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Bl) EHE L TOARRDOB(LR OTETERENIEEMICH > 720
BE5# 24D DAREDEIZ. AF25mgiHE 2 [E R A8
(29%). 25mgIA3[EIBEEA3F] (27%) 7T & REEN 624
(20%) TH o7z F-mARFELTHIEIL. ARHN25mgla2[EH
25561 (18%). 25mgiE3EEE61H] (20%). 77 REEH
4461 (14%) TH-otzo 2EBOREE T, 1123FHKA
25mgiE 1 [mFE, AF25mgE2[EEE, X7 TR EEHOV
FTHRLICE DT o Nizd, DAZOBILRUFETICB N T,
REHEEGHE ST RBHOMTERA NG 2722,

B, MORTNFEEICE LTI, DASEROE(L R O
A, 79 RBLOLERICEDOENLEOWMENH 5,
[2.6. 11.1.13 Z&]

15.1.8 KENC BT 5DMARD#EX BT ) v~ FEBEZWREL
e RERB COSEMOREMREICE VT, AFHZRE L
78305 B, EE) VoS, A, R, BiE. REkE
Ep26fl, FEROEREESISHME S TWS. [1.1, 8.8
2]



15.1.9 BiiEE GFREEREREIIIRL)
KA G & B EERR & OBEN 2 3T 5720, ERICE
HEEPBESNIHBE —BREFRORRRET -5 X—=20 5
HeFE L7 PRIBIE ZRUITR Lz, 2 0 FRIGIEIE. GEF]
oM., F#i% b L IcNational Cancer Institute SEER
(Surveillance, Epidemiology, and End Results) 7—%
~N—2 (SEER1992~ 19994 ; 2002F4HR) » SH#EE L7z
BEHW. TR, RARSH COIREEREEZ R
EMEE OBEAIEI. TRIBIE23.5945110 L266ITH D |
Z 05 5EMEY) VONEOBIEEIL. TRIBIEO.914%1I15% L
SBITH o 7ze —H TTERBERICB T 5 EEEEXROE
) O NEOBEHEIZ. FNEnTRIFIZ0.25941. 0.010
Bzt LTOflTH -7z GHEAT—%). [1.1. 8.8 Z]
x1 EHEE GEREEREEZRL) OBEAIER ORI

3t —e— TH AL IBS

J T EE25mg > U 2 0. 5mL TMA
--o- Enbrel®

2 FiEE25mgs ) 2 0. 5ml
Mean£S.D., n=43

R 5
—

216 288 384 504
HBE %R

M1 %3Vt FBSKRE25mg> Y »20.5mL [MA] XU

0 L L
0 60 120 648 (hr)

VAt IV T VNG Enbrel®z F:25mg V) > P0.5m LB [A13 5.4 0 I 75 Hh S s s 8%
&filo L D) Bk K1 EWEE AT X—%
BHAR | me | opwo | BMER ) me | T Coax AUCks AUCHt
N8B | | A | A (ug/mL) (g * hr/mL) (ug + hi/ml)
(YoM ) 4l ] 0 0010 2855 | 5 |.0914 Iyt PBSE T 177 34536 365.45
B o B 41 0 | 0249 | 2855 21 | 22,680 25mgy) > Y05mL [MAJ £1.04 £1728 17189
ELEHAT 41 0 | 0259 | 2855 26 | 2359 Enbrel R Tk 171 348.14 37041
a) RERBBTHOBKRRICEY 57 7L ARGBEENRE L. Zmg7Y 7 J05ml =100 £15446 15195

b) A kL FH— MEAfEET.

15.1.10 FREER ERE
KA G & IR ENER R L OBEEZMETT 2720,
EEICIN S DEIBIRINTFIHE—RERADT -5 D5
HE L= TRIFIEER2IR L. 2h s OTFRIFIEIZ, fE
BlEOHE. Fizd ISR T - ofE LIEZRHV,
BZRT—r13. FREELEEA National Cancer
Institute SEERT =¥ RXR—=2IZ&ENh TRV D,
Southeastern Arizona Skin Cancer Registry (Harris et
al, 2001) OF—% Z{EH L7z,
ZORER. AAREGHTCOIBRAEREREOBEMNBL. T
HIBI%A1.74561xF Uy 1561 (B8RP RG], HEEH
gL 1fl) Th-olco —F TITREEGHICBT 2 EE
ER RO BEAIEIE. FRIFIEO0.573MIcxt L. OB TH -
7= BHEAT—%). [1.1. 8.8 2]

£2 FERENERNEO BRI O TRIGIE

75 ARG b IV T VVREED
£ ) BIHES £ B
BEAE | mz | opw | BWEE | mm | w
-8 g | om | OAF) | | s
L R a2 41 0 0.107 2618 4 8.221
|gEmEE 0 | 41 | 0 | 0466 | 2618 | | 11| 3354
FREIEREEAT 41 0 0.573 2618 15 | 41.745

a) BEWRBBTNOERRIRICET 575t RESRE MR E Lk,

b) X b+ MU FH— MNRIZET,

15.2 FEERAREAER ICE D < 1BER
ARZ<TT A, Ty NEOT->EEICHRST 5 &, hBEAR
ML & EEZ2AEEOHERIRO LN, +oEBEEFEON
T\We ZDH. BARERBEIIERS TV,

16. ZEMENRE
16.1 MENRE
(AED

16.1.1 BEHRS (EMFHEFEHR)
I &%)t 7 MBSE FE25mgy ) >~ ¥0.5mL [MA] &Enbrel®
FRE25mg Y »20.5mL (BETRRBSNAIY X LET b

CEETHBZ) #E) 27024 —N—EICXVBERABT

43R IAE AR R TG U CILEREYRE 2 0E L. EWE)
8T A =% (Cmaxs AUClast XU AUCinr) OFFREE#RL 72
FEIZ DV TI0%IE AR BIEIC THERHIENT 217 - 7o /5%, 80~125%
OHFENTH V., WAIOFEFEASHRS Nz WA ME YR
BB ROENEHE ST X -5 ZRIKOERLTRTY,

(Mean=*S.D.,n=43)
(TVVIL®)
16.1.2 BHEOgS
(1) BRALCHIFBHE
8HDHRARBREBEABFIC, T3t F10mg. 25mghk
50mg % Bia g T#E Uiz & & OISy iR & OBk
NI A =4 ZR2KROEUIRT

——10mg
—0—25mg
——50mg

3000

2000
(FHERERE) (n=8)

1000

MERI23I)LE T NEE (ng/mL)

o
L

0 100 200 300 400 500
#&5%EEE (hr)

K2 I3t NBE#RS%OMTE SRR
F2 EYBENTA—F (n=8)

AUCo4s0 AUCp-e Crnax Thax CL/F ti

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

10mg 76.5 78.6 474 435 153.1 876
SC. 1334 1337 230 +19.2 1735 +18.1
25mg 2223 213 1415 52.5 1345 86.3
SC. 1919 1919 761 169 781 225
50mg 412.0 4196 2668 49.5 1250 779
SC. 195.7 1987 684 163 1286 103

S E R R

SEZDEFKRAEFIC, 50mgz BEE NG L & ED/ER, 5,
Iy 3t T s OEYERE L BT 2R LY,
(2) NEALSIFIBHHE
KEDOBRRAIC, T F)LE7 M10mg. 25mgXiE50mg% Hifl
BTRERE L7z & EOHEMELINS A —FI13E3OEY T, HAAR
FERRADE L FIZRETH - 7267,

#3 HEYBREIST X—F

N AUCo.4s0 AUCow Crax Trmax CL/F tin
(pg + hr/mL) (pg + hr/mL) (ng/mL) (hr) (mL/hr) (hr)
10mg 6 79.0 817 425 66 132 92
SC. 244 1246 +205 122 41 +8
25mg % 2417 245.2 1650 49 1138 721
SC. 176.0 176.6 1660 17 4 136
50mg 2% 460 502 3440 4 118 780
SC. 179 +196 1920 21 152 174

a5 fE + R RS



16.1.3 RiEES

(BEV DI FEE)

(1) E22ERS

HAANBE Y & v FEBE9I94I10mg XiE25mgD Ty 3Lt 7 b
% LERIC2E 1 2B E FH#E Lz & EDMEF T Y 2Lt 7 NEE
(FT71M8) 3. BE5RBL ABRICITERIRBIEL, D&IZIE
—EDREZMER LTV (Fd). £/, S2HMKE L 201l
HHRED 1I2EBKREREFERTH . BIREIC K SEMBIEA
DEEIIALNZP T,

(2) BEEigs

HAABEE ) 7 < FBEHIIS0mgD T 3Lt 7 b2 1EMIC1ERE
TRELZEEDIY XL NOBRBERIZ. 25mgn T ¥ 1Lt
T2 ERICQ2ER 5Lz LS EEAETHY. £z, 25mgD
IV T b2 AMICIEE MG Lz EZ0Zy 2Lt T+ D
BZEEIE. 10mgD Ty x)Lt 7 % GARIC2EE 5 Lz & &
LIZIFAETH 728,

(BEMIFRMERIEIAEE)

HA N EES RS AR E134120.2mg/kg. 214120.4mg/
kgD T % )bt 7 b % AR 2ME 1 2B/ E 5 Lz & &0k
Iy XL NEE (M 7H) & BE5Rm2ERBICIEER
REBIEL, DBIBIEI-EORELZERLTBY., KEREICLS
HBEADHEBIIALNEP -T2 (F4b),
0.2mg/kgX130.4mg/kg# 512 B 5 AR NE E R F AT 2 R
BOMBERTY X7 MBEO NI 7EOHFIX. Zh 2
Vv FEEDI0mgKRU25mgit 5 & ZIERKETH > 7. 0.2mg/
kgH2E #5105 5 b T 7 #EIF0.4mg/kgl2Ei 5 0131F1/2
Th-oT,

F4 T FVET NREBREICBT HEEY VT BEROEERE

BRUEESRBEOMERTY AL T MEE (M5 71HE)

B MEHLy 3L 7 MAE (+771) (ng/mL)
(B58) DEMER | 4EMER | SEMEA | 12EFER
202JA ) 950+476 | 1017572 | 982+415
MEY Y F (10mg) (48) (45) (45)
i 202JA ] 2221£1124 | 2447+993 | 25901000
(25mg) (48) (47) (47)
208-JA 12994449 | 1005£723 | 1057481 | 1183%442
HER R (0.2mg/kg) (13) (12) (12) (11)
B g 204 2041+875 | 2217+1169 | 2871+1052 | 32691265
(0.4mg/kg) (1) (21) (20) Q1)
(CPME +1EH#RZE (n))
16.4 {8
(TVTLIL®)

I IV T MHPTNFIHEAT 5 &, HAMKET I BROBBEEY
WFHET R OCRAOHROVWTNAPICE > TRTF NEBERTT I/
BEKEBECTCRES NS LEESINS,

16.5 HEit

(TVITLIL®)

IS N ZREKRE RS LA, T 3t 7 FORAA
DOPRIITIZFEA ERD SN P o7,

1.6% (3/187fl) &cd>7:9,
EL) RMHEK. ESGERG. [EZK. BREK. 7Ly
LM, BB, OFEANLARR, BRES. BIRK. FiR
E2) A OKLIE. % D ERE. [EIRES
#1 24ERFICB1F 2DAS28-ESRELE

T4 3t 7 MBSE T Enbrel®f Rk
50mg Y »¥1.0mL [MA] 50mg ) »¥1.0mL

(164f) (1650)
DAS28-ESRE{LEDF5f# -3.009 -2.859
[95%(EHEX ] [-3.1981, -2.8198] [-3.0513, -2.6673]
DAS28-ESRE(LEDZE -0.150
[95% E X ] [-0.3768, 0.0775]
(ZTVTLIL®)
gV IIF)

17.1.2 EPSE IEE0R (RIGRRBAIDT—5)

IH 3Nt T+ D10mgk025mgiE2[E % 5 DDMARDER) O
iU FREENRE LTI AR EEmILERE (A%
PERBAT AT REEBIEA47H]) (2B 5 1285 H o [ACRIKEHHE
& 2EHER (ACR20) @] %, 2UIRT, T¥FLLT MRS
BEICBIFHACR201E. &4 7T RBICHE LERICE D 5 72,

2 12¥FHEHDOACR20 GE2[E#E)

BE58 (x2/8) 77t R 10mg 25mg
ACR20% 6.3% 64.0% 65.3%
[t e 1% U T p B A T4 [3/48] [32/50] [32/49]

17. ERRRE
17.1 BMRURLSKEICET 3K

-1

(REIUDOIF)

17.1.1 EFFHEEISE MABER

AR LFY— MARTHRATS LB v FEEEFREL
X 2Vt PBSERES0mgY Y > Y 1.0mL [MA] RO
Enbrel®fz FiE50mgy VU > ¥ 1.0mL (BETERSNZIY 1)L
7t GBEFEIEZ) A BRSO —EEMRILEGR (§
TOERRIT N SERIEL32901) 1ICB 1 5152480 [DAS28-ESR
ELR] 2R1RT. FEILY RRA Y M THBEEE24HRED
DAS28-ESRELEIX. T4 x )t 7 FBSE FES0mgy ) >y
1.0mL [MA] #58 % OEnbrel®f FE50mgs V) > ¥ 1.0mL#%
G T-3.009K%0-2.859TH 0 . BHZEDHEEMK O EDISKE
BXE, FFEFAROHEEA [-0.6, 0.6] &N, WA
BRSNS ERE Nz,

e (BAMEEREZED) ORBFER, =¥y x LT
BSEZ MiES0mg> Y >~ ¥1.0mL [MA] #58T51.3% (96/187
Bl) TH-otz. ERBWEAIZ. BYWEED 31.6% (59/187fl). &
SHEARISE 10.2% (19/187H1) . FFFEHEMEE -574.3% (8/
187H1). BImEkigD3.7% (7/187H1). F352.1% (4/187fl).
BERE, FREOREE. DRERER. EEEo W ROENE

a) ACRa7tvy +o5 5, MEHBEBN ORIERBEEHAD &b 1220%5 Lk

#F L. »Oi%RD OSTHEH3IEEA20% LikeE U ER O#l &

BIEROFBERIE, T3t 7 F10mght69.2% (36/52%1) .
I3t T 25mehi60.8% (31/5141) RUT T KEE54.0%
(27/5061) TH-7zo EAEWERIE. T4 3t 7 F10mghtT
HEHHEIRIE15.4% (8/5261) . BMHEEA13.5% (7/52f). K
RK7.7% (4/5201). TH 3t 7 b 25mghE CIEHEHAIRIE15.7%
(8/51f1) . BAIREAZE11.8% (6/51M). YE&HAAIHEO.8% (5/
5161 THo7z.

17.1.3 EA%EMEEER (25mgiE2E01#%5 &50mgil 1 EHE S D)

IZAINET b O25mgE2[EIRSIC kD BRI ESLRE LT
WA T FEEEWNRE LT, 25mg% #2048 516
%, 50mgHE1EISHEMBE Lz & X DEMER RS2 L
oo ARHERRE (RN RREGEALE]) (2B 2485l H
(25mgE2[EH SR TH) RO12:EFHIH (50mgi ] EH 54T
) O28MEIEBIERER 27 (DAS28) (FHHE) &, 2h2
N3.26%03.13 (WEEDZE : -0.10) THo7.

BIfER (BUME, BEIMRISZ2RL) OXRHAKII, Tyt
N 25mgiHE2[EEE2.4% (1/4261). T4 * )Lt~ 50mgi 1 [E
12.2% (5/4161) THh-o7z. FE2BIEA (BEHE. H5HMKIE
ZBR<) & T RIET P 25mgBE2RIEETHE2.4% (1/424).
I3t 7 F50mgiEl [mEF TR, OWNER. BiES. B IR
R AR, SRR EES2.4% (&£1/4101) THo 7z,
BPEOFIFRIZ, T3 )Lt 7 +25mgE2[ERE2.4% (1/424) .
Iy 3Nt F NS0mgRLEREL7.1% (7/414]) TH -1 BREE
RIS (FEBFZERDZWV) &, T30t 7 b 25mgiE 20m B
TRAOSNT, T3t 7 F50mgl1ERET2.4% (1/4141)
WCRD SNz (1 AR T BYER SIS L. fih
DEREIRNEFTSNTz.)

17.1.4 EASEMAEEER (10mgE20#%5 & 25mgiE1 RS DHER)

DMARDEM OB Y Vv FEEZXNRELT. T¥RLES b
D 10mgiAE2[a# 5 % 0 25mgi 1 [a1# 5 OB/ 7 K VR &1 % HEt
LU7: —E GG (AR AT SOERIEO5H]) 1B 512
SEFHEHODAS28DRN—A 54 6 DZELE (FiE) 1.
10mgiE2[E# 58 % 025mgil | #5852 h 2B\ T2.07%
U2.25 (MEEDZ 1 -0.18) TH o7z,

BIVER (OBREME. BEIMRISZ2RL) ORHARIL, Tyt 7
N 10mgiE2[EIEE17.0% (8/47f1). T4 )Lt 7 b25mgiE 1 a1
22.9% (11/48fl) TH-7z. EREIWEA (BRYYE. HEHMRIE
ZBRL) 3. TRV N 10mgHE2[E R CHEE., F5%4.3%
(%2/4761). T 0Vt 7 b25mgBE 1 [EEECALTHA. ASTH
#8.3% (%4/486l) TH-o7-. BISEDOHEREKIZ, T4 1Lt
7 N 10mgE2[E#21.3% (10/4761). =% %)Lt 7 +25mgiHl
[a#%8.3% (4/48f) TH-7zo HEEMKIE (HEEFRZBDZ
VW) OFBRIE. ¥ FLET N 10mgE2EE10.6% (5/4741).



I3V T F25mgElEE16.7% (8/48fl) TH-o7z. (F:
KRBTl BYPYER OB GG, thOFREIIFNCES S
niz.)

17.1.5 EASEMAEEER (B EIDIBEIERSICXT ZRELEMR)
I3t 7 hD10mgkU25mgif2[E# 5 D DMARD &2 o BE
iU FBEENRE LA N LEY— bBEEREER
B (3 B STAG AR O RAE IR S A2 A5 Joh 1 SATG A A7 S0t SR RE M9 4%
550fl) KB BR—RT A v 55258FHH & T O BIiRkEE
BzFRUCROXHEAITT (modified Total Sharp Score :
mTSS) TEHE L -fR2R3ITRT . T¥ 2Lt 7 MESEIE.
AN BMLFF— bR (MTXE) ICHEB LW hbHERIC TR
OEREIHI Lz £/oo T 3ILE T M 10mgKk O 25mgH 58
DACR201Z, 24 H T2 ENT77.0%. 77.5%. 5238 H
TZENENT5.9%. 78.6%TH D, MTXE TIE24EFHH T
56.3%. S52EFHAH T62.5% TH o7z TH XY T MESEIL.
MTXEICHEBE LWy ERICED? - 7210,

#£3 S52BEFHHOMTSSOR—A 51 > » 6 DE(LE

% AR RLFF— R ggg fﬂf’;“é
I 171 190 181
MTSSOR—27 1 ¥4 6T %L 9.82 5199 | 333
[ ] [1.16] [0.93] [0.73]
okl 400 1.00 050

a) p<0.0001%f X b b LFH— MEE, HOEATET L2 EH
b) LHEMIC6~8mgz2~3EIIFE L THE.

BIEFH (BROYE, HEIARIEERLS) ORBLEF, Tyt
F10mg#E41.7% (80/192fl). T4 %)Lt 7 +25mghtd1.2%
(75/182f) RUOMTXE43.8% (77/17661) TH->7z. E74E
TER (BRGYE, HEHMMRIEERL) & T 37 10mgh#
TALTHINA.7% (9/192f1). ASTH#M4.2% (8/192f). CIP%
3.6% (7/192ff). T% 3L+t 7 b25mgBETALTH#NMS.5% (10/
182f) . ASTHIM4.4% (8/1824). $53.8% (7/182f) T
BHotz. BIEORHALIE, T3t 7 b10mgh37.0% (71/
192fl). T %)Lt 7 +25mghE38.5% (70/182f) BKUMTX
B$36.4% (64/176f) TH-o7zo HEGHMMIES (KHEBEGZRD
W) 1E. T 3L T b 10mghE20.8% (40/192f), T4 %)L
£ 7 F25mghi20.3% (37/182fl) HUOMTXE1.7% (3/1764)

TH-ol. (F: AHBTRE, BPWEROBREGHMRITE, ioH
REFHNCEEIENT.)

(EFEMIFRLRIETREE)
17.1.6 EA%E T 1HHER
A PLUFY— MRS ERT VEBEEARTH HEHEDOZ
RIS AL S R R B B (5~ 17/ ZRELA—T >
AR (AR FERITRERIL2261) cBVWT, T¥RLETS
O.4mg/kg (25mg# EWR) #3E20E 1 2ERHRS L & & OH
HEROZ2EEHE Lz, 1285HEHO TACRIGEREICESE
2% (JRA30%DOI) 2] 1290.9% (20/22fl) TH -7 (£4).
#4 1283 H ©JRA30%DOI

n ; 204758
BE8E (x2/8) 0.4mg/kg
JRA30%DOI! 90.9%

(AR E 1 U 7RI RE B [20/22]

a) JRA30%DOI%#k L7z LI d 51213, LIRO2EBR T2l T MENH
5

1. JRAZ7ty F6IHEH3EBL ETR—Z2F4 ¥ H 530%L EOtEH D
5N%

2. JRAZ7ty FOFHEEBICE T 2RX—ZAF 14 2D 5D30%LL EOBILA6IH
HlIHEHETTHSHZ &

RITEF OFBERIZL00% (22/226]) TH-o7z. ELEWERIZ. B
WHSE786.4% (19/22f1) . FEEHEAIRIET7.3% (17/2261). Bl
250.0% (11/226). 1 > 7 VT V¥, E£40.9% (%9/22
Bl) Tho7z.
17.1.7 EAS T1EEER

A b PLFY— MR ERT XEEEEARTH 2EHEOZ
REENELE AR R R B B (5~ 17HR) ENRE LA —T
B (AR EERITHGOERKL3M]) IcBwT, T RS
10.2mg/kg (12.5mgz bR) Z@E2E12BEHEG L E0H
MR OREE 2R Uz, 12856 HDJRA30%DOI2) 1%
92.3% (12/13f) TH -7z (&5).

5 128E7HEHDJRA30%DOI

- . 208-JARER
BE58 (x2/38) 0.2mg/kg
JRA30%DOI2) 92.3%

[ RE M 10 U T RE I AR [12/13]

a) JRA30%DOIZ#AR L7z L9 51213, DIRNDO2HER& T2l s bENH
5

1. JRAZ7ty F6IHEH3EBL ETR—=Z2F 1 »H 530%L EOtENRD
5N %

2. JRAa7t v FOFHEEBICBE T2 X—ZAF 1 25 5D30%LL OB 6IH
HHIHEEHETTHDH I &

BIER OFBERIZ, 92.3% (12/1361) TH-7z. FHBIERIZ.
EFHRALRIE61.5% (8/13fl). BIHIEZ$53.8% (7/13fl). FESE
23.1% (3/13fl) TH -7z

(BEVIIF)

17.1.8 BAE TEHR (RIEEZENF DT —9)
DMARDDZGEAMES UG ) v~ FBEE2MRE L
7o RMBEERE G (AT SAERIE180%1) 12
BWT, BEHBSSHBDACR20%ZEKO6IIRT .

Bt EHEEOMICHBEE P RO 5N, =¥ 2Lt b
16mg/m2BED ACR20I Mt & Helit L THEICE - 7211,

#6 HEHM8SHERDACR20

(AR e ) , ,
mem m) | 77ex | omgnt | omgmt | lemg/m’

I 44 46 46 4

ACR20% 14% 33% 46% 75%

a) ACRa7+ty bD5 5. BRI CHRIEIRBIEI#A & ©1220%2L kit
#F L. »Oi%RD OSHEH3EE A 20% LikeE L ER o#l &

BIEFOFRBEHIT. T4 2+ 7 10.25mg/m2E21.7% (10/46

Bl). =& X7 2mg/m2EE26.1% (12/4661). =% 3Lt

~lomg/m2BE72.7% (32/444) KRO7 TR EE18.2% (8/44

Bl) THolo. EEWEAIZ. T4 X)Lt 7 h0.25mg/m2EE TlE

K8.7% (4/46f1) . HEIMIKIE4.3% (2/46f). =& 3Lt 7

F2mg/m2EE TG EARKIE13.0% (6/4601) . FEED £ »

4.3% (2/46%1). =% 3 )Lt blomg/m2EE THEIA KIS

52.3% (23/4441). FEtED v, BB, T O ERE, HAEALE

BE45% (&2/4461) ThoT.

) I TAAORE ) < F IS L TERSN TV A AERCH
B1310~25mgZz1H1E. #ic2E. XiE25~50mg#z1H1
|, i1, ERESHTH B,

17.1.9 iBSISE MABEHER

DMARD ORI RAEET L7z EBHEREET ) v~ F BEEZ R E L

7T RNBEERILEGAE AN SAERIE22961) 12

BLT, BEHIA2E. 31 ART6 1 A%BDOACR202E7IIRT .

IYINET MEEBOACR201E2:E, 37 ARU6H ABOVT

ncBLTH, P RBICHLTERICEL . 2EHE» SR

OFEEADPRD 5N 212,

K7 BE5HM2E. 3»H. 64 A%DACR20

BE58 (x2/8#) TItR 10mg 25mg
w1 | B3|
28 1% 18% 31%
ACR202) 3nH 23% 47% 62%
61 H 11% 53% 60%

a) ACRa7+ty b0 5. HAEBEEN CHRIEIRBIEIKA & &1220%2L kit
EL. PO OSHEM3EEA20%LL Ltk UEF O &

BIEF (RBUVE. BEMURIEZER) OFRARIR, Ty LT
F10mg#28.9% (22/76f1). =¥ )Lt 7 F25mghE25.6%
(20/7861) KO T T RBEL11.3% (9/8061) TH o7z, EiEl
PER (RRYYE. BEHUREERLS) & TF 32027+ 10mght
THARES.3% (4/7661). B%3.9% (3/7661). &, HERE. &%
WK, TR IERE2.6% (%2/76f). T8 )17 h25mght
THA5.1% (4/78f). 382, £ SEERER3.8% (&3/7801). I
EAE. WMIEMNE2.6% (&2/786) Th -7z, BIVE (KRR
ZDLV) OFRHEFIZ, 5 XLt T 10mght56.6% (43/76
Bl). TH 3T F25mghES7.7% (45/7861) KT Tt REE
37.5% (30/80f) Td -7 BEHMMURIEIE, T2 LET b
10mg#ET43.4% (33/76f). =% x Lt 7 +25mght T47.4%



(37/78f) UV TFHRETI2.5% (10/80fl) 1§80 5Nz,
(F : AR T BEVEN OB GO RISIE . lDORER EI13H]IC
#®itanz,)

17.1.10; 8N E MABHER (25mgBE2EIR5 50mgB 105 DM
39

IHINET FO25mgHE 2[5 K O50mgiHl 1 H#S5 O
DMARD#E OB ) 7 v FBEEZHRE LT T RAMB-=H
BB (AR AT SRR 54206]) 151 2 SEAH H
DACR201E. % )Lt 7 F50mgill 1 [EEIH W T50% (107/
21441) . 25mgH2[EBICZHBWT49% (75/153%1) THO. BN
HICB T BIEBWEPBRES Nz,

SHETORMEFRAOFEERIZ, T4 %)Lt 7 M50mgi@E 1 [
38.3% (82/214%l). =% %)L+t 7 +25mgHE2EE41.8% (64/
1536l) KROTZ -t RE32.1% (17/536]) TH-7z. 8BEETIC
B L FERBERIE. T4 30t 7 b50mgi@ 1 [mE Cgt iR
RIE17.8% (38/2144). H£5.1% (11/21441). FEE3.7% (8

£9 1287 H DJRA30%DOI

BE58 (x2/i#) 0.4mg/kg
JRA30%DOI 74%
G623 AN AW ad el E % S| [51/69]

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

%

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

5N %

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

HPlHEHETTHSHZ &

IN— 12

N=FITUVARY ¥ —LHE SN HEEE (JRA30%DOIDHE
el L WBRES10]) 2RI, T4 X)Lt 7 1+0.4mg/kg
DOE2EE NG %2 T 7RG (BA210HM) IcIvEx-&
ZFDJRA30%DOIY %, FI10IZRT . T¥ XNt 7 MESHTIE

/21440) . =& )t 7+ 25mgi 2 [mE TSR AKIE17.0%
(26/153f) . Eiv7.8% (12/153f1). E#6.5% (10/1530)
THoto 16 TORNFAORILIE, T4 317 F50mg

7T Y REHC H L R ORGSR S 719,
#10 #54#&210HZ TOJRA30%DOI

JE1[EIBE43.5% (93/21441). =% %)t 7 h25mgHE2[E R #5E (x2/8) 77K 0.4mg/kg
47.7% (73/153%1) TH -7z FRBEHWEAIZ. T¥RLET JRA30%DOI2) 35% 80%
50mgiE 1 [\ B THESTEBMKIS18.2% (39/21441) . $%£6.1% [l |23 U 1B/ E R [9/26] [20/25]

(13/2144%1) . B@4.7% (10/214%1). =¥ %)Vt~ +25mgill a) JRA30%DOLI# R L 7= Ll d 31015, U FO2EELT &7 T BEL 5
Q0B B CHESTERAL RS 18.3% (28/153M1) . HEin8.5% (13/153 %

Bl). BERE7.2% (11/15361) TH -7z, 1. JRAZ 7ty FeEBEHIEEL ETR—25 4 > 530%L FOikESED

17111805 8552 (BAEIDESHIESICX I BBHLEZIR) 5%

I3t 7 bD10mgkU25mgE2lEE 5D DMARDE O F 2. JRAZ 7t v FOFMEIEBEICE T HR—RA 51 25 5D30%LL_EDE[LA6IE
RGN ) v FREAIRE LA b FLF Y — MBS SR BFRIRRETTHECE

el BR  (BAERFRAm AT S RIAEFIELO6 164\ 76 200 1 A A AT of R
SEGIE63261) 12B T RRX—=2F 1 V5 1 E-ROMBEEERZ
FRUORBROXHEA 2T (modified Total Sharp Score :
mTSS) ZHAWVTHMULAERZESICRT. T¥XILET b

23— N ICEWEA (BEERORSHBIRISER) ORRRE,
39.1% (27/6961) T 7o ExEINERIE, FE’E13.0% (9/69
). Br11.6% (8/6901). WERE7.2% (5/69Fl) TH-7. #
o AR IS D FBRILIT.7% (26/6901) Thoro Fho BY
25mghd. A b b LEY— MBE (MTXBH) ROIHILET b FHARSOZE 6
10mgRHC B L WS b AR ICHESBEOE2 MG L, § <%55{%%Fn%mx) DFBEIL, 62.3% (43/69f) T
72v ITH3NE T F10mgRkU25mgBENACR201E. ZhZh Pl i .
% EO%TH D . MTXEC Ak a1 R— P2THIfER (BRERORSHMIE <) ORFEL,
: o oheEeie Ty I ET NEE28.0% (7/2561). 75 FBEL9.2% (5/26
8 1FROMTSSON—-RT1 ¥ 45 ORILE Bl) Thote THIET NEETHS N ERRINFRIL. T8,

- PN 10mg 25mg B%12.0% (%3/25061) TH-olz. HEEMRISOFKERKIL,
200 20 I3V T MEEA.0% (1/2561). 752 REE3.8% (1/264)
SEFIEL 213 199 204 THolze Tl BRPE (HREFEZEDEZV) ORHERKIZ, T
MTSSDR— 25 { Vi b DFZ(LE 1.74 1.44 0.772b) &2t 7 hEE60.0% (15/2561). 77 & KE30.8% (8/26
[fEHeaEsE] [0.30] 10.30] [0.18] Bl) ThH-olze (F: ARBETIE, BRER OCBGEARIGIE,
R 048 0.00 0.00 DEREFBNCEFTS NI,

a) p<0.001xt A b b L4 — hEE, R TEAI L7zvan ElterenfiiE
b) p<0.05xt10mg#HERE, FEpHRK TR L7zvan ElterentiE
c) LERIZ20mgE Ts

18. EREIE

18.1 {EAEER
I¥ 3Nt M. B FINFREH L © 74 =855, @IS
ENLTINFakULTa%z, BED LSy —E LTHIEL (Lt
Ty —EERIS). MBEERHO LTy — DS REET S &
Ty YT FERA. MREFRZRET 2 EE26NTVS, &
By AFETNFaROLT a & OREEFRIAHEHTH Y. Wo A
#UZTNFa ROLT a 3OS S N5,

BER (BYWEROEBREMAERIGZERL) OFKBERI, T4 1L
t 7 b 10mgH52.9% (110/208f1). T4 )Lt 7 b25mght
57.0% (118/207f) KUMTXEE68.2% (148/217fl) T#H -
Too EREWER (BYWEROERESHMAREZRL) &, T3
"b7° N IOmgﬁT‘EEBQ% (29/208{%) N %‘E\gf)% (20/208 I¥% )l/’t’j’ M IZU937% D TNFZAKICH ATNFORES
Bl). FHI7.7% (16/208f). T )Lt 7 b25mght CHE HE;W, T— (%Effﬁfiﬁx lo,loﬁ)ﬁﬁg x o
10.6% (22/207f1). HEin9.2% (19/20761). D £ W (ﬁ,bc' - °
0, s > ERLAN i
) & " ) AHI O O BB TNE a 7 6 O AVEHLT a 1o 3 8
7 F25mg#79.7% (165/207f1) KOMTXEE80.6% (175/ e o . >
. ) g N EHAMEIZT Y 7LV LRKRUEnbrel® (BETERSNIZIY XL
21761) TH otz BEMMKITIFE. T )t 7 M10mght . X _ L
o N o 7 GEETHEZ) A LREEETH 7215 (in vitro).
30.8% (64/208f). T% %)Lt 7 +25mght38.2% (79/207 . . -
) ROMTXEER.3% (18/21761) TH-7z0 (F : KRB TI 18.3 TNF a SFEMHMHIAGEIC N S SMREE!E
@%E&@Hggmﬁ}imu‘ 1’@0)$2§t LiBUl:%%ré hf:o) ﬁﬁ‘]ti? '7 Zﬁ%ﬁﬁ"%&lﬁﬁﬁkWEHI-13VAR¥H]E@Z::BL>’CTNF a %g
- ’ w HHEEEZIH L. ZOTNFadhfE#EIEIZ Y 7 LVLOKRY
(BEMHIFREREEREE) . _ N _ .
Enbrel® (BETHERESIN-IYZILLT N GBEFHEIEL) 8

17,1128 1/ IR : o
A bR LE— M 2R U BEERR TS B EHED A ERBETSH 51 (in vitro ).
18.4 HilFkEFEMISE (ADCC) &t

Z MBS F R RS R EE (4~17KR) 2RIy L f )
LS N OEE AR LT, LR=F =YV =T vEAICEDADCCHEREZ B LzET A, &

JS—111:
F—7 VREEICB T B 1 238FH H OJRA30%DOI?) %, FIITR
ER

Al. T 7V IV®KOEnbrel® (BETEHERESNZIY XLt b

CEETHEBEZ) 8F) L HICADCCEENRD 5., KEO
ADCCHEHIZ T Y 7T LV IV® KR OEnbrel® (BETERSNIZIY %
Lt T GRIZTHIRZ) 8F) Ku@Eh»-7215 (in vitro).



18.5 BaEmiHI{ER
KANIRERSG (BT) §562&I0&kD, w7 A5 VFHRE
HIRET VBV CEMIRORIEZIH L. ZOREIZEnbrel®
(BETHRESN Ty Xt 7 ~ CEETFHIRZ) BAD) CFEB
TH-7216),
(TVITLIL®)
18.6 BAEmXINHIER
18.6.1 5w MARFRBAIRET IV
IZINE T MET Y MUERFBRBESHRET VIS LT, Sug/
jointPl L OBAEINHGIC & REEIER 2 ME L, BER a7
EZoE Lz,
18.6.2 YR NBIAS -4 VEEHRNET IV
IH AN NI M) DRI T -7 VEfiRET VIR LT 1 ug/
body Bl LD EHENG1C & 0 B RFFEIIHIR R Z R Uize £z,
150pg/body DIFFENE 512 & 1 BRI CMEBHIED 2 37 &4
Bl vYIRa7 -7 VBB ETLVICHL TR, 50ug/
bodyDIEFEARIRGIC XD . BEIR R OIMERHL IR I Z —7 Vi
HBMGEEMEI Lz, 75 MBaT -7 VBBRETVICHLTS,
10pg/body DMERENIGIC KV . BAEIRFERER 2 I L 72,
18.7 TNF7 7 = U —([CX T B ESHR0ME
IH 3Nt T METNFaROLT a D Wi izrt LT s i sm
BT 2P, LT RIS T 2EEHMEIIR 220,
18.8 TNFO#RISE [Cxd 3 BINFIEFRA
LO2OMIRO TNFFHERMBEZ I LT, =¥ 2Lt 7 M10ng/
mLY O E CEMBERORD ZiE Uiz (in vitro).
18.9 IL-1 af#ATNFFERBGEICK T 2 INEIER
v ADIL-1a (30pg/body) HATNF (3ug/body) FEFHEHFEIC
LT, TH 37 Ma30pg/body bl EOEIRAS 12 & O FFE
WHWERZR L7z (in vivo).
18.10 HHARSEEE
I 3T MIRIAMREROMBREEEEEZFEE L2 o7 (in
Vitro ).

19. BRI ICEIT ZIBLEMAR
—fRMER Ty Ve N GRETFHIEZ)
[T% 3t 7 MEfil]
Etanercept (Genetical Recombination)
[Etanercept Biosimilar 1]
{ft % 4 :1-235-Tumor necrosis factor receptor (human)
fusion protein with 236-467-immunoglobulin
G1 (human vy 1-chain Fc fragment) , dimer
N Byt 7r [Zy 307 MERL] 3, BIET
M ZRENESY N ETH D, 1~235%FHIE b
B ESE A F T B2 AR DMBast R X A >, £72236
~467FB T MgGIDFC R AL VD58 b, IY
NS [Ty IS ML & Fr A =—
ANLAY —PIEHMIRIc K VEEE NS, ¥Rt
Tbh [Ty LT ML & 46707 I B
BEPS LY T 1=y F2MEPSHERSNDHESY >~
NIE (5378 1 #9150,000) TH%.
W7 I B 934

20. BRWL EDEFEE
HiEEETB &,

22. %
(TIRIVET FBSETERA10Mg [MA])
INATI AR
(II=%IVET MBS T:ERM25mg [MA])
INATI AR
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418-423 [AYM190058]
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(2) :161-164 [AYM190059]

7) TV T UIVRETRIERA2SmgHEE R | AW E SR
FEE (2005FE1H19H &R, ~N.3.2.1)
8) Takeuchi, T. et al. : Mod. Rheumatol. 2015 ; 25 (2)
173-186 [AYM190061]
9) FrHBEEMPNER ¢ EFEIL[EEE A FHER
10) Takeuchi, T. et al. : Mod. Rheumatol. 2013 ; 23 (4)
623-633 [AYM190062]
11) Moreland, L. W. et al. : N. Engl. J. Med. 1997 ; 337
(3) :141-147 [AYM190063]
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(6) :478-486 [AYM190064)
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763-769 [AYM190068]
Fe B NE R © FIHER-in vitro FEIRIER-
16) FFHBEELNER @ EEHE-< 7 ABEHIRETNVICB I 2B
HEDRET-
24. XHREERERUEVWSDESE
O H B
T104-0061 BWEERHRXBENT HI2%F155
TEL 0120-137-413

26. BSHGTERES
26.1 BHEARFETT

Y smmmstat
mochipa SRR EPHTEXME1TE7EH
26.2 BR5:

D H HERATH

RREFPRXIREMTHI2EISS

_
S



