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100 184%158 | 54*4.6 229+ 81 295+81 11.1+3.7
(n=6) (n=6) (n=6) (n=5) (n=5)
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KU13.0 £ 2.6 day TH Y., BARALIEAOMEEF
IREEHED L BYBhRE /X T A — 2 IXRBETh- T,
OMIX SrHRER S (BAANCBIT 5D
MIX GFRATCHE Y v~FBETEL P X7 <A
V200 mg % 0, 2, 438K, Z0D1% 100 ng % 2 BRI,
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BF0D ACR BB ELTEITI31T B A ZHER (ACR20, ACR50, ACR70)
"B TRICRY, AAURERE (200 mg KT 400 mg % 2
BERRRS) 123817 5 ACR20 1375 L RBHC L ~EFZIT
WELE,

* AR Ty b0 Db KRR USRIEIERIEET & 1T 20%/50%
/T0%LA EBGEL, A2 0 © 5 B 3 B AS 20%/50%/70%L Lk
HFELIEROES

#2 1288535175 ACR20, ACRS0, ACR70
(ER - F I/ IERREGER

TR AH) + MTX
(+ MTX®) 100 mg 200 mg 400 mg

ACRe 286 62.5 76.8 776
) (22/77) (45/72) (63/82) (66/85)
TR 417 8.29 8.68
BAuALY -
[oSMBHRAT i _ [2.10,8.28F | [3.67, 18.72F | [3.85, 19.571°
(97 SMEMIXRT p<0.0001° | p<0.0001°
ACR50 78 34.7 415 518

6/77) (25/72) (34/82) (44/85)
TS5 T _ 6.29 8.38 12.70
B Xt -
[95%fasm) - [2.40,16.51] | [3.27,21.50] | [4.98, 32.37]
ACRT0 0 139 20.7 259

/77 (10/72) (17/82) (22/85)
TS EHERT _ _ _
By XY B
195%f2RIX - - - -
% (BH0

8 MIX=A—h

b)  BEMEBBAERELRSAT 1y JEIRE TV

o BUENSEIEL Bonferront Htz 23 I (AT EKYE: TR 2.5%)
9 9TSMEWEM

€) oAWK

24 BREOBPEBBETEERVRED X #2227

(modified Total Sharp Score : mISS) Tl L7-&R
ETRIITT, ARREEE (200 mg K 1400 mg % 238
BB E) 1ZBI1) 5 nlSS D_—R 5 A VB S DL
BiX, 77 EREICHAEN T,
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£3 24ABBIZHITD NS DA—R 51 VRN EOELR

(BN - F 1/ I8RARELEER)
TR A + MTX
(+MTX ®) 100 mg 200 mg 400 mg
noqy, | 3270 E5727)5480 + 62.52)50.37 £ 5336|  49.93 =
an (70) ) 47.20 (89)
~—zFAvine 278 £ 515 | 105 £285 | 0.21 £201 | 0.65 + 295
OFR (6) w0 (G3)) €4
BAnE -1.74-2.85, | -2.57[-3.65, | -2.12[-3.19,
MBS -0.62] ~1.49] -1.05]
Tl RS (PR
a)  MIX= ARNEy—p
b))  BERRUS—ATA I3 e T

Q) FMB_EE R Y
AP PUFP— b ERERTERVESEMY U
FREZRNRIZA P P UFY— P EFRALARWCER
Li=7 7t AR EEREBEBERL D, 12 88
@ ACR20, ACR50, ACR70 % FRIZTRY, Al 200 mg 3%
58 QRRRRE) 12815 ACR20 137 T 2R
_EEICSELE,

®4 12:BEFIZH1+H ACR20. ACRS0. ACRT0
(EN - FIA-EERIEERR)

TTER 200 mg
ACR20 14.9 (17/114) 67.2 (78/116)
s e Rt 11.71 [6.14, 22.31]
[95%EHIX R

p < 0.0001

ACR30 6.1(7/114) 37.9 (44/116)
TR By RS 9.34 [3.99, 21.89]
[osMEwX ]
ACRT0 0(0/114) 19.0 (22/116)
TR B v X0 _
[9MABIX T
% (B0
a) RSP RAENI LV AT 4y JBIE T

24 AROBSHBET2FRVRD X BRa7

(modified Total Sharp Score : mTSS) TEHH L7=%5E
EFTRITT, 5 200mg 58 (2BRERHRES) 2B
T 5mISS DR—RFA VN LOELRIL. 7TER
BRI~ Do 72,

#&5 24BECHEIT B IS DR—RSA UENSOTLR

(BEA - £ 1/ THEARREER)
s 200 mg
2T 46.13 * 5443 (1149 36.48 = 51.33 (116)
N RS DR 249 £ 552 (119 0.44 £ 183 (114)
BEE (OSMBBIXT - -1.97 [-3.04, -0.90]
i+ SRR (BB

2 BERRUAN—RIA b SRR B TV

2. BIVISERSURR
() FENE - B HRHEGRER

APMLFRH—MIEV+RRDERBB LN 0T
Y U= FRELHGRIZA N MLFY—FERTT
ERLET T ERMBoESRILERS (RAPIDL,
RAPID2) {35175 24 3R ACR20, ACR50. ACR70 2F
FKITFT, WThORBRIZHV T, 2FHR 58 (200 ng
BTt 400 mg % 2 BRERRE) I2BIT 5 AR0 17T
BRI EBIIE LT,

®6 24 BRsI=ds1F3 ACR20, ACRE0, ACRT0 GIEstERERERER)

TR 5] + MTX
(+MTX?) 200 mg 00mg
RAPID1
136 58.8 (228/388) | 60,8 (236/388)
AcR20 @7/199)
TR BA YR 9.25 10.07
(o7 SHEHETR) ) [5.49,15.59) | [5.97, 16.99]
p < 0.001° p < 0.001°
ACR50 7.6 (15/198) | 37.1(144/388) | 39.9 (155/388)
FFAREC A By XY 7.59 8.52
OEHIXI] } [4.28, 13.44] [4.81, 15.07)
ACR70 3.0(6/198) | 21.4(83/388) | 20.6(80/389)
T ARETH T By A 9.25 8.69
[oa%{Z¥T= } [3.93, 21.75] [3.69, 20.46]
RAPD2
ACR20 8.7(11/127) | 57.3(141/246) | 57.6 (141/245)
TP By XY 14.43 14.33
(o7 SYEHXT j [6.71,31.02] | [6.67, 30.80]
p < 0.001° p<0.001¢
ACRS0 3.1(4/12D | 325(80/246) | 33.1(81/245)
FTEABHRH DAy <Y 14.83 15.30
OMERXR ) [5.25,41.58] | [5.46,42.97)
ACR70 0.8(1/127) | 15.9(39/246) | 10.6(26/245)
TR By KD 23.85 15.46
(O3 ERRIXT) ) [3.23,175.90] [ [2.07,115.42]
% (P10
8 MIX= A&#—h
b BERR U R RN L L e VAT 4o/ BIRETFN
o BREOSENHIB i B 2 2R (AT EAHE: Bl 2.5%)

RAPIDL {Z33V VT, 52 BERFOBIEREEET 2 FR R D
X#A27 (modified Total Sharp Score : mISS) TIF
i L7 ERETRIORT, RARER (200 mg B T400
mg % 2 BRIRIRE) 28T 3 ulSS D_—R T 1 B
LOELRIT, 77 R H~mBIE =T,

F1 2BEHIBTSH NS DR—RS5 1 VEMNSOTILR

(I EREREARE - RAPIDT)
77 A + MTX
a)
(+ MIX*) 200 mg 400 mg
39.0 + 4.5 384+ 49.4 38.3 + 47.1
NR—RZAV
(199) (391) (389)
28+78 04+57 02+48
N—ZTA OB
(181) (364) (363)
FIERBRIAT B A AL _ -0.5{-15, -0.6 1.5,
| B [07.oiEeng” 0.0 0.0]
pfE® p<0.001 p < 0.001
TP ERE (R0
2 MIX= ANLEd—)
b) Hodges—{ehmann S HEE IR CNERE 2 fR#EIE IR
0 ReRXFLHLOEROTL VIOV, BERRUMIRRRT, <—27/ 8
DT TSR U ET

(2) FIb HH_EEREE

A M MUEFRF—MZE D +HRRRE LN
g Y Uy~TFBEERRIC. A b PV — MEAT T

4 BEIOFEAR (K] 400 ng O 2 BRIGRE) %,

ZH 200 mg % 2 ERIGEE L 16 BREIZISYV VT ACR20
FERLEF%Z, 1I8EMICIFE (RF200mg 0 238
RIRRIR S, A5 400 mg @ 4 WRERHRS-XIZT T ER)
ZEID fHF, 34 BEROFIMER RS E TS
TR _EERIEERREER L,

34 BEFIZEIT S ACR20 (%, 75 EREE 44.9%  (31/69
B | AA 200 mg D 2 FBEBRIZEBE 67. 1% (47/70 451 |
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AA 400 ng O 4 BEFERSHE 65. 2%  (45/69 #)) TH
Y, FEHREEE (200 ng @ 2 FRFRR U400 mg @ 438
IR IZBWTT 7 e R SR L B U CEEICERS
ROMRFFED LN (FH 200 mg D 2 BRI :p =
0.009, AH 400 mg D 4 EFE : p = 0.017) ,

(3) M RIRAARE (M ERRRER) 7
WBIMIBIT D7 a—VIRRUEDMOEREREE L
THBBRRR UFERAR T, BHEE CGEEa
R 2R ) ORER (95%EHXM) 13, FFE
HEEOBE 4,650 1T 100 AFEH7=D 0.5 (0.4, 0.7)
WXL, 77 ERBREHOBE 1, 319 FIT 100 AEHT-
0.6 (0.1, 1.7) Thote,
BEEN D U= FBETIL, 2,367 HITCEEHIFDY LB
AR b, ZIIRERTTFRIEN A0 2 22
HYT D, o, 70— REFOMO B RERE
BT, FAIBEROBE 2,657 HTY L1, 7
T REBEROBELFITEI R ) o BELFIN
RHE Ui, ThoDRRBLEMET, SRANLSLTR
INDHO LU LT,

[ExhFEE]
L¥/ MY X=T R in vitro RBIZBWT, BLTFo
fER%Z R LT,
SBRIETFARBLZ B P TNFo ChINF o) 128Vt (KdfE -
71.6~103 pM) THEE L7,
*rhINF o DEMREIES I (10, fE : 49 1~4 ng/ul) L7z,
. A rhINF o 1230 LT HORERUTIERB AL
7oo
- LPS Bz L B TNF o RO IL-1BDEEA 24 L 7=,
2. A MY X RINIL in vive BRIZBWT, B b
WFe hFVRVz=v 7D REFMIBIT KD
EATZIRI LT,

(B R 2Bt $HIHR]
AN ReT RO (BETAES) (JAN)

Certolizumab Pegol (Genetical Recombination)
(JaN)

D BIFMEMZ € MEE 7 a—F A HiED Fab’ B
R OFEETHY, v V2L F WFe £/ 70—
FHHEOBBHERERR Nt b 1g6l (ZH¥%T 5
ERHE 7 Vv—L2U—I8nbY, HE 227 &B
DCys BENZA "I FYV=FLU ) a— (E
WSFER 20,0000 B2RFRELEV DL 2E
v A I FEEABEERESLTWS, ZA Y
ReT N_RINE, 24 BDT I JBEBENSRSL
$ (x ) 1 DFL229EOT I/ BRENLR2S
HH (v 1R 1 5 F b b7 3V E,

FFHE CioartliszN2gs0336510

L ﬁﬁ C1036H1596N272033486

#7990, 000

~ 4

TR

B3

=3y

[EeB&]
BERBOSREHAE LR L. FROZSMEZO>NTHS
RSB L L bz, BIVESORALEDRRSIHFO
FEMRURESEC OO TR A 2 &,

(ag]
VAU TETE200mg Y Y 200mg X1 Y Y

(FEXB R UXBRER ]

FEH

1) Wolf, D., et al. : (American College of Rheumatology,
Abstract, 2010)

2) HAER GRS 1 IEEREUR  PHA-024 B

3) #HAEE (ENEL/ THHRARREGRBREE
CDP870-041 3R%%)

49 HNER (BNFIAETHREEEEREE  RAC006
H_ER)

5) HPEE CBABIIE_ESRIEERRE RAPIDI,
RAPID2)

6) HAER MMED B - E SRR
CDP870-077 &)

) HAEE (ESEERRRERIC R 2 EMIEE O SIER)

8) HEEl (E F TNFa FF VRV x=y 7<= RO
Rz 2IHEIER)

XHkaRR %k
FETRICISEOTENERHCISEF LTH FRIZ 5%k
=&,
TAT 7 AMEHASH BEAWD v —
T103-8411 FFRHPREXAAEARI2 TAIH 1L &
TEL : 0120-189~371

WERET
V‘F 1-3-E-Iv) DR aH
hd RRBHFEEEHRESTE17H 15
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1.8.1 ek - IR R UFOR TR
1.8.1.1 ZhEE - ZHE ()

| BB CHRTARRIN Y v~F (EOHEIREOM L& 210

1.8.1.2 ZhEE - IR ORERM

AFIDOZEE - hRIL, ENOEERER (58 0 /11 488 : CDP870-041 3RER. % 111 4388k : RA0006 35R)
BRONBAOEERER (CDP870-050 3ERZ TR CDP870-027 RER) OFERA Iz, YA TOBRE - &, Wiz
EADORZE (TFV LT - TREXT L) ODRE - SRS EBICRE LR,

1.8.1.2.1 FERBR U IROBR (ACR-20%2E)

CDP870-041 RRBRTId, MTX T LV +R72 2R 08 bd - 7= 758 RA B 258z, MTX §ER#%
H{ZX% CDP870 2 A& (200 mg RUR400mg) D7 FERITR+ 2 ESMEE. % 12 BIZBiT 5 ACR20
KERZTEMEER, 524 RIZHI1T D ACR20 WERZENRMIHMEER & LTRIET 3 - L2 ERIE L,
77 2B, 100 mg B, 200 mg BER U8 400mg BED 4 BEZFRE L7=. 200mg BER 10400 mg BEIBRLAHE L L
TEZHNZTI CDP870400 mg % 0, 2, 4 BIZRE L, ZO%MERFAR & LT CDP870 200 mg X 400 mg % 2
BRZEICom (188M) | 522 BREIKTRE®, 24 BB ICRETHESEM L, 100 mg BEIEAHE
200 mg, HMEFFRE 100mg & L7z, E7¥H 0 MTX AT OEER 7 T AR TH 5 CDP870-027 34
BRK U} CDP870-050 AABR T, CDP870400mg % 0, 2, 4 EEIZA TS L, L% 200 mg F721% 400 mg %
2BRRT, ENEN 2 BRO24BECRTENT 2R - BEL L7, CDP870-027 RERDASMEDFE
FHIRE R 1, 5 24 BITI8T D ACR-20 HER KU 52 BIZH1F 5 mTSS D_—R T A UENLDOELE
L. CDP870-050 FERCIX, 524D ACR20HERL LTHEBEL,

EPUZIVT MTX BHFA T C5ME L7z CDP870-041 SRRERTIL, 8 12 WITIIT B ACR20 WELEIL, FS+%
¥ 28.6% (22/77) . CDP870 200 mg & 76.8% (63/82) . CDP870 400 mg B¥ 77.6% (66/85) T -7z, CDPST0
200 mg FDT T ERBHIHNT D4y Xt (97.5%CI) i 8.289 (3.670~18.723) . CDP870 400 mg BN T &K
BEHIXT D4y i 8.684 (3.853~19.571) TH Y, MBHLIZ T 5 £ RBEIKIT 2 HE 2 ACR-20 YN
Hohlz (WFhd p<0.0001) . HEFFOEERER (CDP870-050 SRERK U CDP870-027 RER) 2B\ THE
24 3B ACR-20 BERDFERIT, 77 REL Y CDP870200 mg BERR400 mg BETEL . 7T ARBEL D
FyXtkh, 1.0 LVBEICKED-7 (p<0.001) ,

£ 1811 FF AR MIX $FARER (Q2W) : EFRRICHIT 5% 24 58D

ACR-20 AERDLE
CDP870-041 385% (FAS) CDP870-050 38 (ITT) CDPg870-027 35 (ITT)
7Z7%®R | CDP870 | CDO870 | CDP870 | 5%&a& | CDP870 | CDP870 | 5% | CDPS70 | CDP870
+ 100 mg 200 mg 400 mg + 200 mg 400 mg + 200 mg 400 mg
MTX +MTX +MTX +MTX MTX +MTIX | +MIX MTX +MTIX | +MTX
N=77) | (N=72) | (N=82) | (N=85 | (N=127) | (N=246) | (N=246) | (N=199) (N= | (N=390)
393)
n 77 72 82 85 127 246 245 198 388 388
ACR20 & 19 44 60 61 11 (8.7%) 141 141 27 228 236
#l (%) Q47%) | (6L1%) | (732%) | (71.8%) (573%) | (576%) | (13.6%) | (588%) | (60.8%)
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CDP870-041 8% (FAS) CDP870-050 8% (ITT) CDP370-027 #5& (ITT)
TIER + 4,797 8.325 7.759 144 143 92 10.1
MTX {1zt (2.377, | (4.085, (3.849, (74,282) | (7.3,280) (59, (64,
54 v Xt 9.680) 16.969) 15.640) 14.6) 15.9)
(95%CD®
pfE® <0.0001 <0.0001 | <0.0001 <0.001 <0.001 <0.001 <0.001
NRI %5&MH

a) F v XLLid, 8k (CDP870-050 . Uf CDP870-027 BRERDA) BRUMREHAZET L LEn VAT 4 v 7 EIRSFCEE L,
b) pfl3. H¥ (CDP870-050 TR CDP870-027 BRBRDA) RUMEREZETF & LicaPRT 4 v 7 EROFCBH L,

RA0006 FBR Tid, MTX DREHTE 22V EENME RA BE 2381, MTX 3E6EFRD CDP870 DA it
IZoOWT, 12BRIZHIT S ACR20 WERLZ TEMHER. %24 BIZRIT 5 ACR-20 ERZ BIRAIEHE
BHRE LT R THERMEERET 2 2 L 2 BLE LT, 75 & REERS XU CDP870 200mg B 2
BEZRRE LT, 200 mg BEIIBALAFIE L LT CDP870400mg % 0, 2, 4 BIZHRE L, Z0M%, HSHEL L
T, CDP870200 mg 2 2 BRI Z &I 9Bl (18@mM) . & 22 BRI FRE LT, 24 B BICRATEE =ML
7o

% 12 BIZH1T 5 ACR20 HEFEIL, 77 AREE 149% (17/114) . CDP870 200 mg & 67.2% (78/116) T
&7z, CDP870200 mg BN 7 ZwAFTRT B4 > AHiT 11709, A XH.0D 95%CI 1% 6.144~22314 T
HY. HE/R ACR20 ZENRD bz (p<0.0001) . F7o, %24 D ACR-20 B}, CDP870 200 mg
HTTI7ERELEBRLTHERICEL . RO MTX fHH T O 2 BRIRHREREBR TH 5 CDP870-041 RERD 200
mg B L RBETH- T,

£ 1812 77 ERXR MTX FEGFERER (Q2W) : 5524 D ACR-20 ER
RA0006 FRER (FAS)

7R CDP870 200 mg
N=114) N=116)

n 114 116

ACR-20 IEF| (%) 13 (114%) 74 (63.8%)

T 7RI B4y X 13.689 (6.862, 27.307)

(95%CN?

pfE® <0.0001

NRI %

a) Ay AW, REBEZRTFL LT 2T ¢ v 7ERSITCEB LE,
b)p X, BEMERTFE LIz PRT 4 v 7EROITCRHLE,

1.8.1.2.2

RABIMHE OHETTIZ, van der Heijde 12 L BETE

VNCRFAR L 72,

N

FoT Y

REROETIHDR BELL v—TRIFOR—XS54 VA LDELR)
—7"Z237 (modified Total Sharp Score : mTSS) %

CDP870-041 RERIZIBT, _X—R T4 VBN GE 24 8 F TO mTSS ZALEIZESC, BIED X SiE

& EDBALEMAT LIz fER, MTX - FIZ3V T CDP870 200 mg B4R Uf CDP870 400 mg BETIL, 754
FECHATHESREEOEITAR RIS S (FRFh p=0.0006 T p=0.003) , = ORERFERIT, o
DEEABFER LR TH -7, WNOEERBR TH S CDP870-050 3B K U CDP870-027 3RER(D CDP870
# (MTX §ff T T CDP870 200 mg B R U400 mg B) ICBWTh, T HRBEL AT 6 » A%O X HE
% LD mTSS DR—R 5 A AED S OECEBFRITIEL | S8 RA BE 1T 2 BBEME DTS
A ThoT,
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#1813 FIERHEMTX SRR (Q2W) : ENARBRIZEIT 3 mTSS D_—2 54

ROR—RZ A R OBALBRDOIE
' CDP870-041 528% (FAS) CDP870-050 38 (ITT) CDP870-027 & (ITT)
77%R | CDP870 | CDP870 | CDP870 | 7%&a | CDP870 | CDP870 | /%4 | CDP870 | CDP870
+ 100 mg 200 mg 400 mg + 200 mg 400 mg + 200mg | 400 mg
MTX +MTX +MTX +MTX MTX +MTX | +MTX MTX | +MTX | +MTX
(N=7D | (N=72) | (N=82) | (N=85) N= (N= N= (N= (N= (N=
127) 246) 246) 199) 393) 390)
BUBBTER—R5A4 VENLOELE
n 76 70 81 84 112 214 222 180 353 355
FiE 278(5.15) | 1.05(2.85) | 021(201) | 065295 | 1.2(41) | 027 | 04(21) | 13(38) | 02(32) | 02(42)
(SD)
sl 0.75 0.00 0.00 0.00 0.0 0.0 0.0 0.0 0.0 0.0
(Q/Q3) (0.00/ (0.00/ 0.00/ (-050/ | (00/15) | (-05/ 1.0/ | (00/20) | (05/ (-05/
5.03) 1.50) 0.75) 1.00) 0.5) 0.0) 0.5) 0.5)
TR + -0.50 -0.76 0.75 0.3 0.7 05 -0.5
MTX& LD (-1.50, (-2.00, (-1.50, (-08,00) | (-1.0,0.0) (08, 0.7,
= (95%C) 0.00) -0.25) 0.00) 0.0) 0.0)
a)
pfE® 0.0624 0.0006 0.003 <001 <0.001 <0001 | <0.001

& BT EBIOF -5 BAFTE 25E10T. MIREZ AV TE 4 BOEEHEE L.,

a) 77uR +MTX BHI% 53503, Hodges-Lehmann #EERE D ) 2735 2 MY v 2772 95% Cl % FVWCEEE L=,
b) mTSS E{LRIZX 5 p %  REFHRUHIEERTF. 7 7 LIe_—RA 54 VESZHER E L, T2 7 IZESV = ANCOVA
ZRVCEM L (REET & LizDi, CDP870-050 KT} CDP870-027 BB DL

RAO0006 BRBRTHL, _—RA T A VEENDLE 24 BE TO mTSS BILEICESWT, BEEiO X SEkE Fogs
feE AT LR R, MTX FEGEA CDP870 200 mg BETI, MTX 34 7 & REC L~ CEERUEDEITR

FEICIMHEIE N (p<0.0001)

o

F 1814 77 ERRR MTX FGEARBR (Q2W) : 24 BRI IIT B mTISS DR—R 5 4 E

BRUOR—254 BN bOELE
RA0006 B (FAS)
FFER CDP870 200 mg
(N=114) (N=116)

n 114 114
THfE (SD) 249 (5.52) 0.44 (1.83)
HE (Q1/Q3) 0.74.0.00/ 3.00) 0.00 (0.00/0.50)
TTEREEL DE (95%Ch? 0.75(-1.14,-0.22)
pfE® <0.0001

& BRREFOT -2 BAFTE ZBAIE. BNRELAVTE U BOBEEHEE LR,
a) 77 RBHIRT 5201, Hodges-Lehmann #EE B L FD /2735 2 MY w772 95% C1 & FV-CEHE L7z,
b) mTSS BALRIZHT 5 p L, REWEZETF. T 2L RS A UERHERE Li=T 07 12E-5< ANCOVA % B
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TEH:II l./f:c

UUE, 1HLLED DMARD (MTX #&1p) THRATOTHo-BAARA BEERIC, MTX SEAE
N MTX FEGFF CRREREBR 2 52 L. BN OROER R O BB E TSI ENR D b hi- o L %
Bz, AElOREE - R () 2 BRO X5 IR/ E L,
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1.8.2 Rt - BERUFORTIRN
1.8.2.1 B - HE (®)

BHL RMUTEN Y 0T A0 GREFBAZ) & LT, 1 E400mg &40E, 238t 4 BRICKT
HES L. LA 1B 200 mg % 2 BRI ORI TR FERT 3,
236, SERZERITIZ, 151400 mg % 4 BROBRTE TERTE 5,

1.8.2.2 Hix - REORTIEN

FHEIORRE - AR () 13, BANOEZERERR (5 1L/ #8338 : CDP870-041 3RER. % 1 #BRER : RA0006
HER) | ¥ CEM L 11 HERER (CDP870-027 A%k, CDP870-050 3RER) MOftR & EIC, I TERS
NICHIE - BBZSZICRE L, 2B, BNTIERROMLE - AR, HAE NERR L E0RE - B
BLLTEELR,

1.82.2.1 BB ERAERTE

5D RA BEZXIR L LI-AERERR (CDP870-004) DFEEA5. CDP8T0 ™ 400 mg @ 4 @RIRERE
EREDTHY., TEBL THEZEM L CHER EOFERIIE LRV T LSRR E L2720, RO
5 NI 4338 (CDP870-011 & U CDP870-014) i, CDP870 Wik « A& & LT 400 mg @ 4 BRIRGHRE %
IR,

MTX 3EHFH @ CDP870-011 BEBR Ti, o> TNFa FAER TRENTWA XL 5 REKRMERD H 2B LR
‘Joiic, —FH. MTX A ® CDP870-014 ABR Ti, ACR IERIZOWT, FFERBETR L CDP870 B
DEEMEIIR ENEN, BRZIRITITBRE L TRV TR TR S/, oD TNFo JREE-GREN TV
5. L@V ACR WEEH MTX fER T T/ 72012, RERRE 4 8256 28I LT, BE5REE N
VLT LEEZT, Tabb, 2BERRSICTHZ L2k Y., REMICIT A Mg+ CDP870 BED + 5
T D~ DI U, Con (TN LT, BE_ EOAMEIIFICSREST 2 L4BE L=, CDP870 ®
400 mg % 0, 2, 4BIZHEH%, 200 mg Xit 400 mg D 2 BRFRER 532 AL - ARIZOW\WT, EFY L 7&
YIa2b—varEEM L, CDP870400 mg Xik 800 mg O 4 @REIRRSE & K L, CDP870200 mg Xik
400 mg @ 2 BRI G TIL, EERET D Coux I U, Copn ITWM L, AUCT IZFRRETH B & FRIZN
s

LREOFEREZHEE X, 5 M AERER (CDP870-027 XU CDP870-050) Ti. 200 mg XiZ 400 mg 0 2 BRI
BREEZEFEESHL LT 2HRET S LRz, L BEHOMERBRO-DIZ, CDPS70 DEAHAE L LT
MIEEL b 400mg D 0, 2, 4 BREEIToTz, 2 DOEMARRBROERN S, 2 BRIFEES1ZV T ACR-20
DYER, FIZBIHREEOHEITINHI N 2B AR S5 L 31T, 200mg BE & 400mg BEDRER K
V& (ACR-20 ER) OUELITERE TH -7,

POPPK/PD f#f7 (C87079) 75, CDP870400mg (0, 2. 43i8) #BtAME L L7~ 200mg @ 2 BRIFERS
TiX, PSEHEZERT 2V 200mg O 2 BREIRR S, 12 B0 ACR20 WERIT %@ EWVI T Ial
—a VRERBP/ LN, RTINS, BBARERTZZLICL Y, ACR20KEROFKELRDIIL
DIERER EDFIZE & 725 Z L AR SN, iz, HERFAE L L TO CDP870 200 mg @ 2 HRIER S & 400mg
D 4 BEREREOFMEC D ER 2N ERTRIS N,

U LRI, RA BEICBIT 5 KE &NV TiE, CDP870  400mg (0, 2. 438) THMAL. #
FPHE L LT 200mg 0 2 BEGEHR S T2 - AETERENTWS, £/~ KETIE. #EHEEL LT
400mg ® 4 BRERERE AR I T3,
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18222 BAEANZEIT2REORTEM

% I HHRBR L U TR L7z PHA-024 RER T3, R BAAL AA L T CDP870 DEMBIEES L L.
EHDOPK 707 7 A MAIUTIEFETH D Z LR ENT, BAAE AAOEYBHENELI LTS - &
Nh, FAFZBNTSH, KETORRBAR LR URE AREHRSTA 2 & L,

2 B 5RO EIRHL

EADT Y v JRERTH S CDP70-041 BRI, ¥EADT Y v 20 I xtER B Cdh 5 CDP870-050 3%
BREF LR AR (MTX BRRATIZ, BIAARE 400 mg % 0, 2 RUM4 BICHE U744, 200 mg Xi 400 mg
% 2 BEZ LITERE) 2RA L, BT, KV ERECOAPERURSHERETT 5720, BfA AR 200 mg
z 0,2 KU BITHe 5 L7-1% CDP870 100 mg % 2 R = L 1 5 3858 L=, BN MTX JEGHA T
O RA0006 HERIT, VKRB RETHY . ENTHEERAE L 5 X b1l CDP870200 mg (BIASFE 400 mg
Z0, 2RUCABITHEE Lizt4, 200mg Z 2 AL icivs) oBE—REL L,

MTX 2t LIcERNT Y v P 7B Th 5 CDP870-041 REROEIMEDFER, FEMHEE THDE
12 D ACR BEZEIL 200mg R 400mg #EL b 7T BRIV BFEICE . FIZE 24 BAEAD ACR20 s
TR DT Y v U TxSRERTH D CDP870-050 RBR & RIEE Th o7z, -, CDP870-041 RERK X
CDP870-050 RER THRE SN =B EFROBER UREEEIIEL L TEY . BEEAFTEFRIIBVTH.
A REBRRGE & ISR R BRER LR L,

CDP870-041 FERIZISIT 5 ACR-20 SERIT, 771X BUTHA~T, CDP870 % 100 mg, 200 mg KT} 400
mg T2 BEZ LITHRE L= TaE <, 200 mg BEOFHEIL, 400 mg BE & RIBETh o7, ZHUzstL. 100
mg BEORDMEL, 200mg RTUN400mg £V biEdsofz, 7T ERBEE DAy Xtb, 200 mg B & 400 mg B
FRIRE TH 5720, BERIGEHRIZ CDP870 200 mg % 2 BREIZ L OB 5 TFF F—ITETE Z L SREN
7o ACR-20 BERITRRFAIC—E T, TORRIZ ACR-50 RN ACR-70 EE, ACR 27y FDO&AER
DR—=R T A BEh b DE{LE, DAS28 (ESR), EULAR FUSRE HROTBEEBIZ L > T HEROHERE
BT o=, %24 8D mTSS 235, CDP870200 X1t 400 mg BT, 772 RBEL Y & EERHEDHET
ZHERCHH L, CDP870 100 mg #3177 BRI THBEITTE b ot=, $h. BREHBOHET
T a7 7 A VCERMICERDOH 5 ETED b o1,

ERO T Z &R MTX JEGFRER (RA0006 3ABR) 128V T H ACR-20 WERIL, 7T B RBACH AT,
CDP870200 mg % 2 8 Z L IZ#&E LB CHRICE < (p<0.0001) . 200 mg BED ACR-20 k&R,
CDP870-041 38RO MTX LA L7200 mg Bt & RIIBE Tholz, F/=. %24 8B O mTSS 55, CDP870
200mg BETIL, 77 EARBEL Y L ESEEOETEAE BRI L,

MTX SRR OFESFRRBR ORI, CDP870-041 RBRDFER LT, BAANIBII 2 EEAEL 1N L
FEFRDO200mg & T35 L DFUMLETFTEILOTHT,

4 BEEIEORERIL

4B Z L DRETHRIMERF SN D Z L BT 572017, BN SRR SR (MTX 66 -
CDP870-071, MTX FEGFF] : RA0007 3RBR) & #5148 b #H3R5R (CDP870-077 3RBR) 2 EME LT,

ENFESRikGR 55888 D CDP870-071 K TFRA0007 RERTIX. FHMENA(TT 3 —ESRRA5R
(CDP870-041 3% UV RA0006 3BR) D ACR-20 &%, #kEcik 5RBROFEE 5-BI4481IC. CDP870 200
mg D 2 AERRXIX 400 mg D 4 BEFRD 2 BEZEMEAIZBIY 117 7=,

CDP870-071 78R U RA0007 FERIZI\ T, CDP870200 mg % 2 ¥8 = & (Z# 5. L 7= BEF TN CDP870 400
mg Z 4 BT LITHE LT, HERSABROE 248 (ThRbbB50E1OE 28) F COBRSE
HERF S, TR - FIRRECRIBEED ACRMELRN 2 BE T—EThH o1z, OB OHEER
Th, M TREBEOMROFENREINT, ZhbDRERO mTSS 725, CDP870 Bk, BEREDHE
TSR GREROE 24 B (TabbLRERAOE 528) F TSN, MTX $H8 T otk
DETINRDIEE 52 B F THERF SN O 75 2 R% BB (CDP870-027 3R5R) & RIRE DR CTh-oTr,
B2, ZnH 2 >0k - REBHOREMT 07 7 4 MIEBRENCERO B A ZIIRD ST,
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MTX %0 LT 0 7T = Rt iR EERRAER (CDP870-077 3852 TiL, CDP870 #IES5HKR THE (0.
2 R4 BIZ 400 mg G- L7k, 200mg % 2 BRIZ L I2iRE) L=, % 16 8D ACR-20 WEH% 75
&R, CDP870200 mg @ 2 BMIMEX i 400 mg D 4 BRERRED 3 BHCEIESICEIY (T 7=,

CDP870-077 BB Ti&, CDP870200mg % 2 BT & 125 L7-&E L CDP870400 mg % 4 B LT E LT
BHOBRDRORFEIZOWVT, 7T REEL D ACR20 WEED Ay AL CTHERST LR, Wfk -
RBEIIC, FMEOREE T T4y X (Fy XHAR 1.0 KVEBITKE L., 95%CLIZ 1.0 287/ 2
/o, 2B, ZOWENT, 534D ACR-20 thEZR (CDP870-077 REATiL. BRHERLIREBAED
IZHERT T 16 BRERREZRICETRZITV. 5 34 BRIC ACR20 WERLZTHB L) ITHESW,
E7-, CDP870200mg % 2 W &ITHE L8 L 400 mg 2 4 BT L 1T E LI-FOREH e 7 7 4 Uz
. BRERANICESRO H S ZERIIFBD S hieh oz,

b, MTX OOFROBEIZ D157, CDP870 % 2 R = L 54 2 ik - AR, A CofEant:
RA OBER OER OB EN N BERHEOEITIHICEN TH V. BERDENELN-EORE - AEL
LT, 200mg % 2 BH Z L OBEFITMN L, #HERFERES LT, 400mg # 4 BRI L ITRETAHE - ARLE
WAMRETH B = LARENT,

PHA-001 38, WONZERNO MTX /7 CDP870-041 BRER KR USEGHR D RA0006 REROLEN S . H
CDP870 HUARtEDHE . MTX iX CDP870 DERMENREIZ BB 42 5 2 /2 L & 2 b=, POPPK AEHT G,
MTX, BIBREARAT a4 FRSIINSAID &AL TY, CDP870 D7 V75 v RAIE{L Lk o7, L
23>T, CDP870 &l & DHFRIZISVYT, CDP870 R UMIFIDRE: - BEZ T3 BRE IRV EE 2 B
77

UEDFRRLY, Bt BE ) 1. T@EE. BAZTELV NI =T a1 @EFERL) L L
T, 1[E400mg Z#NEL 2B, 4 BHICETEN L, L% 1 E200mg % 2 BRIOBR TR TEHT 5, 72
B, ERLERITIE. 1E400mg % 4 BRIOBR TR TEHRHTE 3, | ¢RELE,
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183 HRALOFEE () RUTORERI

2.
(DERRBIVERLIE, Mije, HEMYYE 28t Hf RIBRES OB 2 BYSENEE Sh T\ 37,

3.

(B 4]

FARREICE Y, B MR, RE2SOEERBIVER OCRBEEBROT =234 U IEpER
BEINTEY ., FF & OBEMIIALATITRVA, EHEEORBELHESh TV, XARER
EERSEIEATRNI L HED, ThbOEBREBFICTOBMAL., BESER L2 L 2L
7e LT, R EOFRENERIES ERIS LU SN ABAITOLBRETE L, £, FHOREIC
BWT, BEELEWERICE Y, AR %2 -3 2 L30T, BEFOINSHRTOTEE R ER
BRICBWTEMOEEEHRO G & CEA L, AFREZICBHERARRE LERSICIE. FREIDEE
THLHIBEICERREXBZ L,

FRYE

TARBEEITOREBREDCRIEICERTSB L,

QFSEIBRENERE (RAOEED) ROMSMERE (BB U i%) 28T0REL. EalipbE

HFEN T2, FHREIZEL > TREFIZBET 2 +0402, BE XBRERVCY LY ) VRERE
2TV, BEM CTRE, A0 2—T=nlyIBERIE (Z40F47=my) E2F52LiICkD,
R DOFELRERTD L,

REOBERE AT 2BERVREBEORBRLEBEDN 2 BEITIL, BREOBRYEIC OV TLIRBREH
THEMEEEDOT, FRIE LTHFAORERBINOEN TSR BRE TR, VWPV VR
INEORENRBEOCBEICBVT, BRERITESMEEENED bbb REIN TS,

[REERA (ZRER(VES) OERFRER - B2 LoFm- 224 L ITER. 52 ST TNF
RAICHON L ORERDH D, HiEER (BRUEIWES) RUEOFEROH ZBREIITBE LR
WZ kL, BSERBEES BECFEREZETARHITRET ARG, BHESSHEOREY
ERTIRY, +HRBEETHZL,

B Y U~FBE TIL, FHOEREZIT RN, 22L& b 1FDORY v>FREDER 2 +odR+
5T ¢, Ee. FANTONWTO+22AE U U~-FIEROBERE b OEMMEA L, BHEBREDES
bEOEREEDOY L CHEATAZ L,

FRTEARHL :
AEIOBRAKREFERIZE-S%, CCDS (Company Core Data Sheet: {8307 —% > — b, UTFRAL) RUYE
OB LEOTEHEL S BITRE LT

L.

2.

BRARRICB W TERRBIYE, BUIMEDELE, AR TEEREIEASBE SN TVEZ Ehb,
AIEHZRE LT,

AFA TNF 25 Z LTk Y, BEOCHERICRHEL 5 X DTN S B, I EERRBRIC
BOTEERZBIMENME SN TND Z EMORE L, BB L T3, RN TT872288 0 BERR0
FEEZFEGEL. BYRMEBETO T L OLEMEEERE LT,

- AF| & AR ORBEMER B O BHEMEII 5 2> TIIAe VS, HESMERRBRIZ I\ T 2R S RBOE- 72

HRELHEENIBIIBESN TV Z L, KUY TNF FREEICHIT SERERRIZIV T, SRMERLE
DIEFEPEM LT L DBRERH D Z LA BRE LT,

- AANC L DRI, OTBRRIES 2 T OME LcRIC, TOLBEUEERTRETHI L IPORELE,

.bu.)l\)»—l

5.

[z = ROBEFIZIHRELARN L) ]

. BEELRBME BUES) OBE BERZE(LESEAIBFNRH S, ]
. EEMERERORE EREE(LEEIBEFANH S, ]
. ARIDORRGHT 3 LIBEE DEEFRED H % BE

. HEBRR (ZRMEEUES) RUZ0OBRFROH LEBE FEROBREVENOBZNRH S, ]
S o MELALEDOBE EREZE(LIEI2B8EFNARH D, ((FoorE] 0BESR)]
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SR TEARYL

ARNDBRBBRFERICESE | CCDS RUEROMILEDTHE 4 BEIRE L,

1~2. BE2ITFERLIZE I, Zhb0BEDERLZE( ST ATEERHEZ ENDEELE,

3. FHIDREx L TRBIED H H5/1E. BHEICH L TT LAR—RIGRORT T+ 7 4 73— %
BUOBENRY X7 270N H 2720, BYEiEO—RER & LTRELE,

4. ¥NERFEBRIIBWTHESN TV 720, BROTHEEE L THERE LTRELE, :

5. flioofi TNF BREZRICHIT 2BRABRICBN T, 5 o MEDAREDFERLBE(NRE SN TNB 2 L
HERE LTz,

[%heE - BRI BE S 2R EoEE]

L BEOIERICENT, 22 S 1HIDRY vvF8 EWRAERL) SICX2EIREREET-T
by RKEICEET 28 b RBREERPE I BEIRETHZ &,
2. ARET AT BEFERZ) OFRIMTLbRV L, ( TEEREANEE] OESR)

SRTEARIA

L AFNL, 272< e 10 v~FE (EERiE L) Ik v EiREEET-Th, SRR
F+HoRBEITRESNDERTH S, [BEFEER CHERTO2EE] 2 BEEMNICHBET 3702 EL
77,

2. [EEREANER] OESR

[k - REICESET 2 EoEE]

I FAOEERRIAICH T > T, BERERICKEW T, LTEMCE 57, EMOEBEOCEEDL & TiRE
2ATH T & AANT L DI6HBAMAT, EMIC X VERANEY LTSN BEIC OV TR, BERED
HRETHD, ( [BEEREFRNEE) OESR)

2. AR DWBERIGE. BEREMGED RBEUNICEONS, 12 BUAICBERIGHE IRV E
BIHEOHEEOMG A EEICHEETH L,

FRTEARML

AR DERARABRFERICEEDE, CCDS. MR LER VRO CENTHE LB EICRE L,

1. BCREIL, EMEY & HMT L2 BEITRBOTORTI Z L 2R L, 28, ENTHEORSRRS
Eh L7z,

2. WANGISCE (BRIN) 2B3BIRE LT,
HE/MEAREER (CDP870-050 & TUF CDP870-027 38%) & —# »>5, CDP870 200mg 5123317 5 ACR-20 ik
ERIERBETIT, TNEN627%KRT63.8% EBAITELE, E24BARVE 2 BOREBRKT
T—EThH-oT,
E7-ERRERIZISV T, CDP870-041 BRERTIE. AFID ik - AEOKIE TH 5 CDP870 400 mg + MTX B
(3565 12 T 77.6%E THERCHITIM L, 5524 B E CRIBEDRERNHER X7, RA0006 RERERIC
BNTH, FHRICE 128 T 67.2%F THESCMNTHML, F24 B CEE LR EENER I,
T OFRERITBIMERFEBER L DEL L TWB 2 b, ARICBIT AEATEZRIC LM O SmPC iz
AL L TV B IR FIRICBE T 2RI BE L E X FTd L,

[ER LEorR]

1. HERE ROBECIIEEIRETIZL)

(1) BISEDRE X IBPEN DN D BE [AAITRERSZRETAERELE L. EXARGEIEICY
BE S DAEMSH DO T, BORNE L +-0RBEIVETH D, ([EELREANEE) 0BESR) ]
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() BEOBERYE RRIRBEOBRROH 5 BER U X B LB Ro» 2 8E) [ iEs
LESEDIRBENDHDHDOT, B X BRES 2 EHNNITI R Y, BEBERKORRIZ+SEETE L,
( TEEREANEE] OESR) ]

(3) BBERBSEDN A MELET 5 BERUTEREDS 5 8% [HSEAREROB IR HBE D, WY
FEBIFEOREL BN L. +ORETS s, ( [EEARLANEE) OHESE) ]

@) ERZMERE (OB, BARRMRANS) OBEXTTOMAERENH5BE [MKRENEL
ToEREENSHD, ( [BUER] OEBR) ]

(5) FIAEVERROBEROH 2 8E [MEAMMASEEXITRT 228355, ( [BYER] 0E2R) ]
(6) mnE ( [EinE~D®RE] DESR)

ERTEARHL

AR DOERRFEEBRER R VA TR GBS ICE &, CCDS RUEEORM IEDTRES» S EICRE LT,

(D~Q) BEEF2ITRBLLA2L I, AFN INF 20HIT 52 L2k Y, BEOEMEI R 52 27
RS D Z &, BERRBRR OV HIRERE BV TRISEORBERSHE SN TWNE 2 E b
FELT, £, ATRERSICBOTREODRENHE SN TWADT, BRI 325E
WA A ERE LT,

3) AH| % 2T TNF BFAEIROHEN O BERARE VB TRRESEICBO T, SRR (%M
BLEZ ETe) DOERKER « BEZE LORRL LITBE(ABEEN TS, 0k, Bk
BEBICATOBERVINL DRV OH 5 BECHIERDH 5 BEICBVTHREICH 2 ES
BULETCHAT-OREL,

@ ZAH & B MARIEE ORENMEIIE O 0> TIIRWVAS, BAMERRRRICEV CEARRMEm., i
EKBEZ 2 MBRBARENICRE SN TS ZENLBRE L

©) FEMEMROBEREO S 2 BEICAFRZRE LT-BE. BEMASEE IR TIBZENLAS
BI-HRE LTz,

©) EERE DIESR

2. BEELREANEER

(1) FFNT, HERRMRERIC A RET 5 TNFo (BEERRT o) OABEE®ZMEIT 20T, BRYEICkt
T HEERHENCEES RIET MR H 5, FOTDAAREICEL TE, +oRBE%1T\V ., BIE
DFEBECHEBEE T2 2 L, BEPTEELBYHENTER L2BAE, @0 OBRAB 270, &
BUENR L bR — LV TEBIICRDETIIRELFIETH I L, £7-, BHFICHLTH, REh, HER
ENHHONEAITIE, N EREICHRT AL igET3 - L,

(2) A% ETeht TNF BFIOBEERRABR T, B o, BRSO EMEEO KBRS R L.
maoTe DMERH D, T, BEY) U~F 0O X 5 RIBMKEMREBOH 5 BEICLENHR 5 E1R
BRELIZ5E. BEECERY v YED ) A7 BEED ZEPMEIN TS, 51T, H TNF 8K
R LI/ NRRBEERAICBN TS, B L EEOEMIEEINRE Sh T3, A5 OREEIERIX
ARETIT 2V s, BMERESORBUCIIEETH 2 L, (BREGEE 0ESR)

() FEEDBUBGE TIHERDOBIEMR UBILORBZNRH 5720, FHURGITISL > TRIZIZET 3 +4%
2. B X RERDY V7 ) URIEREEITO, BERECTRE, /¥ —Tznl yiE
BE x0T 47=20) EEITOZERLY, BEBROFELHRTI - L, BEOBER» A
56 R URBRBIS RO 2158101, BEORERERNH 3EMICER T2 2 &, UTouvFniro
BEITL, RAlE UCAAIOBIARTIOES 2SR e v 5+ 5 - &,

1) M ERRE CRRIFERIC A BT 2 0 B S h 32 H T 2 BE

2) FEEOIRRE (EEEat) 28 T58%

3) VNI Y URISRERA V=T zary INERIE (AT 47 =nl) SOBREICLY,
BRI b b B

4) FEIZBE L OREHEMELS AT BRE

Bz, BEEREBRD LIIGRBEREBOBREIZB TR, Y_L7 Y VRIS THRREY & 72 3 TR 5 5
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DTEET D& e AROBRCH > TIFFHRED Y R 7 _XT7 4 v MR EBEICRI 22 8,
AHEIREFNZ Y~V 2 Y U RISEORENEMOBEIZBO TS, RERITEBMEERSH bbha D &
BH DT, AHBEFIIMGR X BREZOEYZRE L EHCIT S 2 CEEORBRICHFSEST 5
T &, BEIA L, FREOERSBEONDHE (T 2%, 145, RERY . FE%) 10 EE
ENOERTHEOBATHZ &, 2B, BEMEEE B SN BRITA R RE LN L,

(@) AR ZETH TNF BRI 2 RE5 SN BARFFR VA NAZ ¥ U TOBFICBNT, BEFATA LVADE
EHEEAFTED DN TN B, B SNTEFDOZ L 1T, MOREMEER %2 b B2 HHREE LI-ERT
5B, FHHEEIZEL> T, BEFR VA NVABROFEDOKRELZTHZ L, BRFAVANZAFY )T
DBEIARZRET D581, FHEREREESTR VA NA—I—DE=F ) L 75757, BE!
PR 7 A VA OBIEHEOBEERORBUCEE TS 2 &,

(5) FRREIZINT, £T 7 F U OBRBICERT 2RYMEL R L2 & OBEITRVA, BRYSERERO Y
R EBETERVDT, £V F U ERIMTHORWVWT &,

(6) AFIZETeH TNF FUEIZE VT, PHEMESR (SRUEYLE. HARK. BIMEEMERS) kUSRS
BR (T2 NU—EEHE) ORSSRBOFRERESLEMNRE SN TVD, 207 DREBEERRIZD
BB DS 2 BENIARETRE LW I &, BSIRBNEDN D BF IOV T, FREHEHEE S
TZEEOREZITV, EEICERM L B R 25 L2 ECARERO Y2 L, BESZIT DT
BEETH> L,

(7) ARNCBFE U727 F 7 4 7R —2EDBEERT VAR —RISHABRE STV S, 7 LL¥—Ria%k
B LB, BONCREEHIE UEBYZREBZITS Z &, E7-. EHEMICIV CHEE. ik, %R,
FEAR. % S, HESED LN TWAOT, AFLEEICHRS TS L EbiC, FRICES L, LETG
U CHEZRAERITH Z &, (TBRWER] DESER)

(8) AANRGZIIN— T ARHEGEREN I L, & 5ITH dsDNA FUEBRME L 72 o =840, B5 2 duk+5 o
& (FARESIZ L D 5L dsDNA FUEDBM LR O — 7 AEEER 2 RO 2 ERBRET S 2 L 33H
%), (IRWER) DIESE)

O) AFHREIT K0 A RBRIIBE(LT 5 2 EBMME SN TV 3B, EESBRSICIIARIB SOOI % 2E
THI L,

(10) BEREDBERIZOWTL, EMNZORYUSLZEEIRE L., +oRBEINEErER L-0b, A5
BB K BERRME & SHMEIC W TEBENERE L, BEAOCRECRES CE3ILAEALELT. B
FOEEREDS L TEET S Z &, T/, BA%. BIMESAHIC L 3BERAREDNABACHED
BEOMGISRE R L 2B AR H B ERITIE. BEbICBERES LS, EMOSRET ol
BB TA2 BB E2ITI T L,

(11) FEREAOENRS (ERE—ER) 2BHEALARAVE S ICBFICEERR L., BOEEFEICET 3
BEEITHIZ L,

(12) AR T AREET b BETHHEEZ) OFFRIXThRVW &, A TERLET S RE2RRE Lz
RBBRIZIBNT, FLUINF BB L 7 A\ F 27 b GBaFE#L) OfBREE ST -BECRIC LS
ZHROERIIR SN TR O T IBYE K O EE 7BYE DORIFRIPL TNF BRI DO L A1EEE ST 7
BECTORAE LU TEN T, Fiz, AF & MOEMBBIOGERIC OV TR R UE I 3REST
LTWaWoTHAZETZZ &,

RTEIRIL -

FHIDOBERABERICE DL, CCDS R UVEAN R SCER RO TEORRE LS BITRE L,

(1) AFNL, HRIMESESUG % J%5 5 TNF OAIEM 2T 2 0T, BYEICHH 578 AR5 ECE
BERIFTEnH B, TDIH, AFIOREIZBNT, BEMRBRIEORKE - ERIZOWTIIBE LT
RV, +HERETAMNERSDLEZLNDT-ORE L,

@ —Z, B v=FE2ETRERENRBOH 5 B TS mEH 2 RGBS L-iae., ErEE
DHEBROFERENEE S Z LBPRESN TR Y, BMEEORERNARNCER T2 2388 55Tk s,
BREE L CEERENRLETH S LW LRE L, 2B, BNCBWTARIZ2EE U BoESEE
FEBREIZOWT, TERREGAR) OEICEIZ ToH Lz,

(3) MR T, FRDOBREITEE LTBENBE SN TW5, F078, ARIOIGEBIMANIC, EEhit
b U IIFREEMEDTIZRGLH M U, JF B & L CARIR S BtARN R e iR 2 B 5+ 3 BEIc-
WTEAHNCEEE LTe, 7233, TREMEORSEL & BT S -3RE . AROBEIZBEE LAV, T, AR
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X BIERBMAT, R R AR - RN (BREET 5%, THEE. (REND. REE) BEhiz
A, EENEASL RBRDDEIEFTHILE LTS,

@) FHZ TP INF A2 EE5 SNz BAFFA VAL ZAF % U 7T DOBREITBWT, BEFAYALVADH
EH LR BE SN WA D, ATHICTEER L,

() AFBEERDOED 7 F VBRI L5 ZRBRICET 57— F B O TV, UL, AFHEENRE
OSBRI REL 5 2 DREMENRH B DT, £T 7 F UL B RS T4 57~ DI L=,

6) EEREDOESR

(7) ¥SNERARRER TIE, MEMRMRIEE DT LA —RIENFE SN TN D, 7 UAE—RImARE LT
ek, AAZPIEL, SEORAEERITI ZEBPMETHS, INHITHT AEEREONERN LA
HEHRELE,

@) #EBAMIBNT, AFZZO INFFAERIZ LY, AT AFEERORBENRE SN TS, FAIRS
BN—T ZRERZ RO 2BEN RO, FIZZAE DNA (dsDNA) (233 A Hma B 72 -
TEHAIE, BEEFEITARETIIRNEEZONAZ BT L,

) BHIBNT, FRZEFORERICEEY KIETERAIC X 2RO UIESRE SN TN S, BE
FOEBOBLRUBFRBERICEE L, BURABEZITISERHLZ LR ELE,

10)(11) BB ERORREZS T2, EEFELARE L

(12) A TEBE L= 7T 2R 2B E LI-EBRRRICBNT, FLINFRIAIE 7227+ GBIGFEKZ)
DHRFIEEZZ T T-BE T, MHRICL 2BROBRITRENTE LT, 7>, i TNF SA1BMmIC X 3
BREHE L TBRYYEORBRBLEN -T2 L DRENE LN TWAZ Ehb, FEORMTEOTHE
PBEIHRE LT

3. BHER

<ENERRRBR>

ERNDOBEE ) U~ FIcRiT 2EHRARICR T, REMARTRIZAER 528 HiH 302 ] (572%) 2B\ TH
FREERE 2 ELRIER RO b T\ 5, E2RWERIZBIEEE 66 51 (12.5%) . LRERYL 3861 (72%)
MRERZ 26 B (4.9%) . KEXK 1951 (3.6%). HIREZ 1851 (3.4%). FFHEAERY 1661 3.0%) ZTh-
Yol

BEARHL . EPNERRRBRERICE SRR L,

<¥PHMERIRRER >

HNDEEY) U=FIZBT 57 7R EextBE LIZBRRBRICRN T, RetMSiEs] 1774 B 687
Bl (38.7%) I[ZRARIREMEE 22 LEWERRD b TW5, TRBWERIZETE 59 6] (33%). %5 39
Bl (22%). REEBS3ITH 2.1%) ETH-7z,

BRTEARYL : AR R E SV CREsl L T,

(1) EXZEIER
1) BUiE GREEAREA*). MR (15%) SOERLBRYIE
RUSE, fiEOEELIBIME (M, BEF (S2—% VAT 4 2%), 4R, U4 L R%ED BRI
ECLDbD] BHobhdZERH20T, HRFITTHSBELZT. BRERED LR EAICITR
BERIET 2EOBUIRAELRITO Z &, 2B, BYYEIZ LV BTICE - THEFARSHE Sh T s,
2) #6K% (BREEREA™)
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fetz [isveste (MR, U o 36i%) . SRR E ST BHobha b5, Y- LY ) VRINE
DREVBREDOBE IRV T, REZIEHEEZAH SN bd D, MEOMRLAE CIL. Bk
BRECT 2B LN H DT, FEOBRRE I, MZRUNIN X SRESZ EHMITS 2 Lok
D, RREROFEBRICHCERT DI, £, oS (BB Vo <E%) b HobNDILRH.
DT EMnb, ZOFREM b THERULBERITO 2 &, BEITBDONIESITITRS S L, &)
BRI L,

3) EELRT VARG GRERHY)

TF74 7% REREOEBRT LAX—RIENH LN Z LR35, +HTBELITV., Z0k
5 RIISHRRD DNTF AT E 2RI L, BORABETH 2 L,

4) BB GEEEREAY)

PifERmE (BHRMRRLE, Rk, BRERIR. 70 NL—EERS) OF-2REL LITE
ERHoOND Z LD D, RENRBD bNHEITL, #E2FIETIS0OBYRNELITS 2 &,

5 EfAMRREE (L0, f/MRED, AmRED, ERERBAE) GEEEREY)
BAEFRRER M 2 STeILMERBAAE, MERBE (IvMdsd, BmBkEY, ERERRO%) B3bbbh
LZEWbD, REPRDONHAICITRELHIEL, BORLELRIT Z &,

6) §i dsDNA FUEDBME(LEE S V— 7 AVERRE GRERE*)

P dsDNA FLiE BB L, BafR. FiPE. RBEOERBHODbNBZ BB, 20 L5 BEAIT
i BEEEFIETEZL,

7y FEMERR (0.4%)

BRI D HoND Z L RHDDT, FE, UK, MPREESOMIEBERICHICEE L. BEN
RO ONIBEITIL, BN X BRE., B CTRER VBN 2RSS ER L. AF0B5%
PiET DL LBIZma—FEVRT 4 AR L OEFIBET (B-D 70 ORIFEE) %EEIC A AL
BEITO Z &, 2B, MEMMAOBIREOSH 2 BE L, EHNICHIRE2ITI> 2L, BT L,

* MBS MERRB U TR B R EICE S SRR DEERR L L,

BRERL : ARIDOBRABRERIZESE, CCDS RUEROTT TEZEDER P B EICRE L,
BRI XENEERABERIZE SV TRL, ENERRBR TR® LR T-EITEFIEE R &
L7,

() £ DOHORIHER
RO X 5 REWERZSRED b maITid, SERICS U Ol B E1T5 2 &,

5%L1LE 1~5%3kH 196KE SERETREE”
4 R (RS VANV AR | B, BIRIRs
o SIS, ~ VR SLERIED
WA ATV ATz
k)
B R, BERE. FEth 3o TE, SotEE. ARER, 5E. Hil
BER AR, TR, R, Rt —

EAF— 1R S, ORI BNEE. =
XA, HIES- THIRE, R
&, (FERIRR, WREE. kit

e i, V> v SERBD, FERIEE. B
M0, INEHIN, BORE. SRR, B
HHIERE, EERER
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5%LELE 1~5%KH 1%FH HETE
R RIS, FEXD), FEERE. | BEEEAR. RFESE. E7Ar730
N ar vy 7S ) fE, RBAME, ~TVFVALEE
;] RRDOJE, IRIGe, FiskaE REEE
H [ Hms, EEsEDEC
Ems EifE S, EETEIRREE (DR | FEIR, g, LHE (DR228Tr).,
E RUERSD) ., Bl oyy LB, WREETLHE (BHEERRIE, et iR
KEEt) | BME, BRRHM (0AE, &
HHmEETe) | MLEREE, BAREL
fiE, LA/ —Bi%, BN, B0 EL
HIE
117 BRE. SUHDIE, Wk k., FER R, ROES- . BB
H{EEe B, Wk OE%k. NPk, X, Bk, TH. |, g, bk, BBRERUEIL.
HEFR, @ R, AR, Bk, TR,
PERESHER
i FrEE FFde, FFR£, FHEZE. BBH5-%. 185
fiE
ot | R (RS, BRER. DT JROREE BEE, 8. SE TIREE, LHRRUE. RERME. 5
BT PRRIEARE, BRI 58, K
&, BB, S, (IbEHES. KE
Bk, LR, THES. AHRE
HEER 2321773 TR, E
R RRERE BHEERRE, RPN, BREGLE. B
—_— BER USFREDIEY:, BIE (BRESTr)
4Rgse ARBHROCTEHORE EA & | LUERE, SETE, S5k, B,
&) RS
20kt EERE RS KL-6 #8/0 R, Hi (%, HLE, RT%) . BE&B
e, rasr—o 2, R, Bl
R, FECRIERCEREZ2) . CK 1§
. BIATREE., . ML, B REE
BEORYE, BT, 84T, ALP /0,
RIS, IR R, RS8R
(EWSLERIER S1r) . PR E (DREA
BBHE, A7/ A MRS )

* 1 SRR B TR B RS ICE S RROTDRETR L L,

BRI - AR OBSRRERERIC IS | CCDS 2B E IR L,
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4. BERE~DERE
—RIZ =S TIXATEEE (RS METLTOWADT, BRIMESORWEROSRBICEE L, 4574
BEZTOZ L,

RERYL : ENEERRBRTIL. E@lE (65 Pl L) 2oV THRET S TR I &b, AFID CCDS
EUEROTMI CEDTHESEIZRE L.

5. iR, ER. BLRE~ORS5

(1) R SUIEIR L TV B ATREMED & B IR AITIE. 16 E OB ERRYER LB &l S AEEICo
HEETBHZ &, BHRPOBREIZET 2 LEMITHESI LTV, ERIZARIZBE L= o—1 9K
BEIZRWC, MR OHAR D B~OBITRED bz, V]

Q@) BAPORANIRETHZ L 28T, 2B TRETIEAGIIELLIIEEIVE 2L, [FFloe M
T~ OBATIIARATH 5, fOHL TNF BEICIIBMNFER TIHLH ~OBITABE T A, ]

FRERIL : AFNDOIERBRABRERICESX, CCDS NEHEBEIRE LS,
FHNZ BT 5 PEGIEH~ Y A TNFaE ./ 7 B —FAGUED Fab’ 7 5 7 2 v R R W T v MNTESRASMS,
BRD R X ax T 4 7 ARROERERVBERABRERY MORE LI

6. NRZE~DOHRE
IRHAGER, AR, AR SIRXINRICH T2 REMIEREL L TRy (AR 2,

BREARYL - /NEFZXS L LEBRRRRE ER L QW ARV DR E L,

7. BERE

AHNIDOBARTHBRIIHER STV, B 800 mg DR TG KT 20 mg/kg DEEIRAIREA T2, &
ERRWVERIIFED T, BERSEICIE, BEROFELEEERSBE L., HoNE e
EEITHZ &,

SRTEABHML : AHF|D CCDS DIEt#EE IR E L,

8. BALOER

(1) 528

KRFiZoRBEETH L,

() B5HiI

) BRIZEL T HEETEHZ L, BRIZEDETIE, AFIOEHEIOX ¥ v 724 SN L, B,
FBIZETIZIH 30 0BRELETH D,

2) BEANZ, NEME BRICKVERTHZ L, BB, NAYHICH LR F UIEGENED LN DL
BIHMER LW &,

() #ERF

1) EERERALE EREE, RS SGIABE S L. R—ET~0 2 RKOBEFILETA Z &,

2) REOER., B, RBF. BLAHDEALTITER Lo &,

RTEARHL :

1) AFNIETERFITHBT2DRE LT,

(2) A&ID CCDS DR =B EITRE LI,

() ENEERABRICBW TR, b, RIBEEE S IRER_ EZRAMAID & SIS 2588 LB 5 SNz o,
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EFFRMLIZOW TR Lz, F72, ERNSOBERRBRICIBW CEREN CORFIRKIGHNED b TS =
EMBRELE,

9. ZOMDEE

(1) AARIORRRFEERIL, ENTIE 52 BRIE T, 4TI 4 ERE CORRBTERINTEY . 2h bR
B Z T AR DO RIR SREOREMEIIFET LTV VRV,

Q) AL =V RARVT v MEOIF SHRICRET5 L, PRAEMEEAED bh. +ORREENE
LRV, ZD, BARMFRERIIER I TV,

GB) AANZ. 5 -MHELARLBEERRE LBRAREER L TRV, AFHEET T s it RS
DEABHE SN TS, Eiz, thoH TNF BRNZRIT 5 5 st L FRerwts & Li-EHREBR I,
DARSEROE(L, BEROLARBESN TV,

@ A OBERARICIO T, ARBR—HOBERRES v MITFET 32 L B3BDbNTW5, ERRICR
ERROBEICENT, BERS bR RS T 2T UHEH @PTT) 2 RMT EERS¥ZZ L8355,
FrEVER (TT) RO 0 har EVRE (PT) OBRIE~OTBIIED b T\, ] AFI2, 4
FERTOEERICEEZ RITTHE I DB LTIV, AFEE%OBEBREICSV T, REER
BIEEOFRIZEE TS L,

() 7y b 5 BRRERIRNEREEERR) 9 08 ARIRERIRFE S SRR 13, 26 RS2 B
RERTHREEMRE) T8 2HERERE T 50 mgkegBU LOAET, £ 0%E (U L6
EHEAL, Mg, BB, 78, TESERUMIRGE) 0< o7 7 —IilBROBRAL L. MIRKE
ERARDERER (PADH) BROLNT-, ZhbOZREREIL. PEG AEBViATH:Z L AER
EEZOND, 13 BRKRU 26 BREIOEEHIRHIC—EEE L, 28, $4Z 50 mgkgBEHE L
7L ED Cmax KNAUC X, & MZ400mg 285 L2 EDFNFI 200 ERC 13915 ThHho7-

(6) ENERRARIZIW T, ZEEREEGRER 2438) RUHGRESRE (28) 28U iAREE (&
FERBUARREDS 1 [ELAE) 13X, A b b US4 — AT TIR82%KTUA b kL3 — FEFHE T CIX
299% Th o7, Fiz, 52 BOMGERERRIZE VT 2 BRIRRER V4 BRERERETZINENRA F L
FYP— MEAT T 24% KR D4.7%, A b b Ld¥— FMEFRATCIX 114% K00 10.8% Tho T, Bapkt
BRIZBWTAFNC K DA 588 Ui BE IR T, A B EEAME T3 2 M58 =28, A%h
HROZEME~OREITIA LTy ((EyEhie] DIESR),

ERTEARHL

(1) AFIDOEERABRIZE T 5 ZEMFHROMERRIIZ OV TR L,

(2) AFNDOFERRIRBROERERIUZ OV TR L=,

(3) BT SITRER L7 X D12, fhoOH TNF BHEIZ BT BERRBRICHBVT, 9 o ML RSO RE LB LA
BEINTHWBZENLRELE,

(@) AAlD CCDS DRt EBEICRE L,

HENBRBRIZBWNT, —#0 aPTTHIEF v FE2AWTHEIET S &, aPTTEENAONZZ b, 7
DRIZERE LTz in vito BERICBW T, FFNTEEND PEG B—EHORIEF » MBWCTErRE -4
EAVRENTTZORE Lz, ENTHOEL TOBEEREX v F~DTFHECHOWT bHERRBR S Ehah T
BV, AR EATRSEY R T @ U TE IR T A FETH B,

(5) AR OIEERARORGEICE ST LT,

6) AFIOENERRRORBEICE SXEE LT,
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19 —BHAHICRLIXE
1.9.1 —REBIRFR (JAN)

20MEB- A E T WHO Recommended International Nonproprietary Names (r-INN) (2 53 % £
Ra— A HORBHEIT o7, 20074 11 A 26 AOEEBLHFEMABFBCUTOL I TRES
T, 2008 5F 9 A 5 BN EAFERE 0905002 iz L v@mEhi,

[JAN]

HAL : B Y X7 RI)L (BlaFiE#z)

—t4e

¥ 4 : Certolizumab Pegol ( Genetical Recombination )

He4]

AA% : BV M) XwT RIMZL, BETFHREZE MEE/ 7 0 —FAHED Fab’li i o
FEETHY, =V AHik b INFot / 7 0 —F L HEORBHRERES RO b IgGl ICHET
BEBMETIV—LDU—IEMNLRY, HE2TEBD Cys BEIZA MV EYzFL LS Y
T—=v (FEHTFE 49200000 B2HFRHEELEY DUV~ LA I FHEEANEERS
LTW5, BV X=wT NaIud, 20 EAOT7T I BEE,LRILE k) 145FL
229BDOT X JBRIRENGIRDIHE 18 BMiF LT oR2EHF 08 (HFE B
90,000) TH 5.

b4

¥ 4 : Certolizumab Pegol is a humanized monoclonal antibody Fab' fragment analogue
composed of complementarity-determining regions derived from mouse anti-human 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 (y1-chain)

fragment consisting of 229 amino acid residues.

1.9.2 ERR—#&4 (INN)

AZEiL, WHO Recommended International Nonproprietary Names [Recommended INN (2004), List 52,
p.248; WHO Drug Information, Vol.18 No.3] : certolizumab pegol & L TIX&E & T3,
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1.10 BE - BIEZOIEEETZTHOE LD

110 HE - ARFOHEEBETEHOFLY

TNV M) X7 XA, BETEBRZ E MEE/ 75—k Fab it i 058
BTHY, <URHLE F INFa £/ 7 0 —FAFREORBHERER LR k 1gGl IZH
KTDEERHL 7 V—LU—IHPLRY, HEE 27 FED Cys BEIZA FFIRY

b4 - QB |=F L7V a— (FHTFE 20000 2 253FRELEI V28~ A
I FHEAREERELTWS, EA M) XeT N, 214 AOT S BEEEN
bRB L k) 157 E 22907 I VBEENLRD HEE (1 88) WA 1 5F
MORDEMZ L RIE (HTFE #9000 THS,

B RO LBY

ZhEE - WE BEFRE CHRAR+oR2BEH Y v~F (BEo#EiaEnh 28Ty
BE. FAKITEAV Y X7 <RI GEETEBEZ) & LT, 13 400 mg Z#E,

B - RE 28%. ABRICETES L, LA 1R 200 mg %2 25BROEBE TR TEHT 3.
2B, EEREERICIE. 1[E400mg % 4 BEOEB TR TR T 5,

BISEZDIEE

TRARONE |V AVTHETE200mg Yy

BEkGy « DB |17V Y (Iml) AV MY X7 X)) (BiEFHR%RZ) 200mg &4
2 M| EROBKFEEmeky) VA BIRANEESE  >400

&5 e BEE EEME
DR w88 mgkgl)  (mokei) ERPTR
FAa I 288 #ERAY 50, 100,400 400 400 mg/kg/lA T, FHEFRIC
- BEOHBHRILR L,
¥ 1338 BT 10, 100 10 100 mg/kg/ BT, BRARKEE L
= BRI D 2R,
BE s BREE mEME
TR AR B (mghkg/B) (mgke/i) PR
¥ 268 BT 10, 100 10 100 mg/kg/ BT, MARIEE L
B % AR ZeRal,
. 2E KT 50, 100 <30 50 U} 100 mg/kg BT, K
AREEEE LR oZEfaqk,
BIERZREIE ; 302/528=572% FEIRREMRERIAE ; 25/528=47%
BIfERORE  Fik BRREEREEORER ez g
SMREAE 66 e~ — A —Hghn 15
Bl rRERY 38 At EERsE 2
UHEAR 26 RB7NT I B 2%
[EXK 19
HWES 18
e R s 16 %
=t 2= —E -y N UHRAESH B - BOERRSE

Page 1




L LJXRT R4

1.10 BE - IEZFDOEEREERHOEL D

Al A

LMY Xl NXINVOELE

O
O
HsC” \P/\OFI\NH
0] H 9 O
HsC” \[\/\Oikﬁ \/\” N \Protein
n @)
O

BNV RV X2 T RIND Fab’ DT I ) BEF :

L& :

' DIQMTQSPSS LSASVGDRVT IT(IZKASQNVG INVAWYQQKP GKAPKALIYS

|
' ASFLYSGVPY RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YNIYPLTFGQ

1 GTKVEIKRTV
I DNALQSGNSQ

211 SSPVTKSFN

HEH -
' EVQLVESGGG

S INTYIGEPIY

TRSYAMDYWGQ

AAPSVFIFPP
ESVTEQDSKD

RGEC

LVQPGGSLRL
ADSVKGRFTF

GTLVTVSSAS

SDEQLKSGTA

STYSLSSTLT

SCAASGYVFT
L

SVVCIILLNNFY PREAKVQWKV

|
LSKADYEKHK VYACEVTHQG

DYGMNWVRQA PGKGLEWMGW

SLDTSKSTAY

TKGPSVFPLA

|
LOMNSLRAED TAVYYCARGY

PSSKSTSGGT AALG(IILVKDY

31 FPEPVTVSWN

201 ENVNHKPSNT

SGALTSGVHT

KVDKKVEPKS

FPAVLQSSGL

CDKTHTCAA

L& C214—HB C221 : AL T 4 RIS
H 88 C227 : PEGALERAL

YSLSSVVTVP SSSLGTQTYI

Page 2
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FEIM (REICHTIXE)
3.2.8 BE : '
CTD No. A4 RIE - fagk - WI5EE
32.8 - Cimzia® 200mg Syringe for S.C. Injection
3.2.8 RE
UCB SA
[stragst]  [oollrlA ]
3.2.P %)
CTD No. RERA REE - Mgk - A
32P - Cimzia® 200mg Syringe for S.C. Injection
3.2.p BAl
UCB SA
Gina) o) IR 3 i
3.2.A Ffh
CTD No. R4 FRE - HBER - ARE
32.A - Cimzia® 200mg Syringe for S.C. Injection
32.A Z0fh
UCB SA
(gl dlERa]
3.2.R BEBDERPEIF
CTD No. AR KB - R - HoEE
32.R - Cimzia® 200mg Syringe for S.C. Injection
32.R HABOEREIE
UCB SA
et 2ollsllA]
3.3 BEXH
No. EE - KA - HH

1

Atlung T. Christensen BB, Hansen FG. Role of the Rom Protein Copy Number Control of
Plasmid pBR322 at Different Growth Rates in Escherichia coli K-12. Plasmid 1999;41:110-
119

2 Chung CT, Niemela SL, Miller RH. One-step preparation of competent Escherichia coli:
Transformation and storage of bacterial cells in the same solution. Proc. Natl. Acad. Sci.
USA 1989;86:2172-2175

3 Robinson NE, Robinson AB. Molecular clocks. PNAS 2001;98(3):944-949

4 Robinson NE, Robinson AB. Deamidation of human proteins. PNAS 2001;98(22):12409-
12413

5 Wrobel B, Wegrzyn G. Replication Regulation of ColE1-like Plasmids in Amino Acid-

Starved Escherichia coli. Plasmid 1998;39:48-62
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AR (EERKRSRHREE)

4.2.1 ZEHR
4.2.1.1 HhEBFITLHER
CTD No. BEERS REE - sk - IR E
4.2.1.1.1 40001479  [Biacore analysis of the affinity of CDP870 for human TNFa.
Celitech R&D Ltd [
(e B - 20D
42.1.1.2 40001508  |Biacore analysis of the affinity of binding of CDP870 and other anti-TNFq
reagents to human TNFa.
UCB-Celltech -
(e - 2020l |
42.1.13 40001507  |Biacore analysis of the affinity of binding of CDP870 to recombinant
cynomolgus monkey TNFa.
UCB-Celltech _

e 2020l

42.1.14 40001582  [Biacore analysis of the affinity of binding of CDP870, etanercept and TNF
receptors to TNFa from different species.

UCB-Celitech -.
[PABRHAR : 2 . 2

42.1.1.5 40000904  |In vitro bio-assay evaluation and analysis of CDP870 with respect to
neutralization of human and non-human TNFa.

Celltech Therapeutics Ltd | Gz
ek B 1D |

42.1.1.6 40001506  [Neutralisation of recombinant TNF from cynomolgus monkey, mouse and |
rat by CDP870.

UCB-Celitech -
Eioien 1] S0 11 IR

42.1.1.7 40001532 [Comparison of the ability of CDP870 and other commercially available
anti-TNF treatments to neutralise soluble TNFu in vitro .
UCB-Celltech

(e : 20~
42.1.1.8 40001581  [Neutralisation of soluble TNFa. from human and cynomolgus monkey by
CDP870.

UCB-Celltech -
iRy 1] S [ |

42.1.19 40001505  |Binding to and neutralisation of membrane TNFo by CDP870 and other

anti-TNF molecules.
UCB-Celltech

(e - 20l 20lEN |

42.1.1.10 40001145  |Neutralising activity of CDP870 and HTNF40 against recombinant human
TNF and lvmphotoxin.
Celltech R&D Ltd -
(#Esk A : 20D |
42.1.1.11 40001372 [Comparison of CDP870 neutralisation potency from liquid and lyophilised

formulations using an in vivo bioassay in mice.

UCB-Celltech
(et - 20~ 2ol I |

421.1.12 40000902  |Prevention of chronic inflammatory polyarthritis in Tgl97 huTNF
transgenic mice by hTNF40.4 and CDP870.

et al.

(sReesnes - ol ~ e |
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CTD No. BEEES R - Imk - s
4.2.1.1.13 40000901  [Effects of CDP870 in the conscious rabbit pyrexia model.
Celltech Therapeutics Ltd
. _ | Rat ||
42.1.1.14 ‘40001396  {Analytical characterization of liquid/lyophilized formulations.
[fesk A 20l
4.2.1.1.15 40001533 Effect of CDP870 and other commercially available anti-TNF therapies on
LPS-induced cvtokine production by the human cell line mono mac 6.
UCB-Celltech
(et - 20l L~ 20MAN
42.1.1.16 40001552 [Effect of CDP870 and other commercially available anti-TNF therapies on
LPS-induced cytokine production by human peripheral blood monocytes.
UcB-Celltech | N
(R : 20l -~200.1.
42.1.1.17 40001502  |Complement-dependent cytotoxicity and antibody-dependent cell-mediated
cytotoxicity by CDP870 and other commerciaily available anti-TNF
treatments.
ucB-Celitech |
ez B : 2000 |
4.2.1.1.18 40001503 Effects of CDP870 and other anti-TNF products on apoptosis of T cells
and monocvtes.
UCB-Celltech
[Btsessind : oMM 2o AN |
42.1.1.19 40001504  [Degranulation of neutrophils following anti-TNF binding.
UCB-Celltech -
Bl 1] S 11
4.2.1.1.20 40001391 Effect of CDP870 in the rabbit pyrexia model.
et al.
(e - 208 B~ 20 |
42.1.121 40001435  |Pre-studey validation of an ELISA for the quantification of thTNFa in
rabbit lithium heparin plasma.
reene) | W
- (kA 20D
42.1.1.22 40001591 Biacore analysis of the affinity of binding of CDP870 from the first and
second generation manufacturing processes to TNFa.
UCB-Celltech -
(AR : 2020 |
4.2.1.1.23 40001596  |Biacore analysis of the ability of CDP870 from the first and second
generation manufacturing processes to compete with human TNF receptor
1 for TNFa binding,
ucB-Celitech [
. EUGEES 11 &0 11 il
4.2.1.1.24 40001592  [Potency comparison of first and second generation manufacturing process
CDP870 in an in vivo bioassay in mice.
ucB-Celitech || G
(B : 20 EE-~- 200
4.2.1.1.25 40001520  |Binding studies using biacore technology to evaluate CDP870 molecular
forms with anti-CDP870 antibodies and TNFo.
[ZZEE]

[{fERE : 20MEN0 |
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4.2.1.3 REMEREHER

CTD No. BREEEZ R - iR - s
42.1.3.1 40000903  [Cross-reactivity study of CDP870, polyethylene glycol-conjugated human
monoclonal Fab antibody with normal human tissues.
et al.
ECIoEt 11 =t 171l
42132 40001254  |CDP870 - Blood compatibility study.

Ereilobeh 11 S0 1 Tl

4.2.2 EYEESER

4.2.2.1 SERUN) T-2a vBREE
CTD No. BEEERS KA - Wik - BTEE
422.1.1 40001476  |Pre-study validation of an ELISA for the quantification of CDP870 in
cynomolgus monkey lithium heparin plasma.
-aﬁﬁﬂ;ﬁ B : 200 -~
422.12a 40001266  |Validation of ELISA for the quantitation of CDP870 in clinical samples.
Celltech Therapeutlcs-
etgemn oMM~ LD |
422.1.2b 40001266 Validation of ELISA for the quantitation of CDP870 in clinical samples
(stabily).
(Stability)  [Celltech Therapeutics
e 11 e 11 |
422.13 40001523 Validation report for the enzyme-linked immunosorbent assay (ELISA) for
the quantitation of CDP870 in human.
eswen] | .
[fepx R : 20l D |
42214 40001525  |Validation of Pharmacia's ELISA for the quantitation of CDP870 in human
potassium EDTA plasma.
[t A : 200D |
422.1.5 40001537 Partial pre-study validation of an ELISA for the quantification of CDP870
in human lithium heparin plasma.
(et : 200 LI~ 20D |
422.1.6 40001087 Evaluation of the suitability of the Packard multiprobe liquid handling
system for primary sample handling in the CDP870 plasma concentration
assay (GLP-SOP-TP-20) and antibodies to CDP870 assay (GLP-SOP-TO-
19).
[£2Z&¥] |Celltech Chrioscience Ltd
Ersiloien 1] &0 1 1N
422.1.7 40001538 Additional validation of the ELISA for the quantification of CDP870 for
the use of 1% normal human plasma in standards and IACS.
[2&%¥5] [UCB-Celitech |

[henrg - 2ol -2l
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CTD No. BEEER S E D A
422.1.8 40001524  |Cross-site comparison of the enzyme-linked immunosorbent assay
(ELISA) for the determination of CDP870 in non-clinical and clinical
samples.
eSS | B
KiZsa=mwn || Il
422.1.9 40001526  |Cross-validation (inter-laboratory comparison) of Pharmacia’s ELISA for
the quantitation of CDP870 in human potassium EDTA plasma.
[(ZEE&H] _— etal.
| [#Erk A : 2oL
4.2.2.1.10 40001473 Cross-site comparison of ELISA assays for the quantification of CDP870
in clinical samples.
[2E%H ] |Celitech R&D Lid || <t =
(s - 200N I~20M 1.
422.1.11 40001517  {Cross site validation of a proposed enzyme-linked immunosorban ELISA
for the determination of CDP870 which uses a detection antibody to PEG
in non-clinical and clinical samples (P01132).
(B35 ‘-- etal.
[z A : 20 D |
4.22.1.12 40001265 Validation of ELISA for the detection of antibodies to CDP870.
Celltech Therapeutics
ECihRme 2 CRat Lz Al
4.2.2.1.13 40001527  [Validation report for the enzyme-linked immunosorbent assay (ELISA) for
the determination of anti-CDP870 antibody.
(%] (I - -
[fEpk A - 20l |
422.1.14 40001529  |Validation of Pharmacia’s ELISA for the detection of antibodies to
CDP870 in human potassium EDTA plasma.
[
Cisa:mp |1 1l
422.1.15 40001528 Cross-site comparison of the enzyme-linked immunosorbent assay
(ELISA) for the determination of anti-CDP870 antibody in clinical
samples.
s | -
Kigz4= 11 IR
42.2.1.16 40001384  |Cross-site comparison of ELISA assays for the detection of antibodies to
CDP870 in clinical samples.
[2E%#H] |Celitech R&D Ltd - et al.
[Btsm oMM Mul
4.2.2.1.17 40001485  [Evaluation of the performance characteristics of an analytical method for
the determination of anti-CDP870 antibody titers in human plasma using a
double antigen sandwich ELISA.
ol | M.
[{Ep A : 200N |
42.2.1.18 40001445  [|Validation of ELISA for epitope mapping of antibodies to CDP870.
Celltech R&D Ltd
(g : 20N 20l
4.2.2.1.19 40001516  |Eptope mapping using samples from antibody positive rheumatoid arthritis
patients receiving CDP870 therapy.
[ZZEH] . etal.

[esc R 2oL |
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CTD No.

BEEES

R - sk - BIos

4.2.2.1.20

40001530

Validation of the ELISA for the quantitative determination of human
interleukin 6 (IL-6) in anti-CDP870 antibody positive human
EDTA/lithium heparin plasma (by hela cells in response to tumor necrosis

factor o (TNFo) stimulation).
-. et al.
[Erk B 200 A |

4.2.2.1.21

40001587

Validation report for the sample preparation by ultrafiltratation and
analysis by NMR of high molecular weight PEG in rat urine.

UCB-Celltech | SRR - 20 ,
A ..l"“ ('II

4.2.2.1.22

40001536

Four part stability assessment of CDP870 in human potassium EDTA
plasma.

I
EveRpn 11 % 1) Il

4.2.2.1.23

40001215

To investigate the stability of CDP870 and antibodies to CDP870 in human
whole blood and plasma samples at various temperatures up to 48 hours.

Celltech R&D Ltd -
[RAgrAR : 200 20l A |

4.2.2.2 TRIR

CTD No.

HEEES

B g e

42221a

40000824

HTNF 40 and derivatives single intravenous dose pharmacokinetic study in
male cynomolgus monkeys.

_—
[BREAHARS : 1996.10. I~ 19BN

4.2.2.2.1b

40000825

HTNF 40 and derivatives single intravenous dose

pharmacokinetic study in male cynomolgus monkeys pharmacokinetics
and immunogenicity.

Celltech Therapeutics Ltd

Ersiomt | | St i

4.2.2.22a

40000998

CDP870 : Single dose subcutaneous pharmacokinetic study in the monkey.

T e a0 I
ELSUEEeE 11 S0 |1 1N

422.2.2b

40001080

Analysis of samples from CDP870 : single dose subcutaneous
pharmacokinetic study in the monkey.

Celltech Chiroscience Ltd_
[(BREAR : 1o BE~20ME M |

42223

40001733

Further non-compartmental pharmacokinetic analysis of certlizmab pegol
in the plasma of cynomorgus monkey

uce I
(A0 : 20l I~ 20N |

42224

40001393

Pharmacokinetic comparability of CDP870 stages 1, 2 and 3 materials
following single subcutaneous administration to male cynomolgus monkey.

——
(s : 200~ 20l |

42225

40001590

A re-evaluation of CDP870 exposure in primates.

ucCE
(R : 205 lA ~20ER ]




£ FYXTT KA 112 FEH—8 Page 7
CTD No. BEEES RE - hisk - s
42226 40000881 The pharmacokinetics of '*°I labelled CDP870 in rats.
[BE&#F] |Celltech Therapeutics Ltd et al.
- Kisa:mee | | M
42227 40001360  [Pharmacokinetics of CDP870 in male and female rats following
intravenous or subcutaneous administration. '
[(BEEHH] etal.
(fEpL A : 20l |
422238 40001512  |The pharmacokinetics of total polyethylene glycol (PEG)-related
substances in rat plasma after intravenous administration of CDP870.
ucB-Celltech ||
[PABE : 200 RE--200. W0
42229 40001359  [Pharmacokinetics of CDP870 in male and female rats following multiple
subcutaneous dose administration.
[(ZB&E] et al.
(BterRg - 200 W0~ 20l B |
4.2.2.3 #%
CTD No. BEEES RAR - MEER - WEIEE
42231 40000836 |The biodistribution of '*’I labelled CDP870 in rats.
Celltech Therapeutics Ltd _ et al.
RiZz4:Im 11 1N
42232 40001588  [The distribution of polyethylene glycol (PEG) -containing substances in rat
tissues after sub-cutaneous administration of 100mg/kg CDP870 or cTN3
PF to female Lewis rats.
UCB-Celltech [
(s - 20l L2001l |
42233 JIM. Use of biofluorescence imaging to compare the distribution of certrizmab
2009;348:36-41 |pegol, adalimumab, and infliximab in the inflamed paws of mice with
collagen-induced arthritis.
(@8] |vcs N -
[fErz A - 200 |
4.2.2.5 HEt
CTD No. BEEES TR - fuEk - BIREE
422.5.1 40001513 The excretion of polyethylene glycol (PEG)-containing substances in rat
urine after intravenous administration of CDP870.
ucB-Celitech ||
By (1 &% 11
42252 40001589 The excretion of polyethylene glycol (PEG)-containing substances in rat

urine and feces after sub-cutaneous administration of 400mg/kg CDP870
to female Lewis rats.

UCB-Celltech [

EC e uREN 1190 1711

4.2.2.7 Z0bDEMBREHER

CTD No.

BEEHS

RAH - MR - BISEE

42271

40000941

Characterisation of the antibody response to CDP870 : supplementary
research report.

Celltech R&D Ltd [

(e B : 19 D
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4.2.3 BHHER
4.2.3.1 HOES5EHHE _
CTD No. BEEES K - Mgk - HeE
4.23.1.1a 40000922 CDP870 single dose intravenous tolerance/toxicity study in the monkey
' followed by a 28 day observation period.
!ﬁ%ﬁﬁ}i B : 1980 OB
4.2.3.1.1b 40000966  |Analysis of samples from the single dose intravenous tolerance/toxicity

study of CDP870 in the monkey followed by a 28 day observation period.

Celltech R&D Litd -
ECioie 11 St 11 N

4.2.3.2 REFZSSHHER

CTD No.

BEEES

KA - Jogk - HiocaE

4232.1a

40001074

CDP870 : 28 day toxicity study by intermittent intravenous administration
in the monkey, followed by a 28 day treatment-free period.

e L o) I
(s : 199~ 20N |

423.2.1b

40001020

Analysis of samples from CDP870 : 28 day toxicity study by intermittent
intravenous administration in the monkey, followed by 28 day treatment-
free period.

Celltech Therapeutics Limited_
BTG G2 et 11 il

4.2.3.22a

40001545

CDP870 - 13 and 26 week subcutaneous toxicity study in the cynomolgus
monkey followed by 13 week treatment-free periods after 13 and 26 weeks
of treatment.

I
(A5 : LM

4.2.3.2.2b

40001586

Amendment of study 40001545 : CDP870 — 13 and 26 week subcutaneous
toxicity study in the cynomolgus monkey followed by 13 week treatment-
free periods after 13 and 26 weeks of treatment.

I
[#ERk A - 20 |

42322¢

40001077

Analysis of samples from CDP870 — 13 and 26 week subcutaneous toxicity
study in the cynomolgus monkey followed by 13 week treatment-free
period after 13 and 26 weeks of treatment.

Celltech Chiroscience -
(508 4078 - LOM . I~ 200 ) |

42323

RRLEO6E1024

52-week study with a recovery period in cynomolgus monkeys to examine
the effects of CDP870 on haematological and morphological parameters
following repeat subcutaneous dosing.

.
[ptees : 20M M- 2oNmm |
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4.2.3.3 BEEEUEHEB

4.2.3.3.1_InVitro BRER _
CTD No. BETES KA - fEER - WHFEE
4233.1.1 40000945  |CDP870 : Reverse mutation in four histidine-requiring strains of
: Salmonella typhimurium and one tryptophan-requiring strain of
Escherichia coli.
_ I
ECiEt 11 ¢ [ 1R
423312 40000980  |CDP870 : Induction of chromosome aberrations in cultured human

peripheral blood lvmphocvtes.

(g - (L~ ol |

4.2.3.3.2 InVivoRE&

CTD No.

BEEES

FH - MisR - ATRRE

423321

40000982

CDP870 : Induction of micronuclei in the bone marrow of treated mice.

| |
| B eEEe | F = || 1IN

4.2.3.5 HIEFESHRR

4.2.3.5.1 ZRMERUBKRE COMNMEREICET S

CTD No. BREEET KA - sk - BIoCE
4.2.3.5.1.1 40001308  |Anti-rat TNFa monoclonal antibody equivalent to CDP870 - fertility study
by the intravenous route in the rat (Segment I).
(BB - 20NN 20MBN
4.2.3.5.2 K- BIRSEECET BHER )
CTD No. BEEHES RAH - MR - BTSEE
423.52.1a 40001271  |Anti-rat TNFa monoclonal antibody equivalent to CDP870- embryo
toxicity study by the intravenous route in the rat (Segment II).
[BReesin - 20MFEl ~ 2ol | |
4.23.5.2.1b 40001119  |Analysis of samples from the study: anti-rat TNF, monoclonal antibody

equivalent to CDP870 - embryo toxicity study by the intravenous route in
the rat (Segment II).

Celltech R&D Ltd

(A5 : 200 HIl~20lL. I
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4.2.3.5.3 WHEMBRUHARQREN KICBEOHEEICEIT 5HER

CTD No. BEEES KA - % - ARSEE
423531 40001534  |Anti rat TNFo monoclonal antibody (¢TN3 PF) equivalent to CDP870 -
" |pre and post-natal development study by the intravenous route in the rat
(Segment III). '
(s 20~ 20l B
4.2.3.6 BRI HEEER
CTD No. BEEES R - fgk - HSEE
4.23.6.1a 40000999  |CDP870 : Single dose subcutaneous local tolerance study in the rat
followed by a 1-, 7-, 14-, or 28-day observation period.
1 ]
Erneme 11 =20 I 1N
4.2.3.6.1b 40001081  |Analysis of samples from CDP870 : single dose subcutaneous local
tolerance study in the rat followed by a 1-, 7-, 14- or 28-day observation
period.
Celltech Therapeutics Ltd -
(3t R0  1OMLE~ 2oL |
4.23.6.2 40001362  |PHA-738144: Single dose subcutaneous local tolerance study of PHA-
738144 in the rat followed by a 2, 8, 15 and 29 day observation period.
1 |
Ev iRy 11 aos 1110
42.3.63 RRLE06F1407 |CDP870 2nd generation. Acute subcutaneous local tolerance study in rats
comparing CDP870 1G and CDP870 2G.
UCB et al.
(A5 R : 20~ 2ol D |
4.2.3.7 ZTOHOEMNRER
4.2.3.1.3 SHRETOEFICEHTIHE __
CTD No. BEEES REE - R - WTEE
42.3.73.1 40001583  |The effect of membrane TNFa expression on uptake of CDP870 by cells.
[ZE%#] |UcB-Celitech [N
[ : 2020 B
423732 40001498  |The effect of uptake of PEG and Fab' PEG on cytokine release and cell
activation in monocvte/macrophages in vitro .
[8E%&#] |UCB-Celltech
[SAZ0A : 2l I~ 20MIE |
4.23.733 40001499  |The effect of uptake of PEG and Fab’ PEG on phagocytosis by
macrophage in vitro .
[£Z%%l] |UCB-Celltech
(EsaR - 20fl 208N |
423734 40001500 The effect of uptake of PEG and Fab' PEG on antigen presentation by cells
in vitro .
[Z2E%#] [UCB-Celltech _
el || S 11 I
423.73.5 40001558  [Assessment of changes in activated partial thromboplastin time (APTT)
after ex vivo addition of CDP870 in cynomorgus monkey.
[B5EH] I- - -
[Agraar : 200l ~20lkElA ] |
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CTD No. BEEES KA - Mgk - WHEE
423.73.6 RXCE08B2602 |CIMZIA coagulation test expert report
[(ZZ&H] |UCB
: Kigpdzmwl 11 1IN
423737 NCD2245  |Cimzia Japan: Electron microscopical investigation of histology tissue
samples from cynomolgus monkey toxicity studies.
(zzwe) (I
[YEsx B 20l LI |
4.2.3.7.7 ZO4hDFER _
CTD No. BREEES K - gk - WrEE
423771 40000905 CDP870 : Single dose intravenous range finding toxicity study in the rat.
g | |
ECEeE 1 1 SU |1 Il
423.7.7.2a 40000934 CDP870 : 5 day intravenous range-finding toxicity study in the rat.
ez |
Eruilomme 11 St 11 1
4.2.3.7.7.2b 40000932 |Analysis of samples from CDP870 : 5 day intravenous range-findin
toxicity study in the rat.
[ZE%#] |Celltech Therapeutics Ltd -
it 11 St 1] N
423773 40001000  |CDP870 : 5 day intravenous study in the rat for blood sampling and
haematology investigations.
e |
Eveigit | 13k || |
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43 BEX#E

CTD No.

CTD#2ER
ELELEIPT

EZRE R

43.1

24-1)

Vassalli P. The pathophysiology of tumor necrosis factors. Annu Rev
Immunol 1992: 10: 411-52.
(A 3R]

432

2.4-2)

Elliott MJ, Maini RN, Feldmann M, et al. Randomized double-blind
comparison of chimeric monoclonal antibody to tumour necrosis factor a
(cA2) versus placebo in rheumatoid arthritis. Lancet 1994; 344: 1105-10.

(AR 3R]

433

2.4-3)

Maini R, St Clair EW, Breedveld F, et al. Infliximab (chimeric anti-tumour
necrosis factor o monoclonal antibody) versus placebo in rtheumatoid
arthritis patients receiving concomitant methotrexate: a randomized phase
III trial. Lancet 1999; 354: 1932-9.

[asR k]

434

2.4-4)

Moreland LW, Schiff MH, Baumgartner SW, Tindall EA, Fleischmann
RM, Bulpitt KJ et al. Etanelcept therapy in rheumatoid arthritis. A
randomized, controlled trial. Ann Intern Med 1999;130:478-86

[/ THEk]

435

2.4-5)

Maini RN, Taylor PC. Anti-cytokine therapy for rheumatoid arthritis Ann
Rev Med 2000;51:207-29.

{32 3CER]

4.3.6

2.4-6)

Keffer J, Probert L, Cazlaris H, et al. Transgenic mice expressing human
tumour necrosis factor: a predictive genetic model of arthritis. EMBO J
1991; 10: 4025-31.

[a32 3R]

437

2.4-7)

D'Auria F, Rovere-Querini P, Giazzon M, et al. Accumulation of plasma
nucleosomes upon treatment with anti-tumour necrosis factor-a antibodies.
J Intern Med 2004; 255: 409-18.

[z 3cik]

438

2.4-8)

Capsoni F, Sarzi-Puttini P, Atzeni F, et al. Effect of adalimumab on
neutrophil function in patients with rtheumatoid arthritis. Arthritis Res Ther
2005; 7: R250-5.

3

439

2.4-9)

Hartmann P, Franzen C, Rubbert A, Rogowski J, Kailus M, Salzberger B.
Blockade of TNF does not alter oxygen burst and phagocytosis of human
neutrophils in patients with rheumatoid arthritis. Immunobiology 2005;
209: 669-79.

[~323CHk]

4.3.10

2.4-10)

42233%BR

4.3.11

2.4-11)

EPARs (European Public Assessment Reports) for authorised medicinal
products for human use: Remicade. Avairable from:
http://www.emea.europa.en/humandocs/Humans/EPAR/remicade/remic
ade.htm

[z 3Cik]

43.12

2.4-12)

EPARSs for authorized medicinal products for human use: Humira.
Avairable from:
http://www.emea.europa.ew/humandocs/Humans/EPAR/humira/humira.
htm

(5= 3R]
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CTD No. CTDZ 2% EZRNE JoRET)
SO B BT
4.3.13 2.4-13) EPARs for authorized medicinal products for human use: Enbrel.
Avairable from: ‘
http://www.emea.europa.eu/humandocs/Humans/EPAR/enbrel/enbrel ht
m
[k ]
43.14 2.4-14) Webster R, Didier E, Harris P, et al. PEGylated proteins: Evaluation of
their safety in the absence of definitive metabolism studies. Drug Metab
Dispos 2007; 35: 9-16.
[A3=30HR]
4.3.15 2.4-15) UCB Celltechtt % 25 & 40001594, Literature review on the fate of PEG
following sc administation.
Cadak-g=)
[fER : 20lERA ] |
43.16 2.4-16) Viau AT, Abuchowski A, Greenspan S, Davis FF. Safety evaluation of free
radical scavengers PEG-catalase and PEG-superoxide dismutase. ] Free
Radic Biol Med 1986; 2: 283-8.
[ a3 k)
4.3.17 2.4-17) Conover C, Lejeune L, Linberg R, Shum K, Shorr RGL. Transitional
vacuole formation following a bolus infusion of PEG-hemoglobin in the
rat. Artif Cells Blood Substit Immobil Biotechnol. 1996; 24: 599-611.
[ 23R 3CHk]
43,18 2.4-18) Conover CD, Malatesta P, Lejeune L, Chang CL, Shorr RGL. The effects
of hemodilution with polyethylene glycol bovine hemoglobin (PEG-Hb) in
a conscious porcine model. J Investig Med 1996; 44: 238-46.
(A% 3R]
43.19 2.4-19) Conover CD, Linberg R, Gilbert CW, Shum KI., Shorr RGL. Effect of]
polyethylene glycol conjugated bovine hemoglobin in both top-load and
exchange transfusion rat models. Artif Organs 1997; 21: 1066-75.
[a5= 3R]
4320 2.4-20) UCB Celltech #1: # & & 40001555. Polyethylene glycol: A toxicological
review of PEG and PEGylated polypeptides.
[#EPE %]
[1Esk : 20lEEA ]
4.3.21 2.4-21) 4.23.732% 58
4.3.22 2.4-22) 423.733%8R
4.3.23 2.4-23) 42373488
4324 2.4-24) Bakaltcheva I, Ganong JP, Holtz BL, Peat RA, Reid T. Effects of high-
molecular-weight cryoprotectants on platelets and the coagulation system.
Cryobiology 2000; 40: 283-93.
[/r3=3CiER]
4325 2.4-25) N7 —FREFER 100, 12 7VF <7 GRIEFHREZ) (BT 58
HE| FPFRE2216, 20032138 p.7 (—&REHRIR : Centocortt
#: W& $} Nonclinical pharmacology and toxicology cA2 (infliximab)
1998)
[aFk3cm]
4.3.26 2.4-26) Waterston A et al. TNF and cancer: good or bad? Cancer Therapy 2004; 2:
131-148
[AF 3R]
43.27 2.4-27) Wang X et al. Tumor necrosis factor and cancer, buddies or foes? Acta
Pharmacol. Sin. 2008; 29: 1275-1288
[z k)




LMY XTT RINL

112 FEHEH—E Page 14

CTD No.

CTD# 2%k
LA T

EZ RS T

4.3.28

2.4-28)

|Research1999; 59: 4516~4518

Suganuma M et al. Essential role of tumor necrosis factor o. (TNFa) in
tumor promotion as revealed by TNF- o -deficient mice. Cancer

(3% 3CHk]

4.3.29

2429)

Moore RJ et al. Mice deficient in tumor necrosis factor-¢ are resistant to
skin carcinogenesis. Nature Medicine. 1999: 5: 828-831
[z 3cE]

4.3.30

2.430)

Fujiki H et al. Tumor necrosis factor-o, a new tumor promoter, engendered
by biochemical studies of okadaic acid. J Biochem 1994; 115: 1-5

[ 3cik]

4.3.31

2.4-31)

Fujiki H et al. A new concept of tumor promotion by tumor necrosis
factor- o, and cancer preventive agents (-)-epigallocatechin gallate and
green tea — a review. Cancer Detection and Prevention 2000; 24: 91-99

[4A5R 30HR)

43.32

2.4-32)

Okuda M, Yamamoto Y. Usefulness of synthetic phospholipid in
measurement of activated partial thromboplastin time: a new preparation
procedure to reduce batch difference. Clin Lab Haematol 2004; 26: 215-

23.
[A% 0]

4333

2.4-33)

UCB Celltech £t 3R %5 & 40001478. Effects of ¢TN3 Fab' PEG on murine

collagen arthritis.
(Eaa)=go)|
[ : 20N MLE20M M

4334

2.4-34)

UCB Celltech £ #R 45 #40001518. Dose-effects of ¢cTN3 Fab’ PEG on
murine collagen II arthritis.
[#EAEEH]

[PUERHE : 200 M- 20N

4.3.35

2.4-35)

UCB Celltechft# £ #40001277. Development report for the production
of ¢cTN3 PF (cTN3 PEG-Fab"), testing of cross-reactivity with mouse and
rat TNFa using a Biacore assay, and neutralisation of rat TNFa using a

cell-based bioassay.
[+ E$}]
[fEs A : 20N

43.36

2.4-36)

LIS —FHFEER L Ir—FaRHER100(7IF <=7 (BEF
M) IZETA58E 451-452— HDHIEK
[/AF3Tik)

4337

2.4-37)

Food and Drug Administration (FDA). (1998). Etanercept: Summary Basis
for Approval, Nonclinical Pharmacology and Toxicology Review of BLA
98-0286. Available from:
http://www.fda.gov/downloads/Drugs/Development ApprovalProcess/How
DrugsareDevelopedandApproved/Approval Applications/TherapeuticBiolo
gicApplications/ucm088697.pdf.

[ /232 3CHk]

4.3.38

2.4-38)

E2IZHREER IR TEIVD08mL (TX Y A~<T) BE2ECTD
OWE 26.6FMAROMMEN 2675 MRABRBEER 13K U49-2—
T TRy R EH

[ AR 3CHk)
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CTD No. CTDZ25% E =R T
SO BT
4.3.39 2.4-39) Pasparakis M. et al. Immune and inflammatory responses in TNF a -
deficient mice: a critical requirement for TNFa in the formation of primary
B cell follicles, follicular dendritic cell networks and germinal centers, and
in the maturation of the humoral immune response. J. Exp. Med. 1996;
184: 1397-1411
[ A5 3CHR]
4.3.40 2.4-40) Marino M.W. et al., Characterisation of tumor necrosis factor-deficient
mice. Proc. Natl. Acad. Sci, USA. 1997; 94: 8093-8098
[ /3R 3R]
4341 2.4-41) Ghetie V, Ward ES. Multiple roles for the major histocompatibility
complex class I- related receptor FcRn. Annu Rev Immunol 2000; 18: 739-
66.
(/5= 3CHk]
4.3.42 2.4-42) Working PK, Newmann MS, Johnson J, Cornacoff JB. Safety of poly
(ethylene glycol) and poly(ethylene glycol) derivatives. In: Harris M,
Zallpsky S, Eds. Poly (ethylene glycol): Chemistry and biological
applications. ACS Symposium Series 680, Oxford University Press, 1998.
p45-57.
[/A3&3CHEk])
4343 2.6.1-1) 432% SR
4.3.44 2.6.1-2) 43355
4.3.45 2.6.1-3) 434% R
4.3.46 2.6.1-4) 435% R
4.347 262-1)  |43.6%BR
4.3.48 2.6.2-2) UCB Celltech tt: 3 & & 40001373 Version 2. Comparison of liquid and
lyophilized CDP870 preparations. Potency in an in vivo bioassay in mice
using formulation buffer as diluent.
(#EP&E k]
B Ren 11 il
4.3.49 2.6.2-3) UCB Celltech #f # % & 40001556. Analysis of samples positive for
antibodies to infliximab in the anti-CDP870 assay to test for cross-
reactivity.
[t &£
Ex RS 1) il
4.3.50 2.6.2-4) UCB Celltech#t 3 & #40001584. The role of Fc and bivalent binding in
the effect of anti-TNF agents on cell apoptosis and neutrophil
degranulation.
(& k]
[R5 - 200 IRIE~20l A1) |
4351 2.6.4-1) 43.14% 58
4.3.52 2.64-2) |43.15% B
4.3.53 2.6.6-1)  [43.28%BH
4.3.54 2.6.6-2) 43.29% B
4355 2.6.6-3) 433055
4356 2.6.6-4) 4331%5R
4357 2.6.6-5) 43265
4.3.58 2.6.6-6) 43275 R
4.3.59 2.6.6-7) N T2 7V VR TER2Smgll BT 2B AREE ) MITBUEANE
FinEREIFHB MM, 2004711 A5R
[AF3CE]
4.3.60 2.6.6-8) 43258
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CTD No. CTD%2EF FH - RE - HAR
LB R PT
4.3.61 2.6.6-9) Warren MA , Shoemaker SF, Shealy DJ, Bshara W, Ip MM. Tumor
necrosis factor deficiency inhibits mammary tumorigenesis and a tumor
necrosis factor neutralizing antibody decreases mammary tumor growth in
neu/erbB2 transgenic mice. Mol. Cancer Ther. 2009;8:2655-2663
[z k]
4.3.62 2.6.6-10) Oshima M , Oshima H, Matsunaga A, Taketo MM. Hyperplastic gastric
tumors with spasmolytic polypeptide-expressing metaplasia caused by
tumor necrosis factor- o -dependent inflammation in cyclooxygenase-
2/microsomal prostaglandin E synthase-1 transgenic mice. Cancer Res.
2005;65:9147-9151
[z 30Hk]
4.3.63 2.6.6-11) Popivanova BK, Kitamura K, Wu Y, Kondo T, Kagaya T, Kaneko S, et al.
Blocking TNF-a in mice reduces colorectal carcinogenesis associated with
chronic colitis. J. Clin. Invest. 2008;118:560-570
[z i)
4.3.64 2.6.6-12) Knight B, Yeoh GCT, Husk KL, Ly T, Abraham LJ, Yu C, et al. Impaired
preneoplastic changes and liver tumor formation in tumor necrosis factor
receptor type 1 knockout mice. J. Exp. Med. 2000;192:1809-1818
[ 225 3cik]
4.3.65 2.6.6-13) Naylor MS , Stamp GWH, Foulkes WD, Eccles D, Balkwill FR. Tumor
necrosis factor and its receptors in human ovarian cancer. J. Clin. Invest.
1993;91:2194-2206
[/A3R 3R]
4.3.66 2.6.6-14)  [4.335% B8R
4.3.67 2.6.6-15) 43.02% R
4.3.68 2.6.6-16)  |UCB Celltecht:3#45£40001599 Peer review of CDP870 safety studies.
[tk
(e B : 200 |
4.3.69 2.6.6-17)  |43.20% B
43.70 2.6.6-18) 43.16% 2R
4371 2.6.6-19) 43174288
4.3.72 2.6.6-20) [4.3.18% B
4.3.73 2.6.6-21)  [43.19% B
4374 2.6.6-22) Chatman LA, Morton D, Johnson TO, Anway SD. A strategy for risk
management of drug-induced phospholipidosis. Toxicol. Pathol. 2009; 37:
997-1005
[ a3 3R]
4.3.75 2.6.6-23)  |UCB Celltech#: 3 45 #40001497. The uptake and clearance of PEG and
Fab' PEG by monocyte/macrophages in vitro .
(&)
(eesesnny) : 2080 I~ 20MEN |
4.3.76 2.6.6-24)  |UCB Celltechft## % £40001510. Development of a method for detection,
identification and quantification of PEG and Fab' PEG in biofluids and
cells by SDS-PAGE
[+ &k
(s : 201~ 20l |
4.3.77 2.6.6-25) [4.23.732% 8
4.3.78 2.6.6-26) [4.23.733%8H
4.3.79 2.6.6-27)  |4.23.734% 58
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CTD No. CTDE2E FH - RA - HA
B e T3
4.3.80 2.6.6-28)  |UCB Celltechft 3 45 #40001521. Comparison of the effects of a control

Fab' PEG and CDP870 on macrophages in vitro .

(#ENEHH
[FEHE - 20201 |
43.81 2.6.6-29) [43.11%2 &R
4382 2.6.6-30) |[4.3.13%2 B8
4383 2.6.6-31) [|4.3.24% W
4.3.84 2.6.6-32) [4.333% M
43.85 2.6.6-33) [4334% R

4.3.86 2.6.6-34) 43.14% 2R
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E5E (BARSEBREBEE)
5.3 EBREKHBREBEE
5.3.1 EYRFAFHBRBEE

9.3.1.1 "AATFARLSEYT 1 (BA) HEBHEE

CTD No. AR R - BuEx - HHSEE

5.3.1.1.1 |CDP870-00338% |A double-blind, double-dummy, ascending dosage group, phase I study of

RRCE06A1606 [CDP870 (anti-TNF fab'-peg conjugate) comparing intravenous and subcutaneous

routes of administration in healthy male volunteers.

[FHEEHE]  |Celltech Therapeutics Ltd.

RiEREE GERR) [FRHH ol B
40001075 Analysis of samples from clinical study CDP870-003: a double-blind, double-

RRLE06A2402 [dummy, ascending dosage group phase I study of CDP870 comparing

intravenous and subcutaneous routes of administration in healthy male volunteers

(Medeval study number ME0497).

Celltech Chiroscience Ltd.

wimdEE CHERE) e 1oL~ 20 |

5.3.1.2 HEBABREULEMFHIFESY BE) REBEEE

CTD No. RRA RAE - fuER - TRRE

5.3.1.2.1 |CDP870-0387%x Open label randomized, parallel group, single dose, comparative bioavailability
RXCEO7KO0815 |study of certolizumab pegol given as a 400 mg single subcutaneous injection of
either the reconstituted lyophilized formulation or a solution formulation in

[Z2Z&#]  |healthy male volunteers.

UCB Pharma SA,

RIEREE NERR) [RB2HH : 20lER 20l ]
53.1.2.2 RA0003FAEB |An open label, randomized, parallel group, single dose, bioavailability
RRCE08G0302 |comparison study of 3 certolizumab pegol solution formulations, given as a 400
mg single dose ( two 200 mg subcutaneous injections of either a reconsituted
[FHi&#t]  |lyophilized formulation, a liquid formulation, or a prefilled syringe) to healthy
volunteers.

UCB Pharma sA, [ NG

piEgee GERR) (e 2dlIE~20llx |
5.3.1.2.3 |CDP870-0567X5% [Open label, parallel group, single dose, comparative bioavailability study of
RRCE08D0401 |certolizumab pegol given as subcutaneous injections of either first generation or
second generation in healthy male volunteers.

[BEER] |5ep pharma s N
prEsss oiEse e ool Ll oI |

2.3.1.4 S£YEHRUEBLFHITERSRES

CIDNo.| #EEFS RAE - fER - HFREE
53.14.1 40001726 Validation report for the quantitative assay for high molecular weight PEG in
human plasma by 'H NMR.

UCB Antibody Centre of Excellence,-

(A5 - 200 I -~ 2ol IR

[BZE#]
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5.3.3 BREYDE PK) HBREEE
5.3.3.1 BESBECHSIIPKRUMBEEHAREESE
CTD No. EEES AR - fhER - WHIEE
5.3.3.1.1 |CDP870-0013%%% CDP870-001 : A placebo controlled, double blind, ascending single dose study
RRCE06A1604 [investigating the tolerability and pharmacokinetics of intravenously administered
CDP870 in healthy male volunteers.
-
[BE%H] Celltech Therapeutics Ltd.
wiEmes GMERR (e oI~ SR
5.3.3.2 BEICBTIPKRUNMBEMRBERESE
CTDNo.| #EFEL RRA - Mk - MRS
5.3.3.2.1 |CDP870-0023%% [CDP870-002 : A phase II double-blind, placebo-controlled, ascending dosage
RRCE06A1602 |group (1, 5, 20 mg/kg), multi-centre study of the anti-TNF FAB'-PEG conjugate
CDP870 administered intravenously to patients with active theumatoid arthritis,
[ZEZE#]  |with 8 week follow-up and option for second dose in open fashion.
Celltech Chiroscience Ltd.
RIEREE CHERR) [BRBREIRE -1 1 R
40001070 Analysis of samples from clinical study CDP870-002: a phase II double-blind,
RRLE06A1801 [placebo-controlled, ascending dose study of CDP870 in patients with active
rheumatoid arthritis.
Celltech Chiroscience Ltd.
RIERESE GLERE)  [(BUrs 1oL ol M |
5.3.3.3 NEMERZBR LI-PKRREBEE .
CTDNo.| #WEEES KA - fisk - HESRE
53331 PHA-024788% [Assessment of the safety, tolerability, and pharmacokinetics of subcutaneous
RRCE06A1003 |CDP870 after administration of single escalating doses to Caucasian and
RXCE06A1004 |Japanese healthy volunteers.
[FFAE RESEE GMERR) (B : 200 BB~ W
5.3.3.4 SEMEREBRHL-PKRBEEE a
CTDNo.| #EEES T - Wk - FEE
53341 PHA-00138B% |The pharmacokinetics of CDP-870 in patients with rheumatoid arthritis on
RRCEO6A1311 |methotrexate.
[RF AR RESEE OIEXR)  [Beur ol LE- 20l B
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1.12 B[R -8

5.3.3.6 REaL— 3 PKEREBRBESE

CTDNo.| HWEERS T - R - WHIEE
53.3.5.1 C87068 Retrospective population pharmacokinetic analysis of certolizumab pegol in adult
-~ Rheumatoid Arthritis subjects.
z UCB Pharma SA,
piEmeE ONERE)  [fExA 20l
53352 C87079 Retrospective population pharmacokinetic-pharmacodynamic analysis of
- |certolizumab pegol in adult Rheumatoid Arthritis subjects.
BEGRE
SRR s prama s EEEEE
fRiEgEE OHERER)  [(fEme : 20 |
53.3.53 40001553 Population PK simulations of CDP870 to support a bi-weekly dosage schedule.
resvor | Ucs-C:irh s, I
wEREE OMERER)  [(EkB : 200N
53354 CLO0153 Retrospective population pharmacokinetic-pharmacodynamic analysis of
certolizumab pegol in adult rheumatoid arthritis Japanese subjects.
BEEBE
[BEER] 1ucs phama sa, [ ENGTGcNB
REREE ONERS) (1A : 20MIN] |
5.3.3.6 PKETY U I/HBRBESE
CTDNo.| #EEFS A - sk - WESEE
5.3.3.6.1 40001554 Modelling of CDP870 to support phase III programme.
(smgpy  |UCB Pharma  Cellicch R&D, I -
~ SiEmEE OMNERS)  [FkA : 20l
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1.12 FHEH-8

5.3.5 AWMERUVREMHBEBREEE

5.3.5.1 MY ABLAEICHET HHBRMBHBERESE
CTDNo.| #HEEES : KA - MEsR - TSEE
5.3.5.1.1 |CDP870-0045%% | A Phase Il Multi-Center, Double-Blind, Placebo-Controlled, Two-Panel Study to
' RRCE06A1607 |Compare the Efficacy and Safety of Subcutaneous (SC) 50 mg, 100 mg, 200 mg,
RXCEO07J1805 |400 mg, 600 mg, and 800 mg CDP-870 Versus Placebo Administered at 0, 4, and
8 Weeks With Assessments to Week 12 in the Treatment of the Signs and
[FEAMR & #E]  |Symptoms of Patients With Rheumatoid Arthritis and Further Open Dosing With
SC 400 mg CDP-870 4-Weekly With Three Safety Follow-Up Visits.
Celitech R&D and [ NNEGNG_
1 ___B§
RIEREE CIERE (RS 2oL 2N |
5.3.5.1.2 |CDP870-01158% Efficacy and Safety of CDP870 400 mg Subcutaneously versus Placebo in the
RRCE06C1440 |Treatment of the Signs and Symptoms of Patients with Rheumatoid Arthritis who
RXCEOQ7J1804 |Have Previously Failed at Least One DMARD.
repsmgsyy  |UCB Pharma, [N
AR EE CHERS) [BRBRIARM : 2003.6.13~2004.7.12]
5.3.5.1.3 |CDP870-0147% |Efficacy and Safety of CDP870 400 mg Subcutaneously in Combination with
RRCE06C1441 |Methotrexate Compared to Methotrexate Alone in the Treatment of the Signs and
Symptoms of Patients with Rheumatoid Arthritis who are Partial Responders to
[FHE&E#]  |Methotrexate.
ucs Pharma, [
HIEREE CHERE) [FUBRIAR : 2002.10.23~ 2004.1.12]
5.3.5.1.4 |CDP870-0273%% (A Phase III multicenter, double blind, placebo-controlled, parallel group 52-week
RRCE06D1020 |study to assess the efficacy and safety of 2 dose regimens of lyophilized CDP870
RXCE08B2030 |given subcutaneously as additional medication to methotrexate in the treatment of]
signs and symptoms and preventing structural damage in patients with active
(FHB&#F]  |rheumatoid arthritis who have an incomplete response to methotrexate.
ucs Inc., NG - I
sl EE OMNERE) [BRBREARM : 2005.2.18~2006.9.12]
5.3.5.1.5 |CDP870-0505X%% [A phase III, multi—center, double-blind, placebo—ontrolled, parallel-group, 24—
RRCE06D1018 |week study to assess the efficacy and safety of 2 dose regimens of liquid
certolizumab pegol as additional medication to methotrexate in the treatment of
[FEE&ER]  [signs and symptoms of rheumatoid arthritis and in prevention of joint damage in
patients with active rheumatoid arthritis who have an incomplete response to
methotrex
0GB tnc, I - I
rialREE CHERR)  [RABIEM @ 2005.6.30~ 2006.9.19]
5.3.5.1.6 |CDP870-07735% | A Phase IIIb, open-label, run-in and double-blind, placebo-controlled,

B2 0

randomized study to evaluate the safety and efficacy of certolizumab pegol
administered concomitantly with stable-dose methotrexate in patients with active
rheumatoid arthritis.

UCB Pharma SA
wEREE GHERER)

[FABRHARI : 2008.1.2~2011.3.1]
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1.12 FHEH—E

CIDNo.| #®EEEFSE REA - sk - AESEE
5.3.5.1.7 |CDP870-04178R [CDP870 MOMTX HfFiBF DA M- RFEAER
(OPC275-08-001) | ARRL-F-H—h (LUF, MTX) 120 +-53 72 R 33E b s o - B R ERY
U FRBEZHRIZ, MTX LOGRIR5IZX5CDP870 DEZIERIRGEL,
[RHBEHRH]  |BIREYIC A AR ANICBIT DRI, EMEER USR58 Rt
R, EAEAL, 7T ER%R, —EHER, WATHM SRR
KRRt att, a—v—t—vronat, IR
el E (ERE) [BABREARM - 2008.11.19~2010.8.18]
53.51.8 | RAO00067AE |CDP870 DMTX FEPFRIREDOA SHERAERAER
(OPC275-08-003) | ARRL-FH—R (LLF, MTX) O 5B TERVWEEIMEREE Yy~ FBELII %
(<, MTX FEFRRFOCDPS70 DR SMELIRGEL, RMBIER OE 20/
[FHBER] |59, SHERER, BiERL, 770RAR, ZHER, LITHMLERR
KgpEgt e, —v—t—vr ot R
iR EE (ERR)  [PABRIAR - 2008.11.19~2010.9.16]
5.3.5.1.9 |CDP870-0947 8% |A Phase I1Ib, multicenter study with a 12-week double-blind, placebo-controlled,
randomized period followed by an open-label, extension phase to evaluate the
safety and efficacy of certolizumab pegol administered to patients with active
[(ZZ&#]  |rheumatoid arthritis
UCB Pharma SA
RIEREE GHERBR) [FBHRE 20l I~ an
5.3.5.2 ENBEBEEE
CTDNo.| #HEEES FRRH - Mgk - BTSEE
53.5.2.1 |CDP870-0153 8% [A phase III, multicenter, open-label long-term study to assess the safety and
X tolerability of CDP870 400mg subcutaneously every 4 weeks, in patients with
(BEZEB]  [theumatoid arthritis.
UCB
wiEwEE OMERER) [BABREARM : 2003.3.12~2007.8.31]
5.3.5.2.2 |CDP870-0283 5% |A Phase III multi-centre, open-label, follow-on study to CDP870-027, to assess
o the efficacy and safety of lyophilised CDP870 an engineered human anti-TNF
[ZE&#]  [pEG conjugate, dosed subcutaneously at 400mg every 2 weeks as additional
medication to methotrexate, in the treatment of signs and symptoms and
preventing structural damage in patients with active rheumatoid arthritis.
UCB
AR EE OMERER)  [REREIR : 2005.6.21~2007.8.31]
5.3.5.2.3 |CDP870-0517%8% [A Phase III multi-center, open-label, follow-up study, to assess the safety and

[Z5EHH]

efficacy of liquid certolizumab pegol as additional medication to methotrexate, in
the treatment of signs and symptoms and in the prevention of joint damage in
patients with active rheumatoid arthritis who participated in study CDP870-050.

UCB Inc.

BIEREE GHERE) [RABRHIR : 2005.12.6~2007.8.31]
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53524

CDP870-071 38
(OPC275-08-002)

CDP870DOMTX B i s D& Bifikiss i 53482
IEEMERIEIY Y ~F BE Z X5 L LT-CDP870D ARM-FH—h (BAF, MTX)
GrAREOF ZMERRALRER (LA T, 275-08-0013858) 7o OBITHI %Rt BRIz,

[FHfi&E]  |CDP870LMTXZ R MM ARG L BOLZ MR UE IR 54
RILF], FER, RUT SRR Q48 PRIMEITER)
REFREBRREH, 22— —E— T SUBRRER,
wiEgEE ERER  [FBREE : 2009.4.1~200 1R
53.52.5 | RA0007:A8% |CDP870MMTXIEGH DK kG 5308

(OPC275-08-004)

(FFAH]

THEME RS Y ~F B Z xR ELI-CDP87T0D AR F4—k (BLF, MTX)
FEGF RO A MERRFERER (LLT, 275-08-003R88) H o DB THI% 5t 81z,
MTX3EGHFATCDP8702 R IR EL-BORZ LR A2 Re+5%
RILF, R, RML 2R Q48 FRIBITEER)
KEgEHRat, o—v—v—UrolR4aH TR
RIEREE (AR [FEBRHR : 2009.3.25~20L. 1

53.5.2.6

CDP870-0713%8%
(OPC275-08-002)

CDPS70DOMTX B s & Blfikicr i 5388
BB ~F B & xR L LI-CDP870D AR -FH—h (LA, MTX)
GrRAREORZMERIERER (LLT, 275-08-0013R88) M 6087 H% 551z,

(FHBESE]  |CDP870(MTXZRHIKGEAIRELI-BOZ LR N MEE R 58
RILFE, HFER, BT EMRAR G2BPRIFITER)
rEppgEgR e, o—v—v—vyo-otait TR
REREE (ENRR) BB : 2009.4.1~200 B
53.52.7 | RAO007:AB% [CDP870MMTX3E( D& kG 538

(OPC275-08-004)

THEMEBEEIV D ~F BE 2R L L7-CDP870MD AR L ¥4 —h (BLF, MTX)
FEOFRRFO B/ ERIERER (LT, 275-08-003R58) b 0OBITHI % Rt&Iz,

[FAEER]  |MTXIEGHA TCDP870%2 RHIRR £ L= BOREM R OE LR35
FRALF], FEER, R 2R (528 T TR )
RERERASH, 2—v—rv—Yr VRS TR
wiIEWEE (ENRR R : 2009.3.25~2001H
53.52.8 | RA00753B% |CDP870 » B DS kAR ikt 538

(OPC275-10-001)

[(ZEEHEH]

IR Y ~F BB 268 L L7-CDP870 OMTX X i IEE D
IRk % 558k (275-08-002 X1%275-08-004 IRER) Iz B MM DO RS E %%t
£1Z, CDP870 M200 mg %2 @M1 [E, 24 BRI L H 2 ERLEZBORS
MR OE ML RT3 R LR, EER, RHTSHRR
KFMERA L, 21— —t—Uy otk R
BiIEHEE ENHR) [FEBRHH : 2001200 EE]




Page 24
A FYRTT RINL 112 HTEH—%

9.3.5.3 HBMOABRREEHE TRITLI-BEE

CTD No.| HEEHE FAH - sk - HFEE

5.3.5.3.1 MAA Integrated Summary of Safety: Narrative Table - RA
53532 — MAA Integrated Summary of Safety: Narratives - RA
53533 _ MAA Integrated Summary of Safety: TFLs and RA safety listings (initial and
follow-up)
53.534 - MAA Integrated Summary of Efficacy: TFLs
53535 - New additional global Integrated Summary of Safety TFLs for Japan Submission
53536 = RLPIRCER LA BB R RR LI P —Ba (HP R OB AR |
(H:iEkt)
53.53.7 - Japan Submission Integrated Summary of Safety: TFLs
53538 Summary of Clinical Safety in Japanese Crohn’s Disease Studies with
- Certolizumab Pegol
UCB Pharma SA

wiEgEE CHEFAR  [EsA : 20l Bl |
5.3.5.3.9 | RRCEO7H0202 |[Risk of Tuberculosis with Certolizumab Pegol and other TNF-Alpha Antagonists

UCB Pharma SA, [N -~ D - -
wESEE GLERS  (fEme 20D |

5.3.5.3.10 | RXCE08G2806 |Mortality in Certolizumab Pegol Rheumatoid Arthritis Studies

UCB Pharma SA, || NGNGB - -
wEwEE GtERBR)  [#ExA : 20D |

5.3.5.3.11 | RRCE07H0203 |Epidemiologic Analysis of Malignancies in Rheumatoid Arthritis (RA) with

Certolizumab Pegol Excluding Non-Melanoma of Skin — (NMSC)

UCB Pharma SA, | NN - I - -
RIESES GLERS) (A : 20l

53.5.3.12 40001600 Report on immunogenicity of certolizumab pegol (CZP) Version 2
UCB,

EREE GHERB)  [ERE - 20MEEF )

5.3.5.3.13 | RXCE08B2602 [4.2.3.7.3.6% 2

5.3.5.3.14 — CDP870 KL-6 iZ B9+ A L&
REREHRSH,
[fERK B - 20M !
5.3.53.15 — Statistical Methodology
UCB
[#tNEEH

5.3.5.3.16 | RRCE07A3107 [Risk of Tuberculosis with Certolizumab Pegol and other TNF-Alpha Antagonists
I >OW - Updated 20 March 2007
UCB

[+E&ERH
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5.3.5.4 EQMDERKRRBRBER

CTDNo.| #&EEERS R - sk - WHEE

5.3.5.4.1 | RRCE08A3107 [Validation of the Rheumatoid Arthritis specific Work Productivity Survey and

impact of Certolizumab Pegol on productivity within and outside the home in the
[(ZE&HR]  |RAPID studies. ‘

UCB Pharma SA, ||| - - -
BEGEE CLERR) B 20EE

5.3.5.4.2 | RRCE08A2804 [Rheumatoid Arthritis Patient-Reported Outcome Endpoint Review Dossier for
EMEA: A review of patient-reported outcome endpoint measures used in the
[ZEEE]  |certolizumab pegol development program.

U Pharma S, N - .
BEGEE GMERS) [(#EkA - 201l

5.3.6 hRBROEAERICEHTIBESE

CTDNo.| #EHEEEFS KA - Mk - WHEE

53.6.1 ARVE(08B2905 [Periodic Safety Update Report Certolizumab Pegol

07 September 2007 - 06 March 2008

Additional Period: From 01 January 2007 to 06 September 2007
UCB Pharma SA,

[t st]

5.3.6.2 €08110020ch |Periodic Safety Update Report CERTOLIZUMAB PEGOL
07-Mar-2008 - 06-Sep-2008

UCB Pharma SA
[HPEst]

53.6.3 €09110090  |Periodic Safety Update Report CERTOLIZUMAB PEGOL
From 07-Sep-2008 to 06-Sep-2009

UCB Pharma SA
(&R

5.3.64 €10030046  |Periodic Safety Update Report Nr.1 CIMZIA (CERTOLIZUMAB PEGOL)
From 07-Sep-2009 to 06-Mar-2010

UCB Pharma SA
[+

53.6.5 €10090019  |Periodic Safety Update Report CERTOLIZUMAB PEGOL

From 07-Mar-2010 to 06-Sep-2010
UCB Pharma SA

[t &

5.3.6.6 €11020024 V1.0 |Periodic Safety Update Report Nr. 3 CERTOLIZUMAB PEGOL
UCB Pharma SA
[#tN&E$H
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5.3.7 BET—A—ERBUEHREE
CTD No. A - Mk - FRE
53.7.1 |FEF—EBR(EANT T 2R3 REBRR)
_ [HPEst
5372 |AEESR—EXENAR. SMERR)
. (&
5373 |EERAESFZ—EBX ENER SERR)
_ _ (#&E#H]
5374 |[BRAEAREEREELHESN—EE (ENRR. AERR)
(3 H]
5375 |BEKREEEHX
[#-N&EEH
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ot (ERAREEBREEE)

5.4 &ETHEk
2.2, 2.51I8 _
No. ‘ =F KA - Hi

5.4.1.1 B BF L BEEE EAERIBRB R AN FELRIEENRREE

54.12 VU~F TULF—NREESREE BEDN IRl ah=) U< F
T VA —RERS ERRITEI0A

5413 AEER. BEY v~FBEOTETR - AaTE, BEHEETHR, BERSELT
% —. BARERER. 2007;65(7):1189-94.

54.1.4 MEEABRY v~-FHH. BFHY v~FoRE~=a2 7/ (&KETR) ZHo~==a
TV EEBMIZE- S TBEET A KT A > 2004

54.15 IR 8. ) v~FEYBREROBRRE L ORIEA. B IS 2007;129:182-5.

54.1.6 Elliott MJ, Maini RN, Feldmann M, Kalden JR, Antoni C, Smolen JS, et al. Randomized

double-blind comparison of chimeric monoclonal antibody to tumour necrosis factor o (cA2)
versus placebo in rhumatoid arthritis. Lancet. 1994;344:1105-10.

54.1.7 Maini RN, TaylorPC. Anti-cytokine therapy for rheumatoid arthritis. Annu. Rev. Med.
2000;51:207-29.
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