202346 H URT (30K, FRRAHEA)
s 2022457 H S ET (45200

BARERRIEES
873999

B & 2~8CTRAE
F#hEAME - 367 11

ARES | 22200AMX00863000
BRZeRAIE 20104E9H

TR R R AR B H 31 2 5 B &

CE/IEES TN E S IVE e

TNNEET b (EfEFERA) RE

L oisi PP EmitsER250me
ORENCIA FOR LV, INFUSION

)RR - EMEOMTEIZ IV AZ L

1.
1.1 FHzH/ESh-BEIC, EELRBRPESIHSHND
CENDHD, B, MK, ERBRPEZEC AMERKE
EEOESNEBEErEINTVEED, T9EEE
EITOBREBPEDODRBEIERT DI L, £/, FHED
EEMEBAS A TR AEVD, BEEBEORROIMESINT
W3, AEDPHERERASEIEZ TRV ESHED,
hoDEHEBEICTSEAL, BEHIPERULACLEZHE
WUELT, BAELOBRM,EKRMZ LES EHESH
BB/AICDABRETHE, £, FHOBEICHEWVT,
EELZEMERICKY, BaNERBE/L-E2EPHDD
T, BRBFICTHICHECEZIEERSRVEMDS &ET
BEL, ABEBRSZICRAEAPEEAL L5603, BYE
BT BLOBEICEFREEAD &, [2.2,8.2.1,8.3,
9.1.1, 9.1.3, 11.1.1, 15.1.6 8]

1.2 FEDOEBEEEITOMMIC, PEHELEH1HDORY ITFE
DERETIETEE. £, FR2DVTO+SE
il EEERBOREDREERZ G OEMIFERT S &,
(5.1 28]

g

-3
=

2. B2 (ROBEICEH/ELENI L)

2.1 RHNOWIH LB BOE DA E D & 5 BH

2.2 EELBIGEORE DERZEN 2B 1D 5. ]
1.1, 8.2.1, 9.1.1, 9.1.3, 11.1.1 ]

3. Rk - MR
3.1 88k
W4, W 1;2;;
Rs (7 r 7T GRETARL) 50mg
FLvv7 <)V k— 2K 500mg
SO | A ) S Bk kU A KR | 17.2mg
250mg Z oM, SN L pll WA E AT %-
TS ) > Y

FANGF ¥ 4 == ZNH A5 IR % I TRES NS,
3.2 WAOHK

R5e% * L2 7 mlEEEH 250mg
S P~ B O JL IR K (SRS Rz
)
pH 7.2~ 7.8 [25mg/mL H R{E4HHIK]
BB )
O T e #50.8 [25mg/mL HREGHHAK]

4. zhEER3ZNR

B AE CHRAR T2 4 TRAR

OBl v~ F BEEOBENBREDOMLEEZET)
OZBEICEEME 2 T 2 EEMHSREREMR

5. FBEX IR ICEHET 2=

(haEHE)

51 MEDHFIIBVT, 24 1A v~FHITK
LM REREE T T, RATHEHEIEETLI L,
[1.2 2]

(BHEICEENE 2 F § 2 EEMHIS R R

5.2 PRI 40 ) B A BRI AR S i 212D w
TIE, EHERISH T2 AR LML TRV
T, BEERD LR L, LRSS TIEROLGE ST 52 &,

6. AERUVHE

(BEEEY I~ F)

WE, AT NS 7 b EETHRZ) L LTUTo
Mz 1 o5 L LIEHET 50 5%, 258, 4
BIEG L, Uk 4EMOMBTREG 2179 2 Lo

BHEOKE Fh-at AT VE
60kg Al 500mg 234 T v
60kg UL I 100kg LUF 750mg 3NA TV
100kg %tz % 1g 434 7

(BEMICEERNME 2 F § 2 EFE SRR R)
WH, 7Ny GEfETHIEZ) 2 LT 10mg/kg (fk
W) & EEEET 5. MES%, 208, 48135 L, Dk
4 HBOME TS 2179 2 L,
7272 L, 1KH 75kg ULk 100kg DL F o ¥ A13 1 | 750mg, 1A
W 100kg # M2 a3 1Al 1g % BiEEHET 5 2 &,

7. BERURBAEICEET 323E

7.1 RH L P TNF BHOGITIITO RV & A THEiE L2
T REREE LERRBICBWT, AH &P TNF 254
OB % 2T 72 BB T L 23 R oRmidR s h
THESHT, BYiE L O 2 K YE O FE =250 TNE A o
X BBBEZT 2 BETORBREURTCEI 720 T
72, KA o EY A OGO WT, HRIME LR
WBHEZ. L TV v, fiz#irs 2, [8.1 ]

8. EELEKXER
8.1 Pt TNF HAIED ALY RA 2 S ARFNY ) B 2 BBHTIE, S
JEDOBEI OV CTHEEFEOREE T3ICBIRT 52 L, [7.1 B3]
8.2 AH & GLRIERITHEE L MITTEANIB VT, BEIIEIC
x5 % 1 3 O YL B B\ R A TR D B o
8.2.1 KA G, T RBIg LTIz 2R GUE D F B
HEITLHZE, (1.1, 2.2, 9.1.1, 9.1.3, 11.1.1 ]
8.2.2 AFNIZ G o THBITH T 5 T4 % MEZ RO L
YN UREICAZ, A vy —T7zuary EERB IR
Vo) OB EA TV, BEEMH CT MAESE217) 2 &1
XV, WMBEEOFEEZMRAT AL, T2, KRG T,
B L v N v BRA S oY) 7 WA & I ICAT O e SRR
IEDFBUE T ICER L, BECH L, %5 EIRD
B L7286 (Fs 28, AL IEER MY E I
WHTDEIFMTHI L, &b, HEOHEEIFER S L
G RAR # G LanwZ &, [9.1.2 28]



8.2.3 HV 7 F WA & 2 BEFIT 4 v 2 DFHGEHEAL
MG EN TV DB, KFFELITHEL > THEY 4 VARG
AR 528, [9.1.4 K]

8.3 Al 2 HFLRIERIEE L RIZTEANC BT, EIES
VR B A O RS B BB SR TR D B
Tz, WRABIC B W T, EWEG BB MG ShTw 2,
AFNER T 2 20 5 A TE AR, EEEEOFBUIEE
HTAZLk, [1.1, 15.1.6 ZH]

8.4 AHIHEGH N UG HILHK 3 » HIE, 77 F Y HHIC
IV EGT DWW A 3D DT, BT 7 F UM EITD
Ik T, —RICAHZ EURERITHE R LIT TR
FNE, PHIERE ORI R ZART S 2 W REMNA D 50 [9.7.1 2]

8.5 AFHIFEGIT & Y BAF OEE O BALLIH BB SER S 1
B REVED D %o BEAF O HHE O EAL S O BLFEBLIIER L
DB U Tl 2 LE 2479 ko

9. FENHEEE2HI2BEICHETEE

9.1 AHHE - MEEEDH 8%

9.1.1 BLEE (EELBRPEERC) ODBREXITEEEL D
h28%E (BPEOERZBVRTES, 1B BEMORK
ERIEFBRED & 2 BEE)

IEYGE DB B ISR T A2 8, [1.1, 2.2, 8.2.1,
11.1.1 3]

9.1.2 HROBEREE (FICHROBEEDH 5 BE XU
Lo MY b RBABRRDH 28E) dHERBEEISED
h38E

(1) OB ESHE T, WA NI S5 WD ET
&%\, [8.2.28H]

(2) MO Z AT 26 R OHBKIER SIS PH1C
X, WBEOBEREEDD HEMICHKT 2L, LTOWT
MO BEIE, FHE U255 L7z BT, &HA
RS THIE, [8.2.25K]

- R SR AT TREIA MR IS AT 2 E S N A BE R
B 5BHE

AR ORIRIE (MM E &) s AT 588

Ay =7y y BB Y XV RO &
OB LY, BEEGH SEbN 2 B

R & ORIEEMEY AT 5 BE

9.1.3 ZRELMDIREICH 2BE
BHSEZHRTHBENNDH 5,(1.1,2.2,8.2.1,11.1.131]

9.1.4 BREIFRYA I ZAZ v U7 DEEXIZBEFERLE (HBs

M, » HBc it I3 HBs Hiiki51)
BE ORI & BRREMEOBIREZ 1027w, BREF%E
DOFROBBEIFEET AT L B, BRRBRTIE, 714V
AWRDA 2 ) —= ¥ TRATHYETH o 72 BE LR B 5
PO ENT, [8.2.35 K]

9.1.5 HEMMRDOBEEEDH 5 HEE
EMMICIZ 2T 2L, EETHI L, BEMEMR)HE
NIEHRETH N DS, [11.1.3 1]

9.1.6 BMAEMMEBRDH 2 EE
1 P RPN B O B R R R & o e I A @R A5
BL7-Lo#Edrd 5,

9.5 1F1@

TR IR LT W B W D & 5 L 12Id, B LEoE R
D et % B2 B SN2 EEICORESTH I L,
B (5 v RO HF) 1BV TRA O i@ )
BOLNTWE, 72, BPWERTIEIRSHKG® (YT AT
300mg/kg, T v N RO HFT200me/ke) T TR
RO LN o720, P58 200mg/kg (& M2 10mg/kg %
B LA oegREs (AUC) o 11450 AUC) TF v b
W A RS B S SIE R O L ASEED ST W b,

9.6 ®ILE

B EOF R R AR BOARYEE ZR L, L oMk
NEmib 2 a5 28, © MEAFANOBITIZOWTIEAR
MThb, BWER (T v ) TERAOIITBITFZD SN
TWwb,

9.7 MNREZE

9.7.1 AHIREGRNLELRT 7 F 2L TBL 2 ehEE
L, [8.4 &)

9.7.2 R EfREIE, HrAlE, FLE KROS5 A OLIEIHS:
L7z EP R RS R S Tu v, [17.1.5 2]

9.8 =

BEORELZ B LA MEICHES L, MERED
EETHT Lo —MITEIEEIMET LT,

1. Bl{EA
ROBWERADH S5bN D Z LD HLHOT, BEL TV,
PHHPRD LN G 2 Ik 3 % 4 L) 7 0L E %
o2&,

1.1 EXAEER

1.1.1 EELRE
FeiihE (0.1%), izs (=2 —EFE3 2AFRMi%EET) (0.9%),
el gt (0.4%), PTG (0.1% ki), W& (0.3%),
SETR (1.2%), =k (0.1% K, aMBHETL 0.1%
Ki) HEOEERIBRPHEDNH LDNDLIEDNDH Y, Haih%
BME-EDIEDNDH D, EERIBRPENS 1, RERHI
R LTV EEICBVWTAD LN TS, (1.1, 2.2,
8.2.1, 9.1.1, 9.1.3&R]

11.1.2 EELBEIE
vavr, TF74 5% — (0.1% Kiii) ROKIME, ZEFk
%, BRSSO B 2BEEND Sbhd I L2d b,

11.1.3 BEEMME (0.4%)

FEEN, REBK, IPULIR S O I SRR TR L, RE D
O S NGEITIE, R PIERL ~ N7 oA, WERCT
WA R M AT AMAES 2 ERL, KAk E P+ &
BT R LEEZIT) 2, [9.1.5 5]
1.2 ZOfOEIER
1% LI

0.1~ 1% Al
00 Bk B, Y
YORERWE A,
I ER IR A, i /s
WO A, B ER
WA, R Bk B
A, gk
ZYEEL
SO, FEIMO SR E, O
Fu, MR B, BRAE SRR,
(RMRAE % & de), (W B, B
KAE = = — |2, gk
INF—
RIS, MR G2, | 2RO, IRNG 2€, | AT
153 FONELGE, RSB | MRS, 0
o] 85 P o Fow, [ HIE, FABUR
%
M B3, MR ER IR, E AT
T, eSO, B HR, AR,
3Ch, k=
PRI
b ACE R, g% | S SR, I | H S
e (5L OWH| B RE % S W, (BN, wemR
VAR & G|\ REWEE R, 7|4 AIE, 5
&), ER|LvE—thak
1 D RE,
T A& 8 &
e (REX
Kaeti)

0.1% A | BUEAD]

IR

Mg - ) >~

AT

Fieh - i
P

i

I 25




1% LLE | 0.1~ 1% i 0.1% i BB

BIP Tl P, B HILRR, 77
J, AR, WEnL, | & PECTNZE, B
Hhsge, wileh, o &3, o R,
FgE iRk, W|ER HER
RV —7, WA B i, s,
Pk, g, | 1 5 R

ML

S8 (%, |NEL W E, BT, S8, | g R
S, RLBE|K g%, N PH 2%, B2 W 22 5E, B MUE, K
rEte) KB, W WR, WREAE, R,
a] AR iR )
FEVFRESE, | B A6 i,
BR B e PR OGS | 2T

%, JNokid

fRCHE, TR | BYER, B gt | IR

A % P 5 9

AR A
#EiH%

PR MERREE, (R, R,
Joi e 9%, DR AR | IR, HE IR
I ER B P, BR |

It B %, BUN #
WIR T )1 A
Wb, M 2
L7 = w8
TR B T

T 5%

1N Rl AR AP A =% = 1 TS 1
/2 11 NS S SR 1 = B P G
R m, o e — v 3,
AT —=)VIIAE | B SR 6, I
VRREN |

e

ALT ¥4 Jm, AST|JH £ g, i+
B,y -GTP|¥ Y v ¥ ~ 14
K, BRIERE, A n, R4 %
F7vHh) kA
7 7 & —¥Hhn,
JHFERY) —F

JFF i

TE 55 AL RS
(&9 HERk, AL
BE, P, 5,
FB %)

AL

ANNVRZAY A V| HEAMALRZ L4 ¥ 7
ARG, TIE~OV | RIS, Kig | = ~ 9 bk
R, PR &, PHL L
4V TN Ky 4w
A R Y

DR

5

2

FEIE, PR, |MIRE, RN DT
FE#k, FHEIE T, K, AE
VOV F =, KA R, wEER
PEIRIE, AR |2, MR AN B
&, AERAR

Z 01t

) FEBVBU IS ARG A I OB ik A o R R % & 8

12. BRARBRERRICRITTHE

AFNZEMAE LTIV P —A2EH LTS, ZFba—2Z
ik % (GDH) % MM @3 cid~ v b— 298
HERERICHEE 52, EBEOMBEHEL Y EMEERTHEE
WD ENREINTVDE, KFEZHGINTWEEED
MM OPEIZIE, <V b —ADEELZIT 5 BORRNDH
2 IR 22 FH Rl OV S B AT L e 2 &

14. EHEDEE

141 EXAREOEE

1411 KRR OBEWAFEDPE L L Z LB D D120, KE%E
VY A= VBB INTY) YV EHCTHBE LAV &,
DV A= VBB SNV VR TIRE L 2B
BEFRT DI &,

14.1.2 BEHE
AHNRH SNz ) a =z A LT ARWEHO T 1
AR=HF TN YY) v VRV 18 ~ 21G OIEGHEHE T, AH
184 7 V4720 10mL @ HRESFHK (HRAEMRARRD
) THHLTT N7+ GEEFEHRZ) 25mg/mL
DIEEL T 5,

(1) RHDONRLTVDT) v TEFT7F vy TEAL, Ttk
fi%xTy ) — Vi CiHRT %0

(2) 5L E T2MOPILTHIAL, 154 7V2472) 10mL &
HIBEFHAK (HRABRERR D) 284 7V OREH
Wi > TN D X ) ICEHPITEAT 5. TOBICEEIRET
BONA TIVIZHHLZWZ &,

(B) WEMZEYTHRVIINEEL, N T IVERLHICHE
ZF LX) IR S TREIHEMT 5o L THL LIRS
T, RRFEERD BERZWT &,

(4) Ea\CHM L%, Wb D 286121354 7IVINICE
THR L THLEZHH S5, BREORIE, MoaroMEe
DEWRRWTH D (WhF, £, RYzEiloizd oi3EH
LanwZ &),

14.1.3 FRFE

(1) ¥R D IHRIEA 100mL & 72 % X ) ICUTOJET
HIRAEH AR CAMT 5.
< H5H U HEAEBAER 100mL O R&#H/ Ny 73R v

M, HEATLEME LR LAERSEZREN->TB L,
CARFNCRAE Nz ) T = Vil R EA L TR WE o7 4
AR=FTN I VK18 ~ 21G OFGE % T, &
PR OB AR NA TV SIRIL, My 73R b
ITHREERICIEA L, BRI T %0 25 7TV ORI
BT 5 2 &,

(2) TR F RO WP EBTHR TS 2 & Bk
FIEAH RO SN GEEIHRE 2 HH L w2 &,

(B) MPIRIZHe NI T LI L, B, AiMEPLEZTH
T 5981, 2 ~ 25C CRAFL, 24 BRI DA% 2 &,

14.2 ERIBRSHFOEE

14.2. 1 AHOHPHE O 4R 30 75 THIEHET 50

14.2.2 A#HNZ, WH - A0V v 7)) —CTHEAKAEOKWY
02~123270DAY T30 TA4NVI—%Hni-4 T
AV T4y =%l L THEGETHI L,

14.2.3 KA, M7 L7294 JI2X 053508 L, o
A - RS ERE LAV L,

15. ZOMDEE

15.1 ERER{EMRICE D < g3k

15.1.1 RAIOEKREE, ENTIX37.7» A (RO
5 1.0 ~ 45.1 » Hoggefit) T, #gFhcid 42.9 7 § (&
WO GWM 1.9 ~71.9 » AodeflE) FTOMMTHE
BENTBY, IO 2B AR ORISR
VIR L TW v,

15.1.2 KRHHEAPLG- T OMHREBRIZBR SN T 5,

15.1.3 FAR G5, RANK T 2R EAE SN S 2 9D 5,
MG R ABRIC B W TR G MM & LTRE SR, AHIZ X
BB EAT - 2B ) v~ F B 3,985 B D W TARFN A
THPRDIHZ TG L 72 & 2 A, #5580 b o Hufk %
1% 3,877 Bk 187 Bl (4.8%), &5l ik L7z 1S
B DI S4% 43 H DO BufRB 3 1E 1,888 Bl 103 1
(5.5%) THotzo Tz, A THETH - 72 48 Bl 22 Bl
WHRFIFURIEEAS RS BT W b, EINERRRE T, &5
W b o PR AT 231 Bl 7 61 (3.0%), F&G-Hir (I
Fofy 34F) IS % & & 72 AR D By itk 2 A3 231 Bl 33
(14.3%) TH Y, T EETD - 72 25 Bl 8 FIIZ R
KIEHESRO LN TWD, B, PR EBELITEE
gL OBEIZI S AT ARV,

15.1.4 I BWT, JCoA VADEBIIMR I TV AN
b D DOARFN e G HEAT IS Bl FVRRE (PML) % 38 L
TEBIATH S IS ShTw b,



15.1.5 AFL o0 A 250 H VY = 2—1) YHEEE DN
HIZoWT, MM L Th v,

15.1.6 #AMC BT i) v~ FREENLRE L7275 R %
WRBICB VT, EBEEEOBBEERIE, ARELEYS (bl
122H) L7z2, 1116810552961 (1.4%) T, 7ItR%
BH5LA21,00968095 6 1268 (1.1%) LHETH-72. =
EEMRBR R OIEEMABRICB VT, KE2HE 1L 726,028
Bl (16,671 A - 4E) 1B 5 B OFSHFIZL, 100 A -
ELD1.35THY, TEMFZIF-ETHoTe 2D B,
BANE DAL OB EHRE DS 0.64, FEITLHEAT0.62 M VM il i35
H30.10 THh o 720 2B IEMRE (0.14/100 A - 4E) T
HY, FARBEMMmEEERIZY) o8E (0.06/100 A - 4E) TH
0, TAERIZIZ—ETH o 7o ZHE MR KL OIEE Ml
DR T—F BT 5, B2 OFBIE, T 255 (B
e if LIS Bz 9, TR M ORI ) o8B, %
OFHORBIF I TN ZEEMABM L EETH o720 &
B, IS OEEEEORBERIEE Y v~ FBEE» ST
ENBLDE—FHLTWAY, [1.1, 8.3%H]

15.2 FERRAREABR ICE D  1EHR

15.2.1 X7 ADD AR ($e5-8 20, 65 KU 200mg/kg T
1, HE 84 AR - M 88 AR, R TIXE) IZBWwT, v
28K OV~ A O ZUBRE S D FE A3 B A S ST v b,
INSERHOFAIE, < AFMIE Y A VAR~ 7 AFLE
7 A4 WA ERFORIEBRNERH & OBFEAVRIE SN T W5,

16. FE4BNRE

16.1 MARRE

(&Y I~ F)

B ) 7 = F BB TAH] 2 ~ 16mg/kg % 30 452V C B g jis A L
Tl EOEMBENT XA =5 2R 1IIRT, T/NF LT - OIEYhRE
EHIEEERL, W (te) 3100 TH o722,

F#1 Y = FEBRICT N 2T bR HERS Lz & O3y B S

FRA—=%
Erasm s Cmax* AUC® tiz CL* Vss®
(mg/kg) | (ug/mL) | (ug-h/mL) | (H) | (mL/h/kg) | (L/kg)
2 36 4509 8.8 0.46 0.11
(n=6) (24) (36) (3.2) (0.15) (0.02)
8 161 21330 9.5 0.38 0.10
(n=7) (14) (23) (2.6) (0.09) (0.02)
16 318 46065 10.3 0.37 0.12
(n=6) (43) (44) (4.5) (0.16) (0.06)

a BTN (ZEEREL %)
b O IEH 7 & M ROCIRF ] & C o> i e B2 T ThI A
¢ SETTIf (LR )

W G-1% 2 R4 EOAMRGIZE Y, 7Y LT b O ke
R ETIRIEZ WA BRI L, DLk 4 IR o 5-BG 3
B HECICEFIRBICENELAZ Y, 42, B v~FEBE»LEL
T2 T — & & T, RESE SR B REMAT & 5 L 72 ¥ ARHI
% KGR E N L R O ORI L 72 & & os@ R IRER o 3k
WEE S 5 A — ZHEEA R 2 2 1R T, ERIRBICB I 245 EH (216
Bl) © 5 7i#E (Cmin) HEEH QP390 £ FEHER 1% 24 + 10ug/
mL Tholzo 7877+ OEWBIEIII T 2 4w O 0 BB
AOENGHolz, 20T T Y ADEFHERE L TKRE K URERKAS
WA (GFR) 2HEIN S N7z RERIFE G RIS L Y R Z gL 258
R F BB REOREIIRD SN TRy,

#2 WRHECTHE Y Y F BB TNy T b e EHG L&D
SEHAREREOSEY TR/ ST A — e (RHEFISEY BT

WYX A — & i 52 it O ST I il + B
CL AUC Cmax Cmin
(mL/h/kg) (ug-h/mL) (ng/mL) (ug/mL)
0.30 = 0.08 48475 + 12631 236 = 43 24 =10
(LRI EENE 2 T 2 B EMFRMERR)
% BG4 3 2 A AR RIS VR B B S B S, AHI R KRS

TSR OCHE CREMEFEL 2L &, NG #% 2 R4 EHOH
ARG E D, 7Ny 2T b DML R LR R A E R &l 2
BUILIZIE L, LAtk 4 EMEE O 5 FG 2 B £ LR IRE I #)5E
L7=% F72, BRANZELHEY v~ FBHLOL MG 4
§ B ARSI S8 2 S Db I TR T — & 2 W T,

(4)

BESE ISR B REFRAT % FEhti L7 V0 AR % KGR S M7 L ROV T
FEEMEHE L2 EOEFHIRBICBIT 2 HARANOEYHE NS X — 5
R (20 B1) 2 FE3IRT, ERIREISB T 2 Cmin 2 O %4
SEME (EEREL %) 13 14.4ug/mL (33.7%) TdH o7,
F3 LI EIVEE AT A RS B ST Ny e T M &
ARG L7z & S OERIREIZE T 2 HARADHEYBRE NS X — ¥
Mg (B4 S By SE AR AT )

SEWBE/ KT X — F g ORI (ZBRE %)
CL AUC Cmax Cmin
(mL/h/kg) (ug-h/mL) (ng/mL) (ug/mL)
0.346 (26.3) 28837 (23.6) 168 (17.9) 14.4 (33.7)
17. BRERALIE
17.1 RO REMICEET 55k
(BEERY 7 7 F)

17.1.1 ERE 1| AR
AN MLET = MOHRAT ALY v FEEENRELL, A
FELESF—= AT (6~8mg/ ), 77 &Rk EE MR
BRIZH1F 5 6 # H # 0D ACR B3k 20% (23515 5 f4)% (ACR20)
ERVIORT . AAGHICBT 5 ACR201E, 77 L RBHICHEL T
ARICH A5 72 (p<0.001) 7o

F1 ACR20 (EIWNE T AHER)

AAlg G-I

10mg/kg 2mg/kg 77 R
ACR20* (%) 77.0 62.7 21.2
YR BIEL/ ARPERTAT 2 47/61 42/67 14/66
TR REELE D% 55.8 41.5
[95% fE X ] [41.4, 70.3] | [26.3, 56.7]
p fifi p<0.001¢ p<0.001° -

a ACRI 7ty b9 b, MIEHMETEL ORI M EEDTE 12 20% Pl L
L, o5k b o 5 WH b 3T H A 20% Ph R L 7R ofl 4o

b A OKRMEE, 10mg/kg WA § 2 AREHIE 2 & (R 60kg A :
500mg, 47 60kg LL I 100kg LA F : 750mg, A7 100kg % # 2 % © 1g)

Thsbs

c A4 TIEWOE GEBUBIED D)
10mg/kg $ 5-# T 49.2% (30/61 #1), 2mg/kg %

HIPE S BUBEE (3,

GHET59.7% (40/67 Bl) Tdh o7z FAEWEAIL, 10mg/kg #fTHAIH
B¢ 14.8% (9/61 B), AGEODRAE 6.6% (4/61 B1), BHfE, TN,
FEED v, WS, KRR % 3.3% (2/61 1), 2mg/kg BETHIA
B¢ 20.9% (14/67 f), 996 6.0% (4/67 ), WEbkse, mE -5, L
SEDOIIE % 4.5% (3/67 ), 1TN%E, REITED T, FEE, JEHE
P, W, DRIGEBEA, 75 2€, WAL, SSIE 2% 3.0% (2/67 #) THh o720
17.1.2 ERENVHHER

AN PLEH— MIRA TG RBEEY Y FREEFRE L, X
FELUFESF— MEAT (bmg/ MU L), 7T AR EE MR
BB 2 4 5 A0 ACR20 K 2128 AFHGRECBIT S
ACR20 1¥, 77 AR L THIEICHE D - 72 (p<0.001) 7o

#2 ACR20 (EMEEVAIRER)

KA G- 75 & R
ACR20* (%) 75.4 27.7
B BIE /A VST 1 £ 153/203 56/202
T REEE DE 47.6
[95% {5 HIX 11 ] [38.6, 56.7] -
pfE® p<0.001

a Y VARY Y-k

b h A4 B GERUEIED D)
67 ABOMEIMEETZFROLEO XA ITT (modified Total
Sharp Score : mTSS) Tailli L 7z 9% 2 3 1R § o AAIIRG-HEICE
7% mTSS D=2 74 YipbDZALHIE, 77t REICHELCH
B o7 (p=0.017).



#3 62 HIFIZBIF 2 mTSS OX—=2 54 v 76 0% ke (ITT 4£HM,

FEIMER) (A4S IV AERER)

AFH P51 75 b KB
JRE 11.34 + 19.87 | 10.73 = 14.37
(203) (202)
12.23 = 20.42 | 12.02 = 15.08
6 7 JIIF
S (201) (199)
0.84 = 3.48 1.26 = 3.61
N=AF4 ¥hb0E R
71 AL (201) (199)
75 RBEL D% ~0.42
[95% 151X 1] ] [-1.12, 0.27] -
pfi e p=0.017

TRl = e (B

a N=Z54 P oOEmDMN% Van der Waerden O IEHALZHE L 72
flize B e L, 58, N—=25 4 EONEN % SHE L L7223k
BOHTET IV

b AR 5%
AAN G BT 2 BIEH IS BMUE I, 42.9% (87/20361) TH -7z,
F A EIEE, SAIHEE %, FFRERESLE 45 7.4% (15/203 B1), 1N %5 6.9%
(14/203 B1) TH o720

17.1.3 BHEMHEFR (X b L FY— MIHREFRTDEEE)
AN MLFEY— MIHRA TG LME) v~ FBEEZNRIS, KAE
KB EINIHEm TS Lz, A L FY— MEHT (15mg/ HLL
), 779 RN BEERILEGRR (AIM AR CB1%6 7 H
?D ACR20 % % 4 1TRT o AAFKLGHREICBIT S ACR20 1F, 77 &K
I L CHEICE 22> 72 (p<0.001) ¥,

F4 ACR20 (gshs AHAER)

AIM kbR
AH -1 77 KR
ACR20* (%) 67.9 39.7
SR/ AR PR ET A BB 288/424 85/214
7T TR DR 28.2
[95% fEHHIX [H] ] [19.8, 36.7]
p 1 p<0.001" -

a ACRI7tvy M) h, I MEEN ORIEIRMEEED L 12 20% P -
Yk L, 208k ) o 5 HHH 3 T H A 20% LR L ER ofl 4.

b A4 TFERE GEBUsIED D)
ARANPE G B 2 BIVE S BURE 1L, 49.4% (214/433 B1) TH - 720
FEREIWERIL, B 9.5% (41/433 B1), HE6.7% (29/433 B1), 38
Phd F s 4.4% (19/433 1), EAGERG: 4.2% (18/433 ), HIHUH %
3.5% (15/433 Bl), 957 3.2% (14/433 1), T3, IR 44 2.8% (12/433
Bl), £ 7 Nx H2.5% (11/433 Bl), IRERIELE, 695 4 2.3% (10/433
Bl), @IE 2.1% (9/433 1) TH o7,

17.1.4 BHETHEREBR (i TNF BEICHEFR+2 4 8E)
PUTNF BANHFEA 52 BEH ) 7~ F BEE2 BRI, REEKES
N7 TG L7z, DMARD BEF, 77 bR E AR LA
(ATTAIN #&B%) 12B1F% 6 » HHD ACR20 %3 5 1787 AFI G-
I2B1F % ACR20 13, 77 L ARBHC IR L CTHEICE > 72 (p<0.001) s

#5 ACR20 (EF44S IAHAER)

ATTAIN 35
ARFHIH 5 BE 7 & K
ACR20* (%) 50.4 19.5
L /AR B R 129/256 26/133
TR EEDE 30.8
[95% 5 X ] ] [20.6, 41.1]
p fii p<0.001° -

a ACRI7Ey b9 b, #kdin B HU% O B i 5ot & 12 20% Lh -
YL, o5k o5 HEH T 3 IHH A 20% UL Lk LEs oFl 4.

b 5 BA RO PLTNEF B A o i JAR I % 36285 5 & L 72 Cochran-Mantel-
Haenszel # 4 Zetise
RAGE G BT 2RIV S BRI, 41.5% (107/258 B) TH - 72,
F 2 RIVEAN, U 8. 1% (21/258 ), i@tk ed F v, Bl £53.5%(9/258
Bl), ARG REXR RNEL % 2.3% (6/258 1) ThHo7z,

(HEEIEBM 2 T 2 EFHFRMEREER)

17.1.5 ERNE DHEHE
AN ML FH— P IUIAY AN U THRERA T VIR ED L B
HNIG B E 2 A9 2 AR R I B (4~ 17 7%) AR RED
12, ARAIZAKE SN HETRE L2EEMREBIC B 2325 16 H#
@ ACR Y3t 30% 12 & 2 A %)% (ACR Pedi 30) 1%90.0% (18/20
Bl) THor?s

(5)

BIVEHIZE BB X, 30.0% (6/20 B1) TH o7z RMEMONTIE, H
Wade, BIREASE, LIHED ¥ ¥ &6, TIREAIVA, AL, HE.L, FIN%,
AR % 5.0% (1720 #]) T o720
ELD BH20BONR=AT 4 VEOFENRIE, 5516, 6~ 12 i
1060, 1250 L 96
17.1.6 BHE MHEEER
BB EEDTY) 7 <~ F I U TR 150 AT 2 0 £ B i
Bk A9 D GRS B R S (6 ~ 17 7)) & ARIS, AHl%
10mg/kg (72721, 1K 100kg #id 1g OFEIEME) ©2 TH5 L2EH
Mo AN B 545 16 3% D ACR Pedi 30 1% 64.7% (123/190 1)
THo72,
F72, EEHEAN (1638) TACR Pedi 30 1ELBEHEEZ NS L
L7z ZHmERINC BT, 77 1 RHE (62 61) 1233 2 AH] 1% 51 (60 B1)
DFHEY A7 OY— FHIZ 0.31 (95% BHEIX 1 :0.16, 0.59) TH D,
AAEGHEE T T 2RI THR E COMB A=A B
Ed oz (p=0.0002, log-rank ME) 0
L ——
4 50 --- TR
45 ]
sl
35 e
w30 :
25
JE 20 1
£ 15 ]
10
5 ] A
o] :
0 1 2

3 4 5 6
at risk % 1 OF)
AHE 60 59 55 52 50 49 1
7 REE 62 55 50 45 37 31 1

CTEEBRICB 5T ToMM o Kaplan-Meier Hhift

FEPOE AN (B5-iE% 16 8 F <) 2B % a1 IS B E 1,
27.4% (52/190 B1) THo 7o FARBIMEMIE, ¥ 5.3% (10/190 #1),
T F 1 2.6%(5/190 B), L, Bl SER £ 2.1%(4/190 ) TdH -
Too Fz, ZHEBMNIBU B AKIEGREORIVER S BUHE X, 15.0%
(9760 B1) TH o720 BIMEHONTUL, EIRMESR, LREKG 5K
AR, A > 7V, AE%, i, S0, (s, O, 5,
77 & VEON Y, BUHS, B2, FIERIR 451.7% (1/60B1) TH - 72,
W 2) REIOKBRM L, 10mg/kg (72721, k& 75kg Pl I 100kg LLF i
750mg, 100kg it 1g OREEHE) TH 5,

18. ZENIEIE

18.1 1EA#F
TNF kT MZHE SRR T o CD80/CD86 1A T 52 & T
CD28 &4 L7236y 7 F V2 BlET 2, Zo&E, B v <Fo
FAECHGT 5 T MBOIEHAL L O 4 DA A Y iEEEIHL, 5
WA o> S IR DTG VAL B 2 v 1k B b o &G AR o 35 P kLS X
LY M)y AAyuarsary—¥, KEEATFT1 -5 —0ELEE
W5 5EE26N5,

18.2 T #ERZEMEALIHIER
TNE 2T Miin vitro \XB W THERFR R F 4 —7 T Ml JL O £
Y — T ML OB % K5 & &, IL-2, TNF- a XU IFN- y 2 XD
RIEVETF A A A Y OREERIBI L2 Y 72, 35 —7 VM
%5y MIBWT, WEOMLT, Hia s —7 v Pilko ek K O B Hing
a2,

19. BRRSHCEET S E{LZAIFR

—egh TNy 2T b GEIETHERZ)

Abatacept (Genetical Recombination)

TNNE T MIBE R A Y X2 BT, 1~ 125 FHIE
v MK EE T VU v 28 BRBUE — 4, ROV 126 ~ 358 FHIZ &
b IgGl \CHI 2R3 A AR Fe S 5 2 ), 131, 137, 140 &
CHMIFHOT I 7 BRIRIED Ser ICHEIRSNTWVE, TN &
TMIF v A == ZANARF—PRMIC X W EESND, T
N2 T ME3BZMDT I ) WBIRENS BT L=y 245
FOM IS NSy X728 (OrFr 92,0000 THb.

¥

20. BERVEDEE
SR I L CRAET 5 2 &

22, A%
134 70 GREE > ¥ 2 T ERA)



23. EEXH

1) AN R RERIC 31 B R RE S JE BUE

2) FPIEE : BARNBE Y v~ FBEIC BT 2 Hal R O S 5B
(2010 47 H 23 H&G¥, CTD 2.7.2.2)
FENERE : HARNBIED) v~ 7 BE BT D REE S B RE AT
5 (201047 H 23 HA&KGE, CTD 2.7.2.3.3.3)
4) FENEE D A BN LR — FOUIEWEE AN L TR
IR D LAV SRV BB 2R E LT Ny 27 M i
AR G- DA, et SEMBYRE B OSSR I & ety
5 % Wik 3L IS M 3 EER (201842 2 F 23 HZK R, CTD 2.7.6.2)
LR ¢ HAR NSRRGSR B S B S B U B R S B
TS (2018 4E 2 H 23 HAGE, CTD 2.7.2.3.2)
R D A B ML ER— M LTRGBS Y <
FEF xR L LTz abatacept2 M DIRIPEG-12 & B A8 K OV

3

N7

5

N

6

N4

B (45 TLAHMERERER) (2010 48 7 1 23 HAKGZ, CTD 2.7.6.2.5)
7) Matsubara T, et al. : RMD Open. 2018 ; 4 : e000813
8) Kremer JM, et al. : Ann Intern Med. 2006 : 144 (12) : 865-
876
Genovese MC, et al. : N Engl ] Med. 2005 : 353 (11) : 1114-
1123
10) Ruperto N, et al. : Lancet. 2008 ; 372 : 383-391
11) #EPEEL - CD4 Btk T Mileicxt 32 7 8% €« 7 b ol (in vitro)
(2010 4F 7 7 23 HARZ, CTD 2.6.2.2.1.3.2)
ANER D 37— VBRI RET VT 5T NS T btk
i Gn vivo) (20104E7 H 23 HA&GE, CTD 2.6.2.2.1.3.4)
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*24. XEERERVEVEDESE
TVAMV - AX =R A7 4 THRREH 274 A VERINV—T
(FEFT) HCUHB TR X R TFT 1-2-1
(TEL) 0120-093-507

ANIPSE G TR A T MR
T 541-8564 KPRiiH YL X AKERET 1 TH 8% 2 5
Fih 0120-626-190

26. BUEHREEES
*26.1 BUERRET
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RRBFREAXKFE-2-1
26.2 7OE—Y 3V iRE
M SRR TEHKAH
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