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AChR acetylcholine receptor TEF ) RJK

ADA antidrug antibody AL LY ERIN

AE adverse event fEgs

AFF Add-on Finger Flange TRAL T T =TT

ANCOVA |analysis of covariance HASEOSHT

ANOVA analysis of variance SRS HT

AUC area under the drug concentration versus time|sE4yjs E — FER fER T mifE
curve

AUC area under the plasma concentration-time curve | iy # g BF — BEF ph 3 T oS

AUC 0-24) area under the plasma concentration-time curve|#5.4% 2405 [ Coo M4 I B2 — RS 5 T moks
from zero to time 24

AUC(0-inf) area under the plasma concentration-time curve| 48 [ ki = ¢ oD il 5 v B — B RS dh 0 F mo s
from zero to infinity

AUCm area under the drug concentration-time curve over| | £ 5.[5 g (2482[E]) o> M4 v 2 fF — R ihis |
the dosing interval (24h), calculated using linear- ik
up logarithmic down trapezoidal

AUEC(o.y |areaunder the effect curve (inhibition curve of the| f5 (& F A 15 313 AP B LV ATE TORH
parameter) from time 0 to time t, where time may| g4 (<5 2— x> PH2E M) F A
be the last time point or earlier to the maximum
inhibition

BCRP breast cancer resistance protein FLEEmHER B

BMI body mass index RIS

C3 complement component 3 M3 Sy

C4 complement component 4 MR AR Y

C5 complement component 5 MRS SRSy

C5aR C5a anaphylatoxin chemotactic receptor CSa7 74T M v B LIRS BIR

C6 complement component 6 MR 65y

C7 complement component 7 R TRy

C8 complement component 8 MR85y

C9 complement component 9 ARSI Sy

CAIl carbonic anhydrase 11 REENIKEESR 1T

CCDS company core data sheet EEPET 22 —h

CCK cholecystokinin ALV A=

CFS COVID-19 Free Set Blaa AN ARG DA 1T H]

CHso amount of sera/plasma required to lyse 50% of| i #E Al (FLARREL Y P IRIMERD 50%IA M I
antibody sensitized sheep erythrocytes in an assay| . g zp iy 46 &)
mixture

CI confidence interval {5 HH X

CL total body clearance BHIVT TR

CL/F apparent total body clearance HNFTOEHIVT T A

CLcr creatinine clearance IVTF= VT TR

Cmax maximum plasma concentration e e MR P R

COVID-19 |corona virus disease 19 BT e G T AV AERGE

CSR clinical study report e S e

C-SSRS Columbia Suicide Severity Rating Scale a7 HEFHIA S —v

CV cardiovascular NS

(0)% coefficient of variation LRIk

CYP cytochrome P450 b a P450

Da Dalton VR

ECG electrocardiogram DX

ELISA enzyme-linked immunosorbent assay B SR B S R T E  BERAS & S s T

FDA Food and Drug Administration K[ dn 3 R




W 55 M EENA (UCE mEEENZ (A AGE)
GABA gamma amino butyric acid y-7 X BT
gMG generalized myasthenia gravis A 5 R O A S )
GPCR G protein-coupled receptor Gz B SZ R
HEK human embryonic kidney E G Ve R
hERG human ether-a-go-go-related gene b MRS AL SR R AV T ATy VB IR T
HSA human serum albumin T VT I
ICso half-maximal inhibitory concentration 50%PH R
Ig immunoglobulin S rar )
IHC immunohistochemistry SRR L PR SRR L
ITT intention to treat —
I\Y intravenous RN
1Vig intravenous immunoglobulin S a7 )RR R
KD dissociation constant AR A
LC-MS/MS |liquid chromatography tandem mass spectrometry EREGIRI O~ NS5 T —— 2T NE BT
LSM least squares mean /N R AE
MAC membrane attack complex [HES RS
MedDRA | Medical Dictionary for Regulatory Activities [ 3K oL R E B e E B R S 3
MG myasthenia gravis TE A S E
MG-ADL Myasthenia Gravis-Activities of Daily Living | —
MGC Myasthenia Gravis Composite —
MGFA Myasthenia Gravis Foundation of America K O A S D SRR SRR
MG-QOL15r | Myasthenia Gravis-Quality of Life revised —
mlITT modified intention to treat —
MM minimal manifestation status TEHRIE IR
MMRM mixed model repeated measures —
MRD minimum required dilution L UNCENEES
MSE Minimal symptom expression —
NHP non-human primate S DOERIR
NMJ neuromuscular junction PR ARG
NOAEL no-observed-adverse-effect level HERIEE
NSD Needle Safety Device ==KV E—TT4—TFT 4 (A
OATPIBI1  |organic anion transporting polypeptide 1B1 BT =A kAR X7 FR1B1
0X1 orexin-1 FrEki -l
PD pharmacodynamic ks
PEG polyethylene glycol A= FL o r)a—u
PFS Pre-Filled Syringe VA Z NI V%
P-gp P-glycoprotein PHEE M
pH negative logarithm of hydrogen ion concentration| sk 2.1 4 & e a4k
PK pharmacokinetic e
PK/PD pharmacokinetics/pharmacodynamics HwEke T
PLEX plasmapheresis plasma exchange 1 YAz
PPS Per Protocol Set TR BR S A 1 A LI AT ) R
PR Pharmacologic Remission SEE A BT AR
PT preferred term FEAGE
RNS Rigid Needle Shield RS — VR
QMG Quantitative Myasthenia Gravis —
QOL quality of life EIGOE
QT — DR EOQUE LT DR DIRFIH
QTc QT interval corrected for heart rate DECTHIIEL 72/ AR X EOQUE LTI DI DK
Ra Pharma |Ra Pharmaceuticals, Inc. —
RA101495 |— narsgs
RA102758 |— U NaZ 7 AR Lys- Ethyleneglycol (24)-C16




W& g EENA (J5E) W EEN (A AGE)
RA103488 |— PNad T ARGH  0-/KEEIERA101495
RH relative humidity FE R S
RRT relative retention time FR R[]

S9 rat liver metabolizing system 7 M RBIEVE LR
SAE serious adverse event EEDAEES

sC5b-9 soluble C5b-9 complex AIYAMECSb-9E A A

SD standard deviation FEAE(R 72

SPR surface plasmon resonance FH T TR I
sRBC sheep red blood cell BRI ER

SS Safety Set LARNERRAT R G4

ti2 terminal elimination half-life FERAH DI SR 00H
TEAE treatment-emergent adverse event IRBRER SRICEELLEEFR
tmax time to maximum plasma concentration e e ILFE P R I ]
TMEE target-mediated exposure enhancement TR AEPER B K
Vz/F apparent volume of distribution FINT DIy AR A

mA MR EER DR

MG-ADL : MG-ADLIZ, EAEM 1 (MG) SER O BAEE 2 7951272 8 THE OB ME T, BEFO#HRE N T
FHIE AR AT 5, BRONFRIL, 20038, 3023 O REIHTE, 102300, K O >3 MUEAEREIC R 320 D TH D, K 1H
BE 0~3 0 (080 IERY, LR 2050 FRARJE | 3 R ) OFEPH TR EIND, AT II8EH B DA T DAFHT 0~
24 OFETHY, I ENEEIERDNEIE THHZ LA BIRT D, MG-ADLIE AT AR LT 5E, BRMICE SR
DdDHEIHI2SIID, (Muppidi et al, 2011; Wolfe et al, 1999)

QMG : QMGIIMGHIZFFRNZBIRE S AL, AZAE(L R OV 7 — RN E BAV72 1358 B OFREEE IS AT A THY, IR, E
B, R0 R ONU R REZ AT 92, 45T HIT0~3 A0 (040 IEH . LA R 200 P25 | 300 i) O#PH TS L
%o MAITIXIZEE DAIT DEFHTO~39ROFH THY BN EWNZETEE N R E ThHZLa BT 5, MGEH
TRt G UTc 72 BR IR RBR O L[ Tk, QMG A T 33 L LT D LERMICE R D5 D RSG5,
(Katzberg et al, 2014; Barohn et al, 1998)

MGC : MGCIE, ERRBIS LR FRER O i 5 CMGHEE OEEARIRREDOTHIIZ AW HIVA 10T H OB RIZETHY | 1RHEEIES
BT, BRMONERIZ, 30008, 30034, 10730, 1-DM38H, K U220 WUIEIZRE T 20D THD, AT 0
~50,5OFFATHY, MEDNEWIEEEENRE THDLI LA BT D, MGCR AT M3 A LT 5L, BRIIZE RN
HDHEHTEND, (Benatar et al, 2012; Sadjadi et al, 2012)

MG-QOL15r : MG-QOL15riIMGHEE DA DOE (QOL) Z7EAli 375 155H B OEME T, BEDNHE LR N T 5, Ao
TIX0~305DFPHTHY  SSEDENNEE | WBRE O AETRICRBIT B BO BN VIEZA THHZLEERT 5 (Bumns et
al, 2010; Burns et al, 2016) , MG-QOL15r D lRAYE 2B 2RI IHES LS TV VR,

MSE : Minimal symptom expression (MSE) 1, MG JEARANE K ST HFE BRI BREHE T+ 20T A&
UTEYIRFIZE S TMG-ADLIR AT T 80 XU AR T2 LA E#L T D, (Vissing et al, 2018)

VAF 2 —REDER : T X TOEKRER T, #8RE O ARRENZE LIEBL LGS XIZV—EBDVRIRHH IR
EALERT B L5512 sMGIBIEOIRAL (L A o—315) LU CL BB 135 7 a7 Vo Sk (IVIg) XX sE
ZZHa (PLEX) JIEE 52T T, LA a—RIEN NI LI~ 5 2, TR IEERI DN ERGE (IVIg SUFPLEX %) | 1R
B R ONBIRHIR AR E LTz, 728, RV Tl MGOO10FRER (2 BT DL A a—RIEDRINFIC = /) X~ T 2 & T,
UAX o —EOEEHRFIc o N a T O A IE LN e LT,

Barohn RJ et al: Ann N'Y Acad Sci. 1998; 841: 769-72. PMID: 9668327
Benatar M et al: Muscle Nerve. 2012; 45: 909-17. PMID: 22581550
Burns TM et al: Muscle Nerve. 2010; 41(2): 219-26. PMID: 19941339
Burns TM et al: Muscle Nerve. 2016; 54(6): 1015-22. PMID: 27220659
Katzberg HD et al: Muscle Nerve. 2014; 49: 661-5. PMID: 24810970
Muppidi S et al: Muscle Nerve. 2011; 44: 727-31. PMID: 22006686
Sadjadi R et al: Muscle Nerve. 2012; 45: 820-5. PMID: 22581534
Vissing J et al: Muscle Nerve. 2018; 58(S2): S97. PMID: 29684239
Wolfe GI et al: Neurology. 1999; 52: 1487-9. PMID: 10227640




I EICEI SHIEE

AR DEE

UV 71, Ra Pharmaceuticals, Inc \ZEVAIBLS V7= 1I5EO T B OAERL S AUVDBR IR
TFRTHY, DNaT T F R NIY LR LT HKRMEERFITHL, fiRE 5 By (C5) DA
)72 IE AL B 5T 2R B OIRFEE BRI LML EAR THY ., L7 T ral o 2R/
(AChR) TR 5 0D s N\ 48 By Y B Ay )0 (gMG) DRI FEE L TR 3D L T&E T, #L
AChRFUANPAChRIZIE L THIET 2gMGIE, H CHUADAChRIZHE G T HZ LTI #iRDE
PEAEL, T 7 A B R EE A R (MAC) DR S HL, BB MRSV CRIE T H 28
FHHFEE BN TN, DaF g, ZoOVE TS L0 R ATE AR O RERL
BHRTHOHCSOVERAZIRE T 5, CSITRFEANTHE AL CCSHHLEE R 1L HC5a TNC5b~D B
ZHFEL, ZORE SR MACDOTZ A K ORI IRIEEDZ T L2l —al BELD, EBIT, ¥
AT ZATCSDCSBITH ST DENTHE G T DI EITED | CSbDCO~DFE R Z ARG T, £
D1 DMACD FERR &AM fRTE M2 B0 52,
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® UNaF T NIICSORAEET AT Yy ZICE T HZ LI 8D T i O AIEM O] & O
MACTE LD 5 — B (CSbOCO~DFER) DEFENIZ2FE | D2 >D/EH T MACHK k% FH
FHT 2, (VL 2. (D AEHEBAL-E BT | DS )

® UL Td, R IRTEMEALRR S o i B B M OVER 2R B W 5 12 3\ TCSa e CSbDJE %,
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I ERIZ %4 B E MM e 2R Uiz, (TVIL 2. (2) #Ah A Z AT D3R BRA S | DIHZIR)

® VAN I AH — E 5 MR (MGO0093ER) Dt K. FEEEHMIH B ThHHWeek 12125115
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PN ThH 72 (LOCF, ANCOVA), (['V.5.(3) 1) ¥igFhaE T AHRER | OIHZ )
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] R [ B TR — B 5 kiR (MGO01075R) DfE R, FEREAGH B Th2DH Week 121235175
MG-ADLRAZT D_R—=R2F A L bDZE{LEDOLSMIL, ¥/V=277-0. 3mg/keghf T-4.39 %
O TEARBET230THY, 77 BARFEEIGL T, a7 70.3mg/kght TIEHEEH 2RI

MK N Z2RL, LSMOD 2£(3-2.09 (p<0.001) Td->72 (MMRM-ANCOVA) (fRFER 72 i Hir
fR) o (V.5 (4) DA bR EERABR ] DIHZ )

PLAChRELIRBG D gMG IR % 5t 2 it L 7-MGO001058 R (2 33\ T, AAFIDOAF M L OV

EYEPHERSNTZZEDN D, RANTHAChRIURIE D BEIZH G2, (TV. 2. 2hg XIIzh
HICEETHER  OHES M)

MGO010FRER DE-ILAEIZ (X, L TFaxTaAR | UXRE A B 5-Sh, H&iE~—
AT7AD30H L EEINDEFESNTEL T, 12BEMOE 5L E T T 5T ENRNZEN
HEshiz, (1V.5 (4)1) AzhERGEERER O ESH)

AFKBE5-BAAA 120 1% £ TITERO W EN RO SRV ERE TIE, fhOIRFRIE~OUEZ %
BT D, (V.4 HIEROCHEICREETDEE I OEHSR)

] % 3 (] S5 TIUFH = 390 Aot 4% - 3B (MGOO1 T3R8k . H ) O FE R . MG B [T ARH
0.3mg/kga [ TH G- LTc L& DR MR OBB MRSV, RIREHEEE Th O R 1218
IZBITDHMG-ADLME A T DYATRRER DR — 2T A IO AL EOLSMIE, A40.3mg/kg/
A 0. 3mg/kght (A F O fk fo¢ ¥ 5 E) 723-5.77(95% C1:—6.83~—4.71) . 7 7 & R/A Hl|
0.3mg/kght (RH~DEIE 2 Fe 5HE) 53-6.67(95% C1:—8.37~-4.97) Tho7z, (V. 5.(4)2) %
MBS )

BERZRFWEREL T, SR FERYE, EREZYYE, R K OEERZBBUENRSH OIS
ZERBHD, (VL 8. BIWEM I OHES )

RN GITERUTIE, FRAIARFI$E 5-BAa 0 /D 7 EH 20 I AT E TR B 12k 20 7
VERERTD, (V. 2. eI RICBI#E I 2728 OTHS )

i ) SEF AR T

ONaZd T AT ACREMS N A BRSNS F R T, T FREDTISEO T Wi D D
pcEAD, (ML 5. 3. s AU IR MR TS )

AL, BRIEEDFNTAEWETOENF (FL 74U ) LT faEL, TR 1E
O H OGP ARERE FIERRAITHD, (TIV. 1. (1) FIFEO X5 OHEZ )

WIEERAICEL TRMT NSkt
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I HHEE A BT A 5% & Sk

RMP

H | (1.6 RMPOME | OEZBMR)
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I.2Z#(CBE9 5HIEH

1. ER5E4&

(1) &
DIVERZORC R EL16.6mgl Y Y
DIVERZOR R E23.0mg Y Y
PNE RO T E32.4mg ) Y

() F4
ZILBRY SQ® Syringe for S.C. Injections

(3) BMDHEE
R

2. —f84
ORI EAGEF )
PvarZF R L (JAN)

(2) F4&(MmAk)

Zilucoplan Sodium (JAN)
zilucoplan (INN)

3) AT .Li(stem)
AR -coplan

3. EEXXERER

o]
HN
< I P Na"
>—Lys-Val-GIu'-Arg-Phe-Asp-N MeAsp*-Tle-Tyr-AzaTrp-Glu*-Tyr-Pro-Chg-Lys*(EG24-Glu*-Palm)
H,C

CHsy
alie
H.C 3
aC "N H,N

COoH CO,H

NMeAsp Tle AzaTrp Chg

o
H H
H N o] N
/ N [.CH3
HoN"" >CO,H 24 HO,C

Lys*(EG24-Glu*-Palm)

* RV A FF O T BRI, | DRI T oM ALEN T T VX =M FEA L, 40D EEME R
T NIT AL A N ENENL ST OREEL TN,



I.2Z#(CBE9 5HIEH

4. DFXRUHLFE
5773 Ci72H274N24NagOss
4y E:3650.1

5. b4 (@LE) NITHFE
ENZE
ONaT U FRIT AL, DAaT T O RIY MMETHD, Vvad TR E A
SNTERERIRATF R T, eMilifR CSITREG T 5, <7 FRERGE 15 EO T B R
H720 ., 15 3 H O Lys FRIEITEM S TN D,

Tetrasodium salt of A2-acetyl-L-lysyl-L-valyl-L-a-glutamyl-L-arginyl-L-phenylalanyl-L-a-
aspartyl-N-methyl-L-a-aspartyl-3-methyl-L-valyl-L-tyrosyl-3-(1H-pyrrolo[2,3-b]pyridin-3-yl)-
L-alanyl-L-a-glutamyl-L-tyrosyl-L-prolyl- (25)-2-cyclohexylglycyl-N¢-(3-{w-[ (V-
hexadecanoyl-L-y-glutamyl)amino Jtetracosakis(oxyethylene)-a-yl} propanoyl)-L-lysine

(6—1¢)-lactam

6. HA%, fl4, KBS, B5ES
RA101495 (ttN=—NK)
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1.

MELFHEE
(1) 5H&R-1E1R

A AN EADORH R ThHD,

(2) BREHE

1) BEBRICHT5ER8E

DNaT TS N KFEEEOPERE  (25°C)

TA it VA fR E (mg/mL) VAR 2R 50
~FH 1.21 x 10 FEAETET RN
vranirys 0.860 D TEITF LT
AR ) —)b 2380 D CERT 03
50mMVY kR R (pH7) 2560 e TR
K 1350 WD TR T 090

2) HEpHORBERICH(TLHBMBE
DNaT TS NIT LFEEOEERE (25°C)

DN T KRR DpH VRfRFE (mg/mL) VAR 2R 50
1.5 6.50 x 107 IFEAETRT 2
3.0 1.71 x 1073 IFEAETRET IR
5.0 0.898 D TEEIFIZ W
6.4 1119 T TER T3
7.5 >1102 NG NPESE N
9.0 >1113 kD TERIF 29U

3) Wit

T O

@) MR(GRR), BR, BER

L

(5) BUEEMRRER
R

(6) PEFRHE

1.15 (7% 7 — VKA AR




Il. ExhAsrIcBEd 5IER

(7) DD ELREE

20C

bt [-38.8 1, (10mg/mL A%/—)L)

SEFE N 4.9

2. ARHSOEBEHTICEITARES

A OB PRAFSRA: PRIFFERE PRATHIR il R
MR -20+5°C 364 H T RCOE B BHHEATHT-.
— /—yH:*

5£3°C K OF ks
s T Ok st . .
JIsE R R 25+2°C/ 364 H T RCOEB BN TH-T,
60+5%RH
EEIEt (S
LB AT AN RO T Lo il L R D ¥4
R LK )
IR EE 120 5 lux-hrll |- oo | A7V) i DENIE, BENTH
ez EERER | ST R LR — 200W e | YA 10H ’
hr/m2LL_F (25+2°C/60+5%RH) Yk
KO T _COHEE BHENTH-T,
TR

ARBRTH B : (R aAER, haln) YRR, MenBallh, MEERBR, Koy, ERIE, ZURMU U AR E %
Ot e MR BR) Mk, FIEERRER, 78 & IR B 12\ ik ord Fi
e RAEE R e L RS 2y A E B R L B

tZRESEE b= = VLI BBT N IRAN ST

3. BRESOHERERE ERE
Tl R -
B EoHriE
Rk a~ 77 1—

2
Wik a< o7 4—

E
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V. RFICETHIER

1. Hi#z
1) FroRX5

ARANTHE G- OFEFANIT, B FICEREEATEANT DD WA ER L &L 7
AIVRIV MBI AT e Rr— g B TH A,

) HFONAEUER

S8l

TV —ay R

AN
l\'“

< P

Ty RO

UNVEATOR R EL6.6mg VY BT
UNVEARYOR T FE23.0mgi Y A LU
UNVEAIOR FE32.4mgl U

PEIR I EHOIK

(3) #Aa—FK
BALPANA

«) HE O
pH:6.5~7.5
BB (EB AR A ) (01

5) TDith
BN



V. RFICETHIER

2. HFIOHER
(1) BXES GEERS) OEBRUFHMF
R4, PNERTBC T PNVERT BT PNERT BT
IR 16.6mg> U 23.0mgi VY 32.4mgi VY
BNy 130220.416mLH 130220.574mL 130220.810mL
PNa7T-16.6mg PNa7T23.0mg PNa7 T 32.4mg
(nNaZ7soF oL | (AadTeF YL (Onarsr Ny s
£LC17.0mg) £LC23.6mg) £LC33.2mg)
ANl U g K FEF R A — K Fa# : 2.90mg/mL
IRV —KFE TR T A 4.11mg/mL
AL R A 4.42mg/mL
FES K &

(2) EBREFOERE
%M LR

3) BE
BA1UANA

3. BRIBABREOHBRUVAR
BA1UANA

4. Sl
LML

5. BATAHRERDHIRMEY
SR EL PR TR

10



V. RFICETHIER

6. HADEBEHTICETLIREM.

%l RIS PRAFIERE LRAT A S
3} NTOIHHE P )
IR 5£3C Seps | ) CPHRBREEAT
HoT7,
25+2°C/
60+ 5%RH K O° . .
~ V7 4)UR .
P 3042/ 7y o F A | SRR I,
65+ 5%RH I
75+ 5%RH
P 40+2°C/ EREPK T Loy i A pl
R 75+5%RH )] MERD LT,
. GEMETLEN, HEN
PAEVAN ) _ e b s
FPREE 120 Tux ~hrld B &Y N ThoTo, SRR G
DTN it S I EE Y DO,
Szl e R . 10H
200Whr/m?21 - FLT R FRTOEE AT
(25+2°C/60+5%RH) SIS P

AR B - (IR AR, I, it arig) MR | TR BBk, MIPZRABR, &, pH. IRIBIE. NAMEROR 7| IR

7. RARZRUVBRBRROREN

(VL1138 _EoEE | OTES R

8. fhFIEORATL (MELENEIL)
L

9. Mt
%ML

10. B3R -OK
(1) FESADELER AL, NS RHCER - SRICEHT H1EH
AZG L7

(2) D
UNLE RO R E16.6mgl )Y :10.416 mL[7A]
UILVE RO R E23.0mgt ) :0.574 mL[7A]
UNLE RO R E32.4mgt ) :0.810 mL[ 74 ]

Q) TRERE
A% LR
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Gakn

JEA £

A

TV —ayR

RN 7FarL

=—RL v —TF 4—F (/A A(NSD)

RYI—ARp—h, AT UL AZF—)L

TRA T 4T —T7F3 (AFF)

RV —ARHR—]b

FL IV

TT T AR N—

INFaR) =Ty REREIIR— T vET
Fra A

T V=—2 3 (1000 cSt)

T30 ESImL RO T AWEEEAT 1 TTTA
i FESImL R 7 ABREEAAT 1 T A

A 2V =r—2 1 (1000 cSt)
——Fkn AT UV ARTF— )b

T V=—2 9 (12500 cSt)

B ESE — /LR (RNS)

HEH— VR B R A =5 A k< — (BD260)
g — LR R et

11. RgEHESNIEME
L

12. Dt
M ER L
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V. ARICEATSIEE

1. FhEEXITZHR
4 B RV BRI A 2 SR (AT 1A R UL AT A RF LSO S M 23+ 43 12 880 LA

EIZIRD)

<ERERR#ML>

ENOV a7 ZrOhhe SR IE 5 EE 8 E (gMG) 2 3 588 a5t 5i.&
U7z [E B3 R SRR 5 B Ml (MGO010585%) K ONE B 3[R IE & M B ke & 55k
Bk (MGOO011585R) D% REM | A hi M TS0 ERE & O - A fbTIc LD e ks
RICESEREL, (TV.5.(4)1) A2hHEMGERER ] DHZ M)

2. PRENETIHREICEETDHIER

5. MEEXIIHRICEET HFE

5.1 ARANZL, PireF ralr SREFUREEDO BF IR 53528,

5.2 ARANL, MIACSORHZL L O'C5bECODFEAZFAEL | #E AR A IRCSb-9D A sl &4 3%
EEZDNDTZ | BEER F 21X 0D &3 2 I A B 12 LD IGIE 2 38 iE L o3 < 7 B Al REE
BDDHZENS | RENOAFIME K O M2+ CFfRE LU= E T ARG O IEAE E ISR
L. @Y REFIHEAT 2L, Fo, RAEGICEEL QL JRAIARF R G-BRtE DD 7a< 12
HEERTECICHERE IR T2 7 F 28T 528, (1.1, 1.2,2.1,9.1.1,9.1.2, 11.1.1, 11.1.2
2]

5.1 UNaF T AT IRCSL ~L CTHRIRIEME A R T 5, A A7 —RIZHTAChRELIA
(IgG1 & WNIgG3T AV HA TV EIEHEALI DN, PR R Z R AT T o %) —
PHUE BT 1gG4T AV Z A7) I & » TRIEIELE N2, HIAChRFLIKRBS D
eMGHEFE 25t G FE hin U 7= [E B L[R5 AR — 1 5 i (MG0010585k) (28T A
HIOF R Ve BVEDNHER ST, LA ED D FIAChRPUAGME D BF 12 5452
EEHRELTZ, (V. 5.(4) 1) AhMERGERER ) DIEESR)

5.2 CCDS M OO SCEASBITHRE LT,

3. AERUVAE
1) AERUVAEOMREESR
BE . AT Va7 I LTI RIRTHEZIH LRI Z TR 535,

(LN 55

56kg A 16.6mg
56kg LA 77kg A 23.0mg
77kg VA I 32.4mg
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V. ARICEATSIEE

(2) BEBRURARORTERE-BH
eMGOEIRBI 7 a7 7 2B T BN RRBEO Va7 OHETH D
0.3mg/kg ( ERITEASUKEX /3T EDEEH®IZED, /b EEL T03mg/kea #%5-) 1%,
ST ER R SRR 3 1T 2 A 20 M L ME R RS BUIRE R L #ERAI IR RR K 00 L0 K& e PR | W ONT
DNaF 0. Imgkght 5 & O T TR G LRBED R BT BT 7 A AT ISV TTERIS
7=V, Fi- . ETFHERRER (UPO1123BR) 123\ T AR 5 24 IEI% 123517 54
RILERON—=ZAT A NHDOEACEDFEEIL, 0.4mg/kg= AR —RTI7% ThH 7273, ik
Fept H-A8IRE [ 1% T, 0.4mg/kg= AR — R T88% M 10.2mg/kg2 A —h T60% CTho7-ZEi b,
72BN A AF D720 DRI (95%H8) DRI, FG-MRERIchi-5Y 12
77 D1 BRI G B LETHLZ LIRS, (TV. 5.(3) AHEMIGCHEZERER OIS R)

4. AERUAEICEETIIER

1. AZERUVHEEICEET 5=
AFP H5-BIAAR1238 % £ TIER DU EN RO DRV EBE T, thoiRRE~DOYIVEZ 2 E 8
T52L,

< i >
MGOO010FRER 23U T, K7 O ERE TR G-BAR 120 % £ CIIER O L EDRD 5
NTeZEMBRRE LT, (TV.5.(4) 1) ORI S IHE B 5 el O EZ M)

5. ERERREHE
1) BBRT—21r—>
R O FRAH e o o . U . %
(£ FTHA B E *tg:, REBIEK Be5 055 - e 5HIM w5
UP0112? “HEEW AR, e R : 28151 SAD : A& %] 0.05. 0.10 , 0.20 .| O
(A —ANTV|EAEZAL AR, SAD: 2245 0.40mg/kg X 13 7 7 & 7R & Hi[A]
7) TR IR |PK/PD MD: 645 KR h-
MD : A #0.20mg/kg X 1L 77 &R
Z1H1ET7HM KER TS
UP0113? “HEER, |2, fREEM B E (B A AN/ A|SD: A#0.1,0.3mgkg T 77 €| ©
CKED HEVEX (L AR, N) :36f5 A HEE TS
- TR |PK/PD SD: 2051 (H A A10f1) |MD: A#10.3mg/kg Xix 7 7R %
T MD: 1661 (HAASH]) | 1H1[E14 A [ SERE TS5
e UPO115% HEM BB Pe GHNLICES | RO BRE : 1601 AH0.3mg/kgs MZHE . KERE, X| O
CKED EIE AL \JBPK, J—7A: 84l X BB TS (5 MM &
Hifiaa% BEAE, 7 v—7B: 84 O 1ERALIC (B )
2-way R5EE7| M PD BeEHA L 5
HAA—/N— P 532 - S
UP0094 ¥ FE® DA T UMK | B T B B R | A0, 3mg/kg A HLEI R T 5 O
CKED Fxt IR WOPK ZaME, | F 8
AR JH R HE T R
8451
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V. ARICEATSIEE

HRBOME | ., . e o P
(EHEE) THA AR H Y K5, EBIER B 5071k - B 5 I w5
UP01149 FEMR DN Ty RO | M RE A B | A0 3mg/kgE HAEI R N 5 O
B (T 3| Feseh R HOPK M, | 8
FE. Y AR RS RE E R
— AT 8431
UP0093 7 “HEHEM DB —QTc fHIlG [R5 64412 AF#H10.6mgkg X 1T 7 REZ1H1| O
CKED HEVEAAL W69 250758 P, | Zb—"1:324 [B17 A [# AR N5
7T R xR et AR L | ZV—T2A: 1601 EXFTTaF Y (FEELR)
FEHE TR 1%, PR [EIFE, QRS| Z/v—72B: 16/ 400mg# % 1 £ 5-
A THER [k, T O RE R
IR —N— | U B
]
MG0009® | . XA gMGHBA 4501 FEN— b AH0.1, 0.3mgkg|©
e | (IFE KEH) | “EHEMH BEE, 0.1mg/kgf¥ : 1541 XX 77 'R &1 H1E128 K
1 WEBAL, | TlEOEE 0.3mg/kg: 1531 i
. TSR %R TR 1501 Mt N— b 0 RF0.1, 0.3mg/kg
Z1H 1\ BT F TRIEKL
THh
MG0010 | ZfskdhE | ek, A gMGHE 17461 (B |[A#10.3mg/kg XiZ 77 ¥R %Z1H| O
W7y 7 (B _EEH EE, A N161) 1E238 [ B R T #% 5
= A RN (75| e sk AFIEE 8661 (A ANT
I VA RAY AXNT TR A% R 1)
4 7T TR 7T RSB (H A
— TR AL AN9f)
v E) ek
(5 KIE)
MGO0011'? | ZffigkdkF | R 51281 5|MG0009 3 B X 1F|AKA03me/kegZ 1 H1E Bk % | O
(R k) EEM ek, MGO010§ B & 58 T L7=| T2 £ CRIEK M5
Eikei e | AN, %A gMG 1200051 (H
5 HE, A N1615)
T TRAR/AA0. 1mg/kg/
=3 AF0.3mg/kgh - 5151
# T TRAR/AHAI0.3mg/ke
Hk #9041 (A AN 9f51)
ot AF0. 1 mg/kg/ AH
0.1mg/kg/AHl|
0.3mg/kghf: 1241
AF0.3mg/kg/ A H
0.3mg/kghf: 9341 (H
A NT7H1)

O=HiEEL, O=2F%EL, PD=37)%, PK=SMENHE, gMG=225 R TERE G 1 )i, SAD=H [l # 5-, SD=HE[al#¢ 5.,

MD=X & &5

a: AR LSNP RIS Ga SR T L L7 1612 BR<

(VE) AFNTHERESN TCWATHELEOHE NILLTOEBY THS,
T RSO TFU L UTRISRT B2 L1 1 FR55 5, (RES6kg Rl : 16.6mg, ARTS6kgbl -77kgA

it :23.0mg, RE77kglh I:32.4mg ]
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V. ARICEATSIEE

(2) ERPRZEIEEABR
1) R2EMEHER
O % 1+ERABR(UPIIRE) GFEANT —22ET)Y
HAR AN R OVFME N (B N) fEE 5 #3601 2 xf iz, BiE[ % 5 a7k — h CIEARHAl
0.1mg/kg X 130.3mg/kgZ WV 7uh H AN « A ASABIZ U7 T 'R Z H AN - A A1
(ZHR R T REG- L (5F20%1) . SO 52— N CIEARF0.3mg/kga H AN - B AZ661IZ,
TTRERA AN FAANZ2BNCENEI 1H A4 B BKER TR 5L (GRH6s)), Hn
e o —hCiE, AFI0.1 } 00.3mg/kgd 50 1 ABERE F 1511245 1 O TEAED HE BL
L. b5 (1 8 118114 B ) 23— Tl A#10.3mg/kg#x 502451 (A AN & OV E A\ g
BB IS R OT TR b O B ANEERE 1G1ICIFOTEAED B LIV, inBsks
B0 LI S 7- TEAE (RIVE D) 1 X B B B2 — R CI30. 1mg/kg 5% 5-#E D A6
HEFHBALESR . KO T2 REEO 1N NI, 0.3mg/kg 58 TILROLINT | K
B E- 2R — M TI30.3mg/kgix 5D B AR ANYEERFE 1IN AEN DR ELLI., WThoak—h
IZBWTHIEL ., B IGBIEOHR 5T ILICE -7 A ERERITIREE T, BIRREDO R
REBTFRD N1,

©@ oMo 1 HRBRICBIZEEEGNEAT—%)

- UPO115388RY : (e Al AW BR A 16001 % % IS AKN0.3me/kgZ IE 3R, bR, B OVKBRERIC
AR TG LTc 856 OB H | 24 T1131 (68.8%) (2171 DTEAEA EBLL 72,
TRBRIE L B B 0 & H BT SV TEAE (RIVE D 132 T, 761 (43.8%) 12845 BLL 7=, Fl
VER O 5L OE ML AEFNIERD HIVT | BB S 1T B 5L CRIEE Th
S7= GEBLEIA 114.3%~28.6%) , W T NOR—MIBWTHIET, BEE TR D
B G IEICE T2 A EFGUIREE T BARED RESLIIRO b oTc,
7o, THILZ2WZ MO PT RITERO biveioTz,

- UP00937BR” - fRE e il AR 6451 2t G AAN0.6mg/kg ™ XX 7' 7R %1 H 1157 A
M AR T 153 2QT/IQTe ~DR B4 fat 4 23 BRIC I VT, AHI0.6mg/kgn % 5-5
NI —7"1 (KA 5-#E) D32451521451 (65.6%) IZTEAEDFEBLL | {RRIEL B HIHY
EHBrEAV7-TEAE (RIE ) 131061 (31.3%) IZFEHLL | 163TEAE (IR, #0, KOV
T O TIUD 24RE B LA ISV ) IS K0 A 1k U, 7R BIVE PR S EBAT PY HH 1in Ke
OVES RO (5301, 9.4%) T, IRWNT T OB (45201, 6.3%) TH-o7z, B
XIFEERAFEFLIIEEAE T BARED LT SCEEIRD LN o7, KA
0.6mg/kgz 1 H 1 KEH G Li-L&, THIL2WEE2MEOFT RITFRD LT, AFI#% 5L
TR G ORI RSN EOEN T 5T,

(2) AF RSN TS TR G X FOL B ThH5,

D@, RACIE a7 L ORI R T 821 B 1R P& 595, (RES6kg KM : 16.6mg, &
FS56kgll L77kg Al :23.0mg, (FE77kgbh - :32.4mg ]
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V. ARICEATSIEE

2) QT/QTcEHiiEAER (S EAT—43)

UP00937 R [ fat e pl NBRE A Rt IR IR A A 2 NV a 7T g 5 LTc L&Dl
I TR BA TG T A5HIE, —EHER, BEAL, 77 R K ORI
FTREM, 7 eAd — R —BBR] VI 8BWC ERE R A LB 64151 % %t G2 R FH B2 2 5
BOARAFN0.6mg/kg ' AP 5 UT- L&D LB DB R LI 2 A ARAID
QT/QTciHl i XfEMEThH 7=,

() AAITHARINTOBTER O &R NZL FOL B0 Tho,

H@EE ., RAZIZ Va7 70U TRIRT A EE 1B 1R 595, IRES6kg A : 16.6mg, &
H56kgLh b 77kg AT : 23.0mg, R E77kglL | :32.4mg ]

3) EHFHHER
SRBCYA ML FRBR 1T 5 B T gMGREFE ~ DR BN K&l B IR IZ 35 1T DTG M4 I ik

THIEND, DT T OPD~—h— L TR INTIE CHDHEE X T2, YVvaT T m

AMEZ B ST HARIS%DIREFL ~ A E#ER T 2 HER EDOfEEL T, ZOPD~Y—7

—Z Wz,

- UPOLI3RBR (AHE AT —%) : AK10.3mg/kgz 1 H 110114 H KB FRELEEE, AA
BB K OV AR AYEBRE |28 1T HsRBCIA ML E SRR HAL, s BRI 2 L5 L CHEFRF
ST, sSRBCIA MR F L, P va 7T i 524 %% O Day 15F CHfEFFS Iz, 77
TR EER G INT RS Tl IWIEEIIFRD b o T, VvarTrER 5 En
BBRFEIZEB1FD PD SUGOFEEE & AR 1T BARIFD DIRE BIRFITHY, A A
BB E L AR ANYBRE TRIEE Ch 7=, ([VL2.(2) 3h% HAHT H3lBR g ) DTS R)

- MG00093 8k (AL E AN T —#) : AF10.1mg/kg X 130.3mg/kgZ % 5-L 7= L& 0.3mg/kg 5-
FEIZ 1T 2sRBCYS MLPAF 13, % 5-3 512 12 PHLE 2R90%I 2B = L 7=, 1238 H OsRBCHS
M PR IE, 0.1mg/kg#% 5-T82% T > 7= DITHI L. 0.3mg/kgf 5 TILI5%HE TH 7=,
(TVL2.(2) 5h& AT 2R BREE | DTESHR)

-MGO00103R Bk SME AT —F & & Te) : AHK10.3mg/kgs £ 5L 7= L& DsRBCIE ik C
1%, Week 1~ 12{ZAfH AR (sSRBCIR ML E) 237 k&40, Week 1200 3#1398% CThH -
770 (IVL.2.(2) EEhEEAHT HaBRAE | DITES R)

- MGOO11ERBR A ENT —F%ETe) : Week E1212 81T AP E (sSRBCIAMLPAE) 1
SEATIRBRCARKID B G- SN -5 CTRLE297.3%, ST T 78RN %%%;m:
BEBRE C95.9% % EER L7z, (IVI.2.(2) 3aha AT 5 BR ik ) DTES )

LLEDS  AH0.3mg/kgD ARG LD MR E DR PFONLZLAVRSNIZ,
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V. ARICEATSIEE

(3) AERIGHRRFER
1) ENEIHR-EERERMG009EHR: NEAT—2)Y

EN:D!

- R E R EE 3 ) E (gMG) A 2381 DAAN D 22 Ve S OB M2 3 AT 5
%
+ gMGIEE (2B HAFN O P Aa ez i 42

BT A

I, Zhtisk,. —EHEEMR, BIEAL, 7 78R %GR
CKRE K DT 290i7%)

xt 8

% A gMG B : 4501
(0.1mg/kgh¥: 1561, 0.3mg/kght: 1561, 77 REE: 1564)

R FLUE

1) FEHN8mR LA _ESSEEAT D B S i etk

2) APV —=F BRIZgMG LK E TE 7 1 ) iEMF 55 F (MGFA) O B EFEHET /T2 1T
~IValL2Wrani-&

3) MEHFOHF T BT LaV 844K (AChR) FLIRB B HEDH

4) FirEF a2 T T —BIEA 10 L, B IELTORIE TR — =0 TR RO
—ATALBEOQMGHRAZ T M12LL L )24 B UL LA T 2L Lo

5) ALFARTEARDHENRR—2F 42 D30 A L LRINSE RSN TRLT, #5-H/
ORBERICEFEFEN2NE

FEpbrAHUE

1) 1MiE P OGRS /AR F o o 7 —PHR SUIHUR L BV RE B2 A4
R QEATER B THDE

2) FFHESRERAEEN B W RE UL E Y XT3/ B BB S  AST R NALTAN JE YERI B E
FRAE (ULN) O2E 48]

3) N—RATALRI30 H BAN SUZHEBHEA D55 LA (W 1> FB W J7) IS O TR BRIE T4
IRBLE I LDIREE 2T T-H

4) R—=ATA U HI6H A NIV Y X~ T I XD IR R Z T T4

5) N—2FA L HITATRE LA IVIg X IFPLEXPRIE A Z T 7=

AR 715

FF =R AHF0.1, 0.3mg/kg XX 7T vAR%E1 H 1R ERZ F#5

Mk S— R ARH0.1, 0.3mg/keZ 1 H 1E] BB T ECRIER TS

RERT A AR, A7V —=2 7 I (B R4E ) . EZS—h (5810 128 H) |
T Ot 7 — b GRERIE T32) D DRER STz, TB S— ORAI GREORRE 1L, Hk
Fe = CHRAEDOAAZ R 5L, FE — DT T ERBEOHEERE X, AHI0.1mg/kg
BEUT0.3mg/kghE ] 1OFIG TEAHT DI, Mk S—RTUNar 70, Imglkgs
&N _RCOWRE L, mP TN F703mgkgi 512810 % fkge /S — kM
BATLSE T UL, I mIIMGO0 T T RRERIZREA T LT,

MAIN STUDY PORTION EXTENSION STUDY PORTION

12-week Treatment Period _—
1:1 Randomization

0.1 mg/kg RA101435
Placebo

0.3 mg/kg RA101495

Screening

{up to 4 weeks)
0.1 mg/kg RA101495 0.1 mg/kg RA101495

0.3 mg/kg RA101495 0.3 mg/kg RA101495

1

1:1:1 Randomization

T BRI H

Week 12 (Day 84) IZ351T AQMGHAATT DR—RAT A L INHOZE b (R 7R AT
HH)

B REHATG H H

HihE, PK, PD., 224t
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V. ARICEATSIEE

fitT 07 ik

BEER OO OFHBE B Tl BB S—hefikie S—MDige 7 — 22 AL T

FRILT,

AW e B VERRAT R B & 5 BUTTRNT L, % SRR L VAR O FE B AR LT, AFH
0. Img/kgh & AH0.3mg/kgE DfE T HOWT, F RN O\t S REDO PG T —H &R L
71‘;0

A mITT M % EEMRTR REMIE L, TR BRI L5 R EIEH5E (LOCE) 12
FORMT —2EisE U, FEFHIE B IOV T IRBERAR T, ~N—Z71/0 0 QMG
AT TS B L U= A BT (ANCOVA) &7 /L T G- RER O 752 3 L=, FEMRAT
TlE. ANCOVAE T /L (Kl A EKUE 0.10) (2SO TAFN0.3mg/kght L 7 T2 R At
U7z, BRI Tld. ANCOVAE T /L (FHl, A B 7K %#£0.10) 12 HSUWTAHI0. Img/kghf
ETTRRBEE IR LT, FTo, R EREOR/ N R EEE (LSM) 2R LT,

(TE) AFNTERRBSN TOD T TEL OHEIZLLFOLBY THD,

HEE ., RAIZT Va7 7oL TRIORT A EZ L H 1B T 595, IRES6kg Al : 16.6mg, &
F56kgLh 1 77kg AT : 23.0mg, A E77kgPA | :32.4mg]

WEEER
ITTHER D R—ZZ A D N AFEFHFRIRFEIZ DUV T, S E RO FIPH345.5~54.5 7%
HADEIE1X73.3~86.7%. LA R=w 7R XTTT 2 B LI DENIE1586.7%., AR D&

PHIE85.27~110.94kg, S QMR FREL D E-)E D HiFHIE30.856~36.000kg/m? ThH->7z,

— 7T, MR OEIE
DOEIEHIFRFEEE | AH0.3mg/kghE Tl

1T GRETRZRD | ARFN0. I mg/kght TIE B M: (46.7%) &2 (53.3%)
HDOEIE (33.3%) & Hel L CRIMEDEE (66.7%) 13

EL, T T RREETIX L EOEIE (73.3%) LELEL CTRMEOEIE (26.7%) DMEDoT=,

A O#E R R E-ITT £H

SO, AFH EN A
K ?\1‘5115‘ B O.IQE/E; e 0.3§§/%(5g E N};{TS
PRI, n (%)
ik 11(73.3) 8 (53.3) 5(33.3) 24 (53.3)
Bk 4 (26.7) 7(46.7) 10 (66.7) 21 (46.7)
AFE, n (%)
TAYIFEERUIT FA % 0 0 0 0
ER
TIT N 1(6.7) 0 1(6.7) 2 (4.4)
BEAXITZVHFRT AVHN 2 (13.3) 2 (13.3) 3 (20.0) 7 (15.6)
;;{U\{E%&Emij@ﬁi%% 0 0 0 0
ES
HA 12 (80.0) 13 (86.7) 11 (73.3) 36 (80.0)
AL 0 0 0 0
N 0 0 0 0
B, n (%)
ANy I R XIFTT V%R 2(13.3) 2(13.3) 1(6.7) 5(11.1)
ERS= TR NITTT RSN 13 (86.7) 13 (86.7) 13 (86.7) 39 (86.7)
AL 0 0 1(6.7) 122
B 0 0 0 0
i (%)
n 15 15 15 45
F-¥JfE (SD) 48.4 (15.7) 45.5 (15.6) 54.5 (14.9) 49.5 (15.5)
EPME 43.0 52.0 58.0 54.0
NN 23,73 20, 65 21,76 20, 76
WX 5 (%). n (%)
<65 13 (86.7) | 14 (93.3) | 11 (73.3) | 38 (84.4)
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V. ARICEATSIEE

A BB R R E-ITT £H

b gt AFH AHA N
7 ;Elﬂs_\gi 0.1mg/kg ¥ 0.3mg/kg Nizﬁl;
N=15 N=15
>65~ <75 2 (13.3) 1(6.7) 3 (20.0) 6 (13.3)
>75 0 0 1(6.7) 12.2)
K E (kg)
n 15 15 14 44
F#)E (SD) 85.27 (21.44) 93.71 (24.72) 110.94 (30.79) 96.31 (27.38)
R fE 79.10 87.50 99.70 91.15
UN PN 56.4,128.3 58.0, 140.3 75.0, 171.1 56.4,171.1
HE (m)
n 15 15 14 44
F#)E (SD) 1.664 (0.138) 1.682 (0.092) 1.748 (0.098) 1.697 (0.115)
T fE 1.630 1.720 1.765 1.710
[CUNE PN ) 1.52,2.02 1.52,1.81 1.52,1.88 1.52,2.02
BMI (kg/m?)
n 15 15 14 44
F-¥JfE (SD) 30.856 (7.386) 32.804 (6.548) 36.000 (8.242) 33.157 (7.535)
R fE 29.770 30.490 32.510 31.110
S/ M, FRAE 21.46, 46.01 24.14,43.79 25.06, 55.87 21.46, 55.87
NR—2F7A DEBEER O gMG OBEERE-mITT £
SRR AL AL Lotk
N=15 0.1mg/kg ¥ 0.3mg/kg N—44
N=15 N=14
A7 —= 7 WD MGFA 535, n (%)
75211 7 (46.7) 5(33.3) 5(35.7) 17 (38.6)
752111 8 (53.3) 10 (66.7) 5(35.7) 23 (52.3)
75 A IV 0 0 4 (28.6) 4(9.1)
FEIE FRFAERR (%)
n 15 15 14 44
FE#)E (SD) 40.3 (17.8) 37.3 (16.0) 46.9 (19.5) 414 (17.8)
R fE 31.0 29.0 53.5 425
[N PN ) 15, 64 17, 63 15, 69 15, 69
e g7 A ()
n 15 15 14 44
F#)E (SD) 8.04 (7.65) 8.71 (1.57) 8.30 (8.27) 8.35 (7.65)
oL fE 6.30 6.50 5.25 5.80
UN PN 0.1,20.9 1.6,24.1 0.5,26.0 0.1,26.0
o IRREBRINIEA D, n (%) 5(33.3) 8 (53.3) 7 (50.0) 20 (45.5)
) —POEEAY, n (%) 3 (20.0) 4(26.7) 2 (14.3) 9 (20.5)
AJY—= T HED QMG AT, n(%)
n 15 15 14 44
FE#)E (SD) 18.4 (4.3) 18.9 (3.8) 19.4 (6.8) 18.9 (5.0)
R fE 17.0 18.0 17.5 17.5
UN PN 14,29 15,28 13,34 13,34
p & — — — 0.8784
A —=2 T WD QMG AT X4y
n 15 15 14 44
<17 9 (60.0) 6 (40.0) 7 (50.0) 22 (50.0)
>18 6 (40.0) 9 (60.0) 7(50.0) 22 (50.0)
R—=2Z54 D QMG RATT
n 15 15 14 44
F-¥JfE (SD) 18.7 (4.0) 18.7 (4.0) 19.1 (5.1) 18.8 (4.3)
R fE 17.0 18.0 18.5 18.0
S/ M, BRI 14, 30 13,29 12,33 12,33
pfE — — — 0.9447
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V. ARICEATSIEE

A BB R R E-ITT £H

b gt AH AHA
7 iff;ﬁ 0.1mg/kg B 0.3mg/kg B N/i;{zfs
N=15 N=15
R—=27A D QMG AT X453, n(%)
n 15 15 14 44
<17 8 (53.3) 6 (40.0) 6 (42.9) 20 (45.5)
>18 7 (46.7) 9 (60.0) 8 (57.1 24 (54.5)
~N—2F (D MG-ADL A= 7
n 15 15 14 44
F-¥JfE (SD) 8.8 (3.6) 6.9 (3.3) 7.6 (2.6) 7.8(3.2)
R fE 9.0 7.0 7.5 7.0
[ UN PN 3,14 0,11 2, 11 0, 14
p fiEi — — — 0.2815

Note: A7) —= 7B QMG #a AT, _R—AT7 4D QMG AT | _X—R2F A2 D MG-ADL #8A27 O p L,
ANOVA IZ81F% F RE TRz,

BADHEORER
- FEFHIIE B : Week 1212817 5QMGRAT T DR—ZFAL oD LB (BEEAVARMTE R )
O FER—F
Week 1212517 2QMGIR AT DN—Z 74 b OB b EIE ., AF0. 1mg/kghf & Y
0.3mg/kghE D7 T B AREELDLSMD 73 | AH0.1mg/kghf T-2.3, A#0.3mg/kghf T-2.8
THY, MEHFRIICHEREThH T [ £ 11p=0.0941, p=0.0538, LOCF, ANCOVA (1%
RERN 7R AT ) 1o

QMGHEATT DR—ARFA L PEDELED#HEFR (LOCF, ANCOVA) :
FEAR—-mITTEH

T5tmEE (n=15)
—0— AF0.1mg/kgE¥ (n=15)

—e— &E0.3mg/kgEF (n=14)
LSM+£SE

HSZBO WSV AUN—>
SNYUNEOZO
<

1 2 4 8 12
HAR (week)

Note: LSM K& O'SEV, 1RBRIEZ K -, R—AT7 AL DQMGHRATT % A FELIZANCOVAET /L THRIHLI,
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V. ARICEATSIEE

QMGHEATT DR—RF A INHDOEALE (LOCF, ANCOVA) : /S —h-mITTEH

R AFA HA
7Tk 0.1mg/kgitf 0.3mg/kght
N=15 N=15 N=14
N—ATA{
JF2)E (SD) 18.7 (4.0) 18.7 (4.0) 19.1(5.1)
i 17.0 18.0 18.5
B/ ME, | 14, 30 13,29 12,33
Week 1
LSM (SE)* —2.2(1.0) -2.3(1.0) -3.9(1.0)
80% CI (-3.4~-0.9) (-3.5~-1.0) (-5.2~-2.6)
LSM® = (SE)P — —0.1(1.4) -1.7(1.4)
80% CIP — (-1.8,1.7) (-3.5,0.1)
Jr il pfiE® — 0.4806 0.1167
Week 2
LSM (SE)® —-3.7(1.0) —4.0 (1.0) —4.7(1.0)
80% CI (—4.9~-2.4) (-5.3~-2.7) (—6.0~-3.3)
LSM® 7 (SE)® — —0.3(1.4) -1.0(1.4)
80% CIP — (2.1~1.5) (—2.8~0.8)
JriflpfE® — 0.4051 0.2424
Week 4
LSM (SE)* —3.7(1.1) —5.0(1.1) —5.4(1.2)
80% CI (-5.2~-2.2) (-6.5~-3.6) (-6.9~-3.9)
LSM® %= (SE)P — -1.3(1.6) -1.7(1.6)
80% CIP — (-3.4~0.8) (-3.8~0.5)
JriflpfE® — 0.2070 0.1566
Week 8
LSM (SE)* -35(1.2) —6.1(1.2) —6.3(1.2)
80% CI (=5.1~-2.0) (-7.6~—4.5) (-7.9~—4.6)
LSM®Z (SE)° — -2.5(1.7) -2.7(1.7)
80% CI — (—4.8~-0.3) (-5.0~-0.5)
Jriflpfii® — 0.0724 0.0614
Week 12
LSM (SE)* -32(12) —-5.5(1.2) —6.0(1.2)
80% CI (—4.8~-1.6) (-7.0~-3.9) (—7.7~—4.4)
LSM® %= (SE)P — -23(1.7) -2.8(1.7)
80% CIP — (—4.5~-0.1) (-5.1~—0.6)
JrillpfiE® — 0.0941 0.0538

a.LSM, SE, 158X, pffid, IRBREA T, X—ATAL OQMGHATT Z 425 B L= ANCOVATET )V TH LT,
b AFIEEDPME (A, A KYE0.10) . LSMDZE, EHEIX L7 TR AR EEL DL

FE IR O S—h

RN R ITHQMGR AT T DR—RAT A B0 2L & (observed case) 1. Week
127 CIEAAI0. 1mg/kghE T-5.8 (n=21) K& OVAAI0.3mg/kght T-5.7 (n=19) (LABE[FINE) . Week
247C1E-6.8 (n=20) 2 O*~7.7(n=19) , Week 84 CTiZ—7.3 (n=11) L U*-11.8 (n=4) TH»>7=,

AFI$ 5 BtRR D248 H

AANE5-BIG T O24 I BT HQMGRRAT T DR—ZF7 A LD AL RO HER 2 [X]
12, QMGHRATT DR—ATA LU INLDEA L B A TR U,
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V. ARICEATSIEE

QMGHERTT DR—RFA L NHDEAVBDHER (LOCF) :

DNaF TG ReHRO2BE - N T R R  RE R

—o— AH|0.1mg/kgd} (n=22)
—e— A%0.3mg/kgEt (n=21)

-4

-6

HIEMO SV AUN—2
SNUNEOZO

-8

PIEESE

T 1 T 1
12 13 14 16
HAR (week)

20

24

Note: IFATIZIZ, N—ATALZIZTESIIZL, 2, 4, 8, 12, 13, 14, 16, 20, & U4 H DRz A i,

QMGARIT DR—ATA L D EALE (LOCF) :
Onas 7 B EBEROB M- N a ST R e RN R RE

AH AH
0.1mg/kgh 0.3mg/kgh
N=22 N=21
i | CFB i | CFB

R—RTA

n 22 — 21 —

JF¥JE (SD) 17.45 (4.40) — 18.00 (5.86) —

g fiE 17.50 — 18.00 —

e/ IMIE, TR 9.0,29.0 — 8.0,33.0 —
Week 1

n 22 22 21 21

S (SD) 14.95 (5.68) —2.50 (3.62) 13.67 (4.63) —4.33 (4.28)

L fE 14.00 -1.50 15.00 —4.00

/M, HRAE 8.0,31.0 -11.0,2.0 3.0,19.0 -17.0,1.0
Week 2

n 22 22 21 21

F-¥ME (SD) 13.41 (5.07) —4.05 (4.37) 13.71 (5.51) —4.29 (4.27)

g fiE 13.00 —4.00 14.00 —4.00

/M, HRAE 7.0,29.0 -14.0,3.0 0.0,24.0 -17.0,2.0
Week 4

n 22 22 21 21

F¥4ME (SD) 12.23 (5.37) —5.23 (4.65) 13.05 (5.65) —4.95 (4.18)

L fE 10.50 —5.00 13.00 —4.00

S/ M, e KAE 4.0,28.0 -13.0, 1.0 2.0,23.0 -16.0, 1.0

Week 8
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n 22 22 21 21
E-HHE (SD) 11.95 (5.13) —5.50 (4.86) 12.24 (4.99) —5.76 (4.66)
R 10.50 —5.00 13.00 —4.00
fe/ M, B KAE 6.0,25.0 -15.0, 1.0 3.0,23.0 -19.0, 0.0

Week 12
n 22 22 21 21
F-¥ME (SD) 12.00 (5.50) —5.45(5.03) 12.52 (5.15) —5.48 (5.06)
g fiE 10.50 -5.00 12.00 —4.00
fe/ M, Fe KAE 3.0,25.0 -15.0,2.0 2.0,23.0 —21.0,0.0

Week 13
n 2 22 20 20
E-HHE (SD) 11.55 (5.50) —5.91(5.38) 12.25 (4.89) —5.90 (4.30)
TR 10.00 —5.00 13.00 —4.50
S/ M, HRAE 3.0,24.0 -16.0,2.0 2.0,23.0 -18.0,0.0

Week 14
n 22 22 20 20
F¥ME (SD) 11.68 (5.83) —5.77 (5.18) 11.60 (5.14) —6.55 (4.30)
R 9.50 -5.50 11.00 —6.00
S/ M, e KAE 3.0,27.0 -15.0,2.0 2.0,23.0 -17.0,-1.0

Week 16
n 2 22 20 20
I (SD) 11.45 (5.88) —6.00 (5.54) 11.35 (5.50) —6.80 (5.12)
R 10.50 —4.00 11.50 —4.50
fe/ M, Fe KAE 3.0,28.0 -15.0,1.0 2.0,23.0 -18.0,-1.0

Week 20
n 2 22 20 20
FHfiE (SD) 11.05 (5.85) —6.41(5.82) 11.00 (5.57) —7.15(5.62)
g fiE 9.50 —6.00 11.00 —4.50
S/ M, HRAE 3.0,23.0 -18.0,3.0 2.0,23.0 —20.0,—1.0

Week 24
n 22 22 20 20
F-¥ME (SD) 11.41 (5.36) —6.05 (5.31) 10.65 (5.42) —7.50 (5.24)
g fiE 11.00 -5.50 10.50 —6.50
S/ M, mRAE 1.0,24.0 -14.0,1.0 2.0,23.0 —20.0,—1.0

CFB: _X—AT7A L PHDE L

Note: fERE 15, FH S—hEfkE S—RORID D 12 DR AA o I3k S—RO24 38 H OB T, 248 D
TRIFESE T DN CEIZ, ZOFHIITIE R E A= ORFE SRR O, FE =N TT T EREETHY, OB ICHERE
PR NCARBIR G- TN AR 28 /T,

Week 2412 81T HQMGHRAT T DR— AT A L ) HD 2L BD Y E (SD) (LOCF) 1%, A
#10.1mg/kghET-6.05(5.31) L UAHA0.3mg/kghE T-7.50(5.24) ThH-o7z,

Week 2412 BT QMG AT T D_—2F7A L InbD 2L & (LOCF, MMRM) DLSM[80%
EFE XM (CD 1, AH10. 1mg/kght T—5.8 (=7.0~-4.5) & OVAH0.3mg/kght T—6.9 (-8.2~
—5.6) TH-o7T-,

BIREHIIE B : Week 12123317 B5MG-ADLIB AT 7 D_R—RAFA L DL B
O© FEEAR—}
Week 1212317 DMG-ADLIE AT T D_R—AT7A L NHDO AL BT, AAKI0. 1mg/kght & Y
0.3mg/kghf DO 7' ZEAREELDLSMOD D | AH0. Img/kght T-2.2, AH10.3mg/kght T-2.3
THY, FRHFINA B ZETh o7 (FNE1p=0.0470, p=0.0392, LOCF, ANCOVA),
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MG-ADLIB AT DR_R—2F7A L 3D ELBOHR (LOCF, ANCOVA) :
FEANR—F-mITTEH
TohEE (n=15)
=8 &H0.1mg/kgEt (n=15)

—— £#10.3mg/kgBf (n=14)
LSM+SE

RIS RO OrE\ AIN— 2
ONUNErO>-0Z

1R (week)
Note: LSM ¥ O SE (HIRBRHAIN F-, _N—ATA2 D MG-ADL A= 7 %475 L L7 ANCOVA &5 /L TR L,

Week 1212817 AMG-ADLAI T DR—RFA L DDV E
(LOCF, ANCOVA) : XE S—hmITT £H

PN AH AH
7 ?\Egﬁ 0.Img/kglté 0.3mg/kgltt
N=15 N=14
R—25 A
n 15 15 14
41 (SD) 8.8(3.6) 6.9 (3.3) 7.6 (2.6)
R 9.0 7.0 75
e/ IMIE, e KAE 3,14 0,11 2,11
Week 12
n 15 15 14
LSM (SE)* —1.1(0.9) —3.3(0.9) —3.4(0.9)
80% CI (—2.2~0.1) (—4.4~-2.1) (—4.6~-2.2)
LSM®D7E (SE) — -2.2(1.3) -23(1.3)
80% CIP — (-3.9~-0.5) (—4.0~-0.6)
J llpfiEd 0.0470 0.0392

a.LSM, SE. 15X, pfElL, IRBREEA N1, ~_—ATA DMG-ADLAT T %428 Bl L7- ANCOVAET VTR,
b AFHIREOPE (A0, A K HE0.10) . LSMD 7, (X IZ7FERBEL DLl

FE— MK O S—b

Week 12,24, F U842 31T DMG-ADLIE AT DX — AT A i D 2L & (SD)
(observed case) IZ, A 0. 1mg/kght TZALZ1-3.2(2.8) (n=21),-2.9(3.2) (n=20) , X T}
-3.2(3.3) (n=12) . A&10.3mg/kghf TENZ1-3.7(3.7) (n=19), -3.4(3.5) (n=19) , LT*-5.2
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(4.5) (n=6) TH~>7=,

AF B BB AR D24 [
AFIPE5-BhA% D423 1T DMG-ADLIR A 27 D_R—A T A b OE b EDHE
BEMIZ, MG-ADLIRA 27 DRX—2F A b OZE{LE (LOCF) %#&RIRLIZ,
Week 1212317 DMG-ADLIR A 27 DR— 2 F A b DL EDELE (SD) 1%,
AFN0.1mg/kght T-3.05 (2.85) M OAHKN03mg/kght T-3.38 (3.71) THY . Week 24 TIZ,
TNEIN-2.68(3.15) KL 1-3.25(3.46) Th-oT-,

MG-ADLIR 27 DR—R 5 A b DELBOHER (LOCF) :
UNnar g U EREREEDUBR-ONa ST e R ER

—o— £H10.1mg/kgit (n=22)
SI9{E+SE —e— £5%10.3mg/kgBE (n=21)

BRI UZVAUIN—2
ONUNEro>-0Z

T T T
1 2 4 8 12 13 14 16 20 24
HAR (week)

MG-ADL R T D_R—ZF5A DL E (LOCF) :
IUNaZ 7 G RIEHR OB - NS T RV R R E M

A A
0.1mg/kght 0.3mg/kght
N=22 N=21
il | CFB il | CFB
R—RFA
n 22 — 21 —
SEHE(SD) 6.91 (2.78) — 7.19 (3.53) —
N 7.00 — 7.00 —
oo/ IMIE, Jre KAE 0.0,11.0 — 0.0, 14.0 —
Week 1
n 22 22 21 21
FEJE (SD) 5.14 (3.37) -1.77 2.67) 5.43 (4.14) —1.76 (2.66)
R 5.00 -0.50 5.00 -1.00
oo/ IMIE, SR K E 0.0,11.0 -8.0,2.0 0.0,15.0 —-8.0,1.0
Week 2
n | 22 | 22 | 21 | 21
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J¥JE (SD) 4.68 (3.34) -2.23 (2.67) 4.62(3.83) -2.57(2.71)
BN 4.00 -2.00 4.00 -2.00
YN N 0.0, 12.0 —7.0,1.0 0.0, 14.0 —9.0,1.0
Week 4
n 22 22 21 21
{8 (SD) 441 (3.47) —2.50 (3.00) 4.33 (3.60) —2.86 (3.02)
N 4.00 -1.50 4.00 -3.00
I/ M, e KB 0.0,11.0 —8.0,2.0 0.0,14.0 -11.0,0.0
Week 8
n 22 22 21 21
SEHME (SD) 4.32(3.30) —-2.59(3.13) 3.90 (3.81) —-3.29 (3.45)
TR 4.00 —2.50 3.00 -3.00
oo/ IMIE, e KAE 0.0,12.0 —-9.0,1.0 0.0,14.0 -11.0,1.0
Week 12
n 22 22 21 21
JE¥JE (SD) 3.86 (2.90) —3.05 (2.85) 3.81 (4.23) —-3.38 (3.71)
R 4.00 -2.50 3.00 —-2.00
S/ M, KB 0.0, 10.0 -10.0, 1.0 0.0,14.0 -11.0,2.0
Week 13
n 22 22 20 20
{8 (SD) 3.91(3.32) —3.00 (3.10) 3.65 (4.31) —3.60 (3.80)
N 4.00 -2.50 2.50 -3.50
oo/ IMIE, Jre KAE 0.0,11.0 —-9.0,3.0 0.0,14.0 -11.0,2.0
Week 14
n 22 22 20 20
F¥JE (SD) 3.95 (3.42) —2.95 (3.36) 3.40 (3.76) —3.85 (3.38)
R 3.50 -3.00 3.00 -3.00
oo/ IMIE, e K AE 0.0,11.0 -10.0,3.0 0.0, 14.0 -10.0, 1.0
Week 16
n 22 22 20 20
44 (SD) 432 (3.62) -2.59 (3.26) 3.20 (4.06) —4.05 (3.75)
R 450 —-2.00 2.00 -3.00
S/ ME, e KAE 0.0, 13.0 -10.0,3.0 0.0,14.0 -11.0,1.0
Week 20
n 22 22 20 20
44 (SD) 3.82 (3.35) -3.09 (3.32) 3.10 (3.96) —4.15 (3.65)
R 4.00 —3.00 2.00 —3.00
oo/ IMIE, Jre KAE 0.0,11.0 -11.0,3.0 0.0,14.0 -11.0,1.0
Week 24
n 22 22 20 20
SEHME (SD) 4.23(3.29) —2.68 (3.15) 4.00 (4.21) —3.25 (3.46)
I 4.00 -2.00 2.00 -2.00
oo/ IMIE, e KAE 0.0,11.0 -11.0,3.0 0.0,14.0 -10.0, 0.0

CFB: _—2AT7A L HD I E:

Note: #BRFT 1T, EE S—h& | foe S—ROYID D128 DA G, SUFHkRE S—ho2438 HOWIFC, 24 M DTE
FASE T T HIEMNTEI, ZOFNICIEEL S—hOARFIEE GHER O, FE =N CTTEREECHY, OBICHkE $—
NCAFE G- DM T s 25 AT,

Week 2412817 DMG-ADLIR AT T DR — AT A L b0 2 b (LOCF, MMRM*) OLSM
(80% CI) 1. AF0. 1mg/kghf T—2.6 (—3.5~—1.7) } O'"AHI0.3mg/kght T-3.0(-3.9~-2.1)
ThH-o7,

ORI, BT, IRBRIE LBt D22 HAEH A K 1 3B S — e — 2T DMG-ADL#S A= 7 L 25 el LTz, 3k
G HATHIZ T BB BB &R H LT,
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~ZEDAMDEIRFAGE B 11T 588 R
DO MGCHARaT
® FENR—|
Week 120D A F0.3mg/kghf (23517 DMGCHE AT T DR — 2T AL i D284k & (LOCF,
ANCOVA*) TlX, 77 BREELDOLSMOD 2 3-4.1C, M FMICA B ENRO LT
[p=0.0391 (F I, A E/K#E0.01) 1, AH0. 1mg/kghtL 7 TR EELDLSMD 7 (3-2.0T, #
SRR B2 TR 7= [p=0.1866 (1, A2 /K #0.01) 1,

X IRBREREIN T, N—ATA L DMGCHaATT & 48 B X L7-ANCOVAET /L

o KA G-BHARE D248 M
Week 81Z331F DMGCHEATT D_—2ATA L 7nbD 2L & (LOCF) O SFE-H4)E (SD) 1, AH
0.1mg/kght T-5.8(6.6) % TN0.3mg/kght T—6.6(6.1) THY, Week 24 TiX, £iLE411-6.3(6.7)
K O-1.6(7.8) ThHoiz,
Week 24 (28T AHMGCHRATT DX —RAF A hbHD Al & (LOCF, MMRM*) OLSM
(80% CI) 1%, A#0.1mg/kghf T-5.9 (=7.4~—4.5) K& A FH10.3mg/kght T—7.3 (—8.8~-5.7)
TH-oT,

X OIRBCEE, SRBE, TR L RBE D R BAER T A -, SRBR/ S—hEN—RAT A ODMGCHe AR T B R LTz, FikEiE
(LIS BATSNZ RN T, #RE AR B 23 LTz,

©® QMG#RaT D3R EDIET
® EENR—1}
Week 12(Z381F QMG A=Y (FEZEFHIlE B ) 233 8L HER T U7kl oFI4 (LOCF)
1%, T BREEDSH (53.3%) 1%L, AAN0. Img/kghf Tl 1061 (66.7%) K OAA0.3me/kghf
TIX1041(71.4%) TH-o7=,

o KA G-BHARE D248 M
Week 241ZQMGHRAT T IR — AT A VB3 L FAR T L7285 E O #1513 . AH|
0.1mg/kght T63.6% & UVAAI0.3mg/kght T85.0% Th 7=, QMGL AR ¥ —fRHTIZ 1T %
PERE TN DTN | FEROIFRITIRER TH D,

® VARFa—RE
® EENR—1}
F = FDOARHF0.3mg/kghf TIL, LAF 2— L2 T TR E 1 X R, 33— R
PL EDVAF 2= EA ST TR AU IAAN0. Img/ kg X O TR T 141 (6.7%)
13— ADVAF 2 —FIEE ST T BRE 0T 7 72451 (13.3%) Th-oT=,

o KA G-BHARE D248 M
AFIFe 5-BA 6% D24 N33 — A LA _EDL A% 2 —JRIEZ 2 T TR G DEIE 1, AH|
0.1mg/kghED 14 (4.5%) J OAH0.3mg/kghED 1451 (4.8%) T, WO B G REOHEREH3
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BICL EDIVIgEs2 T 7=, 7o, AFN0. Img/kght T3 —RLL LDV AF o —FRIEESZ T -0
F161 (4.5%) 1 X3V A 7 VLI EOPLEXIG RS = 7=,

WL EHORR
HEFRREIRIL

o TmA—|

TEAEIZAH0. Img/kght T1541 (100%) | 0.3mg/kght T1241 (85.7%) . K N7 TEAREET
144511 (93.3%) IR BLL , 1R BRI L B & 0 & | B S AU TEAE (R /E ) 1 X% 41 E 18l
(53.3%) . 361 (21.4%) KOS58 (33.3%) T, fcbIL<HON-RIVER (PT B1]) 1 X586 (7
B, 15.9%) T, RV NCTYEGERALN H i B ONVESSERALINEZ (5361, 6.8%) THh-o7z, ZIHD
BIVEH OF GBI ORI EIE X, A0 1mg/kgh | 0.3mg/keght. KO T TR TENE
AU, BETR 1341 (26.7%) | 2151 (14.3%) . S O (6.7%) « TESERAL AN IS 2451 (13.3%) | O
B, K OB (6.7%) « FESTERALIIRZ1E3651 (20.0%) . O, K OB Tdhotz, W oG
THZ L —R3U LORIER., FETICEST-AHEFER, BERRBIWEN, XK OVEBREDO &R L+
IEIZEST=EWERITRED DI -T2,

o KK E-BHnRtE D24

P 5-BhATR 024 [Tl AFIBEGHERAT 43641 (100%) (& TEAE 23RBILT, B H-8E
B D PIFRIZ ., AA0. 1mg/kghE T22451 (100%) & V0.3mg/kght T 2141 (100%) THY . EIEH
TEAFE & G RERRTL6 (37.2%) IZ R BT, fieb K< DIV BIVER 13 ST AL PN H i
K OV (4601, 14.0%) T RN THESFEBALI R K& QML (452341, 7.0%) TH-o7z, W
NOFGRETHZ L —R3LLEORIWER ., ETICE-T-F EHS ., BERBIER. L OVE5R
OGP IEICESTZRIERITEED LTz,

2) BSE I HREUPI RER: AEAT—5)?

[VI.2.(2) 3%h% BEAHTDRBR A | DTES IR

(4) HREERIEAER

1) BINEREISER
O HEEEFRFEIE _EEHRHBR(MG001035k) ¥

H 1 EHTIEEMHEE (@MG) BEICBIT AR O, A, K OERE 2367
%
HERTH AL B, ZHis LR, —EER, EEA, 77 R % Rk
CKE, BFE, TTUA R AZVT IV Tx— R—=FU R A BEEH, HATS
M%)
k5 R AgMGERE - 17461 (AANBRE 16612 5 T)
[AF0.3mg/kghf : 8661 (A ARNTH) , 7T & HE: 8841 (A AN ]
FpEIRELUE (1) N8k DL LTS5 R 0 T U Lotk
2) APV —=2 7 WEIZgMG LK [E EAE ) D iEMF 72 M [ (MGFA) O T & H #E T Class 11
~IV]EWrsi-#
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3) AV —= VIO MG FHT B F L2 L BARGUR DS B D 2

4) 27V == T g IR — 25 A B DOMG-ADLIR AT 7 236 L Lo

5) PireF Al AT T —RBEAEIOREFLL EF L LTREE TR — =0 TR L O
—ATABREDOQMGHAT T 2328 E D

6) A7V —= T RO — 2T AL B D4TE H LU EOQMGHR AT A28 L

7) ANFARTEARDHENRR—2F 4 D30 L RIS EFINTRLT, #5-H/
DORBMIZEE T ENRNE

8) SuIEIMHIFI N N—2F A D30 LU LRI ERSNTELT (JHEZE D) . %54
Mo RBERICEEFEN NG

AR 715

AT, ATV — =0 7] (e R4 W) M UM 5- 11T (123 ) A% sl S v,

0.3 mgkg 8C + Btandard of Care

Open-Label Long-Term Extarsion
{Active Drug)

bisin Sty Period (12 Vinsis) RAISE-XT

R e — AT A L HEOD Myasthenia Gravis-Activities of Daily Living (MG-ADL) #8A2=217 (9
LUF3E10L84 1) | Quantitative Myasthenia Gravis (QMG) #8A=7 (1704 F 3E18LL E) | KLY
HERA SR (LK, BRIN, R O T ) 2SR kL . AFIRE U T T 2R B0V
NN 1:1 OFIETEDAHT T, 1GBRERE E R FRE LT,

PR IIAKN0.3mgkg XITT TR BER FCRIEH O F 5L

e (MGO0011 #5R) OFEPUILHEICHE A L CODEEIT, T TORBRFE L 125 o
GRS T R SRR R CARBI OB 55232 T A LA RN TE T,

Be5E: TRIORTHRERIES TEHERE OREISU THEEROAFEZ ST H O
HROBANE L THERIRAIAE LT,

Minimum (nominal)

target dose (mg/kg)
0.3

0.3
0.3

Actual dose (mg)
16.6
23.0
324

Weizht range (kg)
=43 10 <56
=36t <77
=77 10 150

Dase range (mg/'ke)
0,30 o 0,39
0,30 10 0.41
0.22 10 0.42

TR E

Week 12123517 DMG-ADLIAAT T D_— AT A L3S0V B (MEER 7 E B )

B R AT H

- Week 1212817 5QMGHRATT D_R—AFA L inHO B

* Week 121233175 Myasthenia Gravis Composite (MGC) 8 AT D_X—R 7 AL b0 4L

* Week 121235172 Myasthenia Gravis-Quality of Life revised (MG-QOLI151) $#82=7 (D~—2F
AL DBDEA R

- ZA2ME(TEAE, [EH 4 ~& TEAES) | S5, PK, PD

PR SR B AT il 76
H

- LAF 2—RIEE ST, Week 1212MGFA-PISOMMA E2% L7~ ik D EIE

* Week 12123317 HWPAL: SHP, EQ-5D-5L& UM YT F 127 24— /L (VAS) | Neuro-QoL SF
Fatigue A7 D_X—27 AL D HO AL i

* MG-ADL, QMG, MG-QOL15r, & O"MGCHATT DL AR Z — Rk (L A 2 —WRiEE %
7R TR T BDR— AT A LI D 2L )

+ Week 12123313 5MG-ADL, QMG, MG-QOL15r, & OMGCHERE A= 7 (RRAT ., JERE, MR
AEL AN IR N O HERSRE Y 7 23 7) DN—RF A L NSO I L B

fitT 07 ik

M
o FEEHTCIE, mITT £MZ %512 Week 12123317 AMG-ADLIBR AT T D_R—ZF5 A2 7>
O B/ 3 (LS) E¥IE | 2 A FIRE L 7 T AREC el U7z (T, A B K%
0.05),
« FEFGTE B IO T, 1EBREE, _—2T 1D MG-ADL K O"QMGHAAT | HIER A 1
Ak, BN, O T 7)) IRBRIEESRBE O A FAEHE, W ONZR—RAF 42D MG-

ADL# A= T LRBE O A AR A E AR A 2 ZE BRI BT
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(ANCOVA) [mixed model repeated measures(MMRM) | T 5-#EM D ZZFARL 72, 2D
ANCOVA (MMRM) TI, Week 1. 2. 4. 8, R ON20F —HZFLT=,
« BIVRETATIE B OFTFHEHTCI, %EW&%V@L AR RIZI T D ORRRA]
LT (AR, B /KHE 0.05) , 24T —FEOWEREE T B2 >DIGEZ N
W3 UTe B2 2 8 E FIEZ i %_f_jfﬂﬁ”gatekeepmg{f%ﬁﬁb o PR NI BB R R
VRETATE B 28 2, [EENEFEICLD Week 121236135 _R—2F AL M HDOZE L EEZQMG
AT MGCHAZT . MG-QOL15re A= 7 DNEIHE LT, {E&uﬁﬁﬁ?’%l@@‘f\f@m w
SRR B 255 F 2R A 5 (W, 55— FROMEERMESR 5%) THoT=HE12, % 2 (K
iR 1 ZBR<T XTORIVGEHEE H ) ZHolm 1% () THRIEL 7=, aﬁﬁ eRSD
BRIRFAME B (QMG, MGC, ¥ ' MG-QOL15tf A7 OWeek 121281F H_X—AFA
SINBOZEALE) IZOWT, mITTHEF A B4 ANCOVA (MMRM) TRET LT,
ek
SSERIRIMENT LT,
PK:
PK-PPSZXI G fiFHT LT,

AZED TR OBIVREAIIE F (2T, SR8 IR 2 S i L 7=,

AR PER, N—ATA O RIFRHIR N— AT A EFOMGFASY ., X — AT A L EEOMG-ADLKR A
a7 N—ATAUREOQMGHRATY | HIBRITHIIEE, BE, 1RGO 1, 7Y — B OB EO A M,
JaRREBRINT R DA e, A7 A NICLDIEFIBOH B, R—ATALBEOATOAROE A OH &, fufE
PIHIEN ZDIRHRIBOH (AT A RERRS) | _R—ATA RO S MHIA] (AT A RERO EHOF
fi, TVIg, SClg, MIIPLEXIZLDIRIFIEOA 1, MalgiED 2o A M, COVID-19%iA TN 31T A5k
HAT COVID-193A THIZ IS T D12 DHKBZLA A T 708

HARNENZOUW T, TEAE O M ONIHEERE R, A2 EiTmIE H | PK, PD,
R OSaf JF AT LT,

BAELTE

N OERHAAEE (I TTHE) K OV — 2T A > O P B N OVA B 8 B8E 7 4% 7 9iE D
BEFEE 2R NR LT,

mITTHEARIEKD X —2T A D N DG FRIREEIL, SEX A #H7353.05% (FEPH : 19~75
%) « BRERE O FELL B 2ot (56.9%) . KEEDS N (73.6%) KO E AN =7 R XITTT
VR LS (86.8%) Th o7, IREH K OMAHKE FE 4 (BMID) @ -l (SD) 1%, 4% 1189.1
(24.77) kgKk U31.0(7.63) kg/m>* T o7, H AR NIRRT 11641 (9.2%., AAIHE : 7/8641 8.1%.
7T R 9/88%1 10.2%) Th-o7z,

NR—RAT A OPBRHEZ, 272 EIEE K O B A2 3 2gMGHEM RIS 72
ZLEIRLIE (), _N—ATA L DMG-ADL#E A= 7 ON-4E (SD) 1, AFIEEAS10.3(2.5) |
7T RAREEN310.9(3.4) . QMGHR AT DO SEEIE (SD) X, Z£4LZ4118.7(3.6) , 19.4(4.5) T
o7, FEAEFEMRO P IRAEIT, AFIBEN43.05% ., 77 2R EED4.51%, 7V —FOBEHERVD
BB DEIA 1L, ENZE132.6%. 33.0%. BRI TIMEMGOHERF DFEIG 1L, TN ZE i
51.2%. 50.0% C 7=, MGFA 43 ¥E D Class 11 (1) OYERFE OEI A IIAFIRET25.6% M
O 7T 'AREET30.7%, Class I (F L) DYEERE DEFNEITEIE4169.8% M 1064.8% T
ST ABIRER O T T BREETENEIKIS%DHEERE M3, Class IV (EJE) ThHh-o7-, 2=
(R BB 2 52 T 7o R DEIA 13, ARAIHED52.3%, 7 78R EED42.0% Th o7z,
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AN DR AR E-—mITT £H

77 eREE AFRE EXES
N=88 N=86 N=174
PERIL n (%)
Lk 47 (53.4) 52 (60.5) 99 (56.9)
ik 41 (46.6) 34 (39.5) 75 (43.1)
A, n (%)
TAVHHERIUIT FAD HER 1(L1) 0 1(0.6)
TIOF N 14 (15.9) 7(8.1) 21 (12.1)
EN 7 (8.0) 6 (7.0 13 (7.5)
MNIARER IR B ER 0 0 0
HA 62 (70.5) 66 (76.7) 128 (73.6)
Z ORI 0 0 0
A 4 (4.5) 7(8.1) 11 (6.3)
B, n (%)
CAR=y IR XATT T F 5(5.7) 7(8.1) 12 (6.9)
A=y R XNFTT VRS 79 (89.8) 72 (83.7) 151 (86.8)
A8 4 (4.5) 7(8.1) 11 (6.3)
HUERAYHUE, n (%)
WToT 9 (10.2) 7(8.1) 16 (9.2)
ERI 33 (37.5) 34 (39.5) 67 (38.5)
Jbk 46 (52.3) 45 (52.3) 91 (52.3)
Fh )
n 88 86 174
SEEIfiE (SD) 53.3 (15.7) 52.6 (14.6) 53.0 (15.1)
P fE 55.5 54.5 55.0
N PN 19,75 21,75 19,75
i X7 (%) n (%) °
<18 0 0 0
19 ~ <65 62 (70.5) 64 (74.4) 126 (72.4)
>65 26 (29.5) 22 (25.6) 48 (27.6)
R H(kg)
n 88 86 174
SEEfiE (SD) 88.2 (26.58) 90.1 (22.87) 89.1 (24.77)
A 87.0 85.5 86.5
N PN 41,169 50, 145 41,169
REX ) (kg). n (%)
<56 6 (6.8) 5(5.8) 11 (6.3)
56 ~<77 25 (28.4) 21 (24.4) 46 (26.4)
77 ~ <150 54 (61.4) 60 (69.8) 114 (65.5)
>150 3(3.4) 0 3(1.7)
HE (cm)
n 88 86 174
F-#)fE (SD) 169.52 (9.98) 169.25 (10.51) 169.39 (10.21)
P fE 168.00 168.00 168.00
/M, TR AE 150.0, 200.0 147.6,193.0 147.6, 200.0
BMI (kg/m?)
n 88 86 174
SEEIfiE (SD) 30.5 (8.02) 31.4(7.22) 31.0 (7.63)
P fE 29.0 30.5 30.0
N PN 16, 54 19, 50 16, 54
Note: 77 ATIXZABNT LI NFE K O RERIT SRS N e) 5T,
a. A7 A — LRI T MNEBL LA
b. Clinicaltrials.gov DR [X 5>
N—2F7A OEBEER O gMG OBEERE-mITT £
7R AFHE EXES
N=88 N=86 N=174
A7 —= J WD MGFA 535, n (%)
25211 | 27 (30.7) 22 (25.6) | 49 (28.2)
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V. ARICEATSIEE

N—=2F7A DEBEMER O gMG OBEERE-mITT £H

77 eREE AFRE EXZS
N=88 N=86 N=174
75 A 57 (64.8) 60 (69.8) 117 (67.2)
5 A IV 4 (4.5) 4 (4.7 8 (4.6)
FERERFE D (%)
n 88 85 173
F-¥JfE (SD) 44.02 (18.67) 43.47 (17.35) 43.75 (17.98)
P AE 44.50 43.00 44.00
/M, B R A 9.0,73.0 13.0,73.0 9.0,73.0
FEIR BT ()
n 88 86 174
SEHIE (SD) 8.96 (10.43) 9.34 (9.47) 9.15 (9.94)
L fE 4.75 5.55 5.00
e/ IMiE, T KA 0.2,51.9 0.1,42.3 0.1,51.9
FIERFDREIR n (%)
R 2 34 (38.6) 28 (32.6) 62 (35.6)
e 54 (61.4) 58 (67.4) 112 (64.4)
Jia BREEBRITER Y. n (%) 37 (42.0) 45 (52.3) 82 (47.1)
J)—POREEARY, n (%) 29 (33.0) 28 (32.6) 57 (32.8)
EUTD MG 27V —EH0HIM (H) 2
n 29 28 57
F-¥JfE (SD) 72.26 (109.76) 75.61 (91.81) 73.91 (100.45)
i 21.98 38.98 26.94
/M, BRI 1.4,469.8 1.4,277.6 1.4, 469.8
TR ISHTME eMG. n (%) ® 44 (50.0) 44 (51.2) 88 (50.6)
MG-ADL A= 7
n 88 86 174
SEHIE (SD) 10.9 (3.4) 10.3 (2.5) 10.6 (3.0)
L fE 10.5 10.0 10.0
I/ ME, FORfE 6,19 6, 16 6,19
MG-ADL 82237 X4y, n (%)
<9 33 (37.5) 33 (38.4) 66 (37.9)
>10 55 (62.5) 53 (61.6) 108 (62.1)
QMG A=)
n 88 86 174
SEHIE (SD) 19.4 (4.5) 18.7 (3.6) 19.1 (4.1)
L fE 18.5 18.0 18.0
e/ IMiE, T KA 13,36 12,31 12, 36
QMG AT K45, n (%)
<17 38 (43.2) 38 (44.2) 76 (43.7)
>18 50 (56.8) 48 (55.8) 98 (56.3)

a. EEOMGZY—ENHOHI (H)IXLL FO I CE Sz (BARRERODay 1 — 27V —E DI H)/(365.25/12)

b. LT OOV IO B TG% 2 LI R 2 in Rt L e 2

« Prednisone (ARFRARAKER) | T HF ATV * a7z )— xS /AR S VARAT 7IR* | AN Ft—
ZI) DA VYF~T* 2IYRT | ZOMOANFAZTufR| OO MEIREEDH D 2 FilE

PLEomFRE 1 L BT 0o

C BRI L ORI 1AL LR TR0, o ARBREIRD 12 5 A Hi/HIBHERIC PLEX., VIg, X
VL T Sle 7 07 VA (SClg) A7 b 3 0 A IR TR TUB

* MG OIRIRIZRIL , ARFRARAGE,

- BARNGERE

AR DO IEAEZALEBRF 17461 DD D . B ARO IR FEHE SR © BAE A LS 7wk
F (LT, BARNGERT) 1% 16451 (9.2%., AHIEE:7/86118.1%., 77 & AHE:9/8815110.2%) T
ol HARN1661241] (100%) 235380255 7L, MG0011 sRERIZATUTZ, 22 MB B
A I hE LT BRE X061 SEHE L7~ 78R 1316451 (100%) TH-7=,
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V. ARICEATSIEE

EREME BARNEFTIE, AAE, BMIL, & OUE EI M IREERIT 252 1 -9k 5 OB &
(SEVDFERD BT, BERERI K O H AR NEFIZ TR EDFE)E (SD) 13:89.1 (24.77)
kgM 1%67.8 (15.87) kg, BMID -1 (SD) 1£31.0(7.63) kg/m2 K 1025.4 (6.81) kg/m?, i 2|2
J AR BRI 2 52 T T B DO EIE1347.1% M V75.0% T o7z,

RSP ESE M OB A 1T, 2R 2350.6% (88/174451) . H A NEE[M17387.5% (14/1661))
THY, AARNEFTOWNIRIL, AAFIEEDN85.7% (6/751) . 77 &AREEH88.9% (8/9%1) TH-7-,

WAEZMEDRER
O FEFHEE :Week 121281 BMG-ADLB AT DR—ZF AL HDEL B (BRFFAIAR
fRYTEE)

MG-ADLK AT DR—AF7A L DAL EOHER Z X, MG-ADLIRAZ T (D~ — 2
TAL DDA BEERITRLUZ,

Week 12123317 AMG-ADLIR AT D_R—RATA L NHO AL EOLSM [FEHEFAZE (SE) 11X,
AKIHET-4.39(0.45) KL T TR EET-2.30(0.44) Thotz, AFIEEET T BREEDOLSMD
ZE1F2.09C, M FWICTH E Th - 72 [p<0.001(95% CI:—3.24~-0.95) . MMRM,
ANCOVA (FRaEFI72 AT ) 1o

ARBNBED R —ATA L INED AL EDLSM (95% CI) Id, Week 1T—2.65(—3.34~—1.96) ,
Week 4T —4.03 (—4.83~—3.23) , Week 12C—4.39 (—5.28~—3.50) TH 7=,

MG-ADLKAZT D_R—RFA L NHDOEALEDHER (MMRM, ANCOVA) -mITTZMH

—e— £HIEE (n=286)

1 e JSUREY (n=88)
LSM+95%CI

IR UIE\VAUN—2
ONUNEFO»-OZ

AR (week) p <0.001*

k{RBRIE, N—2T A DOMG-ADL & "QMGHa A= 7 | HiEREg sk (ALK, BRI, R OT V7)) | IRBREEE KPR D28
HAEHIE, W ONTR—AT A DMG-ADLIR A= 7 LRBED R HAFHHZ [EE R RE 2L & RELT
ANCOVA (MMRM) &7 /VHT
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V. ARICEATSIEE

MG-ADL AT 7 D_R—ZFA L BNV E (MMRM, ANCOVA) (RREEH7ARHTHER)

-mITT £H
7 TR AK#E
N=88 N=86
Week 12

LSM (SE) —2.30 (0.44) —4.39 (0.45)
95% CI —3.17~-1.43 —-5.28~-3.50
LSM OZ(SE)? — —2.09 (0.58)
95% CI — —3.24~-0.95
p fE® — <0.001

Note: N—ZFA NI P I2IBT 5, FIED IMP O S S RIOKZIESN L E S, RIS AI
AP == T OBEDEELT,

Note: L AF 2 —F L% D MG-ADL A= 7 OFCLEK(ICEL), FET ., J O i 773E 7V — B (ICE2)I B KM LT S
770 ICE1 e OV ICE2 (2 XD K ABIEIX, _—RF A2 0 MG-ADL #8 A7 XL KB I FLERS M- MG-ADL #8227 D
WTNDDENIFICE S TSN, MO KIAEIL MAR DIEDH &, e B HEEIEIC Lo TS,
Note: FEERPAMHIE F %, A5, _—2F1 0 MG-ADL & 8 QMG & A=a7 | Hisrg sk (k. BRIN, R ORT Y
7 IBBRIRL B DA BARHE, W TR —ZT A0 MG-ADL $8 AT LK B0 A8 B A A H 2 [ E5h 5 #ebrg
ZAERNRLLT ANCOVA (MMRM) TH G- D A FHI L 72, 20> ANCOVA (MMRM) T, Week 1, 2, 4, 8,
LN 12 OF —ZEFfHL,

a. LSMO ZEIAFIBEDEN L7 T v R EEOME L TR Bz,

b. plEIZ ETEEAIE H THAOMG-ADLIAZT T DR — 254 L 0D B D BERAT 5 T DA,

A AR ANEMIZIITHHE R

Week 12123517 DMG-ADLIE AT T D N_X—RTA L InHD AV BOLSM (SE) 1%, AAIRET
—4.71(1.12) L7 7 2REET-0.45(0.98) THho72, MMRM ANCOVAIZ LD —AT A7)
HWeek 12{1281F DMG-ADLKE AT D i FEOLSMD #£13-4.26 (95% CI1:—7.40~-1.12) TH
-7,

AEBEDN—AT AL DO AL EDLSM (95% CI) 1%, Week 17T-2.70(-5.02~-0.37) .
Week 4T-3.96(—6.29~-1.64) . Week 127C—4.71(-7.03~-2.38) Th -7z,

H A AEFIZBIFAMG-ADLIB AT T D_R—RFA LoD AL BOHERE -mITTER

—e— AHIFF (n=7)
e JIEREE (h=9)

TIELSE

B IV AUIN—2
ONUNErom-0Z

12
HARE (week)
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V. ARICEATSIEE

2L R H AZAEFICET D MG-ADL AT DR—27 L xb OB &
(MMRM, ANCOVA)-mITT £H

AN AFRE

2, n 88 86
Week 12

LSM (SE) —2.30 (0.44) —4.39 (0.45)

95% CI —3.17~-1.43 —5.28~-3.50

LSM D7 (SE)? — —2.09 (0.58)

95% CI — —3.24~-0.95

pfE® — <0.001
HA&A,n 9 7
Week 12

LSM (SE) —0.45 (0.98) —4.71(1.12)

95% CI —2.49~1.59 —7.03~-2.38

LSM D3 (SE)*? — —4.26 (1.51)

95% CI — —7.40~-1.12

Note: X—AFAAFTIREWIF FIZI1T 5, HIED IMP OESFE G-miORZIHEONIEE BRI, RRREATL
APV —=2 T DEEOEE LT,

Note: L AF = —¥i5#% D MG-ADL A2 7 DOFLEK(ICEL), B, K O E YY) — B (ICE2)i XA i Ll S
720 ICE1 KOV ICE2 ([Z XD KRBT, N—AF A2 D MG-ADL # A2 7 UL 4TSRS NT- MG-ADL 8 A2 7 D
WD RN ITIZE > TREES I, ZOMMO KIBEIX MAR OILEDS &, e bHEEIEIC L > TEEE N,
Note: JRERIE, ~—ZF A2 MG-ADL . 1* QMG # A7, fERAGHIE (ALK, BRIN, RO T 7)) | 1G53 L Skl
DA HARHIE, SN —AT A0 MG-ADL $ A= 7 LNl 28 B AT FI T2 [ 2 5, Bt 2 25 B e L
ANCOVA (MMRM) T G- BER DA FEM L=, 20 ANCOVA (MMRM) Tid, Week 1, 2, 4, 8, KN 12 DF —4
ZEHi L 7=,

a. LSM OZEIAFIREDOEN S 7 7T v RO AU TR S hi=,

b. p I FEFHHIE H CTH% MG-ADL AT D —ATA L WSO ZEA LD FE BRI % B,

BIREHEGIE H : Week 1212817 DQMGR AT DR—RFA LD LR

QMGHRATT DN—=ZFA L NHD A BEOHEEZ X, Week 12123813 2QMGH AT
DR—=AFA L PHEDOEA L EZRITR LT,

Week 121281 H2QMGIR AT DR —RAF7 A b DEAL BEOLSM (SE) 13, AHFIRET
—6.19(0.56) L Q"7 T 2REET-3.25(0.55) THoTz, AKAIREET T RRBEOLSMD 7513-2.94
[95% CI1:—4.39~-1.49 (p<0.001) ] TH~7=,

AFIEED R —ATA L NEDZEALEDLSM (95% CI) 1%, Week 17T—3.79 (—4.54~—3.03) ,
Week 4T—5.65(—6.67~—4.63) . Week 12T—6.19(—7.29~—5.08) TH-7=,
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V. ARICEATSIEE

QMGHERTT D_R—RFA L IPHD L BDOHER (MMRM, ANCOVA) -mITT4£MH

—e— £FIEE (n=86)

®-- S4B (n=88)
1{  LSMx95%CI

SOV AUIN—2
SNUNEOZO

T
N=A34 1 2 4 8 12
HAR (week)

KIRBRIK N—AT AL DMG-ADL K QMGHe A= 7| i g ttel (ALK BRI, e OV T O7) | IRBREE L Skefi 32
HAERIE, WRNZR—AT A DQMGIR AT T ERBED A HAEFHE A E EZh T #brE 24 Boh R ELI-MMRM
ANCOVAE T UM

Week 12 (28115 QMG BRI T7 DR—AFA DL E
(MMRM, ANCOVA) -mITT £H

TR A
N=88 N=86
Week 12

LSM (SE) —3.25 (0.55) —6.19 (0.56)
95% CI —432~-2.17 —7.29~-5.08
LSM D7 (SE) @ — —2.94 (0.73)
95% CI — -4.39~-1.49

pE® <0.001

Note: _X— AT A NIIGEBIR P

BIIF5, HIEID IMP OIERE 5RO R

2 AR MEEE

FESN AHRGS

AP == T OO ELT-,

Note: L A% = — A% D QMG #8227 (ICE1) | SETC., UG #ESIESY — P (ICE2)IRiEH R I L I & 7=, ICEL

K OVICE2 IZ LA KRl _—RAT42 D QMG A7 UTH M IZFEERS L7 QMG AT DWW @

Ik TSNz, Z DO KABEITX MAR DIEDS & i LHEERICE > TLEES T,

Note: J5EREE, X—27 1D MG-ADL KO QMG #Ax=z7 | MR gk (ALK, BN, KOS T 7)) | IRBRIEE debi

DO HEAEHTE, WNTR—ATA D QMG FaAaT LHKFeD A HAEFATEA [ E2hH . Yiba 2B R Liz

ANCOVA (MMRM) TG RER] O ZEEFEM L=, 200 ANCOVA (MMRM) Tid, Week 1, 2, 4, 8, LN 12 DF —4

ZRHi L 7=,

a. LSMOZEIIARFIBED LT F7 v AR REO AR TH ST,

b. pfil i3 3= EAEHT ORI ARG TE H Téh D Week 1212 B1F DQMGIRAT T D_R—2T7 AL HDZAL BT KT HE,
L EMATIE S D720, TEMITOWeek121Z3517 DMG-ADLB AT T D_N—AT AL DDA AN A B

(FH, A7 EKZE 0.05) THDHIZEIT, ZOR RITHFFHIHT B Cho LS,

HARANERICBIT DR
Week 12(Z331F HQMGifk

AT T DAR—ATA L INEO AL ED FYE (SE) 1%, AFIFET
—4.71(1.73)  O"F T8 AREET-2.56(2.01) ThH-7=,
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V. ARICEATSIEE

HAANERIZBIFAOMGR AT T D_R—RFA L DDV EDOHEE-—mITTER

24 T9{E+SE

—e— KEIEF (n=7)
@ TIEREE (n=9)

M RO OV AdIN—2
INUNEOZO

HAR (week)

EFER KR T EARAEFHD QMG AT DRX—RF7A4 NP0 L E-mITT £H

T ERRE AHIEE

28, n 88 86
Week 12

SEHIE (SD) -3.38 (4.21) —6.31 (4.92)

P fE -3.00 —6.00

/M, Fe KAl -15.0, 3.0 -18.0, 3.0
AN, n 9 7
Week 12

SEHIE (SE) —2.56 (2.01) —4.71 (1.73)

tuE -1.00 —4.00

I/ M, e R Al -15.0,3.0 -13.0, 1.0

Note: N—ZF AL NEDLEALBITN—ATA LR DN —ATA L DIEZIR b D ETE RSN, N—AT A

MHOIE FIIERDUEE R,

BIREHETE H : Week 121281 D2MGCHRAaT DR—AFA U hoDELE
MGCHRATT DN—=ATA LD A EDHER A I, Week 1212317 HMGCHR A= T
DR—=ATA L NEDEA EEFITR LT,
Week 1212 81FDMGCHR AT DR—RF7 A InHDO L EOLSM (SE) 1, AFIFET
—-8.62(0.81) X O T EARRET-5.42(0.79) ThHo7z, AFIREE T T ERBEOLSMD 2£13-3.20
[95% CI:=5.24~-1.16 (p=0.0023) ] ThH -7,
ARFNFEDOR—ATA L NEDEALEDLSM (95% CI) 1E, Week 1 T—5.65(—7.02~—4.28) ,
Week 4T—8.07(—9.55~—6.58) . Week 12C—8.62(—10.22~—7.01) TH~-7=,
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V. ARICEATSIEE

MGCHARIT DR—RFA L HDOEALEBEOHR (MMRM, ANCOVA) —-mITT4H

—e— £E|EE (n=286)

o FStREE (n=88)
1 LSM + 95%(CI
0
-1 4
T2
M 3
2 .
1C 4] -
I8 o] N vt
R B T T e e S
53 -6-
o7
zp 7
£ s T 2
=
I I I
-101
-11 1
T T T T T T T T T T T T
R=3Z547 1 2 4 i E

HARE (week) p=0.0023

kGBI R—2F 1 DMG-ADL, QMG K& UMGCH =7 | #BRRGHIEE (ALK, BN, R OSIRT D7) | TR Lk
BeDZ2 AAERTE, W TR —ATA > ODMGCH AT EREEDA HAEHTHEZ FEH I, s 2L Rl
MMRM ANCOVA-E 5 /LfiRHT

Week 12 128175 MGC AT DR—AFGA L PHD L E
(MMRM, ANCOVA) -mITT £H

TR AFITE
N=88 N=86
Week 12
LSM (SE) —5.42(0.79) —8.62 (0.81)
95% CI —6.98~-3.86 —10.22~-7.01
LSM D7 (SE)® —3.20 (1.03)
95% CI —5.24~-1.16
p fi® — 0.0023
Note: N—ZFAANTRFEIM RIS, FIEID IMP OIEFEG-HIOFAZIAGONIMEL ERSIL, R SE

AP == T OBEOEELT-,

Note: L A% 2 —{5#% 0D MGC #8227 (ICE1), SE L. XIIAH M) iE2 ) — B (ICE2)I TR R L s 7=, ICEL

K VICE2 IZ

FBRBMEIL, RN—ATA D MGC faAa 7 T ZITFEERS N2 MGC AT DWT IO @

Ik TBRE NIz, Z DO KR EEIEX MAR DIEDS & i LHEERICE > TRLBES U,
Note: J{RERIE, ~—ZF A2 MG-ADL, QMG [ X MGC 82z 7, HIERAG IS (ALK, BRIN, RO T 2 7) | 158k
HELRFED AR AAERIE, W ONT_N—2F A2 D MGC AT &R D A8 A A [E E R0 5, R E 2L R RE

L72 ANCOVA (MMRM) T 5-BEM D25 FH L 7=, Z¢> ANCOVA (MMRM)
—HEFHILIZ,

a. LSM O IARFIBEDENS 7 T B R BEO B E L TR LT,

b. p fE I FEAHT O GIRAFEME H Tho Week12 12

R—2TA LD ZEE A MEORIKFFEME H Thbd Week12 12
R (i,

39

TIE, Week 1,2, 4, 8, KOV 12 DT

BIFDMGCHRATT DR—RAFA L NSO L EITKTT5
8, ZEMZREST D70, FEMITIST, ARMEO EEHEH THD Week12 12

$17% MG-ADL #8227 D

BITD QMG #AIT BN T IBHEH IS
FKUE 0.05) THDHGEIT, ZORMBUTMFEINA B ThOLHIWS T,




V. ARICEATSIEE

HARANEMIZRBITA/RER
Week 1212 BIFDMGCHRATT D_R—AT7 A LD EONEEE (SD) 1%, AFIFET
—7.14(6.82) N7 T AREET-3.44(5.36) Th-7=,

BIVRFGIE B : Week 121281 BMG-QOL15rB AT T DR—RFA L NHDELE

MG-QOLI5rf8 A= 7 DR—=AF A L INHD AL EDHERE A X Week 1212F1F DMG-
QOLISHEATT DA_R—ATA L NED I BEFITR LT,

Week 12123517 DMG-QOL15r AT T D_X— 2T A L DI B DLSM (SE) 1%, ASHIRE
T-5.65(0.77) kN7 ZBARRET-3.16(0.76) Th-oT-, RKAIREL T T BARFEOLSMOD 21
—2.49 [95% CI:-4.45~—0.54 (p=0.0128) ] CTH~>7-,

ARENBEDR—ATA L IPHDO AL EDLSM (95% CI) 13, Week 1 T—4.08(—5.30~—2.85)
Week 4T—5.69(—7.11~—4.27) , Week 12C—5.65(—7.17~—4.12) TH~>7=,

MG-QOLISr# AT T D_R—RFA L DL B OHER
(MMRM., ANCOVA) -mITT£H

—— AEIEE (n=86)

e JSREY (n=88)
14 LSM + 95%CI

L
"

BRI MO 0V AUIN— 2>
ONUNE=VRFOO-OZ
T

T T T T T T T T T T T T
A=A 1 2 4 8 12

TR (week) p=0.0128*

*IBEBRER, _—AT A OMG-ADL K 'QMG K O'MG-QOLI15tia A= 7 | ERAY sk (A, BN, ROV T7 7)) | iR
BRIEL R BRO 2 AR, N _R— 2T OMG-QOL15t Za 7 & B DA HAE A & [ E N5, #ebrE 42
BN R EL7ZMMRM ANCOVA T T /LT
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V. ARICEATSIEE

Week 12 {28175 MG-QOL15r #8Aa 7 DR—RFA L NoDELE
(MMRM, ANCOVA) —-mITT £4£H]

TSR EE AH B
N=88 N=86
Week 12

LSM (SE) —3.16 (0.76) —5.65 (0.77)
95% CI —4.65~-1.67 ~717~-4.12
LSM D7 (SE)*? — —2.49 (0.99)
95% CI — —4.45~-0.54

p fE® — 0.0128

Note: N —ZF A NTIBFEWIF I 5, FIEO IMP O EHNE GRTORZITELNIEE EFESIL, RIS AT

APV —=2 T DREROEE LT,

Note: L AF = —{RfE % D MG-QOLI15r #8227 (ICE1) | FEL, XUIAHHES1iE 7Y —8 (ICE2) IXIRH R ki

72 ICE1 ROV ICE2 IR A REIX, RN —ATF A2 MG-QOL15r A=Y X TEc &I FidkS 7z MG-QOL15r #h A=

T DT HIINDEN T I Lo THRES N2, £ DM KB MAR OIUEDS L i AHEEIEIZ Lo TS #L7z,

Note: JGHRIR, _R—2F 12D MG-ADL & T QMG & O MG-QOL15r s A= 7, HiE R sk (Abk, BRI, ROV T
7). IRERER L SREE DA AR, I TN —RT A2 D MG-QOL15r #8227 &R F70D A2 A AE P TEZ [ ERh 5L 45k

HaEEHFELTZ ANCOVA (MMRM) TH G BER O 227 L 72, 20 ANCOVA (MMRM) Tid, Week 1, 2, 4,

8, LN 12 DF —HEFA L=,

a. LSM OZEIAFIBEDEN ST 7 v RO A TR L,

b. p MBI EZRENTORIKIIFHEE B THD Week12 1235175 MG-QOL15t AT DAR—2FA L ) HD LB KT
THMTH D, ZEMEFIET D0 FEMHTIZ T, Week12 128175 MG-ADL $8 AT DR—ATA L NBD 75
L. Week12 (128115 QMG # AT N MGC # A7 Wb L ARCH B (W), A E/KYE 0.05) THHE

BT, CORERITHFHARITAH B ThD LTSI,

A AR ANEMIZIITHHE R
Week 12123313 AMG-QOL15HHR AT T D_R— AT A L BN ZEA LD IEHIE (SD) 1, AH]

FET-5.00(4.16) X O FBARRET-1.11(6.53) TH-o7z,

Z DD BIREHMIA B : Week 121ZMG-ADLB A7 33 LA HE T U= B E DEE

L A% 2 — I IEAZZ TP I Week 1212MG-ADLIA AT 7 H33 5 A HAR T L7 B 0 E1&
1E. 7T BREE (46.1%) & HEBE U TARFIRE (73.1%) TEk, ZOZEIFHEHFEICE B Th o7
[ RH(95% CI) :3.184 (1.662~6.101) |, p<0.001, T AT (7 [Al)F7*],

* JEERI AN T _N— 2T AL DMG-ADL K QMG AT | W ONZ B A s & S B L9~ A 2T v Z[al
AAANEFIZRITHHER

AARANEMIZRBITDL AR A —DEIEIL, 7T BREEN33.3%., AFIEEN85.7% Th 7=,
FDMMDOBIREGIE B : Week 12IZQMGRAa T 358 UL HE T Uik E 0 ElIE

VAR 2 — LA 1T Week 121ZQMGHE AT T M5 8L FAK T L7#BrE 0 EI & 1%
7R (33.0%) &Ll U TAFIRE (58.0%) Tk, ZOZEITHFHFIIICH B Cho7= [ 4
VA (95% CI) :2.865 (1.518~5.409) | p=0.0012, B AT (w7 [AFH*)

* JEERIRZ N T _N— 2T AL DMG-ADL K QMG AT | W ONZ B A s & 8 B L9~ A 2T Z[al

AARANEAICIBITH/REFR

AARANEFICBITAL AR E —DEIS 1L, 7T BREEDN22.2%. AKIFE)E2.9% Tdho7-,
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V. ARICEATSIEE

@

ZDMDEIIRFAGE B : HIRI DL A% 2 —RIEE TORH

WIEIDOL AN 2 — L F CORMZXNITR LT,

Week 12 (Day 15) £ TIZL AF 2 —BIEAZ T T IRE B L O D BEEIE X, 7T 'R
FE(LOB1) 2312%., AAIRE (461) 2355% T o7z,

FEIDL AF o —FEE TORM-mITTEH

—o— AHEF (n=86)

0.13 == JStREf (n=88)

0.124
0.114
lx’ 0.10
F 0.091
1 0.08
§| 0.07 4
=B 0.06-
&% 005
%—' 0.04 |
T 0034 _ |
j= 0.02- v
0.014
0.00
T T T T T T
1 8 15 29 57 84
iR (H)
FHFE (n) - 86 85 85 83 82 66
T5tAEE (n) - 88 88 84 81 77 59

AARANEFICBITAREE
HAR N CUAF 2 — R IEE T TR I O O SAFEEI AL 7 7R REC341, 33%
THY, BHIFETITL A% o — B T - 05 iu\fm:of_o

ZFOMOBIKREEMIEE :Week 12F TL AFX 2 —EWEERZ T TICMSEF ZER L=
wREDOEIS

Week 12E TL A% 22— RIEAZ T TICMSEATZRL LT- iR & OB 2 F IR L,

Week 12F TL AF 2 — LA T TIIMSEZ 2k L= BB 0BG X, 77 8HREET
5.8%., AKIFET14.0% ThH -7 (p=0.0885, B AT > 7 [AlfF") ,

* JRBRIEA N - N—ATA L DMG-ADLM AT T 2 48 B b0 U AT v/ Bl

HAANEMICBITARE R
AARNEMICBITAL AR A —DEIGI1L. T BREEN0%., AFIEED28.6% TdhoT-,

BERAFEMIER (L AF 2 —RIEZZIT I Week 12IZMGFA-PISOMMZ AL L 72 #1 Bk
EoEIE

Week 12{ZMGFA-PISOIEHRF 1Y Ffi# (PR) & OMERUEIR (MM) 232 R L7 gk R DO FIE
X, 7T RREEDEINEI0% K V19.3%, RAIBENRZE12.6%I% U28.2% Th-o72,
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BRARAFIAGIE B : Week 12123817 DWPAL:SHPDR—ZF A NHDELE

Week 12123817 DWPALSHP AT D_X—2AT7 A L InHO L& IX, AFIFEE T T/ AREET
ZEMRD BN -T2, Week 121281 HWPALSHPA-TH H 0)/\—274/75:%@%5;-@@
LSM®D 71T, JRDT=DITVEE TE A>T OFIE T-3.30, THRIZEAIEE T DR
DEIET-11.89, BT LD BMAVMFE LOREFEORIEG T-12.83, L UFEAL ;oté@.i%bﬁa
EDEET-2.13ThH-7=,

BEFHRE E : Week 12{2351F 5EuroQol-5Dimention-5Level

EuroQol-5Dimention-5Level D &-1H H 2% L TWeek 1212 TREEDN 2V | E[RIZE LT 9 B
DEIEIL. BB O TARFIFE36.6% M O 7 EAHE32.5% (LLEFRINE) . & DEVOE BT
50.0% 8% U42.2%, 572 A DIEE)T30.5% K% U19.3%. T 4/ AHPIET35.4% K% U36.1%, R
%/ SSE AL TAT.6% K V37.3% T -7z,

BREFFHMEE B : Week 12123317 D Neuro-QOL Fatigue Short FormDX—XZ4 L HH0D
L&

Neuro-QOL Fatigue Short Form®D~<X— 27 AL )b DAL B DLSMIT, Week 10D A A7
=5.00 . 7T BAREE-2.43, Week 12D AFIHE-5.64 1 7T BARFE-2.5TTh o7z,

BRIOFTMIEE L AF 2 —RELZSZ IR > TR E 1T BT AMG-ADLB R 7 DR —
RS PEDEALE (VAR F— T
Week 1212517 AMG-ADLIE AT 7 DL AR A — NG R A IR U=,

Week 12IZB1FAMG-ADLE R T DLV AR F — T E-—-mITTEMH

14 wAHE (n=86) ! " TSR (n=88)

N LN

1 1 I 1 1
90 75 60 45 30 15 0 15 30 45 60 75 90
MG-ADLL AR>S —0FIE (%)

Note: U AF o — A 5N WRAT 1L, mAIDOL AF 2 — K 514 IEL AR A —IT SN T,
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@ BEROFTEEE VA2 —RELZIT R T HRE IZBITAQMGHR R T DR— 25
AV SDEACE (VAR A —FET)
Week 121231 QMG AT T DL AR & — itk BA IR LT,

Week 12(2 51T HQMGRRAT T DL AR & — T F—mITTH M

B AEIEE (n=86) B J5tREE (n=88)

N LN I S HD

-14 90 80
5
14 5 15

T T T T T T T T T T T T T
90 75 60 45 30 15 0 15 30 45 60 75 90

QMGLARYY—-DEIE (%)
Note: L A¥F = — A B 5N R 13, BAIOL AF 2 —F H.4%  JEL AR ¥ — |23 EnT-,

O WAHEFAENT : Week 12123813 DMG-ADLB AT K QMG AT T D_R—RF A b
DEE
TR SR R 2 ORI IR G E LIS DA 5 T 0 2 IO T, Week 121238175
MG-ADL#A AT I DQMGHA AT T DR — AT A L S DZEA 81 5eh 3 B 450 2 AR AT D
MERERITRL,

Week 12 123175 MG-ADL AT D_R—RAFA L OOV E:
AR -—-mITT £

T TR AFRE
N=88 N=86

EiFeg | n CEB OB (SD) n CFB O - (SD)
EXES 85 —2.85 (3.60) 84 —4.70 (3.93)
Fn

<65 % 59 —-2.75 (3.83) 63 —4.56 (4.14)

>65 ik 26 -3.08 (3.07) 21 -5.14 (3.24)
PRI

B 40 -2.85(3.62) 33 -5.12 (3.62)

ek 45 —2.84 (3.62) 51 —4.43 (4.12)
R—25 A D T B R

<H Ll 46 -3.04 (3.71) 39 -3.92 (3.59)

> dufE 39 —2.62 (3.51) 45 -5.38 (4.12)
R—AF A WD MGFA 43 J8

25211 (1la, 11b) 26 -3.69 (3.60) 22 —4.23 (3.26)

275 Z 11 (Illa, 11Ib) 55 —2.42 (3.44) 58 —4.69 (3.96)

275 A IV (IVa or IVD) 4 —-3.25(5.74) 4 —7.50 (6.45)
N—2F AL WFD MG-ADL $8 AT
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Week 12 1233175 MG-ADL A7 D_R— AT DDV & :

By E AR —-mITT £

7TRREE AHIEE
N=88 N=86

i¥eg | n CEB OB (SD) n CFB O - (SD)

<9 31 —2.48 (2.97) 33 -3.88 (2.76)

>10 54 -3.06 (3.93) 51 —5.24 (4.47)
R—RFA D QMG FaAa T

<17 37 —2.81 (3.93) 37 —4.19 (3.08)

>18 48 —2.88 (3.37) 47 —5.11 (4.47)
FEE ) Ik

E[ S 44 -3.61 (3.60) 43 -4.67 (3.70)

RN 32 —-2.31(3.69) 34 —4.74 (4.35)

W77 9 -1.00 (2.29) 7 —4.71 (3.68)
B

EAN= T R XIITT V%R 5 —3.20 (4.44) 6 -6.33 (1.63)

LAN= TR TT RS 76 —2.97 (3.57) 71 —4.75 (3.96)
TR IR

Y 42 —2.26 (3.39) 44 —4.89 (4.09)

L 43 —-3.42 (3.75) 40 —4.50 (3.78)
2)—PDRETE

Y 28 —4.14 (4.01) 28 —5.54 (3.98)

L 57 —2.21(3.23) 55 —4.44 (3.74)
i PR B At I

Y 36 —2.78 (3.64) 43 —5.02 (4.32)

L 49 —-2.90 (3.61) 41 —4.37 (3.48)
AT AR I DI

Y 72 -3.00 (3.74) 75 —4.88 (3.95)

L 13 —2.00 (2.65) 9 -3.22 (3.60)
NR—2FA U HEDAT AR O

HY 50 —2.80 (3.84) 59 —4.58 (3.59)

L 35 —2.91 (3.28) 25 —5.00 (4.69)
S HIANC DR (AT v AR &R *

HY 31 —1.71 (3.47) 26 —4.62 (4.45)

ML 54 -3.50 (3.54) 58 —4.74 (3.71)
N —=2FA U REDSIEIRIANAT B AR Z RO @

HY 15 -1.07 (2.25) 12 —3.83 (4.09)

L 70 -3.23 (3.73) 72 -4.85 (3.91)
IVIg. SCIg, X% PLEX ([Z L5 iREE

Y 62 —-2.94 (3.97) 57 —4.93 (4.05)

ML 23 —2.61 (2.41) 27 —4.22 (3.68)
Jf BRI D2

Y 18 —2.61 (4.00) 20 -5.80 (3.19)

ML 67 —2.91 (3.52) 64 —4.36 (4.09)
COVID-19 WA T 1T DA GkZ A7

PRATHI 8 —4.13 (4.05) 11 —4.64 (4.80)

AT 77 —-2.71 (3.55) 73 —4.71 (3.82)
COVID-19 i THINC BT D 12 BOKpEs A7

PRATHI 4 —4.75 (5.38) 2 —4.00 (4.24)

WATH 80 —-2.79 (3.52) 80 —4.84 (3.92)
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Week 12 1233175 MG-ADL A7 D_R— AT DDV & :

By E AR —-mITT £

oK

TIuREE PN
N=88 N=86
n | CFB DY (SD) n | CFB®F-#i (SD)

CFB: _—ZF A INHD I L&

Note: N—ATAL MODEALTIIN—ATA LR DIENDR—ATA L DA U TBEEE RSN, N—ATA

SO MERDOSEELRT,

Note: X—AZ7ANTIRFINH PIZI51F 2, FIEID IMP D IEFEG-HiD Fe ki

IFAZ)—= 7 DEEOfEE LT,

a. FIERHIA]: > 7a 2R S TaRAT 7IR | AR S —h ZTa) AR VYF L ~T

DIZELERSIL, ARG E

Week 12 IZ8175 QMG A7 DR—RFA L oD E(LE:

£ YT -—-mITT £H

TTRREE AHAIRE
N=88 N=86

A i n CFB D F#){E (SD) n CFB D F#){ (SD)
EEXAN 84 -3.38 (4.21) 83 -6.31 (4.92)
i

<65 % 58 —3.17 (4.15) 62 —6.35 (5.21)

>65 I 26 —3.85 (4.37) 21 —6.19 (4.04)
PERI]

FE 40 -3.15 (3.96) 33 —6.88 (4.10)

et 44 —3.59 (4.45) 50 —5.94 (5.40)
N— 2T A RO I AR

<t LfE 46 -3.22 (4.38) 39 —5.87 (4.37)

> g g 38 —3.58 (4.03) 44 —6.70 (5.38)
R—2FA 0D MGFA 55%8

27511 (la, IIb) 26 —3.65 (3.88) 22 —5.86 (5.13)

272 1 (11la, 11Ib) 54 —3.24 (4.41) 57 —6.44 (4.83)

77 A1V (IVa X% IVb) 4 —3.50 (4.43) 4 —7.00 (6.27)
R—AF A WD MG-ADL 8 AT

<9 30 —-2.87 (4.11) 33 —6.03 (4.91)

>10 54 —3.67 (4.27) 50 —6.50 (4.96)
R—RFA D QMG FaAa T

<17 37 —2.43 (3.88) 37 —5.70 (3.98)

>18 47 —4.13 (4.34) 46 —6.80 (5.56)
HUBERY Hilsk

E[#&S 44 -3.59 (3.77) 42 —6.00 (4.71)

RN 31 -3.32(4.31) 34 —7.03 (5.25)

W77 9 —2.56 (6.02) 7 —4.71 (4.57)
593

EANRZY I R XUTTTV F 5 —3.00 (4.42) 6 —7.83 (4.75)

C2AN=y I FTT RSN 75 —3.61 (4.20) 70 —6.16 (5.01)
ey SR ANES

A 41 —3.12 (4.41) 43 —6.05 (5.16)

HEL 43 —3.63 (4.04) 40 —6.60 (4.69)
U —Y DR

A 28 —4.82 (4.35) 28 —6.07 (4.71)

HEL 56 —2.66 (3.98) 54 —6.57 (5.00)
Fia JiAa R At TR

A 35 —3.69 (4.28) 42 —6.31 (5.19)

HEL 49 —3.16 (4.19) 41 —6.32 (4.69)
AT aARIZE DR

A 71| —3.28 (4.27) 74 —6.26 (4.90)
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Week 12 (28115 QMG BRI T7 DR—ZFA L bD (LR :

By E AR —mITT £

TS5 REE AFRE
N=88 N=86

Ei¥eg | n CFB O ¥ (SD) n CFB O - (SD)

L 13 -3.92(3.93) 9 —6.78 (5.38)
NR—=ZF5A WD AT AR D

A 50 —3.00 (4.26) 59 —6.14 (4.94)

L 34 —3.94 (4.13) 24 —6.75 (4.95)
S IHIFNZ LD TR WIE (AT aAR &R ?

Y 30 —2.77 (5.13) 26 —5.27 (4.75)

L 54 —3.72 (3.60) 57 —6.79 (4.96)
N— 2T A RED SR HIHIA] (RT AR &R O 2

Y 15 -2.27(5.01) 12 —-4.33 (4.21)

L 69 —3.62 (4.01) 71 —6.65 (4.98)
IVIg, SClg, X% PLEX |ZL TR

Y 61 —3.51 (4.11) 56 -6.23 (5.12)

L 23 —3.04 (4.52) 27 —6.48 (4.56)
Jia iR HEE D72 T

Y 17 —4.18 (5.39) 20 —7.10 (3.80)

L 67 -3.18 (3.87) 63 —6.06 (5.23)
COVID-19 FATHIC BT Bk A A3 2

PRAT A 8 —3.00 (4.07) 11 —5.91 (4.35)

WATH 76 —-3.42 (4.24) 72 -6.38 (5.03)
COVID-19 WA TH#IC 15 12 HOKBE & A7

PEAT A 4 —4.50 (5.45) 2 —5.00 (5.66)

AT 79 -3.39 (4.15) 79 —-6.38 (4.97)

CFB: _—ZTA DI L&

Note: X—ATA U NEDEALRITR—AT A% DD HR—ATA U BEOEEFET2H D EE

B FIFERO W EFEEL R,

Note: N—ZTA AT IBPELIE I

IR —=2 7 DERDfE LT,
a. SEEMHIA] S on AR | URRAT IR, AN R —R 2 AR VYR T

W ZEMORR

)

TRBREK L ERE Y YIS L7- TEAE (BIVER ) RBLIRIL
1%, 77 REE (6211, 70.5%) & HLE L TARAIRE (6641, 76.7%)
1. 7T RREE (2261, 25.0%) & HLl L CAHEIRE (2841

BIFHT X TOTEAED 3 Bl E| &

T X TOTEAEDFEELE| &
T 5%LL B, BITERH O BLE &
32.6%) TEroT-, BARANEMIC

BiI5, PIEIO IMP OEFEG-HO R ZIA DTS E

SN, AT

FEIN, ARG A

(3. AHIEE (461) 25

57.1%, 77 2REE (551) 5355.6% ChH o7, EREME A ANEN T, BIERICEZE 2 EWN

13720l AARNERITIE

TEHNIFEBL L 2o T,

WD GFETS %L, LB IZF BT

L BWERDS T2 AREED3 (33.3%) 127D O, AFIEETIZEI

BIVERT (PTRI) 13, VESTERALPN . (A

FIRE 1061, 11.6% K O T v REE 451, 4.5%) K OSSN TR (RAIRE 861, 9.3% K% Y
FIRREE 3, 3.4%) ThHoT-(F2).,

WO EHE TS % L EORE ITRBLBIVEM

AFTE TR
8651 8815
£ TOFRNER 28 (32.6) 22 (25.0)
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VIEHR5% L EOREIVEN

— it 2HEER O EHMAORE 20 (23.3) 9 (10.2)
VESFERAL PN H 1 10 (11.6) 4(4.5)
e AL 8(9.3) 3(3.4)

n (%). MedDRA version 24.0

©® FEr,BEEXIRSGFILICESZRIEA
FECICESTZRGIERITRBLL e o7z, B GHECRO OV EERRIEM PTH I,
AFNBEC O D HGE, 77 2VEESE ., U X— RN, KO & TIE (51461, 1.2%) , 7F
BAREE T B~ LA AR 2 S OISR (5161, 1.1%) ThoTo, ZDHr6T 741
1895 (1) 1 ZEE TR G- ILICEY | ZOBRE 1ZSOIZIEEERCOVID-19%FELL T,
HANEMTIE, L, BE, &5 IEICEST=RWERITRRO BTz,

FREREIEHOFBLA RO IEH

[ 58 AKIRE, SAE (PT) : 77 &M 1 RGO B (77 2 PE1E ) ]

435%, AN, Ztk, S4kg, MGERZ &IV IRE : 2020412 H 10 H

[BETERE ) mpk s, haed | FLEANEY A VARG AV AVERINR S | IBEJ% . i, MEE B 47,

ARR, — P i R

[BOHE]RZeT VT bR, @R IE ., SEYIBHUE (rocephin 7 L /LX —) | 909, RHRE, ¥

==V VARG, RHMETIT v —T A U RREHURIE R, & i

[ OF F 3E (SAEZE BLIRF (28 ) Jescitalopram, cholecalciferol, omega-3 fatty acid, acetylsalicylic

acid, lorazepam, lisinopril, Monascus purpureus, vitamin B complex, pyridostigmine

[SAED ESE L | IRBRIEDALE | 487 )@ L, & G-k, R

[HETO R GRBRIEEGBAAZ1 BELZREBLH FTO R 144 A

[Frptif GEBLA 21 B EL7-8R)R B £ CTo R %) 122 8 [#

[ AL K Ok ]

202141 H7H AGABRIZSN,

202141 H26 H ARAIBEZEIOHT AL, RANOYEHEE G- %5217,

202142 A 1H  #BRE 1L, COVID-1977F > DREISOGE L THEFE SE K UL R 2R EL
720 20214F2 H3 B | BIROG Olsfw L[ [BIE ] Th o7z, 20214E2 5 10H | #BRE (X, 2[5 H O
COVID-19V 7 F > 4 fE S Uiz, 2021452 A 16 B | #4513 7F 45 £ DCOVID-19% 3 B L 72
UG  BRBRE IZABE L2 o728, B T2l MRt S 7z, 202142 18 H | #R
X, TEEOT 72 A PEREHZ BT DR M DORERZFEBIL | R A HE N Y& TREEZ AL
72 TR HE L L Tibuprofen £ 5-3417-, Day 293K 1%, COVID-191Z XA B@HEED 7= FEH &
N7z, 202142 H 24 H | COVID-190#IFHE R | TH-o7z,

20214E3 H2H Day 293K [2HE, U/ S—BEA3226U/L (GEUEHIPH : 1~100U/L) e X727 —HB 1l
3651U/L (JEYESPH : 28~ 100U/L) Tdh-o7z, 20214E3H8 H | U/ S—B L T T7—EBfHD
LROTD IR ETEMITEGEMEOSZZE S Lo, 2O, #RE 1L BEEED
FERE L PER DIERIT -T2,

20214E3H 100 77 2V (7 7 24 A B IG O BEAb) 23R BLL 7o (TR B SE R 5- B h44 A
%), 77BN E R BRI, IR B0 S ST,
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202143 H10H 77 2P O BEE GO BEAL A HBLIL T, 202143 A 120 | R 1D EA <2
L. (B XCOVID-19(Z B §-5 &% X b 417z, Lidocaine & U'morphine sulfatet 1 #7128
JER DRI LTz, £, #5R34 1Xdiphenhydramined, #% 5-3 4172, 202143 H 18 H |, #R
X EIBEMEICLDEEZ SR %ZT, BINOBEKRRE REE B IXFESNT) | B

LIS 5 (MRD) | K QW RBER A O EhiZ #2237, 202143 23 H | 1B & &
5,

202143 H24 H Day S7TRPERE, OFEE BTG ES 3, W T & OB IR 84 - T L C
Wz, IR BEARERNIAR O FEAIRREL BB PUE T 20% RIED DI 1EERFED
B G2 A T D LA R E LT,

20214F3 A31H 772 MRS (77 2V 0 BHE S O L) OEIRIXTEIE ] Th o7z (D
22H%#%), 77 AVEEEIC T HIEBREEDOMLE X 5 1k ) ThoTz,

2021454 A2 BBRE OTI7—BEIZIS2U/LKE N R —BEIZ185U/L ThH 7=, 202144 H
6 F . SR IR OSEDNEA TODHEBR A TEREFATEMITIRIESNE R L= e A R L
720 AFNEE-O R W L > THEBEO S ENBD SN0 | IR EEIXIRBRE O & 5
HiEEREL,

20214F4 H28 H  FefskBe, BeBRE 13, 77 2RI I5 (7 7 20 D SIS O L) O 7= il E
WU GRBRE DO B 5- H 1202143 23 H) , ARBROH 11 | W BRF 1IMGO00117805k
[ZBINLIR)>T2,

20214E4 H7H #2801, MG B &L CTprednisoneD ¥ 5% BRIA L 7=, 20214E4 H 150 . |k
HELE ONHSIRE T, ODAMEE R KO ZHRIBRI RSN, B M EIERED
TRAH 7R IR AR E CTE T, NHRSERE O R DIE B O B m RIZHIB U e o7, 1R
BRE(LIEATIC LD &, BRBRAL TRHCH ES R R O B i (U —BE K 077 —E1fH) 258
DHITZN, DPHEBO FFEIEe0 o7z, RKEIE G OHFRIC L AW ENROLN I END,
TRBREATEMILT 7 2V 0 PERIE O B L ARFI & G- LBAEL CHEE X 72,

@ ZEDMOEETREFEER

EH T RETEAEOMEE (SS) 272V K ONEE /FIEEERNCFIT R U, BYYE, 115
ERALEOIS | BEOE | R 4 &Uﬁ PERESE O B 3 _RETEAED RO HNTZ, 7F 7«
TX =D EH T RETEAET RO LR o7z, B AR NEM TIE, AAIEEO14]
(14.3%) K T T BAREED201] (22.2%) IZ1E H T XETEAED RO AL, AFIEED 151 (14.3%)
CHEME IR (RIS, ) . 7T REEO20] (22.2%) THHEAL S (RSN H
I OVESTERAL IS . K101, FEEE) | M O T T 2R BEO 15 CHBEBUE LA Z ., FE
) Tholo, BFREMEHANERT, 1 H T SETEABICE /& Wb o7z, A
BCid, T AR TG T S SR d o T,

B9 TEAE OREE-SS

MedDRA Version 24.0 TR ARHNHE
HEFRRSH N=88 N=86
HEE n (%) n (%)
2 TOHEH T & TEAE 29 (33.0) 41 (47.7)
JRYLE 2 16 (18.2) 23 (26.7)
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£ B9 X% TEAE O E-SS

MedDRA Version 24.0 T RREE AT

HERRHHE N=88 N=86
EHEE n (%) n (%)
JEE 12 (13.6) 19 (22.1)
HiE 4 (4.5) 4 (4.7

e A 13 (14.8) 23 (26.7)
FEEE 13 (14.8) 23 (26.7)
HiE 0 0

W AUE © 8 (9.1) 8(9.3)
JEEE 8 (9.1) 7(8.1)
HE 0 1(1.2)

SR 4 4 1(1.1) 3(3.5)
FEE 1(1.1) 3(3.5)
HE 0 0

MO H 9~ & TEAE® 1(1.1) 1(1.2)
JEE 0 0
HiE 1(L.1) 1(1.2)

Note:n &, D7a<&b 1 DL EDIEAFTE T O TEAE 2358 & ST BRE ORE R T,

a. ERYLE: MedDRA OERE BIK S HEIC 35175 TEAE O“RRYSE B ONFFAE BUE " E7213/ L O, i hLEECo“F (1Y
7R

b. FEAHBALAEL: MedDRA 735 CO TEAE “TEFHAL G XU BT RE DB 5547 K i NEC"

c. IHUE: MedDRA SMQ (2365172 E 7 TEAE “IBBUE (narrow scope)” KUY, SMQ (235175 TEAE “i@fUiE
(narrow scope).”

d. iFl-%2 52 TEAEs in MedDRA SMQ narrow scope (233172 TEAE “J&H0IZ B 9~ HFFE 5 — el iEnIf 5
(SMQ)” H>5 2 sub-SMQs D« B AMERFH £ (%ﬂ@&mﬂ — 7 &) (SMQ)” &“EEME T OFEM R B D A&
%(SMQ) EERINLTZB O,

e. FEMENEE: MedDRA SMQs TEAESs (23311 2“BEME F72 1 35 HM R B DG (SMQ) UL “BEMEIESS (SMQ) "D LS,
%73)

@ Z0MOLEMFAME B
BRPRAREEAE . i S E R AT S Gl AR Bk S (1 i BR Sy 1 - AFFRER &5 T0) OBE N R
TR ER IR B2 I ffe 22 ) e O G-RER O BRE 72 B TR b en o7, Al (B
T2, ARFIEE) IXEE . A EREAE (SR TUE AFIRE) . Vo SEREgRA (2T
1365, 7FRREE) . Vo SERESENN (TG, 7FRREE) . J OV SERIBDIE (4218
T VI, 7 TR BB L BhE L) ST ST,

MEAELFRRE R A LR ARE T, R (77— B R QU 8—E8) O EH%E
PR TRBREEIC B 95 B e B m) B OV G5-HE R O BB 2@ IGER O Hiigd o7z, U —
BN ARFIEE /760 1XEEE U N —E I RFIEE :3/761) . 77— B0 (RAIRE : 2/5
B, 7T RREE 2B LT T7=0 T NI AT 27 —B N OREINRE : 1/161) 13R85 L
BisEdHY =7z,

RIRE ., SAZNVT A2 128580 B - Ta 532 BE - 5 B o8 m) M OV - D A
%fcﬁéb\ ntu&)ghfcﬁi))/)ﬁ_o

an 7 BERFHEAR Y —/V, IEFRGEE TV G ARBIREE T T0RBE CRFE T &
B IR T,

® ®ERMNE
PIRHUE . X — 2T A R Z ADARS M T 7= BRI XA FHIEET1/8645] (1.2%) THY . 7
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V. ARICEATSIEE

TRARHETIIW 2D o7z, Week 12E TO 1R UL B CTIRERIES: 5% IZADAG ML 72>
TR 1L AFIRET2/86%1 (2.3%) I T 7B R EET2/88%1] (2.3%) TH 7=, IRBRIKE 5
#IZADAPMEL 22 ST 41T 31T D ADAH AT TAED > 7 (RFIFEAD ARG MBI D ADAFTLA
filli: 133.498, 211.538., 77 EAREEADARG I D ADAHLIAAM : 414.035, 151.5)

ADARGHEIZ LD ARKIRE CIR BRI 512 ICADARGE &7 > T 9 B & 245112 35 1T HDMG-
ADLIR AT D_R—=RAF7 AL NHD AV BilL, ADAFEVETH -7~ E & b U T
K& oTz, PK, PD, TEAEK WgGiE ~D 2 TGRD LIV oTe,

HRVF L Y a—)VHiEK  R— 2T A R HIPEGHLIRBGE CTdh o 7= 9B 1, AHIRE
T5/86H11 (5.8%) M OV FEAREETT/88(8.0%) Tho7z, Week 12FE TOIFHMIREALL L TR
BRI 5%\ CHIPEGHUAR G & 70 o T B BR T 13, ARHKIRET8/8641 (9.3%) K N T |AEET
6/88151 (6.8%) T -7z, FIPEGHURGMEIZLHH 20, PK, PD, TEAEK NgGifE & ~D %
BT REL O o1,

1R BRI BATC ADABG I XU THIPEGHUARIG M Cho 7ok E 09 6 1B EER 514212
PUAMEAS E5 (R—=R2T AL B2 N2 44058 T2 241588) LIBRE 13\ Ve o722
LD ADAXIIHIPEGHUR DI RIZ kT DU a7 T OEEIL Holo L THIRER
TIHDIENTRENT, Fo, IBBREEEY 5.4 12 ADA B UL HIPEGHUKB ML 20 o 7= 5
ICBFHMER YL a7 T (PK) | PDBHE (SRBCYAIMLAER) | 224 B OV 2~
DEBITFRD LN -T2,

HARNEMTIE, R—RATA D5 Week 12122 TIEBR IS 5% ICADARGME: Se o 724
BRE RO LN o7,
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V. ARICEATSIEE

2) REMEEER
O EESERF MR 5Bk (MG001138%) 1©

EN:D!

SeATREE (MGO009RAER ) IIMGO010738BR) %58 T LIc 2H B EERE))E (gMG)
BB D ARBN ORI M OB M %2 T 5

HEBT A

SAH, S HRkIER ., FEE M. ki 5
(70 ERRHEBI CRE, BT H | TTUA RS ARIT | IV T z— IR—=T R A
#E, KOHA))

RS

B AgMGEE @ 200 5] (A ARANBRE1661EETr)

7R L UE

Jef T35 (MG00097:85R X IIMGO0103858R) 252 T L= B M X3 o tE i Brg

BRI

BHBR O 551 AFE FRIORTRER IS TEHBRE OREIZSC CEE
BOUNLATIU G A TGO L7 VR DBEI LB A A LT,

Minimum (nominal)

target dose (mg/kg)
0.3

Dose range (mg/kg)
0.30 10 0.39

03 230 =5610 <77 0.30 10 0.41 |
0.3 324 =77t 150 0,22 t0 0.42 |
FRERIIH] : ABIDAGESILAT A REIL/R 2 F T IUTTRRIKIEE D MG 1HEELL TOR
FIDOBHFE 2 1L 2F T, HERE DR E D IR ES AR DI G4kt -0 2 L%
AREE LTz,

Actual dose (mg)
16.6

Weight range (kg)
=43 to <56

TR H

TRBRSRAS 514 | ORI E 54 (TEAE) DR RES
FOMOFAGEE : £ B XX TEAE, 20 B 7 B A— /L (C-SSRS) | Sk,
RMAE, NAZY A 12 FELEXE

Rl EFAf ZE H

« AR Week 12 (Week E12: EF-121) (23515 Myasthenia Gravis-Activities of Daily Living
(MG-ADL) AT D_—RF AL IO ZEA L B

* Week E12(Z:3317% Quantitative Myasthenia Gravis (QMG) ¥8A2 7 OO_X—AZA L INHOZE L &

* Week E121Z351F% Myasthenia Gravis Composite (MGC) #RAT T (D_R—2FA L HDZEA &

+ Week E1212331F % Myasthenia Gravis-Quality of Life revised (MG-QOLI151) $#8 27 (D~—27
AL DHDOEALE

- LAF 2 — B PR

* PK, PD, Sue)nith

RFEH
H

R A1 18

U A% 2 —EEAE S T T ICMGFA-PISOMM & 318 L -5 B 0EIL ., oL

fEAT 71k

FENT SRR D E
ITT 4 : BERSNT= T R COHRE
mITT £ :1TT £ DS {REBREEA1RILL_ BG5S, TRBREEE 541150 Eo MG-
ADLBAIT %49 D050
SS:IRBRIEA 1A LA L 5- 3o T N TORERE
TRV
* SS%E RIRITMENT L 72,
 TRPERHRHUE DA U N TR R AT 2 5206 L 7=,
HhE:
* mITTA A} OCFS% G BIREEAG TR B A fRHTL . mITT 4EH14 5t G R SRR 5
L7,
« Week E1212351F7 DMG-ADLIA A 217 D_— 2 5 A L I3 6 DZE{LERIZOUVNT, ~N— R
7 A OMG-ADLE QMG A =27, HhBRgHi (b, BRI, ROVEA), 4T
AR, W NIMG-ADLIE A 27 & kb D22 EAERTE % [E B0, #irg 2 A RE
& L7245 547 (ANCOVA) [mixed model repeated measures (MMRM) ] CREAf L
2o TT7RR/ VaT T 03mgkelt (P/Z 038E) WL 7T 03mgke / PV
27°703mg/kgh¥ (20.3/Z0.3%F) 2%t 5RIT, LFLDANCOVA (MMRM) %IV T, Jef 77k
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V. ARICEATSIEE

B T BRI Week 1~12 L OVKRERD Week EI~E12 OF —X &2 LT-, &#5-
HEDFHHZME B DOE T V&5 A LTZ, QMG, MGC. % UMG-QOLI15tf A= 7 125\ T
B FEREIC AT L= MG-ADL, QMG., MGC, % UMG-QOLI5tAAaTIZHOWT, “HE
B FA_R—2T AL DR TWeek EASE TOZAV RO (FEHERZE) Z KR LT,

A RIMEDBENRFEMITE B 12D\ T, S S AT % e LT, TR ELE R O fiEHT
13, MGOO10FRER D SRS T U= BB D AAE R RE LT,

B AR, PRI, R AT AU REOREFIN, S — AT AL WEOMGFAZE, S — AT AL RFDOMG-ADLIEA
a7 R—AZAREOQMGIEATT | MBI, RIE, IRRIRPTEOF 1, 7V —E OB DA i,
WA DA e, AT aARNICELDIRRIBEDF I, N—ATALREDOATRARDHEHDOH I, Saf%
PHIFNC L DI I (AT aAREERL) | _R—ATA WO GEAMHIF] (AT uA R 2R o4
i, 1VIg, SClg, UFPLEXIZEAIBHIEDA M, MaliED 2o A 1, COVID-19%A TN 31T 286%
BA T TRE

HARNEZSUW T, TEAEDZZ RN, W OB REE, AR IE B . PR, B OY
PDZFEHTLIZ,

BEEER

EFREM 7 — 2y b7 B £ T, BT3B (MG000975R & U'MGO001075R) 2254 5t
200051 23AGRER (2B GRS AT, 2000512 Jef TakER e OARGRER COTRIRIRE & G- BRI DL,
PNar 7 0.1mglkg | Va7 T0.0mgkg | Va7 0. 3mg/kght (20.1/20.1/20.38%)

1263, ¥V Z20.3mg/kg / ¥ Va7 70.3mg/kghf (20.3/20.3%F) 9341, 7 T1R / V=

7720.1mg /kg/ Va7 Z -0 3mg/kghf (P/20.1/Z0.38E) 561, 7 Zk&AR /| ovarFTw

0.3mg/kght (P/Z0.3%E) 90 Bl T -7, 1ZEALE DR (166H, 83.0%) T —H b4~

IRE R CRBRA Ak ChhoTe, N—RAT A O N OFEEHFRIFFEIL, Al EXE (SD) 23

53.35% (15.05% (HFH : 19~76 %)  #ERFE OFELL L2320 (55.0%) . REEAD A A (76.0%)
J PReANR =7 R NTT T2 R LIS (89.5%) ThhoTo, KE K OMEKEFEEL (BMI) O V-4

(SD) 1. ZNF4 91.1(25.06) kg U31.5(7.57) kg/m> CdroT=, T —H 1w bAT7 H ETITE

FRSIT2200061 D5 6 MGO009FRER BT L7 #1334 (17.0%) . MGOO 1055k 75

BATUT- R 13166/ (83.0%) TH-7-,

A BB R RE-ITT £H

P/ZO%/ZOS P/70.3 B ZO'I/ZgO%% 1/20.3 703/203 B év“wﬁ;f?y
N=5 N=90 N=12 N=92 N=199

PRI n (%)

Tk 1 (20.0) 42 (46.7) 6 (50.0) 41 (44.6) 90 (45.2)

Tk 4 (80.0) 48 (53.3) 6 (50.0) 51(55.4) 109 (54.8)
AFEL, n (%)

TIT N 0 15 (16.7) 0 8(8.7) 23 (11.6)

A 0 7(7.8) 2 (16.7) 8 (8.7) 17 (8.5)

BHA 5 (100) 65 (72.2) 10 (83.3) 71(77.2) 151 (75.9)

B 0 3(3.3) 0 5(5.4) 8 (4.0)
B, n (%)

EAN= IR XNTT T 0 6 (6.7) 1(8.3) 7 (7.6) 14 (7.0)

ER

AN =y I R RITTT 5 (100) 81 (90.0) 11 (91.7) 80 (87.0) 177 (88.9)

EVYaN

B 0 3(3.3) 0 5(5.4) 8 (4.0)
HUEEAY HEL ., n (%)

wrYT | 0 [ 9100 | 0 | 7 (7.6) | 16 (8.0)
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V. ARICEATSIEE

A BB RE-ITT £H

P/Z0.1/70.3 P/70.3 B 20.1/20.1/20.3 70.3/70.3 B¢ BINATTY
it N=90 ftf N=92 s
N=5 N=12 N=199
BRI 0 32 (35.6) 0 32 (34.8) 64 (32.2)
ek 5 (100) 49 (54.4) 12 (100) 53 (57.6) 119 (59.8)
AR (%)?
N 5 90 12 92 199
S (SD) 60.6 (14.8) 53.7 (15.5) 50.4 (15.3) 52.9 (14.6) 53.3 (15.0)
e 63.0 56.0 56.5 55.5 56.0
s/ M, B KB 36,76 19, 75 23, 69 21,75 19, 76
FI XSy (%), 1 (%)°
<18 0 0 0 0 0
19 ~ <65 3 (60.0) 61 (67.8) 10 (83.3) 68 (73.9) 142 (71.4)
>65 2 (40.0) 29 (32.2) 2(16.7) 24 (26.1) 57 (28.6)
R (kg)
n 5 89 12 9] 197
SEEIE (SD) 89.0 (29.57) | 88.6(26.39) 96.0 (23.54) 92.9 (24.05) 91.0 (25.16)
A 80.0 88.0 89.5 90.0 88.0
L UN O 55, 130 42,171 66, 143 50, 163 42,171
REX S (kg). n (%)
<56 1 (20.0) 5 (5.6) 0 5(5.4) 11 (5.5)
56 ~ <77 1 (20.0) 26 (28.9) 1(8.3) 21 (22.8) 49 (24.6)
77 ~ <150 3 (60.0) 55 (61.1) 11 (91.7) 63 (68.5) 132 (66.3)
>150 0 3(3.3) 0 2(22) 5(2.5)
R 0 1(L.D 0 1(L.D 2 (1.0)
HE (cm)
n 5 90 12 92 199
S (SD) 162.74 (7.64) | 169.91(10.84) | 169.24 (9.17) 169.94 (10.59) | 169.70 (10.56)
i 162.80 168.00 172.40 169.65 168.80
e/ IME, e KAE 153.0,170.2 | 150.0,202.0 152.4,180.5 147.6, 193.0 147.6,202.0
BMI (kg/m?)
n 5 89 12 9] 197
SEEIE (SD) 33.0 (8.92) 30.6 (7.88) 33.3 (6.36) 32.0 (7.23) 31.5(7.52)
L 34.0 29.0 32.0 31.0 31.0
L UN R ON 22,45 16, 56 25,45 19, 50 16, 56
Do IRBR I fE S =
MG0009 5 (100) 6 (6.7) 12 (100) 11 (12.0) 34(17.1)
MG0010 0 84 (93.3) 0 81 (88.0) 165 (82.9)
Note: 7 7 ATIEEANT I NFE K OCRITFEERS N0 T,
a. MGOO1 1FRBRDA > 7 4 — LR B MB4 LT AR
b. Clinicaltrials.govO4F i X 53
NR—254 L DFEBEHER O gMG OBEFEBE-ITT £H
P/20.1/20.3 P/Z0.3 B 20.1/20.1/0.3 70.3/70.3 B¢ BINATT
i N=90 ¥ N=92 ¥
N=5 N=12 N=199
A7V —= 7 WD MGFA %5¥. n (%)
25711 (Ila, 1Ib) 2 (40.0) 29 (32.2) 3 (25.0) 25(27.2) 59 (29.6)
25 Z 11 (Illa, 11Ib) 3 (60.0) 57 (63.3) 9 (75.0) 59 (64.1) 128 (64.3)
252 IV (IVa, IVb) 0 4(4.4) 0 8(8.7) 12 (6.0)
FEIE R (%)
n 5 90 12 9] 198
EEME (SD) 52.60 (12.66) | 44.03 (18.70) | 38.58 (16.46) 43.75 (17.45) 43.79 (17.86)
L 56.00 44.50 34.50 44.00 44.00
s/ IME, SR E 31.0, 63.0 9.0, 73.0 17.0, 63.0 13.0, 73.0 9.0, 73.0
B 0 0 0 1 1
eI (R
n 5 90 12 92 199
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V. ARICEATSIEE

N—2RFA OEBEER O gMG OBEERE-ITT £H

P/Z0.1/Z0.3 PIZ0.3 B 20.1/20.1/20.3 7031703 Fé é%v:\ﬂ"i‘x
i N=90 s N=92 frf
N=5 N=12 N=199
E#)E (SD) 7.30 (8.09) | 9.25(10.45) 11.53 (8.19) 9.05 (8.95) 9.25 (9.56)
A 3.30 4.85 9.00 5.65 5.70
UN R ON 2.7,21.6 0.2,51.9 3.3,26.0 0.2,42.3 0.2,51.9
FEIEFFOIEIR, n (%)
IR 2 (40.0) 37 (41.1) 5(41.7) 35 (38.0) 79 (39.7)
e 3 (60.0) 53 (58.9) 7 (58.3) 57 (62.0) 120 (60.3)
M B AEBRITEER Y., n (%) 1 (20.0) 38 (42.2) 4 (33.3) 45 (48.9) 88 (44.2)
7)—BDOBAERY . n (%) 0 29 (32.2) 3(25.0) 29 (31.5) 61 (30.7)
ELD MG ZU—E2bOHIRI(A )P
n 0 29 3 29 61
F-¥JfE (SD) — 74.38(109.88) 24.67(9.17) 68.61 (84.10) 69.19 (95.13)
P fiE — 24.80 24.94 29.70 2891
S/ M, FRAE — 4.1,472.6 15.4,33.7 4.2,280.3 4.1,472.6
TRIEEPIE eMG. n (%) © — 42 (50.0) — 42 (51.9) 84 (50.9)
_X—25 1D MG-ADL 527
n 5 90 12 92 199
F#)E (SD) 6.4 (1.5) 7.7 (4.5) 43 (3.1) 5.2(3.9) 6.3 (4.3)
R fE 6.0 8.0 4.5 4.0 6.0
e/ IMiE, e KA 5,8 0, 20 0,10 0, 14 0, 20
_—=AF1> D MG-ADL #8227 X %7, n (%)
<9 5 (100) 59 (65.6) 11 (91.7) 76 (82.6) 151 (75.9)
>10 0 31 (34.4) 1(8.3) 16 (17.4) 48 (24.1)
R—=2F7A D QMG AT
n 5 90 12 92 199
FEH)E (SD) 12.6 2.7) 15.6 (6.0) 13.4 (6.0) 12.3 (5.0 13.8 (5.7)
A 13.0 15.0 11.5 12.0 14.0
UN PN 9,16 2,38 7,25 0,23 0,38
N—2F71D QMG FAAT [X 47, n (%)
<17 5 (100) 61 (67.8) 9 (75.0) 75 (81.5) 150 (75.4)
>18 0 29 (32.2) 3 (25.0) 17 (18.5) 49 (24.6)

a. TR () 13 T ol lcitE sz (BHERBRODay 1 — 2l H ) /365.25

b. EEOMGZ Y —ENHO I (A) IXLL F OIS EHE Sz BERRBRODay 1 — 27V —ED%4: H)/(365.25/12)

¢. MG0009FRBR CIIIBIRISHIIED IR BB RLERS LR D > 72728 . MGOO 105N DI T LT- SR E O B i S iz (P/20. 38
70.3/20.38%, &N a7 TURTZENEN84AH, 8141, 16561)

B A AR ITTHE 20061056 B ARDIRER I F B TR gkS g (LT, H
ARNERE) IIMGO010FR N O TLTZ 16451 (8.0%) THY | - H-HERIDNERITZ0.3/20.38F
DT, PIZOJEENIF T o7z, EMRER & OV H R ANEMICHBITAIRED F-%E (SD) 132
NEHN91.1(25.06) kg & 1%68.1 (16.40) kg, BMID M (SD) 132 24131.5(7.57) kg/m?
U25.8(7.16) kg/m* Tdr o7z, i E A BRI BRI 2 52 (T 7o R B OB G 13, IR ERID
48.0%, H AN D375.0% ChhoTz, IREIRHIMEEROBIGIL, 2AER351.2% (85/166
1) . B A NEERD387.5% (14/1645]) Tdh 7=,

SREM RO E AR ANEFORBRE DNR-ITT £

LN aTT

P/Z0.1/Z0.3 . 70.1/20.1/20.3 \
B P/Z20.3 #F e 70.3/Z0.3 7 B

£HER, N 5 90 12 92 199

MGO0011 FBRIZSM 5 (100) 90 (100) 12 (100) 92 (100) 199 (100)

MGO0011 #XERD Week E12 £ 5 (100) 68 (75.6) 12 (100) 73 (79.3) 158 (79.4)

TRET

S an 4 (80.0) 74 (82.2) 11 (91.7) 84 (91.3) 173 (86.9)

55



V. ARICEATSIEE

2SHREAR O AEANEFOBERE OWNFR-ITT £H

LN aTT

P/zo.ggzos P/70.3 B zo.uzg(% 1/20.3 70.3/70.3 B i
ok 1 (20.0) 16 (17.8) 1(8.3) 8 (8.7) 26 (13.1)
A IEPER

FEFZ 0 4(4.4) 0 0 4(2.0)

RS INE ICL SR 0 7(1.8) 1(8.3) 0 8 (4.0)

IZ% il o> e 0 3(3.3) 0 2(2.2) 5(2.5)

BT 0 1(1.1) 0 4 (4.3) 5(2.5)

TRBR AR A U TR BRI 0 1(1.1) 0 0 1(0.5)

HEE ORI L=t -

DL

Z o 1 (20.0) 0 0 2(2.2) 3(1.5)
ZARVEBE ARG @ 1 (20.0) 14 (15.6) 1(8.3) 9(9.8) 25 (12.6)
LB AR L 0 4(4.4) 0 8 (8.7) 12 (6.0

TN o7 Bl

B R 0 2(2.2) 0 2(2.2) 4(2.0)

RBRSINE T LS TR 0 1(1.1) 0 1(1.1) 2 (1.0)

T 0 1(1.1) 0 4 (4.3) 5(2.5)

Z O 0 0 0 1(1.1) 1(0.5)
AAAEM, N 0 9 0 7 16
MGO0011 FER IS 0 9 (100) 0 7 (100) 16 (100)
MG0011 3RER D Week E12 £ 0 7(77.8) 0 6 (85.7) 13 (81.3)
THET
Hkise 0 6 (66.7) 0 7 (100) 13 (81.3)
Ik 0 3(33.3) 0 0 3 (18.8)
ERANG NI ]

HAEFER 0 1 (11.1) 0 0 1(6.3)

% il o> Vi 0 2(22.2) 0 0 2(12.5)
LB AR AY @ 0 3(333) 0 0 3 (18.8)
LAV IBI A ORPEHEL 0 0 0 0 0

a. FRPDOPIREDRIRARGE T CHY, 7 — 2 M7 H IR RO SRR 31T 52 MBI O SE 272 T — I AT TEn o7z

2HREAKR O EAANEROER2ERE T ZITT £H

P/zo.ggzo.s P/Z0.3 B zo.uzgo% 1/20.3 70.3/20.3 Bt éé\‘/“/l/gj’?‘/

2L, N 5 90 12 92 199
PR, n (%)

Bk 1 (20.0) 42 (46.7) 6 (50.0) 41 (44.6) 90 (45.2)

Tk 4 (80.0) 48 (53.3) 6 (50.0) 51(55.4) 109 (54.8)
EH (%)

EH)E (SD) | 60.6(14.8) | 537355 [ 504(53) | 529(146) [ 533(15.0)
K H (kg)

N 5 89 12 91 197

2B (SD) 89.0 (29.57) | 88.6(26.39) 96.0 (23.54) 92.9 (24.05) 91.0 (25.16)
BMI (kg/m?)

N 5 89 12 91 197

F-2JfE (SD) 33.0(8.92) 30.6 (7.88) 33.3(6.36) 32.0 (7.23) 31.5(7.52)
A7V —= 7 WD MGFA %5¥. n (%)

25 A 11 (1la, 1Ib) 2 (40.0) 29 (32.2) 3(25.0) 25(27.2) 59 (29.6)

25 A 11 (11, IIb) 3 (60.0) 57 (63.3) 9 (75.0) 59 (64.1) 128 (64.3)

25 %1V (IVa, IVb) 0 4 (4.4 0 8 (8.7) 12 (6.0)
FEIERFEE#R (7K)

N 5 90 12 91 198

‘EHIE (SD) 52.60 (12.66) | 44.03 (18.70) | 38.58 (16.46) 43.75 (17.45) 43.79 (17.86)
T I (R

EHfE (SD) | 730(8.09) | 9.25(10.45) | 1153(8.19) | 9.05(8.95) | 9.25(9.56)
FIERFDIER n (%)

AR A7 2 (40.0) 37 (41.1) 5 (41.7) 35 (38.0) 79 (39.7)

g e 3 (60.0) 53 (58.9) 7(58.3) 57 (62.0) 120 (60.3)
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V. ARICEATSIEE

2SHREAKR O ARNER O ER2ERE T ZITT £H

L NATT

P/zo.ggzo.s P/Z0.3 Bt zo.uzgo% 1/20.3 70.3/70.3 B f

M B AEBRATEER Y., n (%) 1 (20.0) 38 (42.2) 4(33.3) 45 (48.9) 88 (44.2)
2)—PDBAEARY . n (%) 0 29 (32.2) 3(25.0) 29 (31.5) 61 (30.7)
TR IE gMG ©

N — 84 — 81 165

n (%) — 42 (50.0) — 42 (51.9) 84 (50.9)
~_N—AFA D MG-ADL f& A7

EH)E (SD) | 6405 | 77045 | 43 (3.1) | 5.2(3.9) | 6.3 (4.3)
N—AF 1D MG-ADL #8227 X %7, 1 (%)

<9 5 (100) 59 (65.6) 11 (91.7) 76 (82.6) 151 (75.9)

>10 0 31 (34.4) 1(8.3) 16 (17.4) 48 (24.1)
R—ZF7A2D QMG AT

F-2JfE (SD) | 126027 | 15660 | 1346.0 | 123(.0) | 13.8(5.7)
N—=AF1 D QMG AT K07, (%)

<17 5 (100) 61 (67.8) 9 (75.0) 75 (81.5) 150 (75.4)

>18 0 29 (32.2) 3(25.0) 17 (18.5) 49 (24.6)
AAALM, N 0 9 0 7 16
PERIL n (%)

Tk 0 5 (55.6) 0 3 (42.9) 8 (50.0)

bk 0 4 (44.4) 0 4(57.1) 8 (50.0)
Filin (%)°

F2JfE (SD) | 0 | 528(9.1) | 0 | 543112 | 5340979
IR (kg)

EH)E (SD) | 0 | 65.4(16.18) | 0 | 71.6(1728) | 68.1(16.40)
BMI (kg/m?)

2B (SD) | 0 | 240@.77) | 0 | 2800935 | 25.8(7.16)
A7V —=L 7 WD MGFA %5¥. n (%)

25211 (11a, 11b) 0 1(11.1) 0 2 (28.6) 3 (18.8)

25 A 11 (11, I1Ib) 0 8 (88.9) 0 5(71.4) 13 (81.3)

25 %1V (IVa, IVb) 0 0 0 0 0
FEIERFEEfR (7K)

EH)E (SD) | 0 | 42.00(15.07) | 0 | 42.86(11.94) | 42.38(13.35)
FEEPT H ) (4R

F2JfE (SD) | 0 | 10.16 (12.45) | 0 | 1027(9.39) [ 10.21(10.86)
FIERFOIEIR, n (%)

AR 5 5 0 1(11.1) 0 0 1(6.3)

X 0 8 (88.9) 0 7 (100) 15 (93.8)
M B BRI EER Y., n (%) 0 7(77.8) 0 5(71.4) 12 (75.0)
) —BDOBAERY ., n (%) 0 2(22.2) 0 3(42.9) 5(31.3)
TREIRPIME gMG © — 8 (88.9) — 6 (85.7) 14 (87.5)
~_—2FA2 D MG-ADL 2227

F2JfE (SD) | 0 | 10044 | 0 | 6.0 (4.2) | 8.3 (4.6)
N—AF 1D MG-ADL #8227 X453, n (%)

<9 0 5 (55.6) 0 5(71.4) 10 (62.5)

>10 0 4(44.4) 0 2 (28.6) 6 (37.5)
R—2F7A D QMG AT

F2JfE (SD) | 0 | 158(5.6) | 0 | 123300 [ 1434
R—=2F74D QMG AT K57, n (%)

<17 0 4 (44.4) 0 5(71.4) 9 (56.3)

>18 0 5 (55.6) 0 2 (28.6) 7 (43.8)

a. MGOO1 1FRERDA > 7 4 — LR MB4 LT AR
b. IR () 1XLL F oI HE SNz (BRRBRODay 1 — 21 H)/365.25
¢. MGOO09RER ClIIANHEHIIEDIRRENFEEREI N2 o7 72D . MGO0105RER )BT LI BR A D R iR Sz
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V. ARICEATSIEE

W ZEMORR

o ERERE®KIIRBEL-AEESR (TEAE) ORRAEG
SRER T —2h A7 B ETIZ, TEAEIZ 2V Va7 T BET18811 (94.0%) IR E L=,
TN THOTEAEDFEHEIE
TRBRSE L B Y ST S TEAE (BITERD 13X 20 Va7 7 BETOTH (33.5%) I BLL | %

HEE

RETo451 (32.0%) IZFEHLL | FEHEIG

X, Z0.3/Z0.38£7391.4% (85631) . P/Z0.37£7395.6% (86/5]) Tlhro7=,

1320.3/Z0.38E7331.2% (2941 . P/Z0.38E7335.6% (3241) Tdr-7-, SAE 1T L a7F
1370.3/70.3%£7336.6% (3441 . P/Z0.3#£5325.6% (2311)

Tholz, IBRIEDOP 5. [FIZE ST-TEAEIZ R Va7 FEC1ITH (8.5%) IZFELL . J8H,
E51320.3/2038ED37.5% (7). PIZ03EEN11.1% (10f7]) ThhoT-, BNa 75 FET1%LL

L OYEERE IR BL T BWER A RITR LT,
EUNaTTURET 1% EOFRE ICHRBEUIERIELEAEHY L WSz TEAE-SS
MedDRA Version 24.0 P/Z0.1/20.3 F¥ P/Z0.3 Bf 70.1/Z0.1/Z03 Bf | 20.3/203 % | &¥narI B
AEBIR AR N=5 N=90 N=12 N=93 N=200
_ HEAEE __ n (%) [#] n (%) [#] n (%) [#] n (%) [#] n (%) [#]
?ﬁfﬁi’%mﬁ% 0 32 (35.6) [65] 6 (50.0) [21] 29 (31.2)[59] | 67 (33.5) [145]
TN = 2= A R
&%ﬁﬁ%ﬁ%ﬁo&o 0 17 (18.9) [22] 6 (50.0) [13] 16 (17.2)[21] | 39 (19.5) [56]
TS A HA I, 0 7(1.8)[7] 3 (25.0)[9] 2(2.2)[2] 12 (6.0) [18]
R AL 3] 0 4(4.9) [5] 1(8.3)[1] 4(4.3) [5] 9 (4.5)[11]
SRS 0 1(1.1)[1] 0 4(4.3) [4] 5(2.5)[5]
TS A F 0 1(1.1)[1] 1(8.3)[1] 2(22)[2] 4 (2.0) [4]
S ER AL A5 0 1 (1.D)[1] 0 3(3.2)[3] 4(2.0) [4]
BB D FERK 0 2(22)[2] 1(8.3)[1] 0 3 (1.5) [3]
e A 0 2(2.2)[2] 0 0 2 (1.0) [2]
AP 0 1 (L.D[1] 0 1 (L.D[1] 2 (1.0) [2]
R AR A 0 4 (4.4)[11] 2 (16.7) [4] 8 (8.6) [12] 14 (7.0) [27]
U X—PHE 0 2(2.2)[3] 0 5(5.4)[5] 7(3.5)[8]
;Z;:é;éf“x 0 1(LD)[1] 0 22.2)[2] 3(1.5)[3]
Vo BB 0 0 1(8.3)[1] 2(2.2)[2] 3 (1.5)[3]
77— BN 0 1(1.1)[1] 0 1(1.1)[1] 2(1.0) [2]
I P ERECE N 0 0 1(8.3)[1] 1 (L.D[1] 2 (1.0) [2]
B e 0 4 (4.4)[10] 2(16.7) [2] 2(22)[3] 8 (4.0) [15]
2 0 2(22)[2] 1(8.3)[1] 0 3(1.5)[3]
L 0 2(2.2)[3] 1(8.3)[1] 0 3(1.5)[4]
PR TR B 2 0 4 (4.4) [4] 0 4 (4.3) [8] 8 (4.0) [12]
U HE ) iE 0 1 (1. 1) [1] 0 2(2.2)[4] 3 (1.5 [5]
SR 0 0 2(2.2)[3] 2(1.0) [3]
MEB LU SRpEE 0 1 (1. 1)[ ] 0 1 (1.1 [3] 2 (1.0) [6]
UL BRI E 0 1(1.1)[1] 0 1(1.1)[1] 2 (1.0)[2]
1/ MR SE 0 1(1.D)[1] 0 1(1.D)[1] 2(1.0) [2]

Note:n 1 ZZREBIKS

SHAL HEARE

81725 TEAE 30 7e<Ed 12

Note: [#] IZ TEAE Offfl » @%Eﬁiiﬁtéﬂ“ﬁ‘

Note: g5 B B RS FEIZ RN a7 T BB W CRABEENEWOHONBIEIC

OITHE SN ERE OB ETR T,

WAL TIY,FCHHEDHRIET VT 7y MET

FLHRL TS, PTIERV AL a7 ZU BEC B W TRABE N @S ONDIEIZIE 5 TRY, FUEEDOEE X7 /L7 7~y METH

LT,

Note: JEERHEE g & WS 17z TEAE IZIERE R ERTIC LD ST,
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V. ARICEATSIEE

HANEEM : 0 A AR TTEAEIZ15%1 (93.8%) (R ELL 7=, T X CHOTEAEDFEHEI AT
70.3/20.38E036451] (85.7%) . P/Z0.3HEA39%1 (100%) Th-7z, BIVEAIEZ0.3/20.3#E 141 (14.3%)
(221 (A e «/w\x& ONRIZ B 1) L P/Z0.3RE T3 (33.3%) (234 (TS ERAL N HH I, HF
WIS, B O HERERE 35 11F) - BLL 7=,

AEELOHSETRT (RREGIEER)

BUNATTURETIE, TR COTEAED R BEI G 23, IR HIIE R C95.3% (8141) |
TR IME LA DL TT90.1% (734) Tdr-7=, SAE. 1BBRIR D% 5.1 1k 2% 57~ TEAE,
BIVER . K OVESE FE 3 & L OTEAED FBLEN A 13 TR IRBUEERD, ZE4129.4% (25
B1) . 10.6% (951) | 30.6% (2661) . S U23.5% (20631)) | I HEHRETIE LIS DL, ENZ N
29.6% (24451]) | 7.4% (6451 | 34.6% (28%51) . }2 U25.9% (214) T 7=,

LM TR LEIZESTZTEAEEZ BB L 72461055 | 1B G RHCHTIEE F O Br T
HoT7,

L, E%X&i&%thm ZE S EIEA

BWERNCEDFE THNTERO 727 > -, EERBIEMITETY Va7 T FETHH] (2.0%) 178
HHH, 20.3/Z0. 321‘@@;@ T OB ARG (45141, 1.1%) S OP/Z0.3FEDKE B _EAR %,
VTV ETREG . M OB E (K141, 1.1%) THoTz, FEHR BIRE R OV 7 =T
IV TV TR 20 PR G IEGY) VX R — B | B L 7, BERERE 51X, JefTBhC
7T R Be 5 A Bl LS AP BRRIN 2% 23 B L7 R BR A ORGSR R (4 (MRD) #
TR @%ﬂfﬁk SRR IRAT R Chho T, F G IRICE ST-FIVEH2P/Z03FEICERD B,
REPRBER RSN . AL N L VRS ERAL RIS | I BRI KOV R —
PHM (161, 1.1%) TH-o7z, BARNEM TIIIET K O EEZRBIEA OFRBZTRD 7>
77

o ZOMODEEITREFESRES

JRYYIE | VESHIALSOS  WBUE, TR 5 K OISO H 9<% TEAE %8
b,

BN aAT TR TR IS ALNTZEH T XETEAE (77 VA 13 E (13061,
65.0%) T RN TTEEREBAL SO (4501, 22.5%) . BUE (3341, 16.5%) Tih -7z, ZHHD%K
T IYN THcH XL ADNTPTIZZ NZETCOVID-19 (49451, 24.5%) | 7S EBAL PN H M (17
B, 8.5%) . &35 (150, 7.5%) Th o7z, EHIE, JThocr FE ., K OEMEEROEH 3 )&
TEAE (213, EHELHEESN T ERPBOOLNT, 7T 747F% 2 — GO H 3<% TEAE

IERRD DIz, HARNEM T, BEYWE, @BUE, M OVEF SO SOGOE B &
TEAEDRBO O, TF 74 7% — i, R FS, R OSEMEET O H X ETEAE

IRO LN T, KRR TIE, AU 7RG I E S en T,
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V. ARICEATSIEE

WAEZMEDRR
® EIRFHEEE : Week E125 U'E48IZ81F ZMG-ADLiE X = 7 DFEATRERD R — R 5
AU bOEE

MG-ADLIR AT D FATiER DR —AT A L DD B L B OHER % K12, MG-ADL
AT DIATIRRON—AT A OO E B E RITRLTZ, 20.3/20.3F TiX. MG-ADL
ATT DIFATRR DR —AT A BDZEA & (LSM) 73 Week 1212-4.30(95% C1:-5.36
~-3.25) ThHY, Week E1213-5.77(95% CI1:—6.83~-4.71) ThH->7=, Week 12 IZ%} 35
Week E12 @O MG-ADLI AT D EATREBR DN —AT A NH0 2 b & (LSM) O 721X,
70.3/20.3%FT-1.47(95% CI:—2.56~-0.38, p=0.0083) . P/Z0.3#£ T-4.06 (95% CI:—6.46~
—1.66, p=0.0011) TH 7=,

70.3/Z0.3%% K% OP/Z0.3FED FEATRRER DX — 2T A L InHDOMG-ADLS A T DL 8D
I (SD) 1%, Week E127C13Z20.3/20.3%£23-6.25(3.70) | P/Z0.3%£73-6.26 (4.02) . Week
E48Tld, TN Z1-5.95(4.14) . —6.85(5.13) TH -7z,

MG-ADL#AAT DFATRBRD R —RTA L oD AL B OB —mITTEH

FoiTatEE MGOO115t5%

—— 70.3/20.38% (n=93)
=@ P/Z0.38% (n=90)

>3 3 FiELSE

g

HIAS IV AUIN—2
ONUNEro»-0=
o

fj;;u 2 4 8 12E1E2 E4 E8 E12 E24 E36 E48
1
HAR (week)
Z03/Z038% (n) : 939193 93 93 939192 90 90 89 86 87 60
P/Z0.38% (n) : 909088 89 90 908789 89 8 86 8 75 4

Note: X —2T A ATFEATHE(MG0009/MGO010) (2 F31F 2, IMPO WEI# BRI DR % | C Rl S - & E RS 417z,
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V. ARICEATSIEE

MG-ADL #2237 DFATRBRORX—ATAPODELE
(MMRM, ANCOVA) -mITT £H

P/Z0.3 R 70.3/20.3 £
N=90 N=93
Week 12, n 90 93
SEHIE (SE) —2.93(0.38) —4.72 (0.40)
i —3.00 -5.00
UN PN -14.0,4.0 -13.0, 4.0
LSM (SE)*® —2.61 (0.68) —4.30 (0.53)
95% CI® —-3.95~-1.27 —5.36~-3.25
Week E12, n 86 89
¥ (SE) —6.26 (0.43) —6.25 (0.39)
R fE —6.00 —6.00
S/ M, BRI -18.0,2.0 -15.0,3.0
LSM (SE) —6.67 (0.86) —5.77 (0.54)
95% CI° —8.37~-4.97 —6.83~—4.71
Week12 (25495 Week E12 DFATRERD N —2F 406 147
AL INSOLE LD © ' '
95% CI —-6.46~-1.66 -2.56~—0.38
pfE® 0.0011 0.0083

Note: _—AT A FFEATRER(MG0009/MG0010)I2351F 5, IMP OH)[EIH% G- B % ISRl SN iz il & e S iz,

a FATHRBRON—2AF AL EE ST T VA2 VTS,

b MG-ADL 8227 D_R—RAT AL INHDOEALEIT DN T, N—2F 4D MG-ADL & ) QMG A7 | HIER
s (ALK, BRI, e OVA AR) | Je1 73R, I ONS MG-ADL $a A2 7 ESRBED 28 AAEFTEA [E B0 R, s 428 &
ZhHL L7 MMRM ANCOVA TiFliL 7z, P/Z0.3mg/kg #E K& O} 20.3/20.3 B2 XI4Z, EF> MMRM ANCOVA
EROT, AT EERHO 1~ 12 B8R OARBROMLE 1~ 12 BOT —2%7HliLiz,

¢ LSM DZEE, AFERD Week E1~12 OHIM DAL SEATHER —H 5 I D Week 1~12 DI DA gL T
Bohi,

H AR N DOP/Z0.38E Tl Week 1212817 DMG-ADLIE AT DY TiRBER D R— 27 1
UINH DAL E O R fE (-1.00, SD:2.29) 23, Week E2T—5.63(SD:4.14) . Week E12C
—5.50(SD:4.34) . Week E48C—5.80(SD:4.60) &7¢~7-,

BIRFHBIE E : Week E12% RE48IZ 31T 2 QMG A 2 7 DFEATHRBRDORX—R T A

b DOELE

QMGHAT T DHEATIRER DR — AT AL INHD AL B OHEB Z X, QMG A= T
DFATREBR D R —AF A NEDEA L EE R IR LT, 20.3/Z0.3FE Tl QMGR AT D
AT DR —2F A B2 & (LSM) 23 Week 1212-6.96 (95% C1:-8.44~-5.48) T
Y, Week E121213-8.90(95% CI:-10.33~-7.46) £72>7=, Week 1212%54% Week E120D
QMG AT T D HATHRERD R —RAT A NEDO L E (LSM) DF£1E, 70.3/20.38ET-1.94
(95% CI:-3.57~-0.32, p=0.0198) , P/Z0.3#¥ T-5.65(95% CI:—8.80~-2.50, p=0.0006) T
HoT7,

70.3/Z0.3FE K OP/Z03RED FeATRRER DR =T A4 NEDQMGHE AT T DEAL F D -
¥)fE (SD) 1%, Week E127CId. Z0.3/Z0.3%% 23-8.47 (4.43) . P/Z0.3F13-7.72(5.84) . Week
E48Cld, £ Z41-8.28(4.88) . —8.92(6.80) ThH -7z,
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V.

AEICEYTSHIEHR

QMGHAaT DFATHRBRD R —RF AL NN FEH AL B OB -—mITTEH

HIR RO WV AUIN— >
SNYUNEOZO

-104
114

SEATERER MGO01 1518
] —e— 70.3/Z0.38% (n=93)
-E'"E""E'“i @ P/Z0.38 (n=90)
THE£SE
% ................ P o
bl B RARSELCI TP

A-Z12 4

M

Z0.3/70.38% (n)
P/Z0.38% (n)

: 938890
: 908987

T
12E1E2 B4 E8 E12

@

]

928688 8 8 87

87

E:

898685 8 8 &

T T

E24

HARE (week)
85
84

Note: =274 NTHATHER(MG0009/MG0010)I2 3517 %, IMPOFI[E1#¢ 5-Fli oD et (Rl S AL 7= i L E S Tz,

QMG AT DHEATRBRDR—RTA U NoDELE
(MMRM, ANCOVA)-mITT £MH

P/Z0.3 #F 70.3/20.3 B
N=90 N=93
Week 12, n 89 92
SEHIE (SE) —3.51 (0.44) —6.39 (0.53)
P fE -3.00 —6.00
S/ M, T KA -15.0,3.0 -21.0,3.0
LSM (SE)® —3.07 (0.80) —6.96 (0.75)
95% CIP —4.66~-1.49 —8.44~-5.48
Week E12, n 85 87
SEEIME (SE) —7.72 (0.63) —8.47 (0.47)
L fE —7.00 —8.00
N PN ) —26.0, 5.0 —20.0, 2.0
LSM (SE) —8.72 (1.20) —8.90 (0.73)
95% CI® —11.11~-6.34 -10.33~-7.46
Week12 1Z%H9 % Week E12 DSEFT3ERD 565 194
N2 PEDOE L BEDFE ) )
95% CI —8.80~-2.50 —3.57~-0.32
pfE® 0.0006 0.0198

Note: _—ZFANFHEATEERMG0009/MG0010) (23515 %, IMP D#)[E]#¢ 5-Fif D

R ICEHT S EE ERS NI,

Note: QMG A7 13 T H DA T DAFHT 0~39 ;SOFIHTHY , SENEWIFEFEENEE CHLZ LB

%

a FATRBOR—AF A 2T e T VARSI,

b QMG AT DR—ATALPHDOEALEIT DN T, N—2F A D MG-ADL & U8 QMG A=y | HisErg i |
FEATHRER, WONZ QMG AT 7 ERFED A BAEHBEZ R E R, R FE L &R EL7Z MMRM ANCOVA T
S L7=, P/Z0.3 B K T 20.3/20.3 BEAE%212, B MMRM ANCOVA % WTC, JefTikBr —EmEMPID 1~
1238 K CARRBROIER 1~12 807 — & %3t L7z,

¢ LSM D71, ARBROD Week E1~12 O OfE &L 5EA TR —HE MK D Week 1~12 OHIH OfEA kL T

‘oni-,
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V. ARICEATSIEE

H AR N DOP/Z03FE Tl Week 1212817 D5QMGHRHR AT O EATHRERDR—RF 1
NSO AV EDIEIE (—2.56, SD:6.02) 73, Week E1 T—7.78 (SD:5.83) . Week E127C—9.00
(SD:6.80) . Week E48T—9.40(SD:7.23) L7257~

BIRFHEE H : Week E12X U'E48IZ 31T ZMGCH# R a2 7 DEITREBRDOX—R F A

b DOELE

MGCHAZT DFEATRER DR —RT AL DD B BEOHER % K2, MGCIR A= T
DIATHRRO N —=AFA L INbDEALE LR IR LT, Z0.3/Z0.3FETliX, MGG AT D
FTATRR D RX—=2T A D BOZE b (LSM) 7% Week 1212-9.44(95% CI:—11.50~-7.38)
THY ., Week E12(213-11.44 (95% CI:—13.46~-9.41) L72~7=,

Week 120259 % Week EI2OMGCHE AT DS ATRBR DR — AT A LB DAL &
(LSM) @ 7213 | Z0.3/Z0.3%¢ T-2.00(95% CI:—4.36~0.36, p=0.0955) . P/Z0.3%f T-6.08
(95% CI1:-10.89~-1.26. p=0.0140) TH~7-,

70.3/Z0 3BERE K OP/Z0 3BED JA TR D R —AT A LI BOMGCHR AT DAL ED
%)M (SD) 1%, Week E127Cl, Z0.3/Z0.3%53-12.33 (6.86) . P/Z0.38£73-12.91(7.96) . Week
E48ClL, ENE1—-11.42(7.56) . —13.51(9.45) Th -7z,

MGCHBARZT DFATRBRODOR—ZFA L DR L BOHEBE —-mITTEMH

2 SeiTatER MG00115E%

—e— 70.3/Z0.38f (n=93)
=@+ PZ0.38E (n=90)
I {E£SE

-12 4 %?% ............ ‘?‘ ............

HIZ MO GV AIN—2
SNUNEOOZR

T T T
A-A12 4 8 12E1E2 E4 EB FE12 E24
v
HARE (week)
Z0.3/203%% (n) : 938891 90 89 928687 8 85 87 85 87 59

P/Z0.38F (n) : 908987 87

E

898685 85 &4 85 &4 74 53

Note: X —Z2F A ATFEATHE(MG0009/MGO010)IZ 31T 2, IMPO Wl # B-Rii D % | C Rl S T & E S 417z,
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V. ARICEATSIEE

MGC A7 DFATRBOR—AFTA U DEDOELE

(MMRM, ANCOVA) -mITT £/

P/Z0.3 B 70.3/20.3 Bf
N=90 N=93
Week 12, n 89 92
SEHIE (SE) —6.73 (0.68) —9.18 (0.66)
i -6.00 -9.00
N PN ) —24.0, 7.0 =30.0, 6.0
LSM (SE)*® —7.13 (1.33) —9.44 (1.04)
95% CI® —9.76~—4.51 -11.50~-7.38
Week E12, n 85 87
F-2JfE (SE) —12.91 (0.86) —12.33 (0.74)
P AE —13.00 —13.00
L UN PN ) -36.0, 3.0 —34.0,2.0
LSM (SE) -13.21 (1.71) —11.44 (1.02)
95% CI® -16.59~-9.83 —-13.46~-9.41
Week 12 1Z%H9 % Week E12 DJEFTREBRD X 6.08 500
—AFAL IOV BDFE ¢ ) )
95% CI -10.89~-1.26 —4.36~0.36
p fE® 0.0140 0.0955

Note: _—AF A FFEATRER(MG0009/MG0010)12351F 5, IMP O WA G- i % SRS iz il & e S iz,

Note: MGC f#aAZT 1% 0~50 mOHPHTHY , SEREWIZEBEER R E THAZ LA R T 5,

a JATRBRON—2AFA L 21T VA2 VTS,

b MGC AT D_R—AF AL NODIAL BT DONT, X—RAF A D MGC faAa 7 _X—2AF7 A D MG-ADL &Y
QMG #A=7 | MERA N, JATRER, I RNTR—ZT 4D MGC A= T L HeFiod &2 B AT A EZ [ 22 H 4
B m A BN R E L7 MMRM ANCOVA TREAL7Z, P/Z0.3 #E & O 20.3/20.3 BEEXFRIZ, RO MMRM
ANCOVA Z VT, (Tl “HERMO I~RBELRORRBOER 1~12BOT —X%FHIiL7-,

¢ LSM OZET, ARERD Week BE1~12 OWIMOEL A TRER —EH 5RO Week 1~12 OHIFOfEZ i T

Boni,

H AN OP/Z0.38E Tl Week 12128B1TDMGCHRATT DY TIRERD_R— 2T A
MEDEAYED I (-3.44, SD:5.36) 25, Week E1 T—9.78(SD:9.27) . Week E12C
—~12.00(SD:8.14) . Week E48 T-12.00(SD:7.28) L7257~

BIRFHEE E : Week E12% U'E48IZ 331 2 MG-QOL15ri& 2 22 7 D SEATHREBR DX —

RAFGAUhbOELE

MG-QOLI5tfa A7 D YeATRRER D R — T A L InH D EAL B OHER 2 X2 . MG-
QOLISta A 7 D YA T BR D R—AT AL DO EAL B A RN LTz, 20.3/20.38E Tl
MG-QOLI5r#8 AT D AT ER D _X— AT A L b D 2L (LSM) 28 Week 12 12-5.94
(95% CI:=8.10~-3.77) T&H Y, Week E121213-8.95(95% CI:—11.13~-6.76) k72> 7,
Week 12 1251425 Week E12 O MG-QOLI15tf8 A7 D SEATRERD~X—2F AL 7nbD 2L
(LSM) O Z1%, Z0.3/20.3%:CT-3.01(95% CI:—5.21~—0.81, p=0.0077) . P/Z0.3#%T—5.74
(95% CI:—9.68~—1.80, p=0.0048) TH 7=,

Z0.3/Z0.3%E K OP/Z03RED FeATRBR D R — 2T A L 3B DMG-QOL15ri 22 7 D28 AL,
BEOVH)E (SD) 13, Week E127Cl, Z0.3/Z0.3%£23-9.38 (7.38) | P/Z0.3#£73-8.64(7.44) |
Week E48ClE, Z124-9.07(8.28) . —9.62(8.88) TH-7=,
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V. ARICEATSIEE

MG-QOLISrHE AT DHATRBRDRX—AFA L DB EOHEBE - mITTER

SETRER MGO0115t5%
M 0
~M —e— 720.3/20.3% (n=93)
71‘8 7 5.4 -# PjZ0.38F (n=90)
2 "®..., i
A ¢4 TIELSE
31 ]
5 ]
5r
[O).
E% 8
it
g7 ]
) 10
,12_
T T T T T T T T T T T T T
A-212 4 8 12E1E2 B4 E8 E12 E24 E36 E48
Ea
HARE (week)
70.3/20.38% (n) : 938891 90 89 918587 8 8 & 85 87 59
P/Z0.383% (n) : 90898 87 88 888685 8 & 8 & 3 53

Note: =274 NFHATRER(MG0009/MG0010)I12 3517 %, IMP D H)[E# 5D e e \ SR S Ui & TE S 7z,

MG-QOL15r AT DFEATRBROR—RFAL OO ELE

(MMRM, ANCOVA) -mITT £/

P/Z0.3 Bf 70.3/20.3 %
N=90 N=93
Week 12, n 88 91
SE-¥IME (SE) —3.88 (0.68) —6.12 (0.77)
R fE -3.00 -5.00
/M, e KA -22.0,11.0 -27.0, 8.0
LSM (SE)*® —2.54 (1.13) —5.94 (1.09)
95% CI® —4.76~-0.31 —-8.10~-3.77
Week E12, n 85 85
¥ (SE) —8.64 (0.81) —9.38 (0.80)
e -8.00 -8.00
UM PN} -27.0, 9.0 -26.0, 4.0
LSM (SE) —8.27(1.59) —8.95 (1.10)
95% CI°® —-11.42~-5.13 -11.13~-6.76
Week12 |Zx 9% Week E12 DFEATHRERD X —AF A 574 301
NHEDOEALEDFE ) :
95% CI -9.68~-1.80 -5.21~-0.81
pfE® 0.0048 0.0077

Note: =274 NFHATRER(MG0009/MG0010) 123517 %, IMP D HIE# B-li 0D e #e \ SRl S Ui & iE S a7z,

a FATHRBROR—2T7 A Z T T NV VGRS,

b MG-QOLI15r $#8ATT DR—=ZFA L INEDTAL BT DN T, N—=RT A2 D MG-QOL15r {8237 | _R—ZFA D
MG-ADL K OY QMG #A= 7, HIBRAG ik, JefTakER, I NS _—RF A0 MG-QOL15r f AT L KRN A H.
VBRI Z [EE 2D 3L, PbaE 2 A B L LIz MMRM (ANCOVA) CRIIIL7Z, P/Z0.3 BE & () 20.3/20.3 #E& 54
(2, EF> MMRM (ANCOVA) & FIWC, JEATRBR —HERMO 1~12 8 L OARRROIER 1~12 WOT —4

R

c LSM DZEF, ARFRERD Week E1~12 OHIR DL SeAT3ER — B S MR O Week 1~12 O#fOfE% HrigL T

Boni,

H AR NEEF DOP/Z0.38ETlE, Week 12123317 DMG-QOL1 St AT D SeA TiRER D~ —
FTA L NED I EDIFIE (—1.11, SD:6.53) 73, Week E1T—6.89(SD:9.03) . Week E12T
—-9.13(SD:10.03) . Week E48 T-11.40(SD:9.50) &7257-,
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V. ARICEATSIEE

o EIRFHMEIER : L AF 2 —REDFERIRD
R—=2ATA U NST —Z Ty AT HETICV AKX o — B EA S T - 0850 E 13, 20.3/20.3%E
T14/93451 (15.1%) J OVP/Z0.38£T14/9041] (15.6%) T o717,

AARNEMTT —& I bA47 HETOIEG Bk IV A% o — R IR Z T 7o 95k
F1E. Z0.3/Z0.3FET3/761 (42.9%) K OP/Z0.38£CT3/941 (33.3%) TH 7=,

o BREMFMEEE : L A% 2 —RIEEZITTICMGFA-PISOMM % EERK L 72 $8E D

#HE

Week E12{ZMGFA-PISO 3E 8 5 (1) T fif (PR) % 2 il L 72 g B O FI-A5 1%, P/Z03RET
5.1%. Z0.3/Z0.3%ECT10.4% CTdH > 72, MGFA-PISOERBIE K (MM) % 2k L 7= W B o &l
A%, 20.3/20.38EC37.7%, P/Z0.38ET37.2% CHI RIFRE ThoTz, SeATREBROR—2F 4
> & H U CMGFA-PISAS 238 L 72 # BR & 0 1 & 1% | P/Z0.3#¢ T60.3%. Z0.3/20.3# T
77.9% Ch o7,

Week E48{ZMGFA-PISD FE P 7 i) T2 fift (PR & U'MM) % 12 ff L 72 g R & DB & 1%
70.3/Z0.3%F (Z A2 1119.1% K% 134.0%) EP/Z0.37F (Z 32 4123.3% K% 1834.9%) C 6 F2
Thotz, BATRBROR—RAF A L L CMGFA-PISS 2t 3 L 7= B & O FI & 1%,
P/Z0.38£T60.5%, Z0.3/20.38ET76.6% Th 7=,

® ERSMEMMEHNT . Week E12IZ81F AMG-ADLIE R 27 DR—R T A )b DELE
TR ] e OB RIS TME LA O TR 2 & £ 43 SR DU T Week E12(2351)
ZMG-ADLI AR T D_R—2ATA L DD ZAL BT 28 4y e HIf#HT O R RITRL

776
RPN, KFIOEGAZED, T _XTOFH /74 TWeek E120OMG-ADLIR AT Y )3 —
AFA LB T LT,

Z0.3/Z0.3F Tl In B IRHIMEAE A & QWA IRGTME LIS O£ HIOMG-ADLIE A7 D~
—ATA L NEDIEAL O A (SD) 14, Week E1TIL, IRFFIEHIMAEN73-0.35(1.74) .
TRIEHCHIME LIS O£ 73-0.23 (1.84) . Week E127TlE, T E1—1.54(3.96) , —1.65(2.39) ,
Week E48Cl, £41E41-1.25(2.59) . —-1.05(3.19) Th -7z,
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Week E12 {23173 MG-ADL #8227 D_R— RS54 IHDOEALED

oL FfENTRE R—mITT £H

P/Z0.3 Bf 70.3/20.3 B¥
N=90 N=93

AR n CFB O ¥ (SD) n CFB O - (SD)
EXES 86 -3.16 (3.69) 89 -1.48 (3.19)
il

<65 % 58 —3.48 (3.98) 68 -1.35(3.35)

>65 Ik 28 -2.50 (2.96) 21 —1.90 (2.64)
TR

ik 40 -2.95 (3.85) 39 -1.28 (2.86)

o 46 -3.35 (3.59) 50 —1.64 (3.44)
NR—RTA RO R I

<A 44 —2.91 (3.81) 42 -1.81(3.03)

>l 42 —3.43 (3.60) 47 -1.19(3.33)
R—2F5 A D MGFA 455

77 A 1 (1la, 1Ib) 28 —2.68 (2.84) 23 -1.65 (2.76)

27 A T (111a, TIb) 54 —3.04 (3.46) 58 -1.31(3.37)

275 A IV (IVa X 13 IVD) 4 —8.25(8.10) 8 —-2.25(3.24)
R—2F A WD MG-ADL #8227

<9 56 —1.96 (2.48) 73 —0.66 (2.17)

>10 30 —5.40 (4.52) 16 —5.25 (4.31)
R—2FAHFD QMG FAZT

<17 59 —2.73 (2.84) 72 -0.92 (2.80)

>18 27 —4.11 (5.03) 17 -3.88 (3.71)
HUEE g H ke

Jek 47 —2.85(3.95) 50 -1.48 (3.11)

MY 31 —3.29 (3.43) 32 -1.56 (3.59)

W7 8 —4.50 (3.16) 7 —1.14 (1.86)
B

EAN= I R XIETT % 5 -3.00 (2.65) 7 —0.14 (0.90)

CANR= I R TT RS 78 -3.27 (3.79) 78 -1.67 (3.36)
TR

HY 38 —3.68 (3.46) 41 —1.54 (3.96)

ML 42 -2.55 (3.76) 37 -1.65 (2.39)
7V —F DR

HY 28 -2.79 (3.19) 28 —0.68 (3.39)

L 58 -3.34 (3.93) 60 —1.65 (2.63)
Jia R Bt

HY 37 —3.14 (3.69) 48 -1.31(3.33)

L 49 -3.18 (3.73) 41 —1.68 (3.04)
AT AR L AR

Y 73 -2.99 (3.65) 81 -1.42 (3.27)

L 13 —4.15 (3.95) 8 -2.13 (2.23)
R—2AFGA WD AT AR DI

Y 50 —3.02 (3.48) 57 -1.16 (3.21)

ML 36 -3.36 (4.01) 32 -2.06 (3.12)
S BN Z TR IE (A7 a A R AR *

Y 65 -3.03 (3.78) 62 —1.45 (3.34)

L 21 —3.57 (3.47) 27 -1.56 (2.87)
N 2T A U REDGPENHIA (ZT mARZERS) OfEH] @

Y 45 —3.18 (4.05) 42 -1.62 (3.18)

L 41 -3.15(3.31) 47 -1.36 (3.23)

IVIg, SClg, XI¥ PLEX ([ZLBIEHME
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V. ARICEATSIEE

Week E12 {23173 MG-ADL #8227 D_R— RS54 IHDOEALED

oL FfENTRE R—mITT £H

P/Z0.3 Bf 70.3/20.3 B¥
N=90 N=93

o n CFB O ¥ (SD) n CFB O - (SD)

Y 64 -3.03 (3.85) 62 —1.40 (3.47)

ML 22 -3.55(3.26) 27 -1.67 (2.50)
MR

Y 19 —3.11 (2.88) 22 —0.86 (1.75)

L 67 -3.18 (3.91) 67 -1.69 (3.53)
COVID-19 FATHNC BT DR Z AT

VRAT A 5 —2.60 (3.78) 10 -1.40 (2.67)

VAT H 81 -3.20 (3.71) 79 -1.49 (3.27)

CFB: R—ZT7A NN LR

Note: MG0009 FXBR TIIAERE O IRRIEHIEDIRIENS TSN TR ST, MG0010 7B HO A itdkS T,
a. SIEIIHIF L 70 RARY | IR AT 7IR | AN —h 70U LR VYF LT THFA T I3

Tx /) — ViR

B EFAMENT © Week E12IZB 17 QMG a7 DR—Z 5 (4 Uinbh DE{LE
TP F K ONRIRIRPIIE LI O M2 & il /0 S HIZ DU T, Week E1212331F
HQMGHEATT D= AT A L NSO I B9 D a4y B AT Ol A R IR LT,

Week E12 iIZ81F5 QMG #ARIT DR—RFA L NHDELED

o TR R —mITT £

P/Z0.3 Bf 70.3/20.3 B¥
N=90 N=93
R n CFB O - (SD) n CFB O - (SD)

EXES 84 —4.02 (4.83) 87 —1.90 (3.67)
il

<65 1% 57 —4.40 (5.25) 67 —1.75 (3.94)

>65 ik 27 -3.22 (3.76) 20 —2.40 (2.62)
PRI

Bk 40 —3.88 (4.42) 39 -1.85(3.31)

Tk 44 —4.16 (5.22) 48 —1.94 (3.98)
=T A U REOFEIF I

<HR A 43 —4.26 (4.66) 41 —1.54 (3.43)

> fiE 41 -3.78 (5.05) 46 -2.22 (3.89)
N—2F A D MGFA 5748

277 A 11 (11a, 11b) 28 -3.93 (4.27) 23 -1.87(3.12)

27 Z 11 (111a, 111b) 53 -3.36 (3.65) 56 -1.75 (3.79)

277 A IV (IVa or IVb) 3 -16.67 8 -3.00 (4.57)
NR—2F A HFD MG-ADL ¥ AT

<9 55 —3.45 (3.63) 72 -1.25(3.22)

>10 29 —5.10 (6.47) 15 —5.00 (4.21)
R—=25 (D QMG AT

<17 57 -3.19 (3.56) 72 -1.28 (3.38)

>18 27 —5.78 (6.51) 15 —4.87 (3.68)
T BRI Higk

Jbk 45 -3.96 (3.99) 48 -2.15(3.14)

KRN 31 -3.65(5.91) 32 —1.44 (4.54)

WTYT 8 —5.88 (4.64) 7 -2.29 (2.87)
B
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V. ARICEATSIEE

EANRZy I R XNITT VR 5 —1.00 (1.41) 7 -1.57 (2.15)

CANR= I R TT RS 76 —4.37 (4.94) 76 —1.99 (3.86)
TR

HY 38 —4.61 (5.48) 40 —2.05 (4.11)

ML 40 —3.48 (4.40) 36 —1.53 (3.09)
) —FDOBEE

HY 28 —3.57 (3.49) 27 -1.37 (3.14)

ML 56 —4.25 (5.39) 59 —2.07 (3.89)
Jia JlAis Bt

HY 36 -4.31 (5.15) 47 —2.15 (4.17)

ML 48 —3.81 (4.61) 40 -1.60 (3.01)
AT AR L DIE R

Y 72 —4.00 (4.88) 79 -1.99 (3.82)

ML 12 —4.17 (4.67) 8 —1.00 (1.41)
R—=2FAURED AT aAROMf

A 49 —4.27 (5.05) 56 —1.46 (3.36)

HEL 35 —3.69 (4.54) 31 —2.68 (4.13)
S BRI Z TR IE (A7 e A RABRS) *

A 63 —4.17 (5.09) 60 —2.00 (3.99)

HEL 21 —3.57 (4.01) 27 -1.67 (2.91)
N—2AFA RO GEIHIH (AT vA R 2R O] @

A 43 -5.19 (5.32) 41 —2.00 (4.02)

HEL 41 —2.80 (3.96) 46 —1.80 (3.38)
IVIg, SClg, XI¥ PLEX {[ZLBIEHME

HY 62 —3.95 (5.06) 60 —2.03 (3.87)

HEL 22 —4.23 (4.20) 27 -1.59 (3.24)
i i e D> 2

HY 18 —4.06 (4.28) 22 -1.59 (3.32)

ML 66 —4.02 (5.00) 65 —2.00 (3.80)
COVID-19 FATHNC BT DB ERA A2

RATHI 5 -3.00 (4.18) 9 —2.11 (3.95)

AT 79 —4.09 (4.88) 78 -1.87 (3.67)

CFB: R—ZT7A NN LR

Note: MG0009 #AER TIIAERE O RBIRHIEDIRIES BN TR ST, MG0010 iRER DO A FLdkS T,

a. SR S I a ARV [ IR AT 7R AN — b 2R AR VYRS T THEF AT a7

= /=g
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V. ARICEATSIEE

o  HIEMPUERDRBLRI
AHN A G-I ADARGE Ch 7o 5k 1320.3/20.3F£T1/8141 (1.2%) THY,

P/Z03FETITV V2D o 70, RFNPIEIE 523512 1% F TIZADAR % L 72 o T g RE OEIA
13, Z0.3/20.38£T2.5% (2f5) K& OP/Z0.3BETOHI Tl o7z, Z<DORERFE 1L, ADAFEBLIRIL
ISR Tl -72[20.3/20.38 : 5711 (70.4%) | P/20.3HE: 6461 (76.2%) 1, AAIWIEIH 5725
12 J8 LD ICADARE L 78 S TA R 1N TR OB G RE THRBD LIV oTz, Fiz, A
BRI HIZADARG M EL A o T R 1 IV T O B B RE THRRO DIRh o7z,

AR BR CIITE BS54 ICAD ARG M L 725 72251 D AD AT X E S e h o Tz,

AR 2R 70.3/20. 38 TADAR M Cdh o TR #H OMG-ADLIR AT T (D~ —
ARTA NSO I Bl ADAFRMECH TR E OfE R L RIFLE CThH-o72, B,
ADAGMEDO W BRAE T D72 T2 . MG-ADLA AT T M IE - ADASEBLIR I D B2 125
WTEKRDBDHEmITAFHIL TR,

PKIZR BB 70.3/20 38T W TN O I S ZADA RS Cdh o723 Fl o g Hp s
VAT T YRR L ADAEME Tho7- WA LR E Th o7,

PDIZX 32588 :70.3/20.38 T, BB HICADARGYEDS HER SN TR A L2 METhH
STHERE TIE, T —2NRAFHHETh TR — 2T AL %D T~ TOFEAM I A5 TsRBCE
[ FRDN—=2T AL IPNODIACRITFE T NEENTRD T,

TEAE~DFEER:70.3/20. 31 T, I16HRIEER 512 IZADARG L 70 572261 Tl & AIIZADA
BEMEDS RO DIV LR IC TEAEDSOFE BAL T2, e I ADARG DS RO HAVTZIRE fL LA
Rl 261 3L FEBLL 72 TEAE (PTHI) I, TSR Cho 72, HAIICADAGMEDFED S
AT S DA IS8 B U T2 TS AL B D TEAE (PTHI) 13, TS ERALILR 2451) Mo ONESS
ERALPS I (11]) THY | WmBUE SO K OV H A fE R E O TEAEIZRR O B -7z,

P/Z0. 3% CTIRERIE S 514 (CADARG L 72 > T- R E 2780 T, I ANl ADARG DGR
SIS LU R BLL - TEAEDH AL 1372~ 72,
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V. ARICEATSIEE

o HARVFLFYa— (PEG) Hilk
AFNREIEE 5B HIPEGHURGE Chh o 7= 9B 1., 20.3/20.35 T 5/8141 (6.2%) KT
P/Z0.3HE T 8/84(9.5%) Thro7c, AR H1., 241 (Z20.3/20.3Ff J OP/Z0.3FE D45 1441])
DNIRER IR 514 (S HIPEGHUARR L e~ T,

AR B8  20.3/20.35F } O'P/Z0.38E T FLPEGHUAMIE Th 7= E
MG-ADLIBRAZT DR—RAFA L 3 bO R AL T, HIPEGHURREME Tl o 7B
it R EFIFLEE CTh o7z, (BL ., FIPEGHURG DO HIERE A D 722D . MG-ADL#R A= 7
I RIETHIPEGHUATE BLIR LD BB Z DWW TE RO H A FERITAE DL TR,

PKIZH DR ) D 3 I A L S HTPEGH AR Td > 7-20.3/20.38ED 13451 JL O
P/Z03BEDIFIDMAEF a7 T R L HFLPEGHUAIZM: CTh 7= B LRIFRE Th

o7,

PDIZXt9 B2 : 70.3/20. 38 K& OP/Z0.38E T FIPEGHUA G D R S T- e BRcE L etk
Thol-WiaE TlI, T —2NATFARETH ST _N—2T A L DT X TOFAMEF 5T
SRBCIRILRD R —AT A L INH DAL HRITFE T REEWN T2 o T2,

TEAEIZH T 588 : 20.3/20.31F T 16BR 542 (THPEGHUARIG L 72 > 72861 Tl I
PNZHIPEGHUA G E D ZRD HAVT- I S LARRIZ TEAEDMSIEFEHLL | 26 LA EIZ R BILT-
TEAE (PTHI) 1R B I K OVESE 775 8 /09 (MG O HEAL) (52611, 25.0%) Th-o7=, i)
(ZHIPEGHUREG AR DAV IR R LAREIZHE BLL 72 TEAE (PT 1)) D95 | i BUE S i D
TEAE 38 57 B 7€ 23 151 JESSEAL B D TEAE (35S BBAL H fn K ONEFHRALIL R )
FABNTFBIL, B CRE R EDOTEARILRO LI o7z, PIZ0.3RE TIREREEE 541261
PEGHUAIG L 72 T 10Tl e WIS HIPEGHUIREE I 235830 SV = ;s LU TEAE I3
ROLIIEDST,

IgGIEBE TR 9 DR %8 70.3/20.38E M O\P/Z0.3RELLIZ . FIPEGHUARBG M D HERR S L 7= R
LM TH TR TR, BRI AL B LT 1gGIR FE O (i EEMED L L B R
AN EELR B ITRO LT, FGREE CRE T _REEWIT T,
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V. ARICEATSIEE

5) BE-RERHER
1) F#gEEEEENRELIFHER (UP00Y4RER : AEANT—2)Y

5 8 0D PR RE R 5 (Child-Pugh 438 CH SR [7~9,8]) BRER# K OVITA%RE 5k
F (5 8BIFF16451]) 2k G2, AAN0.3mg/kga A N4 G- L7=&EDPK 2l 9~ 55140,
ek, FEERABRICR T, 2R T361 (18.8%) DHBRF IZSHEDOTEAENR ZED HIL, 20D
5 S FE AR RE R A B DS 2451 (25.0%) 40, AFHERE IE W SR BEDY 1451 (12.5%) 1
ECioTz, RBRBAMTIC, SAE, EEDOTEAE, AR T 1EIZE S7-TEAE, &K OBET TR
DO oI, T PR AR R B B D 1B TRBRSE L B E 0 & HI BT S 7= TEAE
(EWER) LS BB, Y% 5o FRE TR | FEELII320 A )T,
BRI R CTh o7, FFHERE IE 7 9B BEClE, BITERIERO Dieh o1z, F72, 2O
DL AEMEFARIE B (BEARMRAAE, A2V A0 12880 ER, FIRFTR) ICHEFRIC
HEREEBNIZRD DIV T, RRBROKE RO | HiT i 2 SO P 7 & O FE %
RE R BB HE LT RE (IE W R E B O R M T 17 7 A /VZE W NERRO HIieh ol

2) BHREEEFEEENRELHER(UPO4EER : AEANT—2)C

T B RE B A BR T (CLerd™30mLy/43 A & 7 #%) M OV B BB 1 fk Rt (45843l 5
166) 2%t 512 AAF0.3mg/kga BB 2 T 5. L7z X OPKE N2 5140, IE 5 il
BT, KA G-, B B RE R 0B B K OV M RE E 3 # BB HEILIZ AR D36
BULRRD BN o1, Fin, ZOMOZRAEVETMIE B (MHRRER, SA2 L1, 12
LR B ARET D) ICHERRICE B A ENIERO B o T, B BRI
B M OV B RE IF 7 9 BR 2 (2R 0. 3mg/kgh H[BI R T & 5 Lo L& DL MR fER S
770

(6) BEHMEEA

1) SEARRRE (—RERREAE BEERRERAE CARRLRHEE), 8
ERFTERT—AR—RAE, RERFTER2EERABROAR

o« — % R R A O (EhE T )

H i i FHSERE R IR T DARFN DL M K OB ZMEDRE

MEITHOZEE BMET D, RELA LR

FHIEOFBREEMN, EANLECENS TE-INTZ

MG0010 Bk 2 OMGO0113BR L KX B AT L

DIRNHEE TR T D,

LRV BB B Y E . R RYLIE | R, R
THUE

FEhiti 715 A5 R A 2

H A2 B 5 15001 (22 A fAAT Sk S3iE B & L C14341)

St 1 P AR FEBR LA A 2564

eIy AT EIEFI RIS E LR S E T (RFEBE LG R

03 FEME TE) 2B EL AN REL, Tl
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V. ARICEATSIEE

B ITRRB R MR R E T A R Rk L2 2
JSCAHA S A AL TEYIRE RS AT TEDIR
il ZHERF 32,

BLER I 1 JEBI&H 7203 4]

2) APREULLTEEFEOARIIZRL-FAE-REBROME
M1 MEEICBI DA 5. ARRSM L OVE - EORIBRER (1) ARG 0EEY

ZRIHIL,

(7) TDith
AL LD
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VI. EFEEICEHISHIEE

1. REPHNICEEHSESHITE SR
itz o CsPRE K
g 2TV~ T (BsFRRR) 77 VAT (BnFHHRR)
LR B OB B AW ODHE - DREL, BHOETIREBBTBL,

2. ¥EEBEEHA
(1) YERERGLI-1TEFRBRF
INaT T ATE MR ESECSY (C5) DL~ L THIRTIE ML A LL T 02> D/EIZZVER
33-9’*511,12)
1) PN ad 7 AFCSEREA L TT RAT Y ZIZC5DC5ak 'CSb~D R A RE T 528
R PR OMAIEE L ZRLS,
2) C5b-C6 IR RALL T 5 Z LI KOIBER ERE G R (MAC) TE R D 5 — B i % (B4 H.

=YL,
REMELRE L Va7 DIER A
EBER g LIF &0
SFET RISV ke .
e MERAEESAERICEKY)EE mRAREICKYELEL

csa ) O
FFTATRES Y l — m

Howard JF, et al.: Expert Opin Investig Drugs. 2021; 30(5) : 483-493% %5 Z{ERL
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VI. BNFEE(CEH T HIEH

MACTH B S UER R IR DREE I

L
(A X=TR)

Inarzr OrER%REF

JNIT5DIERR

< o4

O-p

waEnAr—K) G5’

0\ N
cs
Csb6 co

p
'[.‘

#IAChR

W", Crimak
WNM» o

AChR MAC

iR

FTEFLAY Y Z sSnarzv

\', HAChRELE g5 1S

. AChR

* MAC

Q N T AICSDCSbITHE Y 5
EALIZ B OB CREA L CC5
C5afk O'CSH~DRARAHEL, T
OIS MALZIHIL £,

@ DT T NTC5DCSbITAE Y %
ERALITRE AL TWAHZEND, C5bAY
RSN A ThCe D A/EA
ENARIINC 7 By 7L MACDTE AL
BB CIHELET,

© OO D2H>DIEIC LY 7 A%
TOMACHERMBLESHET,

O MACORRE SR LETHZET
SEBNHE AR ~DFEE MBS AL, PR
R HERF S DD DO EHERI S
TWET,

Howard JF, et al.: Expert Opin Investig Drugs. 2021; 30(5) : 483-493% %5 Z{ERL

CalIIR N7 T F 74T % THY ., C5aT7 T 7478 v b RE (C5aR) 1 2 N
C5aR2% T LTc v 7 T AREEIZ I A FRIER 2175, C5biXC6, C7, C8 K UMEE D

DEEDIE

BN ER 9 & 5| & FFd D 2810 o T MBI A S oM FLERAE

mf&)éMACﬁﬁﬁk@*Z&fciéo MACDOEFGE 72 A 2 1 ~OFF AL, BB, JIE K&
[O8C YT S ey Sl D i RN -2 I R 3 il
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(2) EEZRFTTSEABRAIE
B in vitroZKE K ER
1) Cslzxd5#Ea"
O CSiITHI 2560
R 7T REAEE (SPR) A AW TN a7 7 LCSEDORE A EAER 2RI E LT, ek
C5xa—hLictr b —F o T RECEBEOICHERUZBEOY Va7 T AL,
FRBIEAR A R B 72D SRR N D 2 1E A LT, BB NTZSPREL I — 27T L& 50T, i
B T OV e 00 QNS BRI E R B LT,
25CITBIF LV NaT T DERCSITx T D Gl E S (ka) fE136.3+2.5X10M s 1 |
e B8fE Jo EE T R (kd) fIBL132.1 22 1.1 X 10487 B O -y 72 BfE 2 %4 (Kp) . 134.3 3.5 X 10''M
(n=4) TH-o7=,

@ C5befE A IRDfRHE

C5i%., CSHRHAEE R IC L DBAZL T, /NS VBT J (Leu679-Arg751) DCSak, KEWET o
C5bD —>DWr A 23 his, Yvar 743050 —E ChHHCST A AT JVERR AA
(TED XIEC5d EFEEND) ITRE G35,

BB % DCSOIT AL E THVEEARZ T T DM 2 05720, HpfES417-C5b% Fu
TIH RO G ZEHET T 2 R RITAATEL 72\, LT23 5T, CSh6EAIRIZKT T2
DNaAT T DB RRTI U, ENILTENORE LI 2 ERCSheE AR Vv a T T A
VFaR— DL RAT 4T T IVELRIKENC BT, C5b6A 2 DD/ RICfREEST 528
MeBENTz, VNaT T ATCOITEAR LW 20T —Z IV NaT T NCelHAa LT
CSbITHE AL, ZDHERCSboDAREEN AL DA77 T,

2) {ERMFE—Cs BARERYMEUVUMACENL-HRERICHTIEEERY
C5BAZUTKIT DN a7 T O ERREEELDin vitros BRI CREAM L 7=, w7 SR FE DOIE M
{BIZRED CSD AT ERMED B A 5l T HCSa e ONAIERPECSb-9FE A A (sC5b-9) DflE ,
OV LR B | BRI XUE L 7 F R R IC 381 ADMACTE IR DELISA (2L D tH&1T 72,
BT, AR T 2R B 1 35 1T DMACO M EHF A KD VA LIS & FHVW T, 2=
7T DREREE R L T2 &2 A CSO RIEEME B AL B O A A B VR LR PR E M E &
[FER DA R LTz,

O C5aKkUMACIZ®§BELISA%Z AW - CSBIR OB
PUACTEAEL 72y DR ERE | Al ARTE MR AR FEL 72 1 % W e MILE | MR T D LMl Ay
HAR B ANEMEAL L TCS3BAL . MACHTE ISV QIR ML Z 758 95, TR 1L FiE 12
BEL 7=~ e OB E A E T D2 LIS EVFHlL 72, S5, B e F D Lo
K12 LOMACO ISR AZFLET DL, CSOAEMDMHTERITRIEL 2% sCSb-9E RS
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®

b, EIEHDsC5b-9 K 'CSald, ELISAZ W CRIELTZ,

AR TN AT T TR M T D EEHEZRL ., 50%MH.E T2 DI 46 F 72
(ICsof) 1X9.6nM T o7z, —J7, P NaT T EFLE F TR MR O b/, ELISA%
MW ha7 g ORLERE (ICsfH) 12C5ak UsC5b-90 £ K 12% L TZ N 4. 7aM
T O5.9nME 7R L (X)) | I FRERIZ 331 2 B HE L[RIER OB 2 7R LT, LTzid> T, ¥
N T AL AN LT IR IO BLE O e E R IXCSBI RO EER Th b2
DIRBENT,

VNaFTzED Csa(ZER) RO sC5b-9 (5 M) U x4 2R E/EMA (ELISA)

100 +

g
1
L]

501

(HER) BRowvo

(HESR) BRO>Z

0 [ 04
T T T T T 1 T T T T 1
5 4 2 0 2 4 6 % 2 0 2 4 6

logi®EE (nM) logiaE (nM)

Lo

FR AT BURR B B OB 2R R 2 31T S % LR EEA

AT B R 2 L2y PRI ER 2 2R LS B 32 BIRRBR Tl 1% 5 e i ik
ZROCTEHI T 2E 12, 1.5%ERCS KRR MLIEFIZ0.5nM D EMCSZ UL CEE LA 7 AT L 7=,
CSIRFEA5~TnMD>H0.5nMITAR T S 7o RGBS HIZ LY | ERCSIZRIL T Vva 7 Z 0o
INTSAMA G D BRI 2 R AL S DOREFE D\ O ICsof & I ETHZENTED, T
ORI ML DS MR T 20 a 75 % U BREE L. IR IR T Wtéﬁ
2y 7§57 DIZCa? FEAFAE T TO%MH M L IZ Ko7 AR LBk Z WS I KV FE
7=,

HOWTRBRRIZHB W T, Dvar T A3imcz i L i s UBLEE 2R LT, &1
IR IR DRRBRESE B i AR IE DICsfE134.9nM, 0.5nMDERC5ZHRNNL7=C5 KARIMTE 123
(T2 R FE DICsofEIF2.4nM THY | FE2RREEDICsoff1E59.2nM Th o7z,

Wieslab®#i AR ELISA (T HREK | 2R K L7 F R IS BT DI NaF T DRt

Wieslab®fifi iR TE M7 2 A3 M FAO THIEA BRI | SRR K I L7 F R I
(TOMACIE R EAE AR L 72,

KT oBATIE, DNar T3l ik (X, @ R) XILHE 2R (X, @F/R) IR
ANTE AL S =7 L — R ~DOMACO ERE & IR AR TN AE Lz, fiamelL T, ¥
NaATZAIINST A TMACE L EEMZ /L BRI | BB K S XL 7 F
TR CTOICEITZNE 1.2, 172K V3.6nMTh -7,
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UNaF AT X BEMACHERIZx T D EVER (Wieslab®ELISA)

—— LHIERS
— EE2IEHE
LOFiEs

100

50

(HESL) BRo>=Z

logigE (nM)

@® BLFERBCSHEEA

BEfF OMIRCSPAEF K=/ X~ 7 OIEFRHIMEICCSEIR T AR OB 503 A ST
LN Da T T IR RIS BV C R s 14 S ARUCS (R885C K& TUR8SSH) ~
FEATDHIENHERSIL TS,

SPRILEZHWT, Yvar Iy T /YA~ 7 L5 128 B CS (R885C ) FR88SH) &
DR G ENERZRELIZEZA, DNad T 3B AERICS (EMLENOREER) | B4 C5
b NI Z T2 A FVE B OVZE BARICSE MR Z 72 A PV (R885C K UR8SSH) IZfE AT LT=7, =
JVA~ 7 (XEFAERICS (e i H Sk K& O 2 72 A BB ISR & Lizb oo | B RAICSER
FAHAZ 72 A 1 (R885C I (NR88SH) IZIHAE & L7 -T2,

Fo, UNaT Ty TR~ T ORAGT- A RAICSIZoH DL ERER | AR 43
fili 3~ HA5 FEHED B E Th DM BRI IS KDY DR I EREE (.7 B A% VW CEE
liL7z, =2V X~7 HEFATICS (B MG R S OFEHR 2 72 A0 VD) 12K L C D A5 1 PR
ZRUIZDIZHT L, Y7 Z AT B RN Z | 28 5275 (R885C K UNR88SH) (12Xt L CTh ik
PRI (1K),
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B AR OB FERAIERC5 R885%2 I L- A i R R I LA Mic %95
INaror kO R<T OREER

ABFERCS (FHMBEHSER) B.BF RIS 7 #HRZ - MC5
(%) (%)
100 . 1004
i i
= 50 % 50
0- 0 T T - T 1
-2 0 2 4 6 -2 0 2 4 5]
logiEE (nM) logiZE (nM)
C.BfnTZEERL M5 R885C DB GFEREAL N5 R885H
(%) (%)
100 1004
8 B
% 50 g 50 -
0- 0 T T Al T T
-2 0 2 4 6 -2 0 2 4 6
logiZE (nM) logiZE (nM)
—— IIS5> THUZNT

3) TnaFsonEERE

WILT AL, b2 2B R R o I, A2 3600 A (AR BELE A1 0D et e OV
W' DB FE I BB L 7 AR eGP LT 2 OIEHEME O @ TIETH D, A DL 4
PERHAMN 3@ G072 B 7 V28R BRI, B OCSIZX 350 a7 Z 0 O ETE
PRITEERERTHD,

RIT 2 A LVCSBHZ N OMACE N LA Z 7l LTz, ¥ va 7 O EE %
B CLHR T D701, RT A Tl 328k & 2B W fl i Sk o i i XL i S o 3
FEIX, BRERIOIETFELE N CHUREIEE Y VAR IMER 2 50% 7 i3~ % HE (35 4 (44f [CHso]
a1 2777 D M i - CA

DazZ0x, e OINHPO IfLIE X3 M 4EC O IR R EE MR LTk )72 PSR
HzmRL, 72RO MIE Y 7B W THEREOREFLRLZ (R), 7y TIEIEFIC
59V EVEH (=2 AP D1/100A5) H3FEO DAL, <T A EAEYH AXITHFFT
BRI EA RO DIV o T, fEREL T, a7 T3 L O'NHP CRIERD
SPEVEZ R UTToD | D=0 AP VA IR B CfE 328 fE s L CliE L7z,
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B x REREICBITAONV a5 DR MBENER

EULZEE ICso (nM)

=N 7
NHP H=IAY ) 4

Bk 5

FoN Y — 10

7 H7 YL 18

AX (B —7 L) >4,636

s >66,554
TH N= 4 50

7 H 113
o sk Zvh 609

<A >35,649

ELEVR >100,000

4) HWRETZYRAICETEDNITIOLRBMOFIELE'Y

AT LB IR MEALD TR CHAHCIBRZU T HY a7 F D3 (RA102758.
RA103488 2 ) RA106009) DFHETEM: % | in vitro CHURIBAEE Y 2 7R M ER O I 5 i &
WCRM L 720 BRI Bl 2 1 % 5 e S LT X 1%0.5nME RC5 24/ 78 L721.5%E FCS R 48 1L

\CIRFEL CRAE LT,

LLTFD = oDOFRITRT LT, RA102758I T R IRV ER B VE IR &2 h o 7208,
RA103488 % U'RA106009(FW " N FEREH 2R L, ICsofEl T Va7 T LRIFRE TH-

77
BRI 3T AR MIZ K3 BICsofE (1% F B R ILE)
R T L&Y ICso (nM)

TR-0020 Inasgys 4.9

RRUS0001 nars 4.6
RA102758 30,884

RRUS0002 D= 5.2
RA103488 5.5

BRI BT A ML 4T BICsfE (0.5nMERCS 2 FE L 721.5%ERCS R IR M)

AR5 UEx7] ICs0 (nM)
TR-0020 Inars 2.4
RRUS0002 DNars 0.84

RA103488 0.62
VV-QUAL-00131 RA106009 0.42
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VI. EFEEICEHISHIEE

B ex vivoZKERERER (Y1)
1) BHE#HKAXGEIE TESHEBRRVAMRER TRE5HE"
=AYz W THEI# 5-PK 3 ) 7% (PD) 7R 22505k 32 i L (20059043 J O}
2008764685R) | SO =7 AV /L% - TR ¢ 535 22505k FE it L 72 (20072469 K Y
200828525858 ) , 20059043852 Tlk, PN T20.5mg/kgk I =7 AV (K HE2H51) 12
HAEE RN 3R FIzBE G- L=, 200876467858 Clk, Va7 0. 4mg/kg% lEh =7 AV
Jb (B2 (B AT E RN TR NI G- Lz, 2007246938k Tld, ¥ Lva 770021 %
U4.2mg/kgZ[EH =27 AL (£-F£261) 127 H 4 H K FIC85- Lz, 2008285275k T,
N7 0.2, 0.4 % 0.6mg/kgZ [N =7 AL (KEE2B) 123 HIZ1E], AE3EE T &
HU Tz, i SEWR BTk ra~ N7 57— 507 NE 58T (LC-MS/MS) THRIEL ,
TR ARTEVE IR M. U 7= i SR 2 AR AR TR & U CH W PR E e Y P R IER O VAN 7 & A
12 Vex vivo THRIE LT,
ZORER, ZNHRERE C—EBMERHY, T OPK/PDOHBIBIC R T EIIZ, 90%LL F
DRI FE A FER T DT DI BRI =7 AW AT B M i SR 1, 2.5ug/mL LA
EThHorZENRESNT,

=T AF BT B NaF5 OPK/PDOFEEE

%) ° o ®
100 4

~J
o
1

wu
o
1

(REE <) HEM

254  ECeo=2.5pg/mL

logi=E (g/mL)
ECoo: B KN FDI0% D3N T 7~ ¢ &

TR AT IS, 0.2mg/kg/ H OFI[E 5 G125 e G- 11 [ M OV f& % 5-2410F
% E T, ex vivoT v EA TIRIMIZR—AT AL DI10%ARTHE N FITHERFL T e, S5
HT IR MR DO AGRDO DI T2 X (et 5-4 B B IR LT — AT A DT75%%
Iz, FROEM) , a7 T o iiERREOR IS MRED EFRALNT, ¥
Va7 T TAmg/kg/ B B G RECHIRIEE G- 1RFE] 4 0 H F¢ G- 1 [ 238 L CRAR 3R 2 1 % A
IZBIZ, B 5-48K5[H % (Day 9, 216/FFH], TXIDOAX]) TlE 3%AH &~ 9 LEFZHE

81



VI. EFEEICEHISHIEE

FRLTz, et 504 At IR ILIER—AT A DB LZ10%I(ZZE LT (Day 11, 26485, T
KDOAK) , AAEFIZLVEHICO a7 T OPK L UPDT B 7 A )V ~D BN RS

7
B = AF MBI DRER TR EZRDOVNa7F . DPK/PDAH B BE%
(ng/mL) (hg/mL)
100000 r120 100000 r 120
enmeeeet F100 wo B
10000 10000 g
I F 8o g =
%52 v
1000 1000 s
iE .
[ § 3
100 100
F 20 " o B
FiME£SD .m PIMExSD
10 3t T 10 . -
0 43 % 1M 12 20 28 T I An G @ g 1w 12 20 2B T I A
BE5&EsE (h) H5%EE (h)
—e— 3)L17520.21mg/kg/H el JAME —e— )L IF5>4.2mgfkg/H el SEMEE

2) 4, BRUIGARRERSSEHRRY

N=IAF N E Tz 4013 % U391 [#] ) 18 & 5 7 M Bk (£ 402 7120074710,
20076807 & 1200860305 5%) D —HEL T, ex vivolRIiL T v v ALV D=7 AP v S
TIVOMIRIEMZ I LT, Va7 T &4, 13K OB 22 i &4, 10D
6mg/kg/ H T H K TG LI,

4 3B M KB G RROFE RS T X TOHRG & (4 1, 2% Mdmg/kg/H |
1:0.25, 1, 25 10mg/kg/ B ) THIEIH G52R8 [#1%7)H4 K OV 33 [ 0 43¢ 5- 11 i 1{mﬁ1
(R TENE NI EE I D MRS VT, REHRBED I L 2R7390% % 8 2 TV DI L,
HH G RETIES %A CThho Tz, 4 OEEHIM % Tl i 7 L oE L~ idix
IER—RFT A EE LTV,

393 8] S 1 4 -3 BR O et | F1 (0] B 5205 [ 74 > 53930 [E] o0 $ G- 11 ] P s i k2
L Cex vivo CILENERH 2SR SN, XFIRBEO A M A390%% 2 TV =DIZx L,
0.25mg/kg/ H % 5-RETIE20%A L 1, 2, 4% Nemg/kg/ H & 5B TlI10% A Th-72, 8

HE O RE K% CiE, MY 7 OEML - UWIIRIE R — AT A BIE L TV,

3) A=OAHFNIZEITH13EARETREICKIEZBRERBRRUSAR B E %R
Eg2D
=T AT AT DI TG LDHEZ RRERER D — T EL T, ex vivoix L7 >
YANCLO I =T AP MEES > T N ORISR Z Rl L 72, a7 721350, 1, 2%
Udmg/kg/ H TR K FHH- LT,
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VI. EFEEICEHISHIEE

ZOFER . B EIAPO105 (Img/kg/ B BE) ZFRE | IAB BB OV 7 L K O H-RiffEE
B LT, IR 545 1R LA DS Z 04 133 [ 238 L T95% A8 2 DI Ml 2R L=,
(118 P AR BR BN DR IRTEPE T, [EIE M REBR I B G- RITE £ TR -T2,

W 3E ) 38R (ER)
DONaZ T DRI T 0T LTI, 40D R 505k VAR LER (sSRBC) ¥R 1ML,
ML HRCSIREE | 55208 B DA IRTE AL A T E 9~ % Wieslabli# 32 & 1 6 3% W & 1% (ELISA)
IZEDMACPEAE | e QM SER (AT (FUAREAESRBC O 50% 1 1ML 0 B2 72 1fL 5 &) (CHiso) 1S
JOPDERHA L=, LA FIZSRBCIA I J QML AR CSTR FE 125 1 ek Bt A7 d 7,

1) EYPHRMOBK(SRBC) AN
@© UPO1128Ek (EMIEIR 5, BER#iER 5 &k R E &R 5-HER) 2

UPO112 iRBRIT, EHBRE 23t RELIZEBIHE,. —EHER, BiEAL, 77BN, B
[l G- K OSSR # 5-RBR Th o 7o, RS 2RI a7520.05(N=2) | 0.1
(N=4) . 0.2(N=4) |, } 00.4mg/kg (N=4) Z B [0 Wi ¥4 fz T & 5 W »icvrars 7w
0.2mg/kg (N=4) 21 H 117 A ], JEEBIC & T G- LicbE 0z M A4 M., PK. X U'PD
ZRMIL 7z, BRI 50Ok —R T 86 K NE 5Ok — T 2137 7R & 512510
bz,

HEE a7 T 2 HE T #5722 & DOsRBCIA M R ORI LA IR LIz,
sSRBCIE ML E R DR —=AT A MO0 KL EIL, 217 7-0.1, 0.2, XY 0.4mg/kg
Hi[A] 4 5.1 TI390%LL EICEIZ=EL | &b IRV A & (0.05mg/kg) 8 5% T60% Th -7,
sRBCIA ML L 1T, 0.4mg/kg=A — RT3 H G- 1RFH 2 (290%7 | 0.1 % 1'0.2mg/kg= 78—k
TIEFEG3RF £ 1280% I IZ BIEL 72, sSRBCIE ML E RO R —2F A NEO N2 b
D f KAE I, 0.1mg/kg= 75—k T86%. 0.2mg/kg=1 7~ — hT87%., & (*0.4mg/kg R —h T
95% Cdo7z, sSRBCIAIMZED FIIEN N — AT A 2 Keiiiiz HEFF LI IR, 0.05mg/kg=7R
—h T2 H M., 0.1mg/kgaA—RMChefd H A, I TNZ0.2 % T0.4mg/kg= AR — RN Chie R 7
A ChoTe, 77 R EGOBREIALEET 7 EREETIE, W TR OFMR AT
sSRBCYAIM A 1TFRD SR D T,
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sRBCIR Il FR DARAFZEAL, : ARl 5-—UP01123R 8k (PDARHT X REM)

L IF52.0.05mg/kg
(%)
120 - T
s 100 -
R g 1
& o
m 404
£
N THIELSD
LINANLNE DR BELANL N DL L BELRNLE NI BELRNL BN B B |
0 144 288 432 576 720
5 (h)
S ATZ240.2mglkg
(%)
120
S 100
E 80
& o
M 40
£ 0
) FELSD
rrrrrrrrr1rrrrrrr T T T T T T T T T T
0 144 268 432 576 720
SE5ER (h)

HEHOwR®

HEHO®D»

¥IIF520.1mg/kg

(%)
120 4
100
80
60_
40_
20

- FAIELSD

LI B B B WL L SR B L B |

0 144 288 432 576 720

1BEBEEE (h)
ZIAT520.4mglkg
(%)
120
100
80 -
60
40_
20
o THEELSD
LA L L S L B NI L L m |
144 288 432 576 720
BEHEE (h)

REHRE YV a7702mg/kgs 1 H 1017 H M KAE KL T # 5 LzE & DOsRBCYA ML D
I AL 2 BNR LT, ARGk —h (P La 750 2mg/keg 1 H 1E7H B2 FH%5-)
IZBITD, Vas T  BEOsSRBCIRIL L E R DR —RAT AL InHOEA LB O SEHEIL., ¥)
[BIFEAMRE s CdrDDay 1D FEG-3RFHEIZIZ95%BIZREL | 5 Z LI Thay 8F Tkf
welic, 7R a5 INT-#5E ClIsRBCIAML L ENEO LIRS T-DITX L, ¥
NaAT T w B GENTZT R TOPERE TIE, 2R L OsRBCH MLPLE 2390% LA T
bolz, INaAT T 524K %I 1T HsRBCIE ML E R DR —RT A N HO S
L EDEEIEITI8Y Th Tz, PNaT T ikt 58 H 1% (Day 15) (23517 HsRBCHA L FH.
FERONR—ATA LIPSO B EDEEIEILS56%LL T -7, SRBCYA M FD - HIEIT,
ONaT T DEfEE 514 A 4 (Day 21) £TICR—AT A UAELRIFRE L7272,
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sRBCIF I R DIRIFEAL : R E B E5-UP0112:R 8k (PDAREHT X REM)

(%)

150 1
140 1
130 1

ﬁ ﬂ W .................. S— N — g

s

R 90

B i

c 80

B 70 1

i 60

3 50 -
40
30 —— )L 10750.2mg/kg¥
201 sedine 2TSEREE
107 FHIE+SD

0

T T T T T T T T T T T T T T T
0 48 96 144 192 240 288 336 384 432 480 528 576 624 672 720 768 816

1B51405R (h)

(1) AFN THERBSN TOD AL O & IZLLF D LB THD,

FGEE . RAEo Va7 L CRIRT A&EE 1B 1B & 595, (RES6kg AT : 16.6mg, &
H56kglL 77k A% 1 23.0mg, (AE77kgbl 1 :32.4mg ]

UPOI3ERER (=R /T VP 7RER)

DNaT 701 K 0.3mgkgr R R F G L7 Lx | sRBCIA LA E RO R—2T 1
POD LD F RFEEEIL, A ABERE KOV ARAYEERE T, 0.1mg/kgf 5-FEIZEh
Z193% K% OV71%. 0.3mg/kgt 5-HREHZZNE 1% 92% ThHh o7z,

PNATZ03mg/kgs 1 A 1E14 A B SAE B NG L7z EDDay 14123517 2sRBCHA L
FORRFHIHER (TR DR — AT A A IEH) Z X R LT, a7 500.3mg/kgs 1
H1lE114 B BAE R T G- LTz b& | R R T G-Rp L RIARIT . B AR MOV H AR A
%‘ﬁ%‘ BT DR MBAEAGRD HIL, MBI 2 LB L CTHERFES Lz, IR, =T

HePe 52405175 DODay 15E THERFS IV, 7 T8 R E G-I #BRaE Tl il
nAu&)%ﬂf£7ﬁ’of_o
INAT T E R G ENTERE (23T HPDUG OFEEE K ORI A B AR A D IR
BRERIFTHY, AAPEBRE & A AR APERE TR Ch o7,

f&} w
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Day 1413317 2sRBCE ML R DRRFFHIHERE (EHME KR R —RF A FHIEME) :
KE#5—-UP011378% (PDFENT XS 4E )

(%) il (%) R=A51 HIEE
150 - 150
135 4 e A 4 e BA
1204 —— BFA 120 —— BHEA
105 B 105 T =)
; 90 .I‘ """""""" ; a0 - I .................
B B
C 751 : C 75
B B
4 PR
30 4 30
15 4 15 4
o FA{EESEM 0d FI9ELSEM
0 S5 112 168 224 280 336 392 448 S04 560 616 672 0 55 112 168 224 280 33 32 M8 504 560 616 672
HE%IERE (h) BE%ESR (h)

AMEOTEE FIR=2%
AR 1 dp. 162 R

@ MGO009FRER (S5 M HH _—EE A Y
F =R (120 M) 1286175 sRBCHE MR DR RFHIHER (PDAFAT R G AE M) Z X" L
Teo FE/X—FDDay UZBITLHVNa7 TG ETIL, sSRBCIA LA E 2 i G- 1R 20>
ORI INU T, v 77 0. 3mg/kghE DA ML 1T, 7RIS 5-3IR¢ A1 1% 1290%H.
FLAUUITEEL, Week 21295% 2B LT (K1) . EEAS—ROLIEOHIE HIZZOL~ L
HEFFS LTz,

sRBCIA ML FR DFRIRFHIHERS : /X —N-PDIFHT S S M

(%)
100

757

R T5uiREF (n=15)
8 —e— JILIT520.1mg/kgBE (h=15)
504 _
ﬁ —e— 3JL1520.3mg/kgEf (n=14)
= Y {E+SE
25
10
o - - - -
T T T T T T T T T
N=ASAy 1B 3E 6HR LE 28 48 8 128

HIENSS AR
AL (Tp. 182 [,

() RAICTARINTOD T HELOCHE T TOEBYTHD,
DEHE ., AIZD Va7 I LRI R TR EZLI BRI E TR 515, (KES6kg Al 16.6mg, (A=
56kgLh F77kg A :23.0mg, R EE77kglA | :32.4mg |

86



VI. EFEEICEHISHIEE

@ MGO001035k (EBEFSNE _EERER)
Dm0 3mg/kgk G- OSRBCIA ML R DR FFIHER 2 X IR LT, ARBR Tl
BRE N a7 T03mgkg XIE T TR E 128 M KAE & 5 L=, ¥ va~7720.3mg/kgs
PG L% sSRBCIAIM AR TldWeek 1~ 121THIAFLE 2 VRS, Week 12 CIEiA L L
FI98% TH -T2,

SRBCYA I 2R DR RFHIHERE -MG00103X5% (PD-PPS)

(%) - -
100 == ), 1/7>0.3mg/kg (n=85)

T E£95%CI

BEHO©D®
3

T T T T T T T T T T T T T
A=A 1 2 4 8

YIS (Week)

BB 1 2p. 292 Ff

® MGO00113ER (MG00093R B U'MG00103RBR D IEE Rfkise A gr) 10
AR CIE, AT TN a7 70 3me/kga #5% 5- LT RIRF 12 /L2770 3mg/kg
Tk b SR ARG LR 2 L3750 3mg/kgh 5 LT-, sSRBCIA L7
BRCIX, Week E121281F 56X —ATA L DOEALHEN, Va7 703mgkg/ T NVa7T
20.3mg/kght T—97.3%., 7" 71R/PNa7F03mg/kght T-95.9%THY, WTNDORETYH
IR E S RSz,
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VI. EFEEICEHISHIEE

2) IMIEHBRHAEESHDRE(WEESHS)
O UPO11235k (EMIEIER 5, BEIHiEH 5K O E R 5-HER) Y
HEIEE DL a7 T 2 HE T TR G L OMCSIRE DR (LA X R LT, B
B # G- —hD Y NaT TR BT S M PR CSIR AL, BRI G#IC LA L, K&
KBt (Day 29) EFTIZARN—AT AN ALELRFRE LT oT, 27T ERBETIE, WO FEmEE
R THCSIRE DB FERZITROOENT | XR—=AT A NEDOFHE A & O i KA X
+2.5ug/mL (Day 3) Th -7,

KECSIEBE DRRIFZE L BE[EI# 5—UP011238 58k (PD @< £ M)

(pg/mL)
140
130
120
— .-"'
o ==
- — - - — — —
o0 > 2k il Ty :,::,:_;:-:.. :—-:-—- — —
(E_'; 80 L /T gl = TR
- 70 hig l ---------------
=3 60—
50—
40 —e— TS UREE =@ I I7720.05mg/kgEE
30
20 —== I)LIS520.1mg/kgEf  —m— IJLOS520.2mg/kgEf
o] —+ - 9JLTS530.4mg/kgBt IELSD

T L B L L i
0 48 9 144 192 240 288 336 384 482 480 528 576 624 672 720

BE5#I5E (h)

REHE o Na770.2mg/kgs 1 B 1[A]17 B B E R TG LIZEEORCSHEE DR
TAbZNR U, RIE#GaR— (a7 50 2mg/kga 1 H 11817 H B FH#5) oY
NaTTURECIE, CSIEE TR 2L BL T EF L, &k&kpt (Day 35) HFCHN—27
A XV EMEZMERF LTz, 7T RARBETIX, W ORI RE AT CSIR BE D BHE 7R 28 IR
HOIT | N ATA L INHD R AL B O Fr KEIE+14.3ug/mL (Day 15) Th-o7z,

KAEHGaR—sOo a7 I BB HCSOMMIL, Va7 I & LizC50 -
HADIER L — L TR, WHECSBHIML -2 SRR L2, CSIRED EFIT, 54
M oiiEho a7 g ED R~ LT,
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VI. EFEEICEHISHIEE

ROSEEOREE(L: RIEIR5-UP01123RBR (PDRAT X 4 H)

(ug/mL)

210 - —— I REE
200
190 sk JL07520.2mglkgBY
180
170 EE{E£SD
160
150
140
130
120
110
100
90
80
?O— A ¥
c0— #
50
40
30
20
10
O_

Lr
.y,
L
Yay
L]
L
......
ay
L
"ay
L
ay
-

i O

0 48 96 144 192 240 288 336 384 432 480 528 576 624 672 720 768 816

SRR (h)

AR E 1 Ip 835 R

() AN THEGRIN TODTHELEOCHZE NI L FTOLBITHD,
B, ATV a7 7oL TR T HEZLA LR TS5 925, (RES6kg Al : 16.6mg, K
56kglh F77kg A :23.0mg, RTE77kgbA | :32.4mg |

UPOI13RER (=2 /T VP 73 BR) Y

T Na 70 3mglkgi G- DCSIR FE DR HOHER (PDAEAT (I G486 ) 2, e 2 b
(HE#HE) R OTF R (REREG) IR,

DNaF 701 Kk 03mg/kgx AR T G- Lic&E, CSIREDN—AT A bHD AL
T, BARARRE LA AWRE T, BB RARBRE Thor, P77 70.3mgkg X
X778 R% 1 B1EN4H BKER TR LIZEESOCSIREOHER L, B ARABERE LA A
WERE CRE CTh -T2, Va7 70 3mgkg 5 CIEEFIRREDCSIRE N N—RT A
D3 5#965% LU, Day 1404% 514 24F R BT DCSHEE D _— 2T AL INHDTEALERD
SEMEIE, B AR AR 69% (FiPH : 39%~97%) K O AR 64% (FiH : 24%~110%)
ThHoT,
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VI. EFEEICEHISHIEE

HE# 5
SNATF320.3mg/kgts =
(pg/mL)
150
1351
120
105
5
e 54D
E g
45 = BA
30 —_—— A A
159 THE£SD
O_l 1 1 1 1 1 1 1 1 1 1 1 1
0 56 112 168 224 280 336 392 448 504 560 616 672
1B5%EE (h)
KE# 5
TINIT520.3mg/kgi 5. Day 14
(ug/mL)
2007

C

5

i‘é

E
60 @ FA
40 —— HAA
20 TI{E£SD

T T T T T T T T T T T
0 56 112 168 224 280 336 392 448 504 S60 616 672
HE®RIEE (h)

AR Tp. 162 IR

() AN THERIN TODTHELOCHE NI L TOLEBY THD,
BB, AIIY Va7 I LRI TR BRI BRI E TR 515, (KES6kg Al 16.6mg, {AHE
56kgLh bk 77kg A :23.0mg, REE77kglA | :32.4mg |

MG00093R 5% (MBS 55 I #H — B AaER) ¥
FF—F (12 ) I23B1T HCSIR EE DORRRF O HER (PDRFHT SRR 2K R LT,
FER—FDOCSIEE X N7 T 0. 1mg/kghtL0.3mg/kght CTRIFEE CTHY, FE/ —k
ZEBLTEFLTHB L, FIERBEOR—2FA L O E L EDOELEITH TN T
HoT= (X)) . AP ERE RS- T — XL DENROONDHT20 . T — X DOfFFRILIR
ERITHD,
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VI. EFEEICEHISHIEE

CSiR B DRRRFROHERS : =2 X —-PDARAT X SR H

(ug/mL)
1754 Tt (n=15)
150~ —u— ), 07520.1mg/kgEt (n=15)
—— ) 1752,0.3mg/kgEt (n=14)
125 FI{ELSE
C 100
< .
%
E 751
50
25
0_
1 1 1 1 1 1 ) 1 1
ey SR 38573 i) 138 28 4B 88 128

StERIARE

AL E 3p 182 I,

() AAITARINTOD T HELOCHE T TOEBYTHD,
DEHE ., AIZY Va7 I LRI TR EZLI BRI E TR 515, (KES6kg Al 16.6mg, {AH
56kgLh F77kg A :23.0mg, R EE77kglA | :32.4mg |

MG00103R5% (EBEILFIZBNIE — EEHRHE)

DNar T 0.3mg/kgte HIRFOCSIR B DORERFHIHERL 2 XU R LTz, N—AT A NZBITDH
MAEFRCSIRE DX, a7 T0.3mg/kght s 7 78R RECRFRE Ch o7z, Week
LT BT DI 5 PCSHE E OLSMIL, 77 &R RE (—0.94pg/mL) L LEEIL TP var T
0.3mg/kgh¥ (12.64pug/mL) TEdro7z, P a 7720 3mg/kghe (251 HC5HE FE DLSMIZ
Week 4(47.42ug/mL) ECTRFFIIC_EHL, Z DB 73 Week12 (47.88pg/mL) FTHEFFSHL
7o 77 RRERCBITHCSIREDOEEEO AL, RBHI A LB L Th T ThHY, UL
27720 3mg/kghE L 7 TR REE DO Week 1212817 5CSIEEDLSMODZT, 48.48ug/mLCTdH

7T,
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VI. EFEEICEHISHIEE

C5¥E E DRRBRHIHERS -MG00103R 8% (PD-PPS)

(ug/mL)
150

135 T _TI_ E

120+

1054

i o O

90
754
60 EHEEE95%CT

12

oo —

T T T T
R=A34> 1 2 4

HARE (Week)
AR E 1 Ip. 295 R

® MGO00113ER (MG00093R BRI U'MG00103RBR D IEE Mfkise A gr) 10
BRI P L7 700.3mg/kg/Y Va7 T 0. 3mg/kg BRI 1T HCSIRFE O EIE
L THER L (HiPH 1 135.5~160.9pg/mL) . T X TORHMIRE s IBIT o X—AT A5
DIALZRITZ60%HE T -T2,

(3) {ER B - Fris bRl
VE PR BRI : SETRRER PR 3B (UPO112785R) 12351 238 1 #alBR O 6 5L, et 7o TR R4 15
D72 DAIRBAE (95%) DEEAMICIL, I H-HRRRIChIZoY Va7 70O H RS
ML THLHIEN RSNz, (TVL2.(2) N2 AT 258 AE W78k (BN 1)
DUPO11258R (MIEIFL G-, BRI 4 G- O & G-38R) | 0HZ )
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VI. EMENREICREI HIEHE

1.

meREOHT
1) AELEMNGLARE
UL

) BRSBRCHERIN-LPRE
1) HEEESE5 (UPO1I3EER) (REMA. AEAT—42EET)Y
A AN & OVE N ORERE R B 2020514 % G212 ARF10.1 5% D0.3mg/kg (HARAN L OVE A
Hafl) X377 R (HARAN KR OB NS ) Z 1B TG L& a7 T k%
DAHH (RA103488 K NRA102758) O A% HR FEHERS [ OSEM B HE /ST A—Z 2D T
MatLiz,

BB ANCRBITEZONaFTo O Mg P RE (BE#RE)

A A NBERR RS AF 0.1 % T0.3mg/kg (5 FEAH) 2 B A T G- L7z s o e
NaAT TR G EORINIHEN EF L, WTho®R 5 &ICE W THRI3REF CThi&
MR RE IS B EE L7214, 183~201 DR IR FL72Y

B AN ICHEEIR T & EGROMEHINa 7T RERE BB —1)

(ng/mL)
4000 -
3600 = @er BJLT500.1mglkg (n=4)
3200 —t— 33)|,07520.3mg/kg (n=4)
B 300 ST 95 AR
L
> 2400
& 5000
=z
5 1600 -
>
2 1200
53
800 -
400
U -

T T T T T T T T T T T T T T T
0 48 96 144 192 240 288 336 384 432 480 528 576 624 672
#5850 (h)

HA NERRAICKEE R THEROM RN ar5 OEWyBIE 5 A—~

&5‘% Cmax tmax AUCO-last AUCO-inf t1/2
(mg/kg) (ng/mL) (h) (ng*h/mL) | (ng+h/mL) (h)
01 1580 3.02 428000 480000 201

’ (14.0) (3.00-6.02) (12.5) (12.9) (2.2)
03 3770 3.03 737000 808000 183

’ 5.D (3.00-3.05) (8.6) 9.1 (8.4)

BREAD, Cprp. AUC juge AUCy 1 OVt S5 (T A CEBARELL%]) . 1,1 A (/M- Al

() AH TEARBSNL TS EL O E T TOEB THD,

DEHE . AT aF T L CRIGR T B4 B 1R T 545, (KES6kg i : 16.6mg, {AHE

56kgLh F77kg A :23.0mg, R EE77kglA | :32.4mg |
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VIL ZEVEIREICRII HIHE

B EARARCAANCBITIBEONaTT O i iRE O gk (BE#E)

ARF0.13030.3mg/kga HiAI B2 F G- % O MAEH a7 F R FEEOHER I N2 273K
WENE N TA—EH N E N L ORITR Uz, MBER O a7 1 BE O & i D
HERE T B AR NS & AR Tl Btk ThoTz,

T BB RE T A—Z Tk BRI O 5 B A e LT

7> DOUREEEE A AR ANERA & B AR TR TH-T,

AH|HERERO MOV T RERRHER BERT—V)

HEOH%S : 217520.1mg/kg

(ng/mL)

2000

1800

1600 4.8 —
m
5
ki
]
B

. EE TR =10ng/mL

)

BT T,

oras

HO%5  2)L37520.3mg/kg

(ng/mL)

4000 5

118

i i B e

T T T T T T
168 252 336 420 504 588

B5&EEE (h)

T
0 84

T
672

3200 A
2800
2400
2000
1600 i
1200

800 4

400

3600 4%

col El)\
—— HEA
BAITI4E

T T
0 84 168

T
252

B5%EEE (h)

T T T
336 420 504

R (BAANIIBAN) ICHEIR T&REROMBHINaTT OEYBRTA—F

N R kb & Crnax tmax AUC a5t AUC it tin
(mg/kg) (ng/mL) (h) (ng-h/mL) (ng+h/mL) (h)
0.1 1580 (14.0) | 3.02 (3.00-6.02)| 428000 (12.5)| 480000 (12.9) 201 (2.2)
AEA 0.3 3770 (5.1) | 3.03 (3.00-3.05)| 737000 (8.6) | 808000 (9.1) | 183 (8.4)
0.1 1700 (4.4) |3.00 (3.00-3.03)| 401000 (4.7) | 439000 (6.2) | 174(7.4)
HA 0.3 3580 (8.8) | 6.01 (3.00-6.02) | 607000 (21.2)| 653000 (23.2)| 165 (11.8)
RERZE (%) % 01 95.99 - 114.13 118.18
HANBN 0.3 107.71 - 122.74 125.65

BIEAT], Cope AUC 100 AUC, S U - BTN (ZETERELL %) |ty s TP IRAE (/M- B KA
¥ AUCK UCnn & TEIB AR, R, HEK O EH (W 7TVHINELD) | WA —AT A DR EA LI (S7)

B LT DI BOIHTRE R

(TE) AFNTRRBSN TOD T TEL OHEIZLLF O LB THD,

Dl BRANICIES a7 o L CRIGR T A& 1A LEE F#& 535, KES6kgA T : 16.6mg, A H
56kgll b 77kg AN :23.0mg, (KE77kgbh 1-:32.4mg ]
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VIL ZEVEIREICRII HIHE

B HARAKRCBANCBITEIN 7T A3 (RA102758 % U'RA103488) DI 1R B (Bi[E1#:

5)

DNaz T 0.1k T03mgkex BB TR GRFO T Va7 7 O Tho RA102758
i O'RA103488D IMAE i FEHER Je N B0 BN RE N T A— 2 2 2 N EUKIRITTR T,

FELHEENRE T A— STt D BRI DR A Ll L 72 ey o Tk, ovar's
0. 1mg/kg$e 5-B1 T i A R FE DMK T 72 o 7203, RA102758 D Crnax 2 FAUCHTE, &7
N7 203mgkelt 5 REIT A AERE LU TH R ABRE TOSLE Mo T,
RA1034880 Cinax 2 FAUCIT, 2717520 1mg/kg# 5-H 13 A AR AW BRE & A A& T
ZEMTRO DIV STZN, Va7 70.3mg/kgh G-I Cra 2 CAUCESIZ B ARERE L 1L
1L C H AR ABARE T30% LA KD o7,

- REIRA 1027580 f i i e
K B B4 5.4 D LS HRA 1027588 EE RE I HERE (BTE R — L)

B[S 1 2)L175>0.1mg/kg OIS 1 2)L17520.3mg/kg

(ng/mL) (ng/mL)
12 90 -

114 ITCTO=J §

EE T8 =10ng/mL 807
© N —— A
o e BA SATTEI9ME
—— BkA “7
I il
& P LIE & 07
= - 0
[ e 20
= E

30

04F

10
¥ EETE-tongmL e ~

O RN WA U N @
T Lo

T T T T T T T T T 0 T T T T T T T T T
0 8 168 252 336 420 504 58 672 0 8 168 232 33%6 420 504 588 672
BEERE (h) B5H%ISRE (h)

BFERA(BAAIAN) ICHEEZ THREROMEEFRA102758D IR ERE T A—H

]\ $$ &5‘% Cmax tmax AUCO—last AUCO—inf tin

(mg/kg) (ng/mL) (h) (ng-h/mL) (ng-h/mL) (h)

A 0.1 11.3(NC) [0.00 (0.00-145) NC NC —

0.3 88.7 (21.4) 146 (146-146) | 20300 (39.4) NC —

A 0.1 11.8 (NC) [0.00 (0.00-144) NC NC —

0.3 64.7 (29.9) 143 (143-167) | 11900 (44.0) NC —

REHIZE (%) *| 0.1 NC — NC — —

HANHEA 0.3 152.22 — 201.47 — —
BREAB, C s AUCq 1000 AUC O, o - ST EIIE (ZE BRI (Y1) |ty TP HAE (/I MIB- 552 AR

NC : FEHH

¥ AUCK OCa 2 TE B, Rl HEK O B (W7 TV ANEH) | W NCR—AT A OIRE A (MaT)
TR ET DI ORGSR

() AR TERBIN TS TIHER CHE NI FOLBY THD,
MEH . I Va7 7 U TIRICR T &% B 1IER 595, (KHES6kg Al : 16.6mg. &
H56kgLh | 77kg AR :23.0mg, A E77kgPL | :32.4mg]

95



VIL ZEVEIREICRII HIHE

- REPIRA 1034880 Ifi #E i e
AH BAEI$E 5% D LI HRA 1034882 EERF R HERS (BRI A — L)

BEIYS  $L0T720.1mglkg HE%S : $L17720.3mglkg
(ng/mL) (ng/mL)
40 - 200
36 180 ’ e BA
321 5 160 —+— HFA
28 _." 140 %{ﬂiﬁfﬂﬁﬁ
m %A : m 120
5 § i
207 : i 100
128 . P
g 64 7 g 80
4G =TI = 10ng/mL 60 1
8 - 1 401
L 20 FEE TR =10ng/mL
0 o
T T T T T T T T T T T T T T T T T T
0 8 168 252 336 420 504 588 672 0 8 168 252 336 420 504 88 672
15145 (h) HEESE (h)

RERERRA (B A AU B AN ITHEIR T 5RO MR T RA103488D KB R ST A—F

A FE Ph& Crnax trmax AUCq.1ast
(mg/kg) (ng/mL) (h) (ng-h/mL)
0.1 33.4(9.5) 312 (312-313) 16800(9.9)
HEA 03 135 (29.8) 146 (146-146) 60600 (24.5)
0.1 36.0 (25.0) 228 (143-313) 17300 (27.3)
A 0.3 211 (20.2) 143 (143-167) 85900 (16.3)
RiEmZE (%) * 0.1 81.93 — 83.94
HANBEA 0.3 62.50 - 69.58

BTEAGL, Cpon AUC 0 BTG (ZETEREL[%]) | s TRAE (/M- KA
X AUCK OChunZTE RS, BE, R KOG B (7 TUANVELR) | WA —AT A OIREZ ] (JS7) 2
B 2T R

() AR THEBESNTOATHIERCHE NI TOLEBY THD,
FEE ., AP Va 7 o e RIS &2 1ER TR 535, (RESekg Al : 16.6mg. 1A
HS56kglL 77k A% :23.0mg, (KE77kgbL 1-:32.4mg ]
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VIL ZEVEIREICRII HIHE

2) REE/RE(UPOI3HER) (BREBA. AEAT—2EEL)Y
HARNK O HE ANOREEERA T 216614 55212, A#410.3mg/kg (H AN K OH A4-661)
X7 7R (BARANKOAANS26) 21 B 1E14HBKER FEGLIZEEDULaTS5
VR OEOHH (RA103488 & UNRA102758) O If 5t HR i FEHERS K OSSR B AE /ST A— 4
[ZOW TR LTz,

B EAANCBITEIONaFF M EE

H AR AR A 661112 AA0.3mg/kgZ 1 H 1[a]14 H M E#R G L=, %518 B (F)1E]
P B 214 A B (kM 5-0) o i o a7 50 R e 6 13 5% K3 Conax
2R, EOH%ITARFE O I IR T LY .

HARANERRACRER THREBROM RNV a 5 OEWyBIRE 5 A—~

& I‘i‘ % Cmax tmax AUC‘L’ t1/2

(mg/kg) (ng/mL) (h) (ng*h/mL) (h)
0.3

?@% 3890 (17.3) 3.04 (1.00-6.00) 76600 (13.0) NC

Eﬁﬁg 13300 (14.4) 3.00 (1.00-3.08) 272000 (14.6) 174 (3.9)

Cnax ~ AUC . Oty - SATPEE (EEVRER (%)), tmax + IR (/M- RAE) L NC 2 FEFLH
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VIL ZEVEIREICRII HIHE

B EARARCAACBITBZONV AT OmifEFREO R (RE#RE)

AFN0.3mg/kg 1 H 114 H B EE 5 LI=L &, Day 1 (#]E1H% 5-F) EDay 14 (i #& 0] 4%
H) o MAEFR a7 T R EHER & O B KB RE ST A— 2 a2 N E I K O3
(R U, MAEFR DN a7 TR B D RATEEOHER 1S H AR AR & A A s C
BORFEERThH o7, Par T omBE eI, A4 o g iR E 7 vy hoW R
7efERB b, AARN K OV A AEERE OV I ChDay 14KV RN E FARRBICEIZE L&
Bz, VN7 T 03mgkg KR FHRGHOYNaT T OEREIIT A ANERE L
HARABERE TO T B3 ORI [FIFEE Th -7,

FE IR ENRE ST A—Z T D RIER] D5 8% Ll U= 365 oy i ¢, oova >
Zr O EIY A AR ANPERE & O AERE CRRE ThoTe,

AHK# 5-Day 1EKHE K T 5-Day 140
MEF N a7 T RERFHR RIER T —)

FiE%5S : ¥IL3S5>0.3mg/kg, Day 1 =i81%5 : ¥)N.17520.3mg/kg. Day 14
(ng/mL) (ng/mL)
4500 15000 -
4050 - e, 13500 - repes B
. 12000 —— B&A
10500 ] SEATE

il M1 9000
= 5
h h 7500
e ] s
g 1800 4 eI ElA g 6000 -

1350 —— HFA 4500

000 #ETIE 2000

450 1 1500 TN

0 FEE FBR =10ng/mL 0 EE TR =10ng/mL
0 3 6 © D 15 18 2 2 0 84 168 252 b 40 54 58 67
H5%ESE (h) E5%R5E (h)

REERA (BARASUIBEN) CRER TREROMBFTIONaT T DI BT TA—F

AR B | S ahiaL) b
A Day 1 3890 (17.3) | 3.04 (1.00-6.00) | 76600 (13.0) NC
Day 14 | 13300 (14.4) | 3.00(1.00-3.08) | 272000 (14.6) | 174 (3.9)
Day | 4130(7.9) | 5.99 (3.00-6.02) 81600 (5.5) NC
A Day 14 | 12300 (10.6) | 3.00(3.00-6.00) | 259000 (11.4) | 169 (7.2)
FLfifizs (%) * | Day 1 96.00 - 97.73 -
HARNAN Day 14 111.73 - 107.87 —

EREOHI, e AUCK Uy < S6THIIE CEBRIK (%] ) .t 0 G MEAARE) | NC : FELL
35 AUCH USCop & BT ZEHL, R, FIRERL OV 5 F (70U D) | A TR — AT A AR (37
LT DI RO
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VIL ZEVEIREICRII HIHE

B HAAKROBARBITEZONT T REY (RA102758 % U'RA103488) O i #E iR B
(REHE)

UNaz T 03mgkgal H1EN4H BKER TR GROT V27T OREY THD
RA102758 5 TNRA 1034887 I 4L i FEHERS K ONFE BB RE T A— 2 Z 2N E X
RIRT,

FE W B RE ST A— ZT x5 R ] D 52 B A& H ik U 7o 36 53 B o A T,
RA102758DCrax % D'AUC 1L B AN #BR #& & LB L T H AR AN B & TRI30%0m < |
RA103488D Cnax 2 NAUCH T A AR & LLlE LT H AR AR CTHI20%(K0 572,

- REIRA 1027580 f i i e

AHK# 5-Day 1EKHE K T 5-Day 140
MEEFRA10275878 ERFEIHERE (BRIEA T —V)

FiE1%5 1 ¥)07520.3mg/kg. Day 1 RiERS : ¥)L0F720.3mg/kg. Day 14
(ng/mL) (ng/mL)
60 2000 -
1800 4 semes B
50 1 1600 —— A
0 1400 4 BfEE
i 1200
E 30 e BA E 1000
idi g
g —— A g 800
201 BETIE 600
0 B TR =10ng/mL 400 -
"—P"'"’f 200 7 [CIETR
' FETFR=10ng/mL e TN
0 0 .
T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 2 24 0 8 168 252 336 420 504 588 672
1B5HEE (h) 15 %5 (h)

R A (A ARASIBEN) KRER TR EROMFEFRAL02758D I BIRE T A—F

A B Gk (n;‘“r;*L) tmax (h) (H;E&L) tin (h)
—_— Day 1 50.8 (18.3) |23.7(23.7-23.7)| 503 (18.6) NC
Dayl4 1610 (25.2) | 23.0 (1.00-23.2) | 34700 (24.1) 108 (9.3)
Day 1 495(149) | 23.7(23.6:23.9) | 479 (15.9) NC
Ak Day14 1270 (20.6) | 13.0 (0.00-23.0) | 28100 (20.4) 92.2 (8.1)
FLfERE (%) * | Day 1 103.69 - 106.46 -
BANHBEA Day14 128.17 — 124.51 —

BHEOBI, Coaxs AUC KUty » BMIME (EEREL [%] ) | toa 0 PORAE CR/ME-FRME) | NC @ FEBLIH
¥ AUCK UChan B TEIB S, BRI, KR OG- A (U7 AU ANEE) | NI — AT A O EA G (1) 2
BT DI ORGSR
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VI. EMENREICREI HIEHE

- REPIRA 1034880 Ifi #E i e

AHK# 5-Day 1EKHE K T 5-Day 140
MEEHRA103488T% B RFEHERE (BRIE R —L)

FE#S : )137720.3mg/kg. Day 1 R1E#%5 : ¥I17520.3mg/kg. Day 14
(ng/mL) (ng/mL)
90 - 1500 -
81 - 1350 - e [JA
721 1200 —— HEA
637 1050 45, BfaaE
o o L
3 £
m 45 s
E - caiee A E
57 —— A
o ) HATE
- FEE TR =10ng/mL
g -t P
0- ) o JEE TR =10ng/mL
0 3 6 ¢ 1 15 18 2 24 0 8 18 252 36 40 54 58 62
5% (h) wE%I5E (h)

BEFERA (AARAIIE N CRER THREROMETRA103488D KM B R T A—F

A B0 (nz;*;;‘m s (1) (nﬁigu 2 )

Day 1 60.1(253) |23.7(23.7-23.7) | 658 (29.4) NC

HAA Day 14 889 (32.5) 14.5 (1.00-23.2) | 19000 (29.1) 288 (6.1)
Day 1 84.4(19.2) |23.7(23.6-23.9)| 900 (23.7) NC

A Day 14 1110 (9.6) | 2.02(0.00-23.0) | 24900 (8.5) 275 (8.7)
RE#ZE (%) * | Dayl 71.03 — 69.54 -
AARNEBEAN Day 14 82.24 - 78.01 -

BB, Coer AUC K UMy » BTN (ETREL (%] ) |t © TRAE R/ IMIE-FRAE) | NC @ FEFLH
¥ AUCK UCounZTEBAH, B, HEK OG- A (I7TVHINEH) | WA —AT A OIREZ i (J57)
BT DI BT HTRER
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VI. EMENREICREI HIEHE

) FEH
R

“) BE-GRAROEE
R

<BE>FERERRT —?
@In vivoll BT 2 RYBRFEHMENER (W=2714H%N)

« YIBRRRYY UV aT T D2mglkg Kk O'CsAD 1 5mg/kgZ Hila| 2 T G- L&D v
a7 7 LCsARRID IR BEAE R O REME AT L 72, ¥ a7 70 R OCsAD G 5-
TIE. CSADIREE BT O T R RO TSN a 7T Oz IR 20X
AHNT | BN TZOULE R O FEMAE BAEH O W REMEIMENZ EAVRENT,

» FeRnPAEA] (DX-2507) : ¥V 7T D2mg/kgk Hila] fz T #% 5- L7z & & [ ZFcRnfHL E A
(DX-2507) 20mg/kgHtH e T#5-OF M TH=I AP NTEITDHY N aT T DPKINT A
—HERRFTLToEZ A, UNaT T OBEFE B IIFcRnBLER O OF H B 512 LD A Me 2 2
I 7eh o7z,

2. EMEER/ATA—E
(1) BIAEE

SYBRED AT . /oL R— R A BT )

(2) BRIPLREER
ka (hr') =122 [#EEME (LBRE) | (REE IS BIREAZAT) 24

() HEEEEH
AR A 1461122 17" 20.05~0.40mg/kg % Hi[al 2 T 4% 5 L7- L & Okefi DO FEHIEIL,
0.05mg/kg#% 5-T0.004248h! (n=2) | 0.10mg/kg$¢ 5-T0.003743h! (n=4) | 0.20mg/kg#% 5- T
0.004092h! (n=4) | 0.40mg/kg#%5-T0.004482h"! (n=4) TIH-7-, HEFEEK NAFIZP L2 TF
>0.20mg/kgz7 H IR IE R FH 5 L7-L&DT7H B I DkeffiiZ., 0.004309h ! (n=4) TH
~7- (UPO12FBR: AAE AT —4) 2,
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VI. EMENREICREI HIEHE

4 PUVFPI2RA
- R A1 4B1IZAF]0.05~0.40mg/kg% HilRI T G- LI=&ED 7Y T Z A (CL/F) -4
fE1%0.2481~0.4711 mL/h/kg THY ., 451120.20mg/kg%7 H I E Rz FHG L&D 7H
HIZBITAHCL/F (CF¥ £SD) 131.330+0.114mL/hkg T~ 7= (UPO1 127386k : 4 E A 7 —

- H ZKA%E%EEAWJ ZAFN0.3mg/kga 14 HHISAE R TG L7-L&D14H BICBITHE
FARBEIZRBITF D BT D45 7T Z ACLss/F ((E#4) £8SD) 1467.8 +12.2mL/h/kg Tdh -

7= (UP0113ait5ﬁ)3>
- RHEM S ENEEMATIZ 51T 5 CLIZ0.0845L/MTh - 7224,

(5) FMEW

« BEFRR 145112 AFAN0.05~0.40mg/kgZe HA[EI S T 5% 5- L 72 & & D3 A 578 (VZ/F) D1
fE1%0.05mg/kg# 5-T61.89mL/kg (n=2) . 0.10mg/kgi% 5-T66.41mL/kg (n=4) . 0.20mg/kg
e H-C71.43mL/kg (n=4) | 0.40mg/kg#% 5-C105.1mL/kg (n=4) THY, 441120.20mg/kg% 7
AMNER T# 5 LZEEDT7H BIZBITHVZ/F CE#£SD) 13311.6 = 51.5mL/kg CHilA]
R CRED T, YNaTdTr e EHR G LI EEIZNaF T OV [FIEe
RBAKRT 5, (UPOL125KER : SMEA T —4) 25,

- RHEMIEEMBNEEMATIZEE OVUFII3 SIL CThH -T2 h, KR PG LIz, ona
TZATMIEFIIRE L TOAR L, MLE= 7 S — R A MM AR LN Z e RS2,

6) TNt
MR

() AFITHRGBEN THATHER OCHE NI TOLBY THS,
HEE ., RAZIE Va7 7o U TRICR T A% H IEE 535, (KESekgAim : 16.6mg, &
H56kgLh b 77kg AT : 23.0mg, R E77kgbA | :32.4mg ]|
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VIL ZEVEIREICRII HIHE

3. BHREAGREaL—ay) @i

(1) FBHAE

(AARANKOFNEN)

TERERR | BASRERE R | ITASAE R A 2t 5 L L7255 1 #0305 (UPO1125857? . UPO113
FRERY | UP009378BR7 . UP00947&8 RS . UP0114752¢ | UP0115
L7 I 4H

Z 0, REE MR Eh e AT 2 S L7z,

— R U AR |2 f5¢ < TMEE (target-mediated exposure enhancement: 152 14 7£ P I F2 B8 K)

ETFNEHTH2AL S — AT LY

ABRY) | gMGIRE & Gk
R (MGO0097ABRY) | 58 TAH AR (MGO00107ER” . MGOO117K8R”) D7 — %

ONnarr OREMPKEKET IV

NI SIS MmiE
ETiss (FEES)
k23
ka ka2
X kotr + kint
Kon SRS Kon 5=
SLIT5 e S HCSMIENER on
GFES) il A (Riax)
koff (%EII:I koff
| k kint
SNIATTHER IS5 1 C5
EEWHEER

() NFFA—EEBHER

RSN T, B D NRFGEHAIE R Rk, MR AL B (TR
XeMGE AT HHIRHE) ] MCLE ORmax (RKAFRIE L) (2578 % wTREME 2 RF A
L7, FHEMBEMEREETT ML, iR L CTHREEZE DT,

- RHE SR BY BEARAT OFEH D, Vv a7 T U OPRICE T B EERBRE L gMGHR
FHOBENIRD SNeno722, Fio, LERMHT T, YLa T T OPKIZF .
PERI, ROAFEIZ K D EN N2 &R I N,

- BERERR D L3720 3me/kgh HLR R ORI F G- Lizbx | Bitehfi 53~6
R 21 2C mad CEIEL 722,

* fRFERAL6BIZ R BRI, 7T 20 3me/kg A 3 T F472 27 O BREAL - I, 3t
BREBAT : i B QNSRRI (B [A fz T He 5- Uiz L&, 5L OE A PKOFETTE B
(C AT AER 2R B A AT L T, 2 ORER, 7 v —T A (JEEARE L) O n—7
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VIL ZEVEIREICRII HIHE

B (JE5Bx KBRS OV TH, P AarZr O FEH/RPK/ T A—4 (Cpax X OAUC o)
DA EEEIT, BAE R ZITFRDO BT 3T T D Crax X FAUC 0 2 331F 2 # 0]
e/ FEEEO . D90% CUTAY 7RI RIS DOFF I T 50.80~1.25DFiFHN T
BHo7= (UPO1153ER A E AT —4)30,

5. 9
(1) Ini%&-H B8PS & & i
LR

(2) Ini%-f&EEESFSEB
MEERRL

<BE>

DNaAT T DRRERBATIX, ex vivo  FEHEVTHBE T IEO NIRRT T LA LT,
FTELTCWDEKRHAE CTEIET HEE XN D IMIE R EO>5%ETOHREHRH (10~
50ug/mL) TR L7z, a7 Ty OBITICH T HERCSTZA UV (hC5) (64 UM 50pg/mL)
DRBEE T N7 T APREE0ug/mLIZI W TR L7z, #ERIE T T RO v a s T g
FEIZLC-MS/MSAAE L THIE L7,

DNaT T DONYEINE RBAT R (BRI 9286 RREVE I i L EE) 130.5~1.0% D i
FHCHY ., BRI T RO AR VIR BEI1X10, 20 % ONS50ug/mLO R R FE D355 T53.4,
186.8 % 1N343.0ng/mL Cdho7c, hCSFEAFIE F CHIESNT-BATRLFEMRIChCSFAE F TV
NaT T DBATENPRIN% T —EL QDI END, DNar T OIGERA TIT RHARETT IR
H OhCSDAFAENZ R DB 52 T T o723,

Q) Eit~0®BfT
R

(@) BER~NOBTHE
R

() TDOMDBREADOHTHE
R

<BE>
VRN SIDRAY ik Ta i
KM Long-Evans 7 MZ 3T, IFE A MBI R [ YCl o v a7 Z 0 TR Y
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VIL ZEVEIREICRII HIHE

DU L (PEG-EE B EBICHEA) Bk [ “CI o N a T &6 F LI-2 > D& B2 & 4 —h
FSUF I TT 4= A EME LT, [4C] Va7 T R RE T, HIE R T % 5% 1AL
AL EANLDHERITEIR THY | 5% 81 M £ T 7 &b Ho 55 DR H IR AT
REZ2 LA RE AN B L 7=, Long-EvansZ v MZIU T, 384 H SR b RE D (8 36 /L fk ~ D A e
IRBAMEITFRO DR T, SHIT, MK & MLAE T & DR ST REAUCH I W3R 1 4
WTCO.75R10 ThY | [MCIo a7 T Bk B RE D AR ML ER~D 43 Bl D ATREPE DMV 2 &
DWRENTz, BRE 7 VI ISR [4Cl o a7 T 2 LT BRIZB8 VT T E
BREIRE R B RRIR B IN W % IEIIR Vo 35k R B R . OV ieR
Rk CBlE s, KR VR [ Cl o a T T a2 LR BRIC B T G
/PSR AR R R CaRe b i R EE IR FE A R L AR R SR AR C e b AR R R 281
22T, EREO2BIBROE VT, “CEEREALE DIEWCI D O T, WIEERGET A2 L KDY
THRRRE T 1T D U BRI 70 DRI 52 2 Db D EE 2 BiLD,

REE - S ISR [ 4Cl N a7 T 3 5 LT Fy M BRI LT FFig A VT
LT a7 AV ERERE F i LTz, N SARTF VR VRV AT M 3 EAR S
WCHY, Ty M FRERR 0 132 TR T U K ThHoTo, ZORERIT, Yray
T DRSAEE 5y ISNAEERE YA 7 VT AA FA L, RN U BE D R S B2
LITORDD LV SLFFT 5,

(6) MFEAMHEE
ST FTEEZ W TRIELIZEZ A, PAaF T Din vivollLIFEE AR A RIZE, Fvh
K O VI SEIZ BN T>99.9% Th o7z, PAaT Tk RED2oDe b EEMNH Y
(RA102758 &% TRRA103488) O i ML AE £ i 5 2R I EScalate® Equilibrium Shift Assay%
FAWZHEIZB WD THHERSILTNEY,
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VI. EMENREICREI HIEHE

6. L
1) REEE R U E TR
UUTiIZe b, v PEOYVICRBITA L a> T v Din vivo EBAHRE 2R LT,

INaF5r Din vivoEEBREEK
JOUL=F B8

R pkas
RA 103933 RA103488 ,

4—
®RMH e M0 om \/\/\/\M/V\fr' 7):<

Of\ Y N N N N WS N /\/

e e S S IS S S NN
NH
— > RA 106009

ML ¢

HzN

R: Sk .-
M :?:”L RA103933 ¢ RA102758 «— .~
H: bk (R,M,H  -E&{E (RM,H)

c ONATTAINTFRTHY, BALREZ I LTI NSRRI FREOT BRI RS
NLHETRIEND,

VN T UORHHREKEE LT, EER2OOBRENKE SN, 20 blIook
HCIICYPAF2IZ L D v 2 b A VRS D - L S CTIEPEE T & HRA103488
DWEAS I PO TR GHEZ LV RAL027583 FEA S D,

 In vitrolZB\WTC, VNaTTu e O =7 AL ER T8 F TA L Fa—13
YLTHREWI IR SN o T . O a I OV INEE R Tl L E T
boHLEZ DT, VAT T Din vitrof K7 07 7 A MESDT v b, W=7 APV KR Ok
ROFFHEIE CHMRETEAL, MK i E BRI CTh D LRSI,

- HEMELong-Evans 7 v MMZ[MClovarZy (IFE - 7V M A VAHIEHARERR) % B
B 5 L= & &, RA1034881TMiH S e o7z,

s aT oy ML) AL TH HRA106009 I RN EMEM A RET 5 9
—oODORBM T DL, DNaTT U ERKER TR LIzE &, SR oFEX
s STz, b MIUAER T SR o T,
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VIL ZEVEIREICRII HIHE

(2) RHEICEASTIBR(CYPHE)DHFE.F5E

- EMIFIZ Y — A K QNG 7 # B 2 B NCYPRESE (2331 Din vitrof CEFRBR IZ BT
RA103488(% FIZCYPAF2IZ LV PEAE S FL, CYP4A11, CYPAF3A K O\CYP4F3BD % 5-1%
O PN THDHZENIRENTY,

« VN T TR FEERCYPEESR (1A2, 2B6, 2C8, 2C9, 2C19, 2D6, K& UBA) D EHE Tk
7’;)?1/ \34)O

- Uar Ty AFRA102758 (B KIEFE100uM & T) M8FEEHDCYPT AV 74— A (1A2,
2B6, 2C8. 2C9, 2C19, 2D6, 3A K UMF) % [HE 3 5 [ REM: Zin vitrolZ B W CENFIZ 1
V—LEHAWTRME LTz, P va 7T ITRA102758DSFEFADCYPT AV 7 4 — LIZXf
FTA[YKIE<0.02uM TH 7= 285, P75 LIFRA102758 DCYPIRLEIC LA A
EROFREM IRV EE 2 B b, EHI2, Pvar T XIFRA102758128 5 FEHCYP
(1A2. 2B6, 2C8. 2C9, 2C19, 2D6 K% U3 A) DI R AFHIBE.E D AT REME A, ICs0 7 ME
ZRWTHELZE R, a7 70 R ORAL02758D W T NHRERL7=CYPT AV 74—
LD AL ER TN EDVRENTZ,

- EMFHIIAZE L C, Ova 7Tz K ACYPEE R (CYPIA2, 2B6 ) (N3A4) D Al fE
P2 CYPEESRE OMRNADOZAL L AR E T DI EICEY, e AR20uM E TOI R E TRFTLT,
CYP1A2, 2B6 XIF3A4DMRNAFE B &I LR BEAKAF AR BE NI, 22 i3l C2fF
K CTHY, DNa7 T pikBRUIZCYPREFRE OGN T Th o Al REtEI RN ZE RS
AT FFARBEL 6 2 A0 BRI 220uM E TRIZ S N o 1239,

s DONaF Ty (FRI00uM) IZE BTV 5 - )R L a L iRs B EESE (UGT) BLEZ
Ta—T7 EE ROV - IV Vv ar BRTEE R T MRS TR X UGT;
UGTI1A1, 1A3, 1A4, 1A6, 1A9, 2B7% U2BI15 Z#HWCEHliL 7=, 59V BHEUGTT A
V7 #—AL1A1(ICso 12puM) & TMA3(ICso 48uM) TR HALTZ 28, Bt L7e i i i
100uM T, DT AV 74— A TIX50% % 2 DL EFITM NS h o7, ZHHORE R
5. PNaF T b BELIEUGT T A Y 7 4 — LD B M TR B E % D A AAE A
D AREMI AR Z LDV RENTZ39,

Q) VEEBHROFRRVEDEE
ARl

@) REPOEEOERERVFML, FELE
« REWDOIEME : REHPIRA1027581 3, i ARICHEIIEH 2 KT S22, fAHIIRA103488
DIILFEMED 50%BHE R (ICs50) 1X5.5nMTHY . a7 T D5 2naME R Th -7,
(TVL2.(2) ) BEEE T v B AITBIT DV a7 T LR OIE ML (in vitro) | DIEZIR)
- R OFFTELE : A A MNMEFER AT a7 503me/kgh #5- LT- L&D E kg
\ZBTF DY NaT Tk T HRA103488DIMHEHF I FE (Conax 2 NAUC) OEIE1EHIT7% T

107



VIL ZEVEIREICRII HIHE

7. ittt

HY ., M PIREEDNIDDNTARN 26D | PDRIRA~D BT IRE THD,
(TVILT. )RR CHERBS AL ML iR B | DIHZ IR

PR A R OB B

PRI - B B RE I A BR A A kT R L LT BRIRERBRIC I\ CL b7 T 0. 3mg/kg A HiIE]
BTG LT o EEEBASRER E AR 1512 bR B RS RE R B R OV AE
EFWEREONT R TL, Prar I Ry ST, UHPRA103488 K% Y
RA102758 DB HEM & 13, H LB B RE s H i e VB B R B R O W T 11 Th 1%
Al ThH-oTz,

FE Bkt AR RERE EABR A A5 G L LT B AR BRIC BV T v 7T 0. 3mg/kg Hi A
Fé T REGRRC, MRIRE BRI LA, D var T R OVEEGEH O RA103488
DFEYEIITZ<OT D THY (1%AT) . AIEHEREORA102758D R 1% A & HE
ESNT37,

MBIV aT T KOO (RA103488 ) 'RA102758) D Jr H K& OV AHZ
PR SN DB G ITREA2NEB X BN,

< B>

FyMTBIFHPEMRRE (R % U'3)

< JEE - SAIMAAIBEERR [ YCl o a7 Z o U E B B A — N7V A 7T 7 ¢
— kB : M Long-Evans 7 MZ[UC1 a7 T (JBHE « 7SV A VB AE R ) & B[]
B ELT-&E | BB LTEBSREDRI17.4% 03 # PPt Sau . R (8.59%) K OV —
P OWEEIE T (2.94%) 1ZDETH o720, IRYTHHEHEDYT » hd FEM H B RE D H
RATH BB RN A R T ZeD RSz, BINEREBRICEY . Zy MERE T OFRAF G iR IE
B SNV T BRI R T DT DRIV TERY , 2O BNTEMEREHT A 271
\ZHLARAEND FTREME DN H 2 EDNVR ST,

< Kb U O BB [ HCl N a T T B LT E BN RS A — VA T —
Bk - EMELong-Evans 7 MR ¥ U R 2Tk L7z [HClo a7 T 2 Bila i T b
L=, B G- 1%288RE [l & TIZMEM Long-Evans 7 b [ 14C 1 v 77 L SR i e
DEFT6.6%D PRSI U, U REOD = EHEMRR I TR B BE DK 50%23 [EIIN S A7 IR
PEt T o7z,

- REC2ERBR ] DO FRIEIE, MORERRAL I KO 0 N E N E N R DNIEMERET 12
JTHAFZIAEN ., EDTHREBEZBD LTI Db DEEZDND,
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VIL ZEVEIREICRII HIHE

FIATRIT HHEAR RS

JRAE H = 2 — L &l LI e = 7 A PSP a 7T (3mg/kg) & BRI E RN % G- LT~
% AT, R, B R OEF OO LT T R ORGEHPIRA102758D &4 E LT, ¥ /12
T ATV O EEILEBR I RSy ThHoTA, SRR TCILEBILTE P, Tk s
#D0.085% T o7z, — 77, RA102758I T AR TlIAx 5 8 0D3.86%. R Tl G- &D
2.24% T o7z,

L7=MoT, D ar T OIS ST HHECIE7e <A R 2R B2 R
TWAEEZ BN, £i-, FIUIZBITARA102758D EF A iR B XAE TR THh -7,

8. FSYUARR—A—IZRET HIER Y
s INaTTATFEEIR T AR~ — (P-gp, BCRP, OATP1B1 &% (FOATP1B3) DFEH T
(ECAAN
VN aT Tl EE N T AR — L OMEERICER T 5 YA EAER O AR
Mz —HEDin viroik B TRFT L7z, £ORER, Y27 F - LP-gp, BCRP,
OATP1B1 X (ZOATPIB3 DR E A L 7% EAl & OMAAEH O ATREMEIFAR N EE X 5
o,

9. BRFICKIBRER
R
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VIL ZEVEIREICRII HIHE

10. FEDEREHITLEE
(1) FF#eEEEEZNRELIHER (UP0094EAER : A EAT—2)
2 B O T B RERR E (Child-Pugh4y 88 CH % FE [7~98]) #kBRE & OVFHERE IE 5 9k 5k
F (%8BT 1641) Z5xt 5T, ARHF10.3mg/kgd BRI T 5 Lo & OPKA ML 72,
DA AR TG %OMET RO a7 I B ERBA X, MEh Lo
T2 DIYFNRE T A—H OB EE RIR LT, PNaT T O H g R (AUC) X5
JHF 8 Al s 2 0 B 8 C IR A I 5 B 024 % 1K< | F IR R B (Conax) 1 P 45 FE T HE
P SRR M OV RS RE I B CIRIFRE CThho 7o, v T2 OCL/FIXH 4 TR
RE PR 5 SR PR RE IE B HBRE 2032%. M OMA T CIEHE(L L 72 VZ/F I3 R T36% w7
STz, FEARAA D PN P 3 B TR RE P E B LT RE IR B CRIRRE CTh o7,

MEFFRON 7T IREHEBE-UP009438R (PKIRHTRISREM]) (et —n)

(ng/mL)
10000—§ 0. DEEEEESESE
—r— fTEEREIT EiEeE
______ THIfE+SE
T e
i T TS
-
L
B owd T T
e 4
10-l T T T T T T T T T T T T T T T T T T
0 48 06 144 102 240 288 336 384 432 480 528 5/6 624 672 720 768 816 854
E52HEE (h)
SR R B g BR A U S RE I BB [T B B L TR G- D
RN T T OERYBEE T A—F
H:F%%E‘E@ Cmax tmax AUC().]aSt AUCO-inf CL/F VZ/F t1/2
o T (ng/mL) (h) (ng*h/mL) | (ng+h/mL) | (mL/min/kg) |  (L/kg) (h)
T p 5128 8.0 769900 787000 0.006354 0.08164 148.3
(19.3) (2.0,12) | (12.8) (13.3) (13.2) (16.0) (17.5)
e g 4867 4.0 581400 594500 0.008415 0.1107 152.2
- (14.4) (3.8,23) | (21.3) (21.6) 21.7) 225 | (107

C max+ AUCo-1ast. AUCo-inf. CL/F\ VZ/F&U{U/Z %%{ﬂqzi@'fﬁ(%@f%;ﬁ [%]) \ tmax : q39%1ﬁ (%d%ﬁ‘%k'fﬁ)
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VIL ZEVEIREICRII HIHE

Q) BHEEEREENREL-FER (UPO4ERER : SABEANT—4)¢
TR JE B R E R E A BR 2 (CLer2330mL/ 43 Al & E #8) K OVBF S RE 1F 7 Bk = (45-831) 51

1661)) Z 68 R AAN0.3mg/kgZ BRIz T G- LIz x D BpE e AR L 72, =TT
CEHEIR TR LIEEDOUNaT T DIMERRT 0T 7 AT, B E R RE R R R
H LB EREIE H AURE CRIBR TH -T2 (1M,

DNAT T DI EN RIS B RE L PR & AR RE R B A CRIFREE THD
HEDOBERER T 1277 OIRMBREICHE LW LRSI,

MIFF N a7 T REHB-UP0114 RBR
EBREMRHBEEIE A LTt RERM (PPS) ] (F 3tz r—nv)

(ng/mL)
100001 —— TR IFE RS
-0 EE TR SRS
FEEEESD
g 1000
t
E
E
100
T TTTTTTTTT T T T T
@ BNl B % &, %,
15 5%E5RE (h)
B REEEHRRE IBERB ERHRE CHEE R TRERD
mEEFNars OEYERE T A—F
B HERED N CLer Crax tinax AUC.1ast AUCins tin
Y (mL/min) (ng/mL) (h) (ng*h/mL) (ng*h/mL) (h)
. 4830.33 4.0 789542.7 821508.2 175.87
EH =
i 8 =90 (18) (2.0-12.1) (18) (20) (18)
4468.65 6.0 695854.5 7171443 165.69
Y <
BE 8 30 (8) (2.0-12.0) (17) (17) (21)

C maxs AUCq1a500 AUCoings tryz + (I (ZEENEREL [%]). tomax : HFRAE (/M-I R AIED)

11. 20Ok
PR
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VI. 22 ({FERLEDFES)ICEHTHIER
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oA I L 7= 1% . AFN 5 KD fERIMEE R LEIOWCRE DN EARL , B3 B OMEFICHR 5T
HTELEMER LT EC, EEOEBEFEOL L THEIET DI L, G AOF a8 (R E—FR)
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8.2 AHTH K GOEMAMESNDLEEAITHY | A TORLEESEIZH &K 5IZH
TORMEFHERELI,

6. BEDERZAITHBEBICAATSZIEE
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B VE FH OFERA R & BUAE FE — % (MGO001073805% & O'MGO00117854%)

[ B 4L R 55 I AH — 5 5 iR [ B3R 2 AR FE B Moftkipe skt
(MG001075%) (MGO0011785)
o A S 86 200
BIVEHRBUERIE B %) 28 (32.6) 67 (33.5)
BIlVEF o FldH BB FEEEY)
MGO0010 5 MG0011 #Bx
MR LR v SREEE 1(1.2) 2(1.0)
U 2 RERIIE 0 2 (1.0)
i Bk iE 1(1.2) 1(0.5)
I BRI E 0 1(0.5)
i/ MR E 0 2 (1.0)
B L OukpspE 0 1(0.5)
[ElfEED F 0 1(0.5)
BIEEE 2(2.3) 8 (4.0)
JEESs 0 1(0.5)
T 0 1(0.5)
HIERE 0 1(0.5)
B3] 0 1(0.5)
9w 0 3 (1.5)
G 1(1.2) 1(0.5)
7 7 G 1(1.2) 0
g 1(1.2) 3(1.5)
M - 0 1(0.5)
BIER 0 1(0.5)
—i% - RHEER LU GO 20 (23.3) 39 (19.5)
T 0 1(0.5)
TS AL P HH i 10 (11.6) 12 (6.0)
TS BT 8(9.3) 9 (4.5)
TESHEBAL R 3(3.5) 5(2.5)
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Z2)g 1(1.2) 0
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TSR AL 1 1(1.2) 0
TS B G H 0 4(2.0)
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KAV IR 0 2 (1.0)
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VARV ES Y 5 0 1(0.5)
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NHEE S 0 1(0.5)
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U oR—E 8 3(3.5) 7(3.5)
77— 2(2.3) 2(1.0)
TI=LT RS T AT =T 1(1.2) 3(1.5)
B Hn
e nets A g b5 0 1(0.5)
AR M EREHE N 0 1(0.5)
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TR ER A 0 0 1(0.5)
U o SERER N 0 1(0.5)
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GIEbr 3(3.5) 2(1.0)
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B K OURIKEE 0 1(0.5)
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g ¥ KOV Rk 4 (4.7) 5(2.5)
i 2(2.3) 0
1. A5 1(1.2) 0
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1. ZEEHER
(1) ZEZhREBHAER
(I'VI. ZDIEF BT 2HIHE | B 07)

(2) ReFBARY
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CHERE G5 BE) (F 5% 5) i
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HEK 293 il (in vitro)
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LR FEE 0. 1. 2. |[DEROELIRDT,
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g i=<lR 1. 2. 10mg/kg

EEPERER - ME | 398 : 0. 0.25,
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WA R I R IE T
MR ERRNT A—H | =04 2. 10mg/kg WP RN T A= 2L 2T D T,
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1

WX R I S E T R
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Be. bt EASERBK| Y = | O oy TeKE
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PR Y "

O LMmER - FERER
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(UPO1133ER) THONI-HRRMABEFEDIRED6IYEDOREE TY L a T T IEICVH
F ORI 2558 ORI L CHRRICER O & 5 A FEERIT RS e & TS LTz,

© IR R

Uas T vk hm M Edmg/kg/ B (e KIMUE R E64.2ug/mL : BRARRER CHEE IS
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SRR OS5 18FFITHY) £ TG L2 BICHRFEI R ZRITERO S - 1=,
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1) RETFIXEVHEERICKIYFEL-ENHESHEE(SSHER
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(U e BT R B Y 0TS AVAQIENSY e
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L. RITZUNVT IR IVERIKENZ L0 T LT,

ZOFER, DNaF T DA F AL T FaIFTCS LR BB AR ETE R L, AR 7R
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FET DU AN T ARFEG IR ITLII, 2D0DRY T FRNZENE DA XT3 T 52D
DN REUTHBESIT, BLCS/CSofiiiiz W ey =A% T ay MEIZED, Y var Ty

DFECH T OC50EfRB LTIZ, KT oA TIE TR OO A AELEOFE A TR S
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3) BENSBEETZYEAIZETR2IILaTSUORUREMIRA102758DEHE (55
ﬁ#ﬁ) 42)

DONaz T KOO FEERHY (RA102758) 53, 42DGPCROCCKI, CCK2, 7 /L H=
YRRV F U RIRICH U CT I = AN ET v A = ANEMEE A TR L7, W
THOZFEGEAR A2 N7 0 A AL, 73 = ANEMIE& A RIS
T27 A=A RALAE W DO SN T D E 353 (%) EL TR L, 7o 2T = ANEMEITA
SRR 273 = AN AL AW O SOSIIx 3D E S (%) EL TR L,

UarTy KOO EEAHY (RA102758) 1X, 30uME T, G- A HE L& Z RIK
(GPCR) TH2D alL v AhF =2 (CCK) 1, CCK2, 7NV ATL BT LT FRRIZH LT
7= ANEE RS2 0T, YA T Ty K ORAL027581%, 10uME T, fRETLIZW 34
DRI L THT o4 = ANEM A RS2 o7, gt U- i @R E 30uM) T, ¥
N T T NTCCR2Z BRI L CT v Z T = AME Gt FRRED 7= = AR o6 LB
F62%) Z <L, RA1027581XCCK 1S FEICK L T 2T =AMER (X lEED 7= = A
BOSZ % UBR S #857.4%) Z2m LTz, MRt L7z i i B2 Cdo H30uMI L i PR EABR C ok M i
I ORINOEREEE THY, a7 Ir D= AfES R (EMILIEN TI9%HE) 2 % 1§15
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4) In vitro/XRIIVERWED LTS KREPIRA102758 B U'RA103488D &L A 1%
FHE (BEZE®)
Unas g EOQREOMHYIRA102758 & O'RA103488E SLHIZBHHE T 52 L2315
AU CNDISTEEADIE) S 2V EOF EAEARER ., 30uM (Va7 70 ) F72133uM ()
TOFEET A TRHMLIZ, #E63IE, BRI R RO AR AT R DY%iE 6 PR
FLLTRHLE, Dar T3t o-1(0X) Z /A (e hE a8 Z) (62%) &
y-7 2B (GABA) h 7 AR —4— (T MR B HR) (52%) ICZBEZEC (T 7205 50%
HBREEE) fEA LT, FREMIT. 35D DOV HUTH L Th B E R A RS/ o7,
KB B ESNI2 O DIEICK T AU N a T T O E K GBGE ST VA (F
BEERNXLC) MOERET v A (OX\Z BIRICK 57 T = /72T =AMEH) # H
WCRHIE L 7=, AT v BEAICB W T, P a 7T DICsT0X 15 & KI5 L T33uM,
GABAN U AR —4Z —ZK L TCHUM Th Tz, £, Dar 730X AR LT
ET=AMERZIRL, EDICsIT44uM TH o723, ZHUTMRE S D Mg b ilrsEs L=~
TUPRED1000fE 48 TH D,
L7235 T, ZHOERICITIRB AR IRIN BRIV eB 2 s,

2. SRR

(1) BEEEEHERARY
INaF T OBEE G FEERBRIIERL TR, Ll I=2 AL 02 a3
ATV T10me/kgD HiEI$ 5T RAF 72 DM RO B, mEE L O G- 5O

AT b s S o7z (NX1.Q2) LMK ERER  OTHE W),

Q) RERSHEHRY

Bt A | phmiks | BOE | m on
(b BE) | B (mg)g (mg/ke/H)
AT $ HEL ORI 7R B2 OFLEE V3, ~E/ 1
E RO MR ERE, AR ER ARG, 4F
ERE R NI4TV )= BORIN., SR DOO
Zvh,/SD KT /48 0, 2.5, 10 SARBIETEREAED B TR DN
MERE /4510 | (RSEHARE - 4E[H) | 10,40 (40%) | 10,408 : U3 HEBAL OO B R B
1004 LR, Be HEL O BT i O 2/ TRk
BT R TR A R R b
2.5,10,408% : 7 FERLBEA=D T
Yo di =4 KT/ 48 0.1.2. 4 4 1L b R~ 0R P OOV, MRHESESI, HH I, AR oD 28
MERE, %3 | (RIEHART 48[ | P/ L2 FOTRAFIa S
v =4 BT /138 0. 0.25, ) 10BE : 15NN 0V DEEE 72 S0E (IMAEAR) | a5
MERE, /453 | (PRZEHART :438R) | 1. 2. 10 DORREZEAE L O HRBIRHE & O BT AR
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B R | msrns | ROR | maeg

(M Bk | s (mg/l)‘g/ (mg/kg/B)

o A

0.25.4,6FED3| % 22 ES 7=

Yo di =4 BT ,/391 0, 0.25, | HKIMHE |4, 6BEO2: f2EDBEEEDRE, A THRRHE L., ItiE
MERE /253 | (PRSEIIRT : S3ER) |1, 2, 4. 6 2 T, A ORI BRI ZE N, R OIRA HR

T, 250 IS

* AT O BE RN A O EEME & (NOAEL)

© TuME RE, BB, MR PRIRE, RIFE R OSRE ZE&ICEITRD LN, Ve
TR 5% Day 28128 IR EE OB FEME SRS, FREFIT.6~3.00HiFH Tholz, RHIRE
BICPRE M EITRRO Do Tz, BRSO LB DIZEA LT, BG5BT ETITE AL,
B H IR T RRIZIX, 40mg/kg/ H BED3BIZBRE , T X COENYITIREIREIBAT T LHVRERDoT2h, X
IHRNEITERD IR0 > 72, Day 29121340mg/kg/ H BET~E 7 a B AR OBMZMR T, MR R LBk AR O
TR LER 43 A G OB BE N ASFRD HIT=73, Day 5612ITBIERS NS, TR E IR0 72, 40mg/kg/ H
RECUHF R VT 4TV =5 ORI DTz 2 G O P JAC B 45— @O RIE RS L5
2 BT, SBMOEEMERER % (Day 56) . WO LT T8 51T | BRI BE 2 W IRAY &
OB 2ROFT AITRO STz, e LT, Oar 70 2SDT7y M4 B T 155 L7 fE 5.
B h B40mg/kg/ B ETHL CRBMHIZ BT Th-oTz, TNHOFERIZE -5 NOAELIZ10mg/kg/ H THY, =
D A BB D ¥ B CmaxlL59.6pg/mL (M K A 5 | M T54.4pg/mL, M T64.8ug/mL) | F ¥JAUCo24iE
1065ug-h/mL (MEREA L, #ET1030ug-h/mL, #ET1100pg-h/mL) Tih-7=,

« PIVAE : 1mg/kg/ A LA EOF HRETR TGI8 D98 EAL AR 2 AT R R 23R 72, FEame LT,
ONaAT Tk B 2Lk Ddmg/kg/ H CTH=7 AV /VIZABMKE R TH G LR, BREEIRGF Tho
T2o TNHOFERIZH-SE NOAELIT & i B D4mg/kg/ H THY , 2D A BIZHIT 5 ) Cmaxt264.25pg/mL
(WEREASE, HETIE65. Tug/mL, METI362.8ug/mL) | Fie i3 500D I AUCo.241% 1140pug-h/mL (HERFEA S, 1
TIX1250pg-h/mL, HETIX1030pg-h/mL) Th-o7z,

- /U133 : 10mg/kg/ H BEOHEL 1 TRED HAVI R Z 3617 2 W5 B O B 5E 22 Je OV D HUAZ I IR 2115
PEEFERIT N a7 T AZBIEL TOD ATREMER W B 2 B, BB 2 b, fameL T, orar's
VENZIAFIACIZAEBEF TG LR, 10mg/ke/ H FTOR B TERMENRD LN, ZNHOHE
RAZFESWT, NOAELIZ2mg/kg/ H &8 2 Hiv, ZO R EIZE T DDay 91T O Craxd $34.05ug/mL (MERES
B BE T UX37.6pg/mL, M T X30.5ug/mL) TH Y | F BJAUC241E573.5ug-h/mL (M K & 5 . B T
659ug-h/mL, Hff TiF488ug-h/mL) Tho7z, ZALHDMEEE RIS, FHIFREEE R FER I3 1T 5HEE it KCmac X O}
AUCZEZNZIL665 M O.145%, AT Vo 7388k (UPO1133ER) TIEON = Craxs FAUCEZ N
2.7 R U2 2% LRl > T\,

FNIGR: N aT T EREE 025, 1, 2, 4K U6mg/kg/ H TIOM R # 5 L= 5, &5 MK TR0
KO 36O I LB O N2 T T A BT AT AR DT, Ya T T B AP A
VE, EE PR OFR R IIEIE L Tz, Ll BB ORSIERE, = AL O R LR A, Hlg
DEEMIEEEEIN K OVE OB o/ ERERE AT [EHEMERBRAE TRFICH RO BT, 390A M #5385k
TIINOAELIZ IR E &N 72 v o 72, fie Kt & 132mg/kg/H THY | 398 B 47 T2 D & T O V) Cmaxl
32.25ug/mL (fEHEA B, 1T iE30.6ug/mL, M TiE33.9ug/mL) . AUCo-241%541 ug-h/mL (MERE G, BT
534ug-h/mL, M TIE548ug-h/mL) THY, T i, FBIAH R BRI 31T DHEE i R Cmax 2 FAUCD Z H1
ZHAILO6RE R UR.0f%, W =R /7Yy 73R (UPO113FER) TR O Cnax X FAUCDENZE 2.6
fi5 RO F TS 2,
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X. JEERERELERICEE I SR E

Q) BEEHERR

- ;'\X 0 JL * = y S ALY
AR B j&ﬁﬁgﬁf) PRI | B
. - PLERTHE | REREEER L 5. 16, 50, 160, 500. 1600
IR SRS B 2y
ERRERTR NI XiEH Y KT 5000ug /plate Ft
5 e B hRMEMmMY | REEME L
o HEk N
Yot R B FABR U SER i 245, 350, 500pg/mL Rt
- Z v ,/SD 24 KEfEfERR T
No& 5 ;%/
IR W %5 2 [l TG 0. 125, 250, 500mg/kg Fat
;\ ; LB 5-RR . e en
[Eav 4 I AL s AR
HEROFELA 1 53 B H AR L
HILE R TH/ .
S A PR R 2 ;;;f”ﬁﬁ?l@ o 00 Rt
K5 BB T ng /plate
b hRM Y U RERE | T v FAFSOEAE T XX N
AV et R R R | FETELE T 245, 350, 500pg/mL B
SDZ v b OEBEMALZ | 24FFRIRIE C2ME R T B ~
F o7 /B 5 0. 125. 250, 500mg/kg [(£30

TER:

BRI BB O a T T L, SODIFAE T XUIFEAFTE F T, WM ORBE K CHE IR A flan=—¥k
DOHNINE S| ERIS e oTz, LLEXD, Ovar T i3l 2 VA IR 2SR A BRI ERBR Clathft e R U,

YR RERBR: Va7 TNT, SODF I IB T, SRFRALEL Y, TIXES N L EROYL (R w54kl
T O IO 5 M et U C Rtk & B ST,
INEERER LT 500melkg/ B (BRAT ORI AR T AANTYEILU = e KR 2[R 1T Mo 5L, FlEH% 5
48 BRI TV T Uk & ONa T T AT B RO/ IMEE R T A S YMIR IMERDBEINEFEFE Lis 0Tz, LIz

T, BBEICRT D/ MERBRIZ U TH IR RFRE RN AL 2V EE 2B D, Fz, 1L

TIATEE W REEE ST,

@) HBARERAR

R

WESHTICED, Do

INaTZ DR FEMERBILERL TR, a7 Ty Rtk VR D555 APEIZ DV To
ARERFHEAT L TERY, C5 FENEMIEREOVAZ 2 @b LI LR 5T T L AFRUY,

(5) &REREBERRY

1) HEZRREESIER
tE R BehB ek B
551/ e 51
(HEBL By e i (mekg/H) (mgkg/F)
YL T=A (lfE/%6) 1H1E 2T /133 0.1.2. 4 4

<13 WSO BV a7 T DB BB T, BT, —IREEDZALITRD BT, (KBS,
R AX | ERIRBRA, AL )7 = ) 2AC 7 RO E BERIL, VNV T O BESZ T b ol i1
TERIZZE TL, T X COBBORERINE TR BRSO bz,
c ONaAT T 2K Ddmg/kg/ H D58 TI3HEM ME K TRE LSRR BIFRARMERTE DI, W
NOFMEEALDFER LD o7, FBRFE R K OARRER ST E D& NOAELIZ S H ED4mg/ke/H EE 25
. BH &4 A Day 91 TOCmad$103ug/mL, AUCo241£1990pg - h/mL Cro72, TS ORI L, SHITHEER
PR T O HEE i KIEEE B (Coax X FAUC) D ZENZE RS0 R Q7215 W N =R/ TV 7R
(UPO1133RBR) THBILT- Coax e FAUCHZFNZF N8 3L M N85 Thh 7=,
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X. JEERERELERICEE I SR E

2) KEZRREEDELE

oL 4, 13 KON 39 38 i s 18 e G- i BR 12 35 1 DR

BT, SRR
(MR B0

Bl 71k P ]

BehE
(mgkg/H)

Y T=0A
(R W AR 1,
[ AR e A 2151)

INERIEIN - S |

0.1.2.4

Y =4
(TR fERte SR E3451,
[T MR : R, -2 1)

1A 2T /1358

0.025.1.2,10

Y =4
(TR - fERte 53451,
[T MR : e, -AH251)

1H1[E B2 /3958 M

0.025.1.2.4.6

* VB DI REEHRIAMG (25D < EMEBN D RS pREAL TV,
C RO HIE R AHERR SN2 & HDWITPRINDGRO NI LIRS, NIRRT D IE R A #EJH

Wzt L,

c WT N OMEATEZTE RIRFY R E L4 B B R A IR O N eh Tz, SHIT, WEHEMA TR EDRO 5

WIRIN-oTz,

e e R/ EFER AR AT K ONH A% D 38 2E (ePPND) 7R

TR, R b

55 51

(HERL By BRI (mghg/H)
_ 1H1E T/

R Ve A PR R kiiangd FEHR20 A 255100 A 0.1.2.4
(It %54) (80 F I8
_ 1H1E ZF,/

ePPNDzER Y=o A IHEHR20 B 3500 i E T 0.1.2.4

(it %16) (#7140 A FEIC)

- MEZEFERR O WAL I T D707 o 728 R e OHUVE R OV U IR E B 02 ki3 72< | IEF 72N

BERE,FE DI RIRS AT,

3) B-BRRRESBREZSOHEFRBEHEMBRUHEROREICEHT HHER

TR T : PR WA L
(MR B | PCTTRBEIR ) (mgkg/H)
Wi B Vg6 2 _ LA BT g
s Y H=04 #EUE20 A 235100 A 0.1.2.4 |B AL
ORE (e 454) (80 0 ) W JCTE 4
HeTE. BB e I
T B 1H1 4
REROMEROR | IVDZIA e VoE#OT R | 0.1.2.4  |IE- IR/ 4
% (EMC) ~D (8t ~%-16) (%9180 H I 1)

R ~DENE, HDVITIEIR, B
HEEER ORISR E I REET S

e ROKE, RERRE,
RO BIIRNEHIWT LTz,

B IR DR A~ DI O b7,

R MR IRFEEA~ D

N T AL %21 B O R EM O IAE . K OV %28 B ICERIS VL o T VicR SN e o T2,
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X. JEERERELERICEE I SR E

- AR R OREE R OVAE#I0 H R DFEEIC A a T T OREMW) ~D 5O I e h - T-,

« BEHR20~100H X OVE®ZTHIZE T 2 HAMOERIZIEF O#HETH Y . MAERTOAEFITR L CHERE
R ARV E B X b,

Fhame LT onarsr e 581, 2% Odmgke/ B THERF OB =27 A9 L1Z1 B 1[E]
B PG Lizlx REgEh, - I VR AR (WEHR20~100 H ) | S QNS AR R R O AR O
FEFERFH (AEHR20 A 22D HPEZ R TR FL HAE90 B E0) ISl EIEaA s S vieh ol H
A RO R LRI BN T2 HDVITIERE AT AU T o T,

LI EORBR ALY, IR VAT A S ONT HERT R N AE R O AE~DRBIZH 5
NOAELIZ & A & O4mg/kg/ H L& 2 bz, AH &EIZF1F DDay 1427T D P B Caxl %
72.9ug/mL, T DAUC 02413 1190pg-h/mLTHY | ZAVSIL IR EF R FAER (231 D HEE
e KIEREE B (Comax 2 CAUC) & N NUHI3.505 K U431 W NZ TR/ T Uy 7 3k
(UP01135&5#%) THEOHITZC mak NAUCHE EILE IS990 K U605 _E RIS,

(6) BEFTRIBESER
LR
RO R AT R R T M L TR, LasL, BEGERALIZ IS B R AT R O ML, =27 A% L
KOSy DK ER G HIERBRO T TERLT-, I =7 AFNNTIBIT DG EAL O BSITE L TEREE T
WHITH T2, Ty b TIE—EOE A EHOBYM TIVIEE THY, ZOHMIIT v o KE R MR T
BEBNIDE WD THEEEZ BT,

(7) ZOhORHkSE
1) EARUKFEFEME

DNaZ T OFELA & ORI E R 95720 OINL LTz in vivoFE IR BRI X F2H L T
VAN

BAR AT FRO— RIS — L T, D a 7 T3 B8 A B THAHCSITH L TEN
ToBPRNVEA TR UTZ, In vitro/ NV W TZELR PRI ERER (23T a7 Zod, Kl
FHSUTERRANCE RO HLHIE T, MORIRAAER DOV IUTH GG L7RD 2T,
(MX.1.(3)Z DAt D FEPREAER | D IEZ FR)

FHERBR O AD, Y ar T T BT RBO TTE SIS 2 PR R ~ D RS 2
B JIESIRNZ D RENT,
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X. BEMNERICETSHIER

1.

BRAIX 5

B
TIVERYOR T 16.6mg SV B QLS S,
TIVERYOR T 23.0mg SV B AL S S,
DIVE RSO T 32.4mg LUV B AL SR AR A T
E) FEE - EMFEOL S ZIZIVEAT AL

R %
D= AT a Iy SN E

A
HrhiAm 364 H

LERETORE
2~8CTIRAE

REWNLEDEE

20. EiRLEDEE

20. 1 WG AR T, WIERETORAF TS 2 &, =il BOCLLT) TRAFT 2%5611E. 35 AL
PR % 2 &,

20. 2 AFNISME IO TIRIEE THEOLIRET 2 2 &,

EEMITES
<FVDOLED:HY
BEMEELTARN:HY
Z OO BFE MITER
[ONE AT L DGR A Z T ONDBEHE I A
[REREMED—NR ]

(RMPDOUAY e /IMEIE B D 7= D ITVERRS V=& #4) (1T . 4. 68 A B TR a3 & 4F
P TXIL. 2. ZOMoOBEEE R OESMR)

B — R 53 - B%hE

[Fl— Ry B A% E L7

[EESES

‘b7 T AT A T[T ANFFXER 777 (BB THEZ) -AreT vn=4—€ 717
7 (GBS 7 %) B TR ]

c 47 H =P REE 400mg[ =7 VTR T T 7 GRIG TR ]

LRI A® S EE 300mg., HI AU #E 300mg/3mL. 1100mg/1 1mL [F7 VA~ (s f-##z) ]
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X. BEMNERICETSHIER

<Y A® S ERE 300mg [ =/ A~ T (GG T-#AHLZ) ]

SR = 227 a7V PTHS Y%, 10%EHERY = F Lo 7 a— VLB N g a7 ]
-7 T 7OHERL 0.2, Img, A7 &L 0.5, Img[Z 70l AAKFI ]

32—V 10%, B 71 10, 25, 50mg[ L7 AR ]

7. EEEEAR
20234F9 A 25H (HA)

8. MERFTEAREABRUERRES RMEENHWEAR, RTMAEFEAR

L BUEMR e KR s SEA LR R R 7 PR 4k
E}i}b% ﬂiﬂ H KR ﬂiﬂ H ﬂiﬂ A
VILE A I® A
. BZ\T H 202349 H25H 30500AMX00251000 2023411 H22H 20242 H 16 H
16.6mg > U ¥
UILE R I® pes
- \7 HZ\T/ 202349 H25H 30500AMX00252000 2023411 H22H 20242 H 16 H
23.0mg > U ¥
LB RI® %
i \7 BZ\T " 202349 H25H 30500AMX00253000 2023411 H22H 20242 A 16 H
324mg U Y

9. RMREXIIHMREM, RERVAREEEMFOFEABRUETORNE
YL

10. BEEGR, AERRARFABRUZORNE
LN

11. BEERM
S4EM] [20234E9 H25H ~20314E9 424 H ]

12. BERHARSIRICEET 51FHR
AFNIHEETL THH-D, BEFEHE S FITE CERR0EIA19H 1) 12 o%,
20245E 11 H R H £CIE, #3KIX1E] 140 52 RIELSHTWD,

13. &fEI—F
JLAET A FAE S | ERERS = — R . L&~ MR
Ak 72 7 =
o AR = — K iz | HOT WSHD &5 | o o iga—
LR s® A
. . 7\ BZ T 3999471G1020 3999471G1020 1294934010101 622949301
16.6mg U
CINERI® A
- . 7 EZ T 3999471G2026 3999471G2026 1294941010101 622949401
23.0mg >V Y
LR s® A
-/ . 7\ BZ T 3999471G3022 3999471G3022 1294958010101 622949501
324mg Y Y
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X. BEMNERICETSHIER

14. RFRFLEDIE
(TEE B CIEREEE PR R ORI G HEAN AR HiE A ) (B FSH8 H23 A, HERH R
RTBWTKR) KPR OOELEE (HER HB-8-12351, 5.11.15) FaHiEx | AR
DB CIEHZTT> TODEE TR U THRIEE AT oI G, TR OB E 71k )
CERR20F A F7 B8 5 R 5559 75) BIZR 3 — E RN il R . K& B ICI01AEE
H CESREE A R E CEH D THD,

(a7 Z Ny LA O IZSHT-> TOREFHEICOWT (BRSEE9A 25, &
FERLIEI0925553 5) Tl AANT DN T, BEER HERYME D FIEDY AT B EEDLTEN
RERSNDIEEND EOFERICHTZ> T, FRIZ TRROBICOEHEE T HIOEESILT
W5,

Bl

(1) AANZSWTIE, AFGRITBERL, LT OGRRMFZAT L ELIZD T, 2D EMIC T/
ZRREOLET,

[GRAIE]

1. ER YA EHE I ZHOED B CEYIC R 028,

2. ENTOIRBIEFI DD TIROITNDZ LMD, BUEIRTEH , —EROIEFNARDLT —F
PERHSND ETOMIE, SERI 20 ST A 2 i § 2 28X ARAN O &
FHOERERALETDLEHIT, AFNOL MR AT DT — 22 R IITIEL,
AANOTEIER ISR EZ R DT L,

3. AR D G-23, L RUEEF, B EDOBW AGHRITHIEL . AFIOVARZHIZONTH 47
(B CEDERD - ERRIEBI OB & T B B RESYE DR WT TR I B L 72 Al & O
EWASTe ETOBITONLES RIERFEIZ DT> TR BT EAR LT L,

(2) AFNOEEL K ORhBE TN R BE ¢ AR E O HEITILL FOLBYTHY | BilFERH
JRYLEDIIEDVAZ |\ IRFER O E A BREWLE T, TOMOEH EOEZIZHOWTH
BITROEAT LEE SR I2E AR E#EEICE AL W22 BREWGLET,

[

= =%

1 RFOREICIVRBERABRRBEEZRET D LAHY. RTIZELIEENLH D=0,
UTORICHEET DL

111 REOFREICRLTIE, SEXEREEO AR (R, BBE. REEES) TR
LTEREZT2ITV. EXRERRENEONERICE. ELICREL. iEAID
REFOBEUGLEZITIC L,

112 [RAIAFIRSATICBRRE (SR T BV IF BT S REICHLTIIFOD

BINEEEERET S,

1
1
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X. BEMNERICETSHIER

113 BEE R A RRE RGN ERBE-EHENAHAHDT, RAKICTHHITHETES
ERERRVERMDLET, HHUTHEIE X E B RE DD R AR AT AR ER R
EDEETTHRETHE,

114 SRR FERREDIRVICONWTEERICHRAL, AZBRREDVIAMIREHERICEEZ
SE.BRRAERREICEES RN RBE LIS EICE. TREISERTHLIEEIC
FEES5ABHIE,

12 KH|E, EFREEFHBENEICTIDEHNBZRH OEMDOLET. ARLOARMELRE
Rtz LEFHEHEHIEINDGEICOARET DL, T FFIRSRBICEIL. K
FIFEIRETTASEDRFITIBNLEZED . R OAMNMERUVEKRMEZEERIEE
DREICHHEFHRAL. AEERTHLERETHIE,

5 PEERIEHRICEET HFE

51 AFNX, L7 e F L al o SRETURGIEO BF IR 59528,

5.2 AFNE, A C5 DBAZL KL O C5b & C6 DA 2 ML EL ., #EARMIAEA K C5b-9 /LA
T HEEZDNDT80  BEEAR A1 U &3 DM AN B 12 LD REYE 2 A L=
FLRDAEEME DD D DD | RAND A Je V2 %+ /0B R LT E T ARAFIE -
DRI EITHRFL ., WUt RAEF BT 528, Fo, ARG ICEL X, FH
A G-BRAAE DD 7 &b 2 TR E CICBER R B R DU 7 F L 5 &,
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XI1. Xk
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1)
2)
3)
4)
5)
6)

7)
8)

9)

10)

11)
12)
13)
14)

15)
16)
17)
18)

19)

20)
21)

22)
23)
24)
25)
26)
27)

VNEATVEEREE (TR.6, 6.R.2)

FEPNE R} BRAR IR PEEBR UPO112305k (2023429 A 25 H 7&#., CTD2.7.2.2.2.1.1, 2.7.6.1.1)
FEPNE R} ERRIEPEEBR UPO113305k (2023429 A 25 H /&7, CTD2.7.6.1.2, 2.7.2.2.2.1.2)
FEPEERE : B PR EEFEAER UPO 115385k (2023429 A 25 H 778, CTD2.7.6.1.3)

RN R} ER PR IEEREBR UP00945 5% (2023479 H 25 H7&KGE., CTD2.7.6.2.1, 2.7.2.2.2.1.3)
NG R R SEBEGBR UPO11478 Bk (2023429 H 25 H &K 7%, CTD2.7.6.2.2, 2.7.2.2.2.1.4,
2.72.3.6.1)

TR : R HEEEEER UP0093735R (202349 A 25 H 7%G8, CTD2.7.6.3.1, 2.7.2.2.2.1.5)
NG R HEAME T B B MG00095- Bk (2023459 H 25 H 7kq8., CTD2.7.2.2.2.2,
2.7.6.4.1)

FEANE BE: E RS IE R B A — &5 A B MGOO0103R B (2023429 H25H 7& 78 . CTD
2.7.2.223.1,2.7.64.2)

FEPNERL : E R IE A 5 AR FE & Mk MGOO011785% (2023459 A 25 HA&GE, CTD
2.72.223.2,2.7.65.2)

FENE R SRR BRI (2023459 H 25 H /KGR, CTD2.6.2.1)

KRR  SEE SR A A (202349 A 25 H 7KRE, CTD2.2.2)

FENE R CSIZRT D85 A (202349 A 25 H &R, CTD2.6.2.2.1.1)

PGB MR F—CS B R R OMACHE AT U 7= MR 53 B B VR (20234F
9H25H &R, CTD2.6.2.2.1.2)

Nishimura J et al: N Engl J Med. 2014; 370(7): 632-9. PMID: 24521109

Tang GQ et al: Front Immunol. 2023; 14: 1213920. PMID: 37622108

FENEEL: P va T OFEFEEYE (2023459 H 25 H 4&GR, CTD2.6.2.2.1.3)

NG R HEEET v B A IR TV N a T T LREY OTEME L (20234E9 25 H &R
CTD2.6.2.2.1.4)

FEPEORE : BRI IR N SO X BRI B2 T 35 5-508R M O B [ A8 Bz T 3¢ 5-508k (20234F9 A 25 H
7GR, CTD2.6.2.2.2.1)

FEPNE R4, 13 & U393 [ 5 18 $ -7 a5k (20234F9 A 25 H 7&FE., CTD2.6.2.2.2.2)
FENE R D=0 AV D13 MR T 8512 LD 1ES2 Aa RE R R K OV Fi [31 16 14 5
(2023429 H 25 H 7%, CTD2.6.2.2.2.3)

FENE R} In vivolZ 31T D3 Bhie 79 A EH (2023429 H 25 H 77, CTD2.6.4.7.4)
FENEERL : SR ENREREAM (202349 H 25 H /KGR, CTD2.7.2.1.3.1)

FEPNE R} REE R SR B REARHT (20234E9 7 25 H /KR, CTD2.7.2.2.2.4)

FENEEL: EYEhAE T A—4 (202349 H 25 A &R, CTD2.7.6.1.1.4.2)

FEPNE R} 4347 (20234F9 A 25 H &GR, CTD2.7.2.3.2)

RPN R HEE (2023459 H 25 H KGR, CTD2.7.2.3.4, 2.6.4.6)
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34)
35)
36)

37)
38)
39)
40)

41)
42)
43)
44)
45)
46)

47)
48)

FEWNEE: OV a T T OB RE I35 1 2 NI IR O 52 28 (202349 H 25 H KGR |
CTD2.7.2.3.6)

FEPNERE W (20234F9 A 25 H &GR, CTD2.7.2.3.1)

FEPNEEE: UPO1153UR (H722 f5e 550 o bk akliR) (2023479 A 25 H &G,
CTD2.7.2.2.2.1.6)

FEWNE B} Ex vivot MIBERETRE T /MBI DN a7 70 ORGHERAT (202349 A 25 H 7GR,
CTD2.6.4.4.5)

FEPNEEERL: T M3 T DRk A (2023429 A 25 H 7&GE, CTD2.6.4.4.4)

RN R IR AR A (20234R9 H 25 H7&KGE., CTD2.6.4.4.2)

RPN U (20234F9 H 25 H7KGEE., CTD2.7.2.3.3, 2.6.4.5)

FENEEL : In vitrol 23T HCYPE I LT AR FAEH (2023429 H 25 H 7%, CTD2.6.4.7.1)
FENER DS - R NV a iR RE SR (UGT) PR (2023429 H 25 H 7GR
CTD2.6.4.7.2)

FEPNERL : R R OV kI (20234E9 H 25 H /KGR, CTD2.7.2.3.4.1)

FENERL: FENT AR —2— O EAEH (202349 A 25 H 7GR, CTD2.6.4.7.3)
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KEGRAT SO 8.1 Pregnancy
(20234210H) | Risk Summary
There are no available data on ZILBRY SQ use in pregnant women to evaluate
for a drug-associated risk of major birth defects, miscarriage, or other adverse
maternal or fetal outcomes. Administration of zilucoplan to pregnant
monkeys resulted in increases in embryofetal death at maternal exposures
similar to those in humans at therapeutic doses (see Animal Data).

All pregnancies have a background risk of birth defect, loss, or other adverse
outcomes. The background rate of major birth defects and miscarriage in 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.

Data

Animal Data

Subcutaneous administration of zilucoplan (0, 1, 2, or 4 mg/kg/day) to
pregnant monkeys throughout gestation resulted in an increase in embryofetal
death at all doses, in the absence of maternal toxicity. A no effect dose for
adverse developmental effects in monkeys was not identified. The lowest dose
tested was associated with maternal exposures (AUC) similar to that in
humans at the maximum recommended human dose of 32.4 mg/day.
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Data from an ex vivo human placental transfer model demonstrated transfer
of zilucoplan into the fetal compartment at a rate of 0.5% at a steady state
plasma concentration of 10 ug/mL zilucoplan, which corresponds to a
therapeutic dose of 0.3 mg/kg. The clinical significance of these data in
human pregnancies is unknown.

8.2 Lactation

Risk Summary

There are no data on the presence of zilucoplan in human milk, the effects on
the breastfed infant, or the effects on milk production. The developmental and
health benefits of breastfeeding should be considered along with the mother’s
clinical need for ZILBRYSQ and any potential adverse effects on the
breastfed infant from ZILBRYSQ or from the underlying maternal condition.

PN ppeE
(2023412A4)

SUMMARY OF PRODUCT CHARACTERISTICS

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no data from the use of zilucoplan in pregnant women.

Animal studies do not indicate direct or indirect harmful effects with
respect to reproductive toxicity (see section 5.3).

Treatment of pregnant women with Zilbrysq should only be considered if
the clinical benefit outweighs the risks.

Breast-feeding
It is unknown whether zilucoplan is excreted in human milk or absorbed

systemically after oral ingestion by the newborns/infants. A risk to the
newborns/infants cannot be excluded.

A decision must be made whether to discontinue breast-feeding or to
discontinue zilucoplan therapy taking into account the benefit of
breastfeeding for the child and the benefit of therapy for the woman.

Fertility

The effect of zilucoplan on human fertility has not been evaluated. In some
non-human primate fertility and repeat-dose toxicity studies, findings of
uncertain clinical relevance were observed in male and female
reproductive organs (see section 5.3).

LABELLING AND PACKAGE LEAFLET

B. PACKAGE LEAFLET

2. What you need to know before you use Zilbrysq

Pregnancy, breast-feeding and fertility

If you are pregnant or breast-feeding, think you may be pregnant or are
planning to have a baby, ask your doctor or pharmacist for advice before
taking this medicine.

There is uncertainty about the effects that Zilbrysq can have to your
unborn child, so do not use this medicine if you are pregnant or think that
you may be pregnant unless your doctor specifically recommends it.

It is not known whether Zilbrysq passes into human milk. There may be a
risk to newborns/infants.

A decision must be made whether to discontinue breast feeding or to
discontinue Zilbrysq therapy taking into account the benefit of
breastfeeding for the child and the benefit of therapy for the woman.
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KEGAT e 8.4 Pediatric Use
(20234104) Safety and effectiveness in pediatric patients have not been established.
KRN A S0 SUMMARY OF PRODUCT CHARACTERISTICS
(20234124) 4.2 Posology and method of administration

Posology

Special populations

Paediatric population

The safety and efficacy of Zilbrysq in children below the age of 18 years
have not been established. No data are available.

5.1 Pharmacodynamic properties

Paediatric population

The European Medicines Agency has deferred the obligation to submit the
results of studies with zilucoplan in one or more subsets of the paediatric
population in the treatment of myasthenia gravis.

See section 4.2 for information on paediatric use.

LABELLING AND PACKAGE LEAFLET

B. PACKAGE LEAFLET

2. What you need to know before you use Zilbrysq

Children and adolescents

Do not give this medicine to children below the age of 18 years. Zilbrysq
has not been studied in this age group.
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