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FUBRIEE - PRIR, FEFERRBR, pH, MUERABR, ¥R, RBIE. Ky, TR MR REMEEDT,
RESVERORL -7, BEARBRT, ERE, AWiENE (8 @ Wil i)

7. BRERVERRORER"Y
1) AL

VI. 11. @H ForEE)] oEsR

2) Btk DL EN

A 17 50 " 17 ¥ PRAFHIR OB
S K CH#E (10mg/mL) . 25+£2°C 20mL HiFE N
AFRATE K TR (10mg/mL) . 25+2°C | AT T A4 T )L LN

RGO | TES K TR (10mg/mL) |

Rt | EMAACHR (ng/o), 520 | oo M0 RS
FEHH K CH AR (10mg/mL) | b Py
AR TAR (0. 4mg/mL) . 25+2°C ’

PRBRIEH - IR, MERRRUBR, pH, MUEERRER, ERILE, EMIEN

8. ¥ DEALZIL MBLEWELL)
AR L

9. AHH
ARV

10. &3 - 8%
(1) FEAVRELER 8%, NENRKKRLEE - AEICHT 51%EH
a7 TS, I URE 2 A0 OLEIIC s 2 REICEAT A Z L,




Iv. 8HNZR4 5 HA

2) A%

100mg X 1 /NA T )

Q) FHEE
YR L
4) BBEOHE
ATV AR TABRT T A
SN LT F
ER e TN IFY S
A%t : RRFE
1. FEBEHINIEHE
[XTI.2. ZOMOBEHEEE OESMH
12. Z0Ofh

oL



V. aRICBId SIEH

1. BHREXIEHR

BEAABIR CRIRA A5 70 TR
O Bt v~F (B EREON L2 &5Tr)
O N—=F = v MiElZ K 2 ERIEREES & 9 IRk
O =piveeche, PIEVEMCRE, BRAVERCRE, FORPIERLBOE
O SRIELPEFFHER

O WOWFTNNORIEZ R 7 17— ORI M OHERRIE (BEFEIGR CHRA T2 568 12 IRD)
TN b BEOTEENINC &5 D B
SMEEATDEHE

O HEED b BIE DRBIERGR O BEFEHR CHORAN T3R5 EIZIRD)

< it >
BV v~ W, \EBEREBE, 7e— 2l X—F = v MEICE D EIEEMES E S LK)
FREPEFHER OWVTHOEBIZEB WO T HIREIERIC INFa NG L TWA EEZ DN TEY . AANTLERR,
FEFRRBRICEB T, INFa G2 Mz 2K BERN INFo AEAI CTHDH LI F— R LEESTHDH Z &N
R I Tz, BICHEERBRIZBOWCHLHEES Y v~F T 28R LI —RULCRASETHLZ L%
HIWr L7,
UL EORERZ IS, AFIOBREITZNEL LT, LI/ — R OFEEHRISKT LIEBRERE L,

2. MEXEIHRICEETHIE

5. MEEXIXRICEET SERALDOEE

<BEFYI<TF>

5.1 i EOIREIZEBNT, FEAT A REFLRIEHR K OO~ F 3K (ANRL3 — MUK 25 Te) F2 XD
WYIZRIRERET > T RIS R T2 b0 2B HRAE IR 3 % 55 5T 5517528, Fo, ARML-F—MUAl
WA ERAETDHZEDVAT -~ T o Ml LTz TR 3228,

<AR—F v MRICEIHAMRESE SEX>
5.2 IBEDIBFEIZEB T, oYL (S 7n AR AR OB G F 21T Ch  JRARISE R 35507
BERIEIR DDA NCARRN OF 5 21THZ L,

<wE>
5.3 MEDIBIRICIH T, BEFOEGIRIE FRIMIRIEL & 1) FOMYBIRE1T>Th, BB BMEREED
10% LA BITAHET D56 bLIZEHATED B2 | BIFHER SUIREZ A T 05 B IR OR G217 L,

<BEMEFHR>
5.4 W EDIBFITINT, LD IEDFRTE GERT vA FIEFUIIEH] %) B OB E)RIGH 21T > Th, REITER T2
B DR BEARIER R 5 B AR DR G21THT &

<Ha—vFE>

5.5 BEDIBERICB T, BB E, thoIypRE (5-7 I/ VF LB 2T a8, THF 47V AL) %0
W R AT ChH, ERICER T2HOLRERKIERNEIGEIIAFOR G 21T L,
0k BRI GIXER T T RRA R LN BITO 28,

10



V. BEICET 5 A

<BEEXE %>

5.6 HEEDOIRIRICBW T, oYL (5-7 L/ VF VEERA], AT aAR, 7Y F 47V A%) SO iRk
EAToTh, AR R 32D RIER B IR DG B AR OB 5421728, TARMER ) RITHER ST
VRN | BERE AR I AR AN ORI 5- D B A RFTL . thOIGIIE~DOURZ 2 Z T 528,

<SR >
[HEES TR ) OHIZE N T, [BEFRRE CRORA TR TRkE BR) | WV IRENDH Y,
ZNO & XYM D720 BRI LTz,

3. AERUVAE
(1) RERUVHAEOMES

<@ F>
WE, A7V Xo~T (BEarHEfEz) [For70Fo<T7#F2] L LT, KE kg %4729 3mg &
LEOFGEE UnEET 5, MEEG%, 28, 6 kb L, Lk 8 B OMR TR EE21T5 2
Lo B 6 MOEELIG, SRR XATEE DTS L7255 101E, B b B B8 -1 0 B
WHRETH D, ZNEOERGEOHEECR GO EMEITEMEAIZIT), 1 BIOKRE kg Y720 0fhHE
O ERRIZ, 8 M ORMIR THIIX 10mg, HHGHRELZEM LI-GA ThiLiLéng & 95, £/, KED
BEMEIT 4B ET D, AFNZ, A b MLV — MUANZ L DIEFICHA L THWD Z &,

<R—Fzvy MRICKHHAMEESRE SEX>
Wi, A7 VX o~T (BETHEEZ) (o7 UFo~7%pi2] L LT, KE lkg 4729 bng %
LRl &L LAalimET 5, fafkbg, 28, 6@icfkb L, L sHMOMBTHREGE2ITY 2 &,

<BZfE>
Wi, A7V Fo~7 (BaFHfRz) (o7 VX ~7#%k2] & LT, KH lkg 24729 5mg %
LEOFGRE LAliFET 5, PE&EG%, 28, 6 BIc&RE L, Uk SHEBOMRTEREGEITH Z &,
mE, 6 EOBE L%, SRR SUIBENPET Lo HAI1ciE, B 5 B o085 M o 48iE 23
AEETHD, INLOHELGEOHEESCR S MM OEMEIZEF OREIZS U TERNIZITY, 1HO
RE kg K720 o580 ERIX, 8 EMOMRTHIVX 10mg, #&5-ME%Z EHE L7285 Thiid 6mg
LT 5, Flo. mEORGHRIX 48K LT 5,

<HBEMHEHK>
Wi, A7V Fo~7 (BaHfRz) (o7 U xo~7#%k2] & LT, (KH kg 24729 5mg %
LEOEGEE UAEiET 5, FIERG%, 28, 6 @Ic&E L, L 6~8 M OMRE TR G 2175 Z &,

<yo—vE>
W, A7 VXU~ T (BEETHEEZ) (o7 UFo~7%pi2] L LT, KE lkg 4729 bng %
L ElofbEE Uity 5, #lEb%, 28, 6 Hicikb L, U#% 8 MM OMRE TRE%21T5 2 &,
¥, 6 OB LML, SENET LI A I, RO E TR GRIROEMENETH D,
BEEEZHEETHILAIL, KE lkgX72y I0mgx 1 BORRGELTEHIENTES, H5MHEZ
B D5 A T, (RE kg 24720 Smg & 1 BIOFGEL L, KE4BABOMBTES TN TED,

<EEHEXBx>
Wi, A7V Fo~7 (BaHfz) (o7 VX ~7#%k2] & LT, KH kg 24729 5mg %
L Elofb&EE Uity 5, #lEb%, 28, 6 Bicikb L, U#% 8 HMOME TRE%21T5 2 &,

11



V. BRICEd 5 HAE

(2) RERUVAERORERR - Rl
e ERRME, BEEhRE, FERREM O EGABRIC W T, KB L EBIT A FEFELTHD LI — R X
A% THLZLAmrENTZ, £, B v~FRECBT DHKRBROFRLY . AHlE LI 7r— K7
DAEPMEDRFEE /RS, BEMIZOWTYH, LI T — N LARFOLZEET 17 7 A MITKRE I8N
O bR oTe, U EDZ END, VI = FOAET LML - HEZAAOME - HEIMHET L2 L
(2 Rt /| Ry

4. RZERUVREICEHET ST

1. BERUAERICEET 53R

<%heeE >
1.1 KH LAY FRIRB O I DWW TEE2ME K OB ZEITEESLL TWOZR WO THHZRETHZ L,
<BAgUOTF>

1.2 EWN R OMESN OEGIKRBRIZEY AR —NUFIOF H COH 2h 1 K V2 2R HER I TWD,
[E N ERR R BR (2 31T D AN L — NUAI O OF H & i, 6mg/ILL ETHY , ANRL 4 —MIFH RO AR
T DPUROPEAE T AN Y —REJF R RELO B AR 572, 2235 AL — RUAI LIS O HLI T~ T
HROFFHOA FMEITHELL TRV, [8.8, 16.1.3 B ]

1.3 el 2 3, 6 I H-F£ Tl 10mg/kg OB B 53T &, Fo, B RIZIVEYYE O FE B E 2
EELBNDHDHTD | EIUE DR BT+ 51EE T HZ L, 10mg/kg D @ H &L A 5026175281
£0 | EEAEIIE DR BN B EoTo OB ENH DY,

7.4 KFNZEDHIT. WEE B GBMED 14 B LNICEONAZENHEREN TV, 14 HHLANIC 28 AR
FBHIRWGEA R, B B RO EHMEZ1T > THORN ROV A IZIE, BUEDOTRFFHE Ok
HEEICHEZTHIE,

1.5 AHFET A E T (B HZ) ORI TR L, A CELIZ 7T vR 2k BRE U IERR BRI
BT, RENZE TPl TNF AT 227 (B B2 OOF HREEZZ T BE CIEFHICE 980
HIRIIRESIV TR LT, EYE K O HE B ZREGE D FE B DA A 25 o4 TNF -H DI LD Ia AT T
BETORBRLLEL TR,

<EzfE>

1.6 lEl, 238, 6 i 5-£ Tl 10mg/kg E~DOHEEF GIIATORNTE, Fo, B EITIVEYYE O R B )
BELRND LD EYIEDORBUII T+ EE T HE, KANZEIDN RN RGROLIR WG E R,
B & G EIBR OB AT o THAEIR O EDRO LI WAL, BLEDOTRFEFHE Ok 4 H I 5
THIL,

<ya—yE>

1.7 RF YA 5%, 2 8, 6 e G LI2%, BARERSHAREIIT LS ICLIRE R AT N+ 52 8, 20
ROLNIRNE AL, SO 552 1T> TORB LR W ATERIER DY | thoIEFIEE B8 528,
F72. 10mg/kg ~DOFE R G-IFEOFLHM L, Smg/kg 8 IR 5-1Z L OTEHRICIV N RITZRBO LN T=HD
D, HEFFRIE IR RN L RO FRSRO DI BE ISR L TITHZ &, B U3 5B 0 ke s
AT o THORIRDFRO LN WEEITIE, thoTERIELBETH2L,

<BEMEXE %>

1.8 RFNZEWEEEL%, 2 8, 6 e G- U148 IF A CHREHRIER S NRBET 7L A I XOIEF S AT -2
ZE, RO OINRWIG AR, EDITHEGR 5-21T > TO IR B BELNRWATREIERHY | O TR#E L
BEETDHIL,
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V. BERICET 5 HA

< it >

7.2 L7 —ROENA OB Y~ F 23817 D BRI COFFRIE O ML 2 R MRS AL TODIEA A
AR Y =R THHZE | AN FH — M RHZARFN R DR EEA MRS D& AL —REL
SDOF T ~F IO G OAF FAMEIIHESLL QRN Enh, AEEERELZ,

7.3 BEVY~FEBE Ex SIS TIT OV — RO T IR B R 3R (START &BR) 12k W\ T,
WIEDS 10mg/kg A4 53N HBE TIE, 3mg/kg 28 53N RE LY 22 I8 TO B EYIE DT
BN BRI DM ERH DY,

7.6 10mg/kg FTOHELK G 0FEDOOILTWDEEY Y ~F LV a—illds T, EEREYYEO T B
ENEELIAZZEBL T, EAMTHS 0, 2, 6 HMEEOMERGITFRDLN TR,
AFEBIZBOTHRIBEOUAZIIE E TERWeH  EAWTHS 0, 2, 6 HIFCIIHER 513707
6 5 LI ER 52 L LT, T2, AFNCL D ENEGRDLNRNG A, B0 5RO
FfEaAToTh EROWEDRO LN WS, BIIEOIREFHE O A M EICHE T 20 EN S
D

T ARKZ 0¥, 2, 6 HE 3 [\ L THRENEDLNALWIGEITIE, RANC LD IR A kL Th i 1
DIELNRWATREMED DT | fLOTERIE~DUIE X 2B BT 528, Fio, HE# 508 5 MR AL,
5mg/kg @ 8 W INFE R G2 XD Z R NFED BT D DHERFZh EL 0BT LR O BN RO b B LT
NRETHY, BE TG MBOEEEZTT-> CHOIEROEEN 2RO LIRWEFE T LT, fhoiE#
BEEERTDHIEL,

7.8 LI —ROERNOIEBEMERGRICB T AR T, 0, 2 #, 6 L 3 O GEIT7-1%. 8 HIFR
T Mayo A7 % FIWCAIMEZ TS Q22 e kD, 8 SERE AT T, BRI IR NREIAT 724 2 &
DIEF N RAETM T 528, RGO LNRNEEITIX, RANCE DR kG L ChU = RGO
WRTREMEDN D 728D | MLDTRIEIE~D U Z 2B T 5L,

13



V. BRICEd 5 HAE

5. ERERALIE
(1) BEKRT—E2N\vr—
B 4 KRBT A o H 1 %t % s
(EAELD))
AH| 3mg/kg & 3 [B]
BE L L XORSE
BA—Jiii 5% MEIZONWT, LIA
V?Nﬁfoifff‘%ﬁ Z%igt‘ ;éizﬁiﬁ% S RA BBE 14 171 AKX Iy — R®
gﬁgg‘ " ° A H OBE8H | 3mg/kg % 1A, 20, 6D
SR | ATRER R [E B 0] VIT-FE 66 | E S L RS
& 1 kB AFN DA EHE B O
WEIC >\ T, L
S — RO L
LCHET %,
(=AM
AKFlE LI r— RO
. B —HiE% ., & DI B RE D [R5
;;;@g% I e 5. BRI A 53 96 1
w7§ﬁ F—F AFIRE A8 | KK 1T L I — RO
HA[A] % 5 IV EEDS) L= RO - 48 3mg/kg % 18], RIS
e AATRER L, K H D A i
AF Al A 51 FHERBR SNT, LIF—F
EXER Y U CHET
Do
B51H - .
T R ARFI TV 2 7 — K®mg/kg
Q%g;@ﬁéi) (320 ] AUH, 238, 6. 143,
b KHI L LI r— R | RA B 242 B 14 LA RED 8 ARG C
gy;;m‘ DHEBEIZ SN T, AFIBE: 1266 | 30 8 £ TN G
CEEm. [R5 / RV % B VI— R 116 | (14 EUBICHIET 554
A o, 1 BHRO LIRIE, # 5 MR
[E] PN 26 T AR R R iﬁﬁﬁﬁ'ﬁti& SHEM THiE 10mg/kg.
(NIO71F1) 51T A ’ (R Y] 4B TH AL 6mg/kg)
e A FH D %2 4
21 it & ok DONTL I r— R
o %
51 EHRE L TRRT S, B ME T, TRTOERIC

(7 v & rib#
30 I & 5 LIRE)

e zEaEN

A=

265 M AH R

£, Az 14H
(54 ) #&5 L7z
Lo aettz

Al %,

RA HE 242 {31
57, 126 B
Bk
P58 116 4

AH 3mg/kg % S Hl] 8 WK T
54 # £ TR & 5

(BET2HA, BEED ERIT,
BERIRR 8 BETHIUT 10mg/kg |
4 BT HIIE 6mg/ke)

14



V. i&

IR AHE

(2) HRPRZEERSLER
S IV
1) ENE TR I D B BRI O bR R BLIR L)
ERINEI) WV?*%‘%%%%&LKIW%DI*H%%& BIL, AAUIV I — R akb LIZBED
FURMHURIG R S ORI HU AR FEBUE BT UL IR $@ 0 Th -7z,

FRNER RIS 31T 2 FUERD BUR G LR K O AR S SR

AHIRE S Tkt 5 51 V3= RO R 5 R
w5 FURM BURBGE 2% 4.0% (5/126) 6.0% (7/116)
9 b R GRS BLAE 511 2K 2/5 0/7

. . FURM BURBG M % 25.6% (31/121) 18. 3% (20/109)
% 14 3

BRI b e s 28/31 15/20
. . FURM BURBGE 2% 22.0% (24/109) 18.6% (19/102)
% 30 3

BTRSOM 15 Rt e s 23/24 17/19
. . P FURBEE 3 17.2% (17/99) 22.8% (21/92)
% 54 18

R S R b B R 16/17 19/21

X GERFIEL Mt R 52 51%0)
PUEEHURITESALFSFROEE (BCL 15) 12XV HIE L, $UEmbUREME & fE S e Biikizc o T,
TNAR—=AT v AIZ LD PFREEOH A2 R LTz,

2) E RSB RERAER 1 PURBHURB M R K O P gL R 58 Bk )
H A N ERERRA 5 flﬁb‘i?ﬁ%‘%ﬁ%ﬁc‘: L 72 [E N BRI SR E RERRER 2 35 T AAIUE L X 77— F3mg/kg &
ARG L7296 B (458E 48 f) 2RI RMEZ Rl L7z, £ ORER, WEE L bICKFH ORtiH
RO HEE BRI E SRS EH-3 DR 2338 D S a7z,

T PURGER J O AL FE BRI

Al L3 r— KRR

% 4 TUIEM BRI ™ 8.3% (4/48) 4.2% (2/48)
O bR nHUART BUE S 3/4 1/2

5% 8 USRI RG4S 25.0% (12/48) 14. 6% (7/48)
O bR nHUART BUE S 9/12 7/7

% CREBIE fighT <t G5 %0)
PUEMBTIRITE R FROEE (ECLE) 12X D E L, JEEMBURGIE & HE S - BRIz WnW T,
TNANR—AT oA L0 PFIEEOF LR LT,

() AERGRRERER
M ER L

15




(4) EREERIEER

V. BRICEd 5 HAE

1) AMEREEHAR

<FFH>

O EWNHF TR (N1071C1)

B
TWA

H—fiig, 722t “HER, KERG, WATHFLE, % 1R

H &

[EZEAM]
AN bLFY—h X)) (X UTRERAT 2 Y v~F RA) BE 2R RITAHA
3mg/kg % 3G L2 & & DLEMEIZHONWT, LI — Naxfife LTHRETT 2,
(&I HAY]
AKEN DA N OCEPEREIZOWT, LI 7r— Rl e L THBmRET 5,

5 %

RA 2T &7~ 20~T75 %D HANBFE 14 4
BHIERRAT RGN - ARIS B, LI —K® 6 6] KO
LEMERRNT R RER - A8, LI — R 64

xE 7
ERILAE

< KEY U~ F e (ACR) O4EAENE (1987 4ELLET) I2HEV, RA LW S nT-
< 20 LA B TS REL T O HAR N
c 27 V== KD 3 5 HLL BRI D 6mg/HLL EO MTX {BIEAZ T, A4 MEIC RIS
N, A7V —=2 7 REED 4 FELLLET2 & MTX6~ 16mg/ I8 0 — & H & T B %
ZAF TV
- JEARBAEELDS 6 » FTLh LD BRI LAY 6 » ATl L& 2 B
LT 3HB OWT N E =T BE
- CRUGMEEE (CRP) 23 2. Omg/dL BA b, SUFARMERVERESEEE (ESR) 23 28mm/hr LA |
« FHRO X BRAE I MRI IS L D ETHEOB L AR D D
* DAS28-ESR 7% 3.2 (moderate activity) LIk

BN
PR 25

< B SOT TR DR R G SIRRE, RIS ERSE) | BEEREYYWE (%,
ffide, WUMAESE) | WABEMEZR R (ZRMEBLIESE) | 5 oMM OARe, U v
P B RERTEMEGRRE, B, MEMEREO W2 BEE AL T
W5 ERE

IEENMEREEZ, BMRMERSEE, IR OB 2 6T 5 BE

- RA BEREREEFE 4048 ClassIVD B

CHE I b — LV RBOERE AT DR

- SLE BJEMERE A A DE L. 2oL A8 DNA HifA (BT dsDNA HifK) 230tk CTdb 5

c FOM, IBBRELEMXIIRBR O HEMBARRERICSINT 5 DI Y TR &l
L=

W B 7 ik

A7) —= I HBO%, AFXITL I A4 —R® 3ng/kg 2 0 M, 2 . 6 HIiC
RN G L. % 51% 148 £ THEHAN MR OBIEEE2 1T - 7=,

x 7
R F

<A >

FEFRL, BRRE, N IATA 0 1255 0ER, REREHN FEEmitkof )
<H >

1) DAS28-ESR

2) DAS28-CRP

< FEWEhRE >

16




V. BEICET 5 A

R

<Z2aEiE>

HEFQIIAFIEED 8 il 3 4 (37.5%) KOV 7 — REED 6 filH 2 451 (33.3%) 12
B b,

BIVEANE, AFIBEED 161 (12.5%) KOV 7 — RO 2 1] (33.3%) 127 b7,
AFFED 1 FITIERIBRPME SHL, LI — RBEO 11T & B & O i
B, BOIBTIETI=0T ) N7 U AT7 =27 —BHEIRHRE ST,
FEERBIEMIZ, AABETRD SN2, LI — RO 1 I TEHER LN
BUIE TR BT,

BHEHILICES>TZRERIZRD 6o To,

<BHIE>

1) DAS28-ESR
BhH 14 B S1231F 5 DAS28-ESR DX — 2 T A )b DO ZEAL B O B E 1L,
AFIBET-2.21, VIFZ— R HT-2.19THY, WEERTHLLRENVTRD b hoTz,
2) DAS28-CRP
B 14 B S1231F % DAS28-CRP DX — 2 T A )b O ZEAb B O B E 1L,
ARFFET-2.09, VI — RBET-2.22 THY, WEEFTHOLREWVTED bLR1o T,

< SRWpEhRE >

VIL SRR 5 ) OHSM

17




V. BRICEd 5 HAE

@ FEWNEMFERE (NI071F1) ¥

RERT YA

Zhiax kA, 77 e, TEHEER. EFHGM, WATHER R

H

(= SRER)

AR bMLFH—K MX) &% L TEIRA 0B Y v~F (RA) BEEZXRIC
RENOEHMIZONT, LI r— RE ORISEMN/REMS 2R 5,

[#&Eml

AR OLEMIZONT, LI — R xR E U TG 5,
Kﬁ@l%%(Mu%)@ﬁ%&%ﬁ@%éﬁ%%ﬁﬁé

Xt &

KEY T~ FRE KON Y 7~ FFE0 RA SFEEEYE (ACR/EULAR 2010) TRA &2
SNTHELY, »oOMX (LR 16mg/iE) 25 12 G 4, EAT 4 B RIE 6mg/ LA FE—
BIZTHRE SN TV D 20~75 E O H AN BH 242 i

(FZIERRIT S REERT (mITT) « AK| 123 B, L2 r— R® 111 B2 VEMT 6 R 5EM
AKl 126 B, L — R® 116 )

ERPUILHE

cKEY vwTFEE (ACR) KOBKINY 7~ F 522 (EULAR) @ RA ZWi &% (ACR/EULAR
2010) TRA &2l iz

- 20 kLA B T5 L N O AR N B

AT Y == TREBED 3 AR MIXIREE 2T, A7V —=2 7 3kPpid 4 H#i
225 MTX 6~16mg/#H O — & & CIREZ % T TV B

- NERRBEEIEL DY 6 AT LA B SOFESR BEEIELS 6 » AT L d 2 B

- PRIMERPLFEIEE (ESR) A3 28mm/hr LA B &> 5 B

- DAS28-ESR 7% 3.2 (moderate activity) LA bd2HEE

EERANIA0) NP o

BT F RO EE R (KU SPRRE, RIS ERSE) | EMER R (38
WIEEE) | O oM ARE, U o BRI ERE, EEE, M
MR B O W L& BEAE SUTADF L TV 2 8

* RA B RERE 2 FE /5 FA ClassIV D g

- TEEVERE L. IMRMERSE. USSR OBIERE 2 63 2 B3

*RAK DY =—7 I/Vﬁﬁﬁiu%@f’@@ﬂgﬁﬁ%%ﬁfﬁﬁﬁﬁ%@E%?f%ﬁﬁ“éX&i
EfFL TV EBEE

- BE T br— L RBOERB A AT 5B

< ZOM, JRBREATE AT IR E M 2 AR SN 5 DI Y4 T & L
- BE

W B 7 ik

I~4 DAYV —= T DO%, AFIULL 7 — K% FREo IR TRl
Lize £770 22U —=0 IR LT MIX 1, BB & 7 — o HvE - HE
TG 2kl LTz (2t EoOBMIC X AREIT) |

-438 O?‘E ZE 6@ 145@ BOJJﬂ 54?‘@

A8 TR S8 (AH—~AH)
12661

BE
g
FATINA AR
el i

EIEIR S B (T N\ AERR~AH)
I

:(7('{:5%)7‘55 551 —EEIREESEIER (308) S A—7 55 (24:8)

\ MTX(d, 27— =27 BhSHERE T £ T6~16mg/BO—EE TARIN T/ N1 AEERE RIS T 5.

038, 2B, 6;8IC BRAISERRIE T3me/kg R IR 5T 5. 58, MBERTH X2
3mg/kgEIRE5 T3, || MREMEFULIBEICE. BEBDEB LR SHBOERE
TREET B0 RS BOKER FERRENICITV, 1 EOFE kgt
DERSBDLRE, SBREBROZS THNIE 10me, 48/
BRI 5 THNIE6MgET B,

Kk SEAT A A - L R

18




V. BEICET 5 HA

B

L VMR X B4R
AFilEE LI — R
HH STk 51 TR R
(n=126) (n=116)
P ] CRAE = R ) 54.0+12.0 53.7+11.9
P51 n (%) Bk 18(14. 3) 20(17.2)
2ok 108(85. 7) 96 (82. 8)
5 [kg] CEAME SR ZE) 54.40£9. 69 57.96+12. 37
MTX 5% 55 [mg/ 38 ] CEAE = AR 72) 9.4+2.8 9.9+2.7
AT aA RE5EF] n(%) 51 (40. 5) 42(36.2)
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B L AHRBIESIEO SR | &5 57.5+24.7 51.7+24.5
[VAS. mm] 14 35.97426.0 30. 626. 1
CEXE = AR R 22) 30 i 27.0+23.9 24.4+23.5
54 i 22.8+22.4 24.1+24.4
R X AR EIREE O 2ARMEHE | B 5 59.0+18.6 53.8%19. 1
[VAS. mm] 14 # 27.8%+19.9 24.8+18.7
CFEIE IR =) 30 8 20.4%+17.0 18.7+17.8
54 i 16.9+17. 1 17.0*18.5
BT K D AR O FTAf e 5l 0.58+0. 51 0.46+0. 47
[MHAQ, ] 14 ¥ 0.34=0. 39 0.227+0. 39
CERIE = AR R 22) 30 i 0.26+0.38 0.18+0. 36
54 i 0.22+0. 35 0.200. 40
ESR [mm/hr] B G 51.0%+19.7 48.0%20.8
CEE = iR 22) 14 8 33.3+25.5 30.9+22.2
30 30.5+25.6 28.0%+20.7
54 i 28.8+23.8 28.9+21. 1
CRP [mg/dL] P H-pipe 1.848+2.012 1. 549+2. 002
CFEIE IR =) 14 0.965=+1.821 0.740%1.972
30 8 0.876=+1.871 0.692=+1.933
54 i 0.749=+1. 706 0.643+1.825
*1:n=110
%2 : n=109
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9 Ak 8 UL e L b 5 O
GAZ X D RpR LA & LT £ D CDAL, CDAI 50 A v Mt %,
(TA-650-19) FEER. - WA, 8 #ICh
o ZUF TV DT H 0 CDAI70 ZRA > Mk, CDATI00 ANA >
R | e, . 5,
. . oY G 8 MR, CDAT Tafif=R, CDAI Z{b& (f
8~16 s | W -
. W% TR+ . - el o ) SRS N |
I e EIRER Smg/kg D 8 EIRER
A e — R N #) . CRP, CRP &bt (MMM B 5-Bldh
40 A %‘uf“'fﬁ%KwU\iﬁiB
(39 4) - 10m/ka % 8 H2x 6 O E)
mg/ Kg
« FOMOE RN E B
T 32 M F THE, 2 .

CDAT B HIEFIC WA & IEE
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V. BEICET 5 A

] PCDAT. PCDAT Z{t&:. PCDAT 3. PCDAI
HEERED> D ESEDTE | 5mg/kg & 0, 2, 6 I 5
EP/NRCD | FEER, . FLfE, CRP, CRP ZE{b 5k, PEAEBIMEREFLEL, E
. B D7 v—yEE | 5L, 14 BLRIE S o
AR EIS o o . NRPEE LGS, BERME LS A, 27
) H TR T 46 £ TH _ _
(TA-650-20) | L% . . o g NMEMARE, A7 e A FEE, 2721
. . 6Ll L 1T AT | B RS L2 |
54 J# e EIRER R A Bl LAs> PCDAL Efig, FE. FEL
(14 #4) A 10mg/kg & # 5 o
b=
CAT 27, CAl Ra 7P EfE, "— %L
EN/INE UC TEEHE BB NG | bmg/kg & 0, 2. 6 T | Mayo A= 7  Mayo A2 7  Mayo A 27k
AR FEMR, | KEE b L, DB, 8 M | ¥, Mayo A =27 TEME. KA. UCAL 2
(TA-650-21) FExH R 6Ll 17T RLLT fC22MET 27, PUCAT A 22 7 Bifi#z, PUCAT A =27 %
30 4 (21 4) £ {bf# 20 RNA > ELEBD AT A R
s, AT oA N
(7 a—9%)

O ENFIHERAR (HEHE)
TEEH 7 0 —RHRE 25 BlARIBRE L, A7 UF v~ 1, 3, 5, 10mg/kg ZHEFG L, A
Y7V X~ bng/kg L LD 5 B, T0IBD #6512 (&5 4 MBOMEAEERTL Y 2 AL R
Db L<IXTALLT) TiX s fild 441, CDAL 8 (&5 4 BHZOMESEGATL Y 70 RA > LR
W) TR ABIF3BINERTH o7 . RWERRBUHE (BRARRAMET AT 1E 1~
7V X~ bmg/kg B HGRET 71.4% (5/7 %) Thoto, EREIEMIL, IRK 42.9% (3/7#]) Th
07":7)0

© ENFIHERR (MR E)
A7V F~7 bmg/kg A, 2%, 6 EBZRICEL L 108 E Tlod® (CDAT s 25%LL Lo
70 RA > FUAEDRAD) ZBOT-HENSEED 7 v — i HRE 57 B 6 BLAEIL 8 WEIFE T 46
WE TG L, RN LSS Z LR 4 BT 50 M % TRY Lz, 54 M%BOWERIT
82.5% (47/57 f1) | FTEMER (CDAI fEAY 150 Aiwi) 1% 61. 4% ThH o7 (4 BRI G 21T > T HEH] b
L) .
BIVE R BAEE 1%, 89. 1% (57/64 f5) TH-7=%,

@ ENFIHEAR (HEHRE)
A7V F~7 bmg/kg 8 EMIRE LG CIIRPHEFRFCE 207 m— IREHE 39 Bl kg & L,
A 7YX~ 7 10mg/kg 8 WHFRT 32 M E THRE Lz, & 8 MKRFAIZIHIT D 10mg/kg B H-HID>
5@ CDAI fEDWR & (FPJff) 13 95.0 (3341) ThH-otz?,

@® ENRER BEEESL) (MR)
A7V X ~7 bmg/kg M)A, 2%, 6 WBKITHEG L 10 F Tlodk® (PCDAL 23 15 ARA > b
PLERUD> . 232 30 BLF) ZFBO T HEEEN O EIEO/NED 7 o — iR 14 B 6 LKL 8
kT 46 £ TG L. ZHRHEES L2 Sa 132 LI 10mg/keg & 8 TR T 46 I E &G L
7o 54 B OWERIZ L. T% (11/124]) Th-o7= (10mg/kg 8 WIEINFEHE 5 O EHE 5 54T - - JEH]
bETe) o A7V ¥~ 7 bmg/kg 8 WMIMETRIRZEII L7 5 HlicknT, A7V Fo <7
10mg/kg 8 MM TG LIz & &, ME S AZOEMAIL60.0% (3/561) Tho7-, BUEHIHBUHA
FEIX. 64.3% (9/14 ) Th 7= 2,
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V. BRICEd 5 HAE

(FEENLEEOEBHICH S/ u—KEE)

O WA E L/ MAARR (HEE&RE)
AR CORA TR EEN S HEDFEHHICH D 7 n—WBFIL, 77 BRETA 7Y
¥~ 7 bmg/kg HHEIFRE LTz, TOREE, AF (5 4 BH%IZHT5H COAL EREERTL Y 70
WA NELERA) X772 AREE 1% (4/24 1) 1ZxE LT, bSmg/kg BETIX 81% (22/27 ffl) Toh
D, FEAEBRDON Y, BIEARBBEE X, (207U X o~7RERET44.4% (12/27 61) K
O 7 BAREET24.0% (6/2561) Thotz, EREEHIZ. A7 VX~ TEEGHTOENT. 4%
(2/27 1) | PR T. 4% (2/27 ) T o7z,

@ MBHMEIIAERER (MERFERS5)  (ACCENT I 3ER)
A7 VX~ 7 bmg/kg ZHEMAFEE L, 2 @12 (CDAL A3 25%LA EAy> 70 AR A > b LA
D) BRD ONTIFEH 7 v — RIS %@%26L.MM18LW%T%L&T77tT
Xﬁ4V7U%V?75m&QWimm&g%ﬁﬁbt ZDFER, WIERGZIZFE O BT EAN
HETHETOHMIZA > 7 ) o v THEFFECARICEL (p=0.002) . ZOHIRIXT 7 & RHERF
BE19 W%t LT, bmg/kg, 10mg/kg #EFFRECTIXZNZ4L 38 (p=0.002) . 54 LI E (p<0.001)
Tho=" , BWERIEHMEEIZ. A2 7 Vx> ~7 bmg/kg MEFFRET 65.3% (126/193 %) . A7
VX ~7 10mg/kg HEFFEE T 58.9% (113/192 f) | 77 B ARHMERFHE T 53.2% (100/188 fil) T -
7=,

EEZETZ7 v—REE)

O MHEIERR (3 E&RE)
%rﬂ“fﬁf;ﬂ%rﬁ“ YIRAMEE BT A a0 — I REREIL, TR EONA T ) R~ bng/keg &

M|l (wiEl, 2 W%, 6 %) &5 L, ZORR, A% (dke L7z 2 [E OSBRI L, EoE

ﬂ#%ﬁ)i77?$ﬁﬂ%(&m%)Kﬂbf\my@ﬁfﬁ6%(mmlﬂ)T%U\ﬁﬁi
WO LY | BIWEHARBBEE X, A 7Y 3~ 7 bmg/kg B HRET 48. 4% (15/3141) | A >
7 U F~7 10mg/kg G T 63. 1% (17/3241) . 7T BARBET46.2% (14/31f5]) Tho7-, F
7RRIVERIE. bmg/kg BE T 16. 1% (5/31 f5l) . 10mg/kg FETHETTIEE 12. 5% (4/32 #1]) T -7z
16)

@ WAEIAERBR (KekF#5)  (ACCENT I 3RER)
A7V X~ bmg/kg WAL 238, 6 EBICESG L, 1008, 1458 TEE CHELLEOEALA
PASH) 2RO ONTISNEZ AT 57 n— JRBFIC, ZO% SHAMET46 £ T T BRI A ~
7YX~ bng/kg G Lz, TORMRE, 14 HUBKEOZREMAE TOHRM (FRE) 137 7%
ARHERARE 14 BRI 3 LT, bmg/kg MERFREIL 40 M A B 2 Smg/kg MERFHECIX 7 7 B ARHERAE & L
WL CHBICESDREMBETX D Z L2VRENTE (p<0.001) 'V, BIEFARBBEE X, A7V
¥ 2~ 7 bmg/kg HERFEET 47. 1% (65/138 f5il) KO 7 AHERFEET 60. 4% (87/144 B) Th -7,

(B Y v~F)

O EWNHII/MHERER
AR ML XY— MIWRER T8 v~ TFRELZGE L, A MM —MEHT (6mg/i
k) T, 7T78RKROA 7Y F~7 3mg/kg ZAIHl, 28k, 6 BRICKERS L (ZHE
FRECEGERER) . E OSSR, 14 O ACR FEHE 20%8L FeeEHRIx, 77 BARE 23, 4% (11/47 ) 12%F
LT, A7 Fo~T7HE5R61.2% (30/49 ) THY, FEENED LN (p<0.001) ¥, F
oo ZOEERILERBICSNUIZBE ISR LT, —HEEREBERBOHRICEDLL 5 & kix
3mg/kg % 8 WMIME T 4 B 5 L7z, ZORR, K& 8 % D ACR A 20%LL FkE=RI% 53. 3%
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V. BERICET 5 HA

(24/45 1)) TH Y . AIEOHERFSFRD Lz 2, BWERAREMEE BEEEER) 1, A7V

X~ 3mg/kg BEHRET 49. 0% (24/49 fl) K OT ZHARBETHL 1% (24/47 ) Tholz, F72El

TER (REREELR) 13X, 3mg/kg BETHEL12.2% (6/49 i) TH-o72 ',

@ ENFIHERAR (GEERR)

ARMMLEY—FOHHT (6mg/#ALLE) TA 7 VU X ~7 3mg/kg Z0)E, 2 ##%, 6 B%ICHEE

L. gl &= 3mg/kg, 6mg/kg &5\ T 10mg/kg % 8 MM CREH G L=, MEEIZLLTFDO LB T

ol
© HWRICKDER 54 %D ACR-N i CFEJELSD) 13 3mg/kg BE (99 ) 51.3+32. 1,
6mg/kg B (104 f5l) 53.8+34.4, 10mg/kg BE (104 f5]) 58.3+31.3 TH V. 10mg/kg BETIT
Smg/kg BEIZH L CAHE  Z0NEOH LN (p=0.024) , 102 ACR FEYE 20% L4 b ¥ 23
7o & 7o T2 B O 54 Wtk D ACR ZEYE 200LL ok 3mg/kg B¢ 37. 5% (9/24 f51]) |
6mg/kg $¢5- 61. 5% (16/26 ) . 10mg/kg % 5- 61.5% (16/26 ffil) T -7z,

- BAEAREE OMERRRL L - BIEREE R 2 TR OVED X B A 27 (Sharp Score) TaFAfi L 7=#%
BT )R~ THRESHD 1 ERO R 2 7250 3mg/kg B 0. 00, 6mg/kg Ff 0. 48,
10mg/kg #£ 0. 00 (WFh b HFRfE) Thotz 2 9,

BIEF R BIBERE X, 86. 1% (179/208 i) Toh -7z, F/2EITEMIX. DNA FUIARRGME 53. 8% (112/208

B) ThHotz?,

@ MBS IAHFRER (ATTRACT 3RBR)

A MR xH— MUFNCDR A28 ) o~ TFREEZ GG E L, A ML —MEHT

(12.5mg/#LL L) T, 7T HRKOA > 7V ¥ ~7 3mg/kg ZH)El, 2%, 6 MEICHEEG L, 5

Zfhex 8 MR T S HMKERE Lz, BEIX TiRo B0 Thotz,

© SER O : 54 W% D ACR FEHE 20% LA LR IT, T ARG (MTX BEE) 17. 0%
(15/88 ) 1ZxtL, A7 VX <7 EERHETITAL. 9% (36/86 ) THVH, AEENRDL
= (p<0.001)

- PSR ORI - B5-RTN D 54 B E CORHIBEEREEZ FROVED XA 2T (Sharp
Score) TR L7oER, 77 BARFEN 4.00 (FRfl) EALLIZDIZKHLT, 17U F =
TEEREL0.50 (FARAE) THY ., A EICESMEOEIT A S (p<0.001)

- HIRHREREEOWE  WERTND 54 B E TOHEAEIE (ADL) OtkEA HAQ 2 =7 (JE#)
TIRR & 7 DB 2 P T D FEAE) TRl L7 R, 7T B ARRE0. 1 (FPfE) 1ok LT
A7V X TEEGREE0.3 (PRE) THEZEPHEO LT (p<0.001) .

BIWEFSEHMEE L, A7 VX~ T7HERET62.5% (55/88 ) KRONT T AREET 44. 2% (38/86
#) Thot, EREWEMIZ. 47V X~ 7GR T 14.8% (13/884) TH -7 2,

(R—F = v MRIZ L 2EHEMHEREES & 5 BRK)

E NS IAERER
N—F v MEIZ KD EIRTEREBES &S IR BEEXIG L L, A7 U X~ 7 bmg/kg ZHE], 2
W, 6 BBICKERS Lz, ZOMRE, 14EM S0 ORBEIERE CEXEESD) X, Be5ai
10. 17410.60 [E2 B 54 0.66+0.98 Hl & 720 | AEIZHA L7z (p<0.001) ., 7=, 14 HHH
720 ORRERKT., REFZICBHNC R28F 11 HTHEAD L, 209565 7THTHK L, BIEAH
FEBUHEE L, 100% (12/1241) Th o7z, FERBIEMIZ. DNA HUiREEME 58.3% (7/1241) | FEREHR
41.7% (5/12 ) TH o7,
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V. BRICEd 5 HAE

(RzfE)

O ENFEIERER
T VRS L BEEME RS (R MEER EFED 10%LL E, 7> PAST (Psoriasis
Area and Severity Index) A 7N 12LE) ZRHRLE L, 7T EBRKEDPA 7 U F <7 bmg/kg
ZAIEl, 2%, 6 %I E L (MEEAIERER) |
ZOFEFR. 10 %D PAST 227 T8%ERIL, 77 AR 0.0% (0/194]) lZxfL T, £ 7 VX
e TR 68. 6% (24/35 6) ThHY ., AEEPROLNT (p<0.001) 7,
S EREE (REREZ PMEREREREO 10%2L B, 2D PAST A7 A3 12 LU k) | BEIETE M e
B (EIRBIEIE O B4 5 DLk, 7> CRP 23 1. 5mg/dL BL ESUEIO Z 0130 23 45 43 LA
)| R R R R ORI EALBOE R AR E L, A v 7 U ¥~ bmg/kg I, 2
%, 6 BICEG L, SlEpiE S WM T 46 W% £ THRE Lz (BEUHRGRAR) |
FORER . BAEHEIC BT, R PERRERE O PAST X =17 T5%CLEESR 1T 54. 1% (20/37 #i) . B4
FE PR R R D ACR FE¥E 20% 20 #2813 83. 3% (10/12 f5) . MEfaMERzfREERE & omEMERL R E BB
ARYGEE D TR TUGE] OBIGIXZNZ57.1% (4/7#1) | 87.5% (7/8#l) Th-oiz,
AIERRE BB L, A7 U =7 HREHET85. 7% (30/35 fil) RO ZEARET 36.8% (7/19
#) Thotz®, EREWEIE, A > 7 V%~ 7 5HET DNA HURME 68. 6% (24/35 i) T
o722,

@ EANFIHERR BERS)
A7V F T~ bmg/kg 8 IR G CTITBENHERF T & 2\ HElE B 51 6 (S FPETRERSE 31
B, BASEMERCEEEE 8 B, MR ERCEEEE T ), ROREVEALRERE 5 ) Axigl L, 47
X~ 7 10mg/kg 8 WMMRT 32 W E THE G L7z, PASTI Aa7idA 7V X ~7 bmg/kg B H-RID
A AT YL Uiz, BEE 24 BEFSICET D PAST A 27 T5%ER &R 15 PERCRE R Tl 40. 7%
(11/27 f511) | BAEEVERCREBE Tl 42.9% (3/7 6) | BEEMERREEE TIL 33.3% (2/6 B) | WL
BEMEALROIE B T 40. 0% (2/5 ) ThHo7o, BITEAZEBBLIL, 74.5% (38/5161) THoTe
28)

@ MBS IAEER (IMPACT2 3RBR)
BAEMEME R R (AR B SR OIm BIFI 0 5 LA . 7> CRP 23 1. Bmg/dL LA ESUFEAD 2 oif
D45 U E) BRGRE L, TIREREOA 7 U X~ 7 bmg/kg M)A, 2 %, 6 BWEICHES
L. 5l&kix STHMMRT46 % THRE Lz, TORE, 14 Bk O ACR U 20%4ER 1T T R
BE11.0% (11/10045)) IZK LT, A > 7 U F o~ 7GR 58.0% (58/100 f) TH V. HEAENR
o (p<0.001) . BIEREEREE2 TEOEO XA 2T (Modified Sharp Score) TaEAfi L
7ol R, 24 WD A a7 24k CEEE CREERZE) 377 8RR 0.82+2.62 2 LT, A7
XU~ TEERE0.7052.53 TH Y, AEENRO LN (p<0.001) 0 BIVEHZEBUEE L,
A7V R TEEGHT48.2% (92/191 ) KOV 7 &ABET 26.5% (26/98 i) Th o7z (22
WETIET T 'R, 24\ LURRIZA V7 )X o~T 285 LHEMZET) . EREIERIX. 17
Uk~ 7 HRERTERERYE 11.0% (21/191 ) TH o7,

(FRIEPEFHER)

O ENFIERER
WEAARIR COIRA 3 0B RIEMEFHERBE 2R E L, A 7 U X2 <7 bmg/kg 24, 2 #T&,
6 WG L, 5l&kiE 6 BREIRTHREG L GEEMT) . TORE, 24 %, 48 %D ASAS
(Assessment in Ankylosing Spondylitis) FE¥E 20%LL BekERIXF 1240 97. 0% (32/33 #i])
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V. BERICET 5 HA

96.9% (31/32 ) ToH-o7-, BIWEMAFRBMBEEIL. 87.9% (29/33 ) TH-o7=, F/REIWEMIZ. DNA
PURBEME 48. 5% (16/33 f5l) Th -7z ¥,

@ ¥ B MAHFBR (ASSERT 3ER)

BEfAIRR CORA e MEE TR BT 2R E L, 78RR OA 7V X~ 7 bmg/kg 4]
[, 2 #%, 6 MBICEL L, Fl&kix 6 MERCTHRYG Lz, ZO/E. 24 %D ASAS FEHE 20%L
FERII T TR 19.2% (15/78 ) 12X L, A 7 U X ~T7EERETIH61.2% (123/201
) THY, AEENRD LN (p<0.001) ¥

BIVERSBBEE X, A7) X2~ T78ERET64.9% (131/202 4)) KOV 7 BAREET 48. 0%
(36/75 %)) Th-otz, EREWEAIZ, A7) Fo~7HGRECTHER 7.9% (16/202 6]) Th-7z

35)
o

RBHERIEZ)
OENE AR

AR (A7 aA K, 7HEFATY &) TR RIBGHERIBREE 208 fla2xt5 L L,
TITERKOA 7Y X~ 7 bmg/kg AL, 2 W%, 6 WAEICES L, 5l & 8 MR T 22
BECTELG L, 30 B%ECTHIMEZIM Lz, TR, EEAHMEFHMEEE TH 5 8 %D Mayo
A AT UERIX, 7T BAREE35.6% (37/104 61) 2L, A7V X~ T EERE54.8% (57/104
ffil) THYH, A7V XU TITREEICEHVEEREEZ R L (p=0.005) ,

BIWERRBAEE L, A7 Vv ~T7EERTT3.1% (76/104 #) KON 7 B REET 59. 6%
(62/104 3)) THo7=, EREIERIZ. A > 7V X~ 7 B HRET DNA JUAREME 51. 9% (54/104
Bl) THo7,

@ S EIAERR (ACTL 3AHR)

AR (A7 aA K, 7HEFATY &) TR RBGHERIBRES 242 flicxt L, 77
BAREOA 7 U ¥ ~7 bmg/kg A MIEL 2%, 6 HEICHKSE L, &k 8 AR T 46 £ T
Beh L, b4 W% ECHMEZFMME LTz, ZO/RE, FEANEFMEEE Th 5 8 %D Mayo A =

TEEERIL, ST EARRE3T.2% (45/121 f) TR L, A 7 U R~ TEERE69. 4% (84/121 )

THY, A7V FU~TIARBICEVELELREZ R L (p<0.001) °7, BIVEARSSEE L, 1 v
TV XU THRGRET48.8% (59/121 ) RONT T RAREET 42. 1% (51/121 B)) Tho7=, T7REl
ERIE. A7V~ 7 GRETHER 9.9% (12/121 ffl) Tho72 ™

2) REEER
(V.5 (4) 1) AWMERGEERER] OHSM

®) B#E -

[V.5.

BRI HLER
(4) 1) ARMERGEERER ] OHES M
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(6) AEEIER
) ERFRERE (—REARERE HEERRERE SRRBLRRE

V. BRICEd 5 HAE

. HERFERT S R—XRE.

HERFTERBRERORNE
R 5 1% S 2T
77—k
B Y o~ F ARt L L AR LT ‘
5 PR e A B o i A e ERIBR A5 2 LT
e e i F 0 R A
BEBRTICCHEASNEAR | BEBETICCERShiAA | HESETICCERICHER Sh
B | ORer. B9, ZOMOME | ORet. A, TOMOE | FARIORRNE, A, 20
T AR 5. A AR 5, Lo T P 0 AR
R 2 I L5,
BRI SIS 1R L,
I i T A DA
| mRmE R T ET 5, ser - R e IR
mEHE | LR ARERT B, 17 L
BB B AA D D 1 R, : B 3 5 5B B 2 4R,
MRS OIS L i
BB U AR T %126
e
sy | VIS T iSRRI D 6 4F WSk b 4F
RS i, BB D 64F) | CREEIL. BOSBELD 5 ) | (REMRBIR. WRBMD 3 /)
W (SR, PEEEERE,
A% | B v~ T U — R OV R
) - e e R
KA % 4 5 A UL MR LT
KA 6 5 (30 AX6) BLE ? ’
1, 000 44 JEGFIE LT 3006 (7 a—19%,
. ) Mege L7ER S LT ool |
TrEsb | (R B % 2 A o 3 2 A . WA A 100 BISLE) &5
- (4 71 96 2 £ 00 A5 95 4 & ’
EEFETD) B (GEFBH R St O AER &
LT 5) n
EETD)
FARIE (K, —a—ty | EEARE G5, oty | BEARME (B, —a—ts
25 ¢ R, A PAHETA | RF 4 RS, FA RATOIA | RF 4 AL FA B AH T A
AR AT | B, | L RRIMEE ST | BN, | LR RUEA ST | LI,
HEPHAE | ®5FE)S (infusion reaction) | EW RS (infusion reaction) | b5 KRS (infusion reaction) .
WOE | mEkEb. MERENZ. BERERE. | MBRED. RIEENZ. BBERE. | dakdd. RIEDRENK. MBGEVE,
DA L— T AR, | DR A, b— T AR, | DRA. b— T R,
BRI, SRR, | MO, ERTBEE. | RSO, SERLEE.
FEEAERS . BAURFA DTSN | FFSRERSE . BAUFAOFIEIL | IFHAERSE | B AT RO FHEMEL
2) BREHLELTERTEOAERNITEEL-HAE - RBROBE

1.5, (1) ABEKME omEs
(7N =0
B R L
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VI. EMEEB(ZET HIEH

1. EBZNICEEDHSILEYMXIZEEHmE
A7 VF~T, ZEZ LB N, TEYVLA~YT, VAT, BARN) XwT XA

2. ¥E#%H
(1) YERRERELL - VEFRHSFE - 4O
A7 VXTI, 7= ) U T ORERRICERICEEG L TWaA INFa DIEfZEET S

b R ~DUAXAZAIE N TNFa® /72— ik Th 5,

Z OVEIREFIE, FTERME INF o ~DFEEIC L 0 | INF o OAEMIEIEZ AN L, £ 72 EEA T INF o ~Dfk
BICEY | INFa BEAMBICK L, 7R b=V 2A0FE, FULRMEEERIEE (ADCC) AR A1
fafE (CDC) #BIEZIT LB HNTVD,

g TERwaome i

w >
o Yo ,009 —
o Oﬁ\tﬂﬂ

o T ~ TNFa

LY

<®mtvﬁn7?—m 9_&.?'\”@ E
“ . @ g.mlﬁwmﬁ y
Eafy ‘ )
TNFo ﬁ ™~ g TNFa & o
l 4
EMETZO7r—8%)
-
RBBRTNFaADRS g
{ TNFa TNFaRBECRELE
EElR TNFa bR

‘ft‘%mhi'? O77— i)

[

| ! !

THRR—2ADFEE HiFRFIERiREE (ADCC) i i e (CDO)

. e hm&% h
- TNF -
) ::7::79 { ggm;;a '
. S mh:-onj?— e UBtEw 7077~ 5%)
( Eﬂgﬂmﬂ :.- LY f [ﬂ:?b#?-ﬂm 1%
{EEvo07 7 - - -
‘\" i U

gﬁﬁgﬁﬁ{(ﬂ;&é
= i Bk (IMAC)
s DR
T:‘rwww:f TMFa s tumar necrosis factor alpha

ADCC - antibody-dependent cellular oytotoxicity
COC complement-dependent cytotoxicity
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VI. SREHEKPR B 5 H H

(2) EMZERMITHHBRMIR
<FFH>

1) T TNF o loxbd DiEE7EM: (in vitro)™
AEIR OV 2 r— RO RIEME INF e (T 28 AT 2, BRAERIEE (ELISA) IZX W HlE Lz,

HIAND ECso & B Z T ARMEWE O BCso & B L, M ATEIEZRHE L7z, AR LUV 7 — RO AL TNF o
VZXET 2 FRERE BTG TS DAL, Z 24 98% K TN 104% Th > 72,

. FxEAE A IEEY (%)
n B A LIy — R
99 96
99 110
3 98 106
¥ 98 104

X 1 HEEHIEERYEME O ECs /- HEAN D ECso (50%80 RRSE) X< 100

2) MBEFESEL INF o lCXT 24BN (in vitro) *
AHFERL I — ROEEESE INFa 2T 28 6EEE, 7a—8% A4 N A MU — (FCM) 12L& D
BoON-REREIC L VA L2, AFIDOERE S INF o I2T AFEATEIL. LI F— R0 9% THh -7,

AT
O 9 .
W e 2. 1E % (o
A A Al L3 A— R EEleg{fEtt (%)
66. 95 68. 71 97
71.71 71. 10 101
70. 97 70. 95 100
5 — — 99

X AR OFCTE VX — RUOFOEIRE X 100

3) INF o DEMIFEEICHT 5 FREME (in vitro) *
ARENIK OV X7 — RO INFa EYIEMEICKE T 2 RIEEEZ, INFall KO 7R b—v A& 2§
~ U7 A A BRI RR WEHI-164 #1028 AR T 5 WEHI-13VAR flfakk 2 W=7 v &2 & v |IE L=,
& FEHN D ECso & H K AL UEY)'E D ECso & Fhlg L. TNF o AEWIE PRI %3 5 FRRnTE ME & 54 L 7=,

ARENFZ RV 27— R%E, INFalZ K-> CTHER I N MRS IC L CREKRTFERREEERZRL,
Z OFIEF R FIEMEROEBIE, T 4% D 96% TH - 7,

s FORE AR TE P (%)
R & F LIy—F
1 98 92
85 97
3 98 100
i) 94 96

¥ B S TR HEY)E D ECso,” 45 35 0 ECs0 X 100
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4) FEERFEMEIREEREME (CDC) (in vitro) *
AHFI KOV 27— RO INF o ZEBUARIZ %32 CDCiEPEZ . tmINFa /Jurkat T cells K OM#AJR & LT
Z v MLIEEHANET v AR VRE Lic, AR, BEEGT TNF o FEBUI o9~ 2 iR A e 5
(CDC) #&EMEZE R L, £ CDCIHEMHIZL I/ — R 109% Th - 72,

27 ECs50 ( ng/ mL) .
ne . ECso LEF (9
" ARH| L3 e R© 50 kB (%)
0.502 0.515 102
0. 298 0.314 105
0.326 0. 390 120
- — — 109

X L2 Ar— RO ECso, AFHl D ECs X 100

5) HiAKTEMEMREEE (ADCC) TEME (in vitro)
KB B VL 2 47— RO TNF o FEEBAMAIC 645 ADCC iGPEZ . Z—4 v Ml & LT tnTNF o JEERA0ND
TT7 x4 —fille LTt FRMMEEMEERDO NKREH W27 vy Ik RIEL T,
F AN OIS ERE AFF HEEDEOMIREESR L B L, ADCCIEMZ R L7z, AFIR UL 27— KU,
Mt 7 TNF o FE BRI ek 3 2 BURIR A PEM G 5 (ADCC) T&PEA 7R L. 2 OFEXE ADCC FEHEX D 1%,
ZINEI 100% K N 104% Th o 7=,

) FH b ADCC & (%)
R A 7l Lo
89 93
89 87
121 133
S 100 104

X AIANOMIAEE R A ZH AEEYE QMR E R X 100

6) ffd Clg \oxt3 2 EIEYE (in vitro) *
ARFN OV X r— REOMiIK Clg Ik 2/ GG A . BERERIEE (ELISA) 12X W llE LT,
AN D BCso & B FH FAZWEWE D ECso & R U, FEATEMEZFEM Lz, AFIKR L 27— RO,
Mtk Cla loxt LIRERERI A BTEIE 277 L, 2 OMHEATEIE OEEIE, 2 2h 925K D 81% Th o7,

- O A A TR (%)
AR AFH LI/ — R
95 82
85 82
95 80
i) 92 81

¥ H S TR HEY)E D ECso,” 45 3EH D ECs0 X 100
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7) FeyRIZHT BREATEN (in vitro) ¥
AHIKL OV I — R0 Fey R TICHT DREATEMEZ BER B RIEE (ELISA) 12XV, FeyROa U Fey RIlla
W AR ATENE A RE 7 T AT 4k (SPR) (ICX W HIE Lz, AAID Fey R LICHT HFEATEMT,
LIF— RO 114% Th o7, F7-. FeyRIlalZxtT A AFI RO I 7 — RO HRESTEMS OB 1T,
ZNEN UK NITNTH o7z, —J, FeyRIMa lZxT 5 AK KOV I r— REOFRFESIEIE™ O V2%,
FIEI 106% % TN 130% THh > 7,

Fey R T IZxF3 B AEATEM:

or ECso (pg/mL) %2 (o
R B 7 PEy ST ECso L2 (%)
1 0. 0545 0. 0657 120
0.0512 0. 0569 111
0.0473 0. 0524 111
A — — 114
Fe y R a \Z%F9 2 FExHiE &6 1
B} KA A A IEMERY (%)
W
" KAl LI —R®
105 103
93 93
95 94
R 98 97
Fc vy RIMa (Z%4 2 fExH#E A&
3 FA X RE SIS MEHY (%)
OB
A A L2 r— R
1 102 122
2 105 136
3 110 131
S 106 130

X1 HEE HIEEWE O K AR5 554D K i X 100

¥2: LI — KD ECso,/ AHID ECs0X 100

8) FcRn iZxi4 458G (in vitro)

AHIJ OV 27— RO FeRn \ZX T S G TEME 2 B R 0 HETE (ELISA) (X W HIE L7, AHNIT

FeRn (25659 2 AR F I 2 i AEME 2 R LZ D ECs 1L 2 77— R0 104% TH - 7=,

s ECso (pg/mL) .
L 7 = PRy ECso H¥ (%)
1 1.31 1.37 104
2 1. 28 1. 28 100
3 1.35 1. 46 109
T — 104
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VI. SRS EZ B9 5 TH

9) MEAEATY INF o REMRRIZXTT BT AR b— AFEEM: (in vitro) *

AH IOV 27— RO INF o BB T2 TR b — ZAFEEMEZ . tnINF o /Jurkat T cells & W7z
TZa—H%A R A RY— (FCM) 2LV, BE L1z, AFNEL, BEEETLINF o BEAEICKH LTT AR b=V 2%
FEL, TOTH M=V AFEEMEIZL I 77— KD 2% Th -7z,

N7 A N — < Y b o)
% B g:g?ﬁ K /Zn’:lﬂﬂ’ﬂﬁ/(\:/;)_ = BCeo HF (%)
29.7 35.8 83
28.0 28.6 98
34.6 35.9 96
) — — 92

X AR OT R b= AR LI — RO TR b — 3 AR X 100

10) TNF o HFI/ER (Tgl97 w7 R) 4
Tgl97 ~ U AZAFI XIX L 27— % 10mg/kg T# 2 A, 7@ (Gt 14 [8]) MERENEZ G L.
RA OFEFTHIER OB (B R REEHOFREMEA 27, MEOFEEA 2T, Bh2a7, KEHENE) 2LV,
RASERIZ KT 2 BB R 230 L7, 7238, FRMERTIRERICIZ ) iRl R B aiig (PBS) %5 L7z,
KAENL, VI —FRLREBEDOL FTNFa h T AV 2=y 7 <0 ACKT B EBIMEIDENRD S

S M Rl R M o R A HE L35 — N Student

(M n=5, HE n=4) (n=5) (n=5) t—test
JENE 2 =2 7 i3 7.80+2.57 3.50+1.58* 3.30+1. 33" n.s.
CE¥IE AR 2) HE 9.88+1.55 2.57+1. 10" 3.50+1. 08" n. s.
BhHAa7x i3 —3.407+0. 60 —1.207+0. 38* —1.13+0. 69* n.s
CE¥IE AR 2) HE —3.75+0.50 —1.20+0. 38" —1.40+0. 83* n.s
A B 8 & i3 1.22 5. 67* 5. 97 n.s
CEHME, ¢ i3 4.13 7.49 7.82 n.s
iR B Hiw PR R = 7 ifd 10.80+0. 4 2.60+0. 7 2.40+0. 7 n.s
CEY i+ =R 22) HE 10.50+1. 2 3.00+0. 9* 2.60+0. 5™ n.s
JEARBARETF AR A =7 i 7.20%0.5 3.00+0. 3* 3.20+0. 2" n. s.
CE¥IE AR 2) HE 6.50%0.5 3.20+0. 2 3.20+0. 2" n.s

<LEH—F*>

1) IL-6 EAMEER (in vitro)
TNF o BT L 2 B HESE M 2> & o TL-6 PEAE 230 L 7= 2,

n.s. : MEEMICHEZ7 L (KEIEE vs L 27— ROB%)
% p<<0.05, k% :p<0.01 (vs [aM:xfHARE)

2) FEAEAST TNF o BB REEER (in vitro)
t b Ig6l D Fe fIRAEETHZ LMD, CDC KR ADCC I &V EREAT INF « 23 EL4 % INF o BEAE

MAE 215 L,
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VI. SREHEKPR B 5 H H

3) ZBEHES INF o BBEER (in vitro)

NF o ZFIRICHES L7 INFa & BB L. TNFa 22 B E0 LRt S &, 8545+ (ICAM-1, VCAM-
1) ORBEIMH LY,

4) INF o EMIEHEI X 2 FAUEA (B TNFa h T2 AVz=9y 7w R)
FET- SRR R BT 9,

(3) 1FFARTIFR - FrktrFrE
A2V 2D
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VI. EYEEICET 5IEE

1. MBREOHRE
(1) ABAELEDTOLPRE
M ER L

(2) BREKRARTHERIA-OHPRE

1) HE#EE

<FEH>
(BEf Y v ~F)
E N R DB RERER Y
H AR NGERER N B MR & R, AAl (0=48) & LI/ — R (n=48) % 3mg/kg O & CHRIEIRAE S
L7 & OBEYEHEOFRFEMEZRIE L2, 0RO RARER A (5% 8 K A) £To
PREE—FER AR T AR (AUC) OARFE L I 7 — RO SHEE O A D 7 D 90 %15 1 X HIE,
FSMEOHERETH S 0.80~1. 25 DFFHANTH Y, AH L LI r— NIIFEDBEFNICREFTHL LR

RENT,
AFIBR L S 4 — % BIERIRIE G LT & & 0 i 3y e
90—
80| —@ A
©- LIy — Ko

2
=
%
£l
£
i
+
i
g

Pre 48 96 168 336 612 1008 1344

AFI KOV R r— RO BEIEIRNE G LTz & & O ERE T A —X%

i AUC, Cone t1s CL vd

% (ug * hr/mL) (ug/mL) (hr) (mL/hr) (mL)
A Fi 48 14225.5%£3085.2 | 56.1£8.08 286+97.2 12.7+£3.71 4827+912
LI — R 48 14866.9+3160. 1 56.9=*8. 58 281%£91.6 12.243.28 46251973

AUC, = 0 B[] b S i IE B A C O AE — Wefi] i P fg, Pl = AR YR 2
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AHIB OV X r— RO2BBEFIRNE G- LT & & OZEMEIRE /T X — 2 O RUAIRH D Lk

AUC, (ug * hr/mL) Crax (ng/mL)
pU = 0. 956 0. 987
ZZD 90%(E FE X [H 0.885~1. 033 0.939~1. 038

a. AFlE LI r— RUOFEED FEME O
<LEH—F*>
(7 v—29%)
5mg/kg O BRI 5T 1 3f i ML IR BE (Coa) OO HPAFIE 118 1 g/mL. S04 A4 (Vd i) o> Hp Jefifil: 3. OL,
HAEEENL 9.5 H CThoTe, BRRBRIZBWT, BEOM, Fls, KE, FROBHES O R
DIEWFRERI 2 72 TGR O DR o T, BIBREARVE R EZHERE LI2BE T, A LRVWEREIC
XL C VA ED A E R EMAGE80 b7z id, B BEARNVE CHIDNEMRENT o ATRET DD,
IR ~ER LT R B 2 DTz, bmg/kg DHFEMR G 2% F 72 20 I ClE 2 BlicA > 7 ) kv~
xR R S GE AR T B EED
2) REHE
<& HEI>
(Bgh Y v~F)
ENEE I FEHER ©
AARANBEE ) v~ FBEEZRRIC, KEIE LI — K% 3ng/kg OHECREFARNE S (318 : 0, 2, 68)
L7z & & QMG EMIRE OHERIZLL ISR T#@Y Th o7z,

AFR OV 27— N2 RAERIRN G L7c & & o mil Py EHER

120 = ® - il
O:L3sr— ko

~100 —

80 —

60 —

40 —

Serum Concentration (Lg/mL

20 —

Pre 24h 48h Day 8 Week 2 Week 6 Week 10 Week 14

Tme
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VIL S EhRe 2B 5 IH H

AFR OV 27— N2 AEHIRAN G LT & & ORMEIRE T A —X

#) | B 5 3| &5
5 % Chax AUCo oy ti AUCq- 145
(ug/mL) (ug * hr/mL) (hr) (ug * hr/mL)
A Al 6 70.2+19. 7 8990+ 1697 20760 27918+3203
LI — R 6 64.2+14.4 9593+ 1677 225+35 267593349

AUCooy: M DFEHHET 1 BERIE D 2 1 £ TORE — BRERE iR s
AUCqraw: 638 (3[EIEH OFGHT 1 FEfZ) 205 14 0 £ TORRE — WR5fi dhfR T imfs

S+ B

AR KO X r— R ERIRNE G LTz & & OFRWERE /ST A — 2 ORI O ik

AUCo-24 (ug * hr/mL) Crax (ng/mL)
il | R = 0. 936 1. 087
ZZD 90%(E FE X [H 0.770~1.138 0.848~1. 395

AUCq-y -

a-.

MIEIOF GA&T 1 R & 2 I8 £ TO PR — R dh# T i fs
L 2 — RO PEIEIS RS 2 AH O BT FEIE D b
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VIL S EhRE 2B 5 IH H

ENEMARRER (5 1) »

AARNBEY v~FRBEERRIC, KAE VI 7r— K% 3mg/kg (14 BOBIEE - FEAHLARE, 8T
PG EMEOmME T (F5&E ER : 10mg/ke/8 1, 6mg/kg/4 ) ) OMET5~7 BIRKEFHFIRINEES L7
EEOMBEPEDRE (7 7H) OFHEIT 30/ (501 TIIAKBETA31pg/nl, LI 7 — REET
4.26 u g/mL TH o7z,

FHERE D N T 7O AR IX, AAIRET0~38.0ug/mL, L7 — REETO0~29.4u¢g/ml ThHoTo,

AEIRRL I r— R% KEGHIRNES L L X0 30 Bo P EwEE (N 7{H)

(ug/mL)
40 4 T BIMEXRZEXE
—_ || RreagiviclE]
35 | + TigiE
— this

30 A _
M 2s-
B8
i
= 20 A
2
=
E 15 -

10 A

5 4——-—
O A
H] L3Is—Fe
(n=109) (n=102)
30 O ME T EWIEE (b7 7l (ug/mL) DAyAiHH)
Bl %% S fiE FEYE(R 22 i DU 3 r i B e/ M~ e KE
K Al 109 4.31 6.51 1.67 0~5.15 0~38.0
LI /r— R 102 4.26 5. 37 2.69 0. 18~5. 62 0~29. 4
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<LSH—F*>

BV v~F)

REHEIZBIT 5 R yERE
MTX DFHF (6mg/JHLL E) C. A4l 3. 10mg/kg Z siffisriElc L0, 3 | (WA, 2 W%, 6 @
%) BE Lo i R E A EIITIE A LTI L. (CEEREEERER) |
o, MERIL FEn, BIBRERNLE CEID D VIZIEAT v A RIEFLRIERIGER I X 515 5B 03Ky
BRED AT A DR o T2 Dy, I (BMD) O - TliE iR EE A N3 2 M 23 2 5
Too MFETITBHRERE L2 AT 2 BE CEMBREOENFET 20EDERHTH S, 3mg/kg O
KAEH G251 F72 49 FITiX 2 . 10mg/kg DKIER G- %5 1F72 50 HITIX4 Flic, 17V F
~ ZNCH T D PR & 610

B~ T BF L — R a AR LAY — M T (6me/ i 2L 1)
SRR AR B G- LI E O ME P A 2 7 VR~ TR EHER (A7)
~ 1000 5

100

10

11 ——@—: 10 mg/kg(n=48~51)

Mg A 70X~ T B (1 g/mL

— 3 mg/kg(n=49)
0.1 . : . . . : .
0 2 4 6 8 10 12 14
! f f B I (week)
T V=R
SR ) RE T A—H 03 Cyy zﬁcprc 6ﬁcprc 14 1
P 5mg/kg THEEERFE | 47.9£11.3 11.5+4.1 5.6+4.1 0.8+1.1
5 (n=49) AT v 47.5 10.8 4.8 0.5
o 10mg/kg | THETEERFE | 168.4148.6 | 35.6+15.2 | 22.3%13.7 5.4+5.8
| (n=48~51) AT v 168.3 33.7 20.6 3.6
Cu : BHHET 1 KFZME, Core : & 5-HIME (ug/mL)
HERE IR 2 EyERE

ARV — AT Gmg/#LLLE) T, A7V X2 ~7 3mg/kg ZHE, 2 L, 6 HEIZ
FrleerikN e G- L, 51 X%t X 3mg/kg, 6mg/kg & DL 10mg/kg % 8 WMMR CRERG Lz L =
DOIMTEFRE T A EIITTHA LT L7z CEERER)

3mg/kg G252 T 7299 HITIX 27 #il, 6mg/kg &5 A43 T2 104 B TIE 24 ], 10mg/kg &5 %
T2 104 BT 18 Bilic, A7 U R~ T ICHT AR R S P,

WKW NTA—F 0 Cy 14 ¥ Cyy 22 # Cpre 54 3f
3mg/kg SEEME R YRS | 57.77+14.23 | 60.82+13.60 0.85+0.98 0.90+1.13
1 (n=86~-99) AT v 58.14 60.35 0.50 0.44
5 6mg/kg SEEME R YRS | 58.86+11.74 | 110.944+23.83 | 2.18+2.30 2.88+2.80
~ (n=91~104) AT v 58.52 113.41 1.81 2.28
- 10me/kg EHE YRS | 58.23+11.34 | 188.70+39.61 4.73+4.78 6.506.26
(n=95~104) AT v 57.16 186.12 3.13 5.47
Cu: BEHHET 1 RFREIAME, Core : BEH-RIME (ug/mL)
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- RE&EGICRBT 2 EYER

WK S TARERER  (ATTRACT #BR) 128V T . A M hLx¥— MEHT (12. 5mg/BLL L) T, A
Y7V~ 3, 10mg/kg A, 2, 6 WRICFHEIRNE G L. 5l & s 4 BERD 2
VN 8 TEEIRE T 102 W RE G- L 7 HERHRR NS & ERIMEIE 2 < 2 L2 Mg hiRE &2 B
b MR 5 2 LvBlEe ST, 3mg/kg DIE (4 WMERE) 2521 7= 73 41Tk 10 4,
3mg/kg D HAEHSE (8 WM #5711 HITIL 8 . 1omg/kg DIERSE (4 HEE) %
ZATT T4 BITIE 1B, 10mg/kg DEHRE (B MAMINE) 2537217 FITIR6Hlc, £ 7Y%
U TR A PUAR R & e GME AR 2R Y.

) A7) F =7 ORRBIRRNMEIL LA 10mg/kg TH 2,

(R—=F =y MRIZK DEIGHES & 5 EK)

- RE&EICRBT 2K YER

A7V F~7 5 10mg/kg ZHIE, 2 B, 6 WRITHEE L, fl&ke 8 HHERT 46 ik
FCRIEHEG LR O M PRI 5 B OB TE 20 28 Lz g h i 2 i
MICh VMR 2 2 SN Y, ARBRCIT 5, 10mg/kg DOIEHR G %%ZF7- 8 Hilic
BWTA 7Y F o~ 7T 20K S hgh o722,

) A7 0%~ 7 ORBHRAMELLE bng/kg TH D,

K T A—H 038 Cyy 2 3 Cyre 6 3 Cyre 3038 C, 54 il
# (ilfggff) THEE RS | 114.9+20.3 | 15.949.9 14.3%7.7 6.7+4.5 6.8+4.7
b -
B (1::;5{% THE RS | 193.1+17.2 | 32.5+22.7 | 26.0+17.6 5.9+6.3 4.8+6.1
we BERET LRI, Core : BRI (ug/mL)
(H25%)
- REHBEIZBI 5 KBk

= VLR RS & BETEMET B A > 7 U U~ 7 Smg/kg AAIE, 2 HE, 6 HWEICHEE
L., Bl&fki& 8 MR T2 M E TR LL &, RE LIZMEPRELMRRT D 2 & 03Bl
STz (BRRERRRER M Ok s 5-7X8R) . bmg/ke DRIEHR G2 1F7- 35 Bt 8 flic, 1>~
U 7kt 2R R Stz 2 20, SRR . BAREME IR | RE T
R R OMEREEAL RE B 1T A > 7 U X2~ 7 bmg/kg &AM, 2 W%, 6 HEIcHkE L, 5%
frx 8 JAMIMRT 46 WL ETHRE LI L &, 14 %NS 54 % E TORE 8 %O MR
BE (PfE) 1300, 39mg/mL 225 2. 27Tmg/ml ORI THERE L7z (BRI GER) , bmg/ke D
Beh a7z 64 Bl 19 B, 4 7 U F o~ TIixt T A ARt s oY,

K ERENTA—H 034 Cyyy 14 3 Cpre 30 3 Cyre 70 3
b 5mg/kg TEEEREE | 97.18419.40 | 3.34%2.95 | 2.16+2.18 | 2.22+2.26
T | (a=27~35) AV T v 98.33 2.45 1.48 2.09
L
Cun : B GAET 1 HRFRITRME, Core : B2 -AIME (u g/mL)
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- WERE TR 2 EKYEk

5mg/kg 8 WMHIFEIE G- TRNURDMERF C& Ip W R acfie, BIETEVERZRE, MRt RoE, RoetEiD
BB O bmg/kg #6458 WHOMIERA 7 U X~ TRE (ATT ) 140, 1ug/mL KT
Holed, THHBRHIC 1omg/kg G L2646, 10mg/kg #4540 ##% (8 MMM YS) o
HHRA 7 VXU~ TRE (AVT V) 1L 10peg/m £TERLE?,

CREMEHESR)

- REEHE LI X 5 EKpyhk

A7 VX ~7 bng/kg AL 2 Wik, 6 BHICEG L, 5lEkiE 6 HHRT 42 WEE TR
H L&, BELMIETREEZHERFT 25 2 LB STz, bmg/kg OREHR 5% 157 33
T2 Bllc, 47U~ d 8RB m & @,

SR B R HEAS BB 2L — RO ml B RN % 5-L 7B
MIFF AL 7VF >~ T PREHER (AT, n=32~33)

1000 3

100

M HFA7VF~ 7 HJE (ug/mL)

10 4 [P P SRS
1
02 6 12 18 24 30 36 42 48
T ) ) ) ) 1 ) )
T L — ko e AR (week)
SR ) RE T A—H 03 Cyy 24ﬁcprc 48
£ 5mg/kg THE+EEREE | 91.76+21.10 | 7.40+4.33 6.964.48
i‘ (n=32~33) AV T v 86.28 7.01 7.37
=N
Cu : BHHET 1 RFZIE, Core : & 5-RUME (ug/mL)
(7 g —9%)
- REBREIZRT 3 YEhE

EWNZ v — GBI 7 U X ~7% bmg/ke OFET3 | (0. 2. 6 M) FEirNEE 5
%, 10 FEEMIFICENRD SN BE L XRIT 14 AU 8 M TG LI-EFo Y Ehie 4
Wat L7z, 8 BRSO BERTIOMFET A 7 )X ~TBE (AT V) $EINE

54)

o
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VIL S EhRE 2B 5 IH H

- WERRE TR 2 RKyER

5mg/kg 8 WM G- TR HERF CE W EFE O bmg/kg H 58 BHZOMEF A 7 U F <
TRE (AT ) 130.30mg/nl TH-o7228, 26 EFEIC 10mg/kg &G L7284, 10mg/kg
¥ehH 8 BMgEOMIETA L7V X~THE (AT ) 131, 29mg/nl. £TEF L9,

- G HIREMER BT 5 KW BIR

Smg/kg 8 WMIFFH G CTRIENHERF TE 2RV 19 B Smg/kg 4 WFEIRHE G 21T L&D 4
%O MG EE L, B5MFEEMET & L CimL 7z,

- RE&EICRBT 2K YER

BEILATAR L CVDEROBFEICA 7Y ¥~ 7 dmg/kg A FIE, 2 W%, 6 BEICKERS L
TBROERMEE 2ol AV T7VXI~T DI VT T UAE, BEOZLVTIF=VEH LW
AST LHEBIERR® BT, BEHERE - ITFHEREREF 21T 2B D2 ITR O bR o7z,
Smg/kg DI H G- %572 31 BITIL LIS A 7 U F o~ TIext T ahEn i s GhE
NIZET 5 i) *,

ﬁé%@ﬁg/\o?%_& Oi@Clll Zﬁcpm 6ﬁcprc
o 5mg/kg AT v 168 33.7 21.8
5 (n=28~30) P9 53z ] BE I 113-206 26.7-46.4 13.8-33.3
o 10mg/kg AT v 359.5 75.1 50.6
- (n=29~32) P9 53z ] B I 274-419 54.1-93.7 31.7-69.1
Cun : BeGHET 1 WRFfRIRAE, Cove : £ 5-RIME (1 g/mL)
<IBERBR >
- RE&ES TR 2 KB

A7) ¥ ~7 bmg/kg ZHIE, 2 W, 6 WHRICHRG L, Jl&kx 8 BT A% ET
B, BELFMEPRESMHES T Z EREEINT, Sng/kg DREBRS 25T
104 FITIE 10 FlCA > 7V o~ TR T HHERBE St ),

- RE&EICRBT 2K YER

ACT1 BRBRIZIWNT, A 7 U K~ 7 bmg/kg Z M)A, 2 Wik, 6 HEIZAREIRNES L, 5l
Hex 8 WMMRT 46 MR £ THRE L& &, ZE LomiFTIREZRHMICO ORI 25 2
LVBER ST, bmg/kg DIRER G- 25213 7= 116 B TIZ 9 BlICA > 7 U X~ T ITxt4 HHUE
Bt E s GMEACET 5

BREERR L

BE - ftAROEE
M ER e L
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VIL S EhRE 2B 5 IH H
2. EYEERN/NSA—4
(1) A&
AR L

(2) W EE E ¥
AR L

(3) HEEEEH
AR L

4 YUVF75320R

IVIL 1. (2) BRPRRUBCRRR S hiz bl ) o
(5) B

(VI 1. (2) BEPRAUBRCHERR SAL7z fLils ) o
6) Z0ft

AR L

3. B&H (KREaL—Lav) @
() FEHAE
AR L

(2) 155 A —SEHER
AR L

4. IR
MR L

5. 9%
(1) i s7E—Hi B8 P9 8 14
A2V 2D

(2) mni%k—RsEERIFTEB
VI 6 (5) #Ehs) DIHZM

@) Ait~nBiTiE
BREERR L

(4) BE~OBITIE
AR L
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VIL SEEaeIc B3 5 A
(6) TofoBEm~NDBITHE
CNER R L
<BE . LIFr— K>
b N TNFa BRFEZEALIE N T VAV 2=y 72w U AR ORRRFER~ T A0, PSE#KA 7 ) Fv~T
) 10mg/kg FFARN I G L7z & & Olisr - MW B BRETVT AL O, i, M <,
R, NG, AR M OV RS AR . YR TR 2 o 72 77,

(6) MITPELFEE
M ER L

. RE
(1) KPR SR BHERR
YRR L
<HBE . LIF—F>
t hTNFa BEFEZEALEN I VAV 2=y 72T AL, S Bk 7 ) X2 ~7 %% 10mg/kg
FRNEE G- LTc & 2 A, migHIciEE & UTREMED i S v, RISt s nvienroiz,
A7 VX TOEFERITE b 1g6, EFR—THDHZ &b, b b Ig6 & [FERICHIFEN B RS C
XV ERRNTOMERINESS O LRSS ™,

(2) RMIBE5T IR (CYPH) OHTH. H5E
AR L

Q) MELEBNROARERVEDES
M ER e L

(4) RMMOFEOERRUERIL, FELE
AR L

. BEdt
Y ERZR L
<BE.LIFr—FK">
t hMNFa h TV AV 2=y 7T AL PS SEHIRA > 7 U 2~ T8 10mg/kg RN G- L& 2 A,
Peho 14 HH £ CTOREOFEP ~THEGHFREROZ NI 11, 5% % O 12, 29203 kil S v, Fadkit 31X
23. 1% CTdH - 7= 7,

rSURAR—4—IZB8T B 1EHR
MM ER e L

. BRFIZE IREE
AR L
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VIL S EhRE 2B 5 IH H

10. REDEREZFTHEE

U ERR L

<HE . LIF— K>

D /WNRITET 5Ky EkE
(7 a—r9R)
A7 VxR~ T % bng/kg DHETIE (0, 2, 61) FrgefRNE G, 10 BRHMER ISR FD 5
= 2581 14 T LI 8 TREINE T G- L 7= o By Bhie 2 st L7-, 8 TR 551 0 F% 5-5i1 o i,
HEPA 7V R~ TRE (AP7 ) MRS, dmg/ke DRERG-231T 72 14 flicik VT A
7 U XTI PRI R S e o7

(7 B—29%)

A7V X~ 7 bmg/kg 8RR G TRRNHERFCERWEE S HllcA 7 U F <7 10mg/kg %
B b Uiz b 2o 8 B OMIE IR, MEATE i LM L7, 10mg/kg DI 5-%%1F7- 5 fillcds
WTA 7Y F =TI 2 HURIIRIE S e dr o722,

(BFERIBR)

A7) X< 7 bmg/kg M, 2%, 6 HBRICHEG L, SlE&kiE S MR T2 it E THRE L
x| RELTMIEHIREZ MRS 5 2 E A BIE ST, Smeg/kg DIEREG %% T 7= 21 I TlXA > 7
U ¥~ TR PRI R S e h o 7 90,

EWEENAT A—HF 0l Cyp 6 1 C,,. 14 # C,,. | 228 Cp,. 30 &
ﬁ FD‘Zﬁ‘E i (R | 96.18+15.65 |12.34+7.51| 3.304£3.03 | 2.68+£3.02 | 2.74+3.52
2| 21 ROT v 97.17 10.35 2.58 1.54 1.34
Cig : 53T 1 FREITARE, Cp.: E5AME (prg/mL)
1. Tt
A vz
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. R£t% (ERLOEESF) ICRHTSHHEE

1. BEABELETDER

1 -8

(FheEFIE)

1.1 REPEEICKY, %, MNEZSCERGBEERVEBESOBLENHOONEICENHY.,
AF & DORREMIALHTIEREZEVD, BEHERORBEIBRESh TS, FHANERETASELHIE
RITHRVWCELED., ChoDEREBEICHIHHAL., BENEBLI-CLEZRELLET. &
LTOABHENEREZ LFEFHLD LHMShIBEICOIEETEHIE, T, FHODF/EIZHIVT,
ERGEMERICE Y. BHRNLERBELLEIZLENAHINT, REFKICTTHHICHE TS IERRERR
VERDH ETRE L, ARBESRICEMERNRR LI-GHRICEK. EREICERTILIBEICERE
#5Z2462¢&, [1.21,1.222, 1.4, 2.1, 2.2, 2.4, 8.2, 8.7, 9.1.1, 9.1.2, 9.1.4, 11.1.1,
11.1.2, 11.1.4, 15.1.4 BE]

1.2 BRdE

1.2.1 ERLRESE

BMmfE, RERREZSCAMARREESORIENLGREENH oONhE X H L=, +97%
BREFTSLREBRPEOREISERET AL, [1.10 2.1, 9.1.1, 11.1.1 B]
1.2.2 #&#%
BEEE (RS RURMER REE. MR, ) oNEE) 280 REL. ETHD
BHOLNTWNS, BROBMEEETITEROBELCRVELOEThANRH L=, FFIREICEIL
S THEZICET2+HEHERUBHLY FFUREICNZ., 4 82— A -7 HERRBRXIE
YRV URIGREZTVD., BEERBCTREZEZTS52EICLY.,. BEBREOFTREER TS
Lo, T, BROBMBRREEICT. MEEEOBEZLI-LT., FFERETH L, YRNLIV Y
RIEFEORENRBEDREICHST, BHERFHEREIBOOLEALBESh TS, [1.1,
2.2, 8.2, 9.1.2, 11.1.2 B®E]

1.3 XFI®EICEHET RS

1.3.1 Infusion reaction
AEIEEHRH BV IERER TR 2 RMLIAICHEE T S infusion reaction D55, ERETF T«
S¥o— (FREE,. [EXER OEEFF. OFEET. OEZFE. 77/ —€. BERRE. R
B ERTE) [  BEAHOOLNEZ LD H S, KAFTRBFICHLERIEDTEZHEREL-L
THREZMKBL. BERTRITHLGHREEZITS &, -, ERK infusion reaction AAFH L
=BEICE, FEO/EZPIEL., BYOLGREZFTS2E, [2.3, 8.6, 8.8, 9.1.7, 11.1.3,
14.2.2 BR]

1.3.2 ERMBHE (BER5OHBE)

AFEEE 3 BULEBRICEELCLOZESUERTBBIE (K. R, RB. SEME. €
SE. F-EERE. BTEE, SR, WiERE. BEE) KHobhdlebthd. BEREICE
ERMBFECRBICHA. THLEBEBETSIIE, [2.3. 8.6, 9.1.7, 11.1.7 BHE]

1.4 BREEBOBKERRV/XITEZGZH LOELN, FEZEL INFNFHEREZETIEFITHLDN
580 BB, xS (SREELLES) RUZTOREROHIBEICEBEELLEVIEEL, B
HEBZRSBECREEZFTHBEBICHRETHBSICE. EEERCHEORELXERET 5%
E. +HGBEHEITS5CE, [1.1, 2.4, 9.1.4, 11.1.4 &&E]
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VI Z4tE BEH EoEES) I3 53

(EEEYY v<F)

1.5 REIDAJETOIWMIC, IEXTOA FERBEFR VMO VI FEEOFEAE+HFTERT S

Lo F FHUZODWTOHALEHBE ) VI FABROBREL DEMNMERT S L.
(R—F vy MRICKHHAMEREESE S ER)

1.6 AFIDBEREITOSRIC. RFAERE (000X RYUE) OFERETHSEIRT I L, £z, X—F
v MRICK SEAMERESLE S BEXORBREREZF DBHELFFIZ O VWTHILMEERTIH
FEOEMMIZHEARICH LT+ EEE L YFERT S &,

(EzHE)

1.7 AFIDBRZITORIC, RFOLERE (RINVRBEZET) OERZTTEIET I L, F=. &

BOARERZE DEMEAFICOVTHLLANBER T IEMNERE L YFERAT S L,
(REEEH )

1.8 FREIDABBETORNIC. BEAERE FR7O04 FERREFRE) OERE+HBIERTZ L. F

f=. ZENOVWTO+H LB EAERERROBHRUARORRE L DEMNPERT S &,
(U o—y&)

1.9 AFIDBREZITORIC, RFAREOFERZTIHERT S L, F=. FFIODVWTO+LRHAGE L

I R—VRAROEREL DEMAERT S &,
CEBIEXREE %)

1.10 FEIDBB|ZEITOWIC. BIFAREOERZTHEET S L, F=. FFIIODLWTO+HLMEE

BEEXEXAEROBRE L DEMMIERAT S &,

< fifga >

L1 RANZ, KB RTIORBEEREMEHERNRESNLTWD, 207D BARFThHoTh+ I &
TEHEFE R RNEMOLE TR G THZENLETHD,

1.2.1 KHIZEOWEINOFT TNF {EHZA T 23A OB SCHEOEEMITIL, BOERRb D25 Lol YE D FEBL
MEEVIAEN TS, RANT, ERNGEHEBICBOCEER@BEE2L2 TNFa DIEHZM 25
TEICKVIR RN R ERETOEA THLD, RIE RIS E TS TEIENE 2H5ND, Fo,
R RB PICRB O CHREEM 2R E TR WE B RBYE N HE SN TR0, AA o H
BMNCFHe 72285 E 2 0L+ 72 IR OBIEENLETHD,

1.2.2 FEICBTHMIMRZE L, BT HEERRFEZAGEGLHY ML R NI AL B 2L %
THZETHBEEZRBITONDAREMENSHD, AT S A4 ERK G ITBWT, #2835 ST E #
TG % EH A TRIELZBOLERO LI, I T AL G SN TWD, £, BUIRMERE D
TEENE RS ~ B AT LIS HER SN DIEFI LR OLNIZZEnD, F S22, Lo oA
WMz, A F—Tzmr -y W R XY XAV RSB 2TV, B EWE CT A% %
Fhi L THRERZ DBEE O A FER T 2NN DD, OB YF TPt ok 542 L7 EC,
KRENZe 5T 58, Fio, VNIV KR %O R DR OB H 1BV TH 5 1% 15 B 4 5 1%
DROONTZHREDRHD,

1.3.1 RAFEFRFHLWIHR G TH% 2BERMUWNICHEE T58 1EH % infusion reaction &9,
AT A AAAEE BB CUL, 5 HEORBEHL TP L, @I EEZTIZEIENED L R
ezl 4 LT °8 ) E O 72 infusion reaction DIER ELTIX, 7T 74T5F > — KR JE IR
(R0 PR 8 &8 SOt oo e B i) EARF, EEE, 77/ —8 (KRB, BE. SRB5%) .
FAE N DD,
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2.

VI Z24et: (BEH EoEE%) (B3 55HAE

132 KAICBWTERMEBEBELST. B ELTHL3I AL ERBLTRATIRBIEZ WV,
BeG% EMM ST CHESG 7568103, BREREIEORBUERE THLERHD,

1.4 TNF o PRESELDLEEEE B OB MEIZEIL T, Bt INF o fEFZE 1% TNF SR ANZ B W TERBS -
LR VEAVIE R E ISR AR BRIC B VT, IR H L T BITIEIR DN EAL L2 L DA 2385 6V,
I HWBERE B OB T AT ERE L EZE 5 L2 A EROEN N LSNI-E D& 1 H D 6263

1.5 TV.2. Zhe-2h B BE A1 E < ) U~F >5.1 | DES M,

1.6 TV.2. ZhEE - RICEEIT2ERBE < N—F =M ICI2HIEEMRBESEIEER >5.2 OIES A,

1.7 TV.2. Zhig- 2 B B A1 E <FofiE >5.3) DIES MR,

1.8 TV.2. Zhfe- h BACBE# 4 AIEE < /n— 05 >5.5 | DIESHR,

1.9 TV.2. Zhie- 2h A BE 3 A 1EE <JBEME KRG > 5.6 | DIESHA,

ERAE L TDEMR

2. B (ROBHEICEBEELLBEWLI L)

2.1 EERLRYYE (MUNIES) 0 BF EREZEASEIBZNAHD, J[1.1,1.2.1,9. 1. 1, 11. 1. 1 &]

2.2 IFEMERE O B ERZE(LS 282NN HD, 1[1.1, 1.2.2, 8.2, 9.1.2, 11.1.2 ]

2.3 ARG XTI~ ABKOEAE (v AR X 2AF8 e MEPTRSE) 125 I8 BUE OB O H 5 B
[1.3.1,1.3.2,8.6,8.8,9.1.7, 11.1.3, 11.1.7, 14.2.2 /]

2.4 BRI (L RVEREALIE %) O OBEEEO 55 BFH DERO R R ELDBZEN1H5H, 1.1, 1.4,
9.1.4, 11.1.4 ]

2.5 Solft LR EDEE[15.1.2 B

< i >

2.1 TVl B NAEELEO B | IT.6. FEDOT ma2fA $H5EFICHITLIEE IV
[VIL8. BIfEH ) DEZH,

22 TVIL.1. BENALZOBM |, VI, HEAREAMIEZTECOEE | TVIL.-6. FE DO &
AI2EE TR L OIVILE. BWEH ) OES ],

23 KANT~UAEAB KLY NI, EMUIRFEE A THY, B HE %, AAICx 750K
MELEINDZENHDH, LIT—R O KRB IZEBWNT, LIF =Rk 550K O E £ 2
e RSN E B IX, UKD E A SN -T2 B H FEIZE X infusion reaction O ¥ Bl 3% 1
B NRBOOINT, o, LI —Ro i R B O Rt N <72 D@ m A A A, i H i E MK T L
BB TIIRN R OB O RTREMEN DD, MR T, RKF DR O~ A% A HRE 53 7200 TIEREHF O
WA Z L0 IE BUE 2N BL T 2 I REME D & D, M BUE DI BL AT 2720 AR E T G LRnZ L,

2.4 LI —R % & o0 TNF FRIEIZHB VT, FOARPR IR R (2 38 PEREALIE |t R 28 | REINT I 77 % %)
K ORI R R (T2 - N —JE B E) OBLEEE B OB LEAL DB ENNBH DT80 i ffi 9% B K Y
ZTOBMEROSLEH ~FIARFEHR G LN E(IVI-1. EENFEEZOHE |, [VI-5. HE
EARNEELZOHEME | IVIL6. FFEOE F2ATHEFICHETLEE L OIVILS. FEAIOESH),
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et (W EoEES) (BT 5HEA

2.5 —a—I—T LB NED T DRSO EE SR (NYHA) LK OV FEDH - i DAL B3 a5t 4

ELTEL I =R R R BRIZBWT, DA RIERZEDOENICEDABRERLLE T BRI —R®
10mg/kg BEGHEETEWIENFRDONTZ, 16> T, A 512 L > COREIER D EAL 32 "I REM:N
AT O AREEHRE L (VIL12.FDMOEE | OHEBM)

. DREXEHRICEAET HEE L EDER

'v.

2. RESUIZNRICBIE S 2R 22T 52 &,

. RERUVREICEET 5 ERETOEAR

'v.

4 MEROHEICEES SER] 22752 L,

. BEEGERMIE L TDOEH

8. EXLERMIE

8.1

8.2

8.3

8.4

8.5

8.6

8.7

8.8

ARFN I B S RS-0 R 95728 (5mg/kg B 5B 7e< & 8~12 #H]) . ZORNZIZEIER D
FHBUTERE T DL, Fio thoAEMBFN LDV EZ OBELIER T 528,

ARHFN G- THREIZE T2+ 022 KOS Lo N U REICM X, A F—Txa -y
WEBERR R ST~V 7V ROSHAEZA TV, B EES CT MASZITIZ LI, RGO A BT 5
T, Flo, AAIF G- ML N AR S O U 2R A & E IR T O 7 ERERE DR BLZI T4 1
BL, BEICHL, A RIERD IS5 (Rt 725, FEVE) 1IN EIREICHEAE T 589
AT HZ L, [1.1,1.2.2,2.2,9.1.2, 11.1.2 ]

AHFNE G el TNF AN LD B BUFR A N AD FIEMEALDNHESNCTNDO T, AFHEE G2 H T~
B B R AN RGO AR T HZ L, [9.1.3 ]

KRB P G- LTtk FE BN Wk, I W IR 8 25 oD ] B il 2k O IR 3D B o AL72 35 A IS 0 S
FIREICHEME T LI EHICHAT 2L, [9.1.5, 11.1.56 ]

AERE P IX, BV F U AT L, £, KA O 5 LEDV I F B EORBREIX 71
HIFDHZENREFLD, ROEGTEVITFUVBERMOARAOR 5 ETH o RMRESHITHIEN
TERWE A VAT - X7 4o e EEICHB L ETHEH T2, AT 7F 28D
JRYSIE S BLO FTREME 3R E TEARW,

AR A #5713 infusion reaction (2%t 5 Yl A (TRLVFI | BIE K E HRVEUA
PEASIVAI N ET BT 72 )RR BB 2HE HICEE TEXHE+ 0K Hil o LT,
BeEEBBL, ER THRL T ORBIEEZ1THIZE, o, BRMEBEUE (3 H L EfRiE%) Rdbbbhd
ERBHLZOT BFICHOHPIL, BB B, T, T HEEEE, FHIRZ RSN EBLL
. EIREICEE TIOR3 20U extinaesnze, [1.3.1,1.3.2,2.3,8.8,9.1.7,
11.1.3, 11.1.7, 14.2.2 & ]

BRI T D8 54 3 AEMOIBIFHA T, BEAEY L SRS O B RO BB HE S T0D, BER
JEVERR RO 52 BF R OGE I 12 5 5- LI A BGYECHEMED v O R BLO fa Rtk
DEEDTENMESILTND, Fo, AFIZE Teht TNF 8UEIZ6E A L7/NEROEER TSN TE, MY
> B O FEPEES NS S T D, AFNTER T2 60Ty, BYEESZEORBUTEE T2
Z&, [1.1,15.1.4 BRE]

AT~ AR A BRI D O EMTERFEE A THY, T 55 RFNKET 5K EA
INDIENRD D, BRI TARFN K T 20K O FE A& D3 58 ST /B F BE I, PR 3 e &
SN2 ol BE BEICHL X infusion reaction DR BLN L VMEIZHY , iz, AR Ko ifn o i BE o £
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VI ZetE (BEH EoEs%) (B3 55HA

PN TR DB 28 Zr By o R BE MK R L2 @B E TR R OB O P REME D H D, [1.3.1, 2.3,
7.2.8.6,9.1.7, 11.1.3, 14.2.2, 16.1.2-16.1.7, 16.6.1 SH#]

8.9 KAIZ#H G LIZEBHITH T, e EALSIIH BRI LILLORE RDHD, HIERE G T
RAEEG-OFILEEZETLHL,

<fiw >
8.1 LI —R o /1 i i 1%, %9 8~9.5 H L £ <, bmg/kg DG 1T <t 8 W n 12
1 R FEASRRGEL TUND, ASH 0D ifiL i B =R I3 344.54299.72 KERHCd 2 (TVI-1. i 7 i B o>
B IOHSR), EoT. AR O G ICILIAMEHAOE B ICO VWL, &5 E %721 T,
ZOHYLHDICERTHLERHD,

8.2 MWMENTFELITEY LB Tk, ERDBH TWARWEATYH, AFIOF 52 X 0 iER S BEAE LR OE

kT o8N H D, RTOERET, MEEOFEZHEZRT D ORAEGITEL S, FEZIZON
TREEE A BT+ 7M. L v N7 Uy L7 U o ROGHRAR & O B CT AR,
A F—Txnur—y R EEITONER DD, % OB G E K OG5 b D BE 121,
PSR 5 LT ECARFIZE G L, ML o N o S 4 BRI T O EREIE O R BU T+ 0 1%
EL. BEIT. BEOERNEDNDGE (Fifit T 28, FEVE) [3EC N HIREICEE T2 L9125
REIAEATOZE (IVILL. BEAREZOBM, VL2, ZAoANREZOBME || [VIL6. FFEDOY REfa T 5HE
FHIZBT 2R R ONVILS. BIWER | OES R OmEER),

8.3 LI —KR%2& LoHl TNF WA ZHFE EESNZB B RTANL A7 OB E T 1E K Y
(HBs #HuJR et 72> HBe HUfR 3iT HBs HUARRS ) 123\ C, B BUF R 7 AV AD G HEAL AR
INTWD, ek, ZNHDOMEDLIL, MORFEIHIER L DAL K G LB ITRET)D,
KN G > T BRI R VAN AER O R EAHR T 5L, BRFRTVANAXXIT DB
XITBEA B AR 2 5T 585613, IFSEREESCHFRVAN A= —DFE=2Y T E(TD
728 BRFR T A NAD FHEMALOBARPIEIR DR BUZEE 528,

8.4 KAI K NIy —KR O G ICEVMEMEMEXORENHDLD, KB L, 2B, £
ARRL S0 — NRUF OF F IR (2R - PR il D338 BL L By 0 72 R B &2 7= & S TIE B L7 — RO N T
HEINTWA(IVILG. FEOE ZA2HF THRFICEHITIHEE IR QRIS BIfEH I0EESR),

85 KF O HGEAEZ FI-RENPLOHARICENTIZ. R EDIRINE LA REMEDBHLHT-D
BT IF R T ABRIITEENMLETHD, BIMNIIB W T, LI — RO E NIgELZ S T - ALIE 28,
1% 3 »HRFIZBCGUIZF L OB EZ T M~ AT YT RYE XV AER 4 v H¥T
WLt OMERHDLIEND, KA G-I /NNETld, KAI# 5 & BCGC 28 LAV /T i
EOMBAE WG EIIX, AV IFUoBEREICE KR TG ENBBLT2VRBZEEIND,
LI —RUZB W TN CORE D HDHH DD | KA O I — RO AR FROTERR K O R 1238V,
HUIF NEIRTAREE R BUTE O LN TR, /NRICB T4 U 7 F B2 R 3 ARG E D
FEBNBOLNIZHAITIL, WYL EEFTHIZ L,

8.6 LI —ROLEIARIZ, AN 512 L5 infusion reaction (22U TCid, @B H DIEEIZH WS H3E Y
(TRL TV BB R EFRLVECA PLERAXIVAI ST T 0720 ) 0% 5550
WY BN TEDLEIRE FR IR OFE R B K 2 DM 21T > TRIR&ETHD Y, &b,
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VII.

Lt (N LoEES) (BT 5HEA

BEBREBEEICOWTL, EMSEONEZELIZZITONRWVGEELE LN, ERNSBEIHY s E
BTN dIH9H O CARIEICREFH L (TVILL. BERNREZOHEB | L ONVILS. BI{EH I 0EZR),

8.7 BIHi VY ~F B Tlx, JEME B (TH B /- IE O R LA A3 v O 09 R 1) ) LB U LR

FEBURDSFABIL TUD O FE7o | Sy Il Al o i FE Bl LB O R BLR B3 @\ T TVEORE R B,
Flo, 70— IRICB WV CIERUF UL, RUF UL OB R, JEREE L

R LENEI 4.69 fi5, 2.22 fEDOBEWRBE THHZENHE SN TS ™, Znbidra— Ui
BV ~F oL@k RIER B CTIIEMICOREVREME F N E 5SS T0aE A4 1n£<,
INBDREINE 2 HID,

F7-.2009 4 8 A 4 BIZKEA G EIKSF (FDA) 1X, BT TNF BANZ L D76 22 T 7=/ R OFFE A
BTV AN EEOEMEFER OVA EFICOVWTHEREBREZRDDLIEIIICHE KL,
A 7VF T~ T BFN GG Te Bt TNF 8% /N8 K OV A Rl N AE AR A2 IS HEVE DS 23 380 L 72 48 (il & fig AT
LR R EENETF VR ORIV REE2E VR EThoTz, £,
fh DM RS L L CH MR, BN, BEIIRERESHY ., /NI TRIEN N TH D g i A JE
JHF R 955 SO A B e S5 b T, 48 Il R D FRE (88% ) THR i M Al A4 H LT,
BEPEERORBUCBE L CThBOIRAIOREL SO D03, H1TNF R OFHOFBELERAA TEaNnELTND ™,
72k, EEEMRFHI B W T, AFNTE /7 —TF AHURTHY . WEZOLOLL THRENREIND
HLOTIER, T, A T7VX U~ TITEREY O TNF o ERZZEEPENRNZEMNS, TNF a DIER %
Ml T EICEDRE MM R B EZFN T, BARMERBITE ML T\ ewn, L,
i ¥ 12 TNFa OFE R B #H SN TWDET L THD TNFa /v 7T IR~ A (-/-) Tlk,
BER DR DA E 2 5 LR B A RBRICEB T, AR~ AL e UCHE B3 A o8 ik
BOHILTUVRNED GBS ™,

LI b ARFI O E BT e OV B APERRBR S OFE b Ml OfE S L ~E R 5T ERITRnb ok
EZHNWDH, TNF o fEH OME] 23 E 5 508 ~RIT TR EBIIAARALHY, BEMELE 2
BETHILILTERNWZD | AFIEGIZERL THARERDPBDOILLRETHD,

8.8 AH|# 51215 infusion reaction {2 2UWNThE, B IS DIEFICHWLNL IR Y (TRLF U,

B R ERNLVEUH PLEAZILVFI LT BT /720 %) O 5B\ 3 U 2 L E N T&H LD
Rl - FRIROFELR | e E DYEEAT > TRIRETHD ™, IHIT, FEHRMEBBUEIZ OV TIE,

Bl % DAL E ZE HICZ TNV ALEZ LN, ERiD, BEICE U R E E 3T bhdEd
HHOE TARIEICFEEHEH L2 (T V.5, (4) MEEAIFER | & ONMVIL L. (2) FRRRER CREFES - IR EE | DIAS
i)

o

8.9 AH M LI —R %G Teht TNF o H O 51T KO FHE LIS O B THREHER O MBI bz

EWVIEBIER A D NHDHIEND AFNER G LT BB IRV T, SRS EAL T R R B A A REME
IZOWTCREEL 72, BIEDG ST YRIE ATV, KRR G5O P IEEZET DL,

6. RENDHREATIBEICHTIIE

(1) &6HE - REEOHLIBHE

9.1 A6HE - IEEDHLBE
9.1.1 BE (EELGREEZRC) OBEXFIBRRENRONLIEE
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VI 24 (B EorEs) 12+ 5HEA

T O7RALE & R BRI EE T D, RIS SOSEIRT T HEMEZA L, IEH 7R a2
WL G2 DA BS, [1.1, 1.2.1, 2.1, 11.1.1 ZH]

9.1.2 #HZOEEEREE (FICHEOBMEIEOHLIEERVHRELY MU LEZKBEMEDHLESE)

RITHERERENEDODNSEE

(1) MEZOBEGHE L, M2 KO L > N7 o mEF 2 EMP) (56 8% 2 » AR ATRERIR Y
1y AIC1TE, DBREEELEISSCT) 179 28100, MERORIUCHSICEETH 2 L,
MR bS8z b5, (11, 1.2.2, 2.2, 8.2, 11. 1.2 ]

(2) HEEOBEEZET 556 R OREREDILDGEITIL. MEOZHRBRN & 5 EMICHRT 52 L,
UTOWT A0 BFIZIE, FHlE L THiEEDHR 5% L BT, AflaH&E5T5Z &,
- M EgE AR CBRIBYERS IS A BT A ES bl a1 A E
- FEEZOIRRIE (s E G ) 2 H 3084
A —Txnr-y FERERBRSOY ANV RAE R E OB ALY BE G 358 <

bbb BE

- WEZRE LOREEME A A T 5
[1.1,1.2.2,2.2.8.2,11.1.2 ]

9. 1.3 BEFRVAINRAXv ) 7OBREXLEEEREREE (HBs IRREM. » D HBc HufkE =13 HBs ik i&1E)

HEREREBSCHRVANAY— I —DF=F VU T EITI L, BEFR Y A NV AOFIEMALOMIE
RIEROFBCEHEETHZ &,
AHK & Gt INF KIS Fe 5 Sz BRIFR VAV AF v U 7 OBE IIBEEREE TSV T,
BAFR T A W ADFIEML N HE SN TVD, B, ThbOREDE X, Mo EmEEHN%
HOHKNEZEHE G LRI RETnh, [8.3 ]

9.1.4 BiERENRONLIMEEZETIBERVREROHSHEE

(1) WiBEEE BN EDONABEE A TAHARZICHOWTIL, AR 70020 O H 8 Z W %5 D & 21TV,
TSGR A M2 R U7 b CAAIE O S 2 Rt L ., 5% 13 B 8241128,
BiBEE BB OBTNN DD, [1.1, 1.4, 2.4, 11.1.4 BR]

@) MHMEBOREROOLEF T EEBMBGZHEOMRELEBML, +0ICEETLHILE
iR ERBOBENR DD, [1.1, 1.4, 2.4, 11.1.4 B ]

9.1.5 MEMMADBREROHLEE
EMNC R 2Tl BB T 528, MEMEMRNEESUIFRE T 220385, [8.4,11. 1.5 ]

9.1.6 EELGMEARE CRLMBKED. BATRUENE) OBEEXETOBREROHSHESE
MR BB T HIBENDHD, [11.1.9 B

9.1.7T XFKRERRODHLESE
Infusion Reaction, IEFMIBBUENFKBLT A AREMAH S, [1.3.1, 1.3.2, 2.3, 8.6, 8.8, 11. 1.3,
11.1.7, 14.2.2 B]]

< fifga >

9.1.1 RANIAEKICEZRPBSEHLERANHLOT, EFLGEISEICEBEE XD EME1DD,
Z DT | TEYIE D BFE HDTIRYHE DN b D BE ~OF 5 ZBE L Il bl /e i b+ 5 7 B 2%
ML, el BEERBEEREK VEHE-EZOBRE ~OK EIXTHE R 1 THD
(TV-4. FEROHEICEETLEERE] ), TVILL. BENREZORH || [VIL2. ZEoNAREZOREH ||
VL5, BEREARRERLEOME ], TVIL6. (1) & 0HE-BEEEOHLEHE | L OTVILS. @IEH |, DHEBH),

9.1.2 AFNTEEMEREZEZBSEDBENDBHLD T, FEAN5r72 02 K OBV Mol
Mz A F—7zm—y WRHEBR LY~ TV SOSHRAZATVO, B CT MASA1TH
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ZEZEY | R O AR T DL, OB T 556k OISR b s
LAIOE, BEOBIERBRBOHLEMICHRTHIE, | EEOBEERE 2T, ok 5%

L7z BT, REIZE G L, L N oA S 2 E AT % R OB+ IR
FTHZE(IW.1. B H NE cxoB dh ) TW.2. 22 NELZTOH B |,
TVIL5. BEEARFEARNEREEZOEE | L OVILS. FIfEM OHEBMH),

9.1.3 LI/ —R"% 5 &oht TNF "AIZH G EN72BRFRIANATYI T OB F I QL #H

(HBs Ul B2 | 72> HBe HU4K X% HBs HUiR 1) 1230 T, B BUF R T ALV ZAD FRIE AL 23 s
INTVD, BB, ZNHLOMEDOZLII, OB EMHERZL AL HKR G LZEEI
ETNWD, RFNE G >T B RFRVANVAER G OF WAHR T DL, BRIFRTALA
XX VT OBFE BB ITARRIZ #5325 61, IR AEESCITFRVANAY—T—0
F=HV T EATHRE | B BUFRTA N AD FHEHEAL O IR O BUCEE T 528,

9.1.4 TNF o Ml B Z2A §25A T, BEREOBEEDOHLEHE BT, BEREOFRL, 8 EO W RENE

DEWEDEE S L TWDD, IBER RO EZ WM T TR WEFE T, ZOBERHID
BAIWZHOWVWTHMRI FOBBEZWNICIV MEOAELER LR G Z2EETOLLENDD,
FTo BRVEELIE/RE TlE, FEARBIERD@mOETLHMENDHY, FRICERTL2LENDHD
(TVIL1. #ENEFEEZOME |, VL2, Ao NEFEZORE |, VL. EEALEARNEELZOMHA |
S ONMVILS. BHWERJ DIEZ)

9.1.5 FIEMEMRDHEESUIFIT DL DD, AR Uictk, FEEN, K, FEI A #E% D TE R 2

HODLNTS BT LI EIRIEICERE THIOBFICHA T2LE012, ZOXDE R 2
HOLONTGEITIIMEL N oA K OE CT MAEELZITV., BIE REAR VeSO E%E
DG 7B EZITHIZE, ELELTAM LU —MUHIGF AR ICBWT, MIEMER K2 B L
ARl & 72 8 S TEBI AL 7 —RUZB W TH A STV (TVIL5. EERFEARER LT O )
S OMVILS. EWEH DS H),

9.1.6 LI/ —R 08 AR M BR B | /s o 3 i BR s | BEORLER 80D | i BR A A AE R

/R A R BEIR NN D E VIR E NH D=0, KF O 512 L0 I ik 3R E 2 EAL 5
BENNHD, (T, BIEET0ITV, BENROLNTZHEIITR G A2 IEL, @@
ZAToZ & (TVILS. BIVEA I DIRER),

9.1.7 KA =G TeAr 7V~ T RIF O GEREBEDOHLBE RS LS 612013, EE 72 infusion reaction

SO IEME IR IEE S OWBBUE IR DS HERL 2 AT REME 3D, - T, AL DAL 7V~ 7 B
ODELHERBOHHEFICHKHLTUIEERICE G T2 BEERNRFLEZOHB | KO
[VIL.8. BI{EH I DIEZMR),

(2) BHmEEESRE

)

Y A GAVAIA

¥ eEESEE
Y A GAVAIA
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(4) HIEREEET HF
REIN TV

O =3

9.5 it

9.5 1 40 SUTAEIRL TOD A REME D H DL MEITIT, IR LA R IEN a2 EEbo LB a5
GRWZOBEES D Z &, ARG X 5 AR AFEERBRIIE R S ThRwy (RAIZ e - TNFa
FrRATEMERBRN IR TE RNT2)) o £, VA WFa 2P 55hE5ICLD, v 2R
EROTHR SHIZRERTIE, R, BEmEE, REHETERD bh T,

9.5.2 AFNIM B EIEIENHDEDME DN DD, 1> T AANOKR G2 T IZBEPLO A RITBW T,
TG DY A I8 G ED W REMER DT BT VT U M DB TSI TH D,

<SR >

9.5.1 ARGRIEFE T SUTATIRL TO D AT REYED B D0 A ~DfE F IR BRIT 722 IR P o & 512k 32
2 VR STV e, 1o T IR XUTAEIR L TW D A BEYE DB D i N ~DARF| O # 51X,
AL R EWEERO b AR ERMEE FEb2EHBSNLGEICORFERTHIL,
(ARAIDEN TNF o FF 2 CTEYVY FER D EM TERWD ) RANE 51220403 A4 5 MR BRI
FRSI TRV, £, v TR TNF a 2§ 25K 5T LD | v 2% A TRET S U725 R
TUE, AL, REAREENE, B REE MR D HILTU R,

9.5.2 L3 — R CIIIGMEEBMEN DD LGS TV, 1o T, AFIDOE G252 - BESD AR
ICBWTIL, B DV AT NE ED AT EME N D D720 BT I F U 2 T HBICITEBE N L IR D,

(6) RELi@

9.6 $RELIB
T8I EOA MR ORISR O AL B EL | ZAOM G U P Ik Z2 a4 528,
<SR >
RILTOFEGIZET 2 ZEMEIIHL L TWRWe D, AFIRGICHT-> TIRAZ TS EL 2 &,

(M PR%E

9.7 INR

</ B—VRERUVEEBEXRER>

9.7.1 6 RO LA GG LU ENEBRRRBRITEML TRV DO BEIZITIRE oA RMEN
falgatts Ela s LS a6 O 5L, BWERORBLUZH/3EE T 528,

< LRSI DORHRE>
9.7.2 /NRFEZRRLUIBRIRRBIIERML TR0,
<SR >

7\ — 9 R OB RIGR Tk, thoA&GE & ITARFO/NRE~DM RN R D70, fhoZhae ILa R
EX LT, M EDOEEZRE LT,
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Lt (N LoEES) (BT 5HEA

(8) ®EinA

9.8 EHE
EYIEEORERORBICHEBEL, +oRBlE22To28, —RICAEBEFEGE (R HAESE) 1
KFLTWA,

<fifan >

— RIS E R E ISR RIEHERENME T L T2 L ZE 2 b b7, BEDREE TSIz Lan
HEEICRETDH L,

. HEEH

(1) StREESEZOER
FEEN TR

2) $tREEEZTDER
FEEN TR

. ElEHA

1. Bl
ROBIWERANLLONDZLRHHDT, BIELTIIATV, REDBOONIG A3 G2 T kT 57mE
WY RALEZITIZE,

(1) EXGEIMER & MHER

1.1 EXGEIEA

11.1.1 B4 (3.5%)
PO AE iR (22— BV AT AR ZE Te) | EEEYE I BERR 28 (VAT U7 14 4 B 5 2%
EED) BHMASOEBERBEE (B RLERIEZS ©) BELbNIIENHD, 7E,
BN E STHEGI DO ZLIT, BIYEIZL DD Th o7, [1.1, 1.2.1, 2.1, 9.1.1 ZH]

11.1.2 #&# (0.3%
R OFRIEL, B 5N LHEbND A REMEN D, Fio, Wik fEkE (BEE, Mo, Vo Ei%)
LHODLNLIENHLTENDLZDO RN BB LB A1To2 8, [1.1, 1.2.2,2.2,8.2,9.1.2 &
]

11.1.3 E££7 infusion reaction (0. 6%)
Tav TF T 47— (RN IR, KE SOt T B i EK R, g, 77— KRR
i, FEEN, B EOEBEREIER)  RERSHLONLILEN DD,
F7-. infusion reaction (25| &M, IMFEENHSDONDLZENH D, [1.3.1, 2.3, 8.6, 8.8, 9.1.7,
14.2.2 ZM]

11.1. 4 BigE&EB (0.1%)
ZIEMERALIE , (AR . BATHETRBER . X7 L —EBERES N HODNDLZ LB 5, [1.1, 1.4,
2.4.9.1.4 ]
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VI ZetE (BEH EoEs%) (B3 55A

11.1.5 FEMRRZ% (0.5%)
FEEN R, R IR S DR SRIER IS ICEBE L, BE SR OONG AT, NI
JaEsL > N7 RS BB CT B A f OVALIR 1 AR A 45 & il L A S N AR B L 36— R )|
DOFEEZPIETHEEHIC=a2a—FEL AT A AR EDENZ W (B-D I AT ORIER) %% &
(AL, RIS R AT F OF G5O Y R LEZ1THZ L, FEELTANN 5 — NMUFI O F
[ZRWTC, MR 2B B 7 il 278 ST EF A A S Cnd, [8.4,9.1.5 2]

11.1.6 FF#8aeREE (0. 1%)
AST, ALT, v -GTP, LDH %D FE LW LR 2 BERITEREERENHHONLZENHD,

11.1.7 EREBBIE (0. 6%
TP, J892 . FEN, ZRAER , ZOFE, T B I, WE TR S . WHEE . SR S A D
B MEREUE (3 H UL ERRE%) BRebbbZeNnd5, [1.3.2, 2.3, 8.6, 9.1.7 B ]

11.1.8 31 dsDNA A DIRIEAL Z 84 5 IL— T RIFEERE (0. 4%)
P dsDNA FURDEEE(LL . BIETE . 5 AR . BB EDIERDHHONLZENHDH, ZOIHRGAIC
I, \EERIETHIE,

11.1.9 EELMmEREE (0.1%)
PLIMERIED | i s B ek BERIERIRD | i R E SRR, (i MR PSR BER A3 5 o
NHZENHD, [9.1.6 ]

11.1.10 #EBUBHBARE (S RH)
A5, FFP9E . CK B&- i R ORHFIA T ve s ERICERL, ZOIRERBSHLON - HAIC
G AFIEL  EEIRLEEZTHIZ L,

<SR >
HRLREWEMICOWTIE, LI —R" ORFMSCERICHEC TRELT, BIVEM OB T, 7KGBEFO AR
Dt RAZISWTREH LT, 7238, AGRRFIZE R ABR TREL TORWENERIZOW TR, BUERB L,

11.1.1 L7 —RUZBW T, FREBHRNE E TE7RWEEAREYMIE DS ST D, AK o [ N 3 AR
IZB W THIRYIE A 23.2% (53/323 B IO TEYY | KK O/ERBEF (TNF o #0611 H)
FOEGIE DV AR F R SND (VL1 BENEEZOEB IV 2. 2o NELZOHE N |
JONVILG. FFEDY 5aA T HREICETHER I OESR),

11.1.2 L7 —RUZHEW T, RN TE E CERWIEE ARSI TD, AEIOARAIOE NG 1
B PR BB K OV A SR BR IS B WO B O3 BLIZRR O b e o722 0 R Al o 1 %
(TNF o #I 1EH) 0GR OGS OVAZRFRIEND (TVILL. ZERNFEZORHE |,
VI.2. 2 2 NAE LT B, .5, EEALREARANEZELZOHRMB | L O
VIL6. (1) AOHE-BEEEDSHLEE | OB M),

11.1.3 RFEEIZBNT, vayy | 7TF747% > — (MR IR #E KUE SOs, mE B mFEAR T, a8 iE,
F7—B AREEFRIE, BE, FERZEOREBLRANER)  BKRERGHLLNLIENDD, TT74T7F v —
DWEEDNS | AFIOF 52 BN I35, EHICMEREEFT, 2 AlRETHIUT VAL F A
— X —\ZXHEIARMEESE 0 EIRE R EZ1TY, 7 747% v —2Ebhizb, EHIZ ABCDE 77 'e—
FEAT VR TS (IVIL 1. ZENFELZOHE ) L OVILS. BEEREARWEREL OB | OESB ),
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VIl ZetE (EH LoEES) (B3 5HEA

11.1.4 L7 —F*%& T TNF $$EREZH T 538 CRELDHEZN TS, REIOE N AR KRR
e OB AR R BR IC B WO T BER B OB BUTR O LN o725 (IVI-1. BB NREEZ O ||
VI-2. ZE 2R LZOFM || TVIL5. EEREARNEREZOHM | KOG, (1) & 0HE - BEEROH
LBEEHTHREICETHEREOESHR), 7ek— M7 & BUEEE B O PIHERIT FRRo@E <t
%

OZ M LAE
RITBRAE IR DN B 23 0S| REICTER | 76 B B RRE R | LD IR 22 S 3K 10 % O FE Bl 1T
HHID, W) FEE R T B B DAL ICKVZ R THY R FEE (37%) AR % (36%) .
it 77 (35%) | $E I (24%) . AR (15%) . /NI R FANE (11%) Ofth | [ 515 6D F | 22 58 1 56 A |
EMERE E AL N BN D, IO L OUE— AP DO Z LG i D Z &6 H 2 23011 D £ 3R L AE
D 50%LL EIZHBND, FREAFEFSALDEM T O E M eh RS0 e F Mo PR 2 X 7= 9, Sl
fEEING AT, 2B M ISR SEALE O RICHT TEREIZH > TR F A~ %
TR av IO AN ED VDDA LIy MR HND ™,

OIS
MADIET | BLEF O B | FRARBF O HLE D AL D LB AR D, SRIEIZIT
—MIOHRERIZE B AT CTIRADEEL2E-4, 1 B2 B TRUEREEZTIELH5, MIHIC
IREREENICEOIREEZFFR AL 55, AR R TETNRIIHERELTAHALNIE S, FOH5H0
1/2 132 OB ZIIEBAVIE DM OFEIRZ ZT2 T, 7236 | B R LSMTIER D RHN20EGE TH
FHER MRI CHEEEPED BLBER ZE N AN B AT 2 HE MR (LIS TS BB L T ATREMEA B\ 70

OB
BLUWSEER 2\ I R Cha £, BIERIM TR TI3E<ED 48 R LINICHRRIEER T 5,
ZOT=OIRAINNIF RS 207 L7020 | SR T BB (R REPI 25) &2\ IR M DU I R (SEBEI ) |
A E DL O A ARV O J OV B TE 2k B I B | fthoo B R R E el A 295,
ZD% | MR LT T,

@F T N\ —JEBERE
i T O IR T CHIR L., EIT 3288 MNE W, @m0 TSN O IE T Ab5,
Fi-. EERIROEIG D, 2 <IETAS BRI IR T RHBLT 203, 20D ELZERHELILD
TELDL R EEITFRM T A Z2E TN EESEFEICH L TREOIENELIFEAL
BREZENAONBRNIEEHD, TR H TR FTRWLIE R T 20365685, BH i AR #8 R
MRS R G B e 5 | BRBREL 72 & O I AR RS IR THIE T 2610 8D, Z<ENTIEH DM, LIF—RFE 5141
XTI N —JEEHEDHDIVIT T v —JE RS VEF R TH2EAME IR TR, ®EFITo
FENE D 1L 34~84 K LR IR, LI — RO A G D FIE ETOFEL BB IEK 4 » A
(1.5 #H~2 ) #E5EEIL 2~12 BIORENHD, FEIRIZ, LTI IR OB ST, W0 R
EE2ETO2LO0L, EEBKPREDO T4y —EGHETE TOEET ETHK 2 THD,
BRAHZNIT, BEDEEMEORMMREE Y — 2R T252L08% 08 fil 58 A £ 3
Za—aN\F—RIE 2T 5L0L55, FEFNCL > TR G CERDOFRE LD ELHD,
TBIRITIXZ L DIERI T, E 7 a7 VU FEmIE 0N TR S E B2 i OX T U —JE R
OIEFEIHA TSI, 2 W~Fen A TEEHELIZBIA SN ™)

7 1) Bk o HE BRI Eh FREE - 1 B I - I SR e e 15, X0 SR RE L RIRE O H %
BHL. FUEBEREOIREE 2 5 TS,
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VI Z24et: (BEH EoEE%) (B3 55HAE

11.1.5 LI —ROUICEBWTHE R BEBRAE E TEARWREE MR N®E SN T, RAIOE N F AR R
(233N TR M R FRAS 0.4% (1/228 B I2@RDHAEY (TVI-5. EEAR A EELF O H
KONVILG. (1) B OHE--BEFEOHLHBE | OES ),

11.1.6 LI —FRZBWT, N EBERAE E TERVWEERIFEERENREINL TS, AF D
ENENHEHRBRICBOWTEERFEREREEZEORBIZRDLNL -7, AST(GOT) # N
3.5%(8/228 i) . ALT (GPT) #4117 0.9% (2/228 1)) . FTHERER A B 5 A% 0.4% (1/228 Hi) IZFRD D
nrd,

11.1.7 L7 —RUZB W TR BB A G E TRV ERMEREIET Y s Sh T,
E2) G 1~14 HRICEIALZIEAKL O/ I35 2L B EiR & O/ I A dm . X,
Beh 1~14 BRICBEDLTERMERHUE (MIE R G E & Te) LSS = F 45,

11.1.8 LIT —RUCBWTHK RBEFR N E E TERVIL—T ZERIEEHE AR E SN TS, KA D
W MHERBRICBNT, L= RAEREERE 2 0.4% (1/228 #) IC@B OB,
(TVIL.5. AR FEARNEF L ZOHH | DHESBMR),

11.1.9 L7 —ROUCEBW TR R BEBRAE E TERWEE AR MR EENRE SN TD, ARHIDE N DR
IZBWTHLIK B L OV SERFEE D 2.2% (5/323 ) RSN,

11.1.10 LI —FUIZB W T, N R BEHRE NS E TERWAERT B E NHREIN TS, KAl O
[EIPN A 1A G PR 3R K OVES TIHAA BRBR (2 38 W TR Al ARIE D 3 B TZRD B o723 9,
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HAJREWERARBMER CRAREERE % (ENBIEAR (NIO71F1) )

67

MedDRA/J ver. 18. 0 |23 % 55%H

EA R R 228 BIER OfEE BB
Bl 1E A R BEFIER 101 BRI URKEE 1 (0. 4%)
RIVERZREE 44. 3% g 1
DR E 1 (0. 4%)
EIVER OfESE BB FhE 1
RYWER X OF 4 BiE 53 (23.2%) | |MEEE 1 (0. 4%)
DS 27 & I+ 1
JE BB R 6 ek R, MERER X OMthRREE 7 (3.1%)
NGRS 4 1 JPenk SE R 2
ElES 3 EEDORAE 2
AR~ LA~ R 3 et B, 1
2% 3 W MR R 1
NEFE 3 PR LM% 1
fitig 3 BIBEE 7 (3.1%)
A7z 2 B PS 2
RERR 2 T 1
&G G 2 T 1
ks 2 g 1
Y TS 2 W5 1
oA L APEE B2 1 JE R AR P 1
NEBE 45 1 mE=273 1
MHEE R Bk 2% 1 e 1
R 1 BB X O TRkREE 15 (6. 6%)
Bl ~ L~ 2 1 % 9 FEIE 2
FERIE 1 it M e 2
JE NS¢ 1 E B
B % 1 S 1
fRBkE 1 Z ) FEME S 1
JEEt 2 1 R 1
B, BB X OEHRHEOHRAY 3 (1.3%) FLBE 1
(BRBIOR) —725T) ) NE k2% 1
LR 1 g2 1
B FLEENE 1 BRI 1
A A IR 1 ®% 1
kB LY v REE 5 (2.2%) %% 1
21 2 ERRRB L O A REE 3 (1.3%)
Rz M 1 MU 1
H I BRI AE 1 SAPHO JE{pRE 1
YL BRI E 1 Jb— T ZREIEAERE 1
U v EE 1 —f% - EHFBEEL X OB S ORE 2 (0.9%)
REREE 3 (1.3%) e P R S 1
IBHUE 1 R NENR 1
4 FEBUE 1 EERREE 14 (6.1%)
TFT 4 TR —RIE 1 TI3=VT3) hFUAT7 2T =B 8
RPB I OEEEE 2 (0.9%) TARGEVBET I ) b TV A7 2T —PHIN 2
Ea L AT a— L IE 1 e B -D-2" v L HEN 1
VR 1 M yE 7 a7 ) o Gl 1
HRREE 7 (3.1%) Hf~— B — 0 1
FENE D F 2 {5 s 1. 1
HERRE 1 RS RER A S 1
B BIRR 1 i P ER R 1
R R 1 BE, PEBIUUESHE 21 (9. 2%)
AL B R 1 A S S 21
HER 1




10.

11.

VI 24 (B EorEs) 12+ 5HEA

. RERRERRICRITTRE

BIE STV

BERE
BIE STV

HRAEDEE

14. BALDOIE
14.1.1 BERZE
AFNIHRFRfRE 7252 8, (BfRE 3 RN GRBE 52 &, )
(1) FrkezxZ ) —METHER LK. 21-6H 2 WIS DITHIWENEHE2 HVv T,
1AL 7 Y720 10ml O B RESHK (ARABREEERGHEMAR) 28NCEATLHZ L,
Z DRI REIRBE TN T LA 2 &
(2) A TIOVEEEE S0 DARCONIIEIR U, WR%ZIL5 nMBET 2 &, PUkEAN
BHET DRZNRH D120, L THLIESL T, BERMIRY BERnZ &,
(3)  WfERGOVERIZ, ALK AT, DT NICHAANLEEO I AAE LTV 5D,
e, BY), ZOMOREZZBOLLOIIMEH LN &y
(4)  VfRMG DIRIR O BE A CRAF I TN &y
14.1.2 &RAZE
BEOKREY - CTHE L LEEZ R ALK 250nL, {KE A 25kg ATl 0 /N 13K) 50mL,
26kg LA LoD /NRIEKT 100mL O B RAEBEIERICA T 2 2 &, (KD 100kg 22 2 EEITH LT
Bali, aRgEoA o7 )Xo~ 7 (Biaz) [ 70 Fo~T e 2] RED 4ng/nl %
Mz Ek ), BRAHESEKOEZHETS L, 7 RUBENKS 28D B RAR AR
DEFRITHN W Z &, BRARSER CHRT BRI, WRIKAERICEAL, RMOE L FHIC
TH2 &, WRBEOA L7 )X ~T7 (BB X) M7 )Xo ~T7 % 2] BEIX,
0. 4~4mg/mL L 9%5 Z &,
14.2 EFFEROZEE
14.2.1 L 5%A
AANIEE - A a2 T V=D TA T4 NE— (RTHA X123 70 LF) %
AT L8,
14.2.2 #5ERRRVBRSEE
ARBENIMS LIZT A I CHEETDIEOLE L, MOERA, MIERELREA LRV &,
F7o, JFHL 2L EE2 0T TRRICHEEFHET 28, 2B, 6 HOEEL%, ThETo
P 5-C infusion reaction 2358® HLLZgiF AL, AUEHE 2 EIF CAR 28T 52 LR TE 5,
7e72 U, PR R I 1 REES 72 0 bmg/kg R G- T D HE A2 V2 & (BB W T
B GRRBRMR 720N
F 77, R 24 L 72BRIZ infusion reaction 23R LN AT, REILIEOE 5T,
SRR A EE e PIcR 5T A2 &, [1.3.1, 2.3, 8.6, 8.8, 9.1.7, 11.1.3 &M]

< g >
14.1.1 WA RESHKEZH VL2 (A RABAEIRLER ), B - IRE o AR
(A FAEFAIRIRICOWTIL, IBMF% OZEMERER) Tk, IR T 24 B E % IS EEm U726 5.
AETEMESE O S IZZBITRRD BTN (TIV-7. FHRE B ONEEE DL EVE ) DTES ),
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VIl ZetE (EH LoEES) (B3 5HEA

IS, AR R O A RANTIEE A ISR L TR RS ORI S S DT, iR T AT
BEGTHIENEELNEE ZOND, AANT IEIRIEDIEANER G TR DII AT VAN ZZREIC
LTV, BIETROWHDIIA SO 5 E EORBENHL A REMENH D0 AR LL TS,

14.1.2 BREELZRETH720 | FROBELFFITOZENRNEELL,
FIRBOA L 7VH <~ T EEE 0.4~4mg/mL [ZOWTIE, AR L EMEDSHERI TN,

14.2.2 KA DEEE LI B ZAL 2T ML LR ZA NI TR G TOLEND D, £2, —fRIC

a7V RANZEIRNE ST 056, SBICRGZITOERTER R BT 226N TNDHT20
JERI, 2 B BL L2 TRRICE 5§52 L LT, BRINZIS W T, ARAI O mERERIZ DV TL
WIE& 525 3 | LL & 5 %297 - Th infusion reaction N8 H LT, AR IR E D720
AN BT T, 2 BRI 1 R ISR D2 L3 AT RE T D, ENICEVTIE, 10mg/ke % 2 B T
G L7256 Ch i & (3 U3 5mg/kg & 2 IefH] T hiil) 28 G- L7c 86 LR F O DB AR+
TFTANEFEINTZZLI 6 BoK L% TN ETOHR G T infusion reaction 23
FOLIIRT UL, AR AR E 52 LN TED,

12. ZOHDEE
(1) EREREERICE T 1Bk

15.1 ERERERAICE T < 1R

15. 1.1 RFOEKRBRIT, EATIX62@EE (14) T, ¥ Tl 10288 (24) FToMET
TSN TWD, Elo, RFNORWIEE BT 2 5 e 6 H G AL 2 M £ <o HIfH < E i
INTWD, ZboWM Al - ARO BB G RO EVEITHEL L TR,

15.1.2 150 FlOHEREENDE LD MR LA 20 B 3E (=B 35%2L T ¢, NYHA (D8R FH I/ TV &)
(2, 7T BAR K OARA 5, 10mg/kg Z Al 2 %, 6 WH%IC 3 [l 5-L72 s COMRKRRERAZ EhuL 7=,
ZOREF ARFF G RE FFIC 10me/ke BEICB W LA EIEIR O BEAL e OBE 123 RIS OB
EOBMENHD, FBlEG-% 28 HEEAIZEW T, 10mg/kg BT 3 fl, 5me/kg BET 1 Bl AFROLI,
T RAREETII CHIT o7, o, EREALIZED ABEIE, 10mg/kg # 51 #4111 4,
5mg/kg BE 50 Bl 3 5, 7 FRAREE 49 FlH 5 FI THoT-, SHIT, 1 AFEZ ORI AT X,
10mg/kg #EC 8 il ToHoT=DIZKIL . dmg/kg BFE X T T RARBETIETZENZEN 4 I ThHoT-, [2.5 S

15.1. 3 BRIV T R H 8RS B 1L SUIBEF O 2 1B Lo OF T 328 2tk L& 2 M
FENLL TV (FE I ARBR AN 720N

15. 1. 4 ARHI D EGAZER K O RBBRAE 712 3 4R UL 5 AFEMOBBFFHEIZ I T, B JE, FUE .,
BANE, /O EROE, EGARE . FEEH IR & OV SR SEAY 169 BIlCH A S Cund, ARAIHE 5L
SEMERE R BLOO B M 2 i35 7200 | FEBRITHEMEIEE 0353880 - FIEOE NS KBS T — 2 — R
PO LR — & w2 A T5 - EMILO TR ZE 1~3 1R Lz, ZOT 615K iT,
JiE 51l 5 O | AR L IB BRI 2% XY NIH SEER 7 —#X— 2 (National Institute of Health (NIH)
SurveillanceEpidemiology, and End Results (SEER) database) 226 HE & L7-fl 2 H 7=,
# 1 Ora— R BE TORE TIX, ARAR 5 B2 0T 2 B 5 o 7 361 48 14.49 FHcst L
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VI ZetE (BEH EoEs%) (B3 55HA

BB 21 Bl ThHoT-, — ., TTRARBHCE O T FHIBIER 0.20 Bl LB 25150 1 T
bHotz, [1.1,8.7 ]

#1. 21— >4 C O BB O BIERGIEUR 0Tl B
77 & KRG

7 — rfamidEe | efhegriE | EEES EEIESE
(N - 4F) IR B THE R

a EkY oNE 97 0 0.01
b IR 1 B 96 1 NA
c. bRELISL N RE 96 1 0.19
EEESE (atc) *0 96 1 0.20

L3 — P56
7 —rfamidEee | LBy | EEES EEIESS
(N - 4F) BB TR

a. BBk oS 4094 2 0.65
b. IEER A EVER R 4085 8 NA

c. ERCDIA O B IE S 4055 19 13.85
EMES A (atc) 4055 21 14.49

a: BEICHE T Uiz — i BR ORI R 1 )2 OF 3 FE 0 £ 122 2B BRI CO I BB a5t
$¢b:NIH SEER database (25 FA1 TV RUNHE B JEM: R G812V CUEBRSb

F7-. VY ~T BE COEMEL OB Z G LK T RIB i ER 2 \ITR UL, KA G5BT
TRBIE 52.37 Bk LR E2 1503 50 il . 7" T BARBECIE, B4 13.61 2% LELZ2 51 B0
10 Bl CH-o77,

2 BET) v~ F et C OEMIE S O BIG G O 7 T
77 R EGH6

BIEi ) v~ 7 B | 2 hes A | EEE EEiEYS
(A - 4F) BIZHIE TE %

a. EmMEY v oNE 1626 0 0.46
b. JE R B BEERZ 1 1611 6 NA

c. LRt IAt o B IE S 1604 10 13.16
MR (ate) 1604 10 13.61

L 37— Fi5-4
FAER Y v~ F Rl | BRI | AERES
(A - 47) B HIE THEE

a. kY >3 6391 9 1.79
b IR e B PR R 1 6357 24 NA

c. ER DS o B 6343 41 50.80
MG (ate) *P 6331 50 52.37

Ma: BRI T LBV Y <~ F 3R 0 3R I o J OY 3 AR [ T 5 AR 0 B2 VBRI A COFRBUI A E53
$%b:NIH SEER database (25 £ TUWVRWIE R AJEM: RGOV IR

F7-. EFERRRER BT D EM NS OB FIE K O RFIEEE 3 1Rz, AR GO T HIFIEK
105.18 BN RT LR LR BIEIE 106 1], 77 BN EECIE FRIBIEL 19.46 FI5H L CTERERFIEN 15 Bl ThH-7=,
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VII.

Lt (B EoEES) (BT 5HEA

323, ERER T OEMIEE OB HI R OF R
7T & R
Ecey R EFEEERE | EEE TR
N RS BIZBIEL F B
a B v NE 2906 1 0.72
b I o flE R R 2887 12 NA
c. FECDAL o RE A B 2877 14 18.75
EEESET (ate) 2877 15 19.46
L 37— M55
ExE i EHLaERIR | RS TEVENE S
(N - 4F) BB Tl 5
a. EME) voNE 17852 14 4.13
b I R 17721 67 NA
c. FRELIAV O FEVEIE 17720 92 101.30
AEEER R (ate) * 17707 106 105.18
¥a: TEITHK T L7=BR O SBREI I h e 8 3 4R [ S 5 BRI DR H1Ze v BB R A CoFBRBIERE R
$%b:NIH SEER database (25 £ TUVRWIE R AEM: RGOV IR b

(2) FEERIRBBRICE D {1E#

15.2 JEREEREERICE D < 1H&R
AFNIER L OF L3P —D TNF a0 DIRITHEBREERH L, 7Y Mo =7 A PN D — BB FEERIC
EHASNAEITED TNF o EFEE LRV, 20785 DBAAFMHRBRITEmRS TR,
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X.

JEERPRHERICBE9 51EH

1. EBHER

(N

()

)

FELhIR R ER
[VI. B3B3 2HE | DHSH

REMRBHER
M ER L

Z DD FEEHER
HREERR L

2. BIEHBR™

(N

()

)

(4)

(®)

(6)

o)

EER 5 RS

AR OB GEBIEIT. Tel97 =T AR ORI =7 4 iAW KEBIRNE S EERB ORI 5128
WCEHI L7, Tgl97 ~ ™7 A THE 20mg/kg, =7 A P /LTl 50mg/kg &35 LT HIEL- & ST f 2o 3k
SERIZR D BARD ST,

REEESHEHAR

Tgl97 = U ATAAIUT LV T — RU% 10 T 20mg/kg O R T 2 [A] 4 8, Ft 9 MKEFARNER G L7
fik, BHETHICERO O 2 ZITRO bhote, Eio, MM =27 A YT AF % 20 X 50mg/kg
OMETHE 1 | 48H GF4RE) KEFRAES LR, #HEERICEROH 2 E(LITRR0 bk o T,

B BRI G R GHE) Fh& (mg/kg) IEwtE s (ng/ke)

Tgl97 <=7 A B RN 48R (2 [8]/i) 10. 20 >20

H=7 A YN RN 4B (1 E/8) 10, 20 >50

S E SR
AR L

15 A LR
AR L

HEFRE SRR
AR L

BRI SR

KRENDRFTREMEIE, Tgl97 = 7 A RO =7 A Y ATz K& G m BRI 36 1 2 #5507
DG K O B R A RO ATS K0 §FAf L 72, ARAN OB EAZ K0 G- EALI IR ATREE 2 7= 9 5 P R
IR BT,

ZOMOHHSN
AR L
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X. EEMERICAT SEE

1. BHES
ETE R EES TN NE
RS - EHRR . BT
) RO LY AT 2

2. B3R
54 (ZEMRBRERICES)

3. AEKETORE
2~8CITIRTF

4. MFLOITE
FA LN

5. BERAITEH

BEMEELITAN . F
<+ volLsb: FH
ZOMOEEMTEM : F AT UFRITBS [HAH] BERITMF

(R ) v~ T RBUERIGR/ 7 v — /M~ —F = v MRIC LD 589 Bk REMERER)
AT VXTI BS ThHpA] JHEGLEL S/ — b
AT VFUTBS [k BEN—F (BEHY) v~FBERT/ 25 ELE)
- BEBEREREY CHRTTR? LV 703 u<7BS [hdkh) ThEL I THHEESEAN)
(TXTL.2. 2O BEE R OIS )

6. B—H% - RAZE
o3 Ao 7UF <7 (LI —RY AR 100)

[ ozh 3 =RV ETN THILT  FVLAT AN T AL

7. BERREEEAH
2017429 A 27 H

8. HERFABFABRUVEARES. REALERBEAR. RFEMKEAR

SUEITARREA F KR &= FEAMAEENHAEA A Hr7e BG4 H H

A7V Fv~T
BS A5 i 2017429 A 27 A | 22900AMX00956000 | 2017 4= 11 A 29 A | 2017411 A 29 A
100mg 1A
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X. EHRFHICET 2 HA

9. PEEXEIZREM. AZRUVAREEENEFENFABRUETOAR

<HZfiE > K ON< 7 a— PR > 12T 2 HIER O HEO AT (2018426 A 20 H)

B I3

B | BRI CAR AR 37 T Risi i
e | OBy ~F (OISO ILE G )
| OMutLuCHE, DI, ML Fol, WAL L

OW DT AN DR IEZ T 7 — 2 5 DTRIE e OHERRIR I (BEAF IR OO R 50728 B I IR %)
‘; e
P EEETHRE
B | Ovssesiens s, EREDWIE RN 4 O TR (BEATIEIE TRV 1437235 B 2R )
B | <BIiVy~F > <BfY~F >
g | W ATV T GRAFAI) [ TVR T | A7 T GRE TR (1 7V~ T

52 2] L LT, (KT kg %720 3mg % | OB G RELATE | 8 2]ELC, (K kg %4720 3mg % 1 [0 5 RLL A

Bl wikdn, oG4, 20, 6 MIcE 5L, LIk 8 i TS, DIEEE 5%, 2 08, 6 B 5L, DA% 8
O | OB CRSETIZE, 25, 6 BOERGUSG . ER T | ORETREAITIZL, 72, 6 WO G, HEF T
R S masmes U5 a 1ok, S5 RO 50 | 4 UIEIT LI AT, B o o
B | WBoOEHSTETHE, OB G ROBECE GRIE | FROERES T Thb, ZNbO B RO RF8 5 1R

DOFEAMFILBBEAIIAT, 1 BIOIRTE kg M2 DG BOD
ErRiZ, 8 M OME ChHIUE 10mg, B 5-TIFRE ML
756 ThUE 6mg L35, F7-, EOF5-MFEX 48
&2, AANT, ANP Y — AN DB AL
THWAZE,

< HLHE>
W AL TVXT~T GBIB T (17U ~T
for 21 LT, IREE 1kg 24720 5mg % 1 [mlOFEH-BE LU ST
MET 5, MR 5%, 238, 6 BIcH 5L, LItk 8 M
DOEFCHEEATIZE, 728, 6 WOEHLIE  SEAR+
53 AT R HTE LI 5 A Tid ., 3% 5RO RO 5[
MEOEEAEN FIRE T D, T HOF G- B #0485 5 [HiE
DIEIRHF I ORI IE U TEEIEAYITATH, 1 B DR E
lkg B0 58O ERIT, 8 MEOMBTHIVE
10mg, 5 MIEEEHEL 7255 ThHIUE 6mg &9°5, &
e o5 MR 4 8 ST 5,

<ra— R >
W A TVR T (BRI (A7) ~T 1tk
f58 2] LT IKTE 1kg 24720 5mg % 1 [R5 &L LA
FHET D, MR G142 08, 6 I G L, LItk 8 1 H
ORI TEEGEITIZE, 728, 6 WOFEH-LI% . 2RI
PG EITIT, &5 B O E 3% 5RO 5EE A 7T
HETH D, # 5 BAM BT 254 RE 1kg 24720 10mg
1 BOEF G EETHIENTED, B 5 MEEEHET %
AlE, RE 1kg 2720 5mg % 1 BlOFL-FEEL, HfE 438
MOEE TG 3+5Z LR TED,

<IBHME RS >
W A TVRT T (BRI (A7) ~T 1tk
58 2] LT IKTE kg 24720 5mg % 1 [M0F 5 8L LA
HET 5, YIEE G4, 238, 6 BICH5 L, LItk 8 # M
ORI THREEITIZE,

DFEHELBEFERINTAT, 1 BIOIKRE 1kg U= G580
ErRiE, 8 HEM oM ChHILLE 10mg, B5-FIFREEMEL
75 ETHIUL 6mg &35, F/-, O G-MIRIE 48
&2, AANT, ANPL Y — AN DB AL
THWAZL,

< HLHE>
WE A T7VX T GBIE TR (17 )% ~T 1%
for 21 LC, IREE 1kg 24720 5mg % 1 [RlOFEH-BEL LS
T %, a4, 2 38, 6 BWICHG- L, LI 8 @M
DR THREEITIZE,

<Ta—E>
W AL TVXT~T GBI THBZ) (7 ~T
ot 2] LT, IR 1kg 24720 Smg & 1 [R5 &L L A0H
k95, YiEli 5%, 238, 6 EIC# S L, LAtk 8 M
OB TEEEITIZE, 708, 6 WO 5-LI% . R
ST B AT, IRE 1kg Y720 10mg % 1 Bl 57
THIENTES,

<IEBMERMZE >
WH L A TVX T~ (BB R (A7) ~T
e 21U T AHE 1kg 24720 bmg % 1 [AOB 58U ST
Fid %, PR E1%, 2 8, 6 WICHE- L, LIk 8 M
OB CTEEEITIZE,

( DB - A E T
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X. EEASEIEICE T A

10.

11.

12.

<AR—=F =y MFEIZE D5 E IBER > O <BREMEFHER > 123 2 2R X RE M (2020 410 A 21 A)

B [3]
s | SRR CARA A4 72 T Al BETFIBIE CRVRA 45 72 TRtk i
& OBfi Y v~F (oM EMREO L2 Et) | OMEY v~F (BEOMERBREO I % &1Tr)
OR—F = v MEIC LD HEIGPERILS & 5 ik
X OFpwthurme, BIMAEMEWRE, RmErEwme, & | OFMEwsme, PIEVEVELRE, IEVETRE, WoREEAT
B WML R I B
% OBRE MR HESR
B | OROWTROOREEZ TS 7 0 — HOWRER | OROWTNAORIEL T 7 10— 5 OTRE K O
OMERERRE (MBI CRVREAR 70 AR | Bl (MR COR AR+ AT R D)
%) s A O T OTEBIIIC b 5 R
o B A O T DTEBIIIC & 5 B SR T D BE
SEEGET D BE O P& s & B OTIBME KB 2 D1 (AR T
O SesE b B OB KRB OBE EFEE | DRERHDREEICRD)
FCHEAR S RBEICED)
B <BIEIY v~F> <PV v~ F >
w | HUE B
<AR—F = v MEIC & D EHETEREELS &5 ik >
B Tmw, oo v ko~ Gl ) (Ao
O | 7yxo~7igka] & LT, (ki lkg 4720
A | smg % 1 EOBEEL UAEEET 5, #ERY
B | #% 2. 6 WIS L, Ltk 8 M OMIE T
a5 b,
< WzfE > < W >
B B
< BRE MR HESE >
Wi, A7) Xv~T (BETHHER) [
7V X =THEE 2] L LT IKE kg %720
Bmg & 1 MO LR L USAHEET 5. #IERY
. 238, 6 TG L. Ltk 6~8 EE DR T
BEETH L,
<Zwa—2¥F> <7 ua—¥H>
B B
<TEEMER 28 > <IBIBMERI % >
EW B

BETER. FEERLARFEABRVETORE
ARV

BEEHM
AL

BEUMHIRICET 51EH#
AFNL, B (DDVIEERGT) WIRICBET 2HIRITED TR,
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14

X. EHRFHICET 2 HA

£FEa—F
FASHERMEE | FRERRL 2 — R L L
5E HOT (9 #1 =
e 5% % IR 3 = — (YJ=—F) O#r) 5 L AF AR a— R
A 7YX ~TBS
2399404F1025 2399404F1025 125908701 622590801

S EE A 100mg [H I

GRERIGHT EDFE

N—F o M, BEEREE, TREVERFRER,. 70— U R OVEEME RIBR IR SRR ES N TR Y,

SRRAAIEDOHE IS S ERE O HCAH O T2 I A EAH I D,
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9.5.1 I SUTIEARL TOD FTREMED B2 L MEITIE 16 EO RSN ERIEE EEDLLHISND 5 G
DI EA DL, AAFNIF G LD AT A B BRI EHES TR0 (RAIASER TNF o KT
T FER DN I TEARNZ) , F2. A TNF o 24 250K 512X =7 2% O TGS
MRS R CIRL AT TR, RHARTENE, TR IR BRI OB TR,

9.5.2 ARANIMEAEEIENENHDEDFENHD, (> T, AANDOE A2 F - BEDLOHAERIZBW T,
YL DY A7 I8 E ED FTREME N D DT80, LT I F L T DRI BN LE TH S,

Sag!
FDA: Pregnancy Category B*
A=A NZ U7 D4%E (An Australian categorisation of risk of drug use in pregnancy) C
ZE OB
*FDA : B

Animal reproduction studies have failed to demonstrate a risk to the fetus and there are no adequate
and well-controlled studies in pregnant women.
FDA (3 2015 4 6 J 30 H(Z Pregnancy Category DRFL A [ L7cizd, KEDIFMNLEESE LTS,
A—=ARNZ VT D4 C

Drug which, owing to their pharmacological effects, have caused or may be suspected of causing
harmful effects on the human fetus or neonate without causing malformations. These effects may be

reversible. Accompanying texts should be consulted for further details.

gl FLAEINA
KE OB CE | Pregnancy
(2021 % 10 H) | Risk Summary

Available observational studies in pregnant women exposed to REMICADE

showed no increased risk of major malformations among live births as
compared to those exposed to non-biologics. However, findings on other
birth and maternal outcomes were not consistent across studies of

different study design and conduct
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Monoclonal antibodies such as infliximab are transferred across the
placenta during the third trimester of pregnancy and may affect immune
response in the 7n utero exposed infant. Because infliximab does not
cross—react with TNFa in species other than humans and chimpanzees,
animal reproduction studies have not been conducted with REMICADE. In a
developmental study conducted in mice using an analogous antibody, no
evidence of maternal toxicity or fetal harm was observed

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 U.S. general population, the
estimated background risks of major birth defects and miscarriage in

clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Disease—Associated Maternal and/or Embryo/Fetal Risk

Published data suggest that there is an increased risk of adverse
pregnancy outcomes in women with inflammatory bowel disease or rheumatoid
arthritis associated with increased disease activity. Adverse pregnancy

outcomes include preterm delivery (before 37 weeks of gestation), low

birth weight (less than 2.5 kg) and small for gestational age at birth.

(2) /WNRE~DOEGIZET 5 1EH
AR T EH LEOEERE VNRE~0®RE ] OEOFRLEHIZLLTO@EY TH Y, KREOWHRMA LEL IO
H[E D SPC LITFEA S,

9.7 INR

</R—VREBRVBREEXRE %>

9.7.1 6 AT O L LA X R LU ENEF KRBT EEL QW) 2RHOBFITITIRE EO A 1514
DRtz BEDEHEE D5 G O S L, BITEHORBUI5EET DL,

< ERUSNDZhEE>

9.7.2 /NREE IR E LT IE R ITFEMEL TV,

gt RLAA A

KE DRSS SCE | Pediatric Use

(20214 10 A) The safety and effectiveness of REMICADE have been established in
pediatric patients 6 to 17 years of age for induction and maintenance
treatment of CD and UC. However, the safety and effectiveness of REMICADE
in pediatric patients <6 years of age with CD or UC have not been
established. The safety and effectiveness of REMICADE in the treatment of
pediatric patients with Ps and juvenile rheumatoid arthritis (JRA) have

not been established

Pediatric Crohn’ s Disease
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The safety and effectiveness of REMICADE have been established for
reducing signs and symptoms and inducing and maintaining clinical
remission in pediatric patients 6 years of age and older with moderately
to severely active CD who have had an inadequate response to conventional
therapy. The use of REMICADE for this indication is supported by evidence
from a randomized, open—label pediatric CD study in 112 pediatric patients
aged 6 years and older.

REMICADE has been studied only in combination with conventional
immunosuppressive therapy in pediatric CD. The longer term (greater than 1
year) safety and effectiveness of REMICADE in pediatric CD patients have
not been established in clinical trials

Postmarketing cases of HSTCL have been reported in pediatric patients
treated with TNF blockers including REMICADE. Due to the risk of HSTCL, a
careful risk-benefit assessment should be made when REMICADE is used in

combination with other immunosuppressants in pediatric CD patients

Pediatric Ulcerative Colitis

The safety and effectiveness of REMICADE for reducing signs and symptoms
and inducing and maintaining clinical remission in pediatric patients aged
6 years and older with moderately to severely active UC who have had an
inadequate response to conventional therapy have been established. The use
of REMICADE for this indication is supported by evidence from adequate and
well-controlled studies of REMICADE in adults with additional safety and
pharmacokinetic data from an open—label pediatric UC study in 60 pediatric
patients aged 6 years and older. The effectiveness of REMICADE in inducing
and maintaining mucosal healing in pediatric UC was not established
Although 41 patients had a Mayo endoscopy subscore of 0 or 1 at the Week 8
endoscopy, the induction phase was open—label and lacked a control group.
Only 9 patients had an optional endoscopy at Week 54. Approximately half
of the patients were on concomitant immunomodulators (AZA, 6-MP, MTX) at
study start

Due to the risk of HSTCL, a careful risk—benefit assessment should be made
when REMICADE is used in combination with other immunosuppressants in
pediatric UC patients

The longer term (greater than 1 year) safety and effectiveness of REMICADE

in pediatric UC patients have not been established in clinical trials

Juvenile Rheumatoid Arthritis (JRA)
The safety and effectiveness of REMICADE in the treatment of pediatric

patients with juvenile rheumatoid arthritis (JRA) have not been
established.
The safety and efficacy of REMICADE in patients with JRA were evaluated in

a multicenter, randomized, placebo—controlled, double-blind study for 14

weeks, followed by a double-blind, all-active treatment extension, for a
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maximum of 44 weeks. Patients with active JRA between the ages of 4 and 17
years who had been treated with MTX for at least 3 months were enrolled.
Concurrent use of folic acid, oral corticosteroids (0.2 mg/kg/day of
prednisone or equivalent), NSAIDs, and/or disease modifying antirheumatic
drugs (DMARDs) was permitted

Doses of 3 mg/kg REMICADE or placebo were administered intravenously at
Weeks 0, 2 and 6. Patients randomized to placebo crossed-over to receive 6
mg/kg REMICADE at Weeks 14, 16, and 20, and then every 8 weeks through
Week 44. Patients who completed the study continued to receive open—label
treatment with REMICADE for up to 2 years in a companion extension study
The study failed to establish the efficacy of REMICADE in the treatment of
JRA. Key observations in the study included a high placebo response rate
and a higher rate of immunogenicity than what has been observed in adults
Additionally, a higher rate of clearance of infliximab was observed than
had been observed in adults

Population pharmacokinetic analysis showed that in pediatric patients with
JRA with a body weight of up to 35 kg receiving 6 mg/kg REMICADE and
pediatric patients with JRA with body weight greater than 35 kg up to
adult body weight receiving 3 mg/kg REMICADE, the steady state area under
the concentration curve (AUC.) was similar to that observed in adults
receiving 3 mg/kg of REMICADE.

A total of 60 patients with JRA were treated with doses of 3 mg/kg and 57
patients were treated with doses of 6 mg/kg. The proportion of patients
with infusion reactions who received 3 mg/kg REMICADE was 35% (21/60) over
52 weeks compared with 18% (10/57) in patients who received 6 mg/kg over
38 weeks. The most common infusion reactions reported were vomiting

fever, headache, and hypotension. In the 3 mg/kg REMICADE group, 4
patients had a serious infusion reaction and 3 patients reported a
possible anaphylactic reaction (2 of which were among the serious infusion
reactions). In the 6 mg/kg REMICADE group, 2 patients had a serious
infusion reaction, 1 of whom had a possible anaphylactic reaction. Two of
the 6 patients who experienced serious infusion reactions received
REMICADE by rapid infusion (duration of less than 2 hours). Antibodies to
infliximab developed in 38% (20/53) of patients who received 3 mg/kg
REMICADE compared with 12% (6/49) of patients who received 6 mg/kg.

A total of 68% (41/60) of patients who received 3 mg/kg REMICADE in
combination with MTX experienced an infection over 52 weeks compared with
65% (37/57) of patients who received 6 mg/kg REMICADE in combination with
MTX over 38 weeks. The most commonly reported infections were upper
respiratory tract infection and pharyngitis, and the most commonly
reported serious infection was pneumonia. Other notable infections
included primary varicella infection in 1 patient and herpes zoster in 1

patient.
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