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iy EREGOMOEES

T e RFMBRERIZBNT LUEEE] (SOC) I EIN 5 SAERRE L-#HRE L. &
CDPR70 & 58T 16 6] (0.9%) . 77 EREETIE3H (0.5%) Th-o7- (53.53.3 D Table
8.1:107) .

LLEREE]  (SOC) @ SAE OFIE(L, CDP870400 mg 4 ARIRHFKEELRELEL . LM
BE) OFEFERTRDONEMI—HLEZFERTH -7 (CDP870 200 mg 2 BRIRHR K
Y CDP870 400 mg 2 B REIREI 58 : 45 0.8%. CDP870 400 mg 4 AEIRIRERE : 1.1%) . BbEHE
EEIZFR® bz SAE X, HLTHIC, Bt EEIRES (£ CDP870 #5-8f : 04%, 7SR
£ :03%) . ROTEEMAREIR (£ CDP870 58 : 03%, T EREE: 0%) Thotr,

4 CDP870 | ER¥ Tid, MMBERIEN 34 (02%) . —BMEREMFEEDS 246 (0.1%) FKE L.
T ERBETIE, 16 (02%) ICROERENREEREL, —@EMEMRETED bhRdoTz,
CDP870 400 mg 2 BREIREZREBHR VT 7 ERBHOE | GICMERIENREE L,

S EIZBEE U7z SAE X, £ CDP870 5 T34 (MEHEiTE 24, EMEmME 1 4) 12
EHRL, 77 ERETIIZRD LN o Tz,

= 2742-021%, 77 AR BRBROSBRESH THEO ON-EERLOEEEDOHLTHIOEY
TH D,
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K 2742-2 75 ERARABRRICBITZ2EERLOEEEORFHRSER O EMAED
DEHR - RA gBEEH
J—; >4 o | CDP870200 | CDP870400 | CDP870400 | 4= CDP870
il TIER | me QW) | mgQdW | mgQew | g
S AH N=640 N=635 N=278 N=1774
LEESE (SoC) TR’ o . . . .
FBeT ok 3 (0.5%) 5 (0.8%) 5(0.8%) 3 (1.1%) 16 (0.9%)
i it e B kR 2 (0.3%) 3 (0.5%) 2(0.3%) 2 (0.7%) 7 (0.4%)
L EMRENR 0 2 (0.3%) 1 (0.2%) 1 (0.4%) 5(0.3%)
DEERERL & O , , ]
I 0 1(0.2%) 1 (0.2%) 0 2 (0.1%)
DEER L OER .
NEC (B)%) 0 0 0 0 1 (0.1%)
DB 0 0 1(0.2%) 0 1(0.1%)
D4 NEC 0 0 0 0 1(0.1%)
EENIRE B NEC 1(0.2%) 0 0 0 0
MmEEE
AL EERER & . ]
Nyt 0 0 2 (0.3%) 0 3 (0.2%)
= M EHEREE NEC 0 1(0.2%) 0 1 (0.4%) 2 (0.1%)
ETHEEMS D E 0 0 0 1 (0.4%) 1(0.1%)
RFREREB IO . .
g 0 0 1(0.2%) 0 1 (0.1%)
ke, BIERE L OMtRREE
BB L OERE | 1(02%) | 0 | 1(02%) | 0 | 1(0.1%)
HRREE
R R H M B X . . . . .
R Y 1 (0.2%) 1 (0.2%) 2 (0.3%) 1 (0.4%) 4 (0.2%)
— B RN If B R A 0 1(0.2%) 1 (0.2%) 0 2 (0.1%)
NEC =iz anizn
2 400 mgE Q2WT 3 BIDBIAM BIC X 38544, 200 mg QQWTH S

Table 8.1:107 (5.3.5.3.3) KV 3B|H

ERR RABREERM (7 e RXAREVEERT —F 2 5e) D2 CDP870 BERICHIT S
LLEEREE]  (SOC) IZH¥EENS SAED 100 BB - Y- OFRAERIT 14 THY, 5%
PEEOFAR (1.60) & B LU THMIERD bR o7 (53.5.3.3 @ Table 8.1:63 & U} Table
8.1:107) . BHEERED 100 BE - FY 7= 0 OFAEZFIT, CDP870400 mg 4 BREIFREEE (2.01)
%% CDP870 400 mg 2 BRIFEIK 58 (1.02) LV L BET, FEERTRDON-HALE —FKLT
VW= (5.3.5.3.3 @ Table 8.1:63) .

3 2.742-431%, ERBRRAYREER CRAL-EERLOOERBECERN TH D, ©RBRRAW
REEFICBITEIRERE2 T 7 2 RSERBROLCDPSI0 W ERH L B L-1B4. 1ZLAYDE
BTHEE LT\, 2L, EEZRLFRENEC (HLT) @ 100 8F - E4 -0 ORERT, 75
EARBRRTIZ0.10 TH Y, 2RBRAFREENR GEEREZEL) T029 LEETH- T,
E7-. EREREBIREBNECD 100 BE - FU Y ORAERY, 7T RFRARIT 0. 2R5%
RABREEMTO0.15 L BETH 72, MMOLMBEEET, 100 8E - FEX47-0 ORARN 0.1 L
EEML-ERiIT o7z,



7% 2.74.2-43 BHERLDIEREOEN —2RRL 7T R BRER & OB — AR A RA #BREER

77 & A% R 2 TORR
L Iy A L] 4 CDP870 # 5.8% CDP870 200 mg Q2W? CDP870 400 mg Q2W CDP870 400 mg Q4W 4 CDP870 3¢ 5.8
TRk N=1774 N=640 N=1487 N=513 N=2367
n (%) IR n (%) IR n (%) IR n (%) IR n (%) IR
LREEE (S0C) WRT 22T 16 (0.9) 1.60 5(0.8) 1.22 22 (1.5) 1.02 25 (4.9) 2.01 59 (2.5) 1.44
DEH
2 B RIS 7(0.4) 0.70 3(0.5) 0.73 7(0.5) 0.32 12 (2.3) 0.96 24 (1.0) 0.58
R4 NEC 1(0.1) 0.10 0 0 7(0.5) 0.32 4(0.8) 0.31 12 (0.5) 0.29
EEMTRENR 5(0.3) 0.50 2(0.3) 0.49 4(0.3) 0.18 4 (0.8) 0.32 12 (0.5) 0.29
BRI R NEC 0 0 0 0 0 0 6(1.2) 0.47 6(0.3) 0.15
LakEE NEC 0 0 0 0 2(0.1) 0.09 1(0.2) 0.08 3(0.1) 0.07
DEETENRE L OVMEIE 2(0.1) 0.20 1(0.2) 0.24 1(0.1) 0.05 1(0.2) 0.08 3(0.1) 0.07
MR 0 0 0 0 0 0 1(0.2) 0.08 1(0.0) 0.02
LR IE 1(0.1) 0.10 0 0 10.D) 0.05 0 0 1(0.0) 0.02
:;)1&{5‘%:‘6 & UHER NEC (B) 1(0.1) 0.10 0 0 0 0 0 0 1(0.0) 0.02
{1 IR 0 0 0 0 1(0.1) 0.05 0 0 1(0.0) 0.02
FERE Yt LR 0 0 0 0 0 0 0 0 1(0.0) 0.02
LIRS 0 0 0 0 0 0 0 0 1(0.0) 0.02
MR i R A BHE 0 0 0 0 0 0 0 0 1(0.0) 0.02

UEY L2XNN 1A

HEEHHT v.iT

194 ebed



#274.2-43 BERLDOLEEEOEN —2RARL 75 R RAR L OB AR A RA SBREERM (Fx)
BRI S 77 2 R R RARER £ TORB
Bir R 4 CDP870 ¥ 5.5¢ CDP870 200 mg Q2W¥ CDP870 400 mg Q2W CDP870 400 mg Q4W 2 CDP870 ¥t 5.8
i N=1774 N=640 N=1487 N=513 N=2367

MmEREE

A L8 FARIE IS L UNiARAE 3(0.2) 0.30 0 0 9 (0.6) 0.42 4 (0.8) 0.32 14 (0.6) 0.34

fgjm%wg&ﬁ% & i 0 0 0 0 2(0.1) 0.09 2(0.4) 0.16 4(0.2) 0.10

ML E MR NEC 2(0.1) 0.20 1(0.2) 0.24 0 0 2(0.4) 0.16 3(0.1) 0.07

HETTHE R 8 i 1(0.1) 0.10 0 0 0 0 1(0.2) 0.08 1(0.0) 0.02

RENRERIER L O E 1(0.1) 0.10 0 0 1(0.1) 0.05 0 0 1(0.0) 0.02
HERES

ZEE@H .5 & O B 4(0.2) 0.40 1(0.2) 0.24 3(0.2) 0.14 3(0.6) 0.24 8(0.3) 0.19

— B A L FR 1 2(0.1) 0.20 1(0.2) 0.24 3(0.2) 0.14 1(0.2) 0.08 4(0.2) 0.10
MR ae. MIERE X OMthRiEE

Bk ds 2 O FERRIE 1(0.1) 0.10 0 0 3(0.2) 0.14 2(0.4) 0.16 5(0.2) 0.12

IR=100 BF - £47- 0 ORAER NEC=MZHE I, QQW=2ARRK. Q4W=4ABR
9400 mgAQ2W T 3 L ARIC L 3B 5%, 200 mg QQWTHRE
Table 8.1:63 & U} Table 8.1:107 (5.3.5.3.3) LV &|H

YENY L2XNH1UF

HIEHUHE v'LC

291 sbed
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T—ER—RYy bFTH, THOHEBRENLROEE R DMERENBESINE | F
(CDP870-015 RBRD#ERE I/ 0003 X'/ 1072) . BIREE(LE (CDP870-028 RER D4
®ENR 036) . LHEZE (cDP870-015 RB0O#5E I 1044) . BiEfm (CDP870-015 3%
ROFRENIN 1063) . metE#Rs% (CDP870-028 B0 #EE [ 013) RUAM LR
2 (cDP870-051 RBROHHE N 0014) GEAREMT —2—2) , ZhbOBEREIZOV

TOFERIE 53.5321F LT,

B, TPIOHBRENOROEE R LM EREENRE S LEHE, TEIREBEOWME
##E (coprs70-015 2B 0EHE N 1061) . =1 (cDP870-028 2B o5 = N 004) .
fifn & #/E (CDP870-028 REx D5 M/ 006) . —BMMEMZE/E (CDP870-028 RERDHER
ZHW007) . > -omtEiR4E (CDP870-051 RBR0o# 5= I/ 0017) . UfElL (CDP870-028
RerowREN/ 0008) | RO—@tEmREmIE/E (CDP870-051 KB o5 E I 0002)

(5.3.5.3.3 @ RA safety listing [Initil and follow-up]) ,

iv) 3 -oMEbFe

T e ARKBRARICBITAEERLALIL., £ CDPST0BERTIH (0.1%) . 7T ERET
RO ool HEHBREREE Lz (5.3.533 D Table 8.1:107) . FSHRABRTIL. &
2661 (0.5%) DEELLAENERL, 203 b3FNEE Lz, DR REL-H5BRET
i, 2FICDRBIZETAMOBEREFRH Y, 122 A FOEANEROBRETFE2H LT,

ECDPR70 W EHICBIT 2 EERLAE (EAXE) D I1008BF - EX2V0OREET, F'I+&
PRTRBRRTO0.10 (141, 0.1%) . SRERRAZRELEFT0.22 (9fl. 04%) Thoti
(5.3.5.3.3 DTable 8.1:63 K U'Table 8.1:107) , 3+ 2.7.42-441%, BERLFREOHBRENDOEL T
HD, 3HITHRBALCEERLASIIMOFERIZL > T2 RIIZBIEEBZINEZHDTHo 77,
BEERUDALZRERLIEHEREICOVTOHRIT, 5353 210R LT,



#2.74.2-44 BEROLDAZ2OERENDOEN — AR ARAEKREER (235

HREES . BEZBHFTCOHM (B)
BB CoPaT0 PARKA VRS EAE COPS70 DBIE | CDPST0 DRER BHFR B R OERIET =
E# /MR "EME YY)
W 312 50 mg Q4W DRE 98 42 & I E B
CDP870-004
53/ M
/1177 400 mg Q4W DAL 67 11 BIE, LEEER OB EN TS
CDP870-015 g
59/M rofecoxib
B/ 1064 400 mg Q4W DR 609 22 BMI : 29.7 b -
CDP870-015 BERIG
61/M rofecoxib
/1082 400 mg Q4W DA E 1053 4 BIE, EERE AR R E1E
CDP870-015 DTEENR
73/F
B/ 1130 400 mg Q4W ORE 542 31 LM Bk
CDP870-015 rofecoxib
59/M
/004 400 mg Q2W DRE 265 14 EIE, EERER., FERE B U7 A7k
CDP870-028 fEDH 1
67/F
/007 400 mg Q2W AL 686 I MERELLARE, EEEPEEIR EIE
CDP870-028 (HREE DS - 18
59/F HLTREOE(L)
/007 400 mg Q2W D4 678 6 BME., o VAT a—ViiE K
870-028
69/M
[l 0016 400 mg Q2W TS 291 39 EMELERR. AT OTE BT
CDP870-051 Bk, & ifn)E
68 /M
/002 400 mg Q2W 5 o Mtk L REY 179 11 FRBEREIETE, 7YY 5 EfE L= 25 % 8
CDP870-027 BMI : 37 FEH Y
58/F

BMI = {6158k, F=2f, M=

E OARERBOBERICEY ZKRHUIZSIEEI ENELDOTHA 3 FIIXZIORIZEDTHRY (Zhb 3FIIZ oW TORGRIE, 5.3.53.212R7 L)

: CDP870-051 RER D%

SE/ 0008 i3, BIEMEDOBYMEIHETE L OMARL, cDP870-028 REOHBREIN 021 i3, BIFEtEOMMEMICHR Lo R, £z, cDP870-051 RB o= I/
0009 i, BIEMEDORMEIZHESE LIcLFEMEY 2 v 7 Thol,

V—REZRDOLAREDOHE R LT,

Table 8.1.63, Listing 12.1.5 (5.3.5.3.3) . 2o (5.3.5.3.2) LY3IH

9 5 SfHELFHENPHESEN T — MEShAHLTIRLGETH Y . LDARENECTIARVY,

UEY L2XN04UF

HIEHYHE v

91 ebed
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F—H_—2Gy bATH, Fiz 141 (cDP870-051 RErowgE I 0017) wEmE2 5 5
M LRENRFER L (5.3.53.3 D RA safety listing [Initil and follow-up]) .

DAREIZEBIT ZINFOREIIEHTH 5, BEBEERFIZ. ESREFRLRVOER) 5 v
7, LEHHRRT AR P 20BN, BREEZ SO, DHICHTAEROERBICEST AL &
NTW3Y, oMb RELE S s LT X E 7 FORBRTIE, TEHMEEE (5 - mit
DARICEBHTIIAR) | BIRFHMEEDR FERZEDRVEDL) OWTFRIZBWTHLER
RSN o720, RIEFABOZZIZIAVESF Q5mgil) KL VRETCERT TR E K
NRT30%ETF L, DAEZEZHRELESA V7 IFO<70RBLEBICPIEIN TS, Y%
RERTIIEAE (10mgkg) BTRETVRZ7BEMLEZbOD, EAE Smgke) BETIXY X7
OHEMIRLNT, ERFHEORER S LY,

CDP870 D7 7 A xt BRBR CEE R LDALENILS o MM LFEDORRIZI 2 HlOHRTH - 7,
BERBR D22, CDP870 ~DIRERIZ LV LARELERIET S Y X7V T, EERRE
WEEOIIRETHLN, BERIZEI L, BHBRICL-TY R 7 BEIZEINT 3 & i3z
ZiIz< vy,

v) FEfFE D CDP870-077 RERICH 1+ 5 DM EEE

PFERRITIZ R ENRVIES O CDP870-077 RBRIZEBW T, H » M LFRLOHE TR - 1=
(5.3.5.1.6 D Table 13.6, Table 13.7) , T EARHTH MEEECEEELOWE T 2o T,
MOBREE ] (SOC) WHHENAZAEEROBELIFLALRL ., kERERBSHH T

2.1%. _BEERAIM DO CDP870 B EHOFHREFHTE 14] (14%) Thots, FSHRERILEH

X ZEEREMICEWT, ERBEMT2HIU ERESN-AEESRIT, BIERUMILED

HThole, MBERELE 26 (0.6%) ORBRT, LIZHEREEBREHRICBEINT-, BB

PILIZE -7 LLEEE) (SOC) DHEERII R o7 (5.3.5.1.6 D Table 13.18, Table

13.19) . HLT CTHRERZRTERB 2HHE SN, RICHSHRERBREMBICRE L L=i

FAR (HLT : EEMRER) RODLEMEIR HLT : DESFREIRS X OWMEL) 0F 141
(0.3%) Thole, EERVBEENHERERESHMTIAHRE L., EBIER H%E

Bl 001 . FER @EBRERRE 0017 ROLEEER (EREEE 0008) »®ESh
(5.3.5.1.6 ? Table 13.24) ,

vi) EBRULER
DMEEEOTITIE, 7T EREICH R CDP870 G CEREEREN-EE L Ho -8,
BEHRBIZL A LDOLEREORARO LR, RELROLE, RUBKNICERD H 58V T

oMo, Lo T, CDP870 %5 L B#T 5. LM EREED L FF A% R4 RIS
e AW A I Y il

BIMEICEE L2 A EERORRAR|L, CDPSIOBRERHTT T RB L V&N -7- (CDPS70 :
51%, 778X 1 1.2%) . LOLARAES, SBP XX DBP DR—Z 51 VNS DERELE.
DBP @ 5 mmHg LA EDZEBNZDWTIL, CDP870 & 58 L 75w AREE L DRICEIZRD bivieh

oY

77 e ARHRARECHFERRRIZBNC, EERLFENPERD LN,

5) MRFHER

T ERRBRBICBNT HRRAEE] (SOC) KHABEINAIEERFHORRELT, £
CDP870 58 (124%) &7 7R B (11.7%) TELLL TV = (5.3.5.3.3 D Table 8.1:106) ,
(PR REEE ) (SOC) DAEEROREBEIT, CDP870400 mg 4 BRIFEHESE (21.9%) T.
CDP870 200 mg 2 HHEFRIR 58 (8.9%) KU CDP870 400 mg 2 BREIRHEE (9.8%) LV EfET
Hot,
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(TEREE] (SOC) DHEEFHD O H, £ CDPST0 HEH TR L EHEEICL b -ERIT,
B (6.8%) . WWT, FEBMEDEW (1.7%) . 8K (1.1%) . BHESMAF (0.8%) . RU%
#(0.5%) Th-o7z (53.5330 Table8.1:106) ., T EREICENT, BbEHEEICALNE
BRI, BF (6.0%) . RVT, BEMED IV (1.9%) . $ERE (1.1%) . FEEE (0.6%) .
RBEHRR, BERREROER (£ 0.5%) Thotz, MREREE] (SOC) DHEHEHKT, £
CDP870 B E#f & 7 Z R & ORI TRIARIZ I%ULDOER S - - HERIT /2D -7, CDP870
400 mg 4 BRBEREH TR ORBAEICHONTEPIED TV ORBREIT32%T, 7T ERET
X 1.9%THh -7z,

IPEREE] (SOC) KHEINIFEES %Y HLT BT L7384 . 4 CDP870 B 5.8¢
DERE TR OBHEEICAON-ERIL, B8E NEC (7.0%) . R\T, EREBIUVRERE
(22%) . FRRFERHER LUNER NEC (1.8%) . RUEBEE NEC (1.0%) Thotz, 7T
TRETRLAEERCALN-EFRIT, B NEC (62%) . RVT, MEREAMER L UER
NEC (1.9%) . $8REB I VERERRE (1.7%) . RUOE#HBEE NEC (14%) Tho7 (53.533
@ Table 8.1:106) ,

T ERRBRERICBWNT, THRERBEE] (SOC) AEIhAFESZSRICIVRBRL P
L7-#BRE 1L, £ CDPSTOREHTAFALNT-DIIR L, T3 RETIIRD LRI T-,
RRPILICE-7-FRIT, R, &%, MOERE ROEOEMEECTH-7= (535330
Table 8.1:32)

2XRRABREEN (F7 e RAABROFERT —F2EL) BT RREE)

(SOC) IZHFEEINDIERD 100 B - FEL7- Y DRAEFRL, £ CDPS0BRER T3, 75
TARRIL24.06 ThHolz, ZLEALDMBEROERIZEAL T, £ CDPS70 B EEEICKIT A RAER
23, CDP870 ~DEZEEDEMIZE-> TR 2B Z Lidkd o7, £ CDP870 BEFEIZB VT,
100 B%E - F4 -V ORAEEY, 2RRRAPREEATT S ERABRR LIV B o2 FES
BWRHY, FICHEETHo-OIILEHREE (&R : 076, SRR : 030) RO THER
IEREefEREE (23R8 :0.19, TR :0) Tho (53.53.3 0 Table 8.1:106. Table
8.1:60) .

WHADT 7 v RARBRRTIL, MEREE] (SOC) 24 &5 SAE 25, 4 CDP870 &5
HETHH (06%) . 7T7ERETSH (0.8%) KB L7 (5.3.5.3.3 D Table 8.1:107) , £
CDP870 B EREDEE L MR REE] (SOC) @55, HLT T2HIMl L0ESRIT, PIHRHBER
Hind K OMRMESEBE GF. 02%) . —BMNMERE Q. 0.1%) . RUHERFEAKE
BIXOYER (BZEBMEDIE VD24, 0.1%) Thot,

2 CDPS70 GBI R T 2 EHER [MRREE] (SOC) @ 100 B - FY7= 0 ORAERY
AR RABREER L 77 E RN BERBR THER L2544, RYRBICL A3REROHEMIR
bhehole (£RBR :0.75. 77 &R%E : 1.10) (5.3.5.3.3 D Table 8.1:107, Table 8.1:63) .
724, CDP870 &G &7 141 (CDP870-028 REROHHRE M 003) TR HHEIRE MRS
EMRZEIR L7 (53.5.3.3 @ Listing 12.1:4) ,

FRRIEED SAE RURBRP ILIZE - 2 R RBEEOAEERIIOWVTOLGRIE. 5.3.5321
~L7,

T—EN—=2 Ay AT, ERRBOERPIC LD LB 5 EELRIERIH: 1 )
(CDP870-051 KRB DB E I/ 0002) #E Sz, YUBBEREIZHOVTORIL, 53.5321
L7,

ETe, 2BIDOPERE T SAE & L TROMEREENRE Sz : R2FFRE (CDP870-028 3
goEREER 013) RUESEDE (CDP870-015s REOCHREN 141119, @xgsEo
BlLic ks L Bbns) (53.53.3 D RA safety listing [Initil and follow-up]) .



L FYXTT RINL 2.7.4 BERARSH Page 167

i) RBEOBEDCELERETIHETER

WA B ZER LI & 5 R B R A T R O NEAE FORA R AR 570, G EOBED
i, WEBREOELIIMEHRORENEILETET 2 HEBRICS T, WA ORAR
BTREXTo7 (£274245) ,

R 2.74.2-45 RIEEOBEDOE L, MERKEXIRKEOELE TR 35 EEE W
AN RABBRESEM (£88R)

75 R R 2 TORR
EAE A S 7R % CDP870 & 53¢ % CDP870 & 53¢
N=647 N=1774 N=2367
% IR % IR % IR
=V 6.0 16.74 6.8 12.54 9.7 6.08
7KERIE 0 NA 0 NA 0.0 (1 #1) 0.02
RBEBLIUTAMAZ
— e 0 NA 0.1 0.1 0.0 (1 02
{6 NEC (Bl fAsE 0 (1#1) 0.0
FEC ST A1 0 NA 0 NA 0 NA
{1 JE 0.5 1.23 0.5 0.90 0.7 0.41
T 0.3 0.82 0.8 1.51 2.1 1.20
B LB L OE L E R
e 4.6 12.64 3.4 6.12 6.8 4.0
(BfLAsE o
BEREEHOKR 0 NA 0 NA 0 NA
HiR 0 NA 0.1 0.10 0.1 0.07
EFEtEDEN 1.9 4.97 1.7 3.14 3.4 1.98
EAIED F 0.2 0.41 0.1 0.10 0.1 0.02
E18 0.3 0.82 0.2 0.40 0.4 0.22
NS (B A 0 NA 0.1 0.20 0.3 0.17

IR=100B%F - ER Y ORER NA=FZYZL
Table 8.1:106, Table 8.1:60 (5.3.5.3.3) L v 3|H

WBHDOT 7 v ABRRIIBNT, REERTHET S LIRGEOKEDCT(L A R 2EHD
FARIX, £ CDP70 BEBEITHA, BRI TS ERETE o, 2RBROERELERDS
CDP870 # 5-8fi1X, 77 R MABRD L CDP870 R EHICH R TREHBINEVR, IREED
BREOEEZ TR TIERORERI, 75 AGRARDL CDPS70 B ERIZ K THMT 5
T EHERN T,

T RARARTIL, REEOBEOELE2 TR TIEELRERIT. Z<bTHhThol
BELEBEECAZON-EERERIT, BELBLCIEMIER (HLT) Tho7= (£ CDPS70 &5
BE:02% B3HI] BT Z7EFREE:03% 2611 ) (53.53.3 D Table8.1:22) . FFEHR%R
RBROL CDPSI0 B EHTHRESN-ZOMOEELESIT., R, RIE. BEHEOTVEVE
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fItEDEV (B 16)) Thol, TNHDERIL., CDP870 DEHBEEIC - THMT S - LT
2< . ERBROLREEM D CDPS70 R EFI THIICHE SN -EELERIT, KEE 160H
Tdh-oT= (53.53.3 D Table 8.1:63) . '

i) JEBFE D CDP870-077 RERIZH [T 2B FHER

BFERRTIZE E 2SO CDP870-077 RERIZE W\ T, BB R B L RET 2B EREROH
HFixizhrotz (53.51.6) ,

i) FRRUKEH

HREFHEROAEFRR O SAE ORREIL, CDPST0RERH L 7Tt RBREHOERE CH
ELL Tz, CDP870 ~DRHRFEICLE ) BRENEZROAEE LK U SAE OBINIED b
Mote, RABREEMZAR L LERRIZB VT, ERMUE{VIE, B8R A T Do
HRBOREII R o7,

WBADT T EARMBRBRIFEERARICBITZ2BE SN -ELOMEMD S, CDP870 [LRE
EOBEICEEBLEZ RN EWNTRENTE,

6) MmMEFHER

MRFHEZOFN 2, FRMEREORAMERNNT A —FZ WO MKEEICED 5/35 A —2 D&
ELXEOEEN MedDRARTRIZE VITo7-, Fiz, EAE L L CmMEREE. B ImERE
DEE. VU BREAE. FHRERBAE, M/MRBAIE, BARRMEL, ROMEFHRERN, 3
CICBEERFTZ TR T HFRIZOVT, RAFBREEALZEHT —F _X—20—ERH» b O
EEMEL,

i) MERFHEFEZR

T ARARBRRICBWTMKRENEEEROREERIL, £ CDPS70 58 (9.0%) TF 5+
B (54%) LV EETH -7 (53.53.3 D Table 8.1:48) . 7=7° L. CDP870 B EEEIZRIT BIR
BRIX. 77 ERAEONIETHoT-, 2COPSTOBEHRVNT T EREIIBWT, BEEICH
b - MRFRIBEETRIL. FEEEME (£ CDPS70 R ERE : 1.7%. 100 BE « £Y-b
3.05; 75EF :05%, 1.23) | FBHAES barRT T RFUBR (aPTT) EE (£ CDPS70
REH : 14%, 242 ; 77€K :03%, 082) . RUOEIM (£ CDP870 58 : 14%, 242 : 7
ZER 1 1.2%, 329) Thotz (53.5.3.3 D Table 8.1:106) . 4 CDP870 ¥ E5-FEIZ 51T 5 Mk
FAEFRICE L, MTX GFRER & 3EMTX GERRE L ORICEREICEROH D ERRD LN
o7z (53.5.3.3 @ Table 8.2:2. Table 8.3:2) .

77 R RARD A CDP870 EBHICHB W T, 26U ERBA L - BEER RSN A EESIT
727z, CDP870 DREXIIREHEEZEML-BETH., BEELMEENAEESOBMT
RO LNRNoT (53.533 D Table 8.1:107) , RERAFILIZE - /- MKFHAEESL T, CDP870
BEED 1L EIZRBD 5N b DI o7 (53.53.3 D Table 8.1:32)

AR RABREER (F7 e RAHBROFEERT —F 251) D% CDPR70 HEHIZOWNT,
Be ODMBFHREERD 100 BEF - EYUVORERZBRHLEBERE. 7S RHRRRORE
REFKRTHY ., BEHFBER LEBETH, BROBERICERMOICERD H AEMITRD
bz ho7z (5.3.5.3.3 D Table 8.1:106, Table 8.1:60) .

4 CDP870 B EHIZBV T, ERLRMRFNEEFRIINTHY . 77 ERABRR T 100
BE - FLIC) ORARPR SR> L FRITR MR OROEHBAE (%0200 Thol

(5.3.5.3.3 @ Table 8.1:107) . CDP870 DEHII Sz k- TH EE L MIKFHERORERIZHEM
RO LNRMNoTz (53533 D Table 8.1:63) ., 2B RABRELEMIZB VT, RBRPIICE
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ST MRFHERITIIE A E o7 (53.53.3 D Table 8.1:65) . REBDILICE - - MIEFHE
BD5H, £CDPSI0EEETI00 BE - EY-V ORERIRE L EN- 0T, M/ E

(0.08) . RWT, BIMERBAER CLMERBAIE (£ 0.05) Thot-, EEREREICEIR
BRI IEICE » - MR ENERORREBOEMITIZRD i o 7,

F—g_—27y A7, 161 (cDP870-028 BBz il 0023) ogxsHEnoE
ELRMEFHIEREREINT BAREHT —FRX—2R) | YFZEREFIZHOWVTOERIE,
535321 R/ L7,

@ A BR R A E
2B RA FHBRE £ H D CDP870 2 5BHIC VT, 3 Bl DILMERBIAE D SAE A8 i as
(cDP870-014 EBr 035 =l 1038. CDP870-027 B > #k5% I 009. &% CDP870-028
HownE 036) . IS ERBTERY LN (53.533 D Table 8.1:63. Listing
12.1:5, Table 8.1:107) , Zh b DFERFIZ OV TOFRIL, 5.3.5321TF LTz,

CDP870 # 58 Ti%. iz 141 (CDP870-014 B #5 % Il 0002) DEE T2 FLMERRK
DVEPRE SN, RERLBHELOREBRIIEMICLD TELLEHVEIRN] LHESH
7z (5.3.5.3.3 O Table 8.1:60, Listing 12.1:3, Known Data Discrepancy Table) ,

@ HOIK/NNS A —2 DT L—F3RUV4ORE

7T ARKMBRERICBNT, AREKENRR 7 ) —= 0 FRUNR—R 5 4 VBRI IT R AN
ThoTtHREIZBWT, 7L —FK3 (CTCAE ver.3) OR¥DRBET, £ CDP870 AER R
(284, 1.6%) TTZ7ERE 4H. 0.6%) LYVEETH-7-, 2 CDP870 B ERICH T ARE
HMiZ., 77 REORN 45 TH-7-, CDP870400 mg 4 ARIBE 58D 1] (CDP870-004 A8k
DHERE 011/301) T L — N4 DFFERBPENTEERL, I ERBTIIRDOLNENh-T
(5.3.5.3.3 @ Listing 12.1:11) ,

©) YFER TR I8 INSE

T e RRHBRBROVTNOBREHIZE VN TH, FMEREOEHMEICERNICEROH 2B
RO B ARd o7 (53.53.3 D Table9.1:1, 9.1:3) . LAL., CDP870 58T, RERNE S
BfETH » 7= MR FRIFERITFERERIEME ThH - 7= (5.3.5.3.3 @ Table 8.1:48) .

77 ERNBRRIZBN T, HLT BNFBREE IS\ EIN D EER  FFEEEREIE K OMFEAER Y
IEERZ E1e) 134 CDPS70 REBED 1.7%. 7T B RED 0.5%DFHERFICHEKBLE (53533
D Table 8.1:48) , LML, & LIEBERRET — X 2RF LR, FREKEINELRELE
TRED> B, FBEREIBO CTHRETH - EFMIZ1HIOHRTH-7- (CDP870-027 RERDHE
#5001 .

BN ERFN 21T o o iR, FBRIREEORBARIL, £ CDP870 REH OB 4 TELl
LTWe (5B :1.8%, N=337; %& : 1.7%. N=1437) (5.3.5.3.3 @ Table 8.1:49) ,

4 CDP870 | 5B IT BT A FBAERIEE D 100 Bf - EY -V ORAERT, 2R RAKBREE
FT095, I ERABRABRTIX3IS THY, CDPS70 ~DIRBHIRINE L 72 o TH FELEREEE
DY RTIIWMLURNWZ ERFRRENT (5.3.53.3 @ Table 8.1:60 2 U} Table 8.1:106) .

ERRRAWREEM DAECDPS70 | 58 Tik. HLTAHERIREE (GFREERMEINGE & OMFBRERHE
IEFEBHLET) KM TIAEERN 39 S4HERBE L2, SAEXIIRBRPIICE->7-H8
IX72h3o72 (5.3.53.3 DTable 8.1:73, 8.1:63 )X 8.1:65) , CDP870 5.8 CIIMABRIEENIE L
7239610 5 % 31 6 (79%) A3CDP870-027 K TXCDP870-028 B DIERI ThH o7 (5.3.533 D
Listing 12.1:3) . 8 L7e_—2 51 VIROBREKRET — 7 2R LIZRER. R—X 54 VO
GFEREREDS 39 Bilh 74 (17.9%) THEEEMER (0.56 x 10°L) #B2 TV,
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CDP870 B &3 CIHHBIRIBEDFEERNREI L3960 55 1241 (30.8%) THEERENE
HEE FRO2MEEBLTEY., 1.12~936 x 10°/LOFETH -7, LirL. Zhb 12 flowkeks
Iz, BRI ULERB ORISR, b L FFBREREOEME & BrRRBEE O b 2 8RB TSI
5 RETBUS BB LT EBNIT A2 b5 7z,

TEY L=T I FRXNET b OEFHTER T 5 GRS R A OEF b HE Sh TV AR,
IOESRERTENTHEY, 2RBRABEREER CHBRESRERZ 1A bHESNT
BoY, FREREEOFEERD S5, SAE, RBRM L OBREIIEREREDEHHILIZE-
TERE LTRESINZFERIIR o7z (53.5.3.3 DTable 8.1:48, Listing 12.1:1, Listing 12.1:5 &
UlListing 12.1:8) .

@ FMBR/NS A —4

T ERRBRRIIBVNC, A7V == T RUBR—2 5 A VEHIRIMER /(5 A — & MRS EUEE
FHENTHT-HRED S5 H, 2 CDP870 R E5&ED 1 T CTCAE ver.3 ® 7 L — K 3 OFRMEk <
FA—ZRBE RO —F30~ESu U EERREERLE (53.5.3.3 D Table 9.1:5) .
CDP870 REHM T/ L — FADEEZRLEEREFRZL LN T, I ERBETHLSL—F3 XL 4
DIEZ R LT=8RBRE 13\ e h o 72 (5.3.5.3.3 D Table 9.1:5, Listing 12.1:11) ,

—7%. 2R RAKREEF O L COPSIOREHTIX, X7V —=U TRUOR—R 5 1 VI
FEEFEGEENTH > =0RBHRTIZ /L — F30FKROEK AT A—F (~EFuty) BEL
RO HBRENIFFED SN (53533 D Table9.1:6) , A7 V) —=U FRUPR—RZ T A LB
DEFME ORBRAMPICT L— F 4 OE~EL LT EREFIT VD o7 (5.3.53.3 @ Table
9.1:6, Listing 12.1:13) ,

® m/hiR

T EFRANBRBRIIBOTCIL, X7 ) —= UV P RUR—Z5 A4 VI EEEGERN TH - 28
BRE T, CTCAE ver.3 ®7 L — F 3 Xi 4 O/ MREREA &R LIEFIZ 2D -7 (53.5330D
Table 9.1:5, Listing 12.1:11) ,

ERABROCDPST0 HEHTIA, A7V —=V T RUBNR—R 5 [ VEEOEAEBGERNI LR
BRIM IS L — F 4 O f/MREBAD ~BIT LT #EBRE 2 2 FIER® b= (CDP870-015 RER D
w5 I/ 1150 X UCDP870-051 B> 5% MMl / 0009)  (5.3.5.3.3 DTable 9.1:6. Listing
12.1:13) . F£7=, Eiz 16 (CDP870-011 REROHHRE T/ 1183) T/ MEED 15 x 10°/L

(ZV—F4DERFIKME 2RL7EN, BROERE CRERGEEANTH-7=7=H, 15 10°L
D/ NMRERDIIREBR TH - - FIREMEAE VY (5.3.5.3.3 DListing 12.1:13) ,

ERARTIE, 3 FIOHRE M M/ MRIMAEIC L D RBRZ P IE L7 (CDP870-015 SRER D HEER
I/ 1150 2 1158, w0z cpps70-051 B o wEE M/ 0009) (535330
Table 8.1:65, Listing 12.1:8) .

i) CDP870 &kt

AR invitro SHTRE TR/ ONFRERTT 5. invitro SHHROFERIZ, Cimzia
Coagulation Test Expert Report IZ7R LTV 5 (5.3.53.13) ,

® RERE

a. In vitro DT EER
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CDP870 X1%% DFk5y (certolizumab Fab B & XX PEG 5#4& [cys-PEG] ) 28 invitro T
DEREREICRITTEELZ R FEALRRARE. (N¥F—) o
TRRIZIID DY 0 WEFMRENERE L=
(5.3.5.3.13 ™ Cimzia Coagulation Test Expert Report) , RERIZI%. aPTT (EHHLES Fa R
FAFURRE) . Tueberer, FRT v ARERER ARVVI) | VU DIEEERE. Fe
VEVERE (T RO ber EVARE2EDT-,

FIREIN TV 9FEEHD aPTTHEIREZAWT, 11 BIORERRS V7 4 Th b7 — Ve
REtZRE L7, mERRHNTIX, CDP870, Fab', XiZ cys-PEG %, 1~1000 pg/mL D¥EE THM
L7z,

9 EBEOTIRBIEED 5 H STETII aPTT DEMIRD bR o7, Mo 4 FEED aPTT H)
7 (Diagnostica Stago £ PTT LA #RE & ) STAPTT A /%, I TN Instrumentation Laboratory
#-® HemosIL™ APTT SP i&R{AHRZE K 1f HemosIL™ APTT HRFEEIE T ) ARE) Tk, migREe
{Z CDP870 X i cys-PEG Z#HM L 721546, aPTT N A BKERIIZ 8~40%ER L7-, Fab'Rk% % M
BICHRMUTZBAITE, aPTTIZX T 2 REREIED bR doTz,

7u ha ¥ URER, dRVVT, vV DEERER. TT ZBIET 3 F0OMD invitro BEERE % .
/R BRSNS Y VIEEORD VICHEERAORAEN LD ) VIEEOHRMEMLEL T 50
BREM/MRIZH L TER L, THREZ 2 REM25EE L= 5. CDP870 XiiZ D5

(Fab' XX cys-PEG) IZ X BFHIXR NI EWRRENTZ, e EVARIIH T BEEN 2o
7eZ L2 6, CDP870 R Ur cys-PEG 23, A2 B FMHERFERICH L TEOAM R BB
RiEERWZ &, Thbb, invivo CORBBREICEELE IRV LRI,

AENLD Y VIBERMETOTICEM/MRILE T e v C U ARREZ EE LR,
CDP870, Fab'. i cys-PEG ZFUEHIHMUL72% b, bu v EUARIRERBIRRNI LRRE
Nz, ZOBRBITRLEREEIZ, v bo VUERR aPTT L Y LA 0ICBHFIZ. in vivo
TOEBIZHIGELTWS, barErERBREIL. invivo TORE L R, HERTFRESED
BRETHRIESh, Z0%R, ey EYROM/MURFEORIGHREZ Y, KED bua v AR
EHebTbDTHSB,

YL EDRFIOFER. CDP870 Xif cys-PEG i, ERAKRER T & 7- HemosIL APTT-SP RER
U Stago PTT-LA REZE e, W< ONDOHIRD aPTTRIEARBRRIZTFH T LRI,
ZDIEMIX, CDP870 R W cys-PEG BT v A DY VIEERAICH L TR ZTTFHLEELT
W5, ZOFEITinvitro TOERBTHY . invivo DIEERREICEERAE LD Z L3 RIFRIT
AN

b. BENSA—-20RE

TEHELER Y b r v R T T AF VBB PTT) ROV7e hr B VERORIESR. RA RS L
L 7= CDP870-011, CDP870-014 & T* CDP870-050 RBk, W TNZ Z 1 b ITxkinT 5 IESiikeaER
Td 5 CDP870-015 KU CDP870-051 FREBR TEME L 7=, 2B, CTCAE ver3 TIZZ/ LV — F3 Xz
L— 4D aPTT XiZ7' e b a v EVEFRIZOWTIZERER R WD, AT, Z1L—F3
D aPTT RO T2 ba UL, EEEERO2MEUEEER L,

aPTTEDER D KE 471X, CDP870-050 RER CBIER &z, O DOFER. PTTHEOBEIZH
W7 veAFy FAIRBREBITRERZZ Z EBHBALE, 37425, CDP870-050 & Ut CDP870-051
FBR Tid HemosIL APTT SPREREREN AV S N/-DITR L. CDP870-011, CDP870-014 & X
CDP870-015 RERTIL, £ £, Dade Actin, Fisher Diagnostics APTT LS, & 0% HemosIL
SynthASil & WO RERES AV SN TV, Z0%, MBI TR EITo 4R, HemosIL
APTT SPRRERIEZ V28BS, CDP870 KR cys-PEG T v A hD VY VIBEIZFH L, aPTT
EORRICEEL 525 Z LB/RE&NTFZ, —JF, Dade Actin, Fisher Diagnostics APTT LS & Ot
HemosIL SynthASil DRERE TIITEHENRD SRR o7,
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T EARRBRRTAI Y =V T RUR—R T A VLRGN THoT-HRED O b,
£ CDPSTOBEBT, SSHINRTL— K3 (BEICEE) OPTTEER., 0TS L—F307
o horEURREEN. TRFREE L (53533 @ Table 9.1:5) . FERARICB VT,
2 CDPS7T0 58T, FH-IZ36HI T L— 3D aPTTEENR, 8HN S v—F30F 2 huy
EURERERNREE Lz (5.3.5330 Table9.1:6) , L — F3DEENRSA—FZRELZE L
CDP870 B 5 HO#BRE OPIC, BREERBOE, HmIZEE®E L7- SAE #&R% LI EHIT2 -
7= (5.3.5.3.3 @ Listing 12.1:13, Listing 12.1:4) ,

T ERHERBRDO T T RELVECDPS70 ZREFH THRO ONZ, aPTTR g pu vy
BROEZELVWEFE (FL—F3) ~OLEBHFOENZ, £ 2.742-4617577F,

#2.74.2-46 77 ERRMBRBRIIBWTT o by EUVBERTERESS F ey R7S5
AFVRRIOELWERREE (FV—F3) ~OEEWHOEN —E/RA RA BBREER

75 R 4> CDP870 & 5.5
N=353 N=729
RGA—H N—=RT7A4 Y (n[%]) N—RZ AV (n[%])
EYEMEE . HEAEfEH N
& B 7 & B #
7= Eﬁ; B 0 1 (0.3%) 1 (0.3%) 0 10 (1.4%) 3 (0.4%)
aPTT 5 (1.4%) 15(42%) | 3(0.8%) | 13(1.8%) | 55(7.5%) | 15(2.1%)

aPTT FEMEALE S Fn v R T 5 R R |
Table 9.1:5 (5.3.5.3.3) KXV BIH

T RHBRRIZBITD, X—XFA VENRL RBERE COREHEBEOEHN®FK 2.74.2-
AR T, 2CDPST0 BREHR N T T EREDOR—X 54 VIRICBITA3ESN e h oy v LR
R UPTTIXEEHEGHFHANTH o7, 77 R RAROLCDPYT0 EHE VT 7 £ RBETIL,
7u ba s EURROFEHEIGIFRMICBEL, X—2 T4 UL 12 8 B XUIRE KRR & D
BUCEEERRNCER O H A EIIR D bhizdho7- (53.53.3 DTable 9.1:3) , aPTTOEHME I
R fEicBI L CiX. CDP870-050 & U'CDP870-051 35X > CDP870 200 mg 2 3@ IR % 58 K T 400
mg 2 BEREREHT, X—X 74 UL REB 2L LZHACERRA LN, CDP870-
011, CDP870-014 } TXCDP870-015 FERMDOCDP870 400 mg 4 BRHIFRIFEH TIIRD bz ho iz,
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#* 2.7.4.2-47 BEBEIENRTA—Z . RBEBRBITIZR—RA5 4 VENPLOEHE(LROE
#—CDP870-011, CDP870-014 X T} CDP870-050 338

= o CDP870 CDP870 CDP870
8 ?ﬁ?ﬁ) z 7;;;2 ;L 200 mg Q2W® | 400 mg Q2W | 400 mg Q4W
N=248 N=246 N=235
CDP870-011
R CDP§70-014 | CDP870-050 | CDP870-050 | SDre 001
CDP870-050
7u bR FBD)
1288

R—RZ 4 B
DOYEJE (SD)
SEHELE
(SD)

aPTT ()
128 H
R—R2F A B
DI¥IfE (SD)

11.98 (3.076) | 12.58 (3.015) | 13.03 (6.801) 11.49 (1.238)

-0.14 (2.883) | 0.06 (3.090) | 0.41(6.353) 0.05 (0.861)

28.23(9.391) | 28.58(8.869) | 29.04 (8.966) |  26.02 (4.076)

?(;?32){4[3% 0.52 (16.540) 8.34 (16.726) 9.79 (13.568) -0.20 (4.205)
fEA L7 aPTT 7 HemosIL™
A Xy b APTT SP (i
&) / Dade® Actin®
Dade® Actin® Activated
Activated HemosIL™ HemosIL™ Ceﬁhabpl?jﬁn
i 5 e eagen
Cel?l{l;zlgoéﬂﬁ jtm APT};S)P (e APTT{ZSP (& Fisher D%agnostics
Fisher APTT-LS
Diagnostics Moderate
APTT-LS Sensitivity
Moderate
Sensitivity

aPTT =& EE S b R 5 R F R, Q2w =23BMIR, Q4W =48RR, SD =1Z#F=
D400 mgEQ2W T 3 EIDRHARIC L 2B EH%. 200 mg QQW TS
Table 9.1:3 (5.3.5.3.3) & U Cimzia Coagulation Test Expert Report (5.3.5.3.13) k¥ 3| H

BRIRT —Z ZRF LR, HLFR L EERERE O®RE & ORICEEHIIRD bvido
2o aPTT OFEHEIIHFREOER R /=D, Hemosil aPTT-SP ¥ » b % AV T aPTT
FRIEL72HEEDHTH Y, Dade Actin, Fisher Diagnostics APTT LS X i3 HemosIL SynthASil
APTT DREBEAE TIIERIZBD bR -7, FEMIX. Cimzia Coagulation Test Expert Report iZ
ML TWVWD (5353.13)

c BH

Ak L7c it R OREICES &, BERMOERIT. —HORERE CORIEICRT 3
CDP870 & U cys-PEG DFH R b 72 b LIcBIRRERE Cho LR EIN S,

ERIERAOREAEZRF LBER, —HMOWTRIN TV S aPTT BIEH OREREN
CDP870 RUNPEGIC L B2FHEZITAZ LNHALE, ZoERIR. ZhboT7 v HDY v
JEBERS L OFHLEEL TN, iz, ey B rERIcH L TEERBD RN b
2 b, CDP870 R UNPEG IZEDAMENREEERIZI RNV L, T7bb, invivo TOEEERE
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BEICEBE BV L PR ENT, T OFEIE inviro TOBETH Y . in vivo DEEEHEEE
WCEERECDZ L 2R TRRRIIR o7,

@ HhER

CDP870 DxEA, HILY X7 OMRZE L HTNHE I DERFHET S7-D. 7T 2R RBRER
RUERR RABREEFOT —F _X—R 22T, HOEROFTERDH 3L TOERIZON
THRE LT, MBI CIE. BIERRREMES 7TV ORI E BB 5720, B3O MedDRA 2
AEEIN—T{ LT, FA—T7{b L7~ MedDRA EASE% 5.3.53.151Z " L, HMicBhE L~
BEFROEN (V-7 LEEAGEZER) %, 77 b RAdBARE LR RA #H5REEMH
I OWTHERR L7z,

£ 2.742-481%, 77 EFRHMBRBE VCEARRAREEH BT AHLBEEFEESRS /L
—LRAREICERNLIEZbDTHS, 2770, £2RRDLCDP870 FE58EL . SRR B
THOEIFRBERNTH Y, 77 eREOBEREHRRKIL, 77 R ABARDLCDPS70 B EHTD
RIBERL DOREE LT,

T ERMBRARICB T AHMERD 100 BE - E472 0 ORERIL, 2FMIIC, 7S5 ERE
(11.75) L2 CDP370 %5 (11.68) THEEILTEY., B - FOBRBHRNEL B854
bM Loz, 77 EARHTRONZHODERZ, L LTI/ —LAZED “Rym
(Blood inurine) ” (1061, 1.5%) ROt “ZOfhoHim (Other haemorrhage) ” (76, 1.1%)
Thole, ZNV—7{LAFET “EOMOMIM (Other haemorrhage) ” AFEI L7- 76X, £FH
BHIMThHo7r (53.53.3 D Table 8.1:106) , 7 F ERIBRERICIBV T, 2 CDP870 5B T
D100 BE - EUFVOREZEN TS ERBIEBR L T 2EULSETH-T-ERIZ. TAr—T7
{LRRED “EHEAPHIM (Injection site bruising) ” (CDP870 & : 1.5%. 2.74 ; 7SR :
0.5%., 1.23) R “BERMM (Ecchymosis) ” (CDP870 : 1.1%., 1.92; 7t & : 0.3%. 0.82)
Tho7- (53533 D Table 8.1:100) , WEHEEOEMIT, MM IZEE L -EFRORERITHS
PREEIAR LN o7 (5.3.5.3.3 @ Table 8.1:106) |

2R RAFEBREFEF D2 CDPS70 W EFICKIT 2 HMELORKAERIC, REREIC L 5180
RO bR ot
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#2.74.2-48 77 RIMNBRUCLBRICEIT 2 HIBEROERN —EARA RA BHREEH

7R 4 CDP870 & 58 | 4 CDP870 %58
e =5 (7T RxR) (7B RxR) (&3R8)
7L . N=647 N=1774 N=2367
n (%) IR n (%) IR n (%) IR
2 TOHMER 28 (4.3) 11.75 111 (6.3) 11.68 | 211(8.9) | 548
PR i
(Blood urine) 10 (1.5) 4.12 25(1.4) 2.53 48 (2.0) 1.17
TESHERALPY
(Injection site bruising) 3(0.5) 123 27 (1.5) 2.74 40 (1.7) 0.98
BER H
(Ecchymosis) 2(0.3) 0.82 19 (1.1) 1.92 39 (1.6) 0.95
Z Oftod H i
(Other haemorrhage) 7(1.1) 2.87 13 (0.7) 131 38 (1.6) 0.93
PEREREE M T B L
(Dysfunctional uterine 3(0.5) 1.23 16 (0.9) 1.61 37 (1.6) 0.90
bleeding)
Bkl
(Gastrointestinal 3(0.5) 1.23 12 (0.7) 1.20 21(0.9) 0.51
haemorrhage)
FERR M M
(Conjunctival haemorthage) 1(0.2) 0.41 2(0.1) 0.20 6 (0.3) 0.14
SRHE 1(0.2) 0.41 2(0.1) 0.20 5(0.2) 0.12
(Purpura) . . . ) . .
B Him
(Haemorthage male) 0 0 1(0.1) 0.10 1(0.0) 0.02

IR=100 B3 - £47= 9 OFAER

WTFNPOHIT ) —ICEETAIFEERZ 2EU LR L -HREIX. UYZV73Y -2 T 1#iE LTE
L,

Table 8.1:91, 8.1:100 (5.3.5.3.3) XV 3IH

a. EEGHMER

7 RRBREBRTIX, HIMIZESES 5 SAE 78 CDP870 x5 T 6 i, I EREET 1 HlOE
THINZRRD b, COPS70 BEH THREA L EEELRMMFERIZ, miE (CDP870-004 SABR DR
=M 413) . AvF (BHmick3) (cprs70-014RBowsE I 1019 . AgEz
(cDP870-011 KB D H M 1170 %0 CDP870-050 KB no#s 2l 0012) . AETE
i (CDP870-027 AR DO#:5E5MM/ 036) RUHMmESHE (CDP870-027 RBR0O#HE N/
024) Th o, ¥7-. CDP870-050 RBRT7 7t R s xh-#5%E (i oo1s) cmEas
ZEH L7 (53.53.3 D Listing 12.12 KUV 12.1:5) . iz, V b7 =7 OIERERMESR T CDP870
w580 141 (cDr870-051 KB RET 0007) THImME+ S EEARI L TV s,
ARRIZBNVTEKRZR GCPEREH -T2, U7 —FREERT —F X—XZEFFh T\
Mofz, CDP870 DHEBNIIRSHELZEMEE-EE4TH, HMmici 5 SAE OFEHRIZHMN
RSN hotz, BEEZHMEBERNEREE LHEREIZ OV TORRIL, 5.3.5321ZRL71=,

ERARYMEICIE, CDP870 2R G L HRENOTEIL 6 HICEBRHOLFERNFKBR L=
(5.3.5.3.3 @ Listing 12.1:5) , W&RiZ. MR (CDP870-051 REro# 5=l 0001) . REFE
tif (CDP870-015 RExO# 5% Ml 1208, CDP870-028 SERDOHE L/ 007. CDP870-028
Hamopss Bl 007, kU cprs70-051 RBowE N 0006) RUsLERZ L (CDP870-
028 RBOWBEN/ 004 Thovs, HMIZEET S SAEIR, FEHRE T CDP870 ~DIRE
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BRBR 2olc B bEML2d -7, ERERHMFRSREI LFERE IOV TORIL,
5.3.5321ZR Lz,

EEZHOLERARE LERED > b, FREAPHIEE 5 A—FRELVRE (FL—
F3) ZRUIERIZR»->7 (53.53.3 @ Listing 12.1:11 & T8 Listing 12.1:13) ,

T—ER—RHy bATH, BIC3FOHRE CHMZ RET 5% O SAE @& Sh - M
i (cDp870-028 BB ENN 005) . mtim (cDPs70-028 KB owEE M 001) RV
FeEtm (cDP870-051 REx0#EE M 0004) EAREMFT—F_—2) | ZhbOERE
WZOWTOFRIE, 5353212 L, £, BID 4 Fl0OERE H S Hi 2R3 5 KD SAE
HEan  m@ptn (cors70-015 RBowHE M/ 1119 . FEHm (CDP870-028 3%
owgE oo . %% (corsr0-028RBOWEEN 018) RUA LT (CDP870-028 SRE&
o5 E ) 010)  (5.3.5.3.3 ® RA Safety listing [Initil and follow-up]) .

b. RERERDHMES

HinESR @R L727NV—7fE) 2. BRERFOBEREINCEN L, EERIT.
aPTT, 71 b U E U, XIXEEBER{LE INR) OWTFRhRELEE RO 255827
BAEEBMHEERE L, ZOBENIX. 77 BRNAGRABRTHSCDP870-011. CDP870-014 KX
CDP870-050 {231} 5CDP870 B 5REDHERE DT —F ZHWTIER LTz, BE/RTA—FDORE
WBILTiE, 274215 (2) 6) iy ETL W EEMICER LT3,

2EMIZAD L, T ERMBRROSL CDPR70 | EFETIT. BERES 1B LEBEE 2520
STEHBRECORMERE R LI-EIEN 5.0%, EERENRIICEME L 72 28I RE U6
2 1.1%., EERESBRINEE & 2o R A IXZ NI RER L EFR 32% ThHh- 7=

(5.3.5.3.3 ® Table 8.1:102) .

BEENBE L o7z 94 FICOWT, BEESRIICEME L R o -BEE XTI ENLMEIZ., B
RINZESRD 3 5 HIMEROEMITRD bz h o7, £ CDP870 HE5FICIBW T, BEENE
MIBHE L R oA I ENUBETORRER, BHELARIFMORRERLIVEE TH-T-ER
X, ZA—7{LHEO “HEEEHFERML” & “BRREN” oXThy, MESL L 14
(1.1%) OFENTH-7- (53.53.3 D Table 8.1:102) .

i)y ERREUCER

ETORIERARUVEE2HDFSRE22ENITRFT LR, ABEKRBR T CDP870 0555
TR EICBWT, HlD Y 27 38N 5 2 ¢ 2 RTHRIERD b 2oz, —HOTHER
SNTW3 aPTTRIERA OREREN CDPS70 R PEG I X A FHEZIT A Z L bho =8,
Z DFIX invitro TOBRRBRTHY | invivo DEEERICEENE LR Z L2 RIFRIIE -
72, MREMEEIBEOHMNESR (FV—7LAE) 2. BEHLEINMIED bhiehoT,

7) HRRBR
i) HRERZROFEEZR

AEIZIX, FREREEUFFAEDICONVTOEERIIZSOR, “NbDEROSWERIZ. Zh
FN274215 (2) 1) EBEEU2.742.15 (2) 2) BEcR#ELTVA,

77 e RARRRICBNT [FFIREREE] (SOC) HEENIAEERORKERIT, £
CDP870 & &8 (1.7%) X7 7 RE (1.1%) LEEIL Tz (53.53.3 @ Table 8.1:106) , £
CDPR70 GBI VT 7 AFICBWT, HRbEEEICALN [BEERE] (SOC) DOFiEHR
DHEEERIL. ALTHEIN (CDP870 : 2.6%. 77 &R :23%) RUNASTHEM (& 1.9%) TH-o
7z, CDP870 DREXIIHREHEZEMLZHA L, [FFEEREE] (SOC) Xid HLT A FFis
ERECOBRINIAEZROBRFITWMMIA DN 2o 77,
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MTX \ZIIFEERH D Z ERMENTWNE T, MTX DFERARRICESEEEHLZEHL
oo 77 B RXMBRABROL CDPS70 HEFIZIBWT, THFIREREE] (SOC) Xit (KHE#
#F (SOC) @ HLT BIFBEREICOEINIAEFLROREEIL, MTX R (FFILERRE
EF 1 2.0%. FFEEERE : 7.5%) T, EMTXRR (FFIRERMEE : 05%. FFEERET :3.7%) &
DVEECTH-o72 (5.3.53.3 D Table 8.2:2 R X Table 8.3:2) .

2R RAFREEN GEERRUVT 7 ERMBT —F 28T) TiX. £ CDP870 B E5#ICE
75 THEEREE] (SOC) OEEHELO 100 BF - 4750 ORAERN207. 7T ERIGBR
RERTIL3.05 TH o7z (5.3.5.3.3 D Table 8.1:60 K TN Table 8.1:106) . H b EHEEICH SLN-AF
[BROFEFRIIITFHERETH Y, ALTHEM (100 BE - F£247- 0 OF4EFE229) | ASTHEM

(1.65) BRO'GGT#EM (1.35) BEENF, 77 RABRBRDOL CDPSIOBEHTHOINLD
BFBLHO 100 BE - EYU- 0 ORERIT, FRFN, 479, 345K 1232 THY ., ERBEEICES
RAERD LRIV EBRFRENT,

iy EECHEREZR

7T RBARTIZ, £ CDPS70 B ERED 74 (0.4%) T FFAEEREE] (SOC) =4
S SAEBEBLL, 77 ERBETIIRELII2rotz, T DOMIZ, CDP870 BE5EED 2 4]
(01%) ROTFERED 16 (02%) T TEEHKZE] (SOC) ® HLT NFHERERE TH AT
f#R D SAE %, F7=., CDP870 #E5EEDHBID 1 I THEANFEIR L (53.53.3 @ Table 8.1:107) ,

SRR RABRBREER GEBRROT 7 ERAMBT —4 28) Tit, BYVE L EMEEYR
&, CDP870 %258 m 214 (0.9%) T24{ED MFRERMEE] (SOC) @ SAE BHIHE LT,
CDP870 B 5B TIIEIZ 3BT TERERIRZE] (SOC) DATHERERTE & BB 2 FFIB-R © SAE 43%
BL7-, ROERRIZHAONTZIFIERD SAE X, HLT DEEBAB L UMERETH-7= (17 4,
0.7%) (5.3.5.3.3 ® Table 8.1:63) .

T—EN—2 Gy A TH%, BHEBBLUINT, RO 2EOIFIER D SAE B#E Shi : At
fBgE% (CDP870-051 RBROEEHEI 005) RUKGHAF% (CDP870-051 RBr o5 I/
001) G(EANREMT—FX—X) . ZhbOFEREOFRIT, 53.5321TR L, iz, KD 2
D fFIER D SAE B Sz - BEEE (CDP870-028 REx 0 # 5 = M 003 & O 009)

(5.3.5.3.3 @ RA safety listing [Initil and follow-up]) .

i) RERPLICE-H-HFRRAER
77 ERABARTIL, FRROFEES (BPERVCEMEESRL) Ik vRBoHIkIC
E oI 2HBE S, Wb CDPS70 EHOHRE TH -7 (5.3.53.3 @ Table 8.1:32) ,
1 BlixRgA (cDP870-027 R 0#5E I/ 002) TH v . FIX ALTER O AST BRI
(cpp870-014 RB0#HE I 1249 <»h o7 (535330 Listing 12.1:7) . 2 b 2610
Babix, 5.3.5321TR LT,

ERARTIX, B 200OHBRENIFEEREORRICL Y, RBR%EHIE L~ (CDP870-
028 RExo#EE Wl 018 12817 5 GGT #MBK Ut cDP870-051 HB o #EE Il 0002 12817 2
ALT /1) (5.3.53.3 @ Listing 12.1:8) , Z# 5 2 FIOERIX, 53.53212R L=,

iv) WETRZHBRER
BHIDHEREN L, HETNETRRFR BPERVHFADTRL) BBESNTE,

(5.3.53.3 @ Listing 12.1:3) , PIERIZ. CDP870-027 B n#5E M 001 1o 31) 2 FFaE %,
cpr870-015 A& O 5% I 1057 (<57 3 &, cDP870-015 RBRo#HBRE N 1197
i B RFEEE. cDP870-027 B3 REN 002 123513 3K, CDP870-004 RBRA DR E M
/20212815 5 ALT #/0, AST #NR O GGT #4/m. CDP870-050 B O#BE | 0011 w17
D h7 AT IF—E LR, WO CDP870-028 READHBRE 014 12313 B CTCAE ver3 @
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TVv—F4D U RATIF—E ERROCBUEFEHTH S, Znd 7H0OHRIT, 535321
RL7, EiZ, CDP870-004 RERDOHERER 039 2 B AT A2 KB L=, Z0ESIX
ERIC L 0 REBMRIE TBHER L] CHEERE,

v) HREROBERERE
O] FLTzY

7T v ARRBAR TIL, CDPR70 B E#D 141 CTCAEver3 D L— K3 DT AT I Vb
BERH b7 (CDP870-050 RERDHREPRR 0007) . 77 B RBEHCRIT B RBFI R -T2,
UZBRIEETIEIRL, RBROPIEIZEES b olz, ZOHREIZ, N—RXF4( VEOTL
TIVEPMEET, JV—R3DTNVT I VEEORET, AST, ALT RUNGGTHEALH LT
vz (5.3.5.3.3 @ Table 9.1:11, Listing 12.1:3 &2 O} Listing 12.1:12) ,

FEWRBRTIZ, Fiz 14 (cDP870-004 RBaouEa:E 781) 07/ L —F3 X3 L—F4
DTNT I ANEERBD biviz (53.5.3.3 O Table 9.1:12, Listing 12.1:3 T8 12.1:14) ,

@ FILAYKRR TP HE—+

77 R RARER TIL. CDP870 B EFEDHERE 26T CTCAEver3 DL — K3 DT LAY
RARA7 72— (ALP) BEMNEDH LN (CDP870-027 EB 0 #:5:% I/ 002 % Ot cDP870-
050 REROHBRENN 0024) . 7S ERBICR T ZRBRHIEI o7, WEROERLEET
72K, RROPIIZIIES oz, 281 BR—RF 4 VEETHEETHY ., Z0ENIEE
DHHIFEERITRD bizh o7z (53.53.3 @ Table 9.1:11, Listing 12.1:2 B Listing 12.1:12)

ERRBRIUBIFICSL—F3XIIFL—F40 ALP B2 R LEEREII AN Ao T7r
(5.3.5.3.3 @ Table 9.1:12) .

77 e RRBRR T, EERM T ALP A 1 48#%E Xh/= (CDP870-004 REx 0 #EN
202) , AHEBCEIX. ALTHMN, ASTHME O GGT MDD SAE b#d TRE LTV (5.3.533
O Listing 12.1:4) , ABREICOWTORRIE, 5.3.5321R L7,

©) FFreERE

TI7ERFBRRICBNT, X=X 574 VETEREXIZEE THo- FF 27 I F—FEN
CTCAE ver3 D7 L — F 3 Xid7 L — N 4 OFEICER) L -8 E 0ES L. 42 CDP870 # 5.5
T ERBETHEEIL TWE (53.5.3.3 @ Table 9.1:11) .

a. FANRNSEUBTI/ FSURTTS—+F

EFR RABBREEFADE CDPSTOBREHTIE, A7V —=V T RUOR—R 5 1 VBRI AST
PEEMEHBHNTH FEREDOI L, 11HITSL— 30 ASTEMER., £7. 141 (CDP870-
028 RBowBRE 010) cr/v—rao ASTEERZ LN (53533 D Table9.1:12.
Listing 12.1:14) ,

b. F3=-F2/PSVRTS5—F

2FHR RAREEM DL CDPS70 B EHTIE, A7V —=U FRUR—R T4 VFHZ ALTE
PEEBGEHENTHSTZHREDO I L, 2061 TV —F 30D ALT SER., 7. 14 (CDP870-
028 RBRoHBEN 014) v —raoBEEEBLRE (53533 D Table9.1:12, Listing
12.1:14) . Y%ES @l 014) 3. EBMEHAEMRORERBYO SAE bRR LT\ 2o, #
BREIZOWVWTOHERIX, 53.5321ZR LT,
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c. Y-UNEINLFSURTS—F

2RBR RAFBREEMOL CDPSTO REHTIZ, R7 V) —=V 7 ROR—R 5 4 VBEIZ GGT
EREEMEGBEHNTHZHBREDO > D, 9B T L —F3 0 GGT BENRKBR LN, FL—F
4 DEEEF LBt/ d -7 (53.5.3.3 D Table 9.1:12, Listing 12.1:14) .

d. weyeEy
7°7JzTﬁBBa£5ﬁﬂi £ CDP870 EEET 5] (03%) OmMP VAL AEMNRED Shi-
. T ERBCRBITAEBRFIT o7 (53.5.3.3 D Table 8.1:106) , YU A Y VMR

i@ u‘: SAE XITRBRPILICE - BEEFEFERII -7 (53.5.3.3 @ Table 8.1:107 & (X Table
8.1:32) .

FERABEHMPIZIX, 2 CDPS70 HEHTRIZIFOMP LY ALY BEMARKERLE

(5.3.53.3 D Table 8.1:60) . ALV AU MAEIZEIHE L7 SAE iZRBPIICE -+ HEES
X727 (5.3.5.3.3 @ Table 8.1:63 L TX Table 8.1:65) . 14l (CDP870-015 SRERDHLERE
Bli087) T/L—F30REYAELVEERRERL, AF I ALEVEME LTHREShE
2. ERMTRRBGRE (BEOBEERL) LHELTWS (53.53.3 ® Listing 12.1:3 B
Listing 12.1:14) .

vi) JE#FE D CDP870-077 RERIZH T AFERESR

AT IZE E N2\ ¥4 @ CDP870- 077 at;ffm_ BWT, HFRERICODBEINIAEFROH
HiL, EREERELHM QUK . BREE G%RE) CWEHIEE bcbleholz,
“EHERHET 2{§JJJ\J:$E¢SHT_7E$$% (EAGE) 1. ITEREBERFOAThHoT-, B
BREROBEI ) o7z, (53.5.1.6 @ Table 13.24, Table 13.25) , REPIEIZE - - EANT
1FITHY, FERERRSHMICHFERLERICIVPILENT, FOMIZIZIRBRFILICE-~
BRI 2hoTz (5.3.5.1.6 D Table 13.18. Table 13.19)

vii) BRERURR

T ERABRARICBIT A FEEROBRORERRIIEN» -7, IEERTOREHREICE VT
bRAERITEBM L e olz, BEERFEESR) COPST0REHTE L BO LN, KFESiLm
AIEXIIAER TH o7, FIEERERORBEET, MTX SFAB CHARR L Y bThICEE
Todh o7z, CDP870 DERARABRICB W THEEZ R THRIIRD b o7,

8) EBRBRER

BRI R ORGE K NESEREIZOW TR, ZNFN 274215 (2) 1) kUR2.742.15 (2)
2) TEZELTWA,

TR BRRICEBITS BRIUVREEE] (SOC) B EhI3AEELORARET
4 CDP870 58 (4.6%. 100 B « Y- DFARK 846) TTFSEREE (2.5%. 6.62) LY
EMETH o7, £io, HLT OBHERE (BHERE [SOC] ) KHBRINIBFEFLORERY .,
4 CDP870 %58 (0.6%. 100 8% + FY -V ORAEL1.10) IX7F5EFREE (03%., 082) IV
EETH -7 (53.5.3.3 @ Table 8.1:106) .

T RRRAROL CDPST0 B EHTRIA L BRI URKESE] (SOC) 0HEELD
55, BRLBBMETAHLONIZEFRIL, HLTAIZ, REF (1.8%) . KW\T., BB I OREE
W 1.0%) . REER (BREZER)  (05%) . REBZREED X OMER NEC (0.5%) Tho
Teo TRHDOH, £ CDPR70BREHT, 7T EREL IR, BRIOICEKRDOH AREEDEN
DRROH ONTDIE, BEER I CREERDAL TH o7 (CDP870 : 1.0%, 100 BH - FEY7Zh D
FER 181 ; FTER 1 02%, 041) . oM, BREREFRITIL. VI 0 CDP8T0 % 5.8
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T, 77 ERBELEBLTIORSE - ELF- 0 ORELRTIULOBEThH - EBII o T
(5.3.5.3.3 @ Table 8.1:106) ,

T EARKBRERTO IBRBIUVREEE] (SOC) OFEELORREIL. £ CDPS0RS
MO MTIXHER (4.7%) LIEMTIXEBR (43%) TEEILTW- (5.3.53.3 @ Table 8.2:2 B
Table 8.3:2) .

2R RABREEF TIL, £ CDPR70 REBHICIBITIBRERELORAERT, TR
RER L B L TERMICEE T, BEEOHEKIZEI B - REROBROBMA 22 L ISR
Ehiz, 2L, HLT OBREAAECE L Tk, £33 % RA HBREER DL CDP870 HEFETD
100 BE - EY7-0 ORAEE (0.51) 28, I ERGRRAR (030) LV BETH-7= (53.533
@ Table 8.1:60 2" Table 8.1:106) .

) ERCERBREZR

T ERABRBRICBWVT BB LVRKEE] (SOC) iHEEN5 SAE DRBREIX, £
CDP870 58 (04%) L7 T7EREE (03%) THEEILTW:, EERBREREZEDS b,
CDP870 # 58 T 2 HILL EICHIM LU= FRIT 2D o7 (5.3.53.3 D Table 8.1:107) .

ERRRABREELR (77 AR BRARERUCHIERARBROT—F 2 &) D42 CDP870#E
HToO FBLURKESE] (SOC) IZHREND SAED 100 BF « Y- oRERIT, 7
TERRBERLE LA, BRHMOBRES ST B THLEMIAONR o7 (2388 : 0.53,
77 A% :0.70)  (5.3.5.3.3 @ Table 8.1:63 & T8 Table 8.1:107) .

T ERABRER, 2RBRRAFREEROVTRIZBWNTY, BRERD SAE ORAERT
CDP870 D & X3 SH4HE OB > THMT2EmIIRD bhiho Tz,

ERBRRAFRELEN (77 AR BRBREVESRAROHB22T) ICBW T lRICLE
TEHOAREEFRNREROECHIT R o7z (5.3.5.3.3 DListing 12.1:6) ., FEHHRABRDCDPS70-051
AR T, BRAECLREHFINZBRICEET 2FL08 26 CRE SN, FEFAOVWTHhOE
SLHORE MEET 2 v 7 RODHAE) CHERLZERThH-o7 (5.3.5.3.3 DListing
12.1:4) , Z0Of, UV b7 =7 OIERERRERD 1 FIABERL2UT L VBT LR, AERICEND
TERRGCPERBH -, UkT —FIIBKRT — 2 R—ACEEN T Ao, Bz,
BEAREe (RFRAH) BEBELENO 16, ERRBCHEEEZAL TR, HER2IZL D FE
T L7, BRERFRIZIDIETHNTOWVWTIIZTA2.12BICHEH L TW5E, EELBRER
ERVFEH L -KREOFRIL, 535321 KL,

FT—ER—2Ay b AT7%, 1 BIORELRBUHERE EEML X NI AVER L 2ES)
D|E SN BALEET —FX—2R) , YUEHBREIL, CDP870 DHEERMEN?D 11 » AKIC
VDK EMCLERREEBTIMEBEAEE2BR L TV (53533 ® Listing 12.1:2) , &
BB IOV TORRIX, 535321/ LT,

i)y FREBPLICE--BRERFER

T e RABRABRTIL, COPST0EEHDOIFIRVIT T v RED 1512, BREROFEES
WX VRBR&EPIE L7 (53533 @ Listing 12.1:8) , CDP870 5B OREBRT ILIZE - - BRE
FEHT, BHerERE (cDPs70-011 RBRowEHEN 11200 . =8/ (CDP870-027
BRopkRE I 003) RUBWMAE (CDP870-050 BB #5%E Il 0009) <H-7-,

BERAR T, BZ3FIOEREPROBRERFLUICL VRRE Pk Uiz - BN %
BRAEE ¢ (CDP870-028 RERDOIHBE Y/ 006) . BREUERL (CDP870-051 RROHHE
B/ 0008) . IWONZEARA (CDP870-051 RERD# 5 Y 0016) (5.3.5.3.3 ™ Table 8.1:65,
Listing 12.1:8) ,

RBRPIECE T HFEELL2TORMIT, 53.5321R1L7E,
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i) FEITRZFRBRER

ERR RAFREEFIIBV T, FETREBRERES (RYME. EMEER CRQLEDR
BBUADRENC XD ZRIZHA L BERE2ERL) 2. CDP870 58T 2 s X -,
CDP870-028 RBR D55 E Il 006 T, MMM AREBANRR L, YLEST. RS
1IEIZFE 5 SAE Th oz, CDP870-004 RBROWERE I 427 Tix. X7 o —PEER: (SAE) .
B7InS F—IV R, RUBARELBEHE L7z (53.53.3 @ Listing 12.1:2) , ZhbO#EEBREICS
WTOFNIX, 5.3.5321TR LT,

iv) BEREBROBRRERE

T ERMBARICBITAM P S LT F = U HEMORRRIT, £ CDP870 B 58T 0.5% (100
BE - FEULVORERS) . FTERET2% (041) Thot, -, MHPRERMAS.
%2 CDP870 BB R T 7 ERETE 02% (FNFh. 030 K1r041) ITBRHENE (53.53.3
@ Table 8.1:106) .

2R RAHREENF TIL, £ CDPS70 B EHITBITAMP 7 L7 F= MK O PR
Mo 100 BE - FLUZVOREAERIZ, TREFN0SIRVN027 ThHhY ., EBREIC/EY RERD
B2z & R &7 (5.3.5.3.3 D Table 8.1:60) .

2R RABBREERATII, CDPST0BREHO AT, MFZ LT F oL BNR—2 5 A VEEH
HRBREB PIZ CTCAE ver3 07 L — R 3 XidZ L— R4 OEEIC LR L. EEFRICER 21N
THEHFRBEEREHD EEZ BN (53.53.3 D Table9.1:12) ,

v) FERRUER

T 7 e R RARRDE CDPS70 5 #H T, I RFLHEL T BRI URKREE

(SOC) HBMENHAFFREV THREKRKRE] (SOC) © HLT ABHEREDESRORAR
PRET, M7 VT F=UENMORERLRE T2, REBREICH S BREZELORM
IR N7,

BRFRICLDETHN 2H8MESNEZR, MEAOWTNOESRLRIOES BRMLEME =
v 7 RONLIARSE) THRBELIEERTho T,

9) KREEE
) REEZEOFEEZR

T7eRHRERICETS,. [REBLIUETHEEEE] (SOC) ARSI HESEZOR
ARiT, & CDP870 RERET (13.5%. 100 BHE - FU D DFRAR 2634) . 75 EREE (5.6%.
1528) LYV EMETH -7 (53.53.30D Table8.1:106) ., 7T AR BABR TIX. CDPS70 DHE
X EHEOEMES TREB IR THERESE] (SOC) DAEEROFBEERIMT S
BRIFEO bR o7, F7z., CDP870400 mg 4 EEIRIZRERE T, [RER LUK FTHERRE
1 (SOC) ODEEFROFAEFEH, CDP870200 mg 2 H BRI 58 & ) CDP870 400 mg 2 ¥
RIS THETH o7 (400 mg 4 BEFRZRSEE : 17.3%. 46.35 ; 200 mg 2 BREIRIR S
BE 1 10.6%, 18.07 ; 400 mg 2 BRIMBHEEE : 11.5%, 19.01) , Z ORI, 400 mg 4 BRIRR S
BEICOWTHIR L 72 2R 2 BERER TR THAIFEII—HTHLDTho72 (53.5330
Table 8.1:106) ,

T7ERMBRRTED LN [REBIUHETHEEE] (SOC) DEEHFLDY L, &
CDP870 B GHDREEN T T ERH LR THICEE TH-7-DiX, HLTAIZ, BB I UK
¥ NEC (CDP870 : 4.0%. 100 BE - EM-V ORER T3 ; FFEXR : 1.5%, 4.12. ULFRE
NE) | & 5 FEE NEC (2.0%. 3.54;0.5%., 123) . RBABLIONEE (1.8%. 324 ; 12%.
329) \ RUEB I UERORENEC (14%, 2.52 ; 0.6%. 1.64) Tdh-7- (5.3.5.3.3 @ Table
8.1:106) .
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4 CDP870 ¥ 5/ 100 BF - EXU- D OFRARN 05U LT, 7T RBETIIREFN 20
o7, FENRHBRELT, TUVAX—EEEL (CDP870 : 1.31, SR : 0, UTRENE . #
DEEMERRZ (0.60, 0) . BEIREEZ (0.60, 0) . BEREI (0.50, 0) RUEEE (0.50, 0) A
» o7 (5.3.5.3.3 @ Table 8.1:106) .

2HR RAFREEA TR, THEBICHR THEBEEE] (SOC) DHEEEBORAER|T,
CDP870 DEHBEIZME S BMIABNT, /-, £ CDP870BREHD, [KERLIUR FHEE
] (SOC) OAEFFERD 100 BH - EYU-VORAERTTSERBLIVIE[ETH- -

(CDP870 : 16.33, 7Z ¥ &K :26.34) (5.3.5.3.3 @ Table 8.1:60 K TX Table 8.1:106) ., CDP870
400 mg 4 BREBR S TIE, REREICH-T, THERBLIUR THEREE] (SOC) nBFER
LD 100 BE - FUZYVORERNVKECETL (1974 ; 75 B RTRAR : 4635) . #ho
CDP870 B 5R HIZITRFETH o 7= (5.3.5.3.3 D Table 8.1:60 Jx U} Table 8.1:106) ,

iy EREGEEEST
77 e RRAERTIL, COPS70 GO 6 fIT IHER LU THMEE] (SOC) 248
END SAERREBR L., I ERBTIHEROIT o7, [RER IO THARREE)

(SOC) ™ SAE MZI L 7-#8x#F 3. CDP870 200 mg2 HERIFFIX EBETILEEH ST, CDP870
400mg 2 BFRERG-H T 1 6], CDP870 400mg 4 BEIBHREEHE T34, thOHE GOmg K TRV
600 mg ZF) D CDP870 % &5 SN /-HBRE T 28 TH -7 (5.3.5.3.3 D Table 8.1:107, Listing
12.1:5) ,

EFRRRATREEMA TIX, COPSTOREHTHEIZSHID TRERL LR FTHEEEE] (SOC)
DSAERFEZ L, WRIZ. CDP870 400mg 2 AR 58T 3 . CDP870 400mg 4 WWFEIMRIE 58
T4, thofE (200 R 400 mgE F) DCDP870 2 E AN HRETIHITHH-T7-

(5.3.5.3.3 DTable 8.1:63, Listing 12.1:5) , [HERBLICHE THEMESES] (SOC) KHEINS
SAE (RRIYERBHEREZIRL) OEBRENOERNZ K 2.742-49R Lz, 2 b OHBRE
DFEGRIL, 5353212 R L7z,
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£ 274249 ERLDEEE IR THEEES (REMERVELEEER) OBERERIO
BRI — AR RA BERELM

s | COPET0OR EZRREBECOHA (B) -
o g%ﬁ BRUHS HAEE CDP8§70 %) | CDP870 Of: | ;E\/X]\
LYAY EHERL | KEREIDL
7 7 & R AR
W 605 600 mg Q4W | ME RIS 49 49 =355
CDP870-004
B 413 50 mg Q4W | FZFEIEE 35 7 B
CDP870-004
/1071 | 400 mg Q4W | %55 22 22 B
0-014 (FRERPUL)
/1159 | 400 mg Q4W | %55 48 17 & pE
CDP$70-014 (BREA L)
B/ 1157 | 400 mg Q4W | m/gwhiRitiz 65 9 B
CDP870-014 & 61 5 rhaspE
=337 65 ? [ 3
iRz (&THBRF
1k)
R 007 400 mg Q2W | iE 5 E RS 137 11 R
CDP870-027
HERRR
B/ 403 200 R UM 400 | FEREME & 107 23 BREE
CDP870-004 | mg Q4W
B/ 1119 | 400 mg Q4W | fTBE 1036 0 BE
CDP370-015
B 039 400 mg Q2W | EFB 76 6 Hhssps
CDP870-028
I/ 007 400 mg Q2W | 7 LA¥F—tf 805 35 th&sps
CDP870-028 R &2
/033 400 mg Q2W | % 5 FESE 238 0 & pr
CDP870-028
Q2w =2:BHEME. Q4W =4 B
Listing 12.1:4 (5.3.5.3.3) XY 3|4
F—EN—Ry bAT7H, REBIVCKETERES] (SOC) © SAER | ik sh

7= : RS (cDP870-051 HEx s Joos)
WTOFRIX, 53532177,

i) RERPIICE--KREESE

77 e RHRBARICEBN T, [REBLIUR FHEEEE] (SOC) SHEENIFAEERNRE
L. RERPLICESERIL, COPSTOREFET I HITH 10, 7T RETIIZY AT 20
-7 (53.53.3 D Table 8.1:32) , 11 I CREBLEL-ERIT, B2, MKEEREROT LLX—
&R, 7TUAX—ERER, ERE., THOEERVEDS, NEMRMEZERCERE CThH-o
7= (5.3.5.3.3 @ Listing 12.1:8) ,

2R RA HEBREEFTIX, CDPS7T0RERETHEIC 14615 [RER XU THREREE

(SOC) PEEFERIZIVEBRPIEE -7 (53.53.3 D Table 8.1:65) . 14 FITRE L=HEHL,
BEBT) 7= b—FTR, 28T F~ h—F2ELB., 7T LAFMHERES, EERES, &
. B2, SREBRURS, KEBEETH-7- (53.53.3 D Listing 12.1:8) , 75 RBR

(BAREWT —FN—R) , BEREICD
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R CDP870-011 RERMBI PICHBRFIICE - RENRKBR L - HREIL. FERRABRTHS
CDP870-015 RERHAMPIZC L REA L REE2RAL, RBRPLICES,

TR &R L THRBEE] (SOC) X VRBRPILICE -2 TOREBREOFRIL.
53.5321Z R/ LT,

iv) FERUHER

CDP870 DERKRBRICKIT 5. RERIGORBBARIIEN -7, BERABRYBPICRBEDOKE
RIGEFHR U-EREIL, CDPSI0OREHTT T ERELVENoT2,

10) BRI R SERB OBRUERIG

ENEFR R OSBRI O EFIC L 2 BBUER G Z . FBHEAL MedDRABRRICL VERRIL7-, BNig
R OBBIELINL, 1RREREHZ 2BMUNCER L-F2, BRBEORGIL, B51% 2 B
HCI4BBEETIIRBELILBRLER L., ETEREOREEINHBINCRRA L &8
(FEFREPREZED IRMORARNRICE D) BRSN-BROLPERNZE D, Bk
R OBBRER T OV T, BEEROERN (5.3.53.3 D Table 8.1:36 & U} Table 8.1:60) KX
Listing (5.3.5.3.3 ® Listing 12.1:3) 25, ZE#EMLRBTIIE TR, % 5EE NEC (HLT)
RCEAFOFEHEDE V., BHLRUOEFEESDERIZIHOVTHHIE L,

CDP870-011 Bk (53.5.1.2) KU CDP870-014 38 (5.3.5.13) OWABRTIZI, YA ¥ F—1
ETTERYEE LTHERLE, BERERMNL VAL VNI T VAR —KIGEETAE I LN
INTWA (53.533D Table 8.1:96) ., N OHDREBRD TS AREIZHIT A NGRIE UNERE O
BERERSOREBRRL, ABRAEKE 7S ERE LTER LEORBRICHERTE NS T,

HFERERIEIE & BBUERIS OMAEERBIC—EOBEMIIFEED bR -7 (2.74.2.1.5
(2) 6) EEZR) , /=, R ILBRA OBEERRS & BENH 3 -FHlOHE T 20>
Vil

iy BIRYEOABBERGCOTUEEDOHZIER

77 e RRRARICBN T, MR OBBIERGOFMEEDH 5 FEESRORBRRIT,
CDP870 & 58f (0.8%) &7 7&EARE (0.5%) TEEILTW= (53533 @ Table 8.1:34) . @
FELBERHHFREMDH S ETOERELBRNICUUET S 720, EHICRETE 3 HERERA
Lz, TDD, TNLDREEROE BIEBICHBEERG Tk - aiEErdH 5, £
CDP870 ¥ 5-H£IC BT, MTX OB ERFITIX, B ENBNRISOBREERORRE
(0.6%) 723, MTXFEFRAB (1.9%) L D {EA->7- (5.3.5.3.3 D Table 8.2:10 & T1X8.3:10) .

2R RA HREEM O£ CDP870 B EBEIZHBW T, EFNT X 2 BN OB BUE K G D rTRetE
DHHIERL L TRLVEHEEZAONE-FRIZFFRETHY (746 [03%] . 100 BE - £Y4#~ Y
DFAEFE 0.17) . ZNLUANOBERIIETRERBRRN 01% U T Th-7- (53.5.3.3 @ Table 8.1.67) .

AFIOWERE R, FEHIC X ZMEROBEERSICE Y, RBRDIECE 7, Zh b OERE
OFEGRIX, 53.53.21ZR LT,

7238, CDP870-004 FBR TS EIALLUG N FH U7z 3 Bk, SSRGS D SAE S5 LI
Bl LT—BmRICHEB L7z (5.3.53.3 @ Listing 12.1:4 & T Listing 12.1:5, 5.3.5.3.3 ® Known Data
Discrepancy Table) . ZiHid, EFIMEETOEEEDNT = v/ Ry 7 ARARERIZITON
TR Z I LR THoT, TRNHOERIT, YO X HREEMNESRIZL>TH SAE
LITERT . WBALEMT —F X—XIZILSAE & LTEH TN,
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i) ERBOBBUEREOAEEEODHIER

77 e RABERBRICBN T, BREOBBERIGOFMREEOH 2 FEFRORBEN, £
CDP870 & G-BE T 14.2%, 77 HRBET85% Th o7z, £ CDP870 B EHTELEHEICLA LN
TCHRRIZ, HR (5.5%) . RWT, BZ 29%) RUHE 2.5%) Th-o7 (53.5.3.3 D Table
8.1:35)

BRI OB\BUERIG DRI D H 2 HERELORRERIZ, Hi CDP870 Hik D FEIRIL MTX
HRAOFEIZLDEIRD NI -7 (5.3.53.3 @ Table 8.2:11, Table 8.3:11 & U8 Table
8.1:52) .

25 RA HBRE LR D2 CDP870 R 5# Ti2, BREOBBIERIGOREMOH 55 EHS
DRBRIL 20.6%ThoTz (53.5.3.3 D Table 8.1:68) ., 4 CDP870 HEHICHBWTED BEEI
HONTFERIT, TFE (74%) . ROT, BZ (5.3%) RURE (34%) Thol,

£HER RA BBRE LM TIZ, CDP870 45 &z 26 T, BHREEOIBBUER IS D ABEED &
L38HDOAEFERICLY, ThZTHORBREFIELE, ZhbDEED S HLELHABIIRAD D
NIeDREBThoTlz (7 vRABRRO 3FARVHEHRARD SHEOSH) . Fi=. 44
TERENRBL, INLIEETTIERABRROBRE ThHo7- (1 FlITERRD L SR
HEEIENFH)  (5.3.5.3.3 @ Listing 12.1:8) ,

CDP870 B 58D 3 HIT, BRBOBBUERIEDAEMDH D SAENRE L (EHOBEM
5 14 BEIZRE L mEMEMEZER O UIERPE) . 20 0HREIZTOVTOLR
1. 5.3.5321ZR LT,

T—ER—2Hy " ATH, BIZ 1 GOHRE T, BREERL 11 ABCRELERRIZLY
HRBRPILIZE -7, KEREICHOVTORRIT, 53.5321R L7,

iy BBRERSICLKIBARE CGESEHELRE)

77 B ARRBRERICEB VT HLT BERNB L UOBEATMC RS OB EELOREEIT, &FHIC
BT, £ CDP870 58 (64%) 7T BFRE (6.5%) TELLTW:= (53.53.3 D Table
8.1:106) . £ CDP870 # 58t CRIMEN 1% L OEREIM KL, EAFINRT &, RS
PrRIS (1.5%) . BESEADER (1.5%) ROEREMABE (12%) Thol, HFEL. 75+
RHCB T2 ERNPMREORBRIX. YVEF—AOERICLELDThHoT2, YA h—k
FEEEDS CDP870 E LI LTWAB Z LA, CDP870-011 XX CDP870-014 R TSR & LT
ALER, BERERLLYNLVE b—MIT VA —RSE B TAZENRINTNSE, YL R
—NE 7T ERELUTHER L7 CDP870-011 KT8 CDP870-014 3B Tix. EHB L UBEARMK
Jin (HLT) OREBFIL, 772 REET 14.0%, CDP870 400 mg 4 AR ST 5.1% Th o=

(5.3.5.3.3 ™ Table 8.1:98) . AHRIEKE 7T R E LTHA L~ CDP870-027 & Ut CDP870-
050 AR TIX, 77 ERBIIBVT, BREBIVCEARMES HLT) 2RBLEHEBRETIRL.
CDP870-027 BREBRD 7 Z £ ARFED 1 BT, HLT N SIS NEC 24088 & 5 & ZHIERAr
JEAS 1 38D bz (5.3.5.3.3 0 Table 8.1:98) , CDP870 &5 BN LI I51T 2 BETES AL
FIGOREBIL, BEERT 100 BE - FL72Y OREROWTRTY, BREFACHENT 22 21X
2hoTe, 4 CDP870 REBEHICKT 2 RFTEFEMIG D 100 BE - F47- 0 DRAER|T,
CDP870 DIREHAM DIERIZLE 5 MiZH b ah otz (T RIBRE : 11.99, 2R RA
PERELER : 4.77)  (5.3.5.3.3 @ Table 8.1:106 KTt 8.1:60) ,

£CDP870 5 TIX, 77 R BRI TIZCDP870 12Xt AHENKE L7 208 flo 5 b,
4.8%DHRE T, HLCDP70 FLANFID TR & 22 BATIC, HLTAERB X OEATOLR G
BINDAEFEREZREBE L, 2L, SO THREIIBE L RoRICBEOEESES L5
BUEMIT1.0%THY, —ELHREBEEL 2 oRP o RECEOEEESRLRELE
FEFIX 1.6% TohH -7 (5.3.53.3 DTable 8.1:55) , £CDP870 I 5FEITIHV\T, #D THAES B
LR TR RIIFNEABEICRE L - RETEF M RIS ORERERIT, MTXFEHRE (6.0%) T.
MTXBEREE (22%) LV EETH o7 (5.3.53.3 DTable 8.3:21 K UTable 8.2:21) . 4 ->DEEIIAE
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B (CDP870-011, CDP870-014, CDP870-027 } TXCDP870-050 :RE) THLREMEDEE N L LN
7= (274216 (2) HEBH) ,

77 e RRER TR, BRI X Y RBRFILICE - - HBREN, CDP870 B 58T 3
BITHY, 77 ERBTRIBD bNARh o7z (53.53.3 D Table 8.1:32, Listing 12.1:1 & T Listing
12.1:8) ,

235 RA BBREEF TIX, FiZ, CDP870 5D 14T, EHBARGICL D RBNRPIE
Sz (5.3.5.3.3 D Table 8.1:65, Listing 12.1:8) ,

RBRPILICELIFEESENER L ERE ORI, 53.532HIZ R L=,

7B, BRERERICBV CHEFRENBEECEEEOSRRTREN TR oo,
CDP870-004 RERD 3 Bl EHIALIED SAERFKBE L2 & LT—BRICTHEENE (53.533
O Listing 12.1:4 2 T* Listing 12.1:5) , ZHHDERT, EHEZEMT LD, XIARPET S
DTH2THE S POV TRERITEN T2V (5.3.5.3.3 @ Known Data Discrepancy Table)

iv) JEBFE D CDP870-077 RERIZH 1+ 2 TR
HEBTICE ENR2VES O CDP870-077 RERICE W T, BEHEMFIS Th I EEERDORKE
LT, HFEREEREHMTIRIOTIOERD 5S%KRBTH Y. ZESHRBIR<TIZ CDP870
200mg 2 BRIBIRGHED 161 (14%) TOHZBHONT-, BEELTENTMKIGOEEELOBE
1372 < (5.3.5.1.6 @ Table 13.24, Table 13.25) . RBRAFIICE--HFEHS LA D LN Mo
(5.3.5.1.6 @ Table 13.18, Table 13.19) ,

SECEHURISCTESNIAEERIT. FEREERSHFM TR N AR oT-, BR
BOLEMRIGHIFERERRSHHMT6 ) (1.8%) IKRO LN, 261 ETREA LI BRE
DEFHRIGIT., £ IEE QH#l. 0.6%) DA THolz,

BEREBRVOLHEMRIGOBEIT R o7z, (5.3.5.1.6 D Table 13.24, Table 13.25) . BE
EIZLY, HEREERSYHTRRPILCEHEFAS 1FRD LR, (53.5.1.6 D Table
13.18) EDMIZIIRBRPILICE > - BRBOLHHRISIZAR 2> 72 (53.5.1.6 D Table 13.19)

v) EBRRUER

ENRFRY OB R ORBUE RSO TR O H 2 BR BRI L - EFIZ -, R OE
BLOIZEAVEPBREXIIPEE T, BE L, BREOBEERGDFEMDOH 5 ERO KIS
EREThHod, TNLDOEREZBHEIELWEIZTE RV, ERZRO I EEREORE
DR o t, THHIXBEER LICEE L=,

CDP870 DEERABRIZI T, EHENIIGDRRFEIIE > 7-. HL CDPS70 Lkt & 725
8. EFENIRISA R LIEFIID o7, 75 RREBRERO CDPS70 5B ICEBIT 3
RIS DOREBRRIT 64% Tholz, ZHLF U7 BRANTIHENRRELEZZ L3,

1) BFEIREZOMDESR

i) BEESE

T3 ERHBARICBNTC, [BBEE) (SOC) KHBEINAIFEZLORRERL, 2
CDP870 # 58 (15.6%) & 7T RE (13.6%) TIZIERETH -7 (53.5.3.3 D Table
8.1:106) , T[BMBMEE] (SOC) DEIFEIX, CDP870400 mg 4 BREIFRIR 5B (20.5%) T.
CDP870 200 mg2 @FEIFRIX 58 (13.3%) KT CDP870 400 mg2 @RI 5 (12.9%) LY &
Thoi-,

£ CDPR70 %R 5 CHREE L LN TBBEE] (SOC) OHEFSIT, EABUIC, BEis
(2.5%) . TH (2.5%) . HIEARER (23%) . R, LESR. BH (& 14%) . SXROE
B (% 12%) Tholz, —F. 77 RBOERECHEELL LN [BBREE, (SOC)
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i, BD (B1%) . TH (2.8%) . BIEFRR (22%) . IEH: (1.5%) . FESBEREOER (&
1.2%) Toh-oT,

4 CDP870 B G- CHE SNz THBEE] (SOC) DHEBESD S b, RRENT T v REE
VB I%ULESETH-TAEBRIBRDOLTHo- (CDP870 : 1.2%, 75+ &K :02%) ,
Ee. TEBEE] (SOC) KHEEN3EH HLT) ©5b, £ CDPS70 B 58I BIT A%
BRTZERELY 05%ULBETH--EHIT, HIEEBEBLUEDE (DEANRR L O
B ER<) (CDP870:29%, T &R : 1.7%. UTFEIE) . B4 (BEMZ2E)  (1.3%.
02%) . RUMBBLUHOBEEESE (12%, 0.5%) Th-oi- (5.3.5.3.3 @ Table 8.1:106) ,

T EAKBRERICBNT, [BBEZE] (SOC) IZ4HE S5 SAE ., 4 CDPS70 RE5ED
136 (0.7%) . 75 ERED 441 (0.6%) T#E S, £ CDP870 58T 2 Ll Eh b
ahi- IBEESE] (SOC) ® SAEIX. R GHl. 02%) RUMEH: Q). 0.1%) Thoiz
(5.3.5.3.3 @ Table 8.1:107) .

T ERKMBRABRTIE, [BBEE] (SOC) DHEEHES£0 I BLRBRPILICE-FEHESR, £
CDPR70 B EEED 4 B (0.3%) BROTT2RBED 28] (04%) THEINTE, RBFIFICE-7-
[BIBREE] (SOC) »ELI L, £ CDPST0 BEH T2 LICRE Lz bk T-
(5.3.5.3.3 ® Table 8.1:32) .

EXR RABREED (7 vRABROFEERT —F 2 5Tr) TiX. £ CDPS70 B 5EICE
7% THBEE] (SOC) OFEFHOD 100 BF - £Y7- 0 ORAERIL20.06 T, 75 RAR
REBRTIL30.85 TH -7 (53.53.3 D Table 8.1:60 2T} Table 8.1:106) , 4 CDP870 #EEEIZ B
5 THBEE] (SOC) OAEFERD 100 BE - FYU-VDORARIT, IILAYOERT, BE
BIZHESEMIXA LN,

4 CDP370 #EHTHRE L7z THBEE) (SOC) DAEHLTRLEHEIALDNZERIL,
TH (59%) . WNT, Bl (5.0%) . HILFRER (42%) . lBH: (33%) BRURER (3.0%) T
HoT- (53.53.3 D Table 8.1:60) ,

4= CDP870 & 532V T, 406 (1.7%) @ THBREE] (SOC) @ SAER#MEI N
(5.3.53.3® Table 8.1:63) , £ CDP870 #E5&# T 24Nl L& Sh7- BEBE=) (SOC) ®
SAEIL, . BB~ =T (%481, 02%) . BH, BX (36, 0.1%) . BEE. BEEL

EUOEHA~NV=T (26, 0.1%) Thot.

2B RA FREEMTIX. BBEZE] (SOC) DEEELD I LRABTFILICE--ESN,
4 CDP870 & 58D 84 (0.4%) TEHE SN~ (53.53.3 @ Table 8.1:65) ., 4 CDP870 58T
BEINERRPILCES-FRIT, 2T I1HORRTHo =,

HIBEE] (SOC) DSAERURRIILICE A EBELOLRIT 53.53 27T, B
ROBISER O BEROBMERICE L T, 2HF12742.15 2) 1) HEUR.742.15
(2) 2) BTEELW3,

T—EN—RHy b A7, 160 TEBEE] (SOC) © SAERNHEShiz : B
(cDP870-051 RN #HBHEN/ 016) . AEREORIT, 53.5321R Lz, B 14D
SAE 23#& &7z (CDP870-015 REROFHRE/ 141119 CB VW CBEFORMEMERIZL D

R/ REERRER)  (5.3.5.3.3 @ RA safety listing [Initil and follow-up]) .

Q) EBRRUER

BBEEORKREIL, £ COPSTOBREHMTHEULTEY, S ERBLI VLTI CERETH
272, CDP870 DREMEZEIZLE > AEERDORAROEMITA LN D -7, CDP870 & BEd
ZEBEELZRTHARED N7,
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i)y FRRBREE

77 e R RO 2 CDP870 B ERIC BT 2 MR REEOFRAER (8.5%., 100 BF - F£4
eV OREF1733) 1X, TT7EREE (6.0%, 16.51) LEFELL TV (53.53.3 @ Table
8.1:106) .

77 £ RRRARIZINN T, 2 CDP870 B 5B CHEMEIC A b= BRI DR B REED
BEERIT. %W (23%) . WEHEEER (1.7%) RUBHM (0.6%) Thoiz, IERLMORE
RAEREEDHFEBERORBAEN, £ CDPS0OREHTTSERBLY S %I LEBETH- -
BRI hotc, 77 RABCREBECAON-MREREEOHEEERIT. WK 2.5%) . &
i (1.1%) R OWEMZEEESR (0.8%) TH-o7z (5.3.5.3.3 D Table 8.1:106)

77 AR RREBR ClX, FPRIFREED SAED, 2 CDP870 BEED 7H] (0.4%) BT T
EARBED 441 (0.6%) THREINT, £ CDP870 REBIZIH T 2 FILl L% Sh7- IR A RS
ED SAE X, FNRE Gl 02%) RUMBEEZLA QH#l. 0.1%) Th-or (5.3.53.3 @ Table
8.1:107) .

EFRRRABRBRELER (7 tRRNBROHEERT —F 2ET) Tik, £ CDP870 #5EIZH
72 [FERER. M3RE X UWERREE] (SOC) RSN AHEELD 100 BE - EY-0 DR
AT 11.05 T, 77 ERRIBRABRTIL15.99 ThH-7- (5.3.5.3.3 @ Table 8.1:106 JZ X Table
8.1:60) , 1Z& A K DIERYMEDOMRIBZREEICE LT, £ CDP870 B EREICRIT ARARIC,
BEEICEIEMIAONZ2o7 (53.5.3.3 D Table 8.1:77) .

4 CDP870 58 CREEIC A LN T JER YLt DRSS AREEIT, XHk (5.9%) . MEMESEER
(3.5%) . MREE (1.8%) RUEHIM (1.1%) Tho7 (53.53.3 @ Table 8.1:60) .

4 CDP870 B 5-B¥ Tid, MERZRZEED SAE 2254 (1.1%) T#HEI N7 (5.3.53.3 D Table
8.1:63) , 2 CDP870 5T 2 fILL L#iE SN - MR BRREED SAE 1X. k., MERE &
561, 02%) . BHERAZEEMERR 46, 02%) . HiEE. MREE, FERARL (&34,
0.1%) RUHER QHl. 0.1%) Th-oi=,

2R RATREEATIE, RRPIECE--PRBREEDHFEESN, £ CDPS70 R 58
D 106 (0.5%) ROTFERED3IHF (0.5%) TREESN (53.53.3 D Table 8.1:65) ., RE
PUEIZE S 72 FFRBREED 55, £ CDPST0 WEH T 26U EBE SN BRI IBREOAT
Holz, BUEMAEERERR, WRAROCIHRES, FAFn26l8E SNz (£0.1%) .

R ERREEDSAER URBRHFILIZE - - A EER ORI, 53532107 L, FEREZED
RRYWER OCEMEEICBEL Tk, #nFh 274215 2) 1) BRUR.742.15 (2) 2) HHTELE
LT3,

Q) EZBRUENR

FPREREE (BRESEXERL) ORBFX, 7T AREE L CDOPR70 BHEHTEL LT,
CDP870 DRHIRFE I S B REEOCFFFROBREROEMIIHN &R >7-, CDP870
LB AR REEORRIIED b hiiho T,

() EERCHEBRRUVEOHOBRFICETIEERULAEMALER
RUT, ENART — 7 1R T — & LEEL Tz, Lo, BRRBROEFEKS 2
W, FEDBERIZOWT, BARRE OBREFEOLBIIRELE X b7z,

BN, AR T, COPSTOM TIZIT T v RHE & b L TRIE DK TORBENRE - -,
L2, ERAT, VRAZEMEIRD N2 h-7-, BN, HARRT. BLEHEEICHESH
ERMEIIRBRRE TH oz, ENT, BEOBEFITRL, BERETREZOMOBIGE (~ 1L
N2ABRROCER,/ ARG ORRBEIBARRLY bEIoF, a2 —FTRTF 4 AV
U= URIE. ERNT2H6, BT HIRE S,
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EHA. SRR T, CDP870 B COEMIEEORERIIEL . MEIh-EREEDEIEIC—
EOERIIEED bl d-oT-,

ENRR T, VT AXFN— T AFERRE, Va3 F—Y X0®EIZR» o7, IR
Tid. V=T AXIN—T AEEERER 78], Yl adf F—I 2R 5FHE SN, BN, B85
AR T, HEREHRO U 27 NREMCHENT3HRIIRD bl ho i,

ERA., BARR T, COPSIOETT I ERHLY b LM EERORRENE -7, LirL,
WTHhORRTSH, REBRICHED VAR Ao, BN, BARRT, BLE
BECHEERIIEBMETH Y. CDPS70 BRI CREAKRMICEBKROHAZERIID NN T,
5 o MMELALX, ERNARRTIIEER 27208, HARRTII 11 HITRB LA, MEHin
X, ENRBRTIX 161 Tho7228, ARRTIIREN 2T,

ENRR CTIIHRENERORREN CDOPSOHE T I RBE LV EMETho 120, HARER
TIXCDP870#t & I F XL TREBE ThH-T=, L2 L., BN, BARRT, HEEHNESD
RHREIZMED UV XA Z7HINIRBD b2 oTz, SRMEFBLE, AR, F0MmosERS
FEA. BARBRTRESN o7, RIEEOELERET 2ERIZIEN, EARRTIZL A
ERDHHNT ., CDP870 BAREEDOBEEICHELZ RITT I L 2R TEEOEMITRN 72, < b
BETHmx, ENREBRO 16 THRE SN, BARRTIIREN 2o,

MRFHEE, HMESR, BEEEZ R TI3ER2O0RREIEN. BHARBRTE -,
CDP870 K TXPEG DT Z T ATHIRREX v FOEARR T aPTTRHIEICERA SN TV EES
bdhomRn, BNRRTIIZ0 LS BT T,

EA., #ARR T, FEREROFBRBIIES . RYBEICHED U A7 HMIED SRR 15
7o EAN, BARRT, MTIXRR TOMBREROBEHHITLI VST,

ERNRRT, BREREZOREBEIL, CDPS0H T T EREELY bIES, BT LR L
Zo LA L, BEOBHEMELTRT 2EAIIED bhhoTz, BARRTIE., 7J ERIRR
BRTRMOMREZY, BRFTEFOICER Lol

EWN., BARBRT, HERBXUOHR THEEEIZ. CDPSIOBTTSERELIY LEMo7, L
L, WTENRORBR TS, BEREFIIRHMICER Lih o7, EFBARIEORBRETZ, BN,
HBARBR TR - T,

EA., \AFRT, RO BRR OBBERIGSEDN A ERORBGIIV o, 7
T 2 AR ERBRD CDP870 BHIC 81T 2 EHEM RGN FEREIX, BN T3.1%., B T64%Th
D, ZUNTERAL LTIENWLDOTH o7z, BEUEIX. ZOEPEHEDNL L KA CHEMOH
EFHLTHD, CDPSTORRICBIT 2 BBUEDRERIT, thoTRELFREETH-T-,

EN., #EARBRT, BBEEORBHAIICDPSIOHETT I ERELY LS o, £ CDP870
BIIBWT, BEAFOBBEEORARIZ, REHBREICHS LRI O oT,

EAN., BARRT, FRBREEORRE (BRPELEL) 3. COPSIOEL FSERBEEL D
FMTRERERRD Do 72, ERROEIGEROGRER CREFN LB AREDRRERR
DERIHZON2D -7, ENRER T CDP870 B 4 5l CRIEMMEBNRE L-43, AR
TOWE IR oT, ZNbD 5L, BEMMAE THAAMIZRD bR BEHRERZ - 7 EfIT
72< . KL-6 fEORKBRELLRD bR o7z, CDP870 DIRE 6 18 B LAKEIZ KL-6 iR ER L
TeREBIAS B D ALTZ A, RVEHERAR & KL-6 & OMBISGERA TE h ot BRENFRRREE
DY XTI D oz,

274216 i COPS70 iEDHRBR BN R-AEER

MTX BRBRE VI MTX RBRIZE T 5 MTX O XUIESAR 0BT 2.7.4.53.2.1 T3,



A RYRXTT RINL 2.7.4 BENTLH Page 190

(1) ENEER
1 CDP870 KB IERIOBAT — & 2. 75 RIIBR O EESRABRIZ-OVT Table 13.1:1
(5.3.53.7) IZR LTz, &RBREBRELEMD 24 W5 T 61 TH CDP870 Hifkih: & 72 o 7= kB &
/7 —F % Table 13.12 (53.53.7) IR LTz, $FA L2752 RNARRBROH CDP870 Fiikl
R TCOFEEESR%E Table 8.1 12 IZEBH L= (5.3.53.7) ,

ERNOMTXHFHRER T 5 CDP870-041 :ABRT. CDP870 %% 5 L7=& 5 11 3 HCDP870 i
B (3725, HiCDP870 HLAAMEA 1 [ELA L >2.4 units/mL) &0, DO 5% 94
(81.8%) THEEFERMPHEINT (k2.742-50) ., EBNOMTXIEGFHARER CTH HRA0006 K5
T, BF 18 BINHICDPS70 kL L 720, 2D 5 H 144 (77.8%) THEBZHNHE I hi-,
I DT T EARXTREBAROCDPST0 HUABHA THRE SN HEESOS ITREX T b
TH Y. RAW06 RERD 4 FITEHETH o7, EFIEN D728, HCDP870 HilkH ERIDHE
BERT Y REBEIBIRTRETH S,
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& 2.74.2-50 77 ERRBRARICEIT 55 COPS70 KBRS COREEFHOEY

—BAERANERELEM
CDP870-041 3Bk " | RA0006 3ABR
CDP870 CDP870 | CDP870 4 CDP870 CDP870
100mg® Q2W | 200mg® Q2W | 400mg Q2W BER | 200mg” QW
N=9 N=1 N=1 N=11 N=18
fAILhDOFESESY
iﬁéégggg% 7 (77.8%) 1 (100.0%) 1 (100%) 9 (81.8%) 14 (77.8%)
(%)
EEEY
R 3 (33.3%) 09 0 3 (27.3%) 7 (38.9%)
HhapE 4 (44.4%) 1 (100.0%) 1 (100%) 6 (54.5%) 3 (16.7%)
BE 0 0 0 0 4 (22.2%)
Q2w =2 BRI

T FEFERIIFRME BHFITORRE) THRLE,

& : $1 CDP870 HUKREBMEIR, Fu&(EAS 1 EILL L 2.4 units/mL B & £ L7=, $1 CDP870 Hifkfattid. HEEN 2.4

units/mL L F & EEZE LT,

% CDP870 200mg Q2WiZ Lk 3 3 Rl ER 5%

 CDP870 400mg Q2WiZ k2 5 3 IO BEE BR 5%

O BEENENLE-FEFR TR, 5 SNERVRVEEEOREI T Lz, BEEEARIOEEESZ,
BELAIUURLE,

D AEBRETIE, BEO 1B RESNLE. PEED | BRERLE., SRR CEALEFEICESE, BF

DESHE 0] Ly bFLE

#£14.3-8 (53.5.1.7) . #143-8 (5.3.51.8) XV 3IH

PLCDP870 FifABESI©, HFEBROBHERL, WIHBHHHELRE (69.9%) HSHEERT
(575%) LV bEholz (K2.742-51) , HiCDPS70 HifAREMESI T, AEFS ORI
89.9% Th o7, REBMENEED Y LHESN-EEELORERIT, VIEBEHELIE
(28.8%) HVHIERT (35.6%) LV bLiEN-oTz, ZNOHDOF—Zi3, BEEBOEFZEELTCULV2WN
25, JICDP70 HifkGtEL 72 o CHAEERCREDFEFRORBERN LFH L AW L2357 —
LRI,
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#* 2.7.4.2-51 HEFRZEBROH CDPS70 Hilk DA ERIZR Li-4£ CDP870 HE#ITHI1T
P2AEEROPBE—AAAFRELEN (£3R)

DT Ab+E 2o T-B | FIDT Ab+& 2oz | Ab-OFEFTHE
REVAICEEERL2 | BALBRCAEESS: | S22 %BLE
R LU= HBREH PHERLUIERELK HERE%
N=73 N=73 N=455
MbroEEEEE ] ] )
S8 L 7o BB 2 %%) 42 (57.5%) 51 (69.9%) 409 (89.9%)
EEEY
BRE 31 (42.5%) 39 (53.4%) 320 (70.3%)
ThEEEE 24 (32.9%) 20 (27.4%) 224 (49.2%)
BE 5(6.8%) 2 (2.7%) 24 (5.3%)
BBRELBEEDHYY 26 (35.6%) 21 (28.8%) 239 (52.5%)
BELAEEER 8 (11.0%) 7(9.6%) 48 (10.5%)
gtu§°t€%$ 0 0 1 (0.2%)
zzgmniotﬁ 4 (5.5%) 1(1.4%) 35 (7.7%)

Ab+ = HURERtE, Ab- = FikEaME

H ERER (BREOELR)

E:WThroh 7Y —REETAEESEZ 2EMERRA L HRE L. Y¥Zr73) —konT 1
LT L,

HL CDP870 HLAERHE & 1341 CDP870 HiAIREEAS 2.4 units/mL #B. HT CDP870 HARERHE & 331 CDP870 Hifki fe
2.4 units/mL R & EFZ LT,

VPRBYHE B CEEENEH L-AEERT, BESNERLBEQEEE CHE L,

DRBYMEE L THRREL ORRBEALTH L-EEERIT. BEShEBELRVEREE THELE, 18
BRELOREBGS BEARL) X TRELLBEERL) 2HEIR-AFESSY MBHERL] EHELE,
E7o, BRBRELORRBEERS Ebbibunxiny) |, TB2LEEHY ] . TBEOMEELY | XX
(BEHD ) LHEIhEAEERLY BEHY ) LHELE,

Table 8.1:24 (5.3.53.7) X v 5|

EIPRER TI3Pt CDP870 FLiE DS BRE & 72 o 1= B E NI\ 7=, HT CDP870 HLik D A &R D
BEEROBITIITOR o, ZOMITIIEBARR TERIN TE I ROETGRRS,

(2) HBHEER

1 CDP870 HLRMEAS 2.4 units/mL % B X 72356 %2 B, 2.4 units/mL LA FOREERRME S HEL
Teo BBTHREMMITTII, A7V —= U JBORECTHRMETH > -HBRFIZILH LB L &
2LlTz, REBFEMOETIIMBREGEBLL. ZhicX Y., HLCOPST0HMAEICEHL, X7V —=
YITRELTTHBE L SNTWERERBBD Lz, /-, BT —F_—2 21k, o4
DEFFFAERBROVIEKEERIC, H1CDPS70 AR BMEThH o I HBRELEH TS, 45T,
E HIT 11 DL CDP870 FLikEBH: DERE MRER S, &K SCS DELMMIT ORI RIS DT,

CDP870 MFENIE T Z AR RABR TIX, 1,51041F 116 Bl (7.7%) A3HICDP870 HUiAREEME L L
T, ASCSOREMBITOMRIZED b, BRARME D ORIEREIZLY 1,510 F% 105 i
(7.0%) THICDP870 ik EMHERE S iz, MTXPFRBID L 2 RS L2354, 1,399 il 91 4
(6.5%) BARZV—=VI7RERLVFAKBEL o7, £2.742-521%, BIHET 5 KR
AER TdH HCDP870-011 3BR. CDP870-014 3RBk. CDP870-027 3B & (RCDP870-050 Bk T
CDP870 Lk & 22 o - HBRE DR SHNDOERNTH 5,
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# 2.7.4.2-52  Hi CDP870 FLikEEME D #kER A D EH—CDP870-011 3Bk, CDP870-014 3B,
CDP870-027 3B K U CDP870-050 SRBR—B/M A RA #EBRE4EM

200 mg Q2W? 400 mg 400 mg 400 mg 4 CDP870
+MTX Q2W + MTX | Q4W +MTX Q4w B 5
N=640 N=635 N=12{l N=111 N=1510
CDP870 DfafE
JFMEIC BT 28
HEB O 63 (9.8%) 12 (1.9%) 5 (4.0%) 25 (22.5%) 105 (7.0%)
CDP870 Hi{k5
HOYEERE
A SCS D&zt
T — & FRATICAE
Aanrzin 67 (10.5%) 17 (2.8%) 7 (5.6%) 25 (22.5%) 116 (7.7%)
CDP870 Hii&l5
O EBRE

MTX=2* bk hUF¥— b, QW =2 8RR, Q4W=48RE

¥ : 1 CDP870 Hifk{EAS 2.4 units'mL 2B % 752 M, 2.4 units/mL MU F OB B LHE L,

& : 1238 B OBHRENREROREHIZS D TN,

D400 mg$o 3 EDORBARIC L 35, 200mg QW THRE

Report on Immunogenicity of Certolizumab Pegol (5.3.5.3.12) . CDP870-01138% (5.3.5.1.2) . CDP870-014 3B
(5.3.51.3) . CDP870-027 88 (5.3.5.1.4) K UF CDP870-050 B (5.3.5.1.5) DIARBIEMEE, Supplementary

Table 1 (5.3.5.3.3) X D5IH

7T R RRBRIZI T S CDP870 200 mg 2 3B IR K& U 400 mg 2 ERIFRIR SR TIZ. 24 BB
X TITHL CDP870 FLiE MG & 72 o - BB OBIA 1T, BERER EER CREE Th- -
(CDP870-050 38 : 5.3.5.1.5, CDP870-027 Supplementary Table 6 : 5.3.5.3.3) ,

MEFENOFEEROFMICEL Tit, B NHET S ERMBRBROFUEEESE (116 #)
RIS E D, EEMITTIX. COPST0 BREHDT —Z 2RO LSBT L, T72bb, &
HENTHURBME L 2R o 2 EREIC OV TIL, BONCHERBME S HE S AR L - FEESL
L. BRNCHUEBHE E HE ENTRRUBICRB L-AEER L 20T TEHL, -, Hike
HOEETHoTHBREICBITIAERESLEN LT,

3 2.742-5312, 7T AR RABRTE2CDP870 REH TH LNT-AEEL 2 HCDP870 HilkD
BEIMNE DM EEZ/R LT, HiCDPS70 FKEBME & 72 - - R E TCORFEERORREIL,
BBHEHIERE L VAl (65.5%) T, BHERIERLIE (50.0%) LYV EETH-7=, £7-. HCDP870
NEPBREOEE THoEREDEEERDERRIL68.1% Th o7, REBENEESHY &
HIESN-AEFROREES, BEHERUE (18.1%) T, BHEHERLVET 31.9%) kb
BETH-7m, TROLDT—F Tii, BREEROEZEZEEBELTCWARWVS, T—2hbiE. i
CDP870 LAt L 72 o Th, AESFECREDHEERORBRERBMT 5 2 L3R\ LA
AR INT,
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z 274253 7T ERMBRRICBIT 2 ESRREBFTOHM CDP870 HilkOFERITE L i,
FIHHTZ7 EARNBRBROL COPS70 #EFHOEEEZOBME—E/ A RA EREEM

KOIOTUEBYEHE | BRMOFEBHHE | RO TH
DENCFRERBL | RAURICELRE2E | ~H#ERETES YL
T HBRE BRLUT-gEREH EEL-HREXK
N=116 N=116 N=1394
ggii)%%ﬁ L7k 76 (65.5%) 58 (50.0%) 950 (68.1%)
BEEEY
BREE 60 (51.7%) 40 (34.5%) 771 (55.3%)
Ry 44 (37.9%) 32 (27.6%) 538 (38.6%)
B 9 (7.8%) 5 (4.3%) 114 (8.2%)
RRIEL OBEH VY 37 (31.9%) 21 (18.1%) 467 (33.5%)
EELRAESER 10 (8.6%) 6 (5.2%) 142 (10.2%)
R E-T-FEFS 0 0 3 (0.5%)
Z‘kzdﬁi KESTHE 4 (6.0%) 2 (3.0%) 26 (4.5%)

T AESREREBALERER @REOEHER)

E:WTFh»PON7 Y — TS T2FRE 22U ERR L-REIT, YA F Y —1Z2o0T1IHELT
T L7, i CDP870 HLfAMEAS 2.4 units/mL 2B X 7 BE# B, 2.4 unitymL U FOPS LML EE L,

DRBROYME B CEEESEH L-EEERIT. BLBRVEEEICOLEDE,

D REROBIM 2B U CTHRBENLEE L -AEERIL. ATEMOH SR LHVARERICORS D, BBRE
EOFRRMEGHN TBHERL) . BFOHEERL) Xid M8 : 2L LEEII-ER%E TEERL)
CHIEL, BRBGS Ehbebnihvl . IBE6LEEHY) . HonicBEEHY) . Xt MBE
HH0) LFTHMESNEEEEREY BEHD] LHEL-,

Supplementary Table 1 (5.3.5.3.3) XV 3|H

AEERZ SOCHIKRET LIzB4A. £ CDP870 &R T, —B L THi CDP870 HilklatECd -
TEREBRE L I H1 CDP870 Skt & 72 o - R E DB M ERF LIS T, HERROREER
£TO SOCIZE L TEES 2 WIXMEETH -7z (5.3.5.3.3 @ Supplementary Table 2) . Btk L 72
STHREICB T HAEEFROREFIT, SRIC, BEHERLVEIC, BEHERUE LD
SETH o7,

77 B R XRRBRICISIT 24 CDP870 # 5BV T, SAE OFBR|L, Hi CDP870 HiikEE
&I2 o T AEBRE TOBMERIERIR T (HIERT : 8.6%, HEH : 52%) . Hi CDP870 Filk skt
EETH o 7EBRE D SAE DFRBE (102%) LBLEIL TV (53.53.3 ® Supplementary Table
3) .

4 CDP870 # 58 CTRW b7z SAE % SOCRIICR7-BE. BEETALNEOX., [RiyE
BIUOFERE] . RV (HEERBLOBAABEE] Tho7 (5.3.5.3.3 @ Supplementary
Table3) . [RRPERER LI UFABRIE] D SAE DFEIMKIL, Hi CDPS70 HiikRRE & 72 - - HiBE
TIXBME L 7R DR0A5 3.4%, BEMEL 7o o 72 BE R LIRS 0.9% TH D . i CDP870 FiE ket ¥ &
THoTHRETILI8% Tho7, HBERRBIUREAHEMESE] © SAEIZSWVWTHL., #H
CDP870 HUERBME L 72 o e BB OBME L 72 DRIDOREIAEDS (P CDP870 HLEEMBME L 72 B /i
3.4%, 1 CDPS70 HLIEMBME & 22 o TR E LIS : 0%) . H1 CDPST0 Filk D £ E Th o7
wERE (14%) LV bEETH-T-,

Eo, T EARKNBRRD CDP870 R EH DT —# %, RBRHIB T OV DOREATH
CDP870 FLik DB & 7 o 7 #5BRE & . i CDPS7T0 A RRHMEDF F Th o HBREFIC OV T,
72U —RNZEH L7z, £ CDP870 B ERETIX. 1 CDPS70 LA M & 72 - 1o BB E 12 B W
T. JLCDPS70 il REMED T E TH o T HBRFIZH R, HBEFESR (B : 793%. Btk :
68.1%) RUBEEDH Y LHEINZHEEFER (B : 422%, B 33.5%) ORBREREHETH
o7 (5%%#B2 D) , 2CDPSTOBREHIIRBITHAEESES, SAE, BEICE-HHERES. KO
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RRPICE - EBRORBEREIL, 5L CDP870 HilAN B & 72 - =883 L 1 CDP870 Hifk
BEMDOEE Th - - HBRE THEIL T (5.3.53.3 ® Supplementary Table 5 R U%HE 1) .

% CDP870 i GBI BT 2 HEEL % SOC I RIZEE . HL CDP870 Hifk BBz 72 o - BkBR .
FECTORBEEN, JLCDPSTOMENREMDOFT I ThHoHEREDEBRELVEMETH-o (5%
ZEZD) b0, [2FEERBLURERFEE] (B4 : 224%. B : 132%. UUFRIE) .
(P 2e. MIsids K UWEHRRES)  (14.7%. 7.5%) . RO, [REB L O FHRGREE

(21.6%. 11.1%) THh-o7= (5.3.5.3.3 ® Supplementary Table 6 R UMTEE 1) .

(3) HCDPSTO MBFEDEEINNDEEERDERRUVLEN LIS

ERR SN DT T & 5 BRAER THL CDP870 Hiik A Bk & 7o o = R E I D A2 v o T (3L
IZH 8%) ., ENRRCTOARAEEFRORBARIL, BUHERENH-BAXIZFORTEWMESRTR L,
AR OGS IIAEBEAI CTEVWVESZ R Lz, ERARUHEARRIEIZ, SAE ORBEEIFEALEIL
TR, FiEOFELIIBEEREN o7z, BITOKR. 288, Hi CDPS70 Fiik+ BRI L7-1%
2, BRHICERDO D 28EEROEMIALNR T,

BN RR T OB ORI, FIRFTFORBRERE TH o7, 2B, BEWIZH CDP870
FUERBME L o= BRE TIX, 2FEERBIUCRERFEE] (SOC) RV (HEBI UK
THAREFEE] (SOC) DHEEERN, K% E TH CDP870 HiE NI TH - I HBRFICH L L
oz, TOEIL. TEBTORBENTT I 51T, H1 CDPS70 FLikBRME L 72 AR HEEICA L
TWeEEZDBND,

27422 BAEEEROXEIZ L HHH
FETH], SAE R EDMOBEELRAEERICET 358010 1Z. ENRR TIIERBROBRRBES
HEIC, AR TILS535321R L, 2B, ARBROFEDO—EHFIT53.53.1 1R LT,
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2.7.43 EREK R EE 0 5

EARNENO RATBREEA TR ON-ZE L WVEERBREMERY (CTCAEver3 DZ L — K3
X7 v—F4) &, MRFHORE., MEECEORE. RUACHE FIEEHER O dsDNA
PiE) ORETEHL,

ENRRON—ZFA VBT —%, XR—254 VBT —E P LOE[LBROKZERIT. ThELD
BRAEREEITR L., £, A LBARBRICBIT 3 RX—2 T4 VT~ b OELE
. &1 OBEERHIR L,

MRFER R MR AECFER) T A —Z ICBIT BRI EROL A FREDH 2 BEICET 3
M HEBRERNOEBRIL, 27421 5AOEET IRV TR o5 o TiTo7-, BEEREERRE
EERERUVRBRITLECESZEABIZOWTOERIT, 5.3.532I1IC8EH L,

2.7.4.31 ERFER
2.7.4.3.1.1 M#FEFHRE

BIE L7 MiRFER/ T A—2 1%, KRR, ~ESuey, ~<r7 ) v b, /MR, BBk,
HFHER, U Lo8BR, BEER, IR, RUMPEER ThH -7, £/, BHEES b o R 75 2+
VEEE @PTT) RO v b v UER (PT) OBRIELIT- 2,

ERNOT 7 ERRBRRTIL, 2 TOHREHIIBNT, N—X T4 VEOMEZEN S A —F
OEHEITETCEEHANTH-7- (5.3.5.1.8 DF 14.3-12 K UE 14.3-13, 53.5.1.7 DF 143-12
kU 14.3-13) , 2 TORER, BEHZBL T, R—2A 54 VEZBITAKRMEK, ~F/ e
V. RO b2 ) v NOFEHEEZEHROTIEDTHY . BHEAENHEROBEEATRLND
fAm e —E,L T\, "= T A VEEOEHM/IREL, EEGEO BN TH -7,

RBEHRDPVTHPORFRT, MRFHNNRTA—F T/ —RF3XET L —F40ELVWEE
E2S 1 BILA LR b =48R E O—E % 5.3.5.3.7 @ Listing 15.1:7 {2 UL L 7=,

T ERABRRTREINEZETOMBEN T A—FDIH, R—XF5 4 VEELUBICZE L
WEEE (FL—F3XE7v—F4) BEBHLNEDE, ~EZS2 RN VoSERkO% 18
DHETHY, WTNDFED, X—RX T4 VEHEE» SRR I/ v— F3DEEICESH L
ebDTHoT (R2.743-1) . 2CDPR70HREREL 7T RB L ORI, ZLLLEERHE~D
ZALIZ DWW TIIERERMICE RO H 5 Z1358» b, £CDP870 58RI L EEERMICELR D &
BEFH NPT (53.53.7DTable9.1:1) .

ENOFERARICEIT 22 CDPS7T0 BREFETIT. WIFNADOMKEFNNRT A —ZIZEL, N
— AT A URHEEND 7L — R 3 DEE~OEBZ R LI HBRE DA 36 (06%) . X—RF
A VRREEFERENDI S L— F3DEE~DOEBHZ R LI-HREN 246 (04%) HoTr
(53.53.7 @ Table 9.1:3) , 7V —F 3 DIEE~DEBRLLNENRT A—F T, ~ES O,
HHER, RUML/MRTH -7,



& 27431 77 ERARBRBRICEBVO TIEFH AT A—FOELVREE (FL— F3XESV— K 4) ~OEBFIOERN—BAAERE

£H
7R 4 CDP870 # 5-8%
R ABHIR P IC R b & N=191 N=355
Lz L—F _N—2F A (n[%]) _R—2RF A (n[%])
fE&fE FHEEGRER P e A HYEEFEEEA i

RELBH 7 L— K 3 DIEE 6 (3.1%) 0 0 8 (2.3%) 0 0
~NESarr 7 L—F 3 OIIE 4(2.1%) 0 0 6 (1.7%) 0 0
(kg/m)

Y 735k (10°/L) 7L — 3 DI&fE 2(1.0%) 0 0 2 (0.6%) 0 0

& N2 T A VFEOFRIZERREEOEMEGEE 2 AV TIT o7z, ARITIE, N—2T7 A VBLUEO (T2bb, REBBEBCERLE) ELVWREBHEOLEENLE,

Table 9.1:1 (53.5.3.7) Lv5H

VYEY L2YX 413

HEEWUE v.LT

161 abed
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2.7.431.2 MmEECFRE

BIE L MBREMFEN AT A=, FrITA HYTL, Ju—L, BHLVIY LA, Hig
VUBE, JVva—R, JVT7F=r, REE 8ERA, TA7 I, ALP, GGT. AST. ALT,
YAy VT FUFT—E, MPREBERE, BD-I NIy, ROV T ALESHURE KL-6
Thoi,

KL-6 DF —# |22\ Tk 2.74.2.1.5 (1) 11) i) TEZEL., KL-6 DML, 5.3.53.14
IR LTz, B-D-ZNVH DT —Fi%, £143-12 (53.5.1.7) KUK 143-12 (53.5.1.8) 1Zindk
LTRY, BIMEOHEEESROWVTIZ2.742.151 (1) TELELT-,

ETOREHIZBNT, 1FEAEDOMREENRTA—FZDOR—R5 1 VEEOEREITERE
#MWEARICH -7 (5.3.5.1.7 DK 14.3-12 R U 14.3-13, 5.3.5.1.8 DF 14.3-12 R UE 143-13)
GGT & N A —ADFEN—R T4 AEH, WL OPOREGFRETEREGFHO LR 2 b h
BTN, PREIIEEGHNICH -2 &0 b, RECEBVES@ER. EFoAnEC &
BH0EEZ LN,

RBRHE P VT NHORAT, MRAELFR R A—FIZ/ VL —RIX ISV —F40ELWN
HEED 1R LED b/ HREDO—ES, 53.53.7 DListing 15.1:8 I L7=, BLVEE
BEA~DEDBED DN ENFEN T A—F E2RK2T432R Lz, FL— R3IDIEESRLE
HeBRE DS, 2CDP870 B EHET 26 (0.6%) A bNi-d., FIERETIINTHRONRT A—F |z
DNTHBD OB, o, WTRDOARTA—=FITONTEH, R—XS54 VML T L —
K3 ORE~OEDERBD bNIZHREDOENEGIX., 7T B REDOF TLCDPST0 B STV L E
S 7 ERED 1T, REBIZONWT, X=X T A VEBE»S 7L — F 4 OBHE~DE(
D3RR b7z, FCDP8T0 X EHMICERRIICE®ROH 2 EIIR b h > 7 (53.53.7 DTable
9.1:2) .

ERNOFEHRFAERICEIT 52 CDPSTO B EBTERD b, MIEALER T A—FDE L
BEETRT V= F~OEHE, R—X 7 VERENSLOLTHN 16 (02%) . R—RF A
REECYEMERRBAP D D DD 2881 (5.7%) . R—R T4 VEEBED S OLEIN 256 (5.1%) T
HoTc (535370 Table9.1:4) , THHDRERIT., 7S ERAGRRBREFETH -T2,



# 27432 7 EARNBRBICBODTMKELENRTA—FZOELWREE (FLv—F3XiZZv—F4) ~OTBHOBEN—B A A5

HEM
VA 4 4 CDP870 ¥ 53¢
RSNy AEBRHR PIC R b N=191 N=355
BlLEZIL—F _R—2F A (n[%]) N—2F A (n[%])
fE&fE EYEEGEE AN il fEAiE A YEERREN  BfE

RELEH) 7 L—F 3 OIE(HE 0 0 0 1(0.3%) 1(0.3%) 0

7V —F3DOEE 0 13(6.8%) 18(9.4%) 0 32(9.0%) 27(7.6%)

ZL— K4 DEE 0 0 1(0.5%) 0 0 1(0.3%)
AST T —RF30EE 0 1(0.5%) 0 0 0 1(0.3%)
ALT 7' V— R 3 OEE 0 1(0.5%) 0 0 0 2(0.6%)
GGT 7L — 3 OEE 0 0 4(2.1%) 0 1(0.3%) 3(0.8%)
WH NN 7Vv—F3OEE 0 0 1(0.5%) 0 0 0
Za—R 71— K3 DOEE 0 3(1.6%) 8(4.2%) 0 0 8(2.3%)
F R UL 7' L— R 3 DIEfE 0 0 0 0 1(0.3%) 0
J1) A 7' L— K 3 OE(HE 0 0 0 1(0.3%) 0 )
R ZL—R3O5EE 0 9(4.7%) 5(2.6%) 0 30(8.5%) 13(3.7%)

FL— K405 E 0 0 1(0.5%) 0 0 1(0.3%)
2VF7FUoExF—Y | FL—R30EE 0 0 0 0 1(0.3%) 0

MEY L2704 1UF

HSEHUY v'.LT

AST=T ARG RUVBT I/ MGV AT 25 —¥, ALT=7 520 TI) 9 AT729—¥, GGT=y-INFIN I T RAT2TF—F
Table 9.1:2 (5.3.5.3.7) LY 3iH

661 ebed
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2.7.431.3 B2k
H ORI BT 2R ERIZ OV T 27421513 28RO L,

B SHARIE THAED 1 B ERS b REO—EE 53.53.7 1T Lz,

() B

EADOHE L7277 R BRBRIZEBV T, £CDP870 S TIZ, N—R5 1 VENLE 24
B, B/ Hibskbikr, IR LSMBHRERNRE TORBREOZEIC, BEMIIERDOH
LEMIH LN (R2.74.3-3) . CDP870 # 5B D L#: Tid. CDP870 100 mg 2 B/
BREMT, RELRFBAGIEEZT LEEREOFH S OBERE Lo 1288, EFARNDS 2N,
O RIMEEICHR T 2 LENH 5,

R—=R T4 VOGS ENEEEGEEN TH ERED S L, U BRUEK,/ |
IESRBERFICRE RSB Z R LR EOBIAIX, £ CDPST0 REEL /S ERBECRE TH- =
(% 2438—CDP870 : 7.6% [2061] . 7T &R :93% [441] ; Bi&/ ik kprsE—CDPS70 :
74% [2661] . 7FER :8.0% [1561] ) , REMBHFFAERRBEEZIT, £ CDP870 58T
BEF 182% (641) BRERAMEZFLICORH L, 7T ERBED 17 FIRTERBD bhiboTz,

ENOFERRR T, BEREBEOR—25 4 ENLOEIZE L, BEEMICEERNIC
BWRoObAEIBD NN o7 (53.53.70 Table 14.1:2)



# 27433 77 2RARNBRBRICBITABHREDOR—2F 14 VNSO OEL—B RKAEBREER

AN CDP870 100 mg” Q2W | CDP870 200 mg” Q2w CDP870 400 mg Q4W 4z CDP870 1% 58
R—2F A B N R G A B =R G A B N2 T A R—R T A FF
7 A— )
7TA=S | RREORE (0 %)) (0 (%) (0 (%) (0 [%) (0 [%)
EEn | BE N | B% N | RY Bl | BE Ewen | R¥
ANA n=43 n=51] n=148 n=65 n=264
. B 15 1 22 66 2 38 1 126 3
5 24 H—HTE (34.9%) (2.3%) (43.1%) 0 (44.6%) (1.4%) (58.5%) (1.5%) (47.7%) (1.1%)
55 24— 4 23 6 23 11 69 3 23 20 115
i 9.3%) (53.5%) (11.8%) (45.1%) (7.4%) (46.6%) (4.6%) (35.4%) (7.6%) (43.6%)
n=187 n=72 n=195 =85 n=352
Bk / w1k ey — 73 6 33 1 87 4 52 1 172 6
PN (39.0%) (3.2%) (45.8%) (1.4%) (44.6%) (2.1%) (61.2%) (1.2%) (48.9%) (1.7%)
Bl o Ak el rg— 15 93 9 29 14 90 3 29 26 148
By (8.0%) (49.7%) (12.5%) (40.3%) (7.2%) (46.2%) (3.5%) (34.1%) (7.4%) (42.0%)
n=17 n=7 n=17 n=9 n=33
. 8 1 4 7 1 8 19 1
SFU R—Z:ittpy @.1%) | G9% | (57.1%) 0 @12%) | 9% | (88.9%) 0 67.6%) | (3.0%)
e 8 2 1 4 5 1 6 7
SFU R — 2% 0 (47.1%) (28.6%) (14.3%) (23.5%) (29.4%) 0 (11.1%) (18.2%) (21.2%)

ANA = HilgfifE, SFU =R BRI RE. QW =2BRIKR. Q4w =4 AR
BN RTA VL TFEOKRREORE TF— 2 OELNHRER LR L,
& PUEHRE L, AIRAEER 40 (R 2 8N, 0B L2 BEE L.

9 CDP870 200 mg Q2WiZ X 5 3 Bl Bss B 5.1%

5 CDP870 400 mg Q2WiZ X 5 3 Bl B B 51%

Table 14.1:1 (5.3.5.3.7) LV B|H

AMEY 22013

HSEHUE v/ T

Loz sbed
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(2) HZFEH DNA ik
EAOHE SN TR RRRICEIT 52CDP870 BEHE T, X—RX T4 VEENDE 24
B, B/ IERBERE, I3RS BIRE M ¥ TOH ZASDNAYIE (FidsDNAFE)
DEALIZ, BRIICERD H 2 BEMITRD bl ols (R2743-4) , N—R T4 VB
ERLIEEREINZILA LA ONT, o, RBRPICHMEL Ro-HBRELVTROBRERTY
FEA Mo,

ENOF FERBERRICB N T, RBRFITH dsDNAFIERBME L 2 o EBHRFIZIZ LA E Ao
(535370 Table 14.1:2) , HERRROE RBEETITBMELE 2o 9BD 55, 74
CDP870 200 mg 2 #EFHIFR#H 58, 2 #lix CDP870 400 mg 4 EREIRIR EHOHHRE CH o=, FES
BRABROE 2438I213, CDP870200 mg 2 BRIRHRESH CREIC 1 FINBM L 2o, 7=, SR
RBERORMK,/ P ILREERICEE Ch o 72 11611k, 95125 CDP870 200 mg 2 BREIFGHR- 58, 2 Fl8
CDP870 400 mg 4 BRIFRI SHOHERE TH - 7=,



# 27434 7753 2RAANBRBRICBIT 25 dsDNAFEDR—R 5 1 VBN D DEL—BAAEREER

7R CDP870 100 mg” Q2W | CDP870 200 mg” Q2W CDP870 400 mg Q4W 4 CDP870 & 5.8
5 R N—=RFA W N=R T A N—RTA W N—=R T A B N=RT A B
7AS | RBRTORE (n [%)) (n [%)) @ [%)) (a [%]) (0 [%))
e | B B | B ’ | B e | B B | B
Hi dsDNA n=43 n=51 =148 n=65 =264
Witk % 24 B—FaE 4] 0 49 1 144 1 65 0 258 2
(95.3%) (96.1%) (2.0%) (97.3%) 0.7%) (100.0%) (97.7%) (0.8%)
5 24 B—B% 2 0 0 1 2 1 0 0 2 2
(4.7%) (2.0%) (1.4%) (0.7%) (0.8%) (0.8%)
n=187 n=72 n=195 n=85 n=352
B, Ak B — 182 1 70 1 188 1 85 0 343 2
Rt (97.3%) (0.5%) (97.2%) (1.4%) (96.4%) (0.5%) (100.0%) (97.4%) (0.6%)
B/ b SR — 3 1 0 1 3 3 0 0 3 4
BE i (1.6%) 0.5%) (1.4%) (1.5%) (1.5%) (0.9%) (1.1%)
n=17 n=7 n=17 n= n=33
SFU Bs—faitk 17 0 7 0 16 0 8 0 31 0
(100.0%) (100.0%) (94.1%) (88.9%) (93.9%)
SFU B—p5t: 1 1 1 1
0 0 0 0 0 (5.9%) (11.1%) 0 (.0%) (3.0%)

dsDNA = AT A4 % ) A%k, SFU =LZ&MBWHERE, QW =28/, Q4w =4:8/F
. R_R—RT5 A R E FEXREROHE TF— 7 OB LA ERERE T L,

I : ¥ dsDNA HUiEfEiL, FHRMAER 0BT, UIBREREREIZL Y 21UmL LT OHA M, FAIREEN 2048, TRREBRERECLY RIUMLBOEE %R
Btk & Uiz,

9 CDP870 200 mg Q2WiZ L 5 3 ElDBsa R 5.1%
 CDP870 400 mg Q2WiZ & % 3 H DBtk R 5%
Table 14.1:1 (5.3.5.3.7) kv 3iH

MEY L2XN4UF

HEEMYE viT

€0z sbed
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(3) HEhG—ERRUER

CDP870 D &Iz XV, BEZRBFUEFMA M. ik ds-DNA FLiEBHLD Y X 7 ot s 5
niehotz,

2.7.4.3.2 &5 TORKHER

CDP870-004 388k, CDP870-011 75k, CDP870-014 328k, CDP870-027 3B & U} CDP870-050 &
BROORBRBRET — 2 2HE L TR Lz, EERBIB (CDP870-004 EERDIES MR, It
NZIEERABR TH 5 CDP870-015 RER. CDP870-028 32} (X CDP870-051 BRER % 51p) M E
TeBRRRET —# LA L TR L7z, PHA-001 3RER % 1% CDP870-002 RER DEGFRIRE T — & 11F
A¥TITR L,

2.7.4.3.2.1 MEFHRE

WARBROEMNIT, ERAITR—R T4 VERIZBIT R0, ~ES/e RO~ b7 Y v
FMEDTHY, BUEREMRBOBREEATRONAZERME —HKL TV, WTFRLOBRESRZ
BWTHHMER, FPEREVY v RNEROR—R T 1 VEEOEHEIIEEBEGREN TH o=,

ETOREHITBNT, 7 brr B VR, aPTT RUEEBE#L (INR) ON—R 51 B
DEHEITEEFELENTH Y . /MO B EEEGE L Y SETH -7, CDP870 &
TIRIM/MRBOBS AR 6 (1) . ZhRBZE6< . ASREYE L L ToOM/MRD
HEBERB LR THY ., COPST0 B EHRDOBAIT. KESBBLEZLOBRNTHELEL
3D, CDP870BETiX, aPTTORENR 7 T B RHEITHRELBD LI,

ETOREHITBNT, FBIROR—Z T4 VEOEHYEIL, E¥EE R EE- Tz,
CTCAE TELWVWREE (FL—F3XiZ7 L —F4) OEFBEREIILONHh-7, 4 CDP870 #
ST, BREOBRZHRIN 7 R RBEONABTHA L EET I, FEEHL L TH
EINTFBREEOFBEOHEMIA SN2 o7 (5.3.53.3 D Table 8.1:48) . HFELERISINAEID
DT 274215 (2) 6) i) @TEEL,

T EARKBRROT T RERVECDPS70 I EBH TH LN, MKFHI T A—ZDZEL
WEEE (FV—R3XE7Vv—F4) ~OEBZFE 2743508 L, ~EF/ ey, An
HRECM/MEDOE LWEEEE~DOEH N A LN I-HBREOEISIZ. MECEL LT\, Fh
HREOEFELWEFRE~DEBZ OV TYH, CDPS70¥E L S EREEL OMICERMICERD H
BEEIRD N holz, FHRERIZONWTIZ, RZV—=V TEBRUPR—2 5 1 B AUEEEHE
P D, 7L R4 DIEE L 725 4B 3 1 BlZ b (CDP870-004 BB s I/
301) . aPTTIREALTZ L —R3DE LW EREBE~OLENRD bh-HRECE ST, £
CDP870 # 58 (11.4%) TT 7R (64%) LVEETH-7-, LOHLARRE, ZoET,
CDP870 #2377 B AR L LN TIRBROBRBEHM AN 4B THH Z L2 ZEBITANE H DT
2V INRCEH LTV —F3DELWEFRE~OLEEZR LI-EREDE S L. £CDP870
BERE 24%) TT7ERE (08%) IVEETH--,

HEAADHBERAR TIE, aPTTHEIZEAL T, 7 v RBRBROGRICELT 2ERRA LN
TeDZERE, BERNICERO S DERITFED bhizd o7 (5.3.53.3 D Table 9.1:2 & T} Table
9.1:4) ,




K 27435 T7ERRHBRRICBT TOHEFH T A—FDOELVRERE (FL—F3XI7V— F4) ~OFBHFIOEH—HESRA RA
HBREER
7R 4 CDP870 ¢ 5-8%
TS iﬁﬁ,ﬂﬁ%ﬂtﬁc:%%i N—2F A ¥ (n [%]) ~X— 2 74‘/@[%])

BleLE7Vy—=F 1 i el B N i e i
~NES e 7 L— K4 OIEHE 635 1(0.2%) 0 0 1750 4 (0.2%) 0 0

7' L— R 3 O 635 5(0.8%) 0 0 1750 5(0.3%) 1(0.1%) 0
B Bk 7' L— K 3 DIEME 635 0 1(0.2%) 0 1750 1(0.1%) 1 (0.1%) 0
BFHER 7' L— K 4 OIKE 635 0 0 0 1750 0 1(0.1%) 0

7 L— R 3 OE(HE 635 0 1 (0.2%) 0 1750 1(0.1%) 14 (0.8%) 2 (0.1%)
Y NERK 7L — K 3 D& 635 12 (1.9%) 3 (0.5%) 0 1750 14 (0.8%) 4 (0.2%) 0
1/ MR 7 L— K 4 DIEIE 635 0 0 0 1750 0 0 1 (0.1%)

7 L— K 3 DIEIE 635 0 0 1(0.2%) 1750 0 0 0
i;;aﬁ; BYE L gL rsomE | 353 0 1003%) | 1(03%) 729 0 10 (14%) | 3(0.4%)
aPTT 7 V— K3 DEE 353 5 (1.4%) 15(42%) | 3(0.8%) 729 13 (1.8%) | 55(7.5%) 15 (2.1%)
INR 7'V— K3 DORE#E 125 0 0 1(0.8%) 494 0 9 (1.8%) 3 (0.6%)

aPTT =iEMEALER D b R 75 AF U BER, INR =FEEsEusty

&7 ha s U R OEECES F e R T X F BRI, CDP870-011, CDP870-014, & TF CDP870-050 3REk CHIE L 7=, INR i CDP870-050 3RER THIE L /.,
Table 9.1:5 (53.5.3.3) LV 5IH

VENY L2204 1UB

HSEHMEE v.T

§0g obed
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274322 Mi&4 L FHRE

TJUV—R3XETV—F4D SV AT IFT—PRELZRBE LEFE X OBBREIZOWVTI,
274215 2) 7) v) TEEL,

2TORGEHIIBWT, "—X T4 VEDAST, ALT, GGT. ALP, ULV, AL T A,
Tna—Z FRIVA RUOSY 7 AOEHEIEEEGEAN TH -7, 75 RABREO
T7ERHERUCECDPSI0 B EHTLH LN, BELVEEHE (FL—F3XIZv—F4) ~o
EEZ 3 2.743-6ICEH LT,

MRAEMFENRFZ A —ZICELTE LW REERE~OLEEEARD b2 gRFEOBIESIT. Wi
THELE LTz, £ CDPS70 REETIZ, 0.1% Q#)) DOFERET, ALPIZZLV—F3IDRES
BE~OEBHRRDENTZN, 7T ERETALP ODRESHE~OEEIL LN Tr,

16T, BEELROIFBULOC Y AU EEEEZESTZ, 7V — V3 OFFEERRE NFE
L7z, Hiz#kBE (CDP870-028 REr0#RE M/ 014) ofkix, 53532l LE, 75
TARMBHROBE P, BEIAVELVOELVWEESHE (F/L—F3XIFLv— F4) ~0EH
iX. £ CDP870 & 58, 77 EARHOWVWTRIZBWVWTHRED ORI o7 (53.53.3 D Table
9.1:11) .

BAOEERBRRICIBVT, MIEELFENRT A —Z IZBERIZERO L 2EMIIERD S h
27 (5.3.5.3.3 ® Table 9.1:8 & T} Table 9.1:10) .,



£ 2743-6 77 ERABARICBV TIMKRAENMFENNRTG A—FOELNREME (FL—F3XXT7L— K 4) ~OEBHOEN—IENRA
RA thBRE £
BB i _ TIEw & CDP870 5.8
NG RA—H bELLEZSL N—RIA /g(;g[é‘]) “\~?<7/f/£§é?]ﬁ)
—F N fE A ﬁr,'; T N e gﬁ;fl% i
AST 7 V— 308 | 635 0 1 (0.2%) 2 (0.3%) 1750 0 9 (0.5%) 5 (0.3%)
Z7V— R4 OEE 635 0 1(0.2%) 0 1750 0 0 0
ALT 7 U—F3DREME 635 0 3 (0.5%) 4 (0.6%) 1750 0 11 (0.6%) 14 (0.8%)
71— RF4ORHE 635 0 1(0.2%) 0 1750 0 0 0
GGT 7 L—RK30ORE 635 0 2 (0.3%) 14 (2.2%) 1750 0 6 (0.3%) 20 (1.1%)
TV— K4 DEE 635 0 0 0 1750 0 0 1(0.1%)
ALP 71— R 3ORE 635 0 0 0 1750 0 0 2 (0.1%)
BHNT TN | T L—F4DEHE 635 0 0 0 1750 0 1 (0.1%) 0
7'L— R 3 OEE 635 0 1(0.2%) 0 1750 0 0 1(0.1%)
7V—FK30OHEME 635 0 0 0 1750 0 0 1 (0.1%)
T a— A 7 L— K4 DEIE 635 0 0 0 1750 0 2 (0.1%) 0
7 V— R 3OKE 635 0 0 0 1750 1(0.1%) 1(0.1%) 0
7 L— K305 635 0 4 (0.6%) 8 (1.3%) 1750 1(0.1%) 10 (0.6%) 28 (1.6%)
FThI DA 7 V—F 4 OI&E 635 0 0 0 1750 0 1(0.1%) 0
7 V— R 3DIEE 635 1(0.2%) 3 (0.5%) 0 1750 3 (0.2%) 7 (0.4%) 0
7V—R3ORE 635 0 0 0 1750 0 1(0.1%) 0
7V —F4DRE 635 0 0 0 1750 0 2 (0.1%) 1(0.1%)
VRN 7 V— R 3DE[E 635 0 1(0.2%) 0 1750 0 0 0
7V —R3DEME 635 0 4 (0.6%) 0 1750 0 6 (0.3%) 2(0.1%)
7V — R 40ORE 635 0 0 0 1750 0 1 (0.1%) 0

¥

Table 9.1:11 (5.3.5.3.3) kY 3|8

AST=TANRGHEVBTI ) FF VAT 2F—¥ ALT=T 5= T3 ) bR T725—¥, GGT=y-INEFINIF AT =T —F, ALP=TNVH VKRR T 7 Z—

MEY 22X NN 1UF

HITEHUE v
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274323
1) R

RABREEM 2z L LERBRICB T sl RHEGEIZIT. RBRE. RBRN. RUR
ERFZAT (BFREFEIBELLEZ O TH-72M) Ebo2EBbotz, HEHEK, Tz —.
TAERBIZETAFEMRERIZOWVWTIE, 274215 (2) 3) ITEE L,

N—R T A URACHEIESMA B (160520 L) ThoHRERIZIZ, 7T ERFER
BE T 2&EBH N, TNODOR—HERATEBEFRT L OBELEET A - LIXTE
otz

TR BREROE CDPST0 B EHIZBIT D, R—R T A VENLEK, /P IEREEE TO
PEREORIZ, BEMEROD ZEAITED bR oT, N—2 T 4 L EEOHBEFEN M
28 160 fERTE THh > 722 CDP870 R EBEDOHERE (86861, 49.6%) D H b, KiK.,/ ik kpxhIC
BT, 683 B (78.7%) HSHUAEHUES M 160 fERNM. 130 B (15.0%) 23 160 fELLE 320 fE5RiE.
1561 (1.7%) MB320ELLEE Rz, —FH, TTERFETR—R T A VErOFURHE DM 160
BERBMTH T HRE 35761, 56.2%) Tix, B#& /DI KEERIZIWT, 2784 (77.9%) 73
PuEEHUR M 160 53R, 4161 (11.5%) 23 160 fFLA L 320 fi5skid. 261 (0.6%) 75320500 E
Lo,

L7732 T, R=ZAFA VIRIZHERERRETH - o HBRED 5 LB & R o720,
CDP870 &% 58 T1X 16.7% (145/868 f5) TH oD L, 7T ERETIT 12.0% (43/357 #1)
Tholz, MHEROBREBHAROELZZELIZESE. CDPS70 B EIC & » THEREKBRME LD Y X
7 BT 5 Z & hotn (R2.7437) ,

ERRBOBBEICRBNT, "= T 1 VED LR,/ P IERGR £ TORBREAMOLEL
L., REFERICERNEROH DEZH NPT,

BCHilk

# 2.743-7 77 ERANBRBRICBITIABHREDOR—R 5 £ VP L DBRARELOER—
SR RA B EEH

- N—xTA2
N ’\‘0;;;;9‘/_5# H%‘-G);;; %‘u/r%/ <1:160 1:160 - 1:320 >1:320
n (%)

77 R

635 <1:160 357(562%) | 278(43.8%) | 41 (6.5%) 2(0.3%)
CDP870 200 mg Q2W

640 <1:160 243(38.0%) | 177Q17%) | 52(8.1%) 7 (1.1%)
CDP870 400 mg Q2W

635 <1:160 248(39.1%) | 172(27.1%) | 59 (9.3%) 6 (0.9%)
CDP870 400 mg Q4W

278 <1:160 218 (184%) | 189 (68.0%) | 13 (4.7%) 1(0.4%)
4> CDP870 58

1750 <1:160 868 (49.6%) | 683(39.0%) | 130(74%) | 15(0.9%)

Q2w =2 AR, Q4W =4 Bk
Table 10.1:1 (5.3.5.3.3) L V3|8
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2) HMIAXEDNAImE

A7V ==V TR REMT Y T2 h—FARAH THE IR TV, ZORES AT 35
Fix, A3k CDP870 DRBOBMIIR N LBA L TBL BERH -T2, 2D 44k, &Fn
CDP870 D5 #5177,

T ERMBRBROSTERAL T, X—X T A EEOH dsDNA Fiifflir EEEEEEN TH -
T-HEBREOBIARIZ., 7T ERBET 754%, © CDPR7T0 R G T 782% Th» 7~ (5.3.5.3.3 D Table
10.1:9) , 42 CDP870 #EBIZIR VT, X—R T A4 VEEDH dsDNA HLifi A EUEE EFRD 2 fE5R
WMTHoTHBRE (1,36961) D055, B304 22%) TEREE~DOLE( (B ik kb
TR WT, EHEME RO 2 500 E 4 f5REH, XIXEEEERO 4Z0ULE) 3B D bhlz

(5.3.5.3.3 ® Table 10.1:2) ,

R—=R T A VBN DBRREILEE RIZHEE, N—AT7A VERICEEE RO 2ERETH-
7= HLdsDNATUEM A, WO R T2 0 E 45RM,. XX 43 EICB{L L-#BEDH
BiX, 7 ERHTECOPRIOTREH I VIRETH-o - (k2.743-8) .

FEERABRYIBICE L TiX, B/ IEKBRFHZ BT 2 dsDNA Hifk T — Z O RBIBRETD
BEBETLHLNZD (7.8~21.0%) . BEEOHSHRLEEBIXITE 0o 7 (5.3.5.3.3 D Table
10.1:4) .

#& 27438 TS5 ERARABRIZEIT B35 dsDNA FEDR— 2 5 4 VEEN D DRERE(LD
EH—ENARA RA BBREEN

- REEEFE
N /\‘@;2;;9‘/_% ﬂi’—f@;;; ‘;%/ <2XULN |22to<4xULN| >4xULN
n (%)

TR

635 <2x ULN 479 (75.4%) | 369 (58.1%) 3 (0.5%) 2 (0.3%)
CDP870 200 mg Q2W

640 <2 x ULN 507(792%) | 449 (70.2%) 4 (0.6%) 8 (1.3%)
CDP870 400 mg Q2W

635 <2 x ULN 490 (772%) | 432 (68.0%) 2 (03%) 10 (1.6%)
CDP870 400 mg Q4W

278 <2x ULN 191 (68.7%) | 123 (44.2%) 4 (1.4%) 0
4 CDP870 & 5.8

1750 <2 x ULN 1369 (782%) | 1175(671%) | 12 (0.7%) 18 (1.0%)

Q2W =2 BRHE. Q4W=41BMM. ULN=ZHEM[E (%) LR
Table 10.1:2 (5.3.5.3.3) XV 3|H

3) BChfk-ERRUVER

RAHBREEFZ IR L Lz 7T 2 RRBRBRIZEB VT, CDP870 1%, HZH AR UHL dsDNA
A ZE0HCHREOTRICEE L 2 E2 bR,
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2.74.3.24 JE#E D CDP870-077 ER

CDP870-077 RBRIZ BT 2 MIRFEN R CMIEELEHART A —FZDELVEEHE (FL—F3
XiZZVv—F4) [ZBL, CDP870FE L 7 TR L ORNCERINCERDH HEITA LN )
o7z (53.5.1.6) . thOMEARBRLIZIRALY, ZORRTIIEEZAEL-, CDPST0E TR L
AT a— VR UKL EIEEIEMMAED S-S, MoOTNFRERIZCET A X cHE SN
HMRE—HTHEDTHo7,

2.7.4.33 BRREEOFMCET IERRUER

EN LR L Oz, MKFENROMEREER T A —FZDELWEHE (CTCAE
ver.3 D7 L— R3IXFIZV—F4) ZBELTEERMICERDOHDZETHZ NPT, E6HIT,
CDPR70# 2 77 AR E ORICB W T HERMIZERDOH B EITZBD N o7,

aPTT (ZBT 2ARROT—FIZB L. 7S ERELD CDP870 BT BREENALNT,
LaL, BBEETHEEZITo>HEA. CDPS7T0RENE LW B EICEE T S WitiiEn &
R bilz, PEGITLY aPTT 7 v A BTEHE2ZIT5 Z LIBT3 XMRE AT —%
(5.3.5.3.13 @ Cimzia Coagulation Expert Report) % #f¥ CEE$ 5 &, CDP870 2% aPTT iZxt LE&
RENCEROH DEBELR IRV ERRBREINT, ZOMEICOWVTIE, 2.742.1.5 (2) 6)
BHIZBWT, HIEOREBRIZOWT, FHICEELTEY., aPTTHER LI-EFAOBEML
HHNTWRW, LLEX Y, CDP870 DH &R, £EE/ T A—ZiZx L, BERME®ROHIEE
e BAE RIETRRERIEVNEE 2 BT,

CDP870 512 & » T, HiEhiik Ao R E Kk U dsDNA FLEDBMELD VY 2 7 OBMNiZERD
BV T,



L MYXTT RN 2.7.4 BEMRSH Page 211

27.4.4 NAZNYA Y, BEHFRRRUREHICEET SHhOBBEE

AE T, BRNRUBARBRICBIT 311 03> (E, IRaE. R ROER) |
LER, ROELOhORLMEFEER (FENRERVEE) OBRZRLE, Zhb ORI
B2 OIBREREEIER L TV D, BERAEBEEAOT —F132.74510HITFR L,

2.7.4.41 NLENYAL Y

EARWEANOT 7R RRBRTIE, BEGIEREBDOAS INY A VIZBEREBICERD B
AEIZA LT, BEMLERMBED DN o7 (5.3.5.1.7 DFE 143-17, 5.3.5.1.8 D3 14.3-
17. 5.3.53.3 @ Table 13.1:22, {8 1) .

CDP870 B T 7 EARBICL_NTHMESFEERL LTEBEShD, BARRICH
WT, R—=RT7 A VEORMEDEFEOHEENICELNEL(LEZBMBENR L, £/, fixD
BERENZ, R—=X T A VENPLOMEELEZEBMBIT L., B0ERE) X713, R—XF
A VEOBNEDCBEEROAEIZEL 54, CDP870 DREIZ LS MIA LN D -, IUHE
HERIRMEDOR—X 74 VBN S OFHELBITEBH T/hEL, Z0IFE A EORIERR
TIERTEMIIH Y, BHEZOBEMBICEERMICERD H 2 REFNRERIIIED Do Te
(5.3.5.3.3 @ Table 13.1:3) ,

BARBROET —F b, MENR—ELL EEML-REOCEE BB L. 2.742.15
(2) 4) TEELF, MEEBELEFESES L LTHEISNAES0EE ORIIC, HEBRZRIZA2W
tEZOND,

27442 DER

EAE BN RBRORFNLERT —F BT 2R ERIT, TV 22—V SIZHRMN LIZ&TE
RAEgEEIREE I TS,

EHNRBETIL, DEREFEN 3HNCHEBE Lz, 14liX, CDP870 200 mg 2 &R 58 O iEH]
THEESERECTEMCIXVIRRE L ORRBERS TEPb5Eb0nxin] LHESRE, OE
K QTHERDAEFERTH o7, HBREIXEERET, BRICHTIHEERIERS R o72, QT
EROFERIL, MBEMAETERZVEMICILIVEHRINZLOTH D, ZOHBREIL. CDP870-
041 RBARDR—ZF A VEFIZROBAEREZRAL T\ - ) U~FORER L LT MTX, EE,
EOEvaxiy 7, BROFBRHELTCTZ7EFIU, AV IAUFOFHRAE LTY VB
TAZIEN, RUEREAOBERE LTeX Y RAael Py (5351 70—&%162-7) .
T EAREED 1 fliT, BEEESBRECERMICLVIBREL T BZOoBEERL] LHEEShTE,
DENTEREBRRDOFEEFL Tho7t, HBREREE L, FRICHTAEEIIEREI N2
7. FERBAMICHE SN/ 161X, CDP870 400mg 4 BRI S8 THRE L - LEX TR
DEFITH oz, BROEEEIIRE T, EMORRBGRIEME (EbbE b2\ Tho
oo FHROEFIT MR T, FRIZHTIERIIER SR o7, ZROEEOFHFEMIHON
TiX. Table 8.1:7 R U* Table 8.1.19 (5.3.5.3.7) W MNZ Listing 15.1:1 (5.3.5.3.7) ZUN&#E L 7=,

HEARBRTIE. BERMNICEROD D LEREEN 7 FITHEB LT-, CDP870-004 3RERD 1 fillX,
—EHERYBICATEOERLE RT LERTEGENE LN, BEOTFREMENEE TE RN o7,
CDP870-014 B2 TiX. MTX #£ T CDP870 400 mg 4 @RIMR#R5 %2 T -5+ T/
1006 T, BBERMICEKROH D LERERENE 4 BICHE SN, AERIT, % B, ABELER
DOEFEESL L THEINR, BREL TBhEHEZR L] SRIEShT-, CDP870-015 RBRITFEH
RRTHY ., HBRELSHIH CDP70 400 mg 4 ERIRHE S +Z137-, —oRBix. #52EZH/
1078 IZHAEID LEMHBAFENRR L., Effick ., (BFo<BEERL] LHEESNT, #
HI/ 1099 Tik, #ERET LLER Lo PR EREMN] L EEINZEEELR), CDP870
OFEERED 539 B (BELEOHE 28 A%) K@ESN-, AFHRE T, 3 » ARICEBRE
pogEEgrgEsn, %5% I 1088 <% BEntEUERICEELELEREESE
s28cREBR L7z, HREI 1130 T3, DRED SAE ICBE L DEREENE 52 BICk
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gL, wns/ 1150 T SRR R CEE L TRALT B v 2 2R T OERFR
BFRD B, DIEN—RZAA— I —DBAZRIT 72,

#B5TCDP870 % 200 mg® B TR EFDOLERT —F 238 5 7= DIZCDP870-004 B D 2
THY (535.1.1) . 41 BIHE 0, 4 KU 83BIZCDP870 200 mgD 5% Z )7, LBRF— &3
LER I N T DOMORARRIL, CDP870400 mg 4 AR FIZL 26D TH o, LERT—FT
X, BANCLAFEMED LBV, WESNZRABREERAICBWVWTRES T3 —ViXR LN
ehole, QTez L LEBN EDORRT — # 1B ORBRELEFA TIINE SN TE LT, QTeat
RSN DITRBREAERNZR L LI 1RBROAZTHY (PHA-024 B : 53.33.1) . O
1%2.7.4.5.10.10 (5) EIZR LTz,

27443 FOOREHFMIER
BARVCERNOWTHRORRIZBWTY, CDPR70 R EICT LD, BERMBRERRAECHEICR
TAHBRKMIZERO D DEEIIRD N o= (5.3.5.1.7 D% 14.3-17, 53.5.1.8 DF 143-17
EOVENRBOEIRRBIEREE) |

ZEALDORBRTIL, BRNICEROS 2 HEFRZEEEFRL LTERTARZ LITRSTWY
iz, TNODF—FDERIX2T42DEY T 3 VIR LE,

27444 FEHtE D CDP870-077 RER

CDP870-077 REATlX, /SA ZNHP A B LT, CDP870RE L 7T REE L ORICEKRMICE
BROBHDETRBD N2 o7 (53.5.1.6) .

27445 NAENTA Y, BRNFRRRURESHICEET 2hOBRERIZET 3
EBRUESENLTESR

WA RCEROVTHORRIZENTh, S AT AV BERTRROREWICEETS
MOBERERITX LT, COPS7T0 BREIZ L DBEHRMICERDOH HHER L LN R T,

2.7.45 BAlGEELEARURETIZCEIT2RLH
2.7.4.5.1 AEEER

FEEHER & A QHEEH FHRFER O BB RS AR CET 57— #1t, 272 TEEEERO
E| IR LT,

2.7.451.1 Y - AOSETENESEROBEERR

e SN BARRICESIHTEZ, I ERARF—Z2ANWTERLE, EHOLHRER
RABREFEMICEL T, AEERODELN. SOC, HLT. RUPTRIOEEESHE X SAE DEH
. B, Fmhl, ROHIEBNIER L-, £72. BAOLRR RA HREEMICEL, 75
EARRBT —FERANVT, BRYYEORREFEHINC, LIMEERLBLH., FEHT. ROR—2X
T4 CEEOBMIBNC, MEFENESRE2BLHIC, FREnDT-BH%2ER L,

ERNRRIL. TOTFA Lo T, 50 EAEFR OBERHOMEIZANS & &bz,
ZEMOBITRERZHAVC, ABRCBL-HEEROWREEORS #1T- =,
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(1) A&

ENOT 7 2 R RARIIETRAAPERE 35561 Thor (535370 Table7.12) .
WBHNDOT T B RRARDOE CDPS70 R EHTIX, FLALR2TOHEBRENAAN (1,6574]) T
Hot= GEERANTH) (F2.74.125) -

ENOT 7R BRBROBREER LEN DL TOT S ERKNBREOHEBREEM T, Kig
BHIMIZIZIZ 6 ZEDENEH DN (BN : 165.84E, #5: : 95744F) | IZITREOLZEM T vy
7 A NVERLEZ (53.53.7® Table 7.1:2, K (R5.3.5.3.3 ® Table 7.1:6) .

AEFROREEEIL, ENELEAOHRE CIZERETho7- (EW : 75.8%. S - 71.0%)
(F&2745-1) . BREOCHEFZRUSAEORRFIX, BN (FNTH 34%K T 73%) st
(ENFIN9.9%KT10.7%) LV bIEETH -,

77 ERIBAROE CDPST0 T EH IRV T, MBI BON-AESFLORBEET, H
AR A TIZIERIE TH Y, SOCHiz, TRYIMER I OEAERE] (BWN : 352%., #B5
37.6%. LLTRNE) . TREBIUCKETHEEEER] (19.7%, 13.5%) . RO [HBEE)

(16.9%, 15.6%) TH o7~ (£2.7.42-3, 53.5.3.7 P Table 8.1:2, 5.3.5.3.3 ™ Table 8.1:106) .

FEHRBICENHL LN SOC b H o720, BRNBEEND BTV EEZ bR, BN
DIERE TREAENWA LY BIEETH->AEERII, KO SOC ThoT-: HEREBL
UHERHBEE] (BN : 11.0%, B : 184%, UUTRIE) . T#RBEE] (59%. 124%) .
EQ [2FBEBLIUREFEITERE] (70, 153%) ., [FBREXREE) RO (BERRE] 0F
EFFRORBEIL, BENRBRTENTN 10.7%K TN 45% Th o720zt L, ARBRTIIENE
N1T% R P 154%ThHho7z, BRRBRO TFFILEREE] ORBERIZ, BEEKFEHUIBRERK
FHIREMIZAR N2 D o7, ZOENECZERERE LTHEESB VO, BN & BAOER
DIFBEEREERFTOREFLROREFHFE ITRERETEY 2 [FFILEREE (SOC) | DOfH
RREAFLRETIN. THERE (SOC) | OHEZRFLBETIND) OBEVWTHS LEX
bivd, 728, CDP870-041 TN RA0006 FRER T CDP870 ¥ 5 S -8 E T, 211 39.9%
KUN335%05, FARRICEETA2ZLRMbNTWAA Y =T RF2FALTWEDIR L., ¥
NOBBREICREORBZE XN 2 o7 (53.5.1.7 D3 14.1-5, 53.5.1.8 DFE 14.1-5, 53533 D
Table 6.1-1) .
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£ 27451 FEEINETTERAARABROL CDPS70 B 5HICB T AFEESBED, F

N L BAOHREEAR TR
EN OB £ WA OHEREER
4 CDP870 ¥ 5.5 4 CDP870 # 5. 8¢
' N=355 N=1774
g;ggﬁ;;g%%ﬁ L7 269 (75.8%) 1260 (71.0%)
Y
BE 203 (57.2%) 1027 (57.9%)
PEE 123 (34.6%) 735 (41.4%)
B 12 (3.4%) 176 (9.9%)
BRBRELOBESHYY 146 (41.1%) 687 (38.7%)
BEELRAESFS 26 (7.3%) 190 (10.7%)
WERE-T2AEFS 1(0.3%) 9 (0.5%)"
RBRPILCE--HFEFES 21 (5.9%) 75 (5.0%)%

Q2w =2 AR, Q4W =4 BRIk

T AEFRIL. HBREYR BBREOESER) TRRLE,

E:WThrOoh7 ) — Y TI2H8EESZ 28 ERRA L -HBREIL. ¥ZH7I) —iconTIflE L
TE#& LT,

E:AEEROEEENFHOBAR IBE] L LTHEL, AEHSLEREL ORNEBPEATRHAOEAT
(ESEHY | & LTEHELE,

IRBROMBZ B TEHEERLE L-AEFRIL, $EIhERLBRVEREEIZORS DT,
DRBROHEZE L CTHRBERLH L - EEERIT, HEShEBELRVERBRICOLEDE, BREL D
ERBEFEE P50 ARY] | [BELEEDHY ] Xk HoHCEEDY ) LHEShE-AESESS
BEHY ] ELTHELE,

VRRT —FZ R—ABEERICHE SN 2 HORE 2 ST, SHMICOVTIIR 2.742-10 8B &,
YABRPIICE > FEFRL R L BN RBROBEREROBEIT 1510 ThoT-.

Table 8.1:1 (5.3.5.3.7) . Table 8.1:1, Table 8.1:32, & TX Known Data Discrepancy Table (5.3.5.3.3) Lk V3|
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(2) BMI

ERRRIZBNT, &< OFRE OBMIZAR 25 kg/m’* K Th o7 (£2.74.121, F2.74.1-
22) , ENOT Z =R BRBROECDPS70 HEBHICB VT, AEFLORHEREIT 75.8% T, #
BOWARBROBMI S EMBITOR R LRAETH 7= (F2.742-1) .

WBHADOT T R RRAROLSCDPR70 R EHICBITAEEERORBBMEEIL. — X5 LB
DBMIZ 30 kg/m’LL_EDOBEBRE T, 25 ke/m* R T 25~30 kg/m> DHBRE L V BETH - 72
(FNEN 74.7%, 69.4%% 11 703%) ., SOCHIDHEEELRORKELRY, ~—2 T4 L EOBMIEE
FTHB LR, 13L& AEDSOCIIBWTHREKMIZEKRD H DEMITRD b hote, 727
L. ROSOCTIE, R—2R T A VEEOBMIA 30 kg/m? A ED#ERE T, 25 kg/m*3eii ik 25~30
kg’ DFERFICLVRELEREETH-72 . [BBEE] (FhPh 18.6%. 12.7%Fk
16.7%) . T2FBERUVERSRETERE] (200%. 14.5%K00N13.1%) . TREMEB LS4 R
fE]  (43.7%., 352%K%T36.0%) (5.3.5.3.3 DTable8.1:14) .

L RERD SAE DRIREEZR—R T 1 VO BMI BRI CTHE LR, BEROICE®RDOH 3
NE—EFRED N7 (53.5.3.3 @ Table 8.1:26) .

(3) f1&5

WBHDT T AR AROL CDP870 REH T, FEESRORERIT, BHERO L CRIBE
Thole, AEFLORBBRENEMTI2E ML, BHECLEOWNTHATHLRED LR EhoT
(5.3.5.3.3 @ Table 8.1:11) .

BARBRCEBERVCLEOWTRTY SAE DRBERICERMICE®ROH AEMITED B
2ol ZEL, BEHENEHIZHERTOETHY.,. CnbDF—FhbitRr B3 DIRE T
»2 (5.3.5.3.3 D Table 8.1:23) .

(4) =5

WBHDT T R RO 2 CDP870 R EFICKIT 5 HEEL R NSAE ORB=RIT, 18~64
BOFEWBIZLENT, SHULOFEBR THRETH -7z, LL, FERORBRET, 20I13L
A EZBWTHERER CRBRE CH o7 (53.53.3 D Table 8.1:12, Table 8.1:24) , =7 L, W\
THNOREHTDH SR LOFERFIDVE T, ThbDF—2nbBEOLIBRHEZELDIT
RETH 5,

15 D4 CDP870 & 5-#£ D SAE ORIEIL, 65 MLl EDFEMHEE (15.8%) T, 18~64 5%
(9.8%) LV BETH -7z, 77 v REED SAE DRBERIT, MEBBETIITRZEtH-o7 (18
~64 7% : 6.8%, 65ERLALE 1 6.1%) . 65U LDEERE DRBEMN, 18~64BORKBEELIY 1%
UEBE»o7-B80 S0CIE, [EE, DHEBLICRBAHE] (65ELIE : 23%., 18~645 :
0.7%. LATRNE) . (R, BEHBIUHHEFHOHAY ERBLURY —7%25T) |
(1.9%. 0.6%) . [#WEREE] (23%. 03%) . RO IEEE] (1.5%. 03%) Tho'z,
18~64 BOIERE TORBEFN, 65 B LORBEE LY 1%L LEI o7 SAE O@E T2 -
oo ERBIIENHLONTZFLOZL 1T, BROBERELEFN., BLERLHEVEDEZL DEE
RIFBIZETIVRIBRENILE2EXD L, BARKR IR, 275L., 65EBI L%
BREL 265F) X, 18~64mMOEEREE (1,509 ) Lvdiunidn, LROF—FIIEEIZ
fRIRTDMHENHD (53.5.3.3 D Table 8.1:24) .

(5) Hhigit¥
BHAOT—FZIZBNT, MBI RN FEESN, FHKEE ChoHIRIC T 2 hs
-7z (53.53.3 7 Table 8.1:18, {18k 1) . Zhidk, BERRIIBNM UL E-HREICLAHEEESD
WECEHLTHERERSDZ LICER LTSN H 5, 2B, FOMOE - #8 (Rest of
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World) [Z2oW Tk, #REES ORI TORDP o0, ZOMKICBIT2EEES
DRERBERICBAL THRBZES ZLIR#ETH- T,

WHNDT — 5123617 5 SAE ORFEHRFITIT, HRBITIEL-2B3H Y, FH-RHERNORE
HETHIEIO2& B AR 5Nz (53.53.3 D Table 8.1:30) , 42 CDP870 #& 58 SAE DRM=R
WL, T o7 — 3B bk o,

274512 Y - KEHREER
(1) BRUIES

BRI EERBE XIIFEED H 5 BHEIL, CDP870 DEEERRER) SR LTz,

(2) ZOHOEY - KEBREER
CDP870 2@ M/EDRBR  BILIZE 2 ZEEBLTIMT 5720, FSERGBRRBRTHS
CDP870-004 8%, CDP870-011 3Bk, CDP870-014 3B, CDP870-027 382 &% Ut CDP870-050 &
THRESNEELEROFESESRE, X—RX 54 VEBOBNLEDCEEOHEMICER Lz,

N—=RF7 A RRCEMEOBEED H BHERE L. RBEEDORWHEREICHRT, BLEEOH
EFRORBERT Mo, 7T ERABRAROEL CDPS0 HEHICB T AELTEHOEEES
DEBRRIL, N—R T4 VRECRMEDBEED L WHBRE T3.9% (47/1,1946)) . BFEOH B8
BET85% (47/5568) Thotz, 7T ERETHLRBOEAMNED b, BLEHOEFESE
ROFBBRFT, N—2 T VERCEILEDOBEEDRNEERE T 1.2% (5/43361) . BEEDH B8
BRET2.0% (42026)) Tho7 (5.3.53.3 D Table 13.1:1) . CDP870 Bt & 75 v BB DRE
BOENAETHHZLeBETH L. CDPS70 DRAEXIIHREREFENMLTH. S/FHD
REFLRORERF, BERNVICEERBEMEMIIZED bhRW\I LRIz,

¥/, BIMEDCBEE E ME EF (SBP XiZk DBP DR—R 5 A VNS DEREE) & DR
WCEEMITR D b o7z (5.3.53.3 ® Table 13.1:3) , SBP RUXDBP D_— R 5 1 VEEND
DIEHECRIT, N—X T A VRHORMEDEFEDOFEIZH 1D 5T, CDPSTOBERVT TR
HTHRRETH -7, SBPXUDBP D 2BHICRITBER—2F 4 VBN OEHEEIT, £
CDP870 5B D@ MIE DX D B 5 H5RE TENFN 2.5 mmHg X -1.4 mmHg TH Y, 7T+
PREOEMEDBED & 5 A TENEN 2.4 mmHg BT 1.2 mmHg Tho7=,

EANO 7 a—REBEICHT HCDP870 DR Gz AMEEII2.7.4.5.11TBICHR#HT 5,

27452 SEAMER
NAREERICE SO BRINLRIES BT 2 Z&MT —Z 3B bhi o i,

27453 EYREER
2.7.4.5.3.1 FYEhEER

EEhiE L EYMMAEEROT—# 1%, 272 BEREROEE| TR LA,

MTX Z# 1 Bl#5 LT\ 2% RAREIZRIT 5 CDP870 DIEMBIRE S & 7 7 £ A it. PHA-001
REBE (5334.1) THRE Lz, ARABROBHKBEIL, ACREHEIZE ST RA ORFEIEN 6 »
RAULET, MTX%25~20mg DEERE TR 1E3 » AUERE L TWABFTH-, MTX
Z5~175mg DEEAETH 1 ERSLTWS 166 (126, BtEafl) BARBRICSML
7o EEFEIZ 5095 (FEH27~73R) Thol, BMULE- 16 FILBINARBRE=T Lz,

CDP870/MTX RO RBEMIIEH CRIF ThH-7-, 1 BB D MTX BEIBRERICEE=ESIT
WEINRhoTe, ZOHD CDP870,/ MTX R D%, HRED 3.8% CHEHESABE S
B, FOREERZIWVITNOLBRETH 72, 261U ETHRESN-EESERIT. FTHRKROESEAT
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M ThHole, WEPIRLEST-HEFLEI SAEIRE SN o7z, BRBEME, 1
YA G LDBERICEBRNICEERZEFIIRD b hAho T,

274532 ﬁm%wﬁ%?uwﬁ%%%
(1) A FFLIFY—PFOGRIOEEER

ERNE BN OERBREREERNOHET — 4 %2, MIXGFRAOHFE ( ITMTXRER] & 13
MTX RB] OEHRELEH) . BEHEIICEH L, BNRBRIZET % MTX $ERR O34T
X, HRRELERVCEELRHBREFRICOVWTORER L, BENO_ESREUVESRIARIT.
MTX 3B (CDP870-041 &xT* CDP870-071 3A88) & 3E MTX 3B (RA0006 K Uf RA0007 RE&) T
DIPNTRRT VA e 2oTRY, ENRRRALZ B TS Licky, MIXFAROEZE
ERERNE LN,

BN DO MTX BTk, A5 309 #1725 CDP870 D 5% 1 B L5177 (ZESKREIE$ A
23961, FEHRMMPHR 28561 (F2.74.1-8) , £/, ERNDOEMIXRBRTIX. 85219 Fn
CDP870 ¥ 5% 1 ML LZF 7= (ZEEREBIF 116 Fl. SR 208 41) . ¥@H0
MTX B & IE MTX RBROEREEFAMICIE. FHRELEFICEEINIRBOT AL o~ LoEn
NoOTFRINIBEZBA-BEROCEROHZBEBOERIRON -7, BSOS
CDP870 & 581317 2R EMIZ, MTX fFHRBROWREEM Ti 3254.9 . MTX FEEH
RROFERELEFTII 8103 ETH o7~ (53.53.3 D Table 7.2:1, Table 7.2:2. Table 7.2:3. Table
7.3:1. Table 7.3:2, & TX Table 7.3:3) .

A DIEMTIX REROWREED GEERFABREZST) TIX. 930 123, R8BIz MTX
OHRBEEZ T eBEINE, LML, IhbOHREIT. —ESHRABRTHD CDPS70-
011 RRIZESWT, # MTX RBROFREFIZHDEENZD, ZhbBREFICHETAT— i,
FEMIXBROBEREEFAODENIEENT,

NR—=ZF7 A VBEDO MTX AEDOFHEIZENOHREELEATIIN 75mgBTH Y . BT
13.5mg/lATH -7 (274.1.3) ., ERNRUYEINCTEM Iz MTX 3B & IE MTX KR8 & oflic
I, ARBEEN T 7 7 A0, BERBEABRRCEHHEDNEIS. DMARD (MTX 2i&<) off
HE, ROGFREOFERICEL., BERMNICEROHIEIIRON2D o7 (2.74.13.1; 53533
@ Table 3.2:2, Table 3.3:2, Table 4.2:4, Table 4.3:4, Table 5.2:1, Table5.3:1, Table 6.2:1, KX
Table 6.3:1) , S Ti%, IEMTX REBREMN . MTX REBER & Hlk LT, RA OFEHRHIR
BEL (F72REDO MTX FEFA : 11.0F, MTX : 7.04E, £ CDP870 BE58 D MTX FEGEA -
1024, MTX fffA : 6.54E, LAFRIE) . VU~ bAoA FESOBEEROHE (41.1%. 23.5%.,
40.9%. 19.7%) EAPHEDOEIE (31.9%. 23.3%, 30.1%. 164%) AW\ TFTHHLBEEIZE o=

(5.3.53.3 ™ Table 4.2:3 R U* Table 4.3:3) , #HTIX, IEMTX RBRERMDOENRY 7~ bAoA FEEH
DEREFERVOEHEZATIEERNEN-T20, MIX TSR E RIS RNabh T
WBSH, ZHETFENADEIR TH- T,

ENO 77 ARBMTXFARER (CDP870-041 385k) R UMTXIEHARER (RA0006 ABR)
BT 2 RemRERIL, RBREECICCDPS70 B TRIE TH o7z (£2.74.5-2) , AEEHD
FEHRIT, COPSIOBETT FEARHIVEI o7z, WTHhOBIZBWTY, FLALDEEES
VBEXIPEETHY, EMORREETMT BER L] Xt TBEHEERL) Tho
oo MRARE ST IR TRRPLICESHEAEEFROBENDRD o7, SAEORBENL,
MTX G FiRBR D CDP870 200 mg 2 BEIFFH 58 & S 2CDP870 # 58 (ZNFH 4.9% K
5.0%) 2BV T, MTXIEGFARERDOCDP870 200 mg 2 BREIRIR SR (11.2%) IZH_RTEN -T2,
LU, HERGERGABROLSCDPI70 BEH Tid, MTXPHHRER & IEGFRARBRDOSAEDHKE
RIIFABETHY (FR27453) . LVBRBEOREVENDEREEATHLEETH-=Z & h
5. BR7 St RARARTRD SN -EHRAIZERNICEROHZ DTV EELLN A,
723, RA0006 FRERDCDP870 200 mg 2 BEHRREH T 1 fIORTARE SN 2.742.12.1) ,

ERNDOIEEMRMTXRAER (CDP870-071 BRER) K UYEMTXERE (RA0007RER) BT A3 E=%H
SOBBERRIL. ERBREELCDP70 HEHBT—K LT\ (£27453) .



£27452 H4077eFARBRRTCOFEEROBUEEVEREEH

MTX £ CDP870-041 3B MTX JEGEF RA0006 3RER
— . .« | CDP870100 | CDP870200 | CDP870400 | 4 CDP870 — + e | CDP870 200
7;17:7z7ﬂ< mg” Q2WHE | mg” Q2WEE | mg Q4W B BER 70;:?; B mg® Q2WEE
N=72 N=82 N=85 N=239 N=116
Ao DOEEFREHE LI HREK 51(662%) | 54(75.0%) | 63(76.8%) | 64(753%) | 181(75.7%) | 67 (58.8%) | 83 (71.6%)
HEEY
L3 28 (36.4%) | 30(41.7%) | 41(50.0%) | 36(42.4%) | 107 (44.8%) | 29 (25.4%) 33 (28.4%)
Sy 5 22(28.6%) | 24(33.3%) | 20(24.4%) | 24(282%) | 68 (28.5%) 36 (31.6%) 44 (37.9%)
mE 1(1.3%) 0 2 (2.4%) 4 (4.7%) 6 (2.5%) 2 (1.8%) 6 (5.2%)
BRI L OB#H Y 21 (27.3%) 29 (40.2%) 31 (37.8%) 35(41.2%) | 95(39.7%) 24 (21.0%) 44 (37.9%)
BEEREESES 1 (1.3%) 3 (4.2%) 4 (4.9%) 5(5.9%) 12 (5.0%) 3 (2.6%) 13 (11.2%)
RTILE-FESR 0 0 0 0 0 0 1 (0.9%)
RERPILICETHEESR 2 (2.6%) 3 (4.2%) 3 (3.7%) 6 (7.1%) 12 (5.0%) 3 (2.6%) 9 (7.8%)

Q2W =2 #EEM. Q4W =4 MR

& AEFRIL, HRER (BHRRB) TRTFLEL,

E:WTFhhor7 T — Y TAEEERE 2EL ERBE LgBREE, Y7 — ko0 TIHlELThIY Y b L,
T FEEROEEERFRROERL (FE) L LTIV ML, AEHSLEBERE L ORRBBRATHAOESIE (BEHY] LLTHYV FLTE,

3 CDP870 200 mg Q2WIZ & 5 3 Bl Btk Bk 5.1%
®) CDP870 400 mg Q2WiZ X 3 3 ElDBAtE A B 5%

O RBWIR PICHEENER L - HEFEERIL. #ESRERLRVEEEICOZEDE,

O RBWR P RRBEAER LA EERIL, EShERLBRVERBRIZOZEYE, BREL ORRBES TEbL L bAARY] |

TALPIZBEDY | LHEShEEEEREY BEHY) L LToELE,

CDP870-041 RER DIEBRMIEHMEE & 14.3-1 (5.3.5.1.7) . RAC006 RBRDOIBBRMIFHREE * 14.3-1 (5.3.5.1.8) LviEH

Bt o <{BE&EHY) i

UMEY L2XN41F

HITEHHE vie

8l¢ obed



& 27453 A% DFERBRTOFEFROBE—ENEREEH

MTX ##f CDP870-071 3B MTX FEHFF RA0007 3R5R
4 CDP870 #¢ 5.2 £ CDP870 % 55
N=285 N=208

MOPOEEFRERE L HBRER 210 (73.7%) 156 (75.0%)
HEREY

R 105 (36.8%) 72 (34.6%)

B 97 (34.0%) 74 (35.6%)

B 8 (2.8%) 10 (4.8%)
BRI L OREH Y 93 (32.6%) 81 (39.0%)
BELAESER 22 (7.7%) 16 (7.7%)
HEILE-T-AEER 0 0
ABRPECESHFEER 12 (4.2%) 7 (3.4%)

E: FEERIT, HREFR (BAE) TKRLE,

E:WThbhoh T3 —tYT38EER2 5 20U ERB LEEREIL. Y7V —iconTIHELTHIY > L.
& AEFFROBEENTHOBER IBE] L LTHY ML, FEERIBRELORZBESTHADESIT BEHY] LLTHYU L

7o

DRBYMPICEEENEH LAFERIL. BESNERLVBVEREECORE DS,
O RBHM P ICRRBRNLER L A EFRIL, BESNARDAVERBRIZOLED T, RREL ORRBEHA TEbLE by |

EHLLBEHY ] it TALHICEESY | LHESN-AEESRE HEHY ) L LToELE,

CDP870-071 RERDIEBRRIER ST £ 14.3-1 (5.3.5.2.4) . RAC07 RERDIBRBIEREE 5+ 14.3-1 (53.5.2.5) LV 3IH

s

UEY L2204

T EHYEE v'LT

612 ebed
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T 7 2 RATRRER DS CDP870 R ERE TIL. FE MTX RBREM T, MTX RBREM & ik L
THEFER MTXIHHA : 81.1%. MTX BFH : 683%. UTRIE) . BECEEES (14.9%.
8.6%) . RUNERELBEDL VD LHMINT-HEESR (54.4%. 34.5%) ORBENEMETH-
7z (5.3.53.3 ® Table 8.2:2, Table 8.3:2, Table 8.2:3, Table 8.3:3, Table 8.2:4. KT\ Table 8.3:4) o
AEERORBAFIIEMIXABREATMIX AREF LV BB TH-o72M. EMTXRBRERD
R#13 CDP870 400 mg 4 BARIRHR EHTH Y, BEOERNELUMITOTREF L 25, 1
77 e R EABRO S CDPS70 #EBIZ OV T, MTX RBREM & 9k MTX RBER & THT 5
L, EERFEFRORARTORBRIRETHY (FNFN 10.7%K 1 109%) . BITE-
TREEROEBRELRFETHo = (05%) (5.3.5.3.3 D Table 8.2:6. Table 8.3:6. Table 8.2:8.
Table 8.3:8, Table 8.2:1, K U Table 8.3:1) .

HE LEERNT 7 B R5HRERBROL CDP870 5 T, MTX RBEMT. IEMTX RBREH
XY FERERORBEE /100 BF - EU- D ORERNEM/Th-o72 MTX HtH : 12.6%.
2923, MTX JEGFA : 5.2%, 11.60) (5.3.5.3.7 @ Table 8.2:1 Jx Ut Table 8.3:1) . FIEHMABMEIIR
HohT, HFELZEARBRTIERNE o7 MTX BEH : 8.5%. MTX JEFEH : 4.5%)

(5.3.5.33 ® Table 8.2:16 2 U Table 8.3:16) , MTX DIFEM%#EET 3 & LERFRIIFRIO&E
WThol, 723, CDP870-041 58k & RA0006 RER TIIHERE D EN 1 39.9% & 33.5%H5FAk
BICHEEZRIETA V=TV FEX—ZXTF74 VEZHA LTV (535.1.7 D3 14.1-5, 53.5.1.8
DF 14.1-5) , ENRR CEERZFAEFRIBE SR o7 (53.5.3.7 D Table 8.2:2, Table
8.2:4, Table 8.3:2, KU\ Table 8.3:4) .

W77 R BABRO 2 CDP870 B EH Tid, MTX RRER (4.0%) T. 3 MTX REBREH

(1.6%) LV IBRPEERBLIOFEBRE] (SOC) AR EINIBERFERROREENBMET
Holz, ZOMD SOC TIIW T, MTX REBRD4E CDP870 # 58 & I MTX 3RER D4 CDP870
BEHORBREOEN 2%KMTH 72 (5.3.5.3.3 D Table 8.2:6 &K U Table 8.3:6) .

BN 77 R BRERIZB T 25 CDP870 HlARBHERIZ, MTX JEHFF RA0006 3B (116 fi
186, 15.5%) T. MTX {}#f CDP870-041 38 (239 i 11 . 4.6%) LY@ o7z (53.53.7
@ Table 13.2:1 X T Table 13.3:1) , MTX G- TIEMTX IZ L 2 EMEIER 2T 720 =9,
CDP870 D ZREN @M -7 LB X b d, [EP CDP870-041 3RER T MTX 26t L - #BE <
. mAE (CDP870200 mg XiX 400 mg) LY HLIEAE (CDP870 100mg) D H A CaiE A
MoTte, ZHL. HLCDP870 FUABMEEN MIEF CDP870 B & RKILAIT 5 = & &R L= AR
BOBRE—BETD, 4BETHEENVMTT - WAL IVETHREOERNED S

(5.3.5.3.7 @ Table 13.2:2 R TX Table 13.3:2) .

(2) R—ZXASAUVHORIBRERXTOA FEGANOEEESR

WD T 7 R RABR DL CDPST0 B ERETIZ, R—AT 4 VERICEIBREAT A K6
ALTWIEEREX, A OHBREICHERTEEERLMAK (712.7%%F 68.7%) . BEOHEE
£ (105%%f 9.1%) . IRREICEHEH2FEESR (40.1%%F 36.8%) . SAE (12.7%%f 7.9%) B
BEFILCESTHEER (52%%4.6%) ORBEENEBE TH -7~ (5.3.53.3 D Table 8.1:7) .

NR—RT7 A VIFICEIBEEAT oA R L TWEREIZ, SEE L TR - BRI
AT, RO SOC T SAE DFEBEEREN -T2 . REERVCHFERIE] (44%%F22%) . (5
BERRURSEHBEE] (2.6%% 0.8%) (5.3.5.3.3 @ Table 8.1:28) .

RO L CDPR70 B EBETIX, N—X T4 VEZBIBRERT A FEHHA LT o
TERREILAT, AL TWEERE T, AEERLEKORBENEME TH 7243, SOC Bl
HE LR, ZEALDSOCIZBWT, FRAOHEEICLARBEDEIINESL, ZOECE
IRER BRI biehotz, 72770, SOC A NRYLER L UFARE] OXBERL, #FHO
BEZIVEBROICEERENRD 5N (39.8%x%t 34.5%) (5.3.5.3.3 ® Table 8.1:16) . =D
R, BIBREAT A FOREMFERZ2EZE T L. FRIOHENTH- -,
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(3) INFIEEEEDAEEOEEICLIAETER

WBHDOT T R RABRDOS CDP870 |5 Tid, TNFIRERDIREED H A HBRE T, 15%
BORVEREIZHSTEEEREE (74.6%% 70.9%) . BECHEESL (11.1%%F 9.9%) .
K USAE (15.9%xf 10.5%) ORRENRBMETH o7 (53.53.3 D Table8.1:8) , LALARMNL,
CDP870 B CIRIEE O & 2R E NP E TH 72720 (£ CDP870 5T 63 5], CDP870 200
mgHET206) | BRODIHBRIIFRAETH 72, FODH, ZhODTF—INLEREES
ZLIXTERMoTL,

(4) FBRRUEHR

MTX X, BIEROCBBEESO) A7 #RELEHZ LB TWA R, BEARUHES
DHEBRERATIARD bz o7z, MTX OFHREEIT, AAAEREEFATITHN 7.5 mg/E.
RN OEBREERTIIN B5mgBTH -7, 26502, BNRUESND MTX RERE FE
MTX RERIZBITHREMET 0 7 7 4 Mk, EHFHRF COBRELZIT- RABETTHEILT
WEHDLE—ELTEY, CDPST0 DEREM T 0 7 7 A MIHFARTEBR LD Thote, -, EH
NEEAD MTX SRR E U MTX BRICB T 2Rt e 7 7 4 V1T, 2FMICERIL TV
2o ERNRERIZBWT, FBROBFEESHI MIX AR TIEMIXRR IV EL A5Nh,. ZOE
MISEARROT — 4 THRO b, ERRRICBWNT, MTX FARBR LY. JE MTX RO
HEERE THL CDPS70 FIEBMEBIA L b A, ZHiI MTX RT3 A8mEERIC L %
EEZLND, WHDIHE MTX RBROPBREITIF & A L5 CDP870 400 mg 4 BREIBERSHTH Y |
WL ODPDORFBREEHOFEITIZEB N TIE L TW -, Eiz, JEMTX RBOERF L. MTX R
ROWRE LB L TERMIZ IV EEOCRERZALTEY., 2hbnI L3, B0k
MTX RRICBIT 2R REEM T o 7 7 A VBMIXBRREVENSEIEOERTH -
REERH B,

BHARBR TR T A VEFIZRIBEE AT uA FEHHALTWEEREIT, AL T ko
BB AN THEFRL, SAE, BEOCHESES, BREIEERHIAEEEHROERE
PILCE S FEEROBRENRE N -7, SOCHNCRERZ B L-ER, REEBLIOE
AHSE] DFEEEFLRRKRVSAE, ¥ N IHERERL L UESHEBIEE] © SAEDRBRER, N
— AT VRCRIBREATuA FEHFAL TWIEBRE CHIZEN - T,

EARRTIL, INFRAERDOEREREOH 2 HBRE L., BERORVERE IR TEESESS
K, BEOCHEELRRVSAE ORBAENEHETH 7, L L., TNFIHERDOEEREDH 54k
BREIVETHo7720. BROD D UBIIRTRETH -7,

27454 HIRER VEEEOER

IR SUIRA P O LI BT 5 CDP870 D AIZ. Zh ¥ CREKRBR TRE L TR, UCB
- TiX. CDP870 D5 % 5 =i REFIC BT 5 158 2 EHIHIBBFAE L. UCB Ho&R 2%
B GERNC RS T AV R T AR L,

20114E3 A 10 BRER T, 162 BIDIHRAEFIZS UCB HICBE SN T3, EENRFEThH- =
FEBIF 34 B CiE. HEFEAN20114E3H 10 BB ThH-Z 20 b, I ORFA CIIIEIRERE
A ThoTceEBZONT, BV D 128G, EIFAHIE L CTOBEFIT 956, = DS Tis
RBTRHATH - ZIEFIT 33 B Th oz, REIICHOEENESNICIE, HER L Bbh 336
DW|ER IRV, HIRFORES, LB REDEFNE T TS,

162 BIOEIRFEGIF, 56 FloMEIL, BKRRBRHIMPICRELZZ T - HRECETIHOTH

o7, Thb 56 BID 5B, 6 FlIIRMGET L EX b, 43 FlIZ oW TIRERBS L TEY .
THNIE, 20114E3 A 10 BETICHEZ TH I, BRVBE SN =ERTH -7z,

CDP870-041 & T* RA0006 ABRD A AAMBRAE FI2iT, 3 BIOMHRBIAME Stz (53.53.7D
Listing 15.1:1) , CDP870-041 387 #5:5 - 1005 12 CDP870 400 mg 4 BRIR OB 5% 217 T
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BY ., BROERIIERHETH o7, CDP870-041 KB #%5 %1002 /X CDP870 200 mg 2
BRROERE %, RA0006 REROEHREI01211 75t ReBEINTHY, FEflE b, &
SRR SUITBREIRPE TH - 1=,

T8 1121, 201143 A 10 BRER T 1 ELU EEROBENR - 7= 128 4 (GLiERkSS EF]
HEDTHWRY) OIREROBMELZR L, 130 OHEER (FLAEE 2 fl25T) 055,
ARHENREINTZOR 6914 (67HIDFIRDERIRE LT) . BRKEMN 124, tHEDE (=
WREOSUIRER) B 16EThH o7,

EREBFEORE LRI Tz,

UCB#TlX. T b0F—Fdiz, iHEF® CDP870 ~DIEEICEE Uiz ety /i3
FEDOELZAFRENTWRNWEEZTNA,

UCB tHiZ, ERM#|E SNEFICE L TRET> TOWBH/NE=F U > 72z T, OTIS
(Organization of Teratology Information Specialists [f2 & METEREFIFMEE] . KEROLF 4
DRI L e 70 AT T 4 T2 B 8 2807, thRSHOKBREORGHBIEITMA L,
SoRHZRHET—FENEL T, #maicamREzit kL Tn3,

HEFEIZRBWT, BAH o CDP870 #5128 28I/,

CDP870 & [AIFRICALER L 7= Hi~ 7 X TNFofifdD PEG{L Fab' % 5 v M5 LT, AWERLES
HRREPER L, TOKR, &S 100mgkg DAEE T, SHREREVIBR~OEM IR
Lot

2.7.455 BEHRE
CDP870 DBFHI X IIER M 2B ER 5 OHEIT 2V,
ERIKEABR TR 5 S 7z CDP870 DE @A EIX, HEESAD L Z 5, 20 mgkg iv & U\ 800mg sc T

HDH, ZhbHiX, FhFH CDP870-002 35k (53.3.2.1) K UXCDP870-004 B (5.3.5.1.1) 1B
THOHETHS, WTNORRTH, BRECEEL-ZLHOMERED Lo T,

CDP870 DR BHR IR ZMBEAITZV, BERSES L-B4. ERICS U TBETRET
»H5,

2.7.456 EYELA
CDP870 DELRA R UMKFMEIL, BARRBR TRET L TV 220,

2.7.457 HREREUVRBEREZ

RAZXRE LB T 0/ 7 AT, HEPIEFRIIERL TV, BERRBRTIZ 42 AL
L+ CDP870 A L 7= #BRE 1T 119 FIFEET D2, Zh b DO#ERE T, RARKBRESER RS
HA~DOEEBIZ DWW TR BITIIER L TV AR,

2.7.458 EBEEGR UBBREICNTIRERIBABEDORS

CDP870 i & % H B)EEEE K U E R EIC b B2 B UM iE DR E13. BB TRt
LTWgvy, UL CDP870 DEEFRRBR TI, £ idkmiie 287 5 Wt b 2 et
DOBATZ D LN o7,
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27459 HEEs

HIERAC7SRER T, BAABBREZHRLE Lz, BTCAELTY v PK% VT CDPS70 @
BREFRNRTESINE I DORFMNMThRL TS, 24BICBITA3PREBTERIIUTOEY Th
5, '

HOEHRE (RA0075FRER) 12i%. CDP870-071 B, RAVTRBR T2 BOBRESY=T L.
BCEREZERTEZENMETH D LIBREEEMIC L VU SN - ERFIIH LTI v 7
— A Farviey 2B X THAANE,

HOFERBEHR SHRBRIZSM U2 T R COMR LI RIC LT Tz, gL o
FEFIBHEPAENT 21 BRICBW TRBRZ2ER Lz, EOHFSRFGERERBRT2EORES
52T L. RA0075 RER~DSM%EBIR L= 85RE 1T, 200mgQ2W THCER LR S, 4E8RE
THREEEHET, £/, RROBRP CAENACEHRRLES LB S A0SRkl 53R
BRIZEIRFTED XL ST,

88 #fl (CDP870-071 3Bk 53 i, RA0007 FRBR 356) DBEE XLV ABREMOXERBELREL.
TERERESINIHE L 26125 < 8641 (CDP870-071 385% 52 ], RA0007 3RE& 34 ffll) TILRER
EoBE5#Mis L=, 796 (CDP870-071 3B 49 ffil. RA0007 RBR 30 f5l) 73 24 BEEOREZ 5=
TL%, BFTEIZ19%TH o7z,

86 BIDT R TOIRREREOBEIT IS EThH o7, RIFEREIFI7T5EID 5 b H DS 897
Bl (92.0%) THY ., RALAR 78[E] (8.0%) Thotr, RAUMNDKEZIRELR LIZL DY
DT, EREOBCENELHMEINZ LD Tholr, BHELLERECXHFENERE TR 1
97418 (99.9%) THV., [RRJ X 1EOARATH-TZ,

761 (8.1%) (CDP870-071 &k 36 (5.8%) . RA0007 B 4] (11.8%) ) 7% RA0075 B
24 BEFLRANICHIE Lz, 55, 4BIIIBREOR LE, 1 HIXIERERSEEOBTFRARATEEID
X5bD, 2BIBFEERIZILDZDDTho7z, FEFRIZLVHILITE-ERITRE I ML
CHBThHoTN, BREFIC X - THILE Rof-ERT Ao T,

HOEH 24 BREETIZBEEER61.6% (5341 1004) FRE L. WNERIE CDP870-071 38
55.8% (291 5744) . RA0007RBR70.6% (4% 434F) Tho7-, 203 BEIWERIL23.3%
(204125 ) TdH Y. WNERIL CDP870-071 3Bk 21.2 %(11 f 14 #F). RA0007 Bk 26.5% (9
11F) Thol, BEHEEORLEN - EAEEROREIRSEIT TRYWESR L OEF 4 BIE]
23372 % (CDP870-071 338& : 32.7 %. RA0007 RE : 44.1% LITRIE) Tho7, LLTFIEIZ,
TR X O THREE] 28 128% (115%, 14.7%) . [BBEZE] 7$11.6% (13.5 %,
88%) . [MBE, PEBIVLEADE] 5393% 3.8%. 17.6%) . [HEHREBIUESA
RFEE] 738.1% (9.6%., 5.9%) Thotr, £7-. HERWERERR Q4BEET) KBVWTH
HETRODLNTZAEEROBENRLEIL, ME4DR1IRVEK 2L, [BREEBLIOS4AE
HE| (CDP870-071 3&B& : 42.5%. RA0007 Bk : 399%, UTRIE) . (KB LU FH&%
BE] (147%. 20.7%) . TBBEE] (13.0%. 17.8%) . [EE, $ZBIUCNEBELSD
FEl (9.1%, 7.7%) . [HEERRBIVHEAERZEE] (126%. 144%) ThHhy., BOEH
MBI 2RAERMRORBRERLRAETH T,

HOERRRICBWTRED DN REMMRIS E LT 3FIT, NENWMAMAE RS
Botl TRTHM 2% 12% (18 1#) Thot, £, FEREGERERR (M4BT
CRVWTRD DN RETALRIG & LTid NEFWAKRIS]  (CDP870-071 B : 1.4 % (4 #i).
RA0007 Bk : 3.4% (7H). LATRNE) | THEFSAMAE (04%1Fl). 0%) . [EEHFEE
iRl (04% (161, 0%) . T&REBAKE] 0%, 05%(H#l) THY, BEEHICERL
TREMIZFRIMENRE TS Z Lidhehotz,

UbDZ & X b, CDP870-071 XX RA0007 RERIZE M L T 52 @RILL L CDP870 »# 5. %517
ToIEBMERE ) U~ BE EXRIZ, CDP870 D 200 mg % 2 @RI 1[E 24 @R, BOEHS®
72 RA0075 BEROFER, 2L A LORBRE CHENICATER T2 LAWRETH- 2, HEEH
BRI L EEHICRERRBERE LS - Lidh o,
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TTIHET LIS B @ CDP870-051 R TIL, Y 7RRICBV T, HBRELSETAEHLY
VPR ERWTCDPS70 DECERNRTESINE S ERELE (53523) . HEEHEF
B L7 BE ORL . CDP870 0 B R 2 MR 1TV, BEOEY VR TAREDO#H
EREEIITADZ B RENT,

INHERENL DYy T, B OENBIBREDOXKERIZST D 3 B OISR D
NTEEESESREY, BREHBBEROIEIORERERL B L, —od 7RERIC HA%mmwﬁ
mL-,

H S EHBRARTO 3 BORERRIZIZ 96 (9.9%) TEEBESA/REIN. BOEFEBED 3
EIDREERAZIZBID 14 6] (154%) NOFEEENRE XN (53.53.3 D Table 8.1:104) .

BB ORBUERS (B 2 REEILINICR R T 5 58) 0AZTESIT, BB SHsa. £
BFROWTHIZBNTHLHEIN2h o7 (5.3.53.3 D Table 8.1:105) . AHK[EXLN. B
BESRMBANC 14l BEREEEDICIFABRERHY (FNFN1.1%) . BOESEG. =
ﬁ*@ﬁﬁfﬁiént%~®ﬁ%$ﬁﬁbotoEEEE%%%®3@@%hﬁ ik, ﬁ:v
A7 a—/VIEE, BRAJN, MEEEK, BMERBAGE, FRIfik., DEA, WEL, 2., LEHR
. ROFERBZAETN 1B TRE SN, —F. BEREEKED O 3 B ORI 1 F135
BEOH-BRIT, TR, BEHELES oL RS 2FURRBIEE. R, BAE. %K. 5
DR, THI, B0, ERK, RISMERE, K3, BFHY v, LRERYE. RERE, ROF
BIIBFETH o7~ (53.53.3 D Table 8.1:104) .

PEDZ &b, CDP870 ®HEHKR SR, NIZBECHREEHRTICHEINF-EFEESOEE
M NDERPRDOONDZ i hoTz,

2.7.4.5.10 BERASH

R A DR MBI REM L. CDP870-001 3B (5.3.3.1.1) . CDP870-003 XE&
(5.3.1.1.1) ., PHA-024 5888 (5.3.33.1) KU CDP870-038 3B (5.3.1.2.1) @ CDP870 541 126
FIROT TR EEH 16 G SHEEEN5,

Z OHFEEFR NS TiX CDP870 200 mg #5FIR L TH - 7272, CDP870 400 mg #5451
(60 1) . 2 CDPR70 541 (126 Fl) RUNT S ERFEH (164) OF—FDHh%E R Lz,

RA0003 38 (5.3.1.2.2) KU CDP870-056 Bk (5.3.1.2.3) DELMF—#1%, HEawTick
BlZZnFhos L,

2.7.45.10.1 A DO

HFERERAER O AN D2 L2 274.5-4 IR L, FERERALZROA D2
HIRHEIL, REFEF CHIRRETH oo, HFERERALERILZ. FOIZLAEREBHETHY . A
BIIBARIZLEA L THoT, EMFEHIL 18~55FThH o7,



I bYXTT RANL

274 BEMIR2H

Page 225

£ 27454 R7V—=V RO ANDKHFEROFEOER : BRRAOZLHITSIRER

- TR 4 CDP870 ¥ 53¢ CDP870 400m
A BRSO R N=16 N=126 N=60 ¢
Fis ()
Y (SD) 31.3 (9.66) 29.3 (8.34) 30.1 (9.30)
B/ME, BAE 21,53 18, 55 18, 55
MR
B 13 (81.3%) 112 (88.9%) 54 (90.0%)
itk 3(18.8%) 14 (11.1%) 6 (10.0%)
AT
BA 10 (62.5%) 101 (80.2%) 51 (85.0%)
B A 0 5 (4.0%) 3 (5.0%)
TIT A 6 (37.5%) 20 (15.9%) 6 (10.0%)
Z D1 0 0 0
B/ 72 0 0 0
BMI (kg/m?)
S5 (SD) 23.34 (3.264) 23.12 (2.340) 23.41 (2.148)
B/ME 18.6 18.1 19.4
Bl 29.5 28.9 282
SD = R¥ERE

Table 2.5:1 (5.3.5.3.3) Lv3H

RA0003 RRERTIE, EREFHOEWFEBRPH 33 & - 18~555%) Thotr, #HREDIZT
EAEDREETHY (BEETB%E) . ABIZAARIZLAEThH 72 (FEET87%EB) ,

CDP870-056 RRER Tix, $HBRBR U BREDEHEHNENENH 27BET305E (& : 18
~555%) Thole, HREIZZEBHTH Y, ABBAARIZLA L Tho7= (HREROSHR
BETENEN 67T% RN T1%) .

2.745.10.2

BEERUAHHE

RERAERICB T 2BEEARR T, BERRUASHEDOHERIIBFH L TR, ZOHEBL,
INHORRTIE., BECLLER, FRBHR. FiE BBR. ALQWER. BIE. &R, B
FRXIIMBERICERBEBRRVEL2EREL LI-7-DThHD, 723 CDP870-038 REACIx. L
FEOSEMITMZ, BEMICEERERRBRR2N I L LHEREORINEHREL L,

CHHORRTIE, A7 ) —=V /7 THRERE (MERFHRE, A{LEHRERE, BRFL
BRE, CEFRRE. £ MBERR2VA A ARERVCRIEDRE) | A AL VU LE
BUCHRMICEERBEER DL ONIHRE S, TEEL LTREO LRI L,

2.7.4.5.10.3

BFREDER

RERAERICBIT ABEKRRBRTIE, ROFINZERNT, RBRPOFARER 2L L :
PHA-024 FBR TOR QBT DS A, CDP870-038 352 [ Uf CDP870-056 SREA THO T F 7 I /
7= R, WNZ RAWIRBRTOT 2 h T I ) 7=y, FAEVBEEROCBERERLEY

HFERIE DA,

CDP870-001 RERDOHAEERBNII 4B THY ., TORNRIZA T FarorB246], Zunrz
=T IVUR1HL TAraxt ) UoR 1FITHoT-, CDP870-003 SRER D HFREEMERFI 13
FITHD, ZDIFEAERTE T ) 7=l Thol-, PHA-024 38R D BFFF 24 FFIIL
BHITHY, 20T LA ERERARCRAROHA TH 72, CDP870-038 3B O AR
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FlI8BITHY., TOWREAERTE T I/, 72 TH o7, RA0003 RERDOHEFHEMEH
B, FEHE Q) 2827 NI )72 AR 66, [ERIBEDTDHDAF N
FU =y o PR 1 E, EEBERRO-DDORE A Z Y RS 161 Th -7, CDP870-056
REROAEFERFANI28HTHY ., F0IT L AENERA, FAEH. %D,/ REER OGIER
RoBRATH-T-,

2.74.5.10.4 BRBEORSAKRUVEE - A%

CDP870-001 REX ClX, 12 i CDP870 % 0.3~10 mg/kg D A E THEIFARNES L. 4627
SEFRERE L,

CDP870-003 RBR Tix, 5 30 iz CDP870 Z BB 5 L7, =D 30 BIOANRIT. —ESHE
i CDP870 20 mg/0.1 mL 2 T# 58, 60 mg/0.3 mL L T#&58, 200 mg/1.0 mL Z TH/REERV
CDP870 Img/kg #ARMNIR SRR N 6 B30, WNTIESHRIEGERAR O 20 mg/1.0 mL & T
SRR 6HITH-T,

PHA-024 BB TiX, 36 i CDP870 % 100, 400 X|% 800 mg DB CTHEIKR TREL (Fh2
nLRFETo) . REAETIEREREL,

CDP870-038 ABR Ti%. &t 48 #liZ CDP870 % 400 mg D B CHEKR TR ER S5 L1, 0 48
BlIOPRIT, BRENF OIEEOEFHRNEED 24 Fl, FAESRENRBER 24 6THo 7=

RA0003 R Tik. & 149 #iiz CDP870 % 400 mg DB CHEIR FTHRE Li-, 0 149 FlDOMN
RIL. FRERBRERFIBEDN 5061, RIENF OHBEDFTETAERL Y o SHIBEN 50 i, BN
DR DEHIORA FAFIBEEDR 19 FThHo T,

CDP870-056 XBR TI&. & 90 #liZ CDP870 % 400 mg D B CTHEIR FT#HRE L=, 0 90 oD
PERIL. EEERIFIEEN 46 6], RBRBEAIBENR 45 Th o177,

2.7.45.10.5 WERE DR
BERAEFZRRE LIZBERBROKREII2E, RBREZET LA,

2.7.45.10.6 R, ERGAEERRUVUTOMOEELEEER

BERAERICBIT2BEERBROVTNICBWT Y, FBTHl. SAE X IBEDIEICE--HE
BERIIBE S N7,

2.74510.7 5EER

(1) HEEERALH

HERRRAEFICBIT 28 EERSEOREIHRIL,. CDP870 400 mghE T 45.0% (27/60 F) .
2CDP870 58T 61.9% (78/126 ) . 7SR T68.8% (11/16f]) Thot, BEDNEE
FEHRRRELBEOH I FEFROERKIINTH S, CDPS70 BICLRT TS RBETE
MPofe, SAEIWTHOREETHLHESNR o7, HERERAERIBIT AEEEROH
HE #£2745-5R 0L,
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£ 27455 HFEFROBE -RERAORZSMMITSER
s A4 CDP870 400mg 4 CDP870 ¥ 5%
i N=16 N=60 N=126

L2REFR 11 (68.8%) 27 (45.0%) 78 (61.9%)
BEOCEEFER 1(6.3%) 1(1.7%) 4 (3.2%)
BRECEEL-FERES 7 (43.8%) 3 (5.0%) 37 (29.4%)
BEERAEFS 0 0 0
FETILEST-HAEES 0 0 0
BEFILICE-T FEER 0 0 0

7= FIE (%) TRT

. EBREEORFEBRIZONT, FEBELWV IR, BELLBEERY, BEHY. BLNEEDHY Xt
(Hy) LHShBEEFRZ, BRECHELA-AEESLOE L, EEEORENRVEEERIT. &

EOoRERRLSELE,

Table 3.5:1 (5.3.5.3.3) X V35|H

PFERERERASER T, CDP870 DHEIR 5% TIIAEFRIIBI L2 o7z,

2 CDPI0 BEHE VT T FRBECTREEIZAONT-EEESRO SOC I, [WMERREE
(21.4%%f 43.8%) . [BPER I OHFEBRE] (17.5%%F 43.8%) . T [HEREE)
(15.1%%F 12.5%) Th o7,

ZCDPS70 B EH TR OLBHEECAHAONZAEELRIT. B8R (15.1%) . BFEEL (8.7%) .
FH (4.8%) RUELDL (48%) THY, 77 AB TEEERAON-EEES8 T, 5BE
(313%) . BWRERE (18.8%) . HEHEIER (12.5%) RULRERESE (12.5%) Thot-,
7T BRI TLCDP870 R 5 TRERN 2% U LEBETH - -BEESRIT. THEUR
BED TV (DT 0%% 4.0%) . HEE (0%% 3.2%) . HEEE. REROEESRE W
b 0%t 2.4%) Thole, HERERAERONTNAOREH CTRERN 2%U L THo 7
BEEERE, R27456\R L7,
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£ 27456 WINPOBREFTRERN 2% L TCho A ERROBRENRSEE VR
A58 - RER A ORSHMIT R EM

| BERXSE TSR CDP870 400mg | 4= CDP870 %5 2¢
EARE N=16 - N=60 N=126
HBIUKKEE 1(6.3%) 1(1.7%) 1 (0.8%)
HE 1(6.3%) 1 (1.7%) 1 (0.8%)
BREE 2 (12.5%) 5(8.3%) 19 (15.1%)
T 1(6.3%) 2 (3.3%) 6 (4.8%)
T 0 1(1.7%) 5 (4.0%) -
LR 0 0 3 (2.4%)
BR 1(6.3%) 0 0
£HEEL LURE[/kE 5(31.3%) 2 (3.3%) 17 (13.5%)
W 1 (6.3%) 0 6 (4.8%)
TSR AL ML AE 1(6.3%) 1 (1.7%) 1(0.8%)
EHEAER 2 (12.5%) 1(1.7%) 1 (0.8%)
EHETALRS 1 (6.3%) 0 1 (0.8%)
R ERALEERE 1(6.3%) 0 0
I R EE 1(6.3%) 0 1 (0.8%)
BT LLE— 1(6.3%) 0 0
RYE R X OVE A RUE 7 (43.8%) 6 (10.0%) 22 (17.5%)
BIHEER 3 (18.8%) 2 (3.3%) 11 (8.7%)
ak 0 2 (3.3%) 2 (1.6%)
K[EIR 1(6.3%) 0 0
B2 1(6.3%) 0 0
PHR 1(6.3%) 0 0
mkk 1 (6.3%) 0 0
T RERG 2 (12.5%) 0 0
B RG 1(6.3%) 0 0
BE. PEB L UNBAGE 1 (6.3%) 0 0
i R B 0 2 (3.3%) 2 (1.6%)
g 1(6.3%) 0 1(0.8%)
BRI 0 4 (6.7%) 7 (5.6%)
TARGEXVBTI) N 0 2 (3.3%) 2 (1.6%)
A7 =T —EHE
BREBERE L OEAAREE 1(6.3%) 5(8.3%) 12 (9.5%)
EEHE 0 0 4 (3.2%)
RN 0 1(1.7%) 3 (2.4%)
fhim 0 2 (3.3%) 2 (1.6%)
HRREE 7 (43.8%) 9 (15.0%) 27 (21.4%)
G 5(31.3%) 4(6.7%) 19 (15.1%)
FEMEDFE 0 2 (3.3%) 5 (4.0%)
M &R EFAR P 1(6.3%) 0 0
RRMEERE 1 (6.3%) 0 0
RREE 0 3 (5.0%) 3 (2.4%)
AIRAE 0 2 (3.3%) 2 (1.6%)
FER R, BRERI L ONERRIEE 2 (12.5%) 3 (5.0%) 14 (11.1%)
WEMEBRATR 1(6.3%) 0 5 (4.0%)
RSk 1(6.3%) 2 (3.3%) 3 (2.4%)
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R 27456 DWITNNOBREFTRARN 2%U L TChotHFEEROREIRSEEUVE
A58 - RERADOZSMEMITHBRER ()

BEIKRSE 7R CDP870 400mg | 4 CDP870 #% 5%
HAE N=16 N=60 N=126
2R 1(6.3%) 0 3 (2.4%)
BB LU THREEE 1(6.3%) 3(5.0%) 12 (9.5%)
%5 0 0 3 (2.4%)
K 0 2 (3.3%) 2 (1.6%)
mAFREE 0 4(6.7%) 6 (4.8%)
& 0 2 (3.3%) 2 (1.6%)

&R (%) TRT
Table 3.5:2 (5.3.5.3.3) LV 3|H

1) EEENOFEER

AESFROBEER, WTHhOREFHTH, IZLACKBREThH T, BEOCAEESNRE
L7=EBNIEH 4 BITH -T2, 2055 3F 3 EOEEFSN, ERIC L 25HE CIERE L BEH
D LHMrENT (27457 .

F 27457 BEOEEFROEN — BERADORLHEMIT S BER

R HRE HARGE B58# TREREE L DR RBRY
CDP870-003,/12 AV TNV YRRERE | CDP870 60mg sc BEEH D
HILTRR BER L
PHA-024 /504 i S CDP870 800mg sc BEEH b
CDP870-038,7°0010 | #23ZM{K1n £ CDP870 400mg sc BEE L
CDP870-001,8 RN FIER B Y
sc=fTF

IEREL ORRBERIZOVT, EbHEb0ain, BZLHEHY, BEHV . BLNCEEL Y U
THh) LHEEN-AEERY, BREORSIC THEHY) LHELE, BREL:OREBEFEICH>\WT, &
BRL, BEo<BEERLXZ (2L tUMShAEEERESY, BREORSIC THEARL) L49EL-,
CDP870-001 8% (5.3.3.1.1) , CDP870-003 38 (5.3.1.1.1) . PHA 024388 (5.3.3.3.1) KUt CDP870-038 =8
(5.3.1.2.1) ORBBEREZLVIIA

2) BBRELORRBRIOHFESER

HERERAEA THEINFEERIL, FOIFLALNEBRRELEELL (Bt 35
i e, (BE&EZRL) . BELIBEERL) Xt TRL) ) LTSIz, BREICEEL-E
EFLR (EMICLZFHMET (EH5 b0y . TBELLEEHY ) . TEEHY ) .
TEALMICBEEDH Y | XX THY ] ) PEBELIAESIL. 4 CDP870 58T 126 % 37 41

(29.4%) . I EXRBETI6HIF 7H (43.8%) Th-7- (53.53.3 ® Listing 4.5) .

(2) FEHEOHER

1) RA0003 &E&

RA0003 RRICBIT A HFESERERORBERII 785% Th o7, N ODHEBSRIIANE 144
EOBZ 1 HEZRE, 2TOERPRBRKTETIEE L, BRECAONEEEES (5
FEN 10%H8) X8R (49.0%) . BIRER (13.4%) ROWMEMTEZRE (10.7%) Thol, “hb
PSS DEESERIIL T, BHRAEN 10%KRBETH o7,

WTNNOREH TREZEN 5% B ThoT-AEELRY, £2.74581Z R LT,
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R 27458 WTFNPDOREHTREARN 5% B TH-oEFEFHOER : RA0W003 RBD

ITT4£H
BE5R , 2
B CDP§70 400mg | CDPS70400me | or rnion p
oA TRAE R IRA PFS : - N=149
N=50 N=50 n (%)
n (%) n (%) N=49
n (%)

2k 41 (82.0) 38 (76.0) 38 (77.6) 117 (78.5)
BB E

[T ] 4 (8.0 1(2.0) 7 (14.3) 12 (8.1)

E 6 (12.0) 4(8.0) 4(8.2) 14 (9.4)
2HEER LIRS RITEE

4 5 1(2.0) 6 (12.0) 4(82) 11 (7.4)

VESERAL M E 3 (6.0) 1(2.0) 1(2.0) 5(3.4)
BME R & O 4 sRE

BIAGES 4 (8.0) 10 (20.0) 6 (12.2) 20 (13.4)

A% 2 (4.0) 3(6.0) 3(6.1) 8 (5.4)
REREE

5 | 24(48.0) 27 (54.0) 22 (44.9) 73 (49.0)
AR R OIEEE

B R R EEE | 5(10.0) 4 (8.0) 2(4.1) 11 (7.4)
MR . MIERE L OithalEE

MEMEBEA TR | 60120 6 (12.0) 4(82) 16 (10.7)

PFS=FHTAERT IV TH

RA0003 RBRROTERARMESE (5.3.122) LV 3H

BFEFEROEEEIZ. M TVAVBERBETHRE SNEE 1 2BV T, WTFRLVBREXT
PEEThH-Tz, RRELEERSHIEEELNEREL-HREORSIL. 23 CRBRETH
o7 (BTABERVY U PRIBE, S TVAY RFBER R EEREE TENLER 54.0%.

51.0% K& X 54.0%) .

SATVAD EHBEORBRER 0014 T, BEELFEFSL U UEHERRE S, RER

Bk oAmateTh Y| 20MES L 20ME 3 A ETERBY ey oy 2 F ST X T U —
NEEZURHTEY, 20E3 ADPLIRVER I VTR P UAREEEE S IRE LTV e, BB
DERBT, -t MEERRIBFALE Y (B-HCG) RENRBM TH o7z, FHERE IEIROMSE

EHEL. RS 1 HOoBEERECHLIRAER SN, BREOERBRIEETHY ., LIEEH

EUOLHENER SN, AFROEEEISE LTSI, BRBRE L OREBEHKZICOVWTI,
EENZL-T (BER L) LMz, ARBRKTE, MIRIIMET Tho7-, S HH%

5.3.5321CINEk LT,

2) CDP870-056 &R E&
CDP870-056 RBRIZEB W THRERN SUBOHAEEFERY, £ 274597 FEH L=,
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K 27459 FEEHR 5%BTho r HEESOER : CDP870-056 RED ITT £

Bl B58
ﬁg’jﬁgﬁﬁ % 11t CDP870 | £ 2 4% CDP870 Néj;
N=46 N=44

TROBEAMNKDR/EAREY | R ERR U ERER (%)
BYER & OEAE RUE

RiERG | 3(6.5) | 5(11.4) | 8(8.9)
HRERREE

Gt | 5(10.9) | 7 (15.9) | 12 (13.3)
Rz, MIERE L UNERRREE

WM SR R | 2(4.3) | 4(9.1) | 6 (6.7)

Voo REOFREREHBE LTERLE,
CDP870-056 RERDIRBRIBIEH S E, Table 14.3.1:22 (5.3.1.23) X038

RBRPICHEINTZFEERIL., TOELAERHEEN ThH -7, BEHESO SOC |TEL T
Hole, TNHLDOHEEERT, RBRKTHICREEOBREAELXRE,. 2 TRRET £ ClcEE
Liz, MBEIZAONTREESS (RBEEN S%E) 13, 88 (133%) . LXoERy
(8.9%) RUWHMZEREIE (6.7%) Thol, AEERORARIT, MBEHFICRBE CH- -,
REFLOITLALIE, BRREEENSEE (1640 XIHhEE GH) Thh, EMICX 58
KL DRRBHOFEIT TBEER L) LW EN-, BEENEBETH-HEERIT. BIBE.
EERE LA RUHRMRREH TH -7, ZROOBECAETERIIVTRLLEE L, BRELOR
REMFIT EERL] LHBESH,

2.7.4.5.10.8 1 COPS70 AN HENDEETESR

CDP870 H[Bl# 514 ZH1 CDP870 HiiAIB A 2.4 units/mL B Th - -MEFIT. O RERALH
D4 CDPR70 B 5-8£ T 126 Bl 24 B (19.0%) Tdh-7-, Hi CDP870 HiffkiZ. CDP870 A3 H>
LHRLI-RICRIEIND Z L BEhoT, AEERIEHRBREER T NHE L5 CDP870
PUERBGNL, ZDITL ALY, 51 CDPS70 HikA Bk & 2 A FIC B EF S IR EKREER Y
BREBALL (ENEH 90%K T 71%) (5.3.5.3.12 ® Report on Immunogenicity of Certolizumab
Pegol) . L7243 > T, AEFRRVBRREMBEREIC L 287 Tid. Hi CDP870 FiikiZBEER A
EHORLMICRIETHARLREEN W LITRENT,

RA0003 RRER X% CDP870-056 SABR Tix., $i CDPS70 MIADHEIZ L AFEEEHENT LA

27,

2.7.4.5.10.9 BRERERE

BFERANEREZXNRE L-RBRTIE. BERET — 252 HE Lo, ZRLDOERBRTIT
WS MRFPRE, MBRACENRERVCRBRELZER L7228, RBECTEADORTF A —F
WWETOERRO b, BRBEAEHAZNERE LE-RRTHCHEARESZER L0,
PHA-024 B DA Th - 7=,

BEARRAERT R OFEMIZ OV Tik, CDP870-001 3Bk (5.3.3.1.1) . CDP870-003 3RE (5.3.1.1.1) .
PHA-024 B (5.3.3.3.1) . CDP870-038 A% (5.3.1.2.1) . RA0003 B (53.122) Bt
CDP870-056 3B (5.3.12.3) DOIEBRKRIEREEICRE L7,

(1) NIERFMNBRE: BERALES
CDP870 i3, BERALERIZB N T, MIRFENNNTA—FITEBLE2 VW EEZ LD,
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1) Rk

CDP870-001 588k, CDP870-003 3Bk, CDP870-038 3XB&. RA0003 B XX CDP870-056 & T
i, RMERICEERNICEERZREIIRD b holz, PHA-024 RER T, FRMERISEIN TR
DI AEMIERD bR ho T,

2) gk

CDP870-001 35k, CDP870-003 3XB&. CDP870-038 X8, RA0003 3XB& X I3 CDP870-056 RB ¢
X, BILERICERERMICEEREFEIIRD LN o7, PHA-024 R TlX. B MmERAS BN i
ST AERIIFRD bl hro T,

CDP870-001 RER Tl #EME LN Y —F —TY U ERDEZ T LTz, FORE, Vo
NERUIFFTED U 738k 58 (CD3+, CD4+, CD8+, CDI4+KRCD19+) DEIAIZ, 1KEBREE |
B L= E(iIzmd bl o T,

3) MM/MRRUEFOMOBEERE/ NS A—4
CDP870 1%, RERALERICEWT, BEEE S A—Z TEBrEx W E2 505,

BERAERICBIT 22 TOBKRRR T, IM/MREL. PTRCRaPTT 2R L=, =7 L
CDP870-038 RER Ti%, PTRUaPTTOWVWTNH A7 ) —=L FTLAAELTE LT, REdh
DF—F X2,

CDP870-001 352 & U CDP870-003 FABR TliX. M/ MREUL PTICEERMICEE A2 REIIRD S
N oTz, PHA-024 RERTid. CDP870 5 IXAERRITAE D M/ MREDSBEIN IR+
HERIIRDONT, FLAAALAAL OMICERHICEERAEIRBD LR o7,

CDP870-001 BB Tid, aPTT IZEERMICEELREFIIRBO bR o772, F7- PHA-024 AT
1%, aPTT BSEMNXIIEA T 2ERITFED Sz h->7-, INR iZ CDP870-003 RER CHO LR LT
25, INRIZEERMICEERERF IO ONAahotz, FR—R5 (4 UL B LT, BEC
BERERIRD bR o7, RA0003 RR TITEE ST A —FERFFLEN, R—X5 [
e & Ll U CHRERMIC B E AR ELIZRD b hro 7=, CDP870-056 SRER Ciim/MEE R O\ PT %
AT LID, "R—R T4 VB L B LT, ZNOICHERMICEEREITED b iho T,
CDP870-056 BERDIGBR EMifEsR 2 MEgk 1 lEsR 0BT, 7B BIZ PTTEERTE O O, L
NLINDHDaPTTIERIX, TNLEOREER CIIEERBSGARICEE L TWe, 2450 aPTT
ERIZHESBERESR (HM%E) I3BOohiholz, 2D aPTTEER. BEREDLEKN
#Ff (5.3.5.3.13 @ Cimzia Coagulation Test Expert Report) 725, RIMERICIIT 3 aPTT RE M
CDP870 @ PEG 47T £ 5 TSN E Mo T Tod LIl S hviz,

CDP870-003 FABR Tid. CDP870200mg fZ T 5D 1 il (B%&E 1) T. CDP870 ¥ 51% 48 B
MIZ aPTT &R (53.7%)) BB LI, BEROICEETHIAREMRH D LS, Ll
F#ERE DT H O aPTT X EEEFEEGEFEN TH - 7,

(2) HFHRE

CDP870 & 5-HITix. FipE X7 A —4% (FIT ALT R AST) ZFRWC. MRAELSHR) (S5 2
—4& (BRERE, 71710, REA, SVa—ARUVERE) [THEMUIRMERIEEED 5
N2poTe, LPLBRRL, HBREHRNPEOD, AL L-fmesBs 2 LIIRARETH S,

cDP870-056 KB D 3 41 (H5E R/ 0002, Il 0028 R 0032) T, Z LT FLFF—
BTG ARER ICHREKMICEERBNARD b, Zhbid, EMMICX 28T, &L
WEHEFHCLZLD0THD LHT ST,
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1) HFF#eRE

CDP870-001 588%, CDP870-003 388, CDP870-038 X5, RA0003 35 & U"CDP870-056 SXE& |-
BWC, BRMICEETHAWHRERS ZITHEREMERY (EBELERO 1.5/E0E) 82D
bITZERIE, & 2.7.4.5-101Z7R LT, PHA-024 RBRITHOWTIT, P EREEEE DEKME
EEZRF L7270, R EBRERAON-SES2RIZED -, BERALEFAT
AEERL L TRESNEITREREREICET3ERIT. 2.74.5.10.10 (8) HIZR LT,
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274510 BENICEETHIAREIEDOD ZITHEREEREE (EBMEERBO 1.5428
L) BBDBNIEFADER : RERALS

R BREES C;E;?;f‘f "@jf NeA T A, BRI, B
CDP870-001./1 0.3mg/kg iv AST (U/L) AZY—=vT :36, 5HE :85 (&)
CDP870-0015 1.0mg/kg iv ALT (U/L) A7 V—=7:31, 5HA8 :63 (&)
CDP870-003,/21 200mg sc ALT (U/L) A7 V—=7 /{6Fa0:35, 28E :66 (&)

GGT (U/L) A7 Y —=7 /%A : 58, 4288 : 101
(7)) . BERE: 82 (&)
CDP870-003,727 20mg sc ALT (U/L) A7V —=7188Hi 120, 2188 :75 (&)
PHA-024,70205 100mg sc ALT (U/L) 1HEOWEEN 62 () . 388 :91 (&) .
BRAE 60 (B)
PHA-024,70305 400mg sc AST (U/L) 1 HEDERR 24, 5S7THHE : 82 (F)
PHA-024 /0405 TSR GGT (U/L) 1BEDEEN:9 (&) . 22B8 122
(&) . 5788 :100 (&)
CDP870-038,/ 400mg sc ALT (U/L) A7V —=7 /tRERA 24, 2388 1 94
R 0029 () | mAAE - 24
AST (U/L) A7 V—=7 /%R : 19, 2388 : 270
(&) . B#fE - 20
CDP870-038, 400mg sc AST (U/L) A7 Y —=7 /65 16, 238E : 121
030 (@) . BAAE - 18
C.DPS70-038/ 400mg sc ALT (U/L) A7 V== 7 15 41, BERER - 92
/0033
CDP870-038,” 400mg sc GGT (U/L) A7 V—=7 /155 28, 288 : 121
Bl 0042 () | RAEIE : 30
RA0003, 400mg sc ALT (U/L) A7 Y—=r7:32, 2788 :35 (B) . Bk
R 0052 (1288) :102 (&) . BRE: 162 (&) . B
BE 60 (&) . BRRIE:57 (&)
AST (U/L) A7 Y—= 23, 238A 25, BEE (128
B) :39 (&) . BRE :65 (&) . BHE: 23
RA0003,/ 400mg sc ALT (U/L) A7 Y —=r7 24, 2588 : 111 (B) . &
I o118 E:64 (B . HHRE 30, BkEE (12:88)
14
AST (U/L) A7V —=r27:19, 23BB : 49 (&) . B
E:36 () . BRE 20, BEE (12:88)
15
GGT (U/L) A7V —=27:26, 28R :50 (&) . BB
£:43 () . BRE 37, BEE (1288)
22
CDP870-056, 400mg sc AST (U/L) A Y—=27:20, 14BB : 169 (&) . BR
Il 0002 & 112 (&) . BERRE 27
CDP870-056,” 400mg sc ALT (U/L) A7 V== :55 (&) | Bk : 231
R 0042 (@) . FRZE: 115 (&) . BRE: 118
(B) . BRE BHE:93 (&)
AST (U/L) A7 Y—=r7:49 (F) . 1488 :80 (&) .
BEEEE : 116 () . BRE 68 (&) . &%
85 :55 (&)
CDP870-056,” 400mg sc ALT (U/L) A7 Y—=v27:29 14BH:91 (&) . 210
0028 B:79 (&) . iBEEF : 30
AST (U/L) AZY—=2Z7:31, 4BB:379 (&) . 210
B:62 (&) ., BEHF : 36
CDP870-056, 400mg sc ALT (U/L) A7 Y—=v7:21, 14HHB :81 (&) . 218
B o033 B:70 (&) . iBBEEF : 26
AST (U/L) R Y—=22:19, 14 HB : 266, 1BB=E : 19

ALT=7 5= T3/ b7V AT =25—E, AST=T ARG UVETI/) 50 27x5—¥, GGT=y-7

NWEINVINTFT AT 2TF—F, sc=KTF

CDP870-001 328 (5.3.3.1.1) . CDP870-003 38 (5.3.1.1.1) . PHA 024 388 (5.3.3.3.1) . CDP870-038 35
(5.3.1.2.1) . RA0003RREE (5.3.1.2.2) KT CDP870-056 B (5.3.1.2.3) OERBIEHEEL VA
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R2TASNTRLTIEFD 55, FTEEREERENAETFRL L THRESNZOEKD 9
#IT&H o7 _(CDP870-001 RRERDHLBRE 5. CDP870-003 RERDHERE 21 R 27, CDP870-038 3
srowsE I 0020, [ 0030, [ 0033 RO 0042, 3 rizrA0003 HEROHEREI
0082 Rl 0118) .

2) EHEERE

BEBRAEFRICBT 2EBERRTIL, 7V 7F = XIIBUNICEEKMICEEALAREIIRD
Nagdole, BHEREERERXIVTNLEAETELRLE LTHREI 2o T,

3) FILIEURUKLER

RERAEFICBITABERRTIZ. 7V IV XIRERICEBRMICEEARREIIED LN
Rinol, TW7IVXEBREARFERWVTRL, AEESL LTHRESN o7,

4) H)ILa—R

RERAEFICBIT 2EBERRRTIL, SV a— X CBERCEERRERIRD SR hoT-,
mMH 7N a—RBERNTRLEEEERE L THESNAR» T,

5 BfH

CDP870-001 388k, CDP870-003 38X, CDP870-038 :ABR K% TN RA0003 REBR ClX. EBAFE TR
MICEBEREFEIRD LN 2T, PHA-24 RBCIL. SREICEEMICEEARERITEED S
Nizhole, BERAERICBIT2EERARTIE., ERERTIAEES L LTHEIRA-
7=

(3) BHhlkrZE

EMAERZRS L L2RBRTHCHAREZ ERE L7=0i%, PHA-024 RBOLTH -7z,
R—=25 4 VRIZECHERETH o720, 57 HBICHCHRAEBRE ThH - =EAOBRESIE. 75
TAREE (8.3%, 1/1241) IZH~T CDP870 8 (11.1%. 4/36 ffl) TE -7, Hi dsDNA Lk
w3y 72 fERF]IX, CDP870 100 mg B 2 Fl% T CDP870 400 mg BED 1 i Th o7, Zh b 3 fFili
Wb AR EEEGEANTH -7, 2D 5 H CDP8T0 100 mg FEDOHEERF 201 (50255
) DOFL dsDNA FUEMIZ, X7V —=V BT 251U, 8B T451U Th-o7-, CDP870
100 mg BEDHERE 205 (45 5BHE) OHL dsDNA FUEMiZ, 27V —=0 VBRI EEEGEENT
Holehd, 8TWB TIL 361U THo7z, CDP870400 mg BEDHERE 402 (23 5%BHE) DOHL dsDNA
PAli, RV =V FRREREGENTH 7=, 8 BBETIEATIU Thotz, A7 Y —
= JRHICHL dsDNA LRl R E 2 4 Gl TRO LN, Zh b DR OHL dsDNA Hiikit 8 8
B CIRREEBEHENTH -7,

MANTF ) ¥ HURERB»r - ERIL 2 HITH o=, 2D 5 5 1413 CDP870 800 mg BT
HY, FANVYFY B MAKERED» o7, YHEFORAI ALY ¥r IgM Fiikfii.
A7V —= 7RI (10IURE) Thozi, STEHETIX23IU Thok., THilahk
i} U5t dsDNA Fuifliid, WINoOBERS TORETH o7, b5 1 X7 TR RETH Y,
MANTZ Y ¥V IgCHEMBE N> Tz, REFOHAIN A B IgG R, 27V —=
IUEIRME (10IUKRE) Thok, STRETIRIIIUTh-7-, Fi-, Hilhiffiz, *
7)==V IRIRMTHY, STHBE T 40 AR THBHETH - T,
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(4) REE

CDP870-001 BXBRD 1 ] (BB 4) T. BEARMICEERRE L L CREMBEBIRZED b
2o LALZHIE, R ) —=U SR LR LNFIR THh -7, CDP870-003 X8k, PHA-
024 3BX., CDP870-038 SABRKL N RA0003 RABR Tix, BAMICEE LR RRENMRIIGE I NA-
77

CcDP870-056 & D 1 41 (#5EM/ 0020) <ix. R¥EMmA 14 R U21 B B, HTONTEREREIC

WO LNz, HREFITREL, REARVRY M ERNBBRICED bR, ZORFIR, E
B & 2l CRRIRAICEE L Ml ST,

2.7.45.10.10 FEANRIIERBEEER

AKEOFEEZROMBHTIX, EXHARERAEAZAVTERB L, =7 L, LEROIEM
ERIY, BAA/ BAZRE L L= PHA-0Q24 RBO L TEME LT,

HERERAEROWTNLORERE CHREARN 2% U LOFEESEE 2.74.5-61TR L1,

(1) SREREE

RERBE IR OTHIED H 5AEFRIOVT, HHARERALHOE LM — 4
WTRFI L. ZORR. RERREEETRT 5AEFRIRD bRk,

(2) RBRE

HERBERALEF CRIMEEROFEHERIL, TR (43.8%) X V4 CDPS70 55
(17.5%) TIEETH -7z, FRPPEOEBRFEIL, 1ZLALORBRPEERIIBWTERERET
1~26IThH o7, £ECDPSI0REREL 7T v RHOB CTHRAROENE LK o RBRLEES
IZEXTH-7 (1.6%%F 0%) .

BERAER CEEORIEESRN 2FME SN, FONRIL. ABEMR 1 H (EFOSEE :
BEHD) ROA IV PEEREBR 16 (EFHHEH0N2RN) Thol, ~A~LAREYLAH
268G S, TONRIZ, B~ (BER L) RUOEMALZIBRR (BEHD)
ThoT,

(3) BEES
fEFRAR SRR CIIBMEIERIIR® b so Tz,

4y pDmhEEE

SOC A ILBREE] OFEFHE LT, REBRIRAS S CDPS70 580 1 i cHE XN, T
7o, SOCH TMEREE] OFEESRHN., £ CDPST0REHD 6 fITHEI N, ORI, M
FE Q) . B, 12Th, EOLERVENHELE (K 1§6) Thol-, HFEREMRALRT
. WThoLmEES S, SREHORBEFAKE 1 FILL T ThoT-, BERNIZEETH SRR
HDH D LMEFEEIL. 7 V— F 1 OWEHE LT (EMOE : BER L) ROEEORS
HERLE (BZ5EERL) 026 ThHoT,

(5) LEH
RERAZXRL L2 TORRTOBERZIE L, Zhb0RRTIILERIOIER
2a—NVEUHEERRER-TWe, 207 SCS Tk, BEBRAEMOLERITHS LA o7,
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REERADOLERT — % OFHRERIZHOVWTIL, x DIERBIEREEZLZZRO- L, UTKR
X, PHA-24 RBROLER T —Z DML EZEEOLER L,

BERAEZXIRE LR OB LERTFT— 2 0ENY ., £2745-11IF L,

£274511 LERFHEOEN : RERAZHSE L LERB

Y BIERER FikE R
CDP3870-001 A7Y—=v7, 0B |MBMITINLUER®R%E,. 125 | BEOCEEL2EEIT,
16 %1 B (AWHRAZEHR | BLERZEIELE CDP870 =iE#HIRAR S
(CDP870 : 12 f, AETICBIE L. #56 | Marquette Mac DMEITCERE AV | 8. 5%, U5 %
TR 440) BRETABFASCHZE | <. RORARCDES2TFI2L | OVThOBATHLRD

L) . 1R®58 8 LEREZT&E LR Bhiahole
SLERZEMPFME L -
CDP870-003 A7 Y—=7, 08 | WBMIT3IHLUERHE. 27 | BENCEEREEIL,
3041 B (REHRARESHR | E0BRE2RELE CDP870 MR ErIRIIIR 5
FRRNCEIE L., BER | Marquette Mac 0BRSS 2 AV | B7. 85, X 5%
BRI 30 0~BLAE 46 | T, RODRAKKDESTTFPEZL | OWTFhOBETHLERD
MibEGERE L=, # | LEREZREL: bzl
SBA% aBEICHE | 2O0BRPEMASEEL -
ELE) . 1RG5 H
B
PHA-024 A7V —=y7, #fg | DENBBRENEDIZ, 18 BEFHL LTHESN
48 5 LER”:-1. 18H BoBgmLER, iz 2, 3. | OBRREL. /mEk
(BEANCREL. 8 (4RSS AEOLEREDRL | RS - IERED
E#IZeRATHEL | ERBREBRICEMSG L 18lDHTH-T-, Th
7). 2, 3, 4,5, 2 LERZ ERMATEME L - PASHT, EERRIICEE R
8, 15, 22, 29, 43k | LEXER (RR, PR, QRS K& | LEHEEEED LA
W57HB vQT) IEFBAIRICmMZ, 5 Moie
TENMEY T MU =T ERAWT
HELE
TERMEBOREXIUEZRE
L7358, IBREKEFICHEL
7=
QTcHEIR O E TiX, Bazettihk
FridericiaiE 245/ L 72
BEHRIESWTIL, BRIz
BEENE»ZTM L=
BRNICEELZREFRIIS
T, BEES L LTRELE
CDP870-038 R Y —=vFROG12 | LDERIZ25 mn/s DFEET, 1 ATV —=v TN 12
48 i BB cm/mV OBRIEMBRE Ah TR | BB Tz, LERAS
Lz A—FICBREMICERD
2LER T EMAREMLE EoRAR L | A eAY Y
BE¥FRIIAEESR L LTHE
L=
RA0003 A V== E12 | LERIE 25 mm/s DFEEET, 1 ERIZ L Y BBERAIERD
149 41 BE cm/mV OB E AN TIEEE | HHLEHREIIAWE
L= ¥ hiz
20BN Z ERMTEE L=
CDP870-056 A7V —=v 7 k84 | LERIX 25 mm/s DEET, 1 ERPIZ L Y BRERMIERD
90 1 A B cm/mV OEIEBRE AN TR | HALBEREEIZRVWE
L= Hrahiz
2L ERFERMATEE Lz

em/mV=trFA—FL/ TVFRLF, m/s=3I Y A— b A/FES

? Bazett¥% : QTc = QT(HR/60)'”, Fridericia#k : QTc = QT(HR/60)"
CDP870-001 3Bk (5.3.3.1.1) . CDP870-003 38 (5.3.1.1.1) . PHA 024 38 (5.3.3.3.1) . CDP870-038 X%
(5.3.1.2.1) . RA0003 3Bk (53.1.2.2) R TRCDP870-056 3B (5.3.12.3) DOEBRKEREE L VA
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HFERERAERAT, FEFRLAMEIN-LERRFIZ1HORTH-7, YEEHIL.
PHA-024 RBRIZBIN L7 24 BB (BBRE 102) THY ., LERET L U TESREHE -
ToIRERARDSFB O b7z, LA L ZHITEBREERATLI RONBLERFIRO 1 5THY
ERIC X DB CEEEIIRE, IRREL ORRBEGRIT TEER L) LHESnE,

PHA-024 RERTiZ. LEROBRREEFME Lz, ~—RAT74 VNS 1 BRETOELEE
LR, 2BBEOLER T A—% (BEQRSEIBEUVEREQTRIR) THREMEICHEEEN
RO oz (p0.05) ., £D 3 HEKQRSHERTIX, BARTREARAAEREOWTRTYH, BE
HRICAREFRD b, BRIFAEQTHIR TIX. AAAERE DR EHRBICEEENED
biviz, L2 L., DI X 2HEQTHIRE (QTc) TIXEZESHMICHREREMIIZEDONT,
THOQT/NT A—% (QTHIKRE. Bazettikiz X 5 QTcRIRE’® K UFridericiatiiz & A QTcHIY) <
b, EREHTEBME (460 msecld k& EH) IRBDONRM o7, U EORERM»S, BKEQRSH

REVREIFRMEQTHRIR TR LN

EeEmi, BERANCEENR W LATFRENT,

BazettfiIEIEIE. BWDBETIIBRARME L 23—, 84 60 HREBOE LI i@/
RFIE L 725, Fridericiafi IEIEIC L AQTCRHI T, N—2 54 VEENLIE5#% 5 BETOWVWTH
DOPNERFRE TOEID 30 msecB B TZIEFNIT. 7T ERBED 14 (31 msecH> 5 60 msec~
L) OHTHYD, CDPRTOBETI 1 flbWMESI NI o7, Thik. CDP870 A LMEFESHEIC
BFEREELZS 2RV bbb IFEENE, QTcF—# %, £2.745- 2RV 2.74.5- 1315

L7,

K 274512 QT 5 A—Z DFERELE : PHA-024 RBRO KSR RER

B BE5B
QT k& 75+%R | CDP870 100mg | CDP870400mg | CDP870 800mg
N=12 N=12 N=12 N=12

QT kR
0~30 msec 9 (75.0%) 12 (100%) 12 (100%) 7 (58.3%)
31~60 msec 3 (25.0%) 0 0 5(41.7%)

QTc [Hikm (Bazett i)

0~30 msec

11 (91.7%)

10 (83.3%)

11 (91.7%)

11 (91.7%)

31~60 msec 1 (8.3%) 2 (16.7%) 1 (8.3%) 1(8.3%)
QTc [#ka (Fridericia )

0~30 msec 1101.7%) | 12 (100%) 12 (100%) 12 (100%)
31~60 msec 1 (8.3%) 0 0 0

msec= I UFP, QTc=#H1E QT HIf@

& FiEk (%) TFT

PHA-024 BERDIBBRIRIEREE, Table TI2.1 (5.3.3.3.1) kv3IH
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274513 R7V—=V7BERU5 BBIZBIT3 QT RIBOENSKE : PHA-024 BB

DELMMITHREM

s CDP870 CDP870 CDP870
E;%lﬁi HatE 77ER 100mg 400mg 800mg
TR N=12 N=12 N=12 N=12

QT [EikR
1BH ¥ (SE) 392 (9.9) 383 (5.3) 402 (7.6) 391 (7.7)
B/ME. BKE 343,478 348, 406 355, 443 347, 424
588 ¥ (SE) 376 (7.9) 367 (5.0) 373 (6.6) 383 (6.2)
&/ME, BRKE 338,423 332,390 340, 420 343, 409

QTc fHika

(Bazett %)

188 ¥ (SE) 379 (4.3) 387 (5.4) 382 (7.0) 380 (4.9)
BME. RKE 358, 405 357, 415 341, 417 356, 404
5HE 3 (SE) 389 (5.2) 389 (4.9) 389 (5.3) 386 (5.4)
B/ME, mKE 354,410 347, 415 363, 425 359, 419

QTc Hikg

(Fridericia 1)

188 Y] (SE) 383 (4.7) 386 (4.0) 389 (6.1) 383 (4.2)
B/ME. BRKE 362,419 364, 404 346,418 356, 404
58H 5 (SE) 384 (5.0) 381 (3.4) 384 (4.2) 385(3.2)
B/ME, &RXE 354,413 357, 401 356, 408 367, 400

QTc=fH1E QT M, SE={Z#iaz
& - 1 B BOERTH 8 OHIEMETH S
& EMEIIIRTHS

PHA-024 RERDIRERIBIEHREE, Table T7.1 (5.3.33.1) XV 3IH

(6) BREEE

BRREZ IR BIEBEREEORBREIL, 2 COPT0 BEHE VT T ERBETCENEN 15.1%%
W 125%ThH o7, 2CDPSI0OREH TREERCALN-BBEEIL, B 4.8%) . TH

(4.0%) ROLMEEE 24%) Tholz, 7T ERBEHTHTSL CDP870 B 5B CEBEETL D
NI-BBREEIL. TH (0%xt4.0%) ROLEESRE (0% 2.4%) Thoi-,

(7) m&EE
PFE AR TR, IEREECHEFRIRBD LN o7,

(8) HRREZR

T T B REIZLRTECDP870 R EH CRERVBE TH - -IFERESRIT. ASTHEM (0%
1.6%) . ALTHEM (0%x%} 0.8%) . GGTHIM (0%x%F 0.8%) . FFEERERE (0%x%f 24%) TH
o7z, El 1T, IBREOERKEELED R BREUBICHEZRESNEME SN, Y
1%, CDP870-038 RERDO#EREN33 TH Y, CDP870 400 mgE[EIR 5D 112 HZICALTHIMAEE
oz, FEREFRICETERIE, 2.745.109 (2) 1) \IZR L=,

(9) RERUASTWES
RERAZE T, RBRVASBEEOFEETRIIRD bhizhoiz,
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(10) #HRREE

SOC 2 HMEREE | OFBFERLEOREEIL. 77 ERBICL~TE CDPS70 # 58 T
EThH-o7 (43.8%%F21.4%) , £ CDPRT0 WEHR VT T R TR S EEEICH LN R
FEEZ, R TH-TZ, 7T R TL CDP870 B 5B TRIMEN 1% FEETH-
TePPREREEIT, BEIMED TV (0% 4.0%) Thot-, CDP870-001 RERDO T 5 REE 1 ] (B
BRE 8) TREOCHBARDOLNGE, YZERIIBRELEEH Y LU ST,

(1) BRRURBREE

iR VR R DRBRIMEIZ DWW T, 2.74.5.10.102 IR LT, FSRBERALF T, SOC
2B BBIVREEE) 0OFFEFREIRDONT, BRMICEEZBHEREEEE LR DN
o Tz,

(12) &EREE
HFERERALERA T, SOCH EEEBIULEEE] OFEFREITH N7,

(13) HIRBRESE

REIR 2 DREGMEIZ D\ T, 2.7.4.5.10.10 (2) 1258 L7z, SOCAS THREIRSR. MaERis X OMGERRRE
E OFEEROEBRIL, 2CDPS0VRERH L 7S AR TRBRE Th-7= (11L1%EKEM
12.5%)

£ CDPS70 B EH R O T T RECRAE LA DN ERBREEIL. B (FRER 24%
KTR6.3%) . TAMRERER (4.0%K116.3%) . WNZERR Q4%KR163%) Thot, FOMMmo
B (MERERVCEEAE) 32T, FREETORBHEN 2L T ThoT,

(14) BRIEESE
FREEE ORRYEIZ D\ TIE, 2.74.5.10.10 (2) H\IZR LT,

SOCH TEREBIUETHEEE) AEELORERII, 2COPSOREHEVT T ERET
TNTN 5% KT 63% THo7-, £ CDP870 BEH TR LEEREICAON-REBEEIIRS T
HV., TORBEIIL COPIOBREFET24%, TT7ERFET 0% TH -7, SOCH TEEBIM
K THEEEES] OZ0MOBERIIET, FSREF CORRGIES 26U T Tho7z,

R L7277 2R 1%, CDP870-001 35 (5.3.3.1.1) TII4ABEAE /K, PHA-024 RER

(5.3.33.1) TIX70%YVE b —AKTH-7z, CDP870-003 38 (53.1.1.1) . CDP870-038 :XB&k
(5.3.1.2.1) . RA0003 3RBR (5.3.12.2) KR CDP870-056 38 (5.3.1.23) Tik. 7SR5 E
L2znole, YIVE b—AZOWTIE, ZTOBEREBEMN ST VA —RIGE2ETH 2 L AH LN
WZR>TW3B, EHFHPFMIRISICET 2548 L SOCH THER IR THEBEE oFEBERD

ZEIE % PHA-024 RERD T T £ REE L CDP870-001 RBRO 75 v RERICHE L, ZOREER,
PHA-024 RERO 7 Z 2R TIT 12619 4 6] (33.3%) THNIBMEISCET3ES (EHEATm
P, ESEACRERS, SO R CEHENALRIS NOS) Asbii-nizst L, CDP870-001
BROTTERETIZ4BF 16] (25.0%) THREEENRZDLNF-DLTHoT,

(15) ALY A 2, LERRUVEOMRORLHETEERER

R AEFICBT 2EERABR TIL. CDPS70IZ A ZAY A2, LER/NT A —F2 RO
FTRICERBZE X 2o Tz,
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1) N E)ILYAY

R AERICE T 2BRBR T, BEMICEERAS ALY A VETRIIRD biaho Tz,
BEREOR ) —= U FTRIBITAMEZ, WThORRTH ZEGENTH -7,

CDP870-038 SRER D45 510 T. CDP870 400 mg BEIH sc B 54 | BRAR U85 B ICAR Y MR i
FERRD oI, KERIZOWTIE, 53532BHERLE,

2) DEH
LEXT —F OELEIX, 2.7.45.10.10 (5) HIZRLE,

(16) BAEMRRUKE

BEMAERICB T 2BERBROVTNCENTY, BERMICEERSEFTRUIEESLIZ
BN hoT,

2.7.4.5.11 J0—2iFEEICBTAReN

I a—IROBEERG L UTERBTER L= CDP870 DEEKRRBROMEL 53.53.8 IR LT,
AR TIIEIEI o — L ROBEEZRBLE LERBBR INETIZIAKT LTINS (TR
FRZE 11 HERBR D CDP870-037 3Bk, R UEEREHMRBRD CDP870-047 KTt CDP870-048 RER) |
EWFERTIZ. &5 89 #1273 CDP870 D52 % F 72, 27 v — {tkHRE TH L= CDPST0 O
BEFRTaT7 7 A VIE, INFEHERIZBEREOLD Tholz, 7 u—UiRBELEEHE LMk
REEH (ZE£MEF) TR 77 e FABRROBRELER L L, BEHRNSETHE
LEEBEETDL. MEREEAOFEFROTu 7 7 A VIZEKRINICER DO H 3 EEED LR
olz, 7u— RBEICRL CDP870 2 LV BEIRICh- VG Lk, Sty s
FNERBET BT —HIIFRD 5TV,
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2.7.4.6 HRET—4

AFNL2007FE9A 7 BICAA RIZB W THR TRINCAREN., TORNZERHEER L L
T TROFERMEIE T 6 BOEHMWEZ2MRH®E (PSUR) ZEHRLTRY., chboF
—ZIZESEHRERZEEERETT, PSURIZEWVTIL, BREE LEERERN D DBEL 4
TTRELTEY, BERABRBEIC OV TR, BIROEIZTREILTWA Z e b, 8HZERN
OB RICEITREDOEEREIC L AERICTRIFERIT o7,

728, PSUR ¥ | ROREBMHM P ICRE SN-FEERII Lo T,
PSURZE 15 : 200749 A 7B~200843 A 6 B (53.6.1)
PSUR S 28 : 200843 A 7H~20084E9 H 6 B (5.3.6.2)
PSURZ 3 : 2008429 H 7H~200949 A 6 B (5.3.6.3)
PSURZ 4 ¥ : 200949 8 7H~2010E3 H 6 B (5.3.64)
PSURSE SR : 201083 H 7TB~2010£9 A 6 B (5.3.6.5)
PSURZE 68 : 2010F9 B 7TB~2011E3H 6 B (5.3.6.6)

2.7.4.6.1 HEFERAEER

EREREAERTHD 2007FE98 7TENLPSURE 6 ROTF—FEER Q01138 6R0) T
OTRBEORSLBFEN SHEE L2 RABEERDREHL 57,004 6, 25,158 B - EThotz, B
RARBROFERE LR -REHRIL, 54,7255 8F - FLEEINE,

#2.74.6-1 HEEBEXK

iR R &5t

BEK BE - F BEK BE-F
PSUR 5 1 # 8 - 3,717 1,950.5
PSUR %5 2 1,968 - 5,121 3,544.5
PSUR % 3 R 4,710 - 9,301 14,011
PSUR%E 4388 11,767 5,883 6,326 9,046.5
PSUR B 54 17,254 8,627 6,052 11,653
PSUR % 6 3R 21,297 10,648 7,744 14,520
e 57,004 25,158 38,261 54,7255

*PSURZE 1R GEIRE TOWMRE COERE - FI3EIh TR,

2.746.2 BNIBITAREHLDEE

EPRFEAE AL, 2011438 6 HETIRER LM B T AR LoOWE 3% 2.74.621C
AL,
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3 2.7.4.6-2 MBI A EEM EORE

EE E p7ARY 7‘-“
o EEAR
200846 H 4 H Special warnings and precautions in use DIRIZ [aPTTHRZ| DIEZH

AA R

KL, aPTT EER L ONDBREF Y MEHRLE, BRLEXE
IR TO®@EY,

laPTT assays: In vitro certolizumab pegol may interfere with some aPTT
assays. Care should be exercised when interpreting aPTT results. Following
reactives did not have an influence of the results of the aPTT assays: Dade®
Actin®FS activated PTT, Dade® Actin® FSL Activated PTT, HemosiLTM
SynthAFax, HemosiLTM SynthASil, Platelin® LS (also distributed with the
name TriniCLOaPTT HS). |

2008412 8 22 B
AE

2008 9HABDFDANLD I FTATRY VIHRIZE Y, INF

FRERERICBEELZE X N 7T A<ER UM OE B E BT

BESN TS LORHEZEBM Lz, £/, UEERICEHHEL-

REMS (Risk Evaluation and Mitigation Strategies) DEENEBE NI
(20084 12 A 31 ) .

20092H 12 B
AA A

- Special warnings and precautions in use DIEUE M LFEOIEIZ,
“Cu—iRERgl LEBRRR CTULOLBEEEIREINTE
. DERBROKEMRRBORRED VR 7 77 7 ¥ —2HT

LBRECIERERIEESTE L EBR.

* Pregnancy and lactation DFEIRDIAIZ,  “HEMET - HE~DAFIE

B2 XL VB FEDRRUBFEROERNZ NN, BER~D

HOPREBIRDONRPo72Z &, WCBERMEZEIIRAT

HB” Z BB,

* Undesirable effect DIB% TR 0@ ¥ #ET,

-BGL D loccasional : [LFIAFRE. BE. SRS, EHEREERE

B & [ERRCHEHLERE BEEYST) | WEEL, frare: B

TIRE) ZiBRE.

- FAEM D occasional & LT TEEMRE] ZBEL. EREY
lrare] 45 Toccasional] IZREE),

- RO uncommon & LT T o F— | #IBE,

- DEDOEVES Trare] 75 Toccasional] BB L., rare & LT i

ZRIRFE. LFRE, O o MMELFE. UHEE. FRER, LEME)

B,

200943 H 31 H
AA A

* Dosage/method of administration @ Duration of treatment DIED “A
D 6 # AU ELDBIICET 2 REERCHEDHEITTEHAS L TV A
W & BRID 6 v AU EDOIBRICET A REMRUOE MR, +
BRTET VAN ITHET,

* Special Warnings and precautions in use {Z “/NBEHE : J 2 —FmD
IBRBUSTETERIC X VA RHLE % B4 5 B BRI & 72 5 ATt
BHs” LB,

20094 11 A 18 H
KE

2009F8 HABDFDANLD Y FTATRY FERIZE Y. TNF
PERERICEE L/NETOBEMERE., MATOALR. B
BRERECETAm#E BN Lz, £7-. USBESICEE LA
REMS OEE2#H Lz,
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#*2.74.6-2 WHMCBITAEEHEEOHEER (HBX)

EEH
FhaE

EENE

2009412 A 158
A R

FDA OEZZH\, Malignant tumors and lymphoproliferate disorders
DIFICTREDOEMEE (Vo EE2ET) KHT2EERELER
L7,

‘B ) v~ F ROMLORBE THRE D TNFIREXOFERICEEL
TeBEROEBHEA B OREFNBEI N TVWS, INFIRERZHER
LTWRWEESTHEE Y v~FBE CIRAMKROREY X7 —
MRER LB L TEY (P26 Ze&B3mbntng,

AR Et INFEEEEOWBREEZITZ/NR, BEH

(adolescents) , FHWRA (HEBILEN 18 BLLT) THRLHIZET
EEEEAREINL TS, BESHWABHBEEOEEN T DX
VY URERERT R Y U EERETRY VETH o T,
ZOMOEBMERIIZAR T, BEAZMH & BET H L BMER
2. BE/NBRRCEE (adolescents) TRELBZVEBETH-7-, BE
MREFEDORAEDTREIIGHBALE 300 A (&H : 1~84 1 8) % T
Hole, BEALDBETREMBFBAIN TN, ZThbo

HERHREORETH Y, BFHRIRIIBEHECHRE O BRRE
LWV o B FRRbDTH o7, ARITNRIZHT HERITRY, 7
FENCRT Dk E LT, TREOEHEZBRELE,

“BRIRRBROBERER» L, 70—V REEICHRCES 3 be—
PHEFTERVWAFIIRLTL, AFNEEOFILEZEETRETH
% 7

201043 A 16 H
AA A

Undesirable effects in clinical trials @ &#EpE DIEIZ “60 mLl DO EE
FEOWRICEL, HIUBMEORBRICEBENVLETHS” LBREL
77

20104 5 A 26 B
AFE

AFTFRMEROI FAFXY) TR EY YDNROBMBER
CHRADOBAMFOREER Y 2 7 R OHIREEFARRIC L 2 %0OHH
REFAVPREINTND” LoREHEBRLE,

201047 H 29 A
KE

FDADZ ZRG Y THRIZEY, TlRETRESN-ERL L
T, FHZEL INFIHEEROFERICEELZXZ LV - N —fEE
B, BRAEMERo o —u T ZENER =2 - XF—EDK
TR E 2B L,

201048 A 26 H
EU

SmPC (Summary of Product Characteristics) ¢ precautions & warnings

DEI/NEOBHBERERCBNFE (FHEioT) CHET2%85%

TAAZ K #iBRE LT,

SV x—

20109 A 7H CCDS (Company Core Data Sheet) DFEHFICESE, ZLMEEBROR]
F—APZVT ERORIZUTOES L BM L,

SREMEGE, MRR, RITIEEFER, EEREER. BOE
T, ZOEE (BMrzfbiyy) | BEMECRE, BEEAY, Ko
F (FEERZE0) . ME RREM, BP7 FoEES, By
Wy, B @ zRbRY) .

2010 10 A 6 B
KE

FDA D7 FAZRY U FHRFIC LY | thotESRE D OBWERESHR
ELT, TasHmEs] 28R LA,
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£ 2.74.6-2 WHCBITIREELOHEE (Bx)
EER 75 e
e EEANE

201142 H 9 H 201059 A 29 H, BIEAOEZLIT D&Y &ET L7~ SmPC % EMA
| EU IZHRH L, 20104 12 B 16 BiZ CHMP REX KB LB IEEF 1T\,
TARAZVF 201142 B 9 HZZEBRORENAK ENT,

SNV == - REZRBEED TEWBBUE] % EWEEE (TFH745%—
VavrERED) | KER,

- Bt BEBIXUHEFRHOFEY ERBLIUORY 7525
i) o TEMAE, VI NE) 2 ThiRBL Y v REMEE (Y
YAREEROCRLAEEETY) | KEE,

CRREEIC (¥7 0 - SU—JEREE (VAZARH) | BiE %
1BRD,  [BEMRR, =XWHEE) & TRERE) I8 E,
REHEBEED (RE FELBEEZOREEED) . KokEE) 2 IR
ZRORDEE BEEREET) | WER,

- BREED (BEREE) 2HIKR

g EFEEB LUCRERMOREIC EIL Greigba
W) 1 EER,
CBRMEBLIOFERED TEERE (WU PFE, EX M5 R
T, Za—EVRAT 4 REEED) | & TEERYE (BMRKRSR
ZEL) | KWEE,

- ROBICER L Tz TRISMEREE, HdRse) ZHIR,
20114F 3 A 17 H. Package Leaflet D 231 EERIEROEEZIRH L
77s

KA 20105F 11 A 15 B, PSURE SHMEIEH L, BEREROHEDKET
AA A FRHLES, RREhT0ARY (FTREBLX%ET) .

WRAES  INFREEROMHEBICLY ., BIcSRUBEILES ST
BRAES, X7V - NU—EEREOREEHREEBROBERERE
O/ X XBFRICBOTHFRBED 5 W IXEABRE STV
5, FHREXITKRMEENBERBHEEZEOEERCEH L-BF Tk
ZEFOERICEBL TCHSEERMLETH S, FRIOFERICLY.
FRICRIEESE., MR, Rt 2 —o F— BEEFss
DHBRBERNHOLDLNRBZ EBH B,

2.7.46.3 BATCHRRBICBESN-EEER

AFDSAA ZTHEBINTZ 200749 ALK, 20114E3 8 6 BECIRBE INEEEERICH
WT PSUR IZESERET L7, BAMNCBWCIIEREABR LB LERRR (B IVHERRLS
i) BEMIN TSN, BERRBRKEICOWVTIE, RO TR LTV Z b, &R
BRNERICHETREBEOBRBEICL A FERICTHRFE2To7, 28, PSURE 1 H1LE 48
ECTOFRET —Z IXIEFEMROBEROLRVEFEEN L OREITSETNTHRN,

2.7.46.31 T

EEREAE B LRI HE SN BMER & R FEFRICOVT, 21K L, A
(ZDWVTiE, PSUR THIRE O BRERE., BRARREOHFRFELZ ST Tz, BRHEI
A, ERBRTOIECH S TEH L,

FEUHIL L THEFRTEN-FERIT, BT 234, LHEE 64, RESH, sy m—2
. RARUMEREDCE 3HTh o7z, FRVFESNTORVWRTEZRE, BRYWECBEEL
TCERICE DETHHED 5T,
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2.7.4.6.3.2 EEGERSE

MedDRA Z2BRIRSIEN RYEB L UOHEDRE] CHABIShAEELFESES P 210F
L7, #HEFERBEESYY OBELRBPSEDRRAERIL, PSUR £ 3 ROBE AL (2008 &£
9H7TH~20094E9A 6 ) THRETH 7R, ZOROHM TIIRAEROHEIMERIZA SN
7AW

2.74.6.3.3 &
ERSFEAE R LR, BREBEL LTS SN ARRICET A 8E 215 21TR L,

FEREIZ DWW T PSUR OFRAE B HIRB TREMOTE N H 575, EEOHEEHATHIE
(PSURE 6/ : 20104E9 A 7 H~20114E3 A 6 B) TIRBEROBMERITA LN,

BRRRER D> b DR OBE T OV TIX 2.7.42.1.5.Q)Dii)DICER#E L TV 323, 1BBRERICER N
ZEMEINZI LD, 200746 6 AN LERBEEEMCAETHREO TELEA L. EBRABRS
o haVEER (20074 10 B 5 BHEFES ; %IIES 14-07000164) LR b H Y. F0O®IT
R DOREBIIBLD LTz,

ROV TIE, EMA (European Medicines agency) 725 MDBRE& L H Y, PSUR E 6 fR CEGED
ERT-FICIVBRLTEY, TOBEHNEZLUTITRLE,

EIBRGEAE B LIRS, FZICBE L - FRITEIE R B IMERRR 2 2 DB b 0Hs
LEREBRELHDOERBETHWHRESN, AFORERE - EOREF 54,72558F - EL#
ETDE, 73110000 BE - FEL2v, BERIIEL ol (R274638M) ., #iEshk
FEBIDF 20% I3 AAIB SR EBE TH o 72, 2L DEFIOBRB A TORENRERETHY .
TUREBRERBROPRIZ OV THERTT Shiehotr, BEFITOWVWTIE, BomBEERU2ZHO
BNBRRRAEEZEZONDIERTH -7,

#2.74.6-3 EREELERUBROBERABRNLOBRELSOEERICEEL-ESORER

274 BENZE2HE Page 246

FEFEZ4A FAEE(%)
B 0.009% ( 5/54,725.5)
BiRFEX 0.007% ( 4/54,725.5)
Y Gk 0.004% ( 2/54,725.5)
FERZMEREIR R 0.002% ( 1/54,725.5)
iR 0.026% (15/54,725.5)
FEtZ 0.016% ( 9/54,725.5)
LR FE % 0.002% ( 1/54,725.5)
R SN 0.002% ( 1/54,725.5)
T ERERMN 0.002% ( 1/54,725.5)
FeRZ R 0.002% ( 1/54,725.5)

R L TL, BEERL TV ABERRROBIEAERS SMPC £ TOREHREEYTH Y .
REORAEY R LRZEBTETVWDLELS, BIRRROBRAEREL LU, TBEOEE
EHTIRE. XIIWH XRTEEBEOBREIL. Y V2 ) UEISZEORERIGRR CBMED
BE, L, BCGU I F U 2B L-BE CIIRERGRBREN TN X RRE RS T
HIVITBIMFREE 5, | & L. SmPC @ Contraindications DIRIZIE. [TAZID B4 IiXERAER
WCBBUEDBEE LA T 5 BE. BEMEKAE, BULES BRGSO o B E ORBISED R
. PEENLEELAL (NHYATZ FXIULIV) OBF] ¢Z#FHL TV,
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2.7.4.6.34 BHREUEHLES

MedDRA 22 B AIKRLEN B, BB IUSERRHOFAY EBRBLIORY 725
) | KHORINIEEREEERPME2ITR L,

EREFEA BRI RE TS U ERE S N-ERIT, w8 15 . EEMRE 124, EMEG
JEB7#. 77uanr Fr, BERELEBRBEOFEERGEOE SHTHY . BEOREORREIT /2
YRl :

BRIRRBRIZ 1T B BMRERIZ W T, 274215 2) 2) iv) IZEBELTEBY., VI ERD
AZ ) —<UADOREEZR BEREREORAERIT, 725/100,000 BF - £ThHY . GLOBOCAN
KOPSEER 7 —# X— R CTORERE (F2.742-38) 2EZET DL, KFOV R « RRXT 4 v
MIEEBZE2 2R LORBEIXR N 2oz, 2B, U U EORKAERIT 8/10,000 BE -
EThHoT,

2.7.46.35 S > MELFE
MedDRA OB A —7FFE (HLGT) T [LDARL) EHABEINIEFESER LR 2 IR LE,
EIPRFEAE B U, RAEMEFED 48 FSBE SN2, AMCEEREYE2 3L EZ 2 b AE

RKORFEREHIIL, LAREM. 5 -oMMEDLAE S, FiARE3# (SHEMKE 1 #E5T) T
HY ., TOMIIE 1 HFORETH Y, % PSUR DFEEMEAM COBRELHEIIRETH - 72,

2.7.46.3.6 EmiEbESR

MedDRA @ HLGT C [EBIARIEE | OB ENIAEER LR 2 ITR L=,

EFRFEA B LA, K9 50 4, 3R 41 ERBE SN2, AR EEREL 52 5L 2
R bNH>ELORBREFEL. DHEE 184, ROJE S, FEERMERVSEBIRESRD
F2THY, FOMITE 1 HEOBRETHY ., & PSUR DREHMHR COBREHFBIIRETH

27,

2.7.46.3.7 BRi S

PREEZRBIZ DOV TiX, MedDRA @ HLGT 2% [HBEER] 2B INA3ES, W OUTEASEH
BB L=z —u XF—) RO MBMRESRAYZREB = —a F—] OBHLEHEL
THRF LT,

EPSEA B LR, BB R oo —o F—3 4, B2 . ZRMEILERR 1 ERgE s
B, REBRBIZ OV TIHMESES P 2L, MERRD Lo,

2.7.4.6.3.8 mEES
MedDRA ZREIRSER TMRB LY U RRBE) B EINI3EELEESS»F4 210
AL,

ERRFEAE A LRI RECSHULRE SN -ERIT, A 324, FHEREE 76, /MR
BAE 6., Vo REESHTHoTr, MIKRKBIZEL., HEFEPBREROBMN L HIcS St
ML TV A0, BRFEOERNLFRITE2ER, RURBEHEETHILEZI LN,

27464 TEEICEEL-FRAXENESR

EERFEA B 0 2007 42 9 A LARE, 201143 A 6 B ¥ TICEHR L= ReticBE Lz EThT
—# — I (Company Core Data Sheet) DEFE %5 2.7.4.6-41Z7~ L7,
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K 2.74.6-4. KEMEICBHE U HRA3CF (CCDS; Company Core Data Sheet) DR

EER EEAR
(&xh '
200948 H 15 B Contraindications DI b P EENLEEOLFREBE (NYHA class [II/1V) Bk,
(PSUR & 3 8) ] :

Special Warnings and Precautions for Use DIED IR % & 1r 2T,
V77V a BUTOLBVEEL., NBBAEOEZHIER,

# [Z

4.4.1 Serious infections 4.4.1 Immunosuppression

4.4.2 Tuberculosis 4.4.2 Infection

4.4.3 Hepatitis B virus reactivation 4.4.3 Malignancies and lymphoproliferative
diseases

4.4.4 Malignancies 4.4.4 Congestive heart failure

4.4.5 Congestive heart failure 4.4.5 Haematologic events

4.4.6 Hypersensitivity reactions 4.4.6_ Neurological events

4.4.7 Neurological reaction 4.4.7 Hypersensitivity

4.4.8 Hematologic reactions 4.4.8 Autoimmunity

4.4.9 Use with biological DMARDs | 4.4.9 Immunizations

4.4.10 Autoimunizations 4.4.10 Concomitant use of other biologics

4.4.11 Immunizations 4.4.11 aPTT assays

4.4.12 Immunosuppression 4.4.12  Small bowel obstruction

- REMBIOEEZRKECBE L, FH2 St INF BERLBMES T o Bl
EEOREICEET AN DZ EBR TS L HICRBRER L,

C RREORFEERRPE, B8, BREFAYVAVABEEELED 3 HEBREEL
Tro BEERBREOCHEIIIFRICHE, v~/ arF7 V7, BBEHEERVY AL
AR, YPICATRBSE, EX NTF5R<E, TAXAELRE, HrIFE,
AT VVHFATRIE, JANDTE, VAT ITE, =a—FL A7 4 AEZICH
THEEREZERL. BERUBEFLY A NV ABEHEOEICIIFNLETNER
RUBHEIFR VA NVABEEMLICET 28802 I OREM L,
cEMEERVY MR BOEELESREBCEEL. B vvFBE
TYU/NBREDY X7 BENI &, fhod TINF FREROERMEBRAR CEENE
HERAEEMERE (COPD) DRETEMBEOREN SN2 LEEEH-ICRE
T3 L HIZEFRICFEEHER L,

+ ) o MELRLOIR % THEM L1,

- MREHNER R EHNBERORICBHI L., £E0ICTRER L,

- R ENESROEL EHEHE L,

- BBECHARAFBEERGIZEEL, 3 -MHELRLDEORAICHE L, £
ERNCEERER L,
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3 2.7.4.6-4. ZEMEIZEIE L7281 3CE (CCDS; Company Core Data Sheet) DE R
(BEX)
ZEH EENE
(&%h

* Autoimmunity DIR A4 % Autoimmunization [ZZEE L, BHREMHB L7,

- FRHEROE S EERE L,

c MDEHFRAIRA L OHFROEE £ % £9%EH DMARDs OERICEE L, FhhiEE

(Autoimmunization) OEDHIZBEI L, TEHEMH L -,

- aPTT BRE DI % Interaction with other medical products and other forms of interaction (DI
BB LT,

Interaction with other medical products and other forms of interaction (DX % fih > ZEHK| & D#E
EfERLBERERED 2B AT,

+ DA & DHRESER OEICHEROHE A TTIHMEBRM L TR L.,

- BRERBRE DIEITIT Special Warnings and Precautions for Use DIED> H YU L 7= aPTT #
BEEBBTOLRHICPTT EERLONDIREX Y FMEEBHRELE,

Pregnancy and lactation ® TEF PR E| OEB4A% (BB CEFL., THEHL

7,

Undesirable effects DIHIE 7 @ —BIZ DWW T OLEH L TV, BE Y v~Fo@Ems

EREL-Z EICHY, 2m%ET LA,

cZu—RENBRE LEBRRRE R TREE T T, BH)) veFEngs
L7-BRRABRER L BRE L.

-BARBRRTOBMERORICEL., Ze—iRicii, B v~FO/BREEMLT
EEHEET L7,

BARBRTORBRRICEL., BYIVE, EEBEERCY R A, 5 > Mt
T2, RERYE, BCRfOER TRHEL WA, HE 2RPE, EHEERQY v
AETEMRA, DAL, THHER. Bohk, BEERGE L. BIE. EMEERV
VSRR, THHEEORICEE) v FIZ oW CBRT 5 L T REEH L
7o
Overdose DIE % SEREM L 7=,

Pharmacokinetic Properties ¢ Renal impairment (D18 % Zo83(% L 7=,
Pharmacokinetic Properties @ Elderly DI % 58 %is L 7=,
Pharmacokinetic Properties @ Paediatric DIE® “FFNI/NE CORBREZERL T2

DEHFEL NEORSHRUCEDHEIHEIL Ty BB LK,

201042 A 13 H Special warnings and precautions for use DFEZDED 5 ZEEOBREOEZ ® TNF
(PSUR 55 4 8) “blokers” % TNF “antagonists” {ZZE L7z,

BEHEEOCED 4 FEOREL LT "B vFRMOKER THIRED TNF [HE
EoERICEE L 28R VELBMROEFNRE SN TWVWS, TNF REELEH
LTWRWEATHLEE) UV~ FBETIIALKORE) X7 03— REMA L EBRLTE
VW #2145 ZEAmbh TS, Y EEMLE,

BHEBEOHED 6 BEORE L LTHAAEEL TNF BEEOKRELZIT IR, &
% (adolescents) , FHVVERA (BHBILAY 18 BRULT) TOEMEERAY X7 iZo0
TR L7,

BRLETHOEYN : A2 SLEMEERRESN TR, Z0HEERFIX
Y BROFRTF ) R EEER ) NETHo T, TOMOBHIEREIIZET,
BREALIE & BEET 2R R BMHERES, BE/NROEEH (adolescents) TRELA
WEBETho ., BHEEORAOFRENIEMRES 30 » A (HH: 1~84 VA) #%
Tholc, 1ZEAEDBETREMFIFSHHA I TV, FHIMRIZHT 38 RIT
2,

FRFRIRIG (neurological reactions) DEDRIZAH SN -HREABEEDOHIFO 15IERE

&, BRR, K= —o8F—] & [REREE, REE, K=z —aF
—. REHERR) CER LT,

Interaction with other medical products and other forms of interaction D EERIRE DIEDFE -

TaPTT EERHONIREX v FAEFRRER L,
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* 2.7.4.6-4 TEMEICEELZHRAACE (CCDS; Company Core Data Sheet) DEE
(FeXx)
EEH . EENE
(&¥H

Undesirable effects DRIWERDEZ A M2 BRABR TORWER b BERER R UTHRE
FERARRCORERIIEEL, #F2UTOLRBIERELE,

< BYER L OFARIED Uncommon (0.1%LLE 1%k OEO THERE (oo
FIE, LA NS TFATE, =a—FV AT 4 AELEL) | & (HERD (BfRRLR
EEE) 1, THE (ZBEEFE, MEES s v 7 28%) | # (FRiE (S
BRERED) 1 TER, :
- B, BB LUCHERAOCHFEY ERBLIURY —7%281D) ® Rare (0.01%%)
L 0.1%KH) OED 1Y) % TMKEEGY) VREHEE TERE,

- BB L UFEEREE O Rare DIEIC (7 FUBEEE)] %858,

- KB ED Uncommon DE®D [HRE (restlessness 2 &1e) | % [RE) 2. €4
EEl 2 /BT (BEERESE) | KERE,

- EREE D Rare DIED [HHEE) % THEEE (MHERAE2E8D) | KEE,

- MEBEEED Rare DIEIZ (23 v 7| #iB0,

- BBEED Uncommon OIAD 7 u— U IREERUVER (BBEE, ks s
o) | & 7 o—RERVIER FE2ed) | KEE,

- AR X OYLERED Rare DIEIZ EHWM) 28,

s 2FEEBLUCRSEMAOKRED Uncommon DIEIZ MEF GEr2z2fbi
DR SR
BMEROHONEOEMBER Y v MK BDED TNF “blockers” DI %
TNF “antagonists” [ZEE L7,

201048 H 28 H TR LT R L,

(PSUR % 5 )

274865 bt

TRBICHE SNIEAFEFRICOVWTRALERER, VA7 - _"RT7 4y MNEBEE2 D%
2 EORBIZR N2 T,

L22Lads, BFiY v<F (RA) BENBHETEEMORERR CAEREE L BIE L%
BTHD, BYYE, Vo VE, BIELFE. DALEL23| BT FREERHIERTH S,
RAZX T 2FRBHIRBRIIEE TH I, RABE TR EDHAEESORERY X/ LA L
THRRBEIIEETERY, A& INFRERTHY, RABZEOLIE= Y hu— B TH
L0, EEERANICEZELZE0RYRE, BEEE ) U8 | 5 ~mEbAREe, BEERS,
N—T2RRBLEET I LNB X b, 2B, EUIZBITS RMP (Risk Minimization
Plan) & L CTFROBHIZODWTHEBIESERTH L L LTWA,

RN/ Y X7 (Identified risks)

R OVEE 2 B R % & e RYE
BERY X2 (Potential risks)

Vo iEEELEMNEE

5 o ML O f itk LR R

PipEtRRE &
BATRERAM, BMBRBAE. FHRBAE, /MR AE & USRI Bk AiE
BEELHMES

N—TF AR N—T AEEER
o R—Y Ay EtetiE RN
B BUFF R R
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2B, LEFERUANCTREOBRIVEFNCOVTHHETERL TS,
R R Ol
EE R ORAIF~OR 5
/IR, BHEE (Adolescent), mEE . BXIIFEERE~DRE
TRhiErE
BWEE G R OCHEBR
BGHME A
A ® b LFH— R LSO DMARDs & DHH
fiL.o> TNF FH 2 FE > IR Bk
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2747 18

1. #5 RA RBROFFA IR R

2. WBATRET —¥ 0—BXR

3. EWNRA @ 52 BERIRkE % 58

4. BN RA DGR ERR AEFRER—EEX (4B 528)
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2.7.4.7.1, f¢% 1, ADDITIONAL OVERSEAS DATA TABLES

Table 1. Summary of duration of exposure by formulation for the placebo-controlled Studies CDP870-011,
CDP870-014, CDP870-027, and CDP870-050 — adult Rheumatoid Arthritis Population
Placebo CZP 200mg" Q2W CZP 400mg Q2W CZP 400mg Q4W All CZP Doses
Saline Sorbitol Lyophilized Liquid Lyophilized Liquid Lyophilized Lyophilized Liquid
N=324 N=228 N=392 N=248 N=389 N=246 N=235 N=1016 N=494
Duration of exposure (days)
Mean (SD) 145.1 126.8 275.8 1473 289.9 150.6 151.1 252.4 149.0
(88.7) 43.2) (122.9) (33.4) (118.41) (30.43) (34.35) (120.7) (32.0)
Median 112.0 119.5 364.0 168.0 364.0 168 168.0 362.0 -168.0
Min, Max 14, 366 28, 199 14, 369 28,171 14, 368 14,171 28,217 14, 369 14, 171
Total (years) 128.7 79.2 296.0 100.0 308.8 101.5 97.2 702.0 201.5
Duration of exposure (months)
<6 279 223 129 248 103 246 226 458 494
(86.1%) (97.8%) (32.9%) (100.0%) (26.5%) (100.0%) (96.2%) (45.1%) (100.0%)
6to <12 3(09%) | 5(22%) 12 (3.1%) 0 16 (4.1%) 0 9 (3.8%) 37 (3.6%) 0
12 to <18 42 0 251 (64.0%) 0 270 (69.4%) 0 0 521 (51.3%) 0
(13.0%)
18 to <24 0 0 0 0 0 0 0 0 0
>24 0 0 0 0 0 0 0 0 0

CZP=certolizumab pegol; max=maximum; mg=milligrams; min=minimum; PBO=placebo; Q2W=every 2 weeks; Q4W=every 4 weeks; SD=standard

deviation

For studies where the dosing interval for maintenance was 14 days, duration of exposure was calculated as (date of last dose - date of first dose) -+ 14 days,
except where a change of treatment occurred prior to the completion of the 14-day period. For studies where the dosing interval for maintenance was 28
days, duration of exposure was calculated as (date of last dose - date of first dose) + 28 days, except where a change of treatment occurred prior to the
completion of the 28-day period.
*  Following 3 loading doses of CZP 400mg Q2W.
Source: Table 7.1:5 (Section 5.3.5.3.3)
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Table 2.

Summary of relevant past medical history and concomitant diseases reported in at least 5% of

subjects in any treatment group (HLT) in the placebo-controlled studies — adult Rheumatoid

Arthritis
Primary System Organ Class PBO CZP 200mg"Q2W CZP 400mg Q2W | CZP 400mg Q4W All CZP Doses
High Level Term (N=647) (N=640) (N=635) (N=278) (N=1774)
Total Number of Subjects 600 (92.7%) 589 (92.0%) 583 (91.8%) 264 (95.0%) 1655 (93.3%)
Blood and lymphatic system
disorders 48 (7.4%) 60 (9.4%) 53 (8.3%) 27 (9.7%) 152 (8.6%)
Anaemias NEC 26 (4.0%) 42 (6.6%) 37 (5.8%) 15 (5.4%) 100 (5.6%)
Cardiac disorders 74 (11.4%) 86 (13.4%) 77 (12.1%) 45 (16.2%) 221 (12.5%)
Coronary artery disorders NEC 16 (2.5%) 24 (3.8%) 12 (1.9%) 14 (5.0%) 52 (2.9%)
Ischaemic coronary artery
disorders 25(3.9%) 31 (4.8%) 40 (6.3%) 9(3.2%) 86 (4.8%)
Rate and rhythm disorders NEC 19 (2.9%) 14 (2.2%) 8 (1.3%) 16 (5.8%) 38 (2.1%)

Endocrine disorders

89 (13.8%)

89 (13.9%)

86 (13.5%)

28 (10.1%)

231 (13.0%)

Thyroid disorders NEC 33 (5.1%) 33 (5.2%) 33 (5.2%) 4 (1.4%) 74 (4.2%)
Thyroid hypofunction disorders 45 (7.0%) 33 (5.2%) 32 (5.0%) 20 (7.2%) 104 (5.9%)
Gastrointestinal disorders 217 (33.5%) 217 (33.9%) 205 (32.3%) 89 (32.0%) 591 (33.3%)
Dyspeptic signs and symptoms 37(5.7%) 21 (3.3%) 24 (3.8%) 24 (8.6%) 84 (4.7%)
Gastritis (excl infective) 60 (9.3%) 84 (13.1%) 83 (13.1%) 10 (3.6%) 191 (10.8%)
Gastrointestinal atonic and

hypomotility disorders NEC 33 (5.1%) 28 (4.4%) 25 (3.9%) 25 (9.0%) 89 (5.0%)
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Table 2. Summary of relevant past medical history and concomitant diseases reported in at least 5% of
subjects in any treatment group (HLT) in the placebo-controlled studies - adult Rheumatoid
Arthritis
Primary System Organ Class PBO CZP 200mg*’Q2W | CZP 400mg Q2W | CZP 400mg Q4W All CZP Doses
High Level Term (N=647) (N=640) (N=635) (N=278) (N=1774)
General disorders and
administration site conditions 79 (12.2%) 19 (3.0%) 18 (2.8%) 62 (22.3%) 156 (8.8%)
Asthenic conditions 23 (3.6%) 6 (0.9%) 7(1.1%) 15 (5.4%) 63 (3.6%)
General signs and symptoms :
NEC 16 (2.5%) 5 (0.8%) 3 (0.5%) 22 (7.9%) 42 (2.4%)
Oedema NEC 21 (3.2%) 6 (0.9%) 7(1.1%) 17 (6.1%) 33 (1.9%)
Hepatobiliary disorders 53 (8.2%) 67 (10.5%) 67 (10.6%) 18 (6.5%) 159 (9.0%)
Cholecystitis and cholelithiasis 35 (5.4%) 47 (7.3%) 53 (8.3%) 9 (3.2%) 110 (6.2%)
Immune system disorders 125 (19.3%) 103 (16.1%) 113 (17.8%) 67 (24.1%) 350 (19.7%)

Allergies to foods, food
additives, drugs and other
chemicals

89 (13.8%)

82 (12.8%)

95 (15.0%)

52 (18.7%)

285 (16.1%)

Atopic disorders

27 (4.2%)

27 (4.2%)

17 (2.7%)

14 (5.0%)

67 (3.8%)

Infections and infestations

155 (24.0%)

161 (25.2%)

166 (26.1%)

72 (25.9%)

452 (25.5%)

Lower respiratory tract and lung

infections 44 (6.8%) 42 (6.6%) 40 (6.3%) 17 (6.1%) 110 (6.2%)
Upper respiratory tract infections 49 (7.6%) 56 (8.8%) 41 (6.5%) 17 (6.1%) 126 (7.1%)
Urinary tract infections 20 (3.1%) 31 (4.8%) 40 (6.3%) 10 (3.6%) 91 (5.1%)
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Table 2. Summary of relevant past medical history and concomitant diseases reported in at least 5% of
subjects in any treatment group (HLT) in the placebo-controlled studies — aduit Rheumatoid
Arthritis
Primary System Organ Class PBO CZP 200mg*Q2W CZP 400mg Q2W | CZP 400mg Q4W All CZP Doses
High Level Term (N=647) (N=640) (N=635) (N=278) (N=1774)
Metabolism and nutrition
disorders 115 (17.8%) 101 (15.8%) 101 (15.9%) 60 (21.6%) 292 (16.5%)
Diabetes mellitus (incl. subtypes) 45 (7.0%) 41 (6.4%) 32 (5.0%) 20 (7.2%) 103 (5.8%)
Hyperlipidaemias NEC 32 (4.9%) 14 (2.2%) 21(3.3%) 29 (10.4%) 66 (3.7%)
Musculoskeletal and connective
tissue disorders 329 (50.9%) 229 (35.8%) 235 (37.0%) 153 (55.0%) 815 (45.9%)
Arthropathies NEC 31 (4.8%) 15 (2.3%) 9 (1.4%) 21 (7.6%) 105 (5.9%)
Cartilage disorders 19 (2.9%) 28 (4.4%) 35 (5.5%) 2 (0.7%) 66 (3.7%)
Joint related signs and symptoms 48 (7.4%) 2(0.3%) 4 (0.6%) 19 (6.8%) 112 (6.3%)
Metabolic bone disorders 121 (18.7%) 95 (14.8%) 105 (16.5%) 49 (17.6%) 269 (15.2%)
Muscle pains 16 (2.5%) 10 (1.6%) 6 (0.9%) 20 (7.2%) 37 2.1%)
Musculoskeletal and connective
tissue signs and symptoms NEC 62 (9.6%) 26 (4.1%) 31 (4.9%) 33 (11.9%) 140 (7.9%)
Osteoarthropathies 105 (16.2%) 67 (10.5%) 78 (12.3%) 39 (14.0%) 200 (11.3%)
Rheumatoid arthropathies 21 (3.2%) 9 (1.4%) 1 (0.2%) 19 (6.8%) 64 (3.6%)
Neoplasms benign, malignant
and unspecified (incl cysts and
polyps) 41 (6.3%) 48 (7.5%) 62 (9.8%) 16 (5.8%) 132 (7.4%)
Uterine neoplasms benign 25 (3.9%) 25 (3.9%) 38 (6.0%) 5 (1.8%) 69 (3.9%)
Nervous system disorders 118 (18.2%) 74 (11.6%) 67 (10.6%) 57 (20.5%) 250 (14.1%)
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Table 2. Summary of relevant past medical history and concomitant diseases reported in at least 5% of
subjects in any treatment group (HLT) in the placebo-controlled studies — adult Rheumatoid
Arthritis
Primary System Organ Class PBO CZP 200mg°’Q2W | CZP 400mg Q2W | CZP 400mg Q4W All CZP Doses
High Level Term (N=647) (N=640) (N=635) (N=278) N=1774)
Headaches NEC 34 (5.3%) 21 (3.3%) 9 (1.4%) 18 (6.5%) 59 (3.3%)
Mononeuropathies 28 (4.3%) 19 (3.0%) 12 (1.9%) 15 (5.4%) 50 (2.8%)
Psychiatric disorders 91 (14.1%) 61 (9.5%) 58 (9.1%) 70 (25.2%) 236 (13.3%)
Depressive disorders 55 (8.5%) 26 (4.1%) 34 (5.4%) 30 (10.8%) 108 (6.1%)
Disturbances initiating and
maintaining sleep 29 (4.5%) 23 (3.6%) 16 (2.5%) 26 (9.4%) 86 (4.8%)
Respiratory, thoracic and
mediastinal disorders 93 (14.4%) 58 (9.1%) 64 (10.1%) 45 (16.2%) 196 (11.0%)
Bronchospasm and obstruction 41 (6.3%) 21 (3.3%) 26 (4.1%) 29 (10.4%) 87 (4.9%)
Social circumstances 179 (27.7%) 261 (40.8%) 251 (39.5%) 30 (10.8%) 571 (32.2%)
Age related issues 174 (26.9%) 257 (40.2%) 249 (39.2%) 29 (10.4%) 563 (31.7%)
Surgical and medical procedures 327 (50.5%) 284 (44.4%) 298 (46.9%) 153 (55.0%) 881 (49.7%)
Biliary tract and gallbladder
therapeutic procedures 55 (8.5%) 38 (5.9%) 56 (8.8%) 25 (9.0%) 138 (7.8%)
Joint therapeutic procedures 103 (15.9%) 62 (9.7%) 61 (9.6%) 54 (19.4%) 240 (13.5%)
Large intestine therapeutic
procedures 52 (8.0%) 56 (8.8%) 54 (8.5%) 28 (10.1%) 166 (9.4%)
Therapeutic procedure NEC 31 (4.8%) 18 (2.8%) 17 2.7%) 16 (5.8%) 67 (3.8%)
Tonsillar therapeutic procedures 50 (7.7%) 45 (7.0%) 44 (6.9%) 22 (7.9%) 131 (7.4%)
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Table 2. Summary of relevant past medical history and concomitant diseases reported in at least 5% of
subjects in any treatment group (HLT) in the placebo-controlled studies — adult Rheumatoid
Arthritis

Primary System Organ Class PBO CZP 200mg*Q2W CZP 400mg Q2W | CZP 400mg Q4W All CZP Doses

High Level Term (N=647) (N=640) (N=635) (N=278) (N=1774)

Uterine therapeutic procedures 87 (13.4%) 56 (8.8%) 80 (12.6%) 35 (12.6%) 203 (11.4%)

Vascular disorders 247 (38.2%) 257 (40.2%) 250 (39.4%) 97 (34.9%) 666 (37.5%)

Varicose veins non-site specific 23 (3.6%) 49 (71.7%) 49 (7.7%) 8 (2.9%) 108 (6.1%)

Vascular hypertensive disorders

NEC 213 (32.9%) 218 (34.1%) 220 (34.6%) 82 (29.5%) 573 (32.3%)

CZP=certolizumab pegol; excl=excluding; incl=including; mg=milligrams; NEC=not elsewhere classified; PBO=placebo; Q2W=every 2 weeks; Q4W=every 4

weeks

Data are displayed as: number of subjects (percent of subjects). Where a subject experienced more than 1 event in a category, the subject was counted only once in that category.

*  Following 3 loading doses of CZP 400mg Q2W.

Source: Table 4.1:4 (Section 5.3.5.3.3)
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Table 3. Summary of concomitant medications reported by at least 10% of subjects in any treatment
group — aduit Rheumatoid Arthritis (All Studies)
Anatomical Group PBO CZP 200mg*Q2wW CZP 400mg Q2W CZP 400mg Q4W All CZP Doses
N=640 N=1487 N=513 N=2367
N=647

Total Number of Subjects Receiving
Concomitant Medications 644 639 1487 512 2364
Alimentary Tract and Metabolism 464 (71.7%) 449 (70.2%) 1101 (74.0%) 448 (87.3%) 1858 (78.5%)
Antiinfect. and Antisept. for Local
Oral Treatment 16 (2.5%) 33 (5.2%) 105 (7.1%) 84 (16.4%) 245 (10.4%)
Corticosteroids for Local Oral
treatment 26 (4.0%) 27 (4.2%) 106 (7.1%) 76 (14.8%) 242 (10.2%)
Antiinfectives for Systemic Use 121 (18.7%) 207 (32.3%) 673 (45.3%) 298 (58.1%) 1183 (50.0%)

Antineoplastic and

Immunomodulating Agents 493 (76.2%) 639 (99.8%) 1487 (100%) 338 (65.9%) 2029 (85.7%)
Blood and Blood Forming Organs 406 (62.8%) 465 (72.7%) 1114 (74.9%) 351 (68.4%) 1633 (69.0%)
Cardiovascular System 344 (53.2%) 352 (55.0%) 882 (59.3%) 335 (65.3%) 1457 (61.6%)
Dermatologicals 333 (51.5%) 343 (53.6%) 890 (59.9%) 365 (71.2%) 1532 (64.7%)
Genito Urinary System and Sex

Hormones 519 (80.2%) 637 (99.5%) 1483 (99.7%) 378 (73.7%) 2112 (89.2%)
Musculo-Skeletal System 569 (87.9%) 548 (85.6%) 1316 (88.5%) 476 (92.8%) 2129 (89.9%)
Nervous System 273 (42.2%) 209 (32.7%) 643 (43.2%) 358 (69.8%) 1269 (53.6%)
Respiratory System 213 (32.9%) 242 (37.8%) 629 (42.3%) 328 (63.9%) 1207 (51.0%)
Sensory Organs 339 (52.4%) 381 (59.5%) 988 (66.4%) 341 (66.5%) 1620 (68.4%)
Systemic Hormonal Preparations,

Excluding Sex 437 (67.5%) 408 (63.8%) 997 (67.0%) 396 (77.2%) 1685 (71.2%)
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Table 3. Summary of concomitant medications reported by at least 10% of subjects in any treatment
group - adult Rheumatoid Arthritis (All Studies)
Anatomical Group PBO CZP 200mg*Q2W CZP 400mg Q2W | CZP 400mg Q4W All CZP Doses
N=640 N=1487 =513 N=2367
N=647

antiinfec=anti-infective; antisept=antiseptic; CZP=certolizumab pegol; mg=milligrams; PBO=placebo; Q2W=every 2 weeks; Q4W=every 4 weeks
Concomitant medications starting prior to the date of first administration of study medication and continuing during the study are included in this summary,
together with concomitant medications started during the study.

If a subject received more than 1 medication in a category or the same medication on several occasions then the subject was only counted once in that
category.

Concomitant medications are displayed as follows: number of subjects (percent of subjects).

*  Following 3 loading doses of CZP 400mg Q2W.

Source: Table 6.1:1 (Section 5.3.5.3.3)
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Table 4.

Summary of adverse events in the placebo and All Certolizumab Pegol Doses Group, by geographic region, by System
Organ Class — placebo-controlled data — adult Rheumatoid Arthritis

Primary System Organ Class Eastern Europe Western Europe North America Rest of World
PBO Al CZP PBO AllCZP PBO AllCZP PBO AllCZP
Doses Doses Doses Doses
N=287 N=1004 N=181 N=362 N=130 N=234 N=49 N=174

Number of Subjects With Any o o o o o 205 o o

Adverse Event 133 (46.3%) | 599 (59.7%) | 137 (75.7%) | 293 (80.9%) 91 (70.0%) (87.6%) 43 (87.8%) | 163 (93.7%)

Blood and lymphatic system

disorders 14 (4.9%) 68 (6.8%) 4 (2.2%) 13 (3.6%) 1 (0.8%) 11 (4.7%) | 5(10.2%) 19 (10.9%)

Cardiac disorders 7 (2.4%) 24 (2.4%) 3(1.7%) 16 (4.4%) 1 (0.8%) 5(2.1%) 2(4.1%) 16 (9.2%)

Congenital, familial and genetic

disorders 0 2 (0.2%) 0 2 (0.6%) 0 0 2 (4.1%) 1 (0.6%)

Ear and labyrinth disorders 1(0.3%) 10 (1.0%) 2(1.1%) 6 (1.7%) 2 (1.5%) 5(2.1%) 0 5(2.9%)

Endocrine disorders 0 7 (0.7%) 0 2 (0.6%) 1 (0.8%) 1 (0.4%) 0 1 (0.6%)

Eye disorders 3 (1.0%) 25 (2.5%) 4(2.2%) 15 (4.1%) 4 (3.1%) 9 (3.8%) 4 (8.2%) 20 (11.5%)

Gastrointestinal disorders 14 (4.9%) 79 (7.9%) 31 (17.1%) | 79 (21.8%) 27 (20.8%) 61 (26.1%) | 16 (32.7%) | 58 (33.3%)

General disorders and

administration site conditions 19 (6.6%) 97 (9.7%) 39 (21.5%) | 56 (15.5%) 37 (28.5%) 61 (26.1%) | 15(30.6%) | 58 (33.3%)

Hepatobiliary disorders 5(1.7%) 21 (2.1%) 1 (0.6%) 1(0.3%) 1 (0.8%) 9 (0.4%) 0 7 (4.0%)

Immune system disorders 0 4 (0.4%) 2 (1.1%) 3(0.8%) 0 8 (3.4%) 2 (4.1%) 5(2.9%)

110

Infections and infestations 49 (17.1%) | 308 (30.7%) | 40(22.1%) | 142 (39.2%) 37 (28.5%) (47.0%) | 22(44.9%) | 107(61.5%)

Injury, poisoning and procedural

complications 6(2.1%) 47 (4.7%) 8 (4.4%) 26 (7.2%) 12 (9.2%) 32 (13.7%) | 8(16.3%) 40 (23.0%)

Investigations 34 (11.8%) | 153 (15.2%) 17 (9.4%) 51 (14.1%) 9 (6.9%) 36 (15.4%) | 6(12.2%) 33 (19.0%)

Metabolism and nutrition

disorders 1(0.3%) 12 (1.2%) 4(2.2%) 14 (3.9%) 1(0.8%) 6 (2.6%) 1(2.0%) 13 (7.5%)
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Table 4. Summary of adverse events in the placebo and All Certolizumab Pegol Doses Group, by geographic region, by System
Organ Class - placebo-controllied data — adult Rheumatoid Arthritis
Primary System Organ Class Eastern Europe Western Europe North America Rest of World
PBO AllCZP PBO AllCZP PBO ANl CZP PBO AllCZP
Doses Doses Doses Doses
N=287 N=1004 N=181 N=362 N=130 N=234 N=49 N=174

Musculoskeletal and connective

tissue disorders 27 (9.4%) 103 (10.3%) | 56(30.9%) | 97(26.8%) 22 (16.9%) 64 (27.4%) | 17 (34.7%) | 63 (36.2%)

Neoplasms benign, malignant

and unspecified (incl. cysts and

polyps) 3 (1.0%) 13 (1.3%) 1 (0.6%) 5 (1.4%) 1 (0.8%) 5(2.1%) 1(2.0%) 5(2.9%)

Nervous system disorders 15 (52%) 63 (6.3%) 31 (17.1%) | 61 (16.9%) 23 (17.7%) 57 (24.4%) | 7 (14.3%) 39 (22.4%)

Psychiatric disorders 4 (1.4%) 14 (1.4%) 9 (5.0%) 16 (4.4%) 8 (6.2%) 19 (8.1%) | 6(12.2%) 15 (8.6%)

Renal and urinary disorders 11 (3.8%) 37 3.7%) 1(0.6%) 17 (4.7%) 2 (1.5%) 18 (7.7%) 2 (4.1%) 10 (5.7%)

Reproductive system and breast

disorders 2(0.7%) 23 (2.3%) 3(1.7%) 14 (3.9%) 3(2.3%) 9 (3.8%) 2 (4.1%) 12 (6.9%)

Respiratory, thoracic and

mediastinal disorders 5(1.7%) 39 3.9%) 13 (7.2%) 36 (9.9%) 15 (11.5%) 42 (17.9%) | 6(12.2%) 34 (19.5%)

Skin and subcutaneous tissue

disorders 7 (2.4%) 64 (6.4%) 16 (8.8%) 64 (17.7%) 7 (5.4%) 53 (22.6%) | 6 (12.2%) 58 (33.3%)

Surgical and medical procedures 1 (0.3%) 7 (0.7%) 5(2.8%) 9 (2.5%) 1 (0.8%) 6 (2.6%) 0 5(2.9%)

Vascular disorders 6(2.1%) 72 (7.2%) 8 (4.4%) 32 (8.8%) 2 (1.5%) 21 (9.0%) 4 (8.2%) 32 (18.4%)

CZP=certolizumab pegol; incl=including; PBO=placebo
Source: Table 8.1:18 (Section 5.3.5.3.3)

Page 12 of 38

AUEY L2X04YF

HEEWHUE v.LT

9z ebed



Table 5.

Class in the placebo-controlled studies — Overseas adult RA Population

Summary of related adverse events (Investigator judgment) by Primary System Organ

Primary System Organ Class PBO CZP 200mg* | CZP 400mg | CZP 400mg All CZp
Q2w Q2w Q4w Doses
N=647 N=640 N=635 N=278 N=1774

Total exposure in patient-years 224.9 396.0 410.2 106.7 9574
Number of subjects with any related event 186 (28.7%) 227 (35.5%) 224 (35.3%) 93 (33.5%) { 687 (38.7%)
Blood and lymphatic system disorders 11 (1.7%) 34 (5.3%) 29 (4.6%) 2 (0.7%) 71 (4.0%)
Cardiac disorders 2 (0.3%) 5 (0.8%) 2 (0.3%) 2 (0.7%) 17 (1.0%)
Congenital, familial and genetic disorders 0 0 0 0 1 (0.1%)
Ear and labyrinth disorders 1(0.2%) 0 0 3(1.1%) 4 (0.2%)
Endocrine disorders 0 0 1 (0.2%) 0 1(0.1%)
Eye disorders 4 (0.6%) 3 (0.5%) 4 (0.6%) 3(1.1%) 16 (0.9%)
Gastrointestinal disorders 27 (4.2%) 17 (2.7%) 19 (3.0%) 9 (3.2%) 79 (4.5%)
General disorders and administration site conditions 63 (9.7%) 65 (10.2%) 47 (7.4%) 25 (9.0%) 177 (10.0%)
Hepatobiliary disorders 0 4 (0.6%) 2 (0.3%) 0 7 (0.4%)
Immune system disorders 0 0 1(0.2%) 0 3 (0.2%)
Infections and infestations 49 (7.6%) 93 (14.5%) 99 (15.6%) 25 (9.0%) 275 (15.5%)
Injury, poisoning and procedural complications 1(0.2%) 0 2 (0.3%) 1 (0.4%) 7 (0.4%)
Investigations 40 (6.2%) 49 (7.7%) 60 (9.4%) 12 (4.3%) 140 (7.9%)
Metabolism and nutrition disorders 1 (0.2%) 1 (0.2%) 3 (0.5%) 1 (0.4%) 9 (0.5%)
Musculoskeletal and connective tissue disorders 22 (3.4%) 21 (3.3%) 17 (2.7%) 2 (0.7%) 64 (3.6%)
Neoplasms benign, malignant and unspecified 1(0.2%) 0 4 (0.6%) 0 7 (0.4%)
Nervous system disorders 25 (3.9%) 15 (2.3%) 21(3.3%) 29 (10.4%) 96 (5.4%)
Pregnancy, puerpium and perinatal conditions 0 0 0 0 0
Psychiatric disorders 5 (0.8%) 0 4 (0.6%) 2 (0.7%) 13 (0.7%)
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Table 5. Summary of related adverse events (Investigator judgment) by Primary System Organ
Class in the placebo-controlled studies — Overseas adult RA Population
Primary System Organ Class PBO CZP 200mg* | CZP 400mg | CZP 400mg All CZP
Q2w Q2w Q4w Doses
N=647 N=640 N=635 N=278 N=1774
Renal and urinary disorders 6 (0.9%) 7(1.1%) 10 (1.6%) 2 (0.7%) 25 (1.4%)
Reproductive system and breast 1(0.2%) 2 (0.3%) 6 (0.9%) 5(1.8%) 17 (1.0%)
Respiratory, thoracic and mediastinal disorders 9 (1.4%) 10 (1.6%) 14 (2.2%) 9 (3.2%) 54 (3.0%)
Skin and subcutaneous tissue disorders 15 (2.3%) 33 (52%) 37 (5.8%) 24 (8.6%) 134 (7.6%)
Surgical and medical procedures 0 1(0.2%) 0 0 1 (0.1%)
Vascular disorders 5 (0.8%) 12 (1.9%) 14 (2.2%) 3(1.1%) 37 (2.1%)

CZP=certolizumab pegol; incl=including; mg=milligrams; PBO=placebo; Q2W=every 2 weeks; Q4W=every 4 weeks
Note: Data are presented as number of subjects (percent of subjects)
Note: A subject experiencing more than 1 AE in a category was counted only once in that category.

Note: Related=Relationship of 'definite', 'highly probable’, 'probable’, 'possible’ or missing ("Yes' where only 'Yes/No' recorded). Not
Related=Relationship of 'none', 'unlikely' or 'unrelated' ('"No' where only 'Yes/No' recorded).

*  Following 3 loading doses of CZP 400mg Q2W.
Source: Table 7.1:8, Table 8.1:20 (Section 5.3.5.3.3, Vol. @@)
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Table 6. Overall summary of adverse events by study — placebo-controlled data — adult Rheumatoid Arthritis
PBO CZP 200mg® CZP 400mg CZP 400mg
Q2w Q2w Q4w

Pooled Placebo-Controlled Studies N=647 N=640 N=635 N=278

Any Adverse Events 404 (62.4%) 434 (67.8%) 426 (67.1%) 216 (77.7%)

Any Serious Adverse Events 43 (6.6%) 66 (10.3%) 67 (10.6%) 32 (11.5%)
CDP870-004 Panel 1, Part 1 N=40 - - n=43

Any Adverse Events 31 (77.5%) - - 34 (79.1%)

Any Serious Adverse Events 2 (5.0%) - - 5(11.6%)
CDP870-004 Panel 2, Part 1 N=43 - - -

Any Adverse Events 35 (81.4%) - - -

Any Serious Adverse Events 2 (4.7%) - - -
CDP870-011 N=109 - - n=111

Any Adverse Events 63 (57.8%) - - 84 (75.7%)

Any Serious Adverse Events 3 (2.8%) - - 8 (7.2%)
CDP870-014 N=119 - - n=124

Any Adverse Events 83 (69.7%) - - 97 (78.2%)

Any Serious Adverse Events 12 (10.1%) - - 16 (12.9%)
CDP870-027 N=199 n=392 n=389 -

Any Adverse Events 115 (57.8%) 293 (74.7%) 298 (76.6%) -

Any Serious Adverse Events 11 (5.5%) 45 (11.5%) 48 (12.3%) -
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Table 6. Overall summary of adverse events by study — placebo-controlled data — adult Rheumatoid Arthritis
PBO CZP 200mg® CZP 400mg CZP 400mg
Q2w Q2w Q4w
CDP870-050 N=125 n=248 n=246 -
Any Adverse Events 66 (52.8%) 139 (56.0%) 125 (50.8%) -
Any Serious Adverse Events 4 (3.2%) 18 (7.3%) 18 (7.3%) -

CZP=certolizumab pegol; PBO=placebo; Q2W=every 2 weeks; Q2W=every 4 weeks

Note: Data are presented as number of subjects (percent of subjects
Following 3 loading doses of CZP 400mg Q2W.

Source: Table 8.1:1 (Section 5.3.5.3.3) and Study CDP870-004 (Section 5.3.5.1.1), Study CDP870-011 (Section 5.3.5.1.2), Study CDP870-014 (Section
5.3.5.1.3), Study CDP870-027 (Section 5.3.5.1.4) and Study CDP870-050 (Section 5.3.5.1.5) Clinical Study Reports
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Table 7.

Summary of serious adverse events in all System Organ Classes and High Level Terms occurring

in at least 0.5% of subjects in the All Certolizumab Pegol Doses group by geographic region —
placebo-controlled data — adult Rheumatoid Arthritis

Primary System Organ Eastern Europe Western Europe North America Rest of World
Class PBO AllCZP PBO All CZP PBO AllCZP PBO AllCZP
Doses Doses Does Doses
N=287 N=1004 N=181 N=362 N=130 N=234 N=49 N=174
Any Serious Adverse Event 11 (3.8%) 91 (9.1%) 23 (12.7%) 48 (13.3%) 3(2.3%) 24 (10.3%) 5(10.2%) 27
(15.5%)

Blood and lymphatic system 0 4 (0.4%) 0 2 (0.6%) 0 1(0.4%) 0 1 (0.6%)

disorders

Cardiac disorders 2 (0.7%) 5(0.5%) 0 5(1.4%) 0 3(1.3%) 1 (2.0%) 3(1.7%)

Ear and labyrinth disorders 0 0 0 2 (0.6%) 0 0 0 0

Gastrointestinal disorders 0 7 (0.7%) 3 (1.7%) 5(1.4%) 1(0.8%) 0 1 (0.6%)

General disorders and

administration site conditions 2 (0.7%) 3 (0.3%) 3 (1.7%) 3 (0.8%) 0 1(0.4%) 0 3 (1.7%)

Hepatobiliary disorders 0 4 (0.4%) 0 0 0 0 0 3(1.7%)

Infections and infestations 0 38 (3.8%) 3(1.7%) 6 (1.7%) 0 9 (3.8%) 1 (2.0%) 9 (5.2%)

Injury, poisoning and

procedural complications 1 (0.3%) 9 (0.9%) 2 (1.1%) 4(1.1%) 0 1 (0.4%) 1(2.0%) 2 (1.1%)

Investigations 0 2 (0.2%) 3 (1.7%) 2 (0.6%) 0 1 (0.4%) 0 0

Metabolism and nutrition

disorders 0 2 (0.2%) 0 0 0 0 0 0

Musculoskeletal and

connective tissue disorders 3 (1.0%) 11 (1.1%) 5(2.8%) 10 (2.8%) 1 (0.8%) 0 2 (4.1%) 12 (6.9%)

Neoplasms benign, malignant 1(0.3%) 7 (0.7%)* 0 3 (0.8%) 0 3 (1.3%) 0 1 (0.6%)

and unspecified (incl. cysts

and polyps)

Nervous system disorders 1(0.3%) 5(0.5%) 4 (2.2%) 1(0.3%) 0 3(1.3%) 0 2 (1.1%)
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Table 7.

Summary of serious adverse events in all System Organ Classes and High Level Terms occurring

in at least 0.5% of subjects in the All Certolizumab Pegol Doses group by geographic region ~
placebo-controlled data — adult Rheumatoid Arthritis

Primary System Organ Eastern Europe Western Europe North America Rest of World
Class PBO AllCZP PBO All CZP PBO All CZP PBO AllCZP
Doses Doses Does Doses
N=287 N=1004 N=181 N=362 N=130 N=234 N=49 N=174
Renal and urinary disorders 2 (0.7%) 2 (0.2%) 0 4 (1.1%) 0 1 (0.4%) 0 0
Reproductive system and
breast disorders 0 6 (0.6%) 0 2 (0.6%) 0 0 0 0
Respiratory, thoracic and
mediastinal disorders 1(0.3%) 5(0.5%) 2 (1.1%) 0 1 (0.8%) 2 (0.9%) 0 0
Skin and subcutaneous tissue
disorders 0 1 (0.1%) 0 3 (0.8%) 0 2 (0.9%) 0 0
Surgical and medical
procedures 1(0.3%) 0 1 (0.6%) 6 (1.7%) 0 1 (0.4%) 0 0
Vascular disorders 0 5 (0.5%) 0 3 (0.8%) 0 0 0 0

CZP=certolizumab pegol; incl=including; PBO=placebo

a.

Source: Table 8.1:30, Known Data Discrepancy Table (Section 5.3.5.3.3)
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Table 8.

Overview of adverse events in the infections and infestations

SOC, by demographic characteristics and Baseline risk factors
for infection — placebo-controlled data — Safety Population

PBO CZP 200mg CZP 400mg CZP 400mg | All CZP Doses
Q2w® Q2w Q4w
N=647 N=640 N=635 N=278 N=1774
Any Event in the Infections and Infestations SOC
Gender
Mal n=127 n=109 n=118 n=65 n=337
ale
52 (35,27.6%) | 68(39,35.8%) | 66(38,32.2%) |37(23,35.4%) (192 (113, 33.5%)
n=520 n=531 n=517 n=213 n=1437
Female 104 (80
180 (113, 21.7%) | 375 (200, 37.7%) | 371 (201, 38.9%) 37 6%), 954 (554, 38.6%)
Age
n=548 n=556 n=535 n=234 n=1509
18-64 years 124 (91
207 (129, 23.5%) | 384 (208, 37.4%) | 388 (208, 38.9%) 38 9%)’ 999 (580, 38.4%)
n=99 n=84 n=100 n=44 n=265
>65 years
25(19,19.2%) 59 (31,36.9%) | 49(31,31.0%) |17 (12,27.3%) | 147 (87, 32.8%)
BMI (kg/m?)
<35 n=252 n=268 n=247 n=110 n=731
83(54,21.4%) | 180(96,35.8%) | 158(82,33.2%) {43 (33, 30.0%) | 451 (257, 35.2%)
n=220 n=212 n=226 n=88 n=609
25 to <30
87(51,23.2%) | 136(77,36.3%) | 147 (80, 35.4%) |43 (33,37.5%) | 368 (219, 36.0%)
n=173 n=159 n=159 n=80 n=430
>30

61 (42, 24.3%)

125 (65, 40.9%)

128 (75, 47.2%)

55 (37, 46.3%)

321 (188, 43.7%)

Baseline Corticosteroids

Yes =379 n=376 n=389 n=155 n=1040

143 (90, 23.7%) | 281 (151, 40.2%) | 288 (155, 39.8%) |83 (57, 36.8%) | 728 (414, 39.8%)
No n=268 n=264 n=246 n=123 n=734

89 (58,21.6%) | 162 (88,33.3%) | 149 (84, 34.1%) |58 (46,37.4%) | 418 (253, 34.5%)
Geographic Region
North n=130 n=60 n=52 n=103 n=234
America 59 (37, 28.5%) 68 (35, 58.3%) 50 (26, 50.0%) |61 (40, 38.8%) | 189 (110, 47.0%)
Western n=181 n=27 n=27 n=126 n=362
Europe 62 (40, 22.1%) 19 (13, 48.1%) 24 (12,44.4%) |63 (49, 38.9%) | 206 (142, 39.2%)
Eastern n=287 n=476 n=479 n=49 n=1004
Europe 64 (49, 17.1%) | 247 (142, 29.8%) | 242 (152, 31.7%) | 17 (14, 28.6%) | 506 (308, 30.7%)
Rest of World n=49 n=77 n=77 n=0 n=174

47 (22,44.9%) | 109 (49, 63.6%) | 121 (49, 63.6%) 0 245 (107, 61.5%)

BMI=body mass index; CZP=certolizumab pegol; PBO=placebo; Q2W=every 2 weeks; Q4 W=every

4 weeks; SOC=system organ class
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Table 8. Overview of adverse events in the infections and infestations
‘ SOC, by demographic characteristics and Baseline risk factors
for infection — placebo-controlled data — Safety Population

PBO CZP 200mg CZP 400mg CZP 400mg | All CZP Doses

Q2w® Q2w Q4w
N=647 N=640 N=635 N=278 N=1774

Data are presented as number of events (number of subjects, percent of subjects).
Source: Table 8.1:106, Table 8.1.11, Table 8.1.12, Table 8.1.14, Table 8.1.16, Table 8.1.18
(Section 5.3.5.3.3, Vol. @@)
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Table 9. Overview of adverse events in the infections and infestations SOC by demographic
characteristics and Baseline risk factors for infection — placebo-controlled data — Safety
Population
All CZP Doses CZP 200mg Q2W® | CZP 400mg Q2W | CZP 400mg Q4W All CZP Doses
(PBO-Cont Studies) | (PBO-Cont Studies) (All Studies) (All Studies) (All Studies)
=1774 N=640 N=1487 N=513 N=2367
n (%) IR n (%) IR n (%) IR n (%) IR n (%) IR
Exposure in Patient-Years 9574 396.0 2162.1 1254.3 4065.2
Any Infection 667 (37.6) | 90.58 | 239(37.3) | 79.88 | 795(53.5) | 56.85 | 362(70.6) | 73.79 | 1448 (61.2) | 65.77
Any Severe Infection 37(2.1) N/A 10 (1.6) 2.45 66 (4.4) 3.09 37(7.2) 3.02 131 (5.5) 3.24
Any Serious Infection 62 (3.5) 6.34 24 (3.8) 5.95 128(8.6) | 6.10 39(7.6) 3.16 211 (8.9) 5.26
Withdrawal due to Infection | 27 (1.8) N/A 12 (1.9) 2.94 51(3.4) 2.36 29 (6.8) 2.36 92 (4.6) 242

CZP=certolizumab pegol; [IR=incidence rate; PBO-Cont=placebo-controlled; Q2W=every 2 weeks; Q4W=every 4 weeks, N/A=Not summarized;

SOC=system organ class

Incidence rate is presented as the number of cases per 100 patient-years.

*  Three loading doses of 400mg each followed by 200mg Q2W.
Source: Table 7.1:2, Table 7.1:6, Table 8.1:19, Table 8.1:32, Table 8.1.60, Table 8.1.61, Table 8.1.63, Table 8.1.65, Table 8.1:106, Table 8.1:107 (Section

53.5.3.3, Vol. @@)
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Table 10.  Summary of blood pressure changes up to Week 12 (Including
hypertension status at Baseline) in the placebo-controlled
studies® — Overseas adult RA Population

Treatment group All History of HTN No HTN History

N | n%) N [ n N | n (%)

PBO

Systolic 635 357 (56.3) 202 116 (57.4) 433 241 (55.8)

Diastolic 635 431 (68.0) 202 130 (64.4) 433 301 (69.7)

CZP 200mg Q2W"

Systolic 640 409 (63.9) 216 143 (66.2) 424 266 (62.7)

Diastolic 640 447 (69.8) 216 151 (69.9) 424 296 (69.8)

CZP 400mg Q2W

Systolic 635 394 (62.0) 217 133 (61.3) 418 261 (62.4)

Diastolic 635 434 (68.3) 217 146 (67.3) 418 288 (68.9)

CZP 400mg Q4W

Systolic 278 165 (59.4) 81 47 (58.0) 197 118 (59.9)

Diastolic 278 181 (65.1) 81 53 (65.4) 197 128 (65.0)

ALL CZP doses

Systolic 1750 1065 (60.9) 556 349 (62.8) 1194 716 (60.0)

Diastolic 1750 1175 (67.1) 556 377 (67.8) 1194 798 (66.8)

CZP=certolizumab pegol; HTN=hypertension; PBO=placebo; Q2W=every 2 weeks; Q4W=every 4 weeks

Note: Systolic blood pressure increase was defined as an increase of 10mmHg or more from Baseline.

Note: Diastolic blood pressure increase was defined as an increase of SmmHg or more from Baseline.
*  Studies CDP870-004, CDP870-011, CDP870-014, CDP870-027, and CDP870-050.

> Three loading doses of 400mg each followed by 200mg Q2W.
Source: Table 13.1:4, Table 13.1:5 (Section 5.3.5.3.3, Vol. @@)
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Table 11.  Overall summary of adverse events in the Phase Il
placebo-controlled studies, All Certolizumab Pegol Doses group
by anti-certolizumab pegol antibody status anytime during

study - adult Rheum

atoid Arthritis

Ab+ Subjects with Ab- Subjects with
Adverse Events Adverse Events
N=116 N=1394
Number of Subjects with Any Adverse Event 92 (79.3%) 950 (68.1%)
Intensity”
Mild 75 (56.0%) 771 (55.3%)
Moderate 61 (52.6%) 538 (38.6%)
Severe 14 (12.1%) 114 (8.2%)
Related to Study Drug’ 49 (42.2%) 467 (33.5%)
Serious Adverse Events 15 (12.9%) 142 (10.2%)
Adverse Events Leading to Death 1 (0.9%) 7 (0.5%)
Adverse Events Leading to Withdrawal® 5 (4.3%) 70 (5.0%)

Ab+=Antibody-positive; Ab-=Antibody-negative; CZP=certolizumab pegol

Note: Number of subjects (percent of subjects).

Note: A subject experiencing more than 1 event in a category was counted only once in that category.
Positive anti-CZP antibody level was defined as >2.4 units/mL; negative was defined as <2.4 units/mL.

a

b

Adverse events with changing intensity over time were included only for the maximum intensity.
Adverse events with changing relationship to the study drug over time were included only for the

maximum possible relationship. Events assessed as unrelated, unlikely related and related no were considered
not related. Events assessed as possibly, probably and definitely related and related yes were counted as

related.

Source: Supplementary Table 5 (Section 5.3.5.3.3, Vol. @@)
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Table 12.

Adverse events in Phase lll placebo-controlled studies

grouped by primary System Organ Class for the All
Certolizumab Pegol Doses group, by anti-certolizumab pegol
antibody status anytime during the study — adult Rheumatoid

Arthritis
All CZP Doses
Ab+ Subjects with Ab- Subjects with
Primary system organ class (SOC) Adverse Events Adverse Events
N=116 N=1394

Blood and lympbhatic system disorders 8 (6.9%) 93 (6.7%)
Cardiac disorders 7 (6.0%) 41 (2.9%)
Congenital, familial and genetic disorders 0 3(0.2%)
Ear and labyrinth disorders 1 (0.9%) 20 (1.4%)
Endocrine disorders 0 9 (0.6%)
Eye disorders 4 (3.4%) 53 (3.8%)
Gastrointestinal disorders 21 (18.1%) 194 (13.9%)
General disorders and administration site 26 (22.4%)

conditions 184 (13.2%)
Hepatobiliary disorders 3(2.6%) 26 (1.9%)
Immune system disorders 1(0.9%) 14 (1.0%)
Infections and infestations 46 (39.7%) 520 (37.3%)
Injury, poisoning and procedural complications 12 (10.3%) 117 (8.4%)
Investigations 22 (19.0%) 220 (15.8%)
Metabolism and nutrition disorders 5(4.3%) 28 (2.0%)

Musculoskeletal and connective tissue disorders

23 (19.8%)

223 (16.0%)

Neoplasms benign, malignant and unspecified
(incl cysts and polyps)

1 (0.9%)

22 (1.6%)

Nervous system disorders

13 (11.2%)

154 (11.0%)

Pregnancy, puerperium and perinatal conditions 0 1(0.1%)
Psychiatric disorders 2 (1.7%) 47 (3.4%)
Renal and urinary disorders 6 (5.2%) 61 (4.4%)
Reproductive system and breast disorders 5(4.3%) 45 (3.2%)
Respiratory, thoracic and mediastinal disorders 17 (14.7%) 105 (7.5%)
Skin and subcutaneous tissue disorders 25 (21.6%) 155 (11.1%)
Social circumstances 0 1(0.1%)
Surgical and medical procedures 4 (3.4%) 16 (1.1%)
Vascular disorders 13 (11.2%) 125 (9.0%)

Ab+=antibody-positive; Ab-=antibody-negative

Source: Supplementary Table 6 (Section 5.3.5.3.3)
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Table 13.

Red blood cell indices: summary of mean changes from Baseline at Week 12 and the
Last/Withdrawal Visit — Studies CDP870-004, CDP870-011, CDP870-014, CDP870-027, and
CDP870-050 — placebo-controlled data — adult Rheumatoid Arthritis

Placeho CZP 200mg® CZP 400mg CZP 400mg All CZP
Parameter (units) _ Q2w Q2w Q4w Doses
N=635 N=640 N=635 N=278 N=1750
Red blood cells (10'/L) | Week 12 BSL mean (SD) 4.349 (0.4388) 4.291 (0.4163) 4.283 (0.3959) 4.397 (0.4462) 4.310 (0.4140)
Week 12 mean change (SD) -0.027 (0.289) -0.007 (0.283) 0.006 (0.2719) 0.054 (0.2399) 0.012 (0.269)
Last/WD BSL mean (SD) 4.358 (0.4393) 4.295 (0.4192) 4.281 (0.3981) 4.382 (0.4457) 4.308 (0.4163)
Last/WD mean change (SD) -0.003 (0.303) -0.011 (0.289) -0.012 (0.2941) 0.045 (0.2664) 0.003 (0.283)
Max. decrease from BSL mean (SD) | 4.379 (0.4397) 4.314 (0.4178) 4.316 (0.3908) 4.406 (0.4342) 4.333 (0.4133)
Mean max. decrease (SD) -0.262 (0.2242) -0.293 (0.2269) -0.300 (0.2249) -0.206 (0.1746) -0.273 (0.2190)
Hemoglobin (g/L) Week 12 BSL mean (SD) 129.13 (16.511) 126.71 (14.725) 127.54 (13.989) 131.96 (14.534) 127.65 (15.113)
Week 12 mean change (SD) -1.73 (8.55) 1.42 (8.66) 1.85 (8.756) 1.83 (7.486) 1.49 (8.43)
Last/WD BSL mean (SD) 129.20 (16.157) 126.69 (14.682) 127.41 (13.935) 131.42 (14.391) 127.56 (14.991)
Last/WD mean change (SD) -1.77 (9.46) 1.16 (10.25) 1.22 (9.715) 1.74 (9.554) 1.18 (9.678)
Max. decrease from BSL mean (SD) | 129.83 (16.198) 127.81 (14.320) 128.73 (14.103) 133.47 (13.819) 128.70 (15.040)
Mean max. decrease (SD) -8.71 (7.023) -8.31(7.132) -8.76 (6.635) -6.85 (5.687) -8.04 (6.634)
Hematocrit (fraction of 1) | Week 12 BSL mean (SD) 0.392 (0.0436) 0.387 (0.0407) 0.389 (0.0371) 0.396 (0.0407) 0.389 (0.0391)
Week 12 mean change (SD) -0.005 (0.026) 0.002 (0.026) 0.003 (0.0259) 0.005 (0.0238) 0.002 (0.026)
Last/WD BSL mean (SD) 0.392 (0.0430) 0.387 (0.0404) 0.389 (0.0376) 0.395 (0.0403) 0.389 (0.0391)
Last/WD mean change (SD) -0.004 (0.030) 0.006 (0.031) 0.006 (0.0306) 0.004 (0.0294) 0.005 (0.030)
Max. decrease from BSL mean (SD) | 0.395 (0.0431) 0.390 (0.0397) 0.393 (0.0377) 0.400 (0.0384) 0.393 (0.0386)
Mean max. decrease (SD) -0.027 (0.0220) -0.026 (0.0214) -0.028 (0.0222) -0.021 (0.0169) -0.025 (0.0209)

BSL=Baseline; CZP=certolizumab pegol; max=maximum; Q2W=every 2 weeks; Q4W=every 4 weeks; SD=standard deviation; WD=withdrawal.
N refers to total number of subjects in the treatment group. However, the actual number of subjects contributing to the summaries for each parameter may

vary.

Note: Mean maximum change in a clinically relevant direction is presented.
*  Following 3 loading doses of CZP 400mg Q2W.
Source: Table 9.1:3 (Section 5.3.5.3.3)
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Table 14.

White blood cell indices: summary of mean changes from Baseline at Week 12 and the
Last/Withdrawal Visit — Studies CDP870-004, CDP870-011, CDP870-014, CDP870-027, and
CDP870-050 — placebo-controlled data — adult Rheumatoid Arthritis

Parameter (units) Placebo CZP 200mg* CZP 400mg CZP 400mg AllCZP
Q2w Q2w Q4w Doses
N=635 N=640 N=635 N=278 N=1750

White blood cells

(109/L) Week 12 BSL mean (SD) 8.57(2.716) 8.42 (2.569) 8.54 (2.726) 8.70 (2.705) 8.64 (2.728)
Week 12 mean change (SD) -0.14 (2.023) -0.77 (2.203) -0.94 (2.296) -0.32 (1.983) -0.70 (2.221)
Last/WD BSL mean (SD) 8.60 (2.789) 8.48 (2.627) 8.55 (2.709) 8.74 (2.800) 8.67 (2.750)
Last/WD mean change (SD) 0.03 (2.164) -0.74 (2.184) -0.93 (2.717) -0.44 (2.031) -0.69 (2.386)
Max. decrease from BSL mean (SD) 8.81 (2.788) 8.64 (2.599) 8.66 (2.707) 8.98 (2.762) 8.81(2.729)
Mean max. decrease (SD) -2.02 (1.508) -2.76 (1.768) -2.94 (2.056) -2.27(1.583) -2.70 (1.846)
Max. increase from BSL mean (SD) 8.41 (2.686) 8.09 (2.436) 8.03 (2.320) 8.22 (2.680) 8.23 (2.525)
Mean max. increase (SD) 2.38 (1.766) 2.27 (1.850) 2.31(2.200) 2.02 (1.647) 2.24 (1.975) ‘

Neutrophils (109/L) Week 12 BSL mean (SD) 6.206 (2.4867) 5.991(2.3732) 6.075 (2.5010) 6.226 (2.5036) 6.192 (2.5214)
Week 12 mean change (SD) -0.120 (1.9944) -1.242 (2.1215) -1.444 (2.2054) -0.725 (1.9819) -1.119 (2.1866)
Last/WD BSL mean (SD) 6.230 (2.5192) 6.047 (2.4562) 6.081 (2.4847) 6.268 (2.6148) 6.214 (2.5541)
Last/WD mean change (SD) 0.048 (2.1652) -1.145 (2.1268) -1.421 (2.7215) -0.830 (2.0314) -1.091 (2.3917)
Max. decrease from BSL mean (SD) | 6.448 (2.5127) 6.119 (2.4344) 6.168 (2.4882) 6.401 (2.5972) 6.287 (2.5369)
Mean max. decrease (SD) -1.934 (1.4754) -2.885 (1.8260) -3.135 (2.0476) -2.532 (1.7130) -2.881 (1.8864)
Max. increase from BSL mean (SD) 6.051 (2.4182) 5.592 (2.2055) 5.508 (2.0797) 5.716 (2.5416) 5.743 (2.3188)
Mean max. increase (SD) 2.296 (1.8763) 1.984 (1.8495) 2.066 (2.2844) 1.888 (1.7597) 2.018 (2.0371)

Eosinophils (109/L) Week 12 BSL mean (SD) 0.179 (0.1381) 0.195 (0.1460) 0.190 (0.1348) 0.162 (0.1446) 0.184 (0.1415)

Week 12 mean change (SD)

0.007 (0.1216)

0.012 (0.1445)

0.008 (0.1452)

0.035 (0.1677)

0.014 (0.1474)

Last/WD BSL mean (SD)

0.176 (0.1341)

0.195 (0.1442)

0.191 (0.1371)

0.158 (0.1393)

0.184 (0.1409)

Last/WD mean change (SD)

-0.002 (0.1277)

-0.021 (0.1481)

-0.014 (0.1543)

0.026 (0.1289)

-0.006 (0.1466)

Max. increase from BSL mean (SD)

0.161 (0.1260)

0.179 (0.1231)

0.175 (0.1274)

0.147 (0.1355)

0.169 (0.1283)

Mean max. increase (SD)

0.149 (0.1611)

0.203 (0.2437)

0.209 (0.4430)

0.146 (0.1844)

0.189 (0.3161)
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Table 14.

White blood cell indices: summary of mean changes from Baseline at Week 12 and the

Last/Withdrawal Visit — Studies CDP870-004, CDP870-011, CDP870-014, CDP870-027, and
CDP870-050 — placebo-controlled data — adult Rheumatoid Arthritis

Parameter (units) Placebo CZP 200mg* CZP 400mg CZP 400mg AllCZP
Q2w Q2w Q4w Doses
N=635 N=640 N=635 N=278 =1750
Lymphocytes
(109/L) Week 12 BSL mean (SD) 1.724 (0.7399) 1.779 (0.7052) 1.823 (0.6911) 1.850 (0.8143) 1.803 (0.7354)
Week 12 mean change (SD) 0.016 (0.5583) 0.433 (0.6323) 0.484 (0.7027) 0.328 (0.6540) 0.396 (0.6748)
Last/WD BSL mean (SD) 1.730 (0.7347) 1.768 (0.7005) 1.821 (0.6909) 1.850 (0.8021) 1.799 (0.7315)
Last/WD mean change (SD) 0.002 (0.5524) 0.399 (0.6872) 0.492 (0.6877) 0.340 (0.7386) 0.390 (0.7009)
Max. decrease from BSL mean (SD) | 1.800 (0.7377) 1.932 (0.7390) 1.991 (0.7192) 2.033 (0.7462) 1.956 (0.7556)
Mean max. decrease (SD) -0.509 (0.4542) -0.499 (0.5361) -0.517 (0.4944) -0.459 (0.5173) -0.494 (0.5269)
Max. increase from BSL mean (SD) 1.661 (0.7107) 1.749 (0.6709) 1.809 (0.6876) 1.805 (0.7737) 1.774 (0.7016)
Mean max. increase (SD) 0.646 (0.5298) 1.156 (0.6616) 1.257 (0.7191) 1.036 (0.7580) 1.146 (0.6960)

BSL=Baseline; CZP=certolizumab pegol; max=maximum; Q2W=every 2 weeks; Q4W=every 4 weeks; SD=standard deviation; WD=withdrawal
Note: N refers to total number of subjects in the treatment group. However, the actual number of subjects contributing to the summaries for each

parameter may vary.

*  Following 3 loading doses of CZP 400mg Q2W.
Source: Table 9.1:3 (Section 5.3.5.3.3)
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Table 15.

Parameters associated with clotting: summary of mean changes from Baseline at Week 12 and

the Last/Withdrawal Visit - Studies CDP870-004, CDP870-011, CDP870-014, CDP870-027, and
CDP870-050 — placebo-controlled data ~ adult Rheumatoid Arthritis

Parameter (units) Placebo CZP 200mg* CZP 400mg CZP 400mg AllCZP
Q2w Q2w Q4w Doses
N=635 N=640 N=635 N=278 N=1750
Platelets (10°/L) Week 12 BSL mean (SD) 327.0 (99.50) 337.5 (102.55) 333.0(97.07) 316.2 (94.90) 330.7 (99.19)
Week 12 mean change (SD) 1.4 (64.08) -31.5 (68.03) -33.2 (64.82) -27.5(53.63) -28.8 (64.84)
Last/WD BSL mean (SD) 327.1(97.49) 337.5(102.83) 333.5(96.57) 322.2(104.18) | 331.8(100.39)
Last/WD mean change (SD) 8.6 (69.54) -29.3 (77.10) -33.4(70.27) -26.2 (64.74) -27.9 (71.75)
Max. decrease from BSL
mean (SD) 337.8(100.37) 342.1(102.24) 336.5 (96.57) 327.5(104.48) | 335.6 (100.21)
Mean max. decrease (SD) -55.0 (52.11) -85.8 (63.00) -88.3 (62.02) -71.7 (55.06) -82.0 (60.20)
Max. increase from BSL
mean (SD) 321.9 (95.95) 318.8 (92.05) 315.8 (89.20) 303.5 (101.78) 314.9 (92.75)
Mean max. increase (SD) 64.8 (55.12) 60.9 (59.45) 53.2 (52.96) 45.7 (50.04) 55.3 (55.74)

Prothrombin time

(seconds) Week 12 BSL mean (SD) 11.98 (3.076) 12.58 (3.015) 13.03 (6.801) 11.49 (1.238) 12.41 (4.488)
Week 12 mean change (SD) -0.14 (2.883) 0.06 (3.090) -0.41 (6.353) 0.05 (0.861) -0.11 (4.203)
Last/WD BSL mean (SD) 12.04 (2.794) 12.53 (2.933) 13.04 (6.641) 11.51 (1.193) 12.36 (4.304)
Last/WD mean change (SD) 0.08 (2.644) 0.46 (3.995) 0.12 (5.476) 0.12 (1.256) 0.23 (3.990)
Max. increase from BSL
mean (SD) 11.67 (1.625) 12.16 (2.100) 11.98 (1.427) 11.40 (0.956) 11.86 (1.610)
Mean max. increase (SD) 1.53 (1.930) 3.67 (6.075) 3.95(6.941) 0.95 (1.877) 2.90 (5.642)

aPTT (seconds) Week 12 BSL mean (SD) 28.23 (9.391) 28.58 (8.869) 29.04 (8.966) 26.02 (4.076) 27.95 (7.862)
Week 12 mean change (SD) 0.52 (16.540) 8.34 (16.726) 9.79 (13.568) -0.20 (4.205) 6.23 (13.590)
Last/WD BSL mean (SD) 27.80 (8.893) 28.91 (9.039) 29.08 (8.925) 26.21 (4.005) 28.07 (7.791)
Last/WD mean change (SD) | -0.55(10.130) 8.82 (16.020) 12.94 (17.445) 0.31 (5.839) 7.34 (1;5‘009)
Max. increase from BSL
mean (SD) 26.63 (7.952) 28.61 (8.286) 28.34 (7.714) 25.51 (3.784) 27.62(7.179)
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Table 15.

Parameters associated with clotting: summary of mean changes from Baseline at Week 12 and

the Last/Withdrawal Visit — Studies CDP870-004, CDP870-011, CDP870-014, CDP870-027, and
CDP870-050 — placebo-controlied data — adult Rheumatoid Arthritis

Parameter (units) Placebo CZP 200mg" CZP 400mg CZP 400mg All CZP
Q2w Q2w Q4w Doses
N=635 N=640 =635 N=278 N=1750
Mean max. increase (SD) 10.51 (22.535) 30.32 (25.456) 30.85 (23.785) 5.35(10.772) 23.34 (24.408)

INR

Week 12 BSL mean (SD)

1.043 (0.3080)

1.046 (0.2357)

1.077 (0.5036)

1.061 (0.3928)

-0.009
Week 12 mean change (SD) | -0.007 (0.3012) | 0.007 (0.2436) | -0.026 (0.4679) - (0.3727)
LastWD BSL mean (SD) 1.044 (0.3031) | 1.041(0.2290) | 1.078 (0.4920) - 1.060 (0.3841)
Last/WD mean change (SD) | 0.032(0.2900) | 0.042 (0.3276) | 0.019 (0.4105) - 0.031 (0.3713)

Max. decrease from BSL
mean (SD)

1.067 (0.3193)

1.067 (0.2428)

1.116 (0.5309)

1.091 (0.4107)

Mean max. decrease (SD)

-0.142 (0.2979)

-0.138 (0.2359)

-0.178 (0.5096)

-0.158
(0.3949)

Max. increase from BSL
mean (SD)

1.008 (0.1712)

1.014 (0.1703)

1.000 (0.1127)

1.007 (0.1445)

Mean max. increase (SD)

0.223 (0.1527)

0.303 (0.5003)

0.323 (0.5663)

0.313(0.5337)

aPTT=activated partial thromboplastin time; BSL=Baseline; CZP=certolizumab pegol; INR=international normalized ratio; max=maximum;
Q2W=every 2 weeks; Q4W=every 4 weeks; SD=standard deviation, WD=withdrawal

Note: N refers to total number of subjects in the treatment group. However, the actual number of subjects contributing to the summaries for each

parameter may vary.

Prothrombin time and activated partial thromboplastin time were assessed in Studies CDP870-011, CDP870-014 and CDP870-050. International
normalized ratio was assessed in Study CDP870-050.

*  Following 3 loading doses of CZP 400mg Q2W.
Source: Table 9.1:3 (Section 5.3.5.3.3)
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Table 16.  Parameters associated with liver function: summary of mean changes from Baseline at
Week 12 and the Last/Withdrawal Visit — Studies CDP870-004, CDP870-011, CDP870-014,
CDP870-027, and CDP870-050 — placebo-controlled data — aduit Rheumatoid Arthritis
Parameter Placebo CZP 200mg" CZP 400mg CZP 400mg All CZP
(units) N=635 Q2w Q2w Q4w Doses
N=640 =635 N=278 N=1750
AST (U/L) Week 12 BSL mean (SD) 21.8 (10.65) 21.4(10.39) 21.8(12.23) 20.9 (9.04) 21.2(10.57)
Week 12 mean change (SD) 2.0 (47.32) 2.0 (13.51) 1.1(13.48) 1.6 (7.51) 1.6 (12.22)
Last/WD BSL mean (SD) 22.0(11.34) 21.5 (10.40) 21.8 (12.22) 21.1 (9.00) 21.2 (10.53)
Last/WD mean change (SD) -0.2 (10.47) 2.2 (29.15) 1.2(14.82) 1.2 (8.15) 1.6 (20.16)
Max. increase from BSL
mean (SD) 20.5 (9.74) 20.7 (9.30) 20.6 (9.45) 20.0 (8.26) 20.2 (8.87)
Mean max. increase (SD) 12.8 (49.60) 18.2 (38.92) 17.2 (23.57) 11.1 (22.76) 15.7 (29.54)
ALT (U/L) Week 12 BSL mean (SD) 24.4 (18.74) 23.5(17.21) 23.7 (19.95) 22.0 (11.96) 22.9 (16.98)
Week 12 mean change (SD) 3.8 (103.54) 2.6 (25.57) 0.9 (22.88) 1.7 (11.58) 1.7 (21.70)
Last/WD BSL mean (SD) 24.2 (18.46) 23.5 (17.07) 23.8 (20.12) 22.0 (11.67) 22.9 (16.90)
Last/WD mean change (SD) -0.2 (17.53) 1.6 (29.55) 0.3 (19.91) 1.6 (13.71) 1.2 (22.53)
Max. increase from BSL :
mean (SD) 21.8 (16.50) 21.7 (14.25) 22.4 (17.44) 20.7 (10.90) 21.4 (14.64)
Mean max. increase (SD) 21.4 (105.93) 27.3 (49.14) 26.0 (39.53) 16.0 (28.94) 23.5 (40.83)
GGT (U/L) Week 12 BSL mean (SD) 30.9 (34.36) 29.4 (39.86) 26.8 (24.10) 31.5 (32.24) 29.1 (33.15)
Week 12 mean change (SD) -0.0 (35.49) 2.0 (36.77) -2.9 (19.54) -1.8(13.38) 2.7 (27.62)
Last/WD BSL mean (SD) 31.6 (33.83) 29.5 (39.60) 27.0 (24.24) 31.9(33.27) 29.4 (33.16)
Last/WD mean change (SD) 1.4 (28.94) -1.6 (34.82) 0.5 (35.84) 22.1(22.42) -1.7 (32.88)
Max. increase from BSL
mean (SD) 28.3 (26.21) 24,7 (23.73) 24.9 (21.28) 26.9 (28.80) 25.2 (23.12)
Mean max. increase (SD) 16.1 (39.35) 19.2 (51.45) 17.9 (51.43) 13.8 (33.37) 16.9 (46.89)
Alkaline
phosphatase
(UL) Week 12 BSL mean (SD) 89.1 (33.76) 88.1 (35.16) 88.4 (30.74) 87.7 (33.98) 89.0 (32.70)
Week 12 mean change (SD) -1.4 (26.74) -5.9 (22.05) -6.9 (18.18) -5.5(15.37) -5.9 (19.66)
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Table 16.

Parameters associated with liver function: summary of mean changes from Baseline at
Week 12 and the Last/Withdrawal Visit — Studies CDP870-004, CDP870-011, CDP870-014,

CDP870-027, and CDP870-050 — placebo-controlled data — adult Rheumatoid Arthritis

Parameter Placebo CZP 200mg* CZP 400mg CZP 400mg ANl CZP
(units) N=635 Q2w Q2w Q4w Doses
N=640 N=635 N=278 N=1750
Last/WD BSL mean (SD) 89.5(33.41) 88.5 (35.50) 88.0 (30.46) 88.1 (33.89) 89.1 (32.93)
Last/WD mean change (SD) 0.6 (25.94) -5.2 (26.01) -6.2 (26.56) -4.5 (17.96) -5.3 (24.58)
Max. increase from BSL
mean (SD) 86.3 (28.24) 85.7 (34.88) 85.2 (30.21) 85.4 (35.26) 86.3 (32.62)
Mean max. increase (SD) 16.4 (24.52) 18.0 (27.70) 17.3 (31.33) 15.1 (19.00) 17.1 (26.92)
Total bilirubin
(umol/L) Week 12 BSL mean (SD) 7.253 (3.343) 6.975 (3.660) 7.093 (3.356) 7.409 (3.428) 7.080 (3.442)
Week 12 mean change (SD) 0.115 (3.009) 0.750 (3.149) 0.747 (3.009) 0.640 (3.275) 0.701 (3.065)
Last/WD BSL mean (SD) 7.216 (3.345) 6.999 (3.686) 7.070 (3.262) 7.177 (3.333) 7.043 (3.399)

Last/WD mean change (SD)

-0.019 (2.943)

1.018 (3.429)

1.051 (3.393)

0.514 (3.172)

0.885 (3.304)

Max. increase from BSL
mean (SD)

6.910 (3.132)

6.794 (3.473)

7.055 (3.332)

6.969 (3.147)

6.910 (3.301)

Mean max. increase (SD)

2.933(2.869)

4.675 (4.359)

4348 (3.429)

3270 (3.074)

4.172 (3.731)

ALT=alanine aminotransferase; AST=aspartate aminotransferase; BSL=Baseline; CZP=certolizumab pegol; GGT=gamma-glutamyl transferase;
max=maximum; Q2W=every 2 weeks; Q4W=every 4 weeks; SD=standard deviation; WD=withdrawal

Note: N refers to total number of subjects in the treatment group. However, the actual number of subjects contributing to the summaries for each
parameter may vary.

Following 3 loading doses of CZP 400mg Q2W.

Source: Table 9.1:9 (Section 5.3.5.3.3)
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Table 17.

Parameters associated with renal function: summary of mean changes from Baseline at

Week 12 and the Last/Withdrawal Visit — Studies CDP870-004, CDP870-011, CDP870-014,

CDP870-027 and CDP870-050 ~ placebo-controlled data - adult Rheumatoid Arthritis

Parameter (units) Placebo CZP 200mg" CZP 400mg CZP 400mg All CZP
N=635 Q2w Q2w Q4w Doses
N=640 N=635 N=278 N=1750
Blood Urea Nitrogen
(mmol/L) Week 12 BSL mean (SD) 5.73 (1.915) 5.59 (1.757) 5.62 (1.748) 5.61 (2.218) 5.61 (1.786)
Week 12 mean change (SD) | -0.04 (1.542) 0.03 (1.561) -0.09 (1.453) -0.01 (1.425) -0.02 (1.479)
Last/WD BSL mean (SD) 5.69 (1.891) 5.61 (1.808) 5.64 (1.766) 5.73 (2.208) 5.64 (1.819)
Last/WD mean change (SD) | -0.01 (1.491) -0.00 (1.611) 0.07 (1.615) 0.19 (1.463) 0.05 (1.567)
Max. increase from BSL
mean (SD) 5.48 (1.763) 5.45 (1.667) 5.49 (1.660) 5.58 (2.166) 5.49 (1.716)
Mean max. increase (SD) 1.72 (1.300) 1.97 (1.352) 1.95 (1.334) 1.52 (1.318) 1.86 (1.316)
Creatinine (umol/L) | Week 12 BSL mean (SD) 70.377 (16.27) 68.185 (14.06) 68.982 (14.35) 68.942 (15.93) 69.923 (14.89)
Week 12 mean change (SD) 0.696 (9.44) 2.607 (11.69) 1.408 (8.76) 2.804 (10.63) 2.116 (10.18)
Last/WD BSL mean (SD) 69.699 (16.24) 68.197 (14.58) 69.238 (14.76) 69.169 (15.74) 70.017 (15.20)
Last/WD mean change
(SD) 1.091 (13.11) 2.908 (11.41) 2.529 (10.06) 3.327 (9.46) 2.727 (10.31)
Max. increase from BSL
mean (SD) 68.763 (15.61) 67.649 (13.95) 68.749 (14.49) 68.690 (15.66) 69.415 (14.82)
Mean max. increase (SD) 10.561 (12.70) 13.550 (14.05) 12.209 (9.31) 11.870 (10.13) 12.559 (11.34)

BSL=Baseline; CZP=certolizumab pegol; max=maximum; Q2W=every 2 weeks; Q4W=every 4 weeks; SD=standard deviation; WD=withdrawal
N refers to total number of subjects in the treatment group. However, the actual number of subjects contributing to the summaries for each parameter

may vary.

*  Following 3 loading doses of CZP 400mg Q2W.

Source: Table 9.1:9 (Section 5.3.5.3.3)
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Table 18.  Albumin and total protein: summary of mean changes from Baseline at Week 12 and the
Last/Withdrawal Visit — Studies CDP870-004, CDP870-011, CDP870-014, CDP870-027, and
CDP870-050 - placebo-controlled data — adult Rheumatoid Arthritis
Parameter Placebo CZP 200mg* CZP 400mg CZP 400mg All CZP
(units) N=635 Q2w Q2w Q4w Doses
N=640 N=635 N=278 N=1750
Albumin (g/L) Week 12 BSL mean (SD) 41.30 (3.643) 42.13 (3.362) 42.13 (3.072) 40.81 (3.845) 41.63 (3.425)
Week 12 mean change (SD) -0.53 (3.012) 0.52 (3.068) 0.94 (2.972) 0.14 (2.950) 0.54 (2.986)
Last/WD BSL mean (SD) 41.09 (3.827) 42.07 (3.434) 42.16 (3.115) 40.79 (3.792) 41.60 (3.474)
Last/WD mean change (SD) -0.63 (3.094) 0.22 (3.392) 0.80 (3.270) -0.18 (3.360) 0.32(3.282)
Max. decrease from BSL
mean (SD) 41.33 (3.698) 42.39 (3.416) 42.65 (2.917) 41.32 (3.583) 42.04 (3.363)
Mean max. decrease (SD) -3.19 (2.331) -3.07 (2.596) -2.87 (2.480) -3.01 (2.273) -2.92 (2.453)
Total protein
(g/L) Week 12 BSL mean (SD) 73.30 (5.328) 74.02 (5.186) 73.64 (5.172) 72.68 (4.928) 73.51 (5.210)
Week 12 mean change (SD) -0.56 (4.084) -0.78 (4.338) -0.60 (4.290) 0.62 (3.801) -0.33 (4.255)
Last/WD BSL mean (SD) 73.20 (5.332) 73.95 (5.187) 73.68 (5.159) 72.76 (4.764) 73.51 (5.176)
Last/WD mean change (SD) 0.01 (4.204) -0.00 (5.111) 0.06 (5.020) 1.09 (4.028) 0.30 (4.839)

Max. decrease from BSL
mean (SD)

73.60 (5.180)

74.24 (5.018)

74.01 (5.045)

73.01 (4.836)

73.85 (5.073)

Mean max. decrease (SD)

-4.51 (2.973)

-5.15 (3.505)

-5.33 (3.697)

-4.05 (2.661)

-4.91 (3.453)

BSL=Baseline; CZP=certolizumab pegol; max=maximum; Q2W=every 2 weeks; Q4W=every 4 weeks; SD=standard deviation; WD=withdrawal

Note: N refers to total number of subjects in the treatment group. However, the actual number of subjects contributing to the summaries for each
parameter may vary.

*  Following 3 loading doses of CZP 400mg Q2W.

Source: Table 9.1:9 (Section 5.3.5.3.3)
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Table 19.

Total calcium: summary of mean changes from Baseline at Week 12 and the Last/Withdrawal

Visit — Studies CDP870-004, CDP870-011, CDP870-014, CDP870-027, and CDP870-050 —
placebo-controlled data — adult Rheumatoid Arthritis

Parameter (units)

Placebo
N=635

CZP 200mg"
QW
N=640

CZP 400mg
Q2w
N=635

CZP 400mg
Q4w
N=278

All CZP Doses
N=1750

Total calcium
(mmol/L)

Week 12 BSL mean
(SD)

2.364 (0.1130)

2.354 (0.1124)

2.359 (0.1079)

2.383 (0.1212)

2.362 (0.1125)

Week 12 mean change
(SD)

-0.009 (0.1061)

-0.008 (0.1081)

-0.011(0.1117)

-0.016 (0.1048)

-0.008 (0.1094)

Last/WD BSL mean
(SD)

2.370 (0.1154)

2.355 (0.1132)

2.359 (0.1065)

2.383 (0.1205)

2.363 (0.1125)

Last/WD mean change
(SD)

-0.004 (0.1150)

-0.008 (0.1165)

-0.013 (0.1290)

-0.011 (0.1127)

-0.008 (0.1203)

Max. decrease from BSL
mean (SD)

2.383(0.1097)

2.362(0.1103)

2.368 (0.1014)

2.395 (0.1145)

2.372 (0.1081)

Mean max. decrease
(SD)

-0.128 (0.0967)

-0.139 (0.0953)

-0.145 (0.1080)

-0.124 (0.0866)

-0.138 (0.0973)

Max. increase from BSL
mean (SD)

2.348 (0.1030)

2.344 (0.1092)

2.348 (0.1002)

2.364 (0.1147)

2.351 (0.1076)

Mean max. increase
(SD)

0.119 (0.0808)

0.134 (0.0838)

0.128 (0.0831)

0.107 (0.0811)

0.128 (0.0838)

BSL=Baseline; CZP=certolizumab pegol; max=maximum; Q2W=every 2 weeks; Q4W=every 4 weeks; SD=standard deviation; WD=withdrawal
Note: N refers to total number of subjects in the treatment group. However, the actual number of subjects contributing to the summaries for each

parameter may vary.

*  Following 3 loading doses of CZP 400mg Q2W.
Source: Table 9.1:9 (Section 5.3.5.3.3)
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Table 20.  Glucose: summary of mean changes from Baseline at Week 12 and the Last/Withdrawal Visit —
Studies CDP870-004, CDP870-011, CDP870-014, CDP870-027, and CDP870-050 —
placebo-controlled data — adult Rheumatoid Arthritis

Parameter Placebo CZP 200mg CZP 400mg CZP 400mg All CZP Doses
N=635 QW QW Q4w N=1750
N=640 N=635 N=278

Glucose (mmol/L) | Week 12 BSL mean (SD) 5.47 (1.385) 5.36 (1.368) 5.45(1.874) 5.62 (1.591) 5.45 (1.639)
Week 12 mean change (SD) | 0.07 (1.258) 0.02 (1.182) -0.09 (1.350) -0.07 (1.500) -0.03 (1.349)
Last/WD BSL mean (SD) 5.54 (1.488) 5.35 (1.370) 5.45 (1.837) 5.63 (1.549) 5.45 (1.614)
Last/WD mean change (SD) | 0.02 (1.554) 0.10 (1.344) -0.03 (1.382) 0.01 (1.459) 0.03 (1.407)
Max. decrease from BSL
mean (SD) 5.63 (1.463) 5.43 (1.378) 5.50 (1.871) 5.76 (1.564) 5.52 (1.638)
Mean max. decrease (SD) -1.00 (1.090) -0.96 (1.094) -1.02 (1.453) -1.21 (1.247) -1.04 (1.273)
Max. increase from BSL
mean (SD) 5.39 (1.323) 5.23 (1.295) 5.24 (1.369) 5.36 (1.332) 5.26 (1.342)
Mean max. increase (SD) 1.44 (1.734) 1.35 (1.568) 1.25 (1.359) 1.73 (2.183) 1.40 (1.633)

BSL=Baseline; CZP=certolizumab pegol; max=maximum; Q2W=every 2 weeks; Q4W=every 4 weeks; SD=standard deviation; WD=withdrawal

Note: N refers to total number of subjects in the treatment group. However, the actual number of subjects contributing to the summaries for each

parameter may vary.

*  Following 3 loading doses of CZP 400mg Q2W.

Source: Table 9.1:9 (Section 5.3.5.3.3)
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Table 21.

Electrolytes: summary of mean changes from Baseline at Week 12 and the Last/Withdrawal
Visit — Studies CDP870-004, CDP870-011, CDP870-014, CDP870-027, and CDP870-050 —
placebo-controlled data — adult Rheumatoid Arthritis

Parameter (units) Placebo CZP 200mg* CZP 400mg CZP 400mg AllCZP
N=635 Q2w Q2w Q4w Doses
N=640 N=635 N=278 N=1750
Sodium (mmol/L) Week 12 BSL mean (SD) 141.0 (2.82) 141.5 (2.53) 141.6 (2.73) 140.4 (2.49) 141.2 (2.69)
Week 12 mean change (SD) -0.6 (2.92) -1.0 2.77) -0.8 (2.92) 0.1 (2.73) -0.7 (2.87)
Last/WD BSL mean (SD) 141.0 (2.86) 141.5 (2.51) 141.5 (2.72) 140.6 (2.59) 141.2 (2.68)
Last/WD mean change (SD) -0.2 (3.07) -0.1 (3.03) -0.2 (3.03) -0.0 (3.02) -0.2 (3.02)
Max. decrease from BSL
mean (SD) 141.1 (2.77) 141.6 (2.44) 141.7 (2.63) 140.9 (2.42) 141.4 (2.58)
Mean max. decrease (SD) -3.1(2.46) -3.6 (2.32) -3.8 (2.64) -2.7 (2.15) -3.5(2.43)
Max. increase from BSL
mean (SD) 140.7 (2.64) 141.4 (2.39) 141.3 (2.58) 140.3 (2.50) 141.0 (2.56)
Mean max. increase (SD) 2.8 (2.16) 3.1(2.30) 3.1(2.43) 3.12.71) 3.2(2.44)
Potassium (mmol/L) Week 12 BSL mean (SD) 4.33 (0.366) 4.40 (0.357) 4.38 (0.398) 4.30 (0.396) 4.37 (0.381)
Week 12 mean change (SD) | -0.05 (0.367) -0.06 (0.384) -0.05 (0.375) -0.06 (0.373) -0.06 (0.378)
Last/WD BSL mean (SD) 4.32(0.372) 4.40 (0.362) 4.38 (0.396) 4.29 (0.396) 4.37 (0.383)
Last/WD mean change (SD) | -0.01 (0.395) -0.02 (0.392) 0.01 (0.429) -0.04 (0.397) -0.02 (0.406)
Max. decrease from BSL
mean (SD) 4.36 (0.363) 4.42(0.356) 4.40 (0.391) 4.32(0.391) 4.39(0.377)
Mean max. decrease (SD) -0.39 (0.297) -0.45 (0.299) -0.45 (0.308) -0.39 (0.289) -0.43 (0.301)
Max. increase from BSL
mean (SD) 4.28 (0.353) 4.37 (0.344) 4.34 (0.373) 4.22 (0.343) 4.32 (0.356)
Mean max. increase (SD) 0.43 (0.309) 0.47 (0.314) 0.47 (0.334) 0.38 (0.290) 0.45 (0.315)

BSL=Baseline; CZP=certolizumab pegol; max=maximum; Q2W=every 2 weeks; Q4W=every 4 weeks; SD=standard deviation; WD=withdrawal
Note: N refers to total number of subjects in the treatment group. However, the actual number of subjects contributing to the summaries for each

parameter may vary.

*  Following 3 loading doses of CZP 400mg Q2W.
Source: Table 9.1:9 (Section 5.3.5.3.3)
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Table 22.

Blood pressure: summary of mean changes from Baseline at Week 12 and the

Last/Withdrawal Visit — Studies CDP870-004, CDP870-011, CDP870-014, CDP870-027, and

CDP870-050 - placebo-controlled data — adult Rheumatoid Arthritis

Parameter (mmHg)

Placebo CZP 200mg" CZP 400mg CZP 400mg AllCZP
Time Relative to N=635 Q2w Q2w Q4w Doses
Dosing N=640 N=635 N=278 N=1750
Systolic Blood Pressure
Pre-Dose Week 12 BSL mean (SD) 128.9 (15.77) 126.6 (15.66) 126.7 (16.13) 131.0 (18.81) 127.3 (16.41)
Week 12 mean change (SD) -1.5(14.77) -1.9 (14.01) -1.5 (14.39) -2.1(16.79) -1.8 (14.59)
Week 12 BSL mean (SD) 128.9 (15.79) 126.6 (15.66) 126.7 (16.15) 131.0 (18.74) 127.3 (16.40)
After Dosing Week 12 mean change (SD) -2.0 (14.04) -1.5 (14.07) -2.2 (14.16) -2.6 (16.03) -2.0 (14.40)
Not Applicable Last/WD BSL mean (SD) 129.2 (16.07) 127.0 (15.95) 126.7 (16.16) 129.6 (18.16) 128.0 (16.75)
Last/WD mean change (SD) | -1.7 (15.03) -2.4 (14.09) -1.4 (14.43) -2.2 (15.48) -2.0 (14.46)
Diastolic Blood Pressure
Pre-Dose Week 12 BSL mean (SD) 78.5 (9.87) 78.4 (9.22) 78.0 (9.87) 78.7 (9.95) 78.3 (9.61)
Week 12 mean change (SD) -0.2 (9.20) -1.2 (8.79) -0.6 (9.69) -0.1(9.55) -0.8 (9.30)
After Dosing Week 12 BSL mean (SD) 78.5 (9.88) 78.4 (9.22) 78.1 (9.89) 78.7 (10.00) 78.3 (9.62)
Week 12 mean change (SD) -0.7 (9.29) -1.0 (9.38) -0.4 (9.25) -1.1 (9.69) -0.8 (9.37)
Not Applicable Last/WD BSL mean (SD) 78.3 (9.89) 78.5 (9.32) 78.1 (9.85) 78.1 (10.08) 78.4 (9.71)
Last/WD mean change (SD) | -0.4 (9.41) -1.4(9.13) -0.8 (9.84) -0.4 (9.46) -0.9 (9.58)

BSL=Baseline; CZP=certolizumab pegol; Q2W=every 2 weeks; Q4W=every 4 weeks; SD=standard deviation; WD=withdrawal
Following 3 loading doses of CZP 400mg Q2W.
Source: Table 13.1:2 (Section 5.3.5.3.3)
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Table 23.  Overall summary of pregnancy outcomes as of 10 Mar 2011
Elective and
therapeutic Congenital
Live births® Miscarriages terminations abnormalities Unknown” All cases®
n (%) n (%) n (%) n (%) n (%) n (%)
Total number of 69 12 16 0 33 130
pregnancy outcomes (n)
Total number of 67 (52.3) 12 (9.4) 16 (12.5) 0 33 (25.8) 128 (98.5)
pregnancy outcomes
with direct exposure to
czp!
Clinical studies 21 (42.0) 7 (14.0) 15 (30.0) 0 7 (14.0) 50 (38.5)
Postmarketing 46 (59.0) 5(6.4) 1(1.3) 0 26 (33.3) 78 (60.0)
Underlying disease
Crohn’s disease 47 (58.0) 7 (8.6) 8(9.9) 0 19 (23.5) 81 (62.3)
Rheumatoid 6 (35.3) 2(11.8) 4 (23.5) 0 5(29.4) 17 (13.1)
arthritis
Healthy subjects 1 (50.0) 0 1 (50.0) 0 0 2(1.5)
Other® 0 0 3 (100) 0 0 3(2.3)
Missing 13 (52.0) 3 (12.0) 0 0 9(36.0) 25(19.2)

CZP=certolizumab pegol

Note: n=number of individual pregnancies; (%)=percentage of pregnancies among each category total.

Note: Pregnancy outcome categories are not mutually exclusive, thus subjects may appear under more than 1 category.

* A total of 67 women had 69 live births, which includes 2 sets of twins.

b.

follow-up or who are lost to follow-up.

C.

d.

Percentages in the “All cases” column are based on the total number of pregnancy outcomes.
This table excludes pregnancy cases under placebo, partner pregnancies, and ongoing cases.

Unknown outcomes include cases from subjects who are expected to have delivered but whose reported outcome is missing and that are either still in

®  Other category includes but is not limited to psoriatic arthritis, axial spondyloarthritis, juvenile idiopathic arthritis, unspecified colitis, and psoriasis.
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2.7.4.7.2 f+€% 2, Additional postmarketing data tables

Table 1 Adverse events with fatal outcome

psur | IS 2nd 3rd 4th Sth 6th Total
version version version version version version
Sum of estimate pt number
(Exposure: patient-years)
- Spontaneous 8 1968 4710 11767 17254 21297 57004
( - ) « -) « -) (5883) (8627) (10648) (25158)
- Clinical study 3713 5121 9301 6326 6052 7744 38261
Sum of patient-years | 1950.5 3544.5 14011 9046.5 11653 14520 54725.5
Total case No of death 4 cases 0 case 10 cases | 18 cases | 24 cases 30 cases | 86 cases
(Clinical study cases) 4) (0) (5) (€)) (8) (8) (32)
socC Number of reported event [number of cases in SOC]

PT () represents the number of event/case reported from clinical studies
Blood and lymphatic 1 -1
system disorders 0)) 0 0 0 0 0 0))

1 1
Haemolysis
Y 0 0
1 2 4 4 11
Cardiac disorders 0 0
© © © “@ ©
1 1
Cardiac arrest
© ©
Cardiac failure 1 1
® ©
Cardio-respiratory arrest ! ! 2
P © ©) ©
1 2 3 6
Myocardial infarction
Y © © ©) ©
1 1
Cardiopulmonary failure
prmoneny ©) ©
1 1 3 2 7
Gastrointestinal disorders 0 0
O (V)] 0))] ¢Y)] 3
1 1 1 3
Crohn's disease
0) © ©) ©
Diarrhoea haemorrhagic ! ! 2
5 ©) o) )
1 1
Intestinal obstruction
1) 1
Peptic ulcer ! !
P ) )
e ! 0 0 2 I U I
1 2 5
conditions M © (2 2) (5)
1 1
Chest discomfort
© ©
Chest pain ! !
89} 9]
1 3 8 11 23
Death
1) ()] 48] 2) G
1 1
Multi-organ failure
£ ©) ©)
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Table 1 Adverse events with fatal outcome

poor| T ma T s o
version version version version version version
Sum of estimate pt number
(Exposure: patient-years)
- Spontaneous 8 1968 4710 11767 17254 21297 57004
« - ) ( -) ( -) (5883) (8627) (10648) (25158)
- Clinical study 3713 5121 9301 6326 | 6052 7744 38261
Sum of patient-years 1950.5 35445 14011 9046.5 11653 14520 54725.5
Total case No of death 4 cases 0 case 10 cases | 18 cases | 24 cases 30 cases | 86 cases
(Clinical study cases) 4) 0) (5) (@) 8) ®) (32)
SoC Number of reported event [number of cases in SOC]
PT () represents the number of event/case reported from clinical studies
1 1
Sudden death
© ©)
1 1
Sudden cardiac death
0) ©)
Hepatobiliary disorders 0 0 ! 0 0 2 3
P (1) 0] Q)
1 1
Hepatic cirrhosis
P ) )
Hepatic failure ! !
p (0) ©)
Hepatitis alcoholic ! !
P 4)) 8]
Immune system disorders 0 0 0 0 2 0 2
© @
Decreased immune 1 1
responsiveness (0) (0)
1 1
Immunosuppression
PP © ©
3 6 7 3 4 23
Infections and infestations 0
3 3) 4@ 2 1 13)
2 2
Disseminated tuberculosis
2) 2
Diverticulitis ! !
89 4]
Pneumonia ! 2 3
] Y] @
1 1
Pneumonia staphylococcal
il ) )
Pulmonary tuberculosis ! !
a
i ) )
Sepsis ! ! 3 >
1 © (4)) )
Septic arthritis 1 1
staphylococcal 0) (0)
1 1 2
Septic shock
P 0) ©) 0)
1 1
Toxic shock syndrome
Y 0 ©
Toxic shock syndrome 1 1
streptococcal (1) (1)
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Table 1 Adverse events with fatal outcome
pSUR | ! 2nd 3rd 4th Sth 6th Total
version version version version version version
Sum of estimate pt number
(Exposure: patient-years) .
- Spontaneous 8 1968 4710 11767 17254 21297 57004
( -) ( - ) « -) (5883) (8627) (10648) (25158)
- Clinical study 3713 5121 9301 6326 6052 7744 38261
Sum of patient-years 1950.5 35445 14011 9046.5 11653 14520 54725.5
Total case No of death 4 cases 0 case 10 cases | 18 cases | 24 cases 30 cases | 86 cases
(Clinical study cases) 4) 0) (5) (7) (8) (8) (32)
SOC Number of reported event [number of cases in SOC]
PT () represents the number of event/case reported from clinical studies
1 1
Candida sepsis
P ©) ©
Bacterial sepsis ! !
P ) )
Pneumonia necrotisin ! !
. ) )
1 1
Staphylococcal infection
phy 0) @
1 1
Enterococcal infection
) )
Tuberculosis of central 1 1
nervous system )] ¢))]
1 1
HINI influenza
@ ©
Injury, poisoning and 0 0 0 2 0 1 3
procedural complications (0) (0) (0)
Drug toxicity ! L
£ ©) ©
1 1 2
Overdose
0) ()] ()
1 1
Investigations 0 0 0 0 0
& © ©
Aortic dissection ! 1
© ©)
2:(1);:::ll:ltsal:1e:lilg:s,peciﬁed ! 0 ! 3 3 2 10
1
(incl cysts and polyps) ) o ) ) o ©)
2 2
Colon cancer
2) 2)
Neoplasm malignant ! ! 2
Y] (V)] 1)
Pancreatic carcinoma 1 1
metastatic (1) (€))
Retroperitoneal cancer ! 1
P () 1
Gastrointestinal stromal 1 1
tumour (¢))] O
Breast cancer metastatic ! !
83 )
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Table 1 Adverse events with fatal outcome
psurR | ! 2nd 3rd 4th Sth 6th Total
version version version version version version
Sum of estimate pt number
(Exposure: patient-years)
- Spontaneous 8 1968 4710 11767 17254 21297 57004
( -) ( -) « -) (5883) (8627) (10648) (25158)
- Clinical study 3713 5121 9301 6326 6052 7744 38261
Sum of patient-years | 1950.5 35445 14011 9046.5 11653 14520 54725.5
Total case No of death 4 cases 0 case 10 cases | 18 cases | 24 cases | 30cases | 86 cases
(Clinical study cases) 4) (0) (5) (7 (8) (8) (32)
SOC Number of reported event [number of cases in SOC]
PT () represents the number of event/case reported from clinical studies
Colon cancer metastatic ! !
¢)) )
Pancreatic neoplasm ! !
1) 1)
Nervous system disorders 0 0 0 0 ! 4 >
¢)) 2) 3)
1 1
Cerebral haemorrhage M 0
Cerebral ischaemia ! !
©) 0
Cerebrovascular accident 2 2
2) @)
1 1
Tremor ) ©)
Unresponsive to stimuli ! !
0 ©)
coe 1 1
Psychiatric disorders 0 0 0 0 0 ) ©)
Depression ! !
0 ©)
Renal and urinary 1 2
disorders 0 0 0 (1) 0 (0) 3
. 1 1
Renal failure ©) )
Renal failure acute ! !
109) )
Renal failure chronic ! !
0) ©
Respiratory, thoracic and 1 0 2 1 3 3 10
mediastinal disorders (D) (0) (0) (0) (0) (D
Acute respiratory distress 1 1
syndrome (1) (1)
i 1 1
Aspiration ©) ©)
Chronic obstructive 1 1 2
pulmonary disease (0) (0) 0)
1 1
Dyspnoea ) ©)
. 1 1
Pleural effusion © ©)
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Table 1 Adverse events with fatal outcome
Ist 2nd 3rd 4th Sth 6th Total
version version version version | version version |-
Sum of estimate pt number '
(Exposure: patient-years)
- Spontaneous 8 1968 4710 11767 17254 21297 57004
( -) « -) ( -) (5883) (8627) (10648) (25158)
- Clinical study 3713 5121 9301 6326 6052 7744 38261
Sum of patient-years 1950.5 3544.5 14011 9046.5 11653 14520 54725.5
Total case No of death 4 cases 0 case 10 cases | 18 cases | 24 cases 30 cases | 86 cases
(Clinical study cases) 4) (0) (5) (7) 8) (8) (32)
SOoC Number of reported event [number of cases in SOC]
PT () represents the number of event/case reported from clinical studies
1 2 3
Pulmonary embolism
4 © © ©
1 1
Respiratory distress
peToly © ©)
1 1 2
Respiratory failure
preon © © ©
Skin and subcutaneous 1 1
tissue disorders 0 0 0 (0) 0 0 (0)
1 1
Leukocytoclastic vasculitis
Y © ©
1 1 1 3
Vascular disorders 0 0 0
ey} ()] ) 48}
1 1
Arteriosclerosis
1 09
Circulatory collapse ! !
@ ©
1 1
Deep vein thrombosis
P ©) ©)
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Table 2 Adverse event of serious infections
PSUR v;rsli(im vei:(iion ve‘:;lilon ) veigilon veleilon Total
Sum of estimate pt number 1968 4710 | 11767 17254 21297 57004*
(Exposure: patient-years) (-1 -) (5883) (8627) (10648) (25158)
Total number of serious infections (event) 1 . 162 57 316 208 744
PT Number of reported event
Abdominal wall abscess 0 0 0 2 2 4
Abscess 0 6 2 n 8 27
Abscess intestinal 0 2 0 0 1 3
Acute sinusitis 0 0 0 2 0 2
Appendicitis 0 1 0 2 0 3
Appendicitis perforated 0 1 0 0 0 1
Arthritis salmonella 0 0 0 1 0 1
Aspergillosis 0 0 0 1 0 1
Bacteraemia 0 0 0 2 0 2
Body tinea 0 0 0 1 1
Breast abscess 0 1 0 0 0 1
Bronchitis 0 0 1 11 3 15
Bronchopneumonia 0 2 0 2 0 4
Bronchopulmonary aspergillosis 0 0 0 2 . 0 2
Campylobacter gastroenteritis 0 0 0 2 0 2
Candidiasis 0 3 0 0 0 3
Catheter related infection 0 0 1 0 1 2
Cellulitis 0 7 0 18 6 31
Chronic sinusitis 0 1 1 1 0 3
Clostridium difficile colitis 0 1 1 1 0 3
Coccidioidomycosis 0 0 0 0 2 2
Coxsackie viral infection 0 1 0 0 0 1
Cystitis 0 1 0 1 0 2
Cytomegalovirus infection 0 0 0 1 1 2
Cytomegalovirus mononucleosis 0 1 0 0 0 1
Diarrhoea infectious 0 2 0 0 1 3
Disseminated tuberculosis 0 1 0 3 0 4
Diverticulitis 0 1 0 3 3 7
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Table 2 Adverse event of serious infections

PSUR vezrrsli(:)n vei:?on ve‘::}ilon vei:}ilon vef:}ilon Total
Sum of estimate pt number 1968 4710 11767 17254 21297 57004*
(Exposure: patient-years) C -)1C-) (5883) (8627) (10648) (25158)
Total number of serious infections (event) 1 162 57 316 208 744
PT Number of reported event

Ear infection 0 0 0 1 0 1
Ear lobe infection 0 0 0 1 0 1
Empyema 0 1 0 0 0 1
Erysipelas 0 3 0 2 1 6
Eye abscess 0 0 0 0 1 1
Eye infection 0 1 0 0 0 1
Fungaemia 0 0 0 1 0 1
Fungal infection 0 2 1 0 3 6
Furuncle 0 0 0 1 0 1
Gastroenteritis 0 1 0 6 4 11
Gastroenteritis salmonella 0 0 0 1 0 1
Gastroenteritis viral 0 1 0 1 2 4
Gastrointestinal infection 0 0 2 3 2 7
Hepatitis C 0 0 1 1 1 3
Herpes simplex 0 1 0 0 0 1
Herpes virus infection 0 0 1 2 0 3
Herpes zoster 1 3 1 1 8 14
Herpes zoster ophthalmic 0 0 0 0 1 1
Histoplasmosis 0 1 0 1 1 3
Infection 0 8 2 10 12 32
Infectious mononucleosis 0 0 0 1 0 1
Influenza 0 3 2 1 3 9
Injection site abscess 0 0 0 1 0 1
Kidney infection 0 1 0 3 2 6
Liver abscess 0 0 0 2 0 2
Lobar pneumonia 0 0 1 2 1 4
Localised infection 0 1 0 0 0 1
Lower respiratory tract infection 0 1 1 0 0 2
Lung abscess 0 1 0 1 0 2
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Table 2 Adverse event of serious infections

PSUR vezr::)n vei:iion ve‘:gilon veigilon _ vef:lilo'n Total
Sum of estimate pt number 1968 4710 11767 17254 21297 57004*
(Exposure: patient-years) : (-] C-) (5883) (8627) (10648) (25158)
Total number of serious infections (event) 1 . 162 57 316 208 744
PT Number of reported event

Lymph node tuberculosis 0 0 0 2 0 2
Meningitis 0 0 0 1 0 1
Meningitis aseptic 0 0 0 0 1 1
Meningitis tuberculous 0 1 0 0 0 1
Nasal vestibulitis 0 1 0 1 0 2
Nasopharyngitis 0 0 1 1 9 11
Oral candidiasis 0 1 1 1 2 5
Osteomyelitis 0 0 0 2 0 2
Otitis externa 0 0 0 0 1 1
Ovarian abscess 0 0 0 1 0 1
Peritoneal abscess 0 0 0 0 1 1
Peritonsillar abscess 0 1 0 0 0 1
Pharyngitis 0 0 0 2 1 3
Pharyngitis streptococcal 0 0 0 1 2 3
Pneumonia 0 18 9 44 18 89
Pneumonia herpes viral 0 0 0 0 1 1
Pneumonia legionella 0 0 0 0 3 3
Pneumonia pneumococcal 0 2 0 2 0 4
Pneumonia primary atypical 0 0 0 1 1
Pneumonia staphylococcal 0 0 0 1 0 1
Pneumonia streptococcal 0 0 0 1 0 1
Postoperative wound infection 0 1 0 2 0 3
Pulmonary tuberculosis 0 4 0 4 0 8
Pyelonephritis 0 1 0 4 1 6
Pyelonephritis acute 0 3 0 2 1 6
Rash pustular 0 0 0 0 3 3
Rocky mountain spotted fever 0 0 0 0 1 1
Salmonellosis 0 0 0 1 2 3
Sepsis 0 5 2 10 8 25
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Table 2 Adverse event of serious infections

PSUR vezrrslgm vei:on ve‘::}ilon veizlilon vefgilon Total
Sum of estimate pt number 1968 4710 11767 17254 21297 57004*
(Exposure: patient-years) C-)|C-) (5883) (8627) (10648) (25158)
Total number of serious infections (event) 1 162 57 316 208 744
PT Number of reported event

Septic arthritis staphylococcal 0 0 0 0 1 1
Septic shock 0 1 0 2 0 3
Sinusitis 0 0 0 2 5 7
Skin infection 0 0 0 0 1 1
Staphylococcal abscess 0 0 0 1 0 1
Subcutaneous abscess 0 1 0 3 4 8
Tinea pedis 0 0 0 0 1 1
Tonsillitis 0 1 0 1 0 2
Tooth abscess 0 0 0 1 2 3
Toxic shock syndrome 0 0 0 1 0 1
Toxic shock syndrome streptococcal 0 0 0 1 0 1
Tuberculosis 0 2 0 5 2 9
Upper respiratory tract infection 0 1 0 1 4 6
Urinary tract infection 0 7 8 13 8 36
Viral infection 0 1 0 3 2 6
Viral pericarditis 0 0 0 1 0 1
‘Wound infection 0 1 0 3 1 5
Urosepsis 0 0 0 4 0 4
Tooth infection 0 1 0 0 0 1
Anal abscess 0 3 0 2 3 8
Rectal abscess 0 5 0 3 3 11
Streptococcal sepsis 0 0 0 1 0 1
Cytomegalovirus colitis 0 0 0 1 0 1
Pyelocystitis 0 1 0 1 0 2
Pharyngotonsillitis 0 1 0 0 0 1
Neutropenic sepsis 0 0 0 1 0 1
Muscle abscess 0 0 0 1 0 1
Fungal oesophagitis 0 0 0 0 2 2
Groin abscess 0 2 0 0 0 2
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Table 2 Adverse event of serious infections

PSUR vezrrslg)n ve?;:iion ve‘:;Iilon vei:}ilon vef;}ilon Total
Sum of estimate pt number 1968 4710 11767 17254 21297 57004*
(Exposure: patient-years) C -1 -) (5883) (8627) (10648) (25158)
Total number of serious infections (event) 1 162 57 316 208 744
PT Number of reported event

Abscess limb 0 1 0 4 1 6
Abscess soft tissue 0 0 0 1 0 1
Staphylococcal bacteracmia 0 1 0 0 0 1
Streptococcal bacteraemia 0 0 0 1 0 1
Intestinal fistula infection 0 0 0 0 1 1
Anal fistula infection 0 0 1 0 1 2
Chest wall abscess 0 0 0 1 0 1
Gastritis viral 0 0 0 0 1 1
Beta haemolytic streptococcal infection 0 0 0 1 0 1
Perineal abscess 0 0 0 2 0 2
Perirectal abscess 0 6 1 4 3 14
Candida sepsis 0 0 0 1 0 1
Arthritis bacterial 0 2 1 3 0 6
Pneumococcal sepsis 0 1 0 1 0 2
Device related sepsis 0 0 1 0 0 1
Fusobacterium infection 0 1 0 1 0 2
Tubo-ovarian abscess 0 0 0 1 0 1
Ovarian infection 0 0 0 1 0 1
Pneumonia necrotising 0 1 0 1 0 2
Staphylococcal sepsis 0 0 1 1 2 4
Psoas abscess 0 0 0 2 0 2
Abdominal infection 0 2 1 0 1 4
Infective tenosynovitis 0 1 0 0 0 1
‘Wound abscess 0 0 0 1 0 1
Staphylococcal infection 0 5 5 9 8 27
Enteritis infectious 0 0 0 1 1 2
Viraemia 0 0 0 0 1 1
‘Wound infection staphylococcal 0 2 1 0 0 3
Intervertebral discitis 0 0 0 1 0 1
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Table 2 Adverse event of serious infections

PSUR vezrrslgm ve?;:?on ve::tilon vei:}ilon ve:lilon Total
Sum of estimate pt number 1968 4710 11767 17254 21297 57004*
(Exposure: patient-years) C-)1C-) (5883) (8627) (10648) (25158)
Total number of serious infections (event) 1 162 57 316 208 744
PT Number of reported event

Abdominal abscess 0 3 0 7 6 16
Bacterial infection 0 1 1 0 1 3
Pneumonia bacterial 0 0 0 1 0 1
Arthritis infective 0 0 0 1 0 1
Bursitis infective 0 1 0 2 0 3
Clostridial infection 0 2 2 5 4 13
Enterococcal infection 0 0 1 1 0 2
Escherichia infection 0 0 0 1 0 1
Lung infection 0 0 0 1 1 2
Klebsiella infection 0 0 0 1 0 1
Oral fungal infection 0 0 0 0 1 1
Streptococcal infection 0 0 0 1 0 1
Tuberculosis gastrointestinal 0 0 0 1 1
Tuberculosis of central nervous system 0 1 0 1 0 2
Anorectal infection 0 0 0 1 1 2
Genital abscess 0 0 0 1 0 1
Cholecystitis infective 0 0 0 0 1 1
Acarodermatitis 0 0 0 0 1 1
Herpes zoster oticus 0 0 0 1 1 2
Pneumocystis jiroveci pneumonia 0 1 0 0 0 1
Device related infection 0 2 0 3 0 5
Latent tuberculosis 0 0 0 2 0 2
Epstein-Barr viraemia 0 0 0 0 1 1
Pericarditis fungal 0 0 0 0 1 1
Post procedural sepsis 0 0 0 1 0 1
Herpes pharyngitis 0 1 0 0 0 1
Oral herpes 0 0 1 1 1 3
Gastrointestinal viral infection 0 0 1 0 1 2
HINI influenza 0 0 0 1 0 1
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Table 2 Adverse event of serious infections
PSUR vezrrsli(i)n ve?;:(iion ve‘::}ilon veigilon vef:}ilon Total
Sum of estimate pt number 1968 4710 11767 17254 21297 57004*
(Exposure: patient-years) (-1 C-) (5883) (8627) (10648) (25158)
Total number of serious infections (event) 1 162 57 316 208 744
PT Number of reported event
Device related sepsis 0 0 0 1 0 1

* Total number of estimate patients is included 8 cases in the first PSUR, and no adverse events are

reported in the period of first PSUR
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Table 3 Adverse events associated with tuberculosis reported in the spontaneous

source
PSUR vezrrsli(i)n vei:?on ve::}ilon vei:}ilon vefgilon Total

Sum of estimate pt number 1968 4710 11767 17254 21297 | 57004*
(Exposure: patient-years) C -0 C-) (5883) (8627) | (10648) (25158)
Total number of events associated with

0 10 0 19 3 32
tuberculosis :
PT Number of reported event
Disseminated tuberculosis 0 1 0 3 0 4
Lymph node tuberculosis 0 0 0 2 0 2
Meningitis tuberculous 0 1 0 0 0 1
Pulmonary tuberculosis 0 4 0 4 0 8
Tuberculosis 0 3 0 5 2 10
Tuberculosis gastrointestinal 0 0 0 0 1 1
Tuberculosis of central nervous system 0 1 0 1 0 2
Latent tuberculosis 0 0 0 2 0 2
Tuberculosis test positive 0 0 0 2 0 2

Note: Consumer reports had not been medically confirmed were excluded in PSUR 1st to 4th versions
* Total number of estimate patients is included 8 cases in the first PSUR, and no adverse events are reported in the

period of first PSUR
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Table 4 Adverse event of benign and malignant tumors

PSUR vezrrsli(im vei:?on vej:}ilon vei:?on veleilon g

Sum of estimate pt number 1968 4710 11767 17254 21297 57004*
(Exposure: patient-years) C-)|C-) (5883) (8627) (10648) (25158)
Total number of events of benign and

0 22 17 78 32 149
malignant tumors

PT Number of reported event

Acrochordon 0 1 1 1 2 5
Adenocarcinoma 0 1 1 0 0 2
Adenosquamous carcinoma of the cervix 0 0 0 0 1 1
B-cell lymphoma 0 1 0 0 1 2
Basal cell carcinoma 0 0 1 7 4 12
Benign neoplasm of thyroid gland 0 1 0 1 0 2
Bile duct cancer 0 0 1 0 0 1
Breast cancer 0 0 2 9 4 15
Carcinoid tumour 0 0 0 1 0 1
Colon cancer 0 0 1 2 0 3
Colon cancer stage IT 0 0 0 1 0 1
Diffuse large B-cell lymphoma 0 0 0 1 0 1
Gastrointestinal carcinoma 0 1 0 0 0 1
Haemangioma 0 0 0 1 0 1
Hodgkin's disease stage 111 0 1 0 1 0 2
Hypergammaglobulinaemia benign

0 0 0 1 0 1
monoclonal
Lentigo maligna stage unspecified 0 0 0 1 0 1
Lip neoplasm malignant stage unspecified 0 0 0 1 0 1
Lipoma 0 0 0 0 1 1
Lung adenocarcinoma 0 0 0 2 1 3
Lymphocytic leukaemia 0 1 0 0 0 1
Lymphoma 0 0 0 1 1 2
Malignant melanoma 0 0 0 7 0 7
Meningioma 0 0 0 1 0 1
Metastatic malignant melanoma 0 0 0 0 1 1
Multiple myeloma 0 0 0 1 0 1
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Table 4 Adverse event of benign and ma]ignant tumors

PSUR vezrlsli(:)n vei:on ve:tilon vefgilon veleilon Total
Sum of estimate pt number 1968 4710 11767 17254 21297 57004*
(Exposure: patient-years) C - C-) (5883) (8627) (10648) (25158)
Total number of events of benign and
0 22 17 78 32 149
malignant tumors
PT Number of reported event
Myecosis fungoides 0 0 0 1 0 1
Neoplasm malignant 0 0 2 1 1 4
Neoplasm skin 0 1 0 0 0 1
Neuroendocrine carcinoma of the skin 0 1 0 0 0 1
Non-Hodgkin's lymphoma 0 1 0 0 0 1
Oesophageal carcinoma 0 0 0 1 0 1
Ovarian cancer 0 0 0 1 0 1
Pancreatic carcinoma 0 0 1 0 0 1
Pituitary tumour 0 0 0 0 1 1
Prostate cancer metastatic 0 1 0 0 0 1
Rectal cancer 0 1 0 0 0 1
Renal cancer 0 0 0 1 0 1
Retroperitoneal cancer 0 0 0 1 0 1
Skin cancer 0 0 1 0 2 3
Skin papilloma 0 1 0 1 0 2
Small cell carcinoma 0 0 0 1 0 1
Squamous cell carcinoma 0 1 1 2 1 5
Squamous cell carcinoma of skin 0 1 0 1 0 2
Squamous cell carcinoma of the cervix 0 0 0 1 0 1
T-cell lymphoma 0 1 0 0 1 2
Thyroid neoplasm 0 0 0 0 2 2
Tonsil cancer 0 0 0 1 0 1
Uterine cancer 0 0 0 1 0 1
Uterine leiomyoma 0 1 0 2 2 5
Oncocytoma 0 1 0 0 0 1
Ovarian adenoma 0 1 0 0 0 1
Castleman's disease 0 0 0 1 0 1
Gastrointestinal stromal tumour 0 0 0 1 0 1
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Table 4 Adverse event of benign and malignant tumors

PSUR vezrxslidon ve:;ion ve:}ilon veigilon vef:}ilon Total
Sum of estimate pt number 1968 4710 11767 17254 21297 57004*
(Exposure: patient-years) C - C-) (5883) (8627) (10648) (25158)
Total number of events of benign and ,

0 22 17 78 .32 149
malignant tumors
PT Number of reported event

Intestinal adenocarcinoma 0 0 0 1 0 1
Neuroendocrine tumour 0 0 0 1 0 1
Adenocarcinoma pancreas 0 0 0 1 0 1
Breast cancer metastatic 0 0 0 2 0 2
Colon cancer metastatic 0 1 0 1 0 2
Testis cancer 0 0 1 0 0 1
Lung neoplasm malignant 0 0 0 4 0 4
Prostate cancer 0 1 1 0 0 2
Abdominal neoplasm 0 0 0 1 0 1
Benign neoplasm 0 0 1 0 0 1
Metastatic neoplasm 0 1 1 1 0. 3
Salivary gland neoplasm 0 0 0 0 1 1
Pituitary tumour benign 0 0 0 2 0 2
Cervix carcinoma stage 0 0 0 0 0 1 1
Pancreatic neoplasm 0 0 0 0 1 1
Salivary gland cancer 0 0 0 1 0 1
Gammopathy 0 0 0 1 0 1
Lung neoplasm 0 0 1 0 1 2
Mueller's mixed tumour 0 0 0 1 0 1
Thyroid cancer 0 0 0 1 0 1
Oncologic complication 0 0 0 0 1 1
Head and neck cancer 0 0 0 0 1 1
Renal cell carcinoma 0 0 0 1 -0 1
Tumour compression 0 0 0 1 0 1

* Total number of estimate patients is included 8 cases in the first PSUR, and no adverse events are

reported in the period of first PSUR
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Table 5 Adverse events of congestive heart failure

PSUR vezrrslg)n vei:?on vejzlilon vef':}ilon vefgilon Total
Sum of estimate pt number 1968 4710 11767 17254 21297 57004*
(Exposure: patient-years) C-)1C-) (5883) (8627) (10648) (25158)
Total number of events of congestive

0 33 23 55 62 176
heart failure
PT Number of reported event

Cardiac failure 0 0 0 5 3 8
Cardiac failure congestive 0 1 1 2 1 5
Cardiopulmonary failure 0 0 1 0 0 1
Ascites 0 3 1 1 1 6
Oedema peripheral 0 27 19 46 56 148
Localised oedema 0 1 0 0 0 1
Acute pulmonary oedema 0 0 0 0 1 1
Pulmonary congestion 0 1 0 0 0 1
Pulmonary oedema 0 0 1 1 0 2

* Total number of estimate patients is included 8 cases in the first PSUR, and no adverse events are

reported in the period of first PSUR
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Table 6 Adverse events of ischaemic heart disease

2nd " 3rd 4th Sth 6th
PSUR ) ) ] ) ] Total
version | version | version | version version

Sum of estimate pt number 1968 | 4710 11767 17254 21297 57004*
(Exposure: patient-years) C - - )| (5883 (8627) (10648) (25158)
Total number of events of ischaemic heart

2 26 11 46 37 122
disease

PT Number of reported event

Acute myocardial infarction 0 0 0 1 0 1
Angina pectoris 0 1 0 3 1 5
Angina unstable 0 0 0 2 0 2
Coronary artery disease 0 0 0 1 1 2
Coronary artery occlusion 0 0 0 1 0 1
Myocardial infarction 0 3 1 9 5 18
Myocardial ischaemia 0 0 0 1 0 1
Stress cardiomyopathy 0 0 0 1 0 1
Chest discomfort 2 10 4 12 13 41
Chest pain 0 12 6 15 17 50

* Total number of estimate patients is included 8 cases in the first PSUR, and no adverse events are

reported in the period of first PSUR
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Table 7 Adverse events of serious blood dyscrasia

PSUR vezrrsli(im vei:‘iion ve‘::}ilon veizlilon vef:}ilon Total
Sum of estimate pt number 1968 4710 11767 17254 21297 57004*
(Exposure: patient-years) C-)H)1C-) (5883) (8627) (10648) (25158)
Total number of events of serious blood

0 14 10 19 28 71
dyscrasia

PT Number of reported event

Anaemia 0 7 5 10 10 32
Coagulopathy 0 0 1 0 0 1
Disseminated intravascular coagulation 0 0 0 0 1 1
Iron deficiency anaemia 0 1 0 0 0 1
Leukocytosis 0 0 0 0 1 1
Leukopenia 0 1 0 0 2 3
Lymph node pain 0 0 0 0 1 1
Lymphadenopathy 0 0 0 1 4 5
Neutropenia 0 2 1 1 3 7
Pancytopenia 0 1 0 2 1 4
Splenic infarction 0 1 0 0 0 1
Splenic vein thrombosis 0 1 1 0 0 2
Splenomegaly 0 0 0 1 0 1
Thrombocytopenia 0 0 0 2 4 6
Thrombocytosis 0 0 1 0 0 1
Erythropoiesis abnormal 0 0 1 1 0 2
Red blood cell abnormality 0 0 0 0 1 1
Bone marrow disorder 0 0 0 1 0 1

* Total number of estimate patients is included 8 cases in the first PSUR, and no adverse events are

reported in the period of first PSUR
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T5L, BREHEED 24 BED42% (126 124) LABELEZ ONE,
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FEES BIYER™
4 CDP870 4 CDP870 4 CDP870 4 CDP870
B ity i BEH " BB it o
i[5 24@8ET 528ET 24T 2BPET
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HREK 208 208 208 208
Wt 396(156,75.0%) | 761(179, 86.1%) 153(81, 38.9%) 264(99, 47.6%)
HEE
HRpr 224(72, 34.6%) 449(71, 34.1%) 91(38, 18.3%) 160(46, 22.1%)
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B 10(10, 4.8%) 19(19, 9.1%) 3(3, 1.4%) 9(9, 4.3%)
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LR
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7 AAULE N RSE 1(1, 0.5%)
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fh 2(2, 1.0%)
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BE, PEBIOREBEAMHE 2(2, 1.0%) 2(2, 1.0%)
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3 A hRfEE 1(1, 0.5%) 1(1, 0.5%)
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U 1(1, 0.5%) 1(1, 0.5%)
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