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Holz). BRAMOREETIE AH25mgE2ERE (3084]) K
ARA25mgA3EEE (308%]) dwFhs, FTEKREE (309
fl) EHE L TORLOE(LROFECRIENMEMICH > 72,
5% 24 B0 0A2OE(LIX. AFI25mgil 2 FE A 89
(29%) . 25mgHE3EEEA83F (27%) 7T L REEH 624
(20%) THo7co FmMEIETHIEIE. AHI25mgE2[E R
25561 (18%). 25mgE3mEE61H] (20%). 77 REEH
4451 (14%) THolzo 2EBORBTIE. 1123015 KHA
25mgiA 1 EFE, ARHFI25mgHE2EE, X137 TR EEGHO L
FThPICE DT NP, DAROBENMKTRTICBNT,
REEEREE T T CABROBTEIA SN RN 5722,

BB, MOFTNFEEICB W T, DAREROEBL R USE
TH. TIEABRLIOLBRICEDONLEORED B 53,
[2.6. 11.1.12 B&]

15.1.8 KREICH T 5DMARD# BT ) v~ F BEEZWREL
e RHB COSEROR2MRE BV T, KHlZzHE L
783BlD 5B BV VoS, FUE. iE. BN iE. RekE
Eh26f], FEREEREESLISFHESNTHS, [1.1, 88
]

15.1.9 BitEE CFREEREERIRL)

KEI G & EEEERR E OB 2R3 5720, ERICE
HEBEPBR S NI E —REFRDORBRET -y X—=2» 5
HeE L PRIBIEZRITR Lz, 2o 0FRIFIEIE. REF
oM. F# % L icNational Cancer Institute SEER
(Surveillance, Epidemiology, and End Results) ¥—%
N—2 (SEER1992~ 19994 ; 2002F4HR) » SH#EE L7
EZHW. ZORER, ARRSH COIEREEEERE <
ENEZOBEBIL. FRIFIE23.594%12% L266ITH D |
ZDS5BEMEY VEOBERBIL. TRIFIEO.914H1IT%t L
SFITH57ze —T TTRREERHICBT 2 ELEE K OE
Y VOB, Zh2 N THEIFI$0.2594], 0.010
Bl LCOBITH 72 GHEAT—%). [1.1. 8.8 Z]



x1 EEE CEROEREREZRS) OBSEFEKLUTHIBILK

x1 EMHENTA—F

VAP it 3 IV VIR ERD
EN0) EHLIES i) Bt
EEERE | EmE | P BEEE | mg | T
N-%) | pw | i N-5) | pig | s

EE o NE 4] 0 0.010 2855 5 0914
B O SENS 41 0 0.249 2855 21 | 22.680
ERER AR 41 0 0.259 2855 26 | 23.594

a) RUARBRITHIOBEKRBICBI 277t R AREEEENRE L.

b) # b b LFY— Ml ZE T,

15.1.10FREERERE
KA G IR EIER BRI E OMBEMEEZ M T 5729,
EEICINSDEIBRINTFBE—RERADT -5 D5
HE L TRIFIBZR2IR L7z, ThooTRIGIEI. iE
BlEOM., Fizd LICBRT YD oHE LIEEZ AW,
nBZRT -7, EREELEE P National Cancer
Institute SEERT =¥ RXR—Z2IZ&ENh TR VLD,
Southeastern Arizona Skin Cancer Registry (Harris et
al, 2001) OF—% %2 f#H L7z,
ZORER. AAREGHTOIREEREEOBEMNBIL. T
HIFIEAL. 74560 Uy 1561 (B8RP ERREAG]. BEH
FfE116l) Tho7zo —FH. T REEHICBITSIEEE
HE R M D B BRI, FRIFIELO.573BNITx L. O TH -
7= BHEAT—%). [1.1, 8.8 2]

2 JEEEEREE O BIRAIEIL ORI
77t R G HaD IV T UIVEEED
N TS Ll B

EEEE | gz | P BHE | B | P
N-5) | g | s N-5) | g | oI

B2 R LB 41 0 0.107 2618 4 8.221
HEMIE 41 0 0.466 2618 11 | 33.524
RO AR A 41 0 0.573 2618 15 | 41.745

a) EMRBBTMOBRRBRICBT 275t RIBERELHRE L,

b) Xk FLFU— EEBIZE TS

15.2 JEERAREIERICE D < 1Bk
ARZ<TT A, Ty MEOF->EEICKRST 5 &, DA
ML & BEZAEEOERFIRD LN, +oEBEEFEON
TWe ZD®. PAREREIZERS N TN,

16. EYEHEE
16.1 MNERE
(FED
16.1.1 BO%S (EWYFHEFEER)
I %)t 7 FBSE FE25mgY Y > ¥0.5mL [MA] &Enbrel®
ERE25mg> Y »20.5mL (BETERRSINZYILET b
CEEFHMZ) 8A) 2270 A3 —N—1FEICK D EBERAST
A3 BERE L TS L CEPEYIRE ZBE Lz, EWEH)
88T X =% (Cmaxs AUClast O'AUCinr) OFFIREEE L 72
fEIZ DWW TI0%IEFEX A TREETRIT £ 17 - 72458, 80~125%
OHENTH D . WHORIFEEI RSNz, WA MEHEY R
FEHERS R QSR BIRE )N T X — 7 2K K OELITRTY,
(pg/mL)
3 —e— =X )L IBS
F T E25mg > U 220, 5mL TMAJ
--o- Enbrel®
2 FiE25mg U 2 0. 5ml
Mean+SD., n=43

ro
T

o B e B
—es

216 288 384 504
BE%EE

X1 T#xLt7FBSERE25mgy Y > 20.5mL [MA] RO

Enbrel®Fz R{E25mg V) > ¥0.5mLE[a1# 5.4 0D [M3E ki i B 1y

O L L
0 60 120 648 (hr)

Cmax AUCIasI AUCmf
(ug/mL) (ug * hr/mL) (ug * hr/mL)
I3 T BSK R 177 345.86 365.45
25mg>Y) »¥0.5mL [MA] +1.04 +172.82 +171.89
Enbrel® FiE 1.71 348.14 370.41
25mg>Y ¥ ¥0.5mL £1.00 115446 +£151.95
(Mean+S.D.,n=43)
(TVTLIL®)

16.1.2 OS5

(1) BRALCSIFZRHE

8B D HARANRBREBRAETFIC, T3 )Lt F10mg. 25mgk
50mg#% H[af N5 Uiz & & O IMiE P RYBEHER R O E g
IS8T A =4 %R2KOE2UIRT

——10mg
——25mg
—e—50mg

3000

2000 -
(FHtiRERE) (n=8)

1000

MEFIT 2327 NEE (ng/mL)

200 300 400 500
5 #%EERE (hr)

K2 T3t SEEEESHO SRR E S
£2 HMEEI)SS X —% (n=8)

0 100

AUCo.480 AUCp Crax Trax CL/F ti2

(ug * hr/mL) (ug * hr/mL) (ng/mL) (hr) (mL/hr) (hr)

10mg 76.5 78.6 474 435 153.1 87.6
SC. 1334 1337 230 *19.2 1735 +18.1
25mg 2223 2273 1415 525 1345 86.3
SC. 1919 1919 761 169 1781 +225
50mg 412.0 4196 2668 49.5 125.0 779
SC. 1957 987 684 163 286 +103

Il + R R

8BOBERMABFIC, 50mg# HEE TG Lz L E0ER» 5,
Iy RIET S OFE BRI RIF AR R R L72S),
(2) HHEANICSIFBREHE
KEORBRFERAIC, T 37LE7 10mg. 25mgXiE50mg% il
B T#%E Lz & ZDEMBBE/NS A — 7 IIR3DWED T, HARAE
BERRA DB L \ZIZRABETH - 7267,

K3 FMEENNT A=

N AUCo.450 AUCp-e0 Crax Timax CL/F ti2

(g + hr/mL) (g + hr/mL) (ng/mL) (hr) (mL/hr) (hr)

10mg 6 79.0 81.7 425 66 132 92
SC. 244 1246 +205 +22 141 +8
25mg % 2417 245.2 1650 49 1138 72.1
SC. 176.0 1766 +660 +17 42 136
50mg % 460 502 3440 48 118 78.0
SC. 179 *+196 11920 +21 152 174

S + fE R 35
16.1.3 RE®RS
(BEEiY O FEE)
(1) B2Eigs
HAANBE Y 7~ FEBEIIZIC10mgiE25mgND T ¥ : )Lt 7 b
Z LARMIC2EN 28 E S L L E0MEHR Ty x Lt 7 MEE
(FZ71) &, 5Bl ARICIEFRRBIGEL. DRIEE
—EDBEZMER L TV (Fd), £7-, S2EMKEE Lz oM
EHEED [2EMBRESREFERTH D, BRIAKREGIC X 2 EMEIEA
DHEEIAONLPST,
(2) BE1Egs
HAANBE ) 7~ FBFHI50mgD T 3Lt 7+ % LERIC 1 ERE
THRELZEEZOIY XL T PORERIT, 25mgD Ly Lt
7 GARIC2BIE R#G Lz & & LRETH D 72, 25mgD
Iy T b EGAMICIEE NS Lz E0Zy 7Lt ho
BEZEERIE. 10mgO Ty 3Lt 7 b%& AMIC2MEE "5 Lz & &
LIZIFRAETH 728,



(EFMSFRMREREE)
HAANE EHERFRIEEE % EEF134120.2mg/kg. 2144120.4mg/
kgD T ¥ )t 7 & 1EBIC2[0E] 28 E RS Lk & S olE
Iy ILE T MRE (MT71E) & BSHREMEBICIIER
REIGEL, DBRIBIEI-ZEOBRELZHRL B, REKREGICLS
BEMBERAOFE IR NP o7z (Fb).
0.2mg/kgX1%0.4mg/kgi 512 B 5 HANE FEAEF LB 5 R
FEOMERLY XL MBREO 7 7EOHE X, Zh 2 h B
Y v FEREDIOMgKRU25mgit 5 & IZIZFRKETH -7z, 0.2mg/
kg2 5125 5 b5 7 BEIF0.4mg/kgH2E K5 013151/2
TH-7z,

F4 THYINVET NREZRGICBIHEY T FBEROEEYE

RRUEMSRAEEOMEF LY LS MEE (5 71H)

s MFFLy 2N e 7 M EE (+77M) (hg/ml)
(B58) 2BHEH A3F{ER SEFMA | 18R
202JA ] 9504476 | 1017+572 | 982415
MEY T (10mg) (48) (45) (45)
B 202-JA _ 20141124 | 2447+993 | 25901000
(25mg) (48) (47) ()
208-JA 1299+449 | 1005£723 | 1057481 | 1183%442
B (0.2mg/kg) (13) (12) (12) (11)
B 204 29414875 | 22171169 | 28711052 | 3269%1265
(0.4mg/kg) (21) (1) (20) (1)
(EfE = ZEFEZE (n)
16.4 {5
(T ILIL®)

IE 3NN T MHATNFISHEAT 5 &, HARERT IV BROBEBEY
BEARORADHMOWTNANICE > TRTF FEBERTT I/
B2 EC TRESh 3 RS 5,

16.5 HEtt

(TVILIL®)

IH 37 N EHRAE TS LG, T 2Lt 7 bORBA
OFEIIFEAERD SN LTz,

(TVTLIL®)
EEERU I F)
17.1.2 BEANSE I185R8R (RIEZENF DT —9)

IH 3T O10mgk 0 25mgiE2[E#E 5O DMARD#ER) O B

i< FBEENRE LS RABEEREEHR (B

RN RREBILA7H]) 1251 5 12385E H D [ACRLER%E

& BHEER (ACR20) @] %, R2IRT. T¥XNLET MG

BEICBIFAACR201E. B4 T RBHCHE LERISE» - 72,
2 12:EFHHHDACR20 GH2[ERS)

BE58 (x2/8) TR 10mg 25mg
ACR20% 6.3% 64.0% 65.3%
(st AL 1 U TR BB A I [3/48] [32/50] [32/49]

17. BRPRRHE
17.1 BMRURLEICET 2R

(FED

(REIUDIF)
17.1.1 EFFHRESE TAEEER

AR FLFRY— MARTHRAT S HES ) T FEEENREL
e H 2Nt 7 FBSERESOmgY Y »¥1.0mL [MA] KO
Enbrel®% FE50mg> Y > V1.0mL (BETERDEN/ZTH F L
7 CBETEEL) JA) BLERS 0 —E5HLERE (5
Tk AT REEBIL32901) (2B 252438 [DAS28-ESR
ZibE] 2RUTTT, FEIY FRA Y M ThAHHE24HBD
DAS28-ESRZ{L&EIX. T 3Lt 7 bBSE RESOMgY Y >
1.0mL [MA] #58 % OEnbrel®f FE50mg> V> 2 1.0mL#%
B#7T-3.009K%0V-2.859TH D . HEZDHEEMM UV ZEDI5%IE
FEXENE, FSEEFAROEN [-0.6, 0.6] Ic&EN, WO
AEORSE SRS N,
BIfEF (BAMEMEREZET) ORFBEERE, 25X LE 7T
BSE FE50mg> Y >~ ¥ 1.0mL [MA] #5#7T51.3% (96/187
Bl) THotz. EuEWEMIE. BYSEED 31.6% (59/187fl). i
SHERAIRIEED 10.2% (19/187H1). HFHREMEE L574.3% (8/
187f1) HIMMBKEA3.7% (7/187%l). FE2.1% (4/18741).
EHERE, FREORE. OREWER. HiEkd £ v R RIS
1.6% (3/187fl) ZTH -7
1) RIAEEA, RGBS, KEZR. BREK 1oLy

LR, BEBESS. DEEALRZ, BREE. BiB%. &

e, BRERE
T2) FEAHBAIOKIHE. 7 Ok ERSE

%1 243R5IC 513 5DAS28-ESRZ L&

IR T MBS Enbrel® Rk
50mg> ) > ¥1.0mL [MA] | 50mg¥V > ¥1.0mL

(16441) (165f1)
DAS28-ESRE(L&DF{H -3.009 -2.859
[95% E X ] [-3.1981, -2.8198] [-3.0513, -2.6673]

DAS28-ESRE{tEDZ -0.150
[95%(E X fH] [-0.3768, 0.0775]

a) ACRa7ty rD5 5, #EFHEEBN CRIERBEEEA & ©I1220%8 Lk

#F L. PO OSHEHSEEA20%LL Lok U EF O#&

BEROFKERIE., T4 20t 7 N10mght69.2% (36/524l).
IH 3t 7 h25mghE60.8% (31/514l) KU Tt REE54.0%
(27/50f) TH 7. EHEWERIEZ, TH XNt 7 10mghT
SRS 15.4% (8/52f1) . BMHIEA13.5% (7/52f). K&
RK7.7% (4/52). TH 3Lt 7 b 25mghE TSR IE15.7%
(8/51fl). BRIATEA11.8% (6/5161). HEHERAAIEE.8% (5/
5141) TH-o7z,

17.1.3 EASMEEER (25mgiE201#%5 &50mgiE1 RS DHHER)

Iy INE T O25mgE2EHREIC LD REEHESLEL T
WA v FEREEZNRE LT, 25mgz A2E 4RSIk
&, 50mgi 1 [SAMEE L7 & 20FMER R ZRE L
oo AHERRER (AR SUEMRALH]) (CB H43EFmEH
(25mgiA2 A AL THE) KO 23E5HEH  (50mgiE 1 [El# 54T
) O28RAEIRBIEEIEZ 27 (DAS28) (EHE) &, #n®
N3.26%V3.13 (MED : -0.10) THo 7z

RIEF (BYYE. BEBURIEERS) ORFRR, Tyt
bk 25mgiE2[EE2.4% (1/4261). =% 3Lt 7 +50mgiE 1 [EF
12.2% (5/4161) TH -tz EREIWER (BHE. BSHRLRIE
ZF<) & TR b 25mgE2EEETHE2.4% (1/4201).
I &3Vt 7 50mgiE ] EEE TR, OWEZE. BEs. B TR
R, KA, SRR EES2.4% (£1/4161) Th -7z,
BYEDFERRIE, T 3t 7 F25mgiB2[ERE2.4% (1/424).
I3 7 N50mgAIEREL7.1% (7/4161) TH -7z HEE
RS (REBFEZBbDZWV) 3. T3t 7 F25mgiA2EE
TREOSNT, IT¥ )t 7 F50mg@1ERET2.4% (1/4141)
ZRD BNz, (F: ARBRTIE. BYYERCREHMRIGIE. i
DEREIHNHERTSNI.)

17.1.4 EARSEMAEEER (10mgiE2E01#%5 & 25mgi1 EHE 5 DHHE)

DMARD#EZOBEEI Y v~ FBEEZHREL T, ¥ LET b
D 10mgiH2[al# 5 K% 0 25mgil 1 m# 5 OB IR R % et
U7 EHEMHEGEES CEWMEMAITTSIERISH) 1B15512
R HODAS28DR—=2F 1 Vi 6 OZELE (FigfHE) &,
10mgiH2[E 5 K O 25mgil 1 B GHZ N EhICB W T2.07%k
U2.25 (M0 :-0.18) Th-7z,
BIER (BYMRE. BEHMIEERLS) ORI, Ty 1Lt
M 10mgiE2[EEE17.0% (8/47f). % %)L+t 7 b25mgl 1 G
22.9% (11/48f1) THo7. FaRIEH (BRYVE, HEHAIRIE
Z/R<) . TR M OmgHE2EIE TS, #E54.3%
(%2/4761). =% 3+t 7 h25mgi 1 EETALTHEM. ASTH
M#8.3% (%4/480l) Tholzo BIFEDORIEIL, TFxL L
7 M 10mgE2[EI#21.3% (10/47f61). T4 )Lt 7 F25mgil
[E18£8.3% (4/486) TH -7z BEGIAIIE (KRR D%
V) OFBFRIE, TH X)L T M1OmGE2EEEL10.6% (5/4741) .
IH 3Nt F25mgE1EE16.7% (8/48fl) TH-o7z. (F:
KRBTl BYER OGRS, thoER & IFHNCEETS
niz.)

17.1.5 EASEMEEER (BEEIDEEMHEISICXT ZRELEHMER)

IH 3T s O10mgk 0 25mgiE2[E#E 5O DMARD#ER) O B
i)Y FBEERNRE LA bR LFY — DB T EERHEE
B (B EVAR AR AT 0 SRAEGI S A 245 76 20 1 FPAMG A3 A 0 SRORE 1] 2%
550f1) 1B BR—RAF A > 5525l H % T B ik 8
BEFRUROXMAIT (modified Total Sharp Score :
mTSS) Tl LR ZRIICRT . T Rt T MESEIE,
A B bMLFH— M (MTXE) ICB LW hs AR ICEERE
OERENHI Lize /oy T4 3017 b 10mghk F25mght 58
DACR201Z. 245 H CZNENT7.0%. 77.5%. 523EFHf H
TENENT5.9%. 78.6%TH . MTXE CIZ24HFHH T



56.3%. 52BFHEH T62.5%TH>7e TH¥INLT MNEEEIZ,
MTXBEICHEBELWIN ARICED > 7210,
#3 52 HOMTSSOR—Z 51 > » 5 DE{LE

% AR RLFF— R ggg %?;“Eg
I 171 190 181
MTSSDA—27 4 ¥ 5 DL 9.82 5199 | 333
[FEnEaR ] [1.16] [0.93] [0.73]
shokfl 400 1.00 050

a) p<0.0001%F 2 & b L34 — M HE5HGTE T IV 2 HEH
b) Li#RIZ6~8mg# 2~ 33 E LT 5.

BIEFH (RBRUVE. BEMUREER) OFRRRRZ, 25317
F10mgBE41.7% (80/192f1). T% 3Lt 7 b25mght41.2%
(75/182fl) HUOMTX#£43.8% (77/176f) TH -7z, E2H|
B (BRPHE. BEMRIEERS) 3. T4 20t 7 +10mghf
TALTHENM4.7% (9/1924). ASTHEHN4.2% (8/192f1). W%
3.6% (7/192f). T4 %)t 7 +25mghf TALTHEMS.5% (10/
182f1) . ASTH#M4.4% (8/182f). 3¥£3.8% (7/182fl) T
Holze BYUEDFHHEIL., T4 X)Lt 7 b10mght37.0% (71/
1926). =% )Lt 7 F25mght38.5% (70/182f) KUMTX
B36.4% (64/17661) TH-7z. HEHARIE (FREBHRZERD
W) E, T XIE T M 10mghE20.8% (40/192f). =& %)L
7 +25mgh¥20.3% (37/182f) KUMTX#1.7% (3/1764)
TH-olo (F: KRB TIE, BPPEROCREHMRISIE, thoH
REFHNEFI SN Tz.)
(EFMSFRMREREE)
17.1.6 EASE T 48558
AR P LFRY— MR ERT EBFEARTH 2EHE0Z
BEERELE R R B R B (5~ 17/R) ZRRE LA —T
B B EERITGIEREK226]) IcBwWT, T RLES
10.4mg/kg (25mg% EMR) %E2[E 1 28HE Li- & EDHE
MROLEEZ R Ulz. 125HiiH O [ACRSEEEICLSE
WM (JRA30%DOI) @] 1390.9% (20/2261) TH -7 (F4),
F4  12:E5HEHDJRA30%DOI

n ; 204758
#E5& (X2/38) 0.4mg/kg
JRA30%DOI?) 90.9%

(OB IE U 7RI e I [20/22]

a) JRA30%DOI%#h L7z LI d 51213, LURO2EBER T2l T MENH
5

1. JRAZ7ty F6IHEH3EBEL ETR—Z2F4 »H» 530%L LOtE»RD
5h%

2. JRAa7ty FOFHEEBICE T 2RX—A T4 25 5D30%LL EOBILA6IH
HP1IHEHETTH S &

RITEF OFBERIZL00% (22/226]) TH-o7z. ELEWERHIZ. B
WHSE7£86.4% (19/22f) . FEEHEAIIIET7.3% (17/2261). BiE
250.0% (11/226). 1 > 7 VT ¥, #H£40.9% (%9/22
ffl) TH-o7z,
17.1.7 EASE D HEEAER
AR LFY— MRS R R T NIRBFEARTH L EHEN S
BAENELE R R B R S (5~ 17R) ZRRE LA —T
B AR EERNTI ORI KL3M]) IcBwT, TRt S
10.2mg/kg (12.5mgz bFR) Z@E2E12BEHEG L E0H
R R EE2RE Uz, 12856 HDJRA30%DOI2) 1%
92.3% (12/13fl) T -7z (K5).
£5 1238 H DJRA30%DOI

= . 208-JARER
BE58 (x2/8) 0.2mg/kg
JRA30%DOI?) 92.3%
[ RN ITE U TG ARG [12/13]

a) JRA30%DOIZER L 7= &g 5121k, DTRO2EERT 2 I hENH
%

1. JRAa7t v F6IEEH3EBM LTR=Z2F 1 D 530% L LOSRENRD
b5h5

2. JRAZ 7ty FOFMEEEICBFBR—RAT A ¥ 5D30%L, DB ACIE
HHIEHETTHAHZ L

BEIERORFARIZ, 92.3% (12/1361) TH-o7z. EREIEMIE.
EEERALIG61.5% (8/13f) . BRIEIHZ$53.8% (7/1361). H&E

23.1% (3/136l) TH -7,
(&Y I F)

17.1.8 BSE N 1SR (REERZENFDT—9)
DMARD OISR HEE LGB R Y v~ FEZE 2R E L
T KRB EERHEGER (BRI AT R SERIE80%4) 12
BT, HEHIKBISHBEDACR20%EEK6IIRT .
BB ERREOMICHBE S EDEN, TV X LET b
16mg/m2EEDACR0IfhBE & i L THRICE» - 71211,

6 HREMH8SHEDACR20

(&Y e , , ,
msm m) | 7R | 0mgmt | omgmt | lemg/m’
SERI 44 46 46 44
ACR20% 14% 33% 46% 75%

a) ACRa7t vy +D5 5, #EFHBEEBN ORIERBEEEA &6 I1220%5 ek
#FH L. »ORY OSIHEH3IEE A 20% LiieE LI EF O#l &

BEFORBERIZ, T3t 7 10.25mg/m2#21.7% (10/46
Bl =&t 7 b2mg/m2EE26.1% (12/46f). =% 3Lt 7
hlomg/m2EE72.7% (32/4441) RU7 5w AEE18.2% (8/44
Bl) THot. EREMEAIZ. THFINLET 0.25mg/m2 B TlE
R8.7% (4/46M1). HEERMIIEA.3% (2/46f). =%+ Nt
F2mg/m2EE TG EMRIE13.0% (6/4661) . FEHD £ »
4.3% (2/46f1). T X)L+t 7 hl6mg/m2EE TR 5 A KIS
52.3% (23/44%1). ZEtED £\, BB, 7S, HEEA0A
BE4.5% (%2/446]) TH -7,
) A TAAOBE ) v FICN L TEREESN TV AHEROH
B1310~25mgZz1H1E. #ic2E. Xid25~50mg#z1H1
[, 1|, ERESTH S,
17.1.9 /851 £ MAEEKER
DMARDDZE A MES LGSR ) 7~ F BEE2MRE L
T R EE R (BT RAEGI22961) 1
BT, BEMWK2E. 35 AKUT6n ABDACR20EZEK7ITRT o
I¥ Nt T MEEBEDOACR201E2E., 34 ARU6» HEOWT
NICBWTH, I EARBICHLTERICEL .. 28MEB» 533R
DORERBEPRD 5NT-12,

£7 BE5HEG2E, 31 A, 647 ARDACR20

#E58 (x2/38) 7R 10mg 25mg
Ay |19 | B |
28 1% 18% 31%
ACR20? 32H 23% 47% 62%
61 H 11% 53% 60%

a) ACRa7ty +D5 5, #EHBEEBR ORIERBEEEA &6 I1220%5 ek
#FH L. »O%kD OSIHEH3IEE A 20% LiieE LI ER O#l &

BIVER (BYMEE. BEHMISERLS) ORHREZ, 251t
F10mg#28.9% (22/76f1). ¥ X)Lt 7 F25mghf25.6%
(20/78f) RU'7S5 -t REE11.3% (9/8061) TdH -7, FE7%Hl
TER (BREME, BEHMREZRLS) & T 2017 M 10mghf
THEN5.3% (4/76f1). Ea%$3.9% (3/76f). 335, BBEE. &
MR, TR, ERE2.6% (&2/76f). T4 )t 7 b25mght
THERES.1% (4/7801). 3B, ZH5ERER3.8% (&3/78f1). i
EAE. WIEMNE2.6% (&2/786) ThH -7z, BHE (KRR
ZEbRV) OFERIZ, T3t 7 H10mght56.6% (43/76
Bl). TH 2Nt 25mgBES7.7% (45/786%1) kU T 1 KB
37.5% (30/80fl) T#Ho>7z. HEHMMKISIE. TFHLET T
10mghET43.4% (33/76f). =% %)Lt 7 +25mghtT47.4%
(37/7801) BRU'T 5L AREET12.5% (10/80%1) IZRD SNz,
(F : AR T BYVER OB EHOIRISIE, lOBEREZFIC
#Eitsniz,)

17.1.10;85 5 MBEER (25mg@E2EES5 E50mgE 1B S DT
E39)
IHZXNET FD25mgHE2BKE R U50mgE ]l E#ES O
DMARDEX OB 7~ FBEEZFTRE LS TR _H
BRI (AR AT GG E4206]) 151 2 SHEAHEH
DACR20IE, T# 3t~ +50mgi#l 1 mEfICHET50% (107/
21441) . 25mgiE2[EBEICBVTA9% (75/15361) TH Y. HRY
MBI 2IEBENSHRES N7z,
SHEETORMERAOREIRIZ, T4 %)Lt 7 +50mgiE 1 [EE
38.3% (82/214fl). =% #)t 7 t25mgiH2[IE41.8% (64/
15361) KO7Z 1 REE32.1% (17/536) TH-7-. 8EETIC



HPLFEREWERIZ. T4 3Lt 7 b50mgiH 1 [mIEE TSR
RIB17.8% (38/2144). #£5.1% (11/21441). Fi%E3.7% (8
/21440) . T4 3 )Vt 7 b 25mgilE 2[al# CRSHAMRIE17.0%
(26/153f1) . Fi7.8% (12/153f%1). FHERE6.5% (10/15341)
THol. 6EAETORIEAOREBREIZ, T3~ 50mg
B1EEEA43.5% (93/21441). =% )Lt 7 +25mgi#E2 H#
47.7% (73/15301) TH-7z. ELEIEMAIE. T¥FLET b
50mgi | [E B TSRS 18.2% (39/2144) . 5£6.1%
(13/214f1). 5ER4.7% (10/21461). T% L+t 7 +25mgil
2 FECHESTERAIIG18.3% (28/153%1). Ei8.5% (13/153
Bil). BEFE7.2% (11/153fl) TH -7z,
17.1.11BHEMERER (BEEIDESHREICKT BB5LLER)

I3t D10mgKkU25mgiE2[E#E 5 D DMARD#ER) O F
MM ) Vv FREEWNRE LA P ML F Y — PR TEER
Heigeakhn (B ETETAM AT 0 SRAEBI 6 1661 B XD L SR AT AT 51
FEGIE63261) 1ICBFBR=2F 1 V6 | FROREREER %
FRUORBROXHEA 2T (modified Total Sharp Score :
mTSS) 2V TEHE L /R ERSITRT . T¥ X LT b
25mgfid. A M FLFY—bE (MTXE) RUOTH LT b
lomg#Ic B LW In b ERICESHEOEREZIH Lz, &
Foo I FLET F10mgKU25mgBENACR201E. Zh2h
55%. 69%TH . MTXETIZ64%TH > 7213,

#£8 1HEBOMTSSONR—ZAF 1 V1 56DELE

i N g;“@g fg;“é
SR 213 199 204
MTSSOR—A4 > 6 OFHEIR 174 144 | 0770
(] [0.30] 0301 | [0.8)
HfE 0.48 0.00 0.00

a) p<0.0013% X b b LFH— M8, BRHHETHER L/zvan Eltereni&E
b) p<0.05xt10mg#H5RE, FFHARK TR L 7zvan ElterentiE
c) LEMIZ20mgE T

BIfEA (BREYER ORGSR ) ORBRRIE, =51
7 F10mg#E52.9% (110/208%1). T4 x )+t 7 h25mght
57.0% (118/207fl) KUMTXE68.2% (148/21761) TH -
7zo ERBENWEM (BIVERCHREMMRIGEHRS) & =&)L
7 M 1OmgBETHNE13.9% (29/208f1). FiD9.6% (20/208
Bl). THI7.7% (16/208%1). =% )+ 7 25mght THEE
10.6% (22/20741). FEiD9.2% (19/20741). FE D F
7.7% (16/207f1) TH -7z, BHE (RRBEFZRDEZV) ©
FHFIL, T 32017 M 10mghE75% (156/208f)). T4 %)L
7 +25mg#79.7% (165/20761) KRUMTXEE80.6% (175/
2171) Thotzo BEMMKIEIZ. T3t H10mght
30.8% (64/208fl). =% )Lt 7 25mgi38.2% (79/207
Bl) BROMTXE8.3% (18/2176l) TH -7z, (I ARETII.
BPVER RGNS OBER EIFFNCEFT S hiz,)
(EEMRRREEINEE)
17.1.12585158 I/ MABEER
X b LFY - MOERE 2RI XEEEEARTH 5 EH D
ZHERE FER RS R EE (4~17%) 2NRICTI L
7 OB AR L,
JS—R1:
* =7 VREEIC B B 1 2:8FH H OJRA30%DOI?) %, FKIITR
EE
9 123EFHE H DJRA30%DOI

#£10 #54%210H% THJRA30%DOI

BEE (x2/8) TR 0.4mg/kg
JRA30%DOI?! 35% 80%
[GE 2 = AW el | [9/26] [20/25]

BER (x2/38) 0.4mg/kg
JRA30%DOI?) 74%
GG st AW 0 e bl [51/69]

a) JRA30%DOI% #hk L7z £¥Iiid 51213, LIRO2EER T2 T 0ENH
5

1. JRAa7Xy F6IHBEH3EHBEL ETR=2F A 2 530%L LOWENED
5N%

2. JRAZ7 Yy FOFIEEBICBIF 2= T4 25 D30%L, EOEILA6IE
HHIHHETTHSHZ &

JN— K2

N=FITUVARY ¥ —LHE SN WEEE JRA30%DOIDH
R LIHEBRESLE) 23R, =4 2Lt~ +0.4mg/kg
OBE2ME N5 % T IR s (RA210HM) 1oL
EDJRA30%DOIY %, £10IIRT . T¥ 3Lt T MESHTIX
75 RBICHE LRI ROFHEME AR iz 14,

a) JRA30%DOI%#A L7z L9 51213, DIRO2EER T 2T BENH
5

1. JRAZ7ty F6IHEH3EBL ETR=Z2F 14 »H 530%L LOtENRD
5N %

2. JRAZ7t v FOFHEEBICBE T2 RX—ZAF 1 2D 5D30%LL EOEILA6IH
HPlHEHETTHSHZ &

2= MCEIWER (BIYER OB ESIARIEZR<) OFBRIF,
39.1% (27/69) TH-7z. FRBIERIE. FEFE13.0% (9/69
Bl). B#11.6% (8/69fl). MEM7.2% (5/69fl) TH -7z, #
A RIS OFRRIZ37.7% (26/69) THotz. Fio. BYE
iE (REBFREZMDEZV) OFRHARIE, 62.3% (43/69f1) T
Holzo

N— F2TEIWER (BRISER OB S RIEZFR<) OFBERIZ,
Iy 3t 7 NEE28.0% (7/2541). 75t RBE19.2% (5/26
Bl) THolzo YIS NETHONLEREIER I, HFE.
BR%12.0% (%3/2561) TH -7z BEIMKISOFEIRIZ.,
I3V T MEEA.0% (1/2561). 75 REE3.8% (1/264)
Tholzo /o BYE (REEFEZMDLZV) OFRBERIE, T
37 MEE60.0% (15/2501). 75 REE30.8% (8/26
Bl) THotze (F: ARBETIE. BYSER OB SIS fi
DFEREFHNCETENT,)

18. ENEIE

18.1 {EFREER
IZXNLET ME. e NINFRIBHE L 75 — #5905 BEICES
ENZTINFaKkULTaZz, B L7y —E LTHEL (Lt
Ty —ARE) . MBEEEHO Lt Y - OfEEEHET S &
Ty LY T FERH. MAEFRAERET LI EEION TS, &
By AFETNFaRUOLT a & OEEFIAHEHTH . Wo A
P ULTNFa R ULT a dECERES N5,

I3t 7 MIUOBTHIARER O TNFZ AR NS 52 TNFOK &
EZIHE L (REEER (Ki) =1x1010M),

€1

18.2 TNF7 7 S U—([CX T DiES M
AEIOAEME K OEREABITNF a 72 65 CICHBHLT a i 9 2 4
AHEMMEIZT Y 7 ULRKUEnbrel® (BETEZESNIZIY XL
7 b GEETHEZ) 8A) LREEETH -7 (in vitro).

18.3 TNFa FEMHMREE(CW T SEEENE
KA~ 7 ZARHESEAI AR WEHI-13VARMAZIC BV T TNF a 753
HHEEEZIHI L. ZOTNFadhfEEIEZZ Y 7 LVLOKR Y
Enbrel® (BETAREINZIY I LT+ (BEFHERL) &
#I) ERBETH 719 (in vitro).

18.4 HiRKFIEMIZEE (ADCC) &
LR=F =Y =0T vEAIC&LDADCCIER:ZBE L& 25, &
Al. T 7 VILRKGEnbrel® (BETHERSN/IZTY XIILET H
(BETFHEBEZ) 8F) £ ICADCCEEAZD SN, KE D
ADCCIEHIZ T > 7 LR OEnbrel® (8ETERE SNy %
Lt 7 b CEEFHEEEZ) 8H) K0EH» 7219 (in vitro).

18.5 BAETRINGIIER
AENIRERSE (RT) $62&I0&D, v Ra5—4 VKM
HRETNICBOTHEROFEEZINE L. ZDEE IEEnbrel®
(BETEARSNzZY VLT b GERETHELZ) BA) CFRE
TH-7216),

(TVTLIL®)

18.6 BETRIMGIIER

18.6.1 5v MARFRBEHRETIV
IZAINETMET Y MUREBHRBSRET VICH LT, Sug/
jointBl EOBAMiNE G & EBAEIIEIR 2= 1% L. BER A a7
EE LT

18.6.2 YU R MEIAS—4VEEHRETIV
IZINESME Y DR VESRETILICH LT lpug/
bodyll FOEHENIEEGIC & 0 BIETRFIEMHIIRZR Lz, E72.
150ug/body DRERERNTL 5.1 & V) B R K CHEHED 2 37 %28t
BlLz, vVIBas—F Y EAMKETIVICH LTI, 50ug/
body DEMEN#HGICE D, BERRCMEFR I I T -7 Vi
BEZME L. 77 DI85 -7 Y BHRETVICRLTS.
10pg/body DIERENEGIC K U . BAERRFERER 2] L 7z,



18.7 TNF7 7 S U—([CX T DiESHE
I 3Nt MITNFaKOLT a DWW NISH LT kEEHRME:
EET A0, LTRICRT 2820,

18.8 TNFOMIRMSEICxI T B HNHIER
LO29MIFaD TNFFEFMEEICR LT, =¥ Lt 7 b 1Z10ng/
mLE EOBE CEMBE O Z2E Lz (in vitro).

18.9 IL-1 aHFATNFFEREBEICx I BINHEI1ER
v ADIL-1a (30pg/body) HHAITNF (3ug/body) FEFEHFEIC
HUT. TH 37 Ma30ug/bodybl EO#IRAHES IC & O BT
WHIERAZ7R L7z (in vivo).

18.10 fHARISEEM
Iy 3T MIMRREEOMREEEEZFEE L2 >/ (in
Vitro ).

19. BMHS IR BIBLFHAR
—fRMER Ty LT N GRETFHEZ)
[T% 3t 7 bEfil]
Etanercept (Genetical Recombination)
[Etanercept Biosimilar 1]
{ft % 4 :1-235-Tumor necrosis factor receptor (human)
fusion protein with 236-467-immunoglobulin
G1 (human 7 1-chain Fc fragment) , dimer
S Byt 7r [Ty L7 MERL] & BEET
FHMZBAENESY V7 ETHD . 1~235FHIFEL b
B ESE A F N B2 A DOMast KA A >, £72236
~467FH I3t FIgGIDFC R AL v ipbisd, T
It h [ZF IV T MEFELD B Fr A =—
ANLAY —PIRMRIC K D EES NS, T 3Lt
T [ZE 2T MERL] & 46TEOT I B
BENPS LY T 1=y F2UEDSHERSNDHESY ~
N8 (5FE :#9150,000) TH S,
W7 I BE T 934

20. BURL\ EDEFE
BEERT D T &,

22. %
(TIRIVET FBSET:ERA10Mg [MA])
INATIL AR
(II=%IVET MBS T:ERA25mg [MA])
INATI AR
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15) RS NER @ BEEE-in vitro FIR{EH-
16) FrHSEEMLNER @ EHHB-~ Y ABBRETNVICBI2H5
DT -
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H
S

24. XEfRERERVEVLEDEE
H W HBEERA A
T104-0061 HFHHRXMAENTHI2E15S
TEL 0120-137-413

26. BHERRGTRES
26.1 BUEHARTETT

Y mmumgRan
mochipa SR REPHFHTEXME1TH7EHi
26.2 BR5E

AE@&%%HTAH

RRHEBFPRXIREMTHI2EISS



