231] BAVEARTERMTEERERE £ RS SEECT
PRt BB W T » SChATIEYAS IR ITA B GRS R A
R B ol FE G ERYRET BRI « BRI H e 2
B > 3SR TYIEGIREEEREEARN - MZEER(EaLMtRH
Z BHYH AL BBR -

5B 57H - #£ 105 H(ZUHHS)
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=l

BPI 1. SRR 5 TL-6 82 51 A DR BR BN R B TR PR b SR R M BRI
K RAYFBHVEEEE M sarilumab JEREHISFE

[0232] &% IL-6 £ RA FURHEREEA - {HEL IL-6 {F 5 RA 2 FHIZEL
BRNMENTEARTFZERIAR - B1T—5% 3 B MOBILITY H#3E
(NCT01061736) 7 Z1&£E7 N 5317 (post hoc analysis) » FIFAEE R == IL-6
IR BAESEAREGER L - B MTIX AR - HHY sarilumab+MTX 24
BEREHYRNIE - MOBILITY ERRESR s BRI RS R - fld -
EZFEBHEHFARZE 2013/0149310 » K Genovese, M et al., Arthritis &
Rheumatology 2015, 67(6) : 1424-1437 » HEHABGIE [ TG AL
ey -

[0233]) FABBHSTHC4E sarilumab (SC 150 3¢ 200 mg q2w)+MTX (27
FEI(PBOHMTX #Y 1193 fipiad » HIEEGFEN T RIE IL-6 & - £
Ao FIRVIEH 1L-6 F5<12.5 pg/ml o DA=5r 540 AVAR4ER [L-6 & Rkl - i
R ERESRT R - SR M S R R T e R A TIAREAE
EIHIELE -

[0234] Z=HEGEEETHE 8S%IPREE IL-6 >3xULN ; =%
SAREHTHAENFRERERALEE IL-6-FAG1F BERF IL6 ERVREE
MHEGMEEHE IL-6 4H - BRRIABANEETEE - SR RWSEERN
FHERY CRP 2(F% 1) - 7£ 52 8HIR » Bl PBOMTX » BA S IL-6 ZHEY
ELAE TL-6 ZHAERIETIEG R EE R 2 ¢ B DYSEESD mTSS (L 4.67 +
9.80 ¥ 1.51+5.25 ([ 1); B5EEL(OR) mTSS > 95% S #EIE R (CD) 3.3 [1.9, 5.6]) -
TESE 24 1 52 # - sarilumab+tMTX EREPRFIST R/ - $ith
PBO+MTX - (B E4R IL-6 SRV IR - 565 52 817 OR {RA1% 1
FIoR o (AR IR REASE AR =40 IL-6 FRMEELHY -
#= 1.

MOBILITY (#f MTX SJER EAVHEE)

Sarilumab 150 mg

q2w/200 mg 5 IL-6 1 IL-6 {& IL-6 P&
%58 H 0 3t 105 H(HYEREEE)
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q2w/PBO 2w (8 | (N=398) (N=398) | (N=397)
+MTX), n 146/121/131 129/147/122 | 126/128/143
IL-6 £ (pg/ml), 61.0 17.3 5.0
b iy S [ ] [312-648.7]  |[9.8-30.7] |[1.6-9.6]
AGHRREENE - SEH{E(SD)
CRP (mg/L) 36.4 (30.1) 183 (15.5) [10.5(11.6) |*
HAQ-DI 1.8 (0.7) 1.6 (0.6) 1.6 (0.6) *
DAS28-CRP 6.3 (0.8) 5.9 (0.8) 5.6 (0.8) *
mTSS 56.7 (65.7) 49.8 (62.1) |40.8(56.5 |*
CDAI 43.0 (12.4) 40.1(12.3) |383(11.6) |*
Mantel-Haenszel 5 B LE (95% CI) sarilumab 200 mg q2w+MTX &2
PBO+q2w MTX (5 52 38)
mTSS FL 03(0.1,04)  [0.6(0.4,1.0) [0.7(0.4,1.1) | **
ACR20 49(28,83) |33(1.9,57) |1.9(12,32) |**
ACR50 6.4(3.5,11.8) |3.4(1.9,62) |2.0(1.2,3.4) | **
ACR70 73(33,163) |3.5(1.7,74) | 1.9(1.0,3.8) | **
DAS28-CRP <2.6 | 39.3 (9.4, 163.9) | 4.4 (2.2,8.9) |2.5(1.4,4.7) | **
CDAI <2.8 424 (47,3834) |3.9(1.6,9.5) | 1.8(0.8,4.0) | **
HAQ-DI i & >0.3 *%
3.1(1.8,52) |22(13,3.7) | (07,1.8)
(%5 16 1)

*Kruskal-Wallis 5:0E% P<0.05 & **#&Zf% P<0.05 »

PSR =72%F4k IL-6-

SRR B E BB ETEER - LUSK @ B I B RiE 48

"%ﬂ%ﬂ@ﬁm » T EAREAR TL-6 F1 =50 E R EALR IL-6- 6B O ERFERE
TESUFE)

2.

mTSS Z 2358 {(SD) & IL-6 H IL-6 & IL-6
24 | ZERIE + MTX 0.54 (3.12) |1.14(3.82) |2(4.78)

) Sarilumab 200 mg q2w + | -0.01 (2.05) |0.06 (2.79) |0.39 (2.9)

559 H » $t 105 HEERTIHRES)
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MTX
5 52 | 22RIE + MTX 1.51 (5.25) |2.29 (7.45) |4.67(9.8)
@ | Sarilumab 200 mg q2w + | 0.11 (3.49) | -0.06 (5.51) | 0.77 (4.48)
MTX

[0235] 4@ > £ PBOMTX 40 > =E4R IL-6 SRR

B LEARRERES K - =4+ - sarilumab+tMTX Eh

PBO+MTX BESE K 155 24 F1 52 18 K HAEFEAIHER & M5 2 FEY) Y

EARFRIERL » BISHIE B BRSNS - BASEE IL-6 Z25RE
FRIEE 4 11-6 iR » H sarilumab+MTX B SEEZRIEEE A -

BH 2. A SHMEELR 1L-6 B 5] sarilumab FIF2EKEHi(adalimumab);&
HERZFE « [ IR RE RIS EURMERREN X (RA) 2 JGHEEEE

[0236] %5358 RA RE ZEAENTHRMEAEYER  7E8Y]
Bk o (T —EEE 24- MONARCH sRER(NCT02332590) 7 &5 R 7y
#7 > FA BURTE B4R IL-6 22 82 sarilumab ¥ Lt 2R B —FEARZR]
[ FEAE EE - MONARCH EE PREAERIVEE B G i a it fR (2 R 1401 Burmester
GR, Lin Y, Patel R, ef al. Ann Rheum Dis 2017 ; 76 : 840-847,] » E&H AR
&5 BV GEAARS ) -

[0237] {857 THEEZFIEAREDT 40 mg q2w(fg 2 )= sarilumab
200 mg q2w i [E BAYEECRHENR B > DUIASEERTZIME IL-6 B RHEE -
SRR=4H(E R 2 B<12.5 pg/ml) © 369 {if MONARCH ITT(intent to treat » =
A B 2 R BB T EAS: 300 iZAY IL-6 &t o fRIBFCAR IL-6 =534k
HEE 24 BIFSEEAE  (F RGBSR b — (E AR AR aEE A
HYRERR(ACR20/50/70 ~ DAS28-CRP FI-ESR - CDAI - EA&i# ~ HAQ-DI) -

[0238] =SFEHESEHTHRAREERFE>3XULN ZHEHY
IL-6 & H=/EREEHTFrANRESEAIEE IL-6 2GR 3) - f£&=
{HEFEFIHERR S MR e~ RS RERUEIE T - BRI AR » 59K
FRE S sarilumab R JE > 2811 BE A4 IL-6 By BETLERL IL-6
ZIARERE R =SSR S 24T 24 Y ACRT0 5 30.4% (sailumab)

$1 3.7%(FIEAREH) KA = S REEE TR Ry 18.2%82 17.8%(F& 3) -
%5 60 H - 3t 105 H(HUIRHH)
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SRR IL-6 JREEE R sarilumab I B~ FAVRERERHET# K. CRP
R =R - EERKEFUAET - 3L ACR70 1 DAS TS » EFFH
= IL-6 AR BEETE R 1L-6 AR BRCEoES =B L KR 4E) R D
FIFE - H CDAIE{EFE - =40 IL-6 f » J&E P HIRFR BEEAE
A ARE R AR -

[0239] ZELERGET  BEASER L6 ENVHEHR
sarilumab FERR] 2 R BT B — R E B ABAVER RS FE -

%= 3.
MONARCH (¥f MTX A2 ER BRTHE)
5 IL-6 | Ht IL-6 | & IL-6
Sarilumab/[i] E2ACEL | (N=100) (N=100) =100)
i, n 46/54 47/53 55/45 PE
IL-6 E(pg/ml), 64.7 16.2 2.4
H iy B[R E ] [39.6-692.3] [7.2-39.5] [1.6-7.1]
EERVBRWEEIE - FI9{EESD)
CRP (mg/l) | 41.5(34.1) 152(17.1) | 5.6(9.2)
HAQ-DI 1.8 (0.6) 1.6 (0.6) 1.5 (0.6) *
DAS28-CRP | 6.5 (0.8) 6.0 (0.7) 5.5(0.8) *
CDAI 46.0 (12.2) 429(11.4) |406(117) |*
Mantel-Haenszel B EE(95% CI) sarilumab SR EHI(ZE 24 )
ACR20 66(23,186) |12(05,3.0) |1.4(0.6,3.1) |**
ACR50 55(23,132) |15(06,35 |1.6(07,3.7) |**
ACR70 10.5(2.3,484) |1.7(0.6,46) |1.1(04,32) | **
DAS28-ESR <2.6 |33.9(3.5,328.7) [5.6(1.6,19.4) | 1.5(0.5,4.4) | **
DAS28-ESR <32 | 10.5(3.5,31.4) |5.1(1.8,14.1) |26 (1.0,6.7)
DAS28-CRP <2.6 | 18.4(3.8,90.0) |40 (1.5,10.9) |20 (0.8,5.3) | **
DAS28-CRP <32 |92(3.4,248) |22(1.0,5.1) |3.2(13,7.6)
CDAI <10 3.6(14,90) |1.6(0.7,37 |3.1(1.277)
HAQ-DI 203 [4.5(1.8,109) |1.4(0.6,32) |14(0.6,3.2)|**

55 61 H » 4k 105 H(RHRAED)



1868074

* Kruskal-Wallis #8E5 P<0.05 & **#Ef% P<0.05  Fi(58{K)=7F4% 1L-6-
SEPRRS G A P (EEEEHTIEIRR - DGR WHStE e B E [ RiEREY
BURIFIERIR] - =/ ENFER IL-6 1= 0F4HELE IL-6- 8T O ERER
[ ERE)

[0240) 4EFET=S  BAE 5L IL-6 2195 B Y sarilumab LA
BEHEIRERENVARH o LA sarilumab JAFRET - FHEFAZAE G4
R4 IL-6 SR B HAERASIEUX CRP EFHCRRY M H¥f ACR70
DAS28 Fl CDAI §F/r A B EA S IE -

B 3.mERME 1L-6 & 5158 RR MR % b 2 te b R FURIBE Ay
Sarilumab &N FE
LS

[0241] HH/BN : R LEAEYECUTEINERERIERS RA
AT ERRRSE - &% IL-6 £ RAMVERSEEEA - (EFIA IL-6 ZKFHH RA HY
VR R K FET AR - MOBILITY(NCT01061736) f1 MONARCH
(NCT02332590) i e By B & FF R O A B IMELEER IL-6 EEGHIR
sarilumab BALEEG AR 2 B AIEIRK K EHRE -

[0242] 757k ER—HER I TRECAIE 1193 A7 FEI 374 sarilumab
(SC(F7 ) 150 mg 5 200 mg q2w)+MTX ERZEEI(PBO)+MTX 27 5 B B 300
AL BEI443 TRk %S sarilumab 200 mg B[R K B 5 40 mg q2w 25 B AV EE4R 1L-6
2 - IRE=0ERNALR 1L-6 B » (FRGMAEEIEE - ChiyaiHE
FEERAH N HIRERN ©

[0243] &R FrA=0SREEATFEESEALET IL-6 2(<125
pg/mL))S’a SyYERE R ARIRE B AE>85%EA 3x ULN /Y IL-6 & - fF5k45

=AEEEEANREBIL = o SMEEANRE AR SIEEHES -
ﬁjtéﬁ BRI EEIE B FH 551y CRP & (fEF% P<0.05)° £ MOBILITY PBO+MTX
T = rEE SR B L= SRR B AR B84 F L HIRIENE
B (F{E + SD mTSS 511 4.67+£9.80 HLE 1.51+£5.25 ; BEELE 3.3 95% CI
1.9,5.6)

62 H > 3t 105 H(EHHRHED)
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[0244) B& PR R 5 1% B2 9 3% (sarilumab+MTX %) PBO+MTX)4E
MOBILITY [ =534k 545 1L-6 HPEINTEEF - £ MONARCH o > 7F
=% EAAREKELA F sarilumab XA LLFE K EE 1 5 S5 —sarilumab B2
K2 AR BEHT > ACR20/70 : 89%/30%EH 52%/4%[ =4 &4k = = 4H] B 64%/18%
B 58%/18%[ =0 R KR - BB » FETRAIRER £ IL6 ths
CRP EEfE o (AT HIERAVE REHSEEREST =4 IL-6 b RHHEL
HY

[0245) 45 - TEERHVERMBENBEFEAFEE L - HER MTX
SPEAED 0 B SEE IL-6 ENHRELLRAIEE IL-6 ErEES
sarilumab EAB{EEAIZFE -
el B

[0246] ERIRTE > GREEWESD  BREEBRSEE LIEE
TERREE IR Y a2 FITE IR IE -

[0247] FAENRFFSIXANEEIRMERE R RA)ERZ 720 -
NN T H FERE SR B A A1) ol vl 2= I M A2 N — A (B E IR 528 55
—FEZ A |

[0248] $HAMER] RA 7 B G HEERAVREE AR  ERRTTR L
TEHESCHY A —B . W E RN B IRETR= neE s -

[0249) %53 Hf MOBILITY f1 MONARCH 5% {48 & P1-IL-6R mAb
sarilumab £ RA ¥% & Y B 22 £ M (Genovese MC, et al. Arthritis
Rheumatol 2015;67 : 142437 ; Burmester GR, et al. Ann Rheum Dis 2017;76 -
840-7) -

[0250) fEiBEuiffsed > R aRmEZ AR T IRRETEST
HZ-6(IL-6)aF (5 © MR RIER - RA HWEEMBENERTEATE
1Y IL-6(Robak T, et al. Mediators Inflamm 1998;7 : 347-53 ; Park YJ, et al. Sci
Rep 2016;6 : 35242) ; DA IL-6 sRSHERNEEERER T BRE S &
RA B FIEHREL R RS E A4 EmE (June RR, et al. Expert Opin Biol
Ther 2016;16 : 1303-9) -

[0251] [F IL-6 B HiBGMATRESCAFEREY AR T2 H
Hi A 1B E sm(Shimamoto K, ef al. ] Rheumatol 2013;40;1074-81 ; Uno K, ef

5% 63 H - 3 105 H(HHHRHEE)
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2

al. PLoS One 2015;10 : €0132055 ; Diaz-Torne C, et al. Semin Arthritis Rheum
2018;47 : 757-64 ; Nishina N, et al. Arthritis Rheumatol 2017;69 (Suppl 10) :
abs 1426 ; Wang J, ef al. BMJ Open 2013;3 : €003199) -

[0252] AHFEZ BRVABERECHNE 3 I MOBILITY A1 MONARCH
PSRRI R - B B R R, MTX) sl ZE R B fTAH P > e s
AR IL-6 B2 RRETHEINHT-IL-6R FOANYZ RIS HE -

UARCS

[0253] W 9T a% 5T Jo R B F # 4 (Genovese MC, et al. Arthritis
Rheumatol 2015;67 : 1424-37 ; Burmester GR, et al. Ann Rheum Dis 2017;76 :
840-7) -

[0254] G52
MOBILITY(MTX-IR fEB)F#2 5 B MTX 2R B IR 52 ERRthEEZ T
(SC)& 2 38 sarilumab 150 5, 200 mg (q2w)EEZ2RIH 5 K
MONARCH(MTX-IR/INT, bDMARD FJ R &R B 24 FHEAR] DIBE—%
7EEEER SC sarilumab 200 mg 2w AT 2 AKEE$1 40 mg q2w °

[0255) iEEbERiaBRR S (R E R BEE LRFT o B EATA
AR AL A E I AEEEE B2 & 2ARE(MONARCH H50) 2 FEik
DECHVR R E RN GEEERTRTW SR < R b 2/ — (B w5 A WS
EZNE

[0256) {EAEVIREECERIG T W B DAER (SaZERDIL-6 =X C-SFEM:
EH(CRP)EREENH=4(T - + -~ ) (EEF2RE 3) -

[0257) K& 90%RYIIEREASIEFRUEE(12 © 00 pm ZAT) -

[0258) JARICHrH & EjzE (Covance Central Labs){E & EEEHY
ELISA(Quantikine R&D)FCHIEMIE IL-6 5 WA TIEHER F<9% CV ;
LR ATREREE<12% » R F] s #i@ 5 3.12 & 153,600 pg/mL - &5
HLIERFrEEERY IL-6 IR E{E £<12.5 pg/mL (Fraunberger P, ef al. Clin Chem
Lab Med 1998;36 : 797-801) -

[0259] AR AERE=ZEENSEEME CRP(Siemens)/HTHIE
CRP R ERE: » AT RAB(CV)R <3% - #ER2H7 CV Ry <5% ; (@&
RHIRE S RE F=<2.87 mg/L -

%5 64 H » £ 105 H(HUERHE)
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[0260] iR EElE IR EHREEERE -
&t Tk

[0261] (EFEEIEE > LUSE - TIFER LY BE F-(CEV5E
I . MOBILITY &2 R{ERAYEE]) « =0 FHEE IL-6 k=71%
SRR IL-6-3 6L O AR FE R B ERE » a0l IL-6 THRIS FE 2 AE

[0262) {HEAR=/SFHRERHEERASIR » 5FHE S sarilumab 45 B1Z7 R
Bl X G ey PE -

[0263) 1F& =454 1L-6 48+ 43 Bl#EST sarilumab F1Z2208 > R
RIETEAV RS - FE R R 24HEZRITIAE - BHBFEEL(OR)AY
Mantel-Haenszel {5 B{E(DAREIE LR T3 )8) K E FERY 95%EHEIE R(CD) - i?
=Y CRP _EEITECIHY T - RTINS -

[0264] FE=SE4RANE TL-6 40 > F/aEH HIRNA REA4E
A BRARDURR A AT -

&R

[0265) HIE MOBILITY 1 1193 {5 (C99%E BAEITTIEE)
K2 MONARCH = 300 {irfi BB (82% ITT BEfR) > B4 i IL-6

[0266] TERIASEH » =R EELR IL-6 IFTAREERIEEN
IL-6 E(<12.5 pg/mL) -

[0267) =4E4EEE4Y 1L-6 454 » £ MOBILITY 1 MONARCH
STRIE 85%F 100%aR BEHEA>3x IEFH EIREE 3) -

[0268) TEEL4RES  AEEIN =0 F4R(E IL-6 AR E =0 F W= IL-6
HABAARSNEREEE(CER) P BB AN RS
(MOBILITY) -

[0269)] HENSAFF IL-6 F1 CRP HHVHEIMEMONARCH H
Rho=0.71 » 5z MOBILITY £ 0.58) - fHE? =340 (& IL-6 HYRE » =77
L4 IL-6 41 EA U =HY CRP -

MOBILITY — iU sz b

[0270) A T HIEESR IL-6 EE S G ERREEE 2 F(L  H1E 52

AR LA X YeakaF{E MOBILITY B8 R & -

65 H > # 105 H(RERIAE)
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[0271] FEZEES ITT 40 BEZZRIBHMTX AR EEL 150 mg B¢ 200
mg sarilumab JEFRAH AV B R BHEE R L(FEBEThRAE Sharp 5773 [mTSS]
E AR LR T8 B4 Bl Ry 2.78 ~ 0.90 F1 0.25)(Genovese MC, et al. Arthritis
Rheumatol 2015;67 - 1424-37) - .

[0272] EMUBRELR IL-6 EVHREE - E=0F8S IL-6 4P
RIBEFMTX-ERERER 52 BREE=0F & E IL-6 HYRESE4FRE
I RAETTEE (I {E+ SD mTSS 5 £ 4.67 +9.80 %f 1.51 £ 5.25 [[&] 4]; LA mTSS
>0 7 B EETEEZT(EEY OR[95% CI] : 3.3[1.9,5.6]) °

[0273] @@ELMEGTHEEREEN RARKE BE=0F8 s
IL-6 58 - HATEEAELAGEER R RA HRTHVREIRGEER S
—%(Smolen JS, et al. Ann Rheum Dis 2009;68 : 823-27 ; Breedveld FC, et al.
Arthritis Rheum 2006;54 : 26-37) - B EEELR [L-6 2 ZRIFHMTX /AR
i MR IL-6 By R » HAE 52 FARARIAUR KRR e R B ER 2= R B
(JSN)(JSN = OR[95% CI]}5 2.6 [1.6, 4.3] ; {28HEE45Y > OR[95% CI] : 3.2 [2.0,
54]) -

[0274) 7TE£E8=4H IL-6 H » MBI ZREFHMTX JGFEAVRE
A sarilumab+MTX JRFRHH B EEEREURAVES -

[0275] 1= 4YSGRMERIPAY IL-6 40F » Bl Sarilumab+MTX S5
AURE - TRAREY 52 B HARE SRRy N e iR TR E Eb(E 4) -
MOBILITY-0JK ~ BURFIAKAE

[0276) HEAEEER=4HT1-6 4> sarilumab AYEE PR AHIETIAY -
(EFFZERBHMTX 4H T » B IL-6 499K 8 » 787 1L-6 AR B iy
B ~RE(E S) -

[0277] pL4h - AZRIEHMTX- A2 B S E4F 1L-6 B9 & - 45
BRI sarilumab+MTX-EFRATR R  AIERRIERIHREIRZ (E 6) -
MONARCH - %/

[0278) DAPEEAREf- AR A AL IL-6 HUREE - B 52EE
TRIREREE S0%MIZIEAE(ACRS0) - ACRTO(70%IAE) FI IR EENE SF7(DAS)
4R EARYERER(E 7 F1 8) -

566 5 » 3L 105 H(EIERIAE)
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[0279] LA Sarilumab &R BA =H4R IL-6 HYR & AHEIAEE
& IL-6 AR - B EEEHY ACR20(20%4E)/50/70 SRR G G- At
TEE(HAQ-D)(HE 7 71 8) -

[0280] A - BREFSHIFSFERE L - MBI 2R EES - sarilumab
HIRLFRTE =47 54 TL-4H R ER I E(E 9) -
MOBILITY F1 MONARCH—£:48 I1.-6 F1 CRP 2 R4S H

[0281) 7F—{Efge 54 IL-6 BFETEHISEE HET CRP(E 10A) -
HERERJIEE - B0 PR B /E B 5 B(CDAD 4 fi# (MOBILITY) 1
HAQ-DI( B 50 )i = M HI S FETHIE -

[0282] 7FEEASEL IL-6 ZpEF B sarilumab NIELESFEA Z ]
WY B B RS R ARt 2 M A — BN (8] 11A) -
MOBILITY I MONARCH—Z7 414

[0283) 7FE&MA%EH > K - s IL-6 2B - HZe MR E
T EEARU(E 12) -

o2 A
\Z\\D A

[0284]) FLEEPRFIBES R RAEEEAER - HAAENEAR IL-6 &
Z RAJFRBILIEE & 1L-6 YR E sarilumab EAEHERIE
B 4.5EGME 1IL-6 5 5158 IR MR 3R 8L 2 iR R PRI ey
Sarilumab &N FE

[0285] HAT MR TAEBEYVESERARE B LA
A UIBREY G RITRRRIE

[0286] AEMERRATE R HIRE M = RIEH 2 HR—RAG B —#
A2 TRERHEHE -

[0287] ELFIFAEEARIMK IL-6 ETEH] sarilumab B3 FA NS (FE 2R
FHI%BEEY MOBILITY 52 =) 5 2 K B (15 BE— ¥ MONARCH %2 )
FEEEE RV ER S IE - TR -

[0288) ({HAELIKR IL-6 E7AE ~ F ~ S=F0E =054 -
HETEEREFER T -

55 67 H - 3% 105 H(EWHRHB)
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[0289] #£ MOBILITY F » =S ERBMANFIERESEATE
IL-6 B M=0FREa2dPERRETESZ S REAFHEBIEEE R
3fENE -

[0290] 1ERTE =554k IL-6 By B o » Sarilumab B4 fIEIG4H & -
MY RBIN R R ERS B R - I i < RN -

[0201] FAHESAELA{EELRITIK IL-6 BEAVKEE » =954k IL-6 1Y
PEAE 52 B BRSSO X O EEUE) 2 RAEINEEAL -

[0292) EFERHAGERIRSIERT » DA Sarilumab il R frERS & & 1 B8
IR RURIS AR < M RIVERER B AT A i IL-6 ERYR
B - HRIEETY CDAL B iR i Ry » ELR LA Sarilumab filTH RIS G HRHY
TRIETE 52 ERIREfS 2l CDAL 421 R BEIE DL R e e iR ey 42 4% -

[0293] 7£ MONARCH #f%i » =0 FEREELLE IL-6 FREDL
sarilumab J& PR ELARTE K BRI ACR20/50/70 7 JfE - DAS 42 fi#F1 HAQ-DI
HEERHRE S -

[0294] FEZ{EIAZEH - AP HEAS BER S ERHER =4
IL-6 RIHER -

[0295] &EFEIS - PIERGERIRIIBUN LR X REdes - BF
AENERIE IL-6 22 RAKFEILEFIEE IL-6 219K EY sarilumab
52 J7EE B ok (B B f PR R i e B ) 222 R BE 1A EE)

BB 5.RA 5 B PR EHI T H -6 (IL-6){45E Sarilumab FHBHTZAREDL
BRI RS SR (PRO)EH

[0296] FHEMLIFTEEER  GENEE-6(L-6) > RKBEX HIF
RA J7 B 068 K FE A& ] TERIRY(Burska A et al. Mediators Inflamm. 2014 ;
2014 : 545493) - IL-6 {4235 RA FHYEES - &F - B8 (HlIoRFRERE PRO
1E=CHHEA(Choy E et al. Rheumatology 2018;57 : 18851895) o Sarilumab > —#&
B IL-6Ra By A IHEERDURS - (MR A B S 2 B EAEENERA -
% 3 51 MONARCH [t ¥ 5 E(NCT01061 736 {4/ F R Ry Mt 52 B0S g
AN RE T FEHEAE F NS A A FE P » PLR sarilumab B8 —y30A B 2R

EHEVERIZE 2 M - BpEE T sarilumab PEfel 2 KB i B 5 KAV ER S 8IS
68 0 £ 105 H(BIRHESD)
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TR RA BIEEREERFITIAENE=Z(Choy E et al. Rheumatology 2018;57 :
18851895) o

[0297) [(Hih- Eh0T ## IL-6 EF1 PRO 2 FIMREA & S7(E IL-6 R
5|E RA BEPRFSRZ BRI REE - HIBIL  #1T— MONARCH W42aY5E 1%
BRI AEFCHIE MONARCH HE4R 1L-6 20 RIEFIMETEHN] sarilumab
BHLLRZEARBEDIE PRO 243 -

[0298) HIEEEISEATDELES 300/369 firs B A FHIE
IL-6 & - (EH =0 F 8RR EEGIEE ~ P - RIL-6 E%H - A5 24
FH ARG AR -36(SF-36) 5 520 I 4RUHI 2= (PCS, MCS) f HlE Ry ~ 18 it
PRI B CHRE G (FACIT) - AR ER EH L2 (VAS HIE » E&=
AHAfE R MEEERESERY > BT Z REILE - & TR sarilumab %
FLBel AR B U e EL 4R 1L-6 B4 1L-6 4H A= B3N E » (4 (5 FI & 1L-6 4A1E
SR T aE-FER IL-6 X EIERA D - |

[0299] TEE4R L =5FRLHEH IL-6 FVREE - 5L MCS FIEEM
= DR B EAYIEAR(P<0.05)(3% 4) » P =0 FR R BE IL-6
HIREEISE O /e ¥ SF-36 PCS F1GRSTIREHiE f N BB REED - £
= IL-6 (95 ER b sarilumab $FEEfEAEI ST » #F SF-36 PCS(LS 2= R
[LSM 5 S/ NEFTFHT] 1 5.57, 95%CI (2.85, 8.28)) K & BETHAE(PF, 16.59 (8.15,
25.03)) » B BSFE(9.44 (0.78, 18.10)) » BB [-y& 5 (BP, 10.87 (3.92, 17.81)) -
5E77(8.93 (1.11, 16.74)FItt & ThEE(12.82 (3.07, 22.58)) &= » FEFREHEENY
(P< 0.05)42 ; sarilumab ¥EEFA3E AR EEHimt FACIT-555(4.86 (1.06, 8.65))
FIE(E VAS (-19.93 (-30.30, -9.56)) » IREEFHAREERI(P < 0.05)0fE » Hooh LSM
S b ERNER DEEEA

[0300] iSEbBiiE > 55 SF-36 FIE{E VAS 578 1L-6 A ¥Es04H
Bt BREA S IL-6 BB ¥ sarilumab bh R ER B R SR EAVENE
fol B R B HLH B BB 2 = R IL-6 R ER > /2 sarilumab
HZ R » TR ERERE P - i PCS S5 HIRE X Z 5 H PF
HeEy > Es -6 B4 2 ARV EEHENE—8(Gossec L ef al.
Arthritis Rheumatol. 2018 ; 70 (suppl 10)) -
<4

5569 H » 3t 105 G HRPE)
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B4 FIL-6
Kruskal-Wal
15 i & lis 5065 P 1 |

SF-36 — BB ESHER 7
#H 98 100 100 0.0951
EE1E (SD) 31.78 (6.16)  30.96 (6.25) 30.36 (6.56)
SF-36 - R EYHIE
#H 98 100 100 0.0092

38.80 34.98
35(SD) 37.49 (10.47) (12.02) (12.61)
E{E VAS (0-100)
#H 99 100 100 0.0002

68.01 75.17
E35(SD) 64.60 (19.89)  (19.70) (20.33)
FACIT-Ji55(0-52)
#H 100 100 100 0.067
E5(SD) 24.12(9.77)  24.86(9.80) 21.89 (9.62)

BB 6.2 E3K-6 MEDSEEURMERETR 2 BERL » DARARBI B
RO BRI REESL - ¥ Sarilumab TSR ER R

[0301] ZEEHGHRIE - YA SRR PURREE
%)(csDMARDs/bDMARDs/tsDMARD) » B RIS EUEMERR R X (RAYP &
HRHEREREEE - MR ERES b KL 5<AE(Singh JA, et al. (2016)
Arthritis Rheumatol. 68(1): 1-26 ; Smolen JS, et al. (2017) Ann Rheum Dis. 76(6) :
960-77) = #RTT » fliat = 40% SN GRS E B & 30%RE BRI FF VR AR
(Chaves Chaparro LM, et al. (2011) Reumatologia clinica. 27(2) * 141-4 ;
Ajeganova S, and Huizinga T. (2017) Ther Adv Musculoskelet Dis. 9(10) -
249-62 ; de Punder YM, et al. (2012) Rheumatology (Oxford) 51(9) : 1610-7) o

70 » 3 105 HEHRTE)



1868074

[0302)] eFEREHNEREHEZEF I ZNHRERE —
csDMARD - 541 FHfz S (MTX) - #5544 bDMARD/tsDMARD (Singh JA,
et al. (2016) Arthritis Rheumatol. 68(1) : 1-26 ; Smolen JS, et al. (2017) Ann
Rheum Dis. 76(6) : 960-77) - bDMARD FY38E 13 1 {4 Ha 5 58 T 3T 14: (patient
access) ~ BFAMAEER/ (riF B B R E < B EAAEin Y, et al. (2017)
Arthritis Res Ther. 19(1) : 159.

[0303] ETE/&HFRT AT EUGZETRE B ks B 1 s 2 I E
HyEEA - RDEREREE A &ML - AR - HAT @ WR&EIERARNEL
FUHIRRRD - MRV SL ENER RS E E 2 i O TR
i » (BFE B BRI LRSS SR AVRE (08 DLEE R (Fleischmann R,et al. (2016)
Arthritis Rheumatol. 68(9) : 2083-9) - 40 » FEEEFFETT_EBITTIEFHIE C-
[ FEZEH (CRP) » —feifl = BRI EEEARRS - H i sE SRR E T -
PRI » EFEEEREAY) ARG HRIEEAIAH CRP &l » RRSIREEN RA
VAR FEETHAMEE AN B (Orr CK, et al. (2018) Frontiers in medicine. 5 :
185) °

[0304] RAFBEMBMERTEATEHENNTHEHE 6 (IL-6)(Park
Y]J, et al. (2016) Sci Rep. 6 : 35242 ; Robak T,et al. (1998) Mediators Inflamm.
7(5) : 347-53) - IL-6 BRBhEE K AR BRENREIR - W R RHERSN R 2 S
S EE RA R TEENFHEI (Robak T, et al. (1998) Mediators Inflamm. 7(5) :
347-53 ; Choy E. (2012) Rheumatology (Oxford) 51 Suppl 5 : v3-11 ; Dayer JM,
and Choy E. (2010) Rheumatology (Oxford) 49(1) : 15-24) - &% IL-6 & RA
PASEZERA - (EEIE IL-6 B IR THANERIEZ B EE R EU7AR
Hf#EEzm(Wang J, et al. (2013) BMJ Open. 3(8) : €003199) -

[0305] —FEEH—LLIL-6 S {ERERSIE A 4T R AV EARTTAG (sarilumab
FIFEEREEPT) B A T /A RA J%5 5 (Genentech. Actemra® (tocilizumab)jg
& R [o8 F£ 9 A E BB ] 0 R/ H
www.gene.com/download/pdf/actemra_prescribing.pdf : Regeneron SG.
Kevzara® (sarilumab) & 77 & :l 2018 &£ 4 B (o & &5 ' http
//products.sanofi.us/kevzara/kevzara.pdf)) - (A AHEREHTA ST IL-6 315k
i - FiAEAE S IL-6 EEE 7RI EMR R e ERES IL-6-

FT1H - #£ 105 H(EFRRHEB)



1868074

BRI E S - AT HIRARE R BREROITHERR IL-6 58
ZRMEFEHIZE MOBILITY(NCT01061736)st 5374 sarilumab %5 MTX
AL B LR AE MONARCH (NCT02332590)5 g #f)Y sarilumab ¥tk
P R B HUAHR 2 S B (R PR AR B e 5 45 R (PRO))(Burmester GR, et
al. (2017) Ann Rheum Dis. 76(5) : 840-7 ; Genovese MC, et al. (2015) Arthritis
Rheumatol. 67(6) : 1424-37) -

pilEs

BRsEsEt

[0306] NCT01061736 F1 NCT02332590 #5e 2 sE15 SeR A gt
(I8 13)(Burmester GR, et al. (2017) Ann Rheum Dis. 76(5) : 840-7 ; Genovese
MG, et al. (2015) Arthritis Rheumatol. 67(6) : 1424-37) -

[0307] f&HE< > 78 NCT01061736 1 - EEHERER RA K¥f
MTX FEF EMTX-IR)ARE B AREHR B2 &R 2 5(q2w)sarilumab
150 mg (n=400)~sarilumab 200 mg (n=399) 8 ZZ L (n=398) A R FEMTX >
FEHG 52 3 - £ NCT02332590 o » EAHEEEE RA Z A2 MTX 5
MTX-IR HY¥5% BB {4EE14% S B 57 sarilumab 200 mg q2w (n=184)8([AZ#ERKEE
P 40 mg 2w (n=185)7 BE—HE > FEIF 2470 -

[0308) —{E=EBAIRIEHEEEE S (Declaration of Helsinki) » £
HEENMEZSG/MMEEEZEOENET - HS B GRESEAE
FEE -

YRR RS

[0309] 7£ NCT01061736 H » FEELRAIALRI% 24 | S2 HHIEEE
SERETT)ESE A IL-6 Al CRP & -7F NCT02332590 - I % IL-6
WIEFESCHEE AR - R - A BB D Bom BRI A LT - ek
WEREICRAEANEANBEEE L2 BRBRHUREFZE D —EE
EARIF R RS MR R AR E - WG GEAEYECHERE
NCT02332590 F{4H1 307/369 iz 2 ITT EEiGHR B EAE NCT01061736 HH{4&RH
1194/1197 firz ITT B B ATAH R GEERIFHY IL-6 B¢ CRP) - 554N EHAEA]
SR SR R BARRIEE LR 1L-6 3 CRP 245 =415 ~ P ;
2R 5) FE_{EIAFE P IREEAt S5 MY A EREC(Boyapati A, et al. (2016) Arthritis

%72 H - 3t 105 H(EHRAE)
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Res Ther. 18(1) : 225 ; Gabay CB, et al. A. Differential effects of sarilumab and
adalimumab on circulating biomarkers of bone resorption and cardiovascular risk,
and predictions of clinical and patient-reported outcomes. In preparation) °

(0310  FoF S0 S+ BB = (Indianapolis, IN, USA){EF—&EEEE
AN T 25 3 4E o ST IR B 534 (Quantikine, R&D Systems, Minneapolis, MN, USA)
ACHIEIE 1L-6 8 5 #ERAITIRTERE K<9.1%ZE2AH(CV) ; ALXED
MriEHERE By <12% CV ; ] # 5#i& & 3.1-153,600 pg/mL - &L B By a HESRHY
IL-6 IE & {H E5<12.5 pg/mL(Fraunberger P, et al. (1998) Clin Chem Lab Med 36:
797-801.) » HZBEGHAFEEIMZEEENEE - BiEFENS -
K& 0%HI MBI R mUUE -

[0311] FARISTHT 5+ BB = (Indianapolis, IN, USA){H &= 8k %
CRP (Siemens, Erlangen, Germany)73473H] CRP & 5 #t XA S TTETEE &
<3% ; HREDATIHEHEE<5.4% ; EFEHREFNSEHEH<2.87 mg/L - 1£
i ANTIERE - AR E—iv CRP EH(NCT01061736 £3>6 mg/L ;
NCT02332590 5 >8 mg/L BRALIMERIIER(ESR) >28 mm/h » (FEFEERIFEH

{EZ FETEFh)
[0312] {EREGENSERIEYIECEEETHEBEST > HPREA

FRIB LR TL-6 =, CRP B3l =4H(5 ~ T & 5) - (RN EE TIR(ILLOQ)
ZMERAIBIER LLOQ —+HEE#R » MR ELEEE T -

R 5. BRI =0 FRL IL-6 Fl CRP EAVEEE

IL-6, pg/mL CRP, mg/L
AR — .

& s = & th =

1.6 |9.8— 31.2— 02— |9.0- 22.6—
NCTO01061736

9.6 30.7 648.7 8.9 225 209.0

16— |7.2- 39.6— 02— |43- 19.5—
NCT02332590

7.1 39.5 692.3 42 19.4 202.0

CRP : C-KRJEEH ; IL-6 : /1 EZ-6.

5 73 H » 3£ 105 H(EIHEAE)
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PRI B R S 4 (PRO) B FEIE

[0313] (ERSHEGMHILAEYLEE REEFRNIEE - (F AR
MLz SLENGVNER BB 2 R E N TR R - S HE R E
BB EENE (LDA) SRR » PR - FREF2EAY - — B REN R
REME RS -

[0314] NCT01061736 E25 16 3 » NCT02332590 7555 24 3 - %]
g8 o5 B JEl R e R e A #E>2.0/50/70% 502 (ACR20/50/70) ~ BEPRIEmIEENE
15 20 (CDAL) 4% f# (<2.8) ~ CDAI-LDA(<10) ~ 28 pafH =N E B E T o
(DAS28)-CRP -ESR 4&f#(<2.6) ~ DAS28-CRP T{-ESR LDA (<3.2) » DU R {g
BEETPAL RG-S AEFE B (HAQ-DD) (I 2>0.22 5>0.30)7 3% B EE3R B B ELAR AT
FERYEE R - MR EAEYD » £ NCT01061736 F1 NCT02332590 $1457]]
Az RFEAG DAS28-ESR #1 CDAI- - £ —{EbF7E A5 24 #5FE 555 PRO
FEFERE » RAE NCT01061736 156 52 BAERBEAHEHENILE
7= (VAS)RIEJE VAS 2 BEELARAR LAY BE L& - NCT01061736 HYIL[E £
FERAHERE Ry ACR20 ~ {Z5Thii4 Sharp 577 N1 HAQ-DI ; RELEIEIEM
£ ACR70 -~ DAS28-CRP H1 CDAI - NCT02332590 £ ¥ B RERIE 1= ks
DAS28-ESR : 2t B 9% % #5 = A $5 DAS28-ESR %% f# -~ HAQ-DI #I
ACR20/50/70 »

ST ARES

[0315) EE&HAgTARER » DL IL-6 =Bk 4 S By i M
Fi Kruskal-Wallis sREGLLES - BLFTERVERIEET S @ BRAEEMES—
RIFFEEYGT 2 RIS BUE - EATERY N - (MREBTE 21V AR
RHrIRE

[0316] AT ICASGERZMF IL-6 ERYTHHIE (R (8 B[]
B DUGRE - e by BRF(CERFE REE R NCT01061736 K2
i P A= BU) ~ =5y EaRAAR 1L-6 FlI =y SR 4R TL-6- 63 O./EH
TE RolE B X TR (ER X B /EH p-E - HEB =2 F% 2 Sk IL-6
HETTIERTAN « ARIBIA & = 4R IL-6 B4 BIHETT % sarilumab F1ELEE 2 i
HIEERGEHE SR Z I EEES > W2 Y Mantel-Haenszel {55 (DABEIE(LR T
53 8IS EEL(OR)FIEHE 95%EHEERI(CD - F T BEAER aEEN=

% 74H 0 105 H(EEUERHAE)
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43 EELR IL-6 [V RS bLl: - BLEERIRENIERE » (RLUARE ~ RSERE Sy
JBIRTF ~ =5 E4hEE4R IL-6 R1 = FRELR IL-6- 5T B EFTEAEER
FEHEITILE BT - BES =554 IL-6 43 BIHEST sarilumab FIELENE R 2 9%
REHETEIREV R LR - MR g/ N J7(LS) RIS fERY 95% CI -

[0317)] W& IL-6 {EAFEAEARHEEAVEMEE E 2 TRRIE (R A S
B o AR G ST 2 AR RV EEBUE - TR -

[0318) ({ERELR IL-6 (FREENE - ETELIEE -

[0319) HRFFEWTERI D BEEEHE T - HEIRTED p (EER
Fy1EtH{H (nominal) - :

[0320] 7FE&=5r5F4k IL-6 45 - POAERATHERA REA4NEE
RIS HANETTAT -

[0321] RFTEMWIIHT4EER SAS version 9.2 IR EEE S ZREST -
IL-6 S AR RN G IS

[0322] HI & NCTO01061736 ITT Ef & 1193/1197 fiI % B K&
NCT02332590 ITT #fEH 300/369 firfis B HYELR A IL-6(3% 6) - £ _{EH
gerh o =rEEAR{RELR IL-6 (YFTER B EA RS 1L-6 (<12.5 pg/mL) - f£=
A3 EEa = A TL-6 45 » NCT01061736 H 85%H99% & » NCT02332590 hFR
FHysEEA IL-6 E>3<EE{E _EFR(upper limit of normal * ULN) - FE=4H
& IL-6 VAR EL (B —ER S) -

[0323] AHENEHA IL-6 F1 CRP L& 2 5 EAHM M
(NCT02332590 ~ #f 7 B 2 {4 B (Spearman coefficient) & 0.71 Tfj
NCT01061736 55 0.58) » FL¥HE IL-6 45 » CRP {E=43%54% = 1L-6 40 HHES
FE o AT > RN =0FRE IL-6 8HAVRE - = 0% 1IL-6
H7955 BT R EL B B A BRI S B L B B R A BB 83 6) -
R =45 IL-6 45 - (RRE R G R e BU(HAQ-DD AR H 5L AGEY
flifE 5 IL-6 4H P 7REET = (R 6)

R IR =0 EHELR IL-6 NEREREIE

FR2W - FHEESD) | & IL-6 H1 IL-6 = IL-6

B 75 H » #t 105 HEYHE)
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NCT01061736 (0=397) (n=398) (n=398)
Sarilumab 150 mg/200
I 126/128/143 | 129/147/122 146/121/131
IL-6, peg/mL, AR 5.0[1.6-9.6] | 17.3[9.8-30.7] | 61.0[31.2-648.7]
i
CRP, mg/L} 10.5(11.6) | 18.4(15.5) 36.4 (30.1)*
mTSS 40.8 (56.5) | 49.8 (62.1) 56.7 (65.7)*
HAQ-DI 1.6 (0.6) 1.6 (0.6) 1.8 (0.7)*
DAS28-CRP 5.6 (0.8) 5.9(0.8) 6.3 (0.8)*
CDAI 383 (11.6) | 40.1(12.3) 43.0 (12.4)*
TIC 25.9(14.0) |26.7(14.2) 27.8 (14.1)
SIC 15.8 (9.1) 16.5 (9.3) 17.7 (9.5)*
P VAS 61.6 (20.7) | 64.7(21.4) 69.4 (19.8)*
R R EGE VAS 60.5 (20.2) 64.3 (20.1) 69.6 (19.9)*
NCT02332590 (n=100) (n=100) (n=100)
Sarilumab/[u] 2 /K EEHT, n| 55/45 47/53 46/54
IL-6, pg/mL,

24[1.6-7.1] | 16.2[7.2-39.5] | 64.7[39.6-692.3]
A B EE] T
CRP, mg/L+} 5.6 (9.2) 152 (17.1) 41.5 (34.1)*
HAQ-DI 1.5 (0.6) 1.6 (0.6) 1.8 (0.6)*
DAS28-CRP 5.5(0.8) 6.0 (0.7) 6.5 (0.8)*
DAS28-ESR 6.5 (0.7) 6.8 (0.7) 7.1 (0.9)%
CDAI 40.6 (11.7) 429 (11.4) 46.0 (12.2)*
TIC 26.3(13.1) | 28.2(14.0) 27.8 (13.9)
SIC 159 (10.1) | 18.6(10.0) 18.8 (10.7)*
I VAS 66.2 (18.8) | 70.1(17.4) 77.5 (18.9)*
75 ERELHE VAS 63.4(18.8) |67.1(17.0) 73.6 (16.9)*

*p<0.05 (Kruskal-Wallis 255 ).

2576 B » 3t 105 H(EHIR0IE)
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TIEE 1L-6 <12.5 pg/mL ; 1TEH CRP <2.87 mg/L.

CDAI : ERRER/EENEFEEL » CRP : C-JEFEH ; DAS28 : 28 BRRFETLR
FEENREREST s BSR 1 ALIMEBRII(FE2E HAQ-DI: (@R FHE G- K BeFE B IL-6 -
FrEZ-6: mTSS : {E5ThR4E Sharp 5757 ; SD : fR4E7 ; SIC © FEARBHENES ;
TIC : f&ymRRABAEL -

R s B b £h43 1L-6 BAYFEHIEONCTO01061736)

[0324) FEZRILAEH [ ITT B - 40 mTSS 255 52 EATTS
BEZ I REHMTX #9955 B b sarilumab 150 mg F1 200 mg+MTX J&EAHAYH
B B AT RIS 5% 54k (Genovese MC, et al. (2015) Arthritis
Rheumatol. 67(6) : 1424-37) o

[0325)] FE=0EE R IL-6 P2 Z-BHMTX w8 - th=0%
4 Foff IL-6 HUR BB » HLAFEE 24 /1 52 TS B HFSHREIHEE(CEY
{E(E#E72(SD)) mTSS B4k : 7E55 24 75 2.00 [4.78]¥4EE 0.54 [3.12] - 1£56 52
78 4.67 [9.801%IEE 1.51 [5.25]; (L2 OR [95% Cl= MK  fE5E 24 38 2.3 [1.4,
3.8] > FE55 52 # 3.3[1.9, 5.6] ; 157 p<0.05)([&l 14A-14C) - EZEERERET T
FIEHENEIFRIRAZ(ISN)IEHI » 4E 52 #HAR] » LA sarilumab 200 mg+MTX &7
HYR B E R/ PIEIETES » Hb=2E R AR FEY IL-6 K B H
/NEIRRREIRE - 2R TE =0 F 4 RSy IL-6 2 » sarilumab 200 mg+MTX
wWERFREEGE AR  RGLZEF+MIX % EE 3 Z(E
14A-14C f132 7) - 1F2E 52 3 sarilumab 150 mg+MTX Fh¥E 27 RSB A RRET
S5 L HTSTE - 1E =4H TL-6 4R S 2 (& TL-6 OR [95% CI]:0.8[0.5, 1.4]
K17 IL-6 OR[95% CI] : 0.5 [0.3,0.8] -
1£ NCT01061736 HRigE:45 IL-6 & Sarilumab $PEREEIEF] PRO 735 fE

[0326] DA sarilumab 200 mg+tMTX EELE =435S IL-6 s BB %
EEAE TL-6 > #7% HAQ-DI I3 ~ SRR e S FEITZE>T 0% (ACRT0)
FEERER GRS B(CDADERE » FEABYE FBRAVERINE » 7555 52
% ACR20 - ACRS0 FI{#Ef CRP /Y 28 RS EREEESED
(DAS28-CRP)4EfE 7 J% BB ELR » £ LA sarilumab 200 mg+MTX a2 =%
&= 1L-6 By B ELEHE IL-6 BUIRIE - FREE s - fHRHY - =258

77 H £ 105 H(SHRES)
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=2 IL-6 tHMEE IL-6 EAE/PDHNZRMHMIX BREHE » THEZER
ACR70 ~ CDAI £Zf#%1 DAS28-CRP([& 15A F1 15B) ¢

[0327] ZEEAERAAEVGRES ¥ 52 FHIEE sarilumab+MTX EE#}
LZRBEHAMTX 2 IR ENER o 0SS E IL-6 R BILEKEAE
REE 7) - WERERE A EE R FI R e B RN EE S 52 BRiEE
#J(ACR20/50/70 ~ DAS28-CRP 4% ~ CDAI 4&f##1 HAQ-DI) » {H & ISN (&
BRI c FESEHEEN IL-6 tEH AR IL-6 b BEa
sarilumab+MTX Y2 JELLEIZRTE+MTX HiimHy OR - EEEHEE S M
K FEY) 2 5 T (43 7l B DAS28-CRP F1 CDAI 4&f#%) » Sarilumab 200
mg EMTX 375 5 B B AR AR A HES 1 ZERETIH MITX 35 ERHI 40 125 - FEBORA 22
B+MTX 55 £ > D) sarilumab 150 mg+MTX S = 43540 IL-6 YR R
F] CDAI#1 DAS28-CRP #Z iRy HREA E# = (OR[95% CI]73 A & 40.3 [4.0,
405.71F% 42.6 [8.7, 208.7]) |

[0328) T HEZiERE Bl IL-6 [TFE RS EEIERE (AR 52-
FEEIARNEE R = 454K IL-6 KSR EARRAETE - DAS28-CRP
F1 CDAI 7 #4584k - 2 DL sarilumab+tMTX )& 2 £ =40 IL-6 28 - ¥
HEZRBHMTX RSB BRBARE 15 S2ERFTEHE >
MM IL-6 4H - FE =2 S48 1L-6 B2 AR AR RIIE B(R 8A)-
X EAF RS ETE (R R R - INMER IL-6 /E g T
3 AR BERARE GRIEEEMEERET) -

[0329) 7FEcEs ITT BffET » AHEAZZRIB+MTX » Sarilumab SGE
=TT PRO(Strand V, ef al. (2016) Arthritis Res Ther 18 : 198) - FELI =475
4 IL-6 1953t - BE HAQ-DI A fuim BB B ELER(VAS) - 11
F=4H P D sarilumab+MTX-JERHY EAREL 2 RIBH+MTX 1 » BZEHK
3= - sarilumab+MTX- &R LB ZZ RIF+MTX-JERRAIR B < RV RIEE -
gt HAQ-DI> =& =B GANMEEADR B (EFEENEE- %R
IL-6 XHAER) - {ERERYR B VAS HIHEGER 9 7 B 16A-16C) - EF &
IL-6 {F R EEHIEF - v]5 [ HERUIAES BURREET) -

%78 » 4& 105 E(BIBRTE)
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£ NCT02332590 iR #E4R 1L-6 & > Sarilumab $PBREENER] PRO 27 3%

[0330] FEEEME ITT BFjfRH - sarilumab FEGBHEE AT Z AR E ST
(Burmester GR, ef al. (2017) Ann Rheum Dis. 76(5) : 840-7) o FEF17H P FEIE
{8 CDAI LDA 45 » B =E43 1L-6 7 Sarilumab- &0V E - FHERE
HEEE -6 1RE > GEEBE LB ARIE(E 17TAR 17B) - £55 24 38
AL EHVERIEIR(ERSN HAQ-DI) - BEAw IL-6 Z FIZAKE - /6FI%
2 N EAER IL-6 (YRS - HREARENNES -

[0331] XRE{EFAMAEGETR » ACR20/50/70 ~ { HATMBKILFER
(DAS28-ESR)F1 DAS28-CRP 4&fiZ 7 DAS28 » DL K HAQ-DI (EHy A
H > f£¥f sarilumab EEEZEFIVIE o BE=0FR A ST IL-6 43EE
BHERBER TL-6 4HF - B E =08 hmy IL-6 AFHNEREH TS

R DUEFEFZERSH EREGE 7) - E=0%8 = IL-6 40 -
sarilumab GRS B E] ACRT0 USSR ELIR R B HT- 6% B HYS 10 {5
PAEGR 7) - [E4h > 7E sarilumab EEETTZBEHUARAVRE PR =0F8 R
=Y IL-6 40P BB RAVEEREENE T (DAS28-ESR M1 DAS-CRP 4%
BRYFR T) o TEEEHE ITT BfjEP > Sarilumab J&5F » MR PIZEAREDL - 25+
2618 PRO(Strand V, et al. (2018) Arthritis Res Ther 20 @ 129) - 24 3 HAH] 7 3
B LR G A/EREREER T sarilumab % DAS28-CRP H/AERIIE - =
R =Y IL-6 417 PRO JRAHERFAME IL-6 4H Kyf(3= 8B F1 9) - HEAATE
PR EENEA] PRO BYRUE EIPRds 1L-6 (ERTRRRE - (HAER 1L-6 A&
HAEHIERS > A5 | HIRMGE R EERET) -

A X HFEECER

[0332] HEEAEES IL-6 69K EF sarilumab FIELETEE(Z R
+MTX SRR M ERZE R E SRR fEE - i ACR20 -
ACR70 F1 DAS28-CRP LDA Y5255 B—Ei (3 10)

[0333] Bl IL-6 53#7 CRP BYFEHIME: - £ _{EIF5eH » B4R IL-6
EhFE4R CRP R ERVAERIBIEGE 11) - HERSHERSIEIEGER 1) - &

500 » # 105 GRS
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PSS EYAIE - fa0 CDAL 42 #2(NCT01061736)F1 HAQ-DI(—{iltf
5) > BAEERIRXGIER p-E
Tt

[0334] FEEMFEPLZEEERSER - TR IL-6 ZH KB
HFAY(E 12) - H sarilumab BY{E 7] AE S5 FR{RH 1L-6 [HERHY Z 2155
P8 o FARIRE TP 5 MERE N RS AR R AG —4H 1L-6 T Ryt {OIRY
(R 12) - FE= 7 F4kE IL-6 AHHYKE - (] sarilumab S ZARHTEA
MHEAVEER(34.8%%] 31.5%) -

R 10. FE=53 5 1L-6 (1S BIHBR e RIS R 2 L

ELBTLmEE 2 RIERZER Y%
55 24 PR E NCT01061736*  |NCT02332590
ACR20 38.3 372
ACRS50 31.8 41.1
ACR70 25.2 26.7
CDAI LDA 31.6 243
DAS28-CRP LDA 44.5 45.7
DAS28-CRP 4&fi# 28.6 33.3
HAQ-DI 2 >0.22 21.7 33.3

*Sarilumab 200 mg q2w+MTX BHZREHMTX
ACR20/50/70 : AR 352 25 B R R s B P A e v F>2.0/50/ 0% 4L =375 58 s CDAL
EEPRBORIEENEHEE 0 CRP : C-EEH ; DAS28 : 28 [REAETEREENE
2F57 s BSR & 4LIMERIJIR ; HAQ-DI : {@#RREHERIE-JRmefa® s IL-6 : /b
HZ-6 ; LDA : {RERSEIE -

= 11. RBAYREC Z R EEREEE 15 IL-6 B¥{F CRP &

NCT01061736 - 2 5 IL-6 = CRP
5 52 RIS i (A, 61 (B ArEL, 36.9

FI1H - £ 105 H(EHHRAS)
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pg/mL) mg/L)
mTSS Tk, 9E
(SD)
ZERIFHMTX
Sarilumab 200 2.8 (7.7) 4.7 (9.8) 3.8 (9.3)
mg+MTX 0.3 (4.6) 0.8 (4.5) 1.3 (4.7)
BSHLE95% CD)'
Sarilumab 200 mg+MTX B22RMH+MTX
NCT01061736 :
52 BRI | 1L i% CRP
(EYIBECEE (AR 61 (Ffirg, 37
%) pg/mL) mg/L)
ACR20 3.1 (23ZF 4.1) [49(28%F 8.3)* [3.8(23F 6.5)
ACRS50 34(24ZF A7) [64(35% 11.8)* 4.6 (2.5% 8.3)
ACR70 37242 55) |73 (3% 163)*(55 (2.6 F I1.5)*
_ 393 (94%F 163(60F
DAS28-CRP 45f# (5.5 (3.7 % 8.3) 639" 442y
CDAI 4% 44(26ZF1.5) :2343(;7 = 22:2)14'3 =
BEEEE(95% CI)' sarilumab SR
NCT02332590 : S & IL-6 = CRP
B2 FREKER  |(EwEREE | (P, 65 (g, 38
| %) pg/mL) mg/L)
ACR20 20(1.2F 3.2) 6.6 (23 % 18.6)*(3.7 (1.5 F 8.9)*
ACR50 24(1.5F 3.8) |5.5023%F 132)*(|3.5(1.5%17.9)
ACR70 24 (1.3 F 4.5) i:'i)fs = 44(13ZF 14.1)

2 92 H » #% 105 H(ZYRRHF)
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184 38 &
DAS28-CRP £ (3.5 (2.0 F 6.3) %0.0)* 7.6 (2.0 Z 28.5)
CDAI LDA 23(14ZF37) |3.6(14F9.0) [2.8(1.1ZF 7.0)
HAQ-DI%3%>0.22 2.0 (1.2ZE 3.2) |5.0 (1.9 13.2)*(2.8 (1.2 E 6.5)

PEIL(E ) =0 5E4) IL-6/CRP-SEEX E/ER » fE1E P<0.05(LLEH » tH%E
RERSTRC T @R NCT01061736 K SeRifE R &Y SIRI- - =058 By
IL-6 1= 4R 4R IL-6-4 3 B AEF1E Ay Bl BB B BRI [R5 -
"Mantel-Haenszel 5 ELEE (G AT FE B By B R T #1753 &

ACR20/50/70 : 1R < B BURR R LR ZE £>20/50/70% =1y & CDAL
ERPR B S ENESRL » CI - {SHEER] s CRP : C-XJEEH 5 DAS28 : 28 &
RASHEREEIE STy  BSR © ALIMEBRIIMER | HAQ-DI : {ERFsF(LRIE-Jht
P8 IL-6 : /rEHZR-6 5 LDA : {REREENE s MTX : FIfFLE

5593 H » 4 105 H(EWHHAD)
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[0335] 1493 {if MTX-Ri¥52/IR Z RA JRERVEREFR VTR T
HAEREEG IL-6 20YRE » HENIER IL-6 SENFRE - AERKGE
B EIHIER IRV ERREEIME - (DAL RARIIR AR -

[0336] EAE IL-6 2NYREBER sarilumab » HERZEE+MTX
SEAREN - A ERANIE - EEA AL IL-6 BFY RA RET >
sarilumab FIELESEE(ZRIEHMTX sf B AR BEET) 2 RIS RN RS
{EESEEER BT - EEE » K9 OR HZEEZItEEE 2 = 1L-6 &
5 BV FERRE(RAN S - BA = IL-6 E2AVKE » (£ sarilumab B R R
27| ACR ZJfE - DAS28-CRP B CDAI 4f# K HAQ-DI (& ZHEHE [ -
FARBAPE A B, - %] DAS28-ESR B DAS28-CRP &&f#f1 ACR &
IR ©

[0337] {EDUTEREEHUAHEN RA FEHIEER IL-6 REZHRER
FRETZERY S TRAGIR © T ABIRERA(R IL-6 HyR B R a RN IERTT
(Nishina N KY, et al. (2017) Arthritis Rheumatology. 69(S10) ; Shimamoto K, et
al. (2013) J Rheumatol. 40(7) : 1074-81) » [EA A AR H S IL-6 iHE
BEEAY S B (Wang T, et al. (2013) BMJ Open. 3(8) : €003199 ; Diaz-Torne C,
et al. (2018) Semin Arthritis Rheum. 47(6) : 757-64 ; Uno K, et al. (2015) PLoS
One. 10(7) : e0132055) o F§ Wang %(BMJ Open. (2013) 3(8) : e003199)FT#E
THSEMEIER » GRMEENEEN=ENES IL-6 FHTERERERN
DAS28-ESR &{LAVEZEE - [EAy i R ERELHE B A fre IL-6 ERYREE
ER(K IL-6 EMFEE o RfrH4R 1L-6 RAEFUHIL DAS28-ESR 7 BiE 2k
HWAERE s IR R - b idH S ZERIERYIEEREDI(4 A 8 mg/kg)
BEREEFSER - W SCRATRIVSH - BRERA=0E8ERARLE
HE IL-6 (CoEREE4) 1R E K ERER IL-6 B>3xULN CoENS
B4)E B2 R - B Rt REE B T B E 1Y IL-6 [
EHTHE

[0338) ASCHATRIVERIERE T oE4 [L-6 EMIMEERIL6 £
BEA R sarilumab PR EREEERT2E HIR IEZ TONME - FE—(EWFFET > BéR

£ 97H » £ 105 H(EERTE)
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TL-6 FEFFUAISE R EELEAR CRP B - BB SRR E CRE SR
TEVIAIBHYESSHERE » B4 CDAL &2f#A1 HAQ-DI - IRIRAERERN - K
B » BESAE —MEWTZE 3G hIRY CRP & R—4 ARREE - (B EJHY CRP Y05
W AR BFI I ZRE YR

B 7. 135 e 7 FEAR R A RUR MRS B T SR B e R
EE&ME 1IL-6 TEAIT Sarilumab &5 FERS T

dbEL
SRS

[0339) IL-6 RfREURIERHE R (RA)Z BUORME S —BE SRR H.
£ RA R BHVIERDE R PRI EHY » 281 - 24 1L-6 BRHRBmEER
(PROMYFZEAERHE 1L-6 [HETAVERE RS T WARIRET - Sarilumab » —F&ELL
IL-6 3ZHe o RECHEHYNEEMGUESII E MTX » HELEBER MTX > 72
MOBILITY gL 1815 T (NCT01061736)# 5 MTX SIEA e & (R) »
IS R B S ER - WEREFER O R EES IL-6 BEST
FEAEE A sarilumab + MTX Eh¥# MTX HEHER PRO 4 »

YRS

[0340]) $55 MTX+EREE|E sarilumab(&fE 2 78 & T 150 mg ¢, 200
mg) + MTX 7 BAHER2EEEEM RAWN 1197 U BBeFEREREF
BFE 1193 fir A AELR IL-6 {5 - [7F IL-6 fRLAs &7 17(Quantikine IL-6)
HIE - IRBEL IL-6 ERFRES KA - 7K - 253% 13) - JIEE
4R R ETEE % PRO(TW] 24 71 52 18) IR (R 2 AL 2R (VAS) - SF-36 4 #(PCS)
FL O BRI TE 2T (MCS) » FACIT- 25 (FACIT-F) R HeEHR VAS PA=53248K 1L-6 ~
B ~ ZRIE ARSI A7 R T AR =0 F R EE IL-6- /6
2O ER(CLLEBM = 0S8R K IL-6 401F RS IR) KB ERE » i THE
GAEELZ PRO SLAVARMEDIET » FH DARFAS IL-6 ERYFDAIME - 5 F 2 RIIA
ENERERELFER/RSE > 58 sarilumab 7 X EEAN PE - FE5=
A1 PIRETTIERR PRO BUEHYRE LR SR LR 2 &/ N
2= 95%(SHEE ]

S

5598 H » 45 105 H(ZEHHHEE)



1868074

[0341] TEEARES > =& RmRY IL-6 4H AV & > ELEEYE IL-6
=(P<0.05) s HREAFRANEREEE - FANSEREERHEES - AeE
/9 CRP Ef1#:7HT PROGKJE VAS~ SF36-PCS HIHEIR VAS B REVR) -
DUK—R& T = BA sarlumab J&RELEEM 22 RIFIFE SRR PRO IE(R) - =4
FhEEARELERN 2 BEE R E/EH P-{E<0.005)f£6 A 200 mg &
8 VAS (W52)F1 SF-36 PCS (W24 1 W52)th & BHEERY 5 £ 150 mg Fl
200 mg (W52)— 3> SF-36 MCS & » F{#F 150 mg 1 200 mg 2> FACIT-F
Ry (W24 F1 W52) BBHERRY - )8 -h HIRN R EFAVE 7 5@ IL-6
4H R R tREEDIAY -

2 A
%1:1 ot

[0342] 1F MTX-IR RAJERET » DL sarilumab JEFELEZRIE > &
F4R 1L-6 ETHHHEHEE FEERN PRO K& - LIRS 7 miny 1T -
HENFEBERIE R RAde R L - AT SELS IL-6 ERYEE -
FEARSE IL-6 753 ¥ sarilumab » M8 MTX B @ REYL - BKE
CEE

%99 H » £ 105 H(ZIERHE)
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% 13. A RA 7 MTX-IR fFEH » BE sarilumab [E$fZ2REH] » B4 1L-6 ¥

3 PRO B2 =R NP E
BIELZERP | Sarilumab 150 mg Sarilumab 200 mg
BEELGRAELE | MK th = & H =
HB/NER | 5.0 173 61.0 5.0 173 61.0
S8k | (1.6-9.6) | (9.8 (31.2- (1.6-9.6) | (9.8 (31.2—-
EHEER pg/mL | 30.7) 648.7) pg/mL (n | 30.7) 648.7)
(95% CI) (n= pg/mL pg/mL =128) pg/mL | pg/mL (n
126) (m=129) | (n= 146) (n= =121)
147) |
KR VAS © | -55 -15.1 9.5 9.1 -13.4 -15.7
0438 (-11.6, |(-22.6, |(-16.3, (-15.2, |(-20.8, |(-22.7,
0.6) 7.5)* 2.8) -3.1) -6.1) -8.7)
5523 3.9 125 123 4.4 117 -15.7
(-107, (205, | (-19.9, -11.1, | (-19.7, |(-23.6,
2.8) -4.5) 4.7 2.3) 1-3.8) -7.9)*
SF-36 PCS : | 1.8
o 2.5 4.7 1.9 3.1 5.1
5043 (-0.1,
16) 0.2,4.8) | (2.4,6.9) |(0.1,3.7) |{(0.8,5.4) | (2.7, 7.4)*
2.3 6.7
. 2.3 1.8 5.4 1.3
B 521 (-0.3, (4.2,
(0.0,4.6) | (-0.8,4.4) | (2.9,8.0) |[(-1.0,3.5)
4.9) 9.3)%%
SF-36 MCS | 2.1
o 1.7 1.2 3.9 3.5 5.1
D243 | (-0.6,
47 (-1.1,4.5) | (-1.4,3.8) |(1.4,6.5) |(0.8,6.3)|(2.4,7.7)
552 3 -1.0 1.2 7.1
0.5 5.3 1.5
(4.1, (-1.7, (3.9,
(-2.4,3.4) | (2.1 8.5)%* | (-1.5, 4.4)
2.0) 4.2) 10.4)*
FACIT- 0.6 3.1 43 1.7 3.3 5.2

% 100 E » 3t 105 (& FHRUE)
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554 | (14, [(07,55) |(20,66)* (04, (09, |28,
2.7) 3.7) 5.6) 7.5)
525 52 35 0.2 52 22 73
2.0 03
(-2.4, @7, (0.4, | (4.8,
(-0.6, 4.6) (-2.9,2.3)
2.8) 7.8)%* 4.8) 9.9)**
BENE VAS : |42 6.1 8.6 s 33 -12.0
55 04 3 (-10.6, | (-137, [(-158, ' 107, |(-19.4,
(-9.6,3.1)
2.2) 1.5) -1.4) 4.1) 4.5)
5 52 38 0.5 59 9.3 . 3.4 9.7
27.0, 140, | (-16.9, - 115, | (177,
( ( ( (-9.5,5.3) ( (
7.9) 2.2) -1.6) 4.7) -1.8)

EERE MR RdEE B IL6 4HRIME IL6 4R R G Re s FIZe BRI i 2 PRO &2
R EEEEE RGO IR P{E<0.05 K P<0.01> fERZEEI&E IL6 fEASF) -
FEE IL-6 SHNETE LS-EIG2ER 95%EREIEMH - 1 - i IL-6 B4 11
BORIE VR E e -

BB 8. Sarilumab % 55 R BREN X FINERR W 2 % B i b R A3

[0343)] Sarilumab » —FEFEET IL-6Ra FY ASE mADb » (i BN BE T E
ZEREEEHE RA ZRABE - 5 28ERFEH—TE RAKREDERNEIHE
HASH IL-6 FlgE B—fEbxAF - LEEREFR A E sarilumab ¥ FRE( b
% (HbA 1) RIZERR M S5 -

[0344] TARGET (NCT01709578)5—}* TNFi-5 FER &/ it Z(IR/INT)
G BB R sarilumab 150/200 mg q2w LE¥TZ2RIE] (£ E+csDMARD)AY 24 #EzdEs
78/546(14.3%) 97 B B A HEFR R (B4R 22 JE MHE>7 mmol/L S{ A4 HbAlc >6.5%)
MONARCH (NCT02332590)5—#* MTX-IR/INT ~ bDMARD-#J K & RRE R >
sarilumab 200 mg q2w LB FTEREDL 40 mg q2w By 24 HEFERE
28/369(7.6%) 85 B EH HERIR

[0345] 1E25 24 38 12585 RA RINERRIREVRE B T » BLECARAHELRY HbAlc
B /NEEAr S (LSM) L - 1FE4H & 5T o sarilumab 150/200 mg q2w £y

0.33%/—0.6% LS 227 E5+0.18% » T sarilumab 200 mg q2w EE ¥ 3E AR Bt 40
25101 5 » 3t 105 E(EEERIAE)
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mg q2w BE—FEAR—0.43%%1-0.02 - HbAlc B LRI E AR H Z ML iT
E{ER » H HbAlc Z 8182 CRP ~ DAS28-CRP Byl bR 7 BLIRA1HEE - A
H 4 IL-6>37.5 pg/mL(>3x ULN)Z £ Sarilumab-}& &M E BL B H &K%
IL-6 <37.5 pg/mL HYRE - EAEAH HbAle THE(LSM £4E-0.27 #-0.11) -
Sarilumab Z & EARSERER W EIEMER R RA R P RSO -

[0346] DA sarilumab J&HF 2 B7H RA FINEFRRHETR B ELE A BT
LR EEE BEABRE HbAle 2= o DLE—FAGHE » sarilumab FIf 22 KEE
D= 2AF B A=A IL-6 2R BB AI#E -

B 9. BB P AREST - B Sarilumab EEEURMERET R F B EENN
H #2-6(IL-6) BB AR B S SR E R B
G

[0347)] FENHILEER - BFMEHZE-6 (IL-6) » {ARKHREE K (Burska A
et al. Mediators Inflamm. 2014;2014 : 545493) B 5 EUE M EHET R RA)RE 1A
B S BN R O] REAY &R FE S Bil(Fabre S et al. Clin Exp Immunol. 2009;155 :
395-402) o

[0348) 1IL-6 4Z# RA FHYESS - BWIETIEE (Fabre S et al. Clin Exp
Immunol. 2009;155 : 395-402) » {E 1 A58 & EAFEEFAR BRI AR 7E S E (HRQoL) Z IE
PHBEE - |

[0349] Sarilumab » —f&E$T¥f 1L-6 ZEGFEDUR < & NHEMRDRE » A%
ERANEEPEREEERIMERA -

[0350] 25 3 #§ MONARCH PFEi#( L IREEEINCT01061736 {AE TN
it 52 B6 S FEA T 1 FE 46 48 PR R I AR R P - ERERZ T (SO)RR 2 78(Q2W)
sarilumab 200 mg BE—EABRZ KRBT 40 mg SC E—ERA Q2W VR ZE &
M o BREE 7 DA sarilumab JERREEIT R EEHT A B EAVPORIEENE ME Kk RA BYER
R4 B IIEE = (Burmester GR et al. Ann Rheum Dis. 2017;76 - 840-847) »
BES > PRSP 2 AR EE— ek > sarilumab BE—FA G R EERE 25 HRQoL FE8HER
AL Z=(Strand V et al. Arthritis Res Ther. 2018;20 : 129) -

85102 B - k105 H(EWRAE)
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[0351) FE#ENELREHE IL-6 SHETER ZZUEN RA JAESE] - KT

H0T & IL-6 &5 HRQoL FHEIE 2 FIMRBR A R L IL-6 FIYES 2 RA BRHA
T ORI -
- H®

[0352] 71ESEEREIHTHA MONARCH H 1 sarilumab EE 3 fr] 22 R BE T2
4R 1L-6 B 72 FIMEFAIFE HRQoL FERIRIE FBERYATREE: -
T3k

[0353] TERIBAEYIRG I Z EEERATTE Y 300/369 ifmE T
{58 i —E3E8HY ELISA AEAREFHIE S IL-6 & -

[0354] LLIL-6 ERFEEKHRESRK 3 HE - FFIE) -

[0355] #=EI&=70S4K IL-6 4H+ 151 HRQoL B FaE 2 LRI 24
EEEARAH EEAVEE{(CFB)

fl %G hR-36 (SF-36)4 BN N R AN ERTE S (PCS, MCS) ;

SF-36 #ilE : A FHIHEE(PF) ~ SREIEAERAIRP) - SE8AREBP) - 445
fRFEIEWGH) ~ 7EJI(VT) ~ 1 &THAE(SF) ~ (B4 RE A TREIRE) « LEEfREE
(MH) ;

P MERR B 2 IRERHE(FACIT)-R S 5 K

B @R TR ELLER(VAS) -

[0356] i A4RMEERERER CFB 2L HRQoL BERIaE » AARH]
IL-6 A THH HRQoL BiEE 2 REJT 5 LUGHE ~ R oA F(ER) - 4%
PRO » =7 SEaRVE4LR IL-6 F1 =y F4R 4R IL-6- 6B X O I/EAE B EE AEE
RUEER - = ERELR IL-6-)6F3C A ERHE B RRERHE RN = 558K
IL-6 4 » 73 BIAE = &m 5 IL-6 45 DA sarilumab JEREHTIR B EL S AR B
DL IIHY A FRUE(RE] PROGKR B &SRR 2 & RER S8 L) -
A= 8E2EREE  sTEXEERHEEZ PE -

[0357)] 7T sHdS/NeBIR _ EEEEZE R (MCID)HI S FERR » LA ~ B
FERERI L BN T ~ =0 H4IE4R [L-6 =204 H 48 TL-6- 68 I (E B E
TERBUE » R LR BN MCID)ET@E0E - AREEGEERFREES
24 R EE> MCID : PCS #1 MCS /5 2.5 FACIT & 4.0 EEREIER & 10.0 -

55103 5 - 3t 105 H(HHHRHEE)
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A 2oy SEER TL-6 45 R 43 2 T i S bR E - N6 4 Mantel-Haenszel {5 E(DAfEH%
(RT3 @)IBSELE(OR)AT 95% CI - |
GER

[0358] BHEAESEL IL-6 ERVEEILEAE TR IL-6 2% EEAHEE
HXZHY SF-36 MCS ~ SF ~ RE ~ RP 1 BP DL S {40 2 5747 (Kruskal-Wallis
g p < 0.05)(BUERET) -

[0359] FEEEE=70F4g&EE IL-6 HBRELH Z PRO WEEZENR G /E
Fi p{E. | » ¥} SF-36 PCS - PF SRR EFFER LRI - EERE IL-6
EHHE » DL sarilumab JEREEETTE AR BRI T HRQOL FAISZn i =
BHEE S MK TL-6 297 S
SF-36 PCS (£ LSM : 5.57,95% CI [2.85, 8.281%f 0.87[-1.91, 3.66]) (& 18A) ;
K
B ERFR(-19.93 [-30.30, —9.561%F 1.21 [-8.17, 10.60])(& 18B) -

[0360] EEAASCEAEA p {ER#EE - (HBL sarilumab [LEFa KRBT » 11

=5 F e IL-6 ZHNEA RP ~ BP ~ VI /1 SF HEZE 2R (p<0.05) - HE=SF
4R AR TL-6 41 P HIZE(E] 19)° 5k sarilumab EE¥ TR BT FE= 432540 1L-6
KHAFE SN FACIT-E VA BEEZE R (p <0.05) : (4.86 [1.06, 8.65]% 1.21[-2.59,
5.02])([& 18C) -

(03611 {25t PCS MCID RIE/REREEIBER G /EM K IL-6 = (6.31
[2.37, 16.81])ELEME IL-6 (0.97 [0.43, 2.16]HIBSEEL(OR) » BB REAS IL6 21
i DA sarilumab EESFa AR BT » H2EE] PCS t MCID 2 B5HLEL - BHEES R
(& IL-6 ERVR B (ERRER) -

AN
ZD nff

[0362] IL-6 A=¥iEaC 8 HRQoL Baite i~ Rl T &N - AHEA b
oK IL-6 B E - BEAE IL-6 219 RAFE » HIREEEL HRQoL -

[0363] sarilumab EE#fERE I SERRIEZZ » ¥ PCS ~ PF &A1
FEFERR - & IL-6 RS LSRR IL-6 fi5E -

[0364)] HLPCSIS @ &R =4EM MCID 1Y K FER 3 3K HESE -

5 104 5 » #5105 HERRES)
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DA5 [FByIT=BEA
[0365] AHFFESFISIMBIFTESS R - B - i T 2B HEF
T ERAHBHZAE - FRILAT YT A BIEGA -

sy
[0366] ffEHE IS MR BB A a2 s A TR T S A
i A B SR BN - IS RS T

FlEE T -

CREED

y
Niiin
AR

%105 B - 3t 105 B(ZEHHRHES)
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Frol
. <110> Regeneron Pharmaceuticals, Inc.ZEA
<120> FZRIEREAIHEVRMERIENT R Z (RS HY 735 R AH R
<130> 118003-10320

<140>FFF5IR
<141>UIAH

<150> EP 19192387.9
<151> 2019-08-19

<150> 62/858,443
<151> 2019-06-07

<150> 62/856,431
<151> 2016-06-03

<150> 62/824,399
<151> 2019-03-27

<150> 62/798,697
<151> 2019-01-30

<150> 62/747,301
<151> 2018-10-18

<150> 62/724,212
<151> 2018-08-29

<160> 251
<170> FastSEQ for Windows Version 4.0

<210> 1

®1HE
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<211> 358
<212> PRT
<213> £ A (Homo sapiens)

<220>

<400> 1
Met Val Ala Val Gly Cys Ala Leu Leu Ala Ala Leu Leu Ala Ala Pro
1 5 10 15
Gly Ala Ala Leu Ala Pro Arg Arg Cys Pro Ala Gln Glu Val Ala Arg
20 25 30
Gly Val Leu Thr Ser Leu Pro Gly Asp Ser Val Thr Leu Thr Cys Pro
35 40 45
Gly Val Glu Pro Glu Asp Asn Ala Thr Val His Trp Val Leu Arg Lys
50 55 60
Pro Ala Ala Gly Ser His Pro Ser Arg Trp Ala Gly Met Gly Arg Arg
65 70 75 80
Leu Leu Leu Arg Ser Val Gln Leu His Asp Ser Gly Asn Tyr Ser Cys
85 90 95
Tyr Arg Ala Gly Arg Pro Ala Gly Thr Val His Leu Leu Val Asp Val
100 105 110
Pro Pro Glu Glu Pro Gln Leu Ser Cys Phe Arg Lys Ser Pro Leu Ser
115 120 125
Asn Val Val Cys Glu Trp Gly Pro Arg Ser Thr Pro Ser Leu Thr Thr
130 135 140
Lys Ala Val Leu Leu Val Arg Lys Phe Gln Asn Ser Pro Ala Glu Asp
145 150 155 160
Phe Gln Glu Pro Cys Gln Tyr Ser Gln Glu Ser Gln Lys Phe Ser Cys
165 170 175
Gln Leu Ala Val Pro Glu Gly Asp Ser Ser Phe Tyr Ile Val Ser Met
180 185 190
Cys Val Ala Ser Ser Val Gly Ser Lys Phe Ser Lys Thr Gln Thr Phe
195 200 205
Gln Gly Cys Gly Ile Leu Gln Pro Asp Pro Pro Ala Asn Ile Thr Val
210 215 220
Thr Ala Val Ala Arg Asn Pro Arg Trp Leu Ser Val Thr Trp Gln Asp
225 230 235 240
Pro His Ser Trp Asn Ser Ser Phe Tyr Arg Leu Arg Phe Glu Leu Arg

®2H
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245 250 255
Tyr Arg Ala Glu Arg Ser Lys Thr Phe Thr Thr Trp Met Val Lys Asp
260 265 270
Leu Gln His His Cys Val Ile His Asp Ala Trp Ser Gly Leu Arg His
275 280 285
Val Val Gln Leu Arg Ala Gln Glu Glu Phe Gly Gln Gly Glu Trp Ser
290 295 300
Glu Trp Ser Pro Glu Ala Met Gly Thr Pro Trp Thr Glu Ser Arg Ser
305 310 315 320
Pro Pro Ala Glu Asn Glu Val Ser Thr Pro Met Gln Ala Leu Thr Thr
325 330 335
Asn Lys Asp Asp Asp Asn Ile Leu Phe Arg Asp Ser Ala Asn Ala Thr
340 345 350
Ser Leu Pro Val Gln Asp
355

<210> 2

211> 379
<212> DNA
213> ANTFF%Y

<220>
<223> &R

<400> 2

gaagtgcage tggtggagtc tgggggaaac ttggtacage ctggcaggtc cctgagactc 60
tcctgtgcag cctetggatt catctttgat gattatgeca tgcactgggt ccggeaaget 120
ccagggaagg geetggagtg ggtctcaggt attagttgga atagtggtag cataggetat 180
gcggactctg tgaagggccg attcaccatc tccagagaca acgecaagaa ctccctgtat 240
ctgcaaatga acagtctgag agctgaggac acggecttgt attactgtge aaaagatgga 300
ggcagcaget ggttaccgtt cgtctactac tacggtatgg acgtctgggg ccaagggace 360
acggtcaccg tctcgtcag 379

<210> 3

211> 126
<212> PRT
Q13> ATFF5

£3H
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<220>
<223> &Ry

<400> 3
Glu Val Gln Leu Val Glu Ser Gly Gly Asn Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Asp Asp Tyr
20 25 30
Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Ile Ser Trp Asn Ser Gly Ser Ile Gly Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
Ala Lys Asp Gly Gly Ser Ser Trp Leu Pro Phe Val Tyr Tyr Tyr Gly
100 105 110
Met Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120 125

<210> 4

211> 24

<212> DNA
Q13> ANTIFF%)

<220>
<223> &Y

<400> 4
ggattcatct ttgatgatta tgec 24

10> S

Q211> 8

<212> PRT
Q13> ATFF5

$4H
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<220>
<223> EREAY

<400> 5
Gly Phe Ile Phe Asp Asp Tyr Ala
1 5

<210> 6

211> 24
<212> DNA
Q213> AR5

<220>
<223> &RHY

<400> 6
attagttgga atagtggtag cata

<210> 7

211> 8

<212> PRT
213> A5

<220>
<223> EREY

<400> 7
Ile Ser Trp Asn Ser Gly Ser Ile
1 5

<210> 8

<211> 57
<212> DNA
213> ANLFF5I

B5H
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<220>
<223> &R

<400> 8
gcaaaagatg gaggcagcag ctggttaccg ttcgtctact actacggtat ggacgte 57

<210> 9

<211> 19
<212> PRT
Q213> ATFF3

<220>
<223> SR

<400> 9
Ala Lys Asp Gly Gly Ser Ser Trp Leu Pro Phe Val Tyr Tyr Tyr Gly

1 5 10 15
Met Asp Val

<210> 10

<211> 325
<212> DNA
Q13> ANTFE5

<220>
<223> HEEY

<400> 10

gaaatagtga tgacgcagtc tccagccacc ctgtetgtgt ctecegggga aagagccacce 60
ctctectgea gggecagtca gagtattage agcaactttg cctggtacca gecagaaacct 120
ggccaggetc ccaggetect catctatggt gecatccacca gggccactgg tatcccagee 180
aggttcagtg gcagtgggtc tgggacagac ttcactctca ccatcagcag cctgecagtet 240
gaagattttg cagtttatta ctgtcagcag tatagtagct ggectcegta cacttttgge 300
caggggacca agctggagat caaac 325

<210> 11

F6H
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<211> 108
<212> PRT
213> A5

<220>
223> SRk

<400> 11
Glu Ile Val Met Thr Gln Ser Pro Ala Thr Leu Ser Val Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Ile Ser Ser Asn
20 25 30
Phe Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Ser
65 70 75 80
Glu Asp Phe Ala Val Tyr Tyr Cys GIn Gln Tyr Ser Ser Trp Pro Pro
85 90 95
Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

210> 12
<211> 18
<212> DNA
213> ALY

<220>
<223> &R

<400> 12
cagagtatta gcagcaac

<210> 13

211> 6
<212> PRT

%7H

18
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213> ANTFA

20>
223> ERHY

<400> 13
Gln Ser Ile Ser Ser Asn
1 5

<210> 14
211> 9

<212> DNA
Q213> AT

<220>
<223> &R

<400> 14
ggtgcatcee

<210> 15
211> 3

<212> PRT
Q13> AT

<220>
<223> &Ry

<400> 15
Gly Ala Ser
1

<210> 16

<211> 30

<212> DNA
Q213> NI

%8H
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. <220>

223> SRy

<400> 16

cagcagtata gtagctggec tccgtacact

<210> 17
<211> 10
<212> PRT

213> AR5

<220>

<223> SRIN

<400> 17

Gln Gln Tyr Ser Ser Trp Pro Pro Tyr Thr

1

<210> 18
<211> 349
<212> DNA

5

<213> ATIFF

<220>

<223> &Y

<400> 18

gaagtgcagc
tcctgtgcag
ccagggaagg

gcggactctg
ctgcaaatga
gattcttttg

<210> 19
211> 116

tggtggagtc
cctctagatt
gcetggagtg
tgaagggeeg
acggtctgag
atatctgggg

tgggggaggc
tacctttgat
ggtctcaggt
attcaccatc
agcagaggac
ccaagggaca

10

ttggttcage
gattatgccea
attagttgga
tccagagaca
acggecttgt
atggtcaccg

F9H

ctggcaggtc
tgcactgggt
atagtggtag
acgccgagaa
attactgtge
tctcttcag

30

cctgagactc 60
ccggeaaget 120
aataggttat 180
ctcectettt 240
aaaaggccga 300
349
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<212> PRT
Q213> AT

<220>
223> SRRy

<400> 19
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Arg Phe Thr Phe Asp Asp Tyr
20 25 30
Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Ile Ser Trp Asn Ser Gly Arg Ile Gly Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Glu Asn Ser Leu Phe
65 70 75 80
Leu GIn Met Asn Gly Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
Ala Lys Gly Arg Asp Ser Phe Asp Ile Trp Gly Gln Gly Thr Met Val
100 105 110
Thr Val Ser Ser
115

<210> 20

211> 24

<212> DNA
Q213> N5

<220>
223> EREHY

<400> 20
agatttacct ttgatgatta tgcc

<210> 21
211> 8

F10H

24
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<212> PRT
<213> ALF%

<220>
<223> SRHY

<400> 21
Arg Phe Thr Phe Asp Asp Tyr Ala
1 5

<210> 22
211> 24
<212> DNA
213> AL

<220>
<223> &RkAY

<400> 22
attagttgga atagtggtag aata

<210> 23
<211> 8

<212> PRT
Q213> ANTFFFI

<220>
<223> &R

<400> 23
Ile Ser Trp Asn Ser Gly Arg Ile
1 5

<210> 24
11> 27
<212> DNA

FUH
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213> AT

<220>

<223> &R

<400> 24

gcagaaggec gagattcttt tgatatc

<210> 25
<211> 9
<212> PRT

213> A%

<220>

<223> &M

<400> 25

Ala Lys Gly Arg Asp Ser Phe Asp Ile

1

<210> 26
Q11> 322
<212> DNA

5

Q213> AR5

<220>

<223> ERLHY

<400> 26

gacatccaga
atcacttgtc
gggaaagece
aggttcagcg
gaagattttg
gggaccaage

<210> 27

tgacccagtc
gggcgagtca
ctaagctcct
gecagtggatce
caagtitatta
tggagatcaa

tccatcttec gtgtctgeat

gggtattage agctggttag
gatctatggt gcatccagtt

tgggacagat ttcactctca

ttgtcaacag gctaacagtt

ac

F12H

27

ctgtaggaga cagagtcacc 60
cctggtatca gcagaaacca 120
tggaaagtgg ggtcccatca 180
ccatcagcag cctgecageet 240
tccegtacac ttttggecag 300
322
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<211> 107
<212> PRT
<213> ATLFF%)

<220>
<223> &SRRy

<400> 27
Asp Ile Gln Met Thr Gln Ser Pro
1 5
Asp Arg Val Thr Ile Thr Cys Arg
20
Leu Ala Trp Tyr Gln Gln Lys Pro
35 40
Tyr Gly Ala Ser Ser Leu Glu Ser
50 55
Ser Gly Ser Gly Thr Asp Phe Thr
65 70
Glu Asp Phe Ala Ser Tyr Tyr Cys
85
Thr Phe Gly Gln Gly Thr Lys Leu
100

<210> 28
<L211> 18
<212> DNA
Q213> AIFF%1

<220>
<223> &HH

<400> 28
cagggtatta gcagectgg

<210> 29
Q11> 6
<212> PRT

Ser Ser Val Ser Ala Ser Val Gly
10 15

Ala Ser Gln Gly Ile Ser Ser Trp

25 30.

Gly Lys Ala Pro Lys Leu Leu Ile

45
Gly Val Pro Ser Arg Phe Ser Gly
60
Leu Thr Ile Ser Ser Leu Gln Pro
75 80

Gln Gln Ala Asn Ser Phe Pro Tyr
90 95

Glu Ile Lys

105

FBH

18
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Q213> ALY

<220>
<223> B

<400> 29
Gln Gly Ile Ser Ser Trp
1 5

<210> 30

Q11> 9

<212> DNA
Q13> ATLFFFI

<220>
<223> EHEY

<400> 30
ggtgcatee

<210> 31

<211> 3

<212> PRT
Q213> AR5

<220>
<223> SRRy

<400> 31
Gly Ala Ser
1

<210> 32
<211> 27
<212> DNA
Q213> ANTFF

F14E
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.20
<223> ShtHY

<400> 32
caacaggcta acagtttccc gtacact 27

<210> 33

<211> 9

<212> PRT
213> ATFF5

<220>
<223> &EREAY

<400> 33
Gln Gln Ala Asn Ser Phe Pro Tyr Thr
1 5

<210> 34

<211> 370
<212> DNA
213> A5

<220>
<223> SRy

<400> 34

caggttcage tggtgeagtc tggagctgag ctgaagaage ctggggccte agtgaaggtc 60
tcctgcaagg cttctggtta cacttttace cattatggta tcagetgggt gegacaggee 120
cctggacaag ggcttgagty gatgggatgg atcagegett acaatgatga cacaaactat 180
gcacagaagt tccaggggag agtcaccatg accacagaca catccacgag cacagectac 240
atggagctga ggagcctgag atctgacgac acggeegttt attactgtge gagagaageg 300
cagctcgtee tctactacta ctacggtatg gacgtctgge gecaagggac cacggtcacce 360
gtctectcag 370

<210> 35

B1SH
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<211> 123
<212> PRT
Q13> AR

<220>
<223> EREY

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

<210> 36

211> 24

<212> DNA
Q213> ATFF3

<220>
<223> &RkEY

<400> 36
ggt tacactt ttacccatta tggt

<210> 37

E 16 H

24
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<211> §
<212> PRT
<213> ANTF%

<220>
<223> &Ry

<400> 37
Gly Tyr Thr Phe Thr His Tyr Gly
1 5

<210> 38
211> 24
<212> DNA
Q13> ATFF

<220>
<223> &Y

<400> 33
atcagcgett acaatgatga caca

<210> 39
<211> 8

<212> PRT
213> A%

<220>
<223> &REHY

<400> 39

Ile Ser Ala Tyr Asn Asp Asp Thr
1 5

<210> 40

<211> 48

BUEH
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<212> DNA

213> A%

<220>

<223> SRHY

<400> 40

gcgagagaag cgeagetegt cctctactac tactacggta tggacgtce

<210> 41
211> 16
<212> PRT

213> ATFFY

<220>

223> &R

<400> 41

48

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

1

210> 42
<211> 322
<212> DNA

5

Q213> ATF5Y

<220>

<223> &R

<400> 42

gaaattgtgt
ctcteectgea
ggccaggetce
aggttcagtg
gaagattttg
gggaccaagc

tgacacagtc
gggccagtca
ccaggctect
geagtgggtc
cagtttatta
tggagatcag

10

tccageccacc ctgtetttgt ctccagggga
gagtgttage agcttcttag cctggaacca
catctatgat gcatccaaca gggccactgg
tgggacagac ttcactctca ccatcagcag
ctgccagcag cgtaacaatt ggecgtacat
ac

F18H

15

aagagccacc 60
acagaaacct 120
catcccagee 180
cctagageet 240
ttttggccag 300
322
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<210> 43

<211> 107
<212> PRT
<213> ANIFF%

<220>
<223> &Y

<400> 43
Glu Tle Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Phe
20 25 30
Leu Ala Trp Asn Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Asn Asn Trp Pro Tyr
85 90 95
Ile Phe Gly Gln Gly Thr Lys Leu Glu Ile Arg
100 105

10> 44
211> 18

<212> DNA
13> ATF5I

<220>
<223> &R

<400> 44
cagagtgtta gcagcttc

<210> 45
211> 6

FEH

18
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<212> PRT
213> ATFF%

<220>
<223> ERHY

<400> 45
Gln Ser Val Ser Ser Phe
1 5

<210> 46

Q11> 9

<212> DNA
Q13> NTF5I

<220>
23> SR

<400> 46
gatgcatce

<210> 47

211> 3

<212> PRT
Q213> ATFFFI

<220>
<223> SR

<400> 47
Asp Ala Ser
1

<210> 48
Q11> 27
<212> DNA

F20H
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213> ATFF5

<220>
<223> SRy

<400> 48
cagcagcgta acaattggec gtacatt

<210> 49
211> 9

<212> PRT
213> ANLF5

<220>
<223> &R

<400> 49
Gln Gln Arg Asn Asn Trp Pro Tyr Ile
1 5

<210> 50
<211> 370
<212> DNA
<213> ANTLFFH

<220>
<223> &EEY

<400> 50

caggttcagc tggtgcagtc tggagctgag gtgaagaage ctggggecte
tcctgcaagg cttetggtta cacctttacc agttatggta tcagetgggt
cctggacaag ggcttgagtg gatgggatgg atcagegett acaatgatga
gcacagaagt tccaggggag agtcaccatg accacagaca catccacgag
atggagctga ggagcctgag atctgacgac acggeegttt attactgtge
cagctcgtcee tctactacta ctacggtatg gacgtctggg gecaagggac
gtctecteag |

%21 H

27

agtgaaggtc 60
gcgacaggee 120
cacaaactat 180
cacagcctac 240
gagagaagcg 300
cacggtcacc 360
370



1868074

<210> 51

<211> 123
<212> PRT
Q213> NLFFFI

<220>
223> SRRy

<400> 51
Gln Val GIn Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
Gly Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Ser Ala Tyr Asn Asp Asp Thr Asn Tyr Ala Gln Lys Phe
50 55 60
Gln Gly Arg Val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Glu Ala Gln Leu Val Leu Tyr Tyr Tyr Tyr Gly Met Asp Val
100 105 110
Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 52
<211> 24
<212> DNA
213> AT

<220>
<223> ARy

<400> 52
ggttacacct ttaccagtta tggt

F2H

24



1868074

<210> 53

<211> 8

<212> PRT
213> A5

<220>
<223> &HY

<400> 53
Gly Tyr Thr Phe Thr Ser Tyr Gly
1 5

<210> 54
<211> 24

<212> DNA
<213> A5

<220>
<223> &RHY

<400> 54
atcagcgctt acaatgatga caca

<210> 55
<211> 8

<212> PRT
<213> ALFFI

<220>
<223> &

<400> 55 _

Ile Ser Ala Tyr Asn Asp Asp Thr
1 5

<210> 56

F2BH

24
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211> 48
<212> DNA
213> A5

<220>
223> R

<400> 56
gcgagagaag cgcagctcgt cctctactac tactacggta tggacgte 48

210> 57

211> 16

<212> PRT
213> ATF5

<220>
<223> SR

<400> 57
Ala Arg Glu Ala Gln Leu Val Leu Tyr Tyr Tyr Tyr Gly Met Asp Val
1 5 10 15

<210> 58

<211> 322
<212> DNA
Q213> N5

<220>
223> &Y

<400> 58

gaaattgtgt tgacacagtc tccagccacc ctgtctttgt ctccagggga aagagccace 60
ctctectgea gggecagtca gagtgttage agettcttag cctggaacca acagaaaccet 120
ggccaggetc ccaggetect catctatgat gecatccaaca gggecactgg catcccagee 180
aggttcagtg gcagtgggtc tgggacagac ttcactctca ccatcagcag cctagagect 240
gaagattttg cagtttatta ctgccagecag cgtagcaatt ggccgtacat ttttgeccag 300
gggaccaage tggagatcaa ac 322

F2uH
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<210> 59
<211> 107
<212> PRT
213> ALFF

<220>
<223> &Ry

<400> 59
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Phe
20 25 30
Leu Ala Trp Asn Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Tyr
85 90 95
Ile Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 60
<211> 18
<212> DNA
213> ATF%1

<220>
<223> &SRy

<400> 60
cagagtgtta gcagcttc

<210> 61

$2H

18



1868074

<211> 6
<212> PRT
213> AT

<220>
<223> &R

<400> 61
Gln Ser Val Ser Ser Phe
1 5

<210> 62
211> 9

<212> DNA
213> AR5

<220>
Q23> &R

<400> 62
gatgcatcce

<210> 63

<211> 3

<212> PRT
213> AT

<220>
23> SEHY

<400> 63

Asp Ala Ser
1

<210> 64
211> 27

B2WH



1868074

<212> DNA

. Q13> AT

<220>

<223> &R

<400> 64

cagcagegta gcaattggee gtacatt

<210> 65
<211> 9
<212> PRT

213> ANTFF5

<220>

<223> &R

<400> 65

Gln Gln Arg Ser Asn Trp Pro Tyr Ile

1

<210> 66
<211> 349
<212> DNA

5

13> ATF5

<220>

<223> G

<400> 66

gaagtgcagc
tcctgtgcag
ccagggaagg
gcggactcetg
ctgcaaatga
gatgcttttg

tggtggagtc
cctctggatt
gectggagtg
tgaaaggecg
acagtctgag
atatctgggg

tgggggaggec
cacctttgat
ggtctcaggt
attcaccatc
agttgaggac
ccaagggaca

ttggtacagce
gattatgccc
gttagttgga
fccagagaca
acggecttgt
ttggtcaccg

F2H

ctggcaggtc
tgcactgggt
atggtggtag
acgccaagaa
attattgtgc
tctcttcag

27

cctgagactc 60
ccggecaaget 120
aataggctat 180
ctcectettt 240
aaaaggccgg 300
349



1868074

<210> 67
<211> 116
<212> PRT
213> ATFFI

<220>
<223> &R

<400> 67
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
20 25 30
Ala Leu His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Val Ser Trp Asn Gly Gly Arg Ile Gly Tyr Ala Asp Ser Val
50 - 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Phe
65 70 75 30
Leu Gln Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
Ala Lys Gly Arg Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Leu Val
100 105 110
Thr Val Ser Ser
115

<210> 68
211> 24
<212> DNA
213> ANTF%]

<220>
<223> &Ry

<400> 68
ggattcacct ttgatgatta tgcc

F8H

24



1868074

<210> 69
- <211> 8
<212> PRT
. 13> ATFFF

<220>
<223> &R

<400> 69
Gly Phe Thr Phe Asp Asp Tyr Ala
1 5

<210> 70
<211> 24
<212> DNA
213> AL

220>
<223> AR

<400> 70
gttagttgga atggtggtag aata

<210> 71
211> 8

<212> PRT
Q213> AT

<220>
<223> &R

<400> 71

Val Ser Trp Asn Gly Gly Arg Ile
1 5

<210> 72

F29H

24
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211> 27
<212> DNA

213> ATITF5

<220>

<223> &R

<400> 72

gcaaaaggcc gggatgettt tgatatce

210> 73
211> 9
<212> PRT

Q13> AR5

<220>

223> BN

<400> 73

Ala Lys Gly Arg Asp Ala Phe Asp Ile

1

210> 74
211> 325
<212> DNA

5

213> ATFFF

<220>

<223> &Y

<400> 74

gaaattgtgt
ctctectgea
ggcecaggcete
aggttcagtg
gaagattttg
cctgggacca

tgacacagtc
gggccagtca
ccaggetect
gcagtgggtce
cattttatta
aagtggatgt

tccagecace ctgtetttgt cteccagggga
gagtgttage agttacttag cctggtacca
catctatgat gcatccaaca gggccactgg
tgggacagac ttcactctca ccatcagcag
ctgtcagcag cgtaacaacc ggectecatt
cagac

F30H

27

aagagccacc 60
acagaaacct 120
catcccagee 180
cctagagect 240
cactttcgge 300
325



1868074

<210> 75
<211> 108
<212> PRT
213> AR5l

<220>
<223> &R

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

<210> 76

<211> 18
<212> DNA
213> AT

<220>
<223> &RERY

<400> 76
cagagtgtta gcagttac

<210> 77

F3LE

18



1868074

Q11> 6
<212> PRT
Q213> A%

<220>
<223> &Y

<400> 77
Gln Ser Val Ser Ser Tyr
1 5

<210> 78
Q11> 9

<212> DNA
Q13> AR5

<220>
<223> GRRY

<400> 78
gatgcatce

<210> 79

211> 3

<212> PRT
Q13> AT

<220>
223> SR

<400> 79

Asp Ala Ser
1

<210> 80
211> 30

$3R2E



1868074

<212> DNA
. Q13> AT

<220>
<223> &R

<400> 80
cagcagcgta acaaccggec tccattcact 30

<210> 81

<211> 10
<212> PRT
Q213> ATLF5Y

<220>
<223> &SRy

<400> 81
Gln Gln Arg Asn Asn Arg Pro Pro Phe Thr
1 5 10

<210> 82
<211> 370
<212> DNA
Q213> ATF5

<220>
<223> &R

<400> 32

caggttcage tggtgcagtc tggagctgag gtgaagaage ctggggecte agtgaaggtce 60

tcctgtaagg cttetggttt caacttcttt cattatggta tcacctgggt gegacaggee 120
cctggacaag ggcttgagtg gatgggatgg atcagcactt acaatggtga cacaatctat 180
gcacagaagg tccagggcag agtcaccatg accacagaca cagccacgag cacggectat 240
atggaactga ggagcctgag atctgacgac acggecgtgt attactgtge gagatcggaa 300
cagcaggtgg actactactt ctacggtatg gacgtctggg gccaagggac cacggtcace 360
gtttecctcag 370

33K



1868074

<210> 83

<211> 123
<212> PRT
Q13> A3

220>
223> SRS

<400> 83
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn Phe Phe His Tyr
20 25 30
Gly Ile Thr Trp Val Arg Gin Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Ser Thr Tyr Asn Gly Asp Thr Ile Tyr Ala Gln Lys Val
50 55 60
Gln Gly Arg Val Thr Met Thr Thr Asp Thr Ala Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Ser Glu Gln Gln Val Asp Tyr Tyr Phe Tyr Gly Met Asp Val
100 105 110
Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 84

<L11> 24

<212> DNA
Q213> AT

<220>
223> EREY

<400> 84
ggtttcaact tctttcatta tggt 24

$34E



1868074

. <210> 85
<211> 8

. <212> PRT
213> AILFF

<220>
<223> &Y

<400> &85
Gly Phe Asn Phe Phe His Tyr Gly
1 5

<210> 86
211> 24
<212> DNA
213> ANILF51

<220>
<223> &RHY

<400> 86
atcagcactt acaatggtga caca

<210> 87
<211> 8

<212> PRT
<213> ANTLF5I

<220>
<223> &R

<400> &7
Ile Ser Thr Tyr Asn Gly Asp Thr
1 5

F3IRE
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<210> 88
211> 48
<212> DNA
Q213> AT

220>
223> EEAY

<400> 88
gcgagatcgg aacagcaggt ggactactac ttctacggta tggacgtce 48

<210> 89
211> 16
<212> PRT
Q13> AT

<220>
<223> &Ry

<400> 89
Ala Arg Ser Glu Gln Gln Val Asp Tyr Tyr Phe Tyr Gly Met Asp Val
1 5 10 15

<210> 90
Q11> 325
<212> DNA
Q13> AL

220>
223> SRAY

<400> 90

gaaattgtgt tgacacagtc tccagccacc ctgtetttgt ctccagggga aagagccace 60
ctcteectgea gggeeagtca gagtgttage agttacttag cctggtacca acagaaacct 120
ggccaggetc ccaggetect catctatgat gecatccaaca gggecactgg catcccagee 180
aggttcagtg gcagtgggtc tgggacagac ttcactctca ccatcagcag cctagagect 240
gaagattttg cattttatta ctgtcagcag cgtaacaacc ggcctecatt cactttegge 300

F36H



1868074

cctgggacca aagtggatgt cagac 325

<210> 91

- <211> 108
<212> PRT
213> ALFFY

<220>
<223> &ERY

<400> 91
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80
Glu Asp Phe Ala Phe Tyr Tyr Cys Gln Gln Arg Asn Asn Arg Pro Pro
85 90 95
Phe Thr Phe Gly Pro Gly Thr Lys Val Asp Val Arg
100 105

<210> 92
<211> 18
<212> DNA
Q213> AR5

<220>
<223> E&REAY

<400> 92
cagagtgtta gcagttac 18

E3ITH



1868074

<210> 93

Q11> 6

<212> PRT
Q213> AT

<220>
<223> &R

<400> 93
Gln Ser Val Ser Ser Tyr
1 5

<210> 94
211> 9

<212> DNA
Q213> NIFF5I

Q20>
223> BIKAY

<400> 94
gatgeatcce

<210> 95

<211> 3

<212> PRT
Q13> A3

<220>
223> EREHY

<400> 95
Asp Ala Ser
1

<210> 96

$38H



1868074

<211> 30
. <212> DNA

213> ATF%]

<220>

<223> EREHY

<400> 96

cagcagegta acaaccggec tccattcact

<210> 97
<211> 10
<212> PRT

<213> ATFF

<220>

<223> &EEY

<400> 97

Gln Gln Arg Asn Asn Arg Pro Pro Phe Thr

1

<210> 98
<211> 370
<212> DNA

5

<213> J\]ZEF?U

<220>

<223> &Ry

<400> 98

caggttcagc
tcctgtaagg
cctggacaag
gcacagaagg
atggaactga
cagcaggtgg

tggtgcagtce
cttctggttt
ggcttgagtg
tccagggeag
ggagcetgag
actactactt

tggagctgag
caacttcttt
gatgggatgg
agtcaccatg
atctgacgac
ctacggtatg

10

gtgaagaagc
cattatggta
atcagcactt
accacagaca
acggeegtgt
gacgtctgesg

$%39H

ctggggcctce
tcacctgggt
acaatggtga
cagccacgag
attactgtgc
gcecaagggac

30

agtgaaggtc 60

gcgacaggee 120
cacaatctat 180
cacggcctat 240
gagatcggaa 300
cacggtcacc 360



1868074

gtttcctcag 370

<210> 99

211> 123
<212> PRT
213> ATFH

<220>
<223> &R

<400> 99
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn Phe Phe His Tyr
20 25 30
Gly Ile Thr Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Ser Thr Tyr Asn Gly Asp Thr Ile Tyr Ala Gln Lys Val
50 55 60
Gln Gly Arg Val Thr Met Thr Thr Asp Thr Ala Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Ser Glu GIn Gln Val Asp Tyr Tyr Phe Tyr Gly Met Asp Val
100 105 110
Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 100
211> 24
<212> DNA
Q213> ATF5

<220>
<223> &RKHY

<400> 100

(RA0H



1868074

ggtttcaact tctttcatta tggt

<210> 101
<211> 8

<212> PRT
<213> AL

<220>
<223> &Ry

<400> 101
Gly Phe Asn Phe Phe His Tyr Gly
1 5

<210> 102
211> 24
<212> DNA
Q213> ATF5

<220>
<223> &SR

<400> 102
atcagcactt acaatggtga caca

<210> 103
<211> 8

<212> PRT
<213> ANILFF5

<220>

<223> &RHY

<400> 103

Ile Ser Thr Tyr Asn Gly Asp Thr
1 5

$aH



1868074

<210> 104
<211> 48
<212> DNA
Q13> ALF%]

<220>
<223> &M

<400> 104
gcgagatcgg aacagcaggt ggactactac ttctacggta tggacgtc 48

<210> 105
211> 16
<212> PRT
Q13> AR5

<220>
<223> SRR

<400> 105
Ala Arg Ser Glu Gln Gla Val Asp Tyr Tyr Phe Tyr Gly Met Asp Val
1 5 10 15

<210> 106
<211> 325
<212> DNA
Q213> A5

<220>
<223> &SRR

<400> 106

gaaattgtgt tgacacagtc tccagccacc ctgtctttgt ctccagggga aagagccacc 60
ctctcetgea gggecagtca gagtgttage agttacttag cctggtacca acagaaacct 120
ggccaggete ccaggetect catctatgat gecatccaaca gggccactgg catcccagee 180
aggttcagtg gcagtgggtc tggpgacagac ttcactctca ccatcagcag cctagageet 240

F0H



1868074

gaagattttg cattttatta ctgtcagcag cgtaacaacc ggectecatt cactttegge 300
. cctgggacca aagtggatgt cagac 325

- <210> 107
<211> 108
<212> PRT
213> AT

<220>
<223> &R

<400> 107
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
20 25 30
Leu Ala Trp Tyr Gln Gin Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80
Glu Asp Phe Ala Phe Tyr Tyr Cys Gln Gln Arg Asn Asn Arg Pro Pro
85 90 95
Phe Thr Phe Gly Pro Gly Thr Lys Val Asp Val Arg
100 105

<210> 108
<211> 18
<212> DNA
Q213> A3

<220>
<223> EREY

<400> 108
cagagtgtta gcagttac 18

BBHE



1868074

<210> 109
211> 6

<212> PRT
Q13> N5

<220>
223> K

<400> 109
Gln Ser Val Ser Ser Tyr
1 5

<210> 110
211> 9

<212> DNA
Q213> AT

<220>
223> GEHY

<400> 110
gatgcatce

<210> 111
Q211> 3

<212> PRT
Q13> ATF5

<220>
<223> ERiHY

<400> 111

Asp Ala Ser
1

BUH



1868074

<210> 112

§ <211> 30
<212> DNA
<213> ATFF3I

<220>
223> ERHY

<400> 112
cagcagcgta acaaccggec tccattcact

<210> 113
<211> 10

<212> PRT
Q213> ATFA

<220>
<223> &Ry

<400> 113
Gln Gln Arg Asn Asn Arg Pro Pro Phe Thr
1 5 10

<210> 114
<211> 361
<212> DNA
213> A5

<220>
223> SRy

<400> 114

caggtgcage tggtgcagtc tggggctgag gtgaaagagce
tcctgcaagg cttctggata caccttcacc tcttatgata
actggacaag ggcttgagtg gatgggatgg atgaacccaa
acacagaacc tccagggcag agtcaccttg accagggaca
atggaactga gcagcctgag atctgaggac acggecgtat

%45H

30

ctggggectc agtgaagate 60

tcatctgggt gcgacaggee 120
acagtggtga cagaggctat 180
cctccataag tacagtctac 240
attattgtge gcgagactac 300



1868074

agtaaccact actacggttt ggacgtctgg ggccaaggga ccacggtcac tgtctcectea 360
g 361

<210> 115
<211> 120
<212> PRT
Q13> AL

<220>
223> SRR

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

<210> 116
211> 24

<212> DNA
Q13> AT

<220>
223> G

Fa6H



1868074

<400> 116
, ggatacacct tcacctctta tgat

<210> 117
211> 8

<212> PRT
213> ATFF3

<220>
<223> SN

<400> 117
Gly Tyr Thr Phe Thr Ser Tyr Asp
1 5

<210> 118
<211> 24
<212> DNA
<213> A5

<220>
<223> EHHY

<400> 118
atgaacccaa acagtggtga caga

<210> 119
<211> 8

<212> PRT
Q213> ATIFFFI

<220>
<223> &Ry

<400> 119
Met Asn Pro Asn Ser Gly Asp Arg
1 5

$47H



1868074

<210> 120
211> 39

<212> DNA
213> ANTFF5

<220>
<223> SR

<400> 120
gcgegagact acagtaacca ctactacggt ttggacgtce 39

<210> 121
<211> 13

<212> PRT
Q13> AR5

<220>
<223> BREHY

<400> 121
Ala Arg Asp Tyr Ser Asn His Tyr Tyr Gly Leu Asp Val
1 5 10

<210> 122
211> 322
<212> DNA
Q13> A5

<220>
<223> ESRAY

<400> 122

gacatccagt tgacccagtc tccatccttc ctgtctgeat ctgtaggaga cagagtcace 60
atcacttgct gggeccagtca ggacattage aattatttag cctggtatca gcaaaaacca 120
gggaaagcce ctaageteet gatctttgtt gecatccactt tgcagagteg ggtcccatca 180

FA8H



1868074

aggttcagcg gcagtggatc tgggacagaa ttcactctca caatcagtag cctgcagect 240
. gaagattttg caacttatta ctgtcaacag tttaatagtt acccgctcac tttcgecgga 300
gggaccaagg tggagatcag ac 322

<210> 123
<211> 107
<212> PRT
Q213> NTF5

<220>
<223> &Y

<400> 123
Asp Ile Gln Leu Thr Gln Ser Pro Ser Phe Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Trp Ala Ser Gln Asp Ile Ser Asn Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu [le
35 40 45
Phe Val Ala Ser Thr Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro Leu
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Arg
100 105

<210> 124
<211> 18

<212> DNA
13> AR5

<220>
<223> &RHY

<400> 124

FAH



1868074

caggacatta gcaattat

<210> 125
211> 6

<212> PRT
213> AR5

<220>
<223> &SR

<400> 125
Gln Asp Ile Ser Asn Tyr
1 5

<210> 126
211> 9

<212> DNA
213> ATFFI

<220>
<223> SRy

<400> 126
gttgcatce

<210> 127
211> 3

<212> PRT
Q13> AIF5

<220>
<223> SRy

<400> 127
Val Ala Ser
1

BS0H

18
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<210> 128
<211> 30
<212> DNA
<213> ALF5

<220>
<223> &RKAY

<400> 128 .
caacagttta atagttaccc gctcactttce 30

<210> 129
<211> 9

<212> PRT
213> A5

<220>
223> SEEHY

<400> 129
Gln Glin Phe Asn Ser Tyr Pro Leu Thr
1 5

<210> 130
<211> 370
<212> DNA
213> ATLF7

<220>
<223> &R

<400> 130

caggttcagec tggtgcagtc tggagctgag gtgaagaagc ctggggectce agtgaaggtc 60
tcctgcaagg cttctggtta cacctttace agttatggta tcagetggst gcgacaggee 120
cctggacaag ggcttgagtg gatgggatgg atcagegett acaatgatga cacaaactat 180
gcacagaagt tccaggggag agtcaccatg accacagaca catccacgag cacagcctac 240

£51H
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atggagctga ggagectgag atctgacgac acggeegttt attactgtge gagagaageg 300
cagctcgtee tctactacta ctacggtatg gacgtctgge geccaagggac cacggtcace 360
gtctectcag 370

<210> 131
211> 123
<212> PRT
Q213> ALFFF1

<220>
<223> SR

<400> 131
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
Gly Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Ser Ala Tyr Asn Asp Asp Thr Asn Tyr Ala Gln Lys Phe
50 55 60
Gln Gly Arg Val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Glu Ala Gln Leu Val Leu Tyr Tyr Tyr Tyr Gly Met Asp Val
100 105 110
Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 132
<211> 24
<212> DNA
Q13> AL

<220>
<223> &Y

£52H
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. <400> 132
ggttacacct ttaccagtta tggt

<210> 133
<211> 8

<212> PRT
213> ANLF%|

<220>
<223> SR

<400> 133
Gly Tyr Thr Phe Thr Ser Tyr Gly
1 5

<210> 134
<211> 24
<212> DNA
213> ATF%]

20>
<223> &Y

<400> 134
atcagcgett acaatgatga caca

<210> 135
<211> 8

<212> PRT
13> A5

<220>
<223> &RAY

<400> 135
Ile Ser Ala Tyr Asn Asp Asp Thr

B53H



1868074

<210> 136
211> 48

<212> DNA
Q13> AT

<220>
223> &R

<400> 136
gcgagagaag cgeagctegt cetetactac tactacggta tggacgste 48

<210> 137
211> 16
<212> PRT
<213> ATLFF

20>
223> ERky

<400> 137
Ala Arg Glu Ala Gln Leu Val Leu Tyr Tyr Tyr Tyr Gly Met Asp Val
1 5 10 15

<210> 138
<211> 322
<212> DNA
213> A3

<220>
<223> &REAY

<400> 138

gaaattgtgt tgacacagtc tccagecacc ctgtctttgt ctccagggga aagagecace 60
ctetectgea gggecagtca gagtgttage agettcttag cctggaacca acagaaacct 120

B4HE
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ggccaggctc ccaggctcect catctatgat geatccaaca gggecactgg catcccagee 180
aggttcagtg gcagtggetc tgggacagac ttcactctca ccatcagcag cctagageet 240
gaagattttg cagtttatta ctgccagcag cgtagecaatt ggeccgtacat ttttggecag 300
gggaccaagce tggagatcaa ac 322

<210> 139
211> 107
<212> PRT
213> AR5

<220>
<223> AN

<400> 139
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Phe
20 25 30
Leu Ala Trp Asn Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Tyr
85 90 95
Tle Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 140
<211> 18
<212> DNA
<213> ANTITF751

<220>
<223> &R

¥55H
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<400> 140
cagagtgtta gcagcttce

<210> 141
Q211> 6

<212> PRT
Q13> ALF5

220>
223> ERHY

<400> 141
Gln Ser Val Ser Ser Phe
1 5

<210> 142
<211> 9

<212> DNA
213> ATF5

<220>
223> EREY

<400> 142
gatgcatce

<210> 143
211> 3

<212> PRT
Q213> ATFFF

<220>
<223> &hEHY

<400> 143

Asp Ala Ser
1

FS6H

18
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<210> 144
211> 27
<212> DNA
213> NTFF

<220>
<223> &R

<400> 144
cagcagcgta gcaattggec gtacatt 27

<210> 145
<211> 9

<212> PRT
<213> ANTF%1

<220>
<223> &Rk

<400> 145
Gin Gln Arg Ser Asn Trp Pro Tyr Ile
1 5

<210> 146

- <211> 349
<212> DNA
213> ALFF5I

<220>
223> ESRHY

<400> 146

gaagtgcage tggtggagtc tgggggagge ttggtacage ctggeaggte cctgagacte 60
tcctgtgecag cctctggatt cacctttgat gattatgeec tgecactgggt ccggecaaget 120
ccagggaagg gcctggagtg ggtctcaggt gttagttgga atggtggtag aatagectat 180

HS5TH
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gcggactctg tgaaaggecg attcaccatc tccagagaca acgccaagaa ctecctettt 240
ctgcaaatga acagtctgag agttgaggac acggecttgt attattgtge aaaaggecgg 300
gatgettttg atatctgggg ccaagggaca ttggtcaccg {ctcttcag 349

<210> 147
<211> 116
<212> PRT
Q13> ATLF5

<220>
<223> &R

<400> 147
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
20 25 30
Ala Leu His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Val Ser Trp Asn Gly Gly Arg Ile Gly Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Phe
65 70 75 30
Leu Gln Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
Ala Lys Gly Arg Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Leu Val
100 105 110
Thr Val Ser Ser
115

<210> 148
211> 24
<212> DNA
213> AT

<220>
223> &M

E58H
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14

<400> 148
ggattcacct ttgatgatta tgcc

<210> 149
<211> 8

<212> PRT
213> ANILF%]

<220>
<223> &Ry

<400> 149
Gly Phe Thr Phe Asp Asp Tyr Ala
1 5

<210> 150
211> 24
<212> DNA
<213> ATLFF5I

<220>
<223> &R

<400> 150
gttagttgga atggtggtag aata

<210> 151
<211> 8

<212> PRT
<213> ALFF5I

<220>
<223> E Ry

<400> 151
Val Ser Trp Asn Gly Gly Arg Ile

E9EHE
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<210> 152
<L211> 27
<212> DNA
Q213> A5

<220>
<223> B

<400> 152
gcaaaaggce gggatgettt tgatatce 27

<210> 153
211> 9

<212> PRT
<213> ATFF%

<220>
<223> SRR

<400> 153
Ala Lys Gly Arg Asp Ala Phe Asp Ile
1 5

<210> 154
<211> 322
<212> DNA
Q213> AIFFI

<220>
<223> &R

<400> 154

gacatccaga tgacccagtc tccatcttcc gtgtetgeat ctgtaggaga cagagtcace 60
atcacttgtic gggcgagtca gggtattage agectggttag cctggtatca gecagaaacca 120

BE0H
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gggaaagccc ctaaactcct gatctatget geatccagtt tgcaaagtgg ggtcccatca 180
. aggttcagcg gecagtggatce tgggacagat ttcactctca ccatcagecag cctgeageet 240
gaagattttg caacttacta ttgtcaacat gcttacagtt tcccgtacac ttttggccag 300
. gggaccaagc tggagatcaa ac 322

<210> 155
<211> 107
<212> PRT
<213> AR5

<220>
<223> &Ry

<400> 155
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln His Ala Tyr Ser Phe Pro Tyr
85 90 95
Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 156
211> 18
<212> DNA
<213> ANTF3

<220>
<223> &RkHY

F6LH
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<400> 156
cagggtatta gcagctgg

<210> 157
Q11> 6

<212> PRT
Q213> AR5

<220>
<223> SRRy

<400> 157
Gln Gly Ile Ser Ser Trp
1 5

<210> 158
<211> 9

<212> DNA
Q13> A5

<220>
223> &Ry

<400> 158
gctgeatece

<210> 159
211> 3

<212> PRT
Q213> ANLF5

220>
<223> ESRHY

<400> 159
Ala Ala Ser
1

F62H

18
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<210> 160
<211> 27
<212> DNA
213> ANTLFFFI

<220>
<223> &EHY

<400> 160
caacatgctt acagtttccc gtacact 27

<210> 161
<211> 9

<212> PRT
213> A5

<220>
<223> &R

<400> 161
Gln His Ala Tyr Ser Phe Pro Tyr Thr
1 5

<210> 162
<211> 349
<212> DNA
<213> ALF5I

<220>
<223> &REAY

<400> 162

gaagtgcagc tggtggagtic tgggggagge ttggtacage ctggcaggte cctgagactc 60
tcctgtgeag cctetggatt cacctttgat gattatgeet tgcactgggt ccggeaaget 120
ccagggaagg gcctggagtg ggtctcaggt attagttgga acagtggtag aataggetat 180

F63H
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gcggactctg tgaagggeeg attcaccatt tccagagaca acgccaagaa ctcectettt 240
ctgcaaatga acagtctgag agctgaggac acggecttgt attattgtge aaaaggecgg 300
gatgcttttg atatctgggg ccaagggaca ttggtcaccg tctcttcag 349

<210> 163
<L211> 116
<212> PRT
Q13> ATF5

<220>
<223> &M

<400> 163
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
20 25 30
Ala Leu His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Ile Ser Trp Asn Ser Gly Arg Ile Gly Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Phe
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
Ala Lys Gly Arg Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Leu Val
100 105 110
Thr Val Ser Ser
115

<210> 164
211> 24
<212> DNA
Q13> NI

220>
<223> &M

F6AH
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- <400> 164
ggattcacct ttgatgatta tgce

<210> 165
<211> 8

<212> PRT
<213> A5

<220>
<223> ERKEY

<400> 165
Gly Phe Thr Phe Asp Asp Tyr Ala
1 5

<210> 166
211> 24
<212> DNA
213> AT

<220>
<223> &y

<400> 166
attagttgga acagtggtag aata

<210> 167
211> 8

<212> PRT
Q213> ATFF]

<220>
<223> &Ry

<400> 167
Ile Ser Trp Asn Ser Gly Arg Ile

F65H
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<210> 168
L11> 27
<212> DNA
Q213> ATFF5Y

<220>
<223> SN

<400> 168
gcaaaaggec gggatgettt tgatatce 27

<210> 169
<211> 9

<212> PRT
213> AR5

220>
<223> SR

<400> 169
Ala Lys Gly Arg Asp Ala Phe Asp Ile
1 5

<210> 170
211> 322
<212> DNA
Q13> ANLFFI

<220>
23> SRy

<400> 170
gacatccaga tgacccagtc tccatcttce gtgtctgeat ctgtaggaga cagagtcace 60
atcacttgtc gggcgagtca gggtattage agctggttag cctggtatca gecagaaacca 120

H66H
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gggaaagcce ctaagetcct gatctatget geatccagtt tgcaaagtgg ggteccatca 180

. aggttcagcg gcagtggatc tgggacagat ttcactctca ccatcagecag cctgeagect 240
gaagattttg caacttacta ttgtcaacag gctaacagtt tcccgtacac ttttggecag 300

' gggaccaagec tggagatcaa ac 322

<210> 171
<211> 107
<212> PRT
213> A5

220>
223> &Ry

<400> 171
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
.50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ala Asn Ser Phe Pro Tyr
85 90 95
Thr Phe Gly Gin Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 172
<211> 18
<212> DNA
213> AT

<220>
223> G

F6TH
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<400> 172
caggegtatta gcagectgg 18

<210> 173
Q211> 6

<212> PRT
213> ATFF

<220>
<223> G

<400> 173
Gln Gly Ile Ser Ser Trp
1 5

<210> 174
211> 9

<212> DNA
Q213> ATFF

<220>
<223> &Ry

<400> 174
getgeatcec 9

<210> 175
<211> 3

<212> PRT
Q213> AR5

<220>
<223> &Ry

<400> 175

Ala Ala Ser
1

Fo8H



1868074

<210> 176
<211> 27
<212> DNA
213> ANTF5I

<220>
<223> &R

<400> 176
caacaggcta acagtttccc gtacact 27

<210> 177
<211> 9

<212> PRT
213> ANTF5I

<220>
<223> &Ry

<400> 177
Gln Gln Ala Asn Ser Phe Pro Tyr Thr
1 5

<210> 178
<211> 361
<212> DNA
213> NLFF]

<220>
<223> ERHY

<400> 178

caggtgcage tggtgecagtc tggggctgag gtgaaagage ctggggecte agtgaaggte 60
tcctgcaagg cttetggata caccttcacc tcttatgata tcatctgggt gegacaggee 120
actggacaag ggcttgagtg gatgggatgg atgaacccaa acagtggtaa cacaggetat 180

B69H
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acacagaacc tccagggcag agtcaccttg accaggaaca cctccataac tacagtctac 240
atggaactga gcagcotgag ctctgaggac acggeegttt attactgtge gegagactac 300
agtagccact actacggttt ggacgtctgg ggccaaggga ccacggtcac cgtctectca 360
a 361

<210> 179
<211> 120
<212> PRT
QL13> ATLFF5I

<220>
<223> SN

<400> 179
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Glu Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
Asp Ile Ile Trp Val Arg Gln Ala Thr Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Met Asn Pro Asn Ser Gly Asn Thr Gly Tyr Thr Gln Asn Leu
50 55 60
Gln Gly Arg Val Thr Leu Thr Arg Asn Thr Ser Ile Thr Thr Val Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Ser Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asp Tyr Ser Ser His Tyr Tyr Gly Leu Asp Val Trp Gly Gln
100 105 110
Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 180
211> 24
<212> DNA
213> ANTFF%1

<220>

BI0OH
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<223> &M

<400> 180
ggatacacct tcacctctta tgat

<210> 181
<211> 8

<212> PRT
213> AR5

<220>
<223> SRy

<400> 1381

Gly Tyr Thr Phe Thr Ser Tyr Asp

1 5

<210> 182
<211> 24
<212> DNA
213> ANLF%1

<220>
<223> &R

<400> 182
atgaacccaa acagtggtaa caca

<210> 183
<211> 8

<212> PRT
213> ANTF5]

<220>
<223> &EAY

<400> 183

BNE

24

24



1868074

Met Asn Pro Asn Ser Gly Asn Thr
1 5

<210> 184
<211> 39
<212> DNA
Q13> ALFF

<220>
223> R

<400> 184
gcgegagact acagtageca ctactacggt ttggacgte

<210> 185
<211> 13

<212> PRT
Q213> AR5

<220>
<223> EHAY

<400> 185

Ala Arg Asp Tyr Ser Ser His Tyr Tyr Gly Leu Asp Val

1 5 10

<210> 186
<211> 322
<212> DNA

Q13> ALY

<220>
<223> &R

<400> 186

39

gacatccagt tgacccagtc tccatccttc ctgtctacat ctataggaga cagagtcacc 60

BNH



1868074

atcacttget gggccagtca ggacattage aattatttag cctggtatca gcaaaaacca 120
. gggaaagccce ctaagetect gatctttgtt gcatccactt tgcagagtgg ggtcccatca 180
aggttcagcg gcagtggatc tgggacagaa ttcactctca caatcagtag cctgcagect 240
gaggattttg caacttatta ctgtcaacag tttaatagtt acccgctcac tttcggegga 300
gggaccaagg tggaaatcaa ac 322

<210> 187
<211> 107
<212> PRT
213> ATF

<220>
<223> ERRAY

<400> 187
Asp Ile Gln Leu Thr Gln Ser Pro Ser Phe Leu Ser Thr Ser Ile Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Trp Ala Ser Gln Asp Ile Ser Asn Tyr
20 25 30
Leu Ala Trp Tyr GIn Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Phe Val Ala Ser Thr Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 30
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln GIn Phe Asn Ser Tyr Pro Leu
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

<210> 188
<211> 18
<212> DNA
213> AZLF51

<220>
<223> ERERY

BT73H



1868074

<400> 188
caggacatta gcaattat

<210> 189
LlI> 6

<212> PRT
L13> ATLFFF]

220>
<223> SRR

<400> 189
Gln Asp Ile Ser Asn Tyr
1 5

<210> 190
211> 9

<212> DNA
213> AL

<220>
<223> &Ry

<400> 190
gttgcatce

<210> 191
Q211> 3

<212> PRT
Q213> ALY

<220>
Q223> GRKEY

<400> 191
Val Ala Ser

BUHE

18



1868074

<210> 192
<211> 30
<212> DNA
213> ATFF

<220>
23> SRRy

<400> 192
caacagttta atagttaccc gctcactttc 30

<210> 193
<211> 10
<212> PRT
213> ATFF

<220>
<223> SR

<400> 193
Gln Gln Phe Asn Ser Tyr Pro Leu Thr Phe
1 5 10

<210> 194
<211> 378
<212> DNA
213> AILFF%

<220>
<223> SRRy

<400> 194

caggtccagc tggtgcagtc tgggggagac ttggtacage ccggcaggte cctgagacte 60
tcctgtgeag cctetggatt cacctttgat gattatgeca tgcactgggt ceggcaaact 120

BISHE
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ccagggaagg gccetggagtg ggtetcaggt attagttgga atagtgggec cataggetat 180
gcggactctg tgaagggecg attcaccatc tccagagaca acgecaagaa ctccctgtat 240
ctgcaaatga acagtctgag agctgaggac acggecttgt attactgtac aaaagaagaa 300

gtgggagecta cggtggatta tttctacttc tacggtatgg acgtctgggg ccaagggace 360
acggtcaccg tctcctca 378

<210> 195
<211> 126
<212> PRT
Q13> AR5

<220>
<223> SR

<400> 195
Gln Val Gln Leu Val Gin Ser Gly Gly Asp Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
20 25 30
Ala Met His Trp Val Arg Gln Thr Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Ile Ser Trp Asn Ser Gly Ala Ile Gly Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
Thr Lys Glu Glu Val Gly Ala Thr Val Asp Tyr Phe Tyr Phe Tyr Gly
100 105 110
Met Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120 125

<210> 196
Q11> 24
<212> DNA
Q213> ATFF

BI6H
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<220>
<223> EREY

<400> 196
ggattcacct ttgatgatta tgcec

<210> 197
211> 8

<212> PRT
Q13> N5

<220>
<223> &R

<400> 197

Gly Phe Thr Phe Asp Asp Tyr Ala

1 5

<210> 198
<211> 24
<212> DNA
Q213> AT

<220>
223> SN

<400> 198
attagttgga atagtggggc cata

<210> 199
211> 8

<212> PRT
213> ALFF31

<220>
<223> &R

BTTH

24

24
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<400> 199
Ile Ser Trp Asn Ser Gly Ala Ile
1 5

<210> 200
211> 57

<212> DNA
Q13> AR5

220>
<223> BHRAY

<400> 200
acaaaagaag aagtgggagc tacggtggat tatttctact tctacggtat ggacgtc

<210> 201
<L211> 19

<212> PRT
Q13> AR5

<220>
<223> SR

<400> 201

Thr Lys Glu Glu Val Gly Ala Thr Val Asp Tyr Phe Tyr Phe Tyr Gly
1 5 10 15

Met Asp Val

<210> 202
<211> 318
<212> DNA
Q13> N

<220>
<223> GEHY

FBIBH

57
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<400> 202 _

gaaattgtga tgactcagtc tccagccacc ctgtctttgt ctccagggga aagagecacc 60
ctctectget gggccagtca gagtgttage aactacttag cctggtacca acagaaacct 120
ggccaggctc ccagactcct catctatgat gcatccaaca gggecactgg catcccagee 180
aggttcagtg gcagtgggtc tgggacagac ttcactctca ccatcagcag cctagagect 240
gaagattttg cagtttatta ctgtcagcag cgtagcaact ggcctacgtt cggecaaggg 300
accaaggtgg aaatcaaa 318

<210> 203
<211> 106
<212> PRT
213> ALF3I

<220>
<223> &Ry

<400> 203
Glu Ile Val Met Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Trp Ala Ser Gln Ser Val Ser Asn Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Thr
85 90 95
Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 204
<211> 18
<212> DNA
213> NTFF3I

FBPH
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<220>
23> SREHY

<400> 204
cagagtgtta gcaactac

<210> 205
211> 6

<212> PRT
Q13> N5

<220>
223> SRRy

<400> 205
Gln Ser Val Ser Asn Tyr
1 5

<210> 206
211> 9

<212> DNA
Q213> A5

<220>
223> &R

<400> 206
gatgcatce

<210> 207
211> 3

<212> PRT
L13> AR5

<220>
Q23> &R

H8OH

18
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<400> 207
Asp Ala Ser
1

<210> 208
<211> 24
<212> DNA
213> AL

<220>
<223> &R

<400> 208
cagcagcgta gcaactggee tacg

<210> 209
211> 8

<212> PRT
213> ALFF5]

<220>
<223> &R

<400> 209
Gln Gln Arg Ser Asn Trp Pro Thr
1 5

<210> 210
<211> 348
<212> DNA
13> AT

<220>
<223> &ERAY

F81H
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<400> 210

caagtgeage tggtgecagtc tgggggagge ttggtacage ctggecaggte cctgagacte 60
tcctgtgecag cctetggatt cacctttgat gattatgeca tgcactgggt ccggecaaget 120
ccagggaagg geetggagtg ggtctcaggt attagttgga atagtggtag ggtaggectat 180
geggactctg tgaagggecg attcaccatc tccagagaca acgecaagaa ctccetgtat 240
ctgcaaatga acagtctgag agctgaggac acggecttgt attactgtac aaaaggecegg 300
gatgcttttg atatctggge ccaggggaca atggtcaccg tctecttca 348

<210> 211
211> 116
<212> PRT
Q13> A3

<220>
<223> &HEEY

<400> 211
Gln Val Gln Leu Val Gln Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 : 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
20 25 30
Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Ile Ser Trp Asn Ser Gly Arg Val Gly Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
&5 90 95
Thr Lys Gly Arg Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met Val
100 105 110
Thr Val Ser Ser
115

<210> 212
211> 24
<212> DNA

£82H



1868074

<213> ATF7]

<220>
<223> ERHY

<400> 212
ggattcacct ttgatgatta tgcc

<210> 213
<211> 8

<212> PRT
Q213> AR5l

<220>
<223> EHEAY

<400> 213

Gly Phe Thr Phe Asp Asp Tyr Ala

1 5

<210> 214
<211> 24
<212> DNA
Q213> N5

<220>
<223> ESRERY

<400> 214
attagttgga atagtggtag ggta

<210> 215
<211> 8

<212> PRT
213> ALF5

F8H

24

24
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<220>
223> EERHY

<400> 215
Ile Ser Trp Asn Ser Gly Arg Val
1 5

<210> 216
211> 27

<212> DNA
Q13> AL

<220>
<223> GREAY

<400> 216
acaaaaggcc gggatgettt tgatatc

<210> 217
<211> 9

<212> PRT
Q13> AR5

<220>
223> &EAY

<400> 217
Thr Lys Gly Arg Asp Ala Phe Asp Ile
1 5

<210> 218
<211> 321
<212> DNA
Q213> ALF5]

F8H

27
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<220>
<223> &REAY

<400> 218

gatattgtga tgacccagtc tccatcttec gtgtetgeat
atcacttgtc gggcgagtca gggtattage agetggttag
gggaaagccce ctaagetect gatctatget geatccagtt
aggttcagcg gcagtggatc tgggacagat ttcactctca
gaagattttg caacttacta ttgtcaacag gctaacagtt
gggaccaagc tggagatcaa a

<210> 219
<211> 107
<212> PRT
Q213> ATF5

<220>
<223> &R

<400> 219

ctgtaggaga cagagtcacc 60
cctggtatca gcagaaacca 120
tgcaaagtgg ggtcccatca 180
ccatcagcag cctgcagect 240
tcccgtacac ttttggccag 300
321

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

<210> 220
<211> 18

®8H
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<212> DNA
Q13> ATF5

<220>
223> SRRy

<400> 220
cagggtatta gcagctgg

<210> 221
211> 6

<212> PRT
Q13> AR5

<220>
<223> &R

<400> 221
Gln Gly Ile Ser Ser Trp
1 5

210> 222
L11> 9

<212> DNA
Q213> ATF5I

<220>
<223> SR

<400> 222
gctgcatcec

<210> 223
<211> 3

<212> PRT
Q213> AL

B8 H
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<220>
<223> &SRy

<400> 223
Ala Ala Ser
1

<210> 224
<211> 27
<212> DNA
213> N5

<220>
<223> ERERY

<400> 224
caacaggcta acagtttccc gtacact

<210> 225
<211> 9

<212> PRT
213> A5

<220>
<223> &Y

<400> 225
Gln Gln Ala Asn Ser Phe Pro Tyr Thr
1 5

<210> 226
<211> 378
<212> DNA
213> A5

<220>

F8TH

27
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<223> S

<400> 226

gaagtgcagec tggtggaatc tggaggagga ctggtgcage
tcttgtgctg cttctggatt tatctttgat gattatgcta
cctggaaagg gactggaatg ggtgtctgga atctcttgga
gctgattctg tgaagggaag atttacaatc tctagagata
ctgcagatga attctctgag agctgaagat acagctctgt
ggatcttctt ggectgecttt tgtgtattat tatggaatgg
acagtgacag tgtcttct

210> 227
<211> 126
<212> PRT
Q13> ATF%)

<220>
<223> &Ry

<400> 227

ctggaagatc tctgagactg 60
tgcattgggt gagacagget 120
attctggatc tatcggatat 180
atgctaagaa ttctctgtat 240
attattgtgc taaggatgga 300
atgtgtggge acagggaaca 360

378

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Asp Asp Tyr
20 25 30
Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Ile Ser Trp Asn Ser Gly Ser Ile Gly Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
Ala Lys Asp Gly Gly Ser Ser Trp Leu Pro Phe Val Tyr Tyr Tyr Gly
100 105 110
Met Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120 125

F88H
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<210> 228
<211> 324
<212> DNA
213> A5

<220>
<223> &R

<400> 228

gaaatcgtga tgacacagtc
ctgtcttgta gagettctca
ggacaggetc ctagactget
agattttctg gatctggatce
gaagattttg ctgtgtatta

tcctgetaca ctgtctgtgt ctectggaga aagagctaca 60
gtctatctct tctaatctgg cttggtatca gcagaagect 120
gatctatgga gcttctacaa gagctacagg aatccctget 180
tggaacagaa tttacactga caatctcttc tctgcagtct 240
ttgtcagcag tattcttctt ggcctectta tacatttgga 300

cagggaacaa agctggaaat caag 324
<210> 229
<211> 108
<212> PRT
213> ANTIF5I
<220>
<223> &R
<400> 229
Glu Ile Val Met Thr Gln Ser Pro Ala Thr Leu Ser Val Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Ile Ser Ser Asn
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Ser
65 70 75 80
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Ser Ser Trp Pro Pro
85 90 95

Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

F8H
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100

<210> 230
<211> 348
<212> DNA
Q13> AL

<220>
<223> ERHY

<400> 230

gaggtccage tggtcgagtc aggaggaggce
tcctgtgecg ccagtaggtt tactttcgat
cctggtaagg gettggagtg gotgtecggt
gcecgacageg tgaagggaag gttcactatc
ctgcaaatga acagcctccg ggecgaagac
gatagtttcg atatctgggg tcaaggcacc

<210> 231
<211> 116
<212> PRT
Q13> AT

<220>
223> SRy

<400> 231

105

ctcgtecaac
gactatgcca
atctcctgga
tctcgtgaca
accgecttgt
atggtgactg

cagggcgeag
tgcactgggt
actccggacg
acgccaagaa
attactgtge
tgtcttca

ccttegacte 60
ccggeaggee 120
tatcggttac 180
ctecttgtat 240
caagggtagg 300
348

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Arg Phe Thr Phe Asp Asp Tyr
20 25 30
Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Ile Ser Trp Asn Ser Gly Arg Ile Gly Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Glu Asn Ser Leu Phe
65 70 75 80

FIEH
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Leu Gln Met Asn Gly Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
Ala Lys Gly Arg Asp Ser Phe Asp Ile Trp Gly Gln Gly Thr Met Val
100 105 110
Thr Val Ser Ser
115

<210> 232
211> 321
<212> DNA
13> ATFF

<220>
223> EREY

<400> 232

gacatacaga tgacccaaag cccaagcagc gttagcgett ccgtaggega cagggtgaca 60
attacatgca gagcctctca gggaatttct tcatggetgg catggtatca gecagaagece 120
ggaaaagctc ccaagctget gatatatggt gectcctcte tccaaagegg agtcccatca 180
cgcttcteceg ggagtggete tggtacagat tttactttga caatctctag ccttcageet 240
gaagactttg ctacatacta ctgtcagcag gccaacagtt ttccttacac cttcggtcag 300
ggaactaaac tggaaattaa g 321

<210> 233
211> 107
<212> PRT
Q213> AR

<220>
223> &Y

<400> 233
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile

$91HE
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35 40 45
Tyr Gly Ala Ser Ser Leu Glu Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ala Asn Ser Phe Pro Tyr
85 90 95
Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105
<210> 234
211> 360
<212> DNA
Q13> AR5
<220>
<223> SERY
<400> 234
caggtgcage tggtgcagtc tggagctgaa gtgaagaage ctggagette tgtgaaggtg 60
tcttgtaagg cttctggata tacatttaca tcttatgata tcatctgggt gagacagget 120
acaggacagg gactggaatg gatgggatgg atgaatccta attctggaaa tacaggatat 180
gctcagaagt ttcagggaag agtgacaatg acaagaaata catctatctc tacagtgtat 240
atggaactgt cttctctgag atctgaagat acagetgtgt attattgtge tagagattat 300
tcttctcatt attatggact ggatgtgtgg ggacagggaa caacagtgac agtgtcttet 360
<210> 235
<L211> 120
<212> PRT

213> AL

<220>

<223> &R

<400> 235

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

®H



1868074

x

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

<210> 236
<211> 321
<212> DNA
Q13> ATFF5]

<220>
<223> EEAY

<400> 236

gatatccage tgacacagtc tccttctttt ctgtctgett
atcacatgta gagcttctca ggatatctct aattatctgg
ggaaaggctc ctaagctget gatctatgtg gettctacac
agattttctg gatctggatc tggaacagaa tttacactga
gaagattttg ctacatatta ttgtcagcag tttaattctt
ggaacaaagg tggaaatcaa g

<210> 237
<211> 107
<212> PRT
213> ATFF3

FBE

ctgtgggaga tagagtgaca 60
cttggtatca gcagaageet 120
tgcagtctgg agtgecttct 180
caatctcttc tctgcageet 240
atcctctgac atttggagga 300
321
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<220>
<223> SRRy

<400> 237
Asp Ile Gln Leu Thr Gln Ser Pro Ser Phe Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Ile Ser Asn Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Val Ala Ser Thr Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Phe Asn Ser Tyr Pro Leu
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

<210> 238
<211> 349
<212> DNA
Q213> ATF5

<220>
<223> &RkAY

<400> 238

gaagtgcage tggtggagte tgggggagge ttggtacage ctggecaggtc cctgagacte 60
tcctgtgeag cetetggatt cacctttgat gattatgece tgecactgggt ccggcaaget 120
ccagggaagg gcctggagtg ggtctcaggt gttagttgga atggtggtég aataggctat 180
geggactctg tgaaaggecg attcaccatc tccagagaca acgccaagaa ctcectettt 240
ctgcaaatga acagtctgag agttgaggac acggecttgt attattgtge aaaaggecgg 300
gatgcttttg atatctgggg ccaagggaca ttggtcaccg tctettcag 349

<210> 239
<211> 116

$9aH
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<212> PRT
213> AT

<220>
<223> &Ry

<400> 239
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
20 25 30
Ala Leu His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Val Ser Trp Asn Gly Gly Arg Ile Gly Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Phe
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
Ala Lys Gly Arg Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met Val
100 105 110
Thr Val Ser Ser
115

<210> 240
<211> 348
<212> DNA
213> AL

<220>
<223> &R

<400> 240

gaagtgcagc tggtggaatc tggaggagga ctggtgcage ctggaagate tctgagactg 60

tcttgtgetg cttctggatt tacatttgat gattatgeta tgecattgggt gagacagget 120
cctggaaagg gactggaatg ggtgtctgga gtgtcttgga atggaggaag aatcggatat 130
gctgattctg tgaagggaag atttacaatc tctagagata atgctaagaa ttctctgtat 240

%95 H



1868074

ctgcagatga attctctgag agctgaagat acagctctgt attattgtge taagggaaga 300
gatgcttttg atatctggegg acagggaaca atggtgacag tgtcttct 348

<210> 241
<211> 116
<212> PRT
213> ATFF5

<220>
<223> HRAY

<400> 241
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
20 25 30
Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Val Ser Trp Asn Gly Gly Arg Ile Gly Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95
Ala Lys Gly Arg Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Met Val
100 105 110
Thr Val Ser Ser
115

<210> 242
<211> 330
<212> PRT
Q213> ALFFFY

<220>
<223> &R

B H
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<400> 242
Ala Ser Thr Lys Gly Pro Ser

1
Ser

Phe

5

20

35

Thr Ser Gly Gly Thr Ala

Pro Glu Pro Val Thr Val

Gly Val His Thr Phe Pro Ala

50
Leu Ser
65
Tyr Ile

Lys Val

Pro Ala
Pro
130
Val

Lys

Val
145
Tyr Val
Glu Gln

His Gln
Ala
210
Gln Pro
225

Leu Thr

Lys

Pro Ser

Asn Tyr

Leu Tyr

Ser Val Val Thr
70
Cys Asn Val Asn
85
Glu Pro Lys Ser
100

Pro Glu Leu Leu
115

Lys Asp Thr Leu

Val Asp Val Ser
150

Asp Gly Val Glu

165
Tyr Asn Ser Thr
180

Asp Trp Leu Asn

195

Leu Pro Ala Pro

Arg Glu Pro Gln

230

Lys Asn Gln Val
245

Asp Ile Ala Val

260
Lys Thr Thr Pro
275
Ser Lys Leu Thr

55
Val

His
Cys
Gly
Met
135
His
Val

Tyr

Gly

Val
Ala
Ser
40

Val
Pro
Lys
Asp
Gly
120
Ile
Glu
His
Arg

Lys
200

Phe Pro Leu Ala Pro Ser Ser Lys
10 15
Leu Gly Cys Leu Val Lys Asp Tyr
25 30
Trp Asn Ser Gly Ala Leu Thr Ser
45
Leu Gln Ser Ser Gly Leu Tyr Ser
60
Ser Ser Ser Leu Gly Thr Gln Thr
75 80
Pro Ser Asn Thr Lys Val Asp Lys
90 95
Lys Thr His Thr Cys Pro Pro Cys
105 110
Pro Ser Val Phe Leu Phe Pro Pro
125
Ser Arg Thr Pro Glu Val Thr Cys
140
Asp Pro Glu Val Lys Phe Asn Trp
155 160
Asn Ala Lys Thr Lys Pro Arg Glu
170 175
Val Val Ser Val Leu Thr Val Leu
185 190
Glu Tyr Lys Cys Lys Val Ser Asn
205

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly

215

220

Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu

235 240

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr

250 255

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn

265 270

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe

280

285

Val Asp Lys Ser Arg Trp Gln Gln Gly Asn

FIH
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290 295 300
Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320
Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330
<210> 243
11> 327
<212> PRT

213> AR5

<220>
223> SHEEY

<400> 243
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15
Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30
Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45
Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys

85 90 95
Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Ser Cys Pro Ala Pro
100 105 110
Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125
Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140
Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
145 150 155 160
Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
165 170 175

FBHE
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Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
180 185 190
Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205
Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
210 215 220
Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys
225 230 235 240
Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255
Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
260 265 270
Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285
Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300
Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
305 310 315 320
Leu Ser Leu Ser Leu Gly Lys
325

<210> 244
<211> 327
<212> PRT
Q13> A5

<220>
<223> SR

<400> 244
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15
Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30
Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser

FN9EH
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50 55 60
Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80
Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
&5 90 95
Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110
Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125
Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140
Asp Val Ser Gln Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp
145 150 155 160
Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
165 170 175
Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
180 185 190
Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205
Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
210 215 220
Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys
225 230 235 240
Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255
Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
260 265 270
Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285
Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300
Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
305 310 315 320
Leu Ser Leu Ser Leu Gly Lys
325

<210> 245

100 F
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<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

8

PRT

AT

=354

S5 FLEE (VARTANT)
(1)y...(D)

Xaa = Gly B¢ Arg

SRELES (VARIANT)
(2)...(2)

<223> Xaa = Phe

<220>
<221>
<222>

S8 (VARIANT)
(3)...(3)

<223> Xaa = Thr

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

SEEA8 (VARIANT)
(4)...(4)
Xaa = Phe

&8 ELA2 (VARIANT)

(5)...(5)
Xaa = Asp

Gk ELEE (VARTANT)
(6)...(6)
Xaa = Asp

FI01H



1868074

<220>

<221> BBFEFE(VARIANT)
222> (7)...(T)
<223> Xaa = Tyr

<220>

<221> BEFEAS(VARIANT)
<222> (8)...(8)
<223> Xaa = Ala

<400> 245
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5

<210> 246
<211> 8

<212> PRT
Q13> ALY

<220>
<223> &HHY

<220>

<221> ZEELEG(VARIANT)
222> (1)...(1)

<223> Xaa = Ile 3§ Val

<220>

<221> SREEG(VARIANT)
222> (2)...(2)

<223> Xaa = Ser

<220>
<221> ZEEHE(VARIANT)

F102H



1868074

<222> (3)...(3)
<223> Xaa = Trp

<220>

<221> SEFLHEG (VARIANT)
<222> (4)...(4)
<223> Xaa = Asn

<220>

<221> Z25RH5 (VARIANT)
<222> (5)...(5)
<223> Xaa = Ser

<220>

<221> BBIRES (VARIANT)
<222> (6)...(6)
<223> Xaa = Gly

<220>

<221> ZEEAS(VARIANT)
22> (N)...(7)
<223> Xaa = Ser

<220>

<221> SAFLEG (VARIANT)
<222> (8)...(8)
<223> Xaa = Ile

<400> 246

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5

<210> 247

E 103 H
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<211> 19
<212> PRT
213> AR5

<220>
<223> &MY

<220>

<221> ZESAS(VARIANT)
<222> (1)...(1)

<223> Xaa = Ala

<220>

<221> BEEFG(VARIANT)
<222> (2)...(2)

<223> Xaa = Lys

<220>

<221> BEEFG(VARIANT)
<222> (3)...(3)

<223> Xaa = Gly

<220>

<221> ZEEHS (VARIANT)
<222> (4)...(4)

<223> Xaa = Arg

<220>

<221> EEEHS(VARIANT)
<222> (5)...(5)

<223> Xaa = Asp

<220>

<221> ZEEHAS (VARIANT)
<222> (6)...(6)

<223> Xaa = Ser B¢ Ala

F 104 H
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<220>

<221> ZEFEFE(VARIANT)
<222> (1)...(T)
<223> Xaa = Phe

<220>

<221> SEEH (VARIANT)
<222> (8)...(8)
<223> Xaa = Asp

<220>

<221> SEFEHFG(VARIANT)
<222> (9)...(9)
<223> Xaa = Ile

<220>

<221> ZREHES (VARIANT)
<222> (10)...(10)
<223> Xaa = Pro =, #E

<220>

<221> SIS (VARIANT)
<222> (11)...(11)
<223> Xaa = Phe = &

<220>

<221> SEELHS (VARIANT)
<222> (12)...(12)
<223> Xaa = Val = &

<220>

<221> BB (VARIANT)
<222> (13)...(13)
<223> Xaa = Tyr = &

%105 B
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<220>

<221> ZEEFS(VARIANT)
<222> (14)...(14)
<223> Xaa = Tyr = &

20>
<221> BEFZ(VARIANT)
<222> (15)...(15)

<223> Xaa = Tyr 5 &

<220>

<221> S FEAE(VARIANT)
<222> (16)...(16)
<223> Xaa = Gly B 4

<220>

<221> ZERHAG(VARIANT)
222> (17)...(17)
<223> Xaa = Met EX 4%

<220>

<221> ZEEFG(VARIANT)
<222> (18)...(18)
223> Xaa = Asp =, &

<220>

<221> EEEFE(VARIANT)
<222> (19)...(19)
<223> Xaa = Val ¢ 4%

<400> 247
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa

%106 H
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<210> 248
211> 6

<212> PRT
Q213> AR5

220>
<223> &HAY

<220>

<221> SEEHS(VARIANT)
<222> (1)...(1)

<223> Xaa = Gln

<220>

<221> SEEA (VARIANT)
<222> (2)...(2)

<223> Xaa = Gly

<220>

<221> SBAEHG(VARIANT)
<222> (3)...(3)

<223> Xaa = Ile

<220>

<221> ZEEES (VARIANT)
22> (4)...(4)
<223> Xaa = Ser

<220>

<221> BEEE (VARIANT)
<222> (5)...(5)

<223> Xaa = Ser

F107H
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<220>

<221> B EFS(VARIANT)
<222> (6)...(6)
<223> Xaa = Trp

<400> 248
Xaa Xaa Xaa Xaa Xaa Xaa
1 5

<210> 249
<211> 3

<212> PRT
213> A3

<220>
<223> &Y

<220>

<221> ZEEHES(VARIANT)
<222> (1)...(1)

<223> Xaa = Gly 2 Ala

<220>

<221> BEFRAG(VARIANT)
<222> (2)...(2)
<223> Xaa = Ala

<220>

<221> ZEEHS(VARIANT)
<222> (3)...(3)
<223> Xaa = Ser

<400> 249

Xaa Xaa Xaa
1

108
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<210> 250
<211> 9

<212> PRT
<213> NTFF5I

<220>
<223> &R

<220>

<221> BEELRS (VARIANT)
222> (1)...(1)
<223> Xaa = Gln

<220>

<221> ZESLFG(VARIANT)
<222> (2)...(2)

<223> Xaa = Gln 3 His

<220>

<221> SEEEFS (VARIANT)
<222> (3)...(3)
<223> Xaa = Ala

<220>

<221> BRELES(VARIANT)
222> (4)...(4)

<223> Xaa = Asn B¢ Tyr

<220>

<221> ZEFFG(VARIANT)
<222> (5)...(5)
<223> Xaa = Ser

<220>
<221> EEEES(VARIANT)
<222> (6)...(6)

F109H
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<223> Xaa = Phe

<220>

<221> SEEHS(VARIANT)
222> (7)...(7)
<223> Xaa = Pro

<220>

<221> ZEEHE (VARIANT)
<222> (8)...(8)

<223> Xaa = Pro

<220>

<221> BEEHS(VARIANT)
<222> (9)... (9
<223> Xaa = Thr

<400> 250
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5

<210> 251
<211> 311
<212> PRT
<213> BEER(Macaca Fascicularis)

<400> 251 ,
Ala Pro Gly Gly Cys Pro Ala Gln Glu Val Ala Arg Gly Val Leu Thr
1 5 10 15
Ser Leu Pro Gly Asp Ser Val Thr Leu Thr Cys Pro Gly Gly Glu Pro
20 25 30
Glu Asp Asn Ala Thr Val His Trp Val Leu Arg Lys Pro Ala Val Gly
35 40 45

#1105
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Ser His Leu Ser Arg Trp Ala Gly Val Gly Arg Arg Leu Leu Leu Arg
50 55 60
Ser Val Gln Leu His Asp Ser Gly Asn Tyr Ser Cys Tyr Arg Ala Gly
65 70 75 80
Arg Pro Ala Gly Thr Val His Leu Leu Val Asp Val Pro Pro Glu Glu
85 90 95

Pro Gln Leu Ser Cys Phe Arg Lys
100
Glu Trp Gly Pro Arg Ser Thr Pro
115 120
Leu Val Arg Lys Phe Gln Asn Ser
130 135
Cys Gln Tyr Ser Gln Glu Ser Gln
145 150
Pro Glu Gly Asp Ser Ser Phe Tyr
165
Ser Val ‘Gly Ser Lys Leu Ser Lys
180
Ile Leu Gln Pro Asp Pro Pro Ala
195 200

Ser Pro Leu Ser Asn Val Ala Cys
105 110
Ser Pro Thr Thr Lys Ala Val Leu
125
Pro Ala Glu Asp Phe Gln Glu Pro
140
Lys Phe Ser Cys GIn Leu Ala Val
155 160
Ile Val Ser Met Cys Val Ala Ser
170 175
Thr Gln Thr Phe Gln Gly Cys Gly
185 190
Asn Ile Thr Val Thr Ala Val Ala
205

Arg Asn Pro Arg Trp Leu Ser Val Thr Trp Gln Asp Pro His Ser Trp
210 215 220

Asn Ser Ser Phe Tyr Arg Leu Arg Phe Glu Leu Arg Tyr Arg Ala Glu

225 230 235 240

Arg Ser Lys Thr Phe Thr Thr Trp Met Val Lys Asp Leu Gln His His

245 250 255
Cys Val Ile His Asp Ala Trp Ser Gly Leu Arg His Val Val Gln Leu
260 265 270
Arg Ala Gln Glu Glu Phe Gly Gln Gly Glu Trp Ser Glu Trp Ser Pro
275 280 285

Glu Ala Met Gly Thr Pro Trp Thr Glu Ser Arg Ser Pro Pro Ala Glu
290 295 300

Asn Glu Val Ser Thr Pro Thr

305 310

P11 H
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ROC Patent Appln. No. 108130759
Bt e Rz FHEMER XK —HEE)
Amended Claims in Chinese — Encl.(II)
(RE 1134201  05SB22) 113 401 A 05 B f4 i
(Submitted on January 5, 2024)

[ S0 H R S 5uE ]

[F1H] —HEABR-TER 6 ZRAL-RPIISEETURGE S H AR E
ffg e B ARV TERRE R RA) Z (ERGHYERY) < ik

HAHE B Z ERERAEATIER 6 IL-6)HTE > K&

HZEREE A Y IL-6 BLOE Fyim IL-6 &8 RIS (AREE 2 H—(q2w)
T IaR EAREIE 2 200 mg #Ya% AJH IL-6R Prigsi L piRG =5 -

Hzs IL-6 EHRIEEE FIRAVEY2 3 (5(23xULN) » H

HAEZPi-1L-6R Fiig s P RE S B B iE =" 758 & SEQID NO:21 »
23 ~ 25 A EHE G {4 E E(HCDR)F%1 HCDR1 ~ HCDR2 K, HCDR3 1= {53 41l
& SEQIDNO:29 ~ 31 - 33 (S 5 #1747 [E(LCDR)/F51] LCDR1 ~ LCDR2 &
LCDR3 -

[5525H] —HEAFED-TEE 6 ZRIL-6R)HESEHGU R & E o R &Y

HEREA ST AR 6 HEVEMREI R (& IL-6RA) Z (ARSHIEEY) ~ R#&

Hr#E—BAE IL-6RA Z{ES - &

AR E 2 H—R(@wE T /a8 AREIE 2 200 mg By A IL-6R 1
FEECH IR AT

HrhgZE IL-6 E(AIEFEE _LIRAYZ> 3 Z(=3xULN) » H

H A - IL-6R JUig s HGU R &S & 80 0 85 =(# 7 sl & SEQ ID NO:21 -
23 ~ 25 (Y EE i H 5L E E(HCDR)F%1 HCDR1 ~ HCDR2 K HCDR3 F1={F 43 A
A& SEQIDNO:29 ~ 31 ~ 33 By 5 ##) 4 E & (LCDR)F%1] LCDRI ~ LCDR2 &
LCDR3 -

[3831H] —AG-ITEER 6 *ZRRIL-6R)FIREECHPURE G AR
E—BAFETER 6 MEVRIRIEIR(F IL-6RA) ZRAZE G HERE FlIH]
FRARNTRGHIEEY) iR

Hrh#E RS IL-6RA HRZIEARIVERR K&

A% EREE 2 —R (2w TIaHR A E 2 200 mg Hya% ASH IL-6R
TR EARSS S o (E R Bk

Haze IL-6 ERIEE(E FIRAVE)> 3 &(E=3xULN)

B 1E - $ 5 HEHHEYHREE

108130759 FEHESE A0202 1133004692-0
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113401 B 05 Bf5iE

H A - IL-6R JUig s HGU R &S & 80 0 85 =(# 7 sl & SEQ ID NO:21 -

23 ~ 25 HYEE#E 5 /L E E(HCDR)F4I] HCDRI1 ~ HCDR2 Kz HCDR3 A1 =173 1l

A& SEQIDNO:29 ~ 31 ~ 33 HysH 5 ) /1 & (LCDR)/F%! LCDR1 ~ LCDR2 k¢
LCDR3 -

[3B4H] —FEAPL-IMEE 6 ZRIL-6R)FREEGHTIRGS = E T
Bl e B HEURMERRRT R 2 (ERSHYEEY) < ik

LA R — S A ] 22 N B T (adalimumab) B PR 2 K B BV £ VI AH (D128 06
FBHVFEE - ZREGEARERS IL-6 8 H 72 KB HTs 2 KB
AV EE 2 FEA T2

FETERZR BRI EAREGUARE - &

HIaZ R ERIAEE 2 8 —K(q2w).Z 200 mg sarilumab HJEHE 72K

Haze IL-6 ERIEE(E EIRAVE)> 3 & (E3xULN) -

[555H] —HEAEG-TEE 6 ZRIL-6R)GIAEHU R ST 7 B
it AR B A EEVRMERAGT X 2 (FI8REEY) ~ AR -

HAANE 2K 5 #Z RS < — B AT T HE 6 AL-0WE » DAFERHIE #Z
&1 RS A% BB 7> 25 — AR AR )28 MR o 617 S e fese B PR B o8 AR U MR BRI B SR R Imi e
HE

Hrhaz s | HrVARVEMRIST R ERmEEAEEN S ERY IL-6 > HiZ5E 2
FARVARERE M RREN SR R B E S (R E T R EHY IL-6 K/E({REHRT IL-6 -

HrgzE IL-6 EREFEE FRAYE> 3 %(=3xULN) ; HiZ{EfRiE—5
FEVR MRS S iR e EE AR - AR IR—F L » K BiRIET
AE EANE NN EER 6 ZRRIL-6R)HiRSECH IR ST

H A - IL-6R JUig s HGU R &S & 80 0 85 =(# 7 sl & SEQ ID NO:21 -
23 ~ 25 HYEE#E 5 /L E E(HCDR)F4I] HCDRI1 ~ HCDR2 Kz HCDR3 A1 =173 1l
A& SEQIDNO:29 ~ 31 ~ 33 HysH 5 ) /1 & (LCDR)/F%! LCDR1 ~ LCDR2 k¢
LCDR3 -

[556:H] A0EF°KIE 12~ 3%0 S E—IHZ AR - Hdaz (RS fEellE
HRA -

BOE -« $ 5 HEHHHYAREE

108130759 FEHESE A0202 1133004692-0
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113401 B 05 A#&iE
[(3B77H]  0EA°KIH 6 AR - Haz(FRe (e ClE A S EUR MR < B
2 A — S BRI EZ (RS 2 & B A IL-6RA -

[5581H] EF°KIH 7 2 - HovllEszseUEa RA ERESHA
= IL-6RA {REFEHIE MHI—ZIH  4LMmBKIIFEFR(ESR) ; C-KJEEH(CRP)
» 2MAAEETE(CBO) - HEVERTRPOIVE © JiZIIRANARIE @ JER/K
BEREIR(JL-CCPRVE © Hi-2€28 IR (LR P EB GI-MCVEVE © K 1L-6 HY

IS

[3B97H] OEA°KIE 1~ 23~ 480 S P{EIHZ AR - Hiaz e 2 Ak
ERZETEA RA -

[SE107H]) 40E5°KTE 1~ 2~ 470 5 PF—IE 2 FikR - H oz (e bR is
SGRRRY RA {5 -

(SB11IH]) 20EF°KIE 1~ 2~ 470 S E—IHZ iR » HAaZ (s 2 AT
2 — B TR G RA BYEHEERT o

(S5127H]) Q0EF°KIE 11 ik - H ez —s AR aH RA BV ERR R
DB BRIR TR EEY)(DMARD) -

[51378]) QERIE 12 2 - H3% DMARD B8 S0 &R
#(cs) DMARD -

[E1418) 4055RIE 13 2 Fik - Hh3% csDMARD & B IS (MTX) ~ 3K
#oRFF (leflunomide) SIS ARt IE (sulfasalazine)

[551518]) #035:R1E 12 2 iR > Hdbs% DMARD B—si SAEr A ME(b)
DMARD -

(551658] 4I5H5K7E 15 2 i - 5P bDMARD 5y — USRI
PR~ (TNF )1 -

[E1718] WEEKTE 16 Z % - H iz TNF IG5 &R ZE KB i
(adalimumab) ~ 3 b&Ek B fri(certolizumab pegol) ~ {XFPHE (etanercept) ~ K FI A
EHi(golimumab) ~ eI AE B Hi(infliximab) B¢ H A= V) fHDIEE -

BIE - # 5 HEHHHYAREE

108130759 FEHESE A0202 1133004692-0
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113401 A 05 B E
[F187H] 40EFKIA 15 Z sk - H1aZ bDMARD ]2 Pt (abatacept) »
FI) 2 E B fr (rituximab) ~ FLER EE$ (tocilizumab) ~ 7o 17 BBk BE i (clazakizumab) B¢,
sirukumab 27 ECAEDHAIDIEE -

(551958) 4RIE 12 2k - HiP DMARD B—st SR S
#1(ts)DMARD -

[552018] WEEKTE 19 2 iR - HAiZ tsDMARD £— Janus R (Jak)ll]
I

[5E2178] WEEKTE 20 2 FFiR - HAeZ Jak &R B FE0A%8 JE (tofacitinib)
B 5 JE (baricitinib) °

(552205 ] 40855RTE 11 2 iR > HorFaz R A RA B — SRS A R 5
EREER -

[252378]) #0E5°KT8 12234 F1 5 f{F—T8 7 Figk » 5% (E#E & DMARD
[ fEA 2 (DMARD-IR)HI{EES

[Z52478]) 40E5°K78 12234 F1 5 F{F—T8 7 Figk » 5% (E#e & DMARD
A 2B (E S -

[5E257H] WFEKIE 1234505 FE—TH AR » Haz S5 TNF
RIS EA e RI(ERS -

[55267H]) 40EF°KIE 123~ 4R 5 PE-TH AR - HA
SRR 2 (RS -

(35277H]) Q0EF°KIE 123/ 5 {E—TH L AiR > Hrp
HitR&E e B—2 NEPT-IL6R Jiie A JiRE&E 7T ©

[5628TH]) #0EE°KIE 123 f0 5 f{E—IH 2 F%k » HoeZi-IL6R HiAg s
Hin R4S E s 14/aiE B SEQID NO : 19 fylEE 5 HCVR #1E. 7 SEQ
ID NO : 27 HyRgE B P51 2 LCVR °

[55297H]) #WEEKTE 123 F0 5 E—TEZ Fik » % $7-IL6R Hifa i,
HPU RS =Bl Ky sarilumab BCHAYIH{DISE
F4H > H S5 HEEHIHFEHHERE)

%

{FAE /% TNF

%

HT-IL6R HTAZEK,

108130759 FEHESE A0202 1133004692-0
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113 401 A 05 B f4 i
[5E3075]) 40E5°KIE 123 /15 d{F—IE 2 AR » HheZi-IL6R HiAs s,
H R4S &I 57 3¢ sarilumab (AT DABE 240 k7145 T -

[3B31IH] 40EA°KIH 30 Z iR - ez B dsl iR AL I TR T R A 25
o

[B327H] 4MEA°KIH 30 ZRiiR - HAaZ SEeH V(A BLfE4Y 45 mM fghg
Bz ~ €921 mM &HREEE ~ 49 0.2% wiv FELLFLERES-20 A0 5% wiv FERE ©

[25337H] 2055°KIH 30 ik - Hri BRI Y T 45%E -
(5347H]) QEF°KIH 33 ik - Hor sz pY M 4a5E & B POL A 4R %E -

[55355H] —TEMYaFEREURIERIET R 2 B4 - HAREE

—Pi-IL-6 2ETHIES

— N B R 6 ZRIL-6R)aFETIRE SSRGSy - HERE =7
BlELE SEQID NO:21 ~ 23 ~ 25 FYEE§# & /A EE(HCDR)F5!] HCDR1 ~ HCDR2
K¢ HCDR3 FI={F 4164 SEQ ID NO:29 ~ 31 ~ 33 AV & {1 E & (LCDR)
F°%1 LCDR1 ~ LCDR2 ¥, LCDR3 : }

EERY MR TEREEAR  EUFIL 6 2ETIE NS R
BIEEE FIRAYL> 3 f%(=3xULN) > 5 1L-6 &5 & » Al 2 8 —2(q2w) & 200 mg
FlE 234 Pi-IL-6R VAR FUAR S U REE S E 0 E B — AR TR & -

B5E - $ 5 HEHHHYAREE

108130759 FEHESE A0202 1133004692-0
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R
Sarilumab

£ mTSS of B AL A S H 8L

[ 3&HA E = ]

- .’.- o [L-6 ..‘..’.... {& IL-6
cmaw FIL-6 wons 15 [L~6

-4 =IL-6

= IL-6

+-* 4+
T

QR
-1 : ,
24 52
FEICE)

ZERTH+MTX B IL-6 & IL-6 € IL-6

155 24 38 Sarilumab200 mg+MTX AR 114(382) 2078
LERIBHMTX 0.01(205) 0.06(2.79) 03929)
/4% 24 38 Sarilumab200 mg+MTX 151(5.25) 220(748) 467(93)
0.11 (349) 0.06(551) 0.77 (4.48)

[fE1]

1 H £ 22 HEHER)
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ﬁ -
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LS P38 (95% CI)
SERELR 1L-6 Sarilumab 200 mg e AR B BT 40 mg B
f& »
th °
E &
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LS 32 EL(95% CI)
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& : o
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E -
—;.0 -('lﬂ —(’15 —&.l —6.1 0.0 0?2 0:4
LS 32 R(95% CI)
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