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— &4 @ Certolizumab @ ¢ & z # W =1EGEICHAK LTV 5,

2. —f&4
(1) & (fBE)
AU XwT XA GBI Z) JAN)

(2) F8 (WA%K)
Certolizumab Pegol (Genetical Recombination) (JAN)
certolizumab pegol (INN)

3) ATL4
£/ 7 a—F/LHAE : -mab

3. WEXNITRHER
BIZ 2 & MEBT INFa $UA Fab'7 7 7 A M2, A SRV ZFL U7 a—Rn2 5 kEE L
VU rvEG~ LA I RHERPZFEA LTS,
LN AT RINLOEE

(o)
O.
HaC™ {\/\O%NH
0 u 0 0
H C/O N\A )J\/\ S )
B ¢} Iﬁl H N Protein
n [¢] Y
(o]

TN X~T NI DT I BRI

L
! DIQMTQSPSS LSASVGDRVT ITCKASQNVG TNVAWYQQKP GKAPKALIYS

' ASFLYSGVPY RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YNIYPLTFGQ
1 GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV
B DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG

Y1 SSPVTKSFN RGEC

HEH :
1EVQL\'ESGGG LVQPGGSLRL S("AASGYVFT DYGMNWVRQA PGKGLEWMGW

- |
S'INTYIGEPIY ADSVKGRFTF SLDTSKSTAY LQMNSLRAED TAVYYCARGY

'RSYAMDYWGQ GTLVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY
J
“IFPEPVIVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTYI

* CNVNHKPSNT KVDKKVEPKS CDKTHTCAA

( 1T BB 25 H - 2 8 dh DI PRV ) OIHZM)



. BWMICEY 51EE

N

d\

S

o

4. FFRARUVGFE

%
%

I‘

B

e

H #4(Cros1H1662N2840338S10)
L #H(Ci036H1596N2720334S6)
%7 90,000

5. b4 (aifik) RIFFE
AL B Y XxT7 RIANVT BB L e MEE /7 0 —F Lk D Fab it i OFEERTH Y |

6. WA, A4, BS.

~ U Aftk ;b TNFa £/ 7 v —F HUROHEMMERET L O kb 1gGl IZHKT D EFHE 7
L—AT—7E06720 HEH 227 BHO Cys FRIEICA X ARV =F L7 U a— (RS
FB 520,000 2 D FREA LY DrEaahrv LA I FEEERNEARKA LTS, Bk
VRA<7 NI 214 HOT 2 BEFRIEN S 72D L #H(k $H)1 701 & 229 D7 2 7 FRFRH )
O 5 H#HGL )W 1 5 F b 2 &M & v X7 E (58 £ 90,0000 CTh 5,

: Certolizumab Pegol is a humanized monoclonal antibody Fab' fragment analogue composed of

complementarity-determining regions derived from mouse antihuman TNFa monoclonal antibody and
framework regions and constant regions derived from human IgG1 , and the Cys residue at position 227 in
the H-chain is covalently attached to maleimide derivative including a lysine attached to two
methoxypolyethylene glycol polymers(molecular weight: ca. 20,000 each). Certolizumab Pegol(molecular
weight: ca. 90,000) is a pegylated protein whose protein moiety is composed of an L-chain(x-chain)
consisting of 214 amino acid residues and an H-chain(yl-chain)fragment consisting of 229 amino acid
residues.
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CDP 870({REAZEFL 5)



M. ARSI SEHE

1. HEEEHER
(1) 58 - 1K
M~ A DOEHRIETH S,

(2) BfEEM
PPN

(3) BT
PPN

4) Bm (HfER). HBR. BER
PPN

(5) BAIEEMRHEY
AL L0

(6) HEFREK
AL LR

(1) =D ELHRMEE
pH : 4.5~4.9

2. ARG DEBEHTICETIREME

Bl RIS PRAFIZHE PRATIAH] FRERRG R
E IR A7 70£10°C 12685 B L
36 & A
TGRSR -20+5C 12 5 A el L
5+3°C WAV FLoTL7 6 4 A b7 L
— ;i\: /El\ I\ A7 ;'\ & 3 71-
S 255 2C 2 L — EE A . ;&j@@ﬁﬂ#éﬁ 2 N &
+ OO ] 1 Zo
605%RH B A L ZOMOEE B L.
-70£10°CC 2 HFf%
i, L
%%47% F. 2~8CT2 HIH 3V%A 7 B L
) (RAE(L A 2 V)

BRI E - Mok, pH, MIERUR, = R Rk or i, &R

3. AMMSORBHBE, TEE
HERRABR I -
SDS ALY 72 U AT S KA BRI
NTF RV Tk
R
S TR IR




V. SXI-REd4 2EE

1. &R
(1) FRzDXH
FHTE T T AR o UICHIR A TR - e L2 EEH OERFIT, LT o v RO U (2
ER— g V) KOWRUBIRIE (arer—v g VL) Th D
K ImL Fict/L b U X~ 7 NV GBI Z) % 200mg & F

(2) FRDONER TR
PEIR - A~ HEE2 2T DB~ HAORKETH S

v YT B FTE200mg Y Y LAY T B FTE200mg A— R 27 Y v s 2"

nparmertipwis €I3 GOOD GRIPS

@) #AIa—F
AL L0

(4) HEIOWHE
pH : 4.5~4.9
1R L (AR BRI RIS )T B ) - K9 1.5

(5) Zonih
PAPANA

2. HEIOHERL
(1) BMES CEHERS) OEERUVHMNE
ImL 2L Y R~T RIVGEG R Z) % 200mg & A

(EEIEEMD DI T 20 LADEICOWTICERL 13410 A 1 B B3EHEREE 712 5N TR
RN ORI T 5 B EH Labe] OFEMICOWT) CEAL 1443 H 13 B BSRERESE 170 5)
(IS TR HOWTRM L7, WIIILLTo LBV,

ImL PICFREE2EZAT D

Wil >~ N U U LoKFA) 1.36mg

SR [l NN 7.31mg

(2) EMEDEE
A= ROV

Q) BE
AL L0

3. BIEMBROHERRUEE
PPN



V. ®E(IZRE9 BHIEH

4. Nl
A TEPERIE 5

5. IBAT HAEEHED H 5D
fid TG ORI, MBS TR, FERCRRER MY, =2 B P RN, A R—F
URFOETRAEAM TH L, WINGIE TR THORESND Z LRI TWD, (LA T
F=pkk BHERR O I, SRR R R A TH D,

6. HEDBEEHTICETIREN
AT R FE200mg VY LY A — s ) v A"

R PRAFZRA: RIFFERE PRAF IR B
FWR TR 5+3C 24 B A 24 f&5H B L
s 25+2°C/ SR DEEN & TR T2,
%ﬁ [ Johe
MR 60+5%RH 6 A ZOMOE R I3 L,
5C T3 H, 30CT4 H.
A A 7 VARER . TV 74K | 5CT4H, 30CT3 H.,
. 5% X 307 g F A7
CHrsatER) CRU30C svry | sccin. soccap | AERL
D 3 EOIREYA 7 v
. HaE G ; 120 77 lux « hr .
. F e B ORI 4R e DR O %R 1=,
AR - DL E R ORISR 3
s 15 A7
St 200W + bt/ L L ZOMOER I L,

WERTE A Mk, pH, WerRakBRe, MUEERBR, MEERBRY, T R hEooox A, A
(* 1 SEHEERBR T I AL M)

F—1+2 VU v 7 2AORMRAAERICEI T L RIE BB O ER R 2 2L FITRT,

bR PRAFZRA: RIFFERE PRAF IR B
MR 5+3°C el N4 2414 A bl L
Uz 2®

1. AEZRUBRROREN
Y LR

8. fhFlE DEAEL (MBLENEL)
M R L

9. HAiif
AL LR

10. &3 - AE
() FEALELGESR - @K, SNESNRKRLES - QRCHT 1FH
AL LR

(2) a%
VAVT O FE200mg U Y 1mL [1 2 Y]
CAVT R FE200mg A— K27 U v 7 A% ImL [1 A]



V. ®E(IZRE9 BHIEH

Q) PREE
Y L7en

4) BHROME

VAVTORTFIE200mg VY Y A — R v I R®

ImL JEREHFE Y v

YUY TR
HHE : A7 1%

A by R—

BT F I n

TS — v R

EHE Y —V R 2F Ly s THE TN
BEY—/LR R 'Ly

1. AgRHShLE8HME

BAROANA

12. Z0fh
%Y L7en




V. BEICETHIER

1. ZIAER TR
BEi Y v~ F (B OMERRE O L2 &)
<SR >

E N OEERRER T 1 HIPL Lo BIEMMERT Y 7~ FIRMTX 2510 THRERAR 4 ThH o7~ RA BEZ 5145
(2 MTX PFF & O MTX FEOFH CREPRERER 2 520t U, EPR K& OMEEE O BRIBE OV B Ak 1 T4m i 2 SR 23
BHLNIZZ L ™ X, MTX RIBFECTTFRAER -2 >R RA BE 2 RICEHERRBR LI L, A
BIOFNER NZEERHER SN & INLERTE LT,

( T5.FERBRE(OMRFERRER ) OEEZWR)

BETEIR R CRORA 572 TRk A

S VR, RCRECERIEI . MR RLRE. TOREMERLEE

<fiRan >

[El PN D R JE ~ B O 3 F ME R R R E BB R R 2 G ). IBRIEERCRE, R ERLEE RS 2 x5 & L
7o R REABR 19 YA CHEME SN T E RS xS & LT ERPRRRER 101 & VR BE R A B % 5k 52
& LR 2B\ T, AR OGRIMER LN HR ISR Z N E LT,

( TSGR RS (4)MERIRRER ] DIHS M)

2. BhEERIHRICEET 5FE

<PV v~F>

5.0 AFlowEE, FAlE UCBEFRE CRRA 2B ) v~ FREFICRETHZ L, 7L, B
B OMREEMRIEOMER ) 2 7 BNEn EHER S5 BEICK L TE, JLY v~ FHKIZ L DREBEN 20
LETHLHATELN, IO A RTA LV EESRB LT LT, BEOREZFM L. A& OMEHD
VB A I S 2 b

< EPERCEE, woEEMEBAERAR. NRIEVERCEE, ROREMERL BOE >

52 LFOWTFnh AT BEICHREGTH 2 L,

© IR E SO ST BIECEDRIFN EZ R ) THo R EN GO NT, RN EEFED 10% L4

Rz R SEE,
- HEEMEO RS BETER TEE 2 B9 5 A,
<fiign >

LEAET Y 7~ F(BIE OMER RGO IE 2 S Te) DR EESUT BRI TR SR & L TREFARE THRA
THREBECRES DD, HEOMENREOERN RN E THRINDBEITH LTI, o) v
YT L DIFRBEDN WG ETOREGT LI LN TE D, TOHEIE. BHOTA R4 U F2B M
L. AFIEHOLENEZEEIHW L7 ETRET 52 L,

2. [RESEZN R ICBOE LTV D TREAARIR CRVRA 4370 ) iR 2 L 0 BRI RI 720, AR
PR 0 TREBEZ I8 2 B A BB O EEH s L VR EXR~ = 2 7 /12011 4| K UEEE
TORHRA LB B ITRIE LT,

3. RERUVHAE
(1) BERUA=DMEEH
<BHEi Y v~TF >
WH. AL N X~ RAV(EE L) E LT, 18] 400mg Z @A, 2 ik, 4 BHBICKT
HEH L. LI 1 0] 200mg % 2 B OB TR PS5,
7k, EIRZERICIT, 118 400mg % 4 HE OMIIE TR FTENTE 5,
< EHEPERCRE, RORRVERIERAR. MRETERCRE. ROREMERL BOE >
W RANCIT L B Y X~T RIEGER R Z)E LT, E 400mg % 2 8 R O RIE TR FIERT 5,
FERZEERITIL, 1[5 200mg % 2 B ORIFE, XiX 1 []400mg % 4 BREIOMB TR FENTE 5,




V. BEICEY 5IER

(2) RERUVHAEOHRERRE - IR
<PV v~TF >
EN O F BB B I/IFEEER : J-RAPID 75k, ZBIIFEFER  HIKARI 35k, #E4hC 5N L 7= B ITHFER
(RAPID1 R, RAPID2 #BR)OD#E R A4 K, M CTHR SN HIER O EEZZE IR E LT,
BEIFREER & L TN L7z PHA-024 BBRICEBWT, EFEZRAARANE AN L TARAIOEYBREZ Ll L, ]
H£HOPK 7m 7 7 A MTIFEFRERTH D Z PRI N TN D I,
F 7o, Al 400mg O 4 FEEE TOREGIZOWTIEL, ENIEFE Rk G-HBRMTX OFH : J-RAPID & Hiik
foe e 53R MTX FEOF FH - HIKARI & Bk 5-380k) 1219 & b 25 b AH R (CDP870-077 #R) IZ L V|
200mg O 2 FAERRE G- & [FRRHEE D ACR SGEERD 52 i F THEFRF SN D 2 & im ST,
( [5.ERRAFE@ MRS, VILEWEEICET 2HE LiLFIREOCHRE ] OB
< EVERCRE, RREMERIER A, MR MERCEE, ROREMERL ROIE >
PN Dl PR EER (55 I/ IMAA EXER - PS0017 #XER)1S & U4 C FE i S 4 72 il PR 3R (CIMPASI-1 - #U0% |
CIMPASI-2 ik, CIMPACT iR, RAPID-PsA iER) D fEF 2 FIZEE LT,
[EI P R SABR (55 T/ ILAA AR © PS0017 &) IZH5 T, 400mg 2 B IR 5 & OF 200mg 2 8RR #5137
b7 T BRI THERELZOUGEDNRD Hiv, 400mg 2 HFEE 55 200mg 2 #EHEE5% EE5
M 23R STz, 200mg 2 W IR G-8E T 16 BIZA 2 MEDG B 7o B 1X. £ LIE 200mg 2 8 fHfE i G-
& 400mg 4 BFIRE 5 OWTIIZB W TH AR HERF S iz, F 7215 T & 472 CIMPACT #k ©
13 400mg 2 JE[FIFRHEG-7° 5 48 12 400mg 4 W MR G- ICE T L7356 T b — EREA IEDHER Sz,
( 5. ERRAEG)RAENIEER | OIS HR)

4. RERUVAEICEEY 53R

<ZhhedtiE >

7.1 KA &AL DA O FFRHIZONTL MR OEIMEITHEL L TR WO THFHZRET 5 Z &,

<BfV v=F>

7.2 AANC X DIRFESIE, @ER GGG 12 HUNICEOND, 12 HUNITIERKISDE S 720
G A I XBEOIRFGE O 2 B EICHE ST 52 &,

7.3 BIHIOMEEMBEOER Y A7 NEWEHEII SN D, JLY U~ F I L DIHEER 2B I LT
AFNEHERTHHBEIE. AP PLI Y= E20HT DI ENEE LU,

74 KRN T NNZET N (BETFHEEEZ) ORI TN &, WAV TER LT 7 2R ExE Lz
EERERER IZI VT, HUTNF A & 7 227 & (BiE T x) OFFRREZS T - BE CIEfrtAIc X
AR OEERIT R I TE S 3 JEYYE & OV E E 72 YT O R BLE NPT TNF JF O K DR 2%
TFHEETORERLEXTENST,

< WEECEE. REMERRENJC . BRIETERCRE, SREMEALRAE >

7.5 RENC X DIREISIE, BEEGBGND 16 HLUNIZEON D, 16 BHLNIZIER IS B0
A IR ORFHE O 2 EEICHES T HZ &,

<t >

1. AH & D EMRANO P DN T, ZRMEROE PRI L T RWO THHZEET 5 2 &,

2. VAN SCEERIN 2 S BITRE LT,

WM AR FRER(RAPID2 35k &% O RAPID1 #ER)'O7 — & 22 B | AH| 200mg #% 5123815 5 ACR20 BER 1T
B2 EETICHRRICELZE, F24 BROE 2 BORRK TET ETHoT-, FI-ENEKAR
{2 T J-RAPID iR D Cld  AHI D FH¥E & OV SO #iPH T & 2 AAK1200mg + MTX FEIE 5 1238 T 76.8%
FCHCCYGE L, 24 1 F CRFEE OSELRNHER Sz, HIKARI 3B Of5RICBW T, AR
W12 T 67.2% F THCMICE L, 524 W F TRE LIZSCEE R HER S vz,

3. MTX RIEE T PR ARIN 2 FF >R RA B 255 & LA ERFERER (C-OPERA RER) ik A

P — R EDffHTEBINZT-O, HELL,

4. ¥FNTEM L7 7 B R E IR E LRIV C, AFZ2ETH TNF fE L 7227 F(Es
THAHE Z ) D PFRIC X D3R ORITR I TE LT, 23080 TNF BH ORI L HIREOL AT
EYESFE ORWER ORBENF DT L OFRERPBE LN TN DLTD, RFE T N2 &7 FGERIB TR
Z2)EDOPEFRITATO RN &,



V. BEICEY 5IER

SHIHER CHR Y U~ F L AERIC, ARG 5 OHIWREEIC B 2 B 2 2 it 5729,
Zxig L Lz ENE I FEERBR(PS0017 #RER) DD I IS & 3% LTz,

5. HaPRRLHE

(1) BERT—2N\ys5r—

<Y v~TF>

AT P e R )

HL

R O AR i o RRT T A RH Y
(Al HROEEHN MEIEEC | g s o £ 51
2 B
s TR
% ; MTX {f FEF o F2hik b + 400mg X 3 [A],
m| TR BAERE | MTX g f | 2, DL 200mg
/ T s AREB LT Y > 47D RA B ;’?%zrﬁ;dﬁﬁ + 400mg X 3 [A],
11| et ¥ v 7 BR (RAPID2 | 316 fi WATRER G LI 400mg
e Bk & ORI - - 200mg X 3 [fl,
LB 100mg
24
LAl EoDMARD | s, | 2B
HIKARI® MTX JEBFRBROAS | ERHHORA | “EE#, 00 3 [
(HA) PEREABR(EAL 5 | 75 & AR, ore o
g 230 43 higpiai)za o3 o SUUmg
m 24 E—
i MTX RipscF | Shgoem, | MO R 26
C-OPERA” R RA BEICKHT B | BRRET & b0 | “HER, - a00me X3 ]
(HA) AR R RA B 75 & AR, A g3 I,
316 4 AGATRER] Hedk o SUUmg
52 JEHE
£ | J-RAPID . .. | RA B 285 # e N .
gt o | MTX B R#% e e i edEiR I -« O#E(ACR20 AEH) -
. fffg’;*’f“’“&f* " e R O D R P e e  200mg % 2
#:| HIKARI MTX FEGPRRF ORI [ RABH 2081 | ooy o ggjﬂxfgiﬁﬁﬁ
Be| RIMERER: 5 19 | % SR O RPED | (HIKARI feiz s | Lot Py el
5| (BA) it AR = IR
a) : |EHEHIEOTZH DR E DITE TG




V. BEICEY 5IER

FEAEEEE GRS A R
HEROTEH e . . , RERT VA 5 H51EY
RERO g L EBITE .
(i) RO B AR MRy owgoms 515 0
- — —
PHA-024') dedte, Bkt R Oy | TR i?gﬁl% 100,400, 800mg, 7
CKE - [E) | BhEOmA AEA2GG) | 77 R, R
AN 24 A ATRER i Hi[a]
N— R 1
CDP870.0032 R B} O T #% CHEMR, 20, 60, 200mg(SC)X i
() RO Z2VER OEEY) | ERA 30 # FH B Img/kg(IV)
5 BIRE O i N—h2: H[A|
I HEM
il R B AR T B ) & Y
DERFNASA TN, T HEM,
21)
iﬁ??m V7 4V R VB RN 149 B | IR g%%
KNDNAL FT A T SEATHER L
U7 o iR
PHA-0012 MTX & GREOEY) | MTX —EM & T | ZHiR3EH 400mg
CKE) B DO DORAEE 164l | FEM Hi[A|
g#@ﬂX;ﬁ; /\o*/l/ 1 .
® CDP870-004% Ra B 77 B, gégﬁzm\mmg
L e FH B SUERAIR RFV L D204 B | AEATHER], SHIL D -
piE| SN2 12261 |2 :;;F/vtt$22kt> 600, 800mg. 75k
FER, 12 JH R
oS itiaca
FAST4 1 %IL4_E> DMARD %mﬂA 4 EfEIC
WARD BRER L RIED R | PR D RA 1% - 400mg
() AR 5 e 7?tﬁﬁ%\ - IR
220 41 AATHE MO 24 JEH
S A gﬁ"@ﬂX/\ 4 i@'fﬁ:(l
CDP870-014% | MTX FfRE DA ZhEi% I;{TO;(RZ ;f § ns *ﬁ\ * 400mg
(%K) Y. ;jw 6 7°§szr:i¢ﬁ@ AT
w5 AATRER] g 24 JE
- 2 A
I N E2 e aEiN . ik
i | RAPID1') BRE e O DI ¥2}1§§T+ —HER, ﬁ??giajwﬂm
(k. il FHMTX () 2 = 75 REHR, 8 ~le Shme
982 f1] T ATRER Fre - IR
JHFIRILE 52
- 2 AT
RAPID2'% A E2 e oL . N
@k, ) | o zeor | X IR S o A0
7Yy v s | FMMTX P ol 75w AR, -t
KGR A AT Eig 24
2 JE I 400mg X 3 [,
e S Hiz L LK% 2 #H[E0E T 200mg,
@ | COPET0-077% | “o ik AROFS) | MTX ABRF | ;;; s | 18 EREBIE AL Y
b | TR PR OV A DO RF | 4y RA B U%it@%?; - 200mg % 2 FA K
KE, B4 | (MTX PFA) 333 {3 PR 400me % 4 G
P 77 ARxR RN
s 7T R
34 JE M

a) : JEHEHIEOTZH DO RN G DT TG




V. BEICEY 5IER

25 GRS AR TUER)

AHEROFESE - R . . BT A BhHFEY
(SEHlE) ABRD TR AR B EIRC | ostgom B0
e | RS RLARBLA &R D HEMR.
» f];};gﬁ’zofg PO S A A7~ | A 48 51 | ML, o
I 7Y T 4 iR AEATREIA LRl
e _HEM. 0.3. 1. 3. 10mgkg,
}H| CDP870-00127 | # kPN ¢ G-k D A ME . e R
S St Bl LA fERERR A 16 51 75 R, 77 & REARN S
(€355)) KOS B e DT i H [
% CDP870-00029 ) —HEHR, I, 5. 20mgkg,
H(ﬁﬁ) FME R Ok ORES | RA B 36 i 77 AR, 77 B REFERAN & E)
i FH B H[]
RA fBF& 402 # N
CDP870-015%) | &M% =tk K OV R4 | (CDP870-011  J | Zffaax It gxiiggiwﬁﬁ
| (%) DR V014 e 5 | FEER e
3] A i
ik RA B35 846 .,
CDP870-02830 | MTX {f o> B #iZe 4 g % gk 4L E, e
o v ) 2 = (RAPIDI1 kit 5- - 2 4. 400mg > 5
&(&*\m) PE K O E DKt H) HEM 200mg ~H Rt
7| CDP870-0513) | MTX B HIIs o £ 1% 4 gﬁii@%gg E2 ST ggih@E@Wﬁ%
WOk, f) | R OREEORR QW) PERLECT | Sk
a) : B EHEOTRDO RS DI 5
< HzfE >
A B PN AR BER)
RER O FELE - N . " N BT A v BhFEY
(EHiE) RIROER AR APy g o 5 51010
2 AT
TR
PsO ¥ 127 #l ZHEM. * 400mg X 3 [H],
% (PsA B3 21 B% | E(EA1L, AR 200mg
1 ate) SATRER e *400mg
/ PS0017'9 B R 2D  FT7ER
m (BHA) Wt 52 1A H]
GPP 184 7 1 SRR, e 'gﬁ"
EP B4 15 f7l FHEER . 400mg
52 JfH]

a) : WHEHFIEDOTEHDO 20 b DI TS




V. BEICEY 5IER

A RS R SR

Bk O fESE e \ " BT A BhHFEY
—_ %it,.» O)EE E‘ bS N y ﬁl v - .
(€3] " HAH AR IEGI KOS R OfESH 511
2 WA
B
f%“ﬁ@‘iﬁ e S VI o
A TIERRA 4 00me %3 [l
U\%%XELEE‘ LAl LK% 200mg
N s 12 3
cnpac | HAMEROERIOR s
(B}(*) IETJ-\ E/ﬁfﬁ/ﬁ‘fﬁi&@?&@ PsO )%\%‘ 559 'WIJ %ﬁﬁ%ﬁ;ﬂ\:ﬁ\ :i . ZOOmg 2 i@ﬁﬂ&i
PED RS S, 77 R%xt | 400mg 4 i
FE. WATRER b | - 400mg 2 JE
16~48
% - 200mg 2 W X%
I ot 400mg 4 15
*E %f’ﬂﬁXjﬂ\:H}Fg*ﬁ . 400mg 2 J@{Eﬁ:
48~144 ¥
= « TTRR
S 9 e 4
im””m‘fi - 200mg 2 JA i X i
. 77 R 400mg 4 i {5
MR ST R R b 24 R
RAPID-psal®) | 1 AMER R RO L iz IlE. A | 200mg 2 A X% 400mg
. P B 2R OER | PsA B3 406 B — PR e
Rk eV Bk, WATRERLE | 4
PEDFREY i 24~48 il
200mg 2 J#45 X 13 400mg
Ll ERISEEM | 4 B
48~216 ¥
a) : WEHIEOTHO 220G DI TH#5
ZE GRS AR )
REROFELE . N . e BT A BeHHEY
(i) ABROLZ A AR IEPEC |y g 1 5
e 2 BEIZ, T ER,
. . Ll dtE, & .
8704032 HINVE B OV M D A S ool 400mg X 1 [\ OBLOBE
- PsO /&4 176 B, 77 BARK
P - o 7| 200mg, 321 400
B i L R | 1o me
o ~ _ M,
Ml caroass | maesmo o | RO RS B sipaem, o | 3 IR 0omet
(¥ el s L A S mg
[N VH [|
B 2 B, 7R
ZHBIER, —H | g % 3 | LK
B, T TRAR | oo "
CIMPASI-1'® AHER U EHEOR E AATRERH] b 200me, X1 400me
Hoky L REMLAMLORA | PO BE 23465 [ MR | 16
() MO KT 2 AT 400mg X
S Lk LR IEE R 200mg
I 16~144 i
—
. g, & |2 AEE. 77T
B 7T Ak mﬁg;mimo )
el ) AN LAY NI " mg., mg
017 EE NG A N
(ggAaz S B b R O | PsO B 227 ] FECATRERIELEE | oy
(Eer) PED MR 2 37 1= 400mg LI%
Zhak SEFIFEEM | 200mg
16~144 i

a) : |EHEHIEOTZH DR E DITE TG




V. aRIcEY HER

(2) ERPRZEIEEAER

HEA S 1 FEFABR(PHA- 024 55%)1D

H AR N R RN e O E @R RN A 24 (5] 2 3B, A2 HiE T iE LT & & Ok K R

A NS EhRE DRI A it LTz, 77 B AR 4$§ﬁTT\$ﬂ1%m;MM%\%%g®%m

BRECEELIL L, WTIWDORHEH D WL 7 BARZHE R &S L,

AARNENEANDORIZ, HEHETOERYENRE T A —FITRERET L EYBRET v 7 7 A VLR

Thol, HEFELIC i5$ﬁmi&<\E%ﬁﬁ%%%ﬂi%tm%m@EﬂﬁﬂotoML@ Em

5. BARMNMEREMR AW T, HEZ T 51252 800mg £ TOEEMEN MR I T,

(1) AR THEBEN TS AELOHE [ (BEHY v~F) @FE, RAKITEL N XvT XT3 (BT
%) &£ LT, 1Emm@%mﬁ\2ﬁ%\4ﬁ% TR TTES, LI 1 (8] 200mg % 2 BRI ORFIFE TR FEf4 5,
ek, ERZEZRICIE, 115 400mg % 4 W OMB TR FIERTE 5, (SHEMEE, @RrEREEL, BEME
N &%éﬂ&r>L% BAIZIZENL Y X7 XAy (EfaHE#Ex) & LT, 1 [F 400mg % 2 @O/’
bR TR TR 2, SR ERITIL, 18] 200mg % 2 B O, % 1 [\l 400mg % 4 B ORI TR THEHN T
x5, ] THD,

TRRRFELAE BF (CZP-12063)

(3) AERIGERAR
<PHEI Y v~ TF>
WS4 T FRERBR(CDP 870-004 75#)2)
AFN O EROCHRFERBR & L C IS RA B 1TII1T 218 K ONER O SE % B A A 50mg, 100mg,
200mg. 400mg, 600mg X% 800mg % 0, 4 KT8 WIZZ TG L, 12 BRHZANMER O LML 7T+
Tk%@@ﬂbto4ﬁm%f&5btﬁm\%%gui@ﬁgif+ TIRAEERREINTZ L DD,
600mg X% 800mg TIXH] & 7o B2 IR NRD Lo To 7o AFIO B 813 400mg % 4 455 %
BThDHEINT,

H H NOE

RBRT VA v | Shaskdim, —HER, 77 BRI WATEER, 2 SOV R A OB R, REIEG

RA BEGMEA)

B B oxt & - w1204 6

« NIV 2 1 122 45

PAF O R § Tl 723 18~75 Ik DB

—KE U U~ FFEE(ACR)/IIEILNE(1987 FLRTH) T, RA L& N=&

—1 FELL EOFLY U~ FIHDMARDWI R L TR+ AIAE

— TR EER G s TR BISEIME A A T 5 B
- FESm BAEER B OB AR B %00Y 6 » BTl b
< H D Z DI Y ORI OIER (45 4y LA E) X ESR _EF-(28mm/hr LI _E)

TER P SRS 0 B AT P SR 0 B R Y ST A & T EE O BETEE O &

DRE, EOMAEREE AT 5B, M X RIS L ViR E OO LB #E

JF4. HIV Y0 B35 | EHEEOBERENH 5 B35, 0% 6 & H LINIZ RA 1T HIEBRIE X

IIREGRIE A B G- SN BE, TNFa [HEREZ B INEZ RS HEBHE

— e R

sV F TR AREE, AH 50mg. 100mg, 200mg. 400mg BEICMEVEAIL L, 4 WAEICKT

B LT,
« IV 2 T TR AHK 600mg, 800mg BEICIEIERIL L. 4 BEICKE TRE L,

TEFMEEA | 12 BRZEIT 5 ACR20

T ROEHUL T

T HFRANIEAE

75 %




V. BEICEY 5IER

I H 5!

»}

7

ARE

< XV 1 KA 400mg BED 12 EFD ACR20 1%, 77 &AREE, AHK| 50mg B, 100mg £, 200mg
FEL i U CTHEICE 5T, ACR20 OWFEIL, AR GHET X TT, BYOUE
FE(1 EIRECIZREIZER S S 72 03, 12 #HIF £ TE OZRD it S 72 D 1%, AFA 400mg
BEOHBTH T,

< 2RIV 2 L AKH 600mg BE, 800mg BEOD 12 WD ACR20 1X, 7T BRREL Lls L THEIZE )
720 ACR20 DU TR ORERE(] ERH)IZIZBEICEED biv, ZFORhERIT 12 k%
THifE L T2, 7035, AH 600mg £, 800mg T ACR20 (2 AT R -7,

ACR20 (%) (ITT)

& ES | IRFI 1 IXFIL 2
778K | 50mg 100mg 200mg | 400mg | 77EA | 600mg 800mg
N 40 39 40 41 42 44 39 38
1H 3 319 239 4420) 459 9 499 539
4 15 31 28 5129 482 12 599 749
8 13 23 409 399 649 19 679 669
12 18 15 21 20 34 60> 19 649 799

)Rl — /S RVNTORER R : p<0.05vs 77 B ARFEMEIZ X v 7% L 72 Cochran-Mantel-Haenszel 14 iE)
b)p<0.05 vs AFl 50mg, 100mg, 200mg
c)p<0.05 vs AHAl 100mg

Z4a

KRR NEE TERWEFFZEIER)IL, S35V 1 Tk, 77 B REET 55.0%(22 $1/40 #),
AHl 50mg HET 69.2%(27 $1/39 i), 100mg #£ T 82.5%(33 f1/40 f5]), 200mg # T 56.1%(23
/41 1), 400mg BT 65.1%(28 $1/43 FINZFRD Hiv, /SFV 2 TiL, 7°?Jm“‘ﬁ¥f° 58.1%(25 il

fi ®= /43 f5il), 600mg T 53.8%(21 $1/39 i), 800mg T 68.4%(26 /38 FIIFRD LT,

T RTOREFEFS, PRICESTCAEFS, ERRAEFZOWVTNORBEES ., IR
PRI SN2 o Tz,

. %@@@ﬂé@éﬂ?ﬂﬁlﬁa(ﬁﬁﬂﬁﬁ NA BN A 12 FHEOER, M X R FEFTR)
. BRI & 72 2 B RITRRD b o7z,

FRRREELANE BE (CZP-12070)

) BEY o~ FIox L TRER I TV D EL O L TEE ., RAIZEEL R X~T7 X3 (BEHERZ)
LLT. 1 |E|400mg R, 2 W%, 4 BBICKE TS, DIE 1 1E 200mg % 2 BROME TR FERT 5, 258,
JERZEZITIEL, 18] 400mg % 4 BEIOME TR FTERNTES, | Thd,

< R >

WES 2 T FHERER(C87040 7)Y

AENO A BOGTRRRER E LT, AL T RIEOXI G L 72 R E~EE D PsO BEIZHIT
% Jefie e OMEIR D3 %2 B IS, AH 200mg £ 7213 400mg % 2 #BEH G- T 12 8L TR LZKOH
ik & et a7 T 2R L G L7z, 200mg & TN 400mg @ 2 G2 kY, IR ELRTH
IPENR R E T,

e B N R

REBT VA v | ShaakdtF, —HER., 77 B RxR, AT L GARR

" B xt % | PsO ,%\%‘176 i




V. BEICEY 5IER

o H RS
18 % LA E D RN T K O
WESE~EEOSEEGREE 2R SN T 6 » AU ERB L, Z0MERN 3 » AL ERZELT
EERIREAE | VD RE
PASI 2 =2 7>12, {AFKEFE BSA) (ZxF¥ 2 ORE R OEIE (I BSA) >10%
LR L HEE R O U AL O G & 70 2 83
inEHE (0~12 3#)
© ARH 200mg BE 0 B IZWIE AR 400mg & K N E%, 200mg 2 HEE RS
- AFH 400mg FE : 0~10 (2 400mg 2 B T 5
T TRAREE D 0~10 EICAFREK 2 Wi TR
BERRAHIN (12~36 i)
- LT ogsrs ofs . BURREME 12 88 & Lz
- 12 ¥ C PASI75 RIERDOYERE
)i = - 12 # T PASI75 % % L. 2> BB A AR O f ] 12 H ] F TIZHEEDO AR H i,
C87044 BRICII RSB OHERE
© LT oW ofh, FRER0 RS CEYRRENMEZ/K T L
- 12 7T PASI75 Z 3K L 2> 0 BBRAE IR O K00 12 B F TIZHEOFRNTRD D,
C87044 ABRIZSINT 5 Y5
- DUTo#RE oG, BEEMRITERIEO O ET (K2 UK 24 H) &L, 4
WL ICEROF AR LT
- 12 3T PASI75 Z7Ek L, 2 0B EMORYI O 12 #E E TICHBEOFRARD Hiu
TRno TR
N 12 J#IRF 0> PASITS ik
EEFEE | miso poa g
B
12 B2 I 1 B PASITS
12 FAEFIZF T D PASITS 1d, AHK 200mg #£ 1% OV 400mg BETEINEI 74.6% L N 82.8% T 1 |
TR REE 6.8%IZxT 5. HER PASITS DWENRD SR TH L p<0.0001 @ 7Y%
T A > 7 ARSI,
12 58D PASITS SEFE R U PGA EFE
7R 200mg 400mg
N=59 N=59 N=58
12 D PASI75 SER
EH. n (%) 4 (6.8) 44 (74.6) 48 (82.8)
FEEB. n (%) 55(93.2) 15 (25.4) 10 (17.2)

i ) 7T RRBHCHT 54 v Xk 40.2 734
(O5%IZHX ) (13.7,150.3) (23.5,292.6)
pfE® — <0.001 <0.001

12 18D PGA R

JGEF], n (%) 1(1.7) 31 (52.5) 42 (72.4)
FYEEH. n (%) 58 (98.3) 28 (47.5) 16 (27.6)
7T RBIIHT DAy Xk — 64.1 162.6
(O5%IZ X [H]) (12.7,1169.1) (31.4,2999.2)
pfE® <0.001 <0.001

a) BERERON—R T A ORRED EREJE % R 7125 07 logistic MIUFAHT, (MK RIIAEE et Sl 3
<

b) RIRHZRIERNRO RO p 2 FH L, BEAE % TEE THONT, AROKEGRL 7 TR
& Db A i L 7=




V. BEICEY 5IER

W

UPAl/ AN

ARG T 2 AUPRIZ U N0 > RH3EE

L8 B LT MR 1 200mg B K ) 400mg BETH 1

Bl 1.7%) T oTm, TS DOBEERE 1T PASI A I T RR—R T 1 ind 125%% 8 2 A (B

k) ZRLTED,
W,

WP OBERE & PASITS KT PGA Ot

BERTE2 hALURICUNI Y FARO oM -HBEBREDEIS

12 I RCHESGE L 72> T

7I'R

N=59

200mg
N=59

400mg
N=58

IRy RFdHY

9 (15.3)

1(1.7)

1(1.7)

YNy KL

24 (40.7)

49 (83.1)

50 (86.2)

Ry

26 (44.1)

9 (15.3)

7(12.1)

ek

- ERE L OB H Y | OFEFLEIER)ORBLRIT, 77 AR AH 200mg #£ &% O 400mg
RECTZENEI 24.1%(14 B, 35.0%21 B ) 263%(15 By T -~ 7=, BEELREEERIIZTNE
AU 1.7%(1 1)), 3.3%Q2 KT 8.8%((5 By TH U | IO E G H ILICE > HEFEFRRITENE
N 52%3 B, 3.3%Q2 B F N 3.5%Q2 B T > 7=, ARBRCITFELITHE Shiph o7z,

- A 200mg BED AR BIERITIETT 6.7%(4 Bl). TESTEBAFITIEK 5.0%(3 ). KRG 5.0%03
B, TEJE 8.3%(5 Bil). MEMK 5.0%(3 ) T o7z,

- AH 400mg #ED F 2R EIERIZER 3.5%Q2 ) THh - 7=,

KIS ELEL (CZP-12139)

() WRHCH L TRRS TV A ER ORI Tl mA L Y Xv T SOLGRE TR ) E LT, ]

[B] 400mg % 2 WH O MR TR FHEHT 5, JERLERIC

A ORIME, X% 1 F 400mg % 4

%, 1[8] 200mg % 2 ¥

HHEOKBE TR FERNTE 5, | ThHD,

SN AR ERER (C87044 35k

C87040 #BR TR E D FD L,

BRI C R U 7o o A~ B OO =5 PR RO REAE 2 U

AF200mg 2 i f5 1% 400mg 2 45 L7 T R & 128 B RS U720 90 K OV 2k % 5F L 7=,

AAFRG L2Y;

B DEZE R N2 O W TR OB SITERD Do T,

H H

WA

BT A1

% Jitiax [ HHi. C87040 FER Dkl iR

RN R

cmmoﬁ%muLfﬁﬁﬁﬁpmms%ém)h 1O B, M OIEBFRE IR (RERIED Rk

Btk 24 HFLIN) ICEHRDRD B i- R

nEHE (0~12 3#)
LEBOA 7 ) —=2 7 Ok, HREIL C87040 3BR THI Y 11 B = B ERECHEW, [7] U -
ﬁif%%%%&@ént
200mg #f : 0 JEIZHIEIH & 400mg & #% 5. 2~10 #IZ 200mg % 2 @5
400mg & : 0~10 32 400mg 2 HEH5-
7T 2 AREE  0~10 HIZABRAIE K 2 ARG, 708, C87040 RER T, 77 B AREED PASITS
WEF D ) HEBRZ RO TR E TN 2o T T2 ARRBRICOR SR LT 7 T B RO E
AV NV
ZAVEBHFRAIR (12~24 18)
TR ORI G 14 % LB B A SRR & I L=,

EE A A

C87040 #BRD 12 I & AFERD 12 D PASI A 27 D7




V. BERICEY 51EE

o H RS
Btk
12 HEFIZ I 1 B PASITS
AF 200mg FEDOFIEITEFE 12 18} OFIEHE 12 D PASI 2 27 O P RAEIZZNZFH 1.60 KT
335 ThH Y, ZOFRIME (95%FMEXM) 1% 1.25 (0.10~4.40) Th -7z, 400mg FEOHIER
W12 K OFIEHE 12 O PASI A 227 OHUEIZZ A4 1.80 KTV 2.00 TH Y, ZEDHk
5 (95%EHEIXE) 12020 (0.00~0.70) ToH 7=, FIEIIEFE 12 D PASI 2 a7 L FHIGHE 12
D PASI A 27 OZEOHFRAEIL, WTNORAEICBWTHERMICERO S 572 TIERD -
7o
MEAE 12 BARUERE 12D PASI a7
200mg 400mg
ITT f#HT PP bt ITT f#AT PP fi#hT
P2 Tl P2 Tl P2 Tl P2 Tl
N=34 N=23 N=37 N=25
WIEIEHE 12 1D PASI 2 237
FEEJfE (SD) 1.96 (1.74) 1.97 (1.59) 1.85(1.41) 1.80 (1.37)
SESIE D 95%(E HE X[ 1.35,2.56 1.29, 2.66 1.38,2.32 1.24,2.37

g m A 1.60 2.00 1.80 1.80
HHYLE D 95% 15 HE X ] 0.90, 2.70 0.60, 2.70 1.20, 2.60 1.20, 2.60
S/ ME, FRRIE 0.0, 6.6 0.0,5.6 0.0,4.7 0.0,4.7
BRI 123D PASI A= 7
FEEJfE (SD) 5.62 (6.36) 5.83(7.02) 3.14 (4.47) 2.27 (2.42)
SESIE D 95%(E HE X[ 3.40,7.84 2.79, 8.87 1.65, 4.63 1.27,3.26
A 3.35 2.60 2.00 2.00
HHYLE D 95% (5 HE X ] 1.40, 6.30 0.80, 6.80 0.60, 3.30 0.40, 3.30
S/ ME, RRIE 0.0, 25.4 0.0,25.4 0.0,23.6 0.0, 9.0
PASI 27 D
FEJfE (SD) 3.66 (6.12) 3.86 (6.80) 1.29 (4.00) 0.46 (2.20)
SEEME D 95%(5 8 X [H] 1.53,5.80 0.92, 6.80 -0.05, 2.62 -0.44, 137
A 1.25 1.00 0.20 0.00
HHYLE D 95% 15 HE X ] 0.10, 4.40 -0.60, 5.80 0.00, 0.70 -0.50, 0.70
B/ IME, fORE -3.6,21.9 -3.2,21.9 -3.0,19.2 -3.0,7.8
PR 12 0 PASI A a7 BRPIOBERE L, FIREMIBOREKA 27 28 H L7z [ast
observation carried forward (LOCF) 4]

a) PASI A7 D7« [FEHE 12 D PASI 227 | — [HIEIIAHE 12 D PASI A= 7 |
e
NEBRIE L OBEH b | OFFEFRLEIWER)IZ. WIENEFEIIH T 19 61(26.8%)2. FiREHM
T 12 #1(16.9%) 78D b Tz,

4 m - WIEEFE RN T U 72 =22 RIVER 130 57 3 $1(200mg 7 3 61), 589 3 $1(200mg i 2 51, 400mg
RE 1), FEFHERAL AR 3 51(200mg B 2 511, 400mg £ 1 1) K& ONZHK 3 51(200mg £ 3 ) TH -
72o FHRBMIMICB W CRYBRE TRIABIEMN L D - F-RAIERIZ, SIREEZE 2 #1(200mg B 2
i), B 2 51(200mg £ 2 Bil), 20k 2 51 zq(400mg B¥ 2 i) K ONREHE 2 151(200mg #¥ 1 51, 400mg
1) CThHoT,

TKAIEBELEL (CZP-12140)

() R L CRR SN TV IER &L BE, EJU\ A ) AT NI FHEBEZ)E LT, |

[B] 400mg % 2 WH DO MR TR FHEHT 5, JERLERIC

. 1[5 200mg % 2 HREIOMME, XIi% 1[5 400mg % 4

BHOME T TERTE 2, | ThHho,




V. BEICEY 5IER

(4) REERIEHER
1) BEREEAER

<PEHi Y v~TF >

O EREL/IHAERGHE (J-RAPID RE&) 7
MTX (2 £V +3 72 B3 G B Dy o 721G EWE RA BB 2% 12, MTX & OfFH# I X D AF D 2
FHEOEINEIZOWT, 12 BIFIZEIT 5 ACR20 & FEFGIAEH & LT 7 v RITk3 2 @i & Bk

L7z, F72, BRANCBT DRISHLE O ZE2MEEBET 5 L & bic, WHERT —% WO RA~D
ST O ATREME A MRS D e DI ENE, SRR NI LT Y v U v 7B,
TH H N
BT A v | ShasRER. BIEAL, 77 RxtR, ZEER, WITERHLR, 7Y o U 7R
7 B o3t 8| MTX IR TR+ 72058 RA B3 316 i
MTX (2 &0 +53 22 BT SN2 035 TR ENE RA BBE D H B, LU T OREMEE § < Cii7= 3 20
L b 75 A O B
—kE U U~ FFEACR)D /P FEHNE(1987 FUGETH) T RA Wi S, LANOEUEZ 7o 37958
BIEEMEE AT D BE
TR ALY - JEIR BAE %R 9 o FTLA _L(68 BEEH)
- NERRBAHIEL 9 » PTLL (66 BEHIH)
+ ESR30mm/hr LA X 1% CRP1.5mg/dL LA I
—VRBREER G546 H D 6 & A LA LRI HEEREOPFHOF I D0 63 MTX O 552517 T
DHEFE L, IRBEEES-BAA 2 & H DL LRI D MTX N —E(6~8mg/l) THDHZ &, )
MTX BT, 772 RREUIAF O 3 FHERE(100mg FE. 200mg B, 400mg &) DU h I HEfE
ZAZEI fHF, 2 BT 1 B, 22 WG 12 BE)E TG L,
5 i 100mg FEIXBAAA A B 200mg % 0, 2, 4 BICEE L7, 100mg % 2 HEEICERS Lz, 200mg
REK N 400mg BEIZBALA A& 400mg % 0, 2, 4 (245 L=, 200mg XL 400mg % 2 #E M
BE LT,
MTX 1% 6~8mg/ 1 G- A ikt L. 16BRIER GRBBRIIET LRI & & L,
FEFHMEER | 12 8ERCE T 5 ACR20
At
24 WIFIZE 1T 5 ACR20
BRERAOETAM TE B
ACR20(fth D H#F5). ACR50
s ST B 24 K O BIFIE OEATMHIIE LR S v — 7 2 2 7 (mTSS)DZEA(L )72 &
S g5 U
MAEFHLENL N X~vT RIVFURRE
e
HEHERR L




V. BEICEY 5IER

TH H N
B
- 12 HFFICET D ACR20
12 BRFIZE T D ACR20 1E, &K 200mg +MTX # & O 400mg+MTX B TZNZEN 76.8% K Y
77.6% ThH V., 77 ER+MTX #f 28.6%IZx7T D HE L ACR20 DBEENTED b lz(W\W T
H p<0.0001 : 7P RT 1w 7 [@IFHH,
12 sBBF(Z 351+ 5 ACR20. ACR50. ACR70
77 'R AHI+MTX
(+MTX) 100mg 200mg 400mg
ACR20 28.6(22/77) | 62.5(45/72) | 76.8(63/82) | 77.6(66/85)
ISR TAF v X 417 829 8 68
2
_ — [3.67, [3.85,
5%15 X X
57 g 01/ {Zig;?ﬁ]m [2.10, 8.28]9 18.72]9 19.57]9
= TR p<0.0001Y | p<0.0001"
ACRS50 7.8(6/77) 34.7(25/72) | 41.5(34/82) | 51.8(44/85)
* T REEIT R v R
tjt ; RIEAT DA B 6.29 8.38 1270
[95% 15X ] [2.40,16.51] | [3.27,21.50] | [4.98,32.37]
ACR70 0(0/77) 13.9(10/72) | 20.7(17/82) | 25.9(22/85)
TR RBEICKTHA v X
J:I: a) N J— J— J—
i R 95% EMExm]
Y% (H1145)

A G BALE L Licu VAT 4 v 7 ERET IV

b)# E D% F 1% Bonferroni #1253 & FHIE (A B AKKE - M 2.5%)
€)97.5% 15 HE X

d)95 % EHE X

- 24 ARFIZEIT D ACR20
24 AFFZ R D ACR20 1%, AAl 100mg+MTX &, 200mg+MTX #: K& T 400mg +MTX BT
ZNEN61.1%., 132% K T71.8% TH Y, 3L HITT T AR +FMTX £ 24.7%I2% L THE
72 ACR20 OUGENRRD L -(WN T D p<0.0001 : 2P AT v 7 BUFHHT,
ARBRIZT Y vV TRBRTH Y T v U IS BR (S E TG AR R BR(RAPID2 iA5R))
L ORIT 24 BIFIZEBL L 72BN R ENT=Z L h, NRERT — & 2 B AR AL IZ/MF T
LT EMNARREEZE 2 BT,

+ ACR20, ACRS0 DHERS

ACR20 (X, 1 #FFTAH] 100mg+MTX B, 200mg+MTX # & O 400mg+MTX B TENLEH
38.9%. 402% K N31.8% Th V. 7' FHR+MTX BE 7.8%x 5 A HRUENRD b
(p<0.0001, p<0.0001, p=0.0004 : 7 A7 ¢ v 7 EFSHT). EDOH b, A&l 100mg+MTX
L 4 BIRR(66.2%), 200mg+MTX #iL 8 HFF(82.9%), 400mg+MTX HHIE 12 FE(77.6%) F
THSCMITEM L, 24 FFF F CTRIFEE OBER D HERF STz,

ACRS0 IZBWTH, £HICHEY, TRTOARFFMIX HTT 7R +MTIX BEL Y bE
<HER LT,




V. BERICEY 51EE

o H RS
ACR20. ACR50 (#Zm%Ha#EFS (FAS-NRI)
—0- 7TERAMTX = AA100mg+MTX —@— A#1200mg+MTX —- A#1400mg+MTX
(%) (N=77) (N=72) (N=82) (N=85)
100+
[w]
N
o~
o
=
012 4 6 8 12 14 16 20 24 ()
T 530
(%)
100-
(o]
Lo
a1
o
=
i S Ex e il
B3 3+05%CI
+:p<0.05, %:p<0.01, %3:p=0.001, 5%5:p=0.0001 vs 7K+ MTXEE
Oy AT 5T

« 24 A FEO BAF A EE T T

24 BBHIZRB T BIETER S v — 7 23 7 (MTSS)DR— R T A NS OZEAL R, A 200mg
+MTX BER O 400mg+MTX #ETT TR +MTX BICH~NEEIT/NEL [(p=0.0006 KX

p=0.0030 : HHINT(T 7)) | BEEEE OMEATIHI NGO H AT,

24 BEFICHEITENISS DR—XZA VBN LDEILE

7R AHI+MTX
(+MTX) 100mg 200mg 400mg
. _ 52.70£57.27 | 54.80+62.52 | 50.37%53.36 | 49.93+47.20
N—ATA
(77) (70) (82) (84)
R=RATAL U IPHD 2.78+5.15 1.05+2.85 0.21+2.01 0.65+2.95
bR (76) (70) (81) (84)
R -1.74 -2.57 2.12
[95%fEX ] @ B [-2.85,-0.62] | [-3.65,-1.49] | [-3.19,-1.05]

SR+ AR (150

QPG R ON—R T A AMEEBRALE L LI Batr e 7L




V. BEICEY 5IER

24 BBFIZH T B mISS DR—R S5 A VBN 5 DEILE (FAS-Linear)

—— Py
—e— il
mmls]  Ruepgia il

mTSSDOZA&E
i

2-
1— _ > sk
—1d FIER+MTX  AH100mg+MTX  A#I200mg+MTX  A#J400mg+MTX
(n) (76) (70) (81) (84)
*:p<0.01, **:p<0.001 vs 7F7HR+MTXH:
T (F07)
S e
cWTILDRER TRV b =7 NI AHURME & 7 o 7o BF GRS : ik v Y X
~ 7 A IVHUAMN > 2. 4units/mL) O FIA X, 4.6%(11 $11/239 ) T - 7=,
- AERITIE, AFK| 200mg K ¥ 400mg BEIZH~ 100mg REDBEIER AN b - 7=,
et
il F| - BB L ORRBRPGE TERWAEREREIEMNIZ. 77 R +MTX # 77 #idh 21 4

(27.3%). AH+MTX BT 239 5 95 F1(39.7 %78 B ATz,

< ARHFMTX BEO FE A2 BWERIL, SHEES 16 516.7%). RGBS 9 $1(3.8%), AFHEAERE 9
51(3.8%) 0 ETH -T2,

< AH| 200mg HEBEORIERFEBE 4 ET) X, 37.8% G2 THY., ERBEWEMIX
SIHTAZE 8.5% (7/82 Bil) | Bk, HE%, FRERG. BYMEK. Mila~—b—8hn, %
B0 2.4% (/82 #) HETHoTz,

KGRI E #E (CZP-12060)
R B (CZP-12062)

() BEfY v=FIoxt L TERREN TV D EROHEIR TEF., RAIZIZEL N X7 XA BB
z) & LT, 1E400mg 29I, 2 8%, 4 WHEITK THES. DA% 1B 200mg % 2 @R ORIE TR TENT 5,

ek, ER

LERITIL, 118 400mg % 4 WO TR FEHTE 5, ThD,




V. BEICEY 5IER

@ ENEMHE_EGTHRLEERAE (HIKARI HEx) ©
MTX OF 5T & AUHEME RA B 2 %5812, MTX JEGF B O ARF| OF I SWT, 12 B8R ICE
175 ACR20 Z EEFMEE & LT 7T BRIk 5 ik 2 MEr L,

H H WA

RRT A | sk, EAERL, 7T BRI CEER, WATRERM

BB ox & | MTX 25 T& 2GSk RA B 230

IREIME RA FBE D H B, LT ORMEE §XTl72 9 20 s LA b 75 meAlin O B3
—kE U U~ FFEACR)D /PRI NE(1987 FUGTH) T RA Wi S, LLUN OEUEZ 7o 37958
BIREME A H T S HEE
- JETRBEEEL 6 » ATLL (68 BAETH)
- NEIRBAfHI%L 6 » FTLL k(66 BAHIH)
+ ESR28mm/hr LA | X% CRP2.0mg/dL LA I
—BEDIRIZE T, 2K b 1 FILL LD DMARDMTX % &)l h AR 143 ki ©

R AL UE P
—LTFTOWFALOHEBICE Y MTX DL N TE 220
* MTX JRE BN RAR 10 D 7o DIRERIEYIE G- 28 H LA BRI HIE &7z
« MTX N LA Lo b Pl Sn-F
« MTX BN LEME EOBREAEN HRBIRTE 0
—MTX, V7L / I RLS O DMARD % fH 57 2856, IRBRIEWIEIR G- 28 HAI) B 24
T ACTHIAE T £, [[l—ME - HEZkTRe s
5 " 7T R AIAFIC AL 2 EN 0 0, 23848 1 8], 22 AFEGE 12 [B)E T 5 L.

AHKIEEILBA A H & 400mg & 0, 2, 4 BWIZH G- L7212, 200mg & 2 B mICHRS L,

FEEMEEA | 12 BERCR T 5 ACR20

ERulis

24 WKFIZH1T D5 ACR20

PR
ACR20(fth DB L), ACR50

RV EEhIE B 24 D %%ﬁ&%@@ﬁ‘ﬁﬂ%ﬂ(f@ﬂf?ﬁ‘/'\’ —F R a 7(mTSS)@BE§’fK%)iﬁ v
S e

PE
Fon L

Rt
1

A

s




V. BEICEY 5IER

o H RS
B
- 12 HFFICET D ACR20
12 ERFIZI1F D ACR20 1L 77 B AHE 14.9%. A 200mg #E 67.2% TH ¥ . HiE72 ACR20 D
WENBRD BNT-(p<0.0001 : TP AT ¢ v 7 [BFIH,
12 ;BB%(Z 351+ 5 ACR20. ACR50. ACR70
AN Al 200mg
(N=114) (N=116)
ACR20 14.9(17/114) 67.2(78/116)
TR DA v A 11.71
[95% {2 4B X 1] B [6.14,22.31]
p<0.0001
ACR50 6.1(7/114) 37.9(44/116)
TR DA v A 9.34
[95% 15 4B X 1] B [3.99, 21.89]
i A | | ACR70 0(0/114) 19.0(22/116)
7T RRBHIH T oAy X - o
[95% 15 #EIX ]
% (151%0)

)R EHAERIIERL Licrn VAT ¢ v ERET IV

- 24 JHFFIZE T D ACR20
24 WRFIZH 1T D ACR20 1%, 77 BAREE 11.4%, AH 200mg # 63.8% TH Y . A E 7 ACR20

DOYWENRD LN (p<0.0001 : 2P AT ¢ v 7 [FIRIIH,

+ ACR20, ACR50 OHER

ACR20 (%, 1K CTAKI 200mg & 32.8% & 720 | 7T B ARBES3I%ICKT HHEREENHLDL
N7z (<0.0001 : 7P RT 4 v Z[EUFGIHT), D%, AH 200mg # Tk 4 HIRFIZIX 67.2%
L UGERDESLICHIN L, 8 WA K 71.6% & 720 | 24 W E T 60% 2L A #ER: L7-.
ACR50 IZ3BWTH, SHIFICHOIZ Y | AAI200mg BT 78R LD bR <HEE LT,




V. BEICEY 5IER

H H WA
ACR20. ACR50 (#ZEFiIHEFS (FAS-NRI)
o -0~ 75K (N=114) -@ A7#I200mg(N=116)

01 2 4 6 8 12 14 16 20 24(GH)
B 5
5 3 (%)
100~
804
***I **;*I
hi I
$ —
20 24 (GH)
¥ G-I
B35 26 +95%CIT
T:p<0.05, *:p<0.01, **3:p=<0.0001 vs 7FLARH
TV AT 4y R GHT




V. BEICEY 5IER

-

« 24 IRF OO BRI BT T 0]

24 WHFZ BT HIEER S ¥ —F 2 37 (MTSS)DN— R T A Db D L RIE, AFH| 200mg
BT 7R RIT/NE L [(p<0.0001 : 38T > 7)) | BIEGEE OHEFTHH]
DB BT,

24 BEFIZHITZMISS DAR—R 54 VENSDELE

A AN Al 200mg
(N=114) (N=116)
N—=RF A 46.13+54.43(114) 36.48+51.33(116)
NR—2 5 A b D E 249+ 5.52(114) 0.44+ 1.83(114)
FEMZE [95%EMXH] 9 — -1.97[-3.04, -0.90]
P = AR (%)

B GRER AN —2 T o EEBBLS & Lz Bt e T v

24 BRFIZH T B mISS DR—R S5 A VBN 5 DEILE (FAS-Linear)
4_
—— TIfH

—e— HulLfii
3 Om sz #EpH

X

mTSSHZEAL &

o eksk

: 1 .

TR AF#]200mg
(n) (114) (114)
*%%:p<0.0001 vs 7FLAREE:
R (F27)

S g5 U

cWTRIORRTH A b A~ T XA VHURRME & 72 o 7o BE GURB YRS ORI & 1%,
15.5%(18 /116 By TH - 7=,

L o7 181D S5 B 6 fillE, F DB DORAE THORRMI L7z,

ek

JRBRIE L OREBERP T E T RWEAEEZGEIEMIL. 77 B FREET 114 HI7F 24 $121.1%).
AF 200mg HET 116 il 44 1(37.9%)IZ78D H T,

< RABEO T /2RI, SIHEHZ 7 $16.0%). FIZ 4 $1(3.4%). MHTALK 3 H1(2.6%). THEHEALAL

B3 B(2.6%), 1EFHBALSUE 3 B1(2.6%)72 ETh T,

AREBIRFREAME £ (CZP-12061)




V. BEICEY 5IER

@ NXKEBBEODREIARA BH(ICHIT AENFME _E5MRLEREKER (C-OPERA SRERD RS ALAE) ©
MTX RIGHE T FHEARRIK T %2 OB RA B 255812, MTX & OfFR LRI 2 AF oa 8%
[ZDWT, 1 EZICIS T 5 BIEIREE O TR 2 R A2 EEFEEE & L CF T 2RISR 2 Bl 2
AEL7-(HREIRD), E7-. AFIIEE 1 EMICH7 0 MTX Bk G TR 282 L, AorEoMEE %
BRBRNHGT LTz, 7ok, & 2 Tl EH 5 MR REIR) O plikE o Z2ord,

TH H NOE
RERT P A | ShirdkFE, EEA(L. 7T RRR, CEER, WATRR HRGAR
BB o3t 8| MTIX RIGECTHRARRK T % DR RA BF 316 4
2010 4F ACR/EULAR 73 $E35HECRoMr X7z 20 kLA | 65 ieRim D RA BE T, A7V —=27
MR LT OREMEE T X Cliife 3748
—RA FJE 1 4FLANGERERE T TRt OBIFI R AER D 2h E - TR & LTo)
—MTX RIEHEGEZEIC MTX O AR L)
FESINILYE | — PSRl o BIEEIME  DAS28(ESR)=3.2
—THRARKF L LT, Tilodt CCP HiikmEmtE a4 wEE LT 2 HA M LA+
 PU CCP HUA B MG © =13.5U/mLEEKEE D 3 %)
< U U= F R 0 >201U/mL(FEHE(E)
CEOLAD D (FRDO X BREIC L D)
MTX O FICAKIIE 7 78R % 2 BEIC 1A, 52 BMEEES S0 B £ T, 326 E)ET
5 L7=(I5RHM), Z D% 52 2 MTX HRE G L 2% B & L, 104 8 B I %81
AR D B A& R AT 2 0 L 7=, 703, TRIEIAR HHIZ BB ANFR D B L 7n i - T2 BB UL B B
W LICBE THRET 2502385613, LAF 2 —Ip e LT MTXIZHFH L TAA D
pn o BHEZTHIENTEDHZ L E LT,
AFIRELBHAG & 400mg & 0, 2, 485 L7=#, 200mg % 2 BREEICHRS- Lz, MTX i3 8mg/i#
NHBIAL, 43B%IC 12mg/H, 8 AT 1omg/MBIZIE R L, T Ok, IR I —ER EE#E
FfL72(4 BEIC 4mg THOOHEIL, 2 BEIC 2mg THOOMBELE AL L), 72721, MTX &
W, ZEMICREDRA DN DGEAITHEL A DbE T, BT, MEIDS UC—RMRIE T
BERLILN G, BE T LI EM T Re e R R A B a R LT,
FERHREE | 52 W ICB T D EIER Y ¥ — 7 A 27 (mTSS)
At
24 HKFIZH T D mTSS
24 AR R O 52 JIRFIZ 31T 5 DAS28(ESR) B A2 2 U8 ACR/EULAR Ffi#=8(Boolean K TF SDAI)
Z DD H R
DAS28(ESR) E =% J (8 ACR/EULAR M7 == (FA 3 B th o0 #%388)
ACR/20/50/70 SR p &
RBIRGHIIE E | ZREROVFHTE B
HBIZEWIMICBIT D mTSS 72 &
Iy dhhe
MR N X7 R P
MAEFHLENL N X~vT RIVFRRE
ZAM%
HERRRE




V. BEICEY 5IER

o H RS
HRE
« 52 WEFIZ R D mTSS
52 WEEIZIIT D mTSS DN—A T A VNS DOZELEIL, 7T B AREE 1.58+£4.86, A 200mg
B5RE 0361270 TH Y AHI 200mg+MTX BED 7 Z &R +MTX BEC KT 5 A B A T
DRRD HNT2(p<0.001 : X—=AF A U NHDELED T 72O T, WERHERT, ~—
ATANEDT 7 HHIEE LG BairET V),
52 BEFICHIT B mISS DR—X S A VB b DZE{L= (FAS-Linear)
7T R +MTX AF) 200mg +MTX
N—=RF A 5.95+15.30(157) 5.16+8.76(159)
NR—=RF A NSO 1.58+4.86(157) 0.36+2.70(158)
FEM A [95%ERIXH] P -1.19[-2.06, -0.32]
p fE 9 B p<0.001
FAS-Linear : FAS (2%} L C linear extrapolation {A CHEE L7- 7 — ¥ & » b
a) -2 il + AR R 7= (51450
DFEGFER R —R T A A EFAES L L iatre T v
ON—ATA U PEDIRED T v 72O T, BERERTF, N—RATA L EDT 7 ZHRALEKE L
FLWNTE T L
fi& P

- 24 FIFIZ BT D mTSS

24 HWEFIZH T D mTSS DR—R T A VEN GO LRI, 7T B AREE 0.86+2.37, AF| 200mg
B 51026155 TH Y AHKI 200mg +MTX BED 7 Z &R +MTX BEC KT 5 A B A T
DO HNTZ(p=0.003 : X—=RT A U NEOELED T 72O T, FEFHELZR T, N—A
FTAMNEDT T HFAESE LT3 T T L),

24 BEFICE T B mISS DR—R 5 4 UEH b DEILE (FAS-Linear)

77 %R +MTX AF) 200mg +MTX
S 5.95+15.30(157) 5.1618.76(159)
24 HREDR—=A T A U DOEALE Y 0.86+2.37(157) 0.26+1.55(158)
FEM A [95%ERIXHH] D -0.59[-1.03, -0.15]
p fiti o B 0.003

FAS-Linear : FAS (2%} L C linear extrapolation {A CHEE L7- 7 — ¥ & » b

a) PRIl + BRVE(R 22 (145

DGR ON—R T A AEEBIL I L LT Bore 7L

ON—ATA U PHDELED T I IZONWT, FHEHERT, X—RAT A AMHOT 7 HFPAEHE Lz
LHHNTET IV




V. BEICEY 5IER

e

I H N

7

« 24 AR O 52 TRFIZ 35 1 2 B IEHES TH(mTSS DX —R Z A VHE) D DAL E=S0.5)
24 BRI OV 52 BB IC R 1T B BAE R IERET TR 1T, 77 7 B AR BEDS 74.5% & ) 70.7% A% 200mg
B 5HED 87.3% LT 82.9% TH V. AHKl 200mg 5HED 7 T RBEIH T 5 A & Al i
D3RR LAV (FALZEHL p=0.004 K TX p=0.011 : Fisher's exact test),

52 BEFIZHIT B MISS DR—R S A VENLDELLEDREHEER IO Y b (FAS-Linear)

55

50

77 R+MTXHE (N=157) —@— A#200mg+MTXH# (N=159)

45
40 -
35
30

25

i *
15

4 ALK
i 70.7%
] |
5 !
ST
-10

829%

mTSSHZEAL i

-15

T
100
Se (%)
FAEIE
* :p<0.05
Fisher's exact test

© 24 WK Y 52 ERFIZH5 1T D DAS28(ESR) Hfi# R K (N ACR/EULAR ‘EfiRsR
24 AKF J O 52 #EE O DAS28(ESR)EfR=R(<2.6) % N ACR/EULAR T fi# =% (Boolean i Jz (X
SDAI=3.3)i%. W 4L b AAl 200mg # 5N 7 7 BRI THEIZHE L,

0 20 40 60 80

24 BE R U 52 5BEFIZ 3 1+ % DAS28 (ESR) EfiZ = K UF ACR/EULAR E fiZ 3 (FAS-LOCF)

| 24 RS 52 i I
7FER+MTX | 200mg+MTX | 7F &R +MTX | 200mg+MTX
(n=157) (n=159) (n=157) (n=159)
DAS28(ESR)

LR 30.6(48/157) 52.8(84/159) 36.9(58/157) 57.2(91/159)
[95%1E 15 X ] ] [23.5, 38.4] [44.8, 60.8] [29.4, 45.0] [49.2, 65.0]
pfE® <0.001 <0.001

ACR/EULAR(Boolean)

LR 22.3(35/157) 36.5(58/159) 28.0(44/157) 45.3(72/159)
[95%E X ] [16.0, 29.6] [29.0, 44.5] [21.2,35.7] [37.4,53.4]
pfE? 0.007 0.002

ACR/EULAR(SDAI)

LR 29.3(46/157) 48.4(77/159) 33.8(53/157) 57.9(92/159)
[95%E X 1] [22.3,37.1] [40.4, 56.5] [26.4, 41.7] [49.8, 65.6]
pfE® <0.001 <0.001

% (Hil%0)

FAS-LOCF : FAS (Z%9"% LOCF(Last Observation Carried Forward)7 — 4 & »
a)7 7 & ARBE & AH 200mg ¢ 55D 7E % Fisher's exact test % VN CTH




V. BEICEY 5IER

-

- DAS28(ESR) & fi#=R & (8 ACR/EULAR E iR 2 (JG 9] Fh D %)
AA 200mg £ H5-HED DAS28(ESR)EMiE=RIE, 1 BIFIC 9.4%., 20 HEFIZ 50% &8 % . 4 BEELL
W 52 BIEE T T B ARBEICK L THY 20% DR D =& HERF L 72,
AFl 200mg & 5-#£0> ACR/EULAR FLfi#Z(Boolean)i, 20 ERFIZ 30% & 88 % . 97X T DFFAMRE
B WTT T BRBEL D BV EREREZB O,
AHAl 200mg $¢ 5-8£0> ACR/EULAR EAZ#(SDADIL, 36 BFIZ 50% % %, 24 LI 52 %
T TR ARBHIE L TR 20% D EfRR O =5 LTz,

« ACR20/50/70 th
ACR20 &R ACRS0 SR ) TN ACR70 S RIL, T~ TOFMmRHIZ I TAHA 200mg
BGREN T T v R B & BE] > TN (52 F D ACR20 23R @ p=0.055 &% 1 #HIFD ACR70
PR 1 p=0.123 Z B\ T p<0.05 : Fisher's exact test), A7 200mg #¢-5-8E0> ACR20 S 3R(1T 1
FRFZ 453% & 700 12 HHE80.5%)FE T LR LN SR L, 52 HFE(78.6%)F TR L7z,
A 200mg ¢ 5-FED ACRS0 KT 70 BB RIT, 1 HE(11.9% K& 2.5%)0 6 F £ 16 Mk
RO 20 W E T EF L, 52 WIRF(ZIEAL 73.0% % TN 57.2%) F THeE L 72,

s ML R X7 RAVREORTEEIEIL 1 H BT 42.155ug/mL L 72D | 6 FERFZ R
T T DB EAE(55.733ug/mL)AME S T, 6 BRFLIEGER & 200mg)d + T 7liE, 8 HEiE
(39.021ug/mL)7> B L, 12 @8BS 52 K £ THI 27~28ug/mL THER L 7=,

CVWTHRPDEETH BN b X7 NI AFEBEGEE L B X~ T SR >
2.4units/mL) & 72 o 72 BEDOEIGIL 3% LT T, 91.2%IXaRIHA LB LTt Tth o7,

ey

IR L ORBEBIMEN G E TERWAEFZEIER)IX. 77 BARHE 157 HilF 105 £1(66.9%)
2. AH 200mg $H5-8E 159 il 113 Fil(71.19%)IZRD BTz,

« K| 200mg B HREO ERRBIEMIL, RNHTESR 36 §1(22.6%). NTHERER S 27 1(17.0%), .l
10 f51(6.3%). WHERZE, MR~ ——Hhn, AMEREID 234 8 #i(5.0%) 78 £ Th -7,

RRERLE RE (CZP-12129)

@ BN ENMA_ESHREERAR (RAPID2 HER) GEAT—4%)
TEEIME RA A 25 2UT. RA OBER QIR OBGEIZI T 5 MTX & LI2AH O 2 FIEOF M
Z, MTX HAIE i L7c, 26, ARBRiT, HARTEMLZT Y vV TR VO EHABRTH 5,

b B N R
BTV A v | Sk dtFE, EEA(L, TR, CEEMR, WATRER
B B 5t 8| MTX IBIE TR+ 72158 RA B3 619 f31
MTX (2 &V 7R E SN2 T-IG8ME RA BED S B, LI FTORUEE T2 45k
NBE
—KEY ¥~ FERACR)D S FEIENE987 FFUETIR) T RA LW SNGEIER 6 A LL L), T
FLILYE A - TR BT EME A A T 5 R
T ER RS - JETRBEEIEL 9 4 AL (68 BAEIHY)
- JERRBEEIEL 9 o ATLA k(66 BIEIH)
+ ESR30mm/hr Lk 3% CRP 1.5mg/dL ¥ % %
— VBB 554G H 0 6 (5 A LL LRI G ERO OB EIC 1D LT MTIX OG5 2%Z1F T\ 5
F(=E L, IBBREEE LA P 2 B H L ERT2Y D MTX OIS —E(0mgE8LL By THDHZ &, )




V. BEICEY 5IER

o H RS
MTX BT, 7T 2 REEUIAF D 2 FHEREQ00mg #3013 400mg ) DUV FEVES 12 H]
DAHT, 2 BT 1 B TR LT,
o o 200mg Ff K OF 400mg FEILBALAH & 400mg % 0, 2 XKUY 4 BTG L=, 200mg X% 400mg %
2 M ICSE LT,
MTX (IR EDS LERIGE ZBRE | BERREO H &4kt L7z,
B E5HAM : 24 AR
TEFMLER | 24 #ERCEIT D ACR20
24 A FREO BAFAEEE O TIMHIIE B Y v — 7 2 2 7 (mTSS) DAL &)
e & ek
ACR &#EH 7 &
Z DO
BIRETAIEH | HAQ-DI, {#HiEH# QOL(SF-36), I 553 Al A 7 — v, S5 stk 7 &
S f% U
MAEFHFLENL N X~vT RIVFURRE
e
HEHERR L
B
24 HFFIZE T D ACR20
24 HRFIZH 1T D ACR20 1, AHI 200mg +MTX # K& O 400mg + MTX # TENZELIL 57.3% KT
57.6%TH V., 7T BR+MTXBE8.7%ITI, B ACR20 DEENED bLL-(W TN
p<0.001 : B 2T ¢ v 7 BT,
24 5BBIZ #5115 ACR20, ACR50. ACR70
77 R AHFI+MTX
(+MTX) 200mg 400mg
ACR20 8.7(11/127) 57.3(141/246) 57.6(141/245)
TR RBIIKT DAy X 14.43 1433
o m [97.5% X H]] B [6.71,31.02] [6.67, 30.80]
™ p<0.001 p<0.001?
ACRS50 3.1(4/127) 32.5(80/246) 33.1(81/245)
TR RBIIKT DAy X 14.83 15.30
[95 % E X [H]] B [5.29, 41.58] [5.46, 42.92]
ACR70 0.8(1/127) 15.9(39/246) 10.6(26/245)
T RRBIHT DAy XY 23.85 15.46
[95%E X M) B [3.23, 175.90] [2.07,115.42]
% (Hil%0)

AR GEE R O 2 AL E Licr VAT 4 v 7 BlRET L
b)KE D% FE ML Bonferroni 112 13 & JHIE (A HEKUE « WifHl 2.5%)




V. BEICEY 5IER

b B N
- ACR20, ACR50, ACR70 O#tR
AHIHMTX B ACR20 1ZHLHOMZIEIN L. W T IV OARF+HMTX BEIZRB W T H 77 &R +MTX B
L OMIZ 1 NS HFEEENRD LNT- (p<0.01: 2P AT 4 v 7 [BIFSHT) . & ORI
12~14 BRFIZERKRITE L=tk 24 W E CTHERF S4L7z, ACRBO & TNACRTO (ZEBW T, £
RO AFIHMIX BET, I ERAMXEEL Y b E<H#HEBR LT,
ACR D #ZB5rH#ERS (ITT-NRI)
(%) —0- 75t R+MTX - A#I200mg+MTX —m A#400mg+MTX
100- (N=127) (N=246) (N=246)
90
80
70
S 60
&5 50
=T 40
304
209, P By T Py
04 < - 31 Y I 3
04+—5— 4 . . . . . .
01 2 4 6 8 12 14 20 24 (GA)
501
(%)
50+
40+
5 304
i P
" 9: 204
104
- $ Py o— I
o+ FEe—eo—a—¢— 1 T 1 s
01 2 4 6 8 12 14 20 24 (38)
sl il
(%)
504
404
S 30
&
= 20
10
0+— & o @ ¢ _‘"_
01 2 4 6 8 12 14 20 24 (GH)
Exasn il
% F+95%CI
T :p<0.05, %:p<0.01, %%:p<0.001 vs 7FER+MTXH
Ty AT 492 Al ki 5t

- 24 JE R o> BIEREHET T i

24 WHRZ BT BHIEER S ¥ —F 2 37 (MTSS)DN— R T A Db D L%, A 200mg
+MTX BEL TN 400mg+MTX BHEOWTN S 77 B REHCHANFEIT/NE L [(p=0.003, p<
0.001 : AESH(T > 7)) . BIERIEOEATIH R0 b7z,




V. BEICEY 5IER

TH B N A
24 BEEICHIT B MISS DR—X S A VBN b DOZEL=Z (1TT-Linear)
2- —e— il
—e—
1.5 OmE P aEm
g 05 -
2 0 sk
=
_05 u
_1 J
TIR+MTX AF#)200mg+MTX AF#J400mg+MTX
(n) (112) (214) (222)
*:p=<0.01, *3*:p<0.001 vs 77t R+MTXHE
ST (F2)
- BT L D H IR O FEM(HAQ-DI)
24 JHFEIZ 31T 5 HAQ-DI D ~N— 2 T A VgD b O ERIL, AR +MTX BT 7 BRI
SREBEIZET L(p<0.001 : H53800T). FEEREOUGENRD bivlz, £z, 1 #HFEN S 24
IREIE O B AT 238 LT I BR 72 < RAI+HMTX WL 7 7 B AR +MTX B & bk L T8
IRBERE A U LT,
- fEEERAH#E QOL(SF-36)
" 24 WEHZ T S5 36 1H B A (SF-36)DN— 2 T A VNS O IR~ U —
% B

(PCS) . DM~ U —(MCS) DAL EIX W h . AAI+MTX BETY T B RBEIC N
AEIEF LT Y p<0.001 @ HH0HT), fEEERLE QOL dkENRD HiT-,

- ZOfh
24 WWFFIZF T DIEITFHI A — L DR—2 T A VNS DO RIT, AF+MTIX HETT I&
AEIZHAABIET LTS p<0.001 @ H45ET), 55 RIEAGR 0 bz,
Fio, BERPFENNOEERICKITTRELZREIEGAICOEVFELZE Z A, 77
AEMEREORSEMICB N T, AFI+MTX BOEEEOLERBO b, HHEKTHET
ke L 7=,

e
ST ORELTHE L b Y X~ T ST & 72 o 72 BEGURBER) OFIA 13, 5.1%
(25 51/494 By Td o 7=,

- AERITIE, AF| 400mg-+MTX BEIZHE~ 200mg+MTX BE CRERNE 1o 1=,

e s

IR L ORREEMER AT E TE WA EFERFZEIER)ILX. 77 8RR +MTX B 125 #iH 23 4
(18.4%). AHI+MTX T 494 i 117 F1(23.7%)IZFD HALTZ,

< ARFFMTX O FE 2B HWERIL, aPTT R 13 #1(2.6%). FMEER 9 #1(1.8%). MR 7 #1(1.4%).
355 1 H(1.4%)78 ETH o1,

- ARF| 200mg BEHEORIEAIEHEE 24 WET) 13 24.6% (61248 ) TH Y, TAEWEMIZ
TEHEALE Y e VR T T AT URGRIER 2.4% (6/248 i) . FEA, BB DK 2.0% (5/248 #i) |
AHEEIR 1.6% (4248 f5Il) | A 7 W B MR, SMTEOHK 1.2% (3/248 i) ETh-o
776

RGBT E K (CZP-12062)
KGRI E K (CZP-12060)




V. aRIcEY HER

® BNEMHE_EGSHRLEKAEK (RAPIDT HER) (MWEAT—%) @
IHENE RA BB 2 K512, RA OER OMEROSEEIZI T 5 MTX EO0FH L7=AFIO 2 HEOHFIME
%, MTX HA| L g U7z,

TH H N A
RERT YA v | SRR, \IEAL, 7T RAR, CEER, WATRER
15 B &t B | MTX IR CRHRA+ 0 7215 EE RA FBE 982 fl
MTX (2 &0 07RO G SR I2IGEE RA BE D H B, LT OREL T Cl= 45k
Nt
—KEHY U~ FFERACR)DFARANE1987 FHETH) T RA LW S EiER 6 EALLE), T
FREEE A TR RIS ENE A AT D B
N , - JEIRBIEIEL 9 o FTLL (68 BIHIHT)
SR ALY z
TR | et o » B (66 B
+ ESR30mm/hr 2L |- X% CRP1.5mg/dL %8 % %
—VRBRIEE 5546 H 6 & A LL LRI HEREOFHOFEIZD D0 63 MTX O 552517 TV
(=720, TR G-8A46 0 2 A LLERT D MTX O &S —E(10mg/lLL b))y THDH =
L)
MTX BT, 7T B REEUIAAF D 2 FHERE(Q00mg £ 313 400mg ) DU HC FEVES 12 H)
OAP, 2 B 1 B FERS LT,
5 " 200mg #£ K% OY 400mg VX BHAAFH & 400mg % 0, 2 KOV 4 WICH& 5 L7=#%. 200mg Xi 400mg %
2 IS LT,
MTX (T EDNE LSRG A& RE | BERIFO H &2k L7,
Be5 R - 52
. 24 BEFIZB T D ACR20
ST TE ; g . o
IR | 52 smns o s o NS TR v —7 3 3 7 (uTSS) DAL
s & R
ACR &#EH 7 &
Z O o | BEEME
M E OB | PR N Y X T NG RRE
A
HEHERR L
B
- 24 KR K OV 52 BRI IS 1T D ACR20
i B 24 ARFIZES T D ACR20 1E, &K 200mg +MTX # % O 400mg+MTX B TZNZEN 58.8% K Y
60.8% TH V., 7R +MTX BE 13.6%I2, HE/e ACR20 OEENZED LW\ T
H p<0.001 : B RT ¢ v 7 [EUFSH,




V. BEICEY 5IER

o H RS
24 ERE R U 52 BRFIZ 1+ % ACR20 o) B LB (ITT-NRI)
IR+ A
MTX 200mg+MTX 400mg+MTX
(N=199) (N=393) (N=390)
24 A% (n) (n=198) (n=388) (n=388)
ACR20 27(13.6%) 228(58.8%) 236(60.8%)
77 AR +MTX B 24 v X 9.25 10.07
97.5% 15X [# [5.49, 15.59] [5.97,16.99]
pfE <0.001 <0.001
52 J#F(n) (n=198) (n=392) (n=388)
ACR20 26(13.1%) 208(53.1%) 213(54.9%)
77 AR +MTX B 24 v X 7.70 8.26
95% fE#H X M [4.85, 12.20] [5.21, 13.11]
pfE <0.001 <0.001
A SRR UMk 2 K- & Lica VAT ¢ v 7 BURSHT
s 7 24 5BBIZ #5115 ACR20, ACR50. ACR70
7T &R AFK|+MTX
(+MTX) 200mg 400mg
ACR20 13.6(27/198) 58.8(228/388) 60.8(236/388)
TR RBIIKT DAy X 9.25 10.07
[97.5%E X M) [5.49, 15.59] [5.97,16.99]
p<0.001% p<0.001%
ACR50 7.6(15/198) 37.1(144/388) 39.9(155/388)
TR RBIIKT DAy X 7.59 8.52
[95%1E #E X il ] [4.28, 13.44] [4.81,15.07]
ACR70 3.0(6/198) 21.4(83/388) 20.6(80/388)
TR RBIIKT DAy X 9.25 8.69
[95%E X ] [3.93,21.75] [3.69, 20.46]

% (%)

R SRR OHIR 2 SIS L Licn 2T ¢ v 7 RIRET v

b)#E D% EME I Bonferroni #1233 & FHE (B AKKE © M 2.5%)




V. aRIcEY HER

o H RS
- 52 1A Rp o B S e T HI )
52 WRFIC BT HIEER S ¥ — 7 2 2 7 (MTSS)DR—Z T A WS DL EIL, AHK| 200mg
+MTX #EL TN 400mg +MTX BHEOWTN L 77 BRI AFEI/NEL TRt p<
0.001 : FAHESH(T > 7)) . BIERIEOEATIHI AT bh i,
AAENOEGH O NS, FEET )27,
52 BEFIZEIT B NISS DR—RS A VENLDELLE
| 7ok A+ MTX
(+MTX) 200mg 400mg
N—2F5 A 39.0£44.5(199) | 38.4*49.4(391) 383+
47.1(389)
N2 5 A NG DR 2.8+7.8(181) 0.4+5.7(364) 0.2+4.8(363)
ez [97.5%EEXH] @ - -0.5[-1.5,0.0] -0.6[-1.5,0.0]
p fi ® p<0.001 p<0.001
S+ R AR 22 (B
a)Hodges-Lehmann O 46 E 18 K& OVIE e 7 (S HE X[
DN AT A B DOEED T 712N T, FEERR UM ZR A, N—A T EDT I %
FILEH L LT B BAITET L
52 BEFIZHITH mISS DR—XF 1 VBN S DEILE (ITT-Linear)
5_
—— Pl
4 —e— ikt
N mf =] WU

mTSSOZALE
[\

sk skek
-1- 75 R+MTX A#I200mg+MTX AAI400mg+MTX
(n) (181) (364) (363)

#%p<0001 vs 7FEH+MTX
AT (522)

SR
DT ORGSR 2 BEARLOTH L MY X~7 RAHUREE & o 7 B E

FURGHER) DEIEIE. 6.4%(50 11/781 )T - 7=,

C PURBGMERBLRIL, 6 NS 12 HIFFIZEIN L, 52 @R TIX 3. 7% Th o7z,
< BRI RS PURBEE & 72 o T2 B OEIG X, K 400mg+MTX FEIZ A~ 200mg+MTX #

TEnoT-,

2k
IRBREE L OREBERDGE TCE R VWEEEGEWER)IX. 77 BR+MTX # 199 fFilH 50 4

(25.1%). AHKI+MTX BT 781 Bl 333 $11(42.6%)ZFBH LTz,

« RAIFMTX BEO T /2BIWEAIZ. JRIBIZYE 29 B1(3.7%). IFERERHEINE 22 #1(2.8%). F¥Z 18 #i

(2.3%). 57 16 B1(2.0%)72 ETH -T2,

« AA 200mg BEEFEORNWERFEEFE (52 E T) 1%42.6% (167392 ) TH Y, ERFEIERIX

RIS 3.8% (15/392 f5l) . AFBRERMEINE 3.3% (13/392 ) . ¥E97 2.6% (10/392 ) . iE
AL AR, MRS . RS D% 2.0% (8/392 #1) . TESERAIZA (G, SHIR D%
1.8% (71392 %) ZThH-o7,

KRNI (CZP-12062)




V. BEICEY 5IER

® #\YVEDb #85KER (CDP870-077 54ER) (MAEIAT—%4)
IHEE RA FBFITRI LT, 18 EEF'EJ@?JJ%WA%?(ZK%I +MTX)IZ L 5 ACR20 S 2 x4z, AHKlD 2 ﬁH
i+ HEQ00mg 0 2 K% TN 400mg D 4 ) DEFK N FEZ MTX AL e L, S 512 16 IS
72 0 BRI DR OMERF & it L7z,

I H Mg

FEERW - ZhEsdkE, HEER

RRTYAL | i - S, WAL, 7oL BRI, “EER
w o A FFERM : MTX 05 TR+ 2 15BN RA B 333 441
0 FEERI ¢ 18 HIEFICH T D ACR20 B384 209 4
MTX (2 &0+ ERE SN T2 IEEE RA BED S 6, LIFOREAEEZ T T2 18
MU ED B
—XKEV U~ FEE(ACRYD D FEILAE(1987 LG T RA BT SNCSIER 6 HLLE), T
SRR A TR AR A AT D R
N . - TR BEEIEL 6 o ATLA (28 BIEIH)
ge b4
ERBERIEE | s 4 5 PR L8 B
« ESR28mm/hr %8 2 % X% CRP1mg/dL LAk
—IREBRERE GBI B O 3 B H L LRI S IER O HOF BN BT MTX OG5 2515 C
WHE(E L, IBBREE GG A 2 FA U LTS MTX OFEN —E10mg/HELL E)TH
HZ kL)
JEE B W MTX BF . A 400mg % 0, 2, 4 BICHEE L=, 200mg % 2 HEEIC 16
TCTH MRS L,
5 % | ZEEHRE 18 HIFFIZBIT 5 ACR20 SERFI 2 MTX JFF . 77 B RBESUIARA O 2 AL - A

HEAEQ00mg O 2 WM U 400mg O 4 FFE) DO W T INITIESITEI Y (1T 72,
e 5 1R 30-32 B

TEEMEEE | 34 BERCZRIT D ACR20

SafE IR
MERHEL b Y R~ R AR

z O o
AE M H OH o
HERRRE
At
- 34 JHIFIZ I 1T 5 ACR20
FEERBNCAANC & 0 BEEZII(ACR20)2355880 L2 BRI 5 34 HEFD ACR20 %, AH|
200mg/2 il +MTX B & U 400mg/4 il +MTX B CTZEh 67. 1%&0 652%ThHbvH, 77 &R
+MTX B 44.9%Z A~ R e ACR20 OUENRFE D HAL(p=0.009 XU p=0.017: 2 VAT 1 v
7 YR BRI DHERE S L7z,
34 B2 H 1T D ACR20 D ELRALLER (FAS-NRI)
i * TR+ ‘ A -
MTX 200mg/2 ¥ 400mg/4
+MTX +MTX
(N=69)
(N=70) (N=69)
ACR20 31(44.9%) 47(67.1%) 45(65.2%)
TIRRITHT oA v XL 2.50 2.30
95% 1 X [#] [1.26,4.99] [1.16,4.56]
pfE?Y 0.009 0.017

AR AT o v 7 ARG




V. BEICEY 5IER

7 H WA

7

ol

CWTRDLDRERTH L B Y AT RINGUKGIE L 72 o T2 BEGURBIE OEI &1L, 77
B AR +MTX #E 31.9%(22 $51/69 i), AHI 200mg/2 i +MTX £ 18.6%(13 /70 f5i), 400mg/4 ¥
+MTX B 8.7%(6 #/69 fil)y Td - 72,

- BUKSIERBLEEIT, 16 R 5 34 FRFTHIN L7,

e Xkq
FEERMIICBWT, IRRIKE OREBEBRATE TERWEERZEIEM)IZ. 333 #iH 96
B1(28.8% NGB D H AL, EARRMWERIX EKGERYE 17 F1(5.1%), REEEEY: 10 61(3.0%)7% &
ThoT,

TCHEBRBIZBOW T RRE L ORRBERNEE TE RWAERLGEIERIL. 77 R +MTX
RET 69 B 11 $1(15.9%), AFI+MTX BET 139 i 28 #1(20.1%)Z7BD B, AF|I+MTX
MOEREWERIT, EXERYE 6 B(4.3%). JRIERGL 6 B(4.3%)72 EThH o7,

« AA 200mg D 2 IR GHEORIEARBE (18 WEHIV (171 34 MET) 1% 28.6% (20/70
F) THY., ERBIERITRBEGE 5.7% @70 1) | EXGEREY 43% (3770 ) . FE. Bl
BER D 2.9% (2/70 ) HThoTz, iz, KKl 400mg O 4 H R 55O IVEHA R LR
(18 WEIVD 174 34 W E T) 13 11.6% (8/69 #) TH V. ERRIEAIL EXGERY: 4.3% (3/69
B . OEEAS LSRR PREGIEGE DK 2.9% (2/69 f5]) HTHoT,

KRR ERE (CZP-12066)
(F) BEfY v=FIoxt L TERREN TV D B OHEIR TEE., RAIZIZEL M) X7 XA BB

z) & LT, 1[01400mg Z#[E], 2 Wk, 4 BHEIZE TES, LAk 18] 200mg % 2 B ORMR TR FERT 5,
B, JEIRZERICIE, 1 400mg % 4 W OB TR FHEFETE 5, Thb,



V. BEICEY 5IER

< RLfE >

@ ERNELI/OHAERGEHER (PS0017 5HER)
H$A@¢*ﬁ~ﬁf@%ﬁﬂ&r%ﬁfém0$%(MAwAﬁm%z@)@%ﬁ ZBWT, AFH
400mg 2 45 M Y 200mg 2 W PRGOS 77 R xR E U CHGE LT,

I H Mg

REBRT VA v | ZhaikdtFE, WER(L., EER. WATEM., 77 2R%, 5 W AR RS

PEEE A~ ORFE MRS (ORISR OG0 2 &) 127 1

e
BB e s MR 22 )
s M~ TS R A (R DRG %  E bl i)
1) RS AT 5 R (RPN OREEBIR%) OBMIAZ T 6 4 ALl LIS
LTWbiEHE
2)  EREOREHER O ULHEHE R O UL AL IRE O RS & 72 % B
| R R O R
R YE

1) A7 U—=V 7S, IEETR USRI RE OB 221 T 5, IEMETROZ
%@\H$&Eﬂ?%(mA)@ﬁm%ﬁ%%tbfwé_k

2) WREMERLRUEDHA . SEMTEEOREAES &L RORERH D Z L

3)  HEMRLRIEOS A N— AT A CHRKRmAE (BSA) 123 2 HEO R A m R O EIA>80%
ThoHI L

ARRBRIL, HEE~EEOZEIEGRES GUREEGAOGIE2ET) X% L LIc_HE
WS — b & REEPEALRE R O P i 2 R & Lo dF B AR — b TR S v,
[ZEEHR—F]
A (0~163#)
BERE XL T OWT ORI 2 : 2 1| OFIG TEEAICE Y T o,

* 400mg A : 0~14 BIZAH 400mg 2 AR

* 200mg #¥ : %%mEMMg%02&U4L 3 [E 5%, 6~14 iEIZ 200mg 2 A5

« T RAREE 0~ 14 AR EKE 2 WERE
HMEFFIAM (Week 16~52)

1) 16 3 T PASIS0 % Ak L /- #Brg -
EAMMTHEIO F SR BEERHC LD, LTO LS IR A& Shi,

- 400mg B : H T 400mg 2 A kR 5

* 200mg £ : 200mg 2 41T 400mg 4 BT 1 1 OEIS THEIT L, BRT Tk S
Vi | - ST ERE BT CAERAEKE RS

[FEEH=A— ]
MM (0~16 1)
LR MEAL BERE S 3RS MERLIRE O BB E % | 1 DEIECL T OFEMRBGHFEI D (17,

- 400mg B : 0~14 FIZAH] 400mg 2 u&%%fr

* 200mg #¥ : %#mEMMg%02&U4 23 [EEE#%, 6~141C 200mg 2 A5
MEFFIART (Week 16~52)
WENAR L O 16 B TOEBHRICESE | MR O®BELZLIT O X 51T E LT,

1) s (REEE) < IPEEWE) T EW%E) 2k UL PASISO (RZEEMEAT
&r)%éﬁLKW%ﬁ
BANCEID AT Sz A E TR 2 ke L 7=,
mikﬁﬁg(%ﬁéﬁﬁ)TF¢%E&§JXMF%%&%Jﬁ%éﬁ\quwBO&%(%
TEPEALRZAE) DAAERR OPEHRE
mm@ﬁ®w%%i TRBREATEE AT OHIWT T, 400mg 2 WfGICHI R A TREL LT~

R (RO R 2% @Aﬁm%aﬁ):m@®Pmm5&%¢

A ! '
EEFURH | e o XA (B L . BRI B (L L oo




V. BEICEY 5IER

o H RS
FEMERERE  (EHEREITI R OB M & Eie)
- 16 B DOERE T B ERT O AR (PGA) R
s | 16 @@ PAS\I90 doEER o v o E
- 16 WO K EHEBBE O QOL FHlif5fE (DLQD) A= T DOR—R T A b OE{LE
c 16 D INRS AT DR—RF A )b O E
HEREPEAL RORE M OVBE MR RERRE 2B L i, BIVRGIREE B ITRE L h o 1=,
SE IR E GUEMEES R OB & ETe) 2B D EE
- 16 WIFIZ 31T 5 PASITS, PASI90 KUY PGA i
16 D PASI75 SERIL, 7T BARFET 7.9%, AHl 200mg #£ T 73.0%, 400mg #£ T 87.1% T
& o7-, PASI75. PASI9 &} PGA WELRDOWTIIZE N THAROEZHBEHETIZT TR
BEICKT L CREGHERICAHE B DB RIOICE RO & 2 WENRD b i,
16 SBBFIZ$(+5 PASIT5 D EERE LR
|
77w 200mg e 400mg
(N=26)
(N=48) (N=53)
PASI75 BGEH (%)
NRI 7.7 (2/26) 70.8 (34/48) 86.8 (46/53)
MCMC 7.9 73.0 87.1
TR REELE D= - 65.1 79.1
(95% I X ) (48.22, 81.90) (65.10,93.17)
TR ARBIIKRT D4 v X 31.695 79.112
(97.5% (5 X [#]) (5.129, 195.877) (11.739, 533.168)
P i — <0.0001 <0.0001
o " PASI90 S (%)
NRI 0 (0/26) 52.1 (25/48) 75.5 (40/53)
MCMC 0.2 53.8 75.7
TIRREEL DE 53.6 75.5
(95% I X ) T (30.67, 76.47) (51.95,99.04)
TR HT B4 Xk 38.696 100.459
(97.5%15 4 X ) o (6.047, 247.634) (15.540, 649.437)
PfE® — <0.0001 <0.0001
PGA 3 (%) 0.0 52.7 66.7
TIRREEL DE 52.7 66.7
(95%{ZHEIX[H]) - (29.95, 75.39) (43.34, 90.15)
T RARBICRT D4 v X 38.193 69.580
(97.5% S HHX ) (6.113,238.619) | (11.138,434.659)
Pl — <0.0001 <0.0001

L g, Ay X, EEKER O p i, B5H&OMEE O£ R o6 T
DA KT & LT logistic BIF/HT TR L7z
2 : MCMC % W TR IANE % 58

a) AFNOXELGREL 7T vARBEL QLTI p MITHBEAKERM 2.5% CTHRE L7




V. BEICEY 5IER

o H RS
« 52 WEFIZ 1 B PASIT5 K (X PASIO0 th#R
HEFF P G HIRNCBAT LI R 1T BT 5 52 D PASITS Bk, AHI 200mg 2 #@ f5# 5-—
200mg 2 AR GHET 69.2%. 200mg 2 I 4% H-—400mg 4 8 58 5-H T 85.0%. 400mg #£ T
86.3% T -7z,
52 sBBEIZ$ 1+ 5 PASIT5 B Uf PASI90
200mg 2 5@1'&&5% 200mg 2 iﬁ-\ﬁ&“ﬁw 400mg 2 A5
200mg 2 #HgEHE 5 400mg 4 g5
PASI75 69.2 (18/26) 85.0 (17/20) 86.3 (44/51)
PASI90 57.7 (15/26) 70.0 (14/20) 84.3 (43/51)
%(f51%5)
< AR+ HERFR S (0~52 #8) (231 D PASTS K UX PASIOO0 e ER
ARG O AMEE, 0% 52 B E THERF SN,
PASI75 KU 90 D #ZEEZE{E (NRD)
PASI75 (%) PASIO0 (%)
77 'R 200mg 400mg 77 'R 200mg 400mg
N=26 N=48 N=53 N=26 N=48 N=53
2 3.8 2.1 3.8 0 0 0
43 3.8 25.0 22.6 0 6.3 5.7
8 i 3.8 62.5 62.3 0 313 26.4
12 38 3.8 72.9 79.2 0 52.1 50.9
il ES 16 3 7.7 70.8 86.8 0 52.1 75.5
20 i 3.8 70.8 90.6 0 50.0 81.1
24 38 3.8 77.1 90.6 0 56.3 86.8
28 iH 0 72.9 90.6 0 60.4 79.2
32 3 3.8 75.0 88.7 0 64.6 79.2
36 8 3.8 75.0 88.7 0 583 71.7
40 38 3.8 75.0 88.7 0 62.5 79.2
44 38 0 75.0 84.9 0 64.6 75.5
48 i 0 72.9 83.0 0 62.5 77.4
52 38 0 729 83.0 0 60.4 81.1

AWM R G (0~5238) 131) 5 DLQI Efifsg
DLQI EfRit, AFOWThoESEEL, 28225 16 8 F T EF L7, 200mg #Ci%, DLQI
ERRERDN 16 WH S 52 T FE THERF S AL, 16 B 56.3% K% 152 3 58.3% T 7=, 400mg #ETH
DLQI EfERi% 16 W75 52 I F THEFF SH. 16 1T 62.3% M TN 52 I 642% T o1, 7T
LARBETIE, DLQI EfFRiT 28 (3.8%) 75 16 (7.7%) * CTHEFF S 7=, LIED4 =
TOFHER ST 0% TH o7,

o AP GHRE MR GHART (0~52 ) 1231 B INRS A =27 0 AR
INRS R a7 #E=RIL, AFONTNORERES, 222520 FETEF L, 2055 528
FCHERF S N7z, 200mg BETIEL, ALK 20 # 25.0% K% 052 3 27.1% T - 7=, 400mg #£T
IZFENFI 453% K TR 50.9% T o7, 7T EARBETIZINRS 2 2 7 EERITWOTIOR AT
BWTHO0THoT,

— 44—




V. BEICEY 5IER

-

- HLREME RO A B IC BT D ACR20, 50, 70 EERRER

BRI 33 2 e L, SRR & OF RS ©, X— R T 4 VIO ERBIFIEL OVE
JRBIEEA VT L 3 BIRILL Lo BE THRET Lo, Al 200mg B 3 ) TiX, 2~8 KW
32~52 12 ACR20 3% & 3EmK L IR E DS 1 Il TH - 72, 400mg #ETIE, 2L NS2 D
ACR20 B FER N ZNLH 60.0% K Y 100%., ACR50 SERNZ I EH 20.0% K O 100%. ACR70
WERN TN 20.0% % T 60.0% T - 7=,

SRR GURIERE RO 2 &) I 5 %e
-ﬁﬂ&%ﬁm%wfﬁﬂ%mﬁﬁ%%ﬁ_Mw%mtr%%ik@@L&DJ@ﬁi%%(@
YEF) DOIBIFRIL 32.0%, 400mg 2 EEFE 28.1% &% X 200mg 2 i E#5% 5 +400mg 4 &5
292% CRITRE TH -7,
< 2 BILL EORBAFRD LT EWERIZSMHEEESR S 6] (4.1%) . FF 4 61 3.3%) . BRI,
BARVBENEI 3 B (2.5%) . FFEEE, nANER, AR, Mia~—0—8n, 5%
JENZENZI 2 6] (1.6%) Tholz,

BT R E e O MR R I B8 1) B Aot
- ERIR IR YGEE (CGL-D
HEMEIEAT REE B OV M BEME FR S FR 1T . BRI ELE DS RO DN TSRS OEI ST, B AWM
HHEEFI 20 U CEEIN U THERF S 7=, 16 BERICIB W CERMIC L DR SRR EE [H
RIS A FERK U 72 BB IR e < 7 IR 7 ), SRR RE T 15 Bl 14 I T o
Too 52 K SRT TEMIINLE ] &R U2 BE I IIBE IR 7 B0 6 B, MR e iE
TI15FIH 12 Bl CTH - T,

RV AL R E M OV I R R L2 s 1 B 2k
CEAMIRHERIRICRO b TR E oB#EH Y | OFEHESE BIEM) 13, R
JERE T 6B (40.0%) . NERFVERLRERE T3] (42.9%) OAF 9B (40.9%) (Z3RH B
776

- BEMRVEALROE B THE SN7-BITEH (PT) 1380 2 6) OIFAESEBAL G, B~
A HRIEE, WML, WIHKE, 77 =07 I/ b7 A7 =7 —EHIIN, 2B, LR
WSR3 1 BT d o o, iR RS TS S 7= BIVE R 3 ERIBE | IR e,
SENRK 1B TH-o T2,

KRR (CZP-12134)

MESNE FEELER (CIMPACT) (BAMEANT—4) 1®
A~ D PsO A %512, PsO Ok OYER DUEICKB T AR O 2 HEOFEIMEEZ, 75

TR LR LT,
H H NOE
REBRT VA v | ZhaakdE, ZEEMR, BEML, 77 2R KOG WATRER
a B &t % $£E~i§@m0%%$9w

BB

1) 18 kLA E DR MK Ot

2) PsO L2MENThE 6 5 AU BB L T2 B

3) XR—=RA T A D PASI AT >12, (KFKHFE (BSA) (Zx3 2 @R HFEOFEIE>10%K O
HEREIZ xS 2 EAT O UFERFHE (PGA) A= 7 >3 ThHBH

4) ¥l O RE LR O ATIERREIE R O AT HRIE DM R L 72 5 B




V. BEICEY 5IER

o H RS
FIAHN O FGERBRI SN0 U 72 XL RRBR UAS CARF &2 ] L 7= B
HEREMERTRRE . IR XX 2 MENRIE R L & W S T iR
IR LU HEHE S THRRE BRI DIRPR D 7= 01T, 2 FRLL Lo AWy iis) gEstR v (TNF) FH
FIAEET] BRX— AT A ORI T LB
BEIZHIEOIGREDO - DI Z 327 M &M H LI BE
A (0~16 18)
DLFOWEFNDOREZ3 13131 1 OEESTEMELIZEIVT O,
+ 200mg #f : %#%Emm@%o 2, 43I 3@&5% 6~14 3812 200mg 2 A fF% 5
* 400mg A : 0~14 T 400mg 2 FHEHK 5
AT R 0~115 WIC= & pbE T b 50mg 2 [AI TS
I REE ARG
HMEFFHIR (16~48 i)
| AR EI D fH SN S RHC LV ER T CUTO L 5 IR # 5 LTz,
i 5 -m%gﬁ:mm@zﬁ%&ﬁxmm%4ﬁ%&5\T?tﬁ&ﬁmz LIT%H
- 400mg #f : 200mg 2 HEHE G- mmgzLﬂ&ﬁ f?ﬁf&@ 1 CEIM
-IﬁXWt7Fﬁ BA%E A i 400mg % 0, 2, 438 3@&5%ﬂm@2 Beeh, 77 &R
522 1 TEIA
fﬁﬁfﬁ A R S
HEFFHIR O RBEREIZ PASIS0 23ARZER & 72 o 72356, HFERBIFICEAT L,
HEERIE
200mg 2 E454% 51 400mg 2 15 5,
TEFHEEE | 12D PASITS SER
< 12 & T 16 D PGA R
< 1238} TN 16 D PASIO0 iR
BIVREEMIER | - 16 D PASITS MR
- 12 D PASI75 thESE (=& vt 7 Nt L D)
- 48 D PASIT5 R
At
12 HFFIZ351T 5 PASITS SR
16 D PASI75 BRI, 77 BREET 7.9%, AH| 200mg T 73.0%, 400mg F£T 87.1% T
& o7, PASI7T5, PASIO } X PGA HERDWFHIZE W THAADEEGHETII T TR
R U TREEHFIICHE B DEERMICERO H 5 WENRD v,
6 BERFIZ 51+ 5 PASIT5 DERILEER
7%7 E;Z ;jig 200mg # 400mg ¥
N7 NZ170 N=165 N=167
fi& P
PASI75 B (%) 5.0 53.3 61.3 66.7
TSR REEE DE (%) _ _ 56.2 61.6
(95% S HE X 1) (46.4, 66.0) (52.1,71.2)
7T RECKT B A _ _ 30.023 37.988
b2y (8.971,100.481) | (11.312, 127.576)
(95%1E X [H])
piE — — <0.0001 <0.0001
W SER, 4y X, EEKE RO p EIX, 858, Hull k Oul 2 o422 iH o
i OF % K1 & L7z logistic [FUFAHT CH M L7
2 : MCMC 7% B TR 2 Al 7e




V. BEICEY 5IER

o H RS
- FAE TOMIM (16 MBI PASITS Z iR L 72 BBRE A3, PASISO % AR 72 5 F TOHIM)
16 12 PASI7S B4 2R L7 /B 1238 T HERFIIC PASIS0 Rk & 72 5 F COWIM %
Kaplan-Meier {5 TR L7z, MR OAFIGHERETIL, 77 B RBICHATHRE COM
23> 72 (p<0.0001~p=0.0027) . EAIAK TAFAN 200mg FEIZEI D 141 b A7 #BRE T,
HEFFHARI 0> 200mg £ & 400mg BEICEWITERD SR -T2 (p=0.3755) . EAHRM T 400mg
BECEN D AR ST BRE TiE, HERFRAR 0 200mg #E & 400mg BEICEWRH Y (p=0.0978) .
400mg BEIZFHBR E TOMIBNE WD LRI Tz,

B E COHIM
iE A HA 200mg/2W 200mg/2W 200mg/2W
HERFHIM 7SR 200mg/2W 400mg/4W
1% N=22 N=44 N=44
HRHY . n (%) 9 (40.9) 5(11.4) 2 (4.5)
FHRE CTOHIM (PASIS0 23 KIERK)
p i
THEINE T h>T TR — — —
200mg2W— 7 &R — 0.0027 <0.0001
200mg/2W—200mg/2W — — 0.3755
400mg/2W— 7" 7 &R — — —
& R 400mg/2W—200mg/2W — — —
EE NS 1] 400mg/2W 400mg/2W 400mg/2W
HMEFFII 751 R 200mg/2W 400mg/2W
1% N=22 N=44 N=44
HRH Y. n(%) 10 (40.0) 5(10.0) 1(2.0)
FHRE CTOHIM (PASIS0 23 KIERK)
p i
THXNET v TR — _ _
200mg/2W— 7 5 &R _ _ —
200mg/2W—200mg/2W — — —
400mg/2W— 7 7 &R — 0.0015 <0.0001
400mg/2W—200mg/2W — — 0.0978
et

RBRHE L OREH Y | OFEFESR BIER) ORHERIT 17.7% (92 #) TH-o7-, 200mg
B 15.1% (40 1)) . 400mg BFiZ 16.4% (58 4) THv., RBETH -7,
c BB 1%L EOFRWER (PT) X, EXGERG: (2.5%) . &SWHEAK (1.3%) . y-Z ¥ L
FF AT =5 —VHEAN (1.2%) . WONTEMREE L OBEER (% 1.0%) Th-o7-,

ARG EER (CZP-12137)




V. BEICEY 5IER

© @By EMAFER (CIMPASI-1) BAFEAT—%) 19
AT ~E D PsO B 5510, PsO DOEfe fk OEIR D EIC BT A D 2 HEOFIME ., 75

AL L,

H H

-

N kA VA

1]

Sl i, —EHER, BERL, 77 B AR, WATHRH i

B R &

HhAS T ~ T D PsO R 234 1]

F B RUILAE

1) 18 mELA E DA B K Ot

2) PsO EZMENTHE 6 5 AL EREB L T\WDHRE

3) X"—=RAF A D PASI A a7 >12, KFEER (BSA) 133 5O A E R DOEIEG>10% KL O
HORRIO KT 2 EAT O EAERYFHE (PGA) A= 7>3 ThLHHEHE

4) Wi O R H LK O/ SUTIRIRIE L O AL EFRIE ORI R & 70 B BH

RN L

FOREVERLBOAE., {IRHCME, 34 E’éﬂ%#ﬁ@%%&?&)lﬁéﬂk,ﬁ%ﬁ WEIAF 2 KL Szl
H . FRESUI RO BIET R OTBIR O 7212 2 FEALL B AN 2i 54 EFEsER -+ (TNF) [
FREG] 2 LEE

B (0~1638)
UTFoOWThnoREc D1 OFEIG TEERICE T B,
+ 200mg B : BHAAH & 400mg % 0, 2, 4 A3 IEH&EL& 6~14 #IZ 200mg 2 HEF 5
* 400mg B : 0~14 3T 400mg 2 515
< 7T R AR KES
HEFF (16~48 i)
BAWRICE AT OB EGRICEVER T TU RO L S ITIEBRELRE LT,
* 200mg Ei : 200mg 2 IBE#ES-
* 400mg B : 400mg 2 WS-
« 7T AREE B E 400mg & 0, 2, 438123 [, 200mg 2 BEKS, £33 7F
A Gk
HEFFHIM D RBERF I PASISO ASAREER & 72 > 72350 IEEMMIBICBAT L=,
S I
200mg 2 51X 400mg 2 55 5,

FEFHHEH

16 ¥ D PASIT5 thiER
16 D PGA th#EHR

IR EAfZE H

16 8 PASIO0 i E=R

16 D DLQI 2 7 D_N—2 T A 9> b DL i
48 D PASIT5 thER

48 D PGA =R




V. BEICEY 5IER

o H RS
Btk
- 16 KT D PASITS KUY PGA sk
16 D PASI75 SERIL, 77 BARFET 7.9%, AHAl 200mg #£ T 73.0%, 400mg #£ T 87.1% T
H o7, PASITS KON PGA EROWTHIZB W T HAFIOFKZERETIET 7 B REICH L
THAFINCHE B DERNICERD & 5 8ESED bz,
16 BRFIZF5 1+ 5 PASIT5 K Uf PGA o 22 0D BRI LL 8%
7R A
(N=51) 200mg 400mg
(N=95) (N=88)
PASI75 B33 (%)
NRI 5.9 (3/51) 65.3 (62/95) 73.9 (65/88)
MCMC 6.5 66.5 75.8
TTRREEE D — 60.0 69.3
(95% /T X [1]) (47.92,72.17) (57.65, 80.99)
TR ARBIIRT DA v Xk — 28.962 45.660
(97.5%15 X M) (6.968, 120.371) (10.657, 195.634)
P i — <0.0001 <0.0001
& ES PGA ZGEH (%)
NRI 3.9 (2/51) 44.2 (42/95) 54.5 (48/88)
MCMC 42 47.0 57.9
TSR L D _ 428 53.6
(95% (=1 X i) (30.70, 54.86) (41.33, 65.94)
TR ARBIIKRT D4 v X — 20.116 31.143
(97.5% 15X M) (3.699, 109.399) (5.687, 170.548)
Pl — <0.0001 <0.0001

L dER, Ay X, FEKE LD p EIL, 5B &R OREO LY A O

DOH KT & LT logistic BT /0HT TR L7z
12 : MCMC ¥ % VN TRANE % 4 56

a) AFNOXKELGREL 7T vARBEL OLETIE, p MITHEEAKERM 2.5% CTHRE L7

etk

< 0~48 BIZRD bz NEBRIELOBEH Y | OFESES FIEMH) ORBEZ, 18.6%ThH

Y. 200mg FET 14.0%M% O 400mg #E T 19.4% ThH -7,
BIERIX. W OBEERETH BB R 1%RIE Th o 7o, IR 1%L EOFEITER (PT)
1%, BIHEEZ (5.8%) . LROERYE (3.5%) M OVESHRALEEE (1.3%) Tholz,

T 5 E TR (CZP-12135)




V. BEICEY 5IER

ESVEFAEER (CIMPASI-2) (BAMEATF—4) 7
FREERE~EFE D PsO B & 5510, PsO DOfe fk OER D EIC BT A D 2 HEOFIME 2, 75

AL L,

H H

-

N kA VA

1]

Sl i, —EHER, BERL, 77 B AR, WATHRH i

B R &

HhAS T~ F D PsO B 301 1]

F B RUILAE

1) 18 mELA E DA B K Ot

2) PsO EZMENTHE 6 5 AL EREB L T\WDHRE

3) X"—=RAF A D PASI A a7 >12, KFEER (BSA) 133 5O A E R DOEIEG>10% KL O
HORRIO KT 2 EAT O EAERYFHE (PGA) A= 7>3 ThLHHEHE

4) Wi O R H LK O/ SUTIRIRIE L O AL EFRIE ORI R & 70 B BH

RN L

FOREVERLBOAE., {IRHCME, 34 E’éﬂ%#ﬁ@%%&?&)lﬁéﬂk,ﬁ%ﬁ WEIAF 2 KL Szl
H . FRESUI RO BIET R OTBIR O 7212 2 FEALL B AN 2i 54 EFEsER -+ (TNF) [
FREG] 2 LEE

B (0~1638)
UTFoOWThnoREc D1 OFEIG TEERICE T B,
+ 200mg B : BHAAH & 400mg % 0, 2, 4 A3 IEH&EL& 6~14 #IZ 200mg 2 HEF 5
* 400mg B : 0~14 3T 400mg 2 515
< 7T R AR KES
HEFF (16~48 i)
BAWRICE AT OB EGRICEVER T TU RO L S ITIEBRELRE LT,
* 200mg Ei : 200mg 2 IBE#ES-
* 400mg B : 400mg 2 WS-
« 7T AREE B E 400mg & 0, 2, 438123 [, 200mg 2 BEKS, £33 7F
A Gk
HEFFHIM D RBERF I PASISO ASAREER & 72 > 72350 IEEMMIBICBAT L=,
S I
200mg 2 51X 400mg 2 55 5,

FEFHHEH

16 D PASIT5 iR
16 D PGA th#EHR

IR EAfZE H

16 I D PASI0 ik #R

16 D DLQL A 37 D_N— 25 A B DZE{b &
48 D PASIT5 thER

48 WD PGA iR




V. BEICEY 5IER

o H RS
B
- 16 HEFIZ 31T B PASIT5 KUY PGA thE=R
16 D PASI75 SiERIL, 77 EAREET 11.6%., A4 200mg # T 81.4%., 400mg # T 82.6%
T o7z, PASITS LN PGA ERDOWTIUZEB N T HAFOKELGRETIE Y 7 B RBHIKT
U CHEGHFEINCA B DERRINCER O & 2 UGEENGR O b T,
16 BBFIZE5 15 PASITS R U PGA SREZE D EERE L
|
7 7R 200mg = 400mg
(N=49)
(N=91) (N=87)
PASI75 B33 (%)
NRI 12.2 76.9 (70/91) 79.3 (69/87)
(6/49)
MCMC 11.6 81.4 82.6
ISR REEE DE _ 69.7 71.0
(95% /T X [1]) (57.12, 82.36) (58.47, 83.43)
T TR T B A v Xk — 33.405 36.212
(97.5% 15 X M) (9.965, 111.983) (10.686, 122.713)
P i — <0.0001 <0.0001
& ES PGA BGEH (%)
NRI 2.0 (1/49) 58.2 (53/91) 63.2 (55/87)
MCMC 2.0 66.8 71.6
TS AR L D _ 64.8 69.6
(95% /T X [1]) (52.16, 77.46) (57.48, 81.77)
7T RBCT D A4 v X — 106.225 133.163
(97.5% 15 X [#]) (9.572,1178.843) | (11.904, 1489.578)
Pl — <0.0001 <0.0001

W1 BER, 4y A, EERKEEO p %, B O E O AW r A o
DA MAK T & L7z logistic [AlJf /04T TR L7
2 : MCMC 5% B CRBIME & i 58

a) AFIOXEEGHE T T vAREEL OB TIE, p EIXHBEKERMN 2.5% THRE L7z

@t

< 0~48 HTRO LN MRBRIE L OREH Y | oFEES BIEM) ORBFEIZ, 23.6%TH
Y. 200mg BET 25.3%K% N 400mg £ T 20.9% ThH > 72,

CBIERIE. WTIhoR 58 CTHRBERIT S%ERM TH o7, BHFE 1%L LORIER PT) 1X.
AL (5.1%) | SUREER (1.7%) . ERERGE (1.7%) ROZE 5 EERE (1.1%) Tho
776

TKAIEBEGL (CZP-12136)




V. BEICEY 5IER

@ B4V E MAERER RAPID-PsA) SAEIAT—%) 1©
TEENME PsA [ 256512, PsA O X OYER OUEEIT I 1T 5 A4 200mg 2 Hfg# 5 L 400mg 4 8 5
HoORMEE, 77 R E R LT,

T f 2.

ABRT A v | SRR, CEER, BESME, 7T AR WATRER

1B B okt 5 | IEELE PsA FB3E 409 1

1) 27 U —=V 7 HrOFERD 18 Ll b
2) ELREMEIE 2 D4y EIEYE (CASPAR) ITHEES & | A ARIE DELREMERIfI e L 2 S, 6 » H
ER STt
3) IRENMERIEE R ERA 2 A T 0B, IO 2 a9 2 8%
FEEPUILNE | 4) DITOHEA 23 X7z ISR 2 H T 5838
AP V== T ROR—R T 4 OB 3 Ll E
AP V== T ROR—R T 4 ORI 3 LA E
27 —= 2 ZHIRNC IR MERPE S 7Y 28mm/h BL_E I CRP 28 iU BIR A B 2 5
5) 1 fJELL_E D DMARD 73N &%)

B (0~243#)

FOWTNAOREC L 1: 1 OFIA TERIELICEY AT o,

- 200mg 2 JAfEH 5« BIAG B 400mg % 0, 2, 4 HIC 3 [EIF 54, 6~22 #IC 200mg 2 ¥ 45 £
5.

- 400mg 4 B EE GRE - BIAAH & 400mg % 0, 2, 4 #IC 3 B 5%, 8~22 #IZ 400mg 4 155
5.

T REE AR KIS

v 1| HEFFHIRD (24~48 i)

HAMRNCEID AT OB GEIC IV ER T CUTO X 2 ICIRBRIEZ &S L,

- 200mg 2 R 58 : 200mg 2 W5

- 400mg 4 WG58 © 400mg 4 HEHK G-

« 7T REE  BAMAAHE 400mg & 24, 26, 28 #HIZ 3 M, 200mg 2 HERK S, 400mg 4 F
¥ 5

B A

200mg 2 A5 XX 400mg 4 5

12 # > ACR20 tk#ER

3 S AR TEH
T ERHmE H 24 D mTSS D_X—2 5 A b DI &




V. BEICEY 5IER

TH H N
AN
- 12 BRHZ I 5 ACR20 FER
12 D ACR20 ERIL, 77 v ARBET 24.3%, &K 200mg 2 B G 54T 58.0%., 400mg 4
R GRET 51.9%, AAHRGHEER T 549% Th o1z, AFOEZERTIZT 7 BRI
L CHEHFEMICE B BRKIICERO & U= RO b,
12 BB IZE 1+ % ACR20 Sz 2 o) B L85
7SR 200mg/2W 400mg/aw | 200mEBN 00
N=136 N=138 N=135 N3
ACR20 B (%) 24.3 58.0 51.9 54.9
(95% EHE X [E) @ (17.1,31.5) (49.7, 66.2) (43.4,60.3) | (49.0,60.8)
TITRARBEDED — 33.7 27.6 30.7
(%) (22.3,44.6) (16.5, 38.7) (21.4, 40.0)
(95%ZFE X 1)
p i — <0.001 <0.001 <0.001
VE © NRI 2% Fi O CRORME & 452 L 7=,
o S a) WiT Wald SRR

b) 7T ARBE L D 200mg2W B — 7T wAREE, 400mg/AW BE — 7T B AREE,
200mg/2W+400mg/4W it -7 7 & AREE (WONZ, ZIEND 95%IEHEIXH L O p ) 1%, Wald T
BRE (BEAERR %) 2HCCTHEIB L, ZRENO T 7 'R L DZED 95%IE XML, WiiT
IEHERFE (i Wald (FHEIR) 2 AW AL

- EVREIRE (0~216 ) 1ZKIT D ACR20 th#R

ACR20 d#E2R1%, AFK| 200mg 2 BEH 58 % O 400mg 4 B 584, 48 FE CTEH L,
216 M F THERF L7z, 48 3D ACR20 tLERIZZNEN 76.0% % N 78.1% TH V. 216 Tl
ENENT6.5%KT85.1% Td > 7=, ACR50 L TN ACR70 ZLEH T b [FIER DM M A H v,

< 24 AFRIZ 1T HmTSS DR—RF A b DL E

mTSS DR—ZF A b DEEITONTIR, AFEEIAEEE 7T B REEE ORICHEF
FHNCA B R EITERD BRI o T2, e e RIBMERR 52V — b % O - R AT C LI AH
BEMERETT IR L G LT, mTSS O_X— 2T 1 b DO L&/ S ME VR
O BTz,




V. BEICEY 5IER

H H N A
24 BDMISS DR—X A U L DEILEDHE
ZF5%R | 200mg2W | 400mg/4w 20(?(;1:5; A
N=136 N=138 N=135 N=273
AT E T CHUE DRlTEL — L & FIW oA RS R
R=ZF A InbDOEE
/N (SE)D 28.92(7.73) | 11.52(7.59) | 25.05(7.92) | 18.28 (6.07)
(95% IS X ) (13.73,44.11) | (-3.40,26.45) | (9.48,40.61) | (6.34,30.23)
T vREEE D=
/N3 (SE)D — -17.40 (9.63) | -3.88(9.65) | -10.64 (8.35)
(95%IE X ) (-36.32, 1.52) | (22.86,15.10) | (-27.05,5.77)
p i ® — 0.071 0.688 0.203
Bz — & AV E ST R
R=ZF A InbDOEE
/N3 (SE)D 0.28 (0.07) 0.01 (0.07) 0.11 (0.08) 0.06 (0.06)
(95%IE X ) P (0.13,0.42) | (-0.14,0.15) | (-0.04,0.26) | (-0.06,0.17)
TTRARREL D
/N (SE)D — -0.27 (0.09) | -0.17(0.09) | -0.22(0.08)
(95%IEHHX ) (-0.45,-0.08) | (-0.35,0.02) | (-0.38, -0.06)
piEY — 0.004 0.072 0.007
& KB O SE IR IMEEZ W o, BERE IR LT8R . 24 BT — 2 BRI OHERE X
1% escape B G-~EAT LT 7 7 B ABHEOMIERE Tk, SR ILAT, 24 BTSRRI 5B bawT
G il D 2 SORHT — 5 &I INE L7

a) 77 B REETIE, BIEAMTIET escape # 5 ~EAT L7 B 1Sk L CilH L7
b) BeH-BE, ML O LD TNF FLEEOHHOFMER & L, X=X T A EaERE LT
ANCOVA &5V

RTEHEE TRE LEATIL— LR UERBHT THRE LIFETIL—IL

JRAT E T TRUE L7z se v — v MR CRUE L7l ze L — L

KBTI SMEE THlise, 7270 L, X8R | KB SRIBAMEE CThfise. 770 L. X
BRAEDORERN 0 U 1 2OEEIE, N—R | BREOHKREN 0 XL 1 20Hg41E, |
F A > mTSS (FRBREM O IR — | BREMD Week 24 DX—2F A 2 InHD
2T A AME (ZDBEIL0) . Week 24 @ | b BEOHTRAE (Z DA IT0) 2V
mTSS (FFRBREER D VY Week 24 DA
(ZDYA1E356.5) MW=

74

AT T, WIS — L OEEINA T, X BREMOFAIN Gi 8 B
EHI IR LT

A

- EIRFEHIF CRO o HRRE L OMEH Y | OFEFER (BIEM) ORIRT, 2AHIK

H5H£T50.6%Tdh o1,

- BARFIFEGEECRBE 5% EORWER PT) 13 EXGERKY: (7.9%) . SHIAK (7.4%) . WH

FHAE (6.4%) MOREXZK (5.9%) Tholz, ZibDOAEFFROEIRITAK 200mg 2 #H
R GRE L 400mg 4 HEHR G TRBE ChH -7z

KRNI (CZP-12138)

(F) HE T L TRR SN TV D B RO ET NEH, ATt v b A~7 Ra@En i) e LT ]

[\l 400mg % 2 W OMRETE FERT 5, ERLERITIE,

1 18] 200mg % 2 MO/, XX 1[5 400mg % 4

B OMBE TR TERTE 2, | ThHhoD,




V. BEICEY 5IER

2) BEMHER
D ERNEH#GERSHER (-RAPID REIMGIREHKER) 2
IHEE RA BBE A x5 & L2 ARHKID MTX GF I O A PR GERBR GBIV H & FUGSRER) 0 b OBAT
Bt 5is, MTX & OFH L TARAI 200mg % 2 IR G L2586 OZ MR O W2 et
5Ll BT, ACR20 eEFNZINT, AAI 200mg % 2 M4 1% 400mg % 4 H G L5460
FHVE R OV B OE M L 5 Rt O IS T 82 R LTz,

TH H N A
RERT A | ZhEsRIEE, FEMR. B aMt
A 28 11/IAH A BB s BR(J-RAPID ABR)IC BN L7z RA BBFED 5 5 16 HRHZ R Ik U7z B X
. 124 W E THRBRSE T LB 285
PUF OFEHER 4Tl -3 BE
— WHHRIZ -l ,ﬁ]‘f\* N U Soe :,‘%\ AN N %4% N
R L }Sﬁﬁbﬁ%ﬁmbanno IO 24 AEEE TR T LIZBE T, AAND LERED
Bohi=&
—52 R E TIIER O A OFEIZD DD BT MTX O 525115 2 L BN Afe7es
MTX . TR 4 B3t L, AH| 200mg & 2 BRI 1 B0 400mg % 4 I 1A, 52 8
ML ER PG L,
. . J-RAPID 5 . "
B G poE o ACR0 B 551 ke
¥ o IR 16 3 I - 5 AF) 200mg & 2 B 1 (8] 81
J1giss 24 E5E T 61 ) AFl 200mg % 2 R 1 7] 19
M#E 24 858 T K& AF 200mg % 2 R 1 (7] 93
IVEE 24 W5ET B & AF) 400mg % 4 I 1 (8] 92
A, IVEEE J-RAPID iRBR D 24 JHBFIZIIT 5 ACR20 Sl & =43 S MEAE 4 2 0 1) 7=,
Btk
ACR s, BIFRAR O EITIIHI(IE B S ¥ — 7 2 2 7 (mTSS) DAL k) 72 &
. s
¥ H S— . .
L e P sy
s
HERRR L




V. BEICEY 5IER

>
o}

Bz
- ACR20. ACR50 O#tR

J-RAPID RBAHICAANC & Y BRI F(ACR20 H#) 23380 H -8 [T(AA] 200mg/2 #H+
MTX)FERK OV (AAI 400mg/4 1 +MTX)FE] 123617 % ACR20 (%, 24 FRE KL O 52 BRHZ 3T
t 0 B & [RIFR B MR S U7 (IR 0 BEEAS 95.7%., 24 BB 96.8%., 52 HHIFAY 98.9%,
WIVEE © 0 JBFFS 94.6%., 24 EIFDS 97.8%., 52 WA 94.6%),

J-RAPID B Tl &R Lo H3E Tl J-RAPID RABRD 24 M5 T2 MTX §FH FTA
1 400mg % 4 WHEL GOV B %L, BIEEOEROSEE MR T2 Z LR I Lz,

ACR20. ACR50 () #ZEFhYHEFS (FAS-LOCF)
—o- MEF200mg/2J8+MTX (N=93) -@- VA£400mg/438+MTX (N=92)

e N O e S v

[

0 12468 121416 20 24 0 4 & 12 16 20 24 40 52(H)
U-RAPIDABR (=1 Er M ikER) %] J-RAPID IRk ez 15385 (I B ER)
51

12468 121416 20 24 0 4 8 12 16 20 24 40 52(H)
IJ_R APIDERER (= F B MakEr) %I J-RAPIDE ks 5-3k Bk (IF & weilhk)
¥ 591 W H£95%CT

#2600 F Tl 77 R IUIAF O3 H#: (100mg. 200mg, 400mg) DN A% 2B LI K T %5




V. BEICEY 5IER

TH H NOE
- 52 JERE O BRI HEHE T |
52 BEFICBIT AIEERY v —7 2 a7 (mTSS)OE(LEN 0.5 L FOBEOHIEIL, 200mg 2
B1E, 400mg 4 W E HIZ 60% L ETH T,
52 BEFIZHITZH mISS D 0 EBFASDELLEDRETOY +
(FAS-Linear)
50
—o— M#:200mg/2:8+MTX (N=93)
40 —o— IVH400mg/4#8+MTX (N=92)

0 10 20 30 40 50 60 70 80 9 100 (%)

S R

<52 WP E TONTIADEE THEL R X~ 7 I VHUKEME & 72 - 72 B35 d
IREGPEFD O EIG X, 8.2%(23 f511/281 Bil)y TH - 7=,

- SR OHURBE M-I B 1T A 200mg/2 FHFE T 8.5%(16 /189 i), AH 400mg/4 HHE T 7.6%
(7 5192 )y TH Y . MWLM THEL L Tz,

ZeM

< IREBREE L ORRBIRN G E TE WA EFGGEITER)IX. 285 #7130 4i(45.6% )58 D H ATz,

- EZRBITERNE, SHERZ 35 61(12.3%). EAGEREY: 22 #1(7.7%). WHERZ 10 B1(3.5%). XEX
RKIFIB2%) 2 ETH T,

FRRREELAN A BE (CZP-12064)
FRRERL & BE (CZP-12060)

(F) BEE Y v~ FIZX L TERBIN TV HELOCHEIT M@, RAIZIZEL N X7 XA GEE TR
z) & LT, 1E400mg ZIE], 238, 4 WHEITK THES. A% 1B 200mg % 2 @M ORIE TR TESN T 5,

ek, EK

LEHITIZ, 118 400mg % 4 AE O TR FEHTE 5, ThD,

Q@ ENER#GEIREHER (HIKAR]I REAGIR 5 RER) ©
THENE RA BT 2 55 & U7 ARAI D MTX FEOF FIRE O A 2h PR R BR (R ILFE — 5 5 M LG50 &
BATH 2 %1510, MTX FEOFH TAAI 200mg % 2 HREEICEHE 5 L7256 O Mk O 2 2 et
T 5L & BT, ACR20 ERFNZ BT, AA 200mg % 2 [ XiE 400mg % 4 HEmEICHK S LI-54
DO HERL PHEDIENC L 5L EM L OEIEIC RIF T B2 R LT,



V. BEICEY 5IER

IH H

-

N kA VA

ZfeaxdtiFl, HEER, BHZen

B RN B

W AE — 5 R BRHIKART RIS SN L7 RA BE D 5 5 16 BEFICREI P IE LZBE X
24 R E CHRERZE T L2 208

F B RUILAE

LR O HENELE T il BE,
— 16 W R IR U2 ACR20 2B M OV 24 A E TR T LIZBRE T, KADLS LEFEN
Beon-&

—MTX, L7V / I RLIF® DMARD %53 256, 4 52 8 F Tkl rlne/s
MTX 3EOFR T, Tid 4 BEloxt L, AHK| 200mg 2 2 BRI 1 [8130% 400mg % 4 @RI 1 [\, 52
HELL L TG Lz,
. B HIKARI 5% . "
e 5B o 5 ACR20 w55k %k
I B 16 I8 F A1 141 2 AF 200mg % 2 FFIC 1 (8] 110
11 B 24 A FET 5 2 A 200mg & 2 R 1 (7] 12
JligisS 24 858 T W& AF 200mg % 2 @M 1 [[] 43
IVEE 24 858 T BE ZF 400mg % 4 AN 1 [A] 43
AL, IVEEE HIKARI 5Bk D 24 RIS 1T 5 ACR20 Se i) 2 224503 S AR 4128 0 15 7=,

AF ffi HOH

Btk
ACR &%, BMEOETMHIE ER S ¥ — 7 2 27 (mTSS)D A L) /e &

oI I
MAEFRFE L N v I FEA

P
Fhle L

R
vy

o |
| T

2

. ACRZO ACRS50 OHER
HIKARI BRI AAN £ 0 BRI R (ACR20 SE) A3
KONV (AHA 400mg/4 IBEENIC
52 WFEIZIL 76.7% L HeRE L=
TIE(90.7%) F TIRITHERF X Tz,
HIKARI 5 Tt % o8 L7 B3 Tid, HIKARI 3BR D 24 #EFSE T2 ICAH] 400mg % 4
RGO B T2% S, BIELKOEROUELHERT 52 LN RBINT,

B B - B [TIERA] 200me/2 #)#E
7‘6 ACR20 1%, MIFET 0 @I 90.7% 5> 5 24 @HF1213.90.7% .,
WXL, TV BECIE 0 RE95.3%)0° 5 24 HHIRF(90.7%) K Y 52




V. BEICEY 5IER

b H WA

7

ACR20. ACR50 >#ZRfe4HEFS (FAS-LOCF)
—o- M#200mg/2:# (N=43)  -@- V#400mg/434 (N=43)

o ; T
12468 121416 20 24 0 4 & 12 16 20 24 40 52(8)
[ HIKARTS: (— E & RakE) * | HIKARIE ke 55k (OF B k)

B

—
t

ol

12468 121416 20 24 0 4 8 12 16 20 24 40 52(:8)

[ HIKARTE: (R BBkl * | HIK ARTRYI k£ -3k (I Mok
G- U 5£95%CT

X260 F T, 7R UIARH DOV I Z 208 4R 1 K T %5

- 52 JE IR D B A EBEEL T B
52 WIFIZBIT DEERY v —7 237 (mTSS)OE(LED 0.5 LLTOBFEOEEIL, 200mg 2
T, 400mg 4 & HIZ 60%LL ETH o7z,

52 ERFIZHITZH mISS O 0 BB S OELEDRETO Y b+
(FAS-Linear)

20
—o— M#F200mg/2:8 (N=143)
—o— IVH400mg/438 (N=43)
I
)
v
N
S
n
N
E
_10,
_20 T T T T T T T

0 10 20 30 40 5 60 70 80 90  100(%)
LS




V.

ARICEY 5EE

(%)

I H WA

7

kel

S ENTE TOWNT OO R TH 'L Y X~ XA VHHRBE & 7o 7o BE T
IRESPEBD O EIG X, 29.9%(61 £i1/204 ) TH - 7=,

« FH BRI OPUARBGE R R 1E ., AH] 200mg/2 HEET 29.6%(48 51/162 151), AHl 400mg/4 AT 31.0%
(13 /42 By T Y . MEERHTHEEIL TV,

ey

IRBREK & ORBEBIREE TE ROAFEFRGEIER) L. 208 Bl 99 Fl(47.6%)N58H BT,
c ERBWERIL, SMHEEK 22 51(10.6%). #IRAEZ 11 F1(5.3%). MHEAZ K O EXGEKSE 10 4]
(4.8%), TEHERALRE 8 BI(3.8%) 72 & Th -7,

KR (CZP-12065)
KRNI (CZP-12061)

() BEEY v~k L TAGR I TV A HIEROHEIT M@, RAIZIEELV MY X~v7 I GEfa -/t
z) & LT, 1[01400mg Z#[E], 2 Wk, 4 BT TS, LAk 18] 200mg % 2 B ORMR TR FERT 5,
B, JEIRZERICIE, 1 400mg % 4 W OB TR FTHEFETE 5, Thb,

EMEEXTEHEE CENBRRKRRER . AEAT—2)
WINCBT 57 v — iR O OMOBEREXG L Uiz bl RERER & OFE 5 ik <k, s
(FE R R R % bk ) D FEAE (95 % (ZHE K i) 1 A A 5-BE D B3 4,650 15T 100 AFE-d7- D 0.5(0.4,
ONCK L, 7T B AREEGHOBE 1,319 #1T 100 AMFEHT=V 0.6(0.1, 1.7)ThH-o7z,
RA FB#E TiX, 2,367 FITHE 3 B0V L ERRD Bz, ZHUTREMATTRIS LA EOK 2 512
Y35, o, 7 v— KO OMO s REGRRER C, AFIEGHOBE 2,657 flTY 2 JE
1l 772 REG5EEORE 1,319 FICHRUF U L3 E 1 FI2FEE LTz 39,
N R (CZP-12079)
WM T D2 Xt g & U R R T, IS GE R NE R B 2 bR < ) DR AE R (95%E X
)X, AFEGEEO-RE 995 $17T 100 NMEHT-1 0.450.22, 0.82) Th 7= ¥,
FENE R (CZP-12141)
BE - RERIHER
MERR L



V. BEICEY 5IER

(6) AEHER

1) ERARERE (—REARERE HEEARERAE ERARBLERRE), RERTRT -2 —XHAE,

BERFTRERABROANE
@ ERAMERE

<V v~F>
il Rl AR (B U 7~ )

TH H N A
H ) ME U v~ TFBEICB T 2 ARFOMBAERE T coREEICET 2MEAE 2R T 2 &2 H
BE L, BER (RanzaEte) ORBUIRNE OLZEMICEELY 525 LB L BN D ERIZONT
Bt Z1T5, Fo, AEICEEEZ 525 BN ERIZOVTHLIRFNEIT I,
BRPFHEEE | BYE (B2 Et) | 7LV —h, BEMEME, B @i, REERE, ORe, &
PERESS, LMLERER A . RFRERERE
P e g =
R BE METY Uv~F (BEOBENBEOR L E2ET) (Xt L, HiizicR B OB 2 Blis Ui BE,
Ble R 24 AR (BEWRA 24 IR VER] (G, RENRRVE) ZEOREET)
INEESEFIEL | 3,668
LRVERRATR | 3,586 il
SUE (5
BRWERRATRE | 1,794 H)
SUE (5




V. BEICEY 5IER

o RS
7o
it A FEBEGIB(FEIREIE %)
AR I o s
BERREShY A — — — —
FERE I OVE R 72 BN FLIYLE 2 5 20 110 (3.1) 101 (2.8)
HIERT LIVX — U2 0 (0) (0.1)
Jid g 3 0 (0) 0 (0)
B M (PLIERID i M
D, HmMERED . FERIEKE ) 0 () 0 )
P dsDNA Hiik ot bzt 5 1 (0.03) 0 )
Jo—T ARRREBERE XS
R PR 28 %O 15 0.4) 0 (0)
HEREERN Y A2 — — — —
U LS 2 e RN 8 0.2) 6 0.2)
S RS 0 (0) 0 (0)
HEE O FEEL B DA RO 8 0.2) 0 (0)
DA D Y K10 0 (0) 1 (0.03)
TRAAY A7 DERITEBVT, MedDRA #HME L. #B IR Z SOC, mfigh%a HLT, X
AFE# PT. MedDRA IE¥EMENZ SMQ LIET,
*1:S0C NERYWET K OFAERIE] 104 T 254
X2 PT 12 TRMUE (hypersensitivity) | & EN D EHFSR
*3 . SMQ [iff) (Pl 1SR4 T 2 FS:
4 SMQ &M EFIC L 2 2 UL EofEksE) Okl . SMQ &M FEHEIZ L 2 | Bk
DhE] ORI . SMQ NE&EMEEFIC K 5 v E) (R Xk SMQ MERERIERAE] (5~
) OWTINICEY T L FS
5PT 2 T—T ] ZEahreEs
*6: SMQ THIEMERPEE ] () IC#s ¥ 254
T SMQ THEPEZEER ] (Bi) XUE SMQ TEMEY L] (IR ond il 5%
%
K8 PT MilEA, InfilpoaRpetE, MmBTREME, PRIUR, PRiUTARRRME, TPREUIREE.
FEhFngUA, FEP UM SUIIEP FFURIGE D W N IC S § 2 558
K9 HLT izfieiRig) IS4 T 5F4
*10 . SMQ Tia R4 (RIR) ICRE4T2F 50 H b, PT FIE, B RmE, RAEMEEEL O
HE R R TR NE 2 BRI T R C DO FEG
At

. N DAS28-ESR
A R SiE 51 5 W TR
BRAGIE 1,794 4.76+1.36 —
12 % 1,298 3.35+1.30 -1.41£1.27
24 % 1,189 3.01+1.23 -1.67+1.37
Bk Ft#S (LOCE) 1,794 3.43£1.47 -1.32+1.48

AT A




V. BEIC

BEERRELE

@ FrEfE H i A

<PV v~F>
FEE A B AR I(E M L OVEME RS, SR RYYE I3 5 A

b B N
HH Bt ) v~ FBETOAFIOMERERE FICBT 2 EMERFOZE2M (Fric, BEEER O EE
JEYRE DRFLRDL) R OHEIECBE T 2 MEEE 2B T2 2 E 2 A E L, AWER CRazEE
To) OREBURIMKL LM, AMEICEERZ 525 L& 2 N5 BRICOWTHRFE2ITH., £7-.
EMEEOFRBRIUZOWTIX, ARG IE% L IBEREE 2 T 2,
TR 1A Rz g 5 5
R G RE ERABEREICRS SN BED S 6, B 24 HE2B L TRAZ MRS L T BE,
B AFIOEEARD (e, k) 12Bb 59 156 BETLT 5,
AFNEEFIEFEFNC OV TS, HIELIE, ARG ORBBURBUI OV T 156 #* CTEHHHE %
Ehid 5, 72770, KR L, D UVITEERIC X Y F G P IRICE > EFICHOW T, &5k
H (B#&kEbiH) ET288HMET5,
INEEREFIEL | 756 1
LANEMEATRE | 735 B
GHEBI
HNEfRAT X | 376 {5
GHEBI




V. BEICEY 5IER

o RS
ek
it A FEBEGIB(FEIREIE %)
AR I o s
BERREShY A — — — —
FERE I OVE R 72 BN FLIYLE 2 5 20 51 (6.9) 44 (6.0)
HIERT LIVX — U2 0 0) 0 (0)
Jid g 3 0 (0) 0 0)
R Ap b (L BRI s MR 0 0) 0 (0)
D, HmMERED . FERIEKE )
T dsDNA HFUA DB L& 2 0.3) 0 0)
Jo—T ARRREBERE XS
fEEME AT g8 %0 2 0.3) 1 (0.1)
FHERBEH Y X7 — — — —
U LS 2 e RN 5 0.7) 6 (0.8)
S RS 0 (0) 0 (0)
HEE O FEEL B DA RO 3 0.4) 0 (0)
DR DY HER10 0 (0) 0 (0)
TRAAY A7 DERITEBVT, MedDRA #HME L. #B IR Z SOC, mfigh%a HLT, X
AFE# PT. MedDRA IE¥EMENZ SMQ LIET,
*1:S0C NERYWET K OFAERIE] 104 T 254
X2 PT 12 TRMUE (hypersensitivity) | & EN D EHFSR
*3 . SMQ [iff) (Pl 1SR4 T 2 FS:
4 SMQ MM & 2 2 MLl Lo mERIAE ] (k) . SMQ ik z X % (i Bk
DhE] (R | SMQ & MBESEIC L 2 /M E) (R X SMQ MEREkIEkiE) Ok
) OWFRsIcEs T o ES
5PT 2 T—T ] ZEahreEs
%6 SMQ FVEMEMIZRE] () 1IN T 5 F4
KT SMQ TEEMEERER) () T SMQ TEEMEY Lo (BRI oS T o E
%
K8 PT MilEA, InfilpoaRpetE, MmBTREME, PRIUR, PRiUTARRRME, TPREUIREE.
FERFIBUR, FEFFHURIEMESULIE R FPURISPE DO VDTS Y T 5 FL
K9 HLT izfieiRig) IS4 T 5F4
*10 . SMQ Tia R4 (RIR) ICRE4T2F 50 H b, PT FIE, B RmE, RAEMEEEL O
BrAEVIRRMERIEZ RO =T R T oOHESR
Bk

) N DAS28-ESR
A R SiE Bl EK L L
BRAGIE 376 4.61+1.30 —
12 307 3.17+1.16 —1.45+1.21
24 A% 335 2.90+1.09 —1.67+1.30
52 % 311 2.77+1.13 —1.89+1.42
wAEETR (LOCF) 376 2.95+1.30 —1.67+1.60

AT A




V. BEICEY 5IER

IRp A B A IR ke 5 5 AR T 2 (2 B9 5 i)

T f 2.

B HY MTX BFHSUIFEGRA OBIET Y ¥~ F BB 2 RMifkkc i 5 2 Bk (J-RAPID R Wlikive#
553k &% O HIKARIT & #ike e 5Bk, LLT Tikfide 5otk ) IS0 L 7o BB (2381 D AH
P55 Oiflkige 511 STk G151 O P BT B ORRES, A O BRI X OV E SR YYE O FEER DL %
B9 Do

TR IE ARE~OW S 03F B Uiz i R AR CRkRi i GBI L T A HBRE D O b AR~
DOBFRILHEIC A BT DIEFIA HR & Shiz,

MREHE | ke GBS BIEE B LI OBIET U 7~ F OIRERILA RBREE ) D AFI~DY) Y 3 2 AH|
BB OERLG 2 ik ) OV T DRER,

BLE I 1 AR (FEBEd 2 VT P70 b BHE OKBEA 2WEOBHIC L 0 BIZHIRA 1 FITT 220
B ROMOEDRAN OR GRS HEHEITIE. ZAbDRRET) |

INEEREFIEL | 169 B

LARVEMATRE | 134 {51

SUE (5
BRWERRATRE | 134 Bl
SUE (5
7o
ZAMHMEEE | SIS o | ESEK AEFER BIVEM
AH B 5D FEEUE B FEEUE B
A (FEBLEIE%) (FEBLEIE%)
TR &l 68 1 (1.5) 1 (1.5)
b 66 0 (0) 0 (0)
TS R YUE 2 " 68 3 4.4) 2 (2.9)
biis 66 3 (4.5) 0 (0)

TRE D A7 DEZICE VT, MedDRA #EME L. ZRERIRSEHE SOC &g,

*¥1:80C TRM, BB LOGEMAHOFAY (BRBLOFRY -7 25T | IC%YT HHSR
*2.50C NEMER L OVFAERIE | EENEIERO S b, Y EMXGREREEIC LV E
ELHESN-FS

Q@ R 7T B R Bk
RLEIRGE A IR RRBR 1 (MTX OF F I O £ Wikt 5 57 8R)

H H g

»}

HAY MTX GFHOENHE (J-RAPIDE Wik # 555
&L, FILRBeMEERRT D,

=

7, ANHEGR A B 7> O ROEHRIE & B AR 1

TREERE | 222 FIRLE

BRIEEYE gt CAEFESR, BIEM. WAmRE, B OhiiRs)

BHRERE | 212 f1

LAV | 212 5
SHE B

MR | 212 41
SLEREL




V. BEICEY 5IER

o H RS
ek MedDRA FEARGERIT 3 HILL EOERRIER - BYYE
RIVER4 FKEJEBE  (EEHE%)
JRYLIE RS & OV A HUE 38 (17.9)
U SR 3 (1.4)
A TN 3 (1.4)
BLHGAS 16 (7.6)
RGER 9 (4.2)

BUERE 2 BB 1T (MTX FE0OFH Rf o R Ik 5 - 5X5R)

e
=
H H WA

H Y MTX FEGFHOENER (HIKARIE IR 53888 2. AFIKRHZEH )5 BLEIRTE % R AR
I &L, FIZZ2EERFT 5,

FEIEGIER | 130 BIFRE

BRIEEYE watt CAEFESR, BIEM. WAmRE, B OhiiRs)

B HRERIE | 134 $1

LAV | 134 15

BURE BT
BT | 134 51
BREBIEL
7o MedDRA JAGERIT 2 BILL LD FRRIER - BYYE
RITER4 FEBVEFISR  (FEHLEIE %)
JRYLIE S & OV A HUE 23 (17.2)
SE XK 2 (1.5)
JEEIbE 2 2 (1.5)
BB 2 (1.5)
SIHEESR 6 (4.5)
FROE R 4 (3.0)
(] LN AN 2 (1.5)

BOE AR E R ERR R I (B SRS K 2 Rk e 5-5A50)
H H WA
L) B SR ORIk 5B A . AKIKRE A B H 2 RS RRRER T & L, FiZaet

R 5,

TEAEFIE | 50 B

BRIEEYE gt AEER, WRRAS

BeHREBEC | 68 11

LAEVERRITXE | 68 {4l
SUE IR

HEMMEfRNT > | 68 151
SEFIK




V. BEICEY 5IER

o H RS
ek MedDRA JAGERIT 2 BILL LD ERRIER - BYWiE
RIVER4 FKEJEBE  (EEHE%)
JRYLIE RS & OV A HUE 10 (14.7)
AN W 2 (2.9)
ELHGAS 2 (2.9)
RGBS 3 (4.4)

2) RBAZFHELTERPTEOHNERIIER L E-RBOME
<PEEHY v~TF >
( T5.ERPRAAE(6) TRIRAIME A 1) MG A (— e AR A, e BN, 8 Al Lo il
), BUERGERT —F N— A, BUERTEZEIRRBRONE ] OHESR)
< Rz fiE >

(1) it



VI. EHFEE(ICEEI H1EE

1. EEZNICEAEHSLEVXIILEDH
A7 VFo~T, mEZXLE TN, MU RAST TEIV LT, TV LT, TAREES |

2. ¥EkH
(1) ¥EREMI - ER#F

B/ RY X7 NaE, & b TNFo ICFFR A B T2 BE HEf 2 e Mepie s TNFa €/ 7 o —F
NHAROYERES 7 T 7 A Y MFabZ R ) =F L > 7Y a— L(PEG) A A STt &M Th 5, b k
TNFa (2% L T 172 A Bt Z2 R L 39, Z ORI 2 &IN5 s fnd 5 & & 1230, HEk
O DORIEMEY A N B A o OEAZIGIT 5 37,

T b Y R~ ANI)UE Fe AR A R0 2 & X0 SR R AR e LR IR R ARAE 5 (CDC)
TEA. PURMRTEEIEEADCOER 24 U9 3%, £7o, SR TNFa & OFE &t Ol NG 5=
BRAED, TRV RAFRREOMREEELZAURN I EARBI TN D P40,

0¥, PEG &R SEILI LT, LAANBEZTIC S, FHORRNAEIFG TE D & & biz, RIEM
MR LT W ATREME A RIB ST 5 4D,

— BEUYYFIEBIBTINFaDRERE |— ,—— I hUXTT XITLOEREE F—
TNF a FEA R

(GEMIE~yO77—%) BEALTNF o
B ATTNF ol

IV NIXTT RIN

e

BTN a

TNF a 281




VI. EHEEICEY HER

(2) ENEEMITLHBREE
1) INFa (x93 24EE8FME (/n vitro)
T RY X7 NIV OBE B Z B b TNFa(thTNFa)(Z %9 5 g E 2(Kd)iL 90.2pM TH Y . &
WEEABAITERFRD B ilz, FERORBRGIEICBW RO L'V M) X~7 XA 0 Kd 13 71.6~
103pM D#HiPH T > 72,

rhINF o [2x9 S#EEHRMME

1 TNFa 3£ Kd(pM)»
TR X7 RN 90.2(14.3)
A7V Fv~T 228.7(39.1)
THREY AT 158.3(23.1)

T HXLET R 33.2( 6.2)

AKA(FBEE ROV b Y K= T R 4 B ABOHT TNFa HLARFENE 3 B0
DB 2) % 7R T

R FE RET 7 XE G2 HEREE L 95 Biacore 50T A7 A% W PLTNFa (/L Y X~7 NI,
A7 VFv~T THEY AT I 32T MEBEL L VYEHE b 1gG-Fab ) (2 S w7
#%. FBIEFED thTNFa Z1EA L, $i TNFa 3 & RIS S 87, fREERBR Tid. thTNFa %8 £ 22\ iR E K %
HEAL, B9 —27F L0565 TNFa 38 thTNFa OFESRIGHEE T A —F 2R/ LTz,

2) INFa QEWFEEICHT 2HF4ER (in vitro) *©
L1929 = 7 AFRMESEMIIAZ W T BV B Y X~ TF X FLD TNFa PFI{EH %Z thTNFa 12 X » THER SN
LS E R L U THRE LTz, BV U X7 X213 thTNFa (2 X% 1929 i o #l a5 2 vE
(2%t U CHLEEM 27~ L(IC9=3ng/mL), thTNFa OAEWTEMEIZRT 2 FRERNRBO S iz, [ ORER
FEZBW TR LA R X~ RILD [Co 13K 1~4ng/mL O#EFHTH - 72,

rhiNF o O#MRGEFERICHT SEEER

thTNFa QR E/E RIS 2 HEEA
P TNFa 3¢ [ICoo(ng/mL)]
I RY X~wT XA 3
A7 VF~T 9
THEY AT 9
Rl O VI Al N 0.7

1Coo Tl 1T 4 [8] D3RR OO P-4 F AR AR B2k 7z,

RERITIE L1929 ~ U AMHESFMIEIC thTNFa 20L& L, &IREOH TNFa E(EV R X<7 Xan, 470 %
V=T TEY AT I Z R T MERILT37°C, 16 R L=,
BB ORER, AME 7 VA2 L F Ly hTYE L, 7 L— b U — & —TWEEE(570nm) % JIlE
L CAEMInE 2 RD T,

3) BRIEAE INFa LDBEFERVOHIMER (/n vitro)
WA RS S e R TNFa(mTNFa)Z 3 H L TV 5~ 7 2 INF6.5 Mz VT B b X< =
21D mTNFa IZkT DTG Z G L7z, B Y X~ 7 X2V 3R R AFrY(2.3~5,000ng/mL D
FPH) e fEATETEA TR DTz,
F 72 . TNFa BB/ EMEZ W B Y X~7 2L 0 mTNFa {EMEICT T2 R fERZ Ly 7 =
F—PEMGEEE)ZRIEL L TR L, B U X7 R U3 FERAFIIIC mTNFa (B2 T
S, mTNFo OAEYTEMEIZTT 5 HPFIER SR D Hivlz,



VI. EHEEICEY HER

W7 5—EEMEMICHY SEEER

—O— BN AT RTN
—A—ATTVFIRT
—a—7yIAYT

—— ¥ RSB
40001 _g— Fab'PEGx}
—— TgGhf A

3,000 T T T T T T T
0.01 0.10 1.00 10.00 100 1,000 10,000

PUTNF a3 B (ng/mL)
FIfi+SE
LikER6 7L —h

ARERSTIE  A549-Luc TNFo )&z —BikE% L Ca v 7 Ly B ZER SE 2%, TNFa EBAIRNS0 7 o —2
23) & A PRFE(0.01~10,000ng/mL)DHi TNFa (/L b ) X~F R_I)L, A7 VX ~T THY A<
TXIT =X 3 7 M) UTHBHUA(1gG %FR(E + IgGlx) M ¥ Fab' PEG %} #B(A33 Fab' PEG)) & ¥RI1 L T
37°C, 24 BEIZE Licth, 7L — bV —H—% [T, Vo7 =7 —BIHEEHE LTz,

4) BEERICH T HMFEMER (O R) @
ZRMBEERETT NV THDHE b TNFa 2T 5 Tgl97 F T AV 2=y 7~ AZHNWT, ALY
=7 ANANOEERITHGT HMEER 25t Lz, B R X~7 Saud, Wb 9@l E T
OHIRIT, BEiR A a7 % ER SEFCEHE 0), R ORIMGRFENIA 2T HIEMTh 72 L b,
ZRVEREI R T T LV OET 2T 5 2 LR E T,

ZRUMEmRICHT HEREHXR7)

—a— LIVN) AT T RINV:10mg/ kg
—0— bLIVN)A<T RIN:30mg/ kg
3] —®— gHTNF40:10mg/kg

—o— AR

3 10 ()

6
<7 2 A
SEIE£SE (n=4~6)



VI. EHEEICEY HER

SERMBEHRICHT SR (BEHOREBEMRHFHRIT)

- AR PR A R = 7 R OVBLER 8K
0 0.5 1.0 1.5 2.0 25 3.0
AEPRAIR R (PR FR) 6 0 0 0 0 0 1 5
TR X7 A0 10mgkg 59 1 1 3 0 0 0 0
T kY X< 7~ 30mglkg 4% 1 3 0 0 0 0 0
gHTNF40 10mg/kg 6 4 2 0 0 0 0 0

a)ltff 1 {51175 3 F s T FERARH)
b)faAKAR b DK DT, [F—7— L O 2 A5 6 1l CTH LT

LD Tgl97 T VAT ==y 7 <0 A% 6 i MEEX 2~4 )iz, B/ MY X<T7 3110 X
1% 30mg/kg), Bttt BE (A B &) & OV Ll kBB (gHTNF40(2 L b U X< <=L d b Mb 1gG B9y
) : 10mgkg)Z i 2 B, 9 Wik CHERENE S Lz, &GN OHE 1 [F, ARMGEIEIC K 5 EH%
DAaT Y v TRe{To7,

BRI 15

¥ : BIRMBIEIC L 2 ik A a7

0 [ BIiIZ A LEOMRROURIAER)

|| wE oMk WE O )

2| p oo B e (VIR K OB D)

3 | EEOBGRLIIEORE, & EOBIERE)

5) LPS FIBRICZ K D RIEMY A bhA UEEIZRT ZIMEER (/n vitro) *
b HEERAIIER(MMG M) SOE e N RR M SR EERZ VT U AR ZHELPS) I X D SIEMEY A b
H A (TNFa KON IL-1B)EEAICK T B0 b U X~7 NI VOEREZBRE Lz,
D b FEBRMERAKE (MM6 fR) ZRAULV-HER
TV R Y X=T AL LPS BIKIC D MM6 Mifa 26 O TNFa KON IL-14 BEAEZIHI L, £ O
IXZ4E 4 0.00 LT 22.97pg/mL ThH -7z,

LPS RIEIC & % MM6 #iRaDH A b h A VELEITH T HHIFIER
LPS AL{ER DEERUE IET A MU A R

HERE T I 5 (ug/mL

= (ug/mL) TNFa(pg/mL) IL-18(pg/mL)
AR XwT R 0.00=-0.00 22.97+7.83
A7V F <7 0.00=-0.00 23.20+8.68
THEY LT 0.00£0.00 23.66+8.52

5 - 100

TH T R 5,399.90179.80 2,518.30+2.15
Fab' PEG & 9,829.15+270.85 3,927.52+210.48
IgG %I PR 10,100.00 = 100.00 3,947.84+262.43

AT HIE £ SEm=2) & 7~
LPS ALiE 1L 100ng/mL

BT MM6 ISR BRI T B (R AR IR L 100ug/mLYDHL TNFa (/L b ) A~7 Rai, A7) F~
T, THEY AT I x0T M) XATRHRPUAIeG xtRR(E b 1gGlx) & U Fab' PEG %} #(A33 Fab'
PEG))Z ¥ LT 37°C, 60 4> [1E53%8 L7=%%. LPS(100ng/mL) & 45(Z 37°C, 4 WefEs3E L7, FRPEMIC X
DRTTIRLPS ZBRE L, S BIZ 4 WFIEER U7tk 358l BE T OSIEMEY A~ U A 2 (TNFa e OV IL-18)
B % ELISA THIE L7z,
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@ E FEREMEAREBRZE AR
TN X7 RAVE LPS JIPRIC L D e RARFE ML RELER 2> & O TNFa M OY IL-18 FEAE 2 il L
ICso (£EHLZF410.10, 0.19ng/mL TH -7,

LPS I &k % £ FRAEMBEEEIRDY A b h A VEAICKT HHER

, 1Cso D52 Bl D FER D)

BxinE T A I
HBRWR % TNFo(ng/mL) IL-18(ng/mL)
CA R KT Ao 0.10(0.07, 0.12) 0.19(0.17, 0.20)

- N 0.1ng/mL~
P, T 32.5(28.3. 36.7) 413(39.0, 43.5)

N N m
FHY b He 12.5(11.7. 13.3) 16.5(15.5. 17.5)

LPS ALiE 1L 100ng/mL

RERITIE R A OFFIRIL> S HEE L 72 EERORRBIR(5x 106 fH/mL)C, & (0. Ing/mL~100ug/mL)D T TNFa
WEN NI AT RV, AT VF~TXET XY A<77)é>{7<7JDL’C 37°C. 60 43ffIEE#E L7,
HERZ Ve L, LPS(100ng/mL)Z# L C & 512 37°C, 4 BERIEE Lo, BEBim b O REME A
k714 »(TNFa J OV IL-18)# % ELISA THIE L7z,

6) WHIAMKFHEMEEER VRIKKEFEEMBRESE~DEE (in vitro) ®
t b TNFa Z@BEEICRBT 5 TNF6.5 Mz HWT, B/ hY X< 7 )L ORRIK AR
(CDO)TE M M OFU AR AF A I 5 3 (ADCC)iEME % . Pl(propidium iodide) % il i i o> Fa 2 & Lfﬁénﬂ/
77e BILFY X~T AT, CDC K NADCC IZES<Milamt2EE LNz ER3Bd bz, =
E, B M) X~ RN Fe iz A I RWnWizdbEEZx b,

CDC

(%)
70 . N
—O0— BV N) AT RI)NV
604 —A—AYTIVFIIT
—B— TH)ART
501 —e— T¥FNLETh
—e— Fab'PEGx}
—— IgGx

PIF P DA

0 Ofs Offc O O
0.0001 0.001 0.01 0.1 1 10 100
B L (ng/mL)
PUTNF o8 it e
SRR PIME

BRI AUREE0.0001~100ug/mL)DHL TNFa (B R U X7 RV A7V Fo~T | THY AT T
T LT ) T FRPLAR(IegG *HR(E N 1gGlx) & U'Fab' PEG %f i (A33 Fab' PEG))IZ TNF6.5 fifid & O°
Y R DRGIR(100uL/wel) 2RI L T, 37°C. 4 W5 E L7z, Dk, PLICTY AL, PLGMEM
fz7a—H% A4 b A RY—FACSHZ LV HIE LT,
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ADCC
(%)
607 —o—EnPRYT RTN
—A—AT)FIT
R 501 —m—7yyne
< —— ¥Rt Tb
é 401 —@— FabPEGHHH
= —— IgGxi i
7 30-
o
= 2.
W
10
ol : 9 : : : : : : :
T100% 0 05 1 5 10 25 50 100
HUTNF ottt Vig/ml)
¥R YA (TNF6.5HIE) DAIZHLTNF 3 (100g/mL) 200 REW TR}

HERF1E  BIEEE0.5~100ug/mL)DHL TNFo 3(EN MU X~7 XA, A7 V%<7, THIY AT IT

Z 3k 7 W)X FRPUAIgG #FFR(E b IgGlx), Fab' PEG %} fR(A33Fab' PEG))iZ TNF6.5 flia e Xt 7 =
72 —fifaTH D MRMILARY > ER(CD14 BEPE ) 2 0 L T 37°C, 4 Fifis& Lz, €0
%, PLICCYf L, PIBMMIIEEZ 7o —H 4 b A R U —(FACSHZ XV HIE LT,

7 7HRE—=SRFRER (in vitro) 2%
TR RwT NI DOT R b— AFEREVEM A Annexin V BEMN ZF5EE L LT Lz, BV R Y
A7 NV, b PRI Y L oRERIZE T D Annexin V SR &2 BN S22 o 7239, F4.
b MR SRHERZ AW ZRBRICB W T, RROERSG LN TEY O, BV M) XvT NI
W7 AR b= AR EBE M IR0 2 ERRE T,

Annexin VB VERM

(%)
30 5

oo
ol
L

|5
(=]
L

15 4

10 4

E RERAEMmMEEY D /RBRIZHE 5 Annexin V REER

—O— BN X7 RI)V
—A— ATV FIRT
—B—T)AT
—o— TH VLT
—— Fab'PEGH
—— TgGx R

(«
0 T 05 1 5 10 25 50 100
. /mL,
HUTNF 3Kl e/l
RN R BT

ARERGE R AD U LoSEREFRILA S HEE L7251 CD3 K OWT CD28 RO 7L T T 48 BRIz LISt b 721,
B VREE0.5~100ug/mL)DFL TNFo (B Y R~7 Nan A 07U Xo<=T 72U bh<w7 NI Z /L
7 )T RRFTAR (G *THR(E b 1gGle) KX TN Fab' PEG %HHB(A33 Fab' PEG))Z ¥ L T 24 FERIRUS SH87-,
7 AR b= AL Annexin V-FITC Z v, 7 —H%A A MU —FACSHZ TER LT,

(3) 1ERFIRIFR - Frirrfa

MR L
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1. M REOHTS
() AREEMGMARE
EER R L

(2) BRERFEBRCHRESIN-IPRE
1) EEH%E (PHA-024 X&) '
HA AR OV N DREFERLA B 045 24 Bl &2 5512, BV R U X~7 ~2=2/0 100, 400 KO} 800mg % Hild]
BT #E Lz & & 03EWEhie s higiast L7o(CHE M, BIERA, 77 BRI XY 2 Mgk THE),
HAANLAADERESHIDOS B 6HlITENL N X~vT XA, 20377 R% R TFEE L,
@ BARANZBITZHEHE
fRE R AIZ, BV R U X~ ~2)L 100mg, 400mg & O 800mg % Hila|f F#ehH- L 7= R it v k
U X~ RNAVREOHB R OEYERE T A —Z IO TR L& 2 A, MBEFRRE, Chn LY
AUColTHEIITIE®H LTI L, B b X~ NDLO3EYEhREIE 100mg 75 800mg O &
FPHCRIIEMEZ R LTz, £, tp i3 11 BD 13 HThHo 7=,

HRIETHEHOMmMFEDtEIL M) XTT RIVEEHEDE

(pug/mL)
120+
% —— LIV X2 T RTNV100mg (N=6)
EP - LIV AT RTVA00mg (N=6)
sz 904 0 LUNXTT ARTL800me (N=4)
)
Z 60
X
3
3
7 301
3
JiE
0 v . v = T T
0 7 14 21 28 35 42 49 56 (H)
P51 R SEIfl+SD
HAEKETHREEHEOmMEREIL M) XTT RIILOEYFHE/NS A —4
ESaa Crmax tmax AUCo.¢ AUC(-c ti2
(mg) (ug/mL) 4=D) (ug - H/mL) (ug - H/mL) 4=D)
100 184=*15.8 54+4.6 229+81 295181 11.1+3.7
(n=6) (n=6) (n=6) (n=5) (n=5)
400 46.31t13.1 48+1.7 949+121 991+116 10.7£3.1
(n=6) (n=6) (n=6) (n=6) (n=6)
200 102.3+10.3 7.1%£0.0 2,398 £280 2,569 +360 13.2+3.0
(n=4) (n=4) (n=4) (n=4) (n=4)
£ SD

(B)ARAITEBEIN TS AEROHREE TEEY v~F) @%, RAZITEL N X7 3L GBI TH
%) & LT, 1E400mg ZHIE], 2 8%, 4 WEICE FHES, L% 1 E 200mg % 2 ORI TR FHH 5,
E. ERZERITIZ. 118]400mg & 4 BB OMIE TR FESCE 5, (SEMER. WRprErms. Brits
e, WOREMEALRZRE) B, RACIEEAL MY R O GRIETHEMZ) & LT, 118 400mg % 2 W[ ok
W CR TSR 2, JEREERICIE, 1[5 200mg % 2 BRI QMR XX 1 Bl 400mg % 4 #E OFIRE TR TS
T& %, ThHD,

@ NEANIZHITEEHE

AMELNDEEREREA 6 Billz/L R Y X~7 R=)L 400mg & HAIE FEEG- L2 & 2D Crae traxe. AUCos, AUCqeo
L tipld, £NZI 49.5£82ug/mL, 6.0+1.5 H, 1,127+160ug + H/mL, 1,198*=175ug + H/mL &
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13.0£2.6 HTHY . HARNLANEAOMBETEERERS &Y ERE AT A — 2 FRRE TH - T,

2) REXRE
<BfiY v~TF >
ONX $tARERS ?

MTX . RA BEIZEAL FY X<T7 A2/ 200mg & 0, 2. 4 #HEF, ZD% 100mg % 2 #EERE. X
1L 400mg % 0, 2, 4FFF, Z D% 200 XX 400mg % 2 HNE CRER TG L7-FF, 24 BRFZIS 1T D1
HE N 7 7L, 100mg BE T 11.5ug/mL, 200mg % C 31.5ug/mL, 400mg #% T 65.1ug/mL Th o727,
£7-. 200mg OHMERFBE B Z 2 R L 400mg OHERFR 582 4 IR CTRE R TR LK, 24
I T A M - T 7 EIL. TRFN 30.5ug/mL KT 20.6ug/mL, 52 BEFZ BT 5 Ed ~ 5 7
REIX, T2 311ug/mL KO 21.0ug/mL Th -7z 12,

REERTHREROMPHREIL Y XTT RIVREHERE NTX 6:F)

(eg/mL) A LAMXTT RTVI00mg+MTX (N=72)
Iml,OOO_ -O- BN ZXT RIN200mg+MTX (N=82)
3 - LIVN) X T RINVA00mg+MTX (N=85)
' 100-
)% 1
h a
I) -
- 4 10 4 - A
=
7
~N
T 1
v
ik
JE
014 . . . . . .
0 4 8 12 16 20 24 (54)
51071 )
AT I li+95%CT

HIFREERTHREBOMEF L L) X T XI)VREHRE WX /)

(ug/mL)

i, 100
N S—

104

5

O WM ATT RIN200mg/2:8+MTX (N=189)
W VN AT RIN400mg/ 48 +MTX (N=92)

FRES UL NANS 7=

0.1

0 4 & 12 16 20 24 28 32 36 40 44 48 52 56(CH)
5
s F R OO M4 i FE130.205 g/ mLEL THE BT 191:£959%C1

() BIfY v~ FIo L CORR SN TO S ER ORI TE@E, RAICITEL MY X~v7 N2 (BIETHRZ) &
LT, 1[0 400mg Z#)El, 2 %, 4 WHICH FER, DU 1 18l 200mg % 2 W OB CR THERT %, 7ok, SEREEHR
(i, 1 [E 400mg % 4 W OEE TR TR T 5. Th b,
@ NIX EftARERE Y
MTX JEOFH FCTRA B ICE/L R U X~ 7~/ 400mg % 0, 2, 4 #EE, Z D% 200mg % 2 # R
TR TG L-WE, 24 IR T 21EH ~ 2 7R 21.7ug/mL TH o729,
F 72, 200mg OHERF i % 2 WM XX 400mg DR G- &% 4 HEMR CTKER THR 5 LR, 24
WIS T A MED T 7 EIL. FNFR 19.1ug/mL KO8 11.8ug/mL, 52 BRI 5 iEd k5 7
REEIX, T2 21.0ug/mL KON 13.6ug/mL Th-o72 1),
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RERTHREHROMmMBREIL M) XATT RIVREHRE NTX EGHA)

(ug/mL)
1,000

ey
—
(=]
(=]
1

- LN ATT RIN200mg (N=116)

BRFEU) NN BE

0 1 3 12
511

16 20 24(E)

AP35 £95%Cl

HFREERTHRESHOMEF L ) XTT RI)VREHRE WX JE6H)

(peg/mL)
1 1007
T

e

: 10% e

O WM AT RI)N200mg/2iH (N=162)
—|- LIVN) AT RINVA00mg/438 (N=42)

RS AN

g

0.1 T T T T T T T T T

T T T T T

0 1 8 12 16 20 24 28 32 36 40 44 48 52 56(M)

B W1
S L TR O I 4P BEIX0.205 2/ mLEL THEHo

@ MADHEEICLZMBEHREE~DEE 'Y

RA HFZxt4 b L-ENERRBRICHBNT, Hik N X7 R HURBEIE L 72 o 7= BEOH
Alid. MTX FEARBR T MTX FEFFARBRICIE MR L . BURBGMER CIE. BEEFIZ e T+ b

U RA~T7 RANVRENRBFEIET LT,

MTX Of I COHURBEIEFI(11 i, 4.6%) K% OB2MERI(228 5], 95.4%)28B1F A ilfEHF L ) X~7 ~
VPR FE O S I (24 W FE) L, 100mg £ C 2.6 & OV 13.2ug/mL, 200mg £ T 9.0 M OF 32.1ug/mL, 400mg
15.5%) B OBEEA1(98 f1l, 84.5%)WZF 1)
LMEF L N X~ T NV O KIEEE(Q24 HRF)IE, 4.5 KT 27.8ug/mL Th o7,

BET 7.6 B O¥ 67.4ug/mL, MTX FEGFH CTOHURBEGI(18 51,

AT P35 E£95%CT
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< >
<Diﬁﬁﬁﬁ\%ﬁﬁﬁﬁxﬁﬁﬁﬁ&rm

WYL R E (R R OB O 2 STV R U X< 7 ~L=L 400mg 0, 2. 4 #E, F0%
mmgzﬂWwNm@ﬁﬁﬁ)&U«m@2ﬂWWmm@&5#mﬁ@&T&5Ltﬁ 16 i k
G AMEET N7 7R, ZFREN 16 gmL KON 48 ugmL TH o7z, 16 HLLFE, 200mg #5-REIC
wrmmgzﬁﬁh\&éwi%%@4ﬁﬁhf 400mg & G-HEIZ wf%%m2ﬁﬁ%1ﬁ@&T
BH U, 52 Ik 28R 7 7IREIX, £ 20 g/mL, 16 1 g/mL 54 pg/mL Th -

776
REERTHREEOMFEREIL M)A T RIILBEHS (ug/ml)
B 5 - - - .
16 | W5 16 | s o | g amns | g gy | o 0 | T2 5320 5 5208
e 153 153 153 153
WET i LI
200mg 26.3[52.8] | 269[48.8] | 20.5[90.8]
200mg /2 8 34.0[27.2] | 48.1[36.7] | 26.1[302.1] | 16.0[384.6] @21 (20) (19)
2% | 2B 400mg (48) (48) (48) (46) 7.7[1747.5] | 8.4[1245.6] | 15.9[149.1]
7t /4 (20) (19) (17)
= 353[25.2] | 47.0[35.7] | 39.9[243.7] | 48.3[183.8] | 51.7[118.2] | 44.6[177.2] | 54.1[43.4]
400mg/2
(53) (52) (52) (51) (49) (49) (45)
200mg/2 ¥ 35.8[13.4] | 52.8[6.5] | 36.4[463] | 28.4[189] | 24.6[21.8] | 23.5[323] | 13.1[146.8]
it 3) 3) 3) (3) (3) (3) 3)
WA 400mg/2 i 42.70122.6] | 633[21.0] | 70.6[324] | 64.4[80.4] | 53.4[133.8] | 40.4[223.3] | 43.8[119.3]
3) 3) 3) (3) (3) (3) (3)
200mg/2 ¥ 36.1[22.6] | 49.1[19.7] | 42.0[45.1] | 31.2[46.7] | 16.2[120.8] | 10.8[152.5] | 10.7[163.9]
LR ®) “) “) 4) 4) 3) 3)
LR AiE 400mg/2 33.0[27.5] | 40.0[35.5] | 32.4[549] | 43.9[26.1] | 43.3[36.8] | 37.3[42.4] | 13.2[519.2]
3 3 (3 (3) @) @) @)

RATTEIE [CV%] (B0
TSR IR R By ONBLIEMEAL BOE T, %5 16 TALAMEIZ 400mg/2 BIZH & L - g 2B <

6 MADEEICLZMBREEADEZE Y

Pl b U X~7 RIANFURDI3HE E L T.2014 4 £ TIZBHAR L 72 FM 3 TAHFABR(CIMPACT R BR .,
PsA001 #BREE)TId ELISA Z V7223, 2017 4FRICBAAA L 7= PS0017 3B TIE. FDA 2> B3 H S 7172 ADA
DOMEIZBIT B H A K7 A 2 (Guidance for Industry Immunogenicity Testing of Therapeutic Protein Products
- Developing and Validating Assays for Anti-Drug Antibody Detection) & B & %, =SIEE N> IAF T B AIE|C
KD TFWEZ T W R PUR S HTE Ch 2 BEMRBEA T » 7 %8 /U 72 ECLIA & Wz,

ELISA CHI7E L 7=/ B IIAER Cid, —EREE OBURA R U, MM p A SR B MK T U 72 g o3
PURBGE & HIE STc &8 2 iz, PS0017 R THUAD e KUl & 584720 O 516 H
IRF I ARSI EE O BIR A B L 72 & 2 A e RPURAI S 1,024 B OHERE TIXRGEYS 720 05 16
A IRF AT TP AR IR FEAME R DM 28R S4viz, 720 PS0017 RABRIZIS 1T 2 i REUAMMAS 1,024 #8
DA EIGIL 17.0~18.8%TH U . MESMEIHHRERIZ IS 1T 2 AR B EG L MRRREOES Th -
koﬁ%\ﬁ%ﬁmﬁAKibwﬁéntRA$%%ﬁ%&Lth%®%%ﬁ% IBWVWTH, ik
%fﬁiﬂ/\ WERIFREE TH Y . HUARTEBUH] T I rh AR L MY MM 23580 BTV 5 ( TVIL FEiyH)

WZBET 2 IHE 1. MR E OHER Q)RR iﬁ%ﬁfﬁﬁwu ST PR ) ERG-B)) DHES),
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(3) HhEE
REER e L

(4) BSE - ftRAEOFE
RA B 16 Bl 251 F ) X~ XA MTX & OO SEyBhie=2/ 38 WA BA/ER 2 gt L7z
fER, —EHEG~17.5mg/l)D MTX &tV h U X<7 ~2)L 400mg HEEIOGFHEG1E, MTX @ Crax
L AUC ICEEEZ RIES ol E6IT, B I X=T7 R0 ffEhEEHER &k Oy Ehie
A—H %, MTX FEOFHEE &L L 72l 2R Lz 2,
F7o. SMEN RA BFF 1,768 Bl 2t G & U7z RHEFISEEhREMEMT OFE R, MTX, 2T axTuA K JE
2T A RUEFIRIESRR, BRI L OFRES1E, BV F) X7 RAVOENENEEICEEE KIF S 720
ZENRBENTE D
( 3. BEERl (R =2 b—3a ) fijT (2) /T A—Z2ZEEBENK | OHESH)

2. EYEERMB/ANTA—4
(1) fEWAE
<HEANT—H >
BRRER T — Z ICESWT, B MY X7 RV OEWEREET L FHEE)E 1 RGBS 1K
HERBROH D 1-3 23— F A2 BTV ERIR L7z 202227

(2) WRURIRE FE R
<SAEANT—F >
SEAN RA BFE 1,768 Bl xt5 & U REEMSEM B RBARMT DFE R . B2 T # 5 I O W INGH 7 4 (ka) 1%
0.419day', {EARMIZENE 39.1% L HEE S 7z ),

() HEEEEH
TR L

4) 2IVF7I3 2R

<HEANT—% >

A EBEREER A BPER 6 BlICEBVT, 60 KT 200mg HiRZ FH GO Bt Eor V7 Z A%, £

254 HON291mL/H TH Y . HISEEHNIE, 220 11.83 K (V1253 HTH -7z 20,

SMELN RA B 1,768 151 25t 5 & U 7= REEE ISR B REAE AT OFE R Tl U 2 BE (It L b U Xw 7 <

SVHURRRYE, (K 71.5kg)D BoNT B2 ) 7 F 2 A(CL/F)IE 505mL/H . BERZEE 30.8%, iR

ZEENE 22.0% L HEE S 72 9, HARAN RA B3 355 #il &G - RHERESR BN REMAT OFESL, HARANBRE

@ CLF ZEEKL O/ N X~ 7 RIAGUROG HEMNRF USEDOHE N D 87.5% & HEE I 4,

E)AFNTHERINTWD FAELOHEIT T (B v~F) @5, ZAIZIEEL N X7 RIL (BB L)
LLT, ujmm@%mE\MW£4L& TS, LA 1R 200mg & 2 BB ORINE TR FiEHT 5, 2B,
JERZEEZITIE, 118 400mg % 4 BROMBE TR FIENTE 5, (SR, ek, IEEwE, o
ﬁ@ﬂ&ﬁ>@% AT EL MY X7 N BETHEEZ) & LT, 1 [ 400mg % 2 B ORI TE
THERT 5, ERZEZITIE, 1 [\ 200mg % 2 BEE ORI, X% 1[5 400mg % 4 BRI OMR TR TERTE 2, |
Th b,

(5) P MBE
<HENT —H >
SAELN RA B3 1,768 Bl &kt 5 & U 7o RESE 3R BN REMEAT DAE J . BT LS M AFE(V/F)iX 8.01L, &
REEENE 30.9% & HEE S ALz 9, HARN RA B 355 6% 5 o 7= RHEEF SR EhREMET OFE . BARAN
WEBRFE D V/F 1ISME AN D 88.4% L HEE Shui- 9,

<BE >SRN S-GMNEANT — %)
SME AR A 3 BiCE L B X< =003, 1, 3. 10mglkg & HEIERIRNEE G- LT- & & OS50 A
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EMEEICEY 51RE

(M

(2)

FEDONHIEIL 61.5 225 104mL/kg OFIFHINTH > 72, DAEFE L MK E & ITIFFFELWZ &6, BB

Y RXA=7 NAMFFEICMIEFITFEL TWD 2 ERREE 7 27,

(R)ARBITHEB SN TV HELOHEZ T (BEF Y v~F) @, EAIZIZELV N X7 Xa0 BTz
LLTC, HJMMg%ﬂE\mJé4L& TR FTESE, LIS 1 (A 200mg & 2 W OB CR FIERT 5, 2B,
FERZEZITIL, 1[F1400mg % 4 BRIOMB TR TENTE 5, (SEMEeEE, ErkEfig, BEMEwE, «
BEMEALRZAE) @, BAICITEAL R X7 NI GBETHEBEZ) & LT, 1 400mg % 2 BRI OMBETE T
T2, AERZERICIE, 18] 200mg % 2 BEOMKE, X 1[5 400mg % 4 BHEOMR TR TN TE 5, )
Th b,

3. BEM (REaL—Lay)
B A E
1 WIRIGEFE L 1 RIEEBEREOH D 1 a /3= A2 FET V&2 VT,

NS A=A EHER

RHEM B BN REMEATIZ. RA HBRE 24 & L7z 6 DDOUBAMERRER 10229058 67T — % Z VW TE
i U7z BE& 72 HEOHE K O R TG4 D 1,768 filD RA BEMNSELN-MET L ) X<
NRAVERET -2 NHA ST,

LERMHTICENT, AT ED 2 V7 ACLF)ICHTT 5P/ B X< 7 NALFUADOHE L (K
H, AT EOSGHEFREVIFICKT 2 MTX OFENRED Lz, O LNTEEEOKRE IE2RHFT S
Vialb—varOfiR, itk Y X7 NIV HURBEEGCIXBEMER LD 3 HE7 VT T AR
K&, EFRIREEIZEBIT 2 AUCAUCHITZHI 60%. Cmax (359 50%. b7 7IREITHR 80%E 35 & FHI
ST, B S N-HURBRTEG ORI RIT 12.0%(212 F1/1,768 ) Th-o71-, 7=, EEIZZ VT TR
\CEE A5 2 TR, KE 70kg (2~ TRE 40kg TIEK 30%I804, M@ 120kg TIHK 40% N L 7=,
MTX fFHIC LD 'L Y 1'77“ NIANVOIEWENRE N T A —Z T DRI 5% E /N E o7 B,
7ok, EWNCEM L7z ER %ﬁ”)ﬁ%%%m‘_f HIZFESE, BV MY X=T RV OBREIZRTT D
AARNER OB % | 200mg O 2 AERER 5B 2 EFIREO Mg REIZONTY I a2 b—a v

L7, HARABED Con KO AUC IAMNEA L D 202N 15% KO 14%E< 725 2 ERTHISH
7o 4,

4. WUR
RZEEE R L
<HBE>H)N, T v b
PR L7 B Y Xv 7 X =/1(40kDa @ PEG f5 G5 #). 25kDa @ PEG &k L b Xv7 ~
Dt MEI1gG #F(PEG ZfEA LTV RV &4 Imglkg, B =7 A P DR O E A & 7an
7 > N AZHEIFAIRNE G L 72RO RNERBRE & MGt L 72/, & MEBie § TNFa @ Fab'” 7 7 A o |k
ZPEG ZHEA SE 5 &M R NMER LT AUC 28801 L7z, £7-. PEG{L Fab'7 7 7 A > h D#e 5
?&@}_Ef&%*‘a I%. 25kDa @ PEG 77 & X ¥ & 40kDa 2372 > 72,

5. 9

(1) % — R B P @ad i

MU ER e L

(2) Mm%k —ReiERAFT @B

g R ~DBATINENT —4)

BEEI Y v ~TF I 7 v — RS OIEREZ O 16 ok Y X~7 ~=3)L 200mg % 2 HFE X ix

400mg % 4 WRHIFE CRIEHR G UIcke, S0 iR oD iR B 13 REBL C 4.96~49.4ug/mL, 5 i CE & TR
(0.032ug/mL) H:iiti~0.048ug/mL T - 7=, FA R D HER O MM EEE L, 15 61 13 fl TER FRAE

Tifi % OV 1 4517C 0.0422u/mL CBTAE 2/ REBLEL ¢ 0.09%) . 1 61T 0.485ug/mL CETAEVE/REBILL : 4.49%) Th -
7= 47,
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)

(4)

(%)

(6)

M

(2)

<BE>7 v b

IR Z » M2 ¢TN3 PF(PEG {t#i~ 7 A TNFaFab' ; /L kU X~ 7~ L H[ES 7)D 100mg/kg % 4
IE 6. 9. 13, 16 BICEIRINFR G- L7= & & 4THE 20 H OBV MAEH @ ¢TN3 PF 2 1% 0.25ug/mL T -
7o ZORFEIIRHARICIIT 2 A IR E(96.75ug/mL)D 0.26% Toh o712 4,

Air~0BITH

B Y U~ F X7 v — ik ORE 17 Hlice L v Y X~7 =)L 200mg % 2 8 FE X 400mg %
4 B CERES L, BERTM O E 2~14 B 4B TIZ28 B) BICHE LRl EILEE T
FE (0.032ug/mL) Hiii~0.0758ug/mL T 7=, FLIROVFHRFIBRE% 150mL/kg/H EIET D &, H
WO 1 HEREIT 0~0.0104mg/kg/H . FEBL O 5 &5 2 AL OB EE O IX 0.04~0.30% &
ESNT= M,

<H¥%>J v b

%7 ~ M2 ¢TN3 PF @ 30 } O 100 mg/kg Z4F0E 6 H 2> 5323020 H £ Tl 2 [MIFRIRN&ZE G- L7- & & 1%
$L22 H HIZHIT DHHH ¢TN3 PF B X Z T 17.94 LT 69.16ug/mL Th - 72, Z OHEEITRHMAICE
B I AE R EE(30 K& TN 100mg/kg BETE A 225.48 KT 702.79ug/mL)DFI 10% T - 7=, —J7. H4E
RCIX, BEARLRRAR L 21 B B R OHAR 9 3 HIZB W TIAEH ¢TN3 PF 13 S Av7en - 72 49,

BR~NDHITIE
EER R L

ZTOMDEB~DFEITHE

RN EE R L

<BFE > RIS DOBATH(~ 7 R)

EFXTaT7 =7 UFRERTMRERIE LT~ U A2 N XvT XAl 2mgkg & AR S L.
B 5.1% 26 Bl £ COWRE S %, EWEOEZ AW THIE L2 L &, BSREIE LB RICEEEIC
3 Uy IR R & AR RIERRR I @ WL (RIEX EF BB O bz, £72. £ OERIITERM
Ffee L7240,

MiRERFEE
HEE R L

6. @

HEHER L B UM IR B
<HENT—H >
TR X< T NALNOHFERES T T 7 A MEaNITEABEENBRY R_RTF RROT S BRICARH
EhpEHEsND, SMEAERERA 45 flice/L Y X~7 =)0 400mg ZHER FH5 L, S
WEIR L7 10 BI04 PEG B AWE (N R U X~ AL L ilEEfE L 72 PEG ORFN) O MLHE A D14 2 =36
HORMEEIEIZ 144 HTHY, BV M) X7 XALOEEHTHS 12.6 H L LIZfEE R LTz,
EBIT, RRABAFE L 6 BT 2BHNG, B M) XvT7 XA D A FEEHY OB X -
CiEHET 5 PEG #0132 OO 2% T T IR PSR S 5 2 & ARE Sz 50,

RBIEIST R (OPIS0 %) OHTE
AR L

(3) MEEBHROERERVEDEE

AR OANA

4) KEYOFEOFERVEELE, FHELE

LR L
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(5) FEUNRBYORERI /AT A—F
ZEER e L

1. Bt
(1) BEfERAL K OHEER

<HEANT—% >
HMEABERER A 45 B2 B R~ T R0 400mg B AR TR G L, RREEZEE LT 6 Blick

T ARG, JRHEIZ 40kDa @ PEG fi3H S 4u, BV b U X~7 I oA BB OREH
X o CilFBfET % 40kDa @ PEG EBAMILIMIED BT R AUCHI S 5 Z LR E 77—, REBLIRIX
& 7o 7z 9,

(2) it
AR L

(3) PR
KR L

8. F5YRK—5—IBIT B
LR L

0. BATFIZk BIRER
LR L

10. BEOWREHTIBE
BB L

1. £t
AR L
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1.2 BRE

121 BELGRLE
BUMSE. ffik. ERELELZSTHMRRLEFOBIMNEREENRESN TS O, +HHEBEE
TG EREREDRIEITTFE T HIE, [11. 21, 11.1.1 SEE]

122 #&5#%
BIEMER (FAER) RUMSME (IR, VO N\EH) ZSTEENFEL . S FbIRESh TLY
%o RFIREIZHI>THRZICEAT 5+ 527G RZ R UKE X FREICNA ., /02—Jz0- v BB
XIFYRILY) O RIGREZTVD EERE CT BEZFZTOTLICLY . BRBREOFREZHRTHIL,
EROBERZE I LEERUVBHROBRENREONSIEBEICIE., EZFORLEEICOVNVTELERREZE
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- Jal X B

s A B —T =y WERER R

ULy Y RIS

- JOER CT i %

TRENEREE L SN BB AR 2 &G L2 &y

TR D B . R O AE BAC X 0 R O RGeS 5 BB I PR O 5- %217 - 7= £ TAHA
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Fio, VYNNI Y U RIGEDOBRENEETH T2 EEITB W TS, BEMHBIITEERENRO bz
BlHHE SN TWARZD, FEEORIEIITFCEETHZ L,



VI. &2 (ERALDOIEE) ICBYS1RE

(T BERNFLEZOHEEB-1), 2. B2E2NELZOHEB-1, 2, 15 BEARIARNER &2 OB HE K OWLE
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IRRBLCHEN RS STV D, 2, o TNF fANCE T 2 KRR BV T, SR LAE DL Eh

PEDSHIIN L 7= & OHENH 5,
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<BEI<TF>

1.4 RFIDBBEETONNC, DH<EL 1 FIOMIITFEEDFERAE+HEIETRIE, FT-. AFIZD
TO+RHEABERE)ITTFABEOREBEL ODEMMNMERAT R,

<fiign >

AFNIANE U CBEAFIBE COIRA 0B Y v~Fioxt L, ARIOWBREIT oA, L7 &b 1Al

OFY U~ FIEDFER 2+ oWET L2, 277 L., BESoMEREEOEREN RV E THRENL S

Wi, PLU U~ FRICLDIBEER RS CHEHAETH D, TO%E. O TA R4V EE2SRO

b ARHIE OB 2 EEIHIETT S 2 L,

T2, AFIOMERICE L TiE, AFNEROY A7 X327 4 v e +Holatd 208N H 5720, AEIKR OB

i v~ FOIBHEICkE LIZEMOLMERT S Z &,

<SEMEE. ZEEEE L. BEMEE. B RE>

1.5 RFIDBBEETIRIC. KRB EZECHEOE SR EZEDEFEZRODEAEZ+SICHMET S
Lo F= RECODVWTO+ R L BOARICT DA - BREBEEODEMNERT ZIE,

< it >

W BB ST 2 A RA ORI LT, BARERS2O TR 5 A8 o6 56

BILOLEER~ =2 7 /LQ011 HhR) | (ZBW T, T2 BEE2 BB T XREBHICRDL LsnTnb b

NG, FHETOTERN LSBT, BHICRE LT,

2. ERARLTDOER

2ER(RDBEIZIFFZBELALIL)

2.1 EEREYYE (BUEZ) OfRE DEkzEbsErB82Zn03H 5, (1.1, 1.2.1, 11.1.1 ZH#]

< i >

WUMSES DIER Z B S D BZENRH LD, AFlEERE LT &,

(M. ZERNREZOHEMB-1, 2], 2. Z2oAREZOHEB-1), 15 EEAREARNER L2 OHEB L OWLE
Fik-11, Te. BEOHFEAT HREBICET L ER (1) A0HE - RSO H 5 BH-1) KO 18, BIfE
HEKRZEWER & FIHPER-1] OIS
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22 IEEMEREZ O RE DEREZEBELSE2BENEH S, ] [1.1, 1.22, 83, 9.1.2, 11.1.2 &M]

< i >

M, BENELEZOEB-2) IS L Lo, IEEMEREOIEREZ B IS 8EZNNH L0, KA
ERE LW L,

(M. ZBENEEZOHEB-2), 2. BENEEToEB-2), 5. BEREARNEE L2 OHEB &K OWLE T
-1, 31, To. FREOEBEAATHEEICHETIEE (1) A0HE - BEERZEOH 5 E58-2) KO 18, BIfE
HERZEIWER & FIHPER-2) OEZH)

2.3 ARE|IOFIY T UisBUE DBEE RO & 25 B

<fifzn >

R R EEIE L L CRHE L, AFIOBSICK L CREYED H 5 BEICB W T, AFIOEEIZ LY
TUAX =N OT 7 4 7F% 0 —KGEGLEBENRY A7 267207 mfBERnd 5 7-0, RAl&2#
LWz L,

2.4 PBEHEA (ZRMEBLES) ROZOBMEROH 5 8E DEROFBRE NELOBENARNH 5, ]
[1.1, 1.3, 9.1.3, 11.1.4 &M]

< i >

JHBER B OJER D FRCHEAL OB ZENN S 5720, AR EBE Lz L,

( M. BERNREZOEB-1, 3], 6. FEOEREZATHERFICHETLI2EERE (1) AOHE - EEREEO H

HEE-3) KON I8, BIERH()ERARBWEN & 9IHIER-4) OIEZR)

2.5 9 oML REDESE [15.1.2 ]

<R >

AHN A& G EeHt TNF BB O EIZ LD . 5 o> MELREOBE[LZED S TW5S, BRE TIIAKITD H -
MDA EERE 25 %R & LR RBRIIIThbN TRV, EHEOTEHLEE L, ) > AR E T
Mol L7z,

( M12. ZooEE (1) BERFEHICESHER-2) OEBR)

3. MERITHMRICEET SERALDOEE S EDER
V. IBRICBET A 22852 L,

4. AERUVAEICEET SERLOIELEETOER
V. IBRICBET 2B 22852 L,

5. BEERERANIELZTOEBARVLESE

8. EELREARNIE

8.1 AFNL, MIaMEE S & iHE 3% TNFa (EBEEAERE 1 o) OEBIEMZME3 2 0T, EYE
WX 18 EMIBAIENC 8 % T T REMEDR H D, TOTDARFEGITE L TX, +oe Bl 217
VY, BYYEORBICHBEICEET S 2 L, oAREAIE OU 0 R OB LIER EMkE TS 2 L,
Fo, BEICH LT, B BEEREND L ONIZHEEICIE, EeNCEREICHKRT S L o
45z b, [1.1, 82, 85, 9.1.1 ]
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AFNT . IR BOG & B9~ 5 TNF O A PRTEME 23014 5 0 ¢ JBYWIE %9 5 18 TRIBLEIC 2 4

RETZEnb b, 20D, RKEOFEIZBWT, BYYEDRICHEBIZOWTHOERT D Z L,

BEC EmERRIEN R LA 3Rk 5 ek L, lonIc il 2@ 2175 2 &, RYSEN > |k

0—/LA[REIC/R D £ TIHEGEEEZ D Z &, oY v~ FAEWEEIN S OY) 0 B2 B X > T3

OEWRANC X D0 MEER M X, 0 SN2 HE L REOERZAE A AREERB X 5D,
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UV BEADBEOEEEZTHZ &,
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BToEIRET DL,
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(2) FEEOBEREEZH T 5856 K OEEEN DN D IEAITIT., MEEEORERERNH 5 ERICH
HRTHZ Lk, UTFoWTnroBFEICE, FKAlE UCARBIOBMERTCEY 2 fiiEE 2 545 2
L, (1.1, 122 ]

- B E AR CHIB RS IS A BT 2 E S b2 AT 2R

- FEEEOIRRIE (M2 ET) 2 H 3588

AU —T xa iy BRSO LT ) UROSREFEOREIC LD . BEEREN < B BE

- FERRE L ORIERMIE L AT DB

< i >

AFIS TNF 28032 Z L1 k0 | EEOEEE IR EL 52 2 RN S 5 2 & BRRRER K O

HIREIRE IS D TRPMEDRBENRE SN TND Z EMORE LT, £, IR &K OV iR

BIREIZBWTHREORBANRE SN TWHDO T, BEREE TR A EE 2% E L,

FERE DB 123t L CARZ G T 2581001, MEBEEFRIEL2B8EZNNH 5720, B2 X

HRESZFEM L, EEOBEICERE LN OEEICEGEITH 2 &, BENRD LNGAIIAA Z T

IE L) i 2179 2 &,

BB, GO BE ~DOFEIIER L o TV 5,

(M. #BERNRLEZOHEB-1, 2), 2. BENELEZOHEB-2), 15 EEREARPER &2 OB K OULE

FiE3] KO T6. HEDOEREZATILIEEICHETIERE (1) AOHE - BMERZEOH 2 8E5-2) OHEEMR)

913 FREEERENONIBMIEEZE T LIEERUVRERDHIEE

(1) BiBEEENEDNAMEE AT A BRFIZHONTIL, MR H LW D RE 21T\,
[EEIERIE & A RWSPEZ M Uz L CARAIEH OS2 e L, &5 %8I3 -0 8l82175 =
L, BBEREABERBEOBENRD S, [1.1, 1.3, 24, 11.1.4 ZMH]

(2) WBEEBROZREREOH 5 EBE X, @ERGZHEOMRELZFEwRL., +oEET DI &, PR
BRIAOBZENLH D,

< i >

A 2 G e Pt TNF BH O HESS o i PREER K QNS T R #4 i i L2 38 T BB R R (S 38 MR LIE % 5 29) D

FEERIELR - Wil EORE G L AXE(LAME SN TWD, 2072, BBIERBOERVWOH 5 BESCHK

RIED & 5 B 2x LT, MEEgZHEORELER L, VAZXR7 v hOFHEiO b, EEIZE

H L., BfERIC LT HoBlEZ st o2 &,

(M. BERNEEZOMME-1, 3], 2. BENAELZOHEEB-4], 18. BIEM (1) TERZRBIEM & IHER

4] DIHESH)

9.1.4 ERLGMARE CAMBKELD . BETRMENSF) OBEXIZOBREREOHLEE
MEREPE T 28N H D, [11.1.5 2]

<fitai >

A 2 G el TNF 8UHIC 0 LM ERIAD . FAER RMER %2 & BB 2 MERESBE S TnD, BHE

2R MIEARB D BE L DBAEIE D & 2 AT L Tid, MEICE G217 2 &,

( 18 BIfER (1) HRZREIWE & WIHEIR-5] DHZM)
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915 MEMMXDOBRETFROHZESE
EHWRICHRZ 21T 72 8, EETLZ L, WEMMANSHEXIHEETLIZ ENH D, [11.1.7 &
]
< it >
AH| % & et TNF BA| 2 BEAF O MG VER 2 BF 108G L7256 EMEMA S E XHER T 282 )
HDTZORE LTz, MEMEMEOBEROH 5 EFITH L Cid, EMMICHRZEZITI Iy, +oe#gs
ITOWRDNSEECHRGTH 2L,
( 18. RIEA (1) ERZRRIEH & WIHIEIR-7) OESM)

916 BEFRIAMIAFYT7DEERIFEEFRRLEE (HBs fu/RIZHE. 5D HBc A X (X HBs KRG 14%)
SREREESCH R VAN A= —DF=X ) T L7572 8. BRFR YA LV ADOEIEHLD
PR ORBUCEE T 5 2 &, AFlZETehl TNF A 285 Sz BRFRVA LV AX v U
T O BE IR E BT, BRIFFR VA NV AOHEEERZRED N TW5, i S 7-IE
BD% < 1E, MOREMEHER 2 b oA 2 0 &5 LTEFI TH 5, [8.4 ]

< i >

AKFE & el TNF U 2 % 5. S - BRIAFR 7 A L 2% v U 7 0 B UTBE LY (HBs HUREME, 7

> HBe HUA XX HBs FUAB ) I3V T, B RFR U A VA D FIEHALDSHE STV 5, RFIER G-I

BROABOMELITO Z &,

Flo. BRIFR YA NAX ¥ VT OBE X IBFRYEF AR 2 253 2551, EMOICIFHEERAES

HRTANA—=T1—DF=H VY 7 EITV B EIIFR T A VA D FIEHALOBEERICEET 5 2 &,

( 15, EHRHEARNEE & O L ORUE k-4 OHEBR)

(2) BHEEESESE
BEEIN TV

(3) FFifeErE=EE
RESNTOHARWN

(4) £HEREZHET 5E
FRIE I TV

(5) 14w

95 1FiF
PRI SUTHENR LT D ATREMED & 2 otITiE, TR LA RN etz RS Ll s 256
WZOHEET D &, ERPICARI Z &5 LT BB BT, i O AR VR i i~ D BT 2358
Wohive, [163.1 2]
<S5 >
AHNT PEG L~ 7 A TNFa €/ 7 0 —F VHURD Fab' 7 7 7 A > b & W= T » NEFEI AR R O
e adxT 4 7 ARBROFEEN S, BEBITIHEWZ EDXRB I NN, b N TOEIRTORZEMES
TR T H5RBRIIFEm L TV W=, RE LT,
¥, B v F XTI v — RSO BB ExR E U R T AR 2 R LB, AR O
FEIIRHAD M+ T 4.96-49.4 ug/mL, [P CE S FR (0.032 ug/mL) Aifi~0.048 ug/mL FrA o Hi K
O I B R 1T E B T IR AT S OY 1 11T 0.0422 pg/mL CGBrAEVEAEBLLE © 0.09%) . 1 617C0.485 ug/mL (r
A IRREELLE - 4.49%) Tho72 4,
( [VI. EWEhielcd 5B 5. ofn (2) ik - R EEM:] OHEB )




VI. 22t (FRALOIES) ICHIHER

(6) RELw
9.6 23R
1BE ORISR R REBEO R SMEABEL , ALK UI T IR F T 528, AAIDOENLIT
~OBATHIESN TS, [16.3.2 B ]
<t >
AFNE PEGLHi~ 7 A TNFa &/ 7 0 —F LHUKD Fab' 7 7 7 A > b & W= T v MEGES AR RER O
M axxT 4 7 ARBOF RN G, ILHBITIZEWZ LRI N7,
BEI U U~ TF X7 v — U ORARICAR 25 L, E5RIROEE 2~14 H (4 BERBTIX28 H)
BAZHE LT REFLP IR BT E & TR (0.032 wg/mL) AKiii~0.0758 w/mL Toh -7, IO RAIBRE
% 150mL/kg/H ERET 5 &, FIROFE 1 BEEETT 0-0.0104mg/kg/ H . REBLO B G- BEIZkT 2 H IR O
HEDHIE 0.04~0.30% & HEE S iz 49,
( [V EW@hfglcB5 55HE 5. ofi (3) AT ~DOBATIE] OHBH)

(N MR

9.7 IMNR
INREEZ S G E LT E N BRI E L T7Ruy,

<P >

IR Z G & LTZERIRRBR A T L TR b9, ZRMEIIML L TWh RN Lk, §

L7z,

e
i

(8) =fEhE
9.8 SEE
JEYSE S DO BIER ORBUCEEL., T07RBlIE821T52 8, — RIS PRFEAE (S RESS) MK FL TV
éo
<R >
FEIPEEARER Tld, Sl 65 MU IC OV TR SR TV AW 0 bRE LT, —RICEERE T
W, AEPRHERE(RE AR OIS FIZ AW, BIERRRBL LT b2 enEZLND, BEDIREL+
DB L, BEICEG T L,

1. HHE{EH
(1) StRZERLEZDER
BE STV

(2) HRFEELZNDER
FEEN TR

8. REl{EH

1. gER
WORIERNRHLONDLZENHDLDT, HEE2 51TV, BEDRBOLNGAIIIHREE2F LTS
IR B EITHZ L,

(1) EXGEIER & MEAREK

11.1.1 EETREE
UmSE BEEEARE) . ik (1.4%) FOEERBYYE M, BE (22— A7 4 A%, F4E
B, UANVZEORTRBIEIZL DL D] BHLONDZ Enb 5, 7B, BYUEIZ LTI
o TIEFIRHRE SN TS, BEFICEERBYEN B L ST, BYER =2 he—/L T
XHEO B ETIEHEGETIET S L, [0, 121, 2.1 B/]




VI. 22t (FRALOIES) ICHIHER

<SRt >

EA ROV BW T, BUMSE, MiREOEEREYENHE S TWD, MR RA BEIZH N T,
HERMUNSE, BEIAEKR D A L A MUE 2 58 L 7o g8 13 2,367 Bl 11 $1(0.5%)12 - TH D, 100 &
F YT OIS W EFIXA)IX 0.27(0.13,0.48) T o 72,

(M. ZBEANEEZOHEB-1, 2) KO 2. BoNELZOHE-1) OESMH)

11.1.2 #5#% (BETRR)
fakz UMshREEE (M, U R 8i%) . L2 ET] "hobh2 2 eibd, YLl
VIS EORENZEOBFIZEN T, EHRIEHEEERS DN bd D, £z, Mist
fEEE (M, Vo Hi%) 2hobndZ eBHDH TN, TOAREME S 0B E LBl 21T
22 &, [1.1, 122, 22, 83, 9.12 &M

< >

WM BN T, FEZICEE L 72 FRPRHE ST 5, [EESHEA H (2007 42 9 A)LAKE, FiEZICEE L=
FHHRQIIEIRRR D O & ARMEZ ST BT 40 B2 HE STV 5 (7.31/10,000 B - 4),
WA SITIEFI DK 20% X AAIF G-ANCHEZ R B Tdh - 72,

(M. ZBEANRLEZOHEMB-1, 2), 2. B2NELEZTOHEMB-2), 15 BEARIKRER &2 OB K OULE

FiE-3) KON T6. FrEOE REATHREICHET2EER (1) AHE - MARSO® 5 HBE-2) OHEBMH)

1113 EERTUIILX—RIG GEETER)

TF T4 TX—EDEERT LLX—RIENRHHbNLZENRNdH 5
< i >
SNSRI Tk, A MRMFEEO Y LA X =GR RE SN TWD, 7T LA —RISNREL L7235
Al AAlOF 2L, EYRLEEZITH 2L,
Fo. T VX —RURLISMT EFHBALICALEE, FAR, . JEIR. & 25, H S5 O RSB SOER H3 A
LN TWAT7d, MBS U THEYIZRAEZTTH 2 L,

11.1.4 BisERE GEETRH)
it (R LAE . R, BINrETRER . X7 2 « NU—EBEHS) OF-2%4Ed L
<IEEERHLDLND Z ERHD, [1.1, 1.3, 24, 9.1.3 &#]
< i >
AFH &G el TNF BE| O UgEs O B AR RS & OV T IS S 1B\ T, IR B (S R LE 2 & 1)
DOEGEHRIER « g2l EORHEL L AXERAHRE SN TS, 207, BBIKREBEDEWOH 5 BES
FHEEO S D BFICH L L, BEEGZHEORELE L, VA7 XXT7 ¢ v NOFHEo L, HEIC
Beh5 L, BigEREBICK L CHo BB eiked o2 &,
(M1, BERNKEZOREEB-1, 3), 2. 25N L ZOHEE-4) KO 6. HEOERE2HFTLEEFICHTD
HE () A0HE - BEEREZEOH 5 EH5-3) OHEHSM)

1115 EERMAEEE GEEFRH)
HARBMEIN 28 e Un BRBE, mERBVE (f/Wasd . AmERED . BRERED %) 2
bbb Z ERBHD, 19.1.4 BHE]

<SR >

WAMZ B W T, HERMKREENHE STV 5, [EHEEHEA H (2007 4 9 A)LIREIZRFE T 5 UL EfiE S
NI AFEGIL, Al 32 . AFHERBUNE 7 04, il IMEIBAE 6 1. U LV REIE SR CTh o T2,
HERQMBEEOBESLZOREROH 2 BFE IR L TL, EERIESTHZ L,

(T6. EOEHZATHEEFICHETHIEE (1) GOHE - BEFEREOH 5 EBH-4) OESHR)
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11.1.6 i dsDNA FUADBIELZ 5 )L —T IR B RETEA)
L dsDNA LR EMEL L, BRI, B, RBEROIERD S b b IZSaIcid, &5 2H kT
5T &,

< it >

WEIMC BT, AAIZEDIZH TNF ®ANC L0 | b— 7 ABHEBERE ORI NHE STV 5,

ARHNPE 5% — 7 ARRIER & O D EN A DL, & HIZAEH DNA(ISDNA)IZ® T 5 Friqlhi /s ik
W e G EBIIE, AAlOEG 2R I35 &,

11.1.7 FEIE MRt 2% (0.8%)
FEEN Uk, P IR B O R ERE IR IS AR R L. BE AR SN BAITIE, EeN
X AR, Hl CT A K N T AAEEZ T L, AFORGE2ZHIET5LEbll=a—F
AT 4 A & OFERIZE (B-D 7y ORIES) #BEICANEY2AELRITH 2 &, [9.1.5
2]

< i >
[ENCTHEHME L 7= BRREBRICB W C 4 floMEMMERPHRE SN TS, BV N XA~wT RI/LHKL-6
T AT T B A AT LTS5, AR G- 6 1 H AR IZ KL-6 Y E5 U72IEFI A HAvTepy . A
K& KL-6 & OFEBNIFEA CTX el oo, S B R 72 MER 2R E Y X 7 ORINERO o7,
2B, MESMEEARER COWE T2,
(T16. BEOH REATHREEFICEAT L ERE (1) &0HE - BEREOH 5 EE-5.] OEZR)

* TR O B R SUTMHESM R FRBR AR 2 D < RO 7o O BRI & LTz,

(2) ZfbDEI1ER

WD X 9 7REIWERANGED LN EAITIE, ERICIE U Tl 2R E 2175 2 &,
5%l E 1~5%FK i 1% K BETRR
EHHE AR (R & & | B,
o), UA VARG | SER
(RIS, ~X
A, HIEHED A v
A AT
AN SN Ve
PR A G )
15 R SEUR . R mEME | AL KUoEE. BReX.
e OFEV, IR, MERRE | 2. RrrORReREE . BN,
= KM= 2 —m " F— IR,
FEAE, MERAMERRESE . = ik
Ji. WhARIEED - SPERRE, R
. REIREIL, KA
mi& 2, VU NEYE, U | EERIERETE A kN, i
IRERPED ANAREEIN, JEE, AR Bk
E BRI RE R | BRI R IE R
Rt FORBRRESE, (REEZAE), | BRI, AaEE, K7V
EERGE, BT Ry | 72 e, KEAME, ~F
WAL H) DF Y ILAENE
iR ARDAKIE, IR, s | TIRES
P
FH R, HS, EEsMED F
vy




VI. 22t (FRALOIES) ICHIHER

5%LL E 1~5%Ki& 19%KH SEEABR
fERER e M MASR, M EEAREE | REEAR, 8, OAECD RS
EOLGEE, ROEE | 2T, DK, BEETHER
&), BET Ry ERE, MeMEEIRE 2 &),
R, BER (i, O
M % & de), Mz, EhARAE
{BIE, LA/ — B #IREEE,
AN PRI E
AN ES RIEORIE | MR, %k Moz, MRORREE, K0E D oI,
Sl
HAE2S B, WA | OEX, &R, TR, H | Ak, BBEELOZEIL, O
K, ANK, | ALARER, ERL EH, B8 | MenRgEgE, BEK, HETR, I5E
| N I A B
FFF Bk R E e UL E CIE 28 T4, FREZE, IV 9 -
W, IR E
EIE FBERE ., RE | NokEE BBAE, o8, U, | TFARRESE. g, 2Rk
K. FIBEL) SERGBBOE, REFIL - | i rPERVER I, AME. ROEN
%IB. ZIHB B, S, XL autks. s
W, R G, BHEREE, K
JEHE, EREREE UG
HEER CK #8)n, BIfhZ%k bR, MEE
B - PRISEE F 5 SRR . SRR, B
IAFRER FIE, R OVRIE ORER, B
FE(B & & T0)
T AREY R O E i | HLEREE, SR E, RIAK,
FE A K EET) HE53 W, PEFEREAR 42
Z D KL-6 ¥4H0, PSR, AN RIARRZE. | R, HEE. KT, H
TSN ESE, TRECRR LY | THURBE, MEw. ERFRE.
I BEEAE &), YvaA | AL X, BEERORE

F—= x| 5

BT, WAL, ALP 880, MR
BRI, 1B R, RMEER X
1T SERLIANE A B Te), Al
FEIRA(MENASE, A7/
A NMEREEE A S Te)

* i RER O B R SIS AR R R I 25 <

FLA DT DBFEARRH L L,
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@ BMERDBEAREHEE—ER (BN RA RURZEEXNR E LIERRKRHR)

RA W7
MTX fFl | MTX FE(FH FH RA e
R S 309 # 219 # 159 4 687 # 144 15
BLOE O R OB OE Bl & 177 51 125 4 113 51 415 1 48 Bl
BOfE M 3 B R 57.3% 57.1% 71.1% 60.4% 33.3%
F BB (FE B %)
IR o R RA F
MTX fifH MTX FEOFH FHI RA e
RS L USE RE 127(41.1) 91(41.6) 67(42.1) 285 (41.5) 24(16.7)
EUHTE S 42(13.6) 24(11.0) 36(22.6) 102(14.8) 5(3.5)
R R 27(8.7) 11(5.0) 5(3.1) 43(6.3) 0(0.0)
EEDS 13(4.2) 13(5.9) 8(5.0) 34(4.9) 2(1.4)
KR 11(3.6) 8(3.7) 5(3.1) 24(3.5) 1(0.7)
Wy 5(1.6) 13(5.9) 1(0.6) 19(2.8) 2(1.4)
[ i 8(2.6) 7(3.2) 1(0.6) 16(2.3) 0(0.0)
GlCES 5(1.6) 3(1.4) 7(4.4) 152.2) 0(0.0)
A e~ L2 2 7(2.3) 2(0.9) 6(3.8) 15(2.2) 1(0.7)
JEHER 9(2.9) 2(0.9) 3(1.9) 14(2.0) 2(1.4)
Bl s eS¢ 5(1.6) 7(3.2) 2(1.3) 14(2.0) 1(0.7)
A TN W 4(1.3) 1(0.5) 3(1.9) 8(1.2) 1(0.7)
fifi & 3(1.0) 5(2.3) 0(0.0) 8(1.2) 1(0.7)
TN 4(1.3) 3(1.4) 1(0.6) 8(1.2) 0(0.0)
W B 3(1.0) 1(0.5) 2(1.3) 6(0.9) 0(0.0)
Sa—F VAT A AR 2 1(0.3) 2(0.9) 3(1.9) 6(0.9) —
Jiti 2
B PP 2% 2(0.6) 0(0.0) 3(1.9) 5(0.7) 0(0.0)
Ep R 3(1.0) 2(0.9) 0(0.0) 5(0.7) 0(0.0)
FBER 0(0.0) 3(1.4) 1(0.6) 4(0.6) 3(2.1)
HhH % 0(0.0) 2(0.9) 2(1.3) 4(0.6) 0(0.0)
T I S 2(0.6) 1(0.5) 1(0.6) 4(0.6) 0(0.0)
B Z 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(2.8)
Bl L2 2 4(1.3) 0(0.0) 0(0.0) 4(0.6) 1(0.7)
BT AEAR RS 3(1.0) 1(0.5) 0(0.0) 4(0.6) 0(0.0)
VL TS 1(0.3) 1(0.5) 2(1.3) 4(0.6) 0(0.0)
PAE/S 1(0.3) 0(0.0) 2(1.3) 3(0.4) 1(0.7)
F s 0(0.0) 2(0.9) 1(0.6) 3(0.4) 0(0.0)
JNE R E 1(0.3) 2(0.9) 0(0.0) 3(0.4) 0(0.0)
SRUE SiZ% 0(0.0) 2(0.9) 1(0.6) 3(0.4) —
8 R S 1(0.3) 1(0.5) 1(0.6) 3(0.4) 0(0.0)
B9 1(0.3) 0(0.0) 2(1.3) 3(0.4) 0(0.0)
mEEERpEN 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(1.4)
A B 2 0(0.0) 0(0.0) 2(1.3) 2(0.3) 0(0.0)
ERELZ 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
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FEBLHIE(FEBLHE %)
IR o R RA R
MTX fifH MTX FEOFH FHI RA e

B Y HNE 0(0.0) 2(0.9) 0(0.0) 2(0.3) 0(0.0)
23] /S 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
it B 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
(R YL R 0(0.0) 2(0.9) 0(0.0) 2(0.3) 0(0.0)
Y 0(0.0) 2(0.9) 0(0.0) 2(0.3) 0(0.0)
=3I 1(0.3) 0(0.0) 1(0.6) 2(0.3) 0(0.0)
YL R G P 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
T B R 2(0.6) 0(0.0) 0(0.0) 2(0.3) 0(0.0)
PR BRI GY 1(0.3) 0(0.0) 1(0.6) 2(0.3) 0(0.0)
7 A VAN E B 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
oA L AVER S 2(0.6) 0(0.0) 0(0.0) 2(0.3) 0(0.0)
T AL X)L ASE 0(0.0) 1(0.5) 0(0.0) 1(0.1) —
{EHRMERR % 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
A PERI R 2% 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
Ja AL AR 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
AfED P FIE 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
S 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
R 2% 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
Ak H A 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
i R E A% 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
T AL A N—T A LAY 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
TRFEAR 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
LB R Y 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
o 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
BB PERERE 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
1 e B JR e 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
Y TR 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
AILRRA T A L A Y 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
IR 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
FR Ry M g 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
BERR Y 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
L2 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
BUEME S 2 v 7 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
PR M B i 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
TR R 2 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
TN R & oMK B TE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
T Bz i 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
B2 e 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
TR kg 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
i ¢ BR B A ¢ 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
TR R 1(0.3) 0(0.0) 0(0.0) 1(0.1) 2(1.4)
kR SR 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
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FEBLHIE(FEBLHE %)
IR o R RA R
MTX fifH MTX FEOFH FHI RA e

Rk 0(0.0) 1(0.5) 0(0.0) 1(0.1) —
v A LAY 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
YL MR 2% 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
B, BB L UHEERHEOHEY 4(1.3) 3(1.4) 6(3.8) 13(1.9) 1(0.7)

(BERBLUVR)—T#ED)

2 I LS 2(0.6) 1(0.5) 0(0.0) 3(0.4) 1(0.7)
T B 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
H D BT A4 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
JTF9IELRG D B A9 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
FERT XU o8 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
FEIECHT A2 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
JH BRI A B A A7 TR 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
WHEE D R A4 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
Jii D> B AL A 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
REURE A {LiE 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
T 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
mEH &V VR REE 4(1.3) 4(1.8) 4(2.5) 12(1.7) 3.1
PR Z MR 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
U o HEE 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
- FRER IS i 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(1.4)
MR E 1(0.3) 1(0.5) 0(0.0) 2(0.3) 1(0.7)
2. 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
I 1 BRI i 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
IV (/S 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
(el L A= N 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
YR BRI i 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)

REFE M i N 1M SR B S 0(0.0) 0(0.0) 1(0.6) 1(0.1) —
A5 bEE 1(0.3) 0(0.0) 1(0.6) 2(0.3) 0(0.0)
RN 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
BRI BB R T i 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
REBFLURERES 3(1.0) 2(0.9) 4(2.5) 9(1.3) 0(0.0)
oL AT a—/LIE 1(0.3) 1(0.5) 2(1.3) 4(0.6) 0(0.0)
BRI 1(0.3) 0(0.0) 1(0.6) 2(0.3) 0(0.0)
g I RE 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
BB B E 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
HRERES 8(2.6) 3(1.4) 4(2.5) 15(2.2) 32.1)
SHEYR 3(1.0) 1(0.5) 2(1.3) 6(0.9) 0(0.0)
FEIED 1(0.3) 1(0.5) 0(0.0) 2(0.3) 1(0.7)
I L 1(0.3) 0(0.0) 1(0.6) 2(0.3) 0(0.0)
YL BHR 1(0.3) 0(0.0) 1(0.6) 2(0.3) 1(0.7)
fibdee fH i 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
< BT i 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
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FE BB (FEBLAE %)
IR o R RA R
MTX fifH MTX FEOFH FHI RA e

Bt 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
T I Ik AN REAE e 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
RALPED F 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
ARfEE 4(1.3) 62.7 2(1.3) 12(1.7) 2(1.4)
T LV F — R AR 1(0.3) 1(0.5) 1(0.6) 3(0.4) 0(0.0)
s 1(0.3) 1(0.5) 1(0.6) 3(0.4) 0(0.0)
FEME S 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
A R 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
IR 0(0.0) 1(0.5) 0(0.0) 1(0.1) 1(0.7)

AR Bk iz 0(0.0) 1(0.5) 0(0.0) 1(0.1) —
AR HzJg 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
R ¢ 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
IRAg IR IZ 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
AR 5 1. 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
58D R 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
At 3R 1 R IR 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
EBLUREES 2(0. 6) 0(0.0) 2(1.3) 4(0. 6) 0(0.0)

ZE3E HEME 1(0.3) 0(0.0) 0(0.0) 1(0.1) —

BN G /S 1(0.3) 0(0.0) 0(0.0) 1(0.1) —
g 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
[E[HEPE D F U 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
DR E 3(1.0) 1(0.5) 1(0.6) 5(0.7) 10.7)
Y53 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
BEREETa vy 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
AL ZE 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
KBRS PASHRS 2 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
PSR 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
mERES 9(2.9) 2(0.9) 1(0.6) 12(1.7) 10.7)
1 8(2.6) 2(0.9) 1(0.6) 11(1.6) 0(0.0)
AREME ) fLESE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
I IRE=E7S 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
MR AR . MERES & UMitfRIES 7(2.3) 71@3.2) 13(8.2) 27(@3.9) 2(1.4)
FRGEDORNE 1(0.3) 1(0.5) 6(3.8) 8(1.2) 0(0.0)
R i 6 R 1(0.3) 1(0.5) 4(2.5) 6(0.9) 1(0.7)
B 2(0.6) 0(0.0) 2(1.3) 4(0.6) 1(0.7)
LTEEN 1(0.3) 2(0.9) 0(0.0) 3(0.4) 0(0.0)
T L — B¢ 0(0.0) 1(0.5) 1(0.6) 2(0.3) 0(0.0)
FE AL 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
73 isn) 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
TR DI 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
Jiti=: 1 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
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FEBLHIE(FEBLHE %)
IR o R RA R
MTX fifH MTX FEOFH T RA e
BlalEE 31(10.0) 17(7.8) 32(20. 1) 80(11.6) 0(0.0)
M2 2(0.6) 3(1.4) 6(3.8) 11(1.6) 0(0.0)
L 0(0.0) 0(0.0) 10(6.3) 10(1.5) 0(0.0)
EEERS 7(2.3) 1(0.5) 1(0.6) 9(1.3) 0(0.0)
B 2(0.6) 4(1.8) 2(1.3) 8(1.2) 0(0.0)
AN A& 1(0.3) 2(0.9) 4(2.5) 7(1.0) 0(0.0)
Ve 2(0.6) 2(0.9) 2(1.3) 6(0.9) 0(0.0)
(7 3(1.0) 1(0.5) 2(1.3) 6(0.9) 0(0.0)
i bl 2(0.6) 0(0.0) 3(1.9) 5(0.7) 0(0.0)
T 3(1.0) 1(0.5) 1(0.6) 5(0.7) 0(0.0)
P 3(1.0) 1(0.5) 1(0.6) 5(0.7) 0(0.0)
R ERYE 1(0.3) 0(0.0) 2(1.3) 3(0.4) 0(0.0)
HER 1(0.3) 2(0.9) 0(0.0) 3(0.4) 0(0.0)
HIEARR 1(0.3) 0(0.0) 1(0.6) 2(0.3) 0(0.0)
TR 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
o AR 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
R A 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
VA=ENZ 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
BV 0(0.0) 1(0.5) 0(0.0) 1(0.1) —
TR 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
NGB 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
HEREVE  RkE S 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
FERGR Y —F 0(0.0) 1(0.5) 0(0.0) 1(0.1) —
HRY—7 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
WS B E e i 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
Mg - 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
WD AMERIE SR 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
HIE/KIE 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
1 e s 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
o P PR 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
FREREE 18(5.8) 4(1.8) 29(18.2) 51(7.4) 2(1.4)
JFHRE LR 13(4.2) 3(1.4) 27(17.0) 43(6.3) 0(0.0)
s 3(1.0) 1(0.5) 2(1.3) 6(0.9) 2(1.4)
NEMIIF 2(0.6) 1(0.5) 0(0.0) 3(0.4) 0(0.0)
EHE UL mE 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
fEFER Y —F 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
EESLUETHBES 25(8.1) 198.7) 19(11.9) 63(9.2) 15(10.4)
% 6(1.9) 7(3.2) 6(3.8) 19(2.8) 0(0.0)
% 5(1.6) 4(1.8) 4(2.5) 13(1.9) 0(0.0)
s 0(0.0) 0(0.0) 0(0.0) 0(0.0) 6(4.2)
PP 2(0.6) 1(0.5) 1(0.6) 4(0.6) 0(0.0)
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FEBLHIE(FEBLHE %)
IR o R RA R
MTX fifH MTX FEOFH FHI RA e

HLBE 3(1.0) 1(0.5) 0(0.0) 4(0.6) 0(0.0)
B ESE 1(0.3) 1(0.5) 1(0.6) 3(0.4) 1(0.7)
T LXK — MRS 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0)
BT . 0(0.0) 0(0.0) 2(1.3) 2(0.3) 0(0.0)
EAER 1(0.3) 1(0.5) 0(0.0) 2(0.3) 1(0.7)
% 9 FEIE 1(0.3) 0(0.0) 1(0.6) 2(0.3) 2(1.4)
Fe e FENE 0(0.0) 2(0.9) 0(0.0) 2(0.3) 1(0.7)
Y5 1(0.3) 0(0.0) 0(0.0) 1(0.1) 1(0.7)
7 S EFE 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
I EE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
AT 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
7 R E R 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
Bl Rz 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
FERE R Z S 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
iR 2 g 9% 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
FEZ 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
bib:ik|e 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
H#s 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
T M B 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
T8 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
NENI#%k 2% 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
RS2 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
SRR B S 0(0.0) 0(0.0) 1(0.6) 1(0.1) 1(0.7)
N IRV == T A SRR 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
GIER iy e 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
BEONS A 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
B & FI 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
I RERINGLE 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
HEMEZE RIS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
MERRS L UHEHEBES 7(2.3) 3(1.4) 3(1.9) 13(1.9) 0(0.0)
BAEI Y O~ 4(1.3) 0(0.0) 1(0.6) 5(0.7) 0(0.0)
WHiRE R 1(0.3) 0(0.0) 1(0.6) 2(0.3) 0(0.0)
Y 0(0.0) 1(0.5) 1(0.6) 2(0.3) 0(0.0)
B 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
BAEIZ IR 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
BR 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
U v~ hA RiEE 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
EERBLVIERES 3(1.0) 2(0.9) 3(1.9) 8(1.2) 0(0.0)
PR H A1 1(0.3) 1(0.5) 2(1.3) 4(0.6) 0(0.0)
TE NIEE 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
HLHI A #% 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
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FEBLHIE(FEBLHE %)
IR o R RA R
MTX fifH MTX FEOFH T RA e
HH i PRSP S 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
BEAYERTSZ IR SE 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
TS S 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
:Eﬁlﬁ 2 EEELSLUERSEHEOK 154.9) 20(09.1) 11(6.9) 46(6.7) 6(4.2)
HESTERAL S 5(1.6) 10(4.6) 2(1.3) 17(2.5) 2(1.4)
£ SR AT 6(1.9) 3(1.4) 2(1.3) 11(1.6) 0(0.0)
(VR 0(0.0) 0(0.0) 5(3.1) 5(0.7) 1(0.7)
TS AL ATEE 2(0.6) 3(1.4) 0(0.0) 5(0.7) 1(0.7)
FEEN 1(0.3) 3(1.4) 0(0.0) 4(0.6) 0(0.0)
BT ERAL AR 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
HESTERAL IS 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
TSR AR 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
oy 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
mEE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
9 57 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
V=g T e ks L A 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
T 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
ERRRE 20 (6. 5) 5(2.3) 20(12. 6) 45 (6. 6) 7(4.9)
B~ — A — 0 12(3.9) 3(1.4) 8(5.0) 23(3.3) 2(1.4)
1 BRI 0(0.0) 0(0.0) 8(5.0) 8(1.2) 0(0.0)
Tl b5 0(0.0) 1(0.5) 2(1.3) 3(0.4) 0(0.0)
y-INAVEINVKNT VAT 2T — 1(0.3) 0(0.0) 1(0.6) 2(0.3) 0(0.0)
LN
J RS RE AR A S 2(0.6) 0(0.0) 0(0.0) 2(0.3) 0(0.0)
AT T I 2(0.6) 0(0.0) 0(0.0) 2(0.3) 0(0.0)
DNA HUiR % 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
FUZHURHE N 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0)
i X R 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
B = o v o — 2 b e R 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
FA AT 7T A ARG 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
1A B -D-27" v 77 880 0(0.0) 0(0.0) 1(0.6) 1(0.1) 1(0.7)
TI=v T/ NTVATx 0(0.0) 0(0.0) 1(0.6) 1(0.1) 2(1.4)
5 — B HIAN
{LNGERT 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
REEIEN 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
~E S0 e R 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
E;JP I VLT FrRARF T —F 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
i>EI I]
B 7UiT4¢ DNA I E 0(0.0) 0(0.0) 1(0.6) 1(0.1) —
U > SER BRI D 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
PRE I LT BN 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
X QT A& 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
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FE BB (FEBLHE %)
IR o R RA R
MTX fifH MTX FEOFH FHI RA e
B AR AR

DFER T s 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
5E. DESLVLEESHHE 1(0.3) 0(0.0) 0(0.0) 100.1) 10.7)
Hi 2 B HIlE 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
TS S B 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
RERES 0(0.0) 0(0.0) 1(0.6) 10.1) 10.7)
NR—F = v MEGER 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)
Praf R— R 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
AHES 0(0.0) 0(0.0) 1(0.6) 10.1) 0(0.0)
AARAE 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0)

RA : MedDRA ver. 14.1
W fiE : MedDRA ver. 18.1
CRGRIFEIE SR

—100—



VI. 22t (FRALOIES) ICHIHER

Q@ BMEROEENRBREE—ER (BNORA EXRE LTS5 ARBLEKHER)
ED

s TS 1,774 5]

gl E A B B E # 3K 687 i

g R X B OE 38.7%
_ ; B = , BB

BIVEFH OFEHE (EFLH%) BIVER oFEEH B %)

RBEES L UVFERE 275(15.5) ST 2 (0.1)
PR S G 37 (2.1) iz 2 (0.1)
Hifdi~ /L~ 2 27 (1.5) JETR EE 2 (0.1
L ERDS 27 (1.5) TR P R I 2 (0.1)
R RGE R 21 (1.2) W SE R Bk 2% 1 (0.1)
Rl S PE 2% 17 (1.0) RER 1 (0.1)
BRI R 14 (0.8) RERE R 1 (0.1)
N EE %5 16 (0.9) NEIME 5 2% 1 (0.1)
B 16 (0.9) MESH KU 2% 1 (0.1)
B SR 15 (0.8) WASR B B e 1 (0.1)
RIS 11 (0.6) AR 1 (0.1)
REIR 10 (0.6) T PE T F B 1 (0.1)
fitiZ¢ 9 (0.5) EES T 1 (0.1
DA IV AR GE Y 9 (0.5) AP Rk 1 (0.1)
e B¢ 6 (0.3) B Rl 1 (0.1)
A7z H 8 (0.5) RS2 1 i 12 1 (0.1)
JRbks 6 (0.3) eSS 1 (0.1)
Frag 7 (0.4) oA IV A Y 1 (0.1)
LR e 4 (0.2) YA L A MENHEE S 1 (0.1)
B2 6 (0.3) oA L A B 1 (0.1)
T RGE R 3 (0.2) P 1 (0.1)
I R 5 4 (0.2) =3 1 (0.1)
B 4 (0.2) Mtk ARG 1 (0.1)
e R 3 (0.2) S 1 (0.1)
FRFEME AL £ 4 (0.2) B 1 (0.1)
JHEIE {25 PR A B PR 2 (0.1) EPAE: 1 (0.1)
A 1 BE R 26 3 (0.2) NGRS 1 (0.1)
A A ERGE G 3 (0.2) SAE R 1 (0.1)
SR 3 (0.2) AR H 1 (0.1)
BT R 5 2 (0.1) Pk 10D
P AE 2 (0.1) RS 1 (0.1)
SMEB R 2 (0.1) JHaE 2% 1 (0.1)
SRR ES 2 (0.1) FEREMENE IR 1 (0.1)
R SRy P g 2 (0.1) U »oNHifki 1 (0.1)
By 2 (0.1) & vV A RE 1 (0.1)
FHZ% 2 (0.1) e v 7 hE 1 (0.1)
By JR 2 (0.1) H vV BE 1 (0.1)
B R 2 (0.1) (SRS 1 (0.1)
AN g 2 (0.1) SRS MR SE 1 (0.1)
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A O e AR O i

oA L A fGE 1 (0.1) R EE 1(0.1)
U LoE g 1 (0.1 RN 1 (0.1)
T4 LI 1 (0.1) REBLURERE 9(0.5)
S/ 1 (0.1) AV T A 3 (0.2)
i e B A 1 (0.1) RATLHE 1 (0.1)
FRiNE 1 (0.1) JE 5t 1 (0.1)
LU T M2 1 (0.1) BRI 1 (0.1)
RS 1 (0.1) B 1 (0.1)
2y F— [LALBEER 1 (0.1) ~NEUT U AR 1 (0.1)
R, BESLUVHEETHOTEY 7(0.4) BV T AE 1 (0.1)
(BRELIUR)—-TE2ED) ' EaEE 13(0.7)
R 1 (0.1) AURSE 6 (0.3)
HR BT A4 1 (0.1) NS 1 (0.1)
HiSME L B MY o3 o) 5O 1 (0.1)
(MALT %) ' THBIfE & 1(0.1)
AW 1 (0.1) R 1 (0.1)
FLEANE 1 (0.1) BHEEZDRE 1 (0.1)
i b B 1 (0.1) 5 oKy 1 (0.1)
7T T b= 1 (0.1) I R i 1 (0.1)
AZ YA MEREE 1 (0.1) HEREE 96 (5. 4)
mEH LV VRREE 71(4.0) GEbr 59 (3.3)
T BRER B INE 26 (1.5) FEWED F 13 (0.7)
P Bk e 12 (0.7) AT SRR 7 (0.4)
I BRI iE 13 (0.7) BEELIE 7 (0.4)
2. 10 (0.6) ST 5 (0.3)
I HPEREEANE 5 (0.3) PR 5 (0.3)
F il R NAEE 6 (0.3) TR 3 (0.2)
U EHiE 4 (0.2) Jv 5 2 (0.1)
U > RERIIE 2 (0.1) ik 2 (0.1)
LB ERVE NN E BT 1 (0.1) FLHR 1 (0.1)
U 2 RERBEIINNE 2 (0.1) LCSAEne 1 (0.1)
M/ NR IS SiE 2 (0.1) REHR 1 (0.1)
IRIMER IS/ NS [RE 1 (0.1) R & 1 (0.1)
5 IR if BRAE 1 (0.1) R R AR B 1 (0.1)
/TR I ERAE 1 (0.1) = AR 1 (0.1)
M/ E 1 (0.1) IRfEE 16(0.9)
UL Tt 1 (0.1) FlMBIE 4 (0.2)
I e 1 (0.1) F 2 (0.1)
RERES 3(0.2) R 2 (0.1)
W AEUE 1 (0.1) AR 78 1 (0.1)
FHIPET L L ¥ — 1 (0.1) HRIEHEN 1 (0.1)
BT L X — 1 (0.1) LR R 1 (0.1
AR ¢ 1 (0.1)

B 1 (0.)
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BHEF O i I O TS o
THE 8 B E 1 (0.1) T LV — R E 1 (0.1)
IR oo pi 1 (0.1) igsN 2 (0.1)
AR IR R 1 (0.1) M- [ B 2 (0.1)
AR Bt 1 (0.1) Mok 2 (0.1)
IRZ 5 EEE 1 (0.1) Sl 1 (0.1)
EB L UREES 4(0.2) WEEI e i 1 (0.1)
[EIHAPE D F 3 (0.2) WS AS R 1 (0.1)
Hig 1 (0.1) % sl 1 (0.1)
DEEE 17(1.0) MEE e 1 (0.1)
EUlEs 6 (0.3) FRGEORNE 1 (0.1)
e CMiE 2 (0.1) REJE M S % 1 (0.1)
BETa vy 1 (0.1) SUE S 1 (0.1)
HER 2 (0.1) fifii= 1 (0.1)
D EmE) 2 (0.1) FEUGME RS SE 1.(0.1)
EENR 1 (0.1) ESCR BTN 1 (0.1)
TRAPEATE AR 1 (0.1) e i 1 (0.1)
SO 1 (0.1) Mz S Ml 1 (0.1)
PR IRSE B RE 1 (0.1) JRbkREE 1 (0.1)
L EEPE AN 1 (0.1) i ZEARNE 1 (0.1)
5 o U A AE 1 (0.1) BlaEE 79(4.5)
DRA 1 (0.1) LD 17 (1.0)
mEES 372.1) T 16 (0.9)
o I 17 (1.0) HIEARR 6 (0.3)
1FTY 4 (0.2) F PR IE T Al 7 (0.4)
1fn 3 (0.2) R 6 (0.3)
R 2 (0.1) AL 6 (0.3)
AL 2 (0.1) B 4 (0.2)
TRER R A2 S 2 (0.1) (BE7 5 (0.3)
A R 2 (0.1) fE s 4 (0.2)
I IRE=E7S 2 (0.1) iR AT 4 (0.2)
R i A R 1 (0.1) N RS 2 (0.1)
AR i 1 (0.1) &K 2 (0.1)
EHRAEALE 1 (0.1) RS IEERSCIR H af. 2 (0.1)
I YRR 1 (0.1) I 1 (0.1)
FEREE. MENE &K UHERES 54(3.0) [ENESTBE /! 1 (0.1)
W W% S TR 12 (0.7) 772 EONR 1 (0.1)
Ak 10 (0.6) WP E R TE R 1 (0.1)
S . 4 (0.2) Gl 1 (0.1)
TSR 4 (0.2) H kR 1 (0.1)
b 4 (0.2) ALF 1 (0.1)
B[ BI85 - I 4 (0.2) 5317 1 (0.1)
JrafEE e 4 (0.2) + itk 1 (0.1)
55 VB - PR 3 (0.2) EES 1 (0.1)
R 2 (0.1) e HeE 1 (0.1)
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BHEF O i I O TS o
VHAb B BT 1 (0.1) T /N 1 (0.1)
LSS 1 (0.1) EHMT ) T~ h—F AL S 1 (0.1)
B P 1 (0.1) BT I 1 (0.1)
HIER 1 (0.1) B (58 1 (0.1)
H OS5I 1 (0.1) A5 RN Z 1 (0.1)
JILFH J&] R 2% 1 (0.1) HaR B Bt 1 (0.1)
FFREE REE 7(0.4) A0 A B BRAE 1 (0.1)
JiF B 1 (0.1) LRSS 1 (0.1)
P PERFGE AT 2 1 (0.1) JBSE I S 1 (0.1)
JHF 00 M P A P 1 (0.1) M AR T N 1 (0.1)
AEFE 1 (0.1) s 1 (0.1)
JHEZS 1 (0.1) EEAW 1 (0.1)
eI 1 (0.1) BEERRBLUHESHRBES 64(3.6)
A 2% 1 (0.1) iV v~ 16 (0.9)
EESLUVETHBES 134(7.6) fiXna 8 (0.5)
it 39 (2.2) RE A 6 (0.3)
Z O FEIE 17 (1.0) R 6 (0.3)
HLBE 11 (0.6) VU 3 (0.2)
EAER 8 (0.5) VR 1 (0.1)
JHESE 7 (0.4) RERTS 5 (0.3)
T LILE — 7 &% 6 (0.3) FHB IR 4 (0.2)
LB S22 3 (0.2) B kR 3 (0.2)
B2 o w5 5 (0.3) RAF AR 3 (0.2)
BER Rz 95 4 (0.2) i 1 (0.1)
BT 4 (0.2) U U~ A RiGHi 2 (0.1)
IR 3 (0.2) RAHRE 2 (0.1)
B EIE 4 (0.2) A E 2% 1 (0.1)
ZITIE 2 (0.1) EZ RS 1 (0.1)
B I 1 R 3 (0.2) R e 2 (0.1)
BER H 3 (0.2) B AE 1 (0.1)
SeRRBNER S 2 (0.1) N—T ARRREGE R 1 (0.1)
B/ 3 (0.2) B s R i 1 (0.1
ZRNITRZIN 22 1 (0.1) JE A 1 (0.1)
INKIEME RS 2 (0.1) Bk b 1 (0.1)
T2 2 (0.1) BEHIS TR 1 (0.1)
TR 1 (0.1) EHETY T h—T R 1 (0.1)
% 9 FEMERE 2 (0.1) /S 1 (0.1)
EMEZ D FEAE 2 (0.1) B 1 (0.1)
B R 2 (0.1) JE£L 1 (0.1)
PR MEAR 2 (0.1) AR 1 (0.1)
i 2 (0.1) BB LUREES 25(1.4)
FEE % 1 (0.1) i pR 11 (0.6)
B2 1 (0.1) 1 BR R 4 (0.2)
BEEA 1 (0.1) PR R g 5 (0.3)
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_ H 5% B ey
BHEF O i I O TS o

PREEHE A 2 (0.1) A VTN PR 3 (02)
EQS 2 (0.1) BRI 7 b 1 (0.1)
BEAR 1 (0.1) ER 3 (0.2)
PREEH 1 (0.1) A A8 2R P H 1 3 (0.2)
BEPR 1 (0.1) TS I 2 (0.1)
R EBRIR 1 (0.1) R JR P Y e 1 (0.1)
EE 1 (0.1) HESTERAL AR 1 (0.1)
EERB S VIEES 17(1.0) TSR AL i 1 (0.1)
ARIEFE i 3 (0.2) TSR AL T 1 (0.1)
BRI 3 (0.2) ZEh 1 (0.1)
WA 1 (0.1) JR TR 1 (0.1)
A 1R i 2 (0.1) I 1 (0.1)
ERSIEE 2 1 (0.1) RRARR 1 (0.1)
BEREME 7= 1. 1 (0.1) 145 ZE AL SIS 1 (0.1)
FLENER 1 (0.1) =3RS RIEH 1 (0.1)
s H ik 1 (0.1) ERRRE 140(7.9)
AHLRA # 1 (0.1) TIoL T NFUAT TP | 25 (1.4)
JEE 53 W 1 (0.1) TARGHUT ) bT AT = T—LHI 22 (1.2)
HBMEAR 1 (0.1) TRV b o R TS AT B 14 (0.8)
FLEE 1 (0.1) R b5 10 (0.6)
EZI) SR N 1 (0.1) N7 ATIF—E LR 12 (0.7)
B MR ST AR AEIE 1 (0.1) FUZHUARR 10 (0.6)
KB % 1 (0.1) y— I NE I T AT = T —E RN 9 (0.5)
XM, REES L VERHEES 100.1) AT T YR A7 7 &2 —E N 8 (0.5)
FEZEK il 1 (0.1) IR 5 6 (0.3)
L HEEL L UBRERHTHRE 177(10.0) 2 L7 o= HEh0 5 (0.3)
TS AL ATEE 21 (1.2) TR ER A N 7 (0.4)
TS BE 24 (1.4) MLz L7 F o R 2R —E N 6 (0.3)
SRR 25 (1.4) 7= 0 N = N e 15115 1 8= 5 (0.3)
95 57 27 (1.5) RN 4 (0.2)
TEFHA A& 16 (0.9) ~EFS 8 e 4 (0.2)
FEEN 23 (1.3) mA e UL 8 3 (0.2)
e SRSV E 14 (0.8) INR #41 4 (0.2)
TESTERAL PN H afn, 8 (0.5) U HREREHE 0 4 (0.2)
[EpeNas 4 (0.2) I P ER SRk L 4 (0.2)
S 7 (0.4) £ 5 3 (0.2)
TES AL A5 6 (0.3) ~v 7 Uy MNEd 2 (0.1)
19 8 (0.5) U Lo SEREREEN 2 (0.1)
A P i 6 (0.3) P i R A N 3 (0.2)
J¥a e 4 (0.2) DNA FUiE G 3 (0.2)
TR 4 (0.2) SR i B 3 (0.2)
SR IEAR 3 (0.2) [ Re ]S = 1 (0.1)
R 2 5 PR 4 (0.2) HLEREE D 2 (0.1)
i EREED 2 (0.1)
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AR O zzgi‘) AR DR 2323@
FUZHLRHE N 2 (0.1) SR R ERHE 0 1 (0.1)
iR FEHE N 2 (0.1) SR i BREG: 1 (0.1)
PRUCHE G 2 (0.1) R R o Bl 1 (0.1)
IR A L 2 (0.1) MLH A v v BN 1 (0.1)
ifn. H GRS AN 1 (0.1) AR M ERER A 1 (0.1)
i/ N N 2 (0.1) SR R A 1 (0.1)
FFHE e a2 1 (0.1) Js X R 1 (0.1)
y—INE N NT U RT = TP 1 (0.1) JREEE B 1 (0.1)
F I ERA e B 1 (0.1) SE. PEBLUVLESBHE 7(0.4)

T S BRSO N 1 (0.1) A 4 (0.2)
HLERBEE N 1 (0.1) ORI 1 (0.1)
IR ERE 5 R 1 (0.1) BT i i 1 (0.1)
RE D 1 (0.1) A KL REP 1 (0.1)
RT 4 s~ A AT 7 ABN 1 (0.1) NEE L URELE 100.1)
WP o S 1 (0.1) Al e i 1 (0.1)
WAT DY) HAT 7 5 —F 1 (0.1) CRFBISRIEER)

9. BEBERKRRICRIEIIZE

12. BBRREHBRICRITTZE
AN DEFERBRIZB VT, RFIN —HORERAE SR v MCTWHT 52 ERRBO LN TS, KR
(CHFE DR OVBAFIZBW T, LS ba R 7T 2F B (aPTT) %2 AT BIEE &85
ZENBHDH, hrrEVERE (TT) RO7a be e rEf (PT) OBRE~OTEHITRD 5T
WU, AFIDS AR TOEBRICHEZ KT E 9 B S TIZ RV, AFKIFE G4 D FEHE
AW T, B EEREEOMBRICERE T2 Z &,

< i >

WM RB W T, RFIN —HEEERE S v MCTETZ E0NBO LN TWS, FOHIZEN L7 in vitro
RBIZBW T ARANZE NS PEG B OWES v MIBWTTEHEREZI T Z N RENTET-OHRTEL
7o ENTHEBEL TS —EHOEBEBES Yy ML THTH T ENROLNTVS Y,

10. BEES
<HE>
FEARRRBRIZ BT, B 800mg D 7 FH G- K& O 20mg/kg DEARNEE G- 2T =73, BEEZRBIEMILR
LNTE LT, AHIOFKIEIIMHER ST,
WEHEOEAICIT, AEFLUIEWEAOAELZEBERSBE L, ERIRBD LNIZGAITITES I
HE) e HEFIEZIT O 2 &,

1. ERLDIE

14 BRAEDIEE

141 EXERSRI0EE

1411 BEICE L THhOEET I L, BRIEDFE TR, RKBOF ¥ v 72 SN &, W,
HIRICRTIIL 30 DRELETH 5,

14.12 &ERIC, NEWE BRIC X ViERTH 2 L, 2B, WEWTICH &2k XITE A NER
ODNBGEITFERA LT &,

<R >
RBIR LTS (@F., 30 DRENE), 51528, RBICHLEDRETIE, AFDOF v v 724 S
A VAN
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BHRNZIINEY 2 BHIC L VR T 5 Z &, WEWHFIZH S 7okl I EANFED b DS GE 13
LWz &,

142 EXREBFOEE

14.2.1 {EFHPOLIE BB, MEH IR & U, Rl—@EFT~0 2 ROERITRET, 5T
EEZDHI L,

14.2.2 FZRENBUR/RENL, RIEIZHE OB DAL, 45, 3R, WLZEEOEND)., FREOTRALIC
WTESH Lz &,

< i >

EIN B ONBEAMIGRRBR I B W T VS ME SN TV D2, B%E LTz, £, ESHEHEALIC

LT B L2f Lz, R UEAICH IR LIERZ T 5 & DRV EISARER LT R 5B

ENRH DT, FHGBIZENBNEEZD L,

12. ZOHoFE
(1) BERRERIZED <&
15.1.1 AF|OWGRRER L, EANTIE 52 B E T, B TIE 4 FEECOHPMTE =N TEY, =
O ORI 2 2 T ARKH O B G-REO 22 2T LT 7euy,
< i >
AFNOEGERFBRIL, ARFTIL 2011 45 8 ABST 52 @E T, A TIL 2007 E 8 AFS T4 E/MOT—H
NEBINTWD, THEBXIEAFORMFEGEEOZ 2T LTV,

15.1.2 AFNE, 9 >t REREESRE LIZBERRRZ I L TORWA, AFIFEG T TH -0
POAREOBERHRE I N TWD, Tz, MOHL INF AT S 5 oA ExHRE Lz
FEPRRBR ClE, DASIEROE(, HERO EAERHRESN TS, [2.5 BR]

< it >

AFNT D - Mt DR R 264 & U2 iR RERIZ I M L TR WA, ARH &2 & Teht TNF S 0 #e 5 12

D\gom@uT DOEALDRBD TV D,

( 2. BERNE L ZOHEB-5] OESBMR)

Hl3%%U97%%%%ﬂ%kbkEW%%ﬁﬁﬁﬁwf\iigﬁmﬁﬁﬁ(ﬂL)&Uﬂﬁ
WEER (52) Z@ U7-PuiRRE#E (ELISA{E) X, A N FL¥¥— FMEH T TIE 82% MLV A |k
kL% — b#ﬁ%?fimw%f&otoit52L ke 53R BRI BT 2 BRI 5 KO
4 WRRREGTENENA N ML — M FTIEL 24% KN 4.7%, A N uSs— NEOEHT

TIE 11.4% % TN 10.8% Th o 77, EERRBRIZ BN TARFNT T D HUARTEL L BEF 2B W T
R EE DMK T3 AR D HILTEN, BELOREE~OEEIIA LTy, [16.1.2,
16.1.3 8]

< i >

B R OB~ D BT BTl A, [ENOBERRER TAAN K4 2 PR ZRD S BE BT,

AR O PP HME T3 DA RO Hii=i=h, BE LT,

( TVIL 3EpEhieicBI 2HE 1. M REOHRE (2) AR CHEGR SN RE HNERS-Q1 ©

5 )

H_> 7

—107—




VI. 22t (FRALOIES) ICHIHER

15.1.4 S MERCREEHE 2505 & L ENERRRERIC I T 52 38 £ COHURRBIREAFREE ECLIA 14
)T, BIEFIT 96.0% Td - 7o, FURMASBZE T WEE 1TV T, AR AME T3 28 m 23
BOOLNTN, BIIMER VLR EME~OFEITII ST, [16.1.5 B3]

) ERfRAE ECLIA 151 ELISA JEIZ H~EEE K OSSR O @ W HIEE TH 5,

< i >
HEME R N2 BMEA~O BT LTI, [EWNORERRER TARANI KT 2 FURMBFED SN 7= BF BT,
AFN O HEREEIME T AEAIERD Gz 72, 3%E LT,
e N A= T NANVFUROFERGUMIXSBIOAZNEX, S ARPUAMEAY 1,024 EEOPEERE 11T 5 Bl
1,024 LJTOD%&%ﬁ%‘@:%cTéﬁﬂzf%%Tﬁlo ToD3, BEEREZRT DERRPUARMMAS 1,024 %8 2 DRG0
HY . PUEORBDGIEC T T HEIZOW TR 5 2 SIZREECTH - 7=,

Rt X T RIIVGEOBRKREER S B OFHE

S FNCIN N il . . 200mg/2 i 200mg/2 I 400mg/2
200mg/2 ¥ 400mg/2 1 . . .

—200mg/2 1A —400mg/4 1# —400mg/2 1A
1,024 LLF 79.5 (31/39 90.9 (40/44 72.7 (16/22 93.3 (14/15 90.5 (38/42

PASITS i ( ) ( ) ( ) ( ) ( )
1,024 33.3 (3/9) 66.7 (6/9) 33.3 (2/6) 60.0 (3/5) 54.5 (6/11)
\ 1,024 LT 61.5 (24/39 79.5 (35/44 59.1 (13/22 86.7 (13/15 88.1 (37/42

PASIO0 iR ( ) (35/44) ( ) (13/15) ( )
1,024 #8 11.1 (1/9) 55.6 (5/9) 33.3 (2/6) 20.0 (1/5) 54.5 (6/11)
1,024 LLF 59.0 (23/39 70.5 (31/44 59.1 (13/22 93.3 (14/15 76.2 (32/42

PGA Heie ( ) ( ) ( ) ( ) ( )
1,024 11.1 (1/9) 44.4 (4/9) 33.3 (2/6) 20.0 (1/5) 54.5 (6/11)

Y%o(Bil%k)

(IVIL EEHREICRET 2 HE 1. M REOHEBQ) KRR TR SN mPEE )NERE-®) OES
i)

15.1.5 WM BIT D7 0 — R Lk O OO EE x5 & U7z o akER & OEE REBR T
PERE GERERERZEEZIRS) ORAE (O5S%EFEXME) 1. AFIBGEEOBHE 4,650 61T 100
NEHTZV 0.5 (0.4, 0.7) 1T L, 77 vRELGEOBHE 1,319 17T 100 AMEH7=D 0.6 (0.1, 1.7)
Tholz, B v~FRBETIE, 2,367 fITEF 3 HIOY RERRD LN, ZIUIREERT
FRENDMEOK 2 FICHYT D, £7o, 70—k OZ OO L RGBT, K|
HREOBE 2,657 HITY L o8E L B, 77 REGHEOBRE 1319 G TR U LoNE 1 FIAE
WL,

WM BT DR Z x5 & U7 R R C ., VRIS E R OIE R G 2 BR < ) DR AROS%IEHE
KEDNIE, AAFIEGHEOBE 995 F1T 100 AFEH7=1D 0.450.22, 0.82)TH -7,
[1.1. 82 ]

<t >

—fIZ. RA ZE LB IERIEMER B O & 5 BEIZREMHIA 2 BRI G U256, BRSO O

MR E E D Z EDRHE I TS, B OB AAN LK T2 238 50 TIEARW A, B O

FKHEIZIZ+DICEET S &,

(Fl@¢W§&%®@ml5.EE@%ﬁ%&%k%@ﬁE&@@%ﬁ%&kﬁﬁﬁﬁﬁ%?é@ﬁ5
PRAHE 2) etk OESMH)

15.1.6 HLfEEE TV T, S Ml A S IERIRE & OFH L7556 O e R OA D PE RS LT
720N,

< fiREFR >
R R | IS VT D IIR SO GREE 2 OFA U 7= ENERRERER 2 526 L TN ez s, AFIDZ MK O
IRV IRESL L TR,
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(2) FFERERAERICE D IFH

15.2 JEBRPRERERICE DIER
152.1 AENL, ~TAKRDRT v MEOITF WG T2 &, PR LB b, 507
BEMNMEONR, 207D, NAFEMRBRIZE/R SN TV,

<P >
AN D IR TR D F RIS TR L7z,

1522 7 v b (5 AMEFFIRN 5-30Em08) LY (28 B MKEFIRN B G- HERER, 13, 26 &
O 52 WA RAE R T # G ERER) 12T MM ERA TiE, Somg/kg/HU EOMET, £< D
e (U 2 oNE, R AL, P, A, e, FESEERONIREEE) O~ e Ty —UIZ5E RO
TR I 55 U, MRS 3 BRI O Z2 TRk (v D F) NRD Hivlz, Zh b OZERFE K IL. PEG
DEVIAENTZZ ENFRR EZ X LNDDY, 13 B O 26 B ORIEBF%IC—THEE Lz, 72
B, iz 50mg/kg/llz=H L L7 L O Cmax KNAUC IE, B M2 400mg zHEG LIz ZDFN
FI20.0 LN 139ETH Tz,

<R >
t FCOBmEHEOHEH CIIEII WD LB TV AN, B8R CPEG OBV IARIZL S EE2 NS~
7 a7 7 — Y DZENIER N ORGSR A D ZE IR I DT 7=, #%E LT,
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X. JFERPREAERICBET SIHE

1. REHR
(1) EREHAK (TVI

EDREICEHTSEBI 2R

(2) ZeMEEHRER
1) hiRAER, DOERRVFRBRICKITTEZE D

BN X T RXANVE, Ty b, TR EO AR EBREMMTED TNFa & DR ZERSHE B S 72
W2 END T OEMTE TOLAMEREERER 2 S L T\ e,

UL, =7 A%V TNFa EIIRELSEEBETDH D, = 74?»%%mf FRAR AR R (—
AIRRE), DM SRGIE, DA%k, DEREE L O QT MiEZE & e LB X R T A — ) L ORI &R x5t
TOHRBOFECOWCITMiEZIT-> 72, TOHE, B Y X<T7 31D 50, 100 L 400mg/kg )
28 H R EEIRPIEE S, N 10 KO 100mg/kg D 13 KON 26 3 [ 18 B2 T $% G- (2B L 7= 82288 358 0
Lo le, TNHORBROREEHAEIZBITSENL N X7 XA/ O g mEm AR E T, 28 H
AR S RN 5 5- 2 3Bk C I 9,814ug/mL, 13 KON 26 MM 2 T # 53R TIE 2,600 LT
2,210ug/mL THh -7,

2) ERE MABYI A LOXRERIGHBRRUE LK ES R 2
EHE MR & ORAERISRBRICHENT, B4 U Xv7 Ranid, 3 RO 10ug/mL OFEEE T, 37
FEOIER B MEEOW T & SRR RS IEE RS Do T2,
b hEE A TERBRIC BV T, B M AMICKR LT, 333ug/mL THWIRIMEREEEN A LN H DD,
33,330ug/mL THEMLIZA HALT . 3,333ug/mL LA T CIHE L Qg O Rk 2 %86 Lo 7o,

(3) DD ZEEHER

R L
2. SRR
(1) BEx5EHHAER
B RR N
SR A B if (L) - . BB R
12550 =
WEEGAE S | =90 | iy - wi | 00 1000400 BIREO T oomeie LE
mg/kg Hr &
(2) RIEEHEESHRR
T =
RO B (L) - %;g;f BT
1 55 e
RPN - 28 AIE | 0,50, 100, 400 | . .\ _ .
G 1)) mg/kg/iH MRV | MERE : 400mg/kg/iE
. R F13 U026 | 0, 10, 100mg/ .
y == - 53) - Y i Y =N - =
A G- H=7 A% EGE 1 ) ki e | MELE © 10mg/ke/iH
KR - 52388 | 0. 50, 100mg/ e | REERME  SOmg/ke/ B AR
N N MR - R
(& 1 [8]) kg/i# SEEME © 100mg/kg/H
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X. JEERIRFERICEE S S1RE

(3) BiaEIEHER

e 5-RRE
R O FESE By FE (Ais) - Be G AL E R NS
#5-H1M
st Sophimuriun, | fe@ESE s L | S B
AL E.coli MiEH v i N He =
/plate
Getafk B bR L FRBEIE(L /R L | 0. 2813, 3751, 5001 |
HH U gk XX 0 ug/mL B
0. 104.1, 208.2
NSAD) E . N N N 2 |
N ~ A Fe RPN - 2 BIE 416 Amefkg Fe e
(4) BARMRER
R L
(5) &AERESMHHAR
5t 512K
4 BT .
R BT (i) - %;;;i BB
1251170 e
Z W e f O CTN3PF® AT RBILRE -
_ o 100mg/kg(H 2 [A14£5)
KETOMB | 7>k IR @ 0. 20, 100mg/ | fEFHMER | PN -
FEE A 59 oGl 2 ) BUERERE B OIHINE RS /& -
- 100mg/kg( 2 [E1£5)
BE—faErE, ATHAE -
_ CTNSPE® 100meg/kg(2~4 [E1# 5.)
R - BRRFREA D | T v b FRiRPA ® 0. 20, 100mg/ | MEFEM:HE .
ke@~4 E ) e IO
& 100mg/kg(2~4 [AlH% )
ey o,
HH A Al B OV 2R ¢TN3PFO 1?) ;& &/k égﬁzﬁl;l& 5
BORALRIC | T vk R L )
k&b 55) N JL .
RHARDFERE k(i 2 [B]#5) 100me/keG 2 811 5)

a)lfE « ASHOAT 4 SER, AEOMIR, R OVSECIRAE T4 4 B0, M - 2Bt 2 @, AR0, 4R 1 K04 A @A 2 [@)
bAEIRE 1 K OV4 B, SUTAEHR 6, 9, 13, &ON16 H( H 1[8])

o)l 6 H ~4%%L 20 H (& 2 =)

d)PEG {b#ii~ 7 A TNFaFab' (£/V kU X7 NI VOIS T). 7 v b TNFa (kT 2 REKGHEEZ BT 5,

(6) BFTRIZIEER

50
BRI B AL (JLE) - P 5B AL RIS
B 58
N KT+ HiR] 0, 160, 800mg/kg ~ - IR
7w b (HiEH)) ©.1. 0.5mL) T < MR SR O FlEE
N - ST+ HifE] 0. 200mg/mL ;
= JEE I 56) - % i N
SR TR 7 b GRS | (0.5mL) R O
} JF -+ HiR] 0. 200mg/mL . - - .
7k () (0.5mL) T < MR TR O FE
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X. JEERIRFERICEE S S1RE

(1) _Znto%kENR

B
FRER O FEEE B A (AL - B 5B T AVE R AR R
e 51 ]
PP pm g | BTS2 kg | DR R B &
G 1 [7]) note
T rY X TR X7 AL OHIENEL
~7 NI | kB hvwsR o VAT B ERE A TNFa &
DN | 77— in vitro 0-Img/mL DRAEA LTI 3R 7 0% B
D A F 5D INE Do T
P . N RTINS SN I A hall Y =+
gﬁzggﬁ E;/&bi{;‘;#y in vitro 0.1~100ug/mL A TNFa ~DFEE13H 10ug/mL
DYRFECRIFn X7z
PEG X% Fab' PEG I% IL-18 &}
PEG X% . TNFo O3 W% 544", CD54 %8
” Fab' PEG ® ;;E/;;B;U:: b in vitro 0.01~10mg/mL LU b b E RIE S 2o T
pe| PRIEAEAE (PEG i Fab' PEG) | PEG X3 Fab' PEG Z MRV A T2~
i ~opmn | 77 JuT e —U LPS WIS
- G & AR LTz
» PEG Xi% PEG X3 Fab' PEG |3 BAMEEEIZET
4| FABPEGD | v T AR | 0.01~10mg/mL T E. coli XX S. cerevisiae \ZX7 %
tﬁ BREA~ | ~sn7y—y | V0 (PEG Xi% Fab' PEG) | BER{EAICH &0 AREE RIE S
i DFHEE S ot
PEG ¥|%
5] Fab'PEG 0 | <% AMia. | 0.01~10mg/mL PEG X\&‘i Fab' ID’EG 5%7‘1/\/“5 Eﬁﬁ
T TamEre | e Focmimas | T (PEG 1% Fab PEG) | XV 3% TRl ST RUSR
5| HR IR E RIES o T
%,ﬁ e S 0. 200, 600, 2000 | T/ KU R~ =T aPTT %
PTT 12 ik ug/mL FE& éﬁf:‘ :
s 58, 0~1000zg/mL AR RvT ALTLKPEG
o RN in vitro (6.2~200ug/mL T 8 FEAHOD aPTT W v h > 53
FEAIARED AT, aPTTHEREHZ R LT
BN Rv T RIT K DA
ZEfaf ARk D . DOZERLIT Y UREE TS ST
BRI (7; w';(;;:; i%%& 26, 0. 10, 50, 100 WD ZEROME L 13872 > Tz
& DA Y oS fﬂfﬁk) Gl 1 1) mg/kg/iH T b R=T R_RIIT K D ZE
fat > LSRR E 2 /R T 2k R 1345
Y ANy
i iiﬁg 5k FHlIRIY - B ‘l’oo(l)ﬂfg ﬂ(zoo‘ 400 g st | 1000merke Bk
1t
D\ KExRE S5 1 FRN -5 AR | 0. 50, 100, 400GERR e 400mg/kg/ B 3%
B 7 (1 B 1) 0. 4. 88, 352mgkg) | 352mg/kg/H
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X. EEMEEICEAYT 5EE

X. EEMEBEICET HIER

1. RERXH
o AV TYE FE200mg U Y
YT ORI 200mg A — 7 U w7 A®
P UyoE Ar= k)
EFE—EMEOLGEICLVERTHIZ L
HRESy B b ) XA~ T RAVGEIG B Z)
JH 3K

2. %A
BRI 24

3. AERETORE
2~8°C TIRAE

4. BBEVLEDFER

20. Bk EDEE
SFEBREMZ I L TIRIET A 2 &

5. BERITEH
BERERLTAR 5V
<TVOLEY : HY
Z O BT B
[V AUTICEDHEE Y v~TFIBEE=Z T b D i~
[ AT TN L DR 25T b i~
1. %) XL §#% ZOMmoRE#EEE] OEBMR
6. F—H% - RAFE
Rl—HhAR 3 7a L
FhEE : 2V A~T7 (@B Z), 7T 3% 87 FEEBHEfLZ), 74U A~7 (@ aHlfz), by U X
~7(EE T Z), =X R NEEG X)), A7) XU~ T GEE R Z)

1. BffEESEAR
2007 9 H 7 H(AA A)

8. RNERFTARBEAARVEARES., RfiELRBFAR. REMBFAR

L B AR AR s A B YR AL WoE B A
E&JL‘% ﬁiﬂ H g(n‘u\%éﬁ ﬂiﬂ &l ﬁiﬂ A
ATT® 7E 200
‘;U ;‘/ BT e 2012412 A 25 H 22400AMX01488000 | 201342 H 22 H 20134-3 H 8 H
VATV T PR T 200mg
2018 8 H 31 23000AMX00796000 | 2018411 H 28 2018 7F 11 H 28
Fe k2 2 £ 8 H 31 H F11H28H #F11 H28H

SR GE —ERA B AAGRAEH B 1 2015455 H 26 H, 2019 4= 12 A 20 HEHEXITZh R OEMIZ L D)
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X.

EEMEEICEY 5B

9. PEEXIIZREN, RERVAEEEEMFOEABRUVETORE
BAEI U v~ T (B OREERIEIE ORG24 & Tr) : 201545 A 26 H
HE., RAZIZEL N AT RIVEEBE R Z)E LT, 1 [E] 400mg ZFI[E], 2 %,
HEH L. LI 1[0 200mg % 2 B O TR FiES+ 25,
RF. JEIREERITIE, 1 [H 400mg % 4 B ORIME TR FEH T 5,

BETFIBH CRORA A3 72 FRoiR A

S VERCRE, RCREVERIEN . MR MEEORE, WOREMERLEE (20194512 H 20 H

W'V N Xv T RIVGEG B2 )& LT[R 400mg % 2 R O M TR TS5,
JEIRZEEHIZIZ, 18] 200mg % 2 W OIS, X% 1[5 400mg % 4 B ORI TR FiEH TX 5,

10. BEERR. BEERLARERAARUVEORNE
<BfV v<=F>
PR AE A B 202246 A 8 H
RIS, EFREEIREOMNE, ALK L RMEOMREICEET 21585 14 455 2 1S 3 5 UKERIELRE
H) A0 AAETOWNTRICHEY LAV,

1. BEEHM
B o ~F : 84E[ : 20124 12 A 25 H~20204E 12 A 24 A
= VERLRE, EOREMEREEI S, IEE MR, ROREMEALROAE - 4 4EFR] 1 20194 12 H 20 H~2023 412 H 19 H

12. BEHEHFBREERICET 158

[P HI) M OVSEFR R QI QNS (I S X EA BB RKE N E O  fnFIHE ) (BEFBE SRH
107 % : Rk 18 -3 A 6 Af) & £ D E(EAIBE SR 97 5 Ak 20 -3 A 19 BfHIC XL v T
FEHIRIZ FRRNERIT SN TWAEIES | 1TIFEES Ly,

13. &I —F
L JEA G S AL E | R EE S 2 — R U Lt B AL
BR5E4 e . L HOTO #D&eE | . -
U RS G = — R (Y] 22— R) VAT A a— R
LY T ORI 200mg
. 3999437G1022 3999437G1022 122245601 622224501
PS4
AV T O T 200mg
3999437G2029 3999437G2029 126547701 622654701
A=K7 U > A®

14, R LEOER

EXRERARSBFELOMEE -

SMxTE12 820 A8)

1. ZWEE - RO —EAF ARG 5 HEHFHO —HUIEIC S\ T

(1) T FAERF oM CGRAIEAE) Zo Rk EIc oW T CERR 25 42 H 22 AFHTRESRE 0222 55

7)) DFRD2D (3) ZRDOLIIZHD D,
(3) YAV T R TFHE200mg >V >

O BV v~TF
IR HUH DR RE

IIZhRICEET 5 EFERI

NRFEOEEICHSBEFHEDO—HREICONT (REX 12205 4 5

AR OB L, Al U TBEFRIR CORA 55723

i) U~FRECREST S22 &, L, HHEOMENREOERD X7 &0 eSS h 5 -
FITR LTI $LY O~ FRRIC K DERER 220G E TN TE 203, & OHTA FT 4 5%
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X.

EEMEEICEY 5B

EHLT- BT, BEOIRREEZFMGL ., AFOEHOVLESAZEEICHET5 2 &, ERESh
TWADT, RIS 7-> I+ ETH L,

S VR, RCREVEREEI R MR RRE. SOREMERLEE

ARBENOHRE NI RN T 5B [LFOWT I aimic TEFICEET 52 &,
OEREIEE ST RO 2L (AR EZERS) THYREREONT, KENRREE
D 10%LL I K S,

- EREYEO RS BEER U A T 5 B )
LEHHENTVWADT, FHICY > TUI+BET L L,

ABIFNT, BV RY X~ XIABETHY | KK OB DENZIT> TV D EEICX L THE
BEAEITSTAE, RO EE L) CERk 20 FEA T EEERE 59 ) BIRE—ER
PRI R EER (LT TERREER) L o,) RKOES [C101] OTEEH CIiEHNEEE Bk 2 |
ETXHHLDTHDLI L,

ARENL, SHHEAZS AR OX v N THLHOT, ERSEEERXSES [C101) fEEH R
WAEMEL AR ET A, ERSREERXSE S [CI51) EASME LD [C153) FEAZSHER &
MEIIEETCEX VWL DTHDHI &,

(2) MERZEA DM CGRMEELE) O —EUIEFITOWT) CFK 30 45 11 A 27 AFHFRIEFRESE 1127 &

28) OFRO3D (5) ZROLHI LD D,

(5) YAVTRTFHE200mg A— 7Y w7 R
O MEEY v~F

AN DORNRE TR AT 2 EIC TAFIOmE ML, JFHlE L TEFRE TRIER 472 B
Y v~ FRECBRET S, 277 L., MEHiOBERBEOERY 2 7 R3Emn EHERSh 55
FZR L TR, Bt U~ T HICKDIBERER 2 WEETHHEATE SN, FOTA 74 5%
LU ET, BEOIREZFHME L, AFOMHEHOMEMEZEEICHKT5 2L, ildish
TWBHDT, HICY 7> T T+H-BETDHZ L,

S VERCRE, RCREVERIEN . MR ORE, RO RE

ABIFNDIHRE X NI FACBIE T H1EEIC [ FOW T a7 RBEICEG T2 L,
COEREREE SO ERE (ERRAIZRLS) THORBENMEOLNT, BB NMAEEME
D 10%Lh BT SHEE,

- HHEYEO RS BEEER U A B T 5 B, )
LEHEHENTWADT, RIS 7> I+ ETH L.

ABANL, BV R X7 NIGVBFTHY | RBFI OB CIERZ1T> T BFICK L THEE
BEEAT S 12561, TRRIEHRM OB E L) CFAL 20 R BE SRE 59 &) BIRE—ER
DRI R (DU TERAEER Ev),) Ka&EE [C101) OFEE A CIEHREE R 2 H
ETEAHEDOTHDZ &,

AL, $HMTEAR—EROF v FTHDHDO T, ERAEEEXSES [C101) EFEH TR
HEHE ZEET LA, ERARERXSE S [C151) FEAZME RO [C153]) AL HE
MEFRETERNLDTHDZ L,
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1. SIAX#®
I #) o HEEEEEE. 129 ¢
Elliott MJ. et al.
Maini RN. et al.
Maini RN. et al.
Moreland LW. et al. :
Domanskaa, B. et al.
TRRREREALE B (CZP-12060,
HRFRREELAG & BF (CZP-12061,
KRR E BE (CZP-12129,
TRRREREAG & B (CZP-12062,
RFFRTAT & RE (CZP-12063,
TR AL (CZP-12064,
TRRRFREAGE B (CZP-12065,
PRI E L (CZP-12066,
IRFEHI &Rl (CZP-12134,
KARRESEE R (CZP-12135,
TKABRFBE R (CZP-12136,
FRRFRHIE BE (CZP-12137,
TRRREREAL & B (CZP-12138,
FRRFRHIE L (CZP-12067,
KRR E BE (CZP-12068,
TRRREREALE B (CZP-12069,
ORI R (CZP-12070,
ORI R (CZP-12071,
TRRREREAG & RE (CZP-12072,
FRGRREELAN A BF (CZP-12073,
FRRFRTAM & B (CZP-12074,
TRRREREAG & RE (CZP-12075,
AR E R (CZP-12076,
FRRREELANE BE (CZP-12077,
TRRREREAT & BE (CZP-12078,
ERRESE G (CZP-12139,
FRRFSEREL (CZP-12140,
&R (CZP-12079)
FENEEL (CZP-12141)
FRRFRTAM & B (CZP-12081,
TRRREREAG & BE (CZP-12082,
TR &Rl (CZP-12083,

TRRBIFREAM R (CZP-12084,

Nesbitt A. et al.
Palframan R. et al. :
FRGRIRFELATEE BF (CZP-12086,
TRFRRFREAGEBE (CZP-12087,
FRRFRTAM & B (CZP-12088,
FRRFRTAM &L (CZP-12089,
TRFRREREAG & RE (CZP-12090,

: Lancet. 344 :
: Annu Rev Med. 51
: Lancet. 354 :

: Inflamm Bowel Dis. 13 :
J Immunol Methods. 348 : 36-41, 2009

182-185, 2007
1105-1110, 1994

: 207-229, 2000

1932-1939, 1999
Ann Intern Med. 130 : 478-486, 1999
: Expert Opinion on Drug Delivery 14 :

20124F12 A 25 H KRR
20124F12 H 25 H 7GR
20154E5 H 26 H KR,
20124F12 A 25 H KRB
2012412 H 25 H &GS,
2012412 H 25 H &GS,
20124212 A 25 H 7K.,
2012412 A 25 HA&RE.
20194F12 520 H 7GR,
20194F12 A 20 H 7GR
20194F12 520 H 7GR,
20194F12 520 H 7GR,
20194F12 A 20 H 7GR
20124F12 H 25 H 7GR,
2012412 H 25 H &GS,
20124F12 A 25 H KGR
2012412 A 25 A 7GR,
20124212 A 25 H &R
20124F12 A 25 H7KGE.
20124212 H 25 H &R
20124212 A 25 H &R
20124F12 A 25 H KGR
20124212 H 25 H &R
20124212 H 25 H &R
20124F12 A 25 H KGR
2019412 H 20 H 7&FE.
2019412 H 20 H &R

20124F12 A 25 H 7K#E.,
2012412 A 25 H KRR,
20124F12 A 25 H 7K.,

2012412 7 25 H &G
2012412 A 25 H KRR,

CTD 2.7.6.14)
CTD 2.7.6.15)

CTD 2.7.6.1)
CTD 2.7.6.11.,
CTD 2.7.6.6)
CTD 2.7.6.19)
CTD 2.7.6.20)
CTD 2.7.6.13)
CTD2.7.6.1.1)
CTD 2.7.6.1.2)
CTD 2.7.6.1.3)
CTD 2.7.6.1.4)
CTD 2.7.6.1.7)
CTD2.7.6.1)
CTD 2.7.6.3)
CTD 2.7.6.7)
CTD 2.7.6.8)
CTD 2.7.6.9)
CTD 2.7.6.10)
CTD 2.7.6.2)
CTD 2.7.6.4)
CTD 2.7.6.5)
CTD 2.7.6.16)
CTD 2.7.6.17)
CTD 2.7.6.18)
CTD 2.7.6.1.5)
CTD 2.7.6.1.6)

CTD2.6.2.2.1)

15-22, 2017

CTD 2.7.6.12)

CTD 2.6.2.2.3(2))
CTD 2.6.2.2.3(3))
20124E12 H 25 H7&#8, CTD 2.6.2.2.3(4))

1323-1332,2007

CTD 2.6.2.2.2(2))

CTD2.7.2.3.2.3)

2012612 25 H &R, CTD2.7.2.3.2.5)
2012412 H25 A %G8, CTD 2.6.4.3.2)
20124E12 725 A /K38, CTD 2.6.4.3.6)
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48) FAFREEIAME R (CZP-12091, 20124F12H25 H&GR, CTD 2.6.4.4.3)
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50) AGREEREAMMRE R (CZP-12092, 2012412 H25 A A&GE., CTD 2.7.2.2.2.3)
51) *ENEE} (CZP-12107)

52) AKEHEGELAME R (CZP-12093, 2012481225 H &#R, CTD 2.6.2.4)
53) AGREEREME R (CZP-12094, 20124212 H25 H&GR, CTD 2.6.6.2)
54) AGREEREME R (CZP-12096, 20124212 H25 HA&GR, CTD 2.6.6.4)
55) ARREFRHMEE R (CZP-12095, 2012412 A 25 H &GS, CTD 2.6.6.6)
56) AGREEREME R (CZP-12097, 20124212 H25 H&GR, CTD 2.6.6.7)
57) AGREFFEME R (CZP-12098, 20124212 H25 A 4G, CTD 2.6.6.8.2(1), CTD 2.6.6.8.2(2), CTD 2.6.6.8.2(3). CTD

2.6.6.8.2(4))

58) FRFREEFLANE KL (CZP-12099, 201241225 A&7, CTD 2.6.6.8.2(5). CTD 2.6.6.8.2(6))
59) ARFRIEFLANEEN (CZP-12100, 20124E12 425 H &, CTD 2.6.6.8.2(7))

60) JKEBEREAA R (CZP-12101, 20124E12 25 H /&3, CTD 2.6.6.8.3)

2. FOnBEH
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XI. 8&E&H

EFLENETORSTRS
() SEIzB I+ BHEEKRR
AU X7 ARAIE, 2007 4E9 HIZ, Zu—UREEGE LT, AL AT TERBEZITZ, 4
iU o~ FITHT DI, 2009 4E 5 HIKE T TEB S =%, 2009 45 10 I IEBEINEA(EU)
fv?(.mézh 2019$8ﬂﬁ1'?““f1ﬁ5'~ 60 wluifﬁ(w EHGES N TN
Z— = (EU) \—jbl/\wcg(wuémﬁ_?& 2019%8)%5#““,6/ /I/ljl_\
74X§VF\ﬁ~2%397\ﬁ%ﬁ&@z4xf%%wémfwé

N

NEIZH TS ELGERIK (2019 £ 8 AR R)

Y v ~F \ .
[H4 oz A AL - Gk
WMH A (EU) Cimzia 20094E10 A HRPEFFHERIR 8, SRILMEFTHER . TORRMEBIE . WomE
AA A Cimzia 201046 7 m— o, EWERHERIEI 6. TRIELMETHER . CREMEBIER 2%
I z— Cimzia 2009410 A HRPERHERIE 2. TRIELIETHER | OMEMEBIEN . ol
TAAF R Cimzia 20094E11 1 HRPEFPHERIRI 8, SRILMEFTHER . TORRMEBIM . WoRE
wre7r? Cimzia 201346 A
=R Cimzia 2010410 . ERPERHERIEN A0, TRELMETHER . GREMEBIEN S, RofE
k= Cimzia 20124F12 13 7 m— o, EWERTHERIEI . TRIELMETHER . GOREMEBIEN . o
K Cimzia 20094E5 7a— g, BERHEBIEIJ . SREVERHEA . REERIEIZ . WofE
Y Cimzia 20094E8 A SRIEVERHE S . EREIERIEGZE . WA
AFxva Cimzia 201246 7 m— o, EWERHERIEI 6. TRIELMETHER . CREMEBIEN 2%
NSRS e Cimzia 2013431 U — o, SERHERIEI R SREMEFHES . SOREERIE %
CxA A" Cimzia 201547 11 RN e
Aol Cimzia 201446 A AV S =V
7 R Cimzia 2013411 U — o, SERHERIEI R . SREMERHES, SOREERAE % 200mg
axk Y Cimzia 20144E9 1 U=, SERHERIEI R SREMEFHES . HOREERAE %
LA R Cinzia 201448 J1 Jm— U, PEREERN e, SR, WREERA % PRAFHE IR
ap 7 Cimzia 20114E11 7 a— g, ERHEBIEIJ . SREVERHEA . REMERIEI %
Ry Yas Rz Cimzia 20154111 U — o, SERHERIEI R . SREMERHES, SOREERAE %
_RRE AL Cimzia 201546 a— 5
~L— Cimzia 20144E7H UPEHERIRIJe . SRISMETRHER . RERRIERIEIZE
TN Cimzia 20114E51 7a— g, BERHEBIEIJ . SREVERHEA . REMERIEIZ . WofE EHE (LU
TNETF Cimzia 2012461 7 m—f, SWERHEBIE A SRIELPERTHESS . ROREMEBIBI A, WifE 5
el WA LN
FV Cimzia 20114E121 U — o, SERHERIEI R . SREMEFHES . SOREMERAE % -
F—AFFVT Cimzia 2009412 71 ﬁﬁ&%m%\ﬁﬁﬁﬁ%%\ﬁw A WD)
m—a—Y—F R Cimzia 20114F9 A AV E S T
i [E" Cimzia 20194E7 A o
— — - 200mg % A7 O VEHFHE ImL
ik Cimzia 201343 A HPERHERIE A, TRIELMEFHER . HOMEMEBIEN %
" Perstymab 2013410 1
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CIMZIA is a tumor necrosis factor (TNF) blocker indicated for:
+ Reducing signs and symptoms of Crohn’s disease and maintaining clinical response in adult patients with
moderately to severely active disease who have had an inadequate response to conventional therapy (1.1)
+ Treatment of adults with moderately to severely active rheumatoid arthritis (1.2)
+ Treatment of active polyarticular juvenile idiopathic arthritis (pJIA) in patients 2 years of age and older
(1.3)
+ Treatment of adult patients with active psoriatic arthritis. (1.4)
+ Treatment of adults with active ankylosing spondylitis (1.5)
+ Treatment of adults with active non-radiographic axial spondyloarthritis with objective signs of
inflammation (1.6)
Treatment of adults with moderate-to-severe plaque psoriasis who are candidates for systemic therapy or
phototherapy (1.7)

Mk - HE

CIMZIA is administered by subcutaneous injection (2).
Crohn’s Disease (2.1)
+ 400 mg initially and at Weeks 2 and 4. If response occurs, follow with 400 mg every four weeks
Rheumatoid Arthritis (2.2)
+ 400 mg initially and at Weeks 2 and 4, followed by 200 mg every other week; for maintenance dosing, 400
mg every 4 weeks can be considered
Polyarticular Juvenile Idiopathic Arthritis (2.3)
+ 10 kg (22 1bs) to less than 20 kg (44 1bs): 100 mg initially and at Weeks 2 and 4, followed by 50 mg every
other week
+ 20 kg (44 Ibs) to less than 40 kg (88 1bs): 200 mg initially and at Weeks 2 and 4, followed by 100 mg every
other week
+ Greater than or equal to 40 kg (88 Ibs): 400 mg initially and at Weeks 2 and 4, followed by 200 mg every
other week
Psoriatic Arthritis (2.4)
+ 400 mg initially and at week 2 and 4, followed by 200 mg every other week; for maintenance dosing, 400
mg every 4 weeks can be considered.
Ankylosing Spondylitis (2.5)
+ 400 mg (given as 2 subcutaneous injections of 200 mg each) initially and at weeks 2 and 4, followed by 200
mg every other week or 400 mg every 4 weeks.
Non-radiographic Axial Spondyloarthritis (2.6)
+ 400 mg (given as 2 subcutaneous injections of 200 mg each) initially and at weeks 2 and 4, followed by 200
mg every other week or 400 mg every 4 weeks.
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Plaque Psoriasis (2.7, 14.7)
+ 400 mg (given as 2 subcutaneous injections of 200 mg each) every other week. For some patients (with
body weight less than or equal to 90 kg), a dose of 400 mg (given as 2 subcutaneous injections of 200 mg
each) initially and at Weeks 2 and 4, followed by 200 mg every other week may be considered.

RN ES(EUNC T D2hHE « 23R OV - (2024 4 8 H2kE])

Rheumatoid arthritis

Cimzia, in combination with methotrexate (MTX), is indicated for:

+ the treatment of moderate to severe, active rheumatoid arthritis (RA) in adult patients when the response to
disease-modifying antirheumatic drugs (DMARD:s) including MTX, has been inadequate. Cimzia can be
given as monotherapy in case of intolerance to MTX or when continued treatment with MTX is
inappropriate

+ the treatment of severe, active and progressive RA in adults not previously treated with MTX or other
DMARDs.

Cimzia has been shown to reduce the rate of progression of joint damage as measured by X-ray and to improve
physical function, when given in combination with MTX.
Axial spondyloarthritis

Cimzia is indicated for the treatment of adult patients with severe active axial spondyloarthritis, comprising:
Ankylosing spondylitis (AS) (also known as radiographic axial spondyloarthritis)

Adults with severe active ankylosing spondylitis who have had an inadequate response to, or are

intolerant to nonsteroidal anti-inflammatory drugs (NSAIDs).

Axial spondyloarthritis without radiographic evidence of AS (also known as non-radiographic axial
spondyloarthritis)

Adults with severe active axial spondyloarthritis without radiographic evidence of AS but with objective signs
of inflammation by elevated C-reactive protein (CRP) and /or magnetic resonance imaging (MRI), who have
had an inadequate response to, or are intolerant to NSAIDs.

Psoriatic arthritis

Cimzia, in combination with MTX, is indicated for the treatment of active psoriatic arthritis in adults when the
response to previous DMARD therapy has been inadequate.

Cimzia can be given as monotherapy in case of intolerance to methotrexate or when continued treatment with
methotrexate is inappropriate.

Plague psoriasis

Cimzia is indicated for the treatment of moderate to severe plaque psoriasis in adults who are candidates for
systemic therapy.

& - &

Treatment should be initiated and supervised by specialist physicians experienced in the diagnosis and
treatment of conditions for which Cimzia is indicated. Patients should be given the special reminder card.

Posology
Rheumatoida rthritis, psoriatic arthritis, axial spondyloarthritis, plaque psoriasis

Loading dose
The recommended starting dose of Cimzia for adult patients is 400 mg (given as 2 subcutaneous injections of

200 mg each) at weeks 0, 2 and 4. For rtheumatoid arthritis and psoriatic arthritis, MTX should be continued
during treatment with Cimzia where appropriate.

Maintenance dose

Rheumatoid arthritis

After the starting dose, the recommended maintenance dose of Cimzia for adult patients with rheumatoid
arthritis is 200 mg every 2 weeks. Once clinical response is confirmed, an alternative maintenance dosing of
400 mg every 4 weeks can be considered. MTX should be continued during treatment with Cimzia where
appropriate.

Axial spondyloarthritis

After the starting dose, the recommended maintenance dose of Cimzia for adult patients with axial
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spondyloarthritis is 200 mg every 2 weeks or 400 mg every 4 weeks. After at least 1 year of treatment with
Cimzia, in patients with sustained remission, a reduced maintenance dose of 200 mg every 4 weeks may be
considered (see section 5.1).

Psoriatic arthritis

After the starting dose, the recommended maintenance dose of Cimzia for adult patients with psoriatic arthritis
is 200 mg every 2 weeks. Once clinical response is confirmed, an alternative maintenance dosing of 400 mg
every 4 weeks can be considered. MTX should be continued during treatment with Cimzia where appropriate.
For the above indications, available data suggest that clinical response is usually achieved within 12 weeks of
treatment. Continued therapy should be carefully reconsidered in patients who show no evidence of
therapeutic benefit within the first 12 weeks of treatment.

Plague psoriasis

After the starting dose, the maintenance dose of Cimzia for adult patients with plaque psoriasis is 200 mg
every 2 weeks. A dose of 400 mg every 2 weeks can be considered in patients with insufficient response (see
section 5.1).

Available data in adults with plaque psoriasis suggest that a clinical response is usually achieved within 16
weeks of treatment. Continued therapy should be carefully reconsidered in patients who show no evidence of
therapeutic benefit within the first 16 weeks of treatment. Some patients with an initial partial response may
subsequently improve with continued treatment beyond 16 weeks.

Missed dose

Patients who miss a dose should be advised to inject the next dose of Cimzia as soon as they remember and
then continue injecting subsequent doses as instructed.

Special populations

Paediatric population (< 18 years old)

The safety and efficacy of Cimzia in children and adolescents below age 18 years have not yet been
established. No data are available.

Elderly patients (2 65 years old)

No dose adjustment is required. Population pharmacokinetic analyses showed no effect of age (see section
5.2).

Renal and hepatic impairment

Cimzia has not been studied in these patient populations. No dose recommendations can be made (see

section 5.2).

Method of administration

The total content (1 ml) of the pre-filled syringe should be administered as a subcutaneous injection only.
Suitable sites for injection would include the thigh or abdomen.

After proper training in injection technique, patients may self-inject using the pre-filled syringe if their
physician determines that it is appropriate and with medical follow-up as necessary. The pre-filled syringe with
needle guard should only be used by healthcare professionals. The physician should discuss with the patient
which injection presentation option is the most appropriate.
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Pregnancy
Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
CIMZIA during pregnancy. For more information, healthcare providers or patients can contact:
MotherToBaby Pregnancy Studies conducted by the Organization of Teratology Information
Specialists (OTIS). The OTIS Autolmmune Diseases Study at 1-877-311-8972 or visit
http://mothertobaby.org/pregnancy-studies/

Risk Summary

Limited data from the ongoing pregnancy registry on use of CIMZIA in pregnant women are not
sufficient to inform a risk of major birth defects or other adverse pregnancy outcomes. However,
certolizumab pegol plasma concentrations obtained from two studies of CIMZIA use during the
third trimester of pregnancy demonstrated that placental transfer of certolizumab pegol was
negligible in most infants at birth, and low in other infants at birth (see Data). There are risks to
the mother and fetus associated with active rheumatoid arthritis or Crohn’s disease. The
theoretical risks of administration of live or live-attenuated vaccines to the infants exposed in
utero to CIMZIA should be weighed against the benefits of vaccinations (see Clinical
Considerations). No adverse developmental effects were observed in animal reproduction studies
during which pregnant rats were administered intravenously a rodent antimurine TNFa pegylated
Fab' fragment (¢cTN3 PF) similar to certolizumab pegol during organogenesis at up to 2.4 times
the recommended human dose of 400 mg every four weeks.

The estimated background risk of major birth defects and miscarriage for the indicated
population(s) are unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated background risks of major birth
defects and miscarriage in clinically recognized pregnancies are 2 to 4% and 15 to 20%,
respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Published data suggest that the risk of adverse pregnancy outcomes in women with rheumatoid
arthritis or Crohn’s disease is correlated with maternal disease activity and that active disease
increases the risk of adverse pregnancy outcomes, including fetal loss, preterm delivery (before
37 weeks of gestation), low birth weight (less than 2500 g) and small for gestational age birth.
Fetal/Neonatal Adverse Reactions

Due to its inhibition of TNFa, CIMZIA administered during pregnancy could affect immune
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responses in the in utero-exposed newborn and infant. The clinical significance of BLQ or low
levels is unknown for in utero-exposed infants. Additional data available from one exposed
infant suggest that CIMZIA may be eliminated at a slower rate in infants than in adults (see
Data). The safety of administering live or live-attenuated vaccines in exposed infants is
unknown.

Data

Human Data

A limited number of pregnancies have been reported in the ongoing pregnancy exposure registry.
Due to the small number of CIMZIA-exposed pregnancies with known outcomes (n=54), no
meaningful comparisons between the exposed group and control groups may be conducted to
determine an association with CIMZIA and major birth defects or adverse pregnancy outcomes.
A multicenter clinical study was conducted in 16 women treated with CIMZIA at a maintenance
dose of 200 mg every 2 weeks or 400 mg every 4 weeks during the third trimester of pregnancy
for rheumatological diseases or Crohn’s disease. The last dose of CIMZIA was given on average
11 days prior to delivery (range 1 to 27 days). Certolizumab pegol plasma concentrations were
measured in samples from mothers and infants using an assay that can measure certolizumab
pegol concentrations at or above 0.032 mcg/mL. Certolizumab pegol plasma concentrations
measured in the mothers at delivery (range: 4.96 to 49.4 mcg/mL) were consistent with
non-pregnant women’s plasma concentrations in Study RA-I /see Clinical Studies (14.2)].
Certolizumab pegol plasma concentrations were not measurable in 13 out of 15 infants at birth.
The concentration of certolizumab pegol in one infant was 0.0422 mcg/mL at birth
(infant/mother plasma ratio of 0.09%). In a second infant, delivered by emergency Caesarean
section, the concentration was 0.485 mcg/mL (infant/mother plasma ratio of 4.49%). At Week 4
and Week 8, all 15 infants had no measurable concentrations. Among 16 exposed infants, one
serious adverse reaction was reported in a neonate who was treated empirically with intravenous
antibiotics due to an increased white blood cell count; blood cultures were negative. The
certolizumab pegol plasma concentrations for this infant were not measurable at birth, Week 4,
or Week 8.

In another clinical study conducted in 10 pregnant women with Crohn’s disease treated with
CIMZIA (400 mg every 4 weeks for every mother), certolizumab pegol concentrations were
measured in maternal blood as well as in cord and infant blood at the day of birth with an assay
that can measure concentrations at or above 0.41 mcg/mL. The last dose of CIMZIA was given
on average 19 days prior to delivery (range 5 to 42 days). Plasma certolizumab pegol
concentrations ranged from not measurable to 1.66 mcg/mL in cord blood and 1.58 mcg/mL in
infant blood; and ranged from 1.87 to 59.57 mcg/mL in maternal blood. Plasma certolizumab
pegol concentrations were lower (by at least 75%) in the infants than in mothers suggesting low
placental transfer of certolizumab pegol. In one infant, the plasma certolizumab pegol
concentration declined from 1.02 to 0.84 mcg/mL over 4 weeks suggesting that certolizumab
pegol may be eliminated at a slower rate in infants than adults.

Animal Data

Because certolizumab pegol does not cross-react with mouse or rat TNFa, reproduction studies
were performed in rats using a rodent anti-murine TNFapegylated Fab' fragment (cTN3 PF)
similar to certolizumab pegol. Animal reproduction studies have been performed in rats during
organogenesis at intravenous doses up to 100 mg/kg (about 2.4 times the recommended human
dose of 400 mg, based on the surface area) and have revealed no evidence of harm to the fetus
due to cTN3 PF.

F—=AZ VT DA
An Australian
categorisation of risk of
drug use in pregnancy

(2024 45 7 A kET)

Category C
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2E B OME
A —A N7 U7 D53FE : (An Australian categorisation of risk of drug use in pregnancy)
C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful
effects on the human fetus or neonate without causing malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.
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Pediatric Use
The safety and effectiveness of CIMZIA for active polyarticular juvenile idiopathic arthritis has

been established in pediatric patients 2 years of age and older. The use of CIMZIA in this age group is
supported by evidence from adequate and well-controlled studies of CIMZIA in adults with RA,
pharmacokinetic data from adults with RA and pediatric patients with JIA with active polyarthritis,
and safety data from an open-label clinical study in 193 pediatric patients 2 to < 18 years of age with
JIA with active polyarthritis. The observed pre-dose (trough) concentrations are generally comparable
between adults with RA and pediatric patients with JIA with active polyarthritis /see
Pharmacokinetics (12.3)].

P NES[OY Shpe The safety and effectiveness for CIMZIA in pediatric patients less than 2 years of age with pJIA
(2024 4F 9 H2kT) | have not been established.

The safety and effectiveness of CIMZIA have not been established in pediatric patients for other
indications. CIMZIA was evaluated for the treatment of pediatric patients with moderately to severely
active Crohn’s disease. Effectiveness was not demonstrated in an open-label, randomized,
parallel-group, multiple dose study for a period of up to 62 weeks in 99 subjects aged 6 to 17 years.
The study was ended prematurely because of a high number of patient discontinuations.

Due to its inhibition of TNFa, CIMZIA administered during pregnancy could affect immune
responses in the in utero-exposed newborn and infant [see Use in Specific Populations (8.1)].

R EA(EU) Paediatric population (<18 years old)
DI E The safety and efficacy of Cimzia in children and adolescents below age 18 years have not yet been
(2023 - 4 HKET) | established. No data are available.
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