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TIYTULI BETFiE25mg IV v 994 ZXA0.5mL

TV TV ETiE50mg IV v o941 XB1.0mL

ENBREL’ 25mg Syringe 0.5mL for S.C. CLICWISE use
ENBREL 50mg Syringe 1.0mL for S.C. CLICWISE use
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ARES 30300AMX00405 ‘ 30300AMX00406
Bk 5% B 8A 202247213

1.
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SEBEFTEVIEDBED. ThoDEHREBREICHIEH
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iz LEH 2 EHEEIhBBRICDARETE &,

iz, FEOBEICHVWT, EELEMERICEY. BHHNERE
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BRUERAFERL. AFRESRCEMERPEBRL LHECE.
FARAEICERTILOBEICEEE5252 &, [2.1-2.8.2.5,
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.2 BRRE

2.1 EERERE

I, EEBRLESSE AMR BLESE ORI & BELE
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11.1.1. 15.1.63 8]
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TRERDEELLRVECDE ZTh I H B8, FHIREICE
Ao THEICET 2 T2 4BZ RUBWEL > MM BREISIA.
A28—7 0O -y EHRHBRIVEI YNV U D RICHREETT
WV, EBEBESCTREZF#1THIZEICLY . RBRBROEESRE
RTBHES

T, BROBBEECE., IEREDCHRS5ELALT. X3
/ETB &,

YNV D RICEDREPEHEDOBEICSWT, BE5%ES
MRS ROSNAFIHHRESN TS, [2.3, 8.1, 8.2, 8.7,
8.8. 9.1.2, 9.1.3. 11.1.28H]

.3 HBEARBOBRKER - ERZHLOBS. xXFEEETNF
MEER 2B 2EHTHONEEDREF &5, HBERR (%
RUTLES) RUZOBREEOH 2BEICEHRSE LAV E
L. HERBEROBECRKEE2ET2BECRET 25
AT, EEEGZHEOKREELERITI24E. TEBE%:
T2 &, [2.5. 9.1.5, 11.1.58H]

A KENOEEEITOIFNC. FEXTOAC NERREFRTMO5R
UyvFREREQFEAEZTMET I L, /. FFICOWVT
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2. B3R (ROBEICBHERELEWVWI L)

2.1 BIEDBFZZ D) A7 2473 288 [HILEEE 2 X5
G& L72RRERERIC B VT AHIEGEE T H R OB
LT LA L722.] [1.1, 1.2.1, 8.1, 8.7, 9.1.1, 9.1.3,
11.1.1. 15.1.6Z&H]

2.2 WELEIEDLE DERT B S L BN H 5.1 [1.1,
1.2.1, 8.1, 8.7, 9.1.1, 9.1.3, 11.1.1=H#]

2.3 EHEEEOEE DEREENIE2BLWrH 5] (1.1,
1.2.2, 8.1, 8.2, 8.7, 9.1.1-9.1.3, 11.1.2&M#]

2.4 KHN DWW Ll O BEAEE O & 5 B

2.5 Pidhped (BHRMEMILES) ROZOBEEDD 5 EE ik
OFREREALDOBENHH L] [1.1. 1.3, 9.1.5, 11.1.5Z ]

2.6 ) oMM UALOEE [11.1.12, 15.1.7%H]

3. 4R - MK
3.1 #R%
Wiz I 7 LIV Fi25mg T2 7 LIV FiES0mg
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Ry Gtz T4 2) Gt T 2)
(174> bh)
25mg 50mg
U UBE—KEF N AT | ) Y EE—KEF M) AR
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I+ b)) | L-7VF = VIR 2.7mg | L-7 V¥ = VEERE 5.3mg
RIS RSN 2.9mg | AL+ U T4 5.8mg
hi =y 5.0mg | FiErpE 10.0mg
3.2 BWHIDOMHR
P IV 7 LIV T H25mg IV T7 LIV Fi#50mg
e 2w 274 ZH0.5mL 20774 ZH1.0mL
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pH 6.1~6.5
@ % E
(AEF AR #1
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FHTEBIC L2 ROMMIIRENTE LT, BAE L CEE R
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8.1 AHNL. MIFLMERIE S % 3 5 TNF O A ME & 13 5
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7o, KFOGITE L CiE, T 2 BE 217 WIERGSEDO R R
WHEET A2 L, MMOEWEAEOYEZ OB EET L
Lo F7o. BEITK L, BB, BEIEEND S bNBAICIE, &
RPICEBEICHKT A L EETs2 L, [1.1, 1.2, 2.1-2.3,
9.1.1-9.1.4, 11.1.1, 11.1.2&H]

8.2 RHIF L5 o THRZICBS 2 T 2@ R O L~ b
WEIIAZ, 47 —=7 0 -y EEERBRIEY N7 ) v KIS
WA Z AT, BEWHCTRAESEZ1T) 2128 ). KGO H
HEAMRT A2 Lo /o0 ARG H L, WL~ My &S
W) e A & ERIICAT ) e R OREBIE T IcER L, BE
WZxF L. BB x50 RS BB L 2056 By 2%, 585 |12
EHER S FIEEISERT A L FT A28, [1.1.1.2.2, 2.3,
9.1.1-9.1.3. 11.1.2&H]

8.3 AHK|% & OPIUTNFEAIF 512 & ) BRT4 7 4 )V 2 OFFiF LA
i SN TV B, RAFERGAZH - Ty BEIFI Y A )V AEGD 4
AR T L2 [1.1. 9.1.42H]

8.4 AHIPEGHIE AT 7 F VI L V&R A BENLHDHDT,
HT 7 F U T bWk, [9.5.2, 15.1.32 8]

8.5 K¥| % & LI TNFEEICB VT, #7774 HOHEO S A HE
ENTW5h, [11.1.7. 15.1.2&2HK]

8.6 ARHIFLGHEIZIL, (EEHERALICALBE, Fk. . IR, &0 s
DFEFEBAL B & % WAL EFE MM E DS L RO 5L TWw 50
T, KR ZEEIHKGTHE D10, BBICEEL, LEIISET
WY LB 2179 T ko [14.2.38H]

8.7 BT L. AHIH G S ML R 55 R0 I GE & 58 O EIR (B8
Fift. IR, 45, BH5) 25 o bnBa1cid, #enicE
BEICHKT I IETLZ L, 20X ) REEIZIE, #Hehls
MERAESE % £ 5 2 & [1.1.1.2.2.1-2.3.9.1.1-9.1.4.9.1.6.
11.1.1. 11.1.2, 11.1.4. 15.1.65M]

8.8 [HIRFAER K N Z O MSEM O RIA T, EHEY v EEO BN
JESE OB HE SN TV B, — ki, BHKIEERED D 5 BH
ISR HIRIR & BRI G- L7286, BGUER IR ) v E 0 5881
OfEBEErEE L 2 EPWEEINTWAE, T2, K EETHTNE
B A L7/ B ER A BT, B v ESEo
g ST b KFNIRRT 2250 TRV, EHE
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8.9 AHIOFGRIHIZH 72> TlE, EFRitEIZBW T, LIERMIC X
L EMOBEEOEEDOD L TG 21T) 2L, HEHG O
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FEhi L 7= b, KFEFEGIZ X B fEBRE &3t Lk 12 o T HIHLF
L. BEHOHEEICKRGETELZ L&A LLLET, EMoEHg
BOLETEMT LI L, Tz, BB, EYESAHIC X 2EIE
HAEED N L Y6 R B OG- ORGSR #E 7 K00 & 2 2 WA D
HHEAICIE, BEHICACER G IR S, EROEH N CEE 2B
B L EWYANERIT) 2L, HORG2EAT 2541,
HBEAORFNHHEH L 2V E ) ICBFICEE R L. BeERBETE
THECOWTIREZ MK T 5 2 &0 & TORBORELRIEETTRIC
BI9 210 24T ) LIRS, RHIZFEFET 25 am et o2 L,

8.10 AHIZ 512 & W WEEAHIUUIEALT 5 Z LA ST 5,
BIE LR G IR G- 0h 2 ZET 5 2 L,

9. FENHEEF I 2REICHATIEE

9.1 AHHE - MEEEZEDH 2 BH

9.1.1 B BUIUERIZZDIRVEFTHHRE, BEELBPER
WEEMERRZ R ) DBRERIIBELEI O3 BHE[1.1.1.2.1,
2.1-2.3, 8.1, 8.2, 8.7, 11.1.1, 11.1.2, 15.1.63&]
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e R IT R I ANAT = H—DE=Y ) Y T 5FTH e &
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H TR RIE BT, BRET LY £V A OFEEAL DS &
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[1.1. 1.3, 2.5, 11.1.5&H]
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RMEB WSO 21T\, EEIGEHRIEE BRI 2 ML 72 BT
FHEROZUYEE G L, G5 HRIE T BIgEE21T) 2 &0 Bl
WEBHOBENNND 5,

(2) BB EDORIRED H 2 HF I IS MO 2 FEi L.
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TOREEET2EE
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9.1.7 MEMmHRDEEEDH 3 BE
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BEHIEND D, [11.1.68]

9.1.8 57 v U XBBIEDEEEREH 5 WV ISFREMDH 2 BE
WS B 52 ENH LD THRBUCEE TS 2 L BHIOES
StoXxy vy TE, 707 AREAL TV D,

9.5 TR
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Wkt E FED DL LIS NLGEICOREE T L,
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F BN SRR EE T A 2 & AKNI R mEE B b |
WA O S AR DI SN2 & OGN D ) . BYEFHO
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8.1, 8.2, 8.7. 9.1.1-9.1.3%%]

M3 EELTLILEX-KIE (0.5%)

MEFE, 7574 7% —, SELRERV LANREEOTE R
TUVEF =GRS EbNEZENDH DL, ZOL) BRRISHRD S
NZGE TSRS 2k L, S 2 0LEZIT) 2 L,

11.1.4 EEXMKEE (0.8%)

FRAAR B L OIEREA G AR IC B -l 2 &) .
FUMERRA . Bk, MR, i, nERE ARE RSB
NS EDNDH DL, [8.7. 9.1.62M]
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14.1.2 HFFEAZZI) T 2000, NEW HEUC X )RS 2
Z o FANX. AtoEAME T %mméym H BN RAIOE
GZd7zo TIREZR V. 2B, AORYUIELITRO LD
Bl HHLZNWZ &,

14.2 EHIRSEOEE

14.2.1 B#FNL, 1EOFHFGEH25mg X iZ50mgD EH 12D AEG-$ 5
Z ik,

14.2.2 FHNL, 1T 2 T2 8ATH ) AL 2w &,

14.2.3 JHUHBALROG (RLBE. F67R. %0, JEIR. 29 %) 29k
ENTVDLDT, HHMITEHMM A ZEZ 5 2 & HHHREBALE KR
W IEER. EREERER IR NEF R BB L. BRI R SR
O FAGFEFHIAT DV & o FESHBAE . BT OFEGHTA 2 6 4
7 &b 3emifid b, [8.6507]

14.2.4 HEWHER A, GOH DL LA,
WD EZANDOEFIIMITDLZ &,

FEAR TR LT

15. ZOMOIEE

15.1 BRER{EAICED 55k

15.1.1 AR OFRRERE, ENCIE528H (EMRBEOKSH K3~
120w gfE) F T, W/ CIESEME TOMMTEBSNTED,
IS DI %8 2 72 ARK O RWIPe G- D2 VR IIHET L CunZe v,

15.1.2 IR A B W T, PUHAEB L (=1:40), #t
dsDNAFUEBEAL R O H V2 4 ) ¥ HRB AL A0 517
AHFEGEEOEGIE, 7T RRBE B LTI, 20 )
< MM FRTFHHEOBE ) 7~ FBET &GO T, BREREH K&
CHERIZE Y . TEMERE NV — 7 A UEHBRIRY — 7 A2 b S
B T O — T ARIEMBERE & 41 Br7- e BCYUR % 5B L 72 838
WEENTWDH, [8.5, 11.1.78MH]

15.1.3 #EAMZ BT RFIE G p o i BRI E 28 % Tk, Bl 43k
WEBEART 7 F 2\ L CHM B GEIS S 2155 2 LS TE
oL DHEDD D L LAF %G L TR VIRE LI 2 &
SR A THURII R AR L PURMiA265 125 L 72 B 13 0 7
Molz. COMKRNERIAWTH S, [8.45H]

15.1.4 KFIZB VT, KH LMo v~ FH L DPHIZDWT,
BRI O 4RI RES, S T W 2 W,

15.1.5 FRIERORK OGO W T, LV STV,

15.1.6 MR/ CHUMAETLE S 2 v 7 D BFE141B %2 w512, 79 1R
ARH#I0.15. 0.45, 1.5mg/kg% H[EIEHIRNE G- 2 75 b R xt e 4
A EERRBEAER S NIz, FRICE D E, KR OHELETIZ
BRIOMFTZWT B 2 & HTT &P, RAR G5B CHEORINI L
WL LA SA SN/, EEFHIEH CTdh 528 H ML T RIL,
7T RHET30% (10/3361) . AH10.15mg/kghtT30% (9/3041) .
0.45mg/kglET48% (14/29%1) \1.5mg/kg T53% (26/49%1) Td -
72V, [1.1. 1.2.1, 2.1, 8.7, 9.1.1, 11.1.1=H]
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K& L7200 7T 2 R RN I EMAER IE M S s s,
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25mgH 3 BEAI83B] (27%) . 7T L REEH62H] (20%) TH o770
F BRI EE . AR 26mg 200 #EASH56) (18%) . 25mgii3
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BrCid. 11236B13AK K 25mglA1nHE, ARH|25mgl2m i, Xid 7o
Y ARBEGHEOWTNPIZE Y T S5 hz28, DAL O T
IZBWT, RFIEGHEE 77 L RBEOMTEIEIAS N h o 720,
B, MOPITNFEEIZB W TIE, OAEERO B K P T
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15.1.9 BiEE CGERalEEEEIR)
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Epidemiology, and End Results) 7 — % X — Z (SEER1992~
19994F ; 20024E4 A Ri) 7 %?Ei L72fix 7. EOER. AH]
58T OIEE AR R IE % B < YIRS O BB, FIlEI
235946 R L26BITH Y. D) HLEWY Y EOEBSHI I

FUBIER0.914B1=5 LEFICTH 5720 — T, 7T L REGRIZB )
B MR S O ) 2SI OBISEIHUL . 2 e B0 . 259
B, 00106023 LCOBIThH -7z MEAT—%). [1.1. 8.8%H]

K1 GBS GERGEREEZ KR OBSEEIEI T lEIE

75 R SR ER SN Z AT L
S AL &0 ]

BRI g T et s Gl [E= il
-4 | g iz | OB | pi IE

MY o8 41 0 0.010 2855 5 0.914
B »oxEDA 41 0 0.249 2855 21 22.680
TR AR 41 0 0.259 2855 26 23.594

a: BEWRBBITHOBERRIC BT 5 77 REGBHEENRE L,

b: A NMLFY— MEAZE G,

15.1.10 JEREIERSE
AFIPe - & IFRANER T EFBL & OB BETT 5720, FEBIC
NS OFEDBIR SN L — SRR T — & 20 HHEsE L 7= 7l
Bk x TR L7z IO OFMBEIL. EFATOE. Flit b
LB T— S o HEE Ll e vz,

% BB T — & 1%, IEEALE B A National Cancer Institute
SEERT — ¥ N—Z|Z&H TN T 729, Southeastern Arizona
Skin Cancer Registry (Harris et al, 2001) ®7 —% &flif L7,
Z ORI KFFEGHECOIEROALR FERE OB O, B
417456002k L, 1560 (F2RgmF LR a4, FREHMMRELLE) <
Hotze —H. TTEREGIBY D IEEONE G R OB B
&, FHEIBIE0.5736Ck L, OBl CTHhH -7 WHEAT—4), [1.1.
8.8&: ]

722 RN RS R O BIS IO OVl 5

75 AL B

ERE N Z-AE 8

) TV NI LT
BHRAIN | g T | EERME | g il
(UNEE ORI F3 iz | N4 | mi HESS
B2 T LB AR 41 0 0.107 2618 4 8.221
JE AT 41 0 0.466 2618 11 33.524
IR AR g HE AR 41 0 0.573 2618 15 41.745

a: RIRBBTHOMKRIIC B 2 77 REGFBEERRE L .

bi A b hLEY— MEARIE G

15.2 FEERPREABRICE D < 153k
$ﬂ%vﬁx\7vb%®ﬁo%ﬁ’#9?ék AR AL
EHHEARNFIE O RO b, T RBEEIHO AV
D7z IFAEVEABIIER STz,

16. ZEHRE

16.1 IMAFRE

16.1.1 BERE (RIEZEEFOT—42)

(1) BEAICHT BRHHE
84D HARMNMEHER AT T2, =% 2+t 7 + #10mg. 25mglk ON50mgHilal
BTG L7z b E oM T SE IR K O BN E 8T A — & 2 RO
FUIRT



——10mg
—0—25mg
—e— 50mg

w

o

o

o
T

2000 r

(P +iR%ERE) (n=8)

-
o
o
o

MERIZFILETNEE (ng/mL)

o
o

100 200 300 400 500
BE%EERE (hr)

M1 =¥ vt 7 b B G-% O MLE H SEie EEHER
K1 HEWERE T A -5 (n=8)

AUCo-480 AUCo-w Cmax Tmax CL/F tuz
(ug - hr/mL) | (ug-hr/mL) | (ng/mL) (hr) (mL/hr) (hr)
10mg 76.5 78.6 474 43.5 153.1 87.6
S.C. +33.4 +33.7 +230 +19.2 +73.5 +18.1
25mg 222.3 227.3 1415 52.5 134.5 86.3
S.C. +91.9 +91.9 +761 +16.9 +78.1 +22.5
50mg 412.0 419.6 2668 49.5 125.0 77.9
S.C. +95.7 +98.7 +684 +16.3 +28.6 +10.3
T+ R R
B/ DM NS 112, 50mgx HIA L TG L7z & EOfERNL, T8 1L

7 N O ERE L BT A R L 72Y,

2) HEAICE T B
KEDMEERAIZ, T 7Vt 7 b %10mg. 25mg X I350mgH [F 2 T %5 L
7k EOIFEWMBIFE/NT A — ¥ 13F20E ) T, HARMNERER A O L 1T
HCdh o709,

2 HEWERE ST A — 5

AUCo-0 AUCo-e Cmax Tmax CL/F tuz

n (ug - hr/mL) | (ug-hr/mL) | (ng/mL) (hr) (mL/hr) (hr)
10mg 6 79.0 81.7 425 66 132 92
S.C. +24.4 +24.6 +205 +22 *41 +8
25mg % 241.7 245.2 1650 49 113.8 72.1
S.C. +76.0 +76.6 +660 *17 *42 +13.6
50mg 28 460 502 3440 48 118 78.0
S.C. +179 +196 +1920 +21 +52 +17.4

SPIgE + R

K E D HEEERA33% % W RACHEM L 72 RSB oK R, = 7L
VR FE25mg s ) v 20.5mLid, BB L 72Ty 7 L OVE T H25mg (S
HEIRELH]) L WIS TH B LR E N BHEAT— %),

16.1.2 REHRS (REZBERADT —4)

(1) #E2@ERE
HAARANBE Y v~ FEBEO%IZT T A+t 7 b %10mg X i25mgl A [ 12 2[a]
12 TS Lz L S0y 2 v 7 Mg (b7 71fl) &
PGBy ARICIEEFIREIE L, DRBIZIZ—EOREF ML T,
F 7z, D2 FG L7z & E O MEHRE b 128M G R L FETH ). Bl
512 X BIEYBEANDOFEEIIA SN2 > 720

(2) BA1ERE
HARNBEE ) 7~ FBEICT Y 2t 7 b %50mgl 8RR TS L7z &
XFOTY AT N OBEFEREIX, 25mgx LAFRIZ2M 7 TG L7z & & LAk
THhY). F7/2. 25mgx LAMIZIRE TS Lz 2Oy )bt 7~ Ol
i3, 10mg# LAMNIZ2ME THS Lz & & L IFIZRETH - 728,

16.4 3
I AT FHPTINFICHEAGT 2 L. HAKRIET I /7 BROFEEE I
DIRANOFEHEDO TN L > TRTF MR OT I 7 Bk %8 U
WENDEWESND,

16.5 HEftt
IH AT b ERHERBE TS L2 a. =8 vt 7 b oRB~OHEZ
FEAERBDOOLN o7,

17. ERPRRXE
17.1 Bt RURLSMICEET 255K
17.1.1 BN IHEERR (RBEZRREOT—4)
AFHID10mg K 0°25mgH2ln 5 5- O DMARD IR O BT 1) 7~ F BE &5l R &
L7277 R B EEMILBGAB CH R MR i GUE B 814760) 1231
2 120FHM 0 o [ACREHEILIEIZ X 2 %)% (ACR20) ] #. KUIRT, &K
IR G EIZ BT HACR0IE. %4 77 L KRB LA IS 720

#1120 H OACR20 (H2[#%45:)

e (x2/3) 77 R 10mg 25mg
ACR20? 6.3% 64.0% 65.3%
s> S AN ABVAT T 1F o i bl [3/48] [32/50] [32/49]

a: ACRa 7+t vy F9) b, B BE Nk ORIERME D L 1220% 0 FeE L, 2o
5% ) o538 H o 31E H H520% DL Eeks# L 72l o E &
FIER O 1L, RAN10mghE69.2% (36/5261) . AH|25mghE60.8% (31/51
) KT T RHEBA.0% (27/508]) Td o7z FRAIERIZ. AHI10mg
TECHETERAL UG 15.4% (8/5201) . SIS 4£13.5% (7/5210) . BifE %7.7%
(4/5201) AF)25mglE TSI RS15.7% (8/51f1) , & IHEH411.8% (6/51
B) . EEEALALIED . 8% (5/5161) TH o7z,

17.1.2 ERENHEZER (25mgE2E#%5 &50mgB1ERS DHE) (RifezEE
HDF—%)
RANO25mgI2[ #2512 X 0 BEEGEMEANZE L TR BT v~ FBE
xR L LT, 25mgx 204 4 51260 & . 50mgild ] M8 Fe G- L 72 &
E ORI O Atk % Mot U7ze RERRER (A RhPEMRAT o S0 51454 161)
2B BAEFEME  (25mgH2MPE 54 T ) K O1208FFM H - (50mgiA 1 [Flf%
TR o8B EEBIEA 27 (DAS28) (F¥fE) X, #hEh3.26
KO3.13 (WD 1 -0.10) ThH o7,
IR (e, $EGMRIS % B <) ORBIHIE, ARHI125mgli2alEE2. 4%
(1/4260) AHKI50mgiA 1 FE12.2% (5/4161) Tdh o720 EAREWEH (EYE.
B 53 RS & B <) 1. AHI25mgH2 B TIIE2.4% (1/4260) . AFH)
S50mgl 1 B CREA. INERE, B, HPRE R, AR EE, ui

FEIES2.4% (£1/4160) Tdh o720 BEIGEDOFEIIHE L, AHI25mgi82n i
2.4% (1/4260) \AHI50mgE 1 [m#E17 . 1% (7/4161) TI - 720 F 58568 (K

LR E R DR (X, RAI25mgB2[E HE CTIEFEO 5119, ARHI50mgiE1[H]
HC2.4% (L/4181) 12380 b iz, (REERCIE EYYE S OFe G- RS &
oG & TN ERF SN

17.1.3 ERE M5 (10mgA2M#% 5 & 25ngiE 1 B3R5 O L)
DMARD#EROBFEI ) v ~FEBEE G E LT, AHO10mgH2[n$: 5 & O
25mgiA 1% G- DGR T % &tk & Bat L7 ZEEMRILEGARR (%)
MR S BIE95B1) 12350 5 12083 H ODAS28D N — 2 5 4 ¥ 75 DZEAL
i CFIfE) (2. 10mgE 2[R 58 K 0N 25mgl 1 % 58 2 2 B\n\C2.07
T 02,25 (i#ED# -0.18) TH o720
AR (EYaE, %5 R6 % B <) O ZIEIE, AR H10mgiH2 0 #
17.0% (8/47%1) \AR#KI25mgil 1 [a1 722 . 9% (11/4861) Tdr - 720 F 72 EINER (&
it G OS & B <) (&, AF0mgE2ln BECTHFRESE , 3695 44.3% (%
2/4761)  ARF)25mgi 1 I #E T ALTHIIN, ASTHIIN8.3% (44/486%1) Tdh -
720 EYLRE DO FEEIEIL, AH10mgEH20 #E21.3% (10/4761) . A#|25mgidl
[IH#8.3% (4/4801) Td 720 FGHASIE (RERRE DR V) OB
Ik, ARH10mgH2[A1H#10.6% (5/47%)) . AHI25mg1mI#16.7% (8/48%1)
Thotzo (RRBRTIE, EYE K OG- EA UG IE, o5 L dhic 4
Franzzo)

17.1.4 ERNELARAR CIHOBENEHICHT IENR) (RiSZREH
NTF—4)
AH D10mg K 0N 25mgil2[01# 5- O DMARDMER) O B V) 7~ F BoE % xR
LL7zA ML — bR M LGB (B A AT A AT S 5 45
54261, ARV FFI AT R SREFIEB5060) 12B1F B N—A T 1 v 552
M H F TOMEIEEREZ F R OEOXHEA 37 (modified Total Sharp
Score : mTSS) T&HMi L 7245 % K218 §o AFFEGHIZ. A P FLF
F— M (MTXE) I LTS A ISR R IR L7z, %
72 R#HN10mg M 0N 25mgH 5-H# O ACR201E ., 248 F-ii H T2 -2 4177.0%.
77.5%. B2HFHII H TZ N ZE175.9%. 78.6%TdH H . MTXHE T 1248 ¢l
[1°C56.3%. 52:E&HIi H T62.5% Tdh » 720 AFFEG-HIZ. MTXRIZ LI L
VIR FEICE P72

#2 S52BFEMIH OmTSSDNR— A T 1 ¥ H 5D LR

ik AR R LEF— Y g;“@g fé’;nlj
B 171 190 181

mTSSDNR— AT A ¥ 6 OFI%ELE 9.82 5.19% 3.33%
D ] [1.16] [0.93] [0.73]
igefi 4.00 1.00 0.50

a1 p<0.0001xt A b ML FH— MR EGESITE TV R
b @ 1AM I26~8mg% 2~3[al2 55 L THY

HIVEH (@%fiﬁ'ﬁ"@-%ﬂﬁﬁﬁﬁ’%@() DFEHEL AH] 10mghE4L . 7% (80/192
) ARHKI25mgE4l . 2% (75/18261) T OMTXEE43.8% (77/1766) T -7z,
FRRWER (BGE. 32550 US % B <) & AFI10mghETALTHE 4. 7%
(9/192651) . ASTHIIN4.2% (8/192%1). 1M 4:3.6% (7/19261). A#I25mg
HECALTHINNG . 5% (10/182f1) . ASTH4HN4. 4% (8/18281)) . 36953 .8% (7/182H1))
TdHholzo BPFEOFHFIL, AHI10mghi37.0% (71/19261) . AHI25mgh



38.5% (70/182%1) F U'MTXH#36.4% (64/17661) Td > 720 G- EAL UG (K
BB ER D) 1. AAN10mgHE20.8% (40/19261) . A#125mghE20.3%
(37/18261) Je O'MTXEEL. 7% (3/176B1) THh o7z (RMABRTIE, KRIYE K
O G RS E . o FHR L3N ERF S h7z.)

17.1.5 BHE I HHAR (FEZREFDT—4)
DMARDDFE DS HEG L 7z EH RIS ) v~ F BE TR E L7277 2R
HE O E MU BGRAER CA R PERAT i SUEFI #1806)) 12\ T, k5. BI1A85
H# D ACR20% 31283,
AN L G R L OBICHIBITEDSTR0 S, AF#H16mg/m* # > ACR201:
ik & Wi L CREICE o 7210,

#3  $5-FIA85 H %D ACR20

17.1.8 B E IR EEROBENEHGICH T IBIER) (RiEEZERNA
NF—4)
ARH) D 10mg K U°25mgiE2[H #% 5- O DMARDIER) 0 R BIF ) 7~ F B %
MERE LA N ML F— M EE RGBSR (B ETEEAL AT 0 S E 5
61660, A%k REM AT SAEBIE063261) 1B 5 R—AF A ¥ 514
BoOMEBEER LY TR OEOXMA T T (modified Total Sharp Score :
mTSS) % HIvCREAM L 7245 & REIR o A#HI25mehfld, A b b L9 —
M (MTX#E) JORFNOmghE 2 el L3790 A 712 BRI o s g %
P L 720 F 72 ARH10mg & 025mghf D ACR201E, Z L2 1155%.69% TH 1) |
MTX#Tl364% T - 722,

5 VEHROMTSSONR— AT 4 ¥ 5 DL LR

gﬁg%i’;g 75K 0.25mg/m 2mg/m? 16mg/m e A b b LEA— R g;nlﬁg[ i:;n;]
i-’:ﬂ_;éu’zgﬁiﬁﬁﬁﬁﬂﬁi ”””2414”7”” ”7””476”7”” ”7””476”7”” ”””?4747 777777 SEBIEL 213 199 204
ACR20¥ 14% 33% 46% 75% mTSSDN—=ZF 1 ¥ 75O LR 1.74 1.44 0.77%%
at ACRIT v 05 b, BRI MEEL UM E & b 12200, Ll L, Ao R 0301 (0.30 | 10.18]
¥& 0 OB H A 33 H 23200 LA Rgl s L 72 Bl o E & hyef 0.48 0.00 0.00

BIEH O FBIEIE, A#0.25me/m?B:21.7% (10/46%1). 78 #I2mg/m?* B
26.1% (12/4661). AA16mg/m2BE72.7% (32/4461) Fo 87 7 4 K #E18.2%
(8/4411) Td o720 FBEWERIZ AHF0. 25me/m* B CTIEAS.7% (4/46%1)
BG4, 3% (2/46) \AHI2mg/m2BE T 54 S 13.0% (6/4651)
BN 2% (2/4661) A 16me/m T G- 500 RUS52. 3% (23/44%1)
FENEO T, BB ) ., ESEALEES4.5% (%2/448]) ThH o7z,
bEE 71@1%*%’ DORER) 7= F I L CRR SN T»w B i - HE1310~25mgz 1 H 1A,
1220, 31325~50mgA LH 1M, $iz1m, B FEETH 5.
17.1.6 ,‘591-%111#&5‘&5& (RIEZREE DT —42)

DMARD DR HARES L 7= 15 BRI ) 7~ 5 %%‘%#‘% L L7277 R %t
MR B H M BGAER (RN o S 614522901) (23T $E5-BgA2:,
3n H 065 Hi%DACR20% F4IR T AFIH ’J-ﬁODACRZOZiZﬂ 37 )
KO6n BHEDOWTIUIBWTH, 79 REICHL THAREICE ., 28M#%
P EMEOFBNFRD S,

F4 BHRG28, 37 AL 64 H#DACR20

Heha (x2/38) 7R 10mg 25mg
wwy | v | s | A
24 1% 18% 31%
ACR207 3nH 23% 47% 62%
64 H 11% 53% 60%

ait ACRI Ty b® ) b MR MR OHIEIE B 8T L 1220% L, s L. 2o
5% ) 538 H 1378 H A520% L L8 L 2=l &
FER (BGIE A GO BOE % B <) OZHERIE ARFI10metf28.9% (22/76
B1) . ARHI25mghE25.6% (20/7861) KT 5L RE11.3% (9/8061) T -
7oo ERAWEM (BEYE. BeG3Mn % B <) &, RAO0mghE CHRES. 3%
(4/76B1) . $1.953.9% (3/76B1). 595, BBAE. KB, T, IR54%2.6%
(%2/7661) . ARHI25meHETHIHES. 1% (4/7861) ., 5895, &9 HEL3.8% (%
3/78%1) . BLEAE. BN A2.6% (£2/7861) Td o 7o EGE (KH
Bt A b)) OFBIEIE, KHI10mgifs6.6% (43/76%) . ZA#K|25mght
57.7% (45/7881) Jo 1087 5 4 AR #E37.5% (30/8061) Td> - 720 % 5-EBAL S I1E
AHN10mghETA3.4% (33/7661) . AHI25meht T47.4% (37/7861) K175
B ARBETI2.5% (10/80%1) 12780 Bz (RMERTIX, EYE & O 5350
PRSI, OFR LAXFNERT S z.)

17.1.7 BHE MR (25ngB2E %5 & 50mgE 1 E% 5 D LEE)
AH] 0 25mgil 28 4% 5- K O50mg #1132 5- O DMARD#ER) o B fi 1) 7 ~ F &
FHERMRE L7727 T R EE IR (%0 I AT R S (5150420
B1) 12B1F % SEEE H 0 ACR201& . AHIS0mg 1 FF:IZ 5\ T50% (107/214
@), 25mgH2MEBEZ 35\ T49% (75/15361) TdH 0. HRMEIZ BT 5 IEHE
AREE S N7z
8 T TORVEM O SEBIERIL, AHIS0meH 11 #38.3% (82/214161), AHI
25mgiH2M#E4] . 8% (64/15301) K U7 T+ K#E32.1% (17/5361) TH o720
8l F TIZHEH L7z E2EINEM X, AHI50mg 1Al #: i 43547 RS 17.8%
(38/214%1) . 38955.1% (11/214%1). BEHGE3.7% (8/214%51). AH25mgiH2[H
TECTESAL S 17.0% (26/153%1) .07 .8% (12/153%1) L BEFG6.5% (10/153
B1) Td o720 1638 F TORWER O FEH =L, AHI50mel 1 1a1EE43.5% (93/214
%), AHFI25mgIH2I BEAT 7% (73/15361) Td - 720 EzEIEH I, z&ﬁl
50mgiH 1 Al C 7 R U 18.2% (39/21461) . F6956.1% (13/214%1) .
54, 7% (10/214%1) . A#25mgIA21a B T i 5 A RS 18.3% <28/1531§1J>
H08.5% (13/15301) . HiE7.2% (11/15361) TH - 72,

a:p<0.001xf A b b L ¥4 — M BRI TR L 72van Elterentisg

b : p<0.05xF10mg#% 5-8. FIFWI TR L 7zvan Elterentfsg

¢ LAMIZ20mg F To
BIVER (B B O G- 8 SO & Bk <) o 5B, AH10mghE52.9%
(110/208%1) . AF#I25mghE57.0% (118/207%1) K O'MTXHE68.2% (148/217
Bl) Thotze EnEIEH <”‘)‘§'€JF&U'}§E%’EML))LFE\%]%<) 13, A#10mg
BECHUN13.9% (29/20861) . fE:9.6% (20/20861). TFHI7.7% (16/20861) .
A H)25mgif THF10.6% (22/20715')\ H9.2% (19/20761) . FEED F
W7.7% (16/207f1) Td o7z BaE (KEMREZM DR V) OFEHEIL,
AFHI10mghE75% (156/208%1) . AH25mght79.7% (165/207%1) & OMTXHEE
80.6% (175/217f1) Tdp o720 FLG-EAUGIL. AHI10mgHE30.8% (64/208

Bll) ARHI25mgh38.2% (79/20761) B OMTXHS.3% (18/217#1) T -7z,

(RRBRCI, BYSER O GF RO, oFR &N gEE S 7)

18. ERhEIE

18.1 fEA#F
I & A+t 7 M, & MINFUEMEL €75 —55hs, MEIZEE S N7z
TNFa lhULTa%, BEYLE Ty —E LTHIEL (Lb 7o —fEE5I5) .
MBEROL LTS —LOMEEHET LI LT, t) v~ F 1B, BLEE
RIS 2L E20NTwD, B, KFIETNFa KULT a & DA
WS TH Y . Vo2 A L72TNF a L OLT a 13 OEHE S L5,
I & AVt 7 MIUSTHMI T O TNFZ 2RI 6§ 2 TNFO# A % FHE L
7o (EEsER (KD =1Xx107°M),

18.2 BAEIRINEI1EA

18.2.1 v MIBRFRBEHRXET IV
Iy RNET MET v MUEFHEBE KT TV LT, Sug/jointh E R

FINFEEC X0 IEBIEIIE IR 2 J0l L, BIEIRA a7 2 s L7z,

18.2.2 ¥R IEAS— 4L EESRET IV
IH AN T MEMN) DR TS =4V EEi%E T VIR LT, 1ug/body Pl
DREWENFE G2 &) BTSRRI R 2 7% L7zo £ 72, 150ug/body D JENE
PG X D B R OB IED A a T Rl L, vy MM as -4
BIER 45 7012k L Cld, 50ug/body DIEIENFE G2 & 0 o BIER % K O I i
R a5 — 7 PRz R L7z 74 T a5 — 7 VEfikE T IV
LT d . 10ug/body DIENENFL G512 & 1 . BRI RFSNER A #H L 720

18.3 TNF7 7 3 U —(Cx§ B A HEMME
IH 3Vt 7 MITNF a L OLT a W IUIx LT hEE

5. LT B3 245 G BFIMEIZFR 722 v,

18 4 TNFOMRGEE I 2 IHIER
L9294 O TNF A FEMIAG H12xF L ¢, =% 2L+ 7 ME10ng/mLEL ik
B CHEMIA A 2 HI L7z (n vitro)

18.5 IL-1 a BEATNFERBIEIC S 2 MEER
<7 ADIL-1a (30ug/body) BEHTNF (3ug/body) FHFEHILIZH LT, =
5 2Vt 7 M d30ug/body L EOBERIR AT G5-12 & O BEEHIHIWER 278 L7z (n
VIivo) o

18.6 HIRRBEEM
IY At T IR O MG EGEEEFE L o7 (n vitro)o

BMEEZHS S



19. BRIRSCET 2L FR

— MR =7 2Vt 7 b GEfE TR Z) [Etanercept (genetical
recombination) ]

124 : 1-235-Tumor necrosis factor receptor (human)fusion protein with
236-467-immunoglobulin G1 (human y 1-chain Fc fragment), dimer

55 F& - #9150,000

RE F v A =—ANLAY =i (CHO) %A L@ m Tl 2 12 &
DEEA Sz, b MgGLOFcH# & 4 F#75kDa (p75) Ot MEFHEITLA
FUAEZAAE (TNFR-1I) OMIEAFA A v OFT72=y b k5% 5%
EEAE,

AT X %L 9344

20. BRVEDEE
ToBEE & BT 2 72 AFNIIMEIC AN TIRE T 52 Lo
T7o, SMERE RO EEE ) RIF S5 2 Lo Bz 8T 52 &,

22, G

(T TLIVETE25mg7 U v 774 XR0.5mL)
Ity b (EHE 277 -2)

(T TULIVETE0mgZ Uy 774 ZF1.0mL)
1ty b QEFE 217 —-2)

23. EEXH

1) Fisher CJ, et al. : N Engl ] Med.1996 : 334 (26) : 1697-1702

2) Mann DL, et al. : Circulation.2004 ; 109 (13) : 1594-1602

3) Chung ES, et al. : Circulation.2003 ; 107 (25) : 3133-3140

4) Kawai S, et al. : J Clin Pharmacol.2006 ; 46 (4) : 418-423

5) Korth-Bradley J, et al. : Ann Pharmacother.2000 : 34 (2) : 161-164
6) FLNERE AR RS RERATA 20021643505k

7) Sullivan JT, et al. : J Clin Pharmacol.2006 : 46 (6) : 654-661

8) Takeuchi T, et al. : Mod Rheumatol.2015 ; 25 (2) : 173-186
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