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FAES OHE R -

Fuc(a1-6)
(P1-4)GIcNAc(B1-2)Man(a.1-6) \

Galg2 Man(B1-4)GIcNAc(B1-4)GIcNAc

(B1-4)GIcNAC(B1-2)Man(a1-3)

AFRRUHSTE
5712 CoaaaHo96aN171202018Sa4 (F 2 X 7E 57, 44 EH)
535 £148,000

5. L% 4 (ffiE) XITKE
AE (JAN) :
T=7ahw T L A A —T ea KR (A —T zay TV T 7 R—=H G OH A2 5K 1) 12
KT HEAR R X B NGl 7 a—F PR THY, HEH234, 2358331%F H O 7/ BREIRIIEh 2
#LPhe, Glu&SerlZEIAIINTVND, T=7 /b7 X, vUAITE—~ (NSO) MfaiZ LV EEASND, 7
=7 WL 7L, MTEOT I EFR ) D72 HHEH (Y18H) 2K R UR1SEO 7 I/ iEF% 5 D7 AL (k8H)
QAR THERR S DRES RV, (4315 £9148,000) Th Db,

6. 1 EFA%. M4 .BE.EBES
W2 =—R : MEDI-546. 01P006



. X5 IZEET 5IEH
1. B FEYE

(1) 448 1K
I ~ RO~ LA E 2T 5K

(2) BfEME
LR

(3) Wi E
LN

4)Bhm (PR e, BER
BAIPAND

(5) ERIE E R BE TE 2K
BAELAA

(6) DEEIRE
L7

(7) E DD E 13 RIEHE
pH:5.4~6.4

2. BN DEREHTICE TSR EMS

e PRAF SR e PRAT )
AR B o ” PR RE - TS
EHIRAT TF LR =L
A -40°C . 60 H HIkEN
i | 2E — Ll
Ezf;%ﬁ 5°C — — =7 ‘/Eﬁﬁﬁ&\\ g 124 A FHEEN
ﬁitﬁﬁ N
TR DEE A
LB = L -
N ER R 25°C | 60%RH — =7 //ﬁfﬁi; ds 61 H DB
(AL
TR DE AN A
LU EERE =L -
iy B kR 40°C | 75%RH — =7 //E:Eii; g 31 A AL
(BLES A1)

ABRIAH MR, 2o 7 & B pH, MR RUER, AEMTEME




3. B DHERRAER L, =5
ek bR ik
RTFR=oT
EEE (P VEER)
SRON AT I B E T



IvV. ®&IIZB895IEH

1. HIfz

(1) Rz DX A

AMEBESRA (A7)

(2) HEIDHNEEROMEIR
A~ AOBPA~LAEE 2T 5K

(3) FAIa—FK
LN

(4) HEDYE
pH:5.4~6.4

21551 : 252~378 mOsm/kg

(5) £ Dt

A1/

2. WH|I DK

(1) AR (EHERD) DEERVHMNHF

Hk5e4 7 R — g E#E300 mg
Rl % 1347 (2.0 mL) H

77w T (s A2 ™ 300 mg
ANl 17347V (2.0 mL) H

L-EXFT 3mg
L-bATF VG FRIE KT 6 mg
L-UT Mgt 18 mg
coma—Z7K ) 98 mg
AUV /L~_X—K80 1 mg

1) B s P2 BT L~ 7 AZ = m—~ (NSO) filldz iV TibiEE D,

() BMEFNORE

L7

(3) &=
ALV

3. RMTBRRDEAKRVEE

ALV




4. Hifh
ML

5. BEAT DRI D HHRHMY
BESRW), GIWTIA, BRAL IS

6. HFIDFREHTICEITEREM

s
S Bl i ggﬁﬁ | R A7 IR g
E?ﬁﬁ% 5°C — — IRAT IV 36 H kg
iR
Sy R D HE N
IdEER | 25°C | 60%RH| — INAT ) 64 H NRD BT
(HFEM)
Sy R D HE N
wERRER | 40°C | 75%RH|  — IRAT IV 3% H NRDBIT-
(S
Va— FEAD FHREE120 7 Ix ~hrl) L=
- — — ot ATV | RIS =R — HiEA
(R E%) 200W *h/m?LA L

ABRIAH MR, 2o 7 & B pH., MR RUR, AEMTEME

7. RAREERVBEREDREM

(1) FAEE
[VIL 11. B EoEE  0ES R

(2) BREDRENMS

ERERIRICED
FiR% D22 ENE - e . .
_ . A BRI RIFTERE ORAF SR S O S
T=ua)<7
(15 FHA# %) e
RV T 4B IR IR .
) ERAE -
3.0 mg/mL ek AVILE =V B Sy 2 | 28~32°CICTARER, | L
e e ek K HUFL T oSy | 2~8CIZ TR |
<~ mgm U R e = Ry 6T

RERIE H Rk, Zo VB R MR, AT

AFNE3 mg/mL X 1E6 mg/mLE72 DL AR CTHEM T 523, BiRET.2 mg/mLIZA R UI- % O %2 EMED fEid
L7z,

2R DR T R DIREN S D AN ZE AR E LT- St CEME L=,
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8. thF|ILDE S ZEIL (MEBLFERIZEL)
M ERRL

0. /M
LR

10. ez 8%

) FEIARLELGRZF-BE.NENEHRERR - 2EICEATH1ER
M ERERL

(2) B%
2mL [1 737 )V]

Q) FlrEE
RZA LR

4) BEOME
INAT )V G DT T A
=N S A utuiy i o) Ve SN

1. BlgiRttSn S EHMEE
ML

12. T O fh
LR
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V. AEIZEET 3I1EH

1. RER TR
BREARTHRTTALGEHRTITIN—TR

<A >
PEAF IR TRV RA + 3 IR SLERBFH 25 R &L, A D REAL 2 £ 2 B 79 & U7 55 ITFH 3 B 2 3 R
(TULIP-23B% X OSTULIP-13R5R) M OV IFH AR 15AR (MUSERUR) (280 HIEERNRESUT AN RITIS T
DAK R ER GO RERM T D+ DRI T U ARRSNIZ, AARNEBE 25 T TULIP- 23R
THRRES N AF O AN BE 245 R M O A EAHT ZMUSERER & O'TULIP-13A8R O 3R 1T
ARANDAIVENZ BT D+ 07 AR ML T2 5T — 2 2R L TOD, SRROFHIANS, W ORBRIZIH N T
b EFBRARAIC EEIRE T H 2300 C, — LS ATy MRS,

2. hEERX I RIZEET HFE

5 MEEXITHRICEEETHEE

51 EDIBRIZINT, A7 AR EMGIREEICL2 G YT~ h—T7 A3 5 b7 ls
WEAToTh, AR EZ A T 25812, AflZ FREL TR ET 5L,

5.2 PLEEHLIR, HidsDNABLIAZE D B CHUAR G CTHLZ NI 2 E=) 7~ —TF A8
FIMERT 2L,

5.3 B RARBRIZ IV T IEE MDD EIED L — 7 AF R AT AR R — T 2% F 4 525 )
T h—T ABE T DR VR ARG T, [17.1.1, 17.1.28 ]

5.4 TERIR AR | DIEDNEZRAL , KRN OA 2k K V22 ad -+ ICB R L7 B¢, ik EE O
BIREATHZL,

<5 >

5.1 7RG A MR 35728, FHIRFRER2ER (TULIP-235% & O"TULIP-1385%) M OVBIIARFER 1
B (MUSERER) O3FABRICSIMUTZEBE L, TN ETITMOERER 72 SLEIRR A = 1T T 2lch
PbHT | AT == Z I R O 51 H B OESEE DS EENGEIEDSLE Th o7z, R ~D
FANIEHETIT, R—ATA BT, ZhazrTFafR (GC) | fr~TU 7 FE L M 2o
WA DWEZN SOOI LD BEAF DR HERIZRSLETE WA, 1 ) CLE LT H & 2ol
IR T QWb Z e LT, A RAN T3 R CRBRICH A ANDRNSE 72T 4y a7 T~
AR T 7o, SUBRH] P I AEE R 72 SLETR IR Akt LT, T A E X | RIEHARRE LT,

5.2 TULIP-255% , TULIP-1735&% & O'MUSE#RER CIL H CHiRIC O W T B L7841 Bro S A%
ELTEY, PUEZHUA, HLdsDNABUA, XIIHiSmPtR G EOSLERE 2 A ATz, ZhailEx .
KRIEAEFRE LT, (TV.5.(4) 1) BRERGERER | DIESR)

5.3 TULIP-27& 5%, TULIP-17& 5% & O'MUSE iR B CII% BhPED» 2 BE DL — 7 A8 98 I AR g
N—T 2% G T HERENL, RBEODIRIN T, I EEx  REAHELT, (TV.5.(4) 1) HEER
FERRER | DIAZR)

5.41V. 5. BRIREAE |\OEDO N AN | RFN O K O S+ (B iF L 7= BC, s B
DIEIREATIZENEE THDOIOAREZ R E L,
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3. RIZERUAE

(1) AERUVHAEDMFHR
WE . AT =7 ~7 GEGFHHLZ) ELT, 300 mgz4i i = £123043 LB Tl i
EEAE

(2) BiERUVHE DK EZE - B
WIRFER (TULIP-255% & OTULIP-158BR) (23513 DA 2801, 222t & OSTULIP-25-6% &% O'TULIP-1
R ZOF G LTI 8 — BUGHENT ORE RIE, IR CRVR AR+ 4372 R EE )b HIE O SLEEE 12k
T HAAI300 mg 438 7 LI21[R] (Q4W) DFFIRINE 5% X Fid 5L D Th-o7=,

MUSEBRIZI W T, AAIFEG-RE (300 mght & TM1000 mghf) THMED RS HU, 1000 mghf T
300 mgREIZEE R TE WA IR 2N ZERRE T2, 300 mghf & U000 mgff DO IRIFN3E /) 4
(PD) signature DX T3P REIXFRIFRE CTHY, 7' Fh—IREEIZEIZEL Tz, — 57T, 1000 mght
TIEHARIEE O F BARTF 72 38 AR SRS SRR HINT=Z &5 BT RS CTlX300 mga HIZFF
flid5z&ELT,

ARF 300 mglh EOQAWERIRINHE 5T, AHI DIRTE & M OTRIFNGS A= 7 i il 5 OTRIFN
RS T O MRS,

R BIEEIE, EEREIRFEEIE B THHGCH R, K ESLERE BIEEIME D E L O E
Wit 7 a7 7 AL 0 AKFI300 mgQAW FHIRN & 51X B 4T~ 7 4 NV A T a7 7 A )L
LTz,

H AN M 28 T3S O TULIP-2 5 BR 12 38\ TAAI300 mgid, $% 55238 B OBICLA 2R (2
F o TRHMBL 7= 2 RR 7 R IR BN E 2 7 7 B AR L I U CRERHAROA BRI EL ., AN EROD
DRI 4y e RLlz, BARNERNZEBWN TS, & 5521 RF OBICLAZERRIL, 77 B AREEL Lk
L TAHAI300 mghE T i<, TULIP-2ER O RARERIORE REFIER Th o7z, 7o, BERENKAYFE
il B Tl #5520 RF DGOl & K OV « BEAR B Hi S Db A B | AAI300 mghe CHUE
IRV NGO, R SREMOFERE—EL T,

FEIIFHOTULIP-158k Tl IRV H & (150 mg) Bk EL ., HECBIfRE VBRI, X317 1
RN-URZZAM D —Bh &3 D70 5l L 7=, 150 mgld, 300 mgk Rk D Z R T v 7 7 A V&R LT
23, MEER B X ONFNF B R -3 BLO ML CTldie ARMED /S Z — NI RRA MK
OEEHlRE R C— BT O Lo T,

LI E. 300 mgQaWERIRN B 503 FIE KL OB L L CTREFRSNDE YRR 7 4y bV A7 707 7 A )L
RS,
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HEERE D EAE OSLEBE 2 % R L L7 B IIFHFER (TULIP-255% . TULIP-15X5%) 123\ T, JRBR3E
(AFA1150 mg/mL X% 7T R %0.9%F H & KD A-72100 mLEGHE 7 THIR) 1%, BigR 7%
FNT3043 L BT CTRRNIC R E AL 7=,

FEUETR IR 2521 COD B I L CAAIRE2 FH & (300 mg/z TN1000 mg) &7 7R B4 bk L 7= 55 11F
AR (MUSEFRER) Tix, WT MO HEIZBWTHHI600 00 TG Uiz, HEAICED ROG DBEFE T
300 mghf (2.0%) . 1000 mght (3.8%) T, W4 7 7B ARECBIZESNHE (5.9%) JVbiKh -7z,
ZD7 | HBIFHRER (TULIP-23R8% & O'TULIP-1385R) ClIia iRk 5-WE M 2 R K30y LA H LT,
TULIP-258 5% &z O'TULIP-15Br %2 GF & L TAAIZ00 mgdk 5-8E L 770 AR BEA LBk U 7= BB ST
BT FEAICHE SOSO R BB 1377 B R REL LR L TARKI300 mghf CEUERIIZ D -7z (11.4%
vs 7.4%) OO FEAIEI OGO EAE I, W ALB IR UIHFEE THY | HERFR TII o
77

INBEEEZ T, AFORELOCHEFET ., IRANICIET =710 ~7 Bz z) LU T,
300 mgZ4 M Z L2305 LA EDNT TR EHET 21 L E LTz, (TV. 5. (4) 1) AEhPERGEERER ) DS
)

4. FiERUVAEICEET SEE

7. ERUVA=ICEETSHEE

7ARH| MDA RIFNE DO OF IR T HZEDEELLY,

725 RRBRIZB W T, AFI X 70 AAT L 7 aRk A7 7R EO G K240 90 & OV 2k

IIRREISALTOR, [17.1.1, 17.1.25 8]

<5 >
BRI P BE AR UL T T 'R OWT I IEE L BT Bnb 3T, GC, HivT) T H K
ORI 3R LD RE MR R A Mk L 7= 03, D B 200 BIK . 27 a) AA T 7 aiR A7 7IRERHE
KOMEREEE LT, ZD72b, RIEEFHELZ, ([V.5.(4) 1) A2 ERGERRER | OIS MR)
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5. BRER AR

(1) BRER T — 8/ Sty —
ST

wo| ToT | mne | Rmrve | A4 R B, 5
%148 |CD-IA-MEDI- | bt | Sk 3L T2 YE TR % % ik | A4 300, 1000 mg
546-1013 mAE210 L TWaH IR
(MUSE #5#) “HEHER SEE 7N D HE | QAW FHIRIN % 5-
] B AL [ TIERRE | SLE & F |52 B B A 12 5 R
CKRE . &, (18 ~ 65 7% )
A= K% 305 14
14 »[H)
% 11#8 |CD-IA-MEDI- |Z2&M: | Z sk 2:[E MUSE 3 Bk % | A1 1000 mg, Q4W &R #¢5-
546-1145 AEME | FEEM 56T L7 SLE|— (TRBRIENEF il H4E %) AAl
(1145 55%) EWfkec e 5 | B 218 44 300 mg, Q4W EFRPN ¢ 5-
[ BRI [ 156 JH[H HEBFH A 12 6
B IFE | D3461C00002 | Z24abE | SMigkdtR | EEYEJRFRIE T | 4 18
(02 FBx) AR | EEM B IR+ 53 72 | A 100, 300, 1000 mg
A A F B WS E > D | QAW FRIRIN B -
JED SLE B35 | 52 B i ~-B R4 12 1
(18~65 %) 17 | 25 11 #
¢l AF] 300 mg ©
Q4W FElIRNF 5
156 Jf fH] BB A 12 36
% 11 FH | D3461C00005 | e | Sk 3[R FEETR R & 92 | A 150, 300 mg
(TULIP-1 :&5R) R0 i oD HENE | TR
[ B A (R CHEMR 7 B HE O | QAW ERIRIN IS
CKE., EE TTRAR% MR | SLE S (18~ | 52 M ~HBBRFHA 12 8 [
HEE[E S 18 [E]) 70 1) 457 15
% 11 FH | D3461C00004 | HhE | ik 2k[A) T2 YE VR 9 % 52 | KA1 300 mg
(TULIP-2 #5R) HEAE2 b i oD TR | TR
[E] B3 [ CHEM 5 HE O | QAW kN5
(AR, KE,F 7T ARRME | SLE B (18~ | 52 [ ~+BHiaHA 12 ¥R
A V515 5 [H) 70 %) 362 Hi
(AARN 43 fi
ETp)
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BB (=)

| ToT | mne | mmrve | A4 i B, 55
%5 1L FH | D3461C00009 | Z24M: | Zhaax4:F | TULIP-2 3K B | A7 300 mg
(TULIP-LTE | A& | EERL } Y TULIP-1 | 7 F&AR 4
) “HE® AR A 52 T L | QAW ERlIRIN 5
[l R R TT AR |72 SLE | 156 [ cHBHRER A 12 H[H
(HAZIN) RHfkse sk 5 | 556 151

2 e b5 48 IHIRFIC et B, &b 156 IRHT BRI B,

¢ 100 mg FETIE, T_XTCOBENE UHOE S 1 B BBAHK] 300 mg 2% 5872, 1000 mg #ED 2 Hli35E U051 B B)S
A 1000 mg & 5T, TRESILTWZARFA 300 mg ~OYIVEEZ BRI 552 LT,

4 TULIP-2 #BR K O° TULIP-1 3RBR T, AAIDE G252 1) T BE 1T 300 mg OFG-E#kE L, 7 I ROF G451 TV B
AH 300 mg LT TRREEC 1:1 OIS TEEL BTSN,

e B 5152 Wik 5,
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SEEH

| ToT | mne | mmrve | A4 i B, 55
%148 | MI-CP180 et | Sk I R E B | BEFRIRN &G
KE AR | EEk (18 &L k) 34 | A4 0.1, 0.3, 1.0, 3.0, 10.0,
FH S il 20.0 mg/kg
BHRERA 12 1
S EFRA G- (I 1 [E])
A 0.3, 1.0, 5.0 mg/kg
4 JE E+HBEERFR A 12 38 [
1M | D3461C00006 | HMEhAE | Bijitiak fadt B % BR |21
(06 FBR) Zerk | EERL (18~55 1%) 30 | Al 300 mg XL 7 7&AR
pNE AR B il R TS
TTRAR%R ak—h2
AF 300 mg Xix 7 7R
HRIF RN 5
27—k 3
AF 600 mg XiT7 7R
AR ) s
B 12 38 R
%114 | D3461C00008 | HMEhie | & itk 3L A HEYE VR I & 52 | A 150 mg X7 7E2HR
(08 FBx) T | EERL FTWD T A AR 300 mg T TEAR
[ B 3L [ “HEER IFNGS R4 A | Q2W Fz T #e5-
CKIE . @ E . TTRARR | T AEE T, |52 HE B 8
N HY — TEEME O R
R—TFR) WEEATD
SLE BF (18~
70 7%) 36 15l

¢ e 50 IR S

1) AHIOE RN TORBNE

RESUIZN R BE AR TR+ 722 =Y T~ h—T A

MIEK O
ERAN

-17 -
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(2) ER PR FE B BR
1) B4V E14858ER (D3461C00006 : 0651 ER) °

TR (18~551%) (30M) ZxtRELT-FBHIIIEAL T 7R —HEMmEER T, 778K
SAFAF (3003215600 mg) Z Hi[EIF T, 7' 78R XIIAA] (300 mg) 2 H[EIFFARNE 5 L=t
DN OB EMEE TR L 72,

HEFRIITT2REE33% (4/126]) . AAIFES0.0% (9/18%1) (2B LT, b RBBEIG N ED-T-
A EFEGI EROERYE [16.67% (3/1861]) : AHKI300 mghz T 5-FE2051, AAI300 mg#i k£ 581
fil] THY, W NTHEMERZEE [11.11% (2/18%1) : AHI300 mgi RN 5-HE261] ThoTe, ZNHDOH
ERLIT TR TIIRD LR oo, BRI Y ERICLDIREREE O BEMEH Y & s 7
HEFRRIITTEREE 126, AFIEESNSHNFEE LT, ARBRBIRK 2, BT, TOMOEEA
FHER IBBRIEORE P ILICETEAEFFRITHOLNT ., BIRRAE, A2 A KL ER
TIEFFRE T REE LR O LN o7, Fiz, BB P S AR RLICBIL TRt & B I
RO B2 HT,

1) AFIDE N TOERAE

MEROCHE @E . EAZEIT =7 ~7 BIsF#z) ELT, 300 mga4 M2 &123057 L BT TRilifisfiE
T5,
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2) #BHEIMEELER (MI-CP 1805 ER) © - 21

SREIE R (187%LL ) &kt G U7 BB TFE 2 f sk 4 R 9 & i A i sl <L K (0.1, 0.3, 1.0,
3.0, 10.0% 120.0 mg/kg) % HilalE RN 15 K OV (0.3, 1.0 T85.0 mg/kg) %3 1[R143H i SE #
RN G- UTm b & D2 et B OB &AM L 72, ARRBRIZIX3451 250 2 A, 34512 AFH
(0.1 mg/kg HL.[E ¥ G BE1B, 0.3, 1.0, 3.0, 10.0 } U20.0 mg/kg HL[A] ¢ G- BEA- 461, 3 ONZ0.3 K TN
1.0 mg/kg R AE ¢ 5454151, 5.0 mg/kg A8 #% 5-RESH)) 3 5-Sn 7=,

B EFESI3AMEHNZRDHIL, BEEI AN E-T- A EFHST ERERKYL29.4% (10/3441) | 58
J/20.6% (7/3441) . THI17.6% (6/34451]) | L0 17.6% (6/34%1) | BAHI11.8% (4/34431) | 3 5511.8%
(4/3401) K OVEDFENEL1.8% (4/3415]) Thho7-, 1RBRIEL O BREMEH Y S| WS- A EFH41341.2%
(14/34%0) \ZRBL, 2O EERAEFRIT2.9% (1/340]) ([ZEROLNT-, Uik FRITIEVEE BN
FHIJE TdY | FEBRE 7104 H %, 1.0 mg/kg KB GHEO BN BTz, Fiz, InBRIELOBLEM:7R
LEHIWrSn - BERA EFG5.9% (2/3461]) 380 Hiv, TDOWNRIL, 5. omg/kg)i@&%im
B CHAE ST [EHEME D FO AR, I ONC3.0 mg/kg HE[E 4% G-RED 141 CHAE SN B 82 L OV
JEIEE NS M CThH -T2, AR T IR R -T2, il*ﬂiﬁ;*?z@f%ftluuzﬁotﬁ%$%ﬁ
5.0 mg/kg KAE & GRED2BNGRO DAL, 1BIITIRBRIE O 5-BRbARTIC B LT IE AR MEEERMER
i (FEFE) | O1FIEEEEED FU (FHEFE) KOG GEREE) THY, Wbl o B
PEZRL LIS Tz, A EFRLL TS SN R AR 23650 b, 7o, THOFEE
K OZE RIS % RED B FE D VE AT EED U A35.0 mg/kg I AE # G- RED 1BNZZRO vz, BEFERAE K O
Z OO BTN T, TRBRIEE B A IO BT,

1) AR DOENTORBAE

BIRE ST A  BEEIR R TR A+ ey =) 7~ h—F &

FEEORE @, AT =7~ (EiaRfz) ELTC, 300 mga4ifl [ 212304y LA o C i Ehie
RS
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3) EREI+E5ER (D3461C00002: 0254E%) 1) - 52)
PEREIRF I TR R A+ 72 P EEN O BIE DTHENIEZ A5 H A NSLEERF (18~655i%) (1761) %
kG & LT S TIAH 22 it e 3[R 9E B f ) g 3R © , AAI 248 M FF IR 5 (GBI K OMS61E
MEEIRN S GBI LictE R LK ORARMEE MG L2, FBIH (100 mg™, 300 mg}z Y
1000 mg) Tlid, AAKIZ48 M (337 B M) . 4T LI EFEARN S 5- L= t212 1288 B OB B A 4 52
MEL7-, S CIX, B 58 T LI BE R GUIARAIZ 1568 M, 487 L1 BIFRAIRNEZ 5L, 128
OB Z I L 7=, FHIH OG- & OBERHA A58 T LIZEF D5 100 mght & Y
300 mg A2 % L CIE BB ITHNIZ BV TARKIZ00 mga £ 5L, 1000 mgFE 2% L CIE Iz VT
1000 mg% £ 1568 R # 5- L7z, 1000 mgRE D FE SN I1) 2 B i%, 155k 36 2 0 28 F )5E
5k S it it i CAGGRES AT 1% 300 mglZ A L7z,
P EB 24 MIE100 mga 5L, BRMEE=XY 7 FEEIZED300 mek 5O AN HERS I, #5200 KD
B A5 B D22 AN OSLESR BB B A £ [ L7 - CIRBRY E TS E L HIB 53541, 300 mglohy
BLCA8E M E TR 5. L7, HRRICZ VIR AN DD LTABR Y £ A 234 L 7= 55413, 100 mgl2 & AT RE T
HoT,

s

HEU 1762 FN 108D EERNRO SN, HHEI A D EN-T- A EFRITIE IR
T NEGIE B L O A BE ) (141761) KON E B (7/176]) THY, FEARFE TITRIHEE S
(8/17%1) KO EREERR (4/1761) ThoT-, AFEFZHEBURDUCH RKAETRRO LN o7, 1R
BRI L OB EMEHY LHIBT SN EERIT, 1317024180 bz, BEELRA EHSRIL,
100 mg#£2/6451, 300 mghE2/541, 1000 mghE3/6 B8RO LIz, BRHEMEZIT v h—F 2D 14
(300 mghf) ZFREVTNHIRBRIELOBEMES Y LSz, SETHORE L2 o7, TRBRED
B G- IR B ST EFFLRIL, 100 mghE2/661, 300 mghE1/5%1, 1000 mghE1/6BIIZHBLL T,
FEIH : O BN 1091 D H EFLBRBD I, FEEIG DRI -ToA EFGUIRE R RS T
VR TEGUE F6 JOVEAE HE | (9/901)) | T MR ) K OV B 36 KOV Tk RS ) (25-6/9%1) THY,
FEAGECIXRMEIER (5/901) M O EXGEIRYL (4/961]) Th-o7-, IRREL OGS rshr-
BEFEGIL 59BN 2B bV, EERA EFFGIL. 100 mghE2/4451, 300 mghf1/351124F7
BHHIU, 100 mghE 1 TR DAL AMEE B A M IR B R E O BLEMEH D SISz, S8
DT 2Tz, TEFRIEO R G- LI B 7oA EFEF LRI, 100 mghf1/4451], 300 mghf 1/3611Z 7 Bl
L7,

SLEZ L7 DIERDI D THHN—TAEREZEISLEZ LT DF HFERFEREZFBLLIZ3H T, AH|
300 mg M UN1000 mg ¢ 5-H D JRE A K QR UL O B 5880 HAvTe, & O o i R F Al K OF
ISAZNY AT, BRI EHE R A8 R E TR bR o7, BRI T D ADA G &
FOHRERERT T 7 A VIO ZR2IENTRO BTz,

Iy
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ks
11 : 100 mght (5f1]) TIHLIFN PD signature® — B L7- (K FIZRO BT, K FRIZFEH337H HIZ
K (68%) L72o77, 300 mght (561) TIE#%5-85H HIZ50%B~95%DIE T80 5, #%5365H
H ECHERFS L, IR FERITBEG253 H B RO 5:337 H BIZE K (95%) L7257z, 1000 mghf (5%)
TIEFEE29H BIZ95S%IEB O FOFRO LIV, $5-422 B B £ CHERFS Nz, (K FERITE 53930 B &
O 5422 0 BIZRcK (98%) &7eoTz,
I 300 mghE (761]) TiX, #5-85H HIZ85%IBDIAIFN PD signature DK F 23588 541, TQ’%T*
1121 H H ETHERF S [ 5814 H B (55%) ZBR<] o 1K F=IEH 5:337H H L O 5729 H B
K (97%) L78-72, 1000 mght 261) Tid, % 5-85H HIZ80%HE~99% DX F 235880 b AL, ?&51178
H B ETHER SV, IR T RIT G814 A BITHR K (99%) L7eoTz,

%%ﬁﬂ%

) AFIOENTOABANE
FELEOHE @, AT =7~ (Binfz) LT, 300 mga4if (B2 2123045 LA o iR
5,

(3) AERIGIEZRAER
V. 5. (4) 1) AhMREERER | DIES IR

(4) HREERIERER

1) AR BR

@ FENHEEEFE R ER [CD-IA-MEDI-546-1013 (10135%5% : MUSE:E%) 18 ~10)

H B | EEAH:

SLEDIEAETAFR T 4372 U 2 RSP HVARSE D BUE O 1@ PEIE B SLE FRE & 5 RIS DO #5169
HH (%5248 O RET TR LR 55,

F7REIR B HY:
AHNZDWT, LU FEFHIT 5,

— 7 TR U= B 53650 B (B 5521 1F) OhR

— 7T RREHR LI T HGCIE A~ DR R

—wetrarr A

—EEhRE, ADAK OV

VAR A
*f G | HEUER IR A LA E LRk L QD S ED D BAE DB IF B M SLERE (18~655%) 3054
S | —SLEOZWitk6n A LL LDk NBE (18~655%) o
BRI U | — 27— PRIV T, 2O OACRAYJEIEYER - L, BICHUZHUAR A . HTdsDNA
FURRABGE SUTHTSmPTIE R ARG D D7 &b 1 DA
— FEENDEIEDSLEL L CTLL T OFEHEAE 3~ Tili7- 384
—SLEDAI-2K A= 7 236,884 . Clinical SLEDAI-2KA=T (SLEDAI-2K A= 7 )b R L R A
WZHARANERANLTZb D) D4R UL ETHhHT L,
— D7 LB 1O Dfigas R TIHEMENEE (BILAGO T IV —A) | XD 7 Eb2 o Dfigids -2 DIk E)
PEMNFLERE (BILAGD 1T TY—B) ThdIE,
— A7) == 7 GO AR BIT B E R OFFAR THRAT BV TNDIE (PGAR.0REL L) |
5.1 H H ®Clinical SLEDAI2K AT 7 34 Ll ETHHZ L,
— — e D FREEIE R (A7 AR, PivTU 7 3K OBl 3EsE) 2 ZE L AR CRLER M=
TRz b g A7V —=0 Z R R O S B B IS 5 B SO B O PR TR B 2 A L QU iR
£

Zfaax3tlE, BAER L, “EHER, 77 AR R WATHHE R
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ES %
B o A e

—IHENE D FIE DL — 7 AR T AR L — 7 A5/ 5 B T IR ETERT 23 55~
DOBIMTHS 2N EHIWT LT B,

WEEIWED DS EIED N —F ZB K LT, SLEICEDIEEMMED BEEB R B, IIAZY)—=2 7 RS [H]
DINICARBERBRE VT F = AMEOBRNIICEROHD L5 [RILES) 26 T5BE 2
L7,

HEB MDD FBAE O AR L — T AL LT IHENED EAE IR L E /2 SLEMRIEHIE R [
BEASESS . I A 26 S Ry — | BABEAEBERE (AT, BRI, SESEPERLEETE 2 MR 2%) L &
PESHELIR AR, BARL ~UAK T RSSO A R, IR REE R . CA A ERR
RE /NPEE RN T e V23 BRI a2 E 1] 2 2T DB ZERIMN LT,

— RO MRS AR OBEERE DB B, 72721, SLEDRZINIII B L2 K4 14ELL_ ERGBL T\ 51
Bl ANFTELT,

—SLE} OV H PEIR B E DA — N —F o TREERE OB T IO H 5 BFE , 72721 A7V —=2 7 REDSLE
EFR TV ~F DA — =T 7 REGEREL, BESSLED /A YEL -5 A AN AT
L7,

— BRI EE 2722 JESLE B I 35 JOEWERE . BFE OPUY U NEEEGERE . SUTTRBR BT [ Bl o0 i <3k
BRAEM 2051 5 ATREME D & 2 FESLESIE MBS ST B R B ORI AT 2B E,

—IGEMERE OB R O 55 B T A7) — =27 ZQuantiFERON-TB GoldM A& S HPED B, 72
L. IEEERE T E TE | IRBRER S S B AT S IR MRS B T A O R i e S B sa S - 33
Bl AN T ELTZ,

— R LT VIRERICH DB SRER~ DM ANLATSIE M LN DR IR A IC B BB M YE (70
B, B, RESHEIRIES) | T, ABEUTEERAPURYESRIC LD IRIE LI L3 D RYYE T,
PR ~DOFAILRTD 22 EH A BN SEIB L TR W B 5-BRAART23E [ LA IZRE O PR YL e 3K
BITANAEEE L) 2N BT HBYYEE AT DERE,

— MBS RS OB SUFCHRIT 4 B, BRIIF R Oa T HURN A ) —=0 7 OB T Th-
7o BFIL, BREIFRUAVAODNAZEN IR A O FE & TIRRHOEETHNITREBOSM &
(0N 5 ] Rd B

— BB ERET OO 1238 R AP I HARIEB ST e Lo T R . U TR B ERAT D24E LANIZ2 D LA oD
TEY—ROFREERRIESE 2 & EEOHRIES N7 B,

—BADBEFEROHLBE, 721210, 518 H D35 A LU EANCRIBIERAI B U= LRI
D i b B MOF I EHI R I3 51 B B O VELL ERNTRIGTRIE N B LT L RS T2 S
b B R RS

— R MR R RRE DB DB 5 B,

— BER T UL O£,

1687 ik

BEEL1L1OEIET, 778K, AF1300 mg XIEAHI1000 mglZ BAELEIHTL, 48T L1 B 5T
A3 EFRIRAN G- LT,

SRR BRI R T O A B RIA, H o0l AA I 7 aR AT FINFRERI O A E AR R U (R
BHICIE, =F R 7P TIR4RRE, THVA~T AT VF <7 AV AT TIRIBR, VYE <
7 RY LT CIEAE ] At D A Y B CIE AR o 515 0 W SR T 5 e OY S PR % S
OWEEFTOMBOWT IRV, #7aU AATII4EM, v 7amA7 73R T4 O 4 27
UMIMERTT) .

TR 481 [H

BRI IR : 1238

R i 7

AEE

FFFAME B : £ 524 FFIZSRI4) ZEER ) D 512~ 24 FF IZ GO R & fk R & 7o B aF O Fl
B N—=AT A OVUIFNGSHR A AT M EEO B 2BV TH 5-24 8 FIZSRI(4) 2R D% 512
~ 24T IR IZ GO EA HERF CETZBE OEIS

BIRAIRHMIE B - 3 55208 IR IZSRI(4) Z RO 5-40~ 5208 REIC GO R A fEFF CE 7o B DEIA .
NR—2AF A DPHIFNGSR A A2 7 D B O B 1B T 5-5208 FFIZSRI(4) % 2RO 5-40~52
I GO EZHEFF CEXT-BHE OEISG, X—AT7A L OGCHEHEN10 mg/ B UL LD B IZB W TS
520EIFZ7.5 mg/ A L NI E CEIBEORIG | N—RT7 A DOIBIFNGSHRA AT 23 @ fE D B 1T
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AF Al 22 H
( #E &)

BIFHR—=2T7 A OGCH AR 10 mg/ A UL EOBEFITBW TR G52 BH27.5 mg/ A LL FICHE T
- ERE OIS 552 OBICLAER R, #5-52BFOSRI(4) R, N—RAT A DCLASIEH)
PEZ T AN08 00 LD BEITBWTE G 1208 OCLASHE B 227 H350% LA _LigiA Li- g DElIE
£

BERIFHBIE B : N— 2T A DIBIENGS KA A2 7 3 E Al O B 12381 53 5523 B OBICLA Y,
R FEG52HEEOMCRERFE, X—RT71 L OJENRBIFI A8 H T LL_E K OVE I BI i 5238 » T LL_Eod
BT THG-52 18 IR o JE AR BA i85 B OVE IR B EIT DS N — 2T A LB 50% L b L7 BE o Fl
A VT OERIFBLR %

*ISRI(4) FERLBIIE, LA FORUERG-T BRELEFR L,

—SLEDAI2K AT T AR —25 A9 ba S L R4 5

— RN—=2F A& LU TCBILAG-20047 7 =) — Al BAL LT figigs 2 082K, )y oA 73 —BICEA L L2
iR R A2 oLl B2

— BB DR BIREME SR — 2T A U BEAL (PGAAY0.305 0L EHEIN) LTV euy

7L R=Y a0 mg/ H Y BRSO EG1H BOA BT

SBICLAERLFNIE, DL FOEAED T N Ta- T BELERE L,

— =27 A TBILAG-20047 72V — ADJ 2% 23B/C/D~, 7T TV —BOlgitRAC/D~ZFNE

BEL, olEEROEAL 12U EOATIV—AIT22 LU LD BTV —BDFEA) H3FBH BN

—SLEDAI2KDX—ZT AL HD AL (0B DR—AT AL DD AT _EH) H3an

— BB OB BIE TN R — 2T A U HEAL (PGAZY 0.30 51 L4 EHENN) LT e

—IRBREER 52 LT

— BRI, HIBRS LT D ERA 2 V5 B IS o i CRFER S =8B 2 T AL Qe

MCREERK ZRIL, #5524 B3 X CONg R TBILAG-2004 22 7 CHE LLITZ NIV BV EE R
ENTBER PSR G52 B WD ChHEF S QO RE OEIE L E&R L,

RIS LD B

LLDASD R o OHERF :

LLDASE#% 2 | LLDASD i #)DFERY ETOHER . LLDASER M1 R AVE 22 1RT 5 0020%. 50%. 70%LL
LEThHot-BEOEIS ., BENFTOWFNT, 4. 5. 6, 7EH#H CLLDASZHER LI-BE DEIE %

SLLDASEERLBIIX, AT OEHED T R CE- T EE L ERL

—SLEDAI2KAZ T 4R LAT | 22 EE ey (IR, XA R O, M 28, R ITTREMED e
<L WRIPER A2 SUTTEIE & DT B2 2w

— IR & Ll LT B2 — 7 R BRIE B ST HALR

—PGA (0~3,5DR7r—/) ST

— L R=yur75mg HF S ELL T

— S B HE K OGRS LT AR RO A OREHERY 7R & CRARR M B AT

TR BUE R SR
ADA, TAIIFN PD signature 25

frgeXus

AEFEZ (ERT_ESAHEEREED) | BIRRAE, AT A &

EH T REAFFERRIL MO BUEGE SUTFEEEA L EIEEL  #RE2 M8 78 AT X
I WBUER 0T 74 T% v —E LT,
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fi A 07 1k

FEFME B X, v AT v 7 BRET OV CHRITLT, 7 VOSBRI, &5 HEE BRI %5
B, FRHEENROIRY 2L, BHIK LU CAZY)—=2 7 REOSLEDAI2KA=T (1044
fiivs 102 LA E) \ _R—=2F7 A4 OGCHEHAE (FLVR=Y110 mg/ H 1Y ELL Fvs 10 mg/ H A4 &18) &
VAZ) == TR DAB IR T ICEDIBIENGS A A2 7 (Fflvs KIE) 2 fV iz, A7) —=2 7 FED1R!
IFNGSIR A AT A @ EO BE O LTI, ETET WS, A7V —=2 FIREOSLEDAI-2K A= T K
OR—RF A4 OGCEH &FEHIK LU THWE,

RREHT K OPIFNGS A AT Y D3 @B O 535 H 2 AV O fRHT R R FTN T D2 &t D72
DL EMEOFTHEL, st F o FEHE Al 2% GO IR E (Cochran-ArmitageftH A1 ) 12 LVAT 72,
2O DT BN LT L B ORI TR0 T, BA EKUET0.108 LT,

I IRHT

KBS COLLDASE R RIL AE L EBIMHT BRI 1 CRELI-a Y AT v 7 [al i€ 7 VTl Lz,
LLDASO A DFER FCTORRNIIEAE L ENT GBI 7 CHFEE L= Gray &% W C el L 7=,

BT R

BARD R =T A RFOHEERO T YRAEIE39.05% THY . K/ D455 LT (67.9%) « &tk (93.4%) . AA
(41.6%) ThHoTo, N—ATA L O BIFEMENIL, 2% SR CRIEE Tho7lz CF¥EIRT I 'R
B AAI300 mgfif & VA A1 1000 mgfETZALZ 41, SLEDAI2K A7 : 11147, 10.7 52} UV0.9 45
BILAG-2004 A7 :19.8 8, 19.6 4} T¥18.6 45, PGA: 1.77 5. 1.864 )% 1’1.86 4., SLICC/ACRA=T :0.7
R 0TEKR0TR) o NR—ATA VR, 7T 2R K OAHI1000 mgfED85% D BFH | M ONIAH
300 mgHED80% D BE RGCAE L T e, EHR 7 AL 2R G CREETHY , HEO YL fE
1$10 mg/ H ThHo7o, BAEGC (10 mg/H L E) ZEHL TV BE I, 77 BR62.7%, 2AFITE
58.1% CdhroTz, PHIFNGSH AT 13, KB G HEOKIT5% D EE., KI25%MEfE THh -7z,

EERlin

FEFHmEAR :

R GRICIITS, B 524TIFIZSRI(4) &R OB 512~ 24 R CGCI A HEFF TE - BB DEI S
OIFEERE ORERIT, R FHNCE E TH o7 (p=0.072) , % 52458 HFZSRI(4) Z k> 5-12~24
AR ICGC B AMEF CETREFEOEIEIT, 77 BREE17.6% (18/10241) (25 T, AFI300 mght34.3%
(34/99451) (A > Rt :2.38, 90%CI: 1.33~4.26) . A#I1000 mgFf28.8% (30/10441) (A > Xth:1.94,
90%Cl:1.08~3.49) Th o7, ZD L, MEHFMITAE Thol (B p=0.014 % Up=0.063) ,
BREFOR—RF A OVMIFNGSHR A AT T M@ EO B 21T 5% 5-24 8 EIZSRI(4) ZERH D
B 12~ 24 BRFICGCI A HEFF T B E OGO MM EDORERIT, 7T BARFRII LT, AH
300 mgRH I E FANCH BIZKED 572 (p=0.034) , 524 IRFIZSRI(4) Z LD 5-12~24H I
\CGCI BEZ MR CET-BF OBIAIL, 77 BARRE13.2% (10/7661) 125 LT, AFI1300 mght T36.0%
(7/75%1) (A v XL :3.55, 90%CI:1.72~7.32) . AFI1000 mght T28.2% (22/78%1) (AR Hh:2.65,
90%Cl:1.27~5.53) Th o7, ZO L, M FMIICA B Tho7 (FLE 11p=0.004 5% U'p=0.029) ,

AF 300 mg # [AA] 1000 mg #E| 7T REE | plE®
5. 24 WINFIZ SRI(4) ZIEERRDDHEE 12~
: - 34.3% 28.8% 17.6%
H IR HEAMERF CEIBEOEIS
cuwmm | BRFIC GC ﬁ%ﬁ;ﬁ;ﬁf%f HORE | 4004y | G004 | (187102 i)
(305 1) TIERRECA T Ay KL 238 1.94 - 0.072
(90%CI) b (1.33~4.26) | (1.08~3.49)
pfE® 0.014 0.063 NA
$e b 24 WL SRI(4) & kS B G 12~ ) ) .
IEIENGS | 24 JHSc GC Mk aAERF cxmmzons | 2000 28.2% 13.2%
Wt aaT % (%) (27/75 1) (22778 By | (10/76 f5)
T B4 TICARBK T oA Y R 3.55 2.65 A 0.034
(229 1) (90%CT) ® (1.72~7.32) | (1.27~5.53)
pfE® 0.004 0.029 NA

@ Cochran-Armitagef [\ &

AR AT BRI R - TR LI e U AT oo Z[BUFET L NA : Not applicable
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(e )

BIRAIFHIE A

¥ 5523 (CSRI(4) Z R D 5-40~ 52 ICGCIR B A MEFF CE-BE OEIR L, 7T BREED
25.5% (26/102451) 1Z%TL T, A#1300 mghtT51.5% (51/994)) (A~ X :3.08, 90%CI: 1.86~5.09) | AHA)
1000 mgftT38.5% (40/104431)) (A Rtk:1.84, 90%CI:1.11~3.04) TH-o7= (Z1E Fnominal p<0.001
K Utnominal p=0.048) ,,

NR—2F A DPUIFNGSH A A3 7 R E O B 12V T 5-5208 1| ZSRI(4) AR 5:40~52
TGO R Z MR CE-BZ OEIG T, 77 'REE19.7% (15/7661) (2% LT, AHKI300 mghtT52.0%
(39/7541) (A RX:4.30, 90%CL:2.34~7.91) . AH11000 mg#ET38.5% (30/78%il) (A Xth:2.52,
90%CI:1.37~4.64) Toh>7= (&€} nominal p<0.001 % 'nominal p=0.013) ,

NR—2T A OGCHE R0 mg/ B LLEDBEFE BT 552 KHI7.5 mg/ H LA FICE TE7 R
DENEIL, 7T ERE26.6% (17/6461) &H#E L TAAI300 mghf T56.4% (31/55%1) (4> RXth:3.59,
90%Cl: 1.87~6.89) T 7= (nominal p=0.001) ., A#AI1000 mg#tiL31.7% (20/63#) (A~ Atk:1.23,
90%Cl:0.64~2.37) THY, 7T BAREEL D BD 72 21 LA BII2D>5 7 (nominal p=0.595) .

NR—2F A DIBIFNGSHE AT T BB O BE BT D _—2AT7 A OGCH FHE7310 mg/ A LLEDH
FICBW TR E52IBRHCT.S mg/ B L FICE T REOEIA X, 77 BARE24.5% il L CARHA
300 mgf¥ T59.1% ToH -7z (nominal p<0.001) , AAN1000 mghfl$29.4% THY, 7T HRFEL OIS0 7E
1XAB727D -7 (nominal p=0.629) ,

#5528 FFOBICLA R =R 1L, 77 1R EE25.7% (26/10141) (25 L CAHKI300 mghET53.5% (53/9941)
(A R :3.42, 90%ClL:2.06~5.68) K AFHI1000 mghf T41.2% (42/10241) (A X E:2.06, 90%CI:
1.25~3.42) Toh o7 (11E Finominal p<0.001 } U'nominal p=0.018) ,

Be 5525 OSRI(4) KR IT, 7T 2R RE40.2% (41/10261]) (2% L TAAI300 mght T62.6% (62/99%1)
(AR :2.66. 90%Cl: 1.64~4.31) K UAF1000 mghf T53.8% (56/104%1) (X Lk:1.78. 90%CI:
1.11~2.85) Toh 7= (4 Finominal p<0.001 % Unominal p=0.043) ,

R—RF A OCLASHEBIMEARAT T 3108 L LD BF TV TR G- 128 FEOCLASTE EhE A= 7 5350%
PL R LI BEOFIGIE, 778 REE15.4% (4/2641) 125 L TARAI300 mghET48.1% (13/27641) Th-
7o (BERI#2:32.8, 95%CI:8.4~57.1, nominal p=0.013) ,

PREGHFTATE B

N—=2F A DVHIFNGSIR A AT AN EEO BEF 1T 1T 2% 55288 R OBICLAZER =L, 7' 7 BARRE
22.8% (18/76%1) (2% L TAAI300 mghtT51.9% (39/7561)) TIh-o7= (BERIZ£:29.1%., 95%Cl: 14.2~44.0,
nominal p<0.001) ,

B 552 R OMCREK ZRIL, 77 BARRE6.9% (7/10241) 1Z5% L TAFKI300 mghtT19.2% (19/99%1) (A~
AL:3.24, 90%CI: 1.49~7.04) K OVARHI1000 mghtT17.3% (18/104%1) (4 KXH:2.88, 90%CI:1.32~
6.26) T 7= (£11% Finominal p=0.012 % U'nominal p=0.025) .

=T A OIENR B AN H T LA L K OVE SR BAE 438 4 T LA LD B3 12 I TR G- 520 IR oD iR
BAFIE L OVEIR B SN — 2T A 550% 2L LD LT BFE OFIG1E, 7 7B #E48.6% (18/371)
(2 L CARHEI300 mghET69.6% (32/4641) (A XLk :2.67, 90%CI: 1.23~5.82) K UAHAI1000 mght T
64.6% (31/48f51) (F A E:1.92, 90%CI:0.90~4.09) Th-7= (¥ Hnominal p=0.038 }% (*nominal

p=0.156) ,

TUT OFEMFEEIL, 7T ERFO0.581TK L TAAIZ00 mghET0.42 Th 7o (FHLHE L :0.73, 95%CI:
0.44~1.20, nominal p=0.2149) ,
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(e )

RIS D Rl H

LLDASDEERL fe U :
LLDASDER K& OHEFFH IOV TR L 72 #E 1L, TRO LBV TH o7,
AHAI300 mghf 77 RNEE
LLDASZ /D72 EH 1 EIFERR L 72 FBE DOEIE . % (B1%%) 51.5% (51/9941) | 35.3% (36/102451))

77 RARBCR T B3 X (95%C) | pfiE 1.97 (1.08~3.58) | p=0.027
LLDASEERER (#5521 )

7Tk 54 X, nominal pfiE 3.41, nominal p<0.001
LLDAS®D ¢ ) DAL E T ORE[H

772 RHETKT 3 5y2. nominal pfid 6.39, nominal p=0.012
;{;;Azéﬁkﬂﬁ MBS H D50%LL ETH o= BE D 242%% 0.8%

T RREECR T DA X (95%C) | nominal pfiE 3.04 (1.34~6.92) , nominal p=0.008
oéﬁgg,ﬂ;ﬂif'aﬂEPLC7E@ﬁf“LLDAS%ﬁ%LE%%@%‘J%\ 13.1% (13/99%) | 2.9% (3/10263)
% (B1%55%)

7T RARBEIRT T DA X (95%CI) | nominal pfiE 5.50 (1.48~20.50) . nominal p=0.011

ENF

NR— 2T A WO AN TR T DN %% AW ZIFLIFN PD signaturef@ 85 A2 7 3l &l E Sz
BEITAFT0.2% (214/30581) THoT-, ZNHDEHF OHEXIRIZ, PRIFN PD signature 3 B4 7Tl
L7z, BEUE T, Hx OBREORE1H B (R—RAT7A12) OMEAT LO i T, FIH Al e (3%
H-4~60FF) ZEIZH L7z, AAI300 mght S A A 1000 mgif Tld, 213815 712X H1ELIFN PD
signature D F 2o 1Al 13, #5-52 £ TOWVT DI S TH85%IB TH Y . AF1000 mghE DR
TERERNEIEANC S D T2, TTEREE (N—RFA L BD704) T, 21385 72 L APHIFN PD signature
DK T X, WTFNORE R THZRDDNRD o7, F5-60IHIEZ, 218 {5 112X DIBUIFN PD signature?’
BIRTFIICAR = AT A UE~E LI 0N RS, PIFN PD signatureffi g A2 7 2MEAE 0 B 13
N—2FALKFZIHIFN PD signature® G2 FE B2 2D | ZOEFM TI, HEUR T~ L2 B i
ICRIET BT TER DT,

etk

HERLERBL-ZBEOESITT T 2REETT 2% (78/10141]) . AHI300 mght4.8% (84/99%1) J OVA
#11000 mgh$85.7% (90/105%1) Th o7z, 7T ERBECTHREE G N @D -7 F HEEG GEHEIE10%L
) I EEER 12.9% (13/1011) K& OVREEG10.9% (11/10141) Th-o7z, AAI300 mght TIIEIS N E
Mo EREG GEHEIA10%LL 1) 13, JRIEIEGE15.2% (15/9941) | RGBT 13.1% (13/9941) | §8YE
12.1% (12/99f1) K ONEBHASE S 12.1% (12/99f) Tih-7=, AHI1000 mght CRIAEIENE-T-AEF
G EHEIG10%LL b)) 13, E11.4% (12/10561) | SIRSEZE 11.4% (12/10561) KOV EAGEKY10.5%
(11/105f5) ToH-7z,

TRERIEE DB E S LIRS EMICH SN = A FHE BRI BT OE AL, 77 REE
24.8% (25/101f1) | AAI300 mgh£21.2% (21/99%1) K& UAFAI1000 mgh29.5% (31/10561) Th -7z, FEHL
FEREPSTIRRIEL O BEEHY LRI SN HEER (BB E10%8) (X, 77 ERHE AR
FIBEEHIZ, 28 F BRI CURYIE B L O BIE | Tholz, FBLEIG DS B0 TG BRHE & o B
HOLPIWIESNTZA EFRIT, 7T R TITEAITEI SUGRS5.9% (6/10141) & ORI EYL5.0% (5/101
Bil) THY, SAFIFETITHIRIEIE4.4% (9/20441) Th -7,
EERLAEELP U ERBILIBE OFIG 1L, 77 BREE18.8% (19/10141) | A#1300 mghf16.2%
(16/99651) & OAHAI1000 mght17.1% (18/10561) Tz, ZBIE G R @ -T- BEERAEFLUT, 77
TR OEARRFELL I )T~ =T A Th-o7= [T BREES.9% (6/10141]) . AFI300 mght
3.0% (3/99%1) K OVAFAI1000 mghf2.9% (3/10561) ],

SEL P (BEIERAEFERORIGRIZED) BAKI1000 mght TIBFRDSIZA, IR Y ERIC IR
BRI O BEME R LS MRS N,
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RO G IR E ST G HEEEN ML ERBLLIZEBZOEIS X, 778 REE7.9% (8/10141) | A
#1300 mgh¥3.0% (3/99%1) K OAFI1000 mgie9.5% (10/10565)) Tih-7=, JEFEIE @ -T-IHEBRIED
BEHPILICESTEEEFGIL, 7T ERARE ORAFH LIS T T~ =T A Tho7- [T 'R
7£3.0% (3/10141) . A<#1300 mgh£0.0% (0/99%1) K UAAI1000 mght1.0% (1/105%41) ], A#I300 mghtD
13RS, SR HE R THLMB TR (MR O ASEERIIB T AL AR AT — B S
M) DIz 1RO 5 A R IR,

SERHARI P IS B E ORI N LI B IR o T, RS, B GRETIH IR LI,
WTNOWEERFE D . ARRBR O TREECHEBIL T 2B 2 b7,

HRIEZ L, TR I L CRARFIFECRBLEI G0 @< [T EREE2.0% (2/10141) | AAAIRE
7.4% (15/20441)) ] . AF11000 mght TIEXEHITEm D72 [9.5% (10/10561) ] o 361 (AHI300 mght 141 & O
AF1000 mgif2 ) CITXEIEE DN EE CThoTo, HIRAIZ O KR53 1%, 1EBRIEE OB M HY &
nic,

RERHI P TR 2651 [AHI300 mghf (GRMEMERLE ) & OARAI1000 mght (Wi EEFHAE4) <
FFINTHEHLUTZ, WP IUbIREH Y [ AT L0 TRBRIEL O BE M2 L LTS 7z,

AT ROSAREBLL I EBHE OEISIE, AFI300 mghtl LEL CTT IR Th @) -Tz [FF
BARRES.9% (6/101451) | AFAN300 mghf2.0% (2/99%) . A<AI1000 mght3.8% (4/105%1) ] . W HDIEAIC
PES RIS . EAEJE R T EE CThoTe, WM OEANIE KUGS  1RBRIEE 0 Bl MESH D 4
Wraivzz,

T EREED3.0% (3/10141) 12, M F2061 ST U i K 1E OV I3 FBed LTz, AAI300 mg
B OARAI1000 mghe CHi & K ITRS Seh o7z,

INAZNAAL S OB DWW TR, BRRANCEHEE R RITERO ben o7z,

TUEMHLAR

B, TN CORR CADARE HRELNFIHTETHoTBEHE DL, HHEHZDADAIL, 77&R
HET3% (3/99f) . AFHI300 mght T5.1% (5/98%1) . AHAI1000 mghf T2% (2/10261) IZf Sz, 7 It
AEEDO ], A 1300 mghED 1451 K OVARFI1000 mghED241%, ~—RAT AU (350H B) IZADADNS
MWTHot=, TNEDBE T, #5500 H LIBRICADAEL LR LIZBE TV o7z, 77 B ARBEDADA
FEBUI—IBMETHY @r A RBEOFHE) . W ITNORE S TR ATREZRADAZ A L QW 4B 3451 Tl
EHURM T Tz, T T RRBEOFRD DO VHIIT, BT A (B 5-60KF) DA, HLiFAi360 T -7z,

AFN300 mght THEZ IZADAN ML 2o 72 B 25F11E. % 5-6038 R IZADAES RS T, L)
L7855 14, 5603 B LD ETIC4n H LL EADARGME T o7, ZDXH1T, AHKI300 mghET1%
(1/98%) 23FFREIEADA (ARFRERTIL, 5 Z D DEEFNIG R ETO16H ML EORMEOBV =220
FHAMRE S CADARG ML EFR) 28 LTz, AFI300 mghtDADATUARMIL TR T, 480LL F TH -7z,

AF11000 mghED# 5 DADAREIL, —BETHY . EHLIRM (BEPUiAtic0) Th-7z,

1) AFIDOENTORBANE
FER O E @S, AT =7ar~<7 Bis T 2) EL T, 300 mga4f i 2 L123055 L BT TR EsET 5,
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@ EINHEEMR £ R E [D3461C00005 (0555% : TULIP-15%8&) ] 11+ 12)

H B | EFEEM:

P 5523 R IZSRI(4) 2R LT BE OHIE (LU T, SRI@) FEKR) OFEITHEIE, T IBREERL TR

BIEENPE S AAAI300 mgD ) RAFEAT B,

TR AR

LUFIZoWT, 7T RR el U TARAI O R 2 7l 52,

—IBUFNGSIR A AT Bl D BE 1T 58 5-52 IR OSRI(4) FEK =R

—R—=2F7A L DOCGCHEAENT L R="110 mg/ H 8 24 ELL Lo BEIZRB W TR 54008 I TGCE A
B%7.5 mg/ B BLLFIZREL, 2> 0% 5528 £ T7.5 mg/ B DL F&HERF L7 BE OB S

— R ATA DR FERER D E NS EE (CLASHREEIWE A7 2810800 F) OBFICB W THE12
VA CCLASHE B 227 2350% A _Higib L= BB 0ElE

— B 5243 OSRI(4) LR

— 52 DOT LT DAERIFEER

LIFIZoWTC, RFIE T T2 ROEEFTMT 5,

— B 5.52 I DSRI(4) LIS DSRIERY . BICLA, SRIDE % (o AR— xSRI HE, EIR RIS K
VLS BAfER, W ONTIRIFAY72 SRIK UBICLA% & T o9 FETE B I O SR

Et . %ﬁ Z s LR, EiERb, ZEEMR, 7T AR

VaAR V4

*f G| FEUEIR IR A FEH O P ERED D EAE OB BIREMEE A T B CPURBEMEDOSLERSE (18~705%) 45741

x* % | —SLEDO#ZWitk6m A LL LD A B (18~705%) .

AR FEYE | — 2RIV == FHRZB W T, B D72 OACRAHEIEYEZ T 72 L, BICHIEEHUARA B4 . HidsDNA
FURR ARG E SUTHTSmPTIER ARG D D 7a &b 1 D& T,

— FEENDEIEDSLEL L CTUL T O FEHEAE 3~ Tili7- 384

—SLEDAI-2K A= 7 236,58 L4 . Clinical SLEDAI-2KA=T (SLEDAI-2K A= 7 )b R L R 2
ICEESRAUVNERINLTZH D) 3458 ETHHZ L,

— D7 LB 1o Dfigas R TIHEMENEE (BILAGO T IV —A) | XD 7 Eb2 o Dfiids -2 DIk E)
PESHEEEE (BILAGD /T2 —B) ThHIL,

— A7) == 7O R RIS B D E B OFFAR THRAT BV TNDIE (PGAR.0REL L) |
5.1 H H ®Clinical SLEDAI 2K AT 7 34 Ll ETHHZ L,

— — e DF FEEIE R (AT aAR, Piv TV 7 3K OB Ml 3EsE) 2 ZE L AR CRLE R I
bbb g A7V —=0 Z R R O S B B IS 5 B O B O R IBTE B 2 A L QU iR
£

T | —IEEEN O EIEO L — T RAB R TR — T A2/ A BE T IR ETERM SR~
BRAMEEUE | OBINSES W EHIBIL-BE,

NEEHIED D ERE DL — 7 AR R LT TRBR SEE 3T IR E SN AR RIS A+ 43T v
IORAT IR ORI G F OV UL 5 T BEGCOF RN 512 15OV 28E . TR 5 E 6 3
[ E TSI TORWZE DO IR DB N OFERRA) 7215 O LB RIB SN A SLEIC L 516
O EERREREE T OREERIINT,

AHEEMED D FAE O AR L — T AL LT IR BN EAE TR ZEE 7 SLEMR S Ik [ M B
BEIESE, B A 2, SR — | BEBEREMERE (LA TIE, REMrE, e RIEME L BENE Z 5 phiefe) | &
PESETLIRAE, BRI T R . BN AR SO T2 HrE RS IR AR S CAD A EEREIR
RE L /NP T e V238 AR IR R A 5 0] 2 2T DB ZRIN LT,

— IR A VRS A AR OBEEE DB S BE, 7277 L, SLEOZKNIIFE B LM% 14D ERGBL TV A
Bl AN A ELT,

—SLE} "B H PSR B2 fE DA — N — o TREBEREOBEE RO H 5 BF, 12721, A7V —=2 7 REDSLE
EIR LTI ~TF DA — =Ty T EGRT, BEDSLEO S HEIEMEL - T4 IS AT
Ll

— BRI RS/ JESLE B I 45 M RE . TE OV IR EE R, UL B E o TR
BRAEAM 2051 5 ATREME D & 2 FESLESSE M BIET MUT R B B ORI A A T 285,

-28 -




b

B H
g
o B

£ R

&

«

(® )

—IHIMREE OB OS5 BE T A7) —=2 7 FZQuantiFERON-TB Goldi & 23t D B, 7=
L. IR AT & TE | IR BB AT I R MRS B 2 T A G R i a i S B sa S - 35
Bl AN &L,

— LT VRIRICH D B, SRER A~ DM AFUETS I [ LN D R IR Y IC B BB M YE (70
B ERER . RESIERIES) | X% AR HURYE SIS L DR A TR T DR YRE T,
HERA~DOMANAT D72 EB 4B N TEIEL TWOARWERE, £ 5B AART23H (5 LR A LR Y 38
(LA N REE G T) BT DRYSEE A T 583,

— M IS MR A RS RSP OB I CHRIF A 8, BT R Oa 7 FURRAZ) —= 7 OB THETH-

SR BRI R D AV ADODNA B IR AR BT O E & T IRAM O EFE THIVTRBRO SN K
[O) S Ticac] e Byl

— FR BB ERET O 1 23 R AP IS HPIRIEIE D3 Je Lo T2 B . U TERBR B ERATO24E LANIZ2 o LA o>
T —ROBFRERARIES % & L REEOHINES Mo 7= B,

—BNADBEEREOHDBE, 12720, %518 B O3» H UL LENICRIBIERE DR L LR SN g
D bR ST RS ST 51 B H O VELL ERTICHRIBTRE DR LI LRSI B S
i ER NI BRL

— PSR ESE DB IR DB 5 B,

— IR AL O Lok,

B8R 7 ik

BEE1:2: 2055 T, 7TEAR, AHI300 mg XITAAI150 mglZ EAERFIHITL, 4B LIC1 B 5T
HRFI3EEARN G- L7,

SRR T O ZRORIA Z 0 AA TS R AT FIREERIOM 228 1 L (FE R
AL, MO A ERRIF IR OSMHEORIR, #7a) AR T34, > 7akA7 7INTiE24
BREIOD vy 27T MR ERRTTZ) .

RO A7) DAY Ay 27U MARIF4EE, SNHZ 70 AZOT 3o 2T N 206
TR 520 M) (ot d 5-13481H)

BRI AR : 1238

R i 7

AEE

FEEIE A #5520 RO SRI(4) AR

BHERENRPIFGE B : N—RT7 4 OUIFNGSHR A A2 T D3 EEO B 123817 51% 5-521E Ikt O SRI(4)
R, N—AT A OGCH A EN10 mg/ H BL D BHF IRV TE 540~ 5238 K O GOl F &3
7.5 mg/ H LU TS TE T BE OFIG | N —RAF A OCLASHEBEIMERZ 7 23104 L LD BEIZIBNT
B 5 12 OCLASHEEIPEAD T H350% L4 LR L= BE OFIE, & 524 BB DOSRI(4) EK=R, 71T
DR

BIRREAMIE B : $5-52 0 FEOBICLA R 2, N—R 71 2 O JEIRBIEIE A8 T LA b & OV B i
A8 HFTLL B BT I TR B-5238 IF D B AR B il OVE TR BAE A3 W b 50% 2L B LTz
BEOREG F

PERMFMIE B - N — AT AL OVMIFNGS KA A2 7 8 S B O B 12361 51 5.52 5 I OBICLA FE Y,

*ISRI(4) RGN, DL FOIEAED ¢ N CEm- T BE L ER L,

—SLEDAI2K AT T AR —RT AL 354,580 Figidb+2%

— RN—=2F A& L TBILAG-20047 72 ) — AlZ AL LT igigs 2 052K, )y oA 73 —BICE L L2
iR 2oLl B

— W DR BIR BN N — 2T AU BB (PGAAY0.308 L4 EHENN) LTu7euy

— IR 52 LT

— AT, Hll RS AL T B FEAN 2 VB B S ol = CRF RS i 2B 2 THEAL Qe

“BICLAZERL B, LT OREHED T N CTE T LER LT,

— X —2F A CBILAG-2004% 7=V — ADfgigs % HB/C/D~, 772V —BDffi#s R 23C/D~FENE
BFEL . MOIREER DAL 1 2L LD ATV —AIZ2 O O AT IV —BOFEA) RO LR

—SLEDAI2KDX—AZ A L INLDEAL (0SB DR—ATA L DHDAAT L7 237800

— W DR BIR BN RN — 2T AU BB (PGAAY0.308 L4 EHENN) LTu ey
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AF Al 22 H
( #E &)

—IRBERER S AP LT
— BRI, HIBRE AL TN B ERAN 2 V5B FEhE o & CRFR SN -8B 2 Tl L QU ven
PO LA R SR 52

ADA. IZIFN PD signature 2%

fraeXus

AEFEZ (LR T_SAFERELED) | BRRA, AT A &

EHTNESEERRT, EERIEA LS, ARG, 777 47% 0 — BYER, fRE8, &
B A7z Mg 5% GESLEME) KOS E 2 B 2 ORIEICESSERLMAE A~ heLT,

fi A 07 1k

EEFGIE B 1L, R A B I AW g BRI B S &g R L 7-Cochran Mantel Haenszel{%% F
UWNTHRNT L7z, 7L 7 OFERIZBLSRITA O ZHEVYGET NV E AW THRIT LTz, AA1150 mghtix, &K
e E FAZHONELANRRT 4 R URZFAl OB T ET 572 DIB ML= CTHY S B E FIAOHI L
7o -, FRTRATHRE 2200 T AMEREM S BT D0 A 3RO B FEHER RS A L. SR & £ i
L7ze DA SEREW N FEHE O RS A IZ TULIP-238k O B M EBRATICAT DAL, FEA% ORI TULIP-23 5k
DO FERATIZS AWz (BT HIEOMEIX TR ) .

EHNIRE LT fRHT

P51 H B UABRIINSAIDs 2 8772 1248 ST A B4 HINL7- BT, LB X Co B MG CIE®
Bl &L CTHR ST,

B IEHT (NSAIDERSML—/L)

NSAIDs% 72\ i XX AL 722 LI kW B 2 IR B L 1T Lo Tz,

FRBENT (04505 L— L)

BFE VL. NSAIDsOfEHOF HIZBH G T, 48 FFETO T X TOH IR CRE G E L Tk sl
77 NSAIDsDf 1T, 5208 DO ET14 B LAPIZHT 7= 7/2NSAIDs D% G- A4 BHAA L . 2> O3 MO/ H 12
NSAIDsOff N HERSNIZ BB D A ¥ 5525 B DA MEEEM CTHER M E L TR -7,

BETE R

BIRO R =T A REOFERGO FRAEIT41.05%, K53 (92.3%) D3, 71.3%DEH AN ThoTz, N—2R
FTA L OSLEZR BRFE IR ERIL . WSS B OIGEIMEZ /R 9 SLEE M S —K L Tz (P
fE1X 7" F 2R OAHI300 mght TEIZ 4L, SLEDAI-2KAZ T 1 11.5 4 K V1.3 4, BILAG-2004A2
7 :18.9 5 K OM9.8/5, PGA: 1.84 K UN.875) o AR B IL AEEMEN L EWI L2 BRI 57
PGAD @K, HEENLEEDEIEHZ (CLASHEEMMER 7 2310804 F, K OBILAG® B2 J& $h 15 R IH
HTATIV—A) NEL, BHTARAIZ00 mght TE M olz, N—ATA U HEHZ, 7T REES3 2% K OAHA
300 mght83.3% D EE NGCEME AL T\, mAZEGC (10 mg/ HEL b)) AL CWBE X, 778 R
#E55.4% . AH1300 mghtS7.2% T o7, PRIFNGSHR A AT T X, 77 BRI OURAI300 mghf T
T82.1% K UN82.2% DN, 17.9% K UN7.8%MEME TH -7,

Ak

HANRE U I LD R

FEFHEER :

B 552 M OSRI(4) EERRRIT, 7T BREE40.4% (74/184451) | AFHI300 mgh36.2% (65/180f1) T, 77
BARBELAFKIZ00 mght CHFHFMNZ T2 o7z (BER 2 :-4.2%. 95%Cl:-14.2~5.8, p=0.412) ,

B2 RIRAFEAMRE B -

FEFMIE B IC OV TR EIICE B ESRBO SN o722 HEHENT FHEE I, R
WHYFHIE B I3V b ERA R E 2 = L2272,

NR—RT A OPRIFNGS R AD T N EE O BE TR A 552l B OSRI(4) kR IT, 77 BREE
39.3% (59/1514) . AFI300 mght35.9% (53/148%1)) T, FERI2215-3.4% (95%Cl:-14.4~7.6) THo7=,
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NR—RF A OGCH A A0 mg/ B L EDBEEFIZB W TR 540~ 528 FEOGCHE i 5237.5 mg/ B LA T
IR CEZBEFEOEIS L, 77 2REE32.1% (33/10241) . AHK1300 mght41.0% (42/10341) T, BEfMZE
138.9% (95%CI:-4.1~21.9) Th-7=,

R—RF74 > OCLASHEBEIEARZ T 23108 LA LD BT TR G- 12 RFO CLASHE B A= 7 H350%
VLB LB OEIG 1T, 77 1REE24.9% (14/5445]) | AHI300 mghE41.9% (24/58%1) T, BERIZ=IT
17.0% (95%CI:-0.3~34.3) ThH-7=,

P 5243 B OSRI(4) AR, 7T 2REE40.9% (75/18441) . AAI300 mghtd1.5% (74/180f1) T, RER]
72130.6% (95%Cl:-9.4~10.6) T 7=,

TL T OEMBERRIT, 7T EREE0.72, AFI300 mght0.60T, FIEEIL0.83 (95%CI:0.60~1.14) T
HoT7,

BIRAO R A

#5523l B OBICLAZE R RIL, 77 RREE27% (49/18441)) . AFK1300 mght37% (67/180%1)) T, FERI 21T
10.1% (95%CI:0.6~19.7) TH-7-,

R—=2F A DFEIRBIEE A HFTLL b & OV BRI 38 0 T LA LD S8 1238 T 5-523 IR D il iR
B F 3% & ONE SR B B S W b 50% LA D L2 B 0B A, 77T B RE32% (22/681) . AHAl
300 mght47% (33/70%1) T, BEMZE1314.7% (95%Cl:-1.4~30.8) Th-o7=,

HALIRAT (04385R /L — /L) I LD

F AL A -

B 552 RFDOSRI(4) FERLHRIL, 7T EREE43.0% (79/18441) . AHI300 mg#t49.0% (88/180%1) T, BEH]
7£136.0% (95%C1:-4.2~16.2, p=0.2477) TH-7=,

I RIIREHmE A

NR—RF A OVHIFNGS R A AT T N @A O BE TR A 552 B OSRI(4) kR IX, 77 BREE
41.8% (63/1514) . AAI300 mg#ES0.8% (75/148%51) T, FEMIZEIX9.0% (95%C1:-2.2~20.3) TH-o7z,
NR—2F7 A OGCHEAEN10 mg/H LI EDEE 2B W T E40~525 O GCHE i &237.5 mg/H LLF
(B CEEBEDOEIAIT, 77 BRRE33.1% (34/10241) . AFKI300 mghf49.7% (51/10341) T, REMZ=
1316.6% (95%CI:3.4~29.8) Th-7=,

R—=2F 4 DCLASHEBIERZ Y 23108 PL LD BTV THR G- 1208 RFO CLASHE B A= 7 H350%
LB L= BEOEIAIX, 77 2REE24.9% (14/5481) | AAI300 mght43.6% (25/58%1) T, BERTZIX
18.7% (95%CI: 1.4~36.0) T-7=,

Be 524 DOSRI(4) ZERKERIL, 77 7HRFE43.6% (80/184%1) . K300 mghtd7.5% (85/180%31) T, R
72133.9% (95%CI:-6.2~13.9) T -7z,

TLT OERBFRBRRIT, 7T EREE0.72, AFI300 mght0.60T, FEI=EREIF0.83 (95%CI:0.60~1.14) T
ol

BIRHYFAMIE E

Be 552 OBICLAE R R IX, 77 2AREE30.2% (55/18441) | AH1300 mghtd7.1% (85/18041)) T, R
FE1T17.0% (95%ClL: 7.2~26.8) Tih-o7=,

R—=2F A OFEIRBIEE A8 HFT LA b & OV BIEG S 38w T LA LD S 1238 T 5-523 e D iR
BE A A% M OV BB B S WO T 6 50% LA _EIb LZ BB OBIE " 1E, 77 2R EE32% (22/6841) . AHl
300 mgf£53% (37/706) T, BEEIZE1X20.7% (95%C1:4.7~36.7) ThH -7,

"L (NSAIDERSR L — /L) (C 586 ARk LT,

BRRMIREAGTE H

NR—=2F A OUHIFNGSIR A A2 T N EMEO BE IR 58 5-52FEOBICLAZEMK 2R X, 77 2R EE
28.2% (42/15161) . AHI300 mght47.2% (70/14841) T, BEM 7E13219.0% (95%CI: 8.3~29.8, nominal
p<0.001) TH-7z,
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AHI150 mghElZ BT HH N

B 552 B O SRI(4) FERL R 1T, 7T BAREET43.0%., AHAI150 mghf T48.4% ThHY, #5528 i
BICLAEERK I, 77 BREET30.2%, AFI150 mght CT37.7% CTh o7z, —#OFIETURRA IR
—ERDOFEAMRE ST, 7T RARBEL B L T, ARHI 150 mglE CEAERIICE Do T3, U RARA L MR X
R A R TR ZIMEICEIL T B LR DR~ T2,

b /AN

Be 5 OADARBLRITT T 2REES. 9%, AHKI300 mght2.9% M OAHI 150 mght2.2% T 7=, Mk L T
ADAGMED BEFITFLA L BHT QR L ETHMEAIE DD He ) K O t4 D M E DO 731638 A
1) . ADARKRERRMERIT T TR ER.3%, AFHI300 mght1.8% & OAH150 mgh#0.0% Tdh-7-, ADARK
R E A R LT BB 3HNE, W3 v Bl TR SR D R ADARG M T 72 (JiA1i30~120) , ZD345IH1
BN LA AT S CADA LA EME Tdho7= 211 B #:5.4%27 H D12 O ADA F1lIE30LL ) o

I

NR—=2F A OIHIFNGSHRE AT T RN EEO BEIZB W T, 2138 {5 FIZEDIFN PD sigunaturel I Al
300 mg X (%150 mgD a1 G-% BT L, AFI300 mght D F MK TR E L, 58 (5218
i) L CHERFS LT,

ey

HERSIITTLRRET8.3% (144/18445]) . AHKI300 mght89.4% (161/1801%1) f OAHAI150 mght:84.9%
(79/93f1) (LAF. [FINE) (2R LT, FBEIG RN @D o7 A FH 5L EHARK [12.0% (22/18441) |
20.0% (36/180%) K UM 5.1% (14/9341)) 1 . EGERES: [9.8% (18/184451) | 12.2% (22/180%1) K T'17.2%
(16/93M1) 1 B OVR KT [14.7% (27/184%1)) | 12.2% (22/180%1) 1 119.7% (9/934) ] T o7z, TRBRIK L
OBIEMH ) LRS- EERIT TN ZEN22.8% (42/18461)) | 30.6% (55/180%1)) F 1835.5% (33/93
B TR, BESEERERIIZNLTI6.3% (30/184%1) | 13.9% (25/180%1) } 810.8% (10/934)
WCRBLUTZ, 2B RO ONIZEE A EFERIL, 77 R BETCEEeg )T ~h—7 Z34, L5
AEh2 B, K300 meht ClI 2 F T~ h—F A3, MiZ361, ms B2, ffa21, 2750150 mght T
FEH )T~ h—F 226 CThoTz, FEEFNI2F (1FIEARFIZ00 mg#t G- W o fti% ., 1HIEB
AW R OT T BRBEDOME) THY, WIS TRERIEL O BE MR L L Hlr STz, TRRIE D G-
BB ST HFEHRITTNEN2.7% (5/18481) | 6.1% (11/18041) & T5.4% (5/9341) IZFEBHL 7=,
HERAEEZTHLT T 747% =21 (RHI150 mghf) 1ICHBLL, IRBREOE 54 EL7z, #7IR
RIZIZOWTIE, THEILLL6% (3/184%1) | 5.6% (10/180%) K2 TR5.4% (5/9345) 2RI L7225, Wb
FEETHoT, MO THHEE TREFEFS (T720b5, ARG LSO B ERRYE
A ALY FEE R O 7 L ) 1200 T, BBBIG IR, T CToR G M CRIFRE Tho
7oo BMHIIG I OWTIE, EEARAEFLLL T, B PR 1] (K150 mghf) & ONB
R A R P SR PE S R 11 (RAI300 mght) 25580 Biiz, BB M A~ ME, FEBSERYL
FEZE 1] (AH150 mght) T2,

BEIRIRAS . NAZNA A DB AR ROV T, BRI EEARE TR b o7,
I OJF DFAZIGIR I E RO H L EAITFRO BN -T2, AR EESHEO LN BE ITFTEAE W
2otz

1) AFIOE N TORBNE
FER O E @Y, AT =7ar~<7 Bis T 2) EL T, 300 mga 4 i 2 L123055 L BT TR EFET 5,
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R, N—AT A OGCH A EN10 mg/ H LL D BHF IRV TE 540~ 5238 K O GOl A &3
7.5 mg/ B UL FICHE CE-BEZE OBIE, N—2T7 A OCLASHEEIMEA2 7 23108 L LOBH ITH T
B 120 OCLASHEBIE 227 2350% 0L _EID Lz FBE OEIE | _—AT A OIERBIE 425365 FT LA
M OVE SR B 3k 236 FIT LA L oD R IS O - 52 38 R oD R B S B M OVE TR B BB s R — 2T o
VIBHS0%LL FID LT- BE OEIA ., TV T OFEMBERE &

Bl R A REAM TE H - % 5- 523 B O SRI(4) 2 Al SR ™2, BILAG-2004 (2 35 17 2 ik 25 55 Bl D e 3 3R} OY,
SLEDAI-2KIZ331F Dlifias R Bl Do %

“IBICLAZERL G, DL R OO+ N Cai- T BE L ERLE,

—_—RF A TBILAG-200471 7Y —ADfigigs R 3B/C/D~, 7173V —BOlgas 2 B C/D~EINZE I
gL, tholiEe R OEAL 12U LD AT IV —AXII2 2L LD BTV —BOFEA) H3FBH LI

—SLEDAI-2KD X —2FA L b DAL (08D N—2FA L InbD AT B D320

— PR E OIR BIREIEDS R — AT A HEAL (PGALN0.30 4 LA _EHIN) LTV

—VRBERE G A T EL QU

— RIS, HI RS AL T EEAI TG B FE b Hl = CRFA S /i 4B 2 TEAHL T e

2SRI(4) ZERLBIIT, LA F OO T R TE- T B LERLI,

—SLEDAI-2K AT T AR —RAF AL 954,50 Figid+2%

— N—RFA & U TBILAG-2004 4 7= ) — AIZ AL LT fifias 2 0372 < L v 7T —BIZ#E kL 72
iR R A2 oLl B2

— BB DR BIREME SR — 2T AU BEAE (PGAAY0.3058 0L EHEIN) LTy

— RIS 52 LT

— P ATIE, Hll RS AL TS FEAI 25 B IS b fHl = CRF A S A . TEA L T e

-34 -




AF Al 22 H
( #E &)

SN AN Ak

ADA, BYIFN PD signature %

Ltk
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(16.7%)

FIEOREMZE (95%CI)

24.0%
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BAFNE7eL | IBBEE DA EELITELALRO N7 [1.1% (/18061 ], #HIRIEZ IOV TIE, £
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2otz AL BOSIZZENZI10.5% (2/1961) | 4.2% (1/2445]) 12 FFRLI=,

1 [RE

-37 -




& B MiERRAE, MEAECERE, RIRE ., ALY DB CE R RISV TR, BRI
(it &) | BROOIMEEINIZRDOOENR -T2, B GRS T T2 REEO2H T H RS EARO LN, HIFAT
HITFRO BNz, AHI300 mght Tl 8 5B 0 B ZESIE UL B RITRITEED b1,
NR—2F A OPHQ-8 AT L, REM (7T 1REE.9M, AAI300 mgho.2,5) L@ T, AAASE
M TIEWTHOBR SR THIE -2 (77 '-RRES 458, AFKI300 mghEs.04) , #5522 FFON—2T A
CINBDZELEIL, 7T RAREET.648, AFKI300 mghtT0.3,8ThHh o7,
X TULIP-1 3B Cid, $¢5 52 KO SRI4) CTalli L= IS EIME A 2 ICE BICE T 50 ) E 3 H E =R
T&pinolz, —77, BICLA CTiHMliE N7 R0 R BISEME Tl EN RO BN, Zba 874, TULIP-2 R T
W, FERHIE B 2 £ 5 52 HIRF0 SRI(4) @ik 0 BICLA B RICA T 352 L2,

-38-



2) BREMHER
@ EIHAERE 1 FHE (CD-IA-MEDI-546-1145: 1145588) 15 - %3

H B FEEN:
HEERE O FE OV W ESLERRE &% G L LT ARAIDOFARA B G- 0% 2V & AR MEE TG 3
5,
BIVR B
AFN D FEE M5,
P B s, SR, R 5
VA V4
%t 4 | MUSERBR CIABRHE (TR XUTAR) 258, #5-HIR & ORGSR B 258 T L7 R ED
HEJEDIEEESLERE
[—
;ﬁgﬁé MUSEZ R O AU EEHE DL AR OAZ HE VAR SLED Sk 12 BT 9~ AR BIZ e LA L HE 1T 2R B Lo o T,
TRBR 715 | AT T HDMUSERER T 1R UT AR &K G- S 7- 3 ITARAFI1000 mgZ 438 Z &2 1 [EIF RN 5
L. 168 S0 48 1% 13300 mgZ4il = L1 BIF RN 5 LT- (I E34E) .
TR 15638 )
B R A IR 128
FEMMIE B | EEHMmIER A EES, EESEERES %
BIRAIEEAGIE B : ADARHLEE £ K% OVEIS . ADA I, ADA DTS A EE S SLEDAI-2K AT K Y
PD~— A —C DM A&
#E B BEORR

MUSERBRZTE T LTk S I A LI B R 18HI AR I AN b, IRBEEA R ST,

F A E -
KRR TIRBRIER 5 ORAOVFEH GEEERE EFGRNESN M) IF EELP L EFE
L7 BE1X 69.7% (152/21861) THY, E72H EFG: FEHEIE5%E) 1L LIHTESK [11.0% (24/218%1) ] |
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) | Hfigead] (512, INTHIEMERIZR S E) Thotz, ZO1Fh, LB EOEE A ERS
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FEELLTIRRIEDOF 5 IEICE S Te B FEFGUIMR K O 7o —BIEGER (F26) OAH Thotz, ik
OIHL IR I E ST EHLTHY, IRBRELOBEMEH Y LMW ST, ZOIED, ST FF
TEDIRBRIEDOB 5 ILICEDREFRIT o7,
AFBROZEF TROONIIE A TREFHFHRRIT, LLTOLEBYThHoT,
o BEEN-ENE (ALTE SUTASTEN L HEE EIROEFBIC B o U LE AENELUEE IR
DOUEHBIC EF) IZE BT DT RE R F 33RO HIZeh -7, Hy’s Law X /I Potential Hy’s Law
HICEBLTERF T2 oTz,
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(e )

o REEOHBRYSOIEEIIARBR TIERO BN T, B T REEEERTHAB R
KE132.3% (5/218f) THAEZIVIZ, BIDIBNIIERFEZ DB D DI op’ | TaBil S ERTIC LV ER
FTREFERGLLUTRIESNRD o1z [RFEEDRBO DI BT 132.8% (G 5F6/21861) ] . A
GUINTNBIRE IR EE THY | REIDNAREGIK T DR EZ T 1o, 1BITIRBREER 5.4 %
1B 2N FARER 3HTIEBRER A 5 Ak LT, OO BB IS L - F R T B EARE R ES
DI SEEE G ERTRLAMBISN, SHIIREIETHY, 15IIXIRBREOR 5.2kt L >
DEIELIZEHErE Nz,

o HRINIEZIES5.0% (112186 IR L 72, RFERICIVEERRIEB 542 P L7 BRI XB DT, 24108
R T ETIZEE LTS, AR FRICEVKRIRIZE o7, 2O B251 & RS A FIDHLT A /LA
HIREEZT T,

o ERGHIMI XIE8S B M Z A B W A ] IR SRR DL o To, ARRER Y BB
M (RPF 8 3% 5170 B BICIBNSRILL 228, 208 H OFRBRIER 5 (it 5) »H141 A
% ChH-o7,

o ERTAREAEFSZTHOEMIMED SOS ITREIE S DS A EFRI3.2% (7/218f) 12
FHUT, R TIET T 74 7% — KSR e olz, ZRHDOFGITN TR X
PEETHY, EERAEFSLLCIESNZLOIEARL, z&iﬁ%ﬁ@%ﬂ@&@?&ﬂ:‘l&&ﬁ% (EA
%) ELTHRESNIZEAMEEI G (FEARFE) O1EEERE, 5T X ThE Th-o7-, #iESh
TRARFEIILL TOLEBY TH-T-,

— AR BOGS B (FEARFE T, IEATEED BUG3H5 MR H:231451)

—IEMUE3B] (FEAFE T, IBUEL 21, S HUE D 1451])

o MELHN0.9% (2/21861) IZFBLT-,

— B I 2 15 AT GUIER T FETE THY ., IHBE Y E AT L IBRBRER & oo B 1T A<
FEYSENRIA THD MBS, TRBREREE 5B F R RIS ESN- 1GR3 Galic B
WEEE L2,

MR ARFELIIEE, FEETHY, IBRI Y ENICIVEFETY T~ —T A FE T
HHLHWTS T, TR 5B T2 RICTESNIRRRIEE 5 O BE X RIE L,
AFNO P 52BN TC, BRI, SAZ YA DERFTR., Efﬁswfﬁ&oﬁ///ﬁ RRAER D
AR S BRI B B T BT bive o7z,

BIRAIFHIE A

ARREBOWT IO L CTADAGME Th o7 FBF X, 28 T2.3% (5218H1) Tholz, ZOHH3HNT—
HEHETHY ., MO2BNTRHEEAICADAGYE [ARER T, _X—2T7 A% 02O, EOFHHiRF L CADAR
P (W) &% DRSO IR 16 LL L) | T _N—R2T A % Dk OIS 3] Tho7,
N—2FA R ADAREYE ThH 72161, FFFUE (ADAJI120) 254 548 RFZFED B, ZaUET
=i~ Hﬁ,\%eﬁ =4 @Yﬂi/} K OSSO (ZUIFN PD signature DS ) ODH 5 & Rp R A0 72 B 73 7
bz, EHIT BEITT B EASTHIF IR OBL N A b, EERAERFRLL 2T~
h—F 2 (%Ziiag) ﬁx%&méhto B ARBRCTHRESN-EERAEFLOLEGMT) T v T AL
ZOEFNZMEDHY, TNHOT R TOEBRFIFRBBMAEL CADARMETH -T2, X—ATA LD
NR—2ATA L EIZADAGHE TH RO NI, FRFUARIT AL T,
SLEDAI-2KAZ 7 O SEHJEIL, B 512 ETIZR—AT A D DEUERIZIA L, 3R OB G- Mo
A& ThHE G156 FE T, Mk AR BRI UCEEOBE MDD B, F G- (551601 K
~ 1681 Kf) |12, SLEDAI-2K A= 7 C A7 BRI EME I LB L 3 2B AR bz,

1) AFIDEN TORBANE

LA O E:

W RAIET =7 b~7 (BiaF#faz) ELC, 300 mgZz 4B [E 2 L2305 LL B CaiiilEriEd2,
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@ EINHEER £ R E [D3461C00009 (095tE% : TULIP-LTERER) | 10 ~19

B W | EEHM:
AR FRN R G- UT- L& O B2 0L BRI 5,
BBV
— AN EE RN B G- LIz L Z2 O B2 EE RN T A— 2 %55,
— ARHNEFARN B 5 LT L 20 R MBI g8 E D3 s LoDk 8 B HEIQOL J UV D fth o ik Bk
FPRE T ARG E B 255,
— ARHN O BRI 72 FEENRE | SR M OB P AR 2,
— AFN D MIE R DORFEASA A~ —H— I NF DO BB OV T R B K IE TR
B2 B R e T 5,
Eﬁ . %ﬁ SRt IEHE, IEA (b, “HEEMR., 77 R R, Rk 550k
VaRAR V4
xt £ | TULIP-2545k & O"TULIP-13RBR I3V T2l B o — S 5 258 T L7 & REH) S BEEDSLE
BE (RRER CIIBRMEREFOSLEEAE EE I B 3 2 RT3 e o)
FFERR | TULIP-235 % O'TULIP-13RBR DR A AL FEHE LIS OAZ HETEHR R SLED IR 12 B 3 2 Fe Bl 7 fLA  SE e
B b L UE | 1 IR E LT,
BB IE | BEICEZEHER FON1:40HIE T, 77BR UIAFI300 mga | 4 FI21 [ElE K39 FHARN £ 5

— SATRBR CT T B RG-S TOR B 17 7 /AR JUTAAI300 mglo 1 : 10>FE TR MR 2 |2 F
UIREb

— SEATRBRTAHIZ00 mgh 5 5- SN TV BE 135 | ke AKI300 mga kit

— JEATRBR TAHI150 mgZ P 5- STV R TIARHIZ00 mge G- 12 B0 %

Be 5HARM 15638 ) (e #& 4% 51315218 HBHRFRA SN : ST M (o 505125 )

¥ {2 A

LZAEMMER A EESR, BEERAEES BEPILICE-TTAEER HHTNSFEESR %
HWEEETE B : SLEDAI-2K A7, GCffi i, PGAX=1 7, SDIZ= T %5
FRARNTIC LA TE B : LLDASEE K 28", DORIS AR EERL ™2 2

ILLDASERBIDERIZOWTILL V. 5. (4) 1) ARMERGERERO] DEE,

DORISEARFERAFNIL, LL T OO T X CTAGlT- T BELERL

— IM3% FAYFT R BE4R72< Clinical SLEDAI-2K=0

—PGA (0~3 DA — /1) H30.5 8 AT

— R IR B AT TE LT S AR & O~ ZV T IR SNA N 7L R =125.0 mg/ H
[EER YN

fi AT £ [

L2 B VERTAR D = B AR AT 4 ]

fkfe it 5-ABR O QM) DT —&% It

‘LTEZZ®RRE (11205 [ B A A3 ) :

SeATRRER (TULIP-27R K O\TULIP-1388R) T7 T BARICEI T B, fke i 538 T 7 BRICHEEY
fHFoN 7T RO 5% T B3E

*LTEAHAI300 mghE 25741 [ A A A2141] ) :

FATRER TAHIZ00 mglZ BT HAL, MkfidR 53 TAAI300 mgD &k 5421 78
T T RANHLARFIZ00 mglZEIVERRZ T-EE (L1140 [HAANIBI]) :

FATHBR T FRRICEIOAHT D, ki 5-3BR CAHI300 mgD ¥ 5451778

< ARFI150 mgH>5H300 mgl GBIV % =8¢ (6741)

FEATRIBR TAF50 mglZFIVATT DAL, Mk 57 TAAI300 mgD#x G431 7 8
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Z Ot o> % AP FHT D AFAT ]

AR (TULIP-238% & OSTULIP-1348%) 7 ikigi i 5-30 R0 I (447 ) 05 — 4 & P A
BTN (3604) :

FATRBR T TR ICE T - B

< EARAIRE (56041)

HEIZBDLTITRERD LTk 53R B TAK O 542 37 B

< ARAI300 mgfEfe it (35841) :

SEATRBRCAKIZ00 mglZE AT B - BE

N PERRAT (R T fRATAE

JEA TR (TULIP-25R85% K USTULIP-15RIR) 7> Dilkife £ 5-7BR ECO MM (44RR) 07 — 2% T it
-7 TRk RE (17861 [BANTHI] ) :

FATREBR CT 7 RRICEOHT DI, MR 5B 7 7 RICHEEI T b, UIHE T 7'R
WZEIOAHTF DT G-Seh o T B

< AFI300 mgfkierE (35861 [ H A A2461])

Frae il

AR

g G BR O W (3 4ERD) DF — &% AV fiFAT
HEELOSFERIFEBUIRIE L FORITR LU,

LTEZ 7R #E LTEAFI300 mght
(N=112) (N=257)
R EE I (250.3 A+ 4F) W FE IR (683.5 A\« 4F)
EAIR EAIR
HEFROHHE B (%) (/100A -4F) B (%) (/100A -4F)

HEHEL 94 (83.9) 37.6 226 (87.9) 33.1
B H P E ST ERES 8(7.1) 3.2 17 (6.6) 2.5
LI E-T-HEHS 1(0.9) 0.4 3(1.2) 0.4
HH T REFEHESR 24 (21.4) 9.6 75 (29.2) 11.0
H Fn R GL LU O B S 7R YLE 9 (8.0) 3.6 25 (9.7) 37
A Fn R 32.7) 1.2 0 0.0
RIS 7(6.3) 2.8 23 (8.9) 34
I ACCUNC A 2(1.8) 0.8 16 (6.2) 2.3
AT 2(L.8) 0.8 15 (5.8) 22

T LGB RZ IR Do,

3 AEM Ok R E S T LIZBE OEIA L LTE 77 1R BE 54/112 1] (48.2% [MRFE IR (250.3 A -
#)1) . LTE A%l 300 mg B 178/257 #1] (69.3% [MRFZHAM (683.5 A-4F)]) ThH-o7z,

*COVID-19 /R T DIz 54 F I L7-BF X LTE 778K EE 1 4] (0.9%) . LTE AHAl
300 mg # 7 1] (2.7%) ThH-7,

< HkfeE B G BR D 5 I P ISR BEIS O E oA EH ST EHEEZ [LTE 77 'R 13/112 4
(11.6%) :5.5/100 A -4, LTE A4l 300 mg & 63/257 Bl (24.5%) :9.7/100 A4 (LA T, [RNE) ] . FR &R YY
[15/112 5] (13.4%) :6.3/100 A +4F, 55/257 f5i] (21.4%) :8.5/100 A 4], E&GEESE [17/112 6] (15.2%) :
7.2/100 A4, 54/257 5 (21.0%) :8.3/100 A\ 4] | K& XK [8/112 B (7.1%) :3.4/100 A -4F 39/257 {3l
(15.2%) :6.0/100 A ~4=] | BEY [11/112 61 (9.8%) :4.7/100 A -4, 27/257 $1 (10.5%) :4.2/100 A -4] T
HoT7,

kT R BR O B B R IR BB O @)oo BER A FH R T2 T ~—T X [LTE 7
ZR/AREE 6/112 41 (5.4%) . LTE AF 300 mg ¥ 6/257 #1 (2.3%) (LLF. [ENE) ] . filige [2/112 651 (1.8%) .
6/257 151l (2.3%) ] . #IRIEIZ [1/112 $81] (0.9%) . 6/257 il (2.3%) ] TH 7=,

FECDOWERIL LTE 77 EAREED 1 6] (BP0 fifEZE) | LTE AF# 300 mg #0 3 45 (COVID-19 1 4., fifi
K 2H) ThoTo, 7T EAENLAH 300 mg (ZHIVERZ 728 TIL 2 2% COVID-19 IZLWFE LT LT,
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(e )

HARTIS DR BB BILT T 2R BAFI300 mglZ Y02 P RETIX14/11141 (12.6%) :4.9/100 A « 4F
AA1150 mgH>5H300 mglZBID R 2 72 BETIX11/6761 (16.4%) :6.6/100 A -4-Th o7z, H5-H IEIZE ST
BARIEIZ 13561 QF B 124, 3 BIZ 1) THY . WIHRIZLTEAAFIZ00 mghE 141, 77 R NHAHA|
300 mglZ 81V 2 7= RE1BI . ASH1150 mgn 5300 mglZ B0 E: 2 728836 Th -7,

SEATRURR (TULIP-2 3155 f O TULIP-1 3RI55%) A Difkige 5 -5k 5 COINM (4 4R OF — 52 Vg

AERHLROERIEIRIELL F ORI,

BT TYVREE ARFRE AHI300 mgiikise it
(N=360) (N=560) (N=358)
W5 5 191 ] W5 5 191 ] iR 5 141 ]
(587.1 A\ +4F) (1568.0 A - 4F) (1026.2 \ - 4F)
EAIR EAIR EAIR
AEFRZONHE BIEL (%) | (100 -4F) | Bil%L (%) | (/100N -4F) | F1% (%) | (/100 4F)
HEEL 318 (88.3) 54.2 522(93.2)| 333 338 (94.4)| 329
%Eiffﬁéiii G5t 91 (25.3) 15.5 147 (26.3) 9.4 92 (25.7) 9.0
FTEHPILICESTEAEHEFS | 30(8.3) 5.1 59 (10.5) 3.8 35 (9.8) 34
W B HEHRS 2(0.6) 03 10 (1.8) 0.6 5(1.4) 0.5
HHITREFERER 61 (16.9) 10.4 180 (32.1) 11.5 113 (31.6) 11.0
i Lk Gy 4 (1.1) 0.7 3(0.5) 0.2 1(0.3) 0.1
T T4TF— 0 0.0 1(0.2) 0.1 0 0.0
M 4(1.1) 0.7 12 (2.1) 0.8 7(2.0) 0.7
LiRIN]oR 13 (3.6) 22 75 (13.4) 4.8 45 (12.6) 44
SPEOEELLMEAE | 3(0.8) 0.5 12 (2.1) 0.8 6 (1.7) 0.6

CHELRAEFEFERO EAIR TR T EARETIE 1 458 :22.0/100 A4, 2 425 :12.4/100 A4 3 48 :
10.6/100 A -4, 4 4F-H :4.9/100 A\ 4 THY, AFIEETIE 1 42E :13.1/100 A4, 2 4-H :12.5/100 A+
HF34EH 6.4/100 A 4FE 442H :6.1/100 A 4R TH -T2,

PG IRICEST-AEELRO EAIR 3277 RARBETIT 1R :6.6/100 A-4F, 245 H :3.0/100 A -4F,
3MH:2.6/100 A -4 44 H :4.8/100 A -FTHY, AH| 300 mg AFFEHETIL 1 4 H :5.3/100 A -4F, 2 4
H:2.9/100 A4, 34-H:3.2/100 A -, 4 H :1.6/100 A\ -F-Tho7e,

CHARIEZ O EAIR IZEAAFIBETIT 1458 :6.8/100 A -4E, 245 H :5.7/100 A 45, 34EH :3.9/100 A 4=,
44EH :2.9/100 A -4ETH -T2,

S R MEL LT AR OB E R O ARFIFED3.1% (17/548061) (ZHT =7 <7 HURBRFE AL
N, BHEFEGEORFERERE RIS/ — 3B LN 5T,

H AN

g G BR O W (3 4ERD) DF —Z%& V- fiFAT

i G RB M OF FEHE S (REHME [100A 4] ) IZLTEY 7 8RB T3/341 (41.6) . LTEAH
300 mgfET20/2141 (34.6) IZFEBIL . HEERF HFHRIILTEY 7 BREETL/3641] (13.9) . LTEAHIZ00 mg
BETS52161 (8.7) Thole, HEHILICE ST HEELIL. LTEV Z R T34 (13.9) . LTEAFA
300 mgfEC1/2161 (1.7) 125 BILT-,

A Rl

FATHRER DRk 5B E COMIRM] (HERD) OF —X I SET T RRIkGRE L ARI300 mgksit CREAM
L7z,

AAREERA

*SLEDAI-2KAZ 7 O W ELAEAERR 72 (XX — AT AV SEATREBRBALEIRE) 107 7 2R ke <
10.8+0.32, AA300 mgfkfgifE T10.9£0.25 (AT, [FllE) Tho7z, SLEDAI-2KAZT DR—RT A L7360
ZAb & CEAMEHRAERRE) 13X, ZALE S22 (fkfe e 53 BRBAAANE) 12-5.140.33, -6.0+0.25, 10438 k¢
12-5.940.39, -7.2+0.28, 1561 H:(2-5.740.45, -7.4+0.28, 208385 (k15 5.3 B8R D¢ 5 RIHE T Iy (12
-6.8+0.47, -7.5+0.30L72 577,
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(e )

‘PGAART O FIHHEHEAR 71T N — 2T AW (JeATRBRBIARE) 12V 9 N1 1.840.4 Th o773, 208
T (i 53 BR OB 5B T IR 121X 2 40.720.7, 0.620.6-72-577,

<GCIE A E37.5 mg/ B UL FOBRE OIS 1L, 7T BRIk TIEN— AT A FFIZ47.8% THY, 14EH
(273.3%. 24F B 1272.9%. 34F H 1271.2%. 44 B 1270.7% CTHh o708, AAFI300 mgfkfgi it TlaX—2T7 4
VFI246.8%., 145 H 1283.5%, 24 H 1291.2%. 34F H 1286.1%. 44F H1290.1% CTdh-7=,

TV T OERPEBRIZIZNEI0.2, 0.1 THY, TRTOTLTITMENLHEE ThoTe,

*SDIAZ Y OSEMIFEIIAN—RT A R GEATRERBAGARE) IZZNE 1.4, 1.6THY, 523 IR (ke 53X
BREHAAIE) 1212 NEN1.5, 1.8 Th o7 (S2HRIZSDIAT 7 >1 0 3 THM : 7T R ARk e 7501, A
#1300 mg kB AL 13241) . 4D SDIEAL T O REE O V2 L HER 2513 E N E A 754.2+523.3 H |
925.0+£553.0 H Th-o7=,

FIEIRNTIC L DS T
LLDAS} U'DORIS TR ERMIDOFEFIL, TROLBYV ThoT,
P ] A 300 mg
7 'Eﬂ?f\ﬂé(\ GG Y
P Y 5 7 i
LLDAS
i . 17.1% 36.9% Fo 2.7, 95%ClI: 1.3-5.5
FERLH (208 8 (11/65 il (67/194 %) | nominal p=0.0081
- B B HR:1.56, 95%CI:1.18-2.09
nominal p=0.0024
BB (B) 8.72+1.392 13.98+1.010 LSMDZS%& 95%Cl:2.34-8.17
nominal p=0.0004
EERRAIR OEIS (%) 20.71%2.909 30.71+2.109 LSMD:10.01, 95%CI:3.92-16.09
nominal p=0.0013
0 0 o e - . .
0, 0 o ZH - . _
s . 7.5% 10.9% Fo A 1.4, 95%CI:0.6-3.3
0,
FERUHIA (70% 24 L) (8/112 151 (25/257 1) nominal p=0.4065
DORIS ‘& fi#
s (208 ) 18.3% 30.3% Fo 1.9, 95% CI:1.0-3.9
; (12/65 1) (58/194 151)) nominal p=0.0663
P ——— B B HR: 150, 95%CI:1.04-2.22
nominal p=0.0373
SRR (A) 3.47+1.222 7.33+0.886 LSMD:3 '§6‘ 95%CI:1.30-6.41
nominal p=0.0032
IR OEIS (%) 7.60+2.562 15.75c1.858 | LSMD:8.15, 95%C1:2.79-13.51
nominal p=0.0030
e . 13.7% 29.5% Fo 2.7, 95%CI:1.5-5.0
0,
FERHIE (20% 24 L) (15/112 f4i) (73/257 15 nominal p=0.0016
e . 5.7% 15.8% Fo 3.2, 95%CI:1.3-7.8
0,
FERUHI (S0%Lh L) (6/112 il (38257 ) | nominal p=0.0120
. . 2.7% 6.3% Fo R 2.3, 95%CI:0.7-8.3
) .
FERA (70%L 1) (/112 4l (15257 ) | nominal p=0.1935
A A A SR

*SLEDAI-2K A= 7 O EHEEAERA 28 13 N— 2T A B (GRATRBRBE MG (27T Rk T
9.2£1.29, AF300 mghkfseft CT10.0£0.97 THY ., 208 B (Rkfoi 5 5-3BR O B 5 WIHE T HE) 02 b B
7T Rk RET-3.5£1.81, AAI300 mgfkiseit CT-7.3£0.92HEE L7z,

-GCHEE B0 V¥ EAEER 21X, 44F H 7 7 'R ke 1©2923.840+1521.983 mg/4F-, A#300 mgiik
foeAET1930.222+329.333 mg/4E TH -T2,

1) AFNOE N TOATBNE
FEROHE: B, RAIT =7 ~7 GEIRTHRLEZ) EL T, 300 mga 43 B2 2123045 Lh_En CalifiisfE 35,
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(5) BE - HEAIHR
BB RL

(6) BREIEF
1) EARERE (—REARERE. RECARGERE. FARELRAE)  HERTRT —4~—
AFHE. BERFTRERKBROAE

182
2) RBEMELTERTFENABXEIERELIAE - HBROME
BUGENTEARRIT (2021429 1) DAGRANFIC IS | R e I B A (2 TRRA) 2203 2.
TRGBARAT

H 1) | BEAARIR TR 5372 SLEREE 25 G, AFIORLUE A TEHR O ZERE T I3 1T 2RI D2 42 M
O PEICBE 216 HulUE K Ol 2 45,
xf S | AFIORRESUIN R THD BRI CHARAR T30 B PR T <=7 Z TR L, Az T
L8,
AT ESEBIEL: 6001 (22 EVERRAT R GUEF] &L 0)
Gk | FETE B ~AGRARRERE T A T EIEGIEUC R 5720 OB G RIX120 H DT 7E)
BRERIE GRS TR T ELE BT B2 LA S LR T IR i 1V | 1B B8 R R 2 18 A A & D FR S R
ZISER | EHREEBS ~ DI A ZE O FORFEAMKIITAE T 5, 72720 ERIFHEIAR &R T
PSR S~ O A ETOMIT, BFOBERERRGEL | BETIE U AT EIL L il 9172 s AT

TEDIRHEHERF T2,
A A T | 872 A ~AGBARMHRERET CEBRAAIIHI G 1) 22571 A B SUIAGBRMAEER B OV BV 5 %
-/G

B | 52 [ CEMEIEZ O R BUC SV TRETT 2720 BRI T (KA G2 Ik L2563 d 1REE) 7
D4R OIBBF A2 FE 9D, ]

[ A
e | AR, WIS, 77 4% s —, TS, BN X OB
(7) T DAt

1) ENFEEERAROFERFIRER R UENETMIEE DEERI®ORE
TULIP-27# &% Cl3 /AT T HTULIP-1:BR O g 2 F 2 . 7 —F _X—2av 7 OVE MR O Fil Al
i FR A D FE K O\ E M IE H 2 & Ce A WER T H O E 217572,

@ FERAFREFIOHEENERE

TULIP-1 5852 } Of TULIP-2 sBRIZI N TIE, AT AR, Soy i 545 O AH| DA gk A | - B2
% BAE T ATREME O & B AN Ol I IR 255 B IS HR AR L 7= BB 1 2 I s pl 51 S 05
ZEEHE LT, —J7. TULIP-1 RBRDT —FZMRHTUIZBE ffiT 7 277 LOAMHIZED , —EBOfE
FHIREEANZ DN T, FRNTED TR E X R DA Lo QN ZEDS R LT, 512, RIS
TEDT-HLEIL, NSAIDs i & — ARSI E L CHOIRH 2 | BERAIIC AR Y72 i E Tho 7z
ZEMD A AHIRIEFNC T AR ESMRICOWTHEL, £ EA{To7-, EARLHE AT TOLE
NTHD,
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& FEAHRERICETOIREDEREE R

TULIP-1 AE& TULIP-2 &AE&
EEAI LEHR LEHR
NSAIDs (BLAD (BLAY) GHAD
2L 2L Beh 52 WREOFEMOFT 14 H LA
(AT (FEAT) ) PIZHT7=72 NSAIDs O $ 5% B
i i Bl % 78 C | B 52 BRFORHEO/T 14 F #hL . 2o FEAE O R B S
FERERR I U CH | PAPICHTTZAR NSAIDs D h- NSAIDs Offi FH MBSz
Vo7, ZBREAL . R O /T B IZ B0 P 52 WEEOH M
NSAIDs D ffi F 23 s 47z AR L LT,
BB DI, b 52 HREOF L)
PR IR R B L LTz,
Ve GRAD GRAN GRAD GRAD
alFafr | 5 40 B | BERL Beh 40 HFO | £HERL
(GC) GC HELbEL GC HELIbEL
T, BE 40 @REF T, &5 40 #EREF
PLFEIC GC A3 PLFEIC GC A3
BEINTHEIX BEINTH AT
FE KA & % FE K & %
L7, L7,
(RRAT) (AR
BH5THADGC | #4540 HELIEIL, #2540
MAREEHBLT, | |k GC A& LEHRE
BG40 TRFLARE | 3 o LA o 7 HR 3 % I TR AR
(& GCPMERSIL | i L L CH -T2,
T35 AL IEE L
BTz,
GRAD GRAD GHAD GHAD
Beh 12 HRFET | OFGHG 12 BRI | #5 12 BRET | ORGHLG 12 BFUNIICRN
WC—EDGCHH | B GC XITHIEATEARIZL | 12 GC ODEFE % | GC XX BHIEATuARIZLD
BEEETo | DA OENIEIBE | T2 AL | NA—ANKOENUCE B EE
LEE U | 2EKRELZES . HDOVIT | BOFIMEREM | EIELZEBE . HDOF =R
TNTOFEMME | N—ANFIEAE 14 HUPNCE | TR HI L L | MR 14 BLIPICHR S 1 H B
AR CIEZERMA | 5 1 A EOHEETHEEIN | 7 OHBEETHEINRD -T2 HE
LU, IO T BB L, XR—RAT A1 Flix, X—=ATA DO EICRES
DHAEICREST-% 12 BREIE3E 7% 12 IR B & FEL
BB FEL T 7%,
@ 24 BEE ORI @5 24 HEEORTIEHIM O
D GCHEFEX 21T AT, GC W EX2 2T o725 A13, &
BRIEEME~ DRI E FRIE B~ OB 70\ E T
HIHTL ., FEFERBIEILL22> L. R LT L2205 T,
72
Pi~ZU7% | (HA) GRAD GHAD GHAD
Xix FICREAXIT | $5 40 BRIDAOTIMM | FC2 @A | 85 40 BRELOFODMEA (14
S ME IR | BRI, DO | (14 BRI O SOIEE | BRI, DB o | BRI o U R0
3 TRTCOFRME | OEEITIEERGIEL TR | T X CTOHE DM | S I13IEFERF L L T HIAR
FRAMCIEZE RG] | DhenoTz, FEAMCIEERL B | o,
LHEL, LHIEL,

X145 12 8L S 1 B B2 L[R5 GC OHENSBE LT BH 1T, LD TR TOREBIFEIEDO M ISV CIRERBIEL T

B -7z,

X2 MO GCHEIX, | BH7-0E 1 HEDOHAED 25% % B2 E, XiT 1 BdH-0&5 1 B BOMEZ 5Smg/ BB EDN
TN EEED FIREL, HIFITRE 3 ALERL,
X3: TV F ATV AN TP —h a7 )= RET 2 F N RaT = )=V R ORI
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@ XEFEEEZETCHMMETMEENEE 1

TULIP-1 7Bk Cld, EERHITE B 2 4% 5 52 lEHII1T 5 SRI(4) ERGREL TEIMLIZA, 7T78R
BEEARFH] 300 mg BEORNZHFHAIICH B2 EITRO DIV T-, LU, MDA Zhid Al HE i
(GC iz, 7V 7 RBIFEE) TR EZROD I ENBDO LI T, £Z2C, SRI(4) 120D
AR H 2 F T U7/ 5 BICLA O XL 4EA FUN T SLE A O 2R 722 5 BTE Eh M 2 812
P52 MR FRETHY, JE1T9 5D MUSE R, TULIP-1 sBROE FIZIUW T BICLA 12X AKH
DA R A TRE T A RAE RSN T2 EMNE, TULIP-2 iBRICBWCEEIGIE A 2 SRI(4) X
V BICLA I[ZZHE L=,

L E@ TULIP-1 58k K& OY TULIP-2 #RERIZI1T 5, i F il BRIE A K OV ZhMERHI I B 22T
T B HO LGN B OfEZ LT ORITR T,

# R RA DR E 2 B Al e O 70 A SHPERHAI R B DRR

ER 4 5 =k
i 9 =k d
- 2 : 2
I : 00 0 00 0 i 00 0 00 0
LRER
5 52 WD 37.1 27.0 47.1 30.2 38.9 26.5 47.8 31.5
BICLA jZRE R (67/180) | (49/184) | (85/180) | (55/184) | (70/180) | (48/182) | (86/180) | (57/182)
T eREELEDE 10.1 17.0 12.4 16.3
95%CI 0.6, 19.7 7.2,26.8 2.7,22.0 6.3,26.3
pfE® — — — 0.0013
B 5. 52 WD 36.2 40.4 49.0 43.0 46.0 34.0 55.5 37.3
SRI(4) EERLHE (65/180) | (74/184) | (88/180) | (79/184) | (83/180) | (62/182) | (100/180) | (68/182)
TR DS 42 6.0 12.0 18.2
95%Cl -14.2,5.8 42,162 1.9,22.0 8.1,28.3
pfE® 0.4118 — — —
#eh 52 D 41.0 32.1 49.7 33.1 43.4 24.1 51.5 30.2
R0 GC s | (42/103) | (33/102) | (51/103) | (34/102) (38/87) (20/83) (45/87) (25/83)
B 5. 12 @D 419 24.9 43.6 24.9 40.8 225 49.0 25.0
CLASI Rk % (24/58) (14/54) (25/58) (14/54) (20/49) (9/40) (24/49) (10/40)
HARANER
ey 52 ERED B B B -~ 33.3 53 50.0 15.8
BICLA JERE R (8/24) (1/19) (12/24) (3/19)
B 5. 52 @D B B B B 458 26.3 66.7 31.6
SRI(4) JERR (11/24) (5/19) (16/24) (6/19)
e by 52 EIED B B B B 35.7 28.6 429 429
0 GC BB R (5/14) 2/7) (6/14) (3/7)
B 12 EIRED B B B B 20.0 0 60.0 16.7
CLASI R R (1/5) (0/6) (3/5) (1/6)

HTULIP-1 3RBRIZISUNTI, A HIBRIEH 0O T T /i) O

Ex AVTHNT 2L, A% | OBEE AW CTHEEMNT 2 L7-, TULIP-2 &

BRIZBWTE, 77— =2y 7RO A HIRSE O M E AL T LT A ML TR0, TA TR OBUEE VW CH ST 4 FEhiL 7=,

GC:Z vazaFalfr

% (%) « MEVE 2 L EoD J& B[R % FAV /= Cochran Mantel Haenszel 1412 XD HE E A
a) A EKUERMR 5%, HEVEZ(LEEO 8 BI[R¥-% F\ /= Cochran Mantel Haenszel 1
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2) MBI READ AN O FRFERVZOMOEN (EEHEETRUBIRGE ) 20
FEOFEMENT (TULIP-15888 & O'TULIP-23 R 2 F5) K ORI OF & @t (MUSERUER, TULIP-17R5k
S OTULIP-23R B & OF A7) O Biock AR 1L, SIS S RE DD BIE O B e £ 4 7~ 3 SLEAE T
bolz, S2E M O FEMFHFER (TULIP-1305k & ONTULIP-2580R) Tl 729614 7" Z & B ST AA
300 mgBE I AR BB T Uiz, 2O BIRBRIEE 1 RILL B 5727256 (772 REE36561, AH|
300 mgfF360%) Z FEHFE T COMNTRIREME LT, FEGFEMAT Tl AHI300 mghf (360f§J)
DFRIRFEF1X326.0 N - Th o7, BREEWIRONMEIL, 778 R T319.1 0 BEERZE:93.41 0,
FH:21~393H) | AAI300 mght T330.8 H (FEHE(R £:86.24 H | #iPH:3~419H) Th-o7z, AHl 7&24L
MLl EF 5-S 7 BE1332601 (90.6%) | 481 M UL e -S4 72 B 1329961 (83.1%) Th o7, FIK
BEARATCIE, AFKI300 mght (45961) OIRIRFTEEIT419.4 N 4ETh-oTo, AFIE24HM N B HSh
7o B 1E42001 (91.5%) . 481 FILL F4% G-I 72 B3 1338711 (84.3%) Th o7z,

O AO#HEHFHHERVZTOMOYFE
FEEOFERENT TO N DR FRREIL, 77 8RB & OURAI300 mght TRERFEBIL Tz (T
ZPR) , RO A2 (18~695%) T, BEDIZEALE R LME (92.8%) Th-oT-, BEIFZEIC
H A (65.9%) THY, BAXIIT 7V B RT AV NIF13.0%, 727 NIE10.5% TH-7-,

£ AOMEFRRME

TEHEHEN BIR G E T
AE AHl
300 mg # | T5tRE# e 300 mg & | TotRE# #E

ANO#ET RS (N=360) (N=365) (N=725) (N=459) (N=466) (N=925)

SEEME (EERZE) | 42.6 (11.97) | 41.1 (11.85) | 41.8 (11.92) | 41.8 (12.03) | 40.7 (12.09) | 41.3 (12.07)
A (75%) A 42.0 41.0 42.0 41.0 41.0 41.0

e/ M, fe R AE 18, 69 18, 69 18, 69 18, 69 18, 69 18, 69
ER 2 18 FELA b 655 | 344 (95.6) | 358(98.1) | 702(96.8) | 442(96.3) | 457(98.1) | 899 (97.2)
YT IN—T
n (%) 65 Ll E 16 (4.4) 7(1.9) 23 (3.2) 17 (3.7) 9(1.9) 26 (2.8)
PER] n (%) ok 333(92.5) | 340(93.2) | 673(92.8) | 426(92.8) | 432(92.7) | 858(92.8)

Bk 27 (7.5) 25 (6.8) 52(7.2) 33(7.2) 34(7.3) 67 (7.2)
AN n (%) HA 235(65.3) | 243 (66.6) | 478(65.9) | 270(58.8) | 284(60.9) | 554(59.9)

BT

BT A 46 (12.8) 48 (13.2) 94 (13.0) 65 (14.2) 59 (12.7) 124 (13.4)

TIT N 41 (11.4) 35 (9.6) 76 (10.5) 44 (9.6) 48 (10.3) 92 (9.9)

American Indian or

Alaska Native 4(1.1) 2(0.5) 6 (0.8) 8 (1.7) 2(0.4) 10 (1.1)

DAt 26 (7.2) 29 (7.9) 55 (7.6) 64 (13.9) 65 (13.9) 129 (13.9)

] 8(2.2) 8(2.2) 16 (2.2) 8(1.7) 8(1.7) 16 (1.7)
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TEOFEMNT LRIROFE FRAT DN — AT A R ORI R IEZ LU T ORITR LI,

& R—RFAUBD SLE 5B

TEHEHEN BIR Gt E T

N—=RFAVEFD AFI300 mg 3| T5ARE et AH 300 mg 3| TS5tARE 1
SLE REBHHE (N=360) (N=365) (N=725) (N=459) (N=466) (N=925)
SLEDAI-2K 237

10 55 n (%) 106 (29.4) 100 (27.4) 206 (28.4) 145 (31.6) 141 (30.3) 286 (30.9)

10 LA_E n (%) 254 (70.6) 265 (72.6) 519 (71.6) 314 (68.4) 325 (69.7) 639 (69.1)

EEE (R E) 11.4 (3.84) 11.5 (3.70) 11.4 (3.77) 11.2 (3.82) 11.4 (3.84) 11.3 (3.83)

R 10.0 10.0 10.0 10.0 10.0 10.0

e/ M, FRAE 4,32 4,26 4,32 4,32 4,29 4,32
Clinical SLEDAI-2K 37

EEE (R E) 8.9 (2.93) 8.9 (2.73) 8.9 (2.83) 8.9 (2.84) 8.9 (2.76) 8.9 (2.80)

R 8.0 8.0 8.0 8.0 8.0 8.0

e/ M, S RAE 4,20 4,18 4,20 4,20 4,20 4,20
BILAG-2004 global X7

EIE (BRHERZE) 19.2 (5.58) 18.9 (5.23) 19.1 (5.41) 19.3 (5.61) 19.1 (5.34) 19.2 (5.47)

L 17.0 18.0 18.0 17.0 18.0 18.0

e/ IME, e R AE 2,40 4,33 2,40 2,40 2,36 2,40
PGA X7

T (FEHERZE) | 1.77 (0.415) 1.80 (0.390) 1.79 (0.403) 1.79 (0.410) 1.80 (0.400) 1.79 (0.405)

F 1.70 1.80 1.80 1.80 1.80 1.80

e/ M, T KA 0.8,2.8 0.6,2.8 0.6,2.8 0.8,2.8 0.6,2.8 0.6,2.8
=®AIZ SLE EZlich THhRSUF T4 XETOHIME (B)

SEME GEHEMRZE) | 123.2(103.42) | 105.7 (94.75) | 114.4(99.47) | 117.3(98.85) | 102.5(93.17) | 109.9 (96.27)

F 91.0 79.0 85.0 85.0 75.3 82.0

S UN (N : 0, 555 4,503 0, 555 0, 555 4,503 0, 555
A9V —=2 B0 IFNGS TRk

1 n (%) 298 (82.8) 301 (82.5) 599 (82.6) 373 (81.3) 376 (80.7) 749 (81.0)

EAE n (%) 62 (17.2) 64 (17.5) 126 (17.4) 86 (18.7) 90 (19.3) 176 (19.0)
$i dsDNA LR)L

BPE n (%) 167 (46.4) 155 (42.5) 322 (44.4) 191 (41.6) 181 (38.8) 372 (40.2)

bt n (%) 193 (53.6) 210 (57.5) 403 (55.6) 268 (58.4) 285 (61.2) 553 (59.8)

TR 331 326 657 376 379 755

SEEIE (R | 67.8(195.59) | 103.3(392.31) | 85.4(309.53) | 82.8(201.44) | 115.9(373.61) | 99.4 (300.72)

A 15.1 13.5 14.2 24.3 19.6 21.0

&/ ME, FeRAE 1,1897 1,3790 1, 3790 1, 1897 1, 3790 1, 3790
#Hik C3

EHE n (%) 230 (63.9) 228 (62.5) 458 (63.2) 301 (65.6) 287 (61.6) 588 (63.6)

FLHE n (%) 130 (36.1) 137 (37.5) 267 (36.8) 158 (34.4) 179 (38.4) 337 (36.4)

A 360 365 725 459 466 925

SEEIE (EEHERZE) | 1.012(0.3084) | 1.011 (0.3143) | 1.011 (0.3111) | 1.013 (0.3063) | 1.009 (0.3155) | 1.011 (0.3108)

L 1.010 0.994 1.000 1.020 0.993 1.000

e/ M, B RAE 0.18, 1.88 0.36, 2.00 0.18, 2.00 0.18, 1.91 0.29, 2.00 0.18, 2.00
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& N—RFAUEED SLE & B R

FEHEHEN BIRGHE T
N—=RFAVEHFD AHI300 mg 3| TS5tRE s AFHI 300 mg | TS5tRE s
SLE REBHH (N=360) (N=365) (N=725) (N=459) (N=466) (N=925)
ik c4
EH# 1 n (%) 276 (76.7) 280 (76.7) 556 (76.7) 354 (77.1) 357 (76.6) 711 (76.9)
HHE n (%) 84 (23.3) 85(23.3) 169 (23.3) 105 (22.9) 109 (23.4) 214 (23.1)
TR 360 365 725 453 464 917
SEME GEHEMRZE) | 0.171 (0.0889) | 0.169 (0.0822) | 0.170 (0.0855) | 0.178 (0.0933) | 0.174 (0.0861) | 0.176 (0.0897)
R 0.155 0.161 0.157 0.162 0.164 0.163
B/ M, FeoRAE 0.05, 0.58 0.05, 0.43 0.05, 0.58 0.05, 0.58 0.05, 0.46 0.05,0.58

FEIFERHT TOR—RATA RO 72 SLED B BTG EME I, £ 53t TR AL
Too N—ATAWEOSLEDAI2K AT OF-HEIL11.45T, 71.6%DEE N, JVEIEDOHEEEZAHL
TU /o (SLEDAI2KAZ 7 30 LA ) o N—=ZAT AL RFDPGAAZT DL IE1.79 5, BILAG-
2004 A7 OYELEIT19.1 K Th 7o, REBTFEIMEDN T (BILAGO T Y —A) Ollifi#s 25312
RO EE OFIE1348.7%, EETEEIEN R (BILAGD 172V —B) DOli#-RA32-2oLL
RO EE OFEIRIT45.7% Th o7,

AFRHT Tl BE D KLH (82.6%) NIRHIFNGSHE A 7 @I ES -, R—ATA B OH
dsDNAFUA K QPR GME TH -T2 BE OEIEI1X. ZNEN44.4% K Y 90.1% CThHh -7, F7-.
FARC3 S O IRC AR D BLE B (IE F &6 T BRA) 25, T Z4136.8% K% U23.3%D BE 12588
BT,

3) MUSEERE&. TULIP-15AB8 R ' TULIP-25RER D B & R & MEFEAT (BI R B & f24T) 2921
MUSE# B, TULIP-1785% & O'\TULIP- 23k 2 (F & L= 7 — 2% HCL 4 Z L2 EFR RN & S-S
7= AR A300 mghf D72 Ak & B MEAFAG L 7=, T 54 772 L OR300 mglZ [RE 35720,
AF11000 mght & V150 mght DT —XIFRINUT=, OFA L2353 BRO R 2VEDORE RA L IR LTz,

A%l 300 mg B (N=459) T8 (N=466)
HBEHIZ | BRI EAIR HBFI% | BRELHAR EAIR YROE ©

FEFRONE (%) (F) (MO0 N-%F) (%) (%) (100 A-5F)|  (95%CI)
AEFL 399 (86.9) 137.5 290.1 370 (79.4) 164.3 2252 NC ¢
WEICESTHEFS | 2(04) 419.4 0.5 0 403.0 0 0.5 (-0.5,1.7)
HERAFEES 1.2
GEE A ) 54 (11.8) 397.9 13.6 78 (16.7) 376.0 20.7 (125 -1.9)
g%ﬁ‘gﬁg ;j . 19 (4.1) 418.1 45 24 (5.2) 401.3 6.0 -1.4 (-4.7,1.7)
TRBRH Y R SR
BRI OMEMESHY & | 154 (33.6) 319.5 48.2 119 (25.5) 330.3 36.0 NC
PRS- B EER
HERDOREH

R 168 (36.6) 176.1 95.4 179 (38.4) 195.1 91.8 NC

s 189 (41.2) 289.5 65.3 154 (33.0) 309.7 49.7 NC

I 42(9.2) 401.7 10.5 37(7.9) 388.9 9.5 NC
HHITNEFEFER 61 (13.3) 392.6 15.5 47 (10.1) 385.5 12.2 3.3(-1.5,8.2)

-50-



A%l 300 mg B (N=459) T8 (N=466)
B | BREAMN EAIR HW|MGIs | EEEME EAIR YRHE o
FESERORE (%) (F) (MO0 N-%F) (%) (%)  |(100 A-%F)  (95%ClI)
%gi@;iﬁ%@ 22 (4.8) 4112 5.4 26 (5.6) 393.2 6.6 -1.3 (-4.7,2.1)
A o S 1(0.2) 419.3 0.2 1(0.2) 402.6 0.2 0.0 (-1.2, 1.1)
T I4T7F%— 0 419.4 0 0 403.0 0 0
FEPERES 3(0.7) 417.6 0.7 3(0.6) 402.9 0.7 -0.0 (-1.5,1.4)
HRIEE 28 (6.1) 406.9 6.9 6(1.3) 399.5 1.5 5.4(2.8,8.4)
gﬁ( Chl i) o 4(0.9) 418.3 1.0 1(0.2) 403.0 0.2 0.7 (-0.5,2.2)
Rz P 0 419.4 0 0 403.0 0 0
A TN 12 (2.6) 414.0 2.9 9 (1.9) 398.6 2.3 0.6 (-1.7, 3.0)
L% 0 419.4 0 2(0.4) 403.0 0.5 -0.5(-1.8,0.4)
(JF SLE 1) * . ) . ) 5(-1.8,0.
TEL N E AR b 1(0.2) 418.5 0.2 3(0.6) 401.1 0.7 -0.5(-2.0,0.7)

ABEHTICE 72 MUSE 352 Tl SLE M & 61 H ¢ _REFEFRIZED,

a
b
c

d

FEAGE T RS ) K O A A R A B ) 2 5 Lo,

FAGE R &5 T,

YRZ D71, 100 A -F-H7-0DD EAIR D7 (AFH 300 mg FE—77BARE) .
NC: Not calculated

B HHIT OA ERFLIT IRBREOYEE G A0D, kb5 X0 28 B B, BB& T H UIE T HOWT BV E ETORIC
BRI HEFRGLERLL,
MedDRA version 22.1.

HERTREAHEFRIILUTOLEBY TH-T2,

F G-I BLTRYYE GBI RS NEMER LOFAERIE I ENLAFEFSR) D%
BUEIE1E, 77 'AHESS.4% (258/46645]) . AAI300 mght69.7% (320/45941]) Tlr-7=, ZOHBLE]
BOETIMR (W G-HETRIFRE) ZBRS, PER R R O EE & OV FE DYUIE & OVEHIRIEZ 0
BRI A OZEITERL Tz, B R RUEGE LIAN O B 72 R YYE O BLEI &1L, 77 B EES.6%
(26/46601)) . AFI300 mghtd.8% (22/45941) Td-7=, 361D H Fn FIEGL A S S 7=, AHI300 mg
HABNI~ AT TVT AT LT Ty 7 AEGTHY | B G5-H IIZE ST, 77 BRE26IX
HREEE S L GE e OV T hay B AVERIE S ThoTz, A 7NV P ORBEIA L, 778 REE
1.9% (9/466f1]) . A#300 mghf2.6% (12/459f1) TH-7=, IEEMWEREZ NI & SR Eb IR S S
IRt fERE BMRAER 22 G Ee) O EFRGUL, 7T BARE0.2% (1/46661]) K OAFI300 mght
0.9% (4/45941) (2R BT,
HEB RS S R SN2 BRI B W S T R O B U ST IS ML A4 5,
RS TR B RS AT BERRET L. MBS ROFT R O AT RO/~ A28 T U 7 R e b 7
FE L., IENyIFBER BRI L2 R SRS SR R EAR (VL 2V ) 282 B G BUSIRA C ., I e B i
LA RO S THE THHHLDL LI,
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HRIE DFEBLEI G L, 7T BARREL L L TAAI300 mglE Tanro7z [ZAVEIL1.3% (6/466)
T 1%6.1% (28/459%1)) . EAIRUAZ 7 (95%CI) :5.4 (2.8~8.4) | . 77 AR EE M OVAAI300 mght 4k
T, WIS S B T232/3445 238 FE X ETHY, 23413 EE Th o7,

AF1300 mgHED2FN BHIE /R RSB IR BLL . 1T B H O HIRIEIZ OPCRAR A D351
THOT-REWPEFBER I IR OB G2t kL, R JEIERIZ RSN o7, ZOREIL, i
TANVA K OE I BEGCIEHEIZ L > TR IBIEZRL TRl blIfE Lz, BE IR 2RI B 530, &
EINHIERE OO TR 2527 TRY ., IR Y AT L0IRBRIRE OB M2 L&l S vz, o
BN DWW TIE, #RIEZ 2R DEE IR IC K> CRIE L, IR O 5. L IZIZE S -T2,
ORI 2 FBLL 7 77 B AR HE4/615] X OVAAI300 mghE D RBINHT ANV AR E ST, TXTD
BENEE LTz, AR 2 R BLUT232/340 3 ik B A ko L 7o, BAWHPEB B R 102 bRE, &5
I E ST EERERIUTFNTEE Tl o, M ERER (7 /v~h—2) 1275
T =K AT CEZBFE (TULIP-1785R & O'TULIP-278BR) (2B T, 43328, LT ~h—
ARG LW (7B REEE], AA1300 mghE3 ) .

BBUEIT, 772 REE0.6% (3/46661) M OAHI300 mght2.6% (12/459%1) (23 B LT-, @WBUE L =
(IR ST AR THD, #5544 12 LLNIZREBLL 7o, AH1300 mghf 15113 5 8 72 UE
DIBLL IR 22T T2 % BB O G2k LTz, 7774 7% 2 —I13, AHI300 mght Tl
DO T2, NI SISIE T T 2R EET 1% (33/46645]) K ONAHI300 mght9.4% (43/4594)
IR Tz, BB A EEGUIOT LR U EE THY | IZEA LD 5Bl th #2438 [ LA
WIZFBLLTZ,

B NE R S e A G Te IEVEREE . 7T ARNEE0.6% (3/46611)) K OVAHI300 mght1.3% (6/4594)
BT, FEELANE B e 2 bR\ C L BB X 7 B ANEE3 B (W T I ARIEE 1G], = 3
B B 10 e ONF- S 151)) R OSASAEI300 mgRE3 6] (G LA i 2451 Ko ONBAmBMEY o
1], 143 1 EAK ORI G- CAFAE) TGS,

TULIP-1785% & O'TULIP-25RBR I C 38T FE T I A~ MNEIAHFI300 mght 141 (Bt e B kiE
BERE) CHUE Sz, MUSERER CIE, 77 2ARE3 1 (M2 MR Ad 25 2451 B OV FEZE 1451 Tt S
niz,

FESLEMEIMAE RITIAKIZ00 mghE TIXFH L7,
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4) TULIP-1

AEBRRUTULIP-2GER D B S AR AT (EEHFSARAT)

TEOEIRNT T — 205, 4 Z LI RIFIRN I G- SIZAAI300 mgE DA 2R L 72 (FREDp
fE 1342 Tnominal p) .

D 2HREREYTY I —TERATOHOBICLAZER 22 -23)

¥ 5. 52 H#FO BICLA ERLSRIZ. TULIP-2
AEEE LB L TAAI 300 mg #ECHEHEMICH BREZEZBOT, &

5% . TULIP-1

R L CEZIFEATICBWT, 79t

JL— TR COR 5 52 WD BICLA ZERERORE R4 UL FIoR1,

R N O PFE Rt 977

FZ70<7300mg FStit Difference Nominal
n/N (£r{3E) n/N GERE) [95% Cl] p-value
0450 (TULIP-2) 52:8BFDBICLA 86/180(47.8%) 57/182(31.5%) A 16.3(6.3%, 26.3%) 0.001
055 (TULIP-1) 52:8BFDBICLA 85/180(47.1%) 55/184(30.2%) f—— 17.0(7.2%, 26.8%) <0.001
IEHSFITOS2ZEROBICLA 171/360(47.5%) 112/366(30.8%) —— 16.6(9.7%, 23.6%) <0.001
| AJU——UIBOSIEDALZKAIF<I0  59/109(42%)  39106G72%) | ——  170G9%.300%
ATU—=FBEMSLEDAIZKZIF=10 112/251(44.7%) 73/260(28.2%) —— 16.5(8.3%, 24.8%)
A—A51 BDGCHE<10mg/B 82/170(48.3%) 54/181(30.0%) —— 18.3(8.2%, 28.4%)
N—A541 BOGCHAE=10mg/B 89/190(46.7%) 58/185(31.6%) —— 15.1(5.4%. 24.8%)
AV—Z I RBOIRIFNEG TV 2Fr—Eil 142/298(47.6%) 88/302(29.4%) f—— 18.2(10.5%, 25.8%) <0.001
2FU—ZdHOIRIFNEG TS 2 Fr—Eili 29/62(46.8%) 24/64(37.5%) = 9.3(-8.0%, 26.5%) 0.291
15571 S 12/27(44.6%) 10/25(39.7%) T 5.0(-21.8%, 31.7%)
R Lt 159/3331(47.7%) 102/341(30.0%) F—— 17.7(10.4%, 24.9%)
Fin 1850 FebaEAE 162/344(47.0%) 110/359(30.9%) —— 16.1(8.9%. 23.2%)
i 65mLlE 9/16(59.5%) 2/7(27.4%) | 32.0(-12.2%, 76.3%)
INERE 10/26(38.6%) 4/24(16.7%) H— 21.9(:3.7%, 47.6%)
BRARE 161/334(48.2%) 108/342(31.8%) —— 16.5(9.2%, 23.8%)
BMI=28kg/m? 100/205{48.8%) 69/223(31.2%) —— 17.6(8.5%, 26.7%)
BMI>28kg/m? 71/155(45.9%) 43/143(30.7%) F—— 15.2(4.3%, 26.0%)
AEE BA 110/235(47.1%) 79/244(32.3%) —— 14.8(6.2%, 23.5%)
AE BAREFIVARFAUAM 22/46(48.4%) 16/48(32.9%) H— 15.5(-4.4%, 35.5%)
MNE FIFA 20/41(49.2%) 7/35(20.0%) S | 29.2(7.8%, 50.5%)
AE Zoft 14/30(45.9%) 7/31(22.8%) A 23.1(-0.9%. 47.1%)
N—A 54 2 TdsDNAT &/ BECI/BECAn  112/222(50.5%) 58/209(27.4%) T 23.1(14.1%. 32.1%)
Pl LB DREMNERS
N—ATA 2 TdsDNATEFEECI/HEFECANT  59/138(42.4%) 54/157(33.9%) H—— 8.5(-2.7%. 19.7%)
SERMENIAER
favors placebo favors anifrolumab
—2‘0 0 EIO dl{) 6|O SIO

Difference (%)

X 2L, £V T 7N — TR CoRE 52 BFFD BICLA ZERER
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@ GCH=E»
FEHBMNTT — 2 DHIBHR—RAT A TGCE10 mg/ H LL_ B L CQUZ B 2R S @t 217 -
7oo GCEFH &%7.5 mg/ H LA T~ E CETBEEI G177 vAREE32% (59/18541) 123 L TAA
300 mghHETIE51% (96/190%1) THY (p<0.001) . GCft &S mg/H LA F ~BE TE/-BEEIA I
TR REE19% (35/18561) (2% L CTAHI300 mgﬁif‘ 1432% (61/190f3]) Tod 7= (p=0.003)
FIo[FBE LMK LT, 5S2IFFOGCH EORE R CEAMELTEHERRZE) 137 T 1R RE-27.744.7%
ELEEE L CARAI300 mghfCTlE-42.544.5% ChH 7= (p=0.021) .
523 FFIZGC2325% LA Lk & CE 78 51377 B AR BE32% 2 % L TARAI300 mg#f TIL51%
(p<0.001) . GC2350% LA bJi & T 7B B3 7 7 R EE23% 12 % L TAAI300 mghf Tii38%
(p=0.001) . GCN75% LA LRl & C& =B B 137 7 R EE12% 12 % L CTAHEI300 mg#E T1E20%
(p=0.057) . GC2390%LL Ik & CET-EIG1L7 7 B AREEA%IZ 56 L TAAI300 mght Tid9% (p=0.086)
Thol-, RBHIE P OGCH EDHEA BT 77 v R #£4196.7 mglZ % L TAHI300 mghf Tl
3876.3 mg (p=0.066) TdH -7,
AFEHT DL 2VERHIE LT, EERA FEHRITT T BARRETIZ26% (48/185%1) . A#1300 mght Tl
21% (40/190%1) IZFBIL Tz, FTAERAFR DA EFEFRILT T BREETIT14% (25/18561) . AHl
300 mghETIL10% (19/19041) (23 H LT,

@ LLDASEEf725 ~27)
F A ENT T — Z LV LLDAS O i a3 L 3 Bl I 2 D W TRENT 21T o 7o, AAI300 mg#iE D
LLDASEERKZRIL16H I IC 7 TR BEE i L TRzl (p<0.01) | Z AV LARE A &R TAM R a5 5 2 388 s &
T—EBLTERPREDOON (K FFSp<0.01) , 528K OLLDASE % 31X 77 B AR #E72/366/1)
(19.6%) &LL#Z L CAAI300 mght108/360%1 (30.0%) TEfl Thoiz (A AH: 1.8, 95%CI: 1.3~
2.5, p=0.0011) , BIEZHIRID50% LA EOHIMILLDASA B 7= B OEI ST, RFUELL (v Rt
2.6, 95%CI: 1.6~4.3, p=0.0001) @f*%%:ruto
F7R—7 — %% U CDORISIE A2 FE D EMERCR DT 21T o T2 L2 A, 321 RE LA A IRp AR
T, T T BRREE LT, AHFI300 mght TEETHY (KW Aip<0.01 X 1Ep<0.001) | 523 FFoD T iR
AT T 7' AREE24/366451 (6.6%) &Hit L TAAIZ00 mghEs5/360%41 (15.3%) TEAE TH-o7
(o RH:2.6, 95%CI:1.6~4.3, p=0.0002) ,
AARNER T, SRlHF RO A ZR L CIORER] O Llsda 13T D780 o7, #5-52 KF 0D
LLDASERERIL, 7T 1ARRE15.8% (3/1941) . AHI300 mght37.5% (9/24%1) Th o7z, Fi-aklil
MNIZLLDASZ /72K EH 1 EERK LT- B OEIA X, 772 REE15.8% (3/1961) . A#1300 mghf
54.2% (13/24f) T&HY, LLDASER MBI R D50%LL ETh o7 BFEOEIGIX, 7' I¢
REE0.0% (0/19451]) . AH300 mght20.8% (5/24451) TH 7=,
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@ TJLT7HRRED
7T REE (366 i) LLLEZL T, AA 300 mg B (360 1) Tl MO 7L T HBEOMK FIZBEL
TEY (B :0.75, 95%C1:0.60~0.95) | IO 7 LT ETOHMDIUER LR H A FRO B
(NP —REH:0.70, 95%C1:0.55~0.89) , 7L 7 DOFEBLAN 1 [ LB O BERIG X, SIREH
T T RARBEL B L TAA 300 mg BETIRS (FER 22 :-9.3%., 95%CI:-16.3~-2.3, nominal
p=0.009) | figias 2B TIXLL F OB ThoT-,

A%l 300 mg & TS5t
(N=360) (N=366)
2FEH 33.6% 42.9%
RIEER 22.8% 26.8%
mERR 19.4% 25.4%
figi =25 2= Al Bx 5.0% 7.4%
IDNE R RO R 2.5% 2.5%
2 5EK 1.1% 2.5%

NR—2F 4T GC10 mg/ B LA_ESEHGEA GC DIV R LIZBE DI, 7L T HRBDIRN-
T-BEFEOEIEIL, 7T /AREE 17.3% (32/185 #i) 1Z%L T, AF 300 mg £ 40.0% (76/190 fi]) TiH-
7=

® EMENEE>)

TULIP-1 3%k & OF TULIP-2 3R T/ 71 (n=366) XIIAH] 300 mg (n=356) O 5525 1T 7-FBE
PRI, BRI ENREZ ARAT U7, BICLA AR & OF SRI(4) ZACEIX, 7T BREHCH T
AFN DA NDENBREM B O Cove 7 7 N — T RNTEM CHIE SN, B AT w77 Tl
Cave 23 BICLA 2L PRI 2 H B E B LU CTRIESIL, AH] Cave BEWIEE EWEIENT
MENTz, FAHK] 300 mg 2% 5-SNTZBFITBWT, 52 H ECTORE L LB 2 et F5
DFRBLEFMLTZEZ A, Cave XU Cinax (CEDIEWNTFRD Z2h o7, HRIEIZE K OFE H Fn R G E
1F, ARH Cave DEVIEE | FEELREINT DB ANIFRD 22D o7, BT PED RS K OB BUE L,
AR Conax D3EEE | FEBLER DS DN TFRD IR -T2,
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VI. ¥3hZE(CR§JBIEH

1. ZREZHICEAEH S ELEVMRITILEYE
BA=19A4

2. FEEEA

(1) YEFHERAL - 1E 30 ~32)
AFNL, PUIFNARLZAE A9 D NGl /7 a—F L HR Tho,
AFNL, IFNARIOMBINEATAHEL | MR m OIFNARIOR B ~ VAR FEH 5,
IFNARZ I L 72N S 7 AR EZ R EFE L . H AR E K ORI 23 WO CTIFNIS B E O B R 1
(IFNFFERER 1) OFBMFISI, FIRORIE K O 7 a2 HEID,
fF”IFN I XSLED FEEME P (- B B/ 58 2 S 7= 9, PRUIFNGS S8 BB _ER13, BASLEEE DK
57 (#160~80%) IZF8DH B, SLEDFR FEIEE) M K OVEEAE E LAHEIL T D,

BIFNa=E{ED
Hox0-— H71=wh

) ° IRIEN o o (IFNART) ~@
=i i
Q ° 0 ° Q ::/ \ o
Ao o : FCfl~ D320
./o ERBA LN,

IFNARZ | IFNAR1 | CC-COCER
; ADCC-CDCEER
JAKY ) TYK2 ) o TERL
( JBK1 E TYKZ ) o
IFNARTICES
STAT1 STATZ -‘-T’\T" 5T"‘”-
[ ]smﬂ P 5”"“
G I ®
- sTaT T e IFNAR 1 D#EEPIRSS B AN,
HiEsRE O IFNART D
FBLAILHHET
ISRE,-"!J‘EI'.-LP'!'-»’-.}'SL JUPO30L Ghs ISRE W00t Pee: I“'

IFNARZETT LIEIFNZ &3 )L
RIEEAEL. IFNGEED
WEF O FEREMF

(2) EhEEAF T HABRRAE
1) In vitro: 7 =20)LI T D1ER
D IFNARTAD#EE3)
ER L O =7 A YL O R M I Z I LT DIFNARLI~D T =7 )b~ 7 OFE S E R LT-E D
AVIFNARNZx 57 =7 v/~ 7 OKpldb b K OV =27 A %)L TE 11 410.29+0.29 nM & Y
0.65+£0.74 nM T o7~
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@ IFNARZE IR =% DIFN-02aD#ES DEE R UIFNART w%mﬁﬁmzﬁwﬁﬁm +31).34).35)

T =7 T ISPIFNE I LTe v 7 T v in g B E T 21 EEF 2 15 572912, Daudi Bl
FIZRBLUIZIFNARIZ X T DIFN-02aDFE A IZ T =7 b~ 7 B IE T3 BRI DN T *ﬁ?ﬁ%ﬁoko

BTN EAT o7 =7 b~ 7, 9D4 (7 =7 b~ 7 OB ARIFCEI & A+ D EPUAR) SUTFEAE 5

IFN-02aD{F(E FC, e B IERIFN-02a ("*I-IFN-02a, H&A&HRE2 nM) EDaudiffifuz 1% =

R—hKL7o, ZORER 7 =7 <7 IIIFNARZ H BLL T D Daudiffifa~0D PR FRIFN-02a D fE &

A IR EL . ECsoffil%0.14 nM T o7z,

7 =7 L= T A FEEOIFNAR ORI TIZ OV T, THP-1H I K OV ER | Z TR L 7=, e

BB L 7 0 — Y A RAN) —IZ R DALY 7 =7 1/L <7 [ X THP- LM fE J OV M B ER o Hiik-

IFNARIE G RDO RH RN AT 2758 T 52 LS b Lo Tz,

@ UHURFEMDIFNAR21Z& DV T FILEEDRRED 31

UH L RFEMEDIFNARI2IZE D 7 F MRz 7 =7 <7 N ET 090 E LT 5T
. T =707 OPRIFNGE S MESTATI Tyr701 (STATIDT0IMLOTF i w5 5E) Vo BibiZ k4%
FHEEREIC DWW TR LT, 7 =7 b~ UK FRFUR DR T8 LUIFEAFE T CL B NHERZ- AL
ZIFN-02 X/ XCpG-ARITM L 72pDCEE# FIE HITAAE T DPRIFNIC RV R L7, A2 Fa—a1%,
MR AR 2 R ELL C L RASTATIZ L X8 Tyr701V  FRUSTATIZ L G R OB-T 7 F 2 o)
DB AL T Oy T 4 T PETHRIH LT, $i#i2 IFN-a2 % OpDC_ i 133 (ZSTAT1 Tyr701V L%
FHELI-N, T=7 <71, 1000 UL TOIFN-02 X 1XpDCE;# i Tﬁﬂ{%(btﬁﬁiﬂ’?&_iob\f\ a
DSTATIV b5 2 HE L,

@ 1RIFNGEEMOIFNIGEEES] (ISRE) SEEDEE -3

VA RFENMEDSTATL 2V BRLD F it &k ONPRIFN# &5 D 7 0 —F —fHi I & £ DISRE
LRE AT DR BIE AL E S IR DIE U DWW TR ET L7z, PRIFNGE &M DISREIEEIZ KIE T 7 =71

N T DEEEFANT 5720, T =7V ~T ZISRE-/L Y7 27— B LR—F—filgttblofF=

N—hL, Mk % & AR ROIBIFN TR L7z, TORER., 7= <713, Mgtz 2

14FEDFLHEZ ERFIFN (100 TU) (27535 SVADISREDTEMALZ 38 I ICBHEL | 1Csofi1£0.004~0.3 nM

DOHIPH Th ol £lo, T =7 Wb~ 7 13 MZ & R A R UL CpG-AlZ IV HIIE L 7-pDCHI >k D

HIFN & O'SLEFEFE O M5 FUCAFAE T DIRIFNIZ L AISRETE A LA FHE L7,

® 7I=RMEHDREO

T =TT INT A=ANENER TONENER LN T A7, ISRE- VY 7 =T — B8 A
HEK293H ik z FIVNCISREDTEMEIZ K 5 [E Eb T =7 <7 (58 7L —hMREICEE L
T=7uan~<7) OEREZFHELT-, BEtExtBREL TR 9572012, ISRELY 7 =T —B & ALT-
HEK293HMi i 2 B [ A BR L 72 B I ERIFN CHITR L 7=, [EEL 7 =7 <7 1%, 679 nMIZIs
TH4I31575 CPSDNY T =7 —BIEMEEFHE L=, ZOMEILEMER BHTARS-47 Tl SN DIENE
(431£9 CPS) L[RIFREETHY , B IMERIFN CFFEINT N T =T — BIEMEO K/ MRV~ L Th D
18334251 CPS (1.7 IU/mL® H MEKIFNIZFH YY) Z FEl> T\ e, LR > T, 7=7a/b <7 X
IFNARIFE R A2 7T T = ARNDORHEZ RS 72N EB 2 DT,
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® IZIFNEHEDEE
ISREJGCENMEL IR —2 — 0T v A% VT, 727 b~ T B =7 AWV J O~ AVRIFNTE 44
FHE T2 i L7z, ISRE-/VS T 27— B & B s -8 AL LV COSTHIRaEZ W6, 7=
/L= 713100 ITUDKHHE X 51 =2 A LIFN-08, IFN-016, IFN-021, IFN-B & ONFN-o0% 58 /1 1ZFHEL
ZFDICsfE1%0.05~0.43 nMTdh o7, — 5. ISRE-/L 7 25— P& a8 ALT-~7 AMLEM R
TIE, Mz~ APHIFN-0% 7 =7 L= 7 I HEL 2D -7,

@ IZIFNFE BT REDEEF 31 -%)

VHIFNFSEMEIFNAR 28 A KT D T Tl I LS NTZSTATA~T 1 Z Bk IR NICATL
HHE T~ 0% — & — N OISREICH &35 STAT/IRFORE GAE & AR AE S, K O TFNFS S5 7
MIEBT D, ZNHDIHO2EAR 1 DR T FEBL 35— AZHSPBUFNG HIEAR 1 FE B0 il RE
NTWVD, 7 =7 b~ 7 BURINTRE S T ORI RIET R BEFHIT 5720, TLRT S =20
CpG-ACPBMCZ L L C2135 T- DR B AT, CpG-AZ AL CUHIENASFE A S5 L [FENAR
MDY T F AR TR S, TR/ R — O IR CIIIIFNG BB 5 3 B A320~100
FECHINLT, 7 =7 0/b~7 1%, TLRT F=ARDAF(E F CURIFNO2 1A T 0% Rk s 5 ©
86%FHELTZ,

IZYIFN B 21808 /)L— T DN FIZ /L 1=pDCHEAE D |30 - 31
TG EpDCOIFNAR Y 7 F VAR EE 1L TRIFNFE B IC LB R T3 B E ERSEL2800, fERL
L CUIFND H CHEE N AU 5, 20 H e — 12557 =7 L~ 7 O T~ 57~
(2. CpG-A TN pEAE RIS+ A R — ATLRY A VR THHDNA-ICOIE(E F T, pDCIZLD
RITFNGE A 2 R L7z, SEH1% 5y 7O 57 M O'CpG-ARIIpDCIZ X DD RIEVE A N AV FEA %
T =77 T IS O W TH IR, T =7 L~ T TIRIFEN D > 7 AR 2 % T
T5&. CpG-A X IEDNA-ICHIEL T CTOpDCIZLAIHIFND PEAE 23 HI80% I -, T=7 L~
WX FE, RS0 EFAE NS CpG-ARIlIE T COpDCIZ LA RIEMEY A A TNFa, IL-6 & OVL-
8D PEAEL 4 I L 72,
AL RIET T =7 ~T OIEHZRRTT 5720 E53#8 L7cpDCEBAMEZ CpG-A K O}
CD40Y 77 > R TR L 7=, 2N S0 EBR ST TIFND EAE K OBA AL O E I ~D 73 b A Mg
ENiz, FERSM T T =7l ~7 2 RMLIZEZ A A~ 3L AR E R AF RS S
77
ZNBHDORERLY, 7 =7~ T BPRIFNEAEO B O3 N K HEIEA PR L | IHITH & ORIEEY
ANTA L DFEAEZINHIL , BRIFYEDRIE K ORI % 595 AT Rtk 0 b5 T B M 731k il
LA ZEDRENTZ,
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@ IZIFNGEEMHEBRDME ., WNITRIEM Y A RHA RUT TS QFEEINFO

54t~ —J—CD38 KX ’CD123» k4| A TNZIL-6, MCP-1 (CCL2) . MCP-2 (CCLS8) &% TMP-10
(CXCL10) DFEAZFIRDZLIZEY, 7 =7 /b ~7 OVRIENG SO HERTE LI 52 1R &2 5T
L7z, 7 =7~ T7 OFFE T R OFEFEE FIZBW T, R L 7-CDI14" BLER %100 TU/mL o A 1fi. BR
IFN (B HATA N AEG S 7-PBMCH R OTPRIFNA & ¢90) CTHIFLL . CD38 &% UNCD123D 3 Bl %
7a—HARAN —(ZIVHEE LTz, AIMERIFNILZ, CD38 & ('CD123~— 7 —DH Bl a2 1.90%
J U650 LT, 7=71/L~71XCD38 & UCD123D L 5% HEIKFHICLE L, T=7)L
~ 71X, arhe— A HURIZ R TCD38D | 5H-%295%FH. 5 LICsfE130.05 nM, CD1230 _F5H-%73%H.
ZZLICsofE1%0.06 nMTH o7,

PAIA L RO FAALFFEIKET DT =7 ~T OEREZRHE T 572012, BiEkET =7 mL~
7 X Iarhr— L Hiik (R347) DAL T R OFEAEAE FIZIVT100 TU/mL O H M EKIFNTHRIFIL | 55
# 3G DIL-6, MCP-1, MCP-2 X TRIP-100D L~ LA ELISAVEIC LW EEA L 7=, HLER D [ i ERIFNH]
Wz IL-6, IP-10, MCP-1 &% U'MCP-2E AT RI3~ 195 ML T2 23, 20 s MO T =7 1L~ 7%
INODYANIAY O IIA L D8 A FE2ITIEI LT,

FeyRIZH 9 28E & M INH R U FcRnIZxt 3 55 & 1430 31

IFNAR172 & OHa R 5 BARICHE A LT PURI, FoyREA T 5 AL Cor =/ X —HEED
TEMALZARLE T 2 FIREIEN DD, ZOYARI Z BT 57280, 7 =7 /b~ 7 OFcHEIITIT3n T D4 5
(L234F, L235E, P331S) 2V AZIL T 5, BlAcoreZ W= fENTIZED, FeyR~DFERREEZ T =71
=T (FefEIR D3 DDA BAaGie) k OB AERIFCiEIk A A 5 OHEPUA (9D4) Tl L=, 7=7
L~ 7 OFcHEIRIE NSN3 DL BM, B ARFCiEE A T HHHIAID4L L L T, FeyRI,
FcyRlla, FeyRIIb & ONFeyRIlla-158F ~D ik & % 64%75>590% D [ Tl XH-72, #1462 % FeyRI & UYH
LR FeyRITAIZK T 57 =7 /b~ 7 OfE G 3T/ N~V Db D ER>TERY | ZO3D>DEFRDEAN
\ZE S TFReYRAE A OIHNZE I LT D EE 2 BT,

FeRnlZxt 327 =7 L~ 7 K OBIHARIDADFE A BEIZ DOV Th | BlAcoreZ FHVWTEEA L 72, FcRn
DIDMIHKTTHKplF2.37 M THY | 7 =7 /b= 7% L TIE2.63 upM T o7, ZO Fffiifs & E 5D
BERME, 7= ~T7 O3 DD BAFeRn fE G I EE 52 QORI EA/RL TN,

O AN T IO —HEEFEFES -3

T =77 OFURB YT = 7 X — R A TR T D RE 1 AR 5729 . ADCC K TCDCT
TAEAT T, WEFEHERE D DALV LB, 5 L<IXDaudi BHifutk% . £ Z1LADCC K Y
CDCT v A LTz, ADCCR CDCIEVED N AT 2V YF o~ 7 Z Gt EL TR LT,
PBMC% =7 =7 % —Hfifd & U T L= 9 = BME O ADCCHEE EBR B W T, VY F v ~7
FERFCHEE LD, — 7 =7~ 7 13 vl 6B/ ADCCIE & 7R &7~ 72, IFNARZ
FE B9 ZHEK293FAIIE-ONKAERE (KC1333) 27 =7 & —fllat L CHWZRBEOER TIL, 7=
7~ T IIASADCCIEMZ RS o7, o, VYR~ 7 13 &K 7 IZDaudi BAIfLDOCDCH
BTN, T =7~ I AT BEZRCDCIE M2 /RS 72 o T,
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2) In vivo: HilFNARY O4 — M A M 3 H 2 #YE ST - 38)
T =77 I~ AIFNARNZHE A Lo 72720 . U AH B EE BT T VIZEB W THIFND
BEEMAEIET AL, ad =R THLPL~ T AIFNRILASAIZEH L7, v — 7T AB KD
IEFEAEE T /L CTHHNZB/W FI~7 AIZ5A3% #5- LU CIRIFNARI 23l L 72 £ 24 PRIFNG 58
B IEBLOFHENINHIS I, BEEORIE L CEELENME T Lz, F2, BRIEO~YVAET L TH
BHRNE P et g ERE R R E (GVH-SSe) 7 /L TlL, SA3DE 52 L > TIFNY 7 UsE R L E S
AU, FAUCKDZIEORAE, M IS K O JE DR L Il S 47,

3) IR IFNBEEIZ &L BIFNPS D ]39) - 40)
MUSERER D i > 7 v & DT LRI O 7R Tl X —AF A1 TSLEDAI-2K723 10,5 2L EDOSLE
BFIZHBN T, RANCEVA BIEBUR T 2D 11{E D273 27'E (BAFF, BLC, IP-10%%) 23R E X
NCTEY, SLEDAI-2KEIFNGS. CLASIED BIHE A REN TS,
PLdsDNAHUARRGMESLEBE DO MK TN DB2RED T 7~ —_X—AD X R E A RIEL, TR
IFN# &4 7378 (IFNPS) &L T4 oD X 73 7'E (EPHB2, 1P-10, LAG-3 % O'BLC) Az 7 #E L
720 IFNPS }2 ONIFNGSESLEDANZIEDFHBIZ R L [ 4VZ 11r=0.45 (p<0.001) }2 Ur=0.19 (p=0.029) ] .
IFNPS/ASLEDE &R DA F7e /A A~ —T1— L TERAL D AT REME D RIS LT,
SLEHE 21T DIFNPS & RIFNGS D FE B DU T, SLEDAI-2K D ZFAh 6 GHE IR DB SER DA HET
BT, IFNPS 2 ONIENGS DN AU DWW T JZESELR [IFNPS M NFENGS (LA T, [FIIE) ;
AUC:0.77 (p<0.01) X TFAUC:0.69 (p<0.05) ] . MKl MLSE [AUC:0.77 (p<0.001) & T'AUC:0.69
(p<0.01) ] X O$idsDNAFLIAR F 5 [AUC:0.72 (p<0.01) K TRAUC:0.67 (p<0.05) ] & R L7 & THEIR
BEL DB LI L CH B - L7-, IFNPSIZSLE®D i/ MR E B E Th A B2 AL [AUC:
0.73 (p<0.05) ] . SLE® H i ERKEAME B THEMED 747~ L7 [AUC:0.76 (p<0.10) ] .
MUSE#ER TOARAFIZ00 mga % 5-S iz T N Li=&Z A, IFNPSEIFNGSIZIEDAHBIZ 7R L
72 [r=0.70 (p<0.001) ] , IFNPS&SLEDAI-2K DAl % G IR T DA IR MAE . HLdsDNAFLA 57 K&
O A MERED LD E N ZE A BB R AL (WTHbp<0.001) , IFNPSE R EERED
B ERFBIZALN-T-28, CLASHEBN AT LIZIEDFBIZ = LT [1=0.21 (p<0.001) ], F7-.
AAI300 mghElZ IV TIFNPSIZEE 51 H B LEEELCT169 H H X U365 H BICHEIZIA Lz (W
Hp<0.001) 23, 7T ERFETIIRN—ATA U NODOH BB RS2 -T2 (p>0.05) . &5 1H B2 D
169 H B & 1365 H B DIFNPSDXR—ATA L NHDO AV BT, 77 B RBEL L#E L CTAKI300 mght T
AEICEETH-72 (WO FIbp<0.05) , IFNPSIZT =7 /L~ 7 IZ L AIFNAR FFFNEE (RS S A L 3]
Ihiz,
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4) IRIFNFEE(C &S50 ME K BHEBET—h— D&
I ER ORI A 2 EPHIFNIZSLEEE O £ H e UK CTh o RO M HE RO —RIZ/eHZ LR
IRIREIN TS, TRIFNS FREWTHUA TH LT =7 0L~ 7 ISNETH A S L, (Ooifi 8 TR B
~— N —E T DR E T TR L L CREAR L7,
MUSEREBR I8 RS 7z P EEED D BE O SLEE K OMRERHERE (RFHR) 2%t 5e LU, TaHE PR AR
(—RATA) OSLEEFE (30561) LEEEWERE (10~20%1) . L OAHKI300 mg (996) Xix77&R
(102651) TIRIFE#H OSLERBFE B IE T 7 V2N LT, 218 AR FIZEDIFNGS AR R EL |
M%7 X7’& ¥ Luminex quantitative immunoassay X |£Simoa immunoassay% VN CH|EL 72, NET
BEIE, aL 27 o— LHEHEE (CEC) | BEZ L R0 T v F IUAL (GlycA) o VDD IR E /35 A—4
i 4 TR L 7=,
NETHE A IED I A ETNF K ONL-1038 £ 1T, PRIFNAR BIGPEORE LA B A 7R LTz, NET#H A REIL-
107 2 | L R B 8 & Feie U CSLEFRE T EF-LCUz (p<0.008) . DMILE R B~— T —Th D
CEC K U'GlycAb fEFEWEBR # L b L CSLEESE THEI R 2 THDLZEMVHIBAL (p<0.001) , 7=~
WL TN LD PRIENS R E L, R—ATA L LU ONETHE A 1R & O\GlycAZ A B2 S8,
CECZILELZ (p<0.05) 23, 7 TR Tl E LD DR h o 7=, TNFM IL-103EFE 1L, 7T1RE
BT =7~ 7 Tl LT (p<0.05) ,

(3) YEFAFIRAF M - BB+
TULIP-23% . TULIP-1385k & O"MUSEFER O33R T 230 Th | AAI300 mg#fEOBICLA AL
PTG RFIZ 7 7 B AR BEZ BB EFEY | 3 5-52 R £ TR S 7z, BICLADS RS LT 5 f))
DRPEETOMMIT, 7T R GRS e U TRAIRE TR, RN ERSVZBICLAD M #1315
S2IAMEE TR LT, #8552 I = Clo R A7e BICLAZ AL L 7= B3 D EI A 1%, AF1300 mght Tk
ERIZ <, RBR CRIBRD BRI MEH AT,
(TV. 5. (4) 1) AEMERGERER ) OIS MY

-61 -



VIl. EYEhRE(ZBEd HIEH
1. MAEEDHE

() AELEMGOLDERE
M ER L

(2) BRRGAEBR CHEZEIN M RED
H A ANSLEEE IZAAI100, 300 UM1000 mgz gF RN HL a1 G- U 7= & X 0 g H R BE HERS X VSR H)
HE (PK) /XTA—HI FREDEBY TH -7z, K5 E100~1000 mgD i T, AF|OPKIZIERIENEE R
L7z,

1000

A FRE (ug/mL)
o
|

=—y= 1 00mE
= 300ME
== 1,000mg

0.1 T T T T
0 7 14 21 28
5Re (B)

H A ASLERF (A 2 g RN B ml 45 G- U7z & 0 i FH i FEHERS

% HARASLERBF A ZFFIRN HE R 5 L7z & OPK/ T A—4

B8 (%) 100 mg (6) 300 mg (5) 1000 mg (6)
Conax (1g/mL) 42.4+11.3 75.549.5 259.2450.6
AUCo. (ug*day/mL) 224.6+39.1 702.24262.5 3179.1+444.0
AUC.inf (ng - day/mL) 231.7+40.5 786.2+280.2 4350.9+588.1
T2 (day) 3.77+1.42 5.97+2.63 15.86+2.64
CL (L/day) 0.445+0.091 0.417+0.129 0.234+0.033
S B e 5
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H AN SLEBE IZAH1100, 3005 UN1000 mgz-438 [ 1 B EFIRN S &% 5- LTz & & D Fofé & 5% D 1
T R EHERS e PR T A—H L FREOEBY TH -7, #5100~ 1000 mgD#iH T, AF|OPKIE
HERIENER R LT,

ey
E
<
B0
2
o
]
#
i
E=|
0.1 7 -y 1 00Mg
=Cmm 300mMg
= 1 000mg
0,01 T T T T T T
0 14 28 42 56 70 84

i (B)

H A SLEREA (SAAN 2418 FEC 1 RIEFARN SR G- L To LS D B i G2 O i i BEHER

K HARASLEEHA (CAF 248 FIZ 1EFFHIRN S 5 LTI LS DR MEFGHEL DPRNTA—H

B b5 (1) 100 mg (2) 300 mg (5) 1000 mg (3)
Css, max (ug/mL) 25.0+2.2 95.7424.6 414.3+82.1
AUC;, (ug*day/mL) 152.3+39.2 1035.5+488.0 5814.6+2164.1
Tix (day) 3.64+1.57 5.33+1.28 15.52+8.83
CLs (L/day) 0.679+0.175 0.356+0.181 0.194+0.089
S B R 7

1) AFNIOENTORBAE

FRER O & @5 RACIET =7 =7 (BaF#fiz) ELT, 300 mgz4i [#] 2 2123057 A B2 CRidi e

ERAN

(3) thas
AL

(4) BEZ-HRAZEOZESD

RHEM ZEHRE (PPK) fEATLY ., SLEEE B F A 323 GEAT A RMEHIARIESR, ACERLE K
K O'HMG-CoAiE Tl 2 L EHR) M OEEHER)721RHEE [GC. Hi~T U7 3K, Ml (7 F4 7V,
ARRLFH—h a7 = )= VBT T =TIV KOV IE ) | 1ET7 =7 2/L~7 DCLI

TR o T,




2. EYEE R/ AT A—S

(1) R A&
[VIL 3. fHEM] (RE° 2l —al) i@ OES IR

(2) WMULERE E
IR L
(B) HERRETEH
A E R L
4) 2T SR
PPKFENTE T /L KOHEE LT-#-FZCLIZ0.193 L/iday (EHAFZ B D%CV :33.0%) Th-o7-, CLIZFRIF
(ZRERINTAR R L, &5 1FE# OIK T 3138.4% (H i) Th-oTz,

(5) A MBEY
T =TT ORI =R A RD G ERE (Vo) M ORI =R A SO A 5% (V) OHEE
fElX, E2h2.93 L (EAEMZEED%CV:26.9%) & U3.3 LTHhoiz,

(6) ZMits
BB RL

3. B&EH (REaL—av) @

(1) R AESD
PPK AT D B 44T AT R R AE RO 72 8 IZ CL M OB FEME DTS K GERRIECL) 23637451k
BeD2-a IR—R A NET L THhoT7,

(2) INTA—REFHERS)

TEEEBBRE [0658BR (BRI G- RED Z) | K O'SLEERFE (MUSERRBR, 02785k . TULIP-1548k K& Y

TULIP-23R8R) OERAS A 0F A L, PPKET VAREEEL /=, PPKAFATICEY, 7=7 L ~7 OPKFFEE

FHL ., 7 =7 b~ 7 OIREE BT A A (N DOHERHERRME . B/ IR RER AL, %) 2o

TRHmL7=,

{ZIKE 17 =7~ T OPKICA B AT A ETHY, BEOERENELLDITHEN, CLITEL, I§#
IR T L7, VlZk T 2R EOREDOIR B OHEEEIL0.764 Th o7, F2, PEIFNGSA2T Sl D

$%‘ F. AT RAED B L0KI30%m W CLZ /R U, A B/ s, AFn M, /PR Re A A (el

T =7~ OPKITHEEL -T2,
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4. KRS
<BEFH>
TR FEWE R % 6t G L LT2067BR 12 B T AHI300 mga F2 F ¢ 5% D AUCIE R % RN % 5% 0
AUCDRI8T% T o7z (BL T R OFHIRN A G- CTEALE 11785 K 1907 day* pug/mL) .

) AFIOE RN TORBAE
AERORHE @ I =7 <7 BB TE#Z) LT, 300 mga4iE 2 L2305 L BT T i 9
2,

5 9

(1) i — RiRIPT @B
BB RL

(2) Mk — Ra AR AR P9 B @14
LR AL
<BE H=IAP N>
TEHRI IO =7 AP T =7 b= T (301360 mg/kg) &2 B AIAOGD20 H B 22542 3L
I (53 Wt A4 ) F T2l MBI FIRN I G- Lo & & B R IRE o mhicy =7~ 773
OO, T =7~ T IRE O M R D IR A EER L TR IEICBITLIEb DB 2 b,

(3) FiA~DFEATH
2R L
<BE J=r4P >
RS 2O D =7 AP T =7 b ~<7 (30 X1E60 mg/kg) Z 2B M OGD20 H H 2 HH2350
W (53 i R4 ) T2l MICIRIFAEEIRN R G-L, Lt o7 =7 <7 REAZHEL L2
AT =7 =T 5RO i, T =7 <X P ICBIT T A e RSN,

(4) BERA~ADFEITH
B R L

(5) Z DD BB~ DIBITIES
7 =7 =7 HgGDIZD | DT EITHIAMRIZ IRES D LB DD,

(6) MEBEFEAE
L
6. X

(1) BB R O R RE
BRI T 2RBRITFTEL TRV, T =7 1)L~ 7 I3 ERENAL T HIFNAR K OSHIHE N i R AT
RaZT IR ERITIFAE S D5 R B IR IZ IV IR T FRDHOWNEIT I/ BRI RS VD LHERE
Eha,
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(2) RBIZBE 5T 5E%K (CYPE) O FiE. HE5E
T =7 )L TV IRERIERNAL THDIFNAR M OSIHEN BRI L DIE R A2 52 T IS AERITIFET D208
DB R IZL O/ NRT FRHDNEIT BRI RSN ADEHEE ST D, ZIUHDTH RAEBIICYPITK
TEL7RUN,

(3) WEEBHROHERRUZOHE
BB RL

(4) RO FHE OB ERUEILLL, AL
L

7. HEitt
HEHHZ BT ARER T EEL TV, T=7 <7 13 /7 —F LR THY . BRI/ E 2
SND, T=71/L~<T7 I ZIFNARZ I L7213 HY . HUR LRI IR E COERIZ LT
Lz RBEEITHELL O E R,

8. MU RR—E—ICET 5 1HHR
LR

9. BMNFICKDIRER
BB RL

10. REDNEREZHIDESE

(1) BHEEIEE D EY)
T =7 = BT A LR, T =7 b~ 7 ISk 5 B REREIS T 0 BB 2 it L= BRI
Fehti Uil PPKARMTICHSU VT, HEF R ER AT & (eGFR) 8 T K FREFICBITL T =
7L~ 7 DOCLIZeGFRIEH B LRIFRE Tho7o, MR RBRICEE IR A 2EE TV o
77
JRER 7L TF = (UPCR) DEWERF L E W CLA R TE AN HT203 B Tl -7z, 2.
UPCRDBRAMEHEIL2 mg/mg (X13226.30 mg/mmol) ThH-7-,

(2) FFHEREREE D EY)
T =7~ TN T DS RE IR T OB MR LT3 BRI X S ME L7 o 7, PPKARHTIZE N T, X—
ATANCBITDIFEREM AL (AST. ALTR UHRE ULE L RE) 137 =7 a/L~7 OCLIZEELR
o7,

1. 20t
AL
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VIl. &% (FALOITES) ICBETHIER
1. BERBLZOER

1. 2B

1TAREL, ffige, BIE. BREOBRREZECREFICTRICHETEIEERZICHELT. K
B OWTO+AEHEELBET)TIN—T RABRD+ R - BRBRELODEMDLLET,
AENIZEDAEBEOEREMENBIRMEZE LRIDEFIBSNDEFDAICFERT L, AFISERF
REOHRAS (BREEFTRAPEEO)FORLEDOVRIZERSIELAEEMENHY . £z
BEROBEREZEILIEETIIEZETILSELMEENH S (BERBEREZST) Tz . X
FlEDBEEMEILBALNTIEELD, BERESORBRELBRESNA TS AERKICKEILEL. AF|
NERETASEDIERTEVNILLED . AR OFEMMERVEREZEHFIC+HHHEAL,. 25
NERELI-CLZHRLI- LT AEEHIBTHIL,[1.2,22,.82,8.3.85,.9.1.1.9.1.2,
11.1.2. 15.1.15 8]

128 R EZSCBRPEENBRESINTND=OH ., +HLBRETILERLENDRRIER
L. AFIRERICEREEDHEITERINHOONAIIEEICIE, BONIBHEISERT LK
SEEEIRETHIE,[1.1.2.2,82,9.1.1, 11.1.28 1]

132 5MI)TIM—TRABETIE. XFIDAEZITORIC. ATAAF, RENFEZEDLGMHET
T Ih—TREBREOFERETT+IMETHIE,

< it >

1ARFN G Lo il a2 A 3 2P RAZ L L CODIBEF IV T, gk, BuliE, #5E2% 0
JEYUE DR BINHES N TDHT | EEREWER BRI 5E OBRERHIB W TH 7%t
DSAIREZR IR MR K ONERT O ETRG-2FTHZ &, IRFEBIAICINT D | AFIDN R 2 5E RS 53K
BTNz ez BE I HICEBAL, BN ELNT5A . D OMRE EOAENEREZE EES
CHIBENDG A DO 5217528, (VI 2. 22 NEEZ O |, [VIIL 5. EE R EARNE
BLZOHEH |, TVIIL 6. (1) APHE  BEERESEOH D8R | [VIIL 8. (1) T RZRFIVER S WIHIER
[VIIL 12. (1) ERIREE IS E ) OIS /Y

1.2 R BRI IV C L BUEZR I 28 % 8 Do YIE SRS SV T D, ARFHE 514 L YR IE O 180 X
IER DB DDA ITIT, N Y EIGEE T A0 BE RS T52L, ([VIIL 2. 25
WERLZOHE |, TVIIL 5. EERFEARNEEEZOHEM || [VIIL 6. (1) & 0HE BEEREDHD H
F . TVIL 8. (1) ERAREIWEH ERTHIER ) DIEZ )

1.3SLEIZx D A7 B YR IR IR E L Cid, AT AR, Fi~eTU 73K, i3 En"H0 AR
IZBWTIE, AT aARIZLAIEENPH L LR TS, BRRFERIZISUW T, BEHERYZ2SLETRE (B
UXPER) 2L ENCZ T TODITE LT EETREIE A2 T 2 SLEBH 2%t G AR K%
L, BMENGRD BT,
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2. ERAREETNDER

2. ER(ROEFIZIFRELEWNIS)

2.1 RFN DRk BOE OREFEE D85 B

2.2 HERBYMED BE UEREZ B bS8 05, 1[1.1, 1.2, 8.2, 9.1.1, 11.1.25 ]
2. 3IHEERS O BE UERE BALSEDBENAHD, 1[1.1, 8.3, 9.1.25 ]

< it >

21— AR FHE L TRIELT,

ARFND R A7 Z L EUE DBEE I O & 2 B AR Z & 5- L2356 . M BUE SR BT 57T
BEMENE 2 HND, ABNTITLL T O E ENTNDD T, AFIOEEIZEEL T, M2%E1T0),
ZIBDRAT R U BUE DREE OS2 BFITIL, AKAEHE 5L s,

By 7 =7~ Bin %)

WINA L-eAF V| L-eRAT DU ERBIE KW LV SRR hLosa—2KFnd, RY Y v
~—h80

(TTV. 2. (1) IR (TR SY) D BB ORI OIS IR)

2.2 EHFE /R RRYE D B Tl AFI 5% R GYE OFER DAL T D i RN H D ENHR E LT,
(TVIL 1. &ENELZOE M || TVIL 5. EEREAREREZOBM || [VIIL 6. (1) A 0HE - BEE
JEZEOHAHEBFE |, TVIL 8. (1) BRZRREIVEHEFIHER ) OIS M)

2. 3T AERE O B Tl ARAIE 5 RIHEZOIERNEAL T DA REMERH D LB E LT,
(TVIL 1. &ENELZOE || TVIIL 5. EERIEAREREZOBE || [VIIL 6. (1) & 0HiE - BEfE
EEDHLIEE | DHES M)

3. MEEX TN RICEET D FRLZDEH
(V. 2. ZhRESUIBN RS BE T DIER 1 22 D28,

4. FiERUVAEICEET S EIEEZTNDER
V. 4. AIEN OHEICEE T EE I 2SR 528,

- 68 -



5 EEREARWMIELZTDER

8. EELEAMIEE

BAARFNEHH LT F 74 T7F > — 2 E RMBUEDO KB M E SN TRY, HERRBEZTZELZL
N5, WpERCRER DRI NRBO LN B AT, BEFICZRTHI00HT 2L, [11.1.12
]

B2 ARKNL, DV AV Z RS E LA D D, T DD AR OB HICEEL L, 72 Bl5i%
TV EIYERCHINEZ (BN IREZ 25 1) OFECHEICEE 752 8, EYLIE O
SATER PSSO IGA L, T Y EICEAE T HI0 BB AR E T 2L, [1.1, 1.2,
9.1.1, 11.1.2& 4]

8.3AHN B GAZ N - TREZICB T2+ 7 132 K O XA R ARSI 2, A2 —7 =yl
RERZTO, T EFRCTIR A S ZITOZ LIS ID | MY O WA BT 52 L, £ ARAIE G-
Hd Jf 5 X AR A S D ) e M A A E I AICAT O e ERE O R BUCIT 0 I ERE L, BT
U, M A RSB LT 56 (Rt 3 20%, F8EVEE) IZ13 00 S BIREICEAE T2 L0
H925ZE, [1.1.9.1.25 /]

84T I F LRI L DEYE R BLO VA A5 CEIR\ND | RN G- OET 7 F BT
F oY ANGR

8.5 ARH & e H- SN T BE T B WD TS A A S TVD, ARFEOBEME XS TIERWN
23, MR ORBUTIER T 528, [1.1, 15.1.1& /]

8.6 BT RT AN AKX YT O B3 IR R Y E (HBsHUR R M 2> DHBeHL IR X ITHBsHLIA [
M) BN T, BREIFR VANV ADOBIEECICEDIFR BB B LN NHHT-0 | RFIHEEIZ
Jesro T, BRI R AN ARG DA WA TR+ 52 L, [9.1.35 ]

<S5 >

BAARKNCBIEL 72T T 74T7F% L — 2B LIRBUE DR BN MESN TEY, EERRIRE =520
ZO T, BWBEUEOBECER OB IANBO SN HEITIT, BEICZZ2THI0MBATH2E,
(TVIIL 8. (1) B RZRENEH L WIHIE R | DTEHZ IR)

8.2 ARHK| DG yE FHEIE IS JVIEYUIEY A7 & RSB D ATREVER S D, 0 7a BI85 1T 0 SUE
KRHHONT G A TR CRE L Z T HIBEZRE T 528, ([VIL 1. Z2EAREZOH
H 1. TVIIL 6. (1) A GHE - BEERESE D H 54 ) | TVIIL 8. (1) TRZRENEH SATHIER | DS )

8.3 MBIERZ A T5EMTFHIRANZI T, SO BNME SN TIY, MRG0 BE T
ISREIERDOBATEL, BALDBENN DD, AFIOE 5ot H | FEZ B35+ 7225 . i
XHRARAT, IFN-yilE 50 . B CTIM A S I KRS e DA A feiB 952 &, Fo, RFE G-+
& M X AR A S5 O U)o R A 2 B IRITAT O 72 ERER O R BUI T+ TER L, B ISR 15
% B DR A ROEIR DN H LD ITIE, BN ERELZSZTAIOMAT 5L,
(TVIIL 1. BENEELOFH |, [VIL 6. (1) & 0HE - BEERES 0H 5 1 | DIESIR)

8AARKNDIIIEMICLY, EVITF ANCLDEGE DYV AT I TE TEIWT=D | KFIRGHOET 7T
BRI TN,

8.5 SLE B CIL B JE IS DI B FE S — R & HLHR L T ZEREIHI TN D, ARFNE S0 E i
TERZFF S FHIAITHY | TMEIEEI X E BEREBTENI AT Th b, ARAILOBEEMEIXH O T
2R BRI O BUZIEE 7528, (IVIIL 1 ZENREZORH |, [VIIL 12. (1) BEAE A
(IS DES )
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8.6 S0 MG EHZ A 3T 5EM FHIANZI W T, BREIFR Y ANV AD BIEMEALICEDIFR DB
TWD, RANE G > T BRIFR ANV ARG DA WA ieiB L BRIFR T AN AT+ )T DA
Fr XAFBEAT Y (HBsHUR 2 M, 2> DHBeHUA SUTHBSHUARRGE) AR 25372556813, &
B RE R A T R AN A~ — T —DE=ZV T HATH72E  BRIIF R 7 AL 2D FE AL
DOEEIEROFBUZIZ 0 IcEE 528, ([VIL 6. (1) &0HE - BEFEREEOHHEH | DES
)

6. RENEREAIHBEICEHTIHIER

(1) EHE-BIEBREOHLEE

9.1 GHHE-BIEEREOHLESE

9.1.1 BRFE (BELGREEZRO DBENIREENZEONIEE
JRYGENEAL TR DD, [1.1, 1.2, 82, 11.1.2% ]

912 BRDBERZE I HIBRENITHEKRRENTEOLNLESE

(1) #EZOBEEEZ A T2BF T, a2k sz nds BIEEBEL S T) .
[1.1, 8.3& /]

(2) FEREOBEEEA A T 256 USRI DN B DL D% A 21T, ORI & HEATI
MRT 2L, LR OWF a0 EE 12T, AT LU TRAIR 5@ e huab e i 54
5HZE, (1.1, 835 ]

- Mg g A CBRIB YRS IS B B 2 i E SNl e A T 084
REAZ DRI (WSR2 G Te) 28 T 2B
A B —T za -y lERERBRE ORI BRI D B
AL IR ORI AR A A D
913 BEMF X VAMILAFYITDEERITEEERESE (HBsiiRIZME . N DHBcH A X [EHBs#LiK
&)
S REMR EMSCH RV AN A~ =T —DF =LV T EATH70E | BRIFR AN ADOFIEMHAL O
IR DO FBUCEE T 528, [8.65H]
< i >
9.1.1 YYED AP XUTBEE D& 5 I Tl A 5% IR GYEDNB(L T DM B D, b D
BENT 0BTV BYYEDOEICHEE 7528, ok, EERBYMEDET ~OEE
IR ThD, (TVIL 1. ZEERNELZORE || TVIIL 5. EERIEARFEEEZO S |, [VIIL
8. (1) ARV ERTHIE IR | DIES )
9.1.2 R DA A A 2 B FE TR B G S o D B8 Tl AAlR G-I X0 e iEE ks
DRREMEN®D (BIEMER A B T) o MO Z A T 2056 L OIS b o556
IZIE, WO BRI DO DERITAHZ L, FIE L CTARFIE 5B AT D) e hiib i K a & 5
T 5Z&, (IVIL 1. ZERNEEZ OB || [VIIL 5. EERFAEREZOHEE | OIESR)
9.1.3 S IHIE M2 A 45 FR AN BV T, BREFFR AL ADFIEMELNRO LN TN,
(TVIIL 5. EEERILARAER EZ OB | DHS )
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(2) BHEelEERE
BRESN TR

(3) FF#REPE = B E
BRESI TR

(4) £TEREZEH I BFE
BRESILTU R

(5) 1Eb7
9.5 11i@
I I SATIEAR L COD RTREPE D B 5 2 I, 16 EO A MER fartEsd BRI D& rEn s 56
DRI HTHZE, YL TT =7~ T 3R E iR T 52 EDVRIBSIL TS,
< i >
IR kG L U T BRARRBR I E L TBH T, AR O 5123222 2 MEIEHESL L TUvRw, il X
FTEEIRL TOD ATREME D H DML, 16 EOA RIEDNERYEL BRI EHWrSND5GA IO RS-
TH2E, VL ERAWEEBRIZBWC, 727~ 7 1 3BRAEIRTAZEN RIS T D, (TTX. 2.
(5) AEFHE A B R | DR S R)

(6) RELIm
9.6 ZELIF
1B EOF MR O REEBOF A B EL, IO U T IEERFT 528, AFlOER
BT DHAH ~OBATIIARATHLN, B EER (F L) Tr=rml <7 3;A P ~BiT 3528
N ESN TN,
< i >
AFNOEMEILF ~OBATICBE T 57T — X370, v EHWEERIZB W TT =7 b~ 7 135t
HABATT2ZEMNMEINTWD, B ~DOARF OB GIZDOWTIL, 16 EOA MK O
BOFWEMEB DD Z RO T F LA ETT 228, (TVIL 5. 3) it ~OBATH DIES
HE)

(7) MNR%ZF
9.7 /MR
/N R X G L LT BRI T S L T,
<R >

AFNOERARFERIZI DT IR AR, Bra g, LR, shIE O3/ Rk T2 B I3e<, 24
PR OV ORI REST L TR,

(8) EH#nE
BRESN TR
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7. HEER

(1) HBEEZRETDER
FRIEIILTUVRU

(2) BtREEELZEDER

10.2 GHRCEE (BHRISEETSHIL)
N4 T RIRER - FE 15 BT - BRI 7
[T 52— s 5| DR X0 WA ORI | AANI1TRA v F—T zm
(B —T zr ToOEIBZENRH D, SR LI T2E 7 r—
B —Txr P TAHUETH D,

<>
AENIEA 2 —T 2 Z BRI T HF /7a—T L HKR THAHT-0 | ARHF|EPIFNELE L O GF
(RO FI O TN IT T DA REM N E 2 HNDHZEND, JRAEEOFFIE L TR IELT-,

8. Bl{EA
1. BIER

WORWERRHSDNDZENHHLOT, BEEE 3TV, REDPBOONILEICITHR G2 IE
T HRETEYLILEZTTHIT L,

N

) EXRGEIVER A EARER
1.1 EXLEMEA
M1 TFI45F— (FEARH) (8.1 ]
11.1.2 EELRREESE (1.7%)
Jili 28 CHRAEME R IRAIB E D EERBRYIENHODONLZENDH D, [1.1, 1.2, 8.2 B ]
<S5 >

1.1 RFNTE/7e—F AHRE G2 _VERFTHY  FARF ORI N TT 747
XU —PRBIL TNWDZEND, R EEEDLERERELCGRELZ, ([VIIL 5. EEARKEAR
ERE T OHEE | OIER)

7285, FEBUBEE X, TULIP-155% & O'TULIP-25R 58 O A #1300 mg D4 W Z L& G-RENDFE L
TEY, TFT74T7F—ITOWTIAAN50 mgD4H [ L3 51 TRO L7280 | #EFE R
LL7z,

1.1 2K KN OERR BRI Z IV CHEEZIEGYE (RSB IIEEZ 5 1) BEBLL TWDIENb,
BEbR BB NN ERERELUCREL, (IVIL 1. ZENEEZORH || TVIIL 5. EERHAR
MTEEEZOHE | DIESR)

7285, FEBUBEE X, TULIP-15805% & O\TULIP-25R B8 O A #1300 mg D4 W & L% GRENDFE L
77

(
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(2) £t DEIER

1.2 ZO/OEIER
10%LL F 1~ 10%ATi; 1%Aii 5 FE A B

JRYLE FARGERE (B | KB XK (KRB X | ROB Y (KGHE I

Y, BWHEE | K, DAV AER | B, AN AMER

D) TR, [RERE | B, MR

XR) RIS | ERRGR)
W EUE 0 EE
B AS R IR
a2l TEANTPED )OS
< i >

TULIP- 15854 K& O'TULIP-23RBR O A Z B L1292 T, AFIEE P2 KRR AHDHEE 2 HNHH

£ (RI1EM) Z2CCDS ({E¥HHE 7T — 2 —h) Oft#iz TIZRE LT,
FBUHE I TN O OERIKRBRO S iR L R LT,

7eR. BAETR (BEE AR 2oV TE, il BIVER S OERRI R O RER T — 2 %42 04509
(R ST RE R ARANETBASER IS E B2 K BB R0 55 L lr < i, CCDS?™4.8 Undesirable
effectsDIHIZ [ BIEITRE | 3B RLS Tz, A CORNWE S IXIRERN TIZH DM, N TOERR I &L

O AR E A AR CHIEEMEAT5 70 H FURT &7 72 (2025455 A) o
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SEERBEE—R

TULIP- 1588 & O\TULIP-258BR (2 38V N TARHI300 mglE Trasb S - BIVE R BG4 - S —

Bil%k (%) B (%)
AF 300 mg ¥ AF 300 mg F¥
BEBIRSEEAGE (N=360) FEBIRSEEATE (N=360)
RIE A BB 134 (37.2) A L AR Y 1(0.3)
BYYER L O A BUE 92 (25.6) AV APERI SRS 1(0.3)
b SUE R 21(5.8) SMEERIE S DS 1(0.3)
LiRIN[A 20 (5.6) B, BB IOEHEMAAOH EY 2(0.6)
MEEE S 17 (4.7) FERB L ORI =72 E 1)
IR B I 10 (2.8) B2 FLEENE 2 (0.6)
KB R 9 (2.5) Sy R 14 (3.9)
F e~ L~ 7(1.9) WU 12 (3.3)
DS 5(1.4) ER AR 1(03)
fiti % 5(1.4) FEIMET L L — 1(0.3)
Bs 4(1.1) KRB L ORERE 3(0.8)
AL A R 4(1.1) Eal 27 a— UILE 1(0.3)
A VAV B Bk 3(0.8) LSRN ik 1(0.3)
OB Y 3(0.8) BATUIE 1(0.3)
Il s e S 3(0.8) kRS 1(0.3)
=3 3(0.8) s 1(0.3)
S B L B SR 3(0.8) MR RIEE 11 (3.1)
SRR SR 2 (0.6) BIEpL 5(1.4)
JNEBE 2 (0.6) fEHR 2 (0.6)
A B S PR 1(0.3) = 1(0.3)
5B B R 1(0.3) FEEIED FEN 1(0.3)
WL 1(0.3) AEE] 1(0.3)
FE S 1(0.3) BERRE 1(0.3)
s 1(0.3) FEE AR SRR 1(0.3)
HEY 1(0.3) RS il S 1(0.3)
AR e R 1(0.3) MR i 1(0.3)
FEaR 1(0.3) NI4T A 1(0.3)
BT 1(0.3) HRIURkESREE 2 (0.6)
B B R 1(0.3) R g 1(0.3)
o 1(0.3) [EIHAPESD FU 1(0.3)
BIBR 1(0.3) N 1(0.3)
PEFB~ LA 1(0.3) HWTays 1(0.3)
B~ LR 1(0.3) Dk 2 (0.6)
MEEAR 1(0.3) TRED ER AR A e 1(0.3)
IR 1(0.3) i 1(0.3)
T AANTFYT LTI AT T Ly 1(0.3) #RZE 1(0.3)
7 AREYe REOR 2 BERFs K OMEfm P & 11(3.1)
SAH R 1(0.3) I 3(0.8)
JINEEES 1(0.3) T Ik 2 (0.6)
H Tk 1(0.3) &l 2 (0.6)
G R R 1 (0.3) St 1(0.3)
F e 1(0.3) e SR 1(0.3)
I 0 1(0.3) Hg 7k 1(0.3)
JEES 1(0.3) FRIEORIE 1(0.3)
VTLS 1(0.3) H iR E 10 (2.8)
ERSS 1(0.3) I 2 (0.6)
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Bl (%) B (%)
ZA# 300 mg #¥ ZAAl 300 mg ¥
BERIRSEEARGE (N=360) B BRSE EAGE (N=360)
N 2 (0.6) R ENR 1(03)
M - 2 (0.6) NERaa] 1(0.3)
JiR 1(0.3) 3 1(0.3)
g 1(0.3) BB LR B RS 1(0.3)
KIBR 1(0.3) B AE 1(0.3)
ek 1(0.3) AR B IO R E 3(0.8)
BR 1(0.3) AR 1(0.3)
B EE R ER R 1(0.3) LA 1(0.3)
A 1(0.3) TE R LR AR 1(0.3)
JHF B SR B 2 (0.6) — - 2HEER IO G ORE 14 (3.9)
JFHERE L 1(0.3) 957 5(1.4)
JFIE R 1(0.3) FEER 3(0.8)
BRI O TSRS 7(1.9) 1y 3E 2 (0.6)
B 2 (0.6) P V7 i 2(0.6)
Jii=g=aii 1(0.3) AL TN T PHERE R 2 (0.6)
TLIVE — R G 5% 1(0.3) PR R 2 (0.6)
BER H i 1(0.3) PUEEE SR IR B UL T 1(0.3)
% 1(0.3) P ARAT OT A L AR Bt 1(0.3)
KBS 1(0.3) 55, hERBLOME A IHE 36 (10.0)
B8 R B L UG B Rk 5(1.4) HEAFED B 36 (10.0)
BA &Y 1(0.3) MedDRA/J ver 22.1
RSN 1(0.3)
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0. BARBREKREICRIZTEE
BRESN TR

10. BEHRE
BRESN TR

1M1. BRALDFE

14. #BHRLOZEE

141 FEFEFRARBROIE

14.1.1 FARBTRENE R SOE AR 72N EZ ARIC LR T 528, RANT, M~ A0
H~HANEET IR CTHD, B, B UIRNEERYPRRO NG/ IIEA LN
Lo AT IATIREL 72N L,

14.1.2 A BB R S0mL 33 100mL 25 £ 5/ Ny 77 DA B 2mL 2 H 00 CH Ik ED,

14.1.3 KK 2mL Z/3AT ADBREEY | AR RO mi#H /Sy Z1EAL, o< ERS TR
THZE, FI A IR LN L,

142 EXRERHOIE

14.2.1 RENZ, BMEOEBESTEO 0.2um XX 0.22um A>T AL 74 NVE—%E LT, st
BT 528, 2k, BIEHETERG LN E,

14.2.2 RFNL, EBRER CHRL TN LT A2 E0 595508 L, tho E55Al - ks L
RAELRNZE,

14.2.3 AR I THNITE T 528, MR E T IEHETRETL5E . BERRATI 4 FF
LRI, 2~8°CTlE 24 KFRILINICE G52 Bia 3228, 7035, 2~8°CTIRIFLIZ G & IEE
EIZCRL TR T2,

14.2.4 NI SO RO TG A T AR EHE DR E 2B 752N TED,

14.2.5 Be 544 TR, ST A 2 A BBIER CT7 Ty adbH2E,

14.2.6 KHNOASAT AT EUEWTIDTHY | IRAFEHE T ER AT AP OFRIRITFRETEST 22,

< it >

14, THRE L OBG RSB D0l EOTERZ | BRI 2 AR OTRI7 155255105
ELT,

14.1.2 PR AR50 mL &% ON00 mL%& & &0 5l S 7 OV I CHIRIATREL 757 — 42 AL QU eZd
735, 50 mLAE & e il 37 TOFBRUZ SV TCCDSIZB RSN TREY, AFRICB W THIBREL,

14.2.4 AFIFE2 R (300 mgl V1000 mg) &7 T w4 el U= SBIHRRER (MUSERER) T, Wi
NOHEICB W THHR6053 03T TE G- Uiz, 3 EAICHED BOG O 3 BUBE L 13, AHK1300 mg
(2.0%) . 1000 mghf (3.8%) . 7T EAREE (5.9%) TH-o7=23, HBIFHRER (TULIP-27 5 & Y
TULIP-17858) CIRERIEEE 5 R 2 5 (K303 LA B L2 BR O NITRED SOS O R BAE L 1T, AR
#1300 mght (11.4%) . 77 BREE (7.4%) EEIERNC R >T- 7208 E LT, (TV. 3. (2) HIEEDY
FH DR E R - ARYL | D IEHZ IR)

142 5IEERBRICBN T, 7T v 7 HBE L TR E LT, 728, BRERBR CliH K25 mL T
7T 2k F L TV,
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12. ZDDERE

(1) BgER{E A IZE O EHR

15.1 BRERRERAIZEIER

15.1.1 BEMENESG O B T 25 1T A ERS L [FEER D D3461C00004 557 & Y D3461C00005 57
DOPFEFATTIL, &K 300mg BT 1.4/100 A4, 77BREETIL 0.9/100 A\ -4HTh-7-,
[1.1. 8.5 %]

15.1.2 SLE B &5 52 & U755 AR ER (D3461C00004 5-5% K 1 D3461C00005 #5R) 1280 T, A
FIDOEFBIE HETREEZZITTZBED 1.7%(6/359 #) TRAZ GHICHT =70~
FUADTRD B, 0.3% (1/359 B1]) THRIFUADRO LIz, 17 =7~ T7 HiikG k7o
T B DB D72 U7 =7~ T HUR O BUC L DA 2h M i OV B K AF T 52
TS TIE R,

< i >
15.1.1 SLEEFE CTILIEMEES O R B AN —MREF L L TEWZ LB TND, S i iifE N
ZRFORIFNZ B W CEME G XU A 7L L TE BN ik E LTz, ([VIIL 1. %44
KEZOEW || TVIL S, EERIEAREEEZOHE | DS R)
15.1.2 AFNIIFNARLIZFE AT DE NG /7 — T PR CTHHIEN D, ADANEALSND A RENE
WY, RENIDOB RN B L KT ULIDEREL TERETHHENLREL, (FRBROME RIX
'V.5.(4) 1) A 2hHERGERER OIS )

(2) FEERPRERERICE D FH
BESILTUR
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IX. JEERPREAERICRE 9 518 H
1. EEPEER

(1) N REHER
(VL S PE DI H | OIHS ]
(2) REMEREHAR

T == T OEEMFEBUZOWTE, =T AP VDB T R OFIRN ~O BB IR 528D
mERBRCRIAML 720 4D iR (ATEHMBLEY) | PP AR (RO | B (R M OV A
F (DL DEMETME) IZOWTRHMEL, WO TA=ZTHYT =7 b~ 7 5B L7z
AT RAITRRO BN o T, SHIT, ZNHDOFER TITHBELFIIREEBIT o 7o s, D= AP L% 7239
W R AE 35 G- B TR S BI IR (R A2 S R E TH L TRENED B D) Z bR AxdniE
Fpad 0 EBlE T =7 n < T R GISER LA EREBITED bR o7, DL EORE RN,
FERRIR 22 BB TR L 72 L BVEFEBE D/ ST A—=Z DNT U DN TH, T =7 b~ 7§ 5 (2B
LA ERT RO beinoTz,

(3) Z DD FEIFAER
B R L

2. HEaAER

(1) BRI 5SRO
TR PRI /EhV L | B GAREE 5.8 (mg/kg) BERG DELSE B (mg/kg)
eSS kN 0. 5. 30, 100 100%#8 2.5
. Hr AR 5 5HEEZD
= < 7,_ H
=AY | {3 e S P
HE3/ME3 Fr RN 0. 0.003. 0.03. 0.3, 1 1% 25
(2) REZREEMHHERT
FfE Ea=m i PR/ BV | ERE | RS E MRV | FAPTA
(FEGHE) (mg/kg) (mg/kg)
A3 FE] 0.05.5.
% 7
(153 HHt6/ME6 E I 30 30 2L
. HElZ DI,
H=I AP Er RN 0.5.50
’ 391 ] " IR >0 /NE) IR R
(1238 T 0. 15. 60 60 PRHERIAE (B)
JIRZ%)
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(3) BinE R
[ASAFT 7 ray— s HE SR OFERIRIZ 31T DL VRN ) 12 DWW TD AT ARZ A [ICH S6 (R1) ] IZ
PN ANAF T ar— IS HIESE S T, @ ES DR ER B R mERBR O FZ kO 6N T
WRWZENS, T =7 )b~ 7 OB EEMERER I T I L TV 7Ru,

(4) BNATREERERYD
IFNARI&U\IFNARZK?EV?X IFN-a/B & O\WLIFN-a/BHLUA (7 =7 1)L~ Din vivoFE IS ANV A FE
i D72 IR FH FTREZR S IEH R DOMARI-SA3GLIR A G o) 2H% G- LT AORBR CHRONIZAK R
I (ZNHDOFET VT, BEL TIFNARBEWRH IS > 8B IZ3 1T DF M ANMED BN EZ 7R T7) 2 5EITH N
IMEEEBLR T, TOREER, ZNHOHE L, (T o WBICIS T HDIFNAR LEWT IC LD T DA A RO
HDIZ A5 CTorEHIWT LT, ZNHHASE %ﬂ%b‘ﬁm VivoikBR D B S MG, TV E TO LIS RO 76
(CRE 70 B% 5.2 HAlREME IRV EB 2 BT, BIO BT T V& i zin vivods A JEPEGER A 52
fEE 3Lt | ZOWERZRFE DAV AL, BEARRER, 85T~ K VA7 E LD I3\ T
FEIZE DI A AR ST =2V TR T 52 L Cieb BRI T 5 [ICH S6 (R1, 2011) | && 2 b7z,
7B, BHHIMIA39M £ TOH =7 A Pz W7o RAEFRIRIN G- ST T & G- I s 0
T, 7 =7~ T EGITRK U7 X RTEGEE O 58 2 /e 3 5 AT FLIEER D b ivie o 7e,

(5) &EEHEE MR

1) i D Z el ER
PERC N =7 AWV (6F/BE) (M 1A, 7 =7 L~ T & AR S (0. 5. H5VNE50 mg/kg) . HDH
R TG (0. 15, HDVNE60 mg/kg) L7239 S AR #5388k 12T HEDOZ MG REZ AT L 7=, £ Dk
RHEOZRREICT =7~ 7 B HISER T2 BIIRO O oTc, T=7un < T 2R G-
HE2BHDRE BT | B PRI AT RO BT, LOALZRD G, ZIVB2EBADRE RO /LT =7 /L
~ 7R GIERTALOTIERWEB b,

2) It O Z RagEETAMEABR
PERSEAT =7 A YL (65E/EE) ICH1[B], 7 =7 b~ 7 28RN S (0, 5. H5HVNE50 mg/kg) . HDHU
R T # G- (0. 15, HDVNE60 mg/kg) L7393 S AR e 538k 12T MEDZ M REZ AT L 7=, Z Dk
BT =7~ T BHIER TS A BRASOHLREEBII AL N2 o1, e E B, T & O
BRI T =7 b~ 7 B BICE N T 52T biven ol

J) HAERIR U A RDEBRES MR
R =7 AP N A RN T =7 0L~ 7 OFF RN G2 LA R TR A 71 B OV AR 1% o A5 R AE
FPERBR A ML 7=, 2} BA2GDO R H (GDO=#ER B ) &L, 4THR% O H #5% KT IRE M K ORI
WX T DA A SEhE L7z, ARRRERCIL, iR =2 AV (16~1738/FF) (Zhmil Q@M 1ERE) T
0 (IBIEEHHR) | 30, DV ME60 mgkgDT =7 1/L~7%2GD20 H HHLD28 H H (F2 gL friZ3m
Beh) ETHARNTR G- L. 2500550 1014 18042 B £ CREMWI & A IRA T =2 — 112, ZORE R,
T =77 SRR LR EY) ﬂérb% AFHAERA~OEBII AL N2 o T, RRBRICEHIT
ZREEhY) K OV AR RS Seh 32 M E 0 S e i F T 560 mg/kg/ 21 &5 2 DT,

4) $hEEMER V-SSR ER
T =7 b~ T DI E OB E L TR,
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(6) RATRIB 4 ER
T =77 OJRPTRRE ML BRN K OV T G XD BE B G- RO | I N R G-
PERRBRY) (2B D7 =7 b~ 7 G D Draizen FAM . AR AT K OVF BEARAR 2RO RS 12 &
VIR LT-, TOFEE . B EINIC T =7 a~ 7 GICRRTAZ LT Lo T,

(7) ZDth D% E

1) #E#8 3T 2= &G MR BRA®)

th @Gfl) LOH=I A% (35H) MOAELIZIEF B RO BRSERE 2T, 7=~
T ORI Z OGN EE R FT LT, ZOFEE, IEFREN R O =7 AP OFRIC BT 57 =71
~ 7 RERA YR, BR2 NE, R, BEGHIAE, AGEE/RIGRIAE, M N R ORI B
(ML3) TROHLITZ, Fio, HLE O FE R | B R ER AR, I B O BRI,
gD BAMAL . R/ IMRD MR, T RO PN AR & OV T TR ASHIRE , fEA8E oo A I A, I ONT
RO FEIICHEN R O =7 APV OMFAGRCT =7 b ~7 OYENRRD bz, ENELfRD
HTT =7~ T ZRDYA DGR DAV /R, IR R ORISR (R ETR) CThoTm, h=2
AP NAARRD 2 TT =7~ T I L DG RRBO LIV RRRIE, T FALKAE IR, AR R i
REOBIEDO~VAAFT—FRE#E TH-T,

2) RZEEMHERS)

IR PRI, =27 A& =8 5 B 23393 [ £ COFER IR Bt BRIC B W CERE L7,
FPEFRIRHRIE B, AL 7 = )27 (IEPEALTAIAE, NKARD, BHIA, Thiflia K OV EEPETHI
ey A A ONCHER B O > 7 RERD BT I DFeZ AR DO IR ) | MR F AR K OV s ﬂﬁ
kDT BRI PRI A ChoTz, ZORE R, RIERICKTLHT7 =7~ 7 & 5ITRK T 5520
DO T, FIERIZ, D=7 AP L OTHIRK A ESUR OGS (FIKLHPUEA) T, 7’%712»77%%
HFACRR T BT 6N oT,
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X. EEMEHICEISEA

1. RHIX 5
BIK 7 o — 300 mg: A Sk L B AL SR SR AT
) EE—ERI SO G ZICIVE T 528
BRRSy : 7T =7~ GEIG i z) B8R

2. BxhEAME
AN 34F

3. BEIKRETORTE
2~8°CTHRAF

4. IRV EDEE

20. BRLEDEE

20.1 BRAEARET DL,

20. 25 MABAE R 1D L TIRAFI DT L,

5. BFMITEM
BEWMEEGLTAR :HY
<TVDOLEY:HY
ZOMOBETNTEM V7 13— XDIREE L EITZT T2zl (11 4. @ e IZBIL T
JEEN &R ) TXIIL 2. ZOftho B gk OIS )

6. Rl— R 7 - EEhE
[Al—pk sy 7el
A 2h S - YRS S 120 mg, 400 mg

7. EfF LS A H
20214E7H30H CKIE)

8. I ERFAZFABRVEARES. EMiELEREFAR. REFKEFAR
BLEIR TR S LRI W72 BA 4f

5 G
e A A RRE £ A £ A

I

oy

Y7 R w— i
300 mg

202159 H27H | 30300AMX00447000 |20214£11H25H [20214E11H25H

9. MEEX I REM. BERUVAEEREMEFENOEABRUZTOAR
BN
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10. BEERR BEERAREABRUVEDOAR

L7

11. BEETHME

A 1 20214E9 H 27 H ~20294E9 H 26 H

12. HRYFHRIZE T 217

LN
13. £fE3—F
R
A BB Szt ) L M B LB
Wis N T
g (YI=Z—R) AT LHA—R
Sk — A
3999462A1028 3999462A1028 199161101 629916101

300 mg

14. RIFHRFG LDEE

LR
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8.1 Pregnancy

Pregnancy Exposure Registry

A pregnancy exposure registry monitors pregnancy outcomes in women exposed to
SAPHNELO during pregnancy. For more information about the registry or to report a
pregnancy while on SAPHNELO, contact AstraZeneca at 1-877-6939268.

Risk Summary
The limited human data with SAPHNELO use in pregnant women are insufficient to

inform on drug-associated risk for major birth defects, miscarriage, or adverse maternal
or fetal outcome. Monoclonal IgG antibodies are known to be actively transported
across the placenta as pregnancy progresses; therefore, anifrolumab-fnia exposure to
the fetus may be greater during the third trimester of pregnancy.

In an enhanced pre- and post-natal development study with pregnant cynomolgus
monkeys that received intravenous administration of anifrolumab-fnia, there was no
evidence of embryotoxicity or fetal malformations with exposures up to approximately
28-times the exposure at the maximum recommended human dose (MRHD) on an Area
Under Curve (AUC) basis.

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
population is unknown. In the U.S. general population, the estimated background risk
of major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4%

and 15% to 20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk: Pregnant women with SLE
are at increased risk of adverse pregnancy outcomes, including worsening of the
underlying disease, premature birth, miscarriage, and intrauterine growth restriction.
Maternal  lupus  nephritis  increases the risk of hypertension and
preeclampsia/eclampsia. Passage of maternal autoantibodies across the placenta may
result in adverse neonatal outcomes, including neonatal lupus and congenital heart
block.
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Data

Animal Data: In an enhanced pre- and post-natal development study, pregnant
cynomolgus monkeys received anifrolumab-fnia at intravenous doses of 30 or
60 mg/kg once every 2 weeks from confirmation of pregnancy at Gestation Day 20,
throughout the gestation period, and continuing until 1-month post-partum
(approximately Lactation Day 28).

There was no evidence of anifrolumab-fnia related maternal toxicity, embryo-fetal
toxicity, or post-natal developmental effects. No anifrolumab-fnia related effect on T-
cell-dependent antibody response in the infants was noted up to Day 180 after birth.
The no observed adverse effect level (NOAEL) for maternal and developmental
toxicity was identified as 60 mg/kg (approximately 28-times the MRHD on an AUC
basis). In the infants, mean serum concentrations of anifrolumab-fnia on Day 30 after
birth increased with dose and were approximately 4.2% to 9.7% of the respective
maternal concentrations. The anifrolumab-fnia concentrations in the infant serum were
up to approximately 22-times the concentrations in the maternal milk, suggesting that

anifrolumab-fnia had transferred via the placenta.

8.2 Lactation

Risk Summary

No data are available regarding the presence of SAPHNELO in human milk, the effects
on the breastfed child, or the effects on milk production. Anifrolumab-fnia was detected
in the milk of female cynomolgus monkeys administered anifrolumab-fnia. Due to
species-species differences in lactation physiology, animal data may not reliably
predict drug levels in humans. Maternal IgG is known to be present in human milk. If
anifrolumab-fnia is transferred into human milk, the effects of local gastrointestinal
exposure and limited systemic exposure in the breastfed infant to anifrolumab-fnia are
unknown.

The developmental and health benefits of breastfeeding should be considered along
with the mother's clinical need for anifrolumab-fnia and any potential adverse effects
on the breast-fed child from anifrolumab-fnia or from the underlying maternal

condition.
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4.6 Fertility, pregnancy and lactation

Pregnancy

There are limited data (less than 300 pregnancy outcomes) from the use of Saphnelo in
pregnant women.

Animal studies are inconclusive with respect to reproductive toxicity.

Saphnelo is not recommended during pregnancy and in women of childbearing

potential not using contraception, unless the possible benefit justifies the potential risk.

Breast-feeding
It is not known whether anifrolumab is excreted in human milk. Anifrolumab was

detected in the milk of female cynomolgus monkeys.

A risk to the suckling child cannot be excluded.

A decision must be made whether to discontinue breast-feeding or to discontinue from
Saphnelo therapy, taking into account the benefit of breast-feeding for the child and the

benefit of therapy for the woman.

Fertility
There are no fertility data in humans.

Animal studies show no adverse effects of anifrolumab on indirect measures of fertility.

F—ANZIT D
N SGE
(202446 H)

4.6 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility

There are no data on the effects of anifrolumab on human fertility.

Animal studies show no adverse effects of anifrolumab treatment on indirect measures
of fertility.

Effects on male and female fertility have not been directly evaluated in animal studies.
In the 9-month repeat dose study, there were no anifrolumab-related adverse effects on
indirect measures of male or female fertility, based on semen analysis, spermatogenesis
staging, menses cycle, organ weights and histopathological findings in the reproductive
organs, in cynomolgus monkeys at doses up to 50 mg/kg IV once weekly
(approximately 58 times the maximum recommended human dose [MRHD] on an area
under the plasma drug concentration over time curve [AUC] basis).

Use in pregnancy — Category C >

There is a limited amount of data from the use of anifrolumab in pregnant women. The
data are insufficient to inform on drug associated risk.

In a pre- and postnatal development study, conducted in cynomolgus monkeys, there
were no maternal, embryofetal, or postnatal developmental effects observed for
anifrolumab doses 30 or 60 mg/kg administered intravenously from Gestation Day 20,

once every 2 weeks thereafter, throughout gestation to 1 month postpartum
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(approximately Lactation Day 28). Exposures were up to approximately 28 times the
exposure at the MRHD on an AUC basis. Anifrolumab could be detected in infant
circulation, likely due to placental transfer. A higher risk of certain viral infections
could theoretically occur in infants exposed to anifrolumab during the later stage of the
gestational period; however, there is no data to support this. SAPHNELO should not
be used during pregnancy unless the potential benefit justifies the potential risk to the

fetus.

Use in lactation

It is not known whether anifrolumab is excreted in human milk. Anifrolumab was
detected in the milk of female cynomolgus monkeys administered, 30 or 60 mg/kg,
intravenously every 2 weeks.

A risk to the breast-fed child cannot be excluded. A decision must be made whether to
discontinue breast-feeding or to discontinue SAPHNELO therapy, taking into account

the benefit of breast-feeding for the child and the benefit of therapy for the mother.

2272 Australian categorisation system for prescribing medicines in pregnancy

Category C: Drugs 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.
(2) ' NREADEEIZET SiBIMER

AKINZFTFH19.7 /W& | OIEDOEEHIILL FDOEBVTHY  KE DTN CE, FINDOSMPC K A — &
U7 OUf SCEET RS,

9.7 /MR

INREEZ R R L LT BRI LS L TUauy,

i RLEN A
KEOWRMCE | 8.4 Pediatric Use
(202448 1) The safety and efficacy of SAPHNELO in pediatric patients less than 18 years of age
have not been established.
KM DSmPC Paediatric population
(202445 1) The safety and efficacy of Saphnelo in children and adolescents (aged <18 years old)
have not yet been established. No data are available.
F—=AZIVT O Special populations
N Paediatric use
(20244F6 H) The safety and efficacy of SAPHNELO in children and adolescents (aged <18 years

old) have not yet been established. No data are available.
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