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B ER—EMFOUHBICIDERIDIL

TLEMUEEMTNF/ LTab 75— %8 B TFE50me 7YY 74 XA 1.0mL/
B TFiE25me 7774 XA 0.5m.
B TFES0meN /1.0m /BT iE25me N /0.5mL

B TFESOme ) P1.0m /R TFiE25me ')/ 0.5mL
BT ER 25ms/ T ER10me

MBIV,

#l

&

T T UVETTAR5 mg~ 0.5 ml, 50 mg~-1. 0 mL
U7 LIV L0 mg, 25 mg
T T LV TR mg U 0.5 . 50 mg U 1.0 nl
T T VIV TS mgZ U v 7 A ZFH0.5 nl, 50 mgZ U v 7 UA ZFAL 0 nl. : KPS
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s ARPEESA

WH OB M E H

UE7E SN NS AT
) (e —IEM S ONS I LD % 2

T2 7 L)VEE 25 mgX0.5 mL :
1% v 10.5 mLPe X f e b (BIEFHHRZ) 25 mgd A
T 7 L)VEE TR0 mgX 1.0 mL :
1%y FLO ML =X R 7 b (BEFHEBEZ) 50 mgEA
T VUV FEAL0 mg
INL TAHEZ X NET b BT 10 mgEH
T VIOVEE 25 mg
INLTAHREZ 2 NET b BT 25 meEa

D =
B B B =L P25 mgt U 2 0.5 il :
1> ‘/“/;ﬁgzmmjiﬁﬁxllxtj’ N GRS FHIHEZ) 25 mgi A
7 L 150 mg VU 1.0 ml :
1> ‘/f/;&l%)szﬂPigi\llf;Eg’/‘l; (%fi%ﬁéﬂ?ﬁi) 50 mgE A
= % 1125 mg > AFH0.5 mL :
1 ;)ﬁgzmmjigi\w;;} (%EE%%E@%L) 25 mgH A
= % 1150 mg > AH1.0 mL :
IHEy FLO Mo EZ Rt 7 b GERIETFMBZ) 50 nga
_ i3 % M4 X FZ T N G Z)  [JAN]
Y4, : Etanercept (genetical recombination) [JAN]
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T T UIIVEFTE
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i?ﬂﬁ,ﬁéh i""ﬁyﬁ; El T U T 25 mg | 20054E1 19 H | 20054E3 51 18 H | 20054 3 A 30 A
T 7 LIV N
R %5 B BA & A B|osmes ) esosal 20084E3 A 14 H | 20084E6 1 20 H | 20084 6 A 30 H

TV T VIV IR
50 mg U 1.0 mL

201042 A 5 H

201049 H 24 H

2010410 A 13 A

T UV FTE
25 mg 7V 7 TAAXH0.5 nlL

20214E8 H 16 A

2021 412 H 10 H
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50 mg 7 Vw7 TA A 1.0 nlL
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XOFEHIC IS EUWRT LT, B OB, ISATBEEN B 5L BRI G A O 38 S R MRSk~ — O Tl

RLTLEE N,



EERAVAEL—D7+r—LFIRADOFZOME —BARBEEFIIIS—
(2020454 H 243T)

1. BERA V2 E1— 74— LEROEE
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= PR ELSG CIEhl - KA O RIS DS B 5 OB R IS O m B T HR 2163 25
WZIE, IR SCEBICEEH SN B R 2 BT 2 BICEEMARE RN L E R G AR S | RSSO E
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19884 H AR Pe AR (LA R, B P2/ NEB SN IFOMERT, IFFtfk, IF
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TIE, 20094F & 0 FEEHEGOIFOFRE MR oMk LT 41 v B a—T+—LMFta) &
PR L. Hx OIFDIRA SCEE ST 2 EFERAERE L CEEINEE - RETLTWD

201 MEDFRA CERRHBEEOL T ICA LY, [TFLHEHE2018) NAK S, Sk TERAE
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T REFHEIFOFTHFH L T2 O, SWVHZ 5 & REKAEN SRS N2 IR
IR B S 255l - pIlr - BREA T2 L & bic, RERIEET I LD LV I RS2 k
ZEHELE LTS,

IFOIRMIE 77 —F ZHA L U, BEIRECORRITMEATITR N,

3. IF OMAITHI=>T

B BUARDIFIL, PMDAD PR PR S IR R D~ — VBB TR E STV 5, B
Hix TEIREA v H B a—T 4 — MERO T & | (T TIFZAER - 29 203, IFOFAZ
B 2 BB LT D A TFPRRRA S R UM IS DU TR AR OMRYE
~OA U HEa—ICEVHHE R GRNFERES T, [FONAMEZ @ L2 0ERH H, HTo,
RERFAGET SN DM EOERFICHET 2 FHICHE L TL, FAKET &N D £ TOMIT, REEAR3
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AIBHSE A ST D & & bIS, IFOMERICH T - TE, FoBT DU SCE 2 PMDAD [ 35 i (= He i
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BIEME OO DGR T 5 & OALESITEAN, i - REUIZER S, BRSSO M,
AR V2 2VE O MR Z B3 2 IR O IS BRI BGE T IR T8 T 4 R T A o, Bk o
— R AT T T T 4 AEOHIKNE —EREZ T S5 2800, BOETHFREMNEE T A K7 A
VT, RAGRIECAGRSN O FVESIC BT 2 MR Htc oW T SRR ERMEFEE D O
DIJEUTITI ZEIFELXZARNEINTEY | MRE~DA VX B a—H LOXLMAE R E
WED, FIHEBONRIFORNEEZRESTEIRZIEDOTHDLZ EE2FRL T RITIX R LA
WV, BERRENSHB LN EROBFIRIEHER L, ZORBIMEE Rkx, EREAGICE T
WEEHZMHERT 52 L ITEAMOARBE THY , IFEFH L CH®ESZTIZMEH 5 DI L
TW=E& =0,




O b e < = 1
Lo BRI DRI 1
2. BUROIRFRARIRENE o 2
3. B D R L 3
A, A T B U B g S B 3
5. KGRSOV « BB EIE 3
6.RWWﬁ%E ........................................................................... 4
q.%%kﬁ?éﬁﬁ ............................................................ 5
R T 5

2 TR 5
3. & r@ﬁ .................................................................... 6
R 0 ) & e =~ NS 7
5. B4 (BATE) XUTA D 7
6. BR4. B4, KE. nﬂﬁ%ﬁ— ........................................................ 8
L. BRI CBET BT ... o 9
1.%@m%mﬁﬁ ...................................................................... 9
2. ARG DB Tl I T B e 9
3. BRI DM R . BB o 9
IV, SEICBET DIHE . ...t 10
L BT oo 10
2. BAIOMRK .. ... e 14
3. BRI DR R O B o e e e e 15
O 15
5. BT BRRENED B A 15
6. BUKID B FEGAE TITI T BIEIENE © oo e e 15
T R R DR IRAL D2 T e e e e e e 18
8. AL DELAZAL WERALFEIZEAR) 18
0. IR o 18
10 R o L 19
IR Y e AW . - U 21

12 D 21
V.ﬁﬁtﬁ?éﬁﬁ ............................................................ 22
Lo ZHHESUITZNIR 22
2. BIRE ST AT B DR 23
3. BRI oo 24
40 AEROHEICBIET 1R o 25
B B R I e 26
W.%ﬁ%ﬂt%?éﬁﬁ ....................................................... 55
1. BEHPRCBE B A A I IR, 55
2 BRIE D 55
VH.%%Q%EE?%EE ...................................................... 62
L L DM 62
2. HWPHREEGRI) /N T A =B 65
3. RHEER (R o Lm0 ) BT oo 66
. L 66
B A 66
6. T 69
7. R e 70
8. N Ty AR BT A BT 70
0. BT T L B R TR 70
10. B D e A T B R 70
I/ 70



VIII. &% ﬁ(ﬁmtha%)kﬁiéﬁa ..................................... 71
L B N D o 71
2.%%W§k%@@m ................................................................. 73
3. ZNEESUIZNRACBIE T DR L L OB 74
4, AEROHEICEE T AEE E Z OB 74
5. EBE S AR B & C DB 75
6. B DI AT AR TR B IE 78
T BB 83
8. B o 84
0. B R R R T g o 106
10, T BB T 106
Ll B DT I 107
12 D DT I 110
IX. #ﬁﬁﬁﬁlﬁ?éﬁﬁ .................................................... 114
1. D 114
2.ﬂﬁﬁ% .......................................................................... 114
X, BERMEEICE T ATEE ... .ot 117
LRI Y 117
2. A ... ... e 117
3. R R O D T oo 117
A MR EOTER Lo 117
B BBAEITHER 117
6. [Rl—RRSY < [RIZDFE L 118
7. EHEFEEFAR L e e 119
8. BUEH T ARRAE A H R OVEGRE 5, SRR A B, BGEBIAFEA ... 119
9. ZNREXITNEEMN, AEROHELEFBMEOEH AR OEDOHNE . .o 120
g.ﬁ%ﬁ#% =R N e Y I = O ] o I~ S 120

AR L 121
g.&i%ﬁ%@ Rl Y < 121

) U 121
O L /e < B /0 iy = N P 121
S -/ N 122
Lo B IR oo 122
2. FOMDBE TR 123
m.%%ﬁﬂ .................................................................. 124
Lo ERHNETOFTEIRDL .. 124
2. MEAMT BT D R ST I R e 129
XIL. {§&...... e e e e e e 134
1. FA - W%i%ﬁ%bfﬁ%%%%ﬁ5K%kof@%%ﬁﬁ ........................... 134
2. M D B B Bl o 134



1.

MEICRT SRE

RS DIERE

T (4L 2 e M) O ﬂ%ﬁ%ﬁﬁ.? (Tumor Necrosis Factor : TNF) O RJ¥aEME L
TS —BEENT INF OERZMIGIT &N 2R L T0DHZ EIZHFER L, KEA 23y 7 Atk
(Immunex £t : ¥i Amgen 1) (12X offﬂ%éﬂtrbét AT TNF o /LT o ¥ Lk 7 2 — 85| “CX?)Z)
KETIE 1998 412, BRI Tik 2000 ELARESTY v~ F 3 L U TR AR Zhu, 2021 4 8 HBIE,
DEFE = if@ﬂZTﬁk LA, 99 OEF I THlE STV D

AFRNZF T DERFE I, KEOERABR AR 25 L7z E TR v~F &2%f4 & LT 1999 £ X v Btk
ST, FTAHRBRKE TH, BARANEKEANE ORIZIEDEIREDIE VIR b oTo7od, 2001
1 AXV TV v 73 R E UCH T &SR T S 7z, EWN RO BT 2 i BRAk
%#%\%%ﬁﬁxm%ﬁmﬁ\ﬁﬂi BV T 2RO EZRFT LI 2A, HAAN
ERENCHERIMEA MR S L, MESNT — X OIMERFRETH D LB X b= Tod, AFICE T 5 EM
FH Ea@m&ﬁ%%%Mﬁ# BETFIRIE COIRAT 2 B8E ) v~Ficxt L, =& x k7~ (&
fafifaz) &L T10~25mg % 1 H 1[8], i 2 [ FESORELOHET, 2002 4 11 HIiC
&5 L, 2005 4F 1 AlC > 7 LIV FiEH 25 mg WAR I N, 0%, RIERIENRE X M
FITHHT T UV FE25mg >V 2 0.5ml 73 2008 45 3 AT, £7-., BfSE A L LT~
VOVEZ T 10 mg 23 2009 47 AIZAGR SNz, 61, =7 VK FER 10mg XO= 7 Lb
B TREM 25 mg 1IZOWTIE, BRI COIRA 00 e Z BN ICTEENM: 2 A 3 2 A E R R B & 1T
L, =X XNETRNELTO0.2~0.4mg/kg Z 1 H 1 [\, 2 [BOE FEROELOHET, 2009
7 AIGBMAR Sz,

T, B v~ TFRFIC= X 3T N (Ea ) & LT 50 mg i 1 RIS KON 25 mg i 2 [A]
Beh WONZ 25 mg 3 1[BBG LN 10 mg 3 2 [E136 5% bbiik 3 2 55 MAHRER & [E N L OVMEFM 380 T
EhiL7=E 2 A, 256~50mg # 1 [ G- L= & 2000, et HEYEiielT 10~25 mg i 2 [R5
LIAEECH T, ZHHDORERNL, BIFER CHRA T2 ) U~ FITk LT, =& 1k
7 GEETFHZ) 2 LT25~50mg &2 1 H 1[E, @1 EOR FESOMEROH&E, 2010 4F 2
ANBIARE STz, RIRHZBE AR CORA 2B Y v~ T ﬂL/I/7V”&TEﬂmg/
Vo2 1.0ml HARES, 2013 4E 3 HIZIZm o 7 LV FIE 50 mg 2> 1.0 mL, 2018 4F 2 AIC
VUV R 25 mg 22 0.5 mL, 2021 4E 8 1T ii/7v»ﬁT&mm@7)/774x%05m
LR 7T UV TESONg 7 U v 7 UA XM 1.0 nl KR I,

—J7, 2005 4 1 A OBEFIER CHORAR 0708 Y 7~ F ORIRE UIE RO KRR O KGRI H D
&, BEFOBEBEMMETY ¥~ FHRIC L HIHECHRA 572 HARNOIEEMEREHET Y o~ F B 2%t
G LT, =7 L 10mg XiL25mg & 1 H 1[a], 2 [B]0H3E KR O & T 62 R HAIKR FHh5 L
7= & & OB OBEIBEOERMFIZNR LK 22OV T, A R FLrEdd—1 (MX) & Dk
L0 2B EE R Z I L2, TORE, =7 LL 10 mg KO8 25 mg HiAIF 5 o B
OGS OERINEIZI RIS 1T D MTX 1S53 2 ek R H#& 5 O BRENS R S iz, BT,
WAMNRRRBR AR IC B W T, 1| AR 2RI Ak L2 L E D= 7 LV OFNE R OB M
DHER SN0, 2 S ORRZ AW CTRIRESUTI RO — AT HFEEZITV, 2012 4F 3 HICEFR
%T%%7+A&%mU77?@@% 3R~ [ (BfioEmEEG o k2 &Te) | oBnn
AR E T,

2005 4E 1 H ORBEFIEHR CHORA 0728 U 7~ F ORHE UT B O AGREE O AGRELFIZ OV TUE,
i R (2FIFHE) OFEMIC IV, 2007 44 A 27 B~ OARSRMEN R & 720 | 4l ak
A (EOIRE) M OWEMAREHREOFEMIC I V., 2017 45 9 H 28 HIZ4TOEGBE I ik &
ol

AFNZBNT, B v~F Ik 2RFELE L THARY v~F %A Ly THEEY v~F RA) TR
% INF [LERFEHO T & 250 RARSh TV 5D,

LT « : Lymphotoxina, TNFB & H W vbivd,

1. BT 5 .



2. ®HE0
1

2.

3.

AR
T ULVIESESE MURETANME INFa /LT a e 72 —8HITh 5.,
( TVI-2. JEBEH | DHESM)

BfI U v~ (BEFAIER CORA 070G EGIC R D) 12xtd 5 ERR R
(1) DMARD TZHREAR+43 722 U v ~F BFITH L, HAITHEIRD bz,
1) 3 At D ACR20 t=R1%, EWNE M ERSFERIZI VT, 10 mg i 2 [A[4#% 5-C 64. 0%
(32/50 f51) | 25 mg i 2 [A14% 5T 65.3% (32/49 ) TH V., FiyEsh CKE) FIFH
B R HEGABRICEB O TR, 10 mg 3 2 [ 5T 47% (34/73 #1) | 25 mg # 2 B 5T 62%
(48/77 f5l) TdH -7z,
( TV-5. (1) MEEAERER 1) | OHESHR)

2) EWNETHEHAERGRRICBW T, CRP, ESR #K T 87,
( TV-5. ERREE] OEER)

3) EWNEMFAMRFERERIC BT, 10 mg # 2 [A1F 5 K& T 25 mg 3 2 [F]#%5-CRAElEE o i 4
Hl N D BT,
( TV-5. EERRKE) OHESM)

4) Wpph CREIR O F4) HEIH EEREERRICISWT, =7 L)L 50 mg # 1 B 5
L. ACR20 BGESRIZIBNT, 25 mg M 2 I HICRIT 2 IEL MR MEES 4, £/ 25 mg @ 1
[l# 5 & 10 mg 8 2 A3 50D 12 3% D DAS28 D_— 2 T A b DZEARIT, FHZFH 2. 07,
2.25 ThoT=,

( TV-5. (4) WGERIRER 1) | OHEBH)

5) EWNHMEMEEREBRICBWT, =7 /L 25 mg i 2 B2 S 50 mg A 1 [F#Ei28) 0 &
27-E A, 25mg )l 2 [ G4 THEL 50mg W 1 [FIF 5-4& THED DAS28 CEXIME) 1X. #h 2
33.26, 3.13 ThoT-,

( TV-5. (4) MFERURER 1) | OHBH)

(2) HHITHEG5-BRLE 2 T2 ACR20 123\ THENED b,
5. 2 W% D ACR20 SERIT, [EPNE A A BSO8R BRI IV T 10 mg 1 2 45T 38. 0%
(19/50 ) | 25 mg 3 2 [FI4% 5T 36. 7% (18/49 i) TH V. 7oyt CKE) FHIHE_ESF
R EGAER (BREERBR) BV CIE, 10 mg 3 2 B 5T 18% (13/73 1)) | 25 mg # 2 [A[#% 5
T31% (24/77 %) TH-o7z,
( TV-5. (4) WGEHIRER 1) | 0TS

Z BTG 2 A 5 AR R ER S 2 (WEAIB R COIRA 0 GG IR D) 1267 D R
FCAE
BFE: =7 LR TFE2ng )05l -50mg Y > 1.0mL + 25 mg 2> 0. 5 ml * 50 mg
A2 L0 mL AT D W TIEARLE RIS KT 2208 IR RITFR D B TR W)
A~ XY — N CHRR 272 ZEENCIEEN 2 A 3 5 BT RER MEBIE & B Tk L, HA
THMEDRRD bz,
(1) ENE TFERBRICIB W T, 12 BEE H o TACR S i HE - X 5 A 303K (JIA30 th#ER*) |
X, 0.2 mg/kg i 2 [A1#% 5T 92.3% (12/13 %) | 0.4 mg/kg i 2 [ 5T 90. 9% (20/22
B) TH o7,
( TV-5. (49 MEEAIRER 1) | OIHSR)

1. BT 5 )



(2) M5 CRE) 0 /I8 —EEMREERRICBWN T, A—7 BRI T (90 HFEEH) o
[ACR UEHEMEIZ K DA 20% (JIA30 BaBR™) | 1%, 0.4 mg/kg # 2 [A1}£5-C 74% (51/69 fi)
Thote, Fiz, A—T7 B TL AR Z— L HE S - BE I L CHE L= BIEA1L
CHERABRO MK TR (210 AFELRE) o TACR B iEEIC X 2 A 2% (JIA30 chaE™) |
X, 0.4 mg/kg # 2 [AIFERET 80% (20/25 #i) . 77 BREET 35% (9/26 f3]) THY .
0.4 mg/kg # 2 B GHETITZ T 7 AR & ik U TR ORRERGRD vz,

% JRA30%DOI, JRA30 B35, ACRPedi30 ik #H4% L Kl ShIHANRD 5.
( TV-5. (4) WGERIRER 1) | OB

4. BEHEZ B8 v~FoRGIE= 43t N (BiaH#z) &L T10~25mg & 1 H 1
M, 8 2|, Xix256~60mg Z2 1 H 1A, #IZ 1R ZTFERT S, ZEEICESELAT 55
EMER MR R DG BT 2 vt 7 b (Ba ) & LTO0.2~0.4mg/kg & 1 A 1[7] [7=
ZU/NED 1G-SR AOEER&E (15 26mg) & ERETZ] | HE2E, K TFENT 2,
BB, WThOBE S, EMIC K VEHARYS LS HZaE, BCERLTRETH 5,

( TV-3. FHEAOME] KO V-6, HEQRIANEER & DMK 8.9) DEHEK)

5. HARZREIWEMFEBARD
HEREYYIE, Kk, BEERT LR —ROS, HELMKESE, BHERE, FEMMZ%, U dsDNA
PURDIGMEAL & fF 5 v — 7 ARRIEWRE, ITHRRERR S . h e tER A BSEAARIE (Toxic Epidermal
Necrolysis: TEN) | BZRGKMEARAEMEAFE (Stevens—Johnson JEMERE) | ZIALBE, HUAFHERAIILEHT
& (ANCA) Bthili/E ¢, RMEBES. 7 v —BERE. DAENREO LN TND,
( Tvi-8. (1) HEKRARIEM & WIEHER) OHZM)

3. HEORKFAEE
24 LR

4. BIEMRAICELTEAMINERHE

W IEE AN B9 2 EM, i aHEaE T 1 BT A 5%
RMP

BINO Y A7 F/MeiE# & L TER S T 284
s AHEE T A R T A >~

PrBgEE H F oo 8 ST IE

A b, B

|8 |

5. REBFHRUVRA - EALOFIREE

(1) REBEH
SHAKE
B o< F
2005 4 1 A 19 HBUGERGEAGRIUSFRE, LLN OEBLEAEDMT SN2, LIS OW T, i HAER A
(RIFA) OFEMIZE Y, 2007 44 A 27 AA&GREED R L eoTc, 2. ROV 3 T DWW TIE, A
AR (DEIFEE) K OWEEME AR OERMIZ L Y, 2017 49 A 28 HAGRSEMF R & 72>
775

I BT 5 H )



FGBAE] (RERVE2)

1. AHI 10 mg o O 25 mg G- D BAEIRER OME R 120 R, LS 2 fERB 95 7o, Wbl R
rBWERH (1 FLL) (2b7c 2 “HEERILERARERZ M L T, £OREZHESNITHE
L. HiEEOCHEDBEGIMEICOWTHRETT 5 2 &,

2. KRB TIRZIRE 2 I L, AFIOLEMEIZONTHAITHRTFTT D & L bic, BRHELROR
B M T LT DRGYEFEORIUC OV TIE, LY HAICHRET D 2 &,

3. HEEGIZOWTIE, ARMEN#HER S, Lett EHRER 2V LB TE 2 BEITX L TOR
Efishd X o, WULRELZH#EL I L,

IUTLILERTERA 10 mg - 25 mg
ZEAMICEEMEE T HAEEMHF R R
2009 /£ 7 H 7 HRWBESUIh BN, LU OGRS 7z 2y, A (RpFad) o3
Wil &0, 2017 4 3 A 30 BAGRSIED IR & 72 o T2,

[FKFREME] (EbREE22)
FEIRER . —EBROIEFNIR D T — X WERE SN D £ TOMIT, BAER & X5l A 2 52
M5 Z EZ kY RFIOLREMER OFINECET 27— 2 BHNCIE L, A& O EA I 73
IHEEABLUDLZ L,

(2) RE - ERLOFREE
A% LR

6. RWP O#fE
A LR

1. BT 5 A



1. AFICEE9I SRR

(1) ¥4

T T LIVECTERM 10 mg

T T LV TFEH 25 mg

TV T UV FE25mg U 0. 5ml

T T VUIVE FIESOmg >~V 2 1. 0nl

T T LIV R 25 mg X2 0. 5 mL

TT UV T 50mg ~X 1.0 mL

T VUIIVETFE2mg 7Y v U4 XH0.5mL
T LNV FESOMg 7 U v T A XH 1.0nL

(2) *48
ENBREL
ENBREL
ENBREL
ENBREL
ENBREL
ENBREL
ENBREL
ENBREL

10 mg
25 mg
25 mg
50 mg
25 mg
50 mg
25 mg
50 mg

(3) BHDHE
S L7

2. —fk4

for S.C. Injection

for S.C. Injection

Syringe 0.5mL for S.C. Injection
Syringe 1.0mL for S.C. Injection
PEN 0.5 mlL for S.C. Injection

PEN 1.0mL for S.C. Injection
Syringe 0.5 mL for S.C. CLICWISE use
Syringe 1.0 mL for S.C. CLICWISE use

(1) #4 (dFfiE)
T2 N B FRE#LZ)  [JAN]

(2) #4 (@wfiE)
Etanercept (genetical recombination) [JAN]
etanercept [INN]

(3) AT L (stem)
TNF ZRAK : —ner—

11. MB35 E



3. HEAXT R
TEZFNE T (BB Z) OV Ta=y o7 I EERLS

! Leu-Pro-Ala-Gln-Val-Ala-Phe-Thr-Pro-Tyr-Ala-Pro-Glu-Pro-Gly-Ser-Thr-Cys-Arg-Leu-
]

5 M
'lArg-Glu-Tyr-Tyr-Asp-Gln-Thr-Ala-Gln-Met-Cys-Cys-Ser-Lys-Cys-Ser-Pro-Gly-Gln-His-
] ]

[ [
“Ala-Lys-Val-Phe-C ys-Thr-Lys-Thr-Ser-Asp-Thr-Val-Cys-Asp-Ser-Cys-Glu-Asp-Ser-Thr-

[
61Tyr—Thr—Gln—Leu-Trp-Asn-Trp—Val—Pro-Glu-Cys—Leu-Ser—Cys-Gly-Set-Arg—Cys—Ser—Ser—
J

I
81Asp-Gln-Val-Glu-Thr-Gln-Ala-Cys-'l'hr-Arg-Glu-Gln-Asn-Arg-Ile-Cys-"I'hr-Cys-.A‘rg-Pro-

—_—
101Gly-Trp-'I'yr-Cys-Ala-Leu-Ser-Lys-Gln-Glu-Gly-Cys-Arg-Leu-Cys-Ala-Pro-Leu-Arg-Lys
L J

121Cys-Arg-Pro—Gly—Phe—Gly—Val—Ala-Arg—Pro-Gly-Thr—Glu—Thr—Ser-Asp—Val—Val—Cys-Lys-
L )

HlPro-Cys-Ala-Pro-Gly-Thr-Phe-Ser-Asn.—Thr-'I'hr-Ser-Ser-Thr-Asp-Ile-Cys-Arg-Pro-His-
L |
161Gln-Ile-Cys-Asn-\/’al-Val-Ala-Ile-Pro-Gly-Asn-Ala-Suer-Met-Asp-Ala-Val-Cys-Thr-Ser-
L J

Y1 Thr-Ser-Pro-Thr-Arg-Ser-Met-Ala-Pro-Gly-Ala-Val-His-Leu-Pro-Gln-Pro-Val-Ser-Thi-

2OlArg-m-Gln-His-Thr-Gln-Pro-m-Pro-Glu-Pro-m-m-Ala-Pro-Ser-m-m-Phe-Leu-

221Leu-Pro-Met-Gly-Pro-&-Pro-Pro-Ala-Glu-Gly-Ser-'l'hr-Gly-Asp-Glu-Pro-Lys-Ser-_C_x_s_-
241Asp—Lys-'I'hr-His-Thr-,Q)(g,—Pro-Pro-Q_y_s;—Pro-Ala-Pro-Glu-Leu-Leu—Gly-Gly-Pro-Ser-Val-
26!phe-Leu-Phe-Pro-Pro-Lys-Pro-Lys-Asp-Thr-Leu-Met-Ile-Ser-Arg-Thr-Pro-Glu-Val-Thr-
281Cys-Val-Val-Val-Asp-Val-Ser-His-Glu-Asp-Pro-Glu-Val-Lys-Phe-Asn-Trp-Tyr-Val-Asp-

|
301Gly-Val-Glu-Val-His-Asn-Ala-Lys-'l'hr-Lys—Pro-Arg-Glu-Glu-Gln-Tyr-Asn-Ser-Thr—Tyr-

32 lArg-'\/'al-Val-Ser-Val-Leu-Thr-Val-Leu-His-Gln-Asp-Tr]:»-Leu-Asn-Gly-Lys-Glu-Tyr-Lys-

341Cys-Lys-Val-Ser-Asn-Lys-Ala-Leu-l:‘ro-Ala-Pro-Ile-('.ilu-Lys-Thr-Ile-Ser-Lys-Ala-Lys-
L

361Gly-Gln-Pro -Arg-Glu-Pro-Gln-Val-Tyr-Thr-Leu-Pro-Pro-Ser-Arg-Glu-Glu-Met-Thr-Lys-

31 Asn- Gln-Val-Ser-Leu-Thr-Cys-Leu-Val-Lys-Gly-Phe-Tyr-Pro-Ser-Asp-Ile-Ala-Val-Glu-
[

‘wlTrp-Glu- Ser-Asn-Gly-Gln-Pro-Glu-Asn-Asn-Tyr-Lys-Thr-Thr-Pro-Pro-Val-Leu-Asp-Ser-

2 lAsp-Gly- Ser-Phe-Phe-Leu-Tyr-Ser-Lys-Leu-Thr-Val-Asp-Lys-Ser-Arg-Trp-Gln-Gln-Gly-

41 Asn-Val-Phe-Ser-C ys-Ser-Val-Met-His-Glu-Ala-Leu-His-Asn-His-Tyr-Thr-Gln-Lys-Ser-
1

4611 en- Ser-Leu-Ser-Pro-Gly-(Lys)

T AT b (Bl Z) (307 2=y F 240, 246 KN 249 FH D Cys (R FHL) A3

DI ANLT 4 REEE LT EBETH D,

NFEARPESHALE 149, 171 ROV 317 FHH D Asn (—H F#R)

0 FE O UBESSAT & 184Thr, 199Ser, 200Thr, 202Ser. 208Thr., 212Ser, 213Thr, 217Thr. 218Ser &}
226Ser (—HEH F#R)

II. AWCBd %A 6



TEZF T (B R) OFEFSE

B 81 0> B A B SRS i
oORMGH NeuAc a 23 Gal B 13 GalNAc
B 1R 8 NeuAc a2—3 Gal f1—3 (NeuAc a2—6) GalNAc*
GlcNAc¢ f122Man al
N\ 6
3 Man 1724 GIcNAc 124 GIcNAc
7
GlcNAc 122 Man al Fuc al
GIcNAc B1—22Man al
N\ 6
Gal 14 Man 174 GIcNAc 174 GlcNAc
3 6
4 7
GIcNAc B1—22Man al Fuc al
Gal 124 GleNAc 122 Man al
3\6
Man B 124 GlcNAc 174 GlcNAc
3
7

Gal f 124 GlcNAc B122Man al
Gal f 124 GlcNAc f122Man al

2 6
Man 124 GlcNAc 124 GleNAc
73 6
A
Gal 124 GlcNAc 122 Man al Fuc al
Gal B1—24 GlcNAc 122 Man al
N#EGR . &6
" - NeuAc a2—3 Man 124 GlcNAc 124 GIcNAc

B AR S =7 3

Gal 124 GlcNAc f12>2Man al
Gal 124 GlcNAc f1—22Man al
&6
NeuAc a2—3 3 Man 124 GIcNAc 14 Glc6NAc

Gal B124 GlcNAc 122 Man al Fuc «a lﬂ
NeuAc a 223 Gal 124 GIcNAc f122Man al
N\
g Man 124 GleNAc B 124 GIlcNAc
7
NeuAc a 223 Gal 124 GIcNAc f1—22Man al

NeuAc a 23 Gal 124 GlcNAc f1—22Man al
N

g Man 124 GleNAc B 14 GIcNAc

7 76
NeuAc @223 Gal 124 GlcNAc f12>2Man al Fuca 1
>:< N :]—_-\E"-?;__:%-é\ﬁo
NeuAc : N=-T&F N/ AT I W, Gal : T2 h—A_ GlcNAc : N-TBF LT/ aHh I
Man: <>/ —A, GalNAc : N-T & F NV HF 7 h¥ I, Fuc: 7a—2A

4. RFRRUNFE
ST 150, 000
W7 B 934 1A

5. b8 (didiE) XIFAE
b % 4 : 1-235-Tumor necrosis factor receptor (human)fusion protein with 236-467-
immunoglobulin G1(humany l-chain Fc fragment), dimer
K H:F v A =—ANLAZ—FEAINE (CHO) ZFH L7 s /i 2 IC K W EEAE S L7z, B b 1g61
O Fe fEi L 4y T5kDa (p75) Db MEFHER T D= AK (INFR-11) Offifash KA A
YOV T =y N TEENG R DR AE

II. AWCBd %A 7



6. ERA. fla. BS.
1B8R%E 5 © TNR-001

11. 4 Bad 5 E



11, BYSICET SHEEB

1. HEEZHME

(1) 481 - MK
IZRILETRNRE: TOTUIILETER10 mg - 25 mg B
IO~ YOI R T, BH~DbTNCHAEZET 2R TH D,

IZARNETFRE: TOTUILERTE2SD mg>)o205m-50mgyro1.0mn/ oL
JVRTFE 25mgAR20.5m-50mgA_RUV1.0mML A/ ToIUILKTE2D mg v 74 XA0.5
mL-50mg &2 UvH 04 XA1.0m

E(A~ A S IIB T, EIH~LAXE 2T TH 5,

(2) afEH

AR L
() BiEHE

LR L
4) BA GRD . RA. RER

EARM/YA

(5) BAtEEARREEH
KR L

(6) HHEFH
MR L

(7) Z0MDFEHREME
IZRILETRNRE: TOTUIILETERA10 mg - 25 mg BB
pH:7.2~7.6

IZARNETFRE: TVTUILETE2D mg>)o205m-50mgyro1.0mn/ oL
JJETE 25mgR>0.5mL-50 mgAR1.OM A/ ZTTUILETEZD mgoYyvHr 74 XA0.5
mL-50mg &) vo 74 XHA1.0m

pH:6.1~6.5

2. AMBDDEREHTICEITHIRE.

AR PRAESR: PRIFIERE PRI B AL B O HERE
R | 20C o 5600 A
- 5C AT S VAREE T R

HEDR - MR, FERlRtBR, BB, o, BiaWHE. ZREKATENE, TABEE, HiEE

3. AL DR E, E=i%
e ERYE « RTFUEREE T N U O A-RU 727 U L7 2 R4 VEKIKENE (SDS-PAGE)
EEE SNV ERIEYE (B R 280 nm 2 TF 320 nm)

III. BRI 5TEAE 9



IV. &%K|ICB89 5I8H

1. Fifz

(1) ERDORXH
IVTLUILETERA 10 mg - 25 mg
FHRFAAR U CHW D B SR ER A TH 5.

IVTUILRTFE2 mgoyo20.5m-50mgs)oo1.0mL
1 ¥y bk 0.5nl &AWL 0oL Pice# Lt r b GBIaF-HHBz) 25 mg HDHWNE 50 mg ZEAT5
BEFNETE U >y (arexr—ra U8 Tho,

ITVJTUILETE2 mgR20.5m-50 mg R 1.0 mL
1 v b 0.5m&HDONEL 0L Fize Xt b GEATHEZ) 25 mg HDHVNE 50 mg & HT D
EEEREH T E V) P ERESR - V7 FUMEAGRICE Y Lz ER—va VRS B,

IVTULILETE2 mgo Uy 74 XA0.5 mL-50 mgo v o o4 XMHL.0nL

1 v b 0.5 mld AWML oL ic= ¥ 2Lt 7 b GEIFBEZ) 25 mgdh DV 50 mga & AT
LHEEEREHTE Y Vit ey Nr—REMAMfTTareEx—rva VB TH B,
AHANTE—F —=DNESNT-HEHEAZR (2T A7 Vw27 UL R) (Zhey b (B—FU oY)
oy NLUTHERARY 2T Le—2—0BRE) L, filgF, SiROEA, EEtE2 BT 2 &0
TEHHAITH D,

Iv. WALz 5EHE 10



(2) HEIDHER B UMK
IVIULILRTER10 mg
o - Hk HEOB (BRERERED) . QA Tz R ENAK D L TEME%RIT, B~k
O IMB AT, BH~DTCI A E R T DR TH D, )
IVITUILERTER 25 mg

& - bR HEOB (BHERERRAD . A AA Tz AR EHNAK L oL CTEMZIL, B~k
HEOIMBE T, BH~DLTCHAE R TR TH D, )
IVIJUILRTE2 mg)ro0.5m

& - PR | A ~T S IMeE T, B~ AR R DK

S8l

IVITUIERTFESOmME YT 1.0ml
@ PR |~ O I ME AT, A~ AR R T DR

——
o
Sl e R )

(RS E AL OB

{2E6L |
FTROADTVET

R ——

TV PUIEEELLOHAELR UHREEZAE L CWET,
IVITUIKRTFE2 mgR2>0.5m
o« PRI | I~ SO T, B~ A E BT DR

S8

. o - ™
I o T TN EF o0

— e [Z5me] §
S8l |

IVITUIKRTFE O mgAR21.0m
o« PRk | A~ A SO AT, B~ A E R T DR

. i,
D [awee o) '

18 (VLR SR D3 )

EEBErvS RARTES ENESY
| EERED [Tk e o)
L Eam

TUTULARNIELELOHAELR UREREEZ AR L CWET,

1v. ®HNZBE2IEE 11



IVIUILERTE2D mg o)y 74XR0.5 mL

PR | A~ AT T, B~ R D

518 s Faa 28
292224XM05w |
S S

IVIUILRTEOmME Y204 XA1.0mL

- PR | A~ AT T, B~ PR DR

8

ey (I—1FV v¥) EALOFREA]

#H¥xvv7T
181 (BB HBYET)
oc—— ]
EHERT =Yy
SRR
(B%E)

DV w04 XARFNERIARF (TOTULY ) v T4 X BERRSE : PHC #kX&4t) DEREA
TTVVNI Y w7 VA ZHEELLOMES R CEMEAGREMEHLET,

"iso L

— BT AATA

AMRE

O BRWEAND
— 1 © AMEmuTs

O MRAAEATT D

A — MRS
1|
x L b B LS
o 1pmPL. H-F) vV
MOy
O MREWM)NT

N seommone
—— " °n-tuuuer
O AAQWMERT WOED

O M Y—-

(3) #HAa—F
Y L

1v. ®HNZBE2IEE 12



(4) HE IO
IVTUILRTERA10 mg
AfRIED pH : 7. 1~7.7 [10mg/ml H R S K]
ZFEEE BRI 50) 51 [10mg/mL B HEFHAK]
IVTUILRTERA25 mg
AfRIED pH « 7. 1~7.7 [25mg/ml H R HEH K]
ZEEE CERRAEIC T 50) 1 [25mg/mL B HEFHAK]
IVIJUILETFT:E2S mg)o20.5m-50mgs)>o1.0nml,
IVJLILERTE25 mgAR>0.5m-50 mg R 1.0 mL,
IVIULILETESD mg o) v 74XRA0.5m-50mg o)y o 74 XA1.0nmL
pH : 6.1~6.5
RFEE ERRRIERIC T 50) 41

(5) =t
TS D ER TR DRFER 72 AR O 8} O SR
IUTULILETERA 10 mg - 25 mg
BRI DEHBEP I TDONL TN D,
IVITUILETE2 mgoo20.5m-50mgs)>o1.0ml,
IVIJTUILETXE25 mg_R>0.5m-50 mg~_R>1.0nml,
IVTUILERTE2S mg o Uy I4XA0S5m-50mg 2y I74XA1.0n
Y L

V. #ANCBd 5 EE 13



2. HEIDHEM

(1) A3Es CEMRES) OEERVFHEME
T

ongd

YILILETERA10 mg

IUJUIRTERA2 mg

BRhSy -
(1 /34 7 LHh)

T2 N (BEFHEBEZ) 10 mg

X FNET N BRI Z) 25 mg

D<= h—/ 40 mg
WRINAl R B b 10 mg
(1 XA 7 LH) e AZE—L 0.32mg
ko X Z®— L ERTE 1. 16 mg
. IVIULETFES mg)oo IVILILET:EO Mg YD
HR5E44
0.5 mL 1.0 mL
OISR b7 | GG TR 25mg | =4 %87 | GRETHAZ) 50 ng
1o
Ug—KEFT N LKW 0.6mg | Ve KEF MY 7 LTIKF 1. 2mg
e Uy%;mifbuvA 1.5 mg UV@;*%T%U?A 2.9 mg
uyuyy$)1;7wﬁzyﬁ%ﬁ 2.7mg | L-7 V¥ = i ERHE 5.3 mg
S ol DR 2.9mg | LT MU UL 5.8 mg
A by 5.0mg | EH I bE 10. 0 mg
FR7E4 IVIULNETED mgAY05n | TVTLLKRTFEO mgRv1.0nl
N 0.5 mL 1.0 mL
FhER A4S « 45
ﬁ(?ffij L ;’fg 2T N (B z) 25mg | =2 )t b (B FH#LR) 50 mg
U —KFEFT NI LKW 0.6mg | Uls—KFEF M) 7L KIW) 1.2mg
A Ui KFEF YDA 1.5mg | Ve /KFEF Y T A 2.9 mg
(1% v | i) L=7 /L3 = M PR 2.7mg | L-7 V¥ = U HEREE 5.3 mg
b | Al DRV 2.9mg | LT Y DL 5.8 mg
Fi abE 5.0mg | ¥53 A0 10. 0 mg
w4, IVTUILETE25 mg IYTUIIETES mg
91w I4 XA0.5 mL )94 XA1.0mL
ARSy - & , L e g e s . b v o
T HE XL T N (B z) 26mg | =2 X7 N GBEFHHLZ) 50 mg
(1t b
Vo KFET NV LT KFM 0.6mg | VBE— KkFEFT N LK 1.2mg
VA U UBETKFEFT P T L 1.5mg | Vo KFEF Y T A 2.9 mg
(1 % o k) L-7 V¥ = R 2.7mg | L-7 X = HHlRE 5.3 mg
b | Al DR VAVN 2.9mg | HALFT Y T A 5.8 mg
e =L 5.0mg | FEHH bk 10. 0 mg

V. ®ANZREI 5IHA
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(2) EREFORE

UERR L

(3) #=

B L

AZ LR

4. A

LR

3. RTBBADHERRUEE

. BAT DERENED H SR

HIW B SRAHMY . =& 31t 7 N OYIRHA K ORI

TFEHRA R
TR H R AR ) SRS
DNA F ¥ Af = RN A X — IR
CHO el b e A i) T A =— AN LA X — PN

FAEL RF L/ FAL REFv
NNFFR T —E 2

F o A4 =— AN A X —PIE

A=Ak G\

BRTRICBTI270T A VAT 74 =T 4 —0T A

6. HHFOEEFMHTICEITHIREL
(1) REARTFHER

TUTLILETERA 10 mg

PRATSA: PRAFIZRE PRATHAM FRERAE R O HERS
_ B
5C. W _ 42 5
C g AT 55 2 # H N
HIEEE PRIk, MR, BBE. pH. MERBR. RNEMERRI . st &
IVTUILETXRA 25 mg
PRAFERAE PRAFFEHE LRAFHIH AERAE R O
= = EhE
5C. K& NN 48
=511 55 2 # A FEA
BIEEE - MRk, s, 1REIE, pH, MUEERER, Rtk 7. iEdE 2%
IVIUILERTE2S mgo)oo0.5m
PRATSA: RIFE R PRI HA R FRER AL R OHERE
=7
5C, B5pr | T AH 36 » H JRFEN
T
BIEEE - MRk, sk, 1REIE, pH, MUEERER, Rtk 7. iEdE 2%

V. RANZEId HIHA
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IVTUIERTFESOmME Y2 21.0mL

RAFSM | RIGERE PRATHIM B s S O RERG
E“EEH
5C. Wspr | 7 <8 36 » H JRFE N

PETEE « PRIR, MRS, RBIE, ol MUZRER, RIEVERRLT HIENE %

IVTUILVETE2 mg R 0.5 mL
PRAFERAE R HE PRATHAH] Al BRGSO
5°C. WEAT Xy ¥ 36 » A JRFEN
XU T LIV T2 mg U 0.5l E RS - U FURHEARICEY FLEDLD
TEEE - HretEREr (BRI 25 mg 2V 20 0.5ml K TN50mg ~2 1. 0 mL DOZZEMERBRE I S X &% F)

IVTUILERTEO mgR21.0m
PRAFERAE PRAFIEHE PRATHIM BRGSO B
5C. WEAT &y b 36 4 H RN
XU T LIV THEOmgY Y UL 0L A EES - U FUREARICEY FLEDLD
MEEE - R, HElikER, BEE, pH, MR, REMEReh 7. MeerEsRER &

IVJUILETE2S mg o) )4 XHE05mL-50mg 21wy 74 XH1.0ml
AR OERGFRR 2 G L EET —Z 12OV Tit, T 7LV TE2 mg Y P 0.5 mlL 50
mg U P 1.0 . ORBRFERICEST S,

(2) hmEER
IVTUIILETER 10 mg

PRAFSAE LRAFIEHE PRAFHIE BRSSO
o, RAE] %%ﬂ‘é%
25°C. WEPT 55 2 12 % H HikEH

HEHR - MRIR, MEERER, K5y

IVTUIILET XA 25 mg
PRI R RE PRI ARG S O BEmE
BEEN ﬂiﬁ%ﬁSﬁﬂi?ﬁ%W@%okﬁﬁﬂ@%ﬁﬁ\
P 24 7 A | HERABROFERDPBKIEE Lo 7o, iz, @1
ALY DHEINDERD BTz,
BIEEE « PRIR, TEFRAER, 1B, pH, MEHEBR, RISV %

25°C., 5P

IVTUILERTFTE2S mg)r20.5m

PRATS:ATE PRIFTERE LRATHIM FRBRAE S O HERE
£ HEFREFRIZS » AETHENTH 72,6 » HDOEFET,
25°C, WgpT | T AH 12 » A MEERER T W T ¥ Lt 7 N OEIW RO BN K
TEH 5 Z i U7,

HEEE Mk, MEERER, RIEMERRL - 2
IVTUIETFESOmME Y2 21.0mL

PRAERAT R ERIAS DR A7 HIH] AR A R ORI
HwEEN RITERERIL 3 » A THBN TH 72,6 5 H DEFRT,
25°C, WERT | AT AH 12 % H MEERBRIZB W T =X XLt~ hOUIWHRD &2 Bk
LA 1R Z TR L7,

RELRHE MR, MERRRUBR, IRBIE. pH. MUZRBR, REMERR - 5

Iv. ANz 5IHE 16




(3) wrELEAER

IVJUIRTERA2 mg

RIS RAFIEHE A AR OB
) S E B wﬁﬁ%@pﬁ%ifﬁ%W?@oko8ﬁ®
40°C., WEPT —— 8 JiH REmCL MERRBR O RO BURICHE S Lo
oo F70. mO TR OEMNNRD b,
25°C, 44 i‘fhf;); 200 W- I§fiE /m* Jz fE N
ARG & B 7\t Y120 7 1x-W§R | 7
(Raldk)

HIEEE - PRI, #ERSRUR, IRBE, pl, MIEERABR, RIAVERORI - %%

k :40°C., WA ORER TldAeFE M

IVTUILETE2D mgo)220.5 m

RAFSME RIFIZRE PRI B AL F OB
MEERIT L » AETHEBENTH -T2, 2 » H
= EhE ORPERES T, MERBRICBWN X 2Lt
40°C, HWpT 5T AR 35 H N OYIWHR D BB Al L7z, F7z, Blo
HESHE FIERER I W T, @y T By OEDPBIE %
TR L7z
BEEBEA
5C. %4+ H T A 200 W+ R[] /m* & RN
AR % RS TS5 120 5 1x- W[ |7
(TR el 2%)

BIEEE - Rk, feslilBh, BB,
% 40°C. WEATORER TldAE M

IVTUIETFES O Mg Y2 21.0mL

pil, BERERRER, FISIERR T %

RIS LRAFIERE el RS R OBEIE
HEEHE HEFERIT 2 B F THEBN TH 7=, 4D
40°C. WEFT 75 A 8 3 TR ST, MUERBR B WD TR Bl o
SR BB E ML,
BEEHB
5C. 4% HZAH | 200 We B /m? & | M RRBRIZ IS W TR 1 Ry O BN RS &
AT A B G A V120 J7 1x-FREfE | Bi L7z,
(Raik)
2%
5C. %4+ HF 2l 200 W- I /m* Kz sk
A % PR R V120 75 1x- B | 7
(il Eld)
HEEHE
o~ e
2;& ﬂiﬂ‘] 77&7;%% 12 44 1
(Rai)

HIETE - PRIR, MRl RBET,

pH*,

* 1 23°C, BAHEOLA T ORBR TOARENM

MR, TIAER T 5

V. RANZEId HIHA
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1. AEERVBREOREN

FHENE

IVTUIKRTER10 mg - 25 mg

D HE EHAK 1oL 295D NS TARNICHEAT D, WA ZIEN. TGERE WIS ICHEREL,
@HRMITEE EL L HICE LB BIEMT S 2, BMLIEE 5 LAWD &, RANTERICIANR
THET, Hmnb 10 SREORMZHET 5,

2) WIRZITHCDNTHEH T2 2 & (B, BRESSDE A TIRGET 2% 61E, 2~8CTRFL, 6K
FUNICER T2 2 & P17 Lo SR, #5550 15~30 RN ERICE LT 2 &) o

VSRt D2 ENE -
TUTUIVETEM 25 mg
HJR S K 1 mL S o2 ek

BRI | RAFIEE A AABRRS Fo0 BEG
o e | EEEW
SC. W | 48 W5 F HUR N

HEET

25°C. HEHT 24 I fH] B

H T A

FE OMA TR bivlz, £, HiGHED

25°C. S| EEREW | 200 W- R /m? K = g il
B | Ho A | T 120 T 1a- BN gz;tf%hto%@@®wmaﬁﬁ\ﬁ%

BIEEE : R, MesBalBr, pH*', MUERBR, RIAPEMR 72 4
*1 eIzt 2 BR O B FE i
%2 1 G 2 EER 0D ok Eifi

8. th¥F & DEESELL (MELFHEL)
U ERR L

9. Bt
FE L

Iv. WALz 5EHE 18



10. && - A%

(1) FELIVELRRZR - . NELI/EKRERSE - BEICET 51ER
IVTUILETERA10 mg - 25 mg
Y LR
IVILUILETESDmgI)o20.5m-50mgs)>o1.0ml
=— M y— K (EHEFy v ) KRR A
IUTLUILERTE25 mgR2>0.5m-50 mgR> 1.0 mL
== Ry — b B (RUilx v v ) RERF A
IVIULILRTESD mg o) v 74XA0.5m-50mg oYy o714 XA1.0mL
=— R v— K (FER#EFy 7)) @ RERTA

< i >

IVIUILERTFE2D mgo)o20.5m-50mgs)oo1.0ml, TTUILETE25mg R 0.5
mL=50 mgR>1.0mL, TUTLILETE2 mgo Vv IA4XA05mL-50mgH v I4X
A1.0mL

AR DBEFEF ¥ >~ T RO EEGRBX v v 7L, 77 v 7 AZEHALTWAHTD, 77 v 7 Al
JEDREERE & 2 VI A[RENED B D 55A EFHE K OO X v T ~O il & 5 W IIAH] O #
HlZXY, SN BZ 52 enbHr0THEETHZE [ IVI-6. (1) &0HE - BEEREEDH 2 &
#9.1.8) OIHEABM] ,

(2) 8%
ITYVTULIVETERA 10mg
454 T )b
I YT UK TR 25mg
434 T )V
IVTUILERTE 25mg &) > 0. 5mL
4
IVTUIETESmg 21> 1. 0nl
2V v
IYTUIETE 25mg R 0. 5mL
¥k
IYTJ LUK TE50mg R 1. 0mL
1%k

IVTUILET:E2mg ) v o714 XA O0.5mL
Lty b (FESE 27 5 —)
IVTUIERTESME 2y o 74 XA 0mL
1 'y b FEHE: 27 =)

() FHE=E
MM E R L
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(4) BROME
I T UIETER 10mg - 25mg

NATI  HEHT R
SON C TF TN

ITUTUIILETE 25mg <) > 0.5mL - 50mg 1) > 1. OmL

VA2 2%

27 7 — VTR B

=— KV — K (EHES v v )
VYy Ry v
TV —A by = (FA8)
A Sl =N

Wy AN TTHTH—

CWEHTTR, Yy

AT ULV ARAF—)L Y ay
/= VA

SN I = il P

N (Al ¥ =N

BN = il P

P N I = il P

ITOTUILKRTFE 25mg R 0.5mL - 50mg R > 1. OmL

U UNRLIL

27 47— ViRt

=— Ry —b R (EHEF v v )
VYy Ry v

TT T —A R yR— (FA8)
EISL - U7 T U HEAS

TR A, v ayv

AT UV ART—)L, ) av

P/ = A

S N = gl P

BN (i 1) 2=V

T Vua=m NI THTT S AF L AT UL

ARV ZATNVET A h~w— R FTHRIAF L

IVIUILETE2D mg oy I4XA05m-50mg o) vo74XA1.0nlL

NIV

27 77— DS

=— Ry = R (EHEF v v )
VYy R¥y v
TV —A R y— (T L)
Ty h (=K vP)

EETIA, Y ay

AT ULV ARTF—)L, Y av

N /g A

N Ry = R A2

N (A 1 U
CARYB—ARRA b, AT LVA, T Y=kl

TEx e RAF VL, v ay, VAT A
S B E O, R =F LT L7 X L— b

V. HAN
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1. BRI 5E#5E
I T UIETER 10mg - 25mg
L7

IVTUIETE 20mg 1) > 0.5mL - 50mg 1) > 1. OmL
ERME EZ ) v

IVTUIETE 25mg R 0.5mL - 50mg R 1. 0mL
HERMBIE : EX—X ENV RV

IVIUIERTE2mg 2y 974 XA0.5mL - 50mg 2 v 974 XA 1. 0mL
HEAEAS =7 L2 v 7 U4 X (BUERGE © PHC Bkt

12. £t
LB L

V. #ANCBd 5 EE 21



V. JAEICEE9 5IER

1. $EEX TR
IVTUIETER 10 mg- 25 mg

4. PEERIFHR
BFARTHRT AL TRERE
OMEi) v~ 7 (HHDEEMBEOHILEEZSE)
OZEHIESEZ AT S EFE R £

<A >

OMgi) w~F (HEDEEMESDOHLEZSED)

EINIZEBWTIE, BtV v~F3 (DMARD) N CTH =BGV v~ T BE 2 xtg & LR 2 52
M L7ed, TP BE T D50 MMELE VL RMEIIRF ST nZ Enn | [ERE XTI )
Z [BEARE COHRAR T2 ) v~F ) ERE L, £7-. FO%ICEN L 7-BEfi ofENEE
DOBF I RO 2 B & L7 ENERRRBR O R 5. HARNIZI T 5 B8 OREEE O HE R
1R N BRIRSE IR DU BT 2 BEIMEDSHER SN2 Z & h . [BREXIIRNE) % TBEEIGHE T
BARFDREEY v~F (EHoMENREGOIEEET) | EFELE,

OZBMEICEEEEZ R/ I 2 EFEFRIEEH %

EPNIZIB T, A b Ut — MM 2R3 SUIRANEAR R Th D IEEIED 2 B R EE
e MERAEI R B & xh G & U TR IRERBR 2 J20i L7273, TP D B3 5 A bk Kk V22X
BEtSn T Eanb . TEXIIRR] 13 TBEFERR CORA T e L BE I EEaME 2 AT 5
FHEVERRREMERIEI ) LRRE ST,

IVITULILETE2Dmg)o20.5m-50mg )22 1.0ml,
IVJUIETE25 mgR>0.5m 50 mg R 1.0 mL
IVJUVERTE2 mg )y 74 XA0Sm -50mg 7 ) v T4XMA1.0m

4. PMEERIFZER
BEARCHRT+2REHY 77 F (BEOBEMNEEOHLESD)

< i >
[V-1. e IIZhE] = 7 VA K FIEM 10 mg « 25 mg DR HR

V. 1BHEICB9 5 TEH 22



2. MEEXIIHMRICEET HFE
IVTUIILVETER 10 mg =25 mg

5 MREXIIRICEET HFR
(BET) o< F)

5.1 WBEDWITBN T, HEAT A FEFRIIEA M OMMOHY ¥~ FIHEIZ L D0 i8R %2
ToTh, REBIGERT 28 6 NRIERDIL L5 T 5 2 &,

(ZEEICERNEERT SEFHERREEX)

5.2 A b bLFY—bODEB VAR EZ T LT L OFREZIT > TORA 5 50 IHR
WIS D6 AFNEIG O WA 2 W5 2 L,
EHRUFEERREMEBIE RIS OV TR, EHIERITH T 2 AR O L EIEITHENL LT 720
e, BEHIERNLE L, ZESRNTERTHLGEOHRIAMERGTDHZ L,

<figsn >
5.1 BEFIGR CRVREAR 27288 ) v ~F 2 X VIS T 572012, BRI EEH L7z,

5.2 BEAFIRIR COURA T+ e ZBAMICIREIE 2 A3 D B FEVER R MEBIRI R 2 L 0 BRI 72012,
HARRYIZRE L7,
Flo. EHRFEEERRIEEERICOW TR, FRAOBKRRBRICE W TRFIER GEE 35,
U 2 EilERR, DAMESR . FFIRIESE) (283 D AR VL EMEITRE S Tnaan 2 &b, £
H R R MR 2 B H 13, EFIERNLE L, ZHEERNTIER TH D56 DA H %
BhHET DL ERES NI,

IVITUILETFTE2S mgo)o20.56m-50mg>) 1.0 ml,
ITVJUIETE2 mgR>0.5m-50 mg R 1.0 mL
IVIUILETE2D mg oy I4XA05m-50mg o) vo 74 XA1.0nl

5, MEEXIIHRICEET HEE
5.1 @EOBEICEBNT, FEXT A FMERIREF R OO Y v~ F3E C L 5 REEE
1ToTH, HERICERTIHLNRERDPELIGAICERETHZ L,

<>
[V-2. eI RIS DEE] = 7 LV NEM 10 mg « 25 mg Ofifahi SR

V. 1BHEICB9 5 TEH 23



3. RERUVAE

(1) BERUVBAEDMER
IVTUIILVETER 10 mg =25 mg

6. RiERUVHAE
(B o<F)
A% AR/ HERHK Lol THEEL, B, KA 37 b (Biafz) &
LT10~25mg % 1 H 1[E], @2 2E, XX 25~50mg 2 1 A 1 [\, #IZ 1B, & TFEHT 5,
(ZEHICESMZE T H2EFHFRMERBEH LX)
AH 2 AARSER HFESHAK Lol THEMEL, @5, NLUZE= 2287 b GBEHEfZ) &L
TO0.2~0.4mg/kg Z 1 H 1B, BWIZ 2, ETENT D, RO 1 [EERE ST A OEEH
& (1F25mg) # LEREFTHZ L)

IVITUIETFTE2Smgo)o20.56m-50mgs) 1.0 ml,
ITVJUIETE2 mgR20.5m-50 mg R 1.0 mL
IVIUILETE2D mg oy I4XA05m-50mg o) vo 74 XA1.0nml

6. AiERUVHA=
AH &, w@E, RAKIZZ 2 3xve 7 b (BB z) &L T10~25mg % 1 H 1[0, #AlZ 2
B, Xi%25~50mg Z 1 H 18], Wiz 18, BFEHT 5,

(2) AZERUAZEDHRERERE - B
ENICHIT 2 HNARHAERSRBR T, 11 25 mg # 2 W7 FEH L 3 » A% O ACR20 BERN
65.3% CH V. KETOFEMME " EESMHREGER T 1[0 25 mg i 2 [ FES L7723 » H#9 ACR20
ER 62% LRI L, Fio, KWERE G EWN LA R FIENFEOBESEPI L2 szl BN
TOFMAH —EE R EGER 2 Ehit 3, BEFER CHORA 072 Y v~ FI&kRB I N, Ln
L. EHNTIE1FE 10mg # 2 B THERFN TS 3 » HHE O ACR20 SR 64. 0% & AZMWENGRD bz
728, AEROCHEIX 10~25mg 2 1 B 1 B 2 [BlOF FEN & S,

[EIN K QNS O B TARRRFERRER 12 35U VT 50mg 1 [B1# G- J OF 25mg M 2 [BlF2 G-, W TNT 25mg 1 1 [A]
e b KON 10mg 1A 2 A% G2l L= & 2 A, 25~50mg # 1 [ 5T 10~25mg # 2 [EF 5 & [k
DAENENRFRD BT, 2010 4F 2 12 25~50mg 2 1 H 1 [=5], 3@ 1 [0 TR o FE L O &
DSBANZAGR S 47z, BIEEIZ B3 2 EN S AR MR RERER [JERA 3R (315-JA) ] 1245 T, 10~25mg
W2 EEE & AN RLX— R (MIX) B&G&2 iR L7z 2 A MTX BEGIZ b~ BA il oo i i
HNBO BN, ZORRNG,  TBEEORENBREO L2 ETe) 28 2012 42 3 AIZIENERE S
77

[V-5. (3) AESERRBR] KO TV-5.  (4) WEFRRBR 1) A2EMRGERER) DOIESMR

V. 1BHEICB9 5 TEH 24



4 RERVHAEICEHEYT IR
2HAIHE

1. BZERURAEICEET IR

1.1 AR ZEIC 2 B GT2560%, £5HRE 3~4 BfREE T2 2 &,

1.2 KElE T "2 7 b GRIETBZ) O TN &, WA CHEit L= 77 'R &2 xR
& LTERRRRBRIZ I W T, Al Z B 0ht INF lH & 7 227 N (Bl HHfiz) OO REE
ZFT-RETIEOFHIC X 2R OBEMIIR SN TR B9, [EYWIE M OVE 22 EYYE O R BLR N A
Fl 7 G Teht INF A DO L HIEEEZ T2 BE TORBE L X TE -T2, £, AFIEM
DEMRFN DOHFRIZ DN TE MR A NETHESL L TW WO TR ZEET 2 Z &,

<t >
7.1 ARFD 10 mg O 25 mg, ¥ 2 BB G2 ME L-ENOREET Y v~ F B 255 L Uz BRRER
B MM ERGRER) 1280 T, AFIOHEROHELZ, T2 BIE FEHE2179 (RAlE LT
2 HEMMRZ HIT T, AHEOARER, b LITKBEEROERH, b LIIKER RO LER
WCHE) | LRELTCRRBREIEM L, TOFEIMEEZEMEZHER L TWD, 20X HiC, KHlZH
_zﬁ&ﬁﬁéﬁéi\&%W%%s~4ﬁﬁ%k?éi9\E%%&&ﬁﬁ%%ﬁﬁbto

7.2 TR e E U EAMNERRBRIZBW T, AR 2 ESTeHl INF fAl L 73227 N (BB
#iz) OO LD FHEROEETRITA G ILT, D3 OPL INF KD Iz X B IRE DT A L ~FIE
ARBBRNE DT EDFRRBEONTNDEZ N, KFIET A2 T (B FHfiz) &0
OERCRET HIEEMEZ LT\ V2
F7o. AAHI O ERAF L OGOV TIE, BRMEROEIMEIHEL L TNz s, ff
FITRET B LD FEEMUE 2175 2 & & LTz,

V. 1BHEICB9 5 TEH 25



5. ERERAUAE

(1) BBERT—%/8y5r—
- B v~F (BEFERIECHER TS RIBEEICRD)
2009 FE 4 H LV RIOERTH D20, %4 L7V,

- ZEEFICIREE 2 A D MR REIERIEI . (BEARIR TR T BB ZIR D) 12k 520 hE

SR OB
EPTES B
e i mmﬁemféxam
- 105-JA5RE® : B N + 16.001 053¢
' PKO;EEQM f - 16.001 75488 (BEZRE®) (¥%)
E [ ereaztn
! | (EenEoEmEE, FEREEY
: | ommESEOEmEHEE S
| ; * GMR-33321
BAR BT — D AR BRI
RAS S [ 1EREREEATR A V| RAEB M= FE1RHEER
- 202-JAZER H mewmy | - 16. 00095788
o PRopxERE |
PPKAZHR ! FE#% :
- 105-JAR LA 202-TA5RER 5 5

FRARMC 3T Y 2 BOHERITHRG

JRABEEFIEEFEAER JRASEEE 1/ BERGREAER
- O045AER < + 16.001 65488
- 206-JAHE® i
. 208'J Agﬁk 'ﬁﬁ"i‘ - Rﬂ/ J Rﬂggﬁﬂﬁggﬁk
: 20?-.;3352 (BihEeE P32t - 200216185%8% (EEFHD
wlic RS E R R
- 200216265888 (SEEHD

JRABEENVIBERFAER (k)
- 200216285388
(Z2HOBHOIIET)
- 16.00315%8%
(Z2HOBHOHIET)

T T IS NSNS
T -

* : EFRUSBIARSOBRSERICE SR, ORI THETREICE SHRTH 5.
[]: smstns -2t -

V. BRI AEA 26



R | . e s g REROHE BBRE L
shEEEy | iH | RRTA B HARE, OR PR 5)
204 A A FBUM, A—T > ZhE| - AHF) 0.4mg/kg W 2 [A, BT #E| 2 BE & 5 BUE - PE Ry
(FFHm& ) AL 5. 12 @E., EAES FEIUEBIHI R R -
k12 HAE T RER T, ARMEN A | 22
Lo b, etk EoRER
WHEBR A & R BT A AT,
206-JA X 13 207-JARBR ~DRITE T
b A Ak LT,
206-JA A A W LAE, IEAEA L, 8 | A 0. 2mg/kg XX 0. 4 mg/kg 3 2 | £ B Hi 28 B 35 42 ME 5
(FFAm& £} Bk, Zhtiak It [\, Bz FhH, 12 #R BRI R
12 fi]
208-JA AA BUAE, A—T > L | A4 0. 2 mg/kg ¥ 2 0], &G, | 2 B E 2 B 2 42 M 4
(FFAmE £} AL 12 FA BRI R
13 fi]
16. 0016 KE 510 /ILFE ., 2% dLlm] | Part]l © A% 0. 4 mg/kg 1 2 [, Bz | £ 38 M B & D E R
GHmEEH) Partl : #—7 T#H, 90 A T BT DR
Part2 : ME{E L. 73 |Part2 : AH 0. 4mg/kg I 77 & | MEBIRI A
RAtHE, —EE A 2 8], BTG 4 A SU3IR | Partl ; 69 i
AR, —ETR BEBRET Part2 ; 514
207-JA EEN HEIUAR, A—7" St | A 0. 4 mg/keg i 0. 2 mg/kg ¥ 2 | £ B 28 B AE R 45
(FFAm & ) B! [\, B FHEG- AT 2 AGRIER | FEik R 2k B3 (ORHA
BEEE T DIRBRS IR -
32 14
20021618 pSESR EMRE A —7 2 2| AH 10mg ik 25mg () RO Y ¥~ F K OH
(BEGE) | AFF | HRILE 0.4mg/kg CN) I 2 [a], B2 T |45 R 6 1 B £ 2% 2B
. by 1LFE, E 108 F | F (KEIOBBRS IR
< BE)
639 il (A 581 il
/N 58 i)
20021626 K BIVH, A =T ZHi| - A 0.4mg/kg W 2 B, | Z AR XX 42 H
(BEGE) | WFF  |RILFE 5. 36 % H M B 1 98 7B o0 F5 A
CMTX 7p< &b 10 mg/m?/, 36 | FRRPERISI A
# H 594 i
« AFH0. 4 mg/kg 3 2 [A], TS5
FMTX D72 & 10 mg/m?/3
36 » H

MTX=A R b L¥H—

cBEENY v~ Fioad A HELOHEOB ( 1256~50mg & 1 H 1 [, @iz 1= Z@8hn)

TRBR FE N - e s g LR OHE HeBRE S
shEEEy | oW | PRI 1 G, R (0 A 5)
16. 0036 KE FEAH, JEIEZ AL, « A 50 mg 1 1 [71 1% 25 mg 3 2 | DMARD 4 %) o> B i U
GHm&R) | A& | I ARRE, EE| B ZTHRS, 16 #RE 7~ FBIE 420

. Zhtax LA - 77 BR8], FE N TAHI25 mg
W2z 8, & TS
321-JA AA AR, A—7 > % | 25 mg 3 2 B3 5-% 4 M. BIER D o~ T
(FFAm& k) 3% L[] FEVNT 50 mg ¥ 1 [B1 B 5-% 8 M |41 41
BT#Y
3324-JA HA FEAH, JEIEZ AL, A 10 mg ¥ 2 [8] 1% 25 mg 1 [5] | DMARD 4 %h o> B &6 1
FHmEED TEER., SHFER | K TES, 12 8/ v~ FHBE 95 Hi

V. {eRICEd 5 HA
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< BEEI Y U~ T

R e

OHEERHRE O L2 ETe) | O TRz Bn]

TR [ TBEARR TR T 7056 OE ) v~ 7F_(BiHi

RBRFER | .., e e REROHE HERE S
HEEgy | 0 | BT 1 B, (AT 2P 5)
JERA 7Bk H A B, BIELA{L, 8| - AHI10 mg 1325 mgil2[al, f2 T | MTX LLSk 0> DMARD %)
(315-JA #R) B, ShigkdkFE, W | G, 5218 OB v~ FHEE:
(A TER i -MTX (6~8 mg/¥8) 125 REIFE T | 542
2~3[al, Sy, 523
16. 0012 KIE UM, |iE2 L, — &= | —EamY (14F) MTX (2 & B iR D
(&BEEH | HFrH |ER-IFEER UFE | - A 10mg XX 25 mg 3 2 (8], B2 |72V DMARD &) DiE
“HEEMRMM, 2F8 | TS LR Y v~
IFEHRMIR) . MR IL | - MTX (7.5~20mg/H) M 1 [, & | FHBE 616 f
A, SEATHERM g (R
FERH (1F)
AR (CEEHRE) CEIT
nt&%ﬁf@ﬁﬁéﬁm
TEMPO #R5% | BRI, FAH, AEA b, 3| « AK 25 mg 3 2 Bl NG, B |[MTX LIS+ DMARD KL %
(308-EU/AU | A — & M xtMR, “HEMK, Ziisk| E34F B CHRA 572
ER) 97 | 3LFE, WATEE b *MTX (7.5~20mg/#) 1 [\, &% | IEBPEREE Y v~ F
(zBEEH  |fh n# 5., &k 3F 2638 17
< A 25mg W 2 [\, TG+
MTX (7.5~20 mg/3) # 1 [7], #%
ngs, mE3F

MIX=A Kk kL3 — K
T ARFIZBT A8 Y v~ T
HALTl6mgE TTHh D,

T DA S M UFd— P OARAEROHE T, WET L5613 LEH

(2) BRPRZEIEAER

DAEMHER (BEkE)
ERNE IR (BERA)
HANBEEER N (K858 8 ) AT, AH 10mg, 25mg X650 mg ZH[AIRZ F#G- L=, =D
FER, BIZINT-AFFRIOTRORE T, EERAEFGILRO NS, BRMRAE R
THY., Wb, BEHM T H 5 WVITBHREERE TICEE L, £/, 26lick W\ TR 5% DO
T 7 MNURIERRMETh o 7o, RRBROMSER., otk ERFICHEE 25 b DIFFRO b T,
AFNOBEMEITEH N EB 2 BT,

RFREFZ R} : 20054F 1 A)

V. {eRICEd 5 HA
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(3) RERKERHAER
RKEFTHAERGHER GAEAT—2. BEE) D <F : 16.0004 FHER : & 2 Bli%5  RIEFEIEHH

nT—=45) 7
DMARD DZh 523855 L 7T EMERIET U o~ T BEF BT DARANOFINER L 2MEE KRG L, @Y7
HEZRET D,

RBRTVA v | ZEER, 77RO WATEER R, BEAL, Sk

PoES DMARD OOZh3R 2355 L 7= IR EhERIET U o~ 535 180 5] (Fhik: - Ze e+ 5)

7T AREE 4401, 0. 25 mg/m?BE : 4661, 2 mg/m*BE : 466, 16 mg/m*Bf : 4445

T B G UE - 18 L ED B

< B EOIEHE T, DMARD 1H5ILL EAKILL T CRRRIIIZSGEN I S IR o T2 B3
- B BBRAERTAAMIC . DMARDO I H- 2 Z 1 T W B

c 2T aA REEFEHRALTVWDEHEE, 7L RF=y o U #E10 ng/BULFTH
D, AT aA FAIKRONSAIDsD HENR—ETH HEE %

T bRo e *DMARD D7 #+ v 3 =7 7 MBHSARET 4 BRI, AT v A RAIOREEINEAZZIT

T-EBE &

BRI 7T AREE, AH0. 25 mg/m* BE, 2 mg/m* B, 16 mg/m* BEIZEIV T, H 2 [A], 85
AR F#5 L,

FHmTE H A4hME - 85 A4 D ACR20 @ %5

el BEESL, BERRE %
a) ACR a7ty kY095, K OFIEIRRIE 208 & H12 20% LU Lek®E L, 7250 @ 5 HH
3 IEHE DS 20% LA Bk LT SES 0 E S

<HE >
A RE
B H.BHAG 85 Hik D ACR20 1%, 77 & AREE 14% (6/44 f5]) . 0.25 mg/m*#E 33% (15/46 i) . 2 mg/m’
BE46% (21746 B) . 16 mg/m #E 75% (33/44 Bil) TH YV, HihME L G HE L ORI BIENTRD
HAL. 16 mg/m* BED ACR20 [IAAE & bl L CTHEIZE -7 (p<0. 001, % *HE) .

& %50k 85 H# M ACR20

REREHEH7Z0 B 55 (A 2 [mk5) 7R 0.25 mg/m 2 mg/m’ 16 mg/m’
JEFIEK 44 46 46 44

ACR20 14% 33% 46% 75%
ek

BIVEF ORBIRIL, 77 AR 18.2% (8/44 1)) | 0. 25 mg/m* Bf 21. 7% (10/46 f31]) | 2 mg/m* & 26. 1%
(12/46 f5) | 16 mg/m*#E 72. 7% (32/44 f5]) TH Y . 2D 5 LAAKIF GO F 72 8IWEH X, 0. 25 mg/m?
BECIES 8. 7% (4/46 §) | HGHNLSE 4. 3% (2/46 f51]) | 2 mg/m* BECTH G NI 13. 0% (6/46
Bl) | FEMED FE V2% (2/46 i) | 16 mg/m* BE TERGMALSS 52. 3% (23/44 ) | FHEhED F W,
B, ORI, EERTALEEE 4.5% (% 2/44 ) TH o7z,

EELRBIER., #5-FkFl, BRE], e IR T, 2t L A& L OMEILERS 51§, 16 mg/m?
FTCORBEEP RSN,

(F : KR TAFNOBEE Y 7~F Ik L TR SN TS HER O EIZ 10~2mg 2 1 H 18, B 2EH, X
1L 25~50mg % 1 A 1|, #IZ1E, FTFENTHD, )

V. 1BHEICB9 5 TEH 29



(4) tREEAVEAER
1) BRI
® B o< F
ERNFEIRRAERGHRER GA2 @RS :202-JAKE: Ty U RE  FGENFI0T—4)
DMARD #EZho @HEAHT U o~ FRBF I D AFN DA ER OV etz it LTc, £/ KEAOT—X
& HARND RIS DWW TERIME ARG U, SMERGR T — % 25 H AR NZIME TRE T 5 et LT,
BT | CHER, 77 BARRE, WATERR, BEA, Sk
PSES DMARD #E2h D BEEf Y ¥~ T B
FIIVEMEAT RIS (FAS) 147 f31]
7T B REE 48 B, AFHK] 10 mg BE : 50 5], 25 mg #E : 49 il
MR RS 153 B
75 B REE 50 . AHK] 10 mg BE 52 . 25 mg BE : 51 {4
TR RERIEHE | - 20 LA B TE A R D F L
R EOTRFEIZIBVT, DVARD 1 AILL ECEBGER A LN o T BH %
FebRAIEUE | - B G-BRMART 4 BRIZ, DMARD O 525 1 - B
T R=y R0 ng/ HEBZ D AT A RO %2510 5 BE
I SCEO R KA &4 2 5 NSAIDs O 5-%2% 15 T\ 5 B
- B HBRLART A BREIZ AT o A FA| - NSAIDs O 5 B4 F LI-BE %

B 1E 7T B AREE, ARH 10 mg BE, 25 mg AEIZEID AF, 2 =, 12 8 (3 » ARM)
FT#RELT,
M IE B Bk

FEEIMIEE - 12 WA H o ACR20 @
BIVREHMIE B - 2 3G B > ACR20 © | 12 AN H 0> CRP, ESR D # 5Bk
KE D DR %

etk AEFRG. WARE %
FENT 51 HWMEO FEZENT & LT3 » AR OKEED ACR20 3|22 T, Cochran—
Armitage FRTE % Fhi L A4 E/KYE 2. 5% T E CTH AV BRSO HEIME
ﬁ#%é&b@SﬁT@@EF%@ﬁﬁT%ot A, 77 'R L 25mg
% Fisher OEHEfEFREL HWCHIAEKES% TR Lz, S 612, #H
OXF T 2 FERIOZED 5% XM A2 H M L TR Lz, £7-. BT
L LT, 2 B ACR20 SLERKLN3 # A D ACRS0 KN 70 hERIZHOWN
T, [FEROIENT 21T 572, RPOGEITESNBIE L TR H-o7,

a) AR 7ty MY 05 L, MIEFHBIFIE M O IEIRBIEIE & BT 20%LL Lok L, 7o o 51

H 3 I H R 20% LA Rtk L= SEf o F &

<HEHR>

Atk

FEIMTEE TH 5 12 WEHN H @ ACR20 1%, 7*F B AREE 6. 3% (3/48 f5]) . 10 mg £ 64. 0% (32/50
m)&w%mﬁﬁ%a%(wMQW)T%D\um@ﬁﬁwmmgﬁifﬁkfﬁkwﬁbfﬁﬁ
\ZmnoTz (p<0.001, Fisher OEHEMENLIE) o 10 mg #F & 25 mg BEICITHFIAYZR 22TE8 0 b7

Mmool

F 12 E5EfE D ACR20
5 GA2m&S) 7R 10 mg 25 mg
ACR20 6.3% 64. 0% 65. 3%
(e LY |2 3 U T2 RE B e E 5] [3/48] [32/50] [32/49]

BIREHEIEE T 25 2 BEEH H O ACR20 1%, 77 BREE2.1% (1/48 1)) | 10 mg & 38. 0% (19/50
) . 25 mg B 36.7% (18/49 ) TdH-7-, £7-. 12 Wi H 2T 5 CRP KT ESR D H-BRA
BREDN S DR IE, CRP X7 T 2 AREE 17. 3%, 10 mg #E-47.9%. 25 mg #£-65. 4%, ESR 1Z7° 7 &
AREE6.8%., 10 mg BE-32.0%., 25 mg #F-32.2% CH Y . 10 mg BEL N 26 mg BE & HIZ T T BREEE
L UCAHEIZ CRP, ESR 2MIK N L7z (CRP : IEAZIZ K-S < ANOVA FR7E, ESR : ANOVA IR7E) .
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X

IWEHORBLRIL, 77 8AREE 54.0% (27/50 f5i]) . 10 mg #f 69.2% (36/52 i) J O 25 mg #f
.8% (31/51 %) TH V., D5 BARKFERED F/REWERIZ, 10 mg BE CHSERALL I 15. 4%
(8/52 i) | SUASAZE 13.5% (7/52 fl) | K& 7.7% (4/52 §) | 25 mg HECTHSHHAL G
15.7% (8/51 ) . SRIWATAZ 11.8% (6/51 Bl) | VEFHEBAALEE9.8% (5/51 fl) Th-o7z,
EERZEWEML, 77 BRI 1A ORBREFEET) . 25 mg LT 2 1 3 1 (HEREIR~L =7/
JEAFAE A pezs . BUME) 389 v, BUMED 1 BHIETICE > 7=, BWERIC & B85 d k5%
7T uREE2 B (RS KOV MRS, =R92) | 10mg BE2 5 (FEFE%k., %68 Th otz %
FEEIX 2o T,

Rt

2 =

7V v e

HOMUOBE LIZAIMEICBT L7 Y v o PSR 22Tl L, ZatEn 7 v 7 1 —1

M7V w7 xR 16,0009 #BR ( [V-5. (4) 1) ARMERIERE OEBR) LERZRN

Z DR S NIz ToD . AAERIR T — ZIXHARANIMERFTRE T H D &Il L7z,
(KFRIRFEEEL : 2005 4F 1 H)
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XEFEMARAERCHRBE GHEAT—42, B2EES5 : 16.0009 HEx : T v OV I /RHEK
BEREGEAROT—4) 99
BAEA Y 7~ FREEITAHA 10 mg 3UT 25 mg 238 2 [\ 6 » A MRAERG Lo & & O RU%R S

P RRET L7,

AT A

—HER, T AR, AT, BAER . Stk

x4

DMARD D ZhHAN 5T U 7= IR EERSET U o~ T S
B 3SR RS2 229 f51]

7T v REE 79, AHK 10 mg BE 2 73 1], 25 mg B : 77
L MERRAT K5 234 f51]

7T ARRE 80 i, AHI 10 mg B : 76 i, 25 mg &E : 78 {4

TR A YE

<18 LA Lo B
CBEDOIBET, 1 FILLE 4 FILL T O DMARD 2MERN T - 7-HE %

RN T4 S

*DMARDY + v 27 7 FRRARRTAEMIC, 27 v A FRIOBESNEAZZ T
7-HH

- B EBEAGET 4 WRIIC. DMARD O 5 %52 | F - B

s U R=Y A 10 mg/ HEBZ D AT A RAIOEE 2% 5 8RE

A SCEORE RHER RS2 2 5 NSAIDs OB 52217 Cnb BE &

RBRITIE

7T AREE, KA 10 mg BE, 25 mg BEICEI Y i), 218, 6 » A (26 @)
BTE#EG L,

AHmIE H

HhE

TEEHMIEE : B 5BAE 3 4 A %D ACR20

BIVAEMGIE B : #5544 2 L V6 » 15D ACR20 ) 4
Zelk AEFEG. WARE %

FRAT 7 1

MO FEFANE B & N OMOFHEEE Téh 5 ACR20 MUY ACRG0  ci#
RIL, BSEIC 7T 8AR, =7 L 10mg 8 2 RIS KON 26mg T8 2[RI
Ho3 BEZOWT, BEkRx® MEFEM L (FEKHELS%) ., 3 BETOR
ERERNAE CTH-HAICE, FRERIC 2 BEM oz =it Lz, £7-.
ACR70 BiERIZOWTIX, Fisher DOEBEMERIEICI Y 2 BER O K 2 F i
L7, KOGEIXEDFE L TR o7, ACR OF T R—R FO#
BB ORI, 1B, TRBR SN R R M OVEIR & TRBR 5206 [ %
BERIDAZ HAEM &2 &t e /BT (ANOVA) 1 X W IBER R A RE LT (HEXK
H5%) ., 3 HECORTRENAE THoEAITIT, 2 BRI O 2 A K
HE 5% TEM L, 72F. CRP 12O\ T, Kruskal-Wallis #E 4 HW -,
R DOBEAI1E LOCE 12Xk v flise L=,

a) ACR =7t v hY ?9H, MR BEEE N OWIEIRBEIE & HIC 20% L EMEL., 220D D 5 1H
Hr 3 THHE 2 20% VL Edid# L 7= ER OEE

<fER>
A

FERHMBEE TH 2580446 3 » A% D ACR20 1X, 77 wHREE 23% (18/79 #) . 10 mg & 47%
(34/73 %) | 25 mg B 62% (48/77H]) TH V., 10mg BEL N 25 mg BEE HIZT T B ARBEL el L
THEIZE»> o (FHFH p=0.002, p<0.001, x*ME) .
BRI H CH 5% 5-BA4k 2 1% D ACR20 X, =2 1% (1/79 #) . 18% (13/73 #)
31% (24/77 %) TohHot=, F/=. 6 » HHE D ACR20 1%, Z=NFN 11% (9/79 f51]) . 53% (39/73
#) . 60% (46/77 f5) THV . 10mg FELTN 25 mg BEE HICT T ARBEL Ll L THEICE <
(p<0. 001, X *FE) . 2 WREIHZD HRORELNRD L,

= B5EKB2:8. 328, 6 1 8%D ACR20

ke (GH 2 F#5) 7R 10 mg 25 mg
JSEGIEL 79 73 77

2 1 1% 18% 31%

ACR20 3» A 23% 47% 62%

6 % H 11% 53% 60%

V. {eRICEd 5 HA

32



Ak

IWEH (YYE, #5350 2 FR<) ORBIZRIE, 77 AR 11. 3% (9/80 ) | 10 mg #F 28. 9%
(22/76 f5) J2O% 25 mg B 25.6% (20/78 i) TH V., D O BLAAIFGHEO ERRIER (Y
SiE, BGEASZR<) 1%, 10 mg #ECHER 5.3% (4/76 i) | 848 3.9% (3/76 #) . 385,
JHBSE, MR, THl, TR 2. 6% (% 2/76 f5]) | 25 mg #ECHUR 5. 1% (4/78 f5l) | H&.,
ZOPEIER 3.8% (% 3/78 f5]) | WLESE, KMKHEINA 2.6% (% 2/78 f5l) Th -7z, BHELREIE
M7 7RI 1] (KREXK) B, EHHRIEEoT,

NS, 777 AR 12. 5% (10/80 fi) | 10 mg #f 43. 4% (33/76 f5l) & O 25 mg Ff 47. 4%
(B7/78 f) IZHBL LTz, F 7o, Y (RIERBEFR A 7 uy) 1%, 777 &= R#E 37. 5% (30/80 fi) |
10 mg #¥ 56. 6% (43/76 f3i]) KUY 25 mg #E 57. 7% (45/78 Bi) \ZHFBLL . LN KD @ - 12K
YUE T FROERRYL T, W TRIREER . A v 7V o FREERE, WHIEZE . RS K OMEE 28 %
Thol, BERLDIIALNR -7, FEENT 25 mg BEIZ 11 () (258D b, KRR
RIZTE SN o T, BT -T2,

(VE : ARRBRClE, BYUE & O GO, oG L ixhlicEft S ns-, )
(ERGREFZ R : 2005 4F 1 H)

Rt

Hol
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MONEMAEEAZEEREERAR WMEAT—42. #2 EiRE : 308-EU :KER)
BV o~ BFICA N hUS— K (MTX) B L ARF MG AR HMTX OF A EG- L=
& & DOFME I OV e % Bl e L=,
REBRT A | ZEER, EIK MTX) KR, BIEAL, WATHERER, Sk
PO MTX LASV > DMARD 235 D BARS V 7~ F #5682 5] (ITT)

MTX ¥ : 228 13, AN 25 mg B ¢ 223 il ASH 25 mg+MTX B : 231 i
FARGRAUE | - 18 Ll ED B
cMTX JRIEDNEY & & 2 SN HIEEME ) v~TFBE %
T7RBRAMEUE |« AT U —= JTRRAHT 6 » A MIZ MTX OIFEE 5% 1 - B
« R— 25 A NRAHT 4 BREILLNIZ MTX LIS DMARD O #% 5% 5215 7~ H3
s L R=Ya B 10 ng/ HEB2 D AT 0 A ROBELEZZ T TWHEBEE
- EELD NSAIDs 2 L QDR %5
RER L MTX B, ARFIRE, K HMTX BEZEN D A0, AFNTE 2 BIE FREG L,
MTX (308 7.5 mg 22 B4 L, 52 B D& 5 Lc, 2R A+061IZ130E 20 mg
FTHEELL,
FEAmIE B A

FHEEMEE R ;24 BREEEAL ACR DEFRIFES I (ACR-N AUC) . FROVED

XHEA a7 (Total Sharp Score : TSS) DNX—R T A b
52 % £ TOELE

BIKEENIE B &R0 H 231 2 5t ACR OFREFE /3l (ACR-N AUC) %
ZEN  AEFR. BERE F
AT 5 1 24 SERE D ACR-N AUC : ANOVA, _— R T A b E 52 E CORY v—F
A a7 DA - gk, MTX BiEEL OB G2 R, XR—2 T4 VEE LR
ET B IGEONT B 7= — % 2 )

<HER>

A

FHIMIHIEH Td 5 24 #1% D ACR-N AUC | &, MTX B 12. 2, AFIEE 14. 7, AHFI+MIX £ 18.3 ThH
0 ARBIREL ORI +MTX BEX MTX B & el L TR EICEWETH - 7= (p<0. 01, ANOVA FRE)
52 WRIZIIT D TSS D G-BRIARED S D28 kid, MTX #f 2. 80, AKIRE 0. 52, AHI+MTX #£-0. 54
T Y ARFIEE K OARAHMTX BRI MTX B & Lol LT E I < (B2 p<o. 05, p<0. 01, ANCOVA
ME) . X# E TR b5 BEEIREOHEST 2 BTl L7,

BIREEANIE H T D&M HI2381F % ACR-N  AUC 1, AHI-+MTX BEAARHIEE KL ONMIX BRI H~H
BICEWMETH -7, AFIBEL 32 BEFMETMX LY EVETH - 7228, 40, 48 KN52 38
BAMICHE BEZITRD N o1,

£k

IWEA (URYWEZFR<) OFRBIZRIT, MTX BE 67. 5% (154/228 f5i]) . AAKIRE 70. 4% (157/223 #) |
AA+MTX B 67. 5% (156/231 f5il) T, Z @ 9 HEFEZREIVEHIZ MIX B 16 i, ASHIEE 13 i, AHA|
+MTX B 8 i ChH o7, ERRMWERITY o EiE, it IFeERAEMEs, BEY v~F,
ALT(GPT) ¥ TH » 7=,

JERYSIE RO REBLZR X, MTX B 64. 5% (147/228 ) . AHKIHE 58. 7% (131/223 fi) . AHKI+MTX
H66.7% (154/231 ) Tholz, T 09 HLEEREYWEIL, MTX HE 3.9% 9 ) | AAIFE 2. 7%
(6 %) . AFIHMTXEE3. 0% (7 61) 1ZFIL L, FARYYE I IRMERIEI I, Mgk, MR/ R
Th-oT,

RIRBIRN G E T X 72V BB HIE MTX BE L 61 (IZEARSE) (258D biviz, ABER T 7 il oMM

RS NS X, IRIRBAMR G E C& VMR (X, AAIRE 3 B (LR, T, KA 7
J =) o ARFIAMIXBE 2 6] (RIEAEIE, R CTh ol

R

Hol

L AFICHT LB ) v~ FIcxtT 5 A b L d Y — FOKRAEROHE T, MET L5413 1HE
MM T16mg ETTH D,
T2 AFRICIHNT, AHI LMD 7~ FHE OPRICONT, HOMER RLEVEIIHESL S TR,
RFREFZ Rl : 2005 4F 1 H)
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ERNFEIHEER (25 mg @ 2 [Ei%5 & 50 mg 8 1 ERE5OLE : 321-JA 38 : FEIERFIDT—4)

AHN 25 mg #H 2 FIBEHIZ LV | BREIEEMENZE L COWDHEHI) v~FTBEZxi4: L LT, 25 mg

%3l 2 [a] 4 ARBE Gk X . 50 mg i 1 [A] 8 WFE G L7z & X OFMER VLM E T LT,

HKBRTYA v | F—TF . Lk

POE AFA 0025 mgif2[ml# 5 TR ABIREIMENZE L CWA R v~ F B

FIVEREAT XS4 145]  (mITT)

R NEMRAT X 54245

TR BERILHE | - KK 25 mg i 2 [B1% 6 » A LL Bk G Ch D BE

- PEERIEBENME N EREE  (DAS28—4ER A 2.6 LL 4.0 LLF) T&E (& 5-BHM4HT

4 3 A DAS28—4ER fEZVEMN 0.6 LLF) L TCWAHEE %

TR IEYE | R—R T A RT4 H AUWNIZ, 2 FEELL E o DMARD & OFH L7-3#

NR—=2FA T4 H ALNIC, MTIX, L7/ 2 REOY IV ZALT7 7YY

v &R < o> DMARD % OfF L7-3%

THFXNVET MIXDIREERE LT 08 &

BRIk AFN 25 mg 28 2 [B], 4 W F&G L-%. AFI50mg 238 1[0, 8@AME T

B L7,

PR H HEME -

T EFAMGIE H : 28 BAERAGRENE R 27 (DAS28) o 4 3EFHfiH (25 mg ¥ 2 [A]
%gwmgmnwammﬂm@%ww@%@
Y

BIVEEMIE B MEARBAE S (68 BIEN) . &9 (9w, Edhm) BEgi%k (71 B3
8i) | ERC K 2 SMREHE, BRI X D eEEHn, #oZ
DIE Y ORI, WBREC L DIRADOFRRE (VAS) | #irE
WX B eEIREE (VAS) . HARR HAQ I2X 5 QOL, CRP, ESR

Zett AEFS %

MEAT 71 BHZEIWED FEEMEHT & LT, DAS28 IZDOUWNT, 25mg M 2 [mIHEEE (4 WEHEH) &

50mg 1 [Al¥%E (12 WEHMmH) Z kel Uiz, A0 O FL 11X

EINEE I ESHEBRCO 8 HiHliH O 7 RS L 25mg H2E&5@

mwsw%k%w%wu3f%éo47kﬁﬁb 4 FEFAMA & 12 E\EHEE o

FEN-0.47 ~ 0.47 OFWHNTH-7-HE. =7 L/ 26mg i 2 A5 & 50mg

1 RGO, %fm_EUwaékﬂmLtoﬁMT 2 DFH5E

T, BEEINT-T — % CiMli L7,

<HHEE >

A i

4 FEEHE A (25 mg i 2 BB TR KOV 12 BEHME A (50 mg i 1 BB H5H THE) @ DAS28 (FF
I 1%, FNEN3.26 LY 3.13 Thote, EEFMEEE TH 5 4 HEFHHH & 12 HEFHEH O
DAS28 D75 (95% 15 HEIX ) 1%, -0.10 (-0.25~0.06) TH V. FANTHE L7 EIMEREAE o 51
Td5H-0.47~0. 47 DFPFANTH - 7=,

N 50 mg i 1 [B]& 55—
(%)

BhHEE 25 mg A 2 [E#% 5- 50 mg 1 [F]#% 5 25 mg 3 2 [ 5003

DAS28 (M) 3.26 3.13 -0. 10

(7%) 50 mg i 1 DY R 2 THx D 8 WK f TR

P

BIWER (BYYE, BEMAMIGZRRS) OFBLFRIL, 25 mg # 2 [FIFE 2. 4% (1/42 f5) | 50 mg i
1 [EIRE 12.2% (5/41 ) Th o7z, EREIEH (RYYE, BHHARIGAEFR<) 1%, 25 mg i 2 [A]
HETHIZ 2.4% (1/42 f51]) | 50 mg 18 1 [BIFECREIR . D N2, BB, B PRI, RIEMEZIE,
FARER EIER 2. 4% (% 1/41 f) Th o7z, BEYUEDORBLFIX, 25 mg #H 2 [FIFE 2. 4% (1/42
) . 50 mg # 1 [BIFE 17. 1% (7/41 ) TH o7z, BHEHALS (KR Z R D) 1X, 25 mg
2 ERETIERD ST, 50mg B 1 [EIRET 2.4% (1/41 #i) 12380 Tz, FETHIN OEE 2 F
ERIRRO b hoTz,

(F AR, EYYE L OGS RS, thoFG L3RR s, )

GEGERFEEL : 201042 A)

R
i
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ERNFOH-EEHREEESAER (10 mgB 2 %5 & 25 mg @ 1 Bik5 OB : 3324-JA 3HE&)
HARABE ) 7~ FBEICAHK 10 mg B 2 [\ 1% 25 mg i@ 1 B2 5 LT & X OFIMER VL

& L RET L 7e,
ATV A v | CEER, SERL, AR, SR
BOE S DMARDAEZH DB U &~ F A5G (mITT, AL VL M > 5)

10 mgM2[EFE - 4741, 25 mgi 1[A1FE . 484
EARBGRIEYE | - 20~T5 DB 1L
< B7e &b 1Al DMARD ERA+ 0 Th o 72 B
c R— 25 A 4 FEBILLNIC DMARD 2 5- % 17 T 7R 0 R S
FRBRANEYE | X— 2T A BT 4 BRILAPNIZ 2 FELL oD NSAIDs, L F=> 1 #5410 mg/
HEHBzxbAT0aA4 ROKEEZIT-BE %
B TT 1k A 10 mg 38 2 [BIFE, 25 mg 3 1 [BIFEICEI D AF00, 12 BRI THRG L,
PTG EE H BHIIE -

FHEHMIIEE - EAIGENEAR 27 (DAS) 28 DX—R T A )b 12 HFEMN H

F COELE

BIREEAGIE H : ACR20 @ %
ZAaN  AEFR. BARE %
M 51 ANED BT & LT, DAS28 1ZOWT, 10mg i 2 [E#5 & 26mg # 1 [H[#%5-
DFEE L LT, ARWEOIELINERER O FEAEIL, EULAR @ [DAS28 DOZE{LE72Y 0.6
DI, BRIICEROH AL TRV IZHESEHE L., 12 @ H o~_—
AT A B DBLEDZED, 0. 6~0. 6 OFPHNICH o 7236, miRGREOEK
A MEZFEER CTH D W L, KT —ZIX LOCF I X W HfizE LTz,

a) ACR=7ky b 055, MIERBIEIE N CRIERBIEIEA & BT 20%LL Eiks#E L, 2v o5 0 518

B 3 T H 23 20%LL ki LB oE| &
<FEHR>
A i
FEAHMEEE TH D 12 WA B O DAS28 D_—2 T A LG OV R (FEHERZE) 1%, 10 mg
M2 [EIEEE 2.07 (1.21) . 25 mg i 1 [EIEEIZ 2.25 (1.15) Tdh o7, 10mg i@ 2 [EFEL 25 mg i 1
BIREDFE (95%IEHEIXE) 13-0.18 (=0.66~0.30) T, WEETHOLN-MERITHELY L TWD Z L
DR ST CERNCHE U7 BN O 2R YE - -0.6~0.6)

DAS28 (EHJE) D<— R
DAS28 (F-¥JfH) T4 (0WEFHMELA) 7250 | DAS28 (CEHfiE) o
X[ 10mg A 2 [F]-25mg 3 1 =]
10mg 25mg 10mg 25mg D7
AFAm H 2 |G | 1R | B2 BRG] 1 RS
R—=2F A 6. 43 6. 45 - - -
12 14 4. 36 4.19 2.07 2.25 -0. 18

F 72, BIWREHBIEE TH D ACR20 X 12 @FEM B T 10 mg 3 2 [BIEF 70. 2% (33/47 f3]) . 25 mg iA
1 [E1%E 85.4% (41/48 fl) TH V., 10mg # 2 [AIFEL 25 mg # 1 [AIFEDFE (5%IEEXM) X, -
15.2% (-31.7~1.2) T. ACR20 XMt CRIEETH -7,

Ak

WER (RYE, #ESEALILZBRS) OFEBIZIL, 10 mg 8 2 [BIHE 17. 0% (8/47 f51) . 25 mg
1 [EIRE 22.9% (11/48 %) TH Y, 2D H HLEREIEM (EYYE, BGEAIGZRR<) &, 10 mg
T8 2 [AIFECRFRE R, B 4.3% (45 2/47 1)) . 25 mg ¥ 1 [AIFET ALT #8900, AST #9145 8. 3% (4%
4/48 f5) To o 7=, BYSEDFBHIRIL, 10 mg B 2 [FIFE 21. 3% (10/47 f5]) . 25 mg ¥ 1 [HRE 8. 3%
(4/48 B)) ToHo7-, FEEREYUEIL 10 mg i 2 [BIFE 2 F] CGHFERIEE, BHER) RO L, W
THUOREERH Y & Shn, EIRIZEE Tho7- (HAD 1 #1ZPi1k)  BEEHAMES (R
BEAR A2 1, 10 mg A 2 [EIEE 10. 6% (5/47 f4]) . 25 mg 8 1 FIEE 16. 7% (8/48 f5]) 12
FE LT, EEZEWER (RYIE, BEMMBOSERRLS) | L6, BEplixenoT-,

(F  AREBR T, EYYE R OB G ORI, thoFG L3I ERt sz, )
(KFRIFEEL - 2010 4E2 A)

s

ol
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KEAFFEFNHE_EERLEEBHRE WEAT—2., 25 mg B2 E%ES5E 50 mg#E 1 EHR5DLHE
#% - 16. 0036 SXER)

BEE Y 7~ T B IARAI 50 mg # 1 A1 25 LTz & & OFIMER LMD OAH 25 mg i
2 [BI P G\ kE 9 D IELTE A MGIE LT,

W7 A CHEMR. 7R, EEA, WITRER R, Zisk
R DMARDANM LN DO BEE U 7~ F g 42005 (1T, A0 K O VERRAT %1 52)
77 B REE 53], 50 mglE 1B - 2144, 25 mgi2[EEE ¢ 15345
F R G < 18 Ll B B
- ¥ 5. 28 HETE TICMIX 2= < 2T DMARD 12 L A1E9Z ik L T\ 5 %
T bRo e U RV UBEEE L TI0 mg/ HEBX D AT aA ROBE 2% 83
VAT SCERCHR OO e KHEDEFH &% #8 2 % NSAIDs @&Ef%x FTWARE &
bR 1k 7T ARRE, AAI 50 mg B 1 [EIRE, 25 mg I 2 BIFEIZEN O 1T 7,

AFNEET 16 BRI T 5 L7,
T RARRI T T AR 2 8] 8 W TR G%. &K 25 mg 28 2 [A] 8 M H
RTEE LT,

FHmTE B Hahik
FHFHIEH : 50 mg @ 1 ML O T T B REED 8 i_.zﬂﬂﬁ H @ ACR20 °
BIREAGTE H : 50 mg 3@ 1 [EIEEJZ N 25 mg W 2 [BIEED 8 W@ELAN H @ ACR20® D
b
et AEFER, WRRE %

R 5 1 FHMENTCH A 8 WA H TD 50 mg i 1 mEGHEE 75 REGHED ACR2
0 SR O L, MTX §FH 2 BRI+ & 95 Cochran-Mantel-Haenszel f&E
ZRWTHE L7z (FEAE:0.05) . [FERIZ, 8 WHFHMEIH To 25 mg i 2 [A]
BHEE T T BREGHE, LUV50 mg 1@&5#&0%ngﬁzﬁ&5ﬁ
1> ACR20 pUGHR A R L7z, S 512, 16 WMl H @ ACR20 IHFH, 8 LT 1
6 G H D ACRS0 K TN ACRTO JISERIZHOWT b [AIERD HIE TN L=, 72
B, Kl SR ETICPIELEZBEICONTE, /Y VAR E—E LT,
F7-. 8 HIIH D ACR20 S ERIZ-OUVNT, 50 mg i@ 1 [E¥GEEL 25 mg H 2
B HEED 22D FA 95% (S HEA XA TIREAS, 25 mg i 2 [ GHEE 7T &R
BEDZED 50% % TEIS RS, 50 mg B 1 FHRGED 25 ng i 2 A58
kP9 D IEEPENFRD H vz &l L7z,

a) ACR a7ty Y 0ob, RIERBIEE N CRIERBIE A & BT 20% L EdkFE L, »o%0 o 5 HA
HB 3 TEHE Y 20% L i UIER oA
<HEER>
Ak
FEIMIEE TH 5 8 WM H 0 ACR20 1%, 50 mg i 1 [AIF 50% (107/214 ) . 7T & REE 19%
(10/63 ) THY ., 7T BRELEDFEEENED HIT= (p<0.0001, Chochran-Mantel-Henszel
@ ANOVA #Eft &) . F7=. 25 mg il 2 [AIFED 8 WFHAM H ™ ACR20 1% 49% (75/153 f5]) TH YV | 50 mg
1 [EEEE OREMZE Ol 95%EHEX ) 13 1% (7. T~0c0) T, il 95% (5 HEX [ T FRAEAS
FELMERFE (-15%) % EEl->7=Z L2365, 50 mg 8 1 BIEEDIELPERGES LT,

e
S HETORIEHDRERIL, IR 32.1% (17/53 #) . 50 mg M 1 E#E 38.3% (82/214
) . 25 mg il 2 [AIFf 41. 8% (64/153 fl) TH V. 2D 5 LAKIBHGREO E72BIEAIZ, 50 mg ¥
1 [FIRECYHESHIALSOE 17.8% (38/214 f3)) | 892 5. 1% (11/214 1) | 98%§ 3. 7% (8/214 ) |
25 mg 3 2 [FIFECHESHMALS S 17. 0% (26/153 fi) | Bl 7. 8% (12/153 ) | 88 6. 5% (10/153
) Thotr, 16 BETORWEMOFRIRIL, 50 mg i 1 [IFE 43. 5% (93/214 fF) . 25 mg iA 2 [A]
BE47.7% (73/153 fl) TH V., 205 HLERBIWEMIZ, 50 mg # 1 [BIFECTHERHARIG 18.2%
(39/214 f5) . 3&IZ 6. 1% (13/214 ) . 58 4. 7% (10/214 ) . 25 mg ¥ 2 [AIEE CEESERAT K
I 18.3% (28/153 ) . B 8.5% (13/153 f5) . §EJE 7. 2% (11/153 f5) T -7,
E%iﬁ%’ YERIZ. 50 mg ¥ 1@%}?2% (B, REXHK) . 25 mg i 2 [BIFE 3 B (BEEL. Mgk,
BIAR) L?J&b%zmto WWERNZ X aE G Hplix, 77 BREED 3 fi (DAL, RHKEEN,
ﬁ%é*@) . 50 mgiﬂllﬁlﬁi‘@MﬁJ (CE.L, §RZe, Sefle, ESHERALSOEL) |« 25 mg I 2 [EIRED
3B (BEEL, BBE=U THE, [AE R | \—nu&)%ﬂﬁ_o FEEBIE 2o T,
(KFRIFE Rl - 2010 4E2 A)
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@ BEE1) < F (HEDBEMNEEGICX T HBLEER %51 f L 7=5358)
ERNENA_EGHRIEAER B2 [R5 : JERAKER (315-JA RHER)  EEEREFoT—4%21 7
HARABE Y 7 ~FBEICAKUIA b L —K MX) 2&5 L7z & & 0B OEEE
(2R3 DA NE R OV ek & LE T LT,
BT A | ZEEMR, FEE MTX) 3t BEEA b, WATREM bR, ZhERk
FIE MTXLAZ+ ODMARDEEZh DEAER Y o~ F B
BEEI TG AEAT 54205 (MTXEE : 17141, 10 mght : 1906, 25 mgh¥ : 1814)
FWE - 22tk B AT AR AT 5255015 (MTXEE : 17645, 10 mghf : 1924, 25 mgh¥ :
182431))
TR BGREEUE | - 20~T5 D B 1
< p7e < & 1Al DMARD BEIRA 0 CThoTo B &
FAeBRAIEHE |« RX— 2T A URHlAT 4 BRI LANIZ MTX Z & ¢e DMARD, 7' L K=" 1 iR T
10 mg/ HEBZ D AT oA RO 2% ) -84
=T A URRAERT 2 BRILANIC 2 FELL E DO NSAIDs OG- T 1o B %
BTk MTX BE, ASHI 10 mg B, 25 mg BEICEI O AHF, 12 » A (52 ) 45 L7=,
FHENEMPE T, AFNL 10 mg XX 25 mg 238 2 B FT#&E5- L, MIX 1L 6
~8 mg % 1212 B RIRE Tl 2~3 [N/ i TR D& 5- L7z,
FEAmE H At
FTEIFMEE : FMOVED XA 2T (nodified Total Sharp Score : mTSS)
D 52 WFAMH D= F A 0B DL
BIEHIEEE E : ACR20 @ @ 24 WHFHIH OX—R2 7 A )b D2 b, ACR
SOG4
e AERE %
AT 5 1 HIMEDTETE LT, N—=R T A b E 52 HETORY v—7 A
a7 OEAIZHONWT, BfE# L 7-T — X2k, "R—=2F7 4 VD RAaT
AR gk, BERELONTX IS X DRITAROAEEZ KT & Liy#dy
Br (ANCOVA) ET /L ZEHWT, BEROEEZRE L7z (AEKYE0.05) ,
BIREHMIEH CTh A v — 7 2 a7 OFEME(LRIT, Mk & OMIX 12X 5
BB O ®E A ERIKF & L7- Cochran-Mantel-Haenszel test & fHuV 7=,
BHEHODENFEE ChoTo5E, 3 Bl ToRKE21T-7, KMOHGE
LB G-EAMRE A0 D ORI 7 K > T b2 WHIFDfE & Lz,
a) ACR=a7ty bV Db, RILREMEE L ORIEIRBE RS & B2 20% L FekE L, 7o o 518
B 3 A2 20% LA LiksE L= ER o E S

<HEP >

A%

THEFHMEEE Th D N—R2 T A D 52 HaHli B £ ToBIEMIEEE %2 nTSS TR L 72 /% 3.
FEHEISARIT MTIX BEE Bl U C 10 mg BER Y 26 mg BECTHEIZ/NEL (W p<0.0001, 3
IIBOHTET V) | ARBIBETFRHEACA 5 BIE AR O M = 2 il L 7=,

* S2BEEHER DO MISS DR—RXSA U bDNELE

e MTX P 10 mg ¥ 2 [A] 25 mg i 2 [A]

JEFIEK 171 190 181
mTSS DR—ZF A LG D 9.82 5.19 % 3.33%
bR R ] [1.16] [0.93] [0. 73]

gL 4.00 1.00 0.50

a : p<0.0001 it MTX B, LSBT EF L %1
b : 1 AMIZ 6~8mg % 2~3 [ENZ4yE| L <5,

BIREHEIE B TH DAA] 10 mg O 25 mg $eH-RED ACR20 (X, 24 #EFHH A TEHNEN 77.0%
(147/191 f1) | 77.5% (141/182 f5]) . 52 WFEAM H TEILZ4 75.9% (145/191 fil) | 78.6%
(143/182 i) ToH V. MTX BETIL 24 WEHH H T 56.3% (99/176 f51]) . 52 B H T 62.5%
(110/176 i) T > 7=, AFIEEIEZ, MIX BRI LWT R L A EICE - 72 (24 38 MTX %f 10 mg «
25mg : \WT 2L p<0. 0001, 52 3 MTX % 10 mg : p=0. 0035, %I 25 mg : p=0. 0007, Cochran-Mantel-
Haenszel F7E) .
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P

Rt
g

BIVER (RYWE, HGIN UG RR<) OIEHRIT 10 mg #F 41. 7% (80/192 ) . 25 mg #f 41. 2%
(75/182 Bl) JL ONMTX B 43.8% (77/176 ) T, =D H BLARAFE GO E2EIER (RIYE, #%

BE A O 2 BR<) 1. 10 mg BET ALT 900 4. 7% (9/192 f51) . AST #9/1 4. 2% (8/192 f4]) . 0
PN%% 3.6% (7/192 ) . 25 mg BT ALT ¥80 5. 5% (10/182 f51]) . AST ¥4I 4. 4% (8/182 f3]) .
95 3. 8% (7/182 f5il) T o7z, FRYUEDFBIFIT, 10 mg #£ 37. 0% (71/192 1) | 25mg #f 38. 5%
(70/182 i) K ONMTX #f 36. 4% (64/176 f5]) T o7z, PGS (RRBIfRE D) 13X,
10 mg BT 20.8% (40/192 ) . 25 mg BET 20.3% (37/182 i) KR ONMTX BT 1.7% (3/176 1))
WRBL L7, BEEZRBIEAIL 10 mg B 3 B GREBIRIEE, JREKEYL, MiZk) | 25 mg B 6 1] (FLE 2
B, FEEA, FRAMEFIRARZS . VEPE, ZERSEEREA- 1) . MTXRE3 1 (FUm. DUBR. AizAges) (2
RO LI, BT T,
(E - ATl BRYYE R OGN RS IR, MosG & I3RNCEFTF ST, )

(AGREFZ R : 20124F3 H)
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BRI - A—R FS Y 7ENH_EEREEHR [MEAT—2. & 2 [R5 : TEMPO 588 (308-
EU/AU 5£8%) 1 ©
AR RLFH—K MX) 2R A7 &S 14100 DMARD |2 X 2 168 TR+ 72 iR Bk RE &R U
U~ FBE BRI, ARFIE G- K ONMTX OF F I O ARF| O G 901 b O ek 2 gt LT,
BT A v | BIEAL, FE3E (MTX) xfBR. —EEMR. WITREM R, Zhtisk
PSS MTX LASH DMARDL FILA ECRARAA453 Th o 7o iHEIWERIET Y v~ F B
MR AT 52 682 5 (MTX HLRMP: 58% : 228 fil, AAl 25 mg HAHLL G-
B2 223 4, AHN 25 mg+MTX Of FH# 58 - 231 f)
BEHIREAMARAT 152 638 f51] (MTX BAARP G4 « 210 i, AH| 25 mg HAME 54F
211 . AHK 25 mg+MTX DF £ 5-8E - 217 )
TR gRHEE | - PRI 6 » A DL L 20 ELIN
c AT V==V TR RO — R T A R AR O JE R B & B0% OV 8 B & 4 s
FHFEI 10 KOV 12 BIEELL EC. v OLL R 3 SO HHUE (ESR 23 28 mm/h L
. CRP 2% 2.0 mg/dL LA EUZEAD Z 01F 0 DMk 2 45 43 LA )
I bW Th AR TEE F
FRRANEUE |« R Y —= U TIRAERTPEAELNIC NTX OB G2 H 35 538
CMBEIZ MIX OIREEZ T MIX (ZBE LA EFEN R 5N, daat
NRBD NN T2 BE %
N oEs MEVEZ 2 MTX BB GRE, AH 25 mg BB HRE, AA| 25 mg+MTX OF &5
BECEID 72, AANE 25 mg &2 1 RIS 2 [ F#5- L, MTX 138 7.5 mg
NG ZBE L, SRR TSHICIIE 20 mg £ CEIE L., 34ERERE LT,
A H eV FERES %
HE
FHEEMIEE  BEH% 12 5 AICBIT D TSS DR—Z2F A b D bLE
e 5.4% 24 21T D ACR-N AUC D51l
BIREHIIE H :erosion A7 « JSN A7 DRX—RA T A )b OEbE 5
AT 71 24 WD ACR-N AUC : ANOVA, R—RA T A b &5 52 ETORY v —7
A a7 QA : fEak, MTX BRI K O GREZ K1, X—RA T4 UMz A&
& BN (BALZEH L 725 — % 2 )
AHNZFST BB U 7~ FIk9 2 MIX OAGERER O T, R 245413 1 R T 16 ng ETTH D,
AIRIZHNT, AKIEMMOFL Y 7~FHE OPFFICONT, AR UL MR ST,

<HEHR>

eV

TREBRIM (34ER]) 2L COAEFERL (BYYELFRL) 1T, KA 25 mg HAMBGRE, MTX Bh#&
Bt R OARH 25 mg+MTX FER# G EECTENFR 92.4% (206/223 ) . 88.2% (201/228 f5i]) K
W 90.9% (210/231 fl) 2O BT, BHWEH (BYUEZRLS) 1L, EHEh 78.0% (174/223
Bl . 75.0% (171/228 f5) RN 78.4% (181/231 ffl) Th o7-, AFIHMPEERET 10%LL Fiz
FEL LT BIER UBYYE A FR <) 1d, SRS (22.0%) « B89 (13.5%) | 8% (11.7%) .
L (10.3%) Th ol BYEIT. AH 25 mg BB GHE MTX B G-8E & OV 25 mg+MTX
PERABEGEETENEI 74, 0% (165/223 ) . 78. 1% (178/228 i) K TN 80.5% (186/231 i) 1=
FHE L7, RRBRNEE TERVIECHNEL, A 25 mg BB GHE 1 6] (A4 SEiizK I
JDEMEAREEAR) & MTX BB G8F 1 ] (RBASIZ&/ IhiZEAe e WUl AE S it iAe MEERIRZS)
IR b, EERAERES (EYUEZIR) 13, AH 25 mg BAME G-HE 22. 9% (51/223 ) |
MTX B 58E 18. 9% (43/228 ) . AHAl 25 mg+MTX fFHEGRE 23. 4% (54/231 #1) 12780 5
U, FEERYWE L, AHK 25 mg WM G5HE 6. 7% (15/223 7)) . MTX BLph#E 58 8. 3% (19/228
) . AH 25 mg+HMTX BRI G-HE 7. 4% (17/231 f5i]) 123D ST, 3EMOBREBE T, HbHE<
FEEL LT AN E B EYME X, iR R OMLIRERSEi A ThH - 7o,

Aotk

FEIHMEEE CTh DB 54 12 5 AICBIT 5 1SS DR—R T A U b OZ bR CEHE) &, MIX
B G & PRl U CARAl 25 mg B 58 K OVRH] 25 mg+MTX fFRHEGHECTHEIZ/NE o
7o (W Py po. 01, fuak, MIX BEROGHE, X—2 7 4 VER OB G2 L& E LI
WM o F7-. AHI 25 mg+MTX G ERED TSS DR—Z2 T A b OZLE CEHMHE) 134
7 25 mg BB GRE L I U CHEIS/NE v o 72 (p<0. 01, Jfigk . MTX RiVERDO A, R— 25 A
B R O 5l A I & U BT
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;@-ﬁ;f?mﬁ:i%ﬁ&ﬁﬂﬁ(%EA?—ﬁsﬁ2@ﬁﬁzwom2aﬁ:ﬁﬁﬁ@%
)T —

AN R UFH— R~ WMTX) 12 L DIEHEEEA 22\ DMARD 5 O VEBME RIS U v~ F B % %410,
AR OFZNME (BT Y ¥~ F OIEEMEOUE K OB OMEEE) KOZaME WX 255 L
L CTHiEt L7z,

RBRT A v | BIERb, ZHER - IEER LFEH  —HERYIM, 2408  JFEHREIME) |
FEHK (MTX) *FPR, NFATRERD Hels, Stk

POE MTX 4% 5-#% 58 0 72\ \DMARD 5 > V& Eht: F A REET U ¥ ~ T B3

BAEN AT ARAT KT 526161 (MTXEE : 21341, 10 mght : 19961, 25 mght : 2044)
BINNE « 2 A ARNT o 4263245 (MTXEE : 217451, 10 mght : 208f5], 25 mght :
20741)

FARRGRIEYE | - 18 LA LD B A

- FREIE AR 3 AELIN O BHIBEER U v~ F R
CBEIZMTX OF 52521 TRV EBRE

« DMARD % 1 AL EAEH LT85, DMARD 7 o+ > 2 =27 &7 RBRAARTIZLA T
VORT R U v~ FIRENE A R, E£7o. Z4uD DMARD [XIBBRIER 5
BRAART 4 WA E D + v a7 v b5,

ATV == TR T 4 v v 2T U BRI, R BRI 12 MLl
K O EARBAEI % 10 fMLL L&A L. 2> ESR 28 mm/hr PL X% CRP
2.0 mg/dL DL E®H DWW T D 21X 0 OEHGERFREI 2N 45 3L ED H B e
<Eb—o2%RTHEE %

EARBRAFEAE | - DMARD U v > a7 v NBHAGAT 4 IS, MORBREOR G 25T 2 E8E
AT Y—=" X DMARD Y+ v a7 7 NEELART 4 BRI, AT aA R
FIOBEENN ., WA EA TN NER G- 2% T - B %

AR 1 CEHEMRS MTX BE. AH) 10 mg BE, 25 mg BEICHID AT, 1AEMERE LT,
FNFNEMBEE T, AFNL 10 mg XIiE 25 mg & 1 WEIZ 2 [FIE THRES L.,
MTX V3 7.5 mg 2B G- A Bha L. WA+ 611308 20 mg £ TH&E L7,
FEEMRM 1A BICEAES ISR T Do B G RECRoOREE 24 » ARIBEG- LTz,

M IE B BHIE :

FHEFMIEE : &5 6 » HIZHITF S ACR-N AUC D FE¥fHE
FERNED XA 2T (modified Total Sharp Score:mTSS)
D12 5 AHBLDOR—=RAF A b OB b

BIREHMIE H : ACR20 @ | mTSS * erosion A7 « JSN A2 7 D_R—Z 5 A
UMb O bR %

LRV AERS %

FEAT 1 HRMEO FEfENT & LT, #&5% 6 » AIZEB1T 5 ACR-N AUC IZOW Tk, |
MAEM L7 =212k 0 &5, BRliHoB R ENS DR EER %R
FL LBt ET VEHWT, BEHORZHRE LT (AEKE:
0.05) , BEREOMENEETH2HA. 3B TOR AT 72,
F72, mTSS D 12 5 A DORX—RAT A 206 DI OV T, RO
J& . R, BRERE & PRI AR o Jg K OVRERT & B G RE DA BAEH % B E R, Y
X T 2 LB R AT & T LRI T 2 EURET MICED 2
EXPECREG L7, £9°. 26mg O MIX 2k 2 IELMEFHMI L GELME~—
Vi 1.2) | FELMERED SN EA B AT At L (BE
KHE © A 0.05)

ARHNZHSIF 2B U &7~ TR 2 MIX OZKBAIER OFHRC T, T 285 A0% LIBHIBILC 16ng £ T T2,
@) ACR 37 v b 05 b RAHBIREUL DRIEIRBIETE & 12 20% L L L, 7o 0 0 5 18
o 3 T8 F 5 20% Bk L8 LR plosle
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<fEH>

A

6 # A% O ACR-N AUC (CFE¥fE) &, MTXA£11.4, 10 mg AE13.1 21825 mg Af 15.6 TH
V. 10 mg BEM N 25 mg BEIT MTX BRICEERCTHBEICRE o7, 25 mg BEDOEEAL ACR-N AUC 1,
24 H A%ETO EOIFSIZE W TH MIX BEZHERTHEICRKE <, 12 » A LRI 10 mg BEIZEEA

THHEICRE o7,

ACR-N AUC (E¥1E)

5 MTX #* 10 mg Af 25 mg B
JSEGIEL 217 208 207*
Be5-BAtE S 3 # A 3.9 5. 4" 6. 3*
BeG-BdED S 6 A 11.4 13.17 15. 6*
BeHBAN S 12 % H 20. 1 21. 1 25. 71 %
Be 584G S 24 5 A 67.2 62. 2 79.6% ¢
36 24 H A 63.3 56. 8 73.3%%
675 24 H H 55.8 49.2 64. 0

* p<0.05 ; MTX vs. TNR-001 25 mg
T p<0.05 ; MTX vs. TNR-001 10 mg
I p<0.05; TNR-001 10 mg vs. 25 mg

6 » A% D 25 mg BED mTSS KN erosion A T (I MIX IR THEITIKLS . F2 12 5 AZRKD
24 5 A% D 25 mg BED nTSS kX erosion A a7 1%, MIXBEE 10 mg OMEEICKT LA EITED -
72. JSN (Joint space narrowing) A7 {X, & TCOREGEE, RFiZ 25 mg B TIRVMEZ 7R L7223,
B GHECTAERETIRD bR T,

Sharp J&IC & HEAEIMIRETE (R5HIBEN b DEILIE)

)&wx T A DR p fif
51 MTX ® 10 mg J# 2 [A] | 25 mg J# 2 [A] . .
e 213 199 204 MTX %5 25 mg |10 mg XF 25 mg
6 mTSS 1.07 0.76 0.48 0. 002 0. 246
% | erosion 227 | 0.71 0.43 0.27 0. 002 0.376
A JSN 2= 7 0.36 0.33 0. 20 0. 269 0. 808
1SS 1.74 1. 44 0.77
12 pmwemss) | [0.30] [0. 30] 0. 18] <0. 001 0.015
g erosion 227 | 1. 10 0.77 0.37 <0. 001 0.037
JSN 227 0.64 0.67 0.04 0.125 0.214
24 mTSS 3.16 2.54 1.33 0. 001 0. 032
% | erosion A=17 | 1.86 1. 44 0. 66 0. 001 0.027
A JSN 2 a7 1.31 1. 10 0.67 0.123 0. 163

a: TR CRERBI L7 van Elteren fi%E
b : 1EMIZ 20mg £ T
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ZAek
FERERG (BYE N OGSO EBR<) 1X, 10 mg BE, 25 mg BELONMTX BECTENEH 95. 7%
(199/208 f51) . 96.1% (199/207 ) K TN96.3% (209/217 f5]) (258D Hiv, BITEA (EYE &
OGN RO 2R <) ORBRIL, TN 52.9% (110/208 1) . 57.0% (118/207 #1l) JO®
68.2% (148/217 f5il) TH Y | = D H LARKIBHEED E 72 BIVER (RYUIE K O G50 i 2 B <)
1%, 10 mg #E CTHEJ 13.9% (29/208 f51]) . HEl>9.6% (20/208 i) TFH#i 7. 7% (16/208 f5]) . 25 mg
ECHER 10.6% (22/207 f) . 0 9.2% (19/207 ) | FHEWED F W T7.7% (16/207 %) Th
o7z, EEREWER (ERYYEZFRS) 1T, MTXBE 4 f] (MR 3 B, EE&HS 161 | 25 mg
BEA B (Do, U NE, EEE, kg ICRD b, BYYE (RRBIR A D720
X, 10 mg #E. 25 mg BER N MIX BECENZER 75% (156/208 ) . 79.7% (165/207 f5i]) JO®
80.6% (175/217 i) IZ3&HL L=, AFIEGHET 10% LA FITIEHL U2 RYEIT, 10 mg BED FX0E
e (RE) (40.9%) . BIEER (19.2%) | A > 7L L EERE (15, 9%) | R JERY: (14. 4%) .
RE % (11.5%) | ERER (11%) KROYER (8.7%) | 25 mg BED FRGEY: (&E) (42.5%) .
BlEpEs (18.4%) . Y (18.4%) . A v 7 U PREMRE (18.4%) . IEMEZ (12.6%)
BOREZR (10.6%) Thotz, BHIBALLIGE. 10 mg FE, 25 mg BEER O MTX #BECTENLEN
30.8% (64/208 f51]) | 38.2% (79/207 ) . K UN8.3% (18/217 f5i) 2B LT=, SECHNIAA]
FEZ 3 BIRRBO LT, WIS RRBEENGE S,
(T« AR T, BYE & O GO, i g L i3hlicEdtEansz, )
KGREFE Rl : 201243 A)
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Q EHEMFHEMEHRESE

BHOED/MAARR OMEAT—45 :16.0016 58 '7)

AN FLFES—K X)) (G2 R T SUIRBNEAR B TH D IEEE O 2 B S EERe R M
B R EE ITAA 2 G LT & S OFMER DL ML RE LT,

HKEFV Ao | 28], S
Partl : A —7 L &R
Part2 : “HEMK. 77 BARAR, BAEL(L, WATREREILLE

PSS THEE O Z BRI RE S ME B E R B

Partl : A « ZZeVEFTAMAEAT X2 69 4

Part2 : Partl TAHKID L AR #— LHEINT-HBZE (JRA30%DOT D HvES
Wir- LI B#&)
A - R MEREMARENT RIS 51 B3] (7" 7 B AEE 26 B, ARFIHE 25 1)

TR ERIEUE | A~ 1T %

« WIEED NSAIDs KUV 72< &% 10 mg/m*/HOBEEGBEOEAEMIX 2L 5
RREEETDHZ L,

c A V==V TR, REBIEERIMEE A TS L, ERIEEMEEAE T D L1
RERRREET 5 ELL B OV LOM (BhERIBR) K OVP/T (&%, TE%e) % 5 BaH
SMELLE GEENBEE XA S @) &35,

s MTXAZRF U, REIRHIME I ABEARA B 2R L QWD BE 5

EARBRAETE | - OFHEREBR G ORIRKIA WS Z LA TS RVEE %

BRIk Partl : &A# 0. 4 mg/kg (25 mg % E[RE9°2) %@ 2 B, 90 HRERZ FHEH Lz,

Part2 : 77 B AR XITAH 0. 4 mg/kg (25 mg & EFRET5) Z#E 2 A, fH&K
4 5 AR (210 H) B2 FEH L7z, Partl & Part2 O3 5% F
WrL7eho 7=,

FHnTE A M

FHEHHIEH : Part2 TOAFKIMKGHR G XL 7 7 £ R 514 OB iE
%

BIVKEEMGIE E : 90 HEMEE B & 0210 HEEfi H £ T ACR WEREIZ L 54
Zhas (JRA30%DOI ¥ ) &

LAk
HERR %
T 515 Partl : 90 HRE# 5% D JIA30, JIAS0 } O JIAT0 etz EH LT,

Part2 : HZHMED EHMENT & LT, WEAEANFR LIIEFABKOEIEIZOWNT,
Mantel-Haenszel #RE (BHIRT- : GBI = EHERI R ONEEINE 2/ 3 5 4
i) 1Tk, =T LA TSI eRE L (BEKYE %) . Bk
X, JIA a7y ho6 HEY, 3 AL ET30%LL EoE, 1| HEMT
T30%LL EOUGE, A FTOBEENKIK2 »ITdbDd L EER L,
BFHEE AW THERZ LT A3, A7 —n T & 2 B
BEANRO LN DEGE & Lz, FUEIIKBENZ XY JIAS0 OFHMT & 720 ViE
BTG & LTl o Tz, Fio. KAl D JIA30, JIAB0 K TR JIATO
DUGERZ L L7,

a) R (90 B S B O B TR B L)
1. JRA=7 &y bW e AR/ &b 3HA TO 30% LBl
2. JRAa7 2y FOFMEEHICRB T2 6 HAT 1THALLTFD 30% L. EodksE, KOVEEIEEEH (&
FRIIE LOM O,/ TE9E) DK 2 bbb Z &
b) JRA30%DOI % =Rk L7z L Wi 212k, UUTO 2HEATEHTHLERS D
L. JRAa7Ey b6 AP STHEL ETR—AT 425 30% L EOSENED HILD
2. JRA =27 &y FORMEEEICEIT 2 X—AT 4 inb O 30%LL EOEN 6 HEF L THHETT
HoHT kL
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<fEH>

A

FEFHEE -

Part2 TOFBRIIAFIFET 28% (7/2561) . 77 BHRBET81% (21/26 f5]) ([ZH B, 7R
FECOEBERIENEIT., KABECHARTHRICEZ D) > 72 (p=0.0030, Mantel-Haenszel H/E).
EIREEmE H

Partl T 90 HaMli H @ JRA30%DOI 1% 74% (51/69 i) T - 7=,

Part2 TO#H4% 210 H £ TO JRA30%DOT [ IAAIRE T 80% (20/25 i) . 7" & ARHET 35% (9/26

Bl) THY . AFFETIIT T BRI LR OEHGEIEN TR HiT,

Ak

Partl CTRIWEH (BYUE M O G- OS2 BR<) OFBIRIL, 39.1% (27/69 ) THY ., E

RITERIL, 9898 13.0% (9/69 ) | &% 11.6% (8/69 fil) | WM 7.2% (5/69 fl) Th -7z,

Be G SOG DFEBLFRIT 37. 7% (26/69 Bi) Toh v | EYYE (KRR A D 7220) ORBLRIL,

62.3% (43/69 f5l) Th o7z, Part2 THEIEA (EYYER OB GEN G EZRS) OFBIEL, K

FIRE 28.0% (7/25 B) . 7 7R 19.2% (5/26 ffl) Tholz, TD I HLARAME CHALNI-T

PRRIVERL, HEIR. A4 12.0% (45 3/25 #l) Th - 7o, WGIMNLUGDORBRIL, AFIEE 4. 0%

(1725 B) . 7 Z&ARRE 3.8% (1/26 ffil) THY ., BYYE (KRR EZRDZRV) OFBIFEIL,

AFHIRE60.0% (15/25 1)) . 77 REE30.8% (8/26 f5) ThH-o72,

FECH, BEEZEWERITRD behoTz,

(7 - ARBR Tl JEYYE K OB BB RONE, o FG &3NSR shiz, )
(RFREFERL : 2009 4F 7 A)

EN%E I8 (206-JA 58
2 AR IR S VE B R BB LA 0. 2 mg/kg 3UF 0.4 mg/kg 23 2 G- L7 & & OFZ)

PER O e e mEr L,
RRT A v | CEHER, BERE, WATHERE R, Shix
ISES % BAEV A AR R R M B 2 BB 12 5] (FAS)

0.2 mg/kg B : 6 %, 0.4 mg/kg &F : 6 Hi

FrRBRERIEUE | ST T AENE DFERER (204 3BR) TAH 0.4 mg/kg DA 2 [l Ti5%
48 UL 32 1) . BRI R MERAEIR D IRE R OERNEZE L TEBY . %k
YO R NERE %

FRRANEE | OFHRBE G ORIREH 23 2 N TERVWEE %

FRER 51k AH 0.4 mg/kg DR 2 Bl FHG &G DHEE 0.2 mg/kg DM 2 [A]fZ
THREAZO D B2 R E 0 £, 12 BREERS L=,
FHnTE A M

FEAMER ;12 8% O ACR WFEIEMEIC L 5 A4 (JRA30%DOT @)
BIVREHAMIE H : 12 J#% D JRA50%D0OI # | JRAT0%DOI @ %
2l AEFR, AEH %
AT 5 1 FHEFANE B & ORIRARHEE B 236 B Z &2 EN Uiz, AohikEo FEEE
MEIEE 12 WM £ TE Lz, 12 AN H £ CTOBURME D KB OS54
R—=RA T A Ml HUA T, BERICEH LT — % THROFHMEH 2 #/i5eT %
LOCF 7 7 u—F %M L,
a) JRA30%DOT, JRA50%DOT 3i% JRAT0%DOT %3k L7 & 4523, MITFD 2 HHE AT ERM-T &%
EHRHD -
1. JRAz 7y hYGIEHAPSHEA U ETR—2F 4 U 93530%. 50% UTT0% L EDOSENGRD b b
2. JRA Ty FOFMIEBICEITAR—ZT A4 U NnbD30%LU EOENCGHEBPIEEETTH S
Zr
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<HEHR>

Gkl

FHEFAMEE TH 5 12 W H © JRA30%D0I dek L YE Iz L 7= fEFIE. 0. 2 mg/kg #ET 6
56, 0.4mg/kg BET 6 FIHF 4B TH 7=,

BIVREHEIEH To 2 12 Wl H 0 JRAS0%D0T Dk EHLUEIZ 12 L 7= JEHIX 0. 2 mg/kg BET 6 B
54, 0.4mg/kg BET 6 BIF 44 THY., JRATO%DOI DErEFEUEIZE L7=fERNIT, 0.2 mg/kg BT
6 B 5B, 0.4mg/kg BET 6 il 3HITH o7,

R

X
IVEIE, 0.2 mg/kg BEIE 6 451 3 44 6 1. 0.4 mg/kg BEIE 6 (54 5 45 15 fRIC38 8 ST, RYLE
RITERZ 0. 2 mg/kg BED 6 BilH 3 451, 0.4 mg/kg HED 6 HIH 5 BIIZFRD Hiv, b WVEIWERIX

SHEESE (0.2 mg/kg BE 2 B, 0.4 mg/kg B 4 ) ThHov-, M, HEELRGEFL, BHEAIC
X oEEHRIEE], FFEFITFED o7,

ZO XN, AIMEL L EMEIIWEEEFICRE RETRD bR o7,

KFREFZ Rl : 2009 4E 7 H)

3 ]
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EANE DA (204 GHER)
A KR UFY— MBS Z2 R SUIARER B TH 2 IEEE D 2 B E RS AR R R M B F % 2R
F G~17 k) ERRE LA —7 3R (CAME BT R SIEGIE 22 1) 2B\ T, KA
0.4 mg/kg (25 mg Z FRR) Z 3 2 [A] 12 WG L7z & & OFNNER VL2 et LTz,
RBRTVA v | A—T v, Sk
IO % BAFRE AR RS B A B 22 5] (FAS)
FRBEIENE | A7) —= U TRFICER ORI A AT 5 2 b, ERIREMEE AT 5 L3
MRBIEIEIX 5 BAFILA BT 230, HIE XU & 1 5 B ERIR 2 A 9 2 B
23 B EET 5, A&
TeBRANEAE | OFHEEER G ORIRSEE 2w Z E N TE R WEE 5
BTk AAI0. 4 mg/kg DI 2 [ FEHAZ T 12 B L OEHE S Uiz,
P B A
FEEHBIEE ;12 #1% O ACR tiELEMEIC K 2 7%0% (JRA30%DOT *)
BIREHMIEH : 12 1% D JRA50%D0OI @ . JRAT0%DOI » %%
ZAatk AEFR REH %
FEAT 1 BHIWEOFEMHTE LT, 12 BFHIH £ TOFMEH Z & 12 JIA30 kR %
BH L7, HFIEERENC LY JIA30 O T X Zov EFNZ ML F & LT
BHh-7z, 72, JIAL0 KR JIATO LERICHOWTRBEDIENT 21T - 7=,
JIA a7ty b, ZOMOTEEPEFENIE B & T DAS28 (22T, 12 JEFEHf
HE COLMEE Z Lz, BHMHELZEH L-, Pk KAIEOLA .
LOCF (2 k05 —& &5t Lz,
a) JRA30%DOI. JRA50%DOI X i% JRA70%DOI Z Rk L7z & W4 5121, AT 2 THE 2 TEZ 444
TR D
1. JRAZ 7y FVEEE FBE A L ETR— 2T 1 2 23530%. 50% XIE70%LL EDSEN 80 Hid
2. JRA= 7ty FOFHEBIZBIT HX—2TF A b D30%LL FOBE(ACERTIEEETTHDH
zE

< fifi B >
A5
12 BEEAL H @ TACR cEHEUEIC X A %D (JRA30%DOI) | 1% 90.9% (20/22 f4)) THh-o71-,

12 ;B8 5%4f B @ JRA30%DOI

o 204 xR
BehHE (A2 R%5) 0.4 mg/kg
JRA30%DOT 90. 9%
(R ELYE T 2 U 7 e /e 1145 [20/22]

ek

IWEH OFRERIL 100% (22/22 %) Th-o7-, TREIEMAIL. SIATER 86.4% (19/22 #) | 1E
BRSO 77. 3% (17/22 f11) . BREAR 50.0% (11/22 f5i]) . A > 7 v {HER4S 40.9% (5%
9/22 %) THol=,

ol

(KFRMFE Rl : 2009427 A)
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EANE DA (208-JA 5H5R)
A KR UFY— MBS Z2 R SUIARER B TH 2 IEEE D 2 B E RS AR R R M B F % 2R
F (G~17 k) ERRE LA —7 3R (CARME BT R SIEFIE 13 1) ([2B8W T, &K
0.2mg/kg (12.5mg & L[R) Z# 2 [7] 12 WG LTz & & O LR OV E2E LT,
RBRTVA v | A—T v, Sk
IO Z BAFRE AR RS B F A B 13 451 (FAS)
FRBEIENE | A7) —= U TRFICER ORI A AT 5 2 b, ERIREMEE AT 5 L3
MRBIEIEIX 5 BAFILA BT 230, HIE XU & 1 5 B ERIR 2 A 9 2 B
23 B EET 5, A&
TeBRANEAE | OFHEEER G ORIRSEE 2w Z E N TE R WEE 5
BRI IE AHKN0.2 mg/kg DM 2 [AIF F#512C 12 BEES L,
P B A
FEEHBIEE ;12 #1% O ACR tiELEMEIC K 2 7%0% (JRA30%DOT *)
BIREHMIEH : 12 1% D JRA50%D0OI @ . JRAT0%DOI » %%
ZAatk AEFR REH %
FEAT 1 FRIMEOFEMEHT & LT, 12 B H £ TORMEE 2 &12 JIA30 R4
B U7, R RN XD JTA30 OFEAC X 2oV ER T ML & L CH
Do 7z, F7-. JIAS0 F O JIATO eERIZHOW C RO 217> 7=,
JIA =277y b, ZOMOIEEMERHGEE H & OVDAS28 (22T, 12 Mzl
HE COLMER Z Lo, BEHRMFELHEH Lz, P EKAZEDOEA .
LOCF |2 X0 7 —XZHfi5e LTz,
a) JRA30%DOI. JRA50%DOI X i% JRA70%DOI Z Rk L7z & W4 5121, AT 2 THE 2 TEZ 444
TR D
1. JRAZ 7y FVEEE FBE A L ETR— 2T 1 2 23530%. 50% XIE70%LL EDSEN 80 Hid
2. JRA= 7ty FOFHEBIZBIT HX—2TF A b D30%LL FOBE(ACERTIEEETTHDH
zE

< fifi B >
A5
12 R4 H @ JRA30%DOT 1% 92. 3% (12/13 ) Tdh -7,

12 ;B 5%4f B @ JRA30%DOI

= 208-JA FER
BehHE (A2 R#5) 0.2 me/ke
JRA30%DOT 92. 3%
(R ELYE T 2 U 7 e /e 1145 [12/13]

PE
IWEH OFRERIL, 92. 3% (12/13 #) T -7z, T/RBIWEMIL., [EEHTENLAUS 61. 5% (8/13 1) |
MEEAZ 53. 8% (7/13 f) | HEJA 23. 1% (3/13 f5)) TH -7,

R
i

ol

b

(KFRIFE Rl © 2009457 A)

V. 1BHEICB9 5 TEH 48



2) ZeMHHER
@ BEEiY < F

ERNEHREHAE GA2EES : 310JA HER)

HARANBIE Y 7~ F B AR Z EHR G Lz & & OREMEROAREE G L7z,

HERTFH A v | IEEH. LhER

RO DMARD #EZh D18 PEEAET Y 7~ F B3 132 {3

Fp eI UE | [ENE AR RAUGRER (202-JA 3BR) T 12 B0 EZK T LEXIZT T

YR AK 10 mg G ST IEA IR LIZEET) v~TBE 5

FERBRINEUE | L R=y a UM 10 mg/ B A D AT A RO GV RS %

BT AHAl 25 mg 2 1 BRIC 2 [, & F#E Lz, f8EH X CTRIRERIR Y &5 &t

F 77,

R IE B Ve HERS

HVE 3 » ARON6 » A% D ACR20 ¥ %%

a) ACRa7ty bV Dob, MILRFEMEE KL ORIEIRBIE RS & B2 20% L FekE L, 7o 0 518
B 3 TEHA N 20%Lh LiksE L= ER o E S

<fEE>
At
ﬁ%%%(ﬁ%@ﬁ@iﬁ%@%@@)u%a%(mWwﬂmzwﬁnmw%n RIVEH DR B
13 90.9% (120/132 f3]) Th -7z, EELRRWEAIL, 13 620 £ (BIHZ%k. Mk 21F. 5 o1

PEOARA, REEVEENR, BPERESE ., R, MIBEMEIRTE, v 7 v Fﬁ’gﬁﬁmx\ B,
ik, VEEZE, BE. TUHSERE., FEEOFEY. = XRE, WmE. RERE L) T, 2o
LG HIEICE S TERNT 4 51 5 4 (5 oMb DAR4, BEMERMR., ik, TIREBER., K&
DHFEY) Thoiz, HEHNIRD -7,

A5

FeAT LTZEWNE TAEH &SRB (202-JA 35 OB GBRARFIEM 2 EEM & L8560 78
2725 ACREEER (%) OHEBIZ, ITDO LB Thotz, 52 %D ACR20, ACR50 2 OF ACRT0
X, FFEIL81. 7% (85/104 f5l) . 61.5% (64/104 f5i]) . 28.8% (30/104 f5])) THHh -7~

ACREHEER (%) DHEH
(%)

100 - A- ACR20 T
—@— ACR50 _ A (21/22f1)
90 -| | —m— ACR70 T T T ]{
_________ T - S—
80 T .= A 72280 (95/118f)~ =~ A~~~ - (85/10441) <34/42ﬁ") @.(16/22f1)
— A _Lsemo )
,’_|_(90/1 26f3l) 3
2 @ —
" 60 — I, l<64/1 outl) @ 267426
= J_(71/1271§|J> T A
% T/_I_sz/noﬁu B (5/22%)
40 T T/ J_(47/1 18f) "I’ /
30 - @0/ & aonzzm — W o
I/ Lioem) l T T J_aomowu J &
20 — (29/12731) 1
/ 19/110 1)
04 m— T/J_ (1712260) _[_(20/1181§IJ> i)
L (1 _1_(11/
. 127451) 12661
T T T T T T T T
4 8 12 26 39 52 65 78 GB)
HEANBIERRRICHBROE S MR EELLTHR RHfH |48 1+95% 58X H

(FKEREFERL - 2005 451 H)
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Q@ EEMHHRMEGAESE
ERNE DA (204 HER)
EINGE TFEEER (204 3BR)  ( TV-5. (4) FREEAVRRER ] OIESMR) CEEFHMBIME 12 B0
Ba#kT L, BEMERHEZR S, o2t EoORIED 7o WEEME T B R B 2 kR,
5l & e X B G- a ke L TR & et R e LTz,
BT A v | EEG, A—7 Bk, Sl
POE 12 HFN A 52 T L7 AR TERR R R BA 48 B 20 1451

22 15 (12 3 LARE P G-kt 22 151], 96 1 F TH G- 18 f4])
TR UE |« 5~1T D PB4
« MTX VG HPTE AR MEAR B OB MR R IE BRI R B &
TBRs S | - U R=y o U 0.2 meg/ke/ HEBR D AT 0 A RORGEZT TV B EE
s T A YD) U~ FEEIUECTHRE N IEIVICRE YT 58 &
RER L AA0.4mg/kg (25 mg ER) % 1@EMIC 2 B, £ TF#H&E5 LT,
PG IE, AR 108 (4 %) T, 18 {573 96 I F TR A Mk L7,
FFATTE H el AEFRL %
AW 12 %% D ACR S IEHEIC X A A %R (JRA30%DOT @) 4
a) JRA30%DOT Z 3L L7= &Il 212id, BIFO 2 HERTEMIEZTHERS S ¢

1. JRA =7ty FWeHEHHEF 3HEALL ETR—Z2F5 14 225 30%LL FOWENRRD NS

2. JRA 27y FOFHEEBIZBIT2X—Z2AT A4 U NED 30% L EOBE(N 6 HAT 1HAHE TTH

Bk

<>

ek

FEHRGHR (EEHMHHE 12 B2 at) 2BV, BIEH (WEBREMETLEHZ2ET) 1X
100% (22/22 Bi) 237 PRIZERO HAL, ERFBIERAIX, SHIAZK 86.4% (19/22 ) | VEFHHNALK
IS 77.3% (17/22 451)) . BIEZE 50. 0% (11/22 i) | A > 7 v o R OEFLA 40. 9% (9/22 i) |
Sl K OFEIR A 36. 4% (8/22 i) . ESFERALHIM 27.3% (6/22 f) . EAGEEYE, ~EZ vt
R R B K OVEIBAS 22. 7% (5/22 ) FETh o7, EEREWEMIZ2 6] (HEKE, ~
A a7 T X<Whif) THY., AEFRICL DG HIE, e, LTz noiz,

A5tk
12 WL LHTEED JRA30%DOT (20/22 1], 90.9%) %, 96 HFHLRFE CHEFRF S 7z (17/18 i,
94.4%)

(KFRIFE Rl : 2009457 A)

(5) BFE - WAERIFER
L ERR L
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(6) ;AEMER
1) EARERE (—REARERE. BEERABRERE. FABBLERAT) . RERTET 4N

—RRE. HERFTRERABROANE

Y V< F

Q=7 LVE PR 25 mg « fEFARGERA G EIR : 2005 4F 3 A ~2008 4F-4 A, &flFid) *!
HEZRICBWT, BV v~TFBE GEFRE CHRART D REEICRD) I T LV
T 25 mg ZAGEAELOHEO@Y ICERELZE &0, Zett, A9EoitiE2 B 0E L
T o AR A A& S L7,

MR xS 13983 BllZds 1T 2 RIVER BRI 26. 6% (3721 f5) TH Y, FEREIEMAIZ, &
BRSO 4.4% (609 ) . F&Z 2.2% (307 f31)) . EMAEEAK 1.7% (243 1)) | ATFRERE A&
1.6% (228 ) . HE1.6% (222 ) . EXGEDOREE 1.5% (203 f5l) Tho7z, ZiHOH]
TERSE B RITKGEN £ COMKRRE LRI S 2o 7228, TIFIERESE ) ORWERIIARTHA
TOHRRD ST, HEERBWEHOIHERIT4.6% (639 ) TH Y, KREEE TORKRER L
K& BARDBERITRED IR o T, BREMICEEZ LTI FER & LT, Hal (&) .
T LAX—E GOHE (FEE, BREE, MRS, OFRE, BYE, MERIEEE, FERW) |
Bl R R V| RO R, BREIEICE ORI 2 87 2 IR HE A EWGEAIC
RITERRBIER S R mA R oz, £z, B GHIL55.6% (7768 fil)) THVH ., AT
B GAER O BIVE R SEHRRITERNC & 2 % GIEF] & FIFLE TH - 7=,

HNWETAM 5 12894 BIICI51T %D DAS28-ESR 1ZHS< AohRix, #EBIMG%E 4 WT 77.2%
(3808/4930 fil) . 8 1T 80.6% (4671/5797 f5) . 12 T 81.7% (5032/6156 i) | 16 T
82.0% (5188/6324 f5]) . 203 T 82.6% (5314/6435 1) . 24 # T 83.8% (6124/7310 ) T
Hol,

R 725 s 5B UNR, @i, ik, BREER = EE L ONTREmREEE) 2o
W, BEMEROFMEZRF LizE ZA, W GBI e IG T & 7 2 e ORTEITR
Do oo, BIWERAFSEERIZ/NE 1/11 6, Sl 28. 1% (1335/4756 f5]) | EFHEREREE &
# 34.4% (191/556 ) | NTHEREREEBE 40. 3% (264/655 i) Th -o7=, £7-. BEFOIT
RGN N o 7o hy . ARk, UhalieE (FEE) 22 Lz 1 e s,

Q=T VUV FEM 10mg « 25 mg, =V 7 LIV T 25mg U > 0.5ml - 50mg U >
1.0 mL : FeiE i H Rl A
i) REMERICET 2 50E M A A O - 2007 426 H~2011 429 H) *!

HEZRICBWT, B ) v~TF8E EHERE COHRART22GEICRS) =7 L
ZAGRAELROHEO@ &L Lz & &0, R RAREOEEERORIUR A &7 4
PE. AEOHRE A B & U CHREE F AR TR 2 S0 L 72,
ZEVERHE RS 675 BB 2 AAIB G MM O P RET 940 H Th 7=, BWERRILRIX
37.9% (256 f5l) TH Y | KB E TORMEL ORERFERORIVERFBLZE 95. 6% (129/135
Bl) % ElES720o7, TOEMLEWERIL, IS 4. 4% (30 ) | SRWATHZ 3. 3%
(22 f5)  REXRE O EZHEORIES 3. 0% (% 20 ) | MikkOEREZE 1.9% (%
1361 | B2 1.8% (12 41) | % 5 e OMEEMEES 1.5% (% 10 ) THhoio,
T/, BHEESORWERARBEIL1.8% (124]) THY ., AFIOKERE TORMELGHER
DOFENENEGRBLR L FRETH Y | AR & 822 HHIEER 0 b v o7z, HER
RITER O BLFIL8.9% (60 #) ToH V. RIVEAORBURDLILEF oA & 5272 26
PO B o Tz, FHERFNIORNWERFBBLRIL, 1 FLIN 27.3% (184/675 f5il) | 1
2 HELAN 18.9% (90/475 i) | 2 4H8 34FELAIN 11.6% (43/372 f3)) Toh v, EHIfFEHIC K
0 EWEFSRBLERN BRI Dot
A RNEFEAM xS 582 Bl 351T DAL, 6 » AT 84.2% (448/532 ) | 1 £ T 82. 7%
(467/565 1) . 146 % AT 79.8% (459/575 #il) KON 2 44T 82. 1% (473/576 1))
CFIFE - EICHERS U, ORI & R D EIANIEER O e o T,
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B OGO ERN R ORI e w207 585 (Gilnd, dEn, BWEEEL2 AT 528%8
KOV RERRE S 269 2 BF) (2B 22Nt - AR, FEHAGERA & 270 26 mi3ER
O HAVIRIN o To, ARFIFG-BRIARE OIEIRFITINEE S g o 72y, RAIFIEFI O 5 5 3
MR T o > T2 IEFI 6 FIFED HiL, D 95 4 Filid, AFIE G- IR RS S v ik
L7, ARAIFIERHCET 2RMEEXZE 5@, 6, 11, 3 3 ATHY, WTho
JEB] 6 AR B G- OFEFEGORIUIFRO o T=, Dl E COFFMFAEN TRETH - 72
2 IS BRI CRRMERF ITFRO o7,

AFHEBRLA 2 A2 12 1 18] 50 mg O FAEL O HEN AR SN Z & 2%, AREICBWT
25 mg A 2 [AI 57205 50 mg I 1 [BIFEGICE) 0 R 2 TER] (U1 2 H1) 1%, ZaMERHm 5
675 5l 47 B (7.0%) Tho7c, YPEXBIORNEMRELRIL 43.9 /100 A - FETHY | IE
BPEZ D 32.8 14/100 A « FE LD b Ed - 7223, 50 mg 8 1 [A]3e5-H5 o BIVE A 3 BRI
20. 1 14£/100 A < £ & HIEE 2 BiTOD 48. 7T 1£/100 A « 4 LA S o7z, HEROHEDZE
FIZB LT, HiicL et ERRR I REFHIRD o7,

ii) 10 mg # 2 [E# 5225 25 mg M 1 Bl G ~OETIZEIT 5 Rl ARGET A CBeRR -
2010 4E 8 4 ~2011 4£ 12 H) *!
HEZERIZBW T, i) v~ TFEE R COHRA TG EICRS) 2Tz
TV 10 mg i 2 IS 25 mg 1 I GICER Lz & 20, Bk, Aokofizz
HAEY & U TR Rl A 2 5206 L 72,
LARMEFRISR 3 Bl 5 6 2 1] 3 HHICEIWERAFEL L, Wi, RS GEEE) 2
R, Mgk (EEE) 11T, BRI TR ThH T,
BRPERIA S 3 Bl TA TAEZY LMl ST,

1 : =7 VAVETEHA10mg - 25mg, T 7 LV FHE2mg Y > 20.5ml +50mg >V > 1.0 mL
FEREE CEK 2948 H8A)
https://www. pmda. go. jp/drugs_reexam/2017/P20171019001/671450000_21700AMY00005_A100_2. pdf

ZEESICEESMETE T AEFHERMEBHR BFEAERTHRETTREIHFEICESD)

T LV M 10 mg + 25 mg : FEFIRGRETAA: CBERII © 2009 457 H~20124F 6 A, 2fFFRA) *
HEZIIZIB VT, SRR MEREIR (BRI CORA T RGHICRD) It 7 LIV
T 10 mg « 25 mg ZAGRHIERLOHBEOBY ICEE Li- &0, Zett, AOMtoriE42 B K
& LTl IR A & 920 L 7,

ZEARVERM S 102 BT DREIVEFRERIL 21.6% (22 #)) TH V., EAREWEMIL., BYE
6.9% (A7 H 36, MHEEK 2 6], BIHRLRT A VAT BRSE 16 | EXIEDORIE
5.9% (6 61) | FEREAIEEN 4.9% (6 61) | RIERKOALT #I1% 2. 0% (& 261 Tholo,
TKGRREE CTORRRER & i L CIEg 2, THRILOSES 1.0% (& 16 IZIAFAETOLBD
iz, EEZREWEAIZ TR 1.0% (1#]) Tholm, BEMITHEL KFTHRATILGED
Mmool

A EEAT ek 5 87 5112331 5 EULAR DAS28 (4/ESR) 1ZH:S< ARhRIL, %5 4 72.0% (18/25
) . 81 73.3% (22/30 ) . 1238 71.0% (22/31 f51]) | 16 # 75.0% (24/32 1) . 20 # 73.5%
(25/34 ) KN 24 ¥ 63.0% (29/46 f5]) Td -7,

Rl 7o a7 8% UNEROIFHEEERERS) 2B T 2R OAEEZ, WTiLbH
To IR RGN LB & 70 DB O REITER O T BIEMFEBLRIT/NE 24.2% (15/62 f) | JIFRE
HEfEEBRE /1l ThoT,

%2 =7 LUV R 10 mg « 25 mg FEAWMEE (Fk2942 H 14 H)
https://www. pnda. go. jp/drugs_reexam/2017/P20170329002/671450000_21700AMY00005_A100_1. pdf
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2) RREHELELTERETFTENDRERIEIER L -AE - HEBROME

® EBEH
[ERGESRAE]  (RRBRWE 2+)
SRFIHLE
Y o<F

L. AFH| 10 mg J O 25 mg 45255 D B OHERRBI LR, LM FE LRI D720, Wit
MRz B RY (LELLE) 127 2 I ERIIEARRERZ I L T, T OREREZ#EC)
WA L, EROHEOBEYIEC OV TR 2 Z &,

2. KRBl i A 2 i L, AFOZ MO THRITHETT 5 & &b, BHRGRO
LM, Fie I T LT DRIYEFDOREIFIC O N T, LV EARICHIT 52 &,

3. AEKGIZHOWTIE, AMENHGE S L, Lart L b RIEN W LT 2 BE IS L To
HEMSND LD, EYRHEZHECDLZ L,

IVIULILETER10 mg- 25 mg

ZEEICEEMEE T AEFE TR R

LG e, —EROREFNIRD T — 2 DEMI N D £ TORIL, DREF] 2 xS H s A
BEIEMET D EICKY, AR OREMEROEIMEICET 57 — & 2 B HICINE L, AFI 0O EfE
MICHERREEEZHE LD &,

£ HHHE

BEEi) o< F

1. 1Z29W Tk,
KRGS E | EHAERE (RFHE) %98 L7,
JEA AR R - AR TR R R SR SR AR AR O GRS A MRS 5 B O FE S Pk 19
4 827 BAY) Z%ZT, S LL T ORGSR S N,

2. KO3, 2oV T,
HGRARMIC D & EHAGEA (BFFHA) K ORFEM A 2 550k L7z,
JEAE GBS PR IE - AETE R A R R SR R A AR O ARG A MRERT 2 B O FEERE CERk 29
£9 H 28 HAP) Z%F, 33NPT ORKGRSEMIIMR I T,

IVITUIKRTER10 mg - 25 mg

ZESICERMZA T 2B FEHESRMEME &
RIS HHRREHE (DFFRE) %950 L7,

JEA S K - AT A R R SR SR AR B ) D AR A fRER T D B O FHEAS (AL 29 4F
3 H 30 BN &3, SN2 LUTF ORGSR STz,

Q ABEHELELTEELEZHBROBE

BEET DT F

AFN OBV 7~ F ORKBIEEORKEEME (TV-5. (6) 2) QKRS 0 1BR) k5%, B
fEOFEBIEMTEITY U~ F 3K (DMARD) (2 K IR COIRA R ISEIEREET ) v~ FBE (AR
AN) BxHELT, AFI10mg XX 25mg 2 1 B 1A, # 2 [\ fEL AR T 52 ML T
B 5 Uiz & & o BEE OMERHRE OERIHII R K L RMEIZ OV T, MTX & ORI K 0 57l
T HMERL, ZhasxdtFE, WATHEM i, —EEMRHER [JERA B (315-JARER) | Z3E L
Too EORER. AAI 10 mg e O 25 mg HUMEE 5T, BAEI OREIERHRE OHERIHI 2RI 1T 5 MTX
b D EEE R ORI G RE O ZRENAMER Sz ((TV-5. (4) WKEERER) oEBM) |
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o PSR AL 5 KE ] R AT

(V-5 (6) 1) fEAIpREIRA (B AR, FrE e s A, (A st e A) | |
EIRFER T — & N— A, BGEBTEREEREBRONE ] OHS M

SHEEICEREZR I IEFHERREMEE X BFARTUHRFTHIEERICRD)
oA A A

(V-5 (6) 1) fFIpERE (e iR, Fre Bl I ploti A, B ploRt e dr) | &
EIRFER T — &7 N— A, BUEREREERRBRONE ] DS

M Zoth
LR L

V. 1BHEICB9 5 TEH 54



VI. EHZFEEICEII SRR

| EESECEESH S LA MR FIL SR
it FINFaE/ 7 v —F AHUERGE  47 ) o ~7 (B TR R)
B MEFE B INF o/ 2 B— I UBUARS] 7 A b T GRIGTHRZ) | DY AT GRIGTHRZ)
e MEHLE R INFa B/ 77— UK Fab’ Wi 8K £ L R U R~ Tl GRAG TR )

R B O ® DL OMRESUIZREIL, B OB TIRLEZZRT 52 &,

2. EBEA

(1) 1EFSRLL - YERRRF
THZ 37 ME B FNINF AEME L 7 Z =00 BMRENCEA S INFa KDV LTa %, B8& D
e 72— UTHItE L (Le 77 —/a R0 ilREmo L 7% — L O E2HET 52 & T,
LY v~FEH, PIRIEEHEZRET L L EX DN TWD, B, AFIE INFa KO LT a & OFEGIE
FHHITH D, W AFRIE L2 TNFa MOV LT a 1T O S N D,
T & 7 ME U937 MIRRZR I O TNF 28I %E 95 INF OfE G2 HE Lz (FREEES Ki) =
1X107%° M)

WIS SR AU =T 3 T TULOERE

|

- 9
£ O TNFEEMIR EOTNFERS

HHiaRED
TNFLET9—

REVT T IVDIEE REVT T IVDITEZL

VI. W 5 HA 55



(2) EDEEMITSHABRAE
1) BAET&HNHI/E A
® Zv M MIRERSREHXETIL (TY )
Ty bERWeT VET VT I UHURBR BRI LT, =17 MO 5 pg/joint/H
PLEDBEEINE G L0 | xR & bl U CIRBISIEIRO A B2 MG X OB A 27 OH B

KT D vz,
X ®ERBEESERICRIZTEZE
(mm)
9 —_
8 .
el 7
i —a— R (ERRIER)
—a— T2 3JLtET b (10ug/joint/H)
—o— I & ZItETh (5ug/joint/B)
6 - —0— TNFRE ./ ¥v— (10ug/joint/H)
—o— TNFRE / ¥v— (5ug/joint/H)
1 FiEHEE IR
A =
5 E T T (1E¥U>In 6) T T 1
0 1 2 3 4 5 6
4 4 4 HE_RBEZBH
®E5 * :p<0.05, /I BEEE D L8 (ANOVA)
* BRERESRXREICRITIZE
®5& AR A A 2 T
o B )5 ,(\ % .
HRUR (ee/joint/F) | DOPRE L0 mane)
TR (CEFRAEIR) - REHIN 10 18.4*1.5
Bl S VI car N 5 RAHiN 8 13.4+1.3*
TNFR & /) ~— 5 BEEIN 9 13.4+1.0*%
TNFR & /) ~— 10 BIEIN 8 12.8+1. 1%

% 1 p<0.05, WHEREL OHER (1 way ANOVA)

JREARRR S A 2 7 OFH AR E BRI DA S5 05 AL, 1; BE (FE 10%AR0H) |
2 PEEE (10%LLE 50%A0M) « 3; EE (50%LAE 100%K0i#) KON 4 ; #id CTEE (100%)
&L, mtgk o, Bk, v, BTG, B0 5 ML oAFAEE 1 EROFERE LT
PE SRR HERRZE TR LTe,

TNFR & / < — : p75 A[{AEME TNFR €& /) < —

[iE] Lewis 7 v MCHUR E LTAF ALY LG 7V 7 2 > (mBSA) 0.5 u g/body ZMlER FiZ
L RIEIEL., £ 21 B2 mBSAS0 1 g/ joint Z# A MIEBIEIPNICIEA LT RBMEL . B
HiRkABHEE LT, =2Vt FNUTINFR £/ ~— (WFhd 5 %010 pg/joint/H)
SOTABRRIERZ . EER 2D 3 B, BAmRBEINICE G LT, 5B R G
6 HRIZ7z > CHREBEIEINE (mm) Z#8HAICHE L, #5846 21 BR&ICHEZ2 Ok
L. BAEH O B MR A & S50 L 72,

(KEREFZ Rl : 200541 A)

VI.
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@ FYIEIS—HFUEHRETIL (XDR)

i) 14 BRIREREHE (&R 2 78HELHER)
~ AW N IR a7 —7 U BEEfRICBWT, =X 3Lt 7 k1.0 ueg/body/HLLEDE
TEMEENAE G 0 | KTHRRE & el L CRIEiR A 2 7 O BRI FARD bz,

B BEERREICRIFTHZE

10 4 | = E MeG 50 ug/body/H
—e— T 42 %)Lt T+ 01ug/body/H
-O-- T2 %)t Th 1.0ug/body/H
--@-- T2t Th 10ug/body/H
754 |~ T I&XIET 50ug/body/H
Ee'j
5@
Z 5-
|
7
2.5
0 W ' '

= T T T
1 2 3 4 5 6 7 8 9 10 11 12 13 14

BEREEAH
*1p<0.05, & MgGHf & DLLEE (Dunnettd) 3 8 LLERTE)

TH BT MR WRBIERDS 14 AR, RAEMEERNR S L,

BAfIR A 2 7 IXWIRFT FLIZ X 2 DU ORLBE K OVEREOFREEE IS U T 0 M4 b, 1; #EE, 2 5
B 3 HE, KOV, MO TEHETIMEL., ZO8FHA% 1 EEOFERE L,

I 1R 11~15 PED S HE

[H¥E] DBA/1 =7 AZ—WEELE LT RY =25 —4 (100 pg/body) Z7vA 2 hD5EAE
TV 2Ny MIBE L, BRITICEANEE L, 20 21 Ak T2 T —47
(100 pwg/body) 7 A Y hORFERT Vasy b EHIZRBIICENELS LT
WIEMEL . BBk Z A LTz,
23Nt 7 (0.1, 1.0, 10 KT 50 pg/body/H) IR E LTl k Ig6 (50 u
g/body/H) Z ZWEIERD G 14 HEIKEMEENELG L, BEHIEA O/ T H £ TR
HIZ, AitRRBEIEI R OIREDOREZAIRFTRICE W 227 b Lz,
KEREFZ Rl : 2005 4F 1 H)
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i) 10 BRREESHE (BEEHxXa7. BEHEX 2 7HER)
~ AW N I8 o —7 U BfiRicB W, =X 3187 b 150 ug/body/H® 10 HH
FRAGNEREN T GZ L0 | RFHREE & i U TR R A 2 7 KO IE R 27 OF 7K T353R
STz,

H BERRUMEBRRCRIESTZE

144 [ & MeG 150 ug/body/H
Bl T4x)Lt7h 150 ug/body/H
12 4 EE R E
(1B Dn=10)
10
z 87
|
) 6
4- £ S
ES
2 ES
| | |
RAET A (NERARR) BEET A (FRIEFRR) AR

* 1p<0.05, & MgGH & D LEE (WilcoxonDJERLFIETE)

THE RN N EREER D 10 B, RIEBEPENER S LT,

WHRATFLIZ X A BESIR A 2 7IEIZ DWW T 0 ; A L, 151 HDH WX 2 FRICTEE, ALBE, 23
RO I ihE, ALBE, 3 EARIC PSS OFRE, B, KO0 ; ARICEEOFRE, (525
fliL, ZO&EFEE L EROFES L LT,

JRBRPT LA 2 7 (X e, BASME, M. BUAE. AR, AR OVE TR O A &2 O BEAR R A
ICOWTRIE L REORE, ®HICLY 0~4 S5&2o1F, TOARSEEZ L EEOFES E Lz, E
EER 27 HIRBHARIEARIC DWW T, ZOREROFEIFHICL Y 0~4 8& 200, LEEROFES L L
770

fEVE 18 10 PCoO P2 fE R HERR =

[FiE] DBA/1 =T A—WEEE LT hU TR 5 —4" (100 ug/body) #7042 FNDOFER
TV aNy MIBE L, BREICENES L, 20 21 HRIZNY T a T -7
(100 u g/body) 70 A 2 FORFERT Va2 b & EHIZRBREICENESE LT
WIEMEL, BASiRZAR LTz,
TH XN R XiTe b 1g6 (Wb 150 pg/body/H) & “RIE/ER 5 10 HREIXE
fERENF G- L, B 50T BIC AR & QYR B AR F=rOBlE1C K W BAfik A a7 % 72
AR FIOBIEIC L VIREEER 27 2 2N EIE LT,
(KFREFZ Rl : 2005 4F 1 A)
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@ TJAI#EaAS—HUESRETIL (RHR)
~UAERAWET 2 NBa T —7F U BEHRICBWT, = Z %)Lk b 10 ug/body/H O IEEIE
WG L0, cHIREE & Hile U CRBABRRIER O B Ml 23580 iz,

B BEAERFEERICRIETZE
(BIEN R 5 ~ A TH T OB

(%)

1

'S

0]

PR

THRLET b

00 \
1 | e THZXItETH 10ug/body/H
90 1 | o &t (PBS)

80 : (13¥0)n=12)
70

60;
50 -
40
30:
20

10

TT T T T T T T T T T T [ T T T T T T TTT]

0 10 20 30 o 40 50 60
te et Attt 44t R B 5
IRzt T hOBE

p=0.05, J&HEF & DL (log-rank test)

(10 wg/body/A) . FEAEAMD 16 [H (GH3[E) . RKEEENEE LT,

(1] BIO.RII~ 7 227 Z Nl =5 —4 (100 pg/body) 78 A 2 NDEET Va0 |

(2R
TR

L., BIREBIC NG U CRISIR 2758 U=, BIFIRF S ST T T
L7 b (10 wg/body/H) XiTZxtMB & LT PBS ZHiEURMER S 35 Af: £ Tl

3EfFE  (BF16[E) TEPENEG L, BESREIE~ 7 A2 HE LT,

(KFRHFE Rl - 2005 451 H)

2) INF 27 21— T HEEHHMME (/n vitro)

THRLET b
BRI 7

1 INFa KON LT a DWW IUTK L CHREAHREEZ T T 508, LTRICXT DS
v,
GEERIFE Rl : 2006 4E 1 H)

VI, HHERCRY S HE
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3) TINF O#RaEEIxd 2MEER (/in vitro)
1929 fifa (= v ABRMEZEMAD) @ INF #FRMiafsElcxt LT, =& &7 h® 10 ng/mL LA ED
WIMZ L0, A oD 238 S -,

TNF o#REE (<3t 9 S G R

-t

3 EE=FHEBRAE FTNF (1ng/mL)
H uDDDDD:QDD — BB L NIV
m i oo O [m] - | | ] ]
4 u
@0.1§ DD.....:.!...‘..‘.
E ] . .
1 m:TNFRE/~¥— o:I%Zx)ItE7bF e:k blgG
0.01 T l||||H| T I\HHI[ T I!IIIH| T T |IIIII| T IYHI\I| T IIIIIH] T TIHHI|
0.01 0.1 1 10 100 1,000 10,000 100,000
13 @=FMEMmA <Y XTNF (125pg/mL)
® . = —EME LA
B O o0 Oog LI
4 ] o O ] =
B@ O [ ]
gg 0.15 O [m] - ] "
R ;Eii!ililli'|uo'=o°i'i'i
E ] .
~ . m:TNFRE/¥v— o0:IZZx)It7h e:Ek MG
0-01 T T TTTTT] T T TTTTI0 T T TTTTI T T TTTTII T T TTTTI0 T T TTTTII T T TTTTIT]
0.01 0.1 1 10 100 1,000 10,000 100,000

-t

KRE < 77 ATNF (LPSHRIBRAW264#lia s #E _£E200EHR)

X - —EABE L NIV
g o O 0o m B
O U I |
oo m =
O =

;_DJM.I.

Lol

(Wi 39 SR S HF

. TNFRE/~¥— o:IZxItETH

0.01 T T T TTTT] T T T TTTT] T T TTTTT] T TTTT7] T T TTTTT0] T T TTTTIT] T T 1177

0.01 0.1 1 10 100 1,000 10,000 100,000 (ng/mL)
WERMEIRE

L929 i & Bin i 2 & N INF, @iz iz~ X INF & D WITRRAL < 7 2 INF & #i5m
BAaRIML T, BEEP T 10, 3T°CTRELE,
TNFR & / ~— : p75 A[{EME TNFR &/ ~—

(k] 5X10ME D 1929 flifia (= 7 AMRMEE M) & &R INF O xv& 7 &, p75 AV
INFR &/ ~— itk b Ig6 (% %0.01 ng/mL~100 ug/mL) ZE:3& 7 L — ML, k%
FIRH 3TCT 1 BisaR LT, BERikbrER. A% 0.5% 27 V AZ AL ALy BT
e L, ~Af 77— ) —Z—TWIE (670 nm) ZHE LARIEERE KD,

(KGREFZ R : 2005 4F 1 H)
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4) IL-1a6#F TNF SEREBEI T 2 HIHEER (Y9 X)

~UAD IL-1a (30 wg/body) UFH TNF (3 ug/body) #HEHESCICX LT, =X Lt D

30 wg/body LA EDFRIRNE GIZ LD | ~ 7 ZADFELT MG STz,

%)

100 s

80

BERHHE

40

20

IL-1 o fFA TNF EBRBOEIZH Y 5 HIHI1E R

— B (EERIEWR)

------ I&FJIET N 10 ug/body
-—--IZXJETHF  30ug/body
——-IZXJIETHF 100 ug/body

(18 Dn=10)

BRI Z E b INF ROV IL-1 o 2 0FHFIRNE G- L. TOERICT 2 30t 7 b 2 #lkN&S

L7,

[5#:] BALB/c B~ 7 A B T2 b N INF (3 ug/body) RUNEMLGTHHLZE M IL-1a
(30 1 g/body) ZFHRINOFAFR G- L2 B &I X %L 7 b (10,30 KTV 100 1 g/body)
SOFEEE CEERER) ZFIRNES L, v AOAETFERE 6 HE#EIE Lz,
(KFREFZ Rl : 2005 4F 1 A)

5) MRMEEEE (/n vitro)

20 40

60
5B OEEE

T

T T T T
80 100 120

T 5 vt 7 IR E O MRS IR 2 TS L 2R o T,

(3) VERMFEIREFRE - Fristhrfa

R L

(KFRHFE Rl - 2005451 H)

VI, HHERCRY S HE
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VII. EVREICETSRE

1. M REDOHRS

() ABELEDLMmMBEE
MG R L

(2) BERHABRCTHE SN -IFRE
1) BE&KE (CREREROT—4)
(BARAIZETHHEHE ?

fEFERR A B 7 8 Bz,

T A2t M 10 mg, 25 mg KON 50 mg HEIRZ TS L- & XoMmiEd

A RS B OSRAIBNIE < A — I F O L B Y Tho T,

IR ET FREERSROMEDEDRERLDS

(ng/mL)

f 3000 ——10mg

= —4—25mg

1“ i —e—50mg

FHMEIEERE

§ 2000 | (n=8)

L

to

7

~ 1000

N

=

5

0
0 100 200 300 400 500 (R%[E])
B 5 1B
*x BEWFRE/INS A —4H (n=8)
AUC0*480 AUCO*OO Cmax Tmax CL/F 1:1/2
(u g-hr/mL) (ug+hr/mL) (ng/mL) (hr) (mL/hr) (hr)
10 mg S.C. 76.51+33.4 78.6133.7 474+£230 | 43.5+19.2 | 153.1£73.5 | 87.6%x18.1
25 mg S.C. 222.3%191.9 227.3%191.9 1415761 | 52.5%£16.9 | 134.5£78.1 | 86.3*+22.5
50 mg S.C. 412.0%x95.7 419.6x98.7 | 2668684 | 49.5%16.3 | 125.0%x28.6 | 77.9%10.3
Rl - A HE A 22

AUCo gz @ IF AR — BRI HRAR T oAl (0~480 BERE)
AUCpeo @ IMIFHIREE —HEREIHhAR T A (0~ ocolEfH])
Corax I ITE PR R Toax © B o0 IILI7 R P 281 2 IRE ]
CL/F BT T TR thye o HE FP AT O AR

8 BIDMERER NS F1Z, 50 mg ZHLEI R FHR G- L2 & T DOFRNE, =X 3t 7~ OEYEEIE

BAF e 2R Lz,

VII. #EppEhreicBi 5T H
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(SAELAIZE 15 HAR)
KE DRI, =5 37 % 10ng, 25 ng LU 50 ng WL FHG- L1z & X OMBHIE
RTA—FZFUTOLEY T, HANERHRAOM & ZEREThH o729 0,

x EPEENASA—4
AUCy-450 AUCq-c Chax Thax CL/F tise
(pg-hr/mL) | (ug-hr/mL) (ng/mL) (hr) (mL/hr) (hr)
10mg S.C. | 6 79.01t24.4 81.71+24.6 4254205 66122 13241 92+8
25mg S.C. | 26 | 241.7£76.0 245.2+76.6 | 1650660 49+17 | 113.8%42 | 72.1£13.6
50mg S.C. | 28 460179 5021196 344011920 | 48=+21 118£52 | 78.0+17.4
SR A e 2=

KE O A 33 iz, =2 XAtk 50mg (7 LAV FEH 25 mg & 2 N1 7T AXiET
CVTULIVRTFES O 2V Y 1.0ml) AV u AL — "—EIC LY EER TS L L 20y
BB NT A —Z LT LY T, MEANIAEYFECRETHDLZ ERERI N D,

x EYIEANASA—4 (n=33)

. s T UV T 7L RHEEE (%)
INT A —H (BAfT) o " . —
50mg >V P 1.0mL | B2 R 26 mg X2 234 7L (90%15HE X E) *
AUC,_, 535 590 91.3
( mg-hr/L) (192) (208) (80.9, 103.1)
AUCy-oo 566 635 89. 1
( mg-hr/L) (205) (216) (80.3, 98.7)
Coa 3.90 4. 09 96. 8
( mg/L) (1.49) (1. 65) (84.1, 111.3)
SR fiE £ A ER 2=

AUCo-, + LT e FE — W] bR T AR (O~ ¥ P FE 2 A RO L2 I B T RE 7R B0
* 5 BHN O FEHED D I0%FHIXH DY 80%~125% DHEIPHNIZH D & &, MEFNIEYFRICFRETH D
&I L7,

(EE) R TARANOBEE Y 7~ F Ik UL TARIN TV D HER O H&EIF10~25 mgZz 1 H 1[A], #I22F], XiX25~50 mg

ZLALE, BEIC1E, Z R CTHh 5,

ARIRTAKNO LB TETNE 2 H T 2 S EIER R R (= 7 LV TEML0 mg - 256 mgD &) 12k LT
BIN TV AER O A &EIX0.2~0. 4 mg/kgZ1H 1M, #IZ2E], EFEN ChNEOERG 8T A O &
(1[F125 mg) % EREFTHZ L) THD,
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2) RIE®RE (CREHZEFIOT—42)

O BEEYIIFEBEICHITIRE

i) @2 EEE
HARANBEE Y v~FBF 99 fillc, =& 3t h%& 10 mg XX 25 mg 1 MR 12 8T
BEL-EEnmETR= 287 MRE (M7 7)) 1%, 5B 1 ﬁﬂ?& mm;kﬁb 2
L. URIFFEF-EORELZHERF L TRV, RIERGIZ X 2IEYERE~ORBEIXA N2 ho T (T

#) ., £,

52 ML L L& nEFT=Z 227 MEEDL 121
WP 52 X DI ENRE~ D BT A LR o T2,

B GRLFEKTHY | &

(KFRIFE Rl - 2012453 A)

R IZFNETIRERSICET2EH Y VX FEEQOMBERI I RILET MNRE (5 7{E)

AR Mgzt 7 g (7 7))  (hg/ml)
(B h5-&) 2 AT B 4 AR B 8 i FFAl H 12 JEFFA B
202-JA ) 950476 1017 +572 982+415
Y v~ F (10 mg) (48) (45) (45)
B 202-JA 222141124 24474993 25901000
(25 mg) B (48) (47) (47)
HIE AR (n)
(ERGREFZ R} : 2009 47 H)
i) 1 ERS

HAANBEES Y v~FBEIC, =23Vt 7 ba 50mg 1AM EE FHRGLZEE0mZ 310
T NOBERIL, =X xS N 25mg & 1 HENZ 2 B FHEG LIz EFRRTHD ., £,
THFNET R 25mg & 1B 1 BE THRGLEEEOZ 3Lt FNORFERIT, =X FL
7k 10mg & 1#EMIC 2B TR L& LIFERETH 7219,

Q@ EEMHRMEHRBEZICBTIEE

H A NEAEME R R B 2 B 13 5112 0. 2 mg/kg, 21 fllZ 0. 4 mg/kg DX /)L 7 ~ 4 1 M
iz 2 IEI 12 BB TG L- & 2nfmiEho & 2Lt 7 MEE (FF 7)) 1%, #5442 HH
?& EFIREEIZEL, DRIZE—EDREZHRF L TRV, KERGIC X 2EYEE~D
iﬁ%ﬂtﬁiﬂoh (T .

0.2 mg/kg X1 0.4 mg/kg # 5 1281F 5 H AR NEFMFPREREFH R BE O MG =& x &7 Mg
FED KT 7EOFMIE, TNEREETY v~ FEED 10 mg KON 25 mg &5 LIFIEFRETH -T2,
0.2 mg/keg 8 2 A5G D b7 7L 0.4 mg/kg # 2 FIEEDITIE 1/2 TH- 7=,

F I T ERERSICEITAEFHREBEREBEOMEPI S RILET MNRE (5 71E)

AR MigH=Zxt7 MRE (h7 7fE) (ng/mL)

(B 55-&) 2 JEFFAm H 4 A 8 JE ¥ H 12 J8 ¥4 H
208-JA 1299 +449 1005+723 1057 +481 11834442

FAEVERERME | (0.2 mg/kg) (13) (12) (12) (11)
RAEJs R 204 2941875 221741169 | 28711052 3269+ 1265

(0. 4 mg/kg) (21) (21) (20) (21)
EEIE AR ER A (n)

EGRIFEEL : 2009 4E 7 A)
VII. Ep#hielzfg4 5HA 64




(3) i
LR L

4) BE - ftREOEE
ARbLEFY—FEDGRA
<HEADOTFT—X >

B Y v~FBEE G L LB SR EIES —E e Mgt ( V-5
B OIESM) IZBWT, =X hEA N MLERY—F (MX) EDOMHEMERICOWTHREL
7o 24 MHIZBIF D= Z 27 FEMEONIX SO 2Lt 7 NBEL 7 VT T A% F
FIRT, X F BT MRERONY VT 7 0 ZAO0FRH /B O D 90% 5K 1T 80% 05 125%

DHEPANICH Y . WA OFEDOHEDIEKAEN (HEIEMLRL) (b o7z,

(4) 1) AzhMEMEER

£ IARILETFEREUNXFRBEOIARILET FVEERVUIYTIVR

i THEXALES N | mEF RS R GLSM® k.
a Hh (n=50) +MTX (n=50) (90% 15 #E X )
EHEARAEIC IS VR TAN
’l:mfﬁ a5y B> 5 R T MRIE 2002 +599 2262 +584 114 (104, 125)
(M7 71E) (ng/mL)
RE THIIE Y L7zEEIRBICRBITS
XN T NEE Y (b7 7H) 2005 +596 2135+573 107 (97, 118)
(ng/mL)
7Y rSo29 (cL)  (L/hr) 0.070==0. 007 0. 067=0. 006 97 (94, 100)
HHIEY Liez D772 (CL
MZ%:fﬁ Lie7 77> (cL) 0.0710.013 0.072+0. 011 103 (97, 109)
r

: Geometric Least Square Means
C A DT AR K D HEE

: ffE={&HE/70

D AHIEEE=70/1KE

Q0 T o

2. RYFERERI/NT A—4

(1) fEWwAE
HAATOKREF :1 a3 X— AV NEFL
SMEN CKE) TOMFET:2 2> X—F A hET L

(2) TRUNEEEE

0.135hr' (HAAN 13> /X—RKRA2 FETIL)

(3) BEEEEHR
AR L

4) 2IVT73 R
VI-1. (2) BRARGABR THERS S u7o i hiRfE ] DIESM

TR T R ()

GEERFE Rl : 2006 4E 1 H)

(KFRMFE Rl - 2005451 A)
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b)) NMEE
15.8L (HEAAN 1 a2y /— kA2 FETIL)
(KFRIFE Rl : 2005451 H)

6) Z0At
KPR L

3. B&H (REaL—>av) @

(1) #RinAE
1 RIGRFEAT X D 1=V 2-= /3 — b AV RET IV

(2) IS A—LEHER
HANAERER A - 24 B ) OB U v~ F 8 (5 A ERUSEER) 99 FloAFE 123 #4541
R = L— g Y EhRE (PPK) fifHT % S0 L 7=, PPK fi#HT £ 0 RO 7= Fnid o7 V7 Z 2 & (CL/F)
DEBER E LT, RELHEEY v~FOFEOKENED NN, ZhbOEE) CL/F OEH)
(252 D RBIRE < Tpinodz, i, MERIL 5813 CL/F OXENIREBE G X 2o T,
(FRRRIRFER) © 200541 H)

4. TRIR

A NEHERA BT 8 Bllc. =4 %7 b 25 ng & BER TR L7z & & DR L e s
BRI 52,5 BRI T d U . RTINS 5,

(FAFRIRFEEL - 2005 471 A)
MR T RA TV T 4 <HEADOT—H >
KENCEIT S 285 FIORBE Y v~ T BEE A kB L LR o L— g L EWERE (PPK) N OfE
R, 6% L HEESNT,

(FRFRIRFERL © 2005 42 1 H)

5 7

(1) ik —fxRBAFT @@ 4
VI-5. (2) (i —ReiEBEP @t | DEE M
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(2) Mmik—RAREREFTAETE
<Ty FDODTFT—H>
Bl-c X 27 b &R 17 B B Ol T » M 3mg/kg HIEIR T#E L, %5 72 K% £ TR
& OVR Ve RO R TR B 2 U U 7oA 5, SRR P R B iy R R L 0 AR < R IR B 1 TR D TR
Mole, TOZ b, =X 3BT NHSRWE OMBEBATIEITIRS . JRIEBATIE b id TR 2 &

PRI T,
& BHBRUVRBRRERIBSEEREOEMEERI/NTA—4
HERRAD Ty (hr) Coow (1 g+ ea/g) AUCy-791, (1 g+ eq-hr/g)
137 48 7.022 405. 167
IIR73 48 4. 427 247.769
Jibd 48 0. 094 5.361
BRI 48 6606. 673 * 213900. 673*
¥ i 48 0. 436 25. 335
Ji 24 1.313 76. 394
Lol 48 1. 000 55. 137
JHF Nk 48 0. 649 36. 432
IR ik 48 0.635 39. 208
R Mk 24 1.031 64. 775
g 48 0. 444 26. 099
Bl 12 0.814 42.335
e 48 1.527 86. 683
FK 72 0.168 7.703
&R 72 0.219 7.938

* FURIRO @O O REIR B 1%, W58 1 oA K L-bo Lt EZ HRD,
(ABR VL) HEPEZ > b (n=3) 2 3mg/kg ® PI-= & Lt 7 M HEKR THRE L, &5 72 FF
1% £ T O & O R U RE IR B 2 I E L 72,
(EGREFZ R} : 20054F 1 H)
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(3) AiF~DIBITHE
<Tv RFDTFT—H>
Bl 2 37 N AR 14 BB OMEMET ~ MC 3mg/keg BRI FH& 45 L, #4596 KifE#h £ TOL
H P R ORI O REIR W N = 7 2 vt 7 MREZJIE L7fE R, el imiE hlcm & xv
Y7 AR ENTZ, O END, X FE T MIRBLERO F FHA I Swm s, FLIEOM
BENPBLRIL S D Z & ARE Sz,

BEUEIARMEBEFRGFELVICIZRILET NEEDH#HTE
(pgea/m) 10

; ——
| e
mo
i S
0.1k e i
P F ]
I —Oo— BSHEERE
0.01 L. —e— BIaxItTMNEE
5 iy —— LR
- TR e gRTI & RLET MRE
0.001 - : : : ‘ ' ‘ ' '
0 24 48 72 96 (R
K5 ZOEE

& BRURBAILERMBFPHRSEELSICTIZRIILET FREOEMEERP/ZA—4

N AUCq 961

n HEHE H Toax  (h1) Coax (g eq/mL) o
(ug eq-hr/mL)
L 3 i RE 48 6. 859 0. 360 503. 245+ 11. 592
" THFNET b 24 3.671%0. 325 220. 657 +24. 306

L

s | 3 ﬁgﬁiﬁb : 48 3.09340. 793 202. 11320. 799
THF LT b 48 0. 2050. 040 11.583=*1. 907

SR A R UE (R 7
(KFRHFE Rl - 2005 451 H)

(4) BEEADBITHE
R L
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(5) ZDtDMBEFE~DBITHE
1) BEDRE
<HEANDOT—H >
RAEI Y v~FHE 3HIC, =X 3/t 7 b 18] 50 mg/2 % 1 8] 50 mg/i# % 2 F#E L=
WRPOTZ X7 MREIZILLTO LY Tholz,
& BERPIFIRIILETEE (ng/ml)

. e 5l 5 i
e P s s L3
1 50 mg X 1/2 1 2.04 20.9 74.6
50 mgX1/2 1 12.3 22.9 38.0
50 mg X 1/38 R R SLLL T 103 114

GEERFE Rl : 2006 4E 1 H)

2) ZOoBBIBITHE
<HEANDOT—H >
7 v —FREE 1 FINC PT-m 2 2Lk 7 b 16 mg/m” A BEE RN G L, IRz s L
EEfgZFH LT Y- Z 3t 7 NOARSHERE LR, B, . i, i, Bhse
EHRE LB TITOM L TWA Z ERMRINT-,

(KFRHFE Rl : 2005451 H)
<Tv hOF—H>
[VI-5. (2) I —FAAEBIFmiErE ] OES

(6) MEBEHEE
R L

6.

(1) BB R UL BERE
THFNET M INF LSS L2, =4 Rt 7 -INF EAKRNLTF REBE T I/ B
R RB S, 7 BIEEAA S TP ERORPICHRES D LRI D,
(FRFRIFZRL : 200541 )

(2) RHIES5T HEHR CPF) DHFE. F5F
YRR L

() NEBBHROERRVZOHE
AR L

1) RBDOBEOBERRUEILLL, FELE
AR L

(FEE) A TARFNOBEE V v~<FIZxt L TEARBIN TS HELOHEIZ10~25 mgZ L H 1], #IZ2F], X1%25~50 mg
Z1H1EL, BWIZIE, T ENTH S,
KRHELTARKNO L BRI TETME 2 H T 2 B FIERR R R (= 7 L VE FIEAL0 mg » 25 mgD &) (2% L TH&
RENTW D HELOHEIX0. 2~0.4 mg/kegZz 1B 1R, #2200, B TFEN CNEO1EER S EIXm A OEAEH &
(17125 mg) % EREFTHZ L) THhAH,
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. HEth
HA MEFERAS -8 HIlc, =& /Lt 7 k10, 25 XX 50 mg # Wi EZ FHEL7-Lx, =X 31t

7 P DRFA~OPHITIE & A ERBD BRI 2T,

<HEANDFT—H >
B L P -m 2 xove 7 N BB T UTEAIRNE G L1=%., RIS RED B S v,
GEERIFE Rl : 2006 4E 1 H)

b5 U RAR—4—ICET 1EH
RUERR L

9. ENFICLDBRER
MY ERe L

0. BEOEREET 2B%
LR L

1. Z ot
DR L

(EE) R TAANOBEE Y v~ FIkt L TERIN T D HER O HEIF10~25 mgZ 1 H 1[A], #I22[F], XiX25~50 mg

Z1H1E, #EIZ1E, ETFEHTH D,
A CTAKN D2 BEIZ TR 2 A T D B PRI % (=2 7 LV TR 10 mg + 25 mg DA) IZxF LT
ARBENTWD AELOHEIZ0.2~0.4 mg/kg 2 1 B 1[E, @IC 2B, ZFEHN CNED 1 EFESEIZEAD

MERERE (1|25 mg) #ERETDHZL) THD,
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VII. 2t (FERLEOIESF) ICEI HIEH

I

HERBREZTNDER

1. B
- = A

28 HE
(Zhaek@)

1.1 REEEICKY ., B, RIEZEOEEGCREERUVBBEEEOBILLENRESINTEY.

AF & OREEHEITBA LA TIEAWLD, BEREFEORBELHESINTLD, RFVKREZTASE
DEFITHNCELEELESH., ChoDERZBFICHLHRBAL, BEENEBRELI-CLEZHERALEL
T. ABELOAHEMNBREZ LFHLL LM INDGEICOAEETEH L,
Ff. FEOBEIZEWNT, EEGEMEAICKY. BaMGRBEELZENHHID T, B2
BOXIEN+ D ARG ERESR R UVEMMNMER L. AFIRSERICEAMERANTRRLZBEICE. £
BECERITAELSIBHEITTEEZESEADHE, [2.1-2.3,2.5,8.1-8.3, 8.7, 8.8, 9.1.1-9. 1. 5,
11.1.1, 11.1.2, 11.1.5, 15.1.6, 15.1.8-15.1. 10 ]

1.2 BRESE

1.2.1 EERREIE
WM, ERERPEEZECHNEREESFORREMNEREENRESNTNDSH, +HLEE
EIOBERPEDOREITEEST AL, [2.1, 2.2, 8.1, 8.7, 8.8, 9.1.1, 9.1.3, 11. 1.1,
15.1.6 2]

1.2.2 #&%%

BEMEE (EHEZ RUMNMERZ EE. U ONEE) 250BZAREL. ETALRE
INTWDS, BROBMBREETIIEROBEEILRVBEOBSEINALH DO, RFIZREIZEKIL-
THEZICET T2 GHZRUBEL Y P UBREICNMA, 41 02—J7 0 -y BRREBRXI(E
YRV ) ORIGREBEZTV. BERH CTREFZTO I LICKY. BRBREOEREZHRET S
&,

Ffo. #BROBREEICE. REKEDERSZLLT, KFHZHEE5TH L,

YRV ) ORIGEDBRENEEDBEFICEVT., REZTBREZISROONALHTESL
TWb, [2.3, 81,82, 87,88, 9.1.2, 9.1.3, 11.1.2 BM]]

1.3 BBEEEDERKER - BERZHmLOBEN. RFZEST INFHIFERZE T HERITAHALNT:
LDOBRENH D, BHRiEHEE (ZREFLES) RUZTOBEROHIBEICEIBRELLGENI L L
L. REEERZRSBECRKEEZETHBFICRETHIHEICIE. EEEBZHEOREZE
I HHE., +OLBBREITS52E, [2.5, 9.1.5, 11.1.5 ]

IVIUIERTFE2Dmgo)o205m-50mgo)oo1.0m, TVTLILETE2 mg Ry

0.5mL-50 mgR>1.0mL, TOTUILETE2mg 7Yy I4XAO05mL-50mg o yvso0

4 XA1.0m

1.4 KEIDBEZITORIC, FERXRTOA FHERREFR RGO VY FEEOFERAZTITEIET
52 &, Tzl RRNIDVWTO+REHBE ) VI FARAEORRZ L DEMMERT S L,

IVIJUILETERA10 mg - 25 mg

1.4 KEIDBEZITORIC, FERXRTOA FHERREFR RGO VY FEEOFERAZ+TITBIET
5 ¢,

(B o< F)

1.5 REIZDWTO+HLEHMEBEY YT TFREORER AL ODEMAMERT A &,
(ZEFSITEERH 2 AT 2B F MR )

1.6 RFNZDWTO+7GHE & BEFHFRMUEMREEORERET L DEMAERT S &,

VIIT.

Zatt (A EowE%) (T 5EA 7



<>

£ BEIE

L1 AREIOEGIZED, KEICH D L5 REEREWEHC, AF L OBREMEITH 6 TidZewnn, &
PERESE OB L ME SN T\ D, 207, BE~OHSRHH SRR EOFREOPIWIE TS &
L0 BEREOREA 0 ATRER MR X ONERIDSER T 5 2 ERMETHDHZ &b, RIEE
REL TV,

121 KA, BIEMEYA NIA L DOEDThAHIEEESK T (Tumor Necrosis Factor : TNF) 17
EREETAHZETW, INF EHIBERE O INF LE 7 X —L O ZIEL, HL) v~FTERZ%
28K THD P9, —F, INF ICITHIRaMESE SOG 2 RET 21376 & 83 H 0 . ARFIDS INF
OAEBEWEZIET 5 2 L2 X0 EYEICRHT D06 BAEIC L KIET 2L nb D,
EAN L MM T, FECHI 2 B EERBIYENRE SN TWD, ENORBE Y U~ T E#H
xR e LToERRRBRIC W Tk, BBE. Wik, (LIEMEBIEi& % O HE 2R EYLE N A ST
W5, Fim, SO TRE (2004 4FE 2 H 2 HETOR 543 » A, HETHREEEHIT 374, 898
B) 2B\ TIL, Mgk 300 {4, BEIMAE 211 4, MeBk 118 1, JRYE 92 fFEDTHI 2 F e ER
TRRGE NS ST\ b,

TS, KFOEGIZEL TE, o Bl5R2 5179 I FRYMEDORIEICERT5Z &,

1.2.2 ERENEBIMCBWT, EEHlZELRENRE SN TWD, I o/R%E (200442 A 2 H
ETOMBES » ., HEERBREEEIL 374,898 f5]) 2B\ TIE, #EREMEME CERIREZ) KO
ffishsiez (M, U o ~H#i%) 2B TR 40 tER3FIE L, FETHI b HE ST 5.
WFiZ~v7 a7 7 —YOEEERSCHTEROERZHM L, ERFELERT S LI2X 0k
FiH 72 EOMBEN A AEME 2 £ A 2% E 2 -9 2 LA S0 19,

AFNDS INF OAFEMEZIHIT 5 2 LIT X0 | k% & T RYWEIS KT 2 18 ERIB N8 %2 &
E L. M EAEME TH D REE OISR 2 RET A RN D 5,

L7235 T, FEEOBEREGEE CIHER OBELE BAL OB ZNNH 572, AFIF G-
THEZIZEET 2+ M2 L OME L > R 7 UREICIN A, A ¥ —7 = v -y iR U
YLy ) RS ATV, EEME CT MAEZEEZITO Z LIk MRG0 f 4 iR

HZT L, Fio, MEOBUEGE L, PiiEO®R 5% Lz LT, KflzEGT5Z 8,

2B, AREEERNY L7 Y U RISEORBREDNEMEO BEICB W T, BGRIFEERSE TR
HNTHILHE SN TNDED T, REEG FIIMEZOEROBIUC A SEETHZ &,

1.3 il B OEEIRIEIR - B2l Lo L, AH A ETe INF MIfiEH 2 A3 2 EA CTH Lz &
DOWEND 2 2, MO INF BHID L5 M LIE B 2 x5 & U7 BB i, 230k
JEOIREMEN 7 7 B REEL D B LTZ 2 LR ST D 2,

AANZHONTIE, EN R OMEIMZ BN T, EIERORBINHE ST D, WAOTIRE (2004
F2H2HETORLA3 v H, HEEREEEEIL 374, 898 f5]) IZFW\TlE, ZIMERALAE 45 7,
PR 22 18, BiBE 21 HFE O BLBER B ORBNHE I T\ 5,

AN B & BIgEE R & OBEMEII R TH 20, BEiER (SREE(LES) K0T OBAEREO &
HEFIIIELG LN &b L, BMREL RS BEOFEREZ AT 5 BE BT 5546121,
HWEEGZMISEOMREL T D70 L, +ORBEE2ITH> &,

* PURERR A - A REATRRARAME I Z 2R T, MR MR- T F ERE O MENE Z HIREE T, AERMRE
BE LTI, SR UIE, SERFRMIERMFTHER, MR RESH 5, MRS LT,
FRREFD LN EREEENH D, Flo. —BEORINMETRHONDZEbH D,
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IVTUIETE 25mg U2 0.5mL-50mg > 1.0mk, TOTLUILETE 25 mg Ry
0.5mL-50mgR>1.0mL, ToTULILETFTE25mgHOUvIIT4XA0LSML-50mgHUvoI4
XA1.0m
L4 ARAO eIz X, [BHFARE CORA o2 ) v~F (B omiErEE o Ik
ZEte) | ThbH, LIEno T, RAOEGZBMT 2R1ZIE, IERAT 7 A REEHLRSES K Mo
Y U~TFEEOHEHE SRS D L,
Flo, AROEGIZHT- > L, BEITKT HIRBEOBIUCEE L T, 16K Lo RN & ARz
WTHPTRETT D HERH D | KANZOWTO+o3 75k & U o~ FIREORER %2 b DERM O &
PERT DL ENHEUIEB 2N, REINT,

IVTUIETER10 mg - 25 mg

L4 BHO TSI 1%, TBEFAGR TR0 ) v~F (BgiofErEE o, Ik
ZEte) | KOV TBEAIRE COORA 0 e ZEAEICIREINE 2 A 3 2 SRR MBS R ) Th D,
L7723 T, RAIOE G- % BT DAL, FEAT oA RUEFIRIER R O OB Y v~ FFE O
ME+roBET22 &,

L5 KON1.6 AREOEGIZH Tz - Tix, BEICHT 2IRFEORIICEE LT, AR EOFWEME L EkE
WCOWTHFICRFT2MERH Y, BV v~FBREICHEEGET 50T v~ FIEEORRE L
DERIOHRN, Fiz, ZEENIIREINEZ A 3 2 B FMERPE MR R BT B G- 2 58 138 R
R RIBEDORREZ b OERI OB NAFNCOWNTO 4 mikd b - THEMAT 2 2 & 3@y
LEZONDTED, REINTZ,

N
B

SRR LEEDER

2. BE (ROBEHICIEESELELNIL)

2.1 MFEDRBFE XTZED V) A7 2T 5 BE RERF 234 & LR RBRICI W T, KA
BHHETIIHEOHEIMIAENET RS A Ue, ] [1.1,1.2.1,8.1,8.7,9. 1.1, 9. 1.3, 11. 1. 1,
15. 1.6 2]

2.2 EERBMEORE UEREZENMIEIBENANH D, ] [1.1,1.2.1, 8.1, 8.7, 9.1.1, 9. 1. 3,
11. 1.1 /]

2.3 {EEMERSE O BE EREEBELSE BEZAH D, | [1.1,1.2.2,8.1,8.2,8.7,9.1. 1-
9.1.3, 11.1. 2 BM]

2. 4 RANO SR UEBUE OB O & % B3

2.5 JiBEIE R (R MELIESS) M OV OBERERDO & 5 B3 JEROFRE OB L OBENNH 5, ]
(1.1, 1.3, 9.1.5, 11.1.5 &M]

2.6 5ol OAREOBRE [11.1.12, 15.1.7 &)

<figin >

2.1 /N CORUMIE DB Z 515 & LRI BT, AR SEECIIHEOBIINTEO LT RN E
AL ENRESN TS 2 [ V-], ZHERNAEZOME 11, 1.2.1] [VI-5. BN E
EZFOHEB 8. 1, 8.7 VI-6. (1) AOHE - BSOS HHEE9.1.1, 9.1.31 V-8, (1) FK7A
BIVER & RTHIER 11 1. 1) TVI-12. (1) ERRFERICES R 15. 1.6) OHEBH]
ZOFH, BIEDOBRFE UIZFD U 27 AT HREFICITEE Lo b,

2.2 ARANL, HRaVESE NG %2 FRTET D INF OAEREMEZ 925 O T, BYYEICRTd 2 18 ERIBLEIC
BERIEFTZ ENDH D,
D1, BEREYEDBFIIAKN 2R G LIcGE . BYYEDIEREZ B ST BZN0NH LD T,
ZDOX I MBEITEE LT b,
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2.3 INF (I~ 777 —VOARIEHASGFEROERZHEM L, EAFEEERT 52 L2 L 0§
il 72 & ORI FAEME 25 CiA 28552 Bl 32 LA STV D 19, RAN, Mk
P2 SO % fREE S % INF O AEBRIE M 243 2 7200 fk% % & e RYLE (259 5 15 A 8 %
KIETZEnd 5,

IO, IEEVEREZEORBEF A EZ R LIGE, BEOEREZEAI I BZNNH LD T,
ZOEIIMBFICITEE LRV &,

2.4 —RAEEFEL L TRESNTZ, AFNCEE LT LAF—KebMESNTBY . AFIOREL
SR WIBBUEDBEFERE D H 2 BE L, WBUEDORROFREMENE W EEZEZ BbNH=D, &EL
AN

2.5 iR B ORI - B2 EOER, KHIZEGTe INF fIfERZ 6T oA TH LN &
DHENH D 20, MOH INF BIK O L5 MEREALIE B A 515 & U 7= BB B Cid, 23k b
JEOTEEIWEN 7 7B RBEL 0 N L2 @SR T 5 2V, RANZ OV T, BN O
IZBWWTC, PR ABORBELNHRE I TN D,

IO, BEEER (ZRMEELES) K OZ OO H 5 BE AR =R LI-GE, RO
HREOEDOBENRNHHDT, ZDOLIRBHICITHRE LN &y

2.6 MEITD S SIMPELAREOREZR IR E LKA (77 B R5REES —EERRR) O
EnD, AFBGEEOBE IO CLARE(LOMA NSRBI N TS ® [ V=12, (1) EE#RE
FICHES R 15.1.7) OEB]R]

F 7z, MMOH INF FHEIZB N T, DARIEROEA KRS LED, 7T BRI bEBICRO L
o OWENRD D,

DD, ) oMM LAREDOEBRFICARKNE R LizGEe, EREEBELLIEI2B8EZNANRHLDT, =
DX RBEFITITBRG Lianz &,

BB, DAEEZEIL WA WEERE T, IR ARERNHEbNEZ EB3H5D T, KAIKGH
B Z T0IATV. BENRD N EEICIE. #EE2PIETARO@EIRNEEZITY 2 &,

3. MEEXRIFBRICEET HFE L ZNEHR
(V-2. ZhEESUINRICHE ST DER ) 22T 52 L,

4. BAZERUA=ZICEET 5FELEZTDERH
V-4, HIEROCHEICEET EE] 22BT5Z2 &,
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5. EEREXRMIE L EDER

8. EELEXRMIE

8.1 AFNL. MG s & %35 INF OAEBEME 2042 O ¢, JEYWEIZ 9 5 18 TRIBS
N EERIET ZenH D, TDD, RROFLGIZEE L L, +o B85 17O RYYE D3
BOWEICIER T2 2 L, toAYRFIE 0RO EET S22 &, o, BT L, %
B BRSNS SIS AICE, BONCEREICHKET 2 L o8 S, [1.1, 1.2,
2.1-2.3, 9.1.1-9.1.4, 11.1.1, 11.1.2 /]

8.2 ARABHATHNL > TREZIZET 2+ M2 L O L o MU BmEICNZ, A v ¥ —7 8
-y EBERER ST L 7 U U ROSRAE ATV, W E M CT A AT O Z &Ik, K
ROGMWMEMERT D L, o, KAEEGF S, L > N7 U RES O Y e % E I
179 72 EREORBLUZITH0ICERE L, BFEICH L, e IR BI L6 (R 5
B, FEEVEE) ([ ZITECNC EREICEE T D Lo T 52 &, [1.1, 1.2.2, 2.3, 9.1.1-9. 1. 3,
11. 1.2 2]

8.3 AK| &G Tehl INF A G2 LV BRFR T A LV ADFEH LR HE STV D, RAIFGIZ
S o T, BRFRUVA N ARG\ LA MRS 22 L, [1.1, 9. 1.4 &/]]

8.4 RAIFGHIX, AV TFUERICLVERTHIBENDRHLOT, £V F BRI TR
&, [9.5.2, 15.1.3 2]

8.5 AAIZEZ TP INF FHEICIB W T, FHiceH CHURORIINRESI L TWDH, [11.1.7, 15.1.2
Z ]

8.6 A EGRHZIL, EHEALICALEE, FAR, &IE. IR, 2 2SO ESARIG & 2 WIFES
AL M ENZHERDO DI TNDHD T, AFIZHEEICEGTL L HIC, BRICEREL, SLEIZ
JE U CHb) e E 2475 2 &, TUTUVIVRTERAI10mg-25 mg [14.2. 1 ] . TV TULILE
TE25mgo) 05 m-50mg )10, ToTUILETE25 mg R 0.5 mL-50 mg
R1.0m [14.2.328] ., TVTUILERTFTE2D mg o)y I4XA0.5 mL-50 mgo Uy
HI4XHE1.0mL [14.2.3 ]

8.7 BAFITK L, ARFE G I iR FEECBYYE 2 % 5 ik GEE\O R, THERR ., 445, B A%
N b ONTEEEITIL, HONCEREICHRT L5 E T2, 2O X5 REFITIL, &
et S A2 FEmT 5L, [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, 15.1.6 ]

8.8 AR AER N N D% b RO EMRER C, B Y O EEOEMIERE OB HE ST 5,
—REIZ, BPERIEMEIR B D & D BE T RE I A 2 BRRIMER S L SGE . RYYECEME Y N E
DIRBLOSERIEN R E D Z ERHEINTWD, F7o, KAIZ G Leh INF 8AIZ 6/ H L/
EHERNZIBNTE, BEY o EFEORMEE N HE SN TV D, AFICERT 20 602T
DS, BEEEESORIUIZEET S Z L, [1.1, 1.2, 15.1.8-15. 1. 10 & /]

8.9 AA|OFEGBRIAIZH T - CTid, EFEEZICBWT, BTEMICE 22, EMOBE#ZOEERDL
ETREEITHY) Z L, HORGOBERAIZOWTIL, ERNZTOZYMAEEICHRMN L, o7
Bz I Li=0 b, KA 5 X DGR & SHUEIZ O W CRENEAE L, BFE A DRI
WHETELZ 2R L BT, EROFBEEEOL L CTHEET L2 &, o, #HE%., EYYE
HEARANC X DRWER N BN 58560 B O 5 Offkige 2 R #E 72 R UL & 72 2 FIREME S & 55012
X, BEbhICACEG A RIS, EMOEE T CHEEICBET 22 EMU R AEEZIT) Z L,
IVIUIRTER 1IOmg-25mg, TUTJTULILETFE 25 mg o) 05m-50mg o)oo
1.0mk, TOTULILETE25 mg~A>0.5mL-50 mg~_>1.0mL
HOEGZEHT 2561, BHEAOENEH 2 WDIXERZEZHEA L2V E S ICBFICHEER
ERL, BEBBEEFIFEZOWVWTHRERZRIET S 2 L, 2 TOREOREREFELFIEICET
AT O LIRS, EHAEAOS K OVER SR BEET DRGSRt 5 2 &,
IVIULLETFTE2DL mg )y 74XA0.5m-50mg 2y 74 XA10mL
oG ZEHT 25615, BHEAORAZFEGEH LI S ICBFITHEREZR L, BR7eBE
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FHECOWTHRE LK T 5 2 L, B TOGREOLERBERTIEIET 285217 5 LRI,
KAl IS D RG2S 5 2 &
8.10 AAI LT XV DS BBITELT 5 Z LBHE SN TV D, HIERGEITIIAFER G O
Tk BB 5 &,

< i >

8.1 AANL., MIIEGIEIIS A FHIET 5 INF OAFEMEZ30H] 95 O T, TRYWIE ISR 5 15 TP
WCHBERIFETZEND D, ZOTDARAN G K OARHF Lo AyREl L o2 2B L X, +
IR T ATVEYE DR BB BEICER T H 2 &,
£, BEICK L, BB BEREND LONHEIIE., EONCTEREICHRKRT S & HRiE4
5k,

8.2 AANFLAZIESL - THIZIZBET 2+ B2 R OIWEE L > b7 RISz, A v F—T =
-y BB ST Y~ 7 U O ROSBRAE 24TV, EEME CT A Z1T ) Z &Ik v Rikgeo
AEZHRT L&,

Flo, ARG H S, ML b URESOBY A 2 EHRICAT O e EREZOREIUZIT 5
WCHEE L, BFICH L, figakE ERA BRI Lcme Rt 2%, FEEE) (IR
EISEET DL OBAT D &,

8.3 AHFLGH D BIRFR D A N ZAOFIEMAL B RAFROBRE L GTr) BEDILDIEFINHRE S
NTND, RFGTS-> T, BRFR T A VARG OFEEZ BT 5 Z &,

8.4 ARFNIIEYLEIZ KT D18 TMBHEN B E RIET 22 NH LD T, LUV T F iz kb “RIEG D
AREMEIZARE TE RV, T D, KFEGEHRICATY 7 F oI ThRVW &,
Fo, VI FUBROAINECKIETARE G ORBEIAATH S [ IVI-12. (1) ERREHICES
<P 15.1.3) OIEEM]

8.5 EW KOV DR FRER [ [VII-12. (1) ERRFERICESE®R 15. 1.2) OS] 2B\ T, #
Bz gz 72 B PR [HLAREHDNA (BT dsDNA) FLiR™ | JUEPLiR, Lo U o fiiR] 235
L LIZEREDBED LR TWD,

— 75, EWNUTHEAMCB W T, BAREIREB L OVERIC L 0 AN E L — 7 2 Tk — 7
AN HHNDFIB R OV — T ARRIEGRE &2 D Fi7- 72 B CPiR 2 B L2 BE R HE ST\ 5D,
H OAEREEDNFHE R SN D ATREEDN 5 5O T, AJEGHIZH BB (L LZ5GE . B ORE
PERAE TRET A ERIER OFBUC 2 EETH 2 &,

REIZ, AP 5141250 dsDNA FUIRD B L U, BISIRE . fRTE. RBOB%E O — 7 ARREGERE A Bt
DIERD B BN GAIZIE, BEEPIETHZ L,

* P dsDNA HUK : DNA ([ZRIT 2 HEHEROOESDTH D, BEHRDO AT U —=0 TREZEIZIHN SN DM, §F
\C2g T ) 5~ F—5 & (SLE) OIEEIPEIEE ¢ % 720 SLE DZWICAM & ST 5,

8.6 AAZIFGRHIZIX, EHEAITHLBE, FAR, &R, NEIR. & 5 FESE ORISR & 2 WIS
M MZERFRD LTV D, AH|E DR FERNEE TE 2 WIEFTN K SIE, 728 2 1XBEE Y ¥
~ FBF TIXENOERRBRIZ B TR 282 il 78 il (27.7%) . #HL CKE) OF
A B MR EGRER GE 2 [E#5) 128\ CREMERHEixT 4 154 #4701 (45.5%) &S
TWh 7l BEEICROLN TN,

IO, REIREEICRGT 5L LI, ERBMOCORBUZER L, LEITH U CEY) el
BEBETO L,

8.7 EWNMEOVEIMIIBWT, FETHIZETeILmMERED ., HAERBMEN GECHITENADL) MR, F
7oy ZOEMTH AMmEREA . R ERED . MR A, iERERIE RS O BE G A & T
MIRFEENRE SN TWD, WHOTHIRE (200442 H 2 BETORSHEIS » H, HEREBEBREK
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1% 374, 898 i) IZFNTIE, &I 53 {4, AMmERE 52 1, PLmERE 50 4, /M 45 £F, 4
BRI 35 HHE DL G 2 S EE R MKEE S ST b,

BT LTI, AR G-I IR SO YE & 5 D ik GEBADORHE, WHEENE, #45. BH%) M
HOHDLNTHEAITIE, EONICEREIHRT 2 L0 ET A2 L, Fo, 2O X5 RBFITE, #HL
DN MRIR A 2 I L, MiEFEEGRO DN G352 IiET 25 2 &,

8.8 WEFRER L N D% 5 AEMOESRBR T, EEY L ESEOEMEEORBNRE SN TS, —iK%
(2, BYERIEMEIR RO & 2 BE T RAEMHA 2 R G L7256, BYYEENE Y L O RBLOfE
MRS E D Z ENREIN TS, F7-. YRICTHLINF AN X 2/ NER0BE R A 351 B TS
BEORBUTEE Ui SRR, AR ZETebt INF ®ANCKT U (A EOEE ] dGT 2R T 5845
B A L R 2 e R AR BN N Rk 22 4E 4 H 27 A ORI ENT-Z LITESETTH Lz, 28,
AHNTBNTIE, FRk 22 A 4 AR E TICERN TV NEREHER AT IS T 2 BEMEIEE O F TS S
FLTUVNRUY,

Z D7, AFNLERT B0 ST, EEERESEORBUIXEETH 2 &,

8.9 AHKIDMEE, BEFI Y v~k L CILE 103 2 B, ZEAENICIREEZ A3 2B EMERIE &I
% UCIXHE 2 B0 TS TH D20, BEIXZO-OISA 1 BT 2 [EIT@EbeT 2 L8R H 0 . R
FORFER, FEA2ARPKRE LD 2 ENREEIND, T2 C, WA EFRICATIZHE N TH, A
FZxF L TCH OGO 2RI~ & Lol 6 AFlo B O GIC X SRR EZBFHG L, AC
BHOwMMA ARG LTz, TORER, KRIOGIMEPHER S, 2ot ESREN W BT 5B
WXt L COHA OGN IS D LD EmERHEE A U D 2 & 2 RHFICEORANGRD It Tn D,
BARMIZIE, AN L D1REZBB L CTvD, BRI XV B OS5 OmEH OS5 HE S i BE I
SONWT, BEOHLAICL Y HOHREGNHEL o> T D, HEBLEENS B O EAEMAT5 2 213 T
RN, AAOEGZFIET HI2H 7> TE, EEMRIZHW T, LTEANC XL 50, EROERE
DEBDL L TREEITH) Z L B = T LV FHE25mg ) 2 0.5mL+50mg >V >3 1.0 ml,
T UV T 25mg X 0.5ml + 50 mg X 1.0 L LR T LV T 25 mg 7 Y v 7 U A X
0.5mL+50mg 7 U v 27 UA XM 1.0nL IZOWTIE, HEEGEORESIT, 1 [BOF5-E) 25 mg XIE 50 mg
O v~ FBEEIZRLN TV D,

@ 5 OG- OHEMARNEH TN L TThAR e banz &
HO&EG~OBITORNIIL, BFEITEE, 2 TO ~—=0 72 +5170, BENE RGO
BRpE &oeHiliE 2 For B L. R FHPHEETHD Z L 2R T D2 L,

@ xR G OEMAEOFEER
- BYYEEAANC X DRWERANEEDIN DA H OG- Ok S IR SR & 72 5 ATREMEN B D355
WZiE, BEbICACERGEPIESE, EROSHE R CEEICBIET 572 SR LEETTH 2 L,
s B R L= IR S ERIDSVEIE LTS A, BeREGOMEZ I L, BRc LA/ hLr—=2
ThEMETDH L,

@ 1 SOV B D E MBI A HEELS
B AOTSE S D WVITEHERON KOy b (W= ) R L0 E 9 ICB#FIC
EEZRL, ZERBEEFEIOVWTRELZMIET 52 L, R TOmRBOLLLRFEREFIEICET 515
AT H LR, HREAOEH 2 WITERNGOSV ROy b (D=1 ) 2BEET LR
R BREICRMET S L,

8. 10 [EWN K ONEIMZIN T, AAAEETehl INF AT, HREO I SUTELSRE S5, WS EH
SERBAICIIAFRGEOF L2 EZEETHZ L,
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6. BENEREHIHBEICHT IR
(1) BHHE - IEREFOHLEE

9.1 &6HE - MEEZEOHIESE

9.1.1 B BMMERITZDIRVEEHTHEE. EELGREERVEHUHEZERS) OESE
RIFEEENREONDZESE (1.1, 1.2.1, 2.1-2.3, 8.1, 8.2, 8.7, 11.1. 1, 11. 1.2, 15. 1.6 BH]

9.1.2 #BOBREREE BFIHZOBREEOHIBERUVEIL Y U LERABERROH D E
) RIIEHBENFEONSESE (1.1, 1.2.2, 2.3, 8.1, 8.2, 8.7, 11. 1.2 Z&]

(1) FEEOBEEE TIX, M2 EOMEL > N7 U RES 2 EHIT Y (BEBRLA% 2 » AMIE
FREZRIRY 1 » Al 1A, DABRIREE ML EIS UTC) 728, BERORIEUZHDEET DI &,
EEEIREL ST BENNH B,

(2) FEZEOBERE 26T 250 M OWERRG N Bb D 55 121E, /OIS & 2 EhfiAH
T2 L, UTFoWTnroBE L, RIS U TARRIOBIMARTCHEY) 2 P2 535
&,

- M SRR A CRRIBMRSZ AT o E S h el 2 H 9 5 B

- REEOWRERE (WMEEE ) 281 585

AU E—T -y EHERBROY LY U UREREEORAEIZL Y . BREEATHR L b b
BE

- WA L ORIEEME L H T 5 B

9.1.3 ZFRELMDREICHIESE
BYYEZFRTHBENANH S, [1.1, 1.2, 2.1-2.3, 8.1, 8.2, 8.7, 11.1.1, 11.1.2 BM#]

91 ABEPFXIAILRAX ) 7OEEIIEEFRLE (HBs n[RIEME. H D HBc HfA XL HBs Hiik

(> 1ED)
FSREREESCIFR VA N A~ — D —DF =X U > T &4TH 72 & BRIFR 7 A )V A OFETEMELO
EECHER OFBUEE T H Z &, AAlZET0H INF fF 2 &5 Sz BRFR VAL AF ¥
7 DERE T EREE BT, BRFFR A LV AOFEEEARE SN TWS, B, Zhb
DHEDZL AL, MOREMEERZ b OER 20 E L BF ICEE 0D, [1.1, 8.1,
8.3, 8.7 &M]

9.1.5 BBEEENFEOLNIMIEZE T IRERVREEOSHSESE (1.1, 1.3, 2.5, 11. 1.5 BMH]
(1) BBER BN DI A MEEZ AT 2 BF IOV T, MRRFA LM 2 WS O 2170,
B bR & AR &2 5 L 72 b CARRNE T O Z U2 R L, %I BlE%21T5 2
Lo BBERERBOBZENDS 5,

(2) BBEREBOFEREO S 5 BE L, HEBHBZHEOREZE/ML, +oEETHZ &, DR
ERIAOBENRH B,

9.1.6 EELGMAALE CAOLKED. BEFRMENS) OBREXITORELE T HEE
JERDNELT A BENRH D, [8.7. 11. 1.4 B ]

9.1.7 MEMMADEREFREDOH L EE
EMICHZ 2T o728, BET A2 &, MEMEMEPEEIIHETLIZ R H 5, [11.1.6
2]

IVJTLUIETFE2mg o) 05m-50mg o) 1.0m, TOTLILETE 25 mg Ry

0.5mL-50mgR_R>1.0m, TTULILETFTE2 mg 7)o IT4XA05mL-50mg 7 )vsow

4 XA 1.0mL

9.1.8 STV I RBBIEDEEESH L VIEATEEDHLHEE
WESIENBZ D ENHLOTHRIUIEETDHZ L&, KEAOEHNBEOX v~ 71X, 797 v 7 A
EEHLTWD,
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<>

9.1. 1 AFNL. MG RS &2 5584 5 INF ORIV 2 0H2 O T, RYIEIS 6T 5 6 E MG
PN BEE RETT RN DD, 20, BYYE WIEXIZZD Y 27 26T 2838, EHELRK
Yuiie e OTRENERSEZ 2 R <) OBE XIIBEIHEN DN D BEICARZ L L 5E, BYEDIE
REBLSED2BZNNHLOT, ZOLX D RBHFITIL, WYRLELE R84 1TH /s CEE
T HZ &,

9.1.2
(1) INF i~ a77y—VORBERACHTEROERMZME L, RFEMEERTLZLI2ED
TR E OMBENFAEME 2 £ CiA 2% E 2 Jl-9 2 LA STV D 1, REIA TNF 04
HIEMEZE 5 2 Sk 0, Kl e & TBYYEICK T D18 BIBEIC R E KIE L, Ml aA
HIE CTH HREE O FIEMAL 2 RET 2 RN H 5, 2070, MO (BrohEk 0B
FHREOH 2 BEROWRL > 7w ERESBIEEIT RO & 5 BE) ICARZ &G LG, S aTE
b rBENEH D,

KA L DR ORIEIL, BGOHNLH 5N RN D D720, fEOBERYEE 2%,
ARG, M2 RO L b7 A2 M (B5-86% 2 » ARIZATREZRRY 1 » HIZ
1A, URBTE BB U0 IXT9 28080, BEEROBIICHDICERET LI L, iz,
fishkERz: (B, U o oNEi%) bME SR TWD I EnD, ZOTRENL +OEE L-BIE%21T )
ek,

BENRBOONTHGEICIE, 2RI, @URAELZITY Z &,

B, EBMEREOBRE IR LT b,

(2) FEEOBREREE BT 556 K OREBYEN DI D GA I, M OBERERN & 2 ERTFH
HKTBHZ e, UToWFooBEIci, FAlE L TARRIOBIEINIEY 2 Pis K2 %595 =
L,

- M E SRR A CRRIBMASZ AT o E S h el 2 H 9 5 B

- FEEEOIREIE (MM E &) #hH T 8%

A B =Tz -y BRSO L7 ) U RISREE ORAIZ LV | BEERE R < Bebihv b BE
- R L OREEAE A AT 5 BE

2B, R OTRBENHR SN B IIAR E R G L2 &,

9.1.3 [VII-6. (1) A0ME - BEIE%0H A8 9.1.1] OHEIZHH D L 912, RFNTHIE RS2 TS
THEREZA L., EFRREINEICEEL 52 DN s 5,
ZD7D, GREGREOIRREIZH B BE CHE IR SO NEEE O FER B DTG ER I X 0 BRYYE
WZxFT D78 FABHENMET LTV B EBEL) (AR ZHRE LIZGEe. RVEEZFERTLH2B8ENNH
B, ZOLHREFITEERICKREST A &,

9. 1.4 AFEGHOBRFRET AN AOBEIENL B BFROFRELET) NEDLNDIEGNHE
SINTVD, ZHHDOREFOHIZIX, BWEMZBIATO HBs B « FURZED 7 A L AR S R 3 R B
778 B AT T A L A DFHEMAL DS HERR T & 72V ERF], AH & RN o2 1k e 0 & 2 A
DEF SN TODIERIR ENEENTEY . Wb AA & ORI ITIHM TIE22 0,

ARY v~FZERTED B BIFR T AV RAEGL ) ¥~ TR B EE ~O R MElRIE BT 542
S22 | ROHAMIBERIC LD BRFRIBRIA RT 4259 ) 28805 L L b, i
B ES IR D 9 2 WY IE 1T H 2 &,

VITL. 4t (M EoEES) (B34 5HA 79



9.1.5 AFZETHINF FIEICBW T, PR (ZRMEE(LIE, ARk, PR RERE) K&
ORISR (X7 2« NU—JEERES) OBBERRORBISLELNRE SN TND 20, ZDT=h,
iBERE B (BRI LIESS) M OE OB O H 5 BE AR 2 &G U256, RO L O
fbokEnndo0 T, [Heg) L72oTn5D,

L7723 o C, MR ENEDIL D BEIZ OV L, MRZEFHMEZ & O CEEICAERME & Atz
R U 72 B CARAIRR G- OB A Il A BN D D, [FRRIC, SRR LIESS CIXFENIEIE D
BlbH 5720, PEREOFEREDOH 5 BEIZONTHEENRMLETH D,

IO, MERERENREDONIBIEE AT 2EEROFERO & 5 BE IR G T 5615, TR
BRBEOBENDH D720, WHEMRI FOBEBGZWEORELZEmRL., +HEETHI &,

9.1.6 ENKOMEIMIB T, L ZETelmEkEY, BAERRME L GECFNTIEINDI) B3,
Fo. ZOEMNTH AMEED, FPERECD ., MR B, ERERIEERESEOEEM A&
ToMIRPEENRE SN TWD, WA OHIIRE (200442 H 2 HETORIGES » A, HEERBRL
% 374, 898 f3i]) (ZH\\NTIE, &l 63 £, HMEREA 52 £, LI ERECD 50 {4, i/ MR 45 14
I FRERIBD 35 5 DSBSl & & DR E R MIRFEENRE SN TV D,

ARG & Mg E & OB Ch 223, EE R MEEE QLiLEED | AR BRMER M%)
DBEENITOMEEZETLEE AR EZRL LIZGE, IERNE(LTI2B8ZRNHLDT, 20
Lo MBHFIIERICEETHZ L,

BT LR, ARFIER G- P2 iR ORYE 2 58 5 ek GEEADFfee, THIRR ., 1445, A A%)
Do OONTIGEITIE, BN EREICHERT AL OWBETH 2 L, £/2, 20 X5 REFITIL,
BEC/IC MM S 2 920 L, MEFEENRD bR EAIcidgEEE2HiE+5 2 &,

9.1.7 EWIZIBWT, HEMEMZROBIERD & % BE A Z %G LT, BEMEMRAEE I
LIERI A A Sh T 5,
oI, HEMENMROBERED & 5 BB AR 2 &G LIcmE . MEMEMR S EESUIRRET S
BENRHLHOT, FEE WK, PFRINEES ORGSR T2ICEET 5 L &bz, S
BEATORE, TRICEET D L,

IVTUILETE 25mg U2 0.5mL-50mg > 1.0nml, TVTUILETE 25 mg Ry

0.5mL-50mgR>1.0mL, ToTULILETFTE25mgHoUvIIT4XA0LSML-50mgHVvoI4

ZXHA1.0m

9.1.8 AREIZHERT HL U U YOEFREOF v v T7OMEIIRRITLOED, 77 v 7 A%EHLT
Wh, T, KROEGIZEL L, 77 v 7 ZMBUEDOREERESH 5 VXA RetED & 5 BFH T
IFEREO X v v T ~OEHR D 2 W IAF O G L0 | WS Z 2 AREEN B D O THER
TAHIE,

(2) BHEEEERSE
BEEN TV

Q) HHeEESEESE
BE S TR

(4) E£FEREXET HE
BIE STV
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(5) 1R

9.5 HE4F

9.5 1 FHRITEIR L TWA RO B 5 M1, 1BIE LOERMERGHRIEEZ FEb 5 LS
NOGEIZOREZELGTHZ L,

9.5.2 MHREPICARKNZRL L2 BENLOHAERIZRBWTL, £V 7 F U EREER I Yelz ik
BT 52 L, AANTREEEENH Y | A E'@[ﬁl/ﬁ 75>%2|Kﬁﬂ75)$ﬁtﬂéht<‘:@iﬁi7b> RS
JERBLO Y A7 PHETE R, [8.4 2]

<>

9.5.1 ARHNOIFIETOMERABRBRN DN End, HREFORSICET 522 IEMENT L TV 7R,
Z DD AENE T TR L CTW D R[RRIED & 5 etEIZ B 53 2 5410, B4t & fakit %
EREL, AR EEDD LM EINIGAICORZRETH L,

9.5.2 b MIBWT, AR MAEZ @I L, HAROMIED HARKIA T Sz & OEPNS O#E = -2

WHZ &, IO CDS*E DEEMIZHSE | THREMMEN OAED 7 F o OFFEICEE§ 2 M EmE
275 & & LT,

(6) =FLim

9.6 251
IR EOBIEIER DR ELAA OB IR A S8 L. AL OMSET T I AT 5 2 L. b MR
BT 2 LS STV S

<>
CCDS* & DFEAMEIZIEESE, & N TORAFT~OBITOMERNHH 2 L EEBRR L, EEREEZITY =
R DY

%k CCDS (Company Core Data Sheet : 3T —& o — 1)
LARMEERITNZ T, REXIIBE., HEROAE, EHERORICET 52 0MOERNEENL TV D
KE 7 7 A Y= DMERLT D SCE,

VIII.

R
g

Pt (fEH Lg% (BT 5HEA 81



(N MR

IVTUIIKRTER10 mg - 25 mg
9.7 /MR

4 AT DRSS Akt Gs & U BB I 0 L Cuieuy,
IVTUILERTFTE2mg o205 m-50mg oy 1.0m, ToTUILETE2 mg Ry
0.5mL-50mgR>1.0mL, ToTULILETFE25mg o) vHo T4 XRA05m-50mg o )vHo
A4 XA 1.0 mL
9.7 INRZE

AN ARG & LT BRIRERBRIE S0 L Tuviaun,

<R >

IVTJULILETER 10 mg - 25 mg

[E NS DTN R MBI BB 2 x5 & LT BRIREBRIZ I W T 4 Rl O Sh R 125k o &2tk
FREI SN TWRWZ D RAID 4 AR OGN RFIT 6 2 L 2MEITMENL L TUHRL,

IVIJLILETE 25mg 222 0.5m-50mg )>oo1.0m, TOTULILETE 25 mg Ry
0.5mL-50mgA_R>1.0m, TTLILETE2D mg2 Yy I4XA05mL-50mgHoyvsoo
A4 XFA1.0mL

EWNOREE Y 7~ FBREEZNERE LZBERRBRICBW T, /INBEICK T B RBRA RN £ b
KIRNZIUT DAFN DO /NRET KT 2 2 AT L TUV7R0,

(8) &tnE

9.8 EE
BYSESEORBERORBUCKEE L, +0RB8RE21T) 2 &, —fRICAEPERE (S rERES) NMET
LTWA,

< i >

[E NS OEGARFRER ORGSR Tl BYYE DR BRI Gl (65 mLh ) L IEmEineT (18 kLA | 65
WAN) & CRBECH o7, UL, — RIS EEE TIXAPERRE (uEkiEs) MK T L TWD DT,
YEEORIEHORBUCHEE L, +oRBleziTo2 L,

7eB. EANOREEY v~ TFEE ExG & LR T, Sl E CREDAEFRN L &0 ) H
IR B> T2, ERIEN D 7e | BEREDHDITRET SN T RN, EliE I3 IEE
WG+ 52 &,
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1. fAEERA

(1) pFRZZEEEDER
RIE SN TR0

(2) HRFE L ZDER

10.2 FREE (BHRICEE TS &)
M4 & BRRIEMR - HE1E 1k R S

VT ANT | TRV T Y Do REROBEFITAKA | BT,

FEU DV BEMEG Li-E 2 A, &2 OBMEGEE L

g UCL SRS A ERE SR RIS B

B LT OREND D,

<>

HEFII AR TH 205, WANADOIERTH TV AT 7 U Do FKEFROBEICARK & BNEKELZE 2
5. Fx OHEMPLGREL i U C, ARSI BEICHED Lz omENH D P,
DD, ARNEYF T ANLTFEY) DU EOHICITEET S L,
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8. El{EA

1. BIER
ROBWERDH 5oL ZENH LD T, BEZ 7TV, BEDED SNEE I3 E 2%
b3 %72 EWE R E 1T O Z &,

(1) EXLEIMER & DHER

1.1 EXLEER
11.1.1 EELRREAE

PAE (0.2%) | ik (=2 —Fv AFAMREETe, 1.5%) . BEREEGIE (0.2%) DO HF
FURYYIE (2.5%) B OLbLNDZERnHDH, ok, BYMEIC L VI TICE S THEFBHRE ST
W5, [1.1. 1.2.1, 2.1, 2.2, 8.1, 87, 9.1.1, 9.1.3, 15.1.6 ]
11.1.2 #&#% (0. 1%A0)

AFNE G L DREREDORIE X, HGHHDH SN D RN S 5, F7-, Misheitz (M, VU
VONHIE) bEE SN TWAZEND, FOMREELHOBE LIEBEEITI) 2L, [1.1,1.2.2,
2.3, 8.1, 8.2, 8.7, 9.1.1-9. 1. 3 B]
11.1.3 EEGT7LILFX—KE (0.5%)

MERE, 7T 74 7% —, [RERELOCAMBEOEERT VA —ERH Lbd
ZENDHD, ORI RD SNTGEAIITEeMCEE AR L, EWURLEEITO 2
E
11.1. 4 EELMKEEE (0.8%)

FAR BRI R OYLERD (B R imIg i cE - -Flaate) « BIERED . hEkEd . i
NGB A, MEREREFERENS bbb Z b b, [8.7. 9.1.6 2]
11.1.5 BREEE (B AR

LIAVERE(VIE . B JS  EWTEEBER . T 0 - RLU—JERERESER S Lbh b - E03b 5, [1.1,
1.3, 2.5, 9.1.5 /]
11.1.6 MEM MK (0.7%)

FEEN UK, I R A D BRI B AR S AT ISV R L. BASERO S IAITIE, e D
Ly N URRA, B CT MR K IR T At F A2 e L, AFlok G2k oL L bic==
—E VAT Afilig & OENZE (B-D 7Ny ORIES) EEEICANEYZLEZITY Z &,

[9.1.7 &1R]
11.1.7 $1 dsDNA A DS & 44 5 )L— T XIRAEMEEE (0. 1% AKTH)

L dsDNA HUIARDBEME(L L. BAETR. MR, KEEOERPHbNLZERbDH, Z0 L5 7%k
BellE, gEERIEd 528, [8.5, 16.1.2 ]
11.1.8 FFHEEREE (3. 1%)

AST, ALT %D EAZ D IFEREEE N b oD Z 03 h 5,
11.1.9 hEMREIEFLRMEAE (Toxic Epidermal Necrolysis : TEN) (BEEEARH) . RIEHLIEREE
£t (Stevens—Johnson fE{ZEE) (0. 1% A7) . ZSHAIBE (0. 1%AT)
11.1.10 HiFh BB A (ANCA) FEMEmME % (BEEARH)
11,111 SHEEE (0.1%) . R7AO—EHEERE (0. 1%AK%)
11.1.12 £ (0. 1%A0)  [2.6, 15.1.7 ]
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<>

11. 1.1 ERNE OB T, FETHE2ETeEE REYUENRE STV 5,
IO, BEOREE o8BI L, BENRD LNGA T, BE P IEEOmMEY) e 0LE A
1152 &,

11. 1.2 ENEOYEIMCEB W T, B2 G iefE N mE ShTn b,
FERE O RERGE CIER OB R B OBZNRH D72 ARFEGIZHe - TREZICEE T
D47 R OWIER L > N U RREICIN A, A X —T = a -y ERERBR XY L7 ) U
JERRAE 2TV, WEEME CT A% A21TH) Z LICk ), WO FE2ERTLZ L, LT,
AHNF G413, FEIEIR OB+ EET 5 2 &, £7o, MighE (Wi, U o _E8i%) L
HEINTNDLHZENL, ZORAEML BB LBIEE2TY> 2 L,
F o RAFGRNTY V7 U U RS EOREDEEDOBEICBWT Y, BEGRIEEIMERE R
D HNTZFIRHE ZINTNDDO T, KEIEGHRITHEEZOEROFBEICADEETHZ &,
BENBO ONIGAIIE, G55k, EURAEEZITY Z L,

11. 1.3 EALIMIIBW T, BERT LAX—IEHHE SN TS, A Ofilk% (2004 4 2
H2HETORGES » A, HEEBREBERIL 374, 898 1)) 2B\ TIL, IWEUE 25 74, iRk
PRI 13 1F, 77 7 4 X% U — UG 9 1F, [RESRE 3MFFEOEERT LA —IGA#HE S
TWo,

IO, KO GRNII 02TV, 7 LAX—E ZIRESE AR T 52 &, £,
AR G-I TBER 2 T ATV, BERT VAX—XIT T 7 4 7F —RIGHEB LB E1C
W, HeNCE G A IR L, U A T 2L,

11. 1.4 AFES L mghkE®s & OREMEIIRHTH D0, EREOEIMIBW T, JELEHIEE T
B, BARRME L GELHNTMEANOL) 25, £/2, ZOENTH AMERBD i HERED
/s . A, MLERE BIEGERESE O BN 2 &t MiEEENRET STV 5,

D7, BFITK L, AREP G MRS ECRGYE 2 5E O FEIR (EENORRE, THIER ., 445,
BEAHZE) NdOLONTHEAICE, EODCEREICHKRTILH EET L L, £/, 20Xk
BEITE, MBS L M L, MREENERO bNEHGAICE, 52 Hhik+52 L,
7B, EELMIFER GLOEREY ., BAERRMEEME) OBRFE UIZTOMEE2AT 5 BEICA
Kb LG a JERNEAT28ZRHL0OT, 2O L) 2B ICIXEEREICESG T2 L,

11. 1.5 AFEE L BiBERA & OBEMEII R TH 528, ERR OB T, BEERB ORI
WEINTW5S,
IO, BENRBDOONTHEICE, HHEEZPIET2FOEORNEZITS 2 &,
7B, BBERE (ZRMEHLES) ROZOBEROSH 2 BFICITEE L & &L, D%
B BESFEIEE AT 2 BF LG T 256100, BERGRZHEORELZ EiiT 57 L,
+ 7Bl ETO &,
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11. 1.6 EARNEOMESMNIIBN T, MEMEMENRE I TWD, ENOEY v~FREFEZ G L L
TR RBRIC BV CIE, eS8 282 il 3 41 (1. 1%) (2RO BTV 5D,
Fo, WA ORBEERRER (1994429 H 19 H225 2002457 H 2 HET?D 2,193 1)) (2B WTiE 3 4
(0.14%) | HEFAOF IR (200442 A 2 HETOKIS4E3 » A, HETHRTEREHUT 374, 898 H)
BN T 22 flHE STV 5,
ZnkHic WE@%%%%E@M@ ENRHDHDT, ﬁﬂﬁ@ﬁ FFEEN, UZk, RN IAIEESE D
Ik 25 ﬁﬁ~+ THEETDZ L, BEARDLNEEAICIE, BRI L > b A,
%ﬁﬁﬁ@ﬁﬁwmmﬁX@ﬁéé%mb;$ﬂ®&5%¢¢¢5&k%_:;—%yz%X%%
EOERIZW (B-D Z b *ORIESE) 2BREL )\?rbﬁﬂfock%%ﬁﬁzk
¥, [ MEN 2 @%&F@%éﬁﬁuxﬁ%%ﬁbt . TEVEMERR NIRRT 5 8
ZTNRHDHDOT, EFMCHZEZITO R E, +2IT ﬁ#é &

¥ BDINANIY HEH (a—FVATFRA A BRXF A HUIF, TALE )L RE) OfiflakEic 3@z
ff?éﬁ%%%mm TTHD, M B-D I A B RERAOTRRICHET S Z &I
2, IRRIEOEIR, IWENROHEICHNGILD,

1L17IW11@% BT, BHREREHELEOAERICE Y BAMERELV—7 2 T E RV —
ANZFHBINDHIE R O — T ARRIEGEREZ {0 Fi7- 72 B CHUR 2 %8Bl L - B D HE STy
éoﬁﬂwﬁw%(mwﬁzﬂzai?®%5$3ﬁﬂ\%i%ﬁ%ﬁ&mm¢wﬂ%&ﬁ&\
TIE, D=7 REEERE) & LTS SR EFRRII LT TH D,
D, AFIEEHZITHT dsDNA FUADEEME(L L, BIER. AR, FOIB% 0 — 7 ARRIE R
EEEDEDIERN D b Bk, 5241452 &,

ILLSEW&Uﬁ%’%MT [FtRERR ) RO [Tk J%@E%&H%ﬁ%@@%%ﬁﬁi
SNTD, ZOfd, xﬁ&ﬁmiﬁ 2 HNTAT, BB SRS AT S & Ik
L. ﬁ@]ﬁ&&%%ﬁ 5z

11. 1.9 EWNEKOMEIMIIBW T, FIERIEIRIEWRE (Stevens—Johnson JEMERE) K OZIALBER, F
7o MEAMCRW T, FEEEFR I RARIE (Toxic Epidermal Necrolysis' TEN) 233RE ST
b, O, KAERBEHIIBIEZ oI T, R RO LNTHEEIITE G 2RI L, #@y)
TRAVE AT O Z &,

njxoﬁ%’ﬁwf #ﬂ$ﬁ%%gﬁm(mmﬂI%ﬁmgﬁﬁﬁ%éﬂfwéo:®tb\$
FEEPITBZE A ATV B NED DN B AT 5 APk L @R nEm AT 2 b,

% ANCA : Anti—neutrophil cytoplasmic antibody

11, 1. 11 [ER RO BN T é'@mﬁﬁ%&0\2\7D—?F{ﬁﬁ}ﬁ#%&iéﬂ“@\é D, K
FF GBS 2 o7 BENRO SN GE I3RS 2 e U YR BT 2 &,

MJJ2IW&U@%’$wT DARENRESNTND, 20D, A TII8IE %2 451247
WV, BENRD DREEAICE, &5%¢¢#5£®L@&%E%ﬁ5_&
AN 9omﬁu7 ®$% WCARKNZ B G L6, IERE (LS B8ZMRHHDT, 20
Ko mBEICIIRE LN b,
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(2) ZDthDEI1EH

11.2 Z0HDEI{EF
1%L F 0. 1~1% ¥ 0. 1% AT BRI
I RS BRGERGE, | ek, THEEZE, & | MK, BRE. WEER.
RUE SR K. BlaPESR, & | EAE, B Mk,
. kR REERAE, R SR
PRIE ., SUE SR IE
FE, figER
R & #% (B, KW | CARE, B, B | R, SR, | iRz
ROAEEE) L 95 | B, K VRS CNIINE S
FEIE JORR,  YERREROE |
I ¥ M R . R
(HfbZzEie) . B
a. ALIRPET IR
A VEREEE
TH{bas B, TR« )| BT, DR
i, D%, 8. | (DARE) . B
WEMEBEAR , O, | T, B, SRR,
Mt AL, o | DR, O RN
RKOEAER, A | EE, wRERE, &
KGN, BEAHR | B X
B RS
P 5507 AL BOS
GRLEE, HH Bt Z
D PERS, B R IR
. PE%)
WA IR 7 JREEEYE (BEE 2 | BAR, 7 LT F= | RERIEB %
S5 IR UBUN | v R SR RBE,
SN, PRYEME, MR | FRIRES. BAS A
FERARE R SHR . FEIMED | SRR (B B U R
WUERBOR (LY | ) | IRK. iR
TUEE) | AR WL AR E R
Rz, W EE, 1Y
e BB R
J Mk ALT EJ&-. AST k
H.. ALP 5. LDH
5
T BR e i, o E5 | BISNGHE, SR,
B, WL B4 (I ERAR e
MmAER, TgA ME R
%)
Mg B EREE N, & | GFEEEREE N, ~~ b
(BrxZMzEE | 27V v MEd, JRifL
to) ~NEZBEY | BRI R
W .U o SEREEN,
MyLTCHE, af ek
N, AR i ER E RE R
WM I BR 4y i R
H AR IR R N
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iR TS, ZRE T RUBEEK, BN
P, FERESSIL, faK
5. IRRSEST . AR
g Bob oo
&, BRFE, SRR,
R D 5 %
iy« EAS R {LIRMERSEG 2. 92 | BAER. A, L—
I (DU, M, A5E, | 7 ARRIEMRE, TR
TR K, B, B
E=. BAE . FHE
JiE
BRI 2 HWIRIEE, A7 | ARG, LR
N MR | U RHR, YL aA
15 F— 2
G AR AN, FLIRK
saoliih FEEL BER FE(IF | 2L AT a— Lk
Meagde) | i, | F. BEASPRE.
g, B B | 97, B, Tv T
X R H U e, A
CUHURIG P, HEE,
KA R B CRP #80,
REED g 4b
Ho, DURA PR,
WER A, Bk,
HFRRIERR, &R
Vo

a) TYJTLIKRTER10 mg- 25 mg

A4 XFA1.0m

TEHHERALRORE, BEGBRMANS 1 A OMICRBEE CHRELL, ZO®EBA LTS,
FEREBALA VT, AR ESR L2 nic b H o b D ettt dH 5,
IVIULILETE2Dmg 2y 05m-50mg > 1.0m, TUTUILETE 25 mg Ry
0.5mL-50mgR>1.0m, TOTLUILRTED mg oYy I XBO5mL-50mgHYvso

TEFEALSOSIE, FGG S 1 H ORIZEBETRI L, ZO®RBED LTV,
FESFBALSOSIE, BIENCER LB b b o b d BT nnid 5,
BIf U 7~ F R OS5 VE B A 28 O B B AL R 2 & Lo,

<>
HRERIRE 4

Ty AN L7 DRERARR/IREA ] ICET 20BNV Ea— (KRR, AR,
T — & %Ete) OfER. AAKID CCDS (Company Core Data Sheet : AE¥EFET —F > — )

RIS AL, RERIAE RIS 2B B Sz, OCDS & DEEEVEICE DX

fEH OIEIC DRERIAE R ZBRL L, EEMEZ1T O 2

L LT,

M1.2 FDfhdF|

(202447 1)
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SEIFREE—RRF
x& ERNERRHER BEEHUYYF) CETHEER GBRREEEEZET) RERR

e nfipo Sk 660 EEFRDTESR FHIBIE (%)
BIERRITEGIZ (%) 448  (67.9%) Ll 1 (0.2%)
R 1 (0.2%)
B RS S (%) 27 3 TR L (0.2%)
e 282 (42.7%) 7;1;7 7 XA L E 0 23;
BRI R USRI 210 (40.9%) i(Tg%% e
PR 112 (21.5%) ST U T (0.2%)
Zm s o7 (10.2%) AU I Co.2%)
HI?E”E‘% 37__( 5.6%) VRS 1 (0.2%)
ﬂz‘i):ﬁ% 23 (3.5%) e T (0.2%)
AR 1T (2.6%) HEE IR . (0.2%)
LN 17 (2.6%) Ry R A R
fitize 15 2 2. 3°f); S A 1 (0.2%)
FIPE~LA~ 15 (2.3% — — -
T 12 (1.8%) zﬁi’% i\%ﬁﬂ% 1 E g ; j;
A 7Nz Y 12 (1.8%) —— 22
SR 9 (1.4%) RGBS 1 (0.2%)
Bllaregs 9 (1.4%) TGP B 1 (0.2%)
I AR 9 (1.4%) B PR AR 1 (0.2%)
Wl 8 (1.2%) R~ A 2T T Y TR 1 (0.2%)
ISR YA LAY 6 (0.9%) BiAEE 31 (4.7%)
JNELBE 6 (0.9%) HE 15 (2.3%)
ST e 6 (0.9%) ey 11 (1.7%)
RGBS 5 (0.8%) WA 2 (0.3%)
Y 5 (0.8%) HPs% 2 (0.3%)
BERR 4 (0.6%) R T (0.2%)
IREE: 1 (0.6%) - .
SR 5 (0.5%) iﬁ%‘ = 1 E - jj;
LERE 3 0.5% -
PP - E . 5(;0 i . SR URREE 9 (14%)
e 2 (0.3%) s 5 _(0.8%)
1Bt AE 2 (0.3%) Cali 2 (0.3%)
R TS 2 (0.3%) FREDORE 2 (0.3%)
FEEAR 2 (0.3%) fitigEh 1 (0.2%)
A NV APEE S 2 (0.3%) AREE 5 (0.8%)
AL~ 2 (0.3%) s 3 (0.5%)
Ol DFIE 2 (0.3%) Wi 1 (0.2%)
NS 2 (0.3%) ki 1 (0.2%)
HER 2 (0.3%) Bit, BERUEHETHOHEY (& ,
JTBHZS 2 (0.3%) BRURY—TEE) 3 (0.5%)
RPER 2 (0.5%) LI 2 (0.3%)
iR 2 (0.3%) ST T (0.2%)
M 2 (0.5%) RRRUE TS 5 (0.5%)
z 2 8 2;3 S 1 (0.2%)
2 (0.3%) KIE 1 (0.2%)
SEEANY 2 (0.3%) FiRA 1 (0.2%)
JEetss 1 (0.2%) —fi% - EHEERVIRSHIORE 1 (0.2%)
BN 1 (0.2%) P 1 (0.2%)
BRI 1 (0.2%) SESTEBLRIG 156 (23.6%)
S L (0.2%) —§2 - 2 BEERUREELORE 156 (23.6%)
zgym 1 E . 2;; PR 97 (14.7%)
T T (0.2%) TERHEEZ 5 PRk 68 (10.3%)
s 1 (0.2%) VESRRABOLIEG 41 (6.2%)
e 1 (0.2%) TSR 25  ( 3.8%)
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x BENERKHR (BE)OYF) ITET281ER BRERREEREZET) ZRKR BE)

EWEADELE FIRFIE (%) BEWERDIELE HEIER (%)

bast SpiVARRTION 8 (1.2%) e AR 7 (1.1%)
pas SpiivRZ2h ) 6 (0.9%) Fg% 7 (1.1%)
bas SE VRSP 5 (0.8%) B 6 (0.9%)
bEs SEUVAINLE S 2 (0.3%) LyFrs 5 (0.8%)
bas Sp Ve Und 1 (0.2%) iRl 4 (0.6%)
ZDith 313 (47.4%) HIEARR 3 (0.5%)
EBIERURE THEEEE 127 (19.2%) I 3 (0.5%)
52 48 (7.3%) + R 2 (0.3%)
W% 31 (4.7%) [ONEYV =S 2 (0.3%)
Z DPHIE 26 (3.9%) BRIz 2 (0.3%)
HIBE 14 (2.1%) B 2 (0.3%)
ZRZ 9 (1.4%) JiEAZEN H . 2 (0.3%)
FERG9% 8 (1.2%) R SR 1 (0.2%)
SRBE 5 (0.8%) iR 1 (0.2%)
MR EAE 4 (0.6%) [ 1 (0.2%)
KRRz s 4 (0.6%) F PRI 1 (0.2%)
(e 4 (0.6%) HRY—7 1 (0.2%)
B ER S 3 (0.5%) I 1 (0.2%)
PIR[0) 2 (0.3%) PR 1 (0.2%)
T LIRS 2 (0.3%) FEk% 1 (0.2%)
e RN 2 (0.3%) IMTBERERERE 1 (0.2%)
S R 2 (0.3%) RS 1 (0.2%)
FOPRHA . 2 (0.3%) HFER 1 (0.2%)
HERER R 2% 2 (0.3%) S 1 (0.2%)
EEZ O T 2 (0.3%) W RER 1 (0.2%)
e AR 2 (0.3%) RO AT 1 (0.2%)
S 1 (0.2%) /NSRS 1 (0.2%)
7~ PR 1 (0.2%) EE 1 (0.2%)
ES2 1 (0.2%) HookEE 1 (0.2%)
Bz L (0.2%) B+ %k 1 (0.2%)
LIHIBE 1 (0.2%) RES e 1 (0.2%)
gyl 1 (0.2%) S, 1 (0.2%)
L/ ININ 1 (0.2%) M DR SRR 1 (0.2%)
T2, 1 (0.2%) A OSHIETE 1 (0.2%)
Nl 1 (0.2%) HEREE 57 (. 8.6%)
ARG 1 (0.2%) SR 25 (3.8%)
R 1 (0.2%) FEPED FE N 21 (3.2%)
BEVERTE 1 (0.2%) A ERERR 6 (0.9%)
& DRSS 1 (0.2%) ETEHIRR 5 (0.8%)
B 1 (0.2%) RS F 2 (0.3%)
i 1 (0.2%) fGFTHR 2 (0.3%)
BRI 1 (0.2%) FHYE G 1 (0.2%)
=Y MRS 1 (0.2%) LR 1 (0.2%)
SRR EE 1 (0.2%) e 1 (0.2%)
BiAlEE 103 (15.6%) SEAR AR 1 (0.2%)
T 21 (3.2%) P 1 (0.2%)
N2 17 (2.6%) BERGE 1 (0.2%)
f5Eh 13 (2.0%) RLFESETR 1 (0.2%)
R 12 ( 1.8%) S 1 (0.2%)
BRI 11 (L7%) BRARPESE 1 (0.2%)
i 10 (1.5%) IH: 1 (0.2%)
JEgm 8 (1.2%) = AR 1 (0.2%)
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x ENEERHR BEE)VUYF) IS8T 2811FR BREREMBEEZET) ERKRE (@)

EWEADELE FIRFIE (%) BEWERDIELE HEIER (%)
MERER. MIERR USHRIEES 53  (8.0%) 555 1 (0.2%)
K 12 (1.8%) ARG VIE 1 (0.2%)
T LR 6 (0.9%) FokPbE 1 (0.2%)
SR 6 (0.9%) IR ARIE 1 (0.2%)
A EReRR 6  (0.9%) IR R i, 1 (0.2%)
MG 5 (0.8%) HEEZL L 1 (0.2%)
Poaahin 4 (0.6%) DR 1 (0.2%)
i PERZIR 4 (0.6%) IR 5 e 1 (0.2%)
F ZERER A sk 4 (0.6%) E TR 1 (0.2%)
il 3 (0.5%) BRI LA 1 (0.2%)
Jitiligde 3 (0.5%) HERRRUESTERIES 19 (2.9%)
i 5 2 (0.3%) G EiSL] 2 (0.3%)
nE 2 (0.3%) FER AR 2 (0.3%)
AT 2 (0.3%) AP 2 (0.3%)
7 UL —MlR 1 (0.2%) HHERE 2 (0.3%)
RESMEIERE 1 (0.2%) v — 7 VARG 2 (0.3%)
IR PR 1 (0.2%) HERIBRZEH 2 (0.3%)
iy 1 (0.2%) Rt 1 (0.2%)
=P 1 (0.2%) BT e 1 (0.2%)
PASEMERIGUE 3k 1 (0.2%) E ke 1 (0.2%)
WA 1 (0.2%) R 1 (0.2%)
NEI 1 (0.2%) BAgY v~F 1 (0.2%)
RERRAE 1 (0.2%) IR HEIE 1 (0.2%)
NHBER 1 (0.2%) ke 1 (0.2%)
&GEPAZE 1 (0.2%) TR 1 (0.2%)
1 ZEREE KTk 1 (0.2%) iU 1 (0.2%)
—f% - £HEERVEEEMIORE 50 (7.6%) Bk 1 (0.2%)
FEE 18 (2.7%) DURSA RS 1 (0.2%)
JRE AR 7 (1.1%) mEEE 18 (2.7%)
RN 7 (1.1%) I 14 (2.1%)
Ja i 6 (0.9%) WL 1 (0.2%)
T 5 (0.8%) FHIRSE 1 (0.2%)
BV 3 (0.5%) Hin 1 (0.2%)
T 3 (0.5%) 1FTH 1 (0.2%)
I 2 (0.3%) IDIREE 17 (2.6%)
TR 2 (0.3%) [lES 8 (1.2%)
H 8 2 (0.3%) D EPEHS MR 4 (0.6%)
M E 1 (0.2%) EERIR 1 (0.2%)
B 1 (0.2%) ) oIS 1 (0.2%)
LY VRIS 1 (0.2%) TSR 1 (0.2%)
B 1 (0.2%) MM 1 (0.2%)
bEs S AVARRTION 1 (0.2%) PR 1 (0.2%)
VI 1 (0.2%) SRR 1 (0.2%)
155 1 (0.2%) BRURBES 17 (2.6%)
ARpEE 32 (4.8%) ERElS 6  (0.9%)
S 5 (0.8%) MR 3 (0.5%)
Sl 4 (0.6%) SR 3 (0.5%)
fisiiitantiin 3 (0.5%) IRERSA 2 (0.3%)
7 LR 3 (0.5%) HEFRIAE 2 (0.3%)
ARAR 3 (0.5%) PREA 2 (0.3%)
MR . 3 (0.5%) HETEMERER IR S 1 (0.2%)
R 7 2 (0.3%) BhEAIE 1 (0.2%)
A0S A 2 (0.3%)
HENsEHIAE 2 (0.3%)
TS 2 (0.3%)
IBREHEAIEA 2 (0.3%)
AL 1 (0.2%)
AR, 1 (0.2%)
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x BENERKHR (BE)OYF) ITET281ER BRERREEREZET) ZRKR BE)

BlVEFRDIESR FIRIE (%) BEWERDIELE HEIER (%)
REE R B4 A 15 (2.3%) THIEIA R 2 (0.3%)
ANBEIR 9 (1.4%) SN i 2 (0.3%)
=R 5 (0.8%) L5 s 1 (0.2%)
SR SARRSE 1 (0.2%) 5 NS 1 (0.2%)
H R 1 (0.2%) FEPIIBHE 1 (0.2%)
RS 15 (2.3%) K2 5 FEE 1 (0.2%)
RIFSE 1 (L7%) ERURIEES 7 (11%)
Rz 1 (0.2%) Hug 2 (0.3%)
Ry s 1 (0.2%) M 1 (0.2%)
P 1 (0.2%) A =T— )L 1 (0.2%)
IR AR &SR, 1 (0.2%) TRA TS 1 (0.2%)
B, BHERUEHETHAOHEY (& 4 (2.1%) AR 1 (0.2%)
BELUR)—TE2E5T) JERE 1 (0.2%)
B 3 (0.5%) REREE 6 (0.9%)
i 2 (0.3%) FFET LLF— 5 (0.8%)
AT 2 (0.3%) TFT 4 T ¥~ 1 (0.2%)
MR e 1 (0.2%) SNERUVRRHLE 3 (0.5%)
B O BT ED 1 (0.2%) WAt 3 (0.5%)
P 1 (0.2%) N EE 2 (0.3%)
FIREEE 1 (0.2%) PR 1 (0.2%)
FUENFLIAE 1 (0.2%) df At FRR RS 1 (0.2%)
HENAAIRE 1 (0.2%) IR, EER U EELDIKEE 1 (0.2%)
AT ) YA MERBE 1 (0.2%) VLPE 1 (0.2%)
TGO 1 (0.2%) BRERIRE 17 (17.7%)
B SRR 1 (0.2%) TI= T ) N TUAT =T — 54 (5.29%)
T E AR 1 (0.2%) BHEAN )
FFREEREE 12 (1.8%) TANRTGXUET I ) b T AT = 25 (3.8%)
JHRERE S 8 (1.2%) F—EHN
JHRE 3 (0.5%) SR B BRI 15 (2.3%)
JEFERY — 1 (0.2%) AT VT YRR T 7 2 —EHN 11 (1.7%)
Ge. PERUVLEEHE 12 (1.8%) M= L AT m—/ LN 10 (1.5%)
P45 4 (0.6%) InE F5- 10 (1.5%)
B e B 1 (0.2%) FF AT IF—E LH 8 (1.2%)
e 1 (0.2%) i LR KSR SR N 7 (1.1%)
HEfE| 1 (0.2%) ifHPRSEHEIN 7 (1.1%)
eS| 1 (0.2%) PRAVIRMERRS 7 (1.1%)
RE R 1 (0.2%) M7 v 3 6 (0.9%)
itiat 1 (0.2%) ANES 1R 6 (0.9%)
ezl 1 (0.2%) SN 0% 6 (0.9%)
BB 1 (0.2%) SRR 5 (0.8%)
IR 1 (0.2%) FRIERE R 5 (0.8%)
RERURERES 11 (1L7%) E i BRI 5 (0.8%)
AR 6 (0.9%) ~~ ~7 Uy M 4 (0.6%)
Rl e 3 (0.5%) PRI 4 (0.6%)
FEDRIF 2 (0.3%) fFEsR 5 3 (0.5%)
ik 1 (0.2%) MY LE 2 (0.3%)
MERVY VNREE 9 (1.4%) Jr X AR 2 (0.3%)
Al 3 (0.5%) I PaERE SN 2 (0.3%)
PR Z P 3 (0.5%) y—=INEINVIT AT 2T —E
— 2 (0.3%)
M iR DE 2 (0.3%) Hm
I ERIGAE 1 (0.2%) SRAT RO pEGTE 2 (0.3%)
HER R UVEERES 9 (1.4%) JITPHSRERR A S 2 (0.3%)
feasliig 4 (0.6%) KE PN 2 (0.3%)
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x BENERKHR (BE)OYF) ITET281ER BRERREEREZET) ZRKR BE)

BlVEFRDESR FIRBIER (%)
M7 V7= 8N 1 (0.2%)
M U o SEE 1 (0.2%)
TV A ) HURIGTE 1 (0.2%)
Shik =R 1 (0.2%)
PR R b 1 (0.2%)
HERERR 1 (0.2%)
PINAS: &= e 1 (0.2%)
U LB 1 (0.2%)
IR 1 (0.2%)
T PEREHE N 1 (0.2%)
i MR 1 (0.2%)
i/ R 1 (0.2%)
MR AR BRI 1 (0.2%)
I EERD 1 (0.2%)
PRAER ARG 1 (0.2%)
mH e MEEMETT R e e B 1 (0.2%)
MHT NIV RRT 7 Z—EE 1 (0.2%)
HAIR s 1 (0.2%)
DNASTLAARBE 1 (0.2%)
SRTER I, 1 (0.2%)
IRIMERFERESL H 1 (0.2%)
FUZHUAR N 1 (0.2%)

(20124F3 A AGEERAEINEERD)

AFIT, ENICBT2AEHD 10 mg O 25 mg, # 2 [BH% 530 ONZARA| D 25 mg KO 50 mg, # 1 BEIEG 2 E Lz
BRRBROMRE L AR L THEHLEZLOTH S,

s, AR, TRME) . TRERERCRIS) . (Eof GRIYE, BRSSO B IIRIER, RO
BEARBAERRE) | OB TRESAE, (2O & LTEESNEFROTICE, BEHASEE LT (8§
P O B | 1K SNAERRE TN TVAN, BESHEEE (20 ORIER L LTEI LTV,
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& BIVERIREER (BRERY DY FICHT HREFEMB_EERLEERAR) 1B T5H8FTERERKR

A# & DEERE
HEEZL2H" | ZABETEL
WEEERM?
R E MR R A% 154 154
HFEES | BREE™ 88 (57.1%) - -
FHBEH | EFELRE 71 (46.1%) 70 (45.5%)
# (%) Z Dt 118 (76.6%) 42 (27.3%)
AEEROES HEHIE (%) | HBEHIE (%)
REE Y 88 (57.1%) = =
SESIHEBMLR G 71 (46.1%) 70 (45.5%)
Z0ith 118 (76.6%) 42 (27.3%)
&5
SE 26 (16.9%) 8 (5.2%)
T X DHME 8 (5.2%) 0
)9 7 ( 4.5%) 1 (0.6%)
30 7 ( 4.5%) 0
A 6 (3.9%) 1 (0.6%)
R 4 (2.6%) 1 (0.6%)
L 3 (1.9%) 2 (1.3%)
T - e 2 (1.3%) 0
FEER 2 (1.3%) 0
JisEi 2 (1.3%) 0
JiE SRR 1 (0.6%) 1 (0.6%)
BT 1 (0.6%) 1 (0.6%)
SRRSO 1 (0.6%) 1 (0.6%)
BrAEY) 1 (0.6%) 0
SEERYR 1 (0.6%) 0
DIER
M LR 3 (1.9%) 1 (0.6%)
& fn 2 (1.3%) 1 (0.6%)
5 o ML LARA 1 (0.6%) 0
e IfL 1 (0.6%) 0
Jv BT 1 (0.6%) 0
JHIEE R
] 12 ( 7.8%) 3 (1.9%)
M, 10 ( 6.5%) 3 (1.9%)
(EE 6 (3.9%) 0
THEA B 6 (3.9%) 0
mRALTZCS 3 (1.9%) 1 (0.6%)
Mg - 3 (1.9%) 1 (0.6%)
ol 3 (1.9%) 0
AN TE S 3 (1.9%) 0
HR 2 (1.3%) 1 (0.6%)
M HH I 2 (1.3%) 0
BROTHE 1 (0.6%) 1 (0.6%)
e T 1 (0.6%) 1 (0.6%)
TIEE 1 (0.6%) 1 (0.6%)
NHFEZ 1 (0.6%) 0
KGR 1 (0.6%) 0
JESEDS 1 (0.6%) 0
LERES 1 (0.6%) 0
ELAG H 1. 1 (0.6%) 0
HFIRIEKX 1 (0.6%) 0

AERROEE HBEFIFR (%) | FHEAIF (%)
RIEPAE 1 (0.6%) 0
MERUVY V3%
BEAK HH i, 5 (3.2%) 1 (0.6%)
S INEE NN 1 (0.6%) 0
RERUXE
A M R 5 (3.2%) 1 (0.6%)
IREHIN 1 (0.6%) 1 (0.6%)
Jiik 1 (0.6%) 0
Ea L AT — LigE 1 (0.6%) 0
= I 1 (0.6%) 0
HEER
TR AR 4 (2.6%) 0
¢ 4 (2.6%) 0
TR A 3 (1.9%) 1 (0.6%)
YRR AT 3 (1.9%) 0
BafIB K 3 (1.9%) 0
HhEE 2 (1.3%) 0
hiw 2 (1.3%) 0
BAEiR 1 (0.6%) 0
BN RRE 1 (0.6%) 0
B 1 (0.6%) 0
HHER
TS E N 6 (3.9%) 2 (1.3%)
SEIGE 5 (3.2%) 2 (1.3%)
ANHRAE 4 (2.6%) 0
PR 4 (2.6%) 0
AR 2 (1.3%) 1 (0.6%)
2 D¥F 2 (1.3%) 0
1 [ 5 1 (0.6%) 1 (0.6%)
bl 1 (0.6%) 0
N 1 (0.6%) 0
B 1 (0.6%) 0
RAH RS 1 (0.6%) 0
R4 1 (0.6%) 0
MR i 55 1 (0.6%) 0
[BldA M 1 (0.6%) 0
IRz %
LTS 17 (11.0%) 4 (2.6%)
ZBKEE N 9 (5.8%) 4 (2.6%)
NHEE 2 4 (2.6%) 1 (0.6%)
e R e 3 (1.9%) 0
W% ifiL 2 (1.3%) 1 (0.6%)
HEEH 2 (1.3%) 1 (0.6%)
o 1L 2 (1.3%) 0
M . 1 (0.6%) 1 (0.6%)
I i 1 (0.6%) 1 (0.6%)
il S P2 1 (0.6%) 0
i
FE5 12 ( 7.8%) 5 (3.2%)
JiiESE 4 (2.6%) 4 (2.6%)
Z O 4 (2.6%) 4 (2.6%)
BEIR BRI 5 2 (1.3%) 1 (0.6%)
2 N 2 (1.3%) 0
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& BHERREER (BEEH) 7Y FICHTAREEMHE_EERERAR) ITET3FFTEREBTNKR ()

BEBRDEH KB (%) FHBEFIF (%)
FE I 2 (1.3%) 0
RPN R B 1 (0.6%) 1 (0.6%)
A2 1 (0.6%) 0
/NRIE A M B 5 1 (0.6%) 0
T 1 (0.6%) 0
E R 1 (0.6%) 0

R
IR 3 (1.9%) 1 (0.6%)
AR iz 45 2 (1.3%) 0
TR 1 (0.6%) 1 (0.6%)
R 1 (0.6%) 1 (0.6%)
R 1 (0.6%) 0
H ok 1 (0.6%) 0
AR £ . 1 (0.6%) 0
it B 1 (0.6%) 0
TSR 1 (0.6%) 0
MRAETEIR R

PEIRIEE 1 (0.6%) 0
H kb 1 (0.6%) 0
ARIEF 5 H i 1 (0.6%) 0
SR 1 (0.6%) 0
JEEJR 1 (0.6%) 0

(20054E1 H  AAGREFAENEER)

ARIT, KENZBT 2AKHO 10 mg TN 25 mg, 1 2 [l 52 fEf L BRIKRBROBREZEFH LD TH D,
(FE1) AAIE ORERERDS THONCEEDH Y ) TZ0HEHY ) TRERWE BNy TRER L) &
hieb o,
(FE2) AAIE OREREEDS THLCEEHY ) TZ58EHY ) (BERLVnE bRy L3hitb D,
(1 3) BYMEICHOWTIZRERROHEITIT > TV, AEHBLERTORBRDOLER,
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x BHRKRHER B VY FICRT HIRERUVAFFEME_EERLERR) ITH T 2EHERRTKR

ARFIL, KRE RN T ZIZEBT 24K O 25 mg, M 2 A5 KO 50 mg, M 1 [R5 2 Mt U 72 BRRARBR O R 2 455

L7=2bDTHD,

R REIE 367 BEFDIESE HBEFIH (%)
BEMERRIREGE (%) 166 (45.2%) HER 18 (4.9%)
FEMED E W 5 (1.4%)
EERDIESE REFIH (%) RIRAE 3 (0.8%)
25 101 (27.5%) 5 O 2 (0.5%)
BSOS 67 (18.3%) L 2 (0.5%)
SR 21 (5.7%) PRI 2 (0.5%)
TSR AL Y 1. 10 (2.7%) s 2 (0.5%)
I 0E 6 (1.6%) Za—m N — 1 (0.3%)
e s fRE ST 4 (1.1%) Db 1 (0.3%)
HE 4 (1.1%) BRI D F U 1 (0.3%)
A VTN VRS 2 (0.5%) = 1 (0.3%)
30 2 (0.5%) B, 1 (0.3%)
R 1 (0.3%) BERE 1 (0.3%)
i) 1 (0.3%) PRI 1 (0.3%)
JEAR R 1 (0.3%) HHRE 8 (2.2%)
B 1 (0.3%) iM% 2 (0.5%)
FEEL 1 (0.3%) R Hz A5 1 (0.3%)
JHIESE R 36 (9.8%) 5 1 (0.3%)
T 20 (5.4%) P HR 1 (0.3%)
I 9 (2.5%) USRIEES 1 (0.3%)
HIER R 4 (1.1%) R 1 (0.3%)
O N 3 (0.8%) Al 1 (0.3%)
BIBR 2 (0.5%) BmERR 6 (1.6%)
Y 2 (0.5%) T ¢ 2 (0.5%)
M - 2 (0.5%) IR A 1 (0.3%)
5 HH i 1 (0.3%) TR E R 1 (0.3%)
JHIER 1 (0.3%) iR 1 (0.3%)
517 1 (0.3%) LR 1 (0.3%)
R ES 1 (0.3%) WRETEIRR 6 (1.6%)
ERNIEPN 1 (0.3%) EE=1 7%E 2 (0.5%)
K 1 (0.3%) LA 1 (0.3%)
BN 1 (0.3%) BRIR 1 (0.3%)
RERUITER 29 (7.9%) JE RN B BRI 1 (0.3%)
FEB 17 ( 4.6%) [E7S 1 (0.3%)
O 6 (1.6%) DIEZR 4 (1.1%)
Hiffi~ LR 3 (0.8%) el il 1 (0.3%)
LiRINIR 2 (0.5%) LA ANE) 1 (0.3%)
bELA 2 (0.5%) FrRZ 1 (0.3%)
iR 2 (0.5%) BE 1 (0.3%)
% 1 (0.3%) TR i A2 s 1 (0.3%)
HEEMER SR 1 (0.3%) miERUVY V3% 3 (0.8%)
Jii B SE 1 (0.3%) BER H 1. 2 (0.5%)
B e 1 (0.3%) U o SHiE 1 (0.3%)
N 27 (7.4%) I R ERIEE 1 (0.3%)
G R 9 (2.5%) i RS 1 (0.3%)
Bl TS 9 (2.5%) REBRUEE 2 (0.5%)
IJE e S TR 4 (1.1%) TI=v T I NIRRT 2T
. 1 (0.3%)
RAEIR 4 (1.1%) —
- ] 2 (0.5%) KA NE 1 (0.3%)
Jifig¢ 2 (0.5%) (20104F2 A 7AGRIREALNEERT)
R 1 (0.3%)
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® BENERKRHAR EEERRUERER) ICETLEER (RERREBEEEEST) XRKER

REMFHEx R B3 35 BIEFADIESE HEBFIH (%)
BMERRIREGIE (%) 35 (100%) Z D 35 (100.0%)
FEREH 449 BHEE 24 (68.6%)
5 13 (37.1%)
BEMERDIELE RBBIE (%) 2] 12 (34.3%)
REEE 34 (97.1%) T 9  (25.7%)
BREERUVFERAE 34 (97.1%) AN 6 (17.1%)
LoLSEEPN 30 (85.7%) Mg - 3 (8.6%)
BIBR 16 (45.7%) g 2 (5.7%)
ATz oW 13 (37.1%) HR 2 (5.7%)
ARG R 10 (28.6%) il 2 (5.7%)
NHEE 2 6 (17.1%) ERNINE 2 (5.7%)
it 3 (8.6%) JE A PR 1 (2.9%)
FERLE 3 (8.6%) FREEB YR 1 (2.9%)
s 3 (8.6%) HIER 1 (2.9%)
ks 3 (8.6%) Bt 1 (2.9%)
B S 2 (5.7%) B 1 (2.9%)
TR MERE IR 2 (5.7%) & AR S E 1 (2.9%)
oA L AP S 2 (5.7%) BERRE 24 (68.6%)
PHR 2 (5.7%) M i BRI 7 (20.0%)
~A a7 T AR 2 (5.7%) RS A= R Y 6 (17.1%)
PR B 2 (5.7%) TI=v T ) NTFTAT 2T 4 (11 4%)
L > BRI R 2 (5.7%) — M ]
{bAR 2 (5.7%) ~~ b7 U Mg 4 (11.4%)
SMERE IR 1 (2.9%) SR I ER R 4 (11.4%)
T ey 2 —HiR 1 (2.9%) i R SE N 3 (8.6%)
S 1 (2.9%) A EEERSE N 3 (8.6%)
F G BB R Y 1 (2.9%) R i ER > 2 (5.7%)
B~ /LA 1 (2.9%) i/ NREFE N 2 (5.7%)
TS 1 (2.9%) TANRTGEUBT I ) hT VA L 29%)
I\ ¢ 1 (2.9%) 7 = 7 —EHN ’
Ales v ZE 1 (2.9%) M7 VT 2 R 1 (2.9%)
S 1 (2.9%) M= L x5 m— L HE N 1 (2.9%)
BT R 1 (2.9%) M7 V7 FrhArdxs—2
oy 1 (2.9%)
SEREXR 1 (2.9%) Hm
<A AT T A HERERE TR 1 (2.9%) C-BUG MR BN 1 (2.9%)
e R e 1 (2.9%) ek ERE R 1 (2.9%)
K& h oK 1 (2.9%) U SEREREE N 1 (2.9%)
Pl 1 (2.9%) =N 1 (2.9%)
YL S 2 1 (2.9%) FRER N 1 (2.9%)
M EE 25 1 (2.9%) PR FR R i ER BB 1 (2.9%)
JTUR Y 1 (2.9%) R E D 1 (2.9%)
HIEME D o NEi R 1 (2.9%) {RE N 1 (2.9%)
R, WBRUHEES 1 (2.9%) P i BR Ecis 1 (2.9%)
U 1 (2.9%) Mk et 1 (2.9%)
EERUE FHRIEEE 1 (2.9%) CSF_ P i BRECHH 1 (2.9%)
S 1 (2.9%) SR AN 1 (2.9%)
MERRUY VINREE 1 (2.9%) RILERFERE R 1 (2.9%)
IR ZA VD 1 (2.9%) IR, HZR UHEREE 21 (60.0%)
BEEE 1 (2.9%) s w 10 (28.6%)
T2 1 (2.9%) b i 6 (17.1%)
FESHERL R G 27 (17.1%) T LVX — PR R 4 (11.4%)
TR SOS 26 (74.3%) Ll 3 (8.6%)
VRS L i, 6 (17.1%) ALK 2 (5.7%)
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x ERNERHAR CEEMERMEESHR) ICET5EER (RRREEREZE0) RRRE (#E)

BlEFADIESR HIBIER (%) BIYEFDTESE HBEFIH (%)
M IS 1 (2.9%) i 1 (2.9%)
I SR S 1 (2.9%) 5 A I I (2.9%)
T EPN 1 (2.9%) [N 1 (2.9%)
FEHIARY — 1 (2.9%) IRfES 12 (34.3%)
T UNAF —MEREIK 1 (2.9%) T U LX —PERE RS 3 (8.6%)
BRERUVETHEBEE 21 (60.0%) AR 97 2 (5.7%)
B 10 (28.6%) IRZ 5 FEsE 2 (5.7%)
RIS 6 (17.1%) AR oD J 3k 1 (2.9%)
PG w s 4 (11.4%) Ehalis 1 (2.9%)
sz 4 (11.4%) MRS 1 (2.9%)
Z 5 4 (11.4%) i[RE 1 (2.9%)
HLEE 3 (8.6%) AR AR EE I (2.9%)
Jii B SE 2 (5.7%) AR 7 1 (2.9%)
7 b E— PR 2 (5.7%) kPR 1 (2.9%)
A 1 (2.9%) W BARIR S 1 (2.9%)
7 VX —MERE A 1 (2.9%) S 1 (2.9%)
iR AR 1 (2.9%) AR 72 ifi. 1 (2.9%)
FEZ 1 (2.9%) AR LR IE 1 (2.9%)
SRBE 1 (2.9%) 7 R UK 1 (2.9%)
FREOS A 1 (2.9%) BE. DERUVULEESHHE 7 (20.0%)
HREREE 20 (57.1%) Hi e B fiG 2 (5.7%)
BEYG] 17 (48.6%) A 2 (5.7%)
FEED FE N 2 (5.7%) 5 1 (2.9%)
TSI 2 (5.7%) g 1 (2.9%)
FAREIEBRE 1 (2.9%) ARG 1 (2.9%)
JipiAggE 1 (2.9%) EBERRVIEEE 5 (14.3%)
IRALPESD F 1 (2.9%) A R R EE 1 (2.9%)
£ EBEERVEERAHFRE 19 (54.3%) VLR 1 (2.9%)
Moy 4 (11.4%) MK 1 (2.9%)
HE 4 (11.4%) AHLAILH % 1 (2.9%)
15 3 (8.6%) FERY)—F 1 (2.9%)
BRIV 2 (5.7%) FLEAMEAR 1 (2.9%)
W 2 (5.7%) REREE 4 (11.4%)
~V=T 2 (5.7%) FEET L L X — 4 (11.4%)
HR A P 1 (2.9%) MERVY VINREE 3 (8.6%)
HLH 1 (2.9%) A, 2 (5.7%)
TSR Y 1. 1 (2.9%) R Z M I 1 (2.9%)
bE 1 (2.9%) B, BERUVFHHETHOHFLEY P
IRAY I 2 1 (2.9%) (BRRUKRY)—TEED)
30 1 (2.9%) B 78R i 2 (5.7%)
BERRRUVEESHBES 15 (42.9%) RHEE 2 (5.7%)
X 3 (8.6%) 5 O 1 (2.9%)
bR 2 (5.7%) ARG 1 (2.9%)
H 7 A 2 (5.7%) i i P 1 (2.9%)
P9 AR PR 2 (5.7%) DEEE 1 (2.9%)
BAER 1 (2.9%) DI ISR 1 (2.9%)
A 1 (2.9%) ERUREES 1 (2.9%)
DA B 1 (2.9%) 59 1 (2.9%)
S P ETE R 1 (2.9%) KRERUVEEES 1 (2.9%)
ik 2% 1 (2.9%) BRI 1 (2.9%)

(20097 H  7KFRIREFENEERD)
AT, ENIZBT 55 TAERBREE R, WOICEMRGRBOFTREREZEH L TEFHLZLOTH D,
ek, BIEANZ. TEYWE) | MESRSAROG) « [Z20oM (RYYE, EHAKSES O BMRHEIER ., K OWKR
MRAEERE) | ICHE L THE I,
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& B CRE) ERKER (BEMBFREESR) (CET3EEERREANRR
FEEDHERE FEEROESE RBBIH (%) | BB (%)
HEERLHKE) | FATETEL TH 6 (8.7%) 3 (4.3%)
NEEER PSS 4 (5.8%) 3 (4.3%)
REMFMA R 69 69 BRI 2 (2.9%) 1 ( 1.4%)
AEEZRRBEN (%) 64 (92.8%) 60 (87.0%) = 1 ( 1.4%) 1 (1.4%)
EEEREB NN 245 173 P AR 1 (1.4%) 1 (1.4%)
HIEAR R 1 ((1.4%) 1 ((1.4%)
BFEEROEE G (%) | HBEFIE (%) 77 A PEANE 1 (1.4%) 1 (1.4%)
e 47 (68.1%) = = PRI 1 (1.4%) 0 (0.0%)
R ERR Y 20 (42.0%) | 29 (42.0%) L 1 (1.4%) 0 (0.0%)
R ¢ 12 (17.4%) | 12 (17.4%) PR SRR iy (26, 170) |1 {15, 89)
% 10 (14.5%) | 10 (14.5%) ik 13 (18.8%) | 9 (13.0%)
H% 7 (10.1%) | 7 (10.1%) Uil 5 (7.2%) | 3 (4.3%)
i 5 (7.2%) 5 (7.9%) MYk S0 5 (7.2%) 2 (2.9%)
v T T R 4 ( 5.8%) 1 ( 5.8%) EBRUMMIESS 13 (18.8%) 5 (7.2%)
R RS 3 ( 4.3%) 3 ( 4.3%) B 7 (10.1%) 3 (4.3%)
Fill K ¢ 2 (2.9%) | 2 (2.9%) i, L 2 (2.9%) | 1 (1.4%)
K 1 (1.4%) 1 (1.4%) W ENE 1 (1.4%) 1 (1.4%)
Wi A L (14%) | 1 (1.4%) Bt 1 (1.4%) | 1 (1.4%)
gk 1 (1.4%) 1 (1.4%) SR 1 (1.4%) 0 (0.0%)
SESTEML R S 21 (39.1%) | 26 (37.7%) 7 1 (1.4%) | 0 (0.0%)
zoft BRI IR L(1a%) | 0 (0.0%)
25 37 (53.6%) | 19 (27.5%) HRE L (1.4%) 0 (0.0%)
i 17 (24.6%) | 11 (15.9%) BBRE 0 (0.0%) 0 (0.0%)
i3 11 (15.9%) | 5 (7.2%) R £ (a8 L 2 (2.0
HigIT L BIME 7 (10.1%) 0 (0.0%) TFEIMED F 2 (2.9%) 1 (1.4%)
451 5 (7.2%) 4 ( 5.8%) TR 1 (1.4%) 1 (1.4%)
FEHN 4 ( 5.8%) 4 ( 5.8%) N 1 (1.4%) 0 (0.0%)
VLA H T 3 (4.3%) |0 (0.0%) i -EiS £ LBt LU (0.0%)
7 2 ((2.9%) 2 ((2.9%) RERAET 47 4 (5.8%) 0 (0.0%)
YIS 2 (2.9%) 0 (0.0%) RBRUXE 1 ( 1.4%) 0 (0.0%)
U E 1 (1.4%) 1 (1.4%) ARAH PN 1 (1.4%) 0 (0.0%)
BRIk 1 (1.4%) 1 (1.4%) HRER L (1450 0 (0.0%)
L 1 (1.4%) 1 (1.4%) il 52 L (1.4%) | 0 (0.0%)
Hag 1 (1.4%) 0 (0.0%) BREJER R 1 (1.4%) 0 (0.0%)
EEBTR 23 (33.3%) | 12 (17.4%) RAZE L (1.4%) | 0 (0.0%)
gk 12 (17.4%) | 6 (8.7%) (T L(CLag) L0 L0050
Bl 8 (11.6%) 4 (5.8%) i 4% L (1.4%) 0 (0.0%)
(20094E7H  7KGRIRFHENEERT)
(E 1) AFEORREEDS THONCEESHY ) [ZoMELHY | [BEELNE bWy TBERL) Lahi

H D,
(£ 2) AH & ORRBERD THLNCEEDHY | T2HMEDHY | BEER2NEBVR RN LEanbo,
(G 3) BERIEICHOW IR RBERDEEITIT > TW RN, AEFZEIRTORRD LT,
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x ERAREHRAE BFLARCTHRTTIGEEY VR TF
(BEIDBEMBRBOHILZET) 1 (21T HEHERRERINR

S ERI 2k 13983 _ ] BMERFDELER
B RRTERE (%) 3721 (26.61%) BlFRS O SIBI (%)
BEIERFRIRH 5554 FA M RAT BT AN AFEYG 3 (0.02%)
2R ER 3 (0.02%)
_ B EHERZEDIEES AMER TR 3 (0.02%)
BIfF A% OEE SIS *(%éliﬂj pre 3 (0.02%)
RRPAE B & VB4 REE 1209 (8. 65%) FEPEZ 3 (0.02%)
BRI 2 243 (1. 74%) IR 2 (0.01%)
SERR 151 (1.08%) AL 2 (0.01%)
Jifi g% 132 (0.94%) HAUE S5 2 (0.01%)
LR INIR2 112 (0. 80%) TR LA R Y 2 (0.01%)
WHEF 41 (0.29%) T 2 (0.01%)
WEELIE 37 (0.26%) A VA E S 2 (0.01%)
R B R 32 (0.23%) BT %% 2 (0.01%)
e 2s 30 (0.21%) TR Rz TR 5 2 (0.01%)
Fig i g 25 (0. 18%) LTS 2 (0.01%)
Za—EVRAT 4 AV BT = Uik 25 (0. 18%) MEREA SR 2 (0.01%)
AR~ L~ 24 (0.17%) BED U HIE 2 (0.01%)
2 23 (0. 16%) A TN WP 2 (0.01%)
AN 1 i 2 20 (0.14%) ~A 37T A VEfliR 2 (0.01%)
R 19 (0.14%) i ARG 2 (0.01%)
il Sl 2% 19 (0. 14%) LTS 2 (0.01%)
INEED S 18 (0.13%) Mt Fe % 2 (0.01%)
TNz HF 16 (0. 11%) AL R 2% 2 (0.01%)
LIPS 16 (0. 11%) (RS 2 (0.01%)
I B A 2 15 (0. 11%) BT O S 2 (0.01%)
R~ A AT T T 15 (0. 11%) T2V BEVERRR 2 (0.01%)
AL A L K G 14 (0.10%) PR M5 2 (0.01%)
Bl L 2 12 (0.09%) ¥ a— KRBT A R 2 (0.01%)
YR e 11 (0.08%) IR MNP E e PN 2 (0.01%)
SN 10 (0.07%) i 2 0.01%)
EN D 10 (0.07%) A L AVERS DS 2 (0.01%)
iH 4 10 (0. 07%) KBS 2 (0.01%)
o ikt 10 (0.07%) HIEETE Y v SEi 2 (0.01%)
B 8 (0.06%) IREATET YIS 2 (0.01%)
DU FR A g 8 (0.06%) e s e 1 (0.01%)
P R e 8 (0. 06%) ARk 1 (0.01%)
N 8 (0. 06%) T AAYLF )L AE 1 (0.01%)
Fir 7 (0.05%) T MAE 1 (0.01%)
fifit A 7 (0.05%) A M 2 1 (0.01%)
B2 e G 7 (0.05%) A B i 1 (0.01%)
A Y 7 (0.05%) Jibi N I5% 1 (0.01%)
TRV B A ¢ 7 (0.05%) SN T AL L R E 1 (0.01%)
Nassiss 6 (0.04%) BV ENE 1 (0.01%)
H % 6 (0.04%) {LARERR A 2% 1 (0.01%)
77 VT MMi%k 6 (0.04%) PR R SR E 2% 1 (0.01%)
Bk Y 6 (0.04%) YL R J& %% 1 (0.01%)
=t 5 (0.04%) JRYNEIR S 1 (0.01%)
BEL P R 5 (0.04%) R 1 (0.01%)
AW o B oE 5 (0.04%) TS RAEA Y e N A LAY 1 (0.01%)
SR 5 (0.04%) iz 1 (0.01%)
i Es 4 (0.03%) AR g fk e 1 (0.01%)
TNEL B 4 (0.03%) PLER T MR 1 (0.01%)
BB 4 (0. 03%) 7 RO EREEEE I 1 (0.01%)
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x ERAREHRAE BFLARCTHRTTIGEEY VR TF
(BETDBEMBREDOHILEZET) 1 ICHITHEMERARERINRE (&)

_ N ElERZDEER _ . &l DIELER
BRSO “’%mﬂi *( ng] BRSO E;’;;fﬁ *(E /:)?’J

THAL A R 1 (0.01%) IR R 2 (0.01%)
EAEME R 1 (0.01%) B Ny 1 (0.01%)
LSRR 1 (0.01%) BHUfaE Y > <) 1 (0.01%)
U ATV ThE 1 (0.01%) BRI 1 (0.01%)
FLIRSE 1 (0.01%) OVE AR B A U o Sff 1 (0.01%)
B P R 1 (0.01%) NESES 1 (0.01%)
IR Z VRN R 1 (0.01%) Jiti e 1 (0.01%)
DT A 1 (0.01%) RS 1 (0.01%)
SAE SR 1 (0.01%) B2 L E 1 (0.01%)
8 H % 1 (0.01%) T E I 1 (0.01%)
ERAEIEES 1 (0.01%) 1A s 1 (0.01%)
13 1 (0.01%) [ ZE iR 1 (0.01%)
B H% 1 (0.01%) PN, 25 1 (0.01%)
~E T )V APENSE 1 (0.01%) R MR 1 (0.01%)
Jiti ¢ R B M i ¢ 1 (0.01%) mMERS LT DNRREE 44 (0.31%)
7 N ERE PR A 1 (0.01%) =g 11 (0.08%)
HINAY =3 1 (0.01%) L BRI iE 8 (0.06%)
Jiti B A 1 (0.01%) i i BR sk g 7 (0.05%)
MR B g 1 (0.01%) 1IN S 6 (0.04%)
1 HE R 1 (0.01%) ko PR PN R 3 (0.02%)
MR % 1 (0.01%) S o7 BROTE 2 (0.01%)
VIS 1 (0.01%) kAU 2o SEfER 2 (0.01%)
A LAY 1 (0.01%) ko U L NHVE 2 (0.01%)
T 1 (0.01%) KBRS 1 (0.01%)
2 1 (0.01%) *  RAH AR ME 1 (0.01%)
R R A 05 1 (0.01%) R Z A 1 (0.01%)
YAV APEE % 1 (0.01%) U UoREig 1 (0.01%)
R E a2k 1 (0.01%) ko JRIMEREEDE 1 (0.01%)
~A ANy TV LT LAY ! (©.01%) BRI RE R 4 1 (0.01%)
Ty A RERES 5 (0. 04%)
P A AT T A VAMSE 1 (0.01%) *  Poag K= R 2 (0.01%)
VT R T ERBUMAE 1 (0.01%) TH74T9%v—vavy 1 (0.01%)
HERIHR 1 (0.01%) BT U R E BT R 1 (0.01%)
e 5 1 (0.01%) I BAE 1 (0.01%)
A0 A R G 1 (0.01%) RN bEE 2 (0.01%)
TR B 1 (0.01%) *  FLRARAE 1 (0.01%)
L=l ES 1 (0.01%) *  HRR SRR TUHESE 1 (0.01%)
PG DFRE & 1 5 RSB R 1 (0.01%) REBLUVREES 35 (0.25%)
THAL ARG 1 (0.01%) AAGEE 21 (0.15%)
AN MRS Sk 1 (0.01%) B3 L AT 1 — LfE 3 (0.02%)
NS N d T3 1 (0.01%) Bk 2 (0.01%)
[ A ek BT L 1 (0.01%) *  PERIF 1 (0.01%)
AL 18 7% S G 1 (0.01%) % @AY AME 1 (0.01%)
7 U3y T AR 1 (0.01%) ki IE 1 (0.01%)
R, BES L UHATEHOHEY 311 (0, 229) K7 V7 2 e 1 (0.01%)
(BHEBLURY—TZ2ED) ; % AR b 1 (0.01%)
R 4 (0.03%) * KAV v AME 1 (0.01%)
i > N4 4 (0.03%) x KT MU Y AMSE 1 (0.01%)
LI 3 (0.02%) * AR MAE 1 (0.01%)
B AR MR R R T 3 (0.02%) * &7 T —PiE 1 (0.01%)
U B 2 (0.01%) RHEE 22 (0.16%)
RS 2 (0.01%) RIRAE 7 (0.05%)

VITL. 4t (M EoEES) (B34 5HA

101




x ERAREHRAE BFLARCTHRTTIGEEY VR TF
(BETDBEMBREDOHILEZET) 1 ICHITHEMERARERINRE (&)

_ " ElERZDEER _ gl $E R
BRSO “’%mﬂi *( ng] BRSO “’g;;f;*ifm

k9O 4 (0.03%) % HRARZE 1 (0.01%)
NS 2 (0.01%) *  HORIE 1 (0.01%)
KR 2 (0.01%) FE N H 1. 1 (0.01%)
*  BEE 2 (0.01%) T LR — PR RS 1 (0.01%)
* HLHEZORI 2 (0.01%) APERD A 1 (0.01%)
* HEE 1 (0.01%) AR Rz 1 (0.01%)
* "ok 1 (0.01%) * RS 1 (0.01%)
*  BRR 1 (0.01%) AR H ifi. 1 (0.01%)
*  REfEE 1 (0.01%) N7 1 (0.01%)
HRERES 205 (1.47%) *  [RAg T 1 (0.01%)
GIEbE) 71 (0.51%) * &M 1 (0.01%)
ZEIED FE 67 (0.48%) MG HH i, 1 (0.01%)

S i JBR 27 (0.19%) *  HEIRAE 1 (0.01%)
fEIR 9 (0.06%) kI PE R EE 1 (0.01%)
BRRE R 8 (0.06%) 7 R Ek 1 (0.01%)
SR 6 (0.04%) *  HUE 1 (0.01%)

JIbd H i 4 (0.03%) IR 9 FENE 1 (0.01%)
G 4 (0.03%) *  ARAPRE 1 (0.01%)
Akt 3 (0. 02%) *  HRERES) I 1 (0.01%)

% BEEBARE 2 (0.01%) TEIEE A IR % 1 (0.01%)
* fEEE 2 (0.01%) ER L URERES 13 (0. 09%)
ko AR 1 (0.01%) *  HIE 2 (0.01%)
kNS 1 (0.01%) [BIfETED F 2 (0.01%)
ko FRAEVE 1 (0.01%) G5 I 2 (0.01%)
% BERLULVOET 1 (0.01%) I 1 (0.01%)
=G AEES 1 (0.01%) JRRER LR3I 1 (0.01%)
kAR 1 (0.01%) Hiw 1 (0.01%)
% KM= 2 —otF— 1 (0.01%) kA =T— LYF 1 (0.01%)
B - WA=V WA 1 (0.01%) *  Hiw 1 (0.01%)
WL SR 1 (0.01%) MR 1 (0.01%)

AL AR 1 (0.01%) *  NHREE 1 (0.01%)

< BT 1 (0.01%) DEEE 46 (0. 33%)
kR 1 (0.01%) B 15 (0.11%)
= X AP 1 (0.01%) kD% 5 (0.04%)

* PR 1 (0.01%) * AV ESE 2 (0.01%)
*  ZRMEMIE 1 (0.01%) % BOLME 2 (0.01%)
IREE 55 (0.39%) * D EANE 2 (0.01%)
IR A 2 fet 6 (0.04%) DAAE 2 (0.01%)
FENE S 4 (0.03%) SMELARA 2 (0.01%)

*  H 4 (0.03%) 9 o kR4 2 (0.01%)
*  HEEE 4 (0. 03%) MM 2 (0.01%)
AR 3 (0.02%) Bk 2 (0.01%)

*  HH 3 (0.02%) * R 1 (0.01%)
Sh]i 2 (0.01%) =2 N 1 (0.01%)

MR M kLB 2 (0.01%) * ER 1 (0.01%)

* R 2 (0.01%) kR 1 (0.01%)
AR M 2 (0.01%) % (HIEFRPASI AR AT 1 (0.01%)
JERE 2 (0.01%) kDS 1 (0.01%)
kR 2 (0.01%) * A RAEMERE 1 (0.01%)
RH%E 5 FERE 2 (0.01%) TR R 1 (0.01%)

AR o> 25 R 1 (0.01%) BB R 1 (0.01%)

AR A 57 1 (0.01%) BENRPEAHE R 1 (0.01%)
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x ERAREHRAE BFLARCTHRTTIGEEY VR TF
(BETDBEMBREDOHILEZET) 1 ICHITHEMERARERINRE (&)

_ N EERZDEER _ , ] 5
BRSO “’%mﬂi *( ng] BRSO “’g;;f;*f/fm
*  PEEE) RAE 1 (0.01%) *  MHEAAR Y —7 1 (0.01%)
mEEE 53 (0. 38%) % JiHHESE 1 (0.01%)
= IfL 22 (0. 16%) T 1 (0.01%)
AL 10 (0.07%) SRR 1 (0.01%)
1EFTH 10 (0.07%) *  PAZEMEREREE 1 (0.01%)
* e rERRIRZE 4 (0. 03%) OVFE AP S STk 1 (0.01%)
N (1K= 2 (0.01%) BAEE 310 (2.22%)
* @R 1 (0.01%) T 74 (0.53%)
*  BIRK 1 (0.01%) A% 59 (0. 42%)
1 i 1 (0.01%) il 39 (0.28%)
* KM E 1 (0.01%) M - 30 (0.21%)
* FRlRSE 1 (0.01%) i35 26 (0. 19%)
vavy 1 (0.01%) B 14 (0.10%)
FEREE. MERE & UHtREE 532 (3.80%) g% 11 (0. 08%)
FREDORIE 203 (1.45%) LR 9 (0.06%)
ALK 96 (0.69%) RS 9 (0.06%)
VR 82 (0.59%) JIE S 6 (0.04%)
M EnH e 62 (0.44%) EREt 6 (0.04%)
* o PRI IR 19 (0. 14%) TR 6 (0.04%)
T PEnZ K 17 (0.12%) R R 5 (0.04%)
* Mgk 13 (0.09%) {5 5 (0.04%)
xR 13 (0.09%) x WHEARER 5 (0.04%)
R 11 (0.08%) A O & SR 5 (0.04%)
1 JBENFEER A PRk 10 (0. 07%) TREER 3 (0.02%)
it &, 8 (0.06%) AIg% 3 (0.02%)
e R 7 (0.05%) S RPN S 3 (0.02%)
B2 5 (0.04%) EES 3 (0.02%)
< Lo 4 (0. 03%) *  KIBZIL 3 (0. 02%)
R K N 4 (0.03%) B2 3 (0. 02%)
S 3 (0. 02%) % JEK 2 (0.01%)
W 1, 3 (0.02%) *  JHIBPMERIBR 2 (0.01%)
] 3 (0.02%) itk 2 (0.01%)
iR A 3 (0.02%) A 2 (0.01%)
* HPEERE{E 3 (0.02%) ABEULA 2 (0.01%)
7 L — g s 2 (0.01%) SR 1 (0.01%)
EIR 2 (0.01%) 1PN HZIE 1 (0.01%)
MBMERE X% 1 (0.01%) aNES 1 (0.01%)
* HEEE VR 1 (0.01%) Bl 1 (0.01%)
kIR 1 (0.01%) T 5 i 1 (0.01%)
* EREERE 1 (0.01%) B AL H 1. 1 (0.01%)
*  MEEHAR Y — 7 1 (0.01%) AR 1 (0.01%)
* ik 1 (0.01%) * R 1 (0.01%)
=0 1 (0.01%) * ALTA 1 (0.01%)
W BE V7 fi 1 (0.01%) % BPA%E 1 (0.01%)
REHE: fifi 2% 1 (0.01%) PNt 1 (0.01%)
Jitifig 2% 1 (0.01%) AEIER 1 (0.01%)
ko it LR E 1 (0.01%) e NS T B 1 (0.01%)
* ik IE 1 (0.01%) i JE P 1 (0.01%)
ko R REE 1 (0.01%) JIT P 5 A 2% 1 (0.01%)
Ulvisdriiit 1 (0.01%) * iR FEN 1 (0.01%)
it IS 1 (0.01%) kB FHRIEKR 1 (0.01%)
* iRk 1 (0.01%) *  EBEE 1 (0.01%)
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x ERAREHRAE BFLARCTHRTTIGEEY VR TF
(BETDBEMBREDOHILEZET) 1 ICHITHEMERARERINRE (&)

= ” = ”
BIEREOmE “’ggf;ti;/fﬂ” BIERZOmE Egi;f;ﬁfﬂ"

R 1 (0.01%) * AR AERE 2 (0.01%)
E:kG1] 1 (0.01%) LY/ 1 (0.01%)

* RSO Hi 1 (0.01%) M B 1 (0.01%)
R 1 (0.01%) IKIE 1 (0.01%)
/)N g af, 1 (0.01%) *  HETEEE 1 (0.01%)
DA R 1 (0.01%) *  RRJGZENE 1 (0.01%)

H O SERLH 1 (0.01%) SIERR G 1 (0.01%)

* B AR EBE 1 (0.01%) ARFENE R 2% 1 (0.01%)
H S 1 (0.01%) s )2 MEI% 1 (0.01%)
FREERES 269 (1.92%) *  BEEG 1 (0.01%)
R R R 228 (1.63%) EA1{ 1 (0.01%)
ikl 31 (0.22%) *  ZBIE 1 (0.01%)

k fHgER 3 (0.02%) @ 1 (0.01%)
*  JFR4 2 (0.01%) FRIEIE 1 (0.01%)
kA 2 (0.01%) SO H 1 (0.01%)

*  HJH 2 (0.01%) SR RO SO 1 (0.01%)
* B OsEMER K 1 (0.01%) *  felw 1 (0.01%)
*  APEIRZER 1 (0.01%) RERE R & 2% 1 (0.01%)
* D o 1 (0.01%) O - HnER 1 (0.01%)
*  FRREMERE 1 (0.01%) *  RE AP 1 (0.01%)
BEEH &R THBES 818 (5.85%) ED A 1 (0.01%)
S 3 307 (2.20%) 2 oM S 1 (0.01%)
9 FESE 190 (1.36%) AT =T R T a ) EGERE 1 (0.01%)
HRLEE 107 (0. 77%) kRGN 1 (0.01%)
T2 68 (0.49%) *  FRREE 1 (0.01%)
AR 60 (0.43%) WL RE 1 (0.01%)
BHMEZ S FEIE 30 (0.21%) R IE R 1 (0.01%)
B 23 (0. 16%) JTVRALSiE 1 (0.01%)
Ji B 22 (0. 16%) MEERRE S UHEERBES 48 (0.34%)
eE VRS 14 (0.10%) B 9 (0.06%)

B Hi i 10 (0.07%) A 8 (0.06%)
R %% 9 (0.06%) *  WJMEF 5 (0.04%)
FEZ 8 (0.06%) A T e e 4 (0.03%)
SRBE 7 (0.05%) P 4 (0.03%)

& 9 PEME B 5 (0.04%) VUl fie 5 3 (0.02%)

* o mit 3 (0.02%) BHPET) F< h—F A 3 (0.02%)
T LIV — R R 4% 3 (0. 02%) EE B 2 (0.01%)
LR 3 (0.02%) Jo—T ARRIEERE 2 (0.01%)
RS P R 3 (0.02%) SO B 2% 1 (0.01%)
HLEEME R 5 3 (0. 02%) s Hfn PR R EAE 1 (0.01%)

*  RETES 3 (0.02%) e 1 (0.01%)
A T R 3 (0.02%) ONER e 1 (0.01%)
MR 3 (0.02%) /S 1 (0.01%)

7 b E—PERE 2 (0.01%) *  EHE3E 1 (0.01%)
B Rz & 2% 2 (0.01%) FE 1 (0.01%)

Bz G R I: 2 (0.01%) *  BEY v~TF 1 (0.01%)

L IEHLBE 2 (0.01%) 1B FENE 1 (0.01%)

A EEAI BT 2 (0.01%) oNEg S T UTN 1 (0.01%)

kNS udkR e x—r T A B 2 (0.01%) BB L UREBES 33 (0.24%)
*  ZITE 2 (0.01%) B BERE 8 (0.06%)
L ERAR AR 1 A % 2 (0.01%) 37 o —PIE R 5 (0.04%)
AL HLEE 2 (0.01%) ol N 4 (0. 03%)
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x ERAREHRAE BFLARCTHRTTIGEEY VR TF
(BETDBEMBREDOHILEZET) 1 ICHITHEMERARERINRE (&)

= p = ”
BIEREOmE Egﬁ;f; *(E /f‘?’" BIERZOmE “’gi;f; *(Ef A
EHER 3 (0.02%) e F5- 23 (0.16%)
W 3 (0.02%) i/ IR 18 (0.13%)
1 pR 2 (0.01%) frf B -D-2" V7 BN 16 (0.11%)
BEPR 2 (0.01%) i H PR SR N 15 (0. 11%)
R4 2 (0.01%) J S X S 15 (0. 11%)
*  EDERREE R 1 (0.01%) A~ — A — 140 14 (0.10%)
PRAE A 1 (0.01%) . BRHCE n 13 (0.09%)
HH IR e 2% 1 (0.01%) M7 RA T 72— Hm 13 (0.09%)
% RERIAR % 1 (0.01%) . SpL R P/ S e S K 11 (0. 08%)
T H i 1 (0.01%) %R B 10 (0.07%)
iR, EEHS K UCRAEHDIKE 1 (0.01%) M7 L7 F = Hm 7 (0.05%)
*  YhE R E 1 (0.01%) NI AT I —¥ LF 7 (0.05%)
ERRS & VIEEE 8 (0.06%) y—IAFINPTIRT =T 6 (0.04%)
AHRIA 2 (0.01%) B Hghn :
o 1 2 (0.01%) C-I 2R E N 5 (0.04%)
A % 1 (0.01%) I mEEREE N 5 (0.04%)
* RVERTSZIRAEICE 1 (0.01%) DNAFLIR RS 4 (0.03%)
RIEA-5 H 1. 1 (0.01%) BRI A 4 (0.03%)
*  FLE AR 1 (0.01%) ~NEZ B D 3 (0. 02%)
—fig - 2BEES L UVRSHLOKE 951 (6.80%) ¥ sesE 2 a7 ) L GHEAN 2 (0.01%)
TSR SO 609 (4.36%) * A RYZURY REEM 2 (0.01%)
HEN 222 (1.59%) JRAET R o G 2 (0.01%)
1R 88 (0.63%) ~< 7 Uy MRS 2 (0.01%)
A PV i 20 (0. 14%) R i BRE R 2 (0.01%)
*  HEYE 11 (0.08%) SR P FE 2 (0.01%)
TR 11 (0.08%) L 2 (0.01%)
) E 9 (0.06%) PR 1 B 2 (0.01%)
R T VT 9 (0.06%) R SR B 2 (0.01%)
iR 8 (0.06%) R ARES Y| 2 (0.01%)
W FT 6 (0.04%) k7 7—EHM 1 (0.01%)
i S A R 5 (0.04%) M7 7 2 1 (0.01%)
) 5 (0.04%) *  MH7 LT F LR AR F—EHN 1 (0.01%)
L2 4 (0.03%) * MY K oERE 1 (0.01%)
ko ZEIRIE 4 (0.03%) * M7 R oRERD 1 (0.01%)
e 3 (0.02%) ko ImEE T 1 (0.01%)
I 2 (0.01%) * i REEEE N 1 (0.01%)
L L 2 (0.01%) WERIER S8 1 (0.01%)
* A 2 (0.01%) U 2 REREE 1 (0.01%)
Ek 2 (0.01%) I FREREOED 1 (0.01%)
E L TS 2 (0.01%) *  EEFFAFET 1 (0.01%)
*  FEfa 1 (0.01%) k  FRIMERERHE N 1 (0.01%)
P IR 1 (0.01%) *  REHN 1 (0.01%)
TR 1 (0.01%) g~ — A — L5 1 (0.01%)
AT NT PR R 1 (0.01%) i gk e 1 (0.01%)
* 1 (0.01%) A E Y L E BN 1 (0.01%)
FRRIRE 290 (2.07%) *  BHEBHHUR19-9K9 00 1 (0.01%)
TI=2T ) T AT =T — A1 (0. 29%) o/ REEE N 1 (0.01%)
eyl M g-D-7 N Bk 1 (0.01%)
1 ifn. Bk ER 38 (0.27%) I TR ER 53 s 1 (0.01%)
TANRGEXUVBT I ) N T VAT * AR 1 (0.01%)
NN 37 (0.26%)
=7 —EHm BRUF AR B B 1 (0.01%)
[ eI A B 27 (0.19%) * B IRIR BN 1 (0.01%)
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x FERABERE BFARTUHRT+OLGEE Y o7 F
(BETDBEMBREOHIEZEST) 1 ICHEITHEIERARERINE (KE)

- . Bl A% OEER - . ENEE O TE]
BEERZEDESE SETEBI (%) BEMERZDIESE SETEBI (%)
kAU —aA X U2 FIREEM 1 (0.01%) J2 T 1. 1 (0.01%)
PUEWEIE T R o BRE MR 1 (0.01%) R G S 1 (0.01%)
R R A [ 1 (0.01%) * LR 1 (0.01%)
SE. PEH L UVNEEHE 8 (0.06%) * BT 1 (0.01%)
*  EEET 2 (0.01%) NEE L UVARLE 1 (0.01%)
kTR 2 (0.01%) *  EPNBEF 1 (0.01%)
* IRASCE MER EOEE] O TRITERVEIER - BYYE (201249 A SET oW eI EES<)
MedDRA/J 15. 0DPT TR L7,
* FRARERE BFEABECHES 2L LEEHIC
FEME AT HAEFEMSRMEER) ITBTH5RERARRIKR
SR SE 513k 102 = ; BERZEDTELER
Bl{EREDTESE ;
BI4E FI S B9 1K (%) 22 (21.57%) i s KB (%)
EERARE SR 36 EES 1 (0.98%)
BEH L UVETHEBES 5 (4.90%)
— ” * g 1 (0.98%)
_ . Bl{EREDFELERI
BIfEREDIELE E%ﬁ;;igs s 1 (0.98%)
BREREL VS ERE 7 (6.86%) BUER 2 (1. 96%)
BB % 1 (0.98%) % 9 FESE 1 (0.98%)
o4 A E B 1 (0.98%) s _ L(0.98%)
/]’ :/7/1/If/‘lf 3 (2 94%) _ﬁg - ﬁﬁﬂﬁ%?ﬁ;lﬁﬁ%—-ﬁ“ﬁo)ﬂﬁ% 7 (6 86%)
AT 2 (1.96%) 1% 1 (0.98%)
BEREE 1 (0.98%) FESFERALALEE 1 (0.98%)
GE 1 (0.98%) FESFERAL S 5 (4.90%)
IRfEE 1 (0.98%) Bk 1 (0.98%)
x WEK 1 (0.98%) ERARRE 3 (2.94%)
R, W& UHEES 7 (6.86%) ?i;;;‘j$7y27l 9 (1.96%)
At I (0.98%) A e
LSO S 6 (5.83%) SSiue L 1 (0.95%)
BEEE 2 (1.96%) =7 R
% TH 1 (0.98%) M B -D-27" v 77 > &N 1 (0.98%)

w0 PMSCE T EOER) 20 PRITE2VEIER - BIYE (20124R9 H SET OIS SCEICHES <)

MedDRA/J 15. 1OPT TR L7,

9. EERBREFKRICRIZIIZE
FEESH TR

10. BEkE
BREINTWARN

<BE>

t MBI EEFN OB RKIREITHEST STV, NEEMERER* 1238\ T AEEEERE |2 60mg/m’
FCHEHBEFIRNE G LT 2 A, AR Z2FEEIALN R -T2, BfiV v~FEBHFICB TS
e G, PE# S 32me/m® OFNIRNFEEL [FO%ITE THS 16mg/m* (~2b6mg) % 1 HRIZ 2
Bl 5] Thotz, B, AFOMREITIMOE N Ty, @

* NERMAERER  REWSRE T 7R, HDWIEARA] 10 Xt 60mg/m* & 30 472> CHIR AR EHIRN B 514
dng/kg DNTFEH (2 RhF¥Ly) 2RETLLEVWH | N TCEBEBINTZRBRTH D, AFlOEEIZED, =
REX U U BGIZEDRENABRRBIENA LN, = REX T AZKT S INFaZIZUHETHYA A
VRGBT SN2 O RN S . AHIR INFall k> TN SN AERZAEICHE LSS Z LAVRE

nizE LT3,
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. BALOEE

14, ERALOZFE

IVIULIETER10 mg- 25 mg

14.1 EFFRARBOIE

14.1.1 BREHHEKL L 20o< 0D ERXLTARNICEAT D, NEWZEN. CGRE20DE D ICER
L, @5°NICMEE EOICEILRN T L2 L, WMLIRE S LanZ &, RANTERIC
R A E T, B0 D 10 HFEEORRK 234 %,

14.1. 2 W R0 2 2 & (B, 02 2 TIRMET 2581, 2~8CTRIEL.
6 REFRICINICRE 95 2 & RAF L7 ESHRIE, #5569 156~30 RN ERICE L T 2 &) &

14.2 ERI5ROEE

14. 2.1 SO0 GRLBE, AR, M. JEIR. © 58S PHREINTWHOT, EEEICHEFH
MEEZ D L, RN Z KRS, IG5, EBEEIRD, R < BE) L, mHEFIZE-—5HAL~
DOEEFNIATO/RNZ & FEREALE, AIRIOEFTA D07 e d 3 en B9 2 &, [8.6
]

14.2.2 ZJEmiU&ke & 2 A PMEOH D & 2 A FR IR L TWD & ZA~OERITRET D 2 &,

IVIUILETE2D mg)oo0.5m-50mgsyro1.0nm

14.1 EFFARROIE

14.1.1 $E559 15~30 RANICERICK L TEL 2 &, |RIZRED £ T, AFOENEOX v v 7%
1Y AN

14.1.2 BehHANc, NEMZBRICL VGRS 5 2 &, AR, AROERMKL 28052 ERH 5
D, AR OBEHIZH 72 - TRV, 7o, HREY UIECRRO G561, FHEHA LN
t,

14.2 ERIRESRBFOIE

14.2.1 AANL, 1 [EOFEEED 25mg LT 50mg DEEIZOREESTHZ L,

14.2.2 AFNL, 1 EICREXHERTLIHATHY, FHEH LN &,

14.2. 3 FEFBALSOER GRLBE, AR, M. TR, Z 58S BSHEINTWHOT, EEEICHESHH
NAEEZ DI L, EFHDALZ KRB, MG, EReaEicske, IEF R BE L, EHIRIC [F—E 0~
DEFFNIATO/RNZ & FEREALE, AIRIOEFTRA 207 e s 3 em B9 2 &, [8.6
S

14.2. 4 F2J@miukie & 2 A GO H D & 2 A FR IR LT\ D & ZA~OERITRET 5 2 &,

IVTUIETE2 mgAR20.5m-50mg~_R>1.0m

14.1 EFFANROIE

14.1.1 #5489 15~30 DENZEIRICR LT Z &, FRIZRE S £ Tih, AR emidox v v
EAE Nk,

14.1.2 Be5a0C, NEMZBRICL DGR T2 2 &, AFIL. AROEAKKI 28052 Enb D
D, AR OBEHAIZ BT - TIEREER Y, 7o, BHEEY UIECRRO LNLLGEIE, A LRV
t,

14.2 EFIRESRBFOEE

14.2.1 AANL, 1 BIOBEGEN 25 mg XL 50 ng DEREICOLFEETHZ L,

14.2.2 AFNL, 1 EICREAEHTL2HATHY . FEH LN &,

14.2. 3 FEFHBALSOS GRLBE, AR, M. TR, Z 58S PHEINTNAHOT, EEEICHEFH
MEEZ D L, RN Z KIS, JEE., EhEEIRD, EF R < BE) L, EHIFICE-—HA~
DEEFNIAT O/ Z & FHEFBALIE, BIEIOESHHA 5072 < &b 3em T2 &, [8.65
iy

14.2. 4 J2J@miukie & 2 A PMEOH D & 2 A FR IR L TWD & ZA~OERITRET 5 2 &,
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IVIULILETFTE2D mg )y I7A4XA0.5m-50mg oy 74 XMA10mL

14.1 ZXFRARBOIE

14.1.1 BERHEAIHNTED T 255 15~30 2RNCERICE L TBL Z &, HEAEAZSRICERY iz
BiZxx v T EHNT L,

14.1.2 FEHEAZRIZI Y AT 2ENZ, WEYZ BHIC K VERT 5 2 &, AHIL. BEOE B
FERBODLZENH DN, AFRNOFRGIZH 72> TUIMEZR D, 2B, EREMIIECRRD LR
LD%aIE. EHLZ2NZ &

14.2 ZHIEROIE

14.2.1 RENE, 1 EOFGH-E 25mg XL 50mg DEFIZOAREEE S5 L,

14.2.2 KFNL, 1 EICRBEZEHT2/ATHY . BEHLRWZ &,

14.2. 3 ESHEACAOS GREBE, F8R. &0, MR, Z 99E%) MG SN TWLH DT, BEEHmITIER
WAL EZE X D T & AL A2 KBRS, B, BRIk, EF R BB L, I F-—E
MASORBEFHIITORNT &y FESEAIL, AR OESHBAN D70 &b 3em BET Z &,

[8.6 &MH]
14.2.4 RIENBUR/IRE Z A, EDOH D LA, BFRIIFE L TWD E ZA~DEFIEET S 2
&
<>
IVTUIILVETER 10 mg =25 mg
14.1

< RFNTHFREM L TR 2 RS giAI < H 5,

B EHEAKIL 295K D EARLTARNITEATE b,

cWEWZENNL TR ERNLDICER L, @53 00ClEE KO CHEI LR LRHET 52 &,
ZOBE, WMLLKIEE D LisnZ &,

C SRR IO TS 2 &,

B, WRESSLE A TRET 2561, 2~8CTRIF L, 6 RFRIDINICHER T2 &, RIF LI
Fhg L, #55 156~30 ORNCREICR L TEBL 2 &, (RANIEBIEHNZE TRy, £7-,
HESCHICLIEELBRESIND DT, BMZRITEHSCNERTL2 L) |

14.2 AFNIR THEGRAITH L, o, ERNOBEEY v~FBE LR L LICERRBRICBW T, iE
BN RS N 22 A PE I R 42 660 1t 156 1] (23.6%) (23R B AL, F DOPNFRITTES L ORLEE .
Z O, BIRE CTh o7, BB, TNHITWVWTNORE~TEEC, HEERMS, EIBARIS
IR & TG IEGIIX 205 T2,

W OEGERFEBR OEFHFE R Tl ESRINLSORNE, —IC G545 1 A DINIZ @8EE CRIAE
L. ZTOHORERITR A Uiz, 708, HSELS O AR IX 3~5 Al Th -7z,
HHHRAIEOGIE, BUED E Z ABEFEEF L OBENREO LT, E0 X ) RBFEICRETL20O0%
THIT 5 EIFRETH D, B, FEHEHARICDOIEE A EITAEEZ LB E LRWBER LD ThH
D, WAEZBET L5 b EGTIECHAFETIRERRE Ch Tt S TWns, Zokoi, K
FIBEG WS, ESHEALICALEE, FEaR, &, MR, & 5 FES OGSO & 5 VM SHERAL H i
EENEHEEICRO LN TNEDOT, FRICEEL TR T2 L,

< VESTEROLITORBRES . MEHES, RN LTV D,

JEFRLBEN L, EHRICE L A~O KR TD RN &,

s FTESHEALIL, BIRIOESAL S D7 L 3 en BT 2 & (BRI EFERALICIL, SRR
JERFEBL L TWDA[EEME, HRIC Lo UIBRTHRIL T AL H D, Fo, TEHAI—KED
HEEAE LT, R8I EESN T2 LW ELE DRt H D0, Bz EE LT
Dl b 3emBESELTWD)

cRIEDEER 2L 2 A, EOHD L 2 A, HRUIFEE L TND & ZA~OEFITRET D Z L,
- 27 uA RORFES (BEENEL) BICARZ&ELT 255020%, Ho B2 S 5
HZ L,
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IUTUILETE 26 mg &) 0.5m-50mg > 1.0mk. TUTULILETE 26 mg R
0.5mL-50 mg~R>1.0mL
14. 1
« VEEFERAL DO AR A BT A T80, 559 15~30 DRMCT U v UERIRICE L THELL 2 &,
c ERICR S F T, AR DIEREORX T OX v v S BN SN &,
- BHENC, YV VNONEME BRI E VR T2 2 &,
B, AANTEARA2OT, BEOEAMRK 2805 Z LR 50, BEOEKRR, 1k
BRESO/BENOEAMR FICL DV A7 13 h0nbo B2 bnb, 272 L, HFOERYIIE
BRBEOOLNHLEIE, FEH LN &

14.2.1 KON 14. 2.2 AFNX, 1 ECARIORBEAZFEHT 280 THY, BHEHA LRV EER>Twn
Ho 0D, AFNT L EOHELGEN 25 mg XiE 50 mg DERFIZOLBET A &,

14.2.3 L1V 14.2. 4
VI-11. /A E0EE] =7 LAV TEM 10 mg + 256 mg D 14. 2 OfEFLBR

IVITULETE2 mg Uy I4XALSm-50mg ) vo 74 XA1.0nmL

14.1
 VEEFEAT O AR A BT B 72 60 . BETEASRICE Y A1 A5 15~30 HRTic Yy b (I— RV v
V) ZEEICELTELL 2 L,
cERICR S E T, BAERPGIERNE Y v v S 2SN L
BRI, YU PNONEMEBRIC L VERTHZ L,
B, AANTEARF2OT, BEOEAMK 2805 2 LR H M, BEOHEKRR, 1k
BRESO/REPOEAMR LDV A7 300 tB 2 bhbd, 7272 L, ARy IIE
BRRBOLNLGEIE, HH LW &

14.2.1 OV 14. 2.2 AAFNX, 1 ENCARIO2EAZFHTL28ETHY . FHEH LRV EER>TW
B, O, AENL 1 EOBEEEN 25 mg XL 50 mg DEEFICOLIEESTE T L,

14.2.3 F OV 14. 2. 4
TVI-11. @A EOEE] =7 LVE TEM 10 mg + 256 mg D 14. 2 ORGSR
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12. ZDMDEE
(1) ERERERICEDIER

15.1 EREREAICE D < B

15. 1.1 KA OERFBRIL, ENTIE 52 W (RERBRORGHIH 3~112 o RfE) £ T, Wk
TIE 5 M ETOHMTEBINTEY, Zb O & 2 7= R4 O B 51 O 2 21T
AL LTV,

15.1. 2 LHIGERIRFRBRIC W T, FUEHUARI M L (=21:40) | HT dsDNA HURGEAL R O v 4 Y
EUHURBG AL D3GR DN AKIBE G BE OEIGIT, 7R LT Lz, F2, Y
U< b RO Y v~ FBEEZED T, BMRERBIHLOERIZE D, HAMEREL
— 2 E R — T RN I B DFIB L QL — 7 AR ERE 2 £ 5 Fi7- 70 B PR 2 R B L
TeBENRE SN TS, [8.5, 11.1.7 B/]

15.1.3 #EAMZ BT, ARFIE G- Hh O gtk B2 B3 Tl MREKEZIHADY 7 F 1okt L Ta %)
72 B HIRGEINE AR D ENTELLORENRH D, L LAKIZEE L T\ EE &g
T 5 L&, BERIZATHMRMACOCME L . FURIA 2 FICE LIBE DR o7z, 2 ORKE
BRIIAHATH D, [8.4BM]]

15. 1.4 RFIZBWT, AF MDY v~F L OFFHIZOWT, BohER 22T ST
1,\}0311\0

15.1.5 FMRTH OARFN OB HIZHONWT, BEMITHEL STV,

15.1.6 s CRUMSEME S 2 v 7 DR 141 Bl X512, 77 B AR UIARHK 0. 16, 0.45, 1.5 mg/kg
ZHEIFFIRNEE 532 7 7 B AR RIEE S —HEmaBRn s ni, Zhicks &, KAlo#
HTI3RBOEITEZY T 52 LN TE T, AFIEREGEHCHEOHEIMIEWETRD EHRA LI
7o TEEHMEEHE TH 5 28 HEETRIL, 7T BREET 30% (10/33 1) . AF 0. 15 mg/kg £f
T30% (9/30 %81) . 0.45 mg/kg BET 48% (14/29 1) | 1.5 mg/kg BET53% (26/49 f5]) TH -
7=, (1.1, 1.2.1, 2.1, 8.7, 9.1.1, 11.1.1 &#]

15.1.7 5T 9 o it DA (NVHA OHERE D FET ~1V) Zxt4i e LTz 2 DO 7 7 A% R IE
VB2 —EHE AR M S 23, WIS AEIMERRD bR WnZ L b RElIchiE STz GB
B R o PR EI T E N TN, 12.7T 5 AL 5.7 5 A ThH-o72) . AIORERTIL, AH 25 mg # 2
B (308 f51) S OVAAI 25 mg ¥ 3 [BIFE (308 f51) DWW s, 77 &ARE (309 f5) & iz LT
DAEROEL KOS RBEVMERAIZSH > T2,

5% 24 HWOLAREOESIL, KA 25 mg # 2 [AIFEA 89 #i (29%) . 25 mg i 3 [HIREAS 83 H
(27%) . 7T BAREED 62 ] (20%) Tholz, MBI THENT, AH 25 mg M 2 [AIHEAN 55
B (18%) . 25 mg M 3 [BIFE 61 Bl (20%) . 77 BAREEN 44 (14%) Tholz, 2 FHORER
TiE, 1123 FIASAR] 25 mg i 1 [FIRE, AK 25 mg ¥ 2 [, XIL7 7 B RFELGEHEOWFANTE
VAT ST, DARAERDOELKR O LTIZBWN T, AFIEEGREE 77 RBEOR TEITA LN
75),)7% 23) .

2B, MOHT INF FEIZB W T, DARIEROBCLUIEER, 7T EREEL Y b ERITRD
LN EOWMENDHD X, [2.6, 11.1.12 B8]

15.1.8 KEIZI 1T 5 DMARD MBI Y v~ FEBEFEZXIRE LI EHRERTo 5 FM D2 etERs
WZEBWTC, REIZEG L2783 H0 95, EBIEY o3 iE, FUE, M. Az, SafEs)s 26
B, FEROPELEREN 15 FldE ST\ D, [1.1, 8.8 &[]

15.1.9 BiEE CGERBEREREERC)

AFNPe G- & BRI L O BEME 2 Fd 5 72, EERICEM S S E S N A L — s
FOKET —Z RXR—=ZAnBHEE L PRI E £ 1 IR L, 2o FRIGIEIX, JEGIEO
M, izt & 12 National Cancer Institute SEER (Surveillance, Epidemiology, and End
Results) 7 —#~X—2A (SEER1992~1999 4E ; 2002 4F 4 HRR) 72>OHEE LiofEE Az, T Ok
B ORFIB G RECOIERANER R & bk < EMEEE OB ML, FRIFIER 23. 594 FlZk L 26
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BlITHY, 205 HEMEY COoNBEOBEFEIT, THIFIER 0.914 Flizxt L 5 Bl TH -7z, —H,
7T v RGBT D VR K O U L SIEOBIEGIENT. e TR 0. 259 i,
0.0l0fflicxfLC OBl TH-7m WREAT—%) ., [1.1, 8.8 ]

# 1 EVEEE GEREMAER 2R <) OBIZEBIEN O T RIFIK

77 ARG T UAEGREY
2451 O TR exXtlo FEPE RIS
BB Bl T B Bl Bl
N Bk B (A - 5) B Bk
MY oNJE 41 0 0.010 2855 5 0.914
MY o ELS 41 0 0. 249 2855 21 22. 680
EMEIEE S G 41 0 0. 259 2855 26 23. 594

a) EWRBBITHIOBARBRICKB TSI AR GEEBE LS L,
b) A kMUY — MMEAKIEET,

15.1.10 SEERBERER
AP G- & IR OANELFERBL L OBEMEZ RETT 2720, EBRIZ b ORI S Filkk
EAREM DT —Z BT L= FHBIEAE R 2 IR Lz, 20 FRIGHEIE., JEFImE O,
Flz b EICBRT — 2 N OHEE L2z vz,
IRBBIT — 2%, FERANER L National Cancer Institute SEER 7—#_—R(Z&EN TV
7pUNT= 8, Southeastern Arizona Skin Cancer Registry (Harris et al, 2001) OF—X ZffFH L
72
ZOFER, A G-EE T OB EANER i OB FIEIT, TG 41. 745 Bkt L, 15 61 (B
R ERE A B, BREHAE 1L B)) Thoto, —FH, 7 BEREEGRHICEIT 5 IR AN EE O
BIEHENT, TRIGIE0.573 BlZXf L, 0l CTH-7- UMEAT—%) . [1.1, 8.8 %]

F 2 FEERANE R R OB ORI

7T R 5RE Y T T L EREY
il TN 2F D PRV T
BB wBlgs TR JE BRI g TR
(N - 4) ik Bi%K NS (ks %
B - b R 41 0 0. 107 2618 4 8.221
FE IR 41 0 0. 466 2618 11 33. 524
I BASER EE A7 41 0 0.573 2618 15 41.745

a) RERBBATAIOBRAKRERICK T 27 7 v RkGREEXIR L L,
b) A kbl — MMERGIZE T,

<R >
15. 1. 1 AA|OEKRRAERIT, ENTIX 62 Bl (EURBROFELHM 3 #H~112 @8O FR(E) £ T,

TIX 5 EMFE TOHBTEBEINTND, ZD7H, 2 HOHM A2 AR ORI GHO%
SVEITFEST LT,

15.1.2 [VI-5. EEARJEAMER L ZOHA 8. 5] DIEIZBWT, [ARAIZETehl INF BIEIZBW T,

B HEHEORBENRE SN TS, | & LTWAR, ZHITEE YT DS OB RER RS o
WA FET LTV 5,

F7o, VIS8, EWEH 11.1.7) OBIZIBWT, (5T dsDNA FUiED B L U, BESiR. A, K
FEOIERPRH OO DD, ZOXIRGEIIEL, &G2HLETLHI L, | L LTWDHHR,
ZAUCEEHE T HER () OBEEZFES LTV 5,

HOAERENFER SN D BEN S H O T, AFEGHICH PR L2Ga . B CaE
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TRIBZ RS DEAIER ORIUSADERT L 2 &
Frio, AAlG#ICH dsDNA PURDEEYEE L, BIERE., ARRTE. RO D/ — 7 AR 2 Bt
ﬁéfﬁﬂ%%bht 2iF, wEEFIETDSZ L,

15. 1. 3 M5 CORHREBIEI A B 205 il & x5 & LB BRI\ T AFIBGRE & B 5B IC Y
. MRERESHEIRD 7 F o OBFE 1TV, BT E 4 8% O 5 FEOFUR (9V, 14, 18C, 19F,
23F) ENZEAUKTT D PuURMZ . ELISA 4 W THIE LT,

ZDRER, AFEERE TR, MRERESHHA T 7 F 12k L CTAERI: B Ml ing 2155 2 &
T&E 7, L UARAIFER G/ & el d 2 & | 2RI A TR LMK < L FURii 2 8/ /T 2 fF
I LT BRE OEIGITR0REL o T, ZOBKMERIIAATHS ¥,

ZOXIE, VI F RO RET ARG ORBIIAATH D, — ., AFNTEYEIC
*9 D 5E BN BE RFTZERNH DD T, £V 7 F AT XD RIERO ATREMEII A E T&
RN, T, ARG AT 7 F U ERIIITD RN &,

15. 1. 4 [ENOEREKRRER Cix, AR OB v~FEKE2 O L7580 FIME R O 22T,
AR SRV A GAVAJ AN

15. 1.5 —fRIC, SRIBREA IR T S8 2 540 & IRA o0 & MBI R T E 2T 556, Th b DA
kT RE D, KETREDCOWTTERAH VY . —EORGRITE LTV,
FHRIRICB T DRFOEEIZHOW TR G BE L 725 O1E, SIGE . BE O B L5 D L ) 2
T OWIMEEZEZBNDIN, BAEDEZ A, +07T —ZiFE6N TV,

15.1.6 [VII-2. 22 NA L Z0ME 2. 1) OEE, TWIEOREXIIZDO) A7 2 BT 5B &
LTWAHA, _n_&éﬁé@%%mﬁﬁéﬁmwﬁg%ﬁﬂwaéo
ZoO X o, BUEDBEICAF ZRKE LIZ5E, HEOBEMCHEVIELE RN EF L2 & A®E
éhfmé@f\%mﬁmﬁﬁﬂi%®)17%ﬁﬁéﬁﬁ_i\&Qbﬁw:ko

1517FW2 MOANKR L FOMH 2.6) OWEAE, 9 5MELARLEOBRE ] L LTWAER, i
T D W R R RS B 2 OB E AR LT D,
9om@ur DOBRFELEMNG L LEBRRBROM RN D, AFZEL LIZEFICBWTLALE(L
OEFDRIBEN TN D,
F7o. MOHL INF FIEIZE W T, DARIEROEA RO TR, 77 EREL D bERICRDO LI
L ORENRD D Y,
:@;5r\5om@uT DBRFIZAKEEZG Licht, BEREBLIEL2BZNRHHD T,
IOXIRBEIIIEG LN L,

15.1.8-15. 1. 10
MVII-1. #ENEEZOEB 1.1) KON V-5, EEAREARNES L Z0ME 8.8) DHEER
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(2) FEERIRERERICE D ER

15.2 FEEGERERERICE D < 1B
AH e~ A, Ty MEOTF >HEICKET 2 & PR L & EER2ATEE D03 F860
S, FORBEENE LN, T, DAEMERERITERE STV,

< figEsn >
A~ A, Ty MEOT >wEEICE G T 5 &, BHIRO®R G THRRPUAN HEBL L TRA| DR

FOTEVEDSTER Ly &0 ROV O3 5Tyl i EE O T 28 PRI S AU, 4 7RIREE S S,
DD, WHRAF OS> s OLREMEICET 5 U A7 FHEIA TE 20 RS, o
B ¥R A N2 28 AU SRR K MR RRBRIE LS K 2 BRI S i S AL Tueny,
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IX. FFERPREABRICRE ¥ SRR

1. ZEIEAER

(1) ZFEZFEEHRER
[VI. JEN3EHIZRE 3 2HE | OHEESMR

(2) REMFEHEAER

T Z 3T N O—EEEE & A B 2 IV ORGT L7z,
ZOFER . —AIER KR OFTENCE L CTi. 150mg/kg 2~ 7 ZTR TG L THEEIIED b
ST, TARARR R, LR OB HEREICEA L Tid, 50mg/kg &~ 7 AT T v MIHEE L TH
IR B o te, PR - TEERZHRICEI L ClE, 10 mg/kg Z BREE T - FIZFRARNE 5 L C b T,
D%, RERBIIRM G &, OFER M ORI - FEUEREE I3 L CHRANTER T 2% & B 2 b b 2803
RO HLIIRD o T, 7035, 30 mg/kg Z MERREE T » MIZ, 15 mg/kg & MEFREL Y- A 2 TG L TH,
ME, DR VLB BIIRD LR > T,

(RGRIFER} £ 2005 42 1 1)

(3) ZDithDEEHER
ZOMOFEIEH & LTI, v 7 AMERER. MiRIEHEL e 22 I VEREERIZ W TRE L7z,
HOGEMMEBHAO~ T AETT L THE70T4) By FEZM T Mg AERKT LLX—
PERNAEREZS (EAE EF L) ~ T A HWTZZ Rt NOMEERE LR, =231t b
(200 ug/Ein/H) ® 3 EIOEHEERNZELIC L - T, T HIB A S IMERERIIE £ TO HENA
BIER L, =& 3t 7 M X D 5IEMHIN RS DLz, iR RIETHE8E LT, B b
IEFIMEIC L5 e Y PRMEROBEMICIETHEBICOWTHRF LR, =43t 7 b (15 KO
30 pg/ml) X, B MEFIMIFIZE DY VRMERDIFEMICHELZ KIFZ oo Te, =X FNET M
0.01, 0.1 O 1 mg/mL OEFETE FRNMLICKIT D AX I VilFEHER 2 RS2 ho 7z,
KGREFZ Rl : 2005 4F 1 A)

2. HMHER
(1) BHERESMHHER
EuLZ) Pe G WS DB R (mg/kg)

BT >2,000

<~ A (HERE) s =00
BT >2.000

- "

Z v~ (ERE) s =00

THEFNET FORTELGTEZ T ARTT v b 2,000 ng/kg T B FEIEB)Okd R E B K78 43 7
HAv, FRRINEE G- Tl 250 mg/kg CHEBNAHH, 500 mg/kg LA LD~ 7 ARUNT v b TIEE OAMIFFR
WHEEER A BT, 7B, T O—BRBO AT THR G TiE 4 FFFLIA, #IRE G- TI L Iy
MLANIC A TIHAR LT,
T > WO TR G1Z K 2 Bia & G- EalBR I3 50 L TWhiaunas, v (MERE) o 3 B MFIRIN I
HagrEabR (0. 1.5, 15mg/kg/H FIRAY) TiX, =X 3t 7 MCBEET 28 5037233780 6
AL RHURBGIER] & 22 o T,

(EFRRFEEEL : 2005 4F 1 A)
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(2) REHRSEMAR

B, R N R
0 1 5 IR B hRibik | R Z ot
BBk cRLE S
" 2 MR B N5 0, 15 B A5 15 7y MNE OB
(2 [a]/38 X 2 3E ) mg/kg/[Fl] L (mg/kg/[0]) | [R5 % HERS.
b L,
| M| 4BEMMRETES |0, 1, 5, 15 15
AR AL
i | Cmmmxamp | mexem | OB Rz L
Ju | M| 20 HEREE TS | 00 0.2, 2 2
4 f51/12 LML L,
i (2 JEREE) mg/kg/ H PAZE 1 ke 1) BRI L
i 2?2%?‘??522?@? O L6 151 o e o BLTHMLO
VA B ~ _ iéé %
i (4 ) mg/kg/[A] (mg/kg/[H]) Ay,

*NEEOFEBSHEIIN (B 5B | BCFMRRO I ERER S V) o/ ERRESEE SN ST DR DGED 5

nic,

Foro 2 BWREXE FTRGERBRTIE, =2 3t 7 MG L D BEE R OHUR - FRFuRI3EEo

Lotz

4 WM RE THRERBRTIE, =& 387 ML D HHEERLIERO oo ey, gLk
23 1 mg/kg/FIEET 6 il 1 BIZERD B v,
20 HRERE FEGHRBRTCIE, =2 3t MEGIZ X 2 BEERIEEE O Do oy, fndt
K23 0.2 mg/kg/ HEET 6 I 1 5l & | 2 mg/kg/ HEET 6 Bl 3 DG 4 FIIZFRD Bz,

26 MK FEGHRBR T, =2 30t 7 NG K D G0 O IEE O R BUAHEE 23 £ 5 & 10K
17 L CHIIN U, TR B AR AR A CII B B D B T ARRR D AFERER B OV Y o /S ERIZE O BEEE BN S 1%

FEREHITRANGE D BT,

(3) EfeEHAER

GEERIFE Rl : 2006 4E 1 H)

M 2 IO TR SRERRBR, ~ U A ) 7+ —<iflilaz V7 28R A RRE, & b Y o kE
Wz YRR R K O~ 7 2T B2 O T /AIMERRBRIC B W T, =2 xbt 7 MIREREZ R S 7

MmoT,

(4) MARMEEER

(KFRMFE Rl - 2005451 A)

THFNET N~ TR, Ty NMEOT >HEBEICHEGT 5 & FRIGURE ML & 3B ATEE O
BEDLN., +ORBEBEDNELONLR, 2O, BAFHERBRITIEM L TV,
GEERIFE Rl : 2006 4E 1 H)
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(5) AEFESMHAR

TS
~ = ﬁi‘iﬂ
i ) 15 5 IR B AL Hf
(mg/kg/A) (mg/kg/H) -
Ew | w7
_ IR 6~20 A, BEHE T, RGP
R - e 3 > . 3,10,
IR« BB VER A Z v bk VEHR 21 Ffies] 0. 3. 10, 30 30 30 .y
%%Eﬁ&wﬂjé = N Ve H. |
BAWIEAEL T | 7> b @%Eigliifﬁ 0. 3, 10, 30 | 30 30 %ﬁ@
W RHARERE i
IR 6~18 H. HEER T
S . O TH XK >
I - IR IRFE A AUAES YEHR 20 F AR 0. 4. 13, 40 10 40 3 Hil/12 %

7 v hORBRIZIBNT, IR GERD BAEREARS) | HEK NHER B ONEIc =2 12 vE 7 K
BHICEAEETALNT, B - BIEEOCHAERFEELED o7z,
U FORBRIZEBNTH, BEMIC X 3T MEGIZL AT, B REFEELED LR
TpinoT-,

KFREFZ Rl : 200541 A)

(6) BATRIAEEAER

THFNET N OBERE G TG TH Y | RFTRBRIE ORIV 0 R 53R
BT B GHBAL O RN AL A A ATHE & HIRT L. N7 U 72 R AT e R BRI S L 7 o 7
YL 0> 26 SIS BERBIC I T, IR Z 80 T 2 GBS BT B 5L O IR OV RAE
HEZALR A DI, =2 3T DGRBS T BTG (EHBE T) IEJSE O FE BRI
I B OB BG4 1 D i 7 H e SAEMEZAL O BAEE B IN  ORREEH IR NGR 0 H Tz, Zih
DIAL OB K OF2 BEHE TR O FE A1 5 Tiran s, hzEid7e <. 4 B o FEEIIFIC X
DS R T B b DO Th Tz, ZOMOH L OFEMRBR Tl MR GITEIKN T 5 850 Z%
{EIEER D AL 2 72,

CRGRIRFERL © 2005 4F 1 )

() ZothotEkEH
et (HURME)
MEPED IR~ D A T RO X2 HW, =& 3t NOFURFEAERE BT 2 BRI T,
i 2 [l 5 OMK TR GRBRE I Lz, PR, ~7AKROT v b T 2~3 B, v
XCIT 2 M T EOBMNEE L 25T,
R T » MBI AR ARERE GElil L) Tk, 12 BT 15 B E#ELG-ORIE TH I
RIZRD ST, IEIR X GEfiEE) Tl 15 HE®YS IEReER%) Cc1246/f 54, 13 H
MG (KRB T 12 fild 3 FIZBWTHRFURD G & 72 0 | REY) CIIFEMIEEY) &tk
L CHRITENEA S IZS WD ERR ST,
YLD 2 AR TG CiE, RRbuiAIE, 4 BB K TG CilBR 26 H o 1 filic
26 FMM K E T GRBRCIIS 5 B LR 18 12 B 1~3 B b2 T, thodhiy
T & Peie U TP oo HERBE RS 1R S . SO Tt L 22 5 £ TICE WS Z 5 L=,
PbEXY, =& x0t7 N OEBREMICI T 5 0E ML, ROV L L0 b IEEIRIT - thE
TEBWHD EE X bV, 7, PUREAIIRERGZO MG HEMIREOIRT & ROMEER & 5
HOLEEZ LIV, PRITUEDOA BT U igE F3EMREIRT & —B L,
GEGRIFEEL : 2005451 H)
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X. EEMFHEICAYT SEEB

1. HHIR5S
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KETF SCEON (2024 49 A)

=44 KIH
ot 44 Enbrel
72 o0 Amgen
TRFAEH B 1998411 H 2 H
-Injection: 25 mg/0.5 mL and 50 mg/mL clear, colorless solution in a single—dose
prefilled syringe
‘Injection: 50 mg/mL clear, colorless solution in a single—dose prefilled SureClick
B - o auFoin?ector ' ' . .
-Injection: 25 mg/0.5 mL clear, colorless solution in a single—dose vial
-For Injection: 25 mg lyophilized powder in a multiple-dose vial for reconstitution
‘Injection: 50 mg/mL clear, colorless solution in Enbrel Mini single—dose prefilled
cartridge for use with the AutoTouch reusable autoinjector only
1.1 Rheumatoid Arthritis
Enbrel is indicated for reducing signs and symptoms, inducing major clinical response
inhibiting the progression of structural damage, and improving physical function in
patients with moderately to severely active rheumatoid arthritis (RA). Enbrel can be
initiated in combination with methotrexate (MTX) or used alone
1.2 Polyarticular Juvenile Idiopathic Arthritis
Enbrel is indicated for reducing signs and symptoms of moderately to severely active
polyarticular juvenile idiopathic arthritis (pJIA) in patients 2 years of age and older
1.3 Psoriatic Arthritis
Enbrel is indicated for reducing signs and symptoms, inhibiting the progression of
T8 S E structural damage of active arthritis, and improving physical function in adult patients
with psoriatic arthritis (PsA). Enbrel can be used with or without methotrexate.
1.4 Ankylosing Spondylitis
Enbrel is indicated for reducing signs and symptoms in patients with active ankylosing
spondylitis (AS).
1.5 Plaque Psoriasis
Enbrel is indicated for the treatment of patients 4 years or older with chronic moderate
to severe plaque psoriasis (PsO) who are candidates for systemic therapy or phototherapy
1.6 Juvenile Psoriatic Arthritis
Enbrel is indicated for the treatment of active juvenile psoriatic arthritis (JPsA) in
pediatric patients 2 years of age and older
2.1 Testing and Procedures Prior to Treatment Initiation
Perform the following evaluations and procedures prior to initiating treatment with
Enbrel:
‘Prior to initiating Enbrel and periodically during therapy, evaluate patients for
active tuberculosis and test for latent infection.
-Complete all age—appropriate vaccinations as recommended by current immunization
guidelines prior to initiating treatment with Enbrel.
2.2 Important Administration Instructions
Administration of one 50 mg Enbrel single-dose prefilled syringe, one single—dose
prefilled Enbrel SureClick autoinjector, or one Enbrel Mini single—-dose prefilled
; . cartridge (for use with the AutoTouch reusable autoinjector only), provides a dose
fﬁﬁﬁéziﬁ equivalent to two 25 mg Enbrel single—dose prefilled syringes, two 25 mg single—dose
=

vials, or two multiple—dose vials of lyophilized Enbrel, when multiple—dose vials are
reconstituted and administered as recommended

2.3 Recommended Dosage in Adult Patients with Rheumatoid Arthritis, Ankylosing
Spondylitis, Psoriatic Arthritis, and Plaque Psoriasis

Enbrel is administered by subcutaneous injection (Table 1)

Table 1. Recommended Dosage for Adult Patients with RA, AS, PsA and PsO

Patient Population Recommended Dosage

Adult RA, AS, and PsA 50 mg weekly

Adult PsO Starting Dose: 50 mg twice weekly for 3 months
Maintenance Dose: 50 mg once weekly
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See the Enbrel (etanercept) “Instructions for Use” insert for detailed information on
injection site selection and dose administration.
Adult Rheumatoid Arthritis, Ankylosing Spondylitis, and Psoriatic Arthritis Patients

Methotrexate, glucocorticoids, salicylates, nonsteroidal anti-inflammatory drugs
(NSAIDs), or analgesics may be continued during treatment with Enbrel.

Based on a study of 50 mg Enbrel twice weekly in patients with RA that suggested higher
incidence of adverse reactions but similar American College of Rheumatology (ACR)
response rates, doses higher than 50 mg per week are not recommended

Adult Plaque Psoriasis Patients

In addition to the 50 mg twice weekly recommended starting dose, starting doses of 25
mg or 50 mg per week were shown to be efficacious. The proportion of responders was
related to Enbrel dosage.
2.4 Recommended Dosage for Pediatric Patients with Polyarticular Juvenile Idiopathic
Arthritis, Plague Psoriasis, and Juvenile Psoriatic Arthritis
The recommended weight-based dosage for pediatric patients 1is administered by
subcutaneous injection (Table 2).

Table 2. Recommended Dosage for Pediatric Patients with pJIA, PsO and JPsA

Body Weight Recommended Dosage
63 kg (138 pounds) or more 50 mg weekly
Less than 63 kg (138 pounds) 0.8 mg/kg weekly

To achieve pediatric doses other than 25 mg or 50 mg, use Enbrel solution in a single—
dose vial or reconstituted lyophilized powder in a multiple—dose vial.

Dosages of Enbrel higher than those described in Table 2 have not been studied in
pediatric patients

In pJIA patients, glucocorticoids, NSAIDs, or analgesics may be continued during
treatment with Enbrel.
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BRIN AT SCEOES (2025 45 H)

EE4 PRI
R5E44 Enbrel
fR5EIT Pfizer Europe MA EEIG
KA B 200042 A 3 H

Enbrel 25 mg solution for injection in pre—filled pen

Each pre—-filled pen contains 25 mg of etanercept.
Enbrel 50 mg solution for injection in pre—filled pen

Each pre—filled pen contains 50 mg of etanercept.
Enbrel 10 mg powder and solvent for solution for injection for paediatric use

A . G5 Each vial contains 10 mg of etanercept. When reconstituted, the solution contains 10
mg/ml of etanercept.
Enbrel 25 mg solution for injection in dose—dispenser cartridge
Each dose—-dispenser cartridge contains 25 mg of etanercept
Enbrel 50 mg solution for injection in dose—dispenser cartridge
Each dose—-dispenser cartridge contains 50 mg of etanercept
Rheumatoid arthritis
Enbrel in combination with methotrexate is indicated for the treatment of moderate to
severe active rheumatoid arthritis in adults when the response to disease—modifying
antirheumatic drugs, including methotrexate (unless contraindicated), has been
inadequate
Enbrel can be given as monotherapy in case of intolerance to methotrexate or when
continued treatment with methotrexate is inappropriate
Enbrel is also indicated in the treatment of severe, active and progressive rheumatoid
arthritis in adults not previously treated with methotrexate.
Enbrel, alone or in combination with methotrexate, has been shown to reduce the rate of
progression of joint damage as measured by X-ray and to improve physical function.
Juvenile idiopathic arthritis
Treatment of polyarthritis (rheumatoid factor positive or negative) and extended
oligoarthritis in children and adolescents from the age of 2 years who have had an
inadequate response to, or who have proved intolerant of, methotrexate
Treatment of psoriatic arthritis in adolescents from the age of 12 years who have had
an inadequate response to, or who have proved intolerant of, methotrexate
Treatment of enthesitis-related arthritis in adolescents from the age of 12 years who
have had an inadequate response to, or who have proved intolerant of, conventional
therapy.

T JJiE Psoriatic arthritis
yasy Treatment of active and progressive psoriatic arthritis in adults when the response to
A previous disease—modifying antirheumatic drug therapy has been inadequate. Enbrel has

been shown to improve physical function in patients with psoriatic arthritis, and to
reduce the rate of progression of peripheral joint damage as measured by X-ray in
patients with polyarticular symmetrical subtypes of the disease

Axial spondyloarthritis

Ankylosing spondylitis (AS)

Treatment of adults with severe active ankylosing spondylitis who have had an inadequate
response to conventional therapy.

Non-radiographic axial spondyloarthritis

Treatment of adults with severe non-radiographic axial spondyloarthritis with objective
signs of inflammation as indicated by elevated C-reactive protein (CRP) and/or magnetic
resonance imaging (MRI) evidence, who have had an inadequate response to nonsteroidal
anti—inflammatory drugs (NSAIDs).

Plaque psoriasis

Treatment of adults with moderate to severe plaque psoriasis who failed to respond to
or who have a contraindication to, or are intolerant to other systemic therapy, including
ciclosporin, methotrexate or psoralen and ultraviolet—-A light (PUVA).

Paediatric plaque psoriasis

Treatment of chronic severe plaque psoriasis in children and adolescents from the age
of 6 years who are inadequately controlled by, or are intolerant to, other systemic
therapies or phototherapies.
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Enbrel treatment should be initiated and supervised by specialist physicians experienced
in the diagnosis and treatment of rheumatoid arthritis, juvenile idiopathic arthritis
psoriatic arthritis, ankylosing spondylitis, non-radiographic axial spondyloarthritis
plaque psoriasis or paediatric plaque psoriasis. Patients treated with Enbrel should be
given the Patient Card

Enbrel is available in strengths of 10, 25 and 50 mg.

Posology

Rheumatoid arthritis

25 mg Enbrel administered twice weekly is the recommended dose. Alternatively, 50 mg
administered once weekly has been shown to be safe and effective

Psoriatic arthritis, ankylosing spondylitis and non-radiographic axial
spondyloarthritis

F 0% OV B The recommended dose is 25 mg Enbrel administered twice weekly, or 50 mg administered
once weekly

For all of the above indications, available data suggest that a clinical response is
usually achieved within 12 weeks of treatment. Continued therapy should be carefully
reconsidered in a patient not responding within this time period

Plague psoriasis

The recommended dose of Enbrel is 25 mg administered twice weekly or 50 mg administered
once weekly. Alternatively, 50 mg given twice weekly may be used for up to 12 weeks
followed, if necessary, by a dose of 25 mg twice weekly or 50 mg once weekly. Treatment
with Enbrel should continue until remission is achieved, for up to 24 weeks. Continuous
therapy beyond 24 weeks may be appropriate for some adult patients (see section 5.1)
Treatment should be discontinued in patients who show no response after 12 weeks. If
re—treatment with Enbrel is indicated, the same guidance on treatment duration should

be followed. The dose should be 25 mg twice weekly or 50 mg once weekly.
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Pregnancy

Risk Summary

Available studies with use of etanercept during pregnancy do not reliably support
an association between etanercept and major birth defects. Clinical data are
available from the Organization of Teratology Information Specialists (OTIS) Enbrel
Pregnancy Registry in women with rheumatic diseases or psoriasis and a Scandinavian
study in pregnant women with chronic inflammatory disease. Both the OTIS Registry
and the Scandinavian study showed the proportion of liveborn infants with major
birth defects was higher for women exposed to etanercept compared to diseased
etanercept unexposed women. However, the lack of pattern of major birth defects
is reassuring and differences between exposure groups (e.g. disease severity) may
have impacted the occurrence of birth defects.

Reports of etanercept use during the third trimester of pregnhancy demonstrated
that placental transfer of etanercept was low in infants at birth (see Data).
There are risks to the mother and fetus associated with active rheumatoid
arthritis. The theoretical risks of administration of live or live—attenuated
vaccines to the infants exposed in utero to Enbrel should be weighed against the
benefits of vaccinations

In animal reproduction studies with pregnant rats and rabbits, no fetal harm or
malformations were observed with subcutaneous administration of etanercept during
the period of organogenesis at doses that achieved systemic exposures 48 to 58
times the exposure in patients treated with 50 mg Enbrel once weekly

All pregnancies have a background risk of birth defect, loss, or other adverse
outcomes. The estimated background risk of major birth defects and miscarriage for
the indicated populations is unknown. In the United States, about 2-4% of liveborn
babies have a major birth defect and about 15-20% of pregnancies end in miscarriage

regardless of drug exposure

Clinical Considerations

Disease—Associated Maternal and/or Embryo/Fetal Risk

Published data suggest that the risk of adverse pregnancy outcomes in women with
rheumatoid arthritis is correlated with maternal disease activity and that active
disease increases the risk of adverse pregnancy outcomes, including fetal loss,
preterm delivery (before 37 weeks of gestation), low birth weight (less than 2500
g) and small for gestational age birth

Fetal/Neonatal Adverse Reactions

The risk of fetal/neonatal adverse reactions with in utero exposure to Enbrel is
unknown. Risks and benefits should be considered prior to administering live or
live—attenuated vaccines to infants exposed to Enbrel 7n utero.

Data

Human Data

A prospective cohort pregnancy registry conducted by OTIS in the US and Canada
between 2000 and 2012 compared the risk of major birth defects in liveborn infants
of women with rheumatic diseases or psoriasis exposed to etanercept in the first
trimester. The proportion of major birth defects among liveborn infants in the
etanercept—exposed (N=319) and diseased etanercept unexposed cohorts (N=144) was
9.4% and 3.5%, respectively. The findings showed no statistically significant
increased risk of minor birth defects and no pattern of major or minor birth
defects.

A Scandinavian study compared the risk of major birth defects in liveborn infants
of women with chronic inflammatory disease (CID) exposed to TNF-inhibitors during
early pregnancy. Women were identified from the Danish (2004-2012) and Swedish
(2006-2012) population based health registers. The proportion of major birth
defects among liveborn infants in the etanercept—exposed (N=344) and CID etanercept
unexposed cohorts (N=21,549) was 7.0% and 4. 7%, respectively

Overall, while both the OTIS Registry and Scandinavian study show a higher
proportion of major birth defects in etanercept—exposed patients compared to
diseased etanercept unexposed patients, the lack of pattern of birth defects is
reassuring and differences between exposure groups (e.g. disease severity) may
have impacted the occurrence of birth defects.

Reports from the literature showed that cord blood levels of etanercept at
delivery, in infants born to women administered etanercept during pregnancy, varied
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from undetectable to 32% of the maternal serum level. In a cohort study of 30
pregnant women with RA, 29 were treated with etanercept until 30 weeks of gestation
and 1 was treated until 36 weeks of gestation. Etanercept was not detected in the
cord blood sample from any infant at delivery. In three published case reports,
etanercept was detected in cord blood at levels of 3.3, 3.6, and 7.4% of the
maternal concentration, when etanercept was administered at 50 mg every 7-12 days
in pregnancy until 4 days prior to delivery, 25 mg twice weekly until 36 weeks of
gestation, and 25 mg subcutaneous every week through the third trimester
respectively. There was one post—-marketing safety report of a pregnant woman who
received etanercept 25 mg once to twice weekly throughout pregnancy, and etanercept
was detected in cord blood at 32% of the maternal concentration

Animal Data

In embryofetal development studies with etanercept administered during the period
of organogenesis to pregnant rats from gestation day (GD) 6 through 20 or pregnant
rabbits from GD 6 through 18, there was no evidence of fetal malformations or
embryotoxicity in rats or rabbits at respective doses that achieved systemic
exposures 48 to 58 times the exposure in patients treated with 50 mg Enbrel once
weekly (on an AUC basis with maternal subcutaneous doses up to 30 mg/kg/day in
rats and 40 mg/kg/day in rabbits). In a peri-and post-natal development study with
pregnant rats that received etanercept during organogenesis and the later
gestational period from GD 6 through 21, development of pups through post-natal
day 4 was unaffected at doses that achieved exposures 48 times the exposure in
patients treated with 50 mg Enbrel once weekly (on an AUC basis with maternal
subcutaneous doses up to 30 mg/kg/day).

Lactation

Risk Summary

Data from published literature show that etanercept is present in low levels in
human milk but is not detected in the plasma of breastfed infants (see Data).
There are no data on the effects of etanercept on milk production. There have been
no consistent reports of adverse events in breastfed infants over decades of use.
The developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for Enbrel and any potential adverse effects on
the breastfed child from the drug or from the underlying maternal condition

Data

In three case reports, etanercept was detected in breast milk at levels ranging
from <2 to 7.5 ng/mL after lactating women had received doses of etanercept of 25
mg weekly or twice weekly. Although etanercept was detected in breast milk in

these cases, etanercept was not detected in the serum of the breastfed infants

F—ARNZUTD
A
(Prescribing
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pregnancy
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D : Drugs which have caused, are suspected to have caused or may be expected to
cause, an increased incidence of human fetal malformations or irreversible
damage. These drugs may also have adverse pharmacological effects
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(2024 9 H) Polyarticular Juvenile Idiopathic Arthritis
The safety and effectiveness of Enbrel have been established in pediatric patients
2 years of age and older with pJIA
Enbrel has been studied in 69 children with moderately to severely active
polyarticular JIA 2 to 17 years of age.

The safety and effectiveness of Enbrel in pediatric patients less than 2 years of
age with pJIA have not been established

Juvenile Psoriatic Arthritis

The safety and effectiveness of Enbrel have been established in pediatric patients
2 years to 17 years old with JPsA. Use of Enbrel in JPsA is supported by evidence
from adequate and well controlled studies of Enbrel in adults with PsA;
pharmacokinetic data from adult patients with PsA, RA, and PsO; and pharmacokinetic
data from pediatric patients with active JIA and PsO. Safety of Enbrel in JPsA is
supported by a clinical study in 69 pediatric patients with moderately to severely
active JIA aged 2 to 17 years; a clinical study in 211 pediatric patients with
moderate to severe PsO aged 4 to 17 years; and an open—label extension study in 182
pediatric patients with moderate to severe PsO aged 4 to 17 years.

The observed pre—dose (trough) concentrations are generally comparable between
adults with RA and PsA and pediatric patients with active JIA, as well as adults
with PsO and pediatric patients with PsO. The PK exposure is expected to be
comparable between adults with PsA and pediatric patients with JPsA.

The safety and effectiveness in pediatric patients below the age of 2 years have
not been established in JPsA.

Plaque Psoriasis

The safety and effectiveness of Enbrel for plaque psoriasis have been established
in pediatric patients 4 years of age and older. Enbrel has been studied in 211
pediatric patients with moderate to severe PsO aged 4 to 17 years.

The safety and effectiveness of Enbrel in pediatric patients below the age of 4
years with PsO have not been established

Malignancies in Pediatric Patients
Malignancies, some fatal, have been reported among children, adolescents, and

young adults who received treatment with TNF-blocking agents (initiation of therapy

at < 18 years of age), including Enbrel.
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4.2 Posology and method of administration
Special populations

Paediatric population

The safety and efficacy of Enbrel in children aged less than 2 years has not been
established

No data are available.

Juvenile Idiopathic arthritis

The recommended dose is 0.4 mg/kg (up to a maximum of 25 mg per dose), given twice
weekly as a subcutaneous injection with an interval of 3-4 days between doses or
0.8 mg/kg (up to a maximum of 50 mg per dose) given once weekly. Discontinuation
of treatment should be considered in patients who show no response after 4 months

The 10 mg vial strength may be more appropriate for administration to children
with JIA below the weight of 25 kg

No formal clinical trials have been conducted in children aged 2 to 3 vyears.
However, limited safety data from a patient registry suggest that the safety
profile in children from 2 to 3 years of age is similar to that seen in adults
and children aged 4 years and older, when dosed every week with 0.8 mg/kg
subcutaneously

There is generally no applicable use of Enbrel in children aged below 2 years in
the indication juvenile idiopathic arthritis.

Paediatric plaque psoriasis (age 6 years and above)

The recommended dose is 0.8 mg/kg (up to a maximum of 50 mg per dose) once weekly
for up to 24 weeks. Treatment should be discontinued in patients who show no
response after 12 weeks

If re—treatment with Enbrel is indicated, the above guidance on treatment duration
should be followed. The dose should be 0.8 mg/kg (up to a maximum of 50 mg per
dose) once weekly

There is generally no applicable use of Enbrel in children aged below 6 years in
the indication plaque psoriasis

4.4 Special warnings and precautions for use

Paediatric population

Vaccinations

It is recommended that paediatric patients, if possible, be brought up to date
with all immunisations in agreement with current immunisation guidelines prior to

initiating Enbrel therapy.
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