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0 T T T T T T )
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20mgfht 40mgft 80mght
Cmax 1.805+0.833 4.265+2411 6.390 = 1.504
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MO/ OENIT &Y A= T OAEYFIFE CPISME) 1364% T
Hoiz.
2) RIE#% 5 (H AR NI B 5 Hifk)
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TR LT L 7.
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REHS (HARANIBU 5 )
HAANGERAR—F = v MREHIZT ¥ A< 7160mg% ¥ H$%
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% N T 7RI 8 ug/mLTH -7z, N—=2Z 54 ¥ (FHiH) 664 721
2. 3% (BHELAIC B 5 ) 52 T DL CT41H) 27+68 01=48"
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R=ZAFTA rHPOOEALEIZA b ML XY — b ERFOGEHEES,
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FRTRRE I D S JE B 1 ) SR SRR S 7.

MERT 0 A b LR — P OO v EBHE

Sp<0001 A b hLFH— M T T LRE
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$p<0001 77 &R

S . M (- . SEMEER OB
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T &) A7 TR I S e o 7z

rp S S0 TR 00 S H P 2 R R A (12 M TR T B B2 95 08 A 22 T B
(BSA) ®10% VL k., #>PASI(Psoriasis Area and Severity
Index) A I 7A120A 1) #xf G & L 72248 %5~ EEHGRERIC B
V7 B PASIESE (1638) i & FERITRT. KGR OPASITS
FISHRIZ T 7 & R AR THBICENR TV /2 (p<0.001).

M-
1.;;',[?—7)}%%% RS 40mg 40mg+L" 80mg
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L AR GBI THEIC A %  (p<0.001), BIENAE o HE 2 B 1k
RRDHERS NIz,

AR R LEH— MR
VAN 40mglhs 78
N—=2 54 ¥ (F¥Hfit) 13.76 14.22
2631k T DA bR (T fiH) 2.38+3.195 148+6.065"

$p<0.001 %77t K

F72, 260D ACREEREICB T A2 H%F % THRIRT.
ACR201%, ARAEGHEDST 7 REGHICHRTHBICER TV
(p<0.001).

A bR LF— R R

75k R 40mghE
ACR20 56.4% (92/163f1) 7549%° (129/17141)
§p<0.001 X7 7 & KEE
(375 ER R s BR

BEIHAAR_ESREEHR

1HILL EODMARDICHIERA T4 2B o FEBEENZ L L
727 7 2 AR EE MRS B ) 5 26:8 5 O ACRUSE I
BT BEE]E TFERIORT. 2608HDACR201E, AHIXLGEED
75 LR G R AR TAHEICENR TV 7z (p<0.05).

75 E K 40m g H 40m g8
ACR20 19% (21/110%1) 16%° (52/113%1) 53%° (55/103451)
$p<0.05 ¥ 77 LK
(4)7B5 B R EABR

BEERBE DR LY

MEITA M ML FT— P OMARERA R <, W2 3 4R AR
ORI v FEEESE Lz, ZEERILERBRICB ) 552
BHHEDOXHEA 327 (mTSS (modified Total Sharp Score)) TaHili L

_9_

$p<0.001 7 7 L KBE
a : 80mg M i G-% )

(2B IR R ER (%)
PP S5E S A D 175 )k i e AR (DR B A 54 3 B LA
b, BT S UL E A IE A T O A FRRSERSRE TR
BT e) 23R L L2005 EERRBRICHE T 5
[ACRIEILHEIC BT 2 4%03% ] (12:8) % TRIRT. (BEFEOH50
%lE A M MU FY— b2 ) AFIEGHEO ACR201E 7 7 R HELC
HARTHEIZER TV 72(p<0.001).

75 R 40m gl
14% 58% °
ACR20
(23/162f1) (87/15131)

$p<0.001 77 & AR

$72, 24080 i EGER 2 TR R OXHA 27 (Modified Sharp
Score) TRFll L7258, KA GREDON— 2T A Vip b OLEALHEIE
77 L RERICHANRTH B B h o 72 (p<0.001).

TR 40m gl A
N—25 4 v (PIE) 190 226
24 T DL CT41H) 1.6+750 1.0+862°

$p<0.001 77K BE

REMEHER

(1 ENER KR
1 #IPL - ONSAIDs TRYFA 155 AL R D 2 v 1 B P 5 i P
BTHeBE 2R & L2 E MBI BT 23 5- 12 % o3
(ASAS(Assessment of Spondylo Arthritis international Society)
20) 1%, 40mgh@dAP5-T73.2% (30/41%1) Z 7~ L 7=,

(285 BRPRFBR”

TGV SR LM S (NSAIDs TR AT 2 B 205 L L
727 T R mERILBGABRIC BT 51208 % O UE#R (ASAS
20) % FRIRT. KA GEIZT 5 £ RGBT TASAS 20
WELZZEIAPARICER TV,

77 ER 40m gl
ASAS 20 21% (22/10741) 58% ° (121/2081)

$p<0.001 77 & AR

4. BFEMAFRIMEBIRMK
(1 EPERPREHER

AR TR BISEIE o » b o — VSR 7 % B i B A
Y B EER R E BT 2 R e LRI BT 5
$e 51638 %05 (ACR Pedi 305USH) 1 A b M L F 4 — MEH
$190.0% (18/2081), JEBEHIBIL00% (5/581), 4k T1292.0% (23/25
#) &R L7z



(25 ERRRER
BEAE RIS BIME O 3 o~ b 1 — VSR 7 2 B SN L  IE B %
Y DEEVER B E B R R e L2 E B AW B
551638 3 5% (ACR Pedi 30BUSE) 1Z X b M L3 H— MM
JH%194.1% (80/85%1), JEDF I BI74.4% (64/86%1), 41k TI284.2%
(144/17190) % 7% L 72,
F 7, JEE WS AN (1638) TACR Pedi 305G L 7= B & 4t
G LAZEERIICBWT, 548K TORBIREL T
FKITRT.
RHIH 58137 7 b RGN TR BIRRII A I K2 -
7z.

A b b LEH— MRS AN MUY= MEH

75 HA) 77 tE A

R 714% 433%° 64.9% 36.8%°
(20/2851) (13/30f1) (24/3741) (14/3851)

$p<005 %77 EHRE

5 BERN—F v MR
E AR
BEAEGHE (A 7 10 4 FUISREREH) CRHRERAT 5 B ERR—F
v MEEZ RIS L LIEERIEN IR B % 2408% 0% W
Ut (LR IR O R A FTA S OSNARSE T W B AT 37D 1 DL
T CEMSE, S & o B OEIE) &, 45.0% (9 /2061)
ZRL7z.

PRGN = F = MR % AR O BT X 554
W, RERMIENE BB SN, FEBICESE 1 embl ko B
PED LN BE IS L Shre.

6. 70— 9"
(VE AR
1) BAREE

DEHE(ATFaA K, THEFF 7 ¥, RIS °

P53 T S U EIEDTHEINC B 2 7 v — Vi H (CDAT

fili : 220~450) x5 & L7 7 F 2R IH - HERILEGAEICS

5 4B OTERER (CDAMEA1504) 2 FFRISRY. 4%

DEMERIZ, ARG T T 1RG5 R NS 5 7.
77 R 160mg (#1]) /80mg ( 2 )
TEfRR 13% (3 /23%1) 33% (11/33%1)

2) MEFEEEE
[E P AR O HERT, 4 % I1ZCR-70 (CDAHEAS70LL L% A)
ERLzZ7u0—ViRBEENRE LT 7 R HERIL
BRI B T 5, HG52MBOTEMEL TR IRY. 52MHBO
CIREIE, RABEGHDT T £ R GBI RE D 5 7.

77K 40mg
RIS 9 % (2 /22%1) 38% (8 /21%1)

HMERS
MEFRIREE T ISR RS IRIY Lo 7 0 — Vi E 2 G & Lo dks
MR IZ BT, AFIB R 512 X 5 CR-50 (CDAEAS50 L
W) 1% 8 HHTT5% (21/2861) T - 7-.

(2)iB 5 ER PR BR

D EBARER
MOBEBRE(ATFaA N, THFF 7)) V5) THERTH 4
SE X ESE DTG EIIC S 5 2 0 — VB H (CDANME : 220~
450, PUTNFREAFARER) 20 R e L7 7 R R EEKR
BEABRIZ B % 4 %O % FAR (CDAUE D150 ) % F IR
FTERERT). T2, A V7V F I TTRHEDIHE L2 LEAR
i 7 PSR S FRE OGBS B 2 2 v — Vi E (CDAIME :
220~450, 1 v 7V F I TRIAERL) ERRL LT TE
AR EEMILERBFICB U 5 4 BHROEREE TRIORT
GRERT).
WENRORBIZBWTYH, 4 HBOEMERIE, KA GEEST
T ARG HARTHREICENL T2, (p<0.001)

v Bl
75K 160/80mg 75K 160/80mg
12% 36%° 7% 21%°
i
(9 /74%1) (27/761) (12/166f1) (34/15941)
§p<0001 77t KR
2) MESEEE"

oW (A 7Fa4 K, 7TH¥FF 7 V&) THEA TG %
FPEEE S FIE O HEINC H 5 7 v — Vg (CDAIfE © 220
~450) 1238 A gk (F) 101 80mg, 2 H%40mg) 47V, 45K
CR-T0% /R L BFEENRE L7 7 LR T EE MR
BRICBT 5, 2638, 56EOEMAEEZ FRITIRT. 2638 &% 056
WHO MR, RAA0mghi T 58057 T 1 R 582X
THEIZERTW . (p<0.001)

75k R 40mghr A
. 2638 17% (29/170f1) 40% ° (68/172f1)
. 5638 129% (20/17041) 36% * (62/172f31)

$p<0001 %75 L AKEE

[ tEA PN

(1 E MBS R

MLDHEFFE (A TFaAL K, THEFF T 5 TRRART 574 has
A AT FEAE O EBEVER B R EH (MayoA 27 6 ~12, WS
BT A7 2~3, PITNFEARER) Z26RE L7277 2R 5
CEEMRILEGRERIC B 2 8 MM UGS O EREE T RIRT.

TR (FEMEA) T, SHMMBTEAAKLGHE 75 RS
BEL OEERD SN b o708, 5LEBTIE, AR GRS TS
LR GBCHANRE P o2 T2, §BBICBIT 2 kERY (R
SHMEEH) 3, 7T & REE35% (34/96%1), 160mg (#1A) /80mg ( 2
) TEC50% (45/9061) TH 1, AHFGHAT T L KGRI

NEP o7z,

PMayoR I 7 HBR—=ZF 4 Vb 3H230% L Lo, o, i
Bt 7 23 728 1 LF G R—=2 5 4 h b 1 LD,

o e 160mg (#[a1)
+ R
77w /80mg (2 i)
i 8 34 11% (11/9641) 10% (9 /90f1)
(FEFHIEA) 528" 7 % (7 /96%1) 20% (18/90%1)

P MayoA I T 2LLF, 20, WTROHTZAa7H 1T
© R LR, BRAN T A I HOE A AT R & S, BATHNEIE
L Shiz

[oni-]

(2)im5ERPREBR

DB E (A FaA K, 7HFFF 7 V5) TRHRA TP
E S HAE O IE B VER KB H MayoRA 27 6 ~12, WHSIHA
BT 237 2~3) LT L LTI bR R R R
(GRER T, SRBRI)ICHIT 2 8 MM UGB O EMFTL FRIRT.
WTFRORBICB VTS, 8H L UGLHEDOEMRIE, KA
BN T 7 v RS THEICERTY .

TR T IIPUTNFRARBHOBE ORISR E Sh, BT T3
TNFEHF TR R AT I U7z (IR I 2 B b & niz.
72721, MFHTPUTNFRAN BUE L7 7o 72 (— K MER)) B 1k Bak
Shie.

R T R T
75K 160/80mg 751K 160/80mg
B 9% 18%° 9% 17%°
(838) (12/130%0) | (24/13060) | (23/24681) | (41/2481)
PEffE 9% 17%°
(523) N (21/24681) | (43/24801)

5p<005 %7 T L AR
a:MayoAI 7H 20T, 222, WFhOHT72a7H 1T

8. FERRMEDFEE, HEMULARE SBER

FNHERHBR(HANZGE)

(1;EENMESRE S BER

BOXFa4 Figgh (7L F= o Y #5510~60mg/day) (%
LzEEERE) RERFE 2R E LT, ROAT O A FOHS
BHICX D ERGHMEZ I 2%, BOXT 04 FHEZ W
L7z& EOHRE TOMMZFM L7277 & RxHiE —mE Rk
RO DT IR

1.0

08

AH
O fIubh

4 6 8 10 12 14 16 18 20

(R 0 2 4 6 8 [ 10 | 12 | 14| 16| 18 | 2

77XR | 0/115 | 38/72 | 69/37 | 82/20 | 86/15 | 88/12 | 89/9 | 89/8 | 89/6 | 90/5 | 90/0

A 0/118 | 19/87 | 45/57 | 56/42 | 62/35 | 65/29 | 68/20 | 68/17 | 68/15 | 68/12 | 68/0

(IR B/ Th A4
$e5- 6 M LLE O HR D Kaplan-Meier i (&A%, ITTHER)



P25 6 LUK PR E ToWIM ITTHEH)

S TR
R E CoOMB O R IE(T) 438 30
kA NIF— K 056
(233f51) [95% fE X 1" [0.40, 0.76]
pft” <0001
P TOWIE o rh i 24 2.
A A S TR E %'%I\F‘i \‘44) i (A) 3
(1680) NF— K 120
[95% 12X 1 [041, 3547
a) - OFBLOWEIED KIEVEIRZ, @uimNAIIED 7 L — FOEL, O Tl
O L— FOEL, OREHERDOIT OVF R A0 5 RIBAIC
TR & 3%
b) : BEGIER O HA A USRI A & SR Y L 7=Cox BN — FE 7L
o) LA FZER L LzCoxIbBINY— FEF IV

(2FEEEMESE S BEX
BWEITREOATF O A PRI )RS0 5, —E M
DOFEOAF A FiE#E(7TL F=v U #510~35mg/day) 12X
FERDPREL TWLIRHHR E ) BB E L2 WS L LT, ®KE
BIGREORIIA T 04 FORREEZWR L2 L EOFRE COMM
2l L 72 77 b R T E MR O A R 2 DU IR

10 5
08 —
S
e 04 9
0,2% @ ’
] 2 4 OBy
00 < J
0 2 4 6 8 10 12 14 16 18 20
W ()
() 0 2 4 6 8 10 12 14 16 18 | 20
T7HR | 0/127|23/97|49/67|60/51 | 63/42 | 68/33 | 72/26 | 75/21 | 75/19 | 75/17 | T5/0
EN 0/131| 8/118 | 32/89 | 41/74 | 46/65 | 51/54 | 56/44 | 57/39 | 57/35 | 57/31 | 57/0
(TR BB/ T B 5L

5 2 PO DO Kaplan-Meier th## (A%, ITTHR)
e 5. 2 MULBEO FHRY F TOMM ITTHH)

S 7T ER
TR E CoMBORIE(T) | HEEARE 56
NG| NP R 052
(25851 [95% 2 HIX [#1” [0.37, 0.74]
pf” <0001
B F TOWM O YLl 2. 21
A A S TR E %‘{F'ﬂ dﬂPJ i (A) 9
(3260) NF— Kl 045
[95% 12X 41 [0.20, 1.03]

a)  OFBLOWEIED KIEVEIRZ, @uimNAIIED 7 L — FOEAL, O Tl
WO L — FOEAL, @OREEERIOKTOWT N0 S5 BE1C
TR & 3%

b) : B IER O HAAISME A & BAZE Y L7=Cox b BINg — FE 7L

o) LA FWZER L LzCoxIbBINY— FEF IV

9. BMIEE RIVEE (B ERRRER) Y V00
WA B B ) v~ T, BEEER, REMEER, s o—
VIR, BRI R OV M i e & L 7 HO B GRBR ) O
F— 7 B (BRI R P A9 0,64, BBRE 23,0365, HE~Hk
534000 NAERLE)IZBWT, ) v 8EOREBIZ, £0.11/100 M4ET

otz ZORBIRIE, —REBDPSHEN SN 3HETH-
72, BHETY v~ F B R OB PSSRSO B (RSB RO s v

B, ERRIFNGROENRZEOLZ) TIE, V) YD) R 7
Eh oz, FERAMEEFEICOWTIE, F0.7/100ETH 72 )
N e OV AR I B o DI o RIS & LT, 3L, K,
TR, WRE, BEEEEESL MBS TwE. I 0%
WL, —MRAOLLTPRINE O LHEML T,

WEREE

1.7 ¥ A= T\&in vitrofBRIZBWT, TNF @ BRI ES LT
OEMZER LT
+ ¥ MINF @ (28 L TR BAEZ R L 72,
« TNF @ % %K (TNF R I L O°TNF R I (2%H3 %5 TNF o D4 % KL
272 (ICsfit : 1.26~1.47 x 10 °mol/L).
- LO29MNC 3% & b TNF o ##FSHIML 655 312 B v CHtRasE % il
L 72 (ICsofiti : 14~35%10 "mol/L).

2. 75 A= Tkin vivoildRICBWT, © MTNFa b9 v ATV 2=y
7 AEF MBI B MEI SO FAE & I L7227

WA ICRET 2IE{LEIAER

—ft 75 A= T (EETHIRRZ) (JAN)
Adalimumab (Genetical Recombination)
t MMt FMNFa €/ 7 B—F VA TH 2 1gG DM (y
180) ROBESH (kc$H) % 2 — F 3 2cDNADOKEBIZL Y F v
AZ=ANLAY —PREMILTHEESNH41HOT I/
PR % 3 (CarorH3306Ns10678S15 5 53 71 © 49,318.95, CHImD 1)
T UBRIENKRE L T B b D CaoHssiNs2067S15 5 45T
49.190.78% & L) A B R HEPL 2 55T L 21U D T I BRIR
FE (CrozrHioosN 282033286 5 53T+ 23,407.82) 72 & 70 2 FR8H 2 47
THhohkdHEAAE
5 #9148,000

ENC

WA S

RS 2 7 IR 2 Ko b, EUNICEkT L L

g v~ F

KB WAEGERREZ L, AFOREMEII OV T oI
ToHEEBIC, BRMRGHOReN, KRYESOEINIO VTR
bk,

BEREN—F v MR

FE N TOBRBIEB DO TR ONT WA Z En s, BENGEHR —F
BOREONARL F— 7 BER SN DL T TOMIE, &2 05l
BAGAE A LT A2 210X, AFAFAEZOTREREZILEST 2
L bz, RAOREMRLOCHENEICHET 27— 5 2R WNICDUEL
RAN OB L E R EEZHE L L.

magr

b2 3 JF FiH20mgy ) ~P04mL ¢
b =235 FiH40meg ) ¥ 08mL :

t 23 I Fi#E40mg> Y ¥ 204mL - 40mgx 1 ) ¥
b3 JF FEOmgY Y ¥ P08mL - 80mgx 1 ¥ v
b =2 3 5 F#E40meg~ ~04mL : 40mgx 1 R~

L2 3 FHESOmg N ~08mL : 80mgx 1 X~

20mgx 1) v
N 40mgx 1) v

N

<

N

3

[_ES- 3403
XHKFEKRES

1)Miyasaka N. The CHANGE Study Investigators : Mod. Rheumatol,,
18 : 252(2008) HUR-0013
2)van de Putte LBA, et al. : Ann. Rheum. Dis., 63 : 508 (2004)

HUR-0001
3)Breedveld FC, et al. : Arthritis Rheum., 54 : 26(2006) HUR-0005
4)Keystone EC, et al. : Arthritis Rheum., 50 : 1400(2004) HUR-0004
5) Asahina A, et al. : J. Dermatol., 37 : 299(2010) HUR-0259
6)van der Heijde D, et al. : Arthritis Rheum., 54 : 2136 (2006)

HUR-0008
7)Lovell DJ, et al. : N. Engl. J. Med., 359 : 810(2008) HUR-0050
8) Watanabe M, et al. : J. Crohns Colitis, 6 : 160(2012) HUR-0443

9)Sandborn W], et al. : Ann. Intern. Med., 146 : 829(2007)

HUR-0055
10) Colombel JF, et al. : Gastroenterology, 132 : 52(2007) HUR-0011
11) Weinblatt ME, et al. : Arthritis Rheum., 48 : 35(2003) HUR-0002
12) Furst DE, et al. : J. Rheumatol., 30 : 2563 (2003) HUR-0003
13)Gladman DD, et al. : Ann. Rheum. Dis,, 66 : 163(2007) HUR-0006
14) Gladman DD, et al. : Arthritis Rheum., 56 : 476(2007) HUR-0007
15) Hanauer SB, et al. : Gastroenterology, 130 : 323(2006) HUR-0009
16) Sandborn WJ, et al. : Gut, 56 : 1232(2007) HUR-0010
17)Salfeld J, et al. : Arthritis Rheum., 41 : S57(1998) HUR-0016

WSRO - WAMESMOAhE %
T —H A HRE4 hheky bS5 A4~
7)) —=¥A4Y)V 0120-419-497



obbvie

WEREEAT 7Y O aRatt
BRI X = 3-5-27

o= = @ I—HA AR
7 ERERENG4-6-10
FOE—y 3k EAV7—~Y It

RRPPREAB=TE1E1S

_12_



