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& T TR RBOM TEEA LN,

2B, OPIINFERIEIC BV TUE, DARIER OB L OFELE R, 7
TERBELY bERICRO LN EORENHSHY, [2.6, 11.1.13
2]

15.1.8 KENZIS31F HDMARDIELHRAF U v~ FF 2 k4 & L= R
R COMEMOL MBI T, AHIZHEE L1218361D 5 5,
HEPEY oSBE, PR, R, AR, BEMEGEA26H], JERANE
R 601 S Tnb, (1.1, 8.8&MR]

15.1.9 BHES CGFREBERERIIR)

AH G & BRI OB RRTT 570, FEEICEME
BEBEE ST B & — BRI ORI T — & _R— 2B HEE L7z
TG E R NR LT, 2RO OFRIGIEE, EGFIEOM, Fihz
%, & |Z National Cancer Institute SEER ( Surveillance,
Epidemiology, and End Results) 7 —#-X— A (SEER1992~1999
M5 200244 A RR) 2 DHEE L7Mfia FV Tz, & ORER, AAIR 51
TOFEBANE R I % bk < BV O BEFIEIE, TR, 594
Bzt L26BITHY . 2D 5 BEMY L oSEOBIEFEIT, THIF
$50. 914Kkt Lol T o7z, —FF. 7T B RREERECIT 5 M
JEEIE B O Y o IE OB FISIT, 2 T I B1470. 2594
0.010flzxt L Ol Th o7z GHEAT—%), [1.1, 8.8%H]

K1 EVEIES GEREMEUERZR) OBISFIER OTRIFIK

75w BN AW LT
i) TEMERTS =] TR
BB N o BEIZN ] il N o
A+ 4F) HEBIEL | PG (A - 4F) BEBEL | TGS
Y LS 41 0 0.010 2855 5 0.914
TEPEY LIRS 41 0 0. 249 2855 21 22. 680
MRS AT 41 0 0. 259 2855 26 23.594

a) RRBBATHIOBKRBRICET 27 7 R BEL IR E L,
b) A b bLFH— MERGEE T,

15.1.10 FERERERE
ARG & Fe BT G IR & OB 2 R B0, EERI
IS OENBE SN E RERA DT — 2 S HEE L= Tl
Bl R2TR Ui, 2D OTRIBIEE, SEGIEOME, Tz b &
BT —Z b HEE L EE v,
RBRSWT — 21, JERANEL G National Cancer Institute
SEERTF —# R—Z|[ZE&EN T2, Southeastern Arizona
Skin Cancer Registry (Harris et al, 2001) OF —Z &Z{EH L7=,
T ORER, ARG RECOIHRONER R OBEFIEIE, TR
41. 74501 %t U, 1661 (B2 J§R-F- EROmAB], FEERMRELLE]) Cbh
ST —H. T T B RGBT T D IR R AR R OB,
FHEIFIR0. 5736 L, ol ChH o7z BHEAT—4), [1.1, 8.8
2]

2 JEBENEROFE OBE IR O 515

75 R R ez
Ao TEMERTE ks TEVEAT
BRI N o ERIR N o
O -4 | BERO | T (A - 4P) BB | PRI
B RO 41 0 0.107 2618 4 8.221
FLECHBE 41 0 0. 466 2618 11 33.524
IR ANER RS 41 0 0.573 2618 15 41.745

a) RURBBATHIOBKRRICE T 27 7 e R GBE LR E L,
b) A b b LFH— MERGEE T,

15.2 FEEREREABRICE D < 1EHR
KRz~ A, Ty MEOT S WHICERST 5 & PR
LERPLARIRME DR TRD H L, T RBEENG LN, 2
DIz, BAFIERBITIE S h T,

16. EWEhRE

16.1 mAEE

16.1.1 BEE%kE

(1) BRANIZHTHEHE
84 D B AR NS 112, =& x/L& 7 h10mg, 25mgf 50mg%
BRI TG LTz & & O iig h SR EEHER i OSSR B < Z X —
2 & IR ORUTRT,



a
;\En 3000 } ——10mg
£ —0—25mg
o ——50mg
T
> 2000 f
N
kY EAFE) (n=8)
AN
& 1000
H
H
HL
g o . :
0 100 200 300 400 500

HEHIEE (h)
X1 =zt 7 SRR G O g SR R

x1 EYEREANT A—F (n=8)

£3 X RNVET MREREICBT MY U~ T EE R OEEME
R B R BFE oM P2 37 MREE (K7 71H)

B M =2 2t 7 MRE (57 7)) (hg/nl)
BHE) | o#pliE | 4B SEFHGH | 2@ H
202-JA - 950+476 1017+572 982+415
B U v~ F (10mg) (48) (45) (15)
B 202-JA - 22211124 24474993 25901000
(25mg) (48) (47) (47)
208-JA 12994449 | 1005+723 1057+481 11834442
A R (0. 2mg/kg) (13) (12) (12) (11)
B BE 204 20414875 | 2217+1169 | 28711052 | 3269+ 1265
(0. 4mg/kg) (21) (21) (20) (21)

AUCy-450 AUCy oo Cmax Tmax CL/F tis
(ug -« hr/ol) (pg -+ hr/mL) (ng/mL) (hr) (mL./hr) (hr)
T 76.5 78.6 1474 13.5 153. 1 87.6
e S & +33.4 +£33.7 +230 | +19.2 +£73.5 | *£18.1
i s 222.3 297.3 1415 52.5 134.5 86.3
m; NLON
s +91.9 +£91.9 +761 +16.9 +78.1 | +22.5
some S ¢ 112.0 119.6 2668 19.5 125.0 7.9
e S +95.7 +98.7 4684 +16.3 +£28.6 | £10.3
SN AT AR 7

84 DR AN B 112, 50mgZ& HLRIR T Hh- Liz & & DFERNH, =
2 2t 7 N OB BAF AR R LY,

(2) HEANIZHITZHEE
KEOWREERAIZ, =% /Lt MOmg, 25mg X I1E50mg% HilalfZ T
B LIz L & ORYEIRE T A — X FEK208 Y T, BARN@EER A
DELIFERETH 729,

K2 HWERENT A —H

CHAME LR (n))

16.4 {3t
TH XN MBINFICAEG T 2 & EAIRITT X B HEER UL
RAH B OYRA~OHEIE DO WFT N L o TRTF RRBE R OT I
R Zm TR END L HEERIND,

16.5 HEitt
TH XS N EEER RS LA, ©X BT FORFA~
OPEMTIZ & A EBD BN o7,

17. BERRAEAE

17.1 BHHERUVREMEICET 5388

(g o< F)

17.1.1 ENE THEFAR (RBEEZREFIOT—42)
AT D 10mg Jz R25mg I 2[m1#% 5- DDMARDAERY DEAER U 7~ F B % %t
Gl L7277 w AR KR G Bk (2 M i e S 1 4147
B) (I B 128 o> TACREEILAEIZ L 5 A #hER (ACR20) @)
. RURT, REFEGHICBIT DACR20X, &4 77 RBEZI
i LA IS Ao T,

AUCy- 150 AUCy-eo Cmax Tmax CL/F t2
" gt | (ugchm) | Ge/ml) (hr) @L/hr) | (hr) #1127 B OACR20 GE2[R|#5-)
Lomg S.C. | 6 79.0 81.7 425 66 132 92 BER (X2/#H) TR 10mg 25mg
+24. 4 +24.6 +205 +22 +41 +8 ACR20” o oL 0% o5, 3%
25mg S.C. | 26 241.7 245. 2 1650 49 113.8 72.1 [t L e L2 5 U 7o B4/ e 1 4] [3/48] [32/50] [32/49]
+76.0 +76.6 +660 17 42 | *13.6 a) AR T &y FO > b, IR ORIBIRBEIEA & b (220600 Lt L, 2ok b
some S.C. | 28 460 502 3440 48 118 78.0 OB A 3L A A320%LA L LIz SEF OFIE
oome o b 179 +196 +1920 +21 452 | +17.4
AN £ B 5 BIEFH ORISR, AAI10mghE69. 2% (36/5201) , AHI25mgiE60. 8%

16.1.2 REHE

(A < FEE)

(1) E2mEEE
HANBME Y 7~ FBH994 12 10mg XX 26mgD = & F Lt 7 k%1
RN 2m 120 R TG L7z & & oo # F 0t 7 R (b
7 74l 1, BEBAL sy ARICTEFIRBIGEL, DRIFIE—TD
BEAHERF LW e (R3), F/o. 2L Lz & & omighig
b 12MB G E FETH Y . RIS X 2 KpEiiE~ g
[Ny AWy EEeY

(2) BlEEs
HANBHE U o~ FBEI0mgD = % 2Lt 7 k& BERIC1EL T
BELZLEDOZZ RS FORERIT, 25mgDT X FLEF b
ZUARIC2EE TG LZL & LRETHY . £/, 26mgD =4 3
7 MR DARNC AR TR L& 0= 3087 N OlgEE &
1%, 10mgD =¥ Rt b & A2 TG Liz & & &IZIERE
BETho7-",

(EEMSRMEEARIREE)
A AR N5 M RIRI 2 B35 1344 120, 2mg/kg, 2146120. 4mg/kgD
XS b ELEMIZ2EN2EME THRE Lz & 2 ofiFho s
2T MRE (7 7E) (X, $bRih2Em %I IE R R I E
L., DRBIZIE - EOREZMER L TR Y, EREIC L 2R pohhE
~OEBIH LR T (K3),
0. 2mg/kg X1%0. 4mg/kg G- (2 F1F D A AR NIFEMER VLRI S B
OMFEF =X V7 MNRED N7 7O, T2y
7~ F B D 10mg K U25mgfe 5 & IEIEFEETH -7, 0. 2mg/kgif2[a]
BHICBT D b T 7 IREIT0. Ang/kgll2[E 5 DIFIXL/2TH o 7=,

(31/514) RONT T & AREE4. 0% (27/5061) TIHh-7=, LEZ2EITEH
1, AHN10mgBE CIESHERALIIS15. 4% (8/5241) . FNATES 13. 5% (7/52
). BERESRT. % (4/5201) . AFN25mgiE CHEEERAL S5, T% (8/51
). SIESES11. 8% (6/51M41) . {EHTERALALEE9. 8% (5/5141) Th -
77

17.1.2 ENFE MR (25mg:A2[E %5 & 50mgE 1 [E% 5 0D L)
AHFID26mgA2A 8 512 LV EEIEEMENZE LTV AHEE Y v~
FERFERISRLE LT, 25mg R4 #R 5T E . 50mgi@1[H8
MG LTz & & OFIMER L e ARG L, REHERBR (%)
PEFRAT S SRAEFIELALE)) 1238 ) B BBEEAT B (25mg I 2/l #5544 T 1)
KOOI A (50mgil 1R F5-#4& T IFF) 28R BIE B R =27
(DAS28) (CCFMHE) X, ThEN3. 2618, 13 (WfEDZE : -0.10)
THoT=,
BIVEA (EYYE, 58N EBR<) ORBSIT, AFK|25mgiH2[a]
FE2. 4% (1/4251) . AKI50mgi@E 11IH#E12. 2% (5/4141) T -7z, £
BIVER (EYYE, 58N EBR<) 13, AKI25mgil2[E#E THRZ
2.4% (1/4241) . AFK|50mgiA 1 EHE TR, DN, Bids, BT
BRAEIS, RAEMEZIE, SAMER EER2. 4% (K1/4161) Tholz,
JEYSFE DI BRI, AHI25mg A 2EIHE2. 4% (1/4245)) . AFI50mgiE 1]5]
HELT. 1% (7/4161)) Th o7z, GRS (RRBEGRZRF DR
&, AHI25mgiE2[E#E TIEFR O H LT, AHKI50mgif L[alfE T2. 4% (1/41
) ZERD b, (E : ARBRTIE. YK O GBS 1,
fhDFEG LI EF S hTz,)



17.1.3 ENE IR (10mg:E2E1% 5 & 25mg:@ 1 [Bl% 5 O LL )
DMARDIEZN DBAER Y v~ F g &5t 4e & LC. AHID 10mgi 2[H] 4 5-
K OV25mg i LAl 5- D A 78 e OV a2 Weat U 72 5 5 M ek
Br (CHRWERRNT S G BI%R95451) (238 1F 2 123 EF Al A (ODAS28D < —
ATA DO b CEME) 13, 10mgl2[a# 5.5 & ON25mgiff 1
B GREEN NI T2 07T U2, 25 ([HifEDZE:-0.18) Tho
7=
BIVER (REYYE, 580 SR EBR<) ORBLZEIL, AHK]10mgii2[=]
FELT. 0% (8/47H1) . AHKI25mgi 1[a11E22. 9% (11/48%1) THholz, &
TRRIER URYWiE, 5SS EBR<) 13, A1 omgil 2[EIECHT
B, FIBH4. 3% (%52/47TH1) . AHI25mgifEl 1[a1#E TALTHINN, ASTHY
N8, 3% (£4/4861) T o7z, FEYMEDFBIRIL, AHI10mgil2lE]
BE21.3% (10/4761) . AHI25mgH 1[EIHES. 3% (4/481) T 7=, #&

AL (KRBMRE DRV ORBHEERIT, K] omgif 2[E#E
10. 6% (5/471) . AHl2omglA1[EIFEL6. 7% (8/48%1) Th o7, (HF:
ARBRCIE, BHE R OB 50 SUS T, o FG L iTBlIc et &
ni-.)

17.1.4 ENELIHEKR (FEE0BEMEBIGICxT HRHLEHER)

AF 0 10mg Je OR25mg i 2[0] 4 5- ODMARDIE Y D BIET U 7 ~ F i % %
Gl LizA b b LY — MR T EE MRS (BEREARAEAT x
GUEBIEL54201, B RV AEAT T GIE BIEE5001) ([ZH 1T H_—R

T A D 52MHFAN B £ COBEKEEREE FROREOIBA 2T
(modified Total Sharp Score :mTSS) Tafflh L 7=k R 2 F2012577,
AAMEGENEL, A b ML — ME MTXED ICHEE LW b A8
WCBHETAE O TR A IS L, £, KK 10mg & U25mg % 5-BED
ACR201Z, 24FHFFAl B TZHZEHTT. 0%, 77. 5%, 523t A TENZE
T5.9%, 78.6% TV . MTXEETIX243 5Ff B T56. 3%, 523 B
TB2. 5% Th o7, AFBEEHIL, MIXBHZHE LWTF b A EICH
Mo Tzd,

#2 52 H OnTSSDOR— 2 F A D DL L E:

s AR LE— kY ]g; é”z’“
JEBIEL 171 190 181

nTSSDR—2 T A e DFH AL 9.82 5.19" 3.33"
[ HERRE ] [1.16] [0.93] [0.73]
PR 4.00 1.00 0. 50

a) p<0.0001%F A b kL4 — Mg, WOMTET VAL
b) LH#IC6~8mgZ 2~3EZ/yE L TH 5

BIVER GBUMIE , 42 550 RUG % bR <) OFEBLRIE, &A1 0mghE4l. 7%
(80/192M1) . AHI25meghE4l. 2% (75/182M%1) K OMTXAEE43. 8% (77/176
) Thote, EREWEA (EYYE, BEMARIGERS) 1E, K
I 10mg#E TALTHEMNA. 7% (9/192451) . ASTHEMN4. 2% (8/1921) . HIN
2%3.6% (7/192(5]) . AF25meht CALTHENNS. 5% (10/18241)) . ASTHI N
4. 4% (8/182f31) | %&9%3. 8% (7/182f1) T o 7=, FEYLIE D FEHLHEIT
ARFN 10mgHET. 0% (71/192451) | A 25mghE38. 5% (70/18241) S UMTX
HE36. 4% (64/17641) T o 7o, B EHALIG (KRR E o7
1%, A 10mghE20. 8% (40/192651) . AF25mghE20. 3% (37/182f1) K
OMTXHEEL 7% (3/1766) Thote, (F : KRBT, BYYE K O
NG, o5 LB ER S hTs,)

(BEMEREEmAERE)

17.1.5 EANE ITHEHER
A N b UF— MNP EZ R T XIIRBREARR TH DIEEE0 £
BAER B AR E R RME BB A B (5~ 1Tik) & xtge e LA —7 vk
B (A 20 = AR R SRE BIR221) 128V T, AFI0. 4mg/kg (25mg
% FER) &2 12 MBS LTz & & OFMER R et E Rt Lz,
1285 B o TACREERAEIC K B AR (JRASOXDOT) @ 1390. 9%
(20/22)) T -o7= (FE3),

#3  1208FFM H @ JRA30%DOT

2. JRA2 Ty FOFHBHE BB T 52— 2T A D D30%L_ EOFELA6HE H FIEA T

ThdI &

FIVER OFBIRIT100% (22/2201) ToH 7=, FEARBNWEM L, SIKHEE
2%86. 4% (19/22f1) . VESEBOLSIETT. 3% (17/2261) . H M54550. 0%
(11/2260) . A > 7N oW, [FRA40. 9% (%\9/2215) Thol,

17.1.6 EMNEE DEHER

A b R — MORHE AR T UIEAMTR R Th 2180 %
RER PR R MBI A R (B~ 1Ti%) &R e LieA—7 ik
Bk (A7 20k 5 SRR R BE IR 13 51)) 12 38\ T AHIN0. 2mg/ kg (12. Smg
% ERR) 22l 12 G Uiz & & OGN ER e 2Rt Lz,
1208341 B 0 JRA30%DOT® 1£92. 3% (12/1365]) T 7= (F4),

#4120 7 B 0 JRA30%DOT

L . 208-JAR B
Belf (X2/18) 0. 2me/ke
JRA30%DOT™ 92. 3%
[ HE e |23 L 7o AR B/ e 85 [12/13]

a) JRA30%DOIA R L7z LHIWT§~ 2121k, LA FOHEARTEM- T LENH D

CJRAZ Ty REIHH B3IEE UL ETR—RA T A U H30%EL EDOSENRRD BN D
L JRAT T 2y ROFHIIEBIZI T 5 RX—A T A LG DO30%L EOFE(LACIEH FIIERA T
ThoHZ L

BINEM ORBRIT, 92.3% (12/136]) THhHo7t=, ERBIEMIX
SHERALEE61. 5% (8/1341) | sMHER 53, 8% (7/13%1) | BFA23. 1%(3/13
) ThHotz,

CLULEES
17.1.7 505 TiBRER CREIRRAID T—5)

DMARDD & R 230k 58 L 7= TEBIMERAER U v~ F AR L LT T
AR S R T B R bR R (D PEARAT e UE I AR 180/ 1T W T
e 5.5 4485 H #% DACR20 % 512K T,

HME & B B L ORI BIMESTRD v, AAl 16ng/m*EE D
ACR20IZAMTE & el L CTHEICEm - 127,

#5 & EHBI4AS5 H % DACR20

hFmEESH -0 e (X2/i#) 7' 7R 0. 25mg/m” 2mg/m" 16mg/m’
HE B 44 46 46 44
ACR20" 14% 33% 46% 75%

a) ACR= T & v b5 b, R BIHIE L ORIEARBIMI K% & HI220WLl LGk L, 2%y

OB E T3 H 32008 L LIZAEB O FI A

BIVEMR OFEHERIT, AF0. 26mg/m*BE21. 7% (10/46451) . AH|2mg/miHE
26. 1% (12/4641) . AFI16mg/m*HE72. 7% (32/44%1) K OT T & R
18.2% (8/44f5) Toh o7z, EZRFEUWEMIL. AH0. 25mg/m*fH Tl
8. 7% (4/46H1) . ¥ 5-HBAL LG4, 3% (2/4661)) . AHK|2me/m* Bt TR 556
PLFOE13. 0% (6/46%1)  77EhED F 2% (2/466) . AFH16mg/m* T
B EGENLSR52. 3% (23/44451)  FEYESD F N, B, £ I FEIE, 1T
SHENLEE4. 5% (52/44051) T o7z,

(G A CTAR OB ) v~ FIokt L TRRS TV A R s
1310~25mgZ 1 H 1[A], M iZ2[A], X1325~50mgZ 1 H 1Al ##(Z 1]a],
K TFHERTHD,)

17.1.8 @S EMAAAER

DMARD DA L 72 TG B IEREET ) o~ FBEEZ MR L Lo T T
AR o B T R AR R (A AT of BE 185229451 12 W T
e 5.BAsG2H, 35 H U6 5 H 1% DACR20% K61~ T, AHFHREGRED
ACR201Z23 3wH&U6wH%§émxﬂm BWTH, 77 BRI

ELTHEIZ . 2TREIE D DR OEEENBD b,
#6 F5BIMA2, 34 H. 65 H%DACR20
bk (X2/i8) 77 R 10mg 25mg
JEGIEK 79 73 77
238 1% 18% 31%
ACR20” 3» A 23% 47% 62%
67 H 11% 53% 60%

N 204785k
H. B2 i
Beha (X2/H) 0. 4ng/ke
JRA30%DOT” 90. 9%
[ B 3 L i i/ e 18 [20/22]

a) JRAB0%DOIZ EERL L 7= & HIWr 2120%, LLFO2HA R TAMETLENSH D ¢
1. JRA= 7 & » FIEEPSHB L ETR—=Z2 74 N 5306 EOER"Bd LD

a) ACR= T &y b5 b, R BIMIE L ORIEIRBIMI K% & H1220MLh LGk L, ok Y

OBIE H T3 H A320%LL Lok L 7 iEf o FIES



BIVER (RRYAE , $65-5007 SO % B < ) OFEBLZRIL, AHK10mgiE28. 9%
(22/76451]) . AFKI25mgiE25. 6% (20/78%) Jo ONFZ & ARRELL 3% (9/80
Bl) Thote, ERFEM (EYE, BREMIIEER) X, K
F10mgHf THA5. 3% (4/76f1) . 5983, 9% (3/76f1) . F5. HEAE,
KA, T MR A45-2. 6% (45-2/76451) . AHI25mg e CHNinb. 1% (4/78
B). FB. F O FRIEAS. 8% (F£3/784) . MLBAE, MK NNA2. 6%
(%2/7861) Thoic, BYYE (KRBIFRA BIDRY) OFBIRIL,
AF10mghES6. 6% (43/7661) . AKI25mghEsT. 7% (45/78%1) K OT'Z
B AREEIT. 5% (30/80%)) T o7z, BEIHALRIGNIE, AHI10mghE T
43. 4% (33/7661)) . AFKI25mghETAT. 4% (37/78%1) K OT T REET
12.5% (10/80f) (T3 BTz, (HF : AR TIT, JEYWE KR U4 5-
LSO, TG & TR ER S hTz,)

17.1.9 BN E MR (25me:E2E1% 5 & 50me:@ 1 [E1H% 5 0 LL )
AF 0 25mg i 2[RI 5 5- [ ON50mg i 17145 5- ODMARDIE & D BEFT U 7 <
FEREEMNBE LT T 2R EERIEGABR (B EARAT <
LIEGIFA2061) 12330 2 8WFHAI A DACR201%, AHKI50mgiE 1 [EIFEIC
BUTH0% (107/21441) . 25mgi2[EREIC I T49% (75/153%1) TH
0. FREICRIT ISR S LT,
8l F CTORNWEM DIEBL=IT, AHI50mgi# 1[EI#£38. 3% (82/21441)
AHI25mgi2[RIHEAL. 8% (64/153%1) KN 7 & ARHE32. 1% (17/5341)
Thot, Sl E CTITHELZERBIERIL, AAI50mgiH LEIFECTH
AL 1T. 8% (38/21441) | 58355. 1% (11/21441) | 83 3. 7% (8/214
) . AFN25mgiE 2[E TSGR 17. 0% (26/153%1) . HELNT. 8%
(12/153f1) . §A¥%E6. 5% (10/153%1) Tdh -7z, 168 £ TORIEHD
FEELAR T, AHI50mg i 1[EIFE43. 5% (93/21441) | A 26meg i 2[RI #EAT. T%
(73/153f%1) Tdh o7z, EREIEAIE. AHI50mgilll LEIFECHHERAL
B 18. 2% (39/21441) | F6926. 1% (13/21441) | S8 4. 7% (10/21441) |
AF25mg I 2[FIFE CHESERAL G 18. 3% (28/15341) | 8. 5% (13/153
Bl) . HERET. 2% (11/153(1)) THh -7z,

17.1.10 BN FE MR (BEEOEEMIEEICHT ZHLEHRE)
AF D 10mg . VN25mg I 2[m14% 5-ODMARDIER) D AR &R U o ~ F i
ERBLE LA N MR — MR T EERIEER (BETREm A
BTkt RIEGIR61661, B RMERFAGEHT R SAEGIR63261) 1231T 5
—ATA UL IFEBOBHKEERZ FRXOCREOXHEA T
(modified Total Sharp Score : mTSS) % MV NTaEEA L 7=k 5 &2 37
R, AAI25mgBEIE, A b b Lt — REE (MIXEE) [ OAH]10mg
BRI L3 b A R RIS oM R & Bl Uiz, £z, ARH
10mg &% ON25mgfEDACR201E, ZFALEHE5%, 69% Td> Y . MTXHECTI364%
Thot',

T 1FEZONTSSOR—AT A U E O LR

s Ak b L — i;; i;;
SiE B %L 213 199 204

nTSSDR—R T A b DAY e 1.74 1.44 0.77""
(iR [0.30] [0.30] [0. 18]
PR 0.48 0. 00 0. 00

a) p<0. 0015 A b b LY — ME FEAIM TR L 72van ElterentfiE
b) p<0. 05%F10mg# 5-#E, FEPIHIH TRgRI L7=van Elterenfii®
c) LARKIZ20mgE T,

BIER (RRYYE & OB GG 2 BR< ) OFBI=IL, AHI10mghE
52.9% (110/208%1) . A#AI25mgiEsT. 0% (118/207H1) K UMTX#EE6S. 2%
(148/2176) Toh o7z, ER@IEM (BYWE K OB GEBALR G % B
<) I&. AHKI1OmgHE THEER13. 9% (29/208%) . FE.0x9. 6% (20/20841) |

THIT. 7% (16/20801) | AK25me#E THATE 10. 6% (22/20741) | Hlr9. 2%
(19/207451) . {FEWED EWNT. T% (16/20741) Th o7, EYE (K
REMRZ R D) OFBLERIT, AHI10mghE75% (166/208%1) . AH]
26mg#ET9. 7% (165/20741) K OMIXEESO. 6% (175/217H#1) Th -7,
B HEA BT, AREI 10mgiES0. 8% (64/20815]) . AF25mgHESS. 2%
(79/207451) 2 OMTXEES. 3% (18/2174) Th 7=, (1 : ARBRTIE,

YT e O G SOS, flhooF5 3BTRS v7z,)

CESMRRULEmEE)

1

1111 oV e O/ IMARER
AN R LFH— MIEPEZ R T XUIRBEEARAR TH HIEEIED S
B RLEAEME R PRI R B (A~ 1Th%) X RIc=Z F L& 7 b
DEIEERRT L=,
N— 1
H—7 BRI BT B 1200 A 00 JRAS0RDOTY %, KSITART,

8 123#FFAMm A 0> JRA30%DOT

Beha (X2/8) 0. 4mg/kg
JRA30%DOT” 4%
[ JE YBT3 L 7= S5/ i 1) [51/69]

a) JRABO%DOIZ EERE L7z &KW 2121%, LT O2HH R TEMETLERDH D :

1.
2.

JRAZ T > RO HA 3 A L ETR— 2T A 25305 EOER RO b

JRA= 7y b OFHIE BT 5= T A V5B D30%LL DAL H P 1EHH % T
ThdHZ &

IN— 2

R—= FTULARYF— EHE SN (JRA30%DOT 0 FEHE 213
7= L2 EB16]) Zxd B, =& xvt 7 10, dmg/kgDiE200 7 T
P55 75 2 RS (k210 B ) 12810 % 7= & & D JRA30%DOTY
% BIRT, AFBEGRETIL T T B ARRC L LR O Rt
b b,

#9 F5#%210H E TO JRA30%DOI

BehH (Xx2/H) 77N 0. 4mg/kg
JRA30%DOT 35% 80%
(St VL3 L 7oAl B/ i (14 [9/26] [20/25]

a) JRABOUDOI & AR L7 & MW 2 12iE, MATO2HHA 2T THLERD D

1
2

1
1

. JRA= TRy RHHAPFBHEALL ETR—=2F A U B30%LA EOUGERRD LD
. JRA= TRy P OFHIE AT 2= AT A G D309 EOTEALACHEH FIEA £ T

ThoHIZ L

= NUCRIER  UBYIE K O 530 SUG 2 Br< ) OFTHREIT,
39.1% (27/6965) Thot-, ERFIERIL. BUH13.0% (9/6961) .
EJE11.6% (8/691) . MaM:7.2% (5/69f1) T oiz, FHHOLSIE
DFARITIT. % (26/6961) Tho7-, F7-. BYE (REERE
RIb7avy) OFIFRERIT, 62.3% (43/69%1) ThH-7-,

= F2CRIWER (BEYE R O GG 2 bR <) OFBSRIT, A
FRE28. 0% (7/25(1) . 75 & AREEL9. 2% (5/2601) Th-7-, AHITE
TH LN EARRIERIL, B, K& 12. 0% (£3/2501) Th o7z,
B 5L OG ORI, AFIRE4. 0% (1/2561) . 77 & REE. 8%
(1/266) Thotz, Fio, BIYE (KRBFREZBDRV) OFBIE
%, ARFIRE6O. 0% (15/2561) . 7T AR RE30. 8% (8/26f1) T -1z,
(1 ARBRCIE, Y R O 5IAL RO, thooFg &L 1Bk
Frant.)

8. EpEmE

8.1 ER#RF

T X RET NI b FINFRIEME L2 7 2 — 3548, BRI EAE S
NENFa ZLOLTa %, BEY LT F—L LTHiIEL (LET X —
AR MR RO LS4 — L OFAEREST L Z LT, B
U~ FEH. PIRIEEREZRET 2 B2 0N T\W5, ok, KAl
LTINFa KOLT @ & OFESIX AT TH Y, Wolz A L72TNF o
KOLT o 1IN S 5,

T A VR T MIUISTHINZR T O TNFAZ 224K 5% 9~ 5 INFO#& & & [
ELz (FEEEE# Ki) =1x107"M),

18.2 PAETAINEIEA
18.2.1 5w MARBHEEHLETIL

THEFALE T MNET v MREFRBEES LT T VICH LT,
5 g/joint Ll OB F 51 K v IEBIERER 2 4mi L, BIfig =
a7 EUEE L,



18.2.2 ¥ RIS UBEEHRETIL

THAFVE T MI N NE 2T — 7 U BESRET VIS LT,
1 u g/bodyLh EOREIENF 512 & 0 BB R FIEIHIZ R AR L, &
72,150 11 g/body DIEIEN T 512 L 0 BIEI R R OB IED 2 27 %
L7z, v T a5 — 7 B E T miTx L TIEL 50 1 g/body
OIEFERNBE G & 0 BIER L OE R TR 2 7 — 7 Bk &
Pl Uiz, 74 M =2 5 — 4 L B 7 Tkt LT H 10 1 g/body
DIGENEE ST L0 | BIEIRFIER M L7,
18.3 INF7 7 2 1) —I2xtd HEEEHMNME

T2 Nt MIINFa L OLT ¢ DWFicst LT b RSBt %
HT D0, LTBICHT DiEEBFMEIEIR 2720,
18.4 INFO#EREE (Cxtd HMKIER

L9299 DO TNFRAEFS MR EIC KT LT, =& 1L 7 ~I10ng/mLEL
LoRECcAMRE OB ZMEl Lz (in vitro),
18.5 IL-1 o B FATNFEEFERIEIZ 319 S {HI1E A

<~ ADIL-1a (30ug/body) PFFHTNF (31 g/body) HIEEFCIT T
LT, =& b7 330 ug/body Lk EDOFNRPNER 512 & 0 e
HWERZ R LTz (in vivo),
18.6 #IRIGE &M

T X IV T NI RIEEO M S FISE A 58 Lo 72 (in

vitro),

19. BB ICET 2EIEFHAR

—fRILFS =X 2T b GBRIE RS Z) [Etanercept (genetical
recombination) ]

{b524, : 1-235-Tumor necrosis factor receptor (human) fusion
protein with 236-467-immunoglobulin GI (human 7y 1-chain Fc
fragment), dimer

538 #9150, 000

KE T v A == AL AL —JREHE (CHO) ZFIH L 7B s
ZIZEVEEA ST, & N gGLOPeBIk L 4 1 &T75kDa (p75) Dt
MIESFEEIN 1 DA 284K (INFR-11) ORI KA A v D)7 2=
v N REENL IR DFEEAE,

M7 X B 9344

20. ML EDEE
WG 2 RET 5 Z &,

22. @

(YT UIILETER10mg)
ANA TV

(T T UILETER25mg)
AN T )V

23 EFEXE
Fisher CJ, et al. : N Engl J 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) FEPEEL AR R R 20021643505k

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

8) Takeuchi T, et al. : Mod Rheumatol. 2013 ; 23 (4) : 623-633

9) Moreland LW, et al. : N Engl J Med. 1997 ; 337 (3) : 141-147

10) Moreland LW, et al. : Ann Intern Med. 1999 ; 130 (6) : 478-486

11) Genovese MC, et al. : Arthritis Rheum. 2002 ; 46 (6) : 1443-
1450

12) Lovell DJ, et al. : N Engl J Med. 2000 ; 342 (6) : 763-769

24, XBBERERUVEWEDE S
7 7 A Pkt
Pfizer Connect/ AT 4 1)V« f VT A— 3
T 151-8589  HURUALEAA X R x AR3-22-7
TEL 0120-664-467
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26.1 BERSET
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