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BARY ReT ST (RS TR L) (AN)

(2) *2 (&%)
Certolizumab Pegol (Genetical Recombination) (JAN)
certolizumab pegol (INN)

3) RT LA
£/ 7 u—F PR : -mab

3. BEXITTRHER
BTz b MEBT INFa ik Fab 7 7 7 A M2, A RFIRUFL 7Y a—LuR 2 571
VU EEDLY LA I RHEEERPEA LTV D,
TR XTI Ok
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N
H3C/O o N \/\NMN 5\ )
y H Protein

N o) 4

T N) R T RIVOT X EEES

L :
lDIQl\ITQSPSS LSASVGDRVT ITCKASQNVG TNVAWYQQKP GKAPKALIYS

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

W1 SSPVTKSEN RGEC

HEH
1EVQLVESGGG LVQPGGSLRL S("AASGYVFT DYGMNWVRQA PGKGLEWMGW

B |
TINTYIGEPIY ADSVKGRFTE SLDTSKSTAY LQMNSLRAED TAVYYCARGY

"RSYAMDYWGQ GTLVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY
J

PLEPEPVTVSWN SGALTSGVHT FPAVIQSSGL YSLSSVVTVP SSSLGTQTYI

*!' CNVNHKPSNT KVDKKVEPKS CDKTHTCAA

([T BEEICBET 23 H- 2.8 ORI FHIRE ) OHESR)
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4, HFRARUVHFE
77120 0 H $84(Cros1Hi1662N2840338S10)
L #4(C1036H1596N2720334S6)

538 1 990,000

5. L (Midik) XIEEHE
AAL B b X7 NA)WE BRI 2 MEE /7 7 7 —F PR Fab'li i OFERTH Y |
~ U Aftk ;b TNFa £/ 7 v —F HUROEMMHERET L O & 1gGl ICHRT D EFHE 7
L—AU—TENn5H70 HE227FH O Cys FHRRIZA XA =F Lo 7Y a— LBy
T8 520,000 2 S FREA LY DA e LA I REEEN KA LTV, Bk
VRA<7 NI T 214 HOT 2 BEFRIEN S 72D L #H( $0)1 701 & 229 D7 2 7 FRFRH )
B2 % H#EHGL KR 1 5 F 06 b EMiZ v X7 E (58 £ 90,0000 Tdh 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
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residues.
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1. HEEFENER
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M~ ADOBHARIETH S,

(2) BfEMN
PAROASA

(3) WiBH
PAROASA
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AR ANA

(5) BRIGEMBTEH
A Lg

(6) ELfRE
L

(7 20D ELEREE
pH : 4.5~4.9

2. AMBGDEBERHTICETIREN

B PRIFSAME PRIFIRE PRI FRBR SR
E IR A7 70+10°C 1285 B L
36 #H
TGRSR -20+5C 12 & H el L
5+3°C WAV FLoTL7 6 A b7 L
— hEEES AN 7] BRERY 7
SR 2542°C & L — NMEEAR . ;f:i@@ﬁ%ﬁ#é’] e A&
+ 59, I e o
60+ 5%RH B A L O oE B L,
-70+10°CT 2 HMME
Eh %
%%47% e, 2~8CT2 HIH 3947 b7 L
) i RAF(Q A 7 L)

BRI - MR, pH, MEEREBR, = N RFE o i, S
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1. #iig

(1) FIfz DR A
BHEE T T AR Y IR R A Sl - fide LT B OERAIT, 7T 4 v Ry ) VRG] (2
B VG ROSVRIEG (2 e x—va V) THD.
U ImL HIC L Y R~ T ATV TR X ) F 200mg BA

(2) FIFDNERKR IR
PEIR - O~ A2 2T DBA~AACOBRKETH D

LAV T R FE200mg VY vV

LAV T T 200mg A— k2 U vz A"

Devices designed

in partnership with @ Goon lepgw

3) #ANa—F
ARV

(4) HEIOWHE
pH : 45~4.9
BB (BRI T 5) - K 1.5

(5) Z ot
A LR

2. BEIDOHEK
(1) BMES CEERSD) OEERUHMA
ImL 2N b U X7 RAVGEEFHHE )% 200mg & A
[EIRLIIN QTN T 20 LADLEIZOWTICEKR 134510 A 1 B HIREIRE 712 B NS [TEE

IR ORI T 2 B ER LEbE] OEMICONT) CER 1443 A 13 B BEERE 170 5)
CHESE BN ON TR LIz, BT TO LB,

ImL FIC FREEEHT S
Wefe 7= R U o LK 1.36mg
SR (vl NN 7.31mg

(2) BREDRE
Y Lgn

() #s
ARV

4) RTBRRADHERRUVERE
A LR
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A=A BEER R O I, SRR BRI TH D,

6. HEIDBEEUTICEITARES
VAT R FE200mg VYLV A=) vy 2"
R RIS PRAFIERE LRAFHA FRERRG R
FEWRFRER 5+3C 24 1% A 24 A B L
s 25+2°C/ - SR DN A G T=,
ISR 60+ 5%RH 6 & A Z OMOEH I L,
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[o) N O /73—\‘ 7].
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D 3 [[OIREY A 7 v
. Fa G s 120 77 lux » hr B
- ERERC:G W NAON SRS s N Sy DEEIN A& R T,
e SR PLE R ORI sE b
o I H I3
SR 200 ~ b oL Z OMOEA R L,

ABRIEE - MR pH. WEREAURY, MIECRURR, MEERER*, = B hERIoor At B &
(% : TR T IR IENE)

F— 127V v 7 ZAOEMRFRRIZE T 2 RIRAE BABROBER R 2 U FITRT,

% PRAFZRtt (ERIAIS PRAFHIH BRI
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Yy 2®
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(1) FENDELGRES - @K, SNESRRCESE - ARCHT HER

A LR

(2) a%

VAYTOR FE200mg U Y 1mL [1 VY Y]
VAT O FE200mg A—F 27 U v 7 2% ImL [1 4]

Q) FHEE
ARV

4) BHEOME

CAYTOR TFE200mg vV Y S AT Y v R

ImL PSS E )

YUY T A
TS 2712

A Ky sN—

BT FLan

E TR E S — L K
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V. BEICETHIER

1. DEEXEHHR
BIET U v~ T (B8 O E BSOS I %2 5 1)
<N >

ENOEERFER T 1 FILL EOREEMMEST Y U~ FHEMTX 25 L) THR AR+ Th 72 RA BEZ XIS
(2. MTX (TN MTX FEORH CREREUER 2 920t L . AER K OB D B8 M OB iR A T4 ) 20 SR 23
O bATZZ L T X MTX RIGHE TTRARR T 2R OR8] RA BH 2 RICEHRABRZ E /L, A
Bl DOANIER O EMEDPHERR ST Z & M HRE LT,

( T5.BRIR B (4 AERIRRER | DIHZ Y

BEAFIRIR CROMRA 072 TRoE R

SRR, POHTEMERCRE, MR ORE, WOREMERLEOE

< i >

[El PN O FH 20 ~ B O 3 3 MR R (B EEVE RS 2 5 e), IBIE LR, R R EE RS 2 x5 & L
TZHERAER 19, B XL OVES Tl S-S W@ EE 2 x5 & U2 BRRER 101936 X ORI BIFi 2 4
Fraxtgl LKA N80\ T, AFIOFMMER NLEEENHERINTZZ ENDRE LT,

( TSR BAE(OMRFEHRRER ) OESR)

2. MEEXFMRICEET HEER

<BHE Y v~F>

5.0 AFowE X, FHIE UCBEFRE CHRAHo 2B o~ FRBEICRETHZ L, 2L, B
B OREERBEOMER Y X7 3@ EHERI S5 BT L TiE, JTY v~ FIRIT K DIEEEN 720
GATOHHTE LN, BFOTA FTA U FEEZR U BT, BEOWREZFEM L. AFIOMEHD
W A I D 2 Ly

< VERCEE, BAEEMERZRE, MRIRMERLRE, ROREMEALROE >

52 LFOWTF AT EBE IR TH L,

< OERMRIEE GO 2T RIECED A Z RO THO BRSO NT, KB EEED 10% L
bz SHE,

- ERRMORE, BEEER SUIRE A AT 5 B,

< figan >

LB Y v~ F (B OREEREEOBL IEZ & Te)DOhEE - R I W TiE, I E U CTBEFARE TR A+
DIRBREICRE S NSNS, BEHOEENBREOERN RN E PRI BEFICH L TR, ot v~
FIIZ L DIBEENRVEETHLREGETHZENTEDL, TOREIFX. BEFOLTA R4 VSRS,
AHEA OB EREIZHB L E T35 L,

2. TRhEESUIRNR) ITREL TV D [BEfFER COIRAT07e ) witieE 2 L0 BRI RT 72D, HA

GRS 0 TR IS B AW RA o FE#H R L OVR xR~ = = 7 /12011 4EhR)) K UEEE
TOFRHAMRNESZITRE LT,

3. HERUVAE
(1) AZERUAZEDMER
<PV v~vF>
WE., AT 'EL N Xv T RIVEG B Z)E LT, 1 [ 400mg 2 A, 2 #tk, 4 WBRICKT
HEF L. LI 1[0 200mg % 2 B O TR FES+ 5,
2B, JEIRZERICTIZ, 118 400mg & 4 B OFIBE TR FiEH T 5,
< HEVERCEE, BIRDEVERZEE. MREVERCRE, RORRVERLROE >
W LRANZIT 'V R Y Xv T ROV GRIE M Z)E LT 1R 400mg & 2 B QIR TR TR 5,
JERZZEX I, 118 200mg % 2 B OMME, i 18] 400mg % 4 B O TR FiEH T 5,




V. BEICEY 5IER

(2) AZERUVAEDHRTEREE - B
<BEffY v~TF >
E N O T ERERCE T/ITFHFRER : J-RAPID #BR. S NIFHERER : HIKARI #BR)™., #Esh T Ihi L 7= 4 ARG
BR(RAPID1 3k, RAPID2 i) ODfER A ILIC, s CHRGR SN HE - HEAZSFZICHRIE LT,
75 T AHRBR & LT3 L7 PHA-024 SBRICIHW T, R BARNE AN & TRAOIEY BN REA Ll L, W
LMD PK 707 7 A VHITIEFRETH D Z E BRI NTND 1,
F 7o, AAl400mg D 4 HERE TOEREGIZOWTIE, ENIFE Rk G2 BRMTX OFH : J-RAPID & Hiik
foede 5B . MTX FE0F FH - HIKARI & Sk 5-38050) 1219 & ipsh 255 b AHEAER(CDP870-077 3R IZ L V) |
200mg @ 2 WEFRE G- & FRREO ACRYGERN 2 HET—ETH D Z LB RENT,
( TSGR RRAE(@)MFERIRRER . VI EEICB I 2THE LI EREOHRE ] OESM)
<ZpEVERCRE. PIEDEVERCRE, MR MR, ROREMEAL ROE >
PN Dl R EER (55 /ML AR AR - PS0017 AER)YS & U4 C FE i S 4 72 il PR 3R (CIMPASI-1 500k |
CIMPASI-2 i, CIMPACT #lk, RPAID-PsA 5BR) 1D #E G4 LT3 E LTz,
] PN AR SR (55 1L/ IIAH AR < PS0017 #RER)IZ IV T, 400mg 2 i [ faf G- 35 & OY 200mg 2 3 IR £ 5130
TG 7T ERICHRXTHEREZEOUGENRD Hiv, 400mg 2 M REFEE 525 200mg 2 @ @52 EE
DAEM DR STz, 200mg 2 W HIFEH 58 T 16 BT A 20 EDG b7 B I, ZH LI 200mg 2 3 R
5. & 400mg 4 BREBRE 5 OWTIUTBWT A ZIIERHERF S vz, F72¥Es TN S 7172 CIMPACT iRk
TlX 400mg 2 E kR 5225 48 JHIZ 400mg 4 BRIMER G- ICAE L7256 TH —ERERIMENHER S
776
( TSGR ARG RAERIRER] DOIEESMR)

4. RERUVAEICEEY 53R

< Zhaedis >

7.1 RAE A O EBRA OGFRIZ SN TR MR OF IS L TR WO THFH 28T 5 2 &),

<PV v~F>

7.2 RFNZ X AIEFSIE, BERGREGENG 12 BUNIZELND, 12 BUNISIERKISHE DR
A TBAEDOIREF RO 2 EEICHET 52 L, 7.3 BEEOMEMEEOER Y X 7 2| & HEH
SNnd, Y U~TFEHIZLDWEEN D OVABAFICK L TEARAZEHT I HA51CE, A MM LS — %
PERTDHZENREFE LU,

74 KA T AREZEvT N GEaTEEEZ) ORI IThRWZ &, WA TEB LT 7R ExE Lz
EERFRBRIZFR VT, JTTINF F & 7 227 b (BE X)) OFRIEZSZ 0 7-BE CIEOFHIC X
DR OBETRITR I TE B3 BYIE & OVE R 72 IIE O R B PT TNF ®F| O HI L IR A% T
TEETORUERLETEN- T,

< MEECEE, BAFAEMERCEE, RVETERCRE, HLREMEALRAE >

7.5 RANZ X BIRFEISIEL, @EEERGENG 16 HUNICE O, 16 EEUNIZIEERIGCA S Hi7en
Ba I IARIOIRFHE O/ 2 HEICHESTHZ L,

< figan >

1. ARH| & EHBF O PRI DN TLREME R OHEIEIHEL L TR WO THFZlET 5 2 &,

2. WESNIRAT SCEWRIN 2 25 123 E LT,

MR FER (RAPID2 3R M2 OF RAPID1 #UR) 107 — & 72 5 . AH 200mg £5-12 3617 % ACR20 i #=:(3
FRBEFEFTITRRICELEZE, F 24 BEOE 2HORBKTET-ETHoT, FENBERRR
IZFBW T, J-RAPID R DTl AAIO ML - HEOHFIFH T 5 AHK] 200mg+MTX #ILE 12 T 76.8%
FCOHECICWE L, 24 H F CRIEE OUERPHERF S 7, HIKARI i8R 955 RICB W TH, AR
W2 12 T 67.2% £ THRL/NIZHE L, 5 24 0 F TLE LB RPHER S v,

3. MTX RIEETTHRARKE 2B RA BE x5 & L A%MERGERR (C-OPERA k) 2% A
MhrFH—hEeDPFHTEEINT2D, FE LT,

4 N CTHEE L7 7R Ex R E LIZBERBRICBW T, AF|Z2 & TeHl TNF 8K & 72 v 7 FGEs
FHAHE Z)DPFIC L DR ORI N TE 5T, 22280 TNF A I X AR OSA 12~ T
RYSEE OFRIER ORBLRNE Do T2 L OFERBEFE LN TWAHTD, KFILE T X7 FGEE R
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) DU T RN &,
SHBEHRFE CHREME Y v~ F L RERIC, AFIRESER G- OHIEF I B 2 B Z &2 tHlietdt 75729,
Zxtgr & U= ENE IV FEFRBR(PS0017 7hBR) DD Al IZ S & 5% E LT,

5. ERERRL#R

(1) BERT—2/\yH5—

<B#iV v~=F>

S
g

A (T P R )

K

RER OFESE - . . . RERT A whHHEY
(ST AIROTEAL AP e o 5 5101
2 EEIC
et
3 . MTX {f HRF DO H 2hitk PR + 400mg X 3 [=],
m| TR BAERE | MTX g f | 2, DU 200me
/| 5y UL AR K T Y | Sy D RA B ;"?‘an“i‘;ﬂ“% * 400mg X 3 [A],
11| [t ¥ v 7 B (RAPID2 | 316 # WAL b LI 400mg
e Bk & ORI - - 200mg X 3 [Al,
LABE 100mg
24 JHH
UAISLEODMARD | S, | 2T
HIKART® MTX FEOFHIBE DS | BHEAHSORA | “EE K, . 4007m X3
(HA) VERFERBR (R ) | B 75 RAH R, S 200me
£ 230 f31 A TRER L o SUUE
m 24 J@Fﬁj __
i MTX R IETT | SHEaR IR, MIX G T 2
C-OPERA” EHRA BFITHT S | BRRE T2 | ZEER, . 200mex 3
(HA) MR FLH RA % 75 R, W 23 [,
316 {3 AT RER Er T coIg
52 JAfH
£| J-RAPID N .+ | RABFE 285 # e . .
i 1 | MTX ffHIRE DR % g ES I EEIN I - I#E(ACR20 ) :
| RS T g oot | GtTP T | S ~ 200mg % 2 K
#:| HIKARI MTX FEBRHRE ORI | RABE 20861 | . . I : 200mg @2 @Fﬁﬁﬁf
GG e N GGt &Mﬂi@ﬁx IVE#L . 400mg % 4 @Fﬂﬁﬁl’ﬁ
Bl RIkieRe 5 19| LB R OA O | (HIKARD SEBERES- | e WA EGR [ C
EANGED) Bt PR - s
a) : WEHFEDOTEHO 20 b DI TS




V. BEICEY 5IER

SRS R R

REROFEE e . . . RERT VA B h5H51EY
() AR T2 H 1 x5, SEBIER O o ¥ 511
PHA-024') dedte, Bkt R Oy | TR i?gﬁl% 100, 400, 800mg, 77
CKIE - [E) | BEomAt ATl N e S
HAN 24 AEATRER HLig HA[m]
N— R 1:
CDP870.00320 | THARPYEL L B OB T B ‘ —EEMR, 20, 60, 200mg(SC) X%
(B[ 5%@%@@&@%% TR 30 f FH B 1mg/kg(IV)
% RO LR, N— R 2 A
I HEMH
i T R T R & W AR
2 DEFHN (A TN, T HEM.
?;“;00/3;:) LoV Ro U UM | A 149 B | BEEAIL, e
FNDSA FT A T AT R L
U7 ¢ bR
PHA-0012 MTX & GREOEY) | MTX —EH & T | ZHisRIEH 400mg
CKED) Bhie O DO RABE 164 | HEM ]
gﬁm% R
® CDP870-004% . RA%% f??ﬁﬁ%‘ g%ﬁ%ZM\MM%
L B EFRER AR 204 il jﬁ?{ﬁ\if’aﬁ\ s
piE| 2RIV 2 122 4 2:*»%@&0 600, 800mg, 7T
FER, 12 3
REHiRE
FAST4 1 %24 _9> DMARD %mﬂA 4 BRI
WARD BNIE R L EVED R | DIRAT5D RA &\ *400mg
(K R ) BE 7T AR, - FIRR
220 f AATHE IO 24 3# M
< gﬁ@n}(/\ 4 WA
CDP870-014% | MTX FfRED A ZhEA% I}{TO;(R?; gf g} ns *ﬁ\ * 400mg
(%K) LB ;7 . 7°§szr:i¢ﬁ@ - TTRR
% A ATRE b 24 17 ]

m . SR, 2 i \
f|RAPDID | gt oeattot | PR Sy 400me <3 Bl DU 400
K. fl) | FOATX PR 0 RA S 75 R mg i 200mg

982 1 AR 7R
52 A
RAPID2!® < ik LA 2 Mfaic ik
ok | R os o | NXCEIETT S g 3 s A
ZU v Vs | FHMTX PEH) awﬂ‘” 75 R, -iétﬁ me
G R A ATRE R ELig .
24 JHH
2 W 4EIZ 400mg X 3 [E],
e S Hiz L LAR%E 2 @ HIFE T 200mg,
" CDP870-077' | ZH>D k- HEOHR) | MTX B2 R AR+ #g@;k%%& 18 R L Y
b (77 A, PR OV 2O R F | 570 RABE U*ﬁt@%ﬁ + 200mg % 2 R
KE. AT | (MTX DFH) 333 f5i - ?L@E‘ - 400mg % 4 JARIIE
+H 77 R SR
34 HH

a) : WHEHIEOZHDO RN G DR TG
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25 ERH S IR )

R OFIH o \ . U RERT VA v Be b5k
(EHE) ABRD TR AR B R o B0
e | TR RLIRBLA] &R D FEM,
» f];};gﬁ’zoig FERAID AL AT~ | R 485 | BRI, ‘;’%ﬂg
I U T 4 iR AEATREIA LLR
e _HEM, 0.3, 1. 3. 10mg/kg,
FH| CDP870-00127 | # Ik PN #5¢ G- g D A NE . e R
- e B fEEERR A 16 1 7T R% R, 77 & R EFHARPN S
5 pi=S ﬁb =5
(E[E) KOSy @ Re D et ) B M
% CDP870-00029 ) —HEHR, I, 5. 20mgkg,
H(ﬁﬁ) AR O EVEORET | RA BE 36 7T AR, 77 B REFERNHEE)
# F B Hi[A]
RA B35 402 f1 e
CDP870-015%) | &% =tk K OV BAE | (CDP870-011  Jo | ikt gﬁnﬁgi;i W 5
| %) DR V014 e G | HER e
3] AR
ik RA B35 846 fl .,
CDP870-0283 | MTX {f o> B #iZe 4 g % gk 4L E, .
o v ) s Z (RAPIDI1 kit 5- - 2 . 400mg M 5
&(&*\m) PEJ O DRt ) FEMH 200mg ~ it
7| CDP870-0513) | MTX fitFlFO Bl 4 iﬁﬁi@%gg QSN ggﬁﬂ@ﬁﬁwﬁﬁ
(K, i) R OB O Rt i) T FEMH "
a) : BEIEOTHO RS DT TG
< HLfEE >
a1 PN AR
FBR O FEAA B . ‘ W . AT A Be b Ik
(EHiE) RIROER AR A8 EREC |y o 5 51010
2 R
T TER
PsO B4 127 ZHER, * 400mg X3 [&],
% (PsA B3 21 Bi% | HE(EA1L, AR 200mg
1 ats) AATHER H * 400mg
/ PS0017'9 B R 2D  FT7ER
m (BA) Wt 52 JAfH
FH 2 AT
GPP 4 7 0l 4 Wi 61, e 'gE"
B o=
EP B 15 441 FHEER . 400mg
52 ]

a) : WEHFEDOTEHO 20 b DI TS




V. BEICEY 5IER

SRS B R SR

HEROFEIE . W7 A v BhHHEY
. REROTZZHEY xf G, SEBI% o
[EiiE)) = K ORI G OFESA el
2 AT
Sfagde, —@ | 7 ER
Eﬁﬂf;tﬁi S ANET ]
FOEA, A | o3
o L LI 200mg
TRE R Lb s - 400mg
BN T N2 Ak O 12 8
CIMPACT'® i Iy - C 7SR
NS ‘ B B g .
(BRK) ééﬁ?&ﬁ&@ B | PO BE 559 41 L LF, —H | - 200mg 2 WX
" B, 75 &R% | 400mg4 i
WA, ATRERIbCE: |+ 400mg 2 A1
. 16~48 i
I + 200mg 2 A fE X1
ol e 400mg 4 W 45
. SHBIEFHER | . 400mg 2 15
48~144 i
yﬁ/@‘%mjj\:4 - ' 703‘127]:
g@”7E%T% - 200mg 2 ¥ 1T
N 400mg 4 8 1
TR | i
75h | N AN
RAPID-PSA!?) ifﬁﬁggazﬁgﬁ Do E% 406 Bl S ik delE . Fl & | 200mg 2 ¥ 4E 1% 400mg
Bk vy S R, MATRERI S | 4 0845
" [ 24~48 i
200mg 2 43 X 13 400mg
Ll dERISEEM | 4 8%
48~216 i
a) : WHEHIEOZH DR E DITE TG
ZE GRS AR RER)
REROFELE - BT A BeHHEY
HAEBOFEEHD x5, SEGIE "
(A SRRy e oms BB
[T 2 BEIC, 77 BR,
C8704032 2 /i N D) %E@:ﬁX;H\:H\ gﬁ N
I ffj” K N2 2D R PsO HE 176 3] e — 400mg X 1 [A] LL [
CANC/SS) af B AR 200mg, Xi% 400mg
m e MPATHRER % 12 i@ﬁﬁﬁ
| 870449 oAb | PO BE T e g | 2 EEIC, 400mex1 IE]
(k) Je Aol (C87040 O ik #5% = ot LB 200mg., X1& 400mg
P53 HR 12 38R
S iR IR, & gfﬁﬁgféﬁfk
CIMPASL-1'0 | 77 A ETEOIR WA, AT RER bt mg, X[ 400mg
k) A EHILZ AL ORE | PO BF 2340 [ | 16
M DK 2 AT 400mg i
4 LR ILFIEER | 200mg
m 16~144 i
i SRR, & zfﬁ“‘féifk
- o= . mg X 3 L&
CIMPASL2n | A AMER ORI E@ﬁzgggﬁ 200mg, i 400mg
k) B R O | PsO HE 227 i A EATEERIEERC 6 5m g
PR 2 B fEIC 400mg XX
LR LFIEER | 200mg
16~144 i

a) : WHEHIEOZHDO RN G DR TG
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(2) ERPRZEIEEABR

HEAEE 1 FIFABR(PHA- 024 545R)D

A A AR A K O E AR AN A 24 Bl 25t 8212, AR Z HEE TG Lz & & 0ret k OEEMN

A NI RE DB A fFt L7z, 77 BARXR, ZHEM T, AAI 100mg, 400mg, 800mg D+ H

BRECEELIL L, WITHhDOOHEH D WI T 7R 2 HEKRZ T RE LT,

AARNESNENDORIZ, HEHETOEYENE T A —FITRERET 2L, EYERET v 7 7 4 VILFEEE

f%okoﬁ%$%aié¢tmiﬁ<\E%&ﬁﬁ%ﬁﬂi%t%%mmgmﬁ#otoULm & D

5. BARNERERAZBWT, HEZ TH 52X 25 800mg £ TOREMENHER Sz,

(F) AFNTERINTWDIHE - HEE T (&Y v~F) @F. BAZITEL R X7 X)L (BETHRZ)
LT, UJMMQ%@E\uJ£4L& TR FTES, LAtk 1 18] 200mg % 2 B OFIBR TR FEF T2, 2E.
FERZEERITIX, 18] 400mg % 4 B OMFE TR TEFC& 5, (SR, BIFEMRE. WWEMERE, ©
BEMEALEE) 18H . BAIZITEL N XwT Nd (BaE#z) & LT, 1B 400mg % 2 JEE ORIE TR
THERT D, ERZEZRITIE. 118 200mg & 2 B OMIRF. i 1 [\ 400mg % 4 HEORRE TR TENTE 5, )
Th b,

TR & BHDIR 120167)(CZP-12063)

(3) AERIGERHAR
<PHEi Y v~ TF>
HESN S 11 AEFABR(CDP 870-004 55#)>)
AN DM BEOCERERBR & L CISEIME RA BT 5 s K OVEIR DS % B B9 AF] 50mg, 100mg,
200mg, 400mg. 600mg X% 800mg % 0, 4 KT8 WIZKZ Fixh- L. 12 BRHZANER O ZettE 77k
AR L, 4 BB TR L-5E, 400mg Ll EOBREBTHYRAEMMERRENTZHEDOOD,
600mg X i 800mg TIIH 6 el &R BB e ol fo . AAIO# G- 81X 400mg % 4 155 %
WThDHEINT,

5 B N &

BT A o | ZhERRIERE, ZHEEMR, 77 BARRR WATHER., 2 SXVERERBRE OIEER. BRERE

RA BHGMNEN)

OB kb & | - oL 204 ()

« 2RIV 20 122 4

DUTF o L T CTl/o 9 18~T75 D B

—KE U U~ FFEE(ACR)IIEINE(1987 FELFTI) T, RA L& N=&

—1 FEELL o) 7~ FEHDOMARD)IZ X L CTRRA 43 ST A

— TR ME A TR BIE B A AT A B
- JER RIS R OERR B30 6 » FTLA b
< H D ZDIE Y ORI OIER (45 /LA )T ESR LA (28mm/hr L E)

FEWR A SR L 0 B AT SURIBE O FES AR BE U AE A 2 DT EYE O BEEIE O B

5B, OB E A7 2 B3, M X RIS L 0B E OO RGBS Lo BF#

JIFJ%. HIV S0 B2 EMEIES OBEAEIRES & 2 BFE | i E 6 & A LINIZ RA IZxHT 2 IE8IE X

IR E G SN BHE, TNFaflERE2 B IN-Z L n3d 5 BE

T EE R

sV TR AREE, AH] 50mg. 100mg, 200mg, 400mg FEICEEVEAIL L, 4 WAICKT
Beh LT,

c XL 2 T T RAREE, AHK 600mg. 800mg BEICMEEAIL L. 4 BB THRE LK,

TEFMEER | 12 #IFIZEIT 5 ACR20

T ROEHUL T

T HFRANIEAE

75 %




V. BEICEY 5IER

I H 5!

»}

7

ARE

< XV 1L ARH 400mg BED 12 FED ACR20 1%, 77 &AL, AFK| 50mg B, 100mg FE, 200mg
REL R L CHEICE ) 272, ACR20 DML, AFGHET X TT, HKYOHIE
FRE(L B FRE)CIIBEICRRD e 23, 12 BREE TF ORI FoE S 7= D1, AH] 400mg
BEDOHBLTHoT=,

< 2RIV 2 L AKF 600mg FE. 800mg BEOD 12 BFED ACR20 1X, 7T B ARREL i L THEIZE D>
720 ACR20 O IIHAORIERE1 BRIIBEICEED D, ZORRIT 12 B E
THEEE L7z, 728, AKI 600mg #E, 800mg T ACR20 ([ZH EZEIT > 7=,

ACR20 (%) (ITT)

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

)Rl — SRV TORERF : p<0.05vs 77 EREEMEIZ L Y 7% L 7 Cochran-Mantel-Haenszel £ iE)
b)p<0.05 vs AFl 50mg, 100mg, 200mg
c)p<0.05 vs AHAl 100mg

Z4a

KRR NEE TERWEFFZEIER)IL, S350 1 Tt 77 B REET 55.0%(22 $1/40 #1),
AHl 50mg T 69.2%(27 $1/39 ), 100mg #£ T 82.5%(33 /40 f5]), 200mg #f T 56.1% (23
/41 f511), 400mg FET 65.1%(28 $1/43 FINZFRD HAL, /x V2 TiE, 7 7'IZTE$’C 58.1%(25 11

i B /43 f51l), 600mg #£ T 53.8%(21 f1/39 f5l). 800mg T 68.4% (26 /38 FINIFEDH S 7=,

T RTOREFEFES, PLRICESTCAFEFR, EERAFEFLZOWTILORBBEE S, HELH]
PEITTRIE SN2 Do T2,

« ZOMOREMFME B (FRRRE, NA 2T A1 2 12 FBELER, B X B FHRFTR)
X, BRRANCRIE & 72 B IEER O b dr o 7,

AGRIERTAH A BH(DIR 120174)(CZP-12070)

GF) @) v~FIoi L TEAREN TS A - AR EE, AL ) X~v7 23 GG z)
LLT. 1 |El400mg A, 2 8%, 4 BBICKE TS, L% 1A 200mg & 2 BRI ORI TR FiEHT 5, 2B,
JERZEZITIL, 18] 400mg % 4 W OMB TR TIENTE S, | ThoH,

< g >

WESL 26 T FHERER (C87040 #5R )%

AN O BEOGRZRBR L LT, JERIRIER ‘ii‘éﬂ:%‘ﬁ??ﬁ‘@ﬂ%k RLHMEE~EED PsO BEIZE

% et Je OYEIR D8 % B AIIC, AHI 200mg £ 7213 400mg % 2 #BEH 5T 12 AL T&E5 Ltﬁ%%@?ﬁ
e L et a 7 T 2R & G L7, 200mg & TN 400mg @ 2 g2k D, IR ELRTH
N TR STz,

B H NOR

RERT VA v | ZhagkdE, ZEER, 77 BARRHR, WATHER kR

1B B %t & | PsO B 176 4l




V. BEICEY 5IER

o H RS
18 ik LA E D RN T K O
WEE~EEOSEEGREZH SN TD 6 » AU ERIB L, Z0MERN 3 » AL ERELT
EERIREAE | VD RE
PASI A =27 >12, (AKEFE BSA) (CxF3 2 ORE R OIS (R BSA) >10%
LR ALHBIEE R O UTIAC L O R & 70 5 B
e (0~12 )
- AKF| 200mg BE : 038 CW)E AR 400mg & P54, 200mg 2 WL NS
- AFH 400mg #E : 0~10 (2 400mg 2 B T 5
T RAREE . 0~10 WICAEAYK 2 WEE TG
BERFRAARN (12~36 )
- LUFogsrs ofs . BURREME 12 B e L
- 12 i C PASI75 RER OWERE
)i = - 1238 T PASI7S Z R L. OB BRI O A0 12 #EE F TIZHZIEO FHR RO H i,
C87044 FABR I IT RSB OY A
© LT oW ofh, FRER0 RS CEYRRENMEZ/K T L
- 12 T PASI75 Z 2L L 0> 201BBRAE R O w0 12 B F TIZHEO FRRTRD i,
C87044 BRI SN D YR E
- UTo#BRE oG, BEEEMRITERIEO O ET (K2 UK 24 8H) &L, 4
WL ICEROF AR LT
© 12 38°C PASI7S iR L. BB HIR ORI D 12 38 M &£ TSRO TR B b
TRDNo TR
N 12 JBIRF 0 PASITS Sk
ERRR ) smeso poA wisk
B
12 #EFIZI1F D PASITS
12 BEFIZI T D PASITS 1, AHK| 200mg B K O 400mg B TEIEIL 74.6% K (N 82.8% TH 1 |
T TR REE 6.8%ICxT D, HER PASITS OUENRD LR FTHRE p<0.0001 : 7P A
T4 7 BRI,
12 8@ PASITE EFE R U PGA HEFE
77 &R 200mg 400mg
N=59 N=59 N=58
12 O3 PASIT7S th s
HEF. n (%) 4 (6.8) 44 (74.6) 48 (82.8)
FELEB. n (%) 55(93.2) 15 (25.4) 10 (17.2)
i ) 7T RRBHCHT 54 v Xk 40.2 734
(O5%IZ X [H) (13.7,150.3) (23.5,292.6)
p fE® — <0.001 <0.001
12 3 D PGA t#E
JGEEF], n (%) 1(1.7) 31 (52.5) 42 (72.4)
FEYEEH. n (%) 58 (98.3) 28 (47.5) 16 (27.6)
T BRI T 24y XLk — 64.1 162.6
(95%(Z A [i]) » (12.7,1169.1) (31.4,2999.2)
piEY <0.001 <0.001
a) BERERON—R T A > ORRED ENEJE £ R 7125 07 logistic MIUFAHT, (MK RIIAEE et Sl 2
<
b) RIRHIZIERNRO RO p 2 FH L, BEALE % TEE THONT, AROKEGRL 7T R
& Db A i L 7=




V. BEICEY 5IER

N=!
T
juni)

W

UPAl/ AN

AERGHETH 2 5 HEARIZ U N7 2 ROSEE8 DR 13X 200mg BE K OF 400mg #E TH 1
Bl 1.7%) T o7, 235 DOHEERF T PASI A2 T INR— 25 A Nk 125%% 8 % 2 BEhn (&
) ZRLTRY, WTFNOMERE L PASIT5S LT PGA OFFfiIE 12 IS CHUFEL 2> T

W,

BERTHR2 DAUAICUND Y FOBO N E-BEBREDEE

AN
N=59

200mg
N=59

400mg
N=58

IRy RFdHY

9 (15.3)

1(1.7)

1(1.7)

YR R L

24 (40.7)

49 (83.1)

50 (86.2)

Ry

26 (44.1)

9 (15.3)

7(12.1)

e q

- BRI L OBEH 0 | OFEFSEER)ORBLREIZ, 77 AR AH] 200mg #£ K O 400mg
BETZENEN 24.1%(14 B, 35.0%21 B} R 26.3%(15 BN TH > 7=, BEELRAEEGIITHTE
AU 1.7%(1 f51), 3.3%Q2 BNE TN 8.8%(5 BN TH Y | IO E G H ILICE s HEFEFRRITENE
N 52%3 B, 3.3%Q B 3.5%QR2 B Th -T2, AR CTIILLITHE Shigd o7z,

- A 200mg FED FEARBIERITIETT 6.7%(4 By, EFTHEBALHRITIEEK 5.0%3 i), REEEL 5.0%3
By, SEE 8.3%(5 i), MEWK 5.0%(3 ) T o7z,

- AH 400mg #f D F 22 BIERIZER 3.5%Q2 ) Th - 7=,

FKFBIFZE S EHDIR 190241)(CZP-12139)

() Rt U CORBEINTWA Ak - AEE TEE, RAEeEL Y Xv T NI @EBETEERZ)E LT, |1
[A] 400mg % 2 @M OMNE TR FIER T2, ERZE®ZIZIZ, 118 200mg % 2 BEE OIS, XiX 1 [ 400mg % 4
HEW OB TR FTERTE S, | ThD,

WEANE T FARAER(CR7044 7R ))

C87040 FABR CIEEN I F D v, BEIFRAEMIM CHR Lz b ~ B O35 Mg B3 & xR0,
AF 200mg 2 45 X1 400mg 2 38 5 L 7 T B AR & 12 B G U 2o A 8 K O 2k & 3l L 7=,
AHNFEE U258 O ONZ 2P OW TRE OB SITEO b - 7=,

H H

N

BT A1

ZhinexkFE, “HERK. C87040 7Bk O ikt AEk

RN R

C87040 7R D 12 H TIEFLNRE PASITS % FERK) RO DL, M OBEGRENIRN (EBRIEO KK
P55 24 ERILIN) ICFRRNERD b7k

e (0~12 )
LEMORZ YV —=2 7 Ok, HREIL C87040 3B CTHIY {11 Sz B EREICHEW, [7] U -
FAETIRBIEZ RS S,
200mg F¥ : 0 WIZWIEH & 400mg & & 5%, 2~10 82 200mg % 2 A5
400mg & : 0~10 JEIZ 400mg 2 WEH -
7T/ AREE L 0~10 WIZABEEK 2 BER S, 72k, C87040 RER T, 77 EAREED PASITS
WEH D 5 HEIRZBD TR E 1L R o 72720 RREBRIOEEE LT 7 7 B ARBEO R A
T notz
ZAVEBHFRAIR (12~24 18)
TR O R G 14 W% 2L M B B A SRR & I L 7=,

T HFHmE H

C87040 FABED 12 W & AFERD 12 D PASI A 27 D7




V. BEICEY 5IER

o H RS
Ak
12 BHFIZ I 1T 5 PASITS
AH 200mg BEOFIEITEFE 12 18 J OFIEHE 12 B D PASI 2 =27 O FRAEIZZNZFH 1.60 KT
335 THY ., EOPRE (95%EHEXRE) 13 1.25 (0.10~4.40) ThH -7, 400mg FEDOFIEITE
12 R OVFEIAH 12 O PASI A 22 7 OHRAEIZZ 241 1.80 KR 2.00 TH Y, ZDHR
B (95% (X)) 1% 0.20 (0.00~0.70) Toh-o7=, HIENEE 12D PASI 2 27 L FRIEHE 12
HD PASI 227 OEOHFRAEIE, WTHOHAEIZBWTHERMICEROH DZETIT o
72
MEGAE 12 BRUEAE 12:80QPASI a7
200mg 400mg
ITT fi##r PP bt ITT fi##r PP fi#hT
RG] P2 Tl P2 Tl P2 Tl
N=34 N=23 N=37 N=25
WIEIEHE 12 1D PASI X =7
FEEJfE (SD) 1.96 (1.74) 1.97 (1.59) 1.85(1.41) 1.80 (1.37)
SR D 95%1E HE X [ 1.35,2.56 1.29,2.66 1.38,2.32 1.24,2.37

. Hh A 1.60 2.00 1.80 1.80

# x HHYLE D 95%(5 48 X K] 0.90, 2.70 0.60, 2.70 1.20, 2.60 1.20, 2.60
S/ IME, HRE 0.0, 6.6 0.0,5.6 0.0,4.7 0.0,4.7
BRI 12D PASI 227
FEEJfE (SD) 5.62 (6.36) 5.83(7.02) 3.14 (4.47) 2.27 (2.42)
SESIE D 95% (5 15 X 5 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 48 X K] 1.40, 6.30 0.80, 6.80 0.60, 3.30 0.40, 3.30
o/ IME, FRE 0.0, 25.4 0.0,25.4 0.0,23.6 0.0, 9.0
PASI A7 D7
FEJfE (SD) 3.66 (6.12) 3.86 (6.80) 1.29 (4.00) 0.46 (2.20)
SEEME D 95%(E FE 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%(5 HE X K] 0.10, 4.40 -0.60, 5.80 0.00, 0.70 -0.50, 0.70
fe /M, e R -3.6,21.9 -3.2,21.9 -3.0,19.2 -3.0,7.8
T FHRE 12 0 PASI 2 2 7 BRPIOBERE 1L, FREMIBOREKA 27 24 H L7z [ast
observation carried forward (LOCF) ]

a) PASI 227 D3« TEIRHE 12 D PASI 227 ] — [HIENEHE 12 D PASI 2 =7 |
e
NEBRIE L OBEH b | OFFEFLEIWER)IZ. WIENEFEIIF T 19 41(26.8%)2. FiREHM
T 12 (16.9%)IZ58 S 7=,

4 m - WIENEFRHIRNIC S U 72 B2 mIVER I3 57 3 $1(200mg i 3 141), B8 3 41(200mg £ 2 5], 400mg
RE 1), FESHERAL AR 3 51(200mg £ 2 51, 400mg # 1 61) & UK 3 451](200mg # 3 B TdH -
7o PRI CTRIEHRE TRAGEN S o RIVERA T, SIREEZ 2 41(200mg B 2
By, B 2 51(200mg ¥ 2 511, 20k 2 151 zq(400mg B¥ 2 i) K ONREHRE 2 41(200mg Bf 1 51, 400mg
B1phThHoTz,

() EomE LTt L CakER
[B] 400mg % 2 AH DO MR TR FHEHNT 5, JERLERIC

FKFBIF S E S EHDIR 190242)(CZP-12140)

LINTWN D YL - AR @, EJZ}\ TN M) XeT RIVEEEBETHEEZ)E LT, 1
X, 1B 200mg % 2 AR OMME. XI% 1 [F] 400mg % 4

WHROME TR TERTE 2, | ThHhoD,




V. BEICEY 5IER

(4) REERIEAER

1) BRHERIERER
<BHEIV v~F>
® EBRFEI/IHEAERGHER (J-RAPID &KER) 7
MTX (2 KV +3 72 B S o - =i Eh M RA B 2512, MTX & OFFREEIC LD AAF]D 2

HEOHIMEIZOWT, 12 BRFZEIT S ACR20 # EEFHMAEE & L T7 7 ATk 2 B 2 Mk
L7z, 72, BARANCBT D RIGHEL O ZEMEEBRET 5 & &b, WANRKT —4% OO AR A~D
ST O ATRENE A BET T A 7o DI ENE, SRR oM LT Y v U v B,
TH H N
BT A v | ShasRER. BIEAL, 77 RxtR, ZEER, WITERHLR, 7Y o U 7R
5 Bt 8| MTX IR TRIRA 0 22158 RA B 316 #
MTX IZ X0+ RB G DN D> T IRENE RA BE D H B, LT OIEREE T Cif729 20
L b 75 AR O B
—KEY U~ FFERACR)DFARANE(1987 FUGETIR) T RA LM &4, TRiEER - IR A
B H T 2 8E
FERRILUE - JETRBEEIEL 9  ATLL (68 BT
- JENRBIEER 9 » FTLL 1 (66 BIHiH)
+ ESR30mm/hr LA | X3 CRP1.5mg/dL LA I
—VRBREER 5546 H D 6 & A LA LRI HEEREOFFHOF I D0 63 MTX O 552517 T
DFE(T-72 L, IREREEE G 2 8 A LLERIN S MTX B—E6~8mg/i) THDH Z &, )
MTX A F. 77 v REEIAKI O 3 FAERE100mg #£, 200mg ., 400mg FH) DT I/ HEfE
ZNTEN T, WA 2 B8 1B 22 BREGE 12 BE)E TG L=,
5 i 100mg FEIZBAAA & 200mg % 0, 2, 4 BIZH5 L7=tk, 100mg % 2 HMEIZH 5 L7z, 200mg
REK O 400mg BEIZBRLA A& 400mg % 0, 2. 4 #WIZ#5 L7=#%, 200mg X% 400mg % 2 i FfE
BE LT,
MTX 1% 6~8mg/lA 5 &Mk L. 1RBRIER G-RMBBITET L2 & & L,
FEFHMEEER | 12 BEFIZEIT 5 ACR20
A
24 HIFIZI T 5 ACR20
BRERAYETAM TE H
ACR20(fth D), ACRS50
Al 24 JAFE O BEREE O EATINHRI (B TER S ¥ — 7 & 2 7 (mTSS) DL &) e &
S s
MAEFHLENL N v T RIVFURRE
ZAM
HEHERR L




V. BEICEY 5IER

AR G EBALE L Licu VAT 4 v 7 ERET IV
b)# i > % F 1% Bonferroni #1253 & FHIE (B AKKE - HM 2.5%)

€)97.5%fZHHIX [H]
d)95% (5 HE X

-« 24 WHFIZE 1T D ACR20

o H RS
ARE
- 12 8#FIC R D ACR20
12 WIRFIZE1T 2 ACR20 1E, AHA) 200mg+MTX # & Y 400mg + MTX B TEALZE I 76.8% KT
77.6%TH Y, 77 BR+MTX # 28.6%I12KT 25, AEX ACR20 DUENRD HiLTZ(WT
b p<0.0001 : TP AT ¢ v 7 BIRSH.
12 5BB1Z§ 1+ 5 ACR20, ACR50, AGR70
7T R ARA|+MTX
(+MTX) 100mg 200mg 400mg
ACR20 28.6(22/77) | 62.5(45/72) 76.8(63/82) 77.6(66/85)
TR RBICKT ST v R 7 £.20 063
o
o) f= — [3.67, [3.85,
B%éﬁg SF’QEJ]X ! [2.10, 8.28]9 18.72]9) 19.57]9)
g p<0.0001® | p<0.0001?
ACR50 7.8(6/77) 34.7(25/72) | 41.5(34/82) 51.8(44/85)
77 ERBICAT oA v X 6.29 8.38 12.70
J:I: a) R
[95% 15X M) [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)
FIEREICRHT ST v X
J:I: a) R J— N J—
i R | Los% xR
Y% (B145)

24 BEEZF T D ACR20 1%, AAl 100mg+MTX &, 200mg+MTX #: & O 400mg+MTX #ET
ENEN61.1%, 7132% K TT1.8% TH Y, 3HEL BIZT TR +-MTX B 247%IZxF L CTHE
72 ACR20 OBENRD LT (W T d p<0.0001 : B AT 1w 7 BRI,

ARBRIZT Y v P TRBRCTH Y TV vV TR GRABR S E T R R BR (RAPID2 FAER))
& OMT 24 BB LT SUSIVR ENTZ 2 £ D BT — & & B AR AL /MFT

DT ENAREE B R BN,

- ACR20. ACR50 D#:R
ACR20 1.

1 K CTAF] 100mg+MTX #E, 200mg+MTX #EM O 400mg+MTX BETENREFN

38.9%. 402%KTN31.8%ThH Y. IR +MTX B 7.8%ICKT A HERWENED HNT-

(p<0.0001, p<0.0001, p=0.0004 : 2= L AT ¢ v 7 EUFHHT), EDH B, AA 100mg+MTX
1L 4 HIKF(66.2%). 200mg+MTX HfiL 8 HKF(82.9%), 400mg+MTX HEIE 12 FE(77.6%) F
THEELMITEIM L, 24 FWF F CRIFEE OBERD MR STz,

ACRS0 IZBWTH, £HICHEY, TRTOAFAMIX HTT 7R +MTIX LY bF
<HER LT,




V. BEICEY 5IER

- 24 3 IRF O B H A A THIHI
24 WHEFIZB T DIEER Y ¥ — 7 A2 7 (MTSS)D_— R T A Wb DAL EIL, AFK| 200mg
+MTX #ER O 400mg+MTX BETT TR +MTX FEHCHNAEEINE L (p=0.0006 K

o H RS
ACR20. ACR50 M #ZRHIHEFE (FAS-NRI)
—0- 77ER+MTX —— AHI100mg+MTX —@— A#A1200mg+MTX —- A#1400mg+MTX
(N=77) (N=72) (N=82) (N=85)
%)
100+
o .
N
a1
@]
<
012 4 8 12 14 16 20 24 ()
50
%)
100+

oL 3 +95%CT
+:p<0.05, #:p<0.01, *%:p=<0.001, *3**:p=<0.0001 vs 7FEK+MTXEE
O AT A7 Wl 53HT

p=0.0030 : 3 WHHT(Z > 7)) . BEIEEOEITIRINER O b T,

24 BEFICHEIT B IS DR—X A VEMLDEILE

7IBR AH|I+MTX
(+MTX) 100mg 200mg 400mg
B _ 52.70+£57.27 | 54.801+62.52 | 50.3753.36 | 49.93+47.20
N—=RATA
an (79) (32) (34)
NR—=RTA U PHD 2.78+5.15 1.05+2.85 0.21+2.01 0.65+2.95
EAv i (76) (70) (81) (84)
M= -1.74 -2.57 212
[95% 151X M1 @ o [-2.85,-0.62] | [-3.65,-1.49] | [-3.19,-1.05]

SR+ R AR A (150

G RON—R T A AMEEBILER L L aiatre T v




V. BEICEY 5IER

24 BEF(IZH T H mISS DR—R 5 A UEH b DEILE (FAS-Linear)

—— i
—— il
0 I I 5

mTSSOZEAL R
e

2_
1— _ ¢ kk
-1 TIER+MTX AAFI100mg+MTX A#200mg+MTX  A#J400mg+MTX
(n) (76) (70) (81) (84)
*:p<0.01, *%%:p<0.001 vs 77 R+MTXH
Je BT (53 7)
kel
WP DRERTHIE L b Y X~ T ADAFURBE M & 72 o 72 BE GURBER] : i Y X
~ 7 A AVHURAT > 2. 4units/mL) D EFIE X, 4.6%(11 $11/239 ) Th - 7=,
- AERITIE, AF| 200mg K ¥ 400mg BEIZ L~ 100mg BEDBEIER A H b - 7=,
@t
fi& B IR L ORRBBEAEE CERWEEFEREIER)IX. 77 BR+MTX # 77 #iH 21 #1

(27.3%), AAI+MTX # T 239 il 95 F1(39.7%)IZFRD HALTZ,

< RH+MTX BEO F7eBHWERIL, SHTEZ 16 51(6.7%). EXGEREGE 9 $11(3.8%). FFHERER S 9
Bl3.8%) R ETH oIz,

< ARH 200mg BEEREORWERFBLE 4B ET) 1%, 37.8% G824 THY., EREWEMIX
FHIEZ 8.5% (7/82 fi) | B, AL, LRGERGE, BOESE, M~ —h —#n, %
BD 2.4% (2182 4)) ZETHoTz,

AGRIERTAH A BH(DIR 120164)(CZP-12060)
CGREFRTAR P EHDIR 120166)(CZP-12062)

(F) B Y v~FIo6 L TRREN TV D YL - AR HEE. AT EL Y X~T7 220 GEE TR Z)
& LT, 1[E400mg ZHIEl, 2 %, 4 BEICK TES, D 1R 200mg & 2 @RIOBR TR TERT 5, 22
B, EIRZEZICIE, 18] 400mg % 4 BB ORI CR FEFcEx 5, THo,




V. aRIcEY HER

@ EBRNENMHA_EG5HRLEERAE (HIKARI HEx) ©
MTX OFHNTX RWEEIME RA BE 26212 MTX JEGFHBEFORF OGOV T, 12 l@iICE
175 ACR20 Z EFTHMIEE & LT 7T BRIk 5 itk 2 #EE L,

b B N R
BTV A v | Sk dtFE, WEA(L, TR, CEEMR. WATRER
BB x| MTX 285 TE W iEEE RA B3 230 41
IREIME RABRE D H B, LUTFORMEE T TR72 9 20 5k LL | 75 meRis o B
—KEY U~ FERACR)D FEIENE987 FFUGThR) T RA L glr &, TrRik¥Ez /-9 %A
EEEE AT 5 BE
« [EJRBEEER 6 o ATLL_E (68 BEEH)
- FENRBEHIEX 6 » AT LA k(66 BAHEIH)
« ESR28mm/hr LA |32 i% CRP2.0mg/dL LA
—imEOIEEICBW "7 Y] =) %) K457 T
R L ﬁff%ﬂfﬁn BWT, D7 &b 1 FIBLEO DMARDMTX % & Ee )2 BA 14 0 ihE
—UTFOWTFHHOBRBIZL Y MTX OFERTELWE
* MTX IEEDPIRAR A5 O 7= DIFERIEY G- 28 H LA ERNCH Ik S
- MTX 1BENEZENE FORE R IE S
« MTX VBN EORRA) D RINTX 720
—MTX, V77 I FLS D DMARD % FHE G755 6. IRBREEMIEIR S 28 ARG H 24
BRI T ¢, [M—Mik - HEE e E
7T AR IARAFC B IZE O A0, Wi g 2 e 1R 22 BRGEE 12 EHE TR
5 | 5L,
AHKIEEILBA L H & 400mg % 0, 2, 4 I G L7, 200mg % 2 IS LT,
EEEMIIEE | 12 WEFZEIT D ACR20
Az
24 FRFIZE 1T 5 ACR20
RPN H
ACR20(fth > HET), ACRS0
ST 24 I O B FIREE O TN (B IEM S v — 7 A 2 7 (mTSS) DA L&) e &
S S
MEFHLEL N Y X~T LT HREE
free=y s
HERG R L




V. BEICEY 5IER

5 B N &
Ak
- 12 A2 I51F 5 ACR20
12 RFIZ31T 2 ACR20 1377 B ARRE 14.9%, A 200mg #£ 67.2% TH V. AE7R ACR20 D
WENED BN (p<0.0001 : B AT ¢ 7 [BIFHHT),
12 58R%I1= 35+ 5 ACR20. ACR50. ACR70
7R A 200mg
(N=114) (N=116)
ACR20 14.9(17/114) 67.2(78/116)
7T ARBIIHT DAy XY 11.71
[95% (5% ] B [6.14,22.31]
p<0.0001
ACRS50 6.1(7/114) 37.9(44/116)
T TR AR T DAy X 9.34
[95% 15 #EIX ] B [3.99,21.89]
i A | | ACR70 0(0/114) 19.0(22/116)
TR T oA v XD o
[95% 15 5 X il ]
% (%)

aye GREARIIAER L Licr VAT ¢ v [ERET IV

- 24 JERFIZEIT D ACR20
24 BRFIZIST D ACR20 (X, 7T EAREE 11.4%., A 200mg #f 63.8% TH V. HE/2 ACR20

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

+ ACR20, ACRS0 O#Ef
ACR20 (%, 1 EIFCAK] 200mg B 32.8% & 720 | 77 B REES3%ICKT 2 HERLENL D
N7z (<0.0001 : BT RT v ZEUFGIN), EOH G, A 200mg #E Tl 4 BRIZIX 67.2%
L UCGERPELITHM L, 8 WK 71.6% & 720 . 24 K E T 60% L 2R L=,
ACR50 IZ3BWTH, HIMIZHOZY | AH200mg HETT 7 8RB LY bR HRE LT,




V. BERICEY 51EE

H H N
ACR20, ACR50 #%FsraHEFS (FAS-NRI)
i -0~ 77K (N=114)  -@ A#200mg(N=116)
80-
860_ KKk Fokk
&
@]
< 40-
20-
-
0 T T T T T T T T T T
012 4 6 8 12 14 16 20 24(34)
. 5- W1
& 4 (%)
100
801
R 601
2 ﬂ{
U koK
= 401 *
201
012 4 6 8 12 14 16 20 24(8)
5 W1
Y52 05%CI
T:p<0.05, #p<0.01, ##3p=0.0001 vs 7FAR
TY AT A7 [l 53




V. BEICEY 5IER

>
o}

+ 24 W IF O B H A A THTI I
24 BRHZ BT HIETERS v —7 227 (mTSS)DN—A T A SO BT, AH| 200mg
HTT 7 RBICHNEEINE L [(p<0.0001 : 58T > 7)) . BRI O 1 T
RRD BT,

20 BRFICHIFENISS DR—R S A4 UEMNSDELE
AN A 200mg
(N=114) (N=116)
NR—2AF A 46.13+54.43(114) 36.48+51.33(116)
NR—RF A IS DE(LE 249+ 5.52(114) 0.44+ 1.83(114)
FEMZE [95%EEXH] 9 — -1.97[-3.04, -0.90]
SR fiE AR A2 (51145

R GEERON—R T A AMEERAEE L LIt T v

24 BRFICETH mISS DR—R 5 A VEEH b DEALE (FAS-Linear)
44
—— Ml

—e— Pl
31 Om i

X

mTSSHOZAL &

g sksk

: 1 -

TR AF#1200mg
(n) (114) (114)
*%%:p<0.0001 vs 7FLAH:
RN (F27)

S g5

DT OERE T L U X7 NIVHURGME & e o T B GURBEEED O EIE 1.
15.5%(18 $i/116 By T - 7=,

L e oo 18 BID 5 B 6 HillE, FDHRDRA THURRME( LT,

@t

JEBREE L DR RBARBEE CERWEFEFREIERMIL. 77 BARBET 114 i 24 $1(21.1%),
AF 200mg BET 116 il 44 F1(37.9%)N7BD HiT=,

- RFIBEOFREWERIL, SUHBAK 7 651(6.0%), 3895 4 151(3.4%), WHIAL 3 $11(2.6%). TEFERALAL
BE 3 $i(2.6%). VESHBALEUS 3 B(2.6%) 78 & Th -7,

FK B AEAM EE EH(DIR 120165)(CZP-12061)




V. BEICEY 5IER

@ MIX RABEDEEARA BHIZHTAEMB_ETHREEAER (C-OPERA SHERD PRMAE) ©
MTX RIGFE CTHRARR T2 DR RA BE 23512, MTX & OOFHBEGRRZ I 2 AKF 0 F 2hi
\ZOWTC, 1AERIZEBT D BRI O 1T 3] fﬁ%%f%ﬂﬂﬂiﬁa & LCT 7RISk T B &
AEL7-(GBEIRD, 72, AFIRIEE 1 ERICHZY MTX Bl 5 TR\ 282 L. AOMEoMR %
BRBRITHRTT LT, 7o, & 2 Tl —EH BRI AEEIR) O Bkt o o7,

TH H NOE
RERT I A | ShisdkFE, EIEAL, 7T RARRR, CEER, WITEER R
B B o B | MTX RIBE CTHRARK -2 bR RABE 316
2010 4~ ACR/EULAR 43 $EEHECRolr X7z 20 5k LAk 65 iR D RA BE T, A7V —=2 7
MRARHZ LT OREMEE T X Chiifo 378
—RA FJE 1 FELANGEIERE T FFRetE OBIF R IER D 2h FE o 7= & LTo)
—MTX RIFFEG@EEIZ MTX O HEZR L)
FEERPULHE | - HEELL EOKEEIEEN: ¢ DAS28(ESR)=3.2
—THRARKF L LT, Tilodt CCP HiikEmMEHEA EE LT 2HAU E4
« JL CCP HiiA @B © =13.5U/mLEEE D 3 %)
U o= F R 0 >2010/mL(GEHE(E)
CBUOLAH Y (FRD X BHREICL D)
MTX O FICAKIIE 7 78R % 2 BEIC 1A, 52 BEEEES S0 EE T, §260E)ET
B G L =GR, 0% 52 @M 4 MTX BEMEEC X 2% B & L, 10438 B I %8s
MM OB & I L7z, 7235, TR ISR 0GR B L7 0~ - 1o FBF T % B M M
W LB CHRIET D&M 2T TEA1E, L AF 2 —1RRE LT MTX (SO L TRAID
5 e ﬁﬁ%xfégtﬁf%é_tkbto
AFIBEI LB A & 400mg & 0, 2, 4 BIZHE L7z, 200mg % 2 MG LTz, MTX 1% 8mg/i#
POBEE L, 4 %I 12mg/il, 8 I lomg/BICHI R L, T D%, 1P hid— & 2k
%Lt@ﬁ@?@gf0®tzizLﬁ 2mg TODHEEE AL L), 72721, MTX &
W, ZEMICRER LN HAITHELE ALY, B, MBS UC—RMRIE T
%%ﬁ@&ﬁ%\%%_t_ﬁﬁﬂmﬁ Bl K EEMERF LT,
FERHEE | 52 BRI AEER Y v —7 237 (mTSS)

IR H

AR
24 WKFIZ 31T D mTSS
24 AR ON 52 JAREIZ 31T % DAS28(ESR) R} 1Y ACR/EULAR H fi#2€ (Boolean & UF SDAI)

Z OO
DAS28(ESR) E fif# J 1" ACR/EULAR . fif R (Fayge 1 i th o> #2388
ACR/20/50/70 iR L

TR RN TE B
BBEIMIC I T 5 mTSS 72 &

HyEhhe
mAEfPE/L Y X7 NIV
MAEPHENL Y X~vT7 RO VPREEE

P
Fhle L

R
i

il

I




V. BEICEY 5IER

- 24 HEIZ I 1T D mTSS

TH H NOE
HRE
« 52 WEFIZ R D mTSS
52 WEFICIIT D mTSS D_—RA T A VEE D OZELEIX, 7T B ARRE 1.58+4.86, AA 200mg
B 5R£ 036270 TH 0 AHKI 200mg+MTX BED 7 F B AR +MTX BRI 5 A = Al T
WD HNT2(p<0.001 : X—=AF A U NHDEALED T 7 IZONWT, BEHEART, ~—
RATANED T 7 HHIIES E LBt ET V),
52 BBFICHIT B MISS DR—X S5 A VB b DEIL=E (FAS-Linear)
77 R +MTX A 200mg+MTX
N—=RF A 5.95+15.30(157) 5.16+8.76(159)
NR—=RF A U NEDEED 1.58+4.86(157) 0.36+2.70(158)
FEMZAE [95%EEXH] » -1.19[-2.06, -0.32]
pfE o o p<0.001
FAS-Linear : FAS {Z%f L C linear extrapolation {5 CHEE L7- 7 — ¥ & » b
a) -4 + AR YRR 7= (B 50
DFEGRER R —R T A A EFALES L L atre T v
ON=ATA UPEDEEDT 7 IZONT, WHRERT, N—2 T4 VEDT 7 FIBEKE Lz
FLWNTET L

24 FRFIZIIT B mTSS DR—RA T A VNSO EIX, 77 B AREE 0.862.37, AFH| 200mg
B 58 0.2621.55 TH D AH 200mg+MTX BED 7 AR +MTX BRI KT 2 A B 22 AT 0]
MERD BT (p=0.003 : X—R T A VINHOELED T L IIZONWT, EEFERT, N—2R

FAMED T > 7 BHIER L LI BT ET L),

24 BEFZE T H mISS DR—R 54 VEH b DEILE (FAS-Linear)

77 %R +MTX AF) 200mg+MTX
N—=2F A 5.95+15.30(157) 5.1618.76(159)
24 HRFDR—R T A Db OB LR Y 0.86+2.37(157) 0.26=1.55(158)

HEMZE [95%(RHHIXH] P

-0.59[-1.03, -0.15]

p fiE ©

0.003

FAS-Linear : FAS {Z%f L C linear extrapolation {5 CHEE L7- 7 — ¥ &~ b

a) B + EEVE(R (1)

b GRER N —R T A EE

ORN—RA T A D DELED
oy Eotre s v

MBS L LIz BT E T v
FU7IONT, BEMERT. N—ATAMEDT 7 EBIEKE Lz




V. BEICEY 5IER

-

- 24 AR ON 52 ERHZ 351 5 BARIAEEIEHET TR (mTSS DRX—R T A VN DAL E =0.5)
24 3R J O 52 BRI R 1T D BAEREEIERET TSR 1T, 77 T B R BEDS 74.5% & O 70.7% A% 200mg
BEEREN 87.3% TN 82.9% TH V. AHKl 200mg #% 5-HED 7 Z v REET x5 A B /2 E T
DR BT (FILZEHL p=0.004 X TF p=0.011 : Fisher's exact test),

52 BEFIZHIT B MISS DR—RS A VEMNSDOETILEDEEERE O Y ~ (FAS-Linear)

55 1 TR+ MTXEF (N=157)  —@= £#]200mg+MT X% (N=159)
50
45 4
40 4
35 4
30 -
25 -
20 ~

*
15 4

4 17
0 70.7%
*] |

{y [ e

mTSSOZEAL &

-15

0 20 40 60 80 100

B £ e (%)
FAelife A
*: p<0.05
Fisher’s exact test

© 24 FEE KON 52 I H 1T D DAS28(ESR)E iR & (8N ACR/EULAR iRk
24 H K K O 52 #FF DO DAS28(ESR)EL A= (< 2.6) )2 (8 ACR/EULAR i fi# =% (Boolean i Kz (8
SDAI=3.3)i%, W4 b AHK 200mg &GN 7 7 BRI THEICHE L,

24 BRF R U 52 BEFIC 3 1+ % DAS28 (ESR) EfiF = K UF ACR/EULAR E fiZ = (FAS-LOCF)

24 # ¥ 52 I
7Z7ER+MIX | 200mg+MTX | 77 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% 151X H] [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% 151X H] [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% 151X H] [22.3,37.1] [40.4, 56.5] [26.4, 41.7] [49.8, 65.6]
p fE® <0.001 <0.001

% (Hi1%0)

FAS-LOCF : FAS (Zx}3" % LOCF(Last Observation Carried Forward)7 — 4 -z > k
a)7 7 B AR & AH 200mg ¢ 55D 7E % Fisher's exact test 2 VN CTH




V. BEICEY 5IER

-

- DAS28(ESR)E i & 8 ACR/EULAR T4 fi =R (F5 9 4051 i v oD fo%3h)
AH 200mg £ 5-HED DAS28(ESR)EfiE=RI%, 1 BWEFIZ 9.4%., 20 I 50% &8 2, 4 BEELL
Wt 52 BB E T T B ARBEIC K L THI 20% D EMEER D72 HERF LT,
AFl 200mg $5-#£0> ACR/EULAR FEfi# 5 (Boolean)id, 20 HRFIZ 30% & #8 %, T~ T DOFFHAMRE
BN T T eRBEL D MWEMELZRDT,
AHAl 200mg % 5-8£> ACR/EULAR & f##(SDA)L, 36 HIHIZ 50% &M %, 24 LI 52 %
TT T RBECH L TR 20% D EMRROFEZ HER LT-,

- ACR20/50/70 B3R
ACR20 E#H | ACRS0 &= Kk TN ACR70 tiERIL, TN TOFHMmREHIC I TAA 200mg
BeGREN T T 2 REE A BB TV (52 #EFD ACR20 23K « p=0.055 &8 1 B ACR70
PR 1 p=0.123 Z B\ T p<0.05 : Fisher's exact test), /<7l 200mg #% 5% > ACR20 MR (T 1
FRFZ 453% & 720 12 HFE80.5%)FE T LR LR O HERE L, 52 I (78.6%)F TR L7z,
A 200mg & 5-HED ACRS0 Je OV 70 BE1E, 1 H (11.9% & T 2.5%)7 62 E4 16 JHik
LON2038EE T EF L, 52 BRENEN 73.0% & N 57.2%)F TRt L=,

I Ehhe

s ML R X7 RAVREORTTEEIEIL 1 B H T 42.155ug/mL & 72D | 6 FFFT R
F 7D F S E(55.733ug/mL) 35 S LTz, 6 WRELIBGER & 200mg)d b T 7Eix, 8 @iy
(39.021ug/mL)H> B L, 12 #8EH 5 52 B £ TH 27~28ug/mL THER L 7=,
cWTRPDORETH BN b X7 NI AFUEBEGEE L B Y X~ T S SR >
2. 4units/mL) & 72 5 72 BEOEIE 1L 3% LL T T, 91.2%IX7RHHIM 2 B L TETh o7,

etk

IR L ORBEBIMEN G E TERWAEFZENER)IX. 77 B4R 157 il 105 #1(66.9%)
2. AH 200mg Be5-HE 159 Bl 113 Bil(71.1%)IZF8D B ATz,

< AH 200mg B 5REO BeRIEAIL. BMHIASK 36 $1(22.6%). FFFERESE 27 1(17.0%), FE.L
10 $(6.3%). WAEAZE, ML~ ——HN, BMERED 234 8 B(5.0%)78 L ThH o7z,

HK GBI BH(DIR 150035)(CZP-12129)

@ BN ENE_EERLERAR RAPID2 HER) HEAT—4%2) 0
TEEE RA BE ZHRIT, RA OBIRL OIEIR DU T D5 MTX &P L7eAFHI D 2 I EOA M
Z, MTX HAIL L7z, 2k, ARBRIZ, AATEMLZT Y v Vv 7R "OXMERABRTH 5,

b B N R
BTV A v | Sk dtFE, EEA(L, TR, CEEMR, WATRER
BB oxt B | MTX B TR0 72158 RA B3 619
MTX I L0+ E o e 7=iEEE RA BBE 0 9 B, LITOREYEE § T 7= 3/
NBE
—KEY ¥~ FERACR)D S FEIENE1987 FLLETIR) T RA L2 SNGEIER 6 B ALL L), T
FLILYEA - TR RIS EME A H T B RE
T ER RS - JETR BEEIEL 9 o T LA (68 B H)
- FERRBESI 4% 9 » AT LA k(66 BEEiH)
+ ESR30mmv/hr LA = X (% CRP 1.5mg/dL ## % 5
— BB 5. BAAE B O 6 f& H UL LRI DEB O OF I 0 b 53 MTX O 525217 T\ 5
B L, IBBREEERGE 2 B H LU ERTD D MTX OFER—E(10mg/ALL F)THoZ L, )




V. BEICEY 5IER

o H RS
MTX BT, 7T 2 REEUIAF D 2 FHEREQ00mg #3213 400mg #H)D W FEMES 12 E
DEHT. W E 2 RIS 1R RS LT,
o o 200mg F K T 400mg FEIEBALAH & 400mg % 0, 2 KON 4 B2 G L=, 200mg X% 400mg %
2 ARmIC R E LT,
MTX (X RN LB RIGE Z BRE | BRERREO F &4kt L7z,
B5 I ;24 W
TEFEER | 24 BIFICE T 5 ACR20
24 AR O BIEIAEE O TIIHI(IE B Y v — 7 2 2 7 (mTSS) DAL &)
8 & FEAR
ACR i #EH 7 &
Z DO
BIRETAIEH | HAQ-DI, fAHERSE# QOL(SF-36), ¥ 553 Al A 77— v, S stk 7 &
S g5
MIEHRHEL N Y R~ IR
etk
HEHERR L
ARE
« 24 WEFIZ R B ACR20
24 BIRFIZE 1T 2 ACR20 1E, AH) 200mg+MTX £ & Y 400mg + MTX B TEALZEI 57.3% KT
57.6% TH V. 7T ER+MTX B 8.7%I2H~, A& ACR20 DENED bN-(\ T
p<0.001 : @ P AT ¢ v 7 [EIFHH,
24 SEBFIZ #5115 ACR20, ACR50. ACR70
77 R AHI+MTX
(+MTX) 200mg 400mg
ACR20 8.7(11/127) 57.3(141/246) 57.6(141/245)
TR RBIIKT DAy XY 14.43 1433
o m [97.5% E X 4] 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 XY 14.83 15.30
[95%1E X 4] 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% 15X ] B [3.23, 175.90] [2.07, 115.42]
% (Hi1%0)

)i GRER IR Z AL L Licu P27 4 v 7 [ERET IV
b)HE D % FE 1T Bonferroni 12553 & FHHE (A B AKYE « T 2.5%)




V. BEICEY 5IER

o H RS
- ACR20., ACR50, ACR70 O#tf
ARHF+HMTX FED ACR20 1HEHLHMZHIM L, AFI+MIX FEOWT NG 7T &R +MIX BE & DRI
L AR ERZEDRO b (p<0.01 : B YR T ¢ v ZEUFGHT) . TOBREET 12~14
BMC IR RIZE L-th. 24 I CHERF S 7=, ACRS0 X TN ACRT0 ([ZBW T, aHIflcH
72D ARFIAMIX BET, IS ERAMXEELY b ELHEBR LT,
ACR D #ZB5rOHERS (ITT-NRI)
(%) —0- 75t FR+MTX —-@ A#Al200mg+MTX —m A#1400mg+MTX
100+ (N=127) (N=246) (N=246)
90
80
70
S 60
5 50
= 40+
304
20 * By I - z
o] ¥ g A—3 3 34—
oS - : : . . s
0 1 4 6 8 12 14 20 24 (GH)
2531
(%)
50+
40+
§ 304
i P
" 2 204
104
I
0l &7 D A ¢ L\I
0 1 2 4 6 8 12 14 20 24 (38)
510 11
(%)
504
404
2 30
&
= 20
10
0-+— o < & P- 9
01 2 4 6 8 12 14 20 24 (GH)
540
38 +095%CT

T :p<0.05, %:p<0.01, *¥3%:p<0.001 vs 7 TR+ MTXEE
T RT A7 ki 53T

* 24 A RF O B B R EE AT I

24 BRHZ BT HIETERS v —7 227 (mTSS)DN—A T A SO BT, AHl 200mg
+MTX BER TN 400mg+MTX BEOWT N 77 BRI HA_NFEEIS/NE L (p=0.003, p<

0.001 : HZESHT(T 7)) | BHEIRHEOEITINGIFR D b iz,




V. BEICEY 5IER

TH H N
24 BREIZH1T B MISS DR—R S A VBB DZEILE (ITT-Linear)
21 —— P35
—e— i
15 mi=al WEGEE
A 054 *
% *%
& 0
£
-05
_1 J
TR +MTX A#I200mg+MTX AF#I400mg+MTX
(n) (112) (214) (222)
*:p=0.01, *%*:p<<0.001 vs 7T &R+MTXHE
AT (T 2)
- BT & D FRHERE O FHTI(HAQ-DI)
24 HFFIZ I 1T D HAQ-DI D_— R T A Vg b O LB, AFI+MTX #E T 7 B REECLE
NEBIET L(p<0.001 : L5805, FEEEOSEENRD bivie, £72, 1 #HF» G 24
REE O B EREA 238 L C, R BIR 2 < KRB+ MTX WifHE 77 2R +MTX B & bl LT
IRBRE 2 Lo LT,
- @ FE R QOL(SF-36)
24 SEBRZRT A5 36 H B @EMA(SF-36)D_— R T A VNS O H RAdE < U —
i R (PCS) B OREMIERE Y~ U —(MCS)DZ L RIEV T b . AK+MTX BT 7 £ REEC A

AEIET LW s p<0.001 - H53H0504), fEEEESE QOL OUENTD b/,

- Z DA
24 WEFIZB T DI FR A 7 — D=2 T A VNS DOELRIT, AR +AMIX BT T+
AR AFEIET LTS p<0.001 : L55H0554T), 55RO bz,
F7, BEERNFENNAOAEFEMRICRIETHEZBE I FHAICDRZ VML 2 A, Hi#)
AFEMEREOREMICB N T, AFI+MTX BEOEEEOSERBO b, #5KTHET
Ak L 7=,

S S
DTN OR R THI L b U X~ 7 NS VHURIGME & 7r o 72 BE (FURBEIEBD O EI G113, 5.1%
(25 /494 )y T o 72,

- AERITIE, AF| 400mg+MTX BEIZHE~ 200mg+MTX BE CTRERNE 1o 7=,

e Xq

- IR L ORBEBIMEN G E TERWAEFSEIER)IX. 77 AR +MTX # 125 #i4 23 i
(18.4%), AH+MTX # T 494 Gl 117 B1(23.7%)IZFRD HALTZ,

« AH+HMTX BEO F72BEAIL, aPTT ZE 13 51(2.6%). FMEER 9 B(1.8%). IR 7 #1(1.4%),
9% 1H(1.4%)e ETH- T,

- ARF| 200mg G REORIEAZEHEE 24 WET) 13 24.6% (61248 i) TH V., EARBEIWEMIZ
TEHEALE Y e VR T T AT URGRIER 2.4% (6248 ) . FEA, BB DK 2.0% (51248 #il) |
IR 1.6% (4248 f51) | A 7B gk, MR, @MEDR 1.2% (3/248 fil) % Th -
776

AGRIERTAH A BH(DIR 120166)(CZP-12062)
AAGRIERTAH A BH(DIR 120164)(CZP-12060)




V. aRIcEY HER

® BNENMHA_EERLERAER (RAPIDT HER) MWEAT—%) ©
IEEIME RA BE 2352, RA OBER OEROLUEIZKIT 5D MTX EOFH LEAKIO 2 HEDOH 2
%, MTX Hif| L g L7z,

TH H N
REBRT A v | Stk ItFE, BERL, 77 BRAB, ZEER, WATRER
15 Bt 8| MTX IR CTRIRA 22215 RA B 982 #l
MTX 12 & 0+ 72 B G b ivie o 7 iEEME RA BB D S B DL T OHREEE F T 7= 3k
NEH
—kE U U~ FFEACR)D /P FEHENE(1987 FLLETHR) T RA L2 SRIER 6 A LLE), T
FLAEME A TR BN EN I A T 5 R
N . - JEIRBARIE 9 » Pl (68 BAKIH)
SRR JLY -
FEEREE | im0 » L (66 B
+ ESR30mm/hr BA |- X3 CRP1.5mg/dL % #8 2 %
—IRBRIRE 5546 H 6 & A LL LRI HERE O H OB EIZH D0 6T MTX O 52517 T
(=720, JREREES G-8A46 0 2 EAH UL ERTD D MTX O &S —E(10mg/#HLL E)TH D =
L)
MTX B . 7T B REEUIAF D 2 FHEREQ00mg #3213 400mg ) D W FEMES 12 E]
DATT, WD E 2 EEIC 1R TERE L,
5 " 200mg #£ &% OF 400mg #EILBRAAH & 400mg % 0, 2 K OV4 WIC#H 5 L%, 200mg X% 400mg %
2 B G L,
MTX (X ENLE R ERE | BREREO H 84k L7,
Be I - 52 M
. 24 HFFIZH 1T D ACR20
i E‘/ IE N A Y 29 YN > ° =)
S L I O BIFIRSE OHEITIHI(IE1ER > ¥ — 7 A 27 (mTSS) DAL &)
(RS TRIN
ACR t#EH 7 &
= O fh o | BEEME
MM oE B | mETRETEL R D X T RIVHURRE
Ak
HERRR L
Btk
- 24 EE KON 52 W@IREIC 81 D ACR20
ps P 24 BIRFIZE 1T 2 ACR20 1E, AHA] 200mg+MTX £ & OF 400mg + MTX B TEALZE 4L 58.8% KT
60.8% TH V., 7TER+MTX B 13.6%IZ~, AE7Z ACR20 OUBGENRD biLiZ(\ T
$ p<0.001 : B RT 1 v 7 [EUFESHT),




V. BEICEY 5IER

o H RS
24 BEF R U 52 BBFITH 15 ACR20 D EER L& (ITT-NRI)
7T R+ AF
MTX 200mg+MTX 400mg+MTX
(N=199) (N=393) (N=390)
24 H#¥(n) (n=198) (n=388) (n=388)
ACR20 27(13.6%) 228(58.8%) 236(60.8%)
77 AR +MTX BT 24 XL 9.25 10.07
97.5% 5T X [H] [5.49, 15.59] [5.97, 16.99]
pfE® <0.001 <0.001
52 JHHF(n) (n=198) (n=392) (n=388)
ACR20 26(13.1%) 208(53.1%) 213(54.9%)
77 EAR+MTX BT 24 v XL 7.70 8.26
95% 1= FEIX [ [4.85, 12.20] [5.21, 13.11]
pfE® <0.001 <0.001
B ERER OCHUIE 2 T & Lz u PR T ¢ v 27 [IRASHT
i L 24 SEBFIZ 1+ 5 ACR20, ACR50. ACR70
7T &R AFI+MTX
(+MTX) 200mg 400mg
ACR20 13.6(27/198) 58.8(228/388) 60.8(236/388)
TR RBIIKT DAy XY 9.25 10.07
[97.5% & X ] B [5.49, 15.59] [5.97,16.99]
p<0.001® p<0.001®
ACRS50 7.6(15/198) 37.1(144/388) 39.9(155/388)
T T RRRIT oA v XD o 7.59 8.52
[95% 15X ] [4.28, 13.44] [4.81, 15.07]
ACR70 3.0(6/198) 21.4(83/388) 20.6(80/388)
TTRRRIHT oA v XD o 9.25 8.69
[95% B FE X /1] [3.93,21.75] [3.69, 20.46]

% (%)

X SRR OHIR 2 LA L Licr 2T ¢ v 7 RIFET v

b)FRE D % EME I Bonferroni (233 & FHEE (B AKUE « M 2.5%)




V. BEICEY 5IER

W

»}

- 52 F IRF O B A A T HI I
52 FRFICEB T DIEERY ¥ —7 227 (mTSS)DR—RA T A VRN OE(LEIX, &K 200mg
+MTX BEKL T 400mg+MTX BEOWFN G 7T B REHCHAFEICNEL (PRt p<
0.001 : E43HAT(T 7)) . BAEIHE OETINRI RO bz,
AHN OB HREB O E L, HEET -T2,
52 BEFIZHETH mISSDR—X 54 VML DELE

7T 'R AH)+MTX
(+MTX) 200mg 400mg
. — 383+
NR—RT A 39.0£44.5(199) | 38.4£49.4(391)
47.1(389)
NR—ZF A b DL 2.8+7.8(181) 0.4+5.7(364) 0.2+4.8(363)
FERZE [97.5% 5HE XM @ - -0.5[-1.5,0.0] -0.6[-1.5,0.0]
pfiE® p<0.001 p<0.001

S fE AR AR 22 (150

a)Hodges-Lehmann O i EfE K& OUEE 722 (EHE X [

DN AT A B DOEED T 712N T, BEERR OIS ZR A, R—2A T EDT I %
AL Lo BrET v

52 BEFIZHTH mISS DR—R 5 4 UEA b DEILE (ITT-Linear)

—— I
—o— i
Om M s

x

mTSSHZEAL &
e

k3k K3k

-1- 77 R+MTX A#200mg+MTX A#400mg+MTX
(n) (181) (364) (363)
#4p<0.001 vs 7T7R+MTXHE
HG W (727)

SR

DT DR R G 12 B E2 RO THEAL M) X7 SXIAHURBME & 7o T B
FHURBGHEFD) O EIEIE. 6.4%(50 1/781 Y T - 7=,

- PURBSMERBIRIZ, 6K 12 HWEFIEIN L, 52 @ECIE3.7% THh -7,

« RBR IR P PUREEE & 72 o 72 BB OEIA X, A 400mg+MTX BEICHE~, 200mg+MTX #f
TEN o7,

Ak

- IR L ORIRBRA T ETE fgb‘?ﬁ%%%(élﬂfﬁﬁﬁ) . 77 BR+MTX B 199 FHH 50 {5
(25.1%). AFHI+MTX #C 781 Bl 333 §i(42.6%)IZFRD HALTZ,

« RAI+MTX BEO E2BIERIX, IRIEEYE 29 1(3.7%). THFEEERFENNAE 22 $1(2.8%). F&¥& 18 4
(2.3%). T 16 Fl(2.0%) 72 ETH - 7=,

- AH) 200mg FKEHEORNWEMZBIE 2 HET) 13 42.6% (167/392 ) THo. ERE {’E)ﬂ
JRIEEIEGY 3.8% (15/392 1)) . AFBRERHENVE 3.3% (13/392 #i) | 57 2.6% (10/392 i) |
SISO IMAE, VRSN . LS D% 2.0% (8/392 i) | VEEEBALZ (0, FER @%
1.8% (7392 ) & Th o7z,

CGREFRTAH P EHDIR 120166)(CZP-12062)




V. BEICEY 5IER

® BYLEMIDb tBEKER (CDP870-077 &ER) (MEAT—%) ¥
IHEIM: RA FBFITXH LT, 18 iﬁFﬁ@%}Jﬂﬁ%‘Fﬁ‘(zﬁﬁHMTX) X D ACR20 e Ef 2 %t 52, AAFD 2 ﬂ%
1% - FHEQ00mg @ 2 45K N 400mg D 4 H ) DOEFKR IR %2 MTX BAI & ik L, & 512 16 B
72V BRI OHER 2 et L7,

I H Mg

FEERW - ZhEsdkE, HEER

PIRTTA L | — et - 2Haaesti, W(ERIL. 75 AR, —EER
w o A FFERM : MTX ‘%%T?JJS'ET oI IEEE RA B 333 431
0 CEERY 18 EMHCIIT D ACR20 SER 209 4
MTX (2 &0+ E S N> T2iEEE RA BE D S &, LT OREHEEZ T T2 18
Ll Eo B
—KEY ¥~ FERACR)D S FEIENE1987 FLLETIR) T RA L2 SNGEIER 6 B ALL L), T
SRR A TR AR A AT D R
N . - ESRBEEER 6 » ATLL (28 BEFiH)
ge b4
EEEIEE e 4 970 Q8
« ESR28mm/hr %8 2 % X% CRPImg/dL L)
— VR GBH O 3 EA L LRI D EBROFFHO A EIZ) )b b T MTX O 52515 T
WHE(-Z L, IBBREESHGA 2 HA U LTS MTX OFAEN —E10mg/HLL ) TH
HZE,)
JEE W MTX B . A 400mg % 0, 2, 4 BICHEE L=, 200mg % 2 #RIEC 16 8
FCHETHRE LT,
Vi | ZEERY 18 HEHIEBIT S ACR20 #EH 2 MTX GFH T, 77 B AREEXITAAID 2 HiE - A

EE(200mg @ 2 K Y 400mg O 4 )OO W T IUNTIEIEZIZE D 1T 72,
# 5 1 1 30-32

ERFLIEE | 34 HEFICISIT D ACR20

SafE IR
MERHEL b Y R~ R R

z O o
AE M H OH e Ao
HERRRE
At
- 34 JKFIT I D ACR20
FEERINCAANC & 0 BEEZIIL(ACR20)23588 L2 BFICH T 5 34 D ACR20 13, AH
200mg/2 ¥ +MTX # K& O 400mg/4 ## +MTX B TENZELL 67. 1%/320\ 652%THV, 77 kR
+MTX B 44.9%IZ 0~ A E 72 ACR20 DUGEN G HA1(p=0.009 LT p=0.017: 2 T AT 1 =
2 [EVR 53 HT). Eﬁﬁkéﬁ%w&% Ihis,
34 BBFIZH 1T 5 ACR20 D BERILLER (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 IX[H [1.26,4.99] [1.16, 4.56]
p fE® 0.009 0.017

A AT o v 7 AT




V. BEICEY 5IER

7

b H WA

SR

cWTNDDORERTHI L Y X7 NAHUREME & g o T2 B HURSE)OEIS X, 77
TR +MTX B 31.9%(22 $1/69 Bil), AHl 200mg/2 i +MTX B 18.6%(13 51/70 f51]), 400mg/4 i
+MTX # 8.7%(6 /69 ) T - 7=,

- PURBEPERBLZRIZ, 16 TR D 34 BRHTHIIN L 72,

e Xq

HEERMICEW T, RBRELE OREEBRREE CTCERWEERELEIEM) X, 333 #iH 96
F1(28.8% NZF8 D B AL, EABMERIT EAEREY 17 F1(5.1%). REIES: 10 #1(3.0%)7 &
ThoT,

HERMICBW T IARIE L OREBIENTE TE R VWEEFRENER)IX, 77 2R +MTX
Ercwm$1uwwqm AHN+MTX BT 139 Bl 28 $1(20.1%)NZFBD H AL, AAI+MTX
FEOERBWER T, ERGERYY 6 61(4.3%), JRIERGL 6 B1(4.3%)e EThH -7,

- A&F 200mg @ 2 HHIEE G HOBEEMFEBE (18 HHF 0 1171 34 WE T) 1% 28.6% (20/70
F) THY., EREIERITREG: 5.7% /70 6)) | FXGERY43% (3770 1) . FE. Bl
BIER D% 2.9% (2770 ) FEThH-oTz, Fio. AH| 400mg D 4 M8 HFRH5-8E O @IVE R SR
(18 FEI Y H1F%% 34 W E T) 1X 11.6% (8/69 i) TH v, E2RBIEMIT EXGERY 4.3% (3/69
) . AREASLARA L RBEEGE DA 2.9% (2/69 #) ETH -7z,

FK B AL EHDIR 120170)(CZP-12066)
() BfEiY v~FIoi L OKRENTWD AL - ARIE I@E., kAL b X~7 X3 GEfs i z)

LLT, 1@mwgéamlz W%, 4BBICHTES. L% 1 [E 200mg & 2 B OB TR TS5, 7
B, JERZERIZIT, 10 400mg & 4 BB OB CTHE FENTE 5, ThA,



V. BEICEY 5IER

< HzfE >

@ BREI/IMHAERGHEE (PS-0017 &ER) '
HARNOHEE~EEORETEZZEZHAT 5 PsO BE (PsA OG M ZETr) OIREIZBWT, KK
400mg 2 ¥ 18 } Y 200mg 2 W TGO ML 7 7R 25 E U CRaE L7,

I H Mg

AR T A > | SR, MERL, CEER, WATHER., 77 R, 5 I FRERER

A~ EEOSEIEEREE (BEEMR OS2 5 T) 127 f

NI NS
R B b e ORI 22
P~ B OB PERERE (RO S B AT
1) RERES AT 5 ERE (SRR OB R OBWEZ T 6 4 A UL
LTWAERE
2) RO SETER O UDGERER O UDICERE O % & 70 5 B
REPEAT R R O T A £
g | FERERLACE I OB o 25

1) A7 U—=UJRRC, BBEMER S OIR AL RE OB 2 2 1 T\ 5, BEM TR OZ
Wrik, HAKERSS (JDA) OZWEELH-ZL TS Z L

2) WRMERLRUEDSHA . SEMTEEOREAES & LD RORERH D Z L

3)  HEMERLRIEDOS A N— AT A CHRKmAL (BSA) 1IZxT 2 HMEO R A m AL O EIA>80%
ThoHI L

AR, PEE~EEOSHMEEEE (BEEERTZROSIZET) 2R LI "HE
foS— & R ROE K O e R 2 5l S & LT dEE R — b Ok &7z,
[ZEEHR—F]

BAHAM (0~16 )

WREFIZDTOWTINOREC 2 1 21 1 OEIA TEMESICE 1 Sz,

- 400mg BE : 0~14 FIZAHA 400mg 2 HE %5

* 200mg B : BHAAH & 400mg % 0, 2 KOV 4812 3 B 5%, 6~14 12 200mg 2 # {5

< TTRAREE 0~ 14 BICABEREKE 2 BERS

HERFIIM (Week 16~52)

1) 16 3 T PASIS0 % 2% L - -

EAMMTE MF SR BEERHC LY. LTO LS ICRBREE &L ShT,

- 400mg £ : H KT 400mg 2 ¥ kiR 5

* 200mg & : 200mg 2 #E 1T 400mg 4 B 11 1 OEIA THERT L, BHRT Tk 5
il | T TR BT TR AR

[FEE#HR=A— ]

BAHAM (0~16 )

B MR RO SO OWER S 2. 1 1 OBEA TUTOESHRBEGRECE Y 1372,

- 400mg B¥ : 0~14 FIZAHA 400mg 2 HfE%5-

* 200mg B : BHAAH & 400mg % 0, 2 KOV 4812 3 B 5%, 6~14 12 200mg 2 # {5
HERFIIM (Week 16~52)

WIENAR L O 16 B TOWERFHRICESE | MR O®BELZLIT O X 5 ITHRE LT,

1) SfcEE (REMRE) © IhSEUeE) UL TEASE] 2 3ERUE PASISO (REfEMEAL
FEHiE) %R L7

BANZEID AT iz B CIBIR & kg L7,

2) efkckEE (MR MEERe) © TSR W) Ut FERE AARERK. XX PASIS0 i (§
FEPERLEOE) ASREER OB

200mg FEDHERE 1X. 1EBRFE(TER QKW T, 400mg 2 BT REEZ WREL L7z,

SErEiERE (HEEERO S0 2 &) 16 O PASITS tiER

A ol ;
EERMIR | s s % OIS RER #6121 L C 1. ST R E L Ao e




V. BEICEY 5IER

o H RS
SRR (BSEERE O S0 & & i)
- 16 WD HRE KT 5 ERT O AIEFEAM (PGA) R
gipcepmgg | (MO PASDOCER o E
- 16 WO R EHEBBE O QOL FHMifEAE (DLQD) A= T DR—R T A U inbOE{LE
- 16 D INRS A 3T DR—R T A b O E
B REMEAL R E Je QMG ME R 1B Uik, BIREHAIE B IR & L7e o 72,
SE iR AE CIEEETREO A Z ETe) 2B D EE
- 16 WIFIZ I 1T D PASITS, PASI90 KUY PGA i
16 B D PASI75 SERIL, 77 BARHET 7.9%, AHl 200mg #£ T 73.0%. 400mg T 87.1% T
o772, PASI75. PASIO K FPGA WERDOWTFTNICE W THAFOKEERHETII T T &R
BEICKT U CHEEHEMICHA B SERRICERO & 2 8Em 037380 bz,
6 BEFIZE T2 PASITS DRI LLER
|
7 5:;22{ 200mg A 400mg
(N=26) (N=48) (N=53)
PASI75 BB (%)
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%I5 X [H) (48.22, 81.90) (65.10, 93.17)
TR ARBIIKRT D4 v X 31.695 79.112
(97.5% (EFEX ) (5.129, 195.877) (11.739, 533.168)
P {H — <0.0001 <0.0001
o " PASI90 = (%)
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%I5 X [H) * (30.67, 76.47) (51.95, 99.04)
TR HT B4 Xk 38.696 100.459
(97.5%15 1 X ) B (6.047, 247.634) (15.540, 649.437)
PfE® — <0.0001 <0.0001
PGA t#ER (%) 0.0 52.7 66.7
TIRREEL DE 52.7 66.7
(95%{ZHHIX[1]) - (29.95, 75.39) (43.34,90.15)
T RARBICRT D4 v X 38.193 69.580
(97.5%(ZHEX[E) (6.113,238.619) | (11.138,434.659)
Pl — <0.0001 <0.0001

1 SR, 4y Xt EEEKHEEO p HEE, B5HEOREO LY FRRFI O A
DA EEK T & LTz logistic BUF 04T THH L7
12 1 MCMC % I TR % 4 56

a) AFOXZERL T T AR L QLB TI, p EITA BB

2.5%THE L7




V. BEICEY 5IER

o H RS
« 52 WEFIZ 1T B PASIT5 } (X PASIOO0 i #R
HEFFP G HIRNCBAT LIRS 1T 5 52 oD PASITS thsR 1T, AH| 200mg 2 i# m#% 5-—
200mg 2 M GHE T 69.2%., 200mg 2 ¥ ik 5-—400mg 4 38 f5: 8% 5-H T 85.0%. 400mg T
86.3% TH 7=,
52 BRI H 1+ S PASIT5 B Uf PASI90
200mg 2 5@@4&5% 200mg 2 i@/ﬂ?&“%‘ﬁ 400mg 2 B HEH 5
200mg 2 MG 400mg 4 WG
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)
%(B1%50)
ARSI HERER AR (0~5238) I2351F B PASTS KUY PASIOO0 =R
ARG A MEE. F 0% 52 F THERF S L,
PASI75 KU 90 #2EEZE{L (NRD)
PASI75 (%) PASI90 (%)
77 'R 200mg 400mg 77 'R 200mg 400mg
N=26 N=48 N=53 N=26 N=48 N=53

2 i 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 8 3.8 72.9 79.2 0 52.1 50.9

il PS 16 i 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 3.8 77.1 90.6 0 56.3 86.8
28 ¥ 0 72.9 90.6 0 60.4 79.2
32 i 3.8 75.0 88.7 0 64.6 79.2
36 1 3.8 75.0 88.7 0 58.3 71.7
40 ¥ 3.8 75.0 88.7 0 62.5 79.2
44 0 75.0 84.9 0 64.6 75.5
48 i 0 72.9 83.0 0 62.5 77.4
52 i 0 72.9 83.0 0 60.4 81.1

AWM R G (0~5238) 12381 5 DLQI Efifsg
DLQI Ef#Rix, AFOWTho&ESHEL, 285 1638 % T LA L, 200mg #Ti%, DLQI
BAREERDN 16 B 6 52 8 £ THERF S I, 16 1 56.3% K% 1052 3 58.3% CTdh 7=, 400mg HETH |
DLQI EfERi% 16 W75 52 £ THEFF S, 16 BT 62.3% M N 52 I 64.2% TdhoT-, 7T
TARBETIE, DLQI Mf#RT 2 (3.8%) 75 161 (7.7%) F CHEFFS =M, LD
TOFHBRE T 0% TH o7,

o AP G MR GAR (0~52 ) 1ICEIT B INRS A 27 0 EEER
INRS R 2 7 ZRMRIL, AFOWTOFREGHES, 20620 ETER L, 20875 528
F CHEFF SN2, 200mg BE TR, FEERRERD 20 8 25.0% K% OV 52 ¥ 27.1% CTé > 7=, 400mg BET
IZENZN 453%B L UN50.9% Th-o71-, 77 BRRETIE INRS A 2 7RIV T OB S
IZBWTH 0 ThoTz,




V. BEICEY 5IER

: i A

- BIEEME LB E 2B 1T D5 ACR20, 50, 70 EERE

BAEREE IR %9 5 e i, BBTEMTRE S OFRE C. N— A 7 A VRO IEIRBE L O
FBIEEA VTR 3 B Lo BE THRE L7z, A& 200mg BE G B Tix, 2~8#EW
32~52 JEIZ ACR20 e¢ % & 3R LI BBRE DS | HlTH 7=, 400mg BETIE, 2 LN S2 D
ACR20 B0 ER N T IZH 60.0% K Y 100%., ACR50 SERNZHF 1 20.0% K 8 100%, ACR70
WERINZ LI 20.0% K% T 60.0% T - 7=,

SRR (EEEERO A2 &) (B B ReN

- RFIEGEC B W CEAMBHERIICRO b TR OFEH Y ) OFEFER (@
TER) O%BIZRIL 32.0%, 400mg 2 15 28.1%M% UF 200mg 2 #5445 +400mg 4 8 5% 5-
29.2% CRBRE CThH o7,

< 2 BILL EDFEBLATRD bV BIVEE SR 561 (4.1%) . W2E 4 B (3.3%) . KA.
BHEARENTI 3 F (25%) . MFEE, oA RER, BEORE, Mld~—0—8, 258
SERZNZN 20 (1.6%) ThoT,

B REEAL R E J OGRS iR s B8 1) B Aot
- BRIR IR YGEE (CGL-D
HEREMERL R E M OB MERERR AR 2 BRI E D33R0 D iR O EI A%, A
HHEEFHIR 208 U TR T MER S Tm, 16 BFIZ B W TIERNIC L B BRSNS i BT [
FRSIX T 2 RER U 72 BB ISR e < 7 IR 7 B, SRR ROE T 15 Bl 14 I T o
7o 52 MR T TEMUTUWE] & L7 B ISR RLRE < 7 B 6 ], ROmEMRT fE
TISEIh 1261 CTH -7,

B REEAL R E e OGRS R IS B 1) D R et

EA IR HERIRICRO b TR E oBEH Y | OFEHESE BIEAR) 13, R
JIERE T 65 (40.0%) . NERIVERLRERE T3 6] (42.9%) DOAEF 9 Fl (40.9%) (RO BN
776

- BEMRVERLROE B TS SN7-BITEH (PT) 138208 Q 61) DIFAESRERALSUS, B~~~
A HRIEE ., WAL, WK, 77 =0 7/ T A7 =27 —EHIN, ZIBAEE, i
BEMERE 3 E 1 61T - 72, iR R TS S 7= BIVE R 3 ERIBAE | IR e,
SERK 1B TH T,

TRFRIREFHAM & £HDIR 190244)(CZP-12134)

SV M AREKER (CIMPACT) BB AT—4)
A~ D PsO A 2 RIRI2, PsO Ok OVERDSEICH T AR O 2 HEOFEMEE2, 75

AR LB L,
H H WA

BT A v | ShaRER. —EER. BIEAL, 77 B R RO, AT

B B %t & | PEE~FEEO PsO B#E 559 f

1) 18 mLL LD A B K Ot

2) PsO L2ZMENThE 6 » AU BB L T2 B

FERPLNE | 3) X=X T A D PASI A a7 >12, KEMIE (BSA) (237 DO HAEmEDOEE>10%MK Y
HEE K9 D ER O WFERIFHE (PGA) A2 7>3 ThHEH

4) WEOREFRIER O/ SUTEIRIE R O UL FREOxI G L 7e 5 BE

— 44—




V. BEICEY 5IER

o H RS
FITHRANOBFEAHRRBRIC SN U 72 UL RRBR A TARAI 2 U728
HEREMERTRRE . IR XX 2 MENRIE R L & W S T iR
FEERAN AL HE HEHE S L BIRE R DIRPR D 7= 01T, 2 FFHLL Lo AW 7y is) [gEsER 7 (TNF) FH
FIAEET] BRX— AT A ORI T LB
BEIZHIEOIGREDO - DI Z 327 M &M H LI BE
MM (0~16 1)
UTFOWTNORET3 13 :3 1 1 OEESTEESIZE Y 1T BT,
- 200mg #f : ﬁ%ﬁﬁmm@éo 2. 43I 3@&%& 6~14 #1Z 200mg 2 5
* 400mg Bf : 0~14 8|2 400mg 2 B 5
T HZ BT M 0~ BIC= X )T b 50mg i 2 [ TS
- T REE AR KRS
HEFFHIM (16~48 )
| AR EI D fH SN S RHC LV ER T CUTO L 5 IR # 5 LTz,
i 5 -mm@ﬁ:mm@zﬁﬁ&ﬁ\mm@4ﬁﬁ&5\f?tﬁﬁﬁmzztlfﬁﬁ
* 400mg & : 200mg 2 HEF G- mmgzLﬂ&ﬁ 7???&5 1 CHIM
I5zwﬁ7hﬁ BRIAH B 400mg % 0, 2, 43 3@&§%ﬂmmz A, 777K
5122 1 CEIM
. 7°-7Jm“§ﬁ¥ 2 T AR Gk
HERFHI O RBERFIZ PASIS0 D3 ARIER & 72 o 12356, FFEEMBIFICEAT L,
FEERIM
200mg 2 I 4EH 5 3 1T 400mg 2 B 5,
FEFMIEE | 12 80 PASITS SR
- 12 KT 16 D PGA S
- 12 8% TV 16 180 PASIO0 Ui
EIFEHIEEE | - 16 i PASIT7S diE
- 12D PASI75 SR (=& 2t 7 ML OLER)
- 48 3 D PASITS ek ER
A
- 12 RFIZ35 1T % PASITS SGER
16 @ PASI75 teERIL, 77 BREET 7.9%, AH| 200mg T 73.0%, 400mg T 87.1%T
&7, PASIT5, PASI K X PGA WERDWTIUCE W T UL AFOERGHETIEI ST &R
BEICKT U TGRS B 2R AICE R O b 2 YEENRD b i,
6 BB IZH (15 PASITS DEERTLEER
;;;Z ;jig 200mg B 400mg #¥
N7 NZ170 N=165 N=167
fi& P
PASI75 BER (%) 5.0 53.3 61.3 66.7
TSR REEE DE (%) _ _ 56.2 61.6
(95%{Z X [)) (46.4, 66.0) (52.1,71.2)
7T RECKT B A — _ 30.023 37.988
Rt (8.971,100.481) | (11.312, 127.576)
(95%(EFE X H)
p — — <0.0001 <0.0001
EL R, Ay X, BERE RO p i, B5RE, Hiuk OB E o AW Er Al o
i OF % K1 & L7z logistic [FURAT CH M L7
72 1 MCMC ¥ % O CRINE 2 f 58




V. BEICEY 5IER

o H RS
- FAE TOMIM (16 JIZ PASITS % ERL L 72 #EBRE A3, PASIS0 A AR 72 D E TOHIM)
16 12 PASI7S S & A LI BFICBW T, MERFIIRTIZ PASISO Rk & 70 5 £ COWIR %
Kaplan-Meier {% TR L7z, MR OAFIGHEERFETIL, 77 BRBICHATHRE TOM
23 E D> 72 (p<0.0001~p=0.0027) , E A M TAH| 200mg FEZHFI 0 AT & 7o 4kBE T,
HEFFIIRD 0 200mg BE & 400mg BECEWITERD B2 0o 7= (p=0.3755) . EAHIM T 400mg
BECEN D 1T S5 T, HEFFHARI 0 200mg B & 400mg BEISEWVRH Y (p=0.0978) .
400mg FHEHRE COHMMNEWZ L AREB I T,

BRE COHIM
iE A HA 200mg/2W 200mg/2W 200mg/2W
HERFHIM 7SR 200mg/2W 400mg/4W
1155 N=22 N=44 N=44
HRHD . n(%) 9 (40.9) 5(11.4) 2 (4.5)
TR E CTOHIM (PASIS0 23 RIERK)
p il
THEINE T h>T TR — — —
200mg2W— 7 &R — 0.0027 <0.0001
200mg/2W—200mg/2W — — 0.3755
400mg/2W— 7" 7 &R — — —
& 3 400mg/2W—200mg/2W — — —
EE NS 1] 400mg/2W 400mg/2W 400mg/2W
HMEFFII 751 R 200mg/2W 400mg/2W
il N=22 N=44 N=44
HRH Y. n(%) 10 (40.0) 5(10.0) 1(2.0)
TR E CTOHIM (PASIS0 23 RIERK)
p i
THXNET v TR — _ _
200mg2W— 7 &R _ _ —
200mg/2W—200mg/2W — — —
400mg/2W— 7 T &R — 0.0015 <0.0001
400mg/2W—200mg/2W — — 0.0978
et

BRI L OREDH Y | OFFEES EUEH) OBB=IT 17.7% (92 #i) ThH-o7z, 200mg
X 15.1% (40 f511) . 400mg BFiZ 16.4% (58 4) ThV., RRETH -7,
c BB 1%L EORNWER (PT) 1, EXGERER (2.5%) . SWHIEAK (13%) . y-Z ¥ 3L
NS UAT =T —FHEAN (12%) . W ONCEMREEE L OBEETR (% 1.0%) ThoT-,

FK B AEAM E EH(DIR 190238)(CZP-12137)




V. BEICEY 5IER

© @By EMAAEER (CIMPASI-1) WMEAT—4) 1©
R~ E D PsO B & 151, PsO O OYEIRDUFEIZRBIT 2ARK D 2 AEOAGMMEE, 75
TR LR LT,

H H WA

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

M| e

B B kb & | PEEE~FEE O PsO B34 234 4

1) 18 mELL LD AN B K Ot

2) PsO EZMENTHE 6 5 AL LGB L TS HRE

FEBRRAHAE | 3) X=X T 1 D PASI 227 >12, (KKififE (BSA) (Zxt3 2 Efif O IR AL HFE OEIE>10% K O
HEE L 6r 3 2 ERM O GERETHE (PGA) A7 >3 ThHEE

4) RERED R EFIRIE L O/ UL L O UL BRIE OXI G & 72 b B

FOREVERLEOAE . ROIRFCIE, ST BB MR IERLRE & 2T SN BE BEICAH Z &b Sz
TEERSMEYE | L RS BIEE PRI ORI O 722 2 FREELL_ b A rg A IESEEEIR 7 (TNF) B
FREG] 2 LEE

BAHAM (0~16 3#)

UTOWFNNORET 202 1 1 OEIA TEEZICEI Y AT 5Ntz

- 200mg #¥ : BHAGHI & 400mg % 0, 2, 4 #8IZ 3 M54, 6~14 (T 200mg 2 HEH G-
- 400mg f¥ : 0~14 81T 400mg 2 Ffi % 5

< 7T R AR RS
HEFFIIM (16~48 )
| BAMIRNZEID M BN B ERIC L D ER T T T O L 5 IR 5 Lz,
Ji 1 200mg B : 200mg 2 B L.

- 400mg #% : 400mg 2 W ¥ 5-

< 77/ AEE  BAAH R 400mg 2 0, 2, 43I 3 [EEE#%, 200mg 2 ARG, £ Tk
HERFHIM O SKBEREIZ PASISO S RFERK & 72 o 12354, FFERMIFICREAT Lz,

5 I

200mg 2 W A£G X% 400mg 2 W5,

16 ¥ D PASI75 iR

T SAETE

EHFIAR | O e
16 D PASIO0 it

v 2 16 D DLQI AT DR—ZF A b D

Bl ST EE Q AL B

48 8 D PASIT5 iR
48 D PGA thER




V. BEICEY 5IER

o H RS
ARE
- 16 KT D PASITS KUY PGA thEER
16 D PASI7S BiERIL, 7 7 EREET 7.9%, AK| 200mg #£ T 73.0%. 400mg 7 T 87.1% T
BH o7, PASITS KO PGA HEROWNTHICEB W T U AR OFKZERETIZT 7 B REICH L
THAFICHE B DERNICEKRD & 5 B0 7EBD bl
16 BRFIZF (5 PASITS B U PGA ohi3E 3 0D B LE B
|
77w 200mg = 400mg
(N=51)
(N=95) (N=88)
PASI75 SE= (%)
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%(ZHEX i) (47.92, 72.17) (57.65, 80.99)
TR ARBIIRT DA v Xk — 28.962 45.660
(97.5%IE X M) (6.968, 120.371) (10.657, 195.634)
P i — <0.0001 <0.0001
& ES PGA B (%)
NRI 3.9 (2/51) 44.2 (42/95) 54.5 (48/88)
MCMC 42 47.0 57.9
F SRR E D3 _ 42.8 53.6
(95%{ZHEX 1) (30.70, 54.86) (41.33, 65.94)
TR ARBIIKRT D4 v X — 20.116 31.143
(97.5%I5 X [H) (3.699, 109.399) (5.687, 170.548)
Pl — <0.0001 <0.0001

L deER, Ay X, FEKE LD p EIE, EGF & O EO LY R O

DO EEK T & LTz logistic BUF 04T THH L7z

2 : MCMC 4% W CRBME & ffi 58
a) AFNOFKBELGREL 7T vRBEL QLTI p MITHEAKERMR 2.5% THRE L7

etk

< 0~48 HIZERO L NEBIKE oL Y | OFESES RIEA) OFRIFET, 18.6%Th
200mg AE T 14.0%}% Y 400mg BET 19.4% Th o 72,
WERIZ, W OEERETH BB REELR 1%ARH Th - 7z, FBEFE 1%L EORIER (PT)

N

i
{

X, BIREER (5.8%) . ERIERYE (3.5%) ROVEREMLR (1.3%) Thol-,

FKFBIFZE S EHDIR 190239)(CZP-12135)




V. BEICEY 5IER

ESVEFEEEER (CIMPASI-2) (BAMEANTF—4) 17
R~ E D PsO B & w1, PsO O OYEIRDSFEIZRBIT 2ARK D 2 AEOAGMEE, 75
TR LR LT,

H H WA

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

M| e

B B kb & | PEE~FEE O PsO £ 301 4

1) 18 mELL LD AN B K Ot

2) PsO EZMENTHE 6 5 AL LGB L TS HRE

FEBRRAHAE | 3) X—RF 1 D PASI 227 >12, (KKififE (BSA) (Zxt3 2 Efif DR HFE OEIE>10% K O
HEE L 6r 3 2 ERM O GERETHE (PGA) A7 >3 ThHEE

4) RERED R EFIRIE L O/ UL L O UL BRIE OXI G & 72 b B

FOREVERLEOAE . ROIRFCIE, ST BB MR IERLRE & 2T SN BE BEICAH Z &b Sz
TEERSMEYE | L RS BIEE PRI ORI O 722 2 FREELL_ b A rg A IESEEEIR 7 (TNF) B
FREG] 2 LEE

BAHAM (0~16 3#)
UTOWFNNORET 202 1 1 OEIA TEEZICEI Y AT 5Ntz

- 200mg #¥ : PHAGHI & 400mg % 0, 2, 4 ##IZ 3 M54, 6~14 (T 200mg 2 HEHx -
- 400mg ¥ : 0~14 W1 400mg 2 F x5

< 7T RREE BRI S
MEREHAM] (16~48 i)
| BAMIRNZEID M BN B ERIC L D ER T T T O L 5 IR 5 Lz,
Ji 1 200mg B : 200mg 2 B L.

- 400mg #% : 400mg 2 W ¥ 5-

< 77/ AEE  BAAH R 400mg 2 0, 2, 43I 3 [EEE#%, 200mg 2 ARG, £ Tk
HERFHIM O SKBEREIZ PASISO S RFERK & 72 o 12354, FFERMIFICREAT Lz,

5 I

200mg 2 W A£G X% 400mg 2 W5,

16 D PASIT5 trasR

RaFifiH A 16 380> PGA i

16 D PASI0 th #HR

16 D DLQI 2 7 D_N—Z 5 A L hx b DAL
48 D PASIT5 th R

48 D PGA =R

IR EAfZE H




V. BEICEY 5IER

o H RS
ARE
- 16 HEFIZ 1T B PASIT5 } () PGA th#E=R
16 D PASI75 SEERIL, 77 BARBET 11.6%., AHAl 200mg # T 81.4%, 400mg # T 82.6%
T o7z, PASITS KU PGA ERDOWT BN T HAFOKELGRETIZ T 7 B REEHCK
U CHEEHFERICHE B 2ERRINCER O & 2 YEENFR O b LTz,
16 SBEFIZE (5 PASIT5 B Uf PGA tREER DB LLE
|
7 7ER 200mg = 400mg
(N=49)
(N=91) (N=87)
PASI75 SE= (%)
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%Z T X 1) (57.12, 82.36) (58.47, 83.43)
T TR T B A v Xk — 33.405 36.212
(97.5%I5 X M) (9.965, 111.983) (10.686, 122.713)
P i — <0.0001 <0.0001
& ES PGA B (%)
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% [ HE X 1) (52.16, 77.46) (57.48, 81.77)
7T RBCT D A4 v X — 106.225 133.163
(97.5%E 1 IX ) (9.572,1178.843) | (11.904, 1489.578)
Pl — <0.0001 <0.0001

Mg, Ay X, FEERKEE O p AL, 58 & O %5 O £ 7 aE o H
DA EEK T & LTz logistic BUF 04T THH L7
2 : MCMC 4% WV CRBME & 4l 58

a) AFIOXEEGHEL 7T BARTEL O T, p EIXHEKEGMN 2.5% THRE L7

etk

< 0~48 HTEO LN NEBRE L OREH Y | oFEES BIEA) ORIEIT, 23.6%Th
V. 200mg # T 25.3%% U 400mg £ C 20.9% Th - 7=,

CBIERIE. WTFhoRG58CTHRBERIT S%RETH o 72, BHFE 1% LORWER PT) 1%,
HEHRTAL S (5.1%) . &HEAR (1.7%) . ERGERGE (1.7%) KO HFEIE (1.1%) Tho
776

FKFBIF 2 E S EHDIR 190237)(CZP-12136)




V. BEICEY 5IER

@ By EMAAAER RAPID-PsA) BAEIAT—%) 1
TEEE PsA FBBE 2 XU, PsA OFUE K OER O BEIZ I T 2 A H] 200mg 2 G- & 400mg 4 I8 4%
HOFMEE, 7R L L,

T f 2.

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

1B B okt 5 | IEELE PsA FBEE 409 f1

1) 27 U —=V 7 HrOFERD 18 Ll b
2) PAEMEMEEERED Sy EHEUE (CASPAR) (THES & | A AJIE D BIERAENEEERE & 2T S, 6 » H
ER STt
3) IGEEEE R IR A 2 T A B . IO 2 AT 5 BRE
FEERAYE | 4) LITOHEE 23Ol inaik gk 2 /4 5 8%
AP V== TROR—RA T A > OB 3 ULk
AP V== T ROR—R T A ORI 3 ULk
A7 Y — = RIS R M ER PR3 25 28mm/h B 1% CRP 28 FEHERE R & #8 % %
5) 1 f¥HLL D DMARD 72350

MM (0~24 i)

DTFOWTANORZ 1 : 1 1 OFA TEAELIZE Y F1F S,

* 200mg 2 W GHE « BAGH & 400mg 2 0, 2, 438I(Z 3 ¥ G1%, 6~22 JH(Z 200mg 2 1 fEf
5

- 400mg 4 WAL 58  BlAEFH & 400mg % 0, 2, 43812 3 BG4, 8~22 #H1Z 400mg 4 5%
5

< 7T RAREE B AR S

¥ 15 | MEREHIE (24~48 JH)

WAMRICEH AT OB GHIC IV ER T TU RO L S ICIEBREL G LT,

+ 200mg 2 W 5-FE © 200mg 2 A g 5

- 400mg 4 A 50 © 400mg 4 AR G-

- 77/ REE  BIRAH R 400mg & 24, 26, 28 WIC 3 AL, 200mg 2 HEEEE-. 400mg 4 3#
G-

B I

200mg 2 W 1% 5% 400mg 4 B 5

12 D ACR20 thER

T B S AL I . . =
F R B 24 D mTSS DR— AT A b DV E




V. BEICEY 5IER

H H NOE
A
- 12 IFIZE 1T D ACR20 U
12 D ACR20 SEHRIL, 77 BAREET 24.3%, Al 200mg 2 w5 5-H£ T 58.0%. 400mg 4
HER GEET 51.9%, AFHEGRERIR T 54.9% Th o712, AFOERGETIEIT 7 BRERC
*F U CHSGHFRINCA B DERIRBIICEIR O & 2 BEERFR O bl
12 BB IZE 1+ 5 ACR20 B R D EEREI LR
7SR 200mg/2W 400mg/aw | 200mEBNra00
N=136 N=138 N=135 Niz73
ACR20 diER (%) 24.3 58.0 51.9 54.9
(95%Z X ) (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%I5 X 1)
pfE — <0.001 <0.001 <0.001
7E L NRI A O CRIANE 2 /5 L7z,
G " a) WiT Wald 3R R

b) 7T AR L D 200mg2W B — 7T wAREE, 400mg/aW BE — 7T B REE,
200mg/2W+400mg/4W it —7" 7 B AREE (WONZ, ZIEND 95%EHEIXH KL O p ff) 1%, Wald T
E (AEAERN 5%) ZHONTHE Lz, Z2RZho 7 72 REEE OED 95%IEER ML, #hi
IEHERGE (i Wald [SHER) 2 AW AL

- EVREIRE (0~216 ) 1ZKIT 5D ACR20 th#FR

ACR20 232 1%, AFK| 200mg 2 5% 58 & Y 400mg 4 B 584k, 48 BF CLH L,
216 & CTHEFF L7z, 48 D ACR20 SERIZZNEI 76.0% % X 78.1% TH V. 216 # TlE
ENZEN76.5%K TN 85.1% T > 7=, ACRS0 K TN ACR70 i #3R T b [AIEE OB AAFE 0 BTz,

« 24 BRI IIT HmTSS DR—RF A b OEE

mTSS DR—ZF A b DOEBEIZONTIR, AFIEEIAEEE 7T B REEE ORI EF
FHNCA B R EITERD BRI o T2, T e RIMERR eV — b % O - R AT C I AH
BEABET T IR L B LT, mTSS D_X— 2T A LB OZ &I/ S ME [\ AR
O BTz,




V. BEICEY 5IER

H H N A
24 BDMISS DR—XFA UM L DEILEDHE
ZF5%R | 200mg2W | 400mg/4w 2%ﬁﬁw4
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%EFE X [H) ® (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% (X M) » (-36.32, 1.52) | (22.86,15.10) | (-27.05,5.77)
pfE® — 0.071 0.688 0.203
Bz — & AV E ST R
R=ZF A InbDOEE
/N ) (SE)Y 0.28 (0.07) | 0.01 (0.07) 0.11 (0.08) | 0.06 (0.06)
(95% (5 X ) » (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%(EFE X [H) ® (-0.45,-0.08) | (-0.35,0.02) | (-0.38, -0.06)
pfE® — 0.004 0.072 0.007
& KB O SE IR MEEZ o, BEE IR L7924 0T — 2 BRI OHERE X
1% escape G- ~EAT L1277 B ARAHEOMERE Tk, SR ILAT, 24 WATSUIARFE 5B baHT
G il D 2 SORHT — 5 &I IE L7

a) 77 B RBETIE, SIEIMTIET escape #¢ 5 ~EAT L7 B 1Sk L CilH L7
b) £eH-BE, ML O LD TNF FLEEOMHOFMER & L, X=X T A AEaLERE LT
ANCOVA EF /L

RTEHEE TRE LEATIL— LR UERBHT THRE LIFETIL—IL

SRAT E T TRUE L7 se v — v MR CRUE L7l ze L — L

RPMEITBIEIMEE CHise, 72720, X & | REMEIIBIEIMEE CHlise, 72720, X
BRAEDORERN 0 U 1 2OBFEIE, N—R | BREOHKREN 0 L 1 20HAIE, R
F A > mTSS (FRBREM O IR — | BREMD Week 24 DX—RF A L InHD
AT A ME (ZOEFEIL0) &, Week24 @ | AL BEOHRAE (ZDFAIT0) Z AWz
mTSS ITFRBREM OB b FEV Week 24 Ofi
(ZDHA1E356.5) MW=

7§

I FRAAT TR, MR — AV OEEITNA T, X HEER AN (/) 8 1#H)
EHIIRE L

A

- BIREIE TR O NRBREE L OMELH Y | OFEHES RBIEM) OFBLRIT, 2AHE

H5HET50.6%THoTz,

« ERFNBEGRECRIEK 5% EORWER (PT) 13 EXGERKY: (7.9%) . 2WHIAZR (7.4%) . WH

BEA (6.4%) RUOREXE (5.9%) ThHhotz, ZhbOFEFEROFHEEITAA 200mg 2 H
R L 400mg 4 B ER G CRIBE Ch -7

() HoE o L CORBE STV o ik - &I N,

FK B AT EH(DIR 190240)(CZP-12138)

FRANICIEEL ) XvT RO LGRE B2 LT, ]

[B] 400mg % 2 @M O TR FIER 325, ERZE®ZRIZIZ, 118 200mg % 2 B ORME, XiX 1 [F 400mg % 4
HE OB TR TERTE S, | ThD,




V. BEICEY 5IER

2) REMHER
D ERNEH#GERSHER (-RAPID REIMGIRERKER) 2
THENE RA BB A x4 & LT ARHI O MTX Of IR O A Zh AR EERER (B 11/ ILFE H & ROSER) 0 b OBAT
B &t B2, MTX & OFH L TARAI 200mg % 2 IR HE G L7256 O 22V R O 2k % a3
%L e BT, ACR20 eLEHNIZ BT, AA| 200mg & 2 4 1L 400mg % 4 2GS LG E 0
i - AROEWZ X LR OFINEIC RIETHE LR LT,

TH H N A
RERT A | ZhEsRIEE, FEMR. B aMt
A 58 11/IAH A BB AR (J-RAPID ABR)IZ BN L7 RA BBE D H 5 16 TRFZ R 1k U 7= B X
HoA 1% 24 JERS E CTRERGE T L7-BE 2854
PUF OFEHER 4Tl -3 BE
— WHHRIZ -l ,ﬁ]‘f\* N U Soe :,‘%\ AN N %4% N
R L Eﬂ#b%%#&bemm IO 24 AEE TR T LIZBE T, AAND LERED
Bohi=&
— 52 HRFE CIHEBOIFHOG I D BT MTX O 251F 5 Z LN lHE/eE
MTX T, TRt 4 BETxt L, AH| 200mg & 2 BRI 1[0 400mg % 4 BRI 18], 52
ML B FE Uiz,
. . J-RAPID . "
k51 PSS 5 ACR20 B 551 ke
¥ o IR 16 3 I k) 5 AF) 200mg % 2 FRFIC 1 (8] 81
JIgis 24 52T B 2 AF) 200mg % 2 HFIZ 1 1] 19
M#E 24 JE5E T4 K& AFl 200mg % 2 @I 1 [[] 93
IV 24 WFE T B & AF) 400mg % 4 FRFIC 1 (5] 92
MAE, IVEEE J-RAPID 3BR D 24 HFFIZIS 1T 5 ACR20 e 2 45 3 S MAE A 12 E Y (115 7=,
B
ACR S8, BIFRRAR O EITIIHI(IE M S ¥ — 7 2 27 (mTSS) DALk 72 &
. S g5
¥ H S— o .
L e oy
etk
HERRR L




V. BEICEY 5IER

m
>
o}

B

- ACR20, ACR50 OHER

J-RAPID FBRIIZ AN L 0 BRI R(ACR20 B08)73:R8 b= 83 (A 200mg/2 1 +
MTX)#E K OV (ARFH 400mg/4 38 +MTX)EE] (2351 5 ACR20 %, 24 HEE &N 52 HIFIZIB\WT
H 0 B HE & RIFR B IS HERF S U7 (TORE « 0 JEBEDS 95.7%., 24 HFED 96.8%., 52 FHIFAS 98.9% .,
SEIVEE © 0N 94.6%., 24 AN 97.8%., 52 WIED 94.6%),

J-RAPID B Tl % 8 L2 83E Tl J-RAPID RABRD 24 HEF5E T#I12 MTX T TA
7 400mg % 4 WEHK GV B2 %S BIRK OEROBE LR T2 Z AR I,

ACR20. ACR50 o #%B%H#EFS (FAS-LOCF)
—-0- M#200mg/2:H+MTX (N=93) -@- V#f400mg/4:H+MTX (N=92)

i ES
12468 121416 20 24 0 4 8 12 16 20 24 40 52(#H)
[-RAPID AR (= 7 B i) *| J-RAPID Rk e 53008 (I i)
B 50

(%)

S — : :
12468 121416 20 24 0 4 8 12 16 20 24 40 52(:4)
[J-RAPID 3B (— T ErHikBh) J-RAPID Sk gt -l (i ikl

P51 B £95%CI

268 F T, 771 AR IAH O3 i (100mg. 200mg. 400mg) DV>F A% 2 FFC LI B F 4% 5-




V. BEICEY 5IER

TH B N
+ 52 3 I D B HI A AEA T B
52 AEFZ BT DIELERY v — 723 7 (mTSS)DZE(LEMN 0.5 L FTOBFEDOEISIX, 200mg 2
JdfE, 400mg 4 BiE & HIZ 60%LL ETH -T2,
52 BERFIZHITH mISS D 0 @BEMALDEILENREBE A Y +
(FAS-Linear)
50
—e— IM#200mg/238+MTX (N=93)
40+ —o— IV#£400mg/4+MTX (N=92)

0 10 20 30 40 50 60 70 80 90  100(%)
HRER

S e

<52 WP E TOVTIADEE THEL N X~ 7 XA VHUKEME & 72 - 72 B35 d
IREGPEFDOEIG X, 8.2%(23 f511/281 i)y TH - 7=,

BRI O PR EFE B 1T AA] 200mg/2 HRET 8.5%(16 41/189 ), A4 400mg/4 HHET 7.6%
T FI92 By TH Y | MEEHETHEIL TWe,

Z4eM

- IREBRIE L ORIRBIRD G E TE WA EFSGEITER)IZ. 285 B4 130 $1(45.6%)IZ588 iz,

- ERRIWERIT, SIEEAZE 35 B1(12.3%), b5GERY: 22 41(7.7%). WHEAZ 10 §1(3.5%), KB X
RKIFIB2%) e ETHoT,

AAGRIERTAH A BH(DIR 120168)(CZP-12064)
AAGRIERTAH A BH(DIR 120164)(CZP-12060)

() BV v~FI L TEBENTWA R - AR D@aE. ACiEtLr b X~7 a0 GElis i z)
& LT, 18 400mg ZHIEl, 2 %, 4 BEZICK TES, D 1R 200mg & 2 B@RIOR TR TERT 5, 22
B, EIREERICIT, 18] 400mg % 4 B OB CE FTERHTE 5,1 THD,,

@ BN EH#GEZ SRR (HIKAR] REIBGIRE5RER) ¥
THENE RA B x4 & L 7o ARHKI O MTX FEOFH RO A Zh MR R BR (55 IUFE — 5 5 AR LB D0
BATH & k502, MTX FEGFH TAAI 200mg % 2 B IR 5 U254 OLeME R OH M 2 it
THEE BT, ACR20 WEBNTIW T, AAl 200mg % 2 #E 1L 400mg % 4 B EICHEEG LI-5HE
DA - AROEWC X 2 LML OFEINEIC RIETHEE R LT,



V. BEICEY 5IER

H H

-

N kA VA

ZfeaxdtiFl, HEER, BHZen

B RN B

W AH — B R EG R (HIKART RBO)ICS M L7 RABE D 5 B 16 BFIC R P IE L BE X
VX 24 ARFE TRERZE T L2 208 4l

F B RUILAE

DUF o R 24 Cii= 3 8%,

— 16 BRI FHIP I L7= ACR20 LKL OV 24 B £ TR T L72HBE T, AANS CEFREMN
Beon-&

—MTX, L 7/L/ X RLFLO DMARD %59 256, 5 52 8 & Chkle rl e/ &

MTX FEGFA T, Fad 4 BEICKT L, AAl 200mg % 2 8RS 1[853 400mg % 4 BRI 1=, 52
WL BT RS Lz,

. . HIKARI #5% . »
B 51 PSS 5 ACR20 Be b 051k B
I B 16 3 F 1 A1 1451 E7sh AF 200mg % 2 FFIC 1 (8] 110
11 B 24 5T Bl 2 A 200mg % 2 FRIZ 1 7] 12
JligisS 24 JE5E T W& AF 200mg % 2 @M 1 [A] 43
IV 24 W5ET B & AF| 400mg % 4 WRTIZ 1 | 43

IRE, IVEEIT HIKARI 3RBR D 24 J@IFFIC 31 D ACR20 S 2 503 S MEAEL 28 0 1) 72,

AF ffi HOH

iERulis

ACR t#E#, BAFEOETMHI(IEER S ¥ — 7 2 27 (mTSS) DA &) &

SRR

MEEFHFE L b Y X7 R

P
Fhle L

R
i

I

>

mgl ey

ik

+ ACR20, ACRS0 O#Ef

HIKARI BRI ICAANZ X 0 BERZIE(ACR20 303588 b= B [IIARA] 200mg/2 i#)#E
N OV (AHAl 400mg/4 B)FEIZ 3517 D ACR20 13, T T 0 HKED 90.7% 7> 5 24 HKFIZ1E 90.7%
52 WRFIZIL 76.7% EHERS L7-DIZHR L, IV BETIE 0 3FRF(95.3%)0° 5 24 HIF(90.7%) B Y 52
TIE(90.7%) F TIEITHERF STz,

HIKARI BRI Cek 278 L7 B35 CTid. HIKARI 5RER D 24 M58 T4 I2AHA] 400mg % 4 3
BRIV EX %S, BIEROEROSELHERF T2 2 R I,




V. BEICEY 5IER

b H WA

7

ACR20. ACR50 >#ZEFrIHEFS (FAS-LOCF)
~o- MHF200mg/28 (N=43)  ~@- VEE400mg/438 (N=43)

12468 121416 20 24 0 4 8 12 16 20 24 40 52(38)
[ HIKARTE: (B Bk ™ | HIK ARTERM#kfi4x 58k (JE B ki)
¥ G-

12468 121416 20 24 0 4 8 12 16 20 24 40 52(3H)
[ HIKARTS: (— i & Bk * | HIK ARTE ke £ G- kb (FF 5 Mok
¥ G-I H] 2 F+95%Cl

X260 F Tl 7T AR USRI OV N2 21 B2 T 5

- 52 JARE D BRI FEEA T ]
52 EKFICBIT DIEERY ¥ —7 237 (mTSS)OELEN 0.5 LLFOBEOEIAIL, 200mg 2
T, 400mg 4 HE & HIZ 60% L ETh o7,

BEIZHITE TSSO 0 BEMASDEILENDRETAY +
(FAS-Linear)

20
—o— M#200mg/ 234 (N=43)
—o— IVA{400mg/4J8 (N=43)
)
AJ
P
R
S
991
n
e
—10-
_20 T T T T T T T

0 10 20 30 40 50 60 70 80 90 l(l)O (%)




V. BEICEY 5IER

I H WA

7

kel

<52 WM E TOWVWTNNDOREATH AL MU X~ 7 XA NHREE & 72 7= BEF G
IREGPEBD O EIG X, 29.9%(61 £i1/204 ) TH - 7=,

« BB OPURRGE R BLZRIE AFH] 200mg/2 HEE T 29.6%(48 51/162 51), AFK 400mg/4 HEHET 31.0%
(13 B2 B TH Y, MEEH TEELL Tz,

ek

- VRBREE & ORRBRBEE TE RWEEFZEIER)IL. 208 #ilH 99 41(47.6% )N LTz,
c ERRIEAIL, SWABEZK 22 £1(10.6%), #ORIEZ 11 61(5.3%), WHEEZ K O EXGE RS 10 4
(4.8%), TEHERALRE 8 B1(3.8%) 72 & Th -7,

FK B AT EHDIR 120169)(CZP-12065)
FK B AT EH(DIR 120165)(CZP-12061)

() BfEi) v~FICx L TRRSENTWS AL - ARlT NaE., Acidtr b X~7 R GEisHfaz)
LLT, 1@mwgéamlz W%, 4 MBI THES, B4 1 [E 200mg % 2 MRORMRE TR TR+ 5, &
B, EWRZE®ZIZIL, 10 400mg % 4 BREIOMB TR TERN TS, ] THD,

Q@ EMEERBNEE CBNRKEE : fABAT—4)
WAMCBIT D7 1 — kO DM OB Z x5 & Uz bl BEER &k OFE B et ¢l EEEE
(FEBAANE L G 2 bR <) DI AR (95 % (E X)L AA B 5-HE D BF 4,650 61T 100 NFEHT= D 0.5(0.4,
0K L, 7T REGHEOEE 1,319 61T 100 AFH7-1 0.6(0.1, 1.7)ThH o7z,
RA B TlX, 2,367 BITHFF 3 HIO U U RERRD Hivz, ZHUIRER TP SN D EOR 2 £
Y32, £72. 77— KO OO i REGR SR ©. AAIER5H OB 2,657 HITY > 1JE
1l 77 REEGEHOBE 1319 FITHEIF U R E 1 FINRE L,
N EEHDIR 120220)(CZP-12079)
MM DA b5 & U2 G RARER Tl BEMEES GE R 6 IE 52 5 & B <)) DR AR (95%(E 18 X
f%m\ﬁ%&%#@%%%SWTMWAE%tDO%wn(WDT%OKWO
P& EHDIR 190243)(CZP-12141)
(5) #B&E - IRAERIGER
YR L

(6) AEMFER
1) ERAKERE (—REAKERE, BEERARERE, ERARBELERE), HERTRT—2IR—X
HE, MAERFTERERABRONE
@ FEABERE (Efd)
@ WBHEFERARERE
<PBHEI Y v~F >
EMI R OVEME RS, EERYYEICEE T 29 (L)
TN XTIV Y v~ TFRFICRHT 5 ER ke 53R T % 0 2hi &k OV et GEE
M e OVEEFE R YYE) (CBE I 2 Fld (BEhE )
2) RRBEEZEHELTEBRFTEOABXRITIEREL-HBOHE
<BfV v<=F>
15 FA RS A A
FHABE A BT 2 R e A s
< Rz fiE >

(1) ot



VI. EHhFEE(ICEEI H1EE

1. EEZNICEAEHSLEVXIILEYH
A7V Fv<wT, mEZFNLETS N, R RwT THEY AT, Y LAST, TAZES R

2. ¥HEkH

(1) YERERHL - VERKRF
B/ RY X7 NI E, b b TNFo IR RS2 3586 i x B Mebie b TNFa €/ 7 v —F
NUEDFURFEG 7 5 7 A2 MEaIZR Y =F L7 a—L(PEG) Z A S -tam<Th 5, & |k
TNFo \Z%F L CHR I 72 s A BRI 2 /R L 39, 2 OEMIETEEZ BRI f3 5 & L 1z 30, FHEk
MO DORIEVEDT A ~ B A OREAZIHIT 5 37,
TR Y X7 ANIVE Fe IR A R0 2 & K0 S R AR e LRI IR AR (CDC)
TER., PURRTFEIREEADCOER 24 U3, £72, AR TNFa & OfE A % O MR IE WA E
BRI, TRV AR EOMBREEELZ A TR ERRBRI LTINS 240,
728, PEG G IHZ T, HARGHREZITICS L, (FHOFERIHGFTE S L & biT, RIEH
AR Lo W ATEEMEAVURIZ ST D 4D,

— BEUYYFCBUBINFaDRERE — —— ®IVFUXTT XTLOERRE —
TNF a FEAE A

3 - a
b /%;:g N prib IV RYRTT NI
==}

"AMTNF a

TNF o S&{F




VI. EHEEICEY HER

(2) ENEZEMTLHABRE
1) INFa 2T 2EEE8MME (/n vitro) *©
TR R~ T NI OBEE B Z B b TNFa(thTNFa)lZ %9 % figEfE & $(Kd)iZ 90.2pM TH Y . &
WSS EAMENGRD b iz, FFEORBRGIEICBW RO L'V ) X~T7 XA 00 Kd X 71.6~
103pM D#HiPH T o7z,

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)

AKAREEEE)ITE L b Y X< 7 R0 4 [\, o Pt TNFo FLRE5A1 3 [0 R R
DI AR 72) % 7R T

R FE RET 7 AT B2 HEREE L 95 Biacore 0T A7 A% W JLTINFa (/L F U X~7 NI,
ATV XV~ THEY AT I Z 2T MEEELLEZYXHE b IgG-F(ab): IZfife S &7
. BIRFED thTNFa Z#1EA L, 5T TNFa 3 & UG S W70, fiFEERBR ClX, thTNFa %2 & £ 22O REIR 2
EAL, fFbnictrth—27 7 A58 TNFa 3£ & thTNFa OFE G SRR T A —2 2RI LT,

2) INFa QOEWEMSIZR T 20 F4ER (/n vitro) *®
L929 = 7 A fpHEF M EZ W T. L B U X~ 7 XA LD TNFa P AI{EM % thTNFa 12 k> THER SN
LG EZRIE L U CRB LTz, BV b U X~ 7 22113 thTNFa (2 K % 1929 i oo i i {5 =
W2k U CRLEMEM %27~ L(IC9=3ng/mL), thTNFa OAEWIEVEIZ kT 2 FFRMER SRS Hiviz, Rk ORER
FEZBWTHEO NN F ) X7 2T D [Cy 13K 1~4ng/mL OHiH TH - 7=,

rhiNF o O#MRGEFERICHT SEEER

o thTNFa OMIaEEIERICK 9 5 HEEM
P TNFa 5 [ICoo(ng/mL)]
TR XwT NI 3
A 7Ykv~=7 9
TR LT 9
Rl O VI Al N 0.7

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

RERITIE 1929 ~ U AMHMEIEMIRIC thTNFa 2408 L, KIREOH TNFa (L M) X<7 Xan 47 F
=T TEY AT I E R T MERIMLT37C, 16 BrEEEE L=,
BB ORER, AME 7 )V AZ AL F Ly hTHRE L, T L— b U — & — T (570nm) % JIIE
L CAEMInEk %2 KT,

3) EHEESE INFa EDBEAFZERVDIMER (/n vitro) *°
MR EIZERE AT e N INFa(mINFa)Z B L T\ H~ 7 XA INF6.5 filnz T . B b U X<
=L mTNFa [Z6T AfEATEEEZ RS Lz, BV b X~ 7 23R E K FR(2.3~5,000ng/mL O
TP 2R ATEE N R BT,
F 72 . TNFa BB/)SE MMz AW T, 2L b X<=7 ~2=F/0 0 mTNFa iGVEICRTT 5 T FfERZ Ly 7 =
*7~Jz“¥£'rét(§%ﬁ‘é%)m5ﬁ& LTHa L7z, BV b X~T R EEFERIC mTNFa &M 2K T
S, mTNFoa OEMIEMEIZ T 5 FREHA RO bivT,



VI. EHEEICEY HER

W7 5—EEMEMICHY SEEER

8,000
7,000
6,000
;E’c
ilé
& 5000 —O—®AMMATT RINV
—A—AVTVFIRT
—a— 7y ATT
—— IHFINET T
40001 _@— Fab’PEGHH
—— TgGhi iR
3000 : : . . : . .
0 0.01 0.10 1.00 10.00 100 1,000 10,000
. . (ng/mL)
BTN oJil iz e
¥ f+SE
1iBR6 7L —]

ERTVE  A549-Luc TNFa )Gl A2 —BEEE L Ca v 7 Lo B AT S8 7-1%. TNFa ZEHAMANSO 7 7m—>
23) & A PEFE(0.01~10,000ng/mL)DHT TNFa H (L b Y A~TRIL A7 VFx~T THE) A=T
it Z vt 7 M) XIRRPUARIgG FR(E  IgGlx) % Y Fab' PEG % f#(A33 Fab' PEG))Z i L T
37C, 24 WG E Liztk, 7L — M) —F—ZHNT, Vo7 =7 —BIEHEZIE LT,

4) BERICxT HIMEMER (FHX) ©
ZRMBEFHAET L THDHE b TNFa 2RHT D Tgl97 F T v AV x2=v 7~ AEHNT, BV R
R RA)NVOEESRICTT2MEER 2% L7z, BV M) X7 XaE, Wand 9l E T
OWIM T AR 2T % EF SETCEEME 0), 2B OREMBEFHIA 2T IKETH o722 &b,
SRVEBIEIR T T NV OMITEMEIT 5 2 LR ENT,

SREEMRICHT HER BEHXR7)

—A— BN AT RIV:10mg/kg
—8— VN X< T RI)NV:30mg/kg
34 —%— gHTNF40:10mg/kg

—o— R

~NUNES

0 2 4 6 3 10GGE)
<7 A JA G

T fEi+SE (n=4~6)



VI. EHEEICEY HER

SRMBERICHT SR (REHOREBEMRHFHZIT)

s o " TRBELALAR A0 A a7 M OV 235115

B el 0 0.5 1.0 1.5 2.0 2.5 3.0
AE PR A IR R (P Pk R 6 0 0 0 0 0 1 5
L Y X~F ~LTL 10mg/kg 59 1 1 3 0 0 0 0
)L kY Rv T =)L 30mg/kg 40 1 3 0 0 0 0 0
gHTNF40 10mg/kg 6 4 2 0 0 0 0 0

a)lfe 1 123 3 i CHE L (FERARE)
bFEIRAR LB DRIFN DT, [[—o— DR 2 #i73 6 i T

LD Tgl97 T VATV == 7 < U AR 6 i« MEEX 2~4 )iz, B/ MY X<T7 3110 X
1% 30mg/kg). FEMEH IR (A LA IR) M OV Lt B (@HTNF40(2 L kU X~ 7 I d e Me 1gG #5y
1) : 10mgkg)z i 2 [\, 9 W E CIEENEE Lz, &5 OE 1 H, AIREIEIC X 5 BEH%
DAAT Y T REF o Tz,

BRI 15

¥ : BIRMBIEIC L 2 ik A a7

0 [ BIfiZ A LEMRROURIAER)

1| wEoMGi% G0 Bl

2| oo B S (VIR R OB D )

3 | EEOBGR(LIIEORE, &EOBIERE)

5) LPSRIBIZ K B RIEMY A bhA VEEITHRT HIMGEER (/n vitro) *
b b HEERHIRERRMMG M) XX e bR I SR BER 2 VT, U AR ZHELPS) RN K D RAEMES A B
A 2 (TNFa OV IL-1B)EEAICxd B0 b U X~T7 NIV OERZ B LT,
@ b FEIRMAAKE (M6 fHig) ZAUL-RER
TR Y X7 AL LPS BIIC & D MM6 #iiE & D TNFa KOV IL-15 BEAZIH L, 2 ORE
1XEIE 4 0.00 LT 22.97pg/mL Th - 7z,

LPS HIEKI= & 5 MN6 SR DY A S h A VEEISK T HiHEIER
LPS SLE % ORI LIE T A MU A R

HERE T I (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 %R 10,100.00= 100.00 3,947.84+262.43

B FHIE = SE(m=2) & "9,
LPS AL 1% 100ng/mL

HERTTE MMG6 HIRR B 245 T BE (R TR B 100ug/mL)DHT TNFa #(z/L b Y R<=7 ~NTL, A7 Fi=
T, THEY AT I x0T M) XATRHRUAIeG xHFR(E b 1gGlx) % U Fab' PEG %}#(A33 Fab'
PEG)Z AN LT 37°C, 60 43[ik53E L 7=, LPS(100ng/mL) & 3£(Z 37°C, 4 BERIREE L7-, FVRFIC L
D RG72 LIPS AR L, S I 4 RpEIEREE U7tk R LIS O RIEES A 7 A 2 (TNFa K OVIL-18)
R % ELISA THRIE L7z,



VI. EHEEICEY HER

@ E FRMEMAEEDRE AUV -5 ER
TR X7 ARV LPS fKIC L D e bR ML SR ELER 2> 5 O TNFa & OV IL-18 PEAE 2 Bl L,
ICso (FF 440 0.10, 0.19ng/mL TH -7z,

LPS RIEIC & % £ FREMBEEEIRDY A b h A VEAICKT HHER

. ICs0 D (2 [l D3R DAE)
BT S P
HEBRIH B TNFa(ng/mL) IL-18(ng/mL)
TR ReT 2L 0.10(0.07, 0.12) 0.19(0.17. 0.20)
- N 0.1ng/mL~
VL . o 32.5(28.3. 36.7) 413(39.0, 43.5)
N N m
FHY v He 125(11.7. 13.3) 16.5(15.5. 17.5)

LPS L& 1% 100ng/mL

ARERTIE R OFIRIN A © B U 72 EEER O REEIIE (5 X 106 fi/mL)IZ, 592 (0. Ing/mL~ 100ug/mL) D Ht TNFa
WEN M) AT R, A7 VX~ TXETHF Y L=NEHRMLT37C. 60 43R L,
HERZ Ve L, LPS(100ng/mL)Z ¥ L C & 512 37°C, 4 BeREsE Lo, BERE EEDTOREE A
k57 A > (TNFa KON IL-18)# £ % ELISA CllZE L7,

6) WHIAKEFEMEEER URIKMREFEEMREE~DEE (in vitro) ®
t kb TNFa Z@SEE 2RI 5 TNF6.5 Mz HWT, B ) X=7 ~a)L ORI a2
(CDO)EM: K ORI AF RIS 5 (ADCC){ 1 % Pl(propidium iodide) Z IR T DFREE & L TR L 7=,
T RY X~T RAE.CDC KON ADCC IZE S it 2 A LWz &N bz, 2,
B RY X7 RANPRFeERER IRV EEZ B,

cDC
(%)
701 X :
—O— BN AT RI)NV
60{ —A—ATT)FIIT
r —— 7yYaT
Z 504 —e—zHFLTH
g —e— Fab'PEGHIR
= 101 A 14cHHm
£
£ 30
m
101
0- O O O Ot
0.0001 0.001 0.01 0.1 1 10 100
o (1ng/mL)
PUTNF o365
SIERD Il

B AL AUREE0.0001~100ug/mL)DHL TNFa 3(E/V b ) X~vT RAL, A o7 U Fo~T, THY AT N
TH 3T M) XAEE BRPLAIgG *HHE(E b 1gGlx) & O Fab' PEG %} H&(A33 Fab' PEG))IZ TNF6.5 #ifia j OY
7 X HRDRATR(100uL/iwel) 2 HRAIN L T, 37°C, 4 BiEEGE Lz, T Dk, PLIZTY@A L, PGV
Jaz7a—H%A 8 A KU —(FACSHZ LV JIE L7z,



VI. EHEEICEY HER

ADCC
(%)
607 —o— NIRRT NI
—A—AYTVFIRT
g;‘;’ 501 —=—7sav7
= —— ¥RV ETH
é 404 —e— Fab'PEGH
= —A— TG
S 30
sal
mj
§ 20
[a)
10
0 . : g . . . . . . :
T100% O 0.5 1 5 10 25 50 100
FiTNF o361 (seg/mL)
AR (TNF6.5511E) DATHLTNF o3 (100g/mL) 23R 3HERD I il

BT BUPREE0.5~100ug/mL)YDPT TNFa (/L R X~7 NI, A7 V%o ~T THY AT Xtz
& bt 7 I UISRH BB (1gG % FR(E b IgGlx). Fab' PEG %} (A33Fab' PEG))(Z TNF6.5 flfi fk V=~ =
7 —HifaTH D e MRMMAERY »/REK(CD14 faME B 23N L T 37C, 4 REE L, 2D
%, PLICCHRE L, PIBMEMIEE 72— b2 b U —(FACSHZ LV BIE L=,

7 7HRE—=RBRER (in vitro) ¥
TR R T RALDOT R b — ZAFEFNEM % Annexin V PEMIA AT L LCHFI L, B R
R NAE, b PRMIMAE SR Y RBRIZEIT D Annexin V BEHIIN & BN S 7207239, -,
b MR HEER A W ERBRIZB N TS, RROBRBZ GO TEY 9O, L M) X~wT7 NI
X7 AR P =V ARSI RSN,

E FREMEEY D/RBRIZE TS Annexin V BETEER
(%)

30 -
—O— BN AT RINV
—A— AT FIRT
B —a—7yav7
=2 —o— TS5V ETH
= 20 —&— Fab'PEGXfHE
el —— IgGHIR
=R
>
= 15+
e
£
510,
T an—
01— § : . : : . . :
0 05 1 5 10 25 50 100
BTN oS (p:g/mL)
3HERD T3l

RERTTE EFERAD U Lo SERA TR & B L 72351 CD3 X UL CD28 HUARDIE(E T T 48 itk Lid b 7=,
AP (0.5~100ug/mL)DFL TNFa F(k/L R Y X<=7 Nd, A o7 VX< T THY AT T Z 1)L
T 7 M) FBTAIgG Xt b 1gGli) K& X Fab' PEG % HB(A33 Fab' PEG))& I L T 24 BREIRUG S872,
7 AR b= AL Annexin V-FITC 2V, 78 —H%A A b U —FACSHIZ TER LT,

(3) fERSIEE - R
SRR L



VI. EYEEICET SHEE

1. M REOHS
(1) A LA MR
AR L

(2) BRERABR CHRE SN -MPREE
1) BEE#ES5 (PHA-024 :E&) '
AAANK VAN ORERERE N B 448 24 Bl %402, L R X< 2L 100, 400 K O 800mg % Hi[A]
TR Uiz & & O3WEhie % i iast Lo (CEE MR, BEL, 77 B ARRIRIC XD 2 Mgk T %),
HRANEAANDEBESHID YL 6 BlixEN N XA~T XA, 26x7 78 RERTHE L,
@ BARANIZETZE
fFERR A IZ, BV R Y X<~/ 100mg, 400mg K OF 800mg % Hila 2 F# 5 L 7= R s v b
VA= T NANPREOHER K OFEDBNRE T A —Z O THRE L2 E 24, MIEPRE, Cu KT
AUCFZHEITIZIEAI LTI L, B4 R Xv 7 XA OEWEEEIL 100mg 7> 5 800mg D &
FPH TR 2R LTz, F72, tplid 1L BB 13 HTh o7,

BRETHREBOMEREIL )X T RIVEEHE

(pg/mL)
120+
—A— BN X T RTNV100mg (N=6)
| LIV X T RINA00mg (N=6)
-0 LN AT RINVE00mg (N=4)

90

60

304

FBRETU NAN ST B RE

0 7 14 21 28 35 42 49 56 (H)
¥ 514 K¢ ) SEIflE+SD

BRETFHERSHOMEFEIL ) XTT RILOEYEFENS A —4

b= Cinax tinax AUCo. AUCo.o tin
(mg) (ug/mL) (H) (ug - H/mL) (ug » H/mL) (H)
100 184+15.8 54=*4.6 229+81 295+81 11.1£3.7
(n=6) (n=6) (n=6) (n=5) (n=5)
400 46.3+13.1 48+1.7 9494121 991+116 10.7+3.1
(n=6) (n=6) (n=6) (n=6) (n=6)
800 102.3+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)
FHEMEESD
(BRI TEBEN TS HE - HEZ T v~F) @E, mAIZZer Y A7 RT)r BRI Z)

& LT, 1[E400mg ZHIEl, 2 %, 4 BEICK TES, D 1R 200mg % 2 @RIOBR TR TERT 5, 22

P ==

LRERITIL

« 1181 400mg % 4 SEH OHIIE TR FIER TE D, (SRR, BOEIEIERIRE, NRf MR,

HEREMEALRZE) @, AT 'L MY X7 RV (BETE#LZ) L LT, 1E 400mg % 2 ORI T
BT EHT 2, EREERITIE, 18] 200mg 2 2 B OB, X 15 400mg & 4 OMR TR T EN T
5.] Thd,

@ SHEANIZHIT B EHE

SME DR 6 BillicE/L b U X< <=L 400mg & BRI FHE L2 & &0 Cous toaee. AUCo. AUCpoo
O tipld, TNEH 49518 2ug/mL, 6.0+1.5 B, 1,127+160ug + H/mL, 1,198+175ug + H/mL K&}



VI. EMEEICEY HER

13.0+£2.6 HTHY . HANELANEAOMEEPRREHER & EMERENT A —ZFRBRETH T,

2) REHRSE
<PV v~TF >
ONX gtARERS "?

MTX . RA BEIZENL R X<~7 A2/ 200mg % 0. 2. 4 #HEF, Z0D%# 100mg % 2 #EFRE., X
1% 400mg % 0, 2. 4 #HIFF, Z D% 200 XiT 400mg % 2 WFIRR TR TR 5 LRy, 24 BIFICEB i
B 7 7L, 100mg FEC 11.5ug/mL, 200mg £ T 31.5ug/mL, 400mg £ T 65.1ug/mL TH -7 7,

F 72, 200mg OMERF G % 2 B X1 400mg OHERHE G B4 4 BN CHRER TR 5 L-K, 24
RSB T A IMET ~ T 7E X, T 30.5ug/mL O 20.6ug/mL, 52 HIFICH T HifniEd ~ 5 7
B, 20 31 1ug/mL KO 21.0ug/mL TH -7 12,

REERTHREROMPHREIL Y XTT RIVREHERE NTX 6:F)

(1g/mL) A BLNZT RTVI00mg+MTX (N=72)
Iml,OOO_ -O- VNI AT RINV200mg+MTX (N=82)
3 B LIVN) X7 RIVA00mg+MTX (N=85)
% 1004
v -
K — 0
1
% 104 o —2
X
7
3 1
a a
L
i
B

0.1 . . . . . :
0 4 8 12 16 20 24 (58)

B5HH
AT 3 £95%CT

HIFREERTHREHOMEF L L) XTT RI)VREHRE WX 66/)

(ng/mL)
i 100
LS
j 5 ===
2 —
¥ 107
N
)
A
54
~ 1
£
v -O- LANIRTT NI N200meg/28+MTX (N=189)
i B LVNIXTT RTVA00me/ 4B+ MTX (N=02)
E 01 T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56(HA)
P50
S T BRI O ML IE120.205 g /mLEL Bt AATESAESo%CL

() B U~F Ik L ORRES R TWD AL - AR TlE, AT L h ) X~T7 Lo (@G fz) L
T, 1[0 400mg Z#]E], 2 W, 4 WHICET FES. L% 1 [E 200mg % 2 @O TR FESNT 25, 2B, ERZERIC
(%, 18] 400mg % 4 EHIOMB TR TERTE2,] Thd,
@ NTX EptARERE
MTX FEGFH FTRAHBEICE/L R Y X=7 ~=)1 400mg % 0, 2, 4 #EE, Z D% 200mg % 2 # R
CHRAER TG UL-IE, 24 HIRFIZIS T DIEH N 7B 21.7ug/mL TH o729,
F 72, 200mg OHMERF G % 2 B X1 400mg OHERH G B4 4 BRI CHRER F& 5 L-K, 24
RSB T HIMET ~ T 7EIX, TN 19.1ug/mL KON 11.8ug/mL, 52 B ICH T HifniEd ~ 5 7
B, 2L 21.0ug/mL KON 13.6ug/mL TH -7 13,



VI. EMEEICEY HER

RERTHREHOMmMBREIL ) XATT RIVEEHRE NTX EGA)

(pg/mL)
1,000
-0 LN AT RTN200mg (N=116)

BRESU NAN ST FEE

0 4 8 12 16 20 24(GH)

Ecasn i)
AT i +95%CL

HIFREERTHREHOMEF L ) XTT RIVREHRE WX E6F)

(ng/mL)

i 1007

4

f'hj X —5 J? %

)]I: 103

U

2

7

x b

T -O- LMNIZTT RTN200mg/23 (N=162)

i & LUNXT STNA00mg/ 43 (N=42)

i()]; T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56(H)

51
s B B O I 120.2050g/mLEL TR o BPRIIRESRCL
@ MADHEICLIMBEFRE~DEE Y

RA BEAZNR L L-ENERRRICBWNT, HitL b X~7 NI HRNEME L o= BEOE
A%, MTX RGBT MTX FEFHRBRIC AR, PURBERI T, BRI Tl dER-Er b
Y RA=7 RAVRENRBEEIET LT,

MTX O COHURBGIEFI(T B, 4.6%) % O2MEEI(228 fil, 95.4%)2H1F L ifEF /L R X<7 ~
VR D T ) E (24 B RF) I, 100mg #f T 2.6 X T 13.2ug/mL, 200mg #£ T 9.0 & TY 32.1ug/mL, 400mg
BET 7.6 LY 67.4ug/mL, MTX FEOFH TOHURGEFI(18 B, 15.5%) & OFPEREI(98 #i], 84.5%) 81T
LMEF L R ) X~ T AR O KEEE(24 HRF)IE, 4.5 KT 27.8ug/mL Th o7z,



VI. EMEEICEY HER

< HLfE >

@E""“'Iﬁiﬁ' PR R, REIEAIRE ¥

HVEE ARG (HEEM O SO 2 STV h U X=7 =)L 400mg 0. 2. 4 ##, 0%
m%gzﬂWWmMgﬁﬁﬁ)&U«m%2@%Wm%gﬁﬁﬁmﬁ@&T&5Ltﬁ 16 i} k
T AHMAER R T 7EEL, ZFRER 16 gmL K48 ug/mL TH o7z, 16 LK, 200mg & 5-REIC
wTﬂm%2ﬁWM\%éWiﬂM%4ﬁW%T 400mg & H-HEIZ wTMM%ZﬁWMTﬁ@&T
BB U7, 52 BICB T2 ME 7 7REIX, ZE 20w g/mL, 16 4 g/mL KT 54 4 g/mL Th -

776
REERTHREEOMFEREL M)A T RIILBEHS (ug/ml)
. B . o . .
A L6 | b 16 | 52K | 5 48R | K58 HEM B0 | RG24 R 52 B 5208
e I I i3 i3
WET | L
200mg 26.3[52.8] | 26.9[48.8] | 20.5[90.8]
200mg /2 38 34.0[27.2] | 48.1[36.7] | 26.1[302.1] | 16.0 [384.6] 21) (20) (19)
SHEM /2 38 400mg (48) (48) (48) (46) 7.7[1747.5] | 8.41[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 18 35.8 [13.4] 52.8[6.5] 36.4[46.3] | 28.4[189] | 24.6[21.8] | 23.5[323] | 13.1[146.8]
JIRHE P (3) 3 3 3 3 3) 3)
e 400mg/2 i 427[22.6] | 63.3[21.0] | 70.6[32.4] | 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 18 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]
HLEME ) () () (G) G) 3) 3)
FLEZIE 400mg/2 i 33.0[27.5] | 40.0[35.5] | 32.4([549] | 439[26.11 | 43.3[36.8] | 37.3[424] | 13.2[519.2]
®) ®) ®) ®) @) @) @)
RATTEIE [CV%] (B0
TSR IR R By ONBLIEMERL B T, %5 16 TALAMEIZ 400mg/2 FIZH & L 7- B 2B <
® RAKODFEIZLIMBEDEE~ADTZE ™

Pl U X~ NI AHUROHTE E L2014 45 F CTITBIAA L 7= HEsh 55 AR BR(CIMPACT A5k,
PsA001 #RER%F) Tl ELISA Z HV M2 723,2017 4RIZBA%A L7z PS0017 38R Tl FDA 7> b3 S /- ADA
DOHEIZBIT B A A K7 A > (Guidance for Industry Immunogenicity Testing of Therapeutic Protein Products
- Developing and Validating Assays for Anti-Drug Antibody Detection) % i & %, @2 HAF 5 5 ARFEIC
KD TFWEZITIT S WHTZ R PUA D TIE Ch D MEMFBEA T » 7 % & A 72 ECLIA & HVW iz,

ELISA CHllE L 725 5 MUARFER Tld, —EFLE ORI FH L, MAE PSR MK T L 72 3
PURIGME L HIE Sz & B 2 Hivio 728, PS0017 SRER THURD e KPUIRAMMN & #5824 720 O 5 16 1
IRf M P ARSI BE O BIR A MERR L7z & 2 A S RPUKAM DY 1,024 BB OYEERFE ClIf 582470 O 5 16
R A TR R S DMK T T D B 2SR S v, E72, PS0017 RBRICIS U 2 B RBUAMEAY 1,024 i@
DPEREEIG1E 17.0~18.8% Th v . MEAMEIHFERERIZ 31T 2 AT BE G LMRFRBEORS Th -
72o 72¥. HUADY ELISA | i@MEéﬂkRA%%%ﬁ%&LkEW%@%%ﬁ%’%wT% /NI
%ﬁiﬂ ERRREE TH 0 | HFURFEBUE] I AT L AR ME R 2358 80 H LTV (TVIL EEhie

(BT S IHAE 1. MR OHER ()R ﬁ%fﬁnéﬂtm¢ErDE@&5®J@ﬁﬁﬁk



VI. EMEEICEY HER

(3) hEh
TR L

(4) BE - ftREOEE
RA B# 16 Bl 2652/ Y X<7 ~a)LE MTX & OO 3Ry Ehie LA S R AR 2 Bt L7z
MER. —ERAEG~17.5mg/l)D MTX &t/ h) X<=7 ~I/0 400mg BB OFFFAEEEIL, MTX @ Chax
L AUC 1B L2 RIFE o7~ ST, B MY X~T NI migErh iR &k OSSRy a5
A=, MTX FEGFHFE & FERL L 72l 2 oR L7z 22,
EJ %IARA$%1%8%%ﬁ%kLtl%l%%% EfRHTOFER., MTX, 2/LFaxTua A K, I
AT A RYEFIRIESR, S$URKE OOFHE 513, ﬁwb)277«\:w®%W@,:%@%&ié&w
:eﬁ%%éhkm
( 13 BEEH (R =2 Lb—ay) i (2) N7 A—FEBER ] OHSH)

2. EMEERB/ANTA—4

(1) A&
<SEANT—H >
BRRRBR T — Z TSN T, B Y X~ 7 XA OEYENEEET V(R FHRE)NT 1 IRRIGERR L 1k
HRIBRRDOBH D -3 8=~ A NET IV ARER LT 202220

(2) WRURIRE FE
<SNEANT—F >
SEAN RA BFE 1,768 il x5t 5 & U REEMSEM B RBARIT DFE R . BT # 5 IR O W INGH i 7 $ (ka) 1%
0.419day, fEAMZENE 39.1% & HEE S 7z P,

(3) HEEEEH
TR L

) YIVFS5UR

<HEANT—H >

AME AR A B ER 6 BBV T, 60 LN 200mg HiAIf TR GO AT Loz VT Z 2%, £h

254 HON29ImL/H TH Y . IR INEL, N4 11.83 XN 12.53 HTH -7 20,

SMENRA FBF 1,768 il 2 5xt 52 & L 7o REEHTEEW B RBAFAT OFE R CTld A e BF BV Y v 7

SVHURRRME, (KEE 71.5kg)D BT B2 U 7 5 2 A(CL/F)E 505mL/ H . HBE A ENE 30.8%., KK

ZEENE 22.0% EHEE SN2 9, HAN RA B3 355 #il &2 & 0 - RHEM SR B REMRIT OFE L, B AR ANBE

® CLF IZEEKX ORI b U X7 RIANFUROFEEN[E CSRIFOIEND 87.5% & HEE S iiz 4,

EVAFITEBEINTWDHE - HEEF T &Y v~F) @5E. RAZIZEL M) X~T 9L (Bl Z)
L LT, Ujmm@%m@\uW£4L& TS, LA 1A 200mg & 2 B ORI TR FENT 5, 728,
JERZEEZITIE, 181 400mg % 4 HM OB TR FTERNTE 5, (SR, REEDEEGRE., IDEMEGEE, &
FEMEAL R ) JE% AIZITEL N X7 STy GBETHBEZ) & LT, 1[E 400mg % 2 O TR
THEST D, ERZERZITIZ, 18] 200mg % 2 HEOMR., X% 1B 400mg % 4 R ORIRE TR TESNTE 5, |
Th b,

(5) NHEE
<HEANT—H >
SAEN RA BB 1,768 Bl & %t 5 & U - REERSERM B REARAT OFE 5L, AT O A FE(V,/F)iX 8.01L, f&
IRMZEENT 30.9% EHEE Shiz ¥, HAAN RA BE 355 Bl & 5 o - RHEM SR ENREMAT OFE R, BARAN
WeBRE D V/F (IHME AN D 88.4% L HEE S 7= 4,

<HE>FHIRNE5-GMNEANT — %)
SME R A 3Bl R U X< a1 03, 1, 3. 10mg/kg & HEFFRNES- L7 L EON0MAE



VI

EMEEICEY 51RE

3.
(M

(2)

4,

5

FEDOFHIEIL 61.5 225 104mL/kg DN Th oo, DAAFEE MK E L IXIZFTFELWZ &6, BB

VA7 NIVEFEICMEFPICHFELTWNWD Z EDRRBINT D,

(ARFITERRBRSNTOBHE - AR [ @EEY v~F) @8%., BAKEELV ) X7 Xan (@)
L LT, 118 400mg 2Bl 2 W, 4 WHEIZK TES, St 1R 200mg 2 2 @R OBR TR TERT 5, 728,
FERZEERIZIT, 1 10] 400mg % 4 BB OME TR FTERTE 5, (SHEIERE. BEEVERE. BEMRE. %
BEMEALRZAE) @, BAICIT'EAL R X7 NI GBETHAEZ) & LT, 1 400mg % 2 BRI OB TR T
WS 5, ERZEHZRITIZ, 115 200mg % 2 BEREIOMIE, X 1 [ 400mg % 4 W OMBE TR FTENTE 5, |
Th b,

BEME (REaL—>ay) @i
R A%
1 REIPOEE & 1 IR OH D 1 a2 /"= A FET AV E VW,

INT A= EHER

RHE MR BNREMRIT I, RA BEE RS L Lz 6 DOWAMERRER 10229558 67 — 4 2 VW THE
Wi U7 Bkx 2 B BE R ORE R TR E#%0 1,768 5l RA BENSE LN IET L ) X~
NRAVRET— X PR ST,

ZERMITICBNT, BT ED s U7 5 A(CLF)ICHTT 258N b ) XA~ 7 NALHUADFE LK
H, AT EOSMBERV/NIKTT D MTX OFEERRBO iz, D bNTIZBORE S 2 Mitd %
Vialb—va VORER, Pl N X~ T RIAHURBEIEGT CTIXRMERI LY K32 VT T AR
KEL, EFIREIZE T D AUCAUC)IFH) 60%., Ciax (34 50%., ~ 7 Z7IRE I 80% 75 & Tl
SNz, B S NIZHURBRMER O3 RIL 12.0%212 51/1,768 Fly TH-7=, £i/o, KEIZZ VT TR
(B A 5.2 TR . KE 70kg IZ R TIRE 40kg TIEK 30%I804, (A8 120kg TIEHKI 40%E800 L 7=,
MTX JFRIC L 2BV N Y X~ T XAV OIEMENEE T 2 — XT3 2 BT 5% L /NS o7 P,

¥, ENTEM LZEERR O oEonET —XICESE, B b X~vT NAVOBREICKTT D
AARNEROEEZ, 200mg O 2 BRI GICBT 2 EFRED MEFREIZON Ty I 2L —va v
L7oAER, HARANBE D Cha L O AUCHIAMNE AN LD S ZNZEI 15% K DN 14% @< 725 Z EMFRIE

7 4

B UR

U ERR L

<ZE>HNL, Tv b

IS L= 2L R U X~ T X400 Fu L kv PEG AW, 25 Fu XL kD PEG AR O
VR AT RXIDe MbIgG Bl F(PEG ZfEH L TWRW) A Imgkg, =72 A PIL PR
FOGHEZ A 720 T » b 4O HEIFIRNE S L2 O RNERBRE 2 i L7-fE 5. & MEFie b TNFa ©
Fab'”7 7 7' A MZ PEG Z it S W5 & MPEF RIS LR LT AUC 2838 L7z, £7-. PEG 1t Fab'”
TITA NOEGHORHFEFEREIL, 25F 02XV DO PEGHTELY B 40T XL bR EoTl,

vaki

(1) % — R @aE

MM ER e L

(2) ik —ReEERIFT @AM

e R ~DBATENENT — F)

RIS Y U~ F XE 7 v — Ui EOIERBE I O 16 flict/L b Y X7 =)L 200mg % 2 RS
400mg % 4 WRIFR CRER G L7z ks, 43R o g v B 13RS C 4.96~49.4ug/mL, &y i C & & TR
(0.032ug/mL) AJii~0.048ug/mL Td - 7=, FHAEROHAREO MR EE X, 15 60 13 ] CEE FRA
Tifi OV 1 7C 0.0422p/mL CErAYE/RE8LEE £ 0.09%) . 1 61T 0.485ug/mL CHTAE V/REBLLL @ 4.49%) Th -
72 47,



VI. EMEEICEY HER

<BE>T v b

1R 7 ~ BT ¢TN3 PF(PEG {b#ii~ 7 A TNFoFab' ; Z/L kU X~7 ~RX2)VOIES )P 100mg/kg % 4L
BR 6, 9, 13, 16 HIZERIRN G- L= & & 1E4R 20 H OfF i sEH o ¢TN3 PF 2 IX 0.25ug/mL T -
Too T OPREEITRHARIZ I 2 MAE R EE(96.75ug/mL) D 0.26% T > 72 ),

(3) EA~DBITH
B v~F Xt 7 a0 — WSO 1762k Y X~7 ~22)L 200mg % 2 M6 i% 400mg %
4 AR CRERG L, #5R1IEOE S 2~14 B 4B T 28 B) BICHE LR REIXER T
R (0.032ug/mL) Aiii~0.0758ug/mL Th o7z, IO FEIRFFIBIES 150mL/kg/ H EET D &, H
WO 1 HEEGET 0~0.0104mg/kg/ H . FEB OG- 2i2xtd 53R OBEE O i 0.04~0.30% & HE
E ST 4,
<BE>T v b
IR > R 2 ¢TN3 PF @ 30 K& TX 100 mg/kg Z4E0E 6 H 2S489 20 A £ Tl 2 BIFFIRNZ G LT- & & %
L 22 H HIZEBIT 2 A ¢cTN3 PF R FEEIXZ N 17.94 N 69.16ug/mL T -7, Z OREIIRHAICE
2 MAE TR EE (30 K& TN 100mg/kg B TE LA 225.48 KT 702.79ug/mL) DK 10% T - 7=, —J7, Hi4
WECiE, BEFLRFEREL 21 H B)ROMHA 9 BI2B W T fEF ¢TN3 PF (I H S e o 7z 49,

(4) BEEA~OBATIE
AR L

(5) ZDthDMEH~DIHBITHE
MR L
<BE > RIEMBE~OBITIE(~ 7 R)
EFEXTa T —7 U BEEESRERIE L~ Ak Y X~7 2L 2mgkg & FIRMZE S L,
B 5% 26 Kl & CORESA 2 EWaotiEE2 AW TAIE Lz & &, BEiRE2RIE LB RICEIREICY
i L. IEE AR & e _IIERRR I B W R LL(RIE X IEF RO bz, £z, £ OEBEITIERRFR?
f5E L7z 40,

(6) MITEEMEER

M ER e L
6.
(1) CBERL B UM SRR
<HEANT—H>

TN RN) XeT RAVOHFERE T T 7 A MEFEabNITZABENLERY XTTF REOT 2/ BRICREH
InDEHEES D, SMEANEERERLA 10 Blic /L Y X~ X)L 400mg & BRI T 5RF, 42 PEG
EREWECENV N X~ R L ERE L 72 PEG ORFN) O MAE R O3 KR O % EEIX 144 H T
HY,.BLI) AT RAVOFEFYTHD 12,6 HEFHLULIZEE R L, &6, BV Y X<w7
TOT BB ORI X o TEERET 5 PEG 0132 0o 2= 5 FIRFICHRit s s 2 &2
TR X T ),

(2) RBIZESTHEE CPIS0H) OHFHE
LR L

Q) VEEBNROARRVZDEE
A LR

(1) REWMOFEOERR UL, FEE
TR L



VI. EMEEICEY HER

(5) FEUERBHYOEERI/INZ A —4

MERe L

7. Bt

(1) HEHERGL R URER
<HEANT—H>

SAE AR A 10 iz b ) X~ X210 400mg % Hila TG, JRAIZ 40 e ko
PEG ¥ &, A R X< XA VO AEE RS OREH L > TlifEd 2 40 S &1 kv
D PEG ¥ MLAED B/ RIS HEE SN D Z L AVRIB STz, REMIKIZBH S o729,

2) gt
TR L

(3) HERE
UER R L

8. FSUARR—E—(ICEHT B1ER
MM E R L

9. BNFICKZMRERE
MM E R L

0. BEOWREHTIBE
AR L

1. £t
AR L



VI, ¥£i¢ (ERLOZEESF) ICHTSHEHEHE

1. BEERFLZTDEA

125

<3hHeE>

1.1 AFREICKY, % ML MMEFZESOEETRLERVRBEREOH-LRELLJIIELEN
WESNTHEY., KEHEDOBEESIZALM TRV, BERHESORRLMESN TS, KEINERFE
SASHEDIERITRNILELESD . INODHFEREBEICHHIHRBAL. BEENEMLI-ILERRELIL
T.ABLOEEMLABIREE LRIZEHHEINIGEICOHRETDHIE, Tz, RBEIDFZEIZHLY
T.EELEMERICEY . MGG RIBE-ERTENAHHID T, BEBDOR N+ 9 el EeERERIC
BLWTEMOBEREEDHLETHERAL, AFIRESRICEMERANERLEESICIK. EAEITERTHEL
SEEICEEEXZEZAHTE[121,122,13,21,22,24,.81,82,83,.85,.9.1.1,9.1.2,9.1.3,11.1.1,
11.1.2,11.1.4,151.4 SH&]

< g >

ARFNOEGAR R L OB TR S [T\ T fl%, Bk, BUiE 2 5 ¢e 58 72 R YYE O BpE R B o 7=

RIIED L BN HIE STV 5D, £70. AAIE OBEMEIZIA S N TIEARW A, EMEERE O R G

HEINTVD, KK RA ZEIESELEATIIRN LD, 2O DFERAE BEF T30 LN

BFoiiz BT, IR EOBRMEN GRS RIS LHB SNAGEDOARARRERETH T L,

AFN O 542 X 2 EERRIWEA ORBUCE 2. BRAEHIHE Al Re 72 s & NERTO 6 & TR 21795 2

Lo Fio, AFBGZICEWERN I L2 GA 1213, NS EIREICHEK T 5 X 5 BEICHEYET S Z &,

(1. ZBENREZOHEB-2, 31, 2. Z2oNELEZOHBE-1, 2, 4], 15 BELRERNER L ZOHB &

OVLE J5E-1, 2, 3, 50, T6. BEOY =/ T HBFICHETLEE (1) G0HE - BEREZEOH 5 BHE-1,

2, 3), 8. RIMEHWEKRZENWER & IIAER-1, 2, 4] KO N2, 2ofhoEs (1) BERERICESS

fE-4] OIEZM)

1.2 REGE

121 BELGRLE
BUMSE. ffik. ERELELZSTHMRRLEFOBIRMNEREEINRESIN TS O, +HHEBEE
TG EREREDRIEITTFE T HIE, [1.1. 21, 11.1.1 SE]

122 #&#%
BREMER (ERER) RUMNMER (BIE, VNS 28 OEZAREL . e flbiREsh T
%o RFIWREIZHI>THRZICEAT 5+ 527G RZ R UKE X FREICNA ., /02—Jz0- v BB AR
XIFYRILY) O RIGEREZETV. EEES CT BEZFZTOTLICLY . BRBREOFREZHRTHIL,
EROBEEEZETOIRBRVEROBRENFONSEEC(EL. BREFORLEITOVTEERRES
TEHEESEED T, RAIELTABIOZR SRR SEYSEREFIRETEHE YNV U RIS
DRENEHEDEFICEVT, RERZIEBHERAROONHlIBRESNTLVS, [1.1. 22, 83,
9.12.11.1.2

<R >

AHKIH TNF 2895 Z L2 L0 | 5 EOH SIS E L 52 D AletEn & 5, Y& R 5 5 il X

BN A UBAI12iE, FREICERKT S L) BEICRET A2 &,

FERZIZBE LT, BEERNCUL T OHFEFIZ XV RO B A2 RT 5 2 &,

- FERZICEA T D 00 2 BIRS (BEE R O T RB )

- R X AR

s A U H—T = n oy R

YL U RO

- MOER CT s &%

IREMEREEZ & W ST B IIIAR 2 G5 L2 &,

TR D BB MO B X0 O RGN o 5 BE PR O 5- %217 > 7= L TARHA

EEG L, ZORIIFEZEORIEICH L, +OEETLHZ L,

Tz, VUL ) URINEORENEETH > T2BEFICBWT Y, &5HRZITREMEEENRD bz

FIHLME SN TWVDD, EORIEICIT o ICEETLZ L,




VI. &2 (ERALDOIEE) ICBYS1RE

(M. ZBEAREZOHB-1), 2. 22NFLEZOA-1, 2], 15 BEELRIARNEER & ZOHA K OLE
Fik-1, 3, 51, T6. BEOHRAEATHEFICEAT2HEE (1) A0HE - BEFERZEOH 2 8E-1, 21 KW
8. BIEREKRABWER & HER-1. 2) DEZBMR)

1.3 AR E (ZRMEELES) OBRKER - BERZH LOF-ERELLIIBIELS, KEEFSTH TNF
HENTHON=EDIREN DD, FHHEER (ZHEMBILES) RUZFTOBEEOHIEHICITRELYE
WIEEL. AR ERE RS EEPREREEITH/EBICKRETIHEICE. BEEGZHENDRES
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FIEED & 5 B IR LT, MEEGZEOMELFEmRL, VAT XX T7 v NOFEO k| EEIZ
B b L. BigERBIC L CH ol a5 2 &,
(M. BEARLEZOHB-1, 3), 2. B2ENELZOHA4] KO T6. FFEOEREHTHEEICHET S
HE (1) G0HE - BEEREZEOH 2 B35-3) OHESH)

1115 EELRIMRKES GEERH)
FAEAR BRI 2 & UL BRI E ., mEREE (iR, BBk, R BRI ) 23
bbb Z ENDHD, [9.1.4 BIE]
<R >
WAMZ B W T, HERMREE N H|E STV 5D, EHEEFEA H (2007 4 9 A)LIBRIZRFET 5 L E#iE S
NI AEEGL, Al 32 . AFPERBUE 7 4, /MR E 6 1. U v NEiIE S Ch o Tz,
HELRMKEBEODBESLFOMFEROL 2 BE I L TL, EEICEETHZ L,
(6. HEOHFEZATIEEICHETI2EE (1) GOHE - BEEREZOH 2 BE-4) OESBMH)
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11.1.6 #1 dsDNA HUAD G 1LZ 45 )L —T ABRAEIR B (SEEE A BA)
fiL dsDNA FLiEDSEMEL L, B, SRR, BZHOERNH bbb cHaIcid, K52 hikd
52 &,

< fifEER >

HEIMZIB W T, AFIEEGDT-H TNF fANC LV | V— 7 ZARREBBEO R BN HE ST\ 5,

AR 5% — 7 AR 2 B D EN A B, & 512 A DNA(IsDNA)Z X9 2 Bl 23 Btk
W T2 G A1, RAloRE 2R IETHZ L,

11.1.7 FEIE MRt 2% (0.8%)
FEEN MR, P R B D REIR FE R I HICERE L, BEEO SN EA I, B
X ARRAE, i CT AL MR T AREE L2 L, AFIOFRGE2HIETHEEHIl=a—F Y
AT 4 Ak & OERIZW (B-D 771 ORIES) 2B I AEY 72L& 2175 2 &, [9.1.5
2]

< figan >
[EN CHEHE L 72 BARABRICB W T 4 BlOREMEMEEDNRE SN TWD, BV b X< 7 XTI KL-6
TS RIE TR LT LTS5, ARAI - 6 1 H DAREIZ KL-6 fEAY A UTIEFIA A HAVTZ DS, [FE MRS
KL KL-6 & OFBIIFEATE o7, & BT R 72 FER 2385 U X 7 OHEINERD S 2o Tz,
2B, MESMNERREBR TOWE TR,
(T6. BEOHREZATHRFICHET2ERE (1) &0HE - BEREOH D EE-5.) OHEBR)

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

(2) Z0fbDEIER

WD X5 ZREIWEANRED SN ZHAICE, JERIZS U CEbIZRALEERITH Z &,
5%l E 1~5%%k i 1% 3K i BETRR*
EHHE ARG a2 & | B, &
Te). A ARG | Bk
(HRIEE, ~e
A, HIEHED A v
A, AT
AN SN Ve
PR A )
5 R SR, RO mEIE | AL KUoEE. BREX,
e OFEV, IR, MERE | 2. FRrrOMReREE . BN,
= KM= o — R F— Rk,
FEAE, MERAMER RS = Xk
Ji. W ARIEED - SPERRE . R
. REIREIL, KA
mi& A, U UoNEIE, Vv | AFERERYEREE . B iEkigin, i
IRERPED ANAREEIN, JEE, AR Bk
F BRI RE R | BRI RIE R
Rt FORBRRESE, (REZAE), | BRI, AakEE, K7L
EEEFEE. M7 Py | 7 fE, KREAME, ~F
WAL H) F ) IR
AR ARDAKIE, IR, Ran | BLRES
P
=8 R, HS, EIEEPED E
vy




VI. 22t (FRALOIES) ICHIHER

5%LL E 1~5%XK i 1% K SRR
fERER e M M SR, M EEAREE | REEAR, 8, OAE(DARE
EOLGEE, POIMER | 2ETe), DIk, BEETHE
&), BET Ry ERIE, MAeMERIRE 2 &),
G, BER HH (i, AR
i 2 & de), MMl EI1E, &
WRAEEALIE, LA/ —BiG, Mk
FEBE, AN R EAE
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, 8 | MeRgEg, JEK, HE TR, IE
| N I A B
B e JHBE B UL MmAE e AR 2, RFEEZE, BB 5 -
W, IR E
EIE FE(RE, RE | NokEE BBAE, o8, U, | TFARRESE. g, SRk
K. FIBELE) FERGBBOE, REFIL - | i PERVER I, AE. ROEN
%IB. ZIHB B, S, IXbautks. RS
W, R G, BHEREE, K
JEHE, EREREE UG
HEER CK #8)n, BIfhZ%k bR, MEE
B - PRISEE F 5 REREREE . SRR, B
IAFRER FIE, R OVRIE ORER, B
FE(B & & L)
A TERS ARBEYE OFE i | JUEEE, MW, BIEk,
FLE (A % 5T HE53 W, PEFEREAR 42
Z D KL-6 40, PSR, EEN MRIARRZE. | (&R, WHBE. KT, H
AL ESE, RECRR LY | THURBSE., MR, B RTRE.
I BEEA &), vaq | AL EE, BEERORE

F—= x| 58

BT, WAL, ALP S50, iR
BRI, Gl R, RIEREE X
1L SEELIANE A & Te), Al
FEIRA(MPENARE, A7/
A MEREEE A S Te)

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

FLH DT DBEARRH & L,
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@ BIMEAORBEANRBFHEE—EXR (BN R RUEZBEEXNRE LI-ERRKRHAR)

RA W7 At
MTX #Ff | MTX 36 | RHIRAR o
A P 309 219 159 687 144 831
RBIE B BUERIE (BB %) 177 (57.3) | 125(57.1) | 113(71.1) | 41(60.4) | 48(33.3) | 463(55.7)
FEBBIEB(GEBLE %)
AIEH O R RA S
MTX ff | MTX FE0F | FH] RA e
AR FARER R
REFES L UFERE 127(41.1) | 91(41.6) | 67(42.1) | 285(41.5) | 24(16.7) | 309(37.2)

EAGEEDN 42(13.6) 24(11.0) 36(22.6) | 102(14.8) 5(3.5) 107(12.9)
R R 27(8.7) 11(5.0) 5(3.1) 43(6.3) 0(0.0) 43(5.2)
WASH ¢ 13(4.2) 13(5.9) 8(5.0) 34(4.9) 2(1.4) 36(4.3)
KA R 11(3.6) 8(3.7) 5(3.1) 24(3.5) 1(0.7) 25(3.0)
LERINIR2 5(1.6) 13(5.9) 1(0.6) 19(2.8) 2(1.4) 21(2.5)
I 2¢ 8(2.6) 7(3.2) 1(0.6) 16(2.3) 0(0.0) 16(1.9)
A e~ L2 2 7(2.3) 2(0.9) 6(3.8) 15(2.2) 1(0.7) 16(1.9)
JEED 9(2.9) 2(0.9) 3(1.9) 14(2.0) 2(1.4) 16(1.9)
BIBR 5(1.6) 3(1.4) 7(4.4) 15(2.2) 0(0.0) 15(1.8)
EIE S 5(1.6) 7(3.2) 2(1.3) 14(2.0) 1(0.7) 15(1.8)
Jili g 3(1.0) 7(3.2) 1(0.6) 11(1.6) 1(0.7) 12(1.4)
A TN W 4(1.3) 1(0.5) 3(1.9) 8(1.2) 1(0.7) 9(1.1)
TN 4(1.3) 3(1.4) 1(0.6) 8(1.2) 0(0.0) 8(1.0)
FBER 0(0.0) 3(1.4) 1(0.6) 4(0.6) 3(2.1) 7(0.8)
B P 2% 2(0.6) 0(0.0) 3(1.9) 5(0.7) 0(0.0) 5(0.6)
R R 3(1.0) 2(0.9) 0(0.0) 5(0.7) 0(0.0) 5(0.6)
B~ L2 4(1.3) 0(0.0) 0(0.0) 4(0.6) 1(0.7) 5(0.6)
YL TS 1(0.3) 2(0.9) 2(1.3) 5(0.7) 0(0.0) 5(0.6)
H % 0(0.0) 2(0.9) 2(1.3) 4(0.6) 0(0.0) 4(0.5)
JEYLVERG 2 2(0.6) 1(0.5) 1(0.6) 4(0.6) 0(0.0) 4(0.5)
BT AR RRIE 3(1.0) 1(0.5) 0(0.0) 4(0.6) 0(0.0) 4(0.5)
PANEE/S 1(0.3) 0(0.0) 2(1.3) 3(0.4) 1(0.7) 4(0.5)
=N A 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(2.8) 4(0.5)
Fi 0(0.0) 2(0.9) 1(0.6) 3(0.4) 0(0.0) 3(0.4)
JNEBE 1(0.3) 2(0.9) 0(0.0) 3(0.4) 0(0.0) 3(0.4)
T R SR 2% 1(0.3) 1(0.5) 1(0.6) 3(0.4) 0(0.0) 3(0.4)
B9 1(0.3) 0(0.0) 2(1.3) 3(0.4) 0(0.0) 3(0.4)
TR R 1(0.3) 0(0.0) 0(0.0) 1(0.1) 2(1.4) 3(0.4)
A PR 2 0(0.0) 0(0.0) 2(1.3) 2(0.3) 0(0.0) 2(0.2)
ERELZ 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0) 2(0.2)
B Y HNE 0(0.0) 2(0.9) 0(0.0) 2(0.3) 0(0.0) 2(0.2)
R 2% 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0) 2(0.2)
B Y P LR R S 0(0.0) 2(0.9) 0(0.0) 2(0.3) 0(0.0) 2(0.2)
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FEBLBIER (TE LR %)
B O RA R A
MTX Giva] MTX HHF | FHIRA pon
R FHBR R

Y 0(0.0) 2(0.9) 0(0.0) 2(0.3) 0(0.0) 2(0.2)
=32 1(0.3) 0(0.0) 1(0.6) 2(0.3) 0(0.0) 2(0.2)
TR B R 2 i 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0) 2(0.2)
BERER 2(0.6) 0(0.0) 0(0.0) 2(0.3) 0(0.0) 2(0.2)
R SR 1(0.3) 0(0.0) 1(0.6) 2(0.3) 0(0.0) 2(0.2)
A v AVEE A5 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0) 2(0.2)
oA L AVERG S 2(0.6) 0(0.0) 0(0.0) 2(0.3) 0(0.0) 2(0.2)
S RuY=2/3 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(1.4) 2(0.2)
T AL L A Y 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
{EHRMERR 2 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
A PERI R 2% 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
J A v APEE G 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
AfED P FIE 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
SR 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
B R 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
AR ER 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
i R E A% 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
TTALA e N A P ARG 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
TRFER 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
FUPA RS 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
BB PERERE 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
1 e B JR e 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
YL R 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
AR A JL A Y 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
# R 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
I3 oy P e 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
ANE R 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
s 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
BUMSEE > 2 > 7 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
PR B i S 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
TR R 2 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
T B i 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
B2 e 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
JTUR G 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
i ¢ BR B A ¢ 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
kR SR 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
WA L AR 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
YL MR 2% 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
TN B 6 MK B E 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7) 1(0.1)
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eI (GEELR %)
B O RA R A
MTX iva] MTX HHF | FHIRA pon
AR FAFER AR
JEYSE R K OV A o 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)
BREEE 31(10.0) 17(1.8) 32(20.1) 80(11.6) 0(0.0) 80(9.6)
A% 2(0.6) 3(1.4) 6(3.8) 11(1.6) 0(0.0) 11(1.3)
LT 0(0.0) 0(0.0) 10(6.3) 10(1.5) 0(0.0) 10(1.2)
NSRS 7(2.3) 1(0.5) 1(0.6) 9(1.3) 0(0.0) 9(1.1)
B 2(0.6) 4(1.8) 2(1.3) 8(1.2) 0(0.0) 8(1.0)
JE RN R 1(0.3) 2(0.9) 4(2.5) 7(1.0) 0(0.0) 7(0.8)
Ve 2(0.6) 2(0.9) 2(1.3) 6(0.9) 0(0.0) 6(0.7)
{51 3(1.0) 1(0.5) 2(1.3) 6(0.9) 0(0.0) 6(0.7)
e 2(0.6) 0(0.0) 3(1.9) 5(0.7) 0(0.0) 5(0.6)
T 3(1.0) 1(0.5) 1(0.6) 5(0.7) 0(0.0) 5(0.6)
B 3(1.0) 1(0.5) 1(0.6) 5(0.7) 0(0.0) 5(0.6)
R 1(0.3) 0(0.0) 2(1.3) 3(0.4) 0(0.0) 3(0.4)
=2/ 1(0.3) 2(0.9) 0(0.0) 3(0.4) 0(0.0) 3(0.4)
HIEARR 1(0.3) 0(0.0) 1(0.6) 2(0.3) 0(0.0) 2(0.2)
ER 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0) 2(0.2)
o AR 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0) 2(0.2)
A 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
7 a— 95 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
ANICHS 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
TR 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
I 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
HEREM: H ke 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
KGR Y —7 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
HRY—7 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
P R E (B o 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
Mg - 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
WD AMERIE SR 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
HIE7KIE 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
H e 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
o P PR 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
EESLUETHEES 25(8.1) 198.7) 19(11.9) 63(9.2) 15(10. 4) 78(9.4)
% 6(1.9) 7(3.2) 6(3.8) 192.8) 0(0.0) 19(2.3)
T2 5(1.6) 4(1.8) 4(2.5) 13(1.9) 0(0.0) 13(1.6)
A 0(0.0) 0(0.0) 0(0.0) 0(0.0) 6(4.2) 6(0.7)
PP 2(0.6) 1(0.5) 1(0.6) 4(0.6) 0(0.0) 4(0.5)
HLBE 3(1.0) 1(0.5) 0(0.0) 4(0.6) 0(0.0) 4(0.5)
ik B 1(0.3) 1(0.5) 1(0.6) 3(0.4) 1(0.7) 4(0.5)
% 9 FEIE 1(0.3) 0(0.0) 1(0.6) 2(0.3) 2(1.4) 4(0.5)
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FEBLBIER (TE LR %)
B O RA R A
MTAX iva] MT)A( A i':ﬂ;ﬁ RA e
AR FAFER AR

EAER 1(0.3) 1(0.5) 0(0.0) 2(0.3) 1(0.7) 3(0.4)
Fe e FENE 0(0.0) 2(0.9) 0(0.0) 2(0.3) 1(0.7) 3(0.4)
T LIVF — T GOk 1(0.3) 1(0.5) 0(0.0) 2(0.3) 0(0.0) 2(0.2)
B2 T HfL 0(0.0) 0(0.0) 2(1.3) 2(0.3) 0(0.0) 2(0.2)
B/ 1(0.3) 0(0.0) 0(0.0) 1(0.1) 1(0.7) 2(0.2)
SeRR BB S 0(0.0) 0(0.0) 1(0.6) 1(0.1) 1(0.7) 2(0.2)
S EEIE 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
AP 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
P R I 5% 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
FeNE R Z Mm% 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
iR 2 g 9% 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
FEZ 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
bkl 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
o BE 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
T8 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
RE ATk 2% 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
LB % 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
NS UIR == T A L ERBER 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
GIER iy e 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
BREONS A 0(0.0) 1(0.5) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
HREIRTE 1(0.3) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1(0.1)
7 bR SR 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7) 1(0.1)
% ALEE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7) 1(0.1)
s 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7) 1(0.1)
HEMEZE RIS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7) 1(0.1)
B &1 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7) 1(0.1)
FFREE REE 18(5.8) 4(1.8) 29(18.2) 51(7.4) 2(1.4) 53(6.4)
JFHRE LR 13(4.2) 3(1.4) 27(17.0) 43(6.3) 0(0.0) 43(5.2)
JiF P 3(1.0) 1(0.5) 2(1.3) 6(0.9) 2(1.4) 8(1.0)
liYinling 2(0.6) 1(0.5) 0(0.0) 3(0.4) 0(0.0) 3(0.4)
EHE UL mE 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
fEFER Y —F 0(0.0) 0(0.0) 1(0.6) 1(0.1) 0(0.0) 1(0.1)
—fE - 2 HEES S UVREHEOK 15(4.9) 2009. 1) 11(6.9) 46(6.7) 6(4.2) 52(6.3)
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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)




VI. 22t (FRALOIES) ICHIHER

BHEF O o I O TS o
VHAb & 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)




VI. 22t (FRALOIES) ICHIHER

_ H 5% B ey

BHEF O o 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)
HLENENR 1 (0.1) TR bR R T AT VIR RHE R 14 (0.8)
FLEE 1 (0.1) R b5 10 (0.6)
Phit 4 1 (0.1) N ATIF—EEH 12 (0.7)
B MR ST AR AEIE 1 (0.1) FUZHUARR 10 (0.6)
KB % 1 (0.1) y— I NBE IV T AT = F—EH 9 (0.5)
XM, REES L VERHEES 100.1) M7 A Y RRAT 72— 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)
TSR FE 95 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 Fuig 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)




VI. 22t (FRALOIES) ICHIHER

AR O ;;@Qi‘) AR DR 2323&)
FUZHUARHE 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— I NEIN T RT =T — PR 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 oA AT v 7 AHN 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) CRFBIFRINE AR

9. BERBRERKRICRIZTRE
WS DEEARBRIC BV T, AFIN —EOEERE X v MITWT 52 B 6 TWD, BEEFR
WCEBENRRWEEICBWT, EMEES bR 7T AF Ui/ (aPTT) 2 AT HIER S® 5
IR HBH, bu bV (TT) EO07 e huer BB (PT) ORE~OTEITED LT
WU, AR, RN TOEREBERICEEE LKIFE T E D DA SN TRV, KREIBE-% OEEE

10.

11.

BRAEIZBW TR, REEBEREMEOMINICERT DI L,

<fiEsn >
MEAMZ BT, AKFD - 5EEERA S~ MITEHT 22 ERRBOL LN TV,

BERE
<&E>
BRI RRBRIC BT, e 800mg D K7 R 5K O 20mg/kg DEARNEE G- Thiu =73, BEE 2 RIEFIZRD
LNTELT, AFDOREKNMEITHER I TV,
WERGOLEAICIE, AFEFLUIFEROAELZEBHERSBIE L, ERNSRD DN GEITITEHe
WY R RHERIEEIT ) 2 &,

HRALDOIE

-
(-

14 ERLOEE
141 EFERSRI0EE

1411 |IEICELThoHRETHZ L, BRICEDETH., AFOX vy v FE2I SN L, BFE.

FRICERTITI 30 HBRELETH D,

1412 HERNIC, NEMZ BRICEVRERT L2 L, B, ANEWPIZIH S Rl XA A NZED

LD EIIFERH LT &,

<R >

FRICEL TS (Q@%., 30 oREXNIE), H5E+T52L, BRICHLEDLZETIE., RAIDF v v 724
QAN

BHSANIINE Z BRICK VERT 22 L, AEYHICH Ok XUFE AR b 55613 H
L7722 &,




VI. 22t (FRALOIES) ICHIHER

142 EFISEFOEE

14.2.1 JFESHBOLIE BB, M SUIRBE & U, Fl—@&T~0D 2 ROEFITRET | 5/ ESE A
EEZDHI L,

14.2.2 ZREDBURIREAL, RIEIZRE O & D AR, 5, AR, {EEOEAD), FREDO AL
ITES LN &,

< figan >

N K OMEAMIE R ARBR I3 T IS ME SN TWA T, BE L, £/, ESEHEALIC

B C iR EE 2 Lz, R USRI LERZ2 32 &, ESENCARR LT 258

TNRH L0, FEGRICES A E 2D 2 L,

12. ZQOMOEE

(1) BRERERIZED 1B

15.1.1 AFNOEARRAERIL, EWNTIE 52 BHEE T, W TlE 4 FRlE CoMBTERINTEY, =
S O & B % T2 AKH O R 5RO R 2 TS L TR,

<R >

AFNOEGEHRABRIL. AFTIZ 2011 4F 8 HBIET 52 @ E T, WS TIiE 2007 4 8 ABAE T4 EROT —4

DEBEINTWD, TNEBITAAOEME RO AEMEIIMESL L TR,

15.1.2 RANL, 9 o MtEOARRBEE Z G & U BARRER 2 i L T ey, AFIEL FT9 ol
PEOREOEANHRE SN TWD, F7o, thoPl TNF "ANCE TS 5 o MtEL R eERt5R e L
ARRBR TlL, DASIEIROE L, RO EFRHRE S TW5, [2.5 BH]

<SR >

AHNL D o M OREBE 255 & U7 BRARRRBR T I L TV 7R W03 AREIZ & Te T TNF fA o #5112 X

V. 9o MMELARDOEADNTED I TS,

( 2. BENE & ZDOHH-5] OESBMR)

15.1.3 BV v~FBEZx 5 L LZENBRKRRRICB VT, “HEEREEGE (24 H) K OWEE
WEBR (528) Z C7-PufRBiEE (ELISA{E) (. A N FL¥¥— FEH T TIE 82% ML DA K
Mt — RIEPFH T CTIlE 29.9% CTh - 70, F70. 52 O GBI\ T 2 R 5 & O
4 ARG TENENA B P LUF— MMEH T TIE 24% KT 4.7%, A MLy — R IEFFAT
TIX 11.4% KL TN 10.8% THh - 7o, BERRBRIZ BV TARAN T 2 PR FEL L - BFE B VT,
A RENE T3 @M D LN, BIMELNLEL2E~DOREITH L TRy, [16.1.2,
16.1.3 ]

<R >

B R O M D BT 5 03 TlE WS, EIROBRRRER CTAFN R D HUA 80 b= BEF BN T,
AFN D M R EE AME T 9 DA Sz T=8, % Lz,

( [VI. E@hielcBI9 5EA 1. P REOHR (2) FEERER CHR SN FhiRE )RERG-Q] ©
THZ M)

15.1.4 SRR E 2 505 & U ENERRBRICB VLT, 528 £ TOFURR IR fREE ECLIA 1k
H)E, BIEFIT 96.0% Td > 7o, PURMlATEE IZmWEFIZIB W T, mHREME T3 28 m 2
B BT, BRI O ETE~DOEEITIH S 2T, [16.1.5 ]

TE)ERAEEE ECLIA 1513 ELISA VEIZ L~ K O LAFEME DO @ WAIEE TH B,

<R >

FRIWE R O A~ DRI STl A0, [ENOERRRER TARAN 2 HUR2580 b= &IV
AFN DI FFEEE DMK T3 DA RO Hii=i=h, BE LT,

P U X7 NG FURO BRI BIOBENE, HRPUAMM2Y 1,024 BOWFEERE I 5 i
1,024 LU F O#ERE IS DRk 2 Flal> 7203, 8GRI B ERPURMEAS 1,024 %8 2 RE S35 c



VI. 22t (FRALOIES) ICHIHER

Y PURDFEBLBSAIWEZ RIE TR OV Tl 2 2 L IIREEChH - 72,
L EY X T RINVGEOBKRGAER A OFRE

B REUAA . . 200mg/2 ¥ 200mg/2 i 400mg/2 i
200mg/2 400mg/2 . . .
—200mg/2 ¥ —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 FEpi s (31/39) (40/44) (16/22) (14/15) (38/42)
1,024 #4 33.3 (3/9) 66.7 (6/9) 33.3 (2/6) 60.0 (3/5) 54.5 (6/11)
1,024 LL'F 61.5 (24/39 79.5 (35/44 59.1 (13/22 86.7 (13/15 88.1 (37/42
PASIO0 (24/39) (35/44) (13/22) (13/15) (37/42)
1,024 #4 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 Heisk (23/39) (31/44) (13/22) (14/15) (32/42)
1,024 11.1 (1/9) 44.4 (4/9) 33.3 (2/6) 20.0 (1/5) 54.5 (6/11)
VACIES)

(TVIL SEHEREIC P9 2 H 1. iR E OHER QMR CHR Sz hiRE 2)KER5-B) DEE
)

15.1.5 WM BT 57 0 —JF5 RO OO IR B E x5 & U7 Heloo IRk OEE i cix, &
ﬁ@%(%%@@&ﬁ%%%<)@%i@(%%mﬁzﬁ)i\xﬂﬁﬁﬁ®%ﬁaﬁom11m
NEHTZD 0.5 (04, 0.7) (Zxt L, 7T BREGHOBE 1,319 1T 100 AMEH720 0.6 (0.1, 1.7)
Tholz, BV v~ FEBE T, 2,367 FITHE 3 HIOY L RERGRO BT, ZAUIRHERT
FHISHAEOK 2 YT, £72. 70— 95O OO i BEERRBR T, AHIE
HREOBE 2,657 HITY @1 fFil, 77 B AEGHOBE 1319 G TR XU N1 FIHF
BT,

WM BT DRl Z xR & U iERERBR T, BEMEIER G R ANE R G 2 Rk ) D3 A (95% (5 -
KRNIE, AFFEGEEOBE 995 6T 100 NEHT=V 045022, 0.82) T 7=,
(1.1, 82 &]

< figan >
—HIZ, RA Z B TIEMERIEMIRE D & 2 B 0B MmEH 2 RIS L6, BRSO RB Ok
BRIENEE D Z ERRESNTND, EEEEOBEDAAFNER T 2208 500 TIER VWS, EEEEO
HKBIIT DI EET A L,
(1. BENELZOMA-1, 5. BERERNER EZOHEBLOESE2], [V, HRICBET5EA
RS 2) ZetEiRBR) OIESMR)

15.1.6 Foff A2\ S EHlAI SUIOERIRTE & OF I L7256 O R et O LI LT
fcﬁb \O

<fiEsn >
HE R I BT B S IR S ot 2 0EH L= ENEEARRER & 3206 L QU VW2, AR SN O
I IREST. L CURU,

(2) FEBRIRFAERICE D L 1HR

15.2 JEBRERERERICE DIER
152.1 K&, ~TAKOT v MEOTF >WEICHE ST D & FRIFURGHALDZED Hiv, +50 700
BENMEONR, 2O, DAFMERBRIZERE S TR,

<figsn >
AHN D FE G R BR D FJii Rt - >V CRid L=,

—100—
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1522 7>k (5 HF?&{’E%HK’EWJ’Q%&H&Q%) WL (28 HFIAE RN P G2 EalBR, 13, 26 )&
W 52 ﬂﬁﬁﬁfﬁ&ﬁ&@ﬂr HER) IR AMEERA T, Somgkg/ L EOHET, £< D
2B (U 2 NH AL, . ﬂm TE., TEHEAOMIRER) O~7a 77— V2= /o
TERE NI B 70, IMRAG 3 R A D 22 BT Rk (DL D F) NiB bz, 2 b O ZEJERIL. PEG
DEVAENTZZ ENFREEZZ LD, 13 B RO 26 B OBRIEBIM%ZIC—THEKE Lz, 72
B, P 50mg/kg/ill & x5 LT & & D Cmax P AUC (X, & M2 400mg &5 Lz EDth
FI200 5 X139 TH o7,

<fiEsn >
t b COmE AEOFEH TITEEIIR WL D L E 2 THhDN, 8t ©PEG OBV IARIC LD L EZ NS~
7 a7 7 — Y DZERIE RN OIS 5 R O ZE RIS - DT T2, % E LTz,

—101—



X. JFERPREAERICBET HIHE

1. EEHER

(1) RFEHER (VI RpREICEHTLSEBEI 3R

(2) REMEREHR

1) fHEARER, DOERRVTFRBRICKIFTTEHE?

BN X7 RXANVE, Ty b, U RREO R EBREMFED TNFa & DR ZERIGMEEH S 72
WZ END, IS OEMTE COREAVERRERER 2 I L TV e,

Lol =7 A Y/ TNFa EI3RZEZ N EZTTHZ D, =7 AP HAWT, FARMRR(—
k), DIMESRULE, O, DEREE LD QT Mz & 0BRSS T A — &) K O EER (%t
THRBOREEICOWTIMMZ T2, ZOFE, B M) X~7 =00 50, 100, 400mg/kg D 28
H WM RAE RN G-, I ONC 10 KT 100mg/kg O 13 KON 26 38 i S8 f2 T #e5-12 B L 72 83580 &
nighnotl-, ZnoORBORSHAEIICBT 2 MET L N X~v7 XA VokEHELT, 28 BHHE
A AR $¢ G- 2 R CIE 9,814ug/mL, 13 KON 26 I E 2 F# 53R Tix 2,600 & O
2,210ug/mL TH -7,

2) EFE MABUR LOXERGHBRUE bR EE MHERER ©

EH e MEEEE A & ORERISRBRICIHENT, B MY X7 Lad, 3 L 10ug/mL OFEEET, 37
FEOER & MO WT I & bR RS EZ R E 2o 7z,

b MEE A TERERIC BV TR, B hAMICKR LT, 333ug/mL CTHIWIRIMEREEEN A DN H DD,

33,330ug/mL TIAMITA BT, 3,333ug/mL LA T T & Mg O A b 2 &l Le o 7o,

(3) Z DD EEHER

LR L
2. SMHHER
(1) BEREE5H4EHER
PR =
SR A B if (L) - . BB R
#5990 R
WSS | p=s L | e - wm |00 100400 BIEO e doomee b1
mg/kg Hr &
(2) RIEH‘RESMHHER
PR -
SRR O BT (i) - %;g;f B
e il R
HRE - 28 HI# | 0,50, 100, 400 | , . . _ .
G 1 150 mg/kg/iH ISR S | MERE © 400mg/ke/iE
. FER13 L1826 | 0, 10, 100mg/ .
y ==t 53) - Y i Y =N - =
AR 57 H=7 A% EGE 1 ) kgl e | MEKE © 10mg/kg/iE
KR - 5238M | 0. 50, 100mg/ e | REERME  SOmg/ke/ i AT
N N e T o - .
(& 1 [8]) kg/if SEEME © 100mg/keg/

—102—




X. JEERIRFERICEE S S1RE

(3) EinEMHER

e 5-RRE
R O FESE By FE (hid) - Be G AL E R NS
#5-H1M
HRsER Sophimuriun, | FCEER(C L | DS B
AL E.coli MiEH v A : He =
/plate
UCIENEN b RAH I RFHE AL 22 L | 0, 2813, 3751, 5001 b
HH U gk XX 0 ug/mL B
0. 104.1, 208.2
N>7ab) E- . N N N 2N
N ~ A AR -2 B 416 4mg/ke Fe e
@) M ARIERER
MR L
(5) EMBEHELESHHARB
5t 512K
. B .
RO il (0iE) - i B
15 511 R
Z e e B OV CTN3PFY BB GHERE,) -
_ o 100mg/kg(GH 2 [E1 £ 5)
IKRETOHMM | Tk FhiRAN 0. 20, 100mg/ | MEFVER | | e .
R A 59 kel 2 82 5) BUETHEE K OWIHIR RS 2R
B 100mg/kg(# 2 [F1$% 5)
BE—faErE, ATHAE -
cTN3PFY
W R | 5o T HIRP 0. 20, 100my | fgpti | L00meke@ A EIR)
k(2N4|E[+&‘§—) M- GBI
& 100mg/kg(2~4 [Fl#% 5.
_ pu=e| PR
A Bl R OV 22 cTN3PF9 Bk, AAMHE
P NN - 100mg/kg(# 2 [E145-)
BRORELGIC | 7> b P © 0. 30, 100my | FEpene |
N 55) ‘n JuL .
RHARDFERE kg(GH 2 B4 5) 100me/kgGH 2 [515% 5)

a)lfE : ATELAT 4 W, ZECHAR, R OSIECHARIAG T4 4 WM, M ASHCAT 2 W, ZSEOHIR, R 1 R OV4 B (A 2 [B)
bR 1 K OV4 B, U3 6, 9, 13, OV 16 H( H 1 [E])

O)iTlR 6 H ~4%%L 20 H (& 2 [A])

d)PEG {bHi~ 7 A TNFaFab' (/L kU X~7 NI VLOMESSF). 7 v b TNFa (x4 3 REMISEEZ T 5,

(6) BFTRIZEEER

50
BRI B AL (JLE) - B G BT AL E R RIS
B 51
N KT+ HiR] 0. 160, 800mg/kg ~ - IR
7w b (HiEH) ©.1. 0.5mL) TR TR DI
o _ ST+ HifE] 0. 200mg/mL .
= JEE I 56) - % i B |
R TR 7 b (RS | (0.5mL) R O
} JF -+ HiR] 0. 200mg/mL . - - .
7k () (0.5mL) TR TR DI
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(1) ZDto%kEN

Pe 5% %
RO B AR (L) - e 5B AL E R AR R
e -1
S peg g | LT SZEM | omghgin | DD REBIEIR D Bk
(A 1 =) NSy
v b X T b XTI LOHENE
~7 NAL |k bhwrn o VAT B ERE A TNFa &
DHBNR | 77— fvitro 0-Img/mlL DR E A LI D AL D% S 1
0 iAH ST INE Dotz
., . o TR R T RINIC L B
gi;@ﬁi’i%ﬁggﬁ E;/&bi{;‘;#y in vitro 0.1~100ug/mL & TNFa ~OFEE1EK 10ug/mL
DOPRE RIS N7
PEG X/ Fab' PEG I% IL-18 KOt
PEG X% . TNFo D53 ih%& F5EE7, CD54 58,
= Fab' PEG ® ;;ﬁfjﬁt b i vitro 0.01~10mg/mL LU B b RIE Z 7o Tz
" ARTE L) e (PEG 3|3 Fab' PEG) | PEG X3 Fab' PEG # UV iAA T2~
I D ST a7y —% LPS RIEICx4 5
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T b Y R R X B
ZEfaf LAERR D . DOZERULIT Y UREE TS ST
TP (7;;;(»?:; i%%& 26, 0, 10, 50, 100 WD ZERADME & i;'%focoﬂ\t
Ry ikt =i y ‘//\f)'é’ﬁ%ﬁ:,;pﬁﬁ) G 1) mg/kg/IH v hY X~vT Ik b%ER
Bt LA R i %ﬂﬁﬂ“éﬁ%%ziﬁ%
Lo T
i iﬁf‘f 5k FBIRPS - s ‘l’oo(l)ﬂfg /kzoo‘ 400\ o sisE e | 1000me/ke AL
il
D\ KExRE Sy FRPN -5 AR | 0. 50, 100, 400(GE#K g R 400mg/kg/ H i
| B O (1 B 1[=E) 0. 44, 88, 352mg/kg) | 352mg/kg/ H
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4. BEVLDIER
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M1, M%) [XI. fH5 ZofoBEEE) OESMR
6. R—FE5 - R%hE
Rl—AZhE 3 7L
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1. EFRELEEAR
2007 4£ 9 H 7 H(AA R)

8. BLERFTRRBFAARUVRREES. RfiZLNKFAR. REMBEAE

. B IR 78 A s SHRAG FE BN AR5 B LA
S 4 H R 4 H 4 H
o AUTOE T 200
‘;U ;‘/ BT me 2012412 A 25 H 22400AMX01488000 | 201342 A 22 H 201343 A 8 H
ATV T O T 200mg

2018 8 H31H 23000AMX00796000 | 2018411 H 28 H | 2018411 H 28 H
F—1IY s A ¥ ¥ ¥

RGN —EAE T ARRAEA B 1 20154 5 H 26 B, 2019 4F 12 H 20 H(®hE -« ZhRBMC XL D)
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10.

11.

12.

13.
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WE, EAZIZEL N XAv T RIVEB R Z)E LT, 1 [E] 400mg & #)[E], 2
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S Pk e, BIETAEMEEORE, IR iR, RoREMEALRE - 4 4ER 0 20194 12 A 20 H~2023 4 12 A 19 H
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[t R B R OV BRI S OV R PR HE (2 B S & A 7B K LS B 0 D R HIHY: | (B MBS SRE
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JELA 55 B A At o ¥4
WL IE iy = — ¥
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VAT LAHa— K
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3999437G1022
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122245601

622224501

D%

LY TORTE 200mg
A=+ VU7 R®

3999437G2029 3999437G2029 126547701 622654701

REERAFLEDOZEE
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SHxTE 12820 8)
1. ZhHE - 2RO HEH AR #9”?%@@*%&EKOPT
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(3) Y AVT R FE200mg >V >
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ARBAFN OBNEESUIZh RN E T 2B [ARFOm@ AL, FAlE U CTBEFIRE COIRA 0725
Y U~FRECIRETLHL, L., EHOMENBEOERY 27 NEW0nEHR S5 R
FITxLTUE, $1Y U~ FHIC L DEREBER WA THEATEX 0, HFOHA R4 5%
ML BT, BEOIREEZFMEL, AFOFEHOVEMEZEEICHET5Z L, ) RS
Twé@f RIS T+ ETDHZ L,
@ b, BOEETEE R, EE R, E Rl T

- MRFOLEICHSBEFTEO—HREICOVT (REF 122055 4 5
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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 TNF « , reproduction studies
were performed in rats using a rodent anti-murine TNF « pegylated 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.
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A —A +Z U7 D%3FE : (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
KEOWA E Safety and effectiveness in pediatric patients have not been established. Due to its inhibition of TNFa,
(2019 4% 6 HkiT) | CIMZIA administered during pregnancy could affect immune responses in the in utero-exposed

newborn and infant.
RN E A (EU) Paediatric population (< 18 years old)
DU E The safety and efficacy of Cimzia in children and adolescents below age 18 years have not yet been
(2019 4% 7 HlFT) | established. No data are available.
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