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W& 5 BRI (REE) I EEPNZY (H AGE)

AChR acetylcholine receptor TReFIL A Z IR

ADA antidrug antibody AR ST

AE adverse event HEFG

AFF Add-on Finger Flange TRAY I =TT

ANCOVA |analysis of covariance BT

ANOVA analysis of variance TG

AUC :cilrliseunder the drug concentration versus time | S —REEHIRR N i

AUC area under the plasma concentration-time curve | MUE-RREE—IRFHIEERR T A

AUC(024) area under the plasma concentration-time curve | #5-# 24 FE COOM AR RE—RARJHR T fifd
from zero to time 24

AUCo-nd area under the plasma concentration-time curve | HESRAIFHIECOOMBEH R —RpIHHHR T I
from zero to infinity
area under the drug concentration-time curve over | 14%5-FE]5E QARFRH]) O rF E —RER R T ifs

AUCtau the dosing interval (24h), calculated using linear-
up logarithmic down trapezoidal
area under the effect curve (inhibition curve of the | F&aFAMINEROUTHAPHFERIIOATETOB Rl

% o e =

AUECey | BEHEIoR) fime point or catler to the maximuny | 710 7P HESH) A
inhibition

BCRP breast cancer resistance protein FUERmHPER A

BMI body mass index IASHEER

C3 complement component 3 HARSE3RSY

C4 complement component 4 HARERARL Y

C5 complement component 5 ARSI Y

C5aR C5a anaphylatoxin chemotactic receptor C5a7 ) 740 AU AR

C6 complement component 6 iSO

C7 complement component 7 A7y

C8 complement component 8 R8RS

C9 complement component 9 SRS

CAII carbonic anhydrase 11 PRI KSR T

CCDS company core data sheet PHERT —2—h

CCK cholecystokinin I VARN=

CFS COVID-19 Free Set B ANV ARYED S8 e ST 707 T AR
amount of sera/plasma required to lyse 50% of | ARG (FUARREEY P ARIMERD 50%ER L%

CHso antibody sensitized sheep erythrocytes in an assay | gizp &)
mixture

CI confidence interval (ELSE

CL total body clearance PHIVT T

CL/F apparent total body clearance FRINTDEF T TR

CLer creatinine clearance VT F= VT T A

Cmax maximum plasma concentration e R

COVID-19 | corona virus disease 19 Bl A VAEYE

CSR clinical study report R e e

C-SSRS Columbia Suicide Severity Rating Scale a7 AEEHIA—L

Cv cardiovascular LAMAE

CVv coefficient of variation LB

CYP cytochrome P450 R PA50

Da Dalton SV

ECG electrocardiogram PRI

ELISA enzyme-linked immunosorbent assay BERAG O SR TE , IR O e WoE 15

FDA Food and Drug Administration KIE L E SRR




W 5 MEEENAY (ah) I EEPIZS (H AGE)
GABA gamma amino butyric acid v R
eMG generalized myasthenia gravis B E R ESER I E
GPCR G protein-coupled receptor Gl VB ARR
HEK human embryonic kidney N
hERG human ether-a-go-go-related gene ENEHE RGBSR D LT e VIB(E T
HSA human serum albumin ENIIET L7
ICs0 half-maximal inhibitory concentration 50%BAEIRIE
Ig immunoglobulin a7
IHC immunohistochemistry SRR bR AT, SRRk b
ITT intention to treat —
1\Y intravenous RN
IVIg intravenous immunoglobulin oy a7 U R
KD dissociation constant AR E AL
LC-MS/MS |liquid chromatography tandem mass spectrometry | iAo~ o7 ——2 T NEEIWT
LSM least squares mean e
MAC membrane attack complex TSRS A
MedDRA | Medical Dictionary for Regulatory Activities I TR ERR SRR RS
MG myasthenia gravis R E
MG-ADL Myasthenia Gravis-Activities of Daily Living —
MGC Myasthenia Gravis Composite -
MGFA Myasthenia Gravis Foundation of America KIEESERE S ENT Y
MG-QOLI15r | Myasthenia Gravis-Quality of Life revised —
mlITT modified intention to treat -
MM minimal manifestation status oK
MMRM mixed model repeated measures —
MRD minimum required dilution s/ MIRER R
MSE Minimal symptom expression -
NHP non-human primate ERNSOFE RIS
NMJ neuromuscular junction PR A
NOAEL no-observed-adverse-effect level MR
NSD Needle Safety Device =R =TT =T A
OATPI1BI organic anion transporting polypeptide 1B1 HRET =AU ~7FR1BL
0X1 orexin-1 AL
PD pharmacodynamic )7
PEG polyethylene glycol NxF L7 )a—L
PFS Pre-Filled Syringe TVIYVRIA Y
P-gp P-glycoprotein P HER M
pH negative logarithm of hydrogen ion concentration | 7KEAA IR EEFEEL
PK pharmacokinetic HYHIRE
PK/PD pharmacokinetics/pharmacodynamics psie $IT
PLEX plasmapheresis plasma exchange JIR
PPS Per Protocol Set TRBR S F B0 A LT AT B
PR Pharmacologic Remission FEPR 7R R
PT preferred term FEAGE
RNS Rigid Needle Shield RS — R
QMG Quantitative Myasthenia Gravis —
QOL quality of life EIEDE
QT — DR EOQU LT D DIEH
QTc QT interval corrected for heart rate CHAABCCHIEL T2 DR EOQIK TR O IR
Ra Pharma |Ra Pharmaceuticals, Inc. —
RA101495 — nasrgy
RA102758 |— Ua Z ARG : Lys- Ethyleneglycol (24)-C16




W& 5 M EENAY (EE) M EEPNZ (H AGE)
RA103488 |— INAT T ARG 0 FKIR{ERA101495
RH relative humidity FHXHT R
RRT relative retention time FEGHORAFIRF ]

S9 rat liver metabolizing system Zy MA@ LR
SAE serious adverse event HEDHEER

sC5b-9 soluble C5b-9 complex AAPECSb-9EA A

SD standard deviation PR

SPR surface plasmon resonance TR TR A
sRBC sheep red blood cell EY Y RIER

SS Safety Set LAV G

ti2 terminal elimination half-life HEAABDIER
TEAE treatment-emergent adverse event IR R HBILI A EFS
tmax time to maximum plasma concentration e e LB
TMEE target-mediated exposure enhancement IR E R
Vz/F apparent volume of distribution IDNTOAEFA

BA e mER D #Z R

MG-ADL : MG-ADLIZ, EEfHEEJE (MG AEIROEAE EEA-RHl 2 E1%7s 8 THEDEMZE T EHE OIS
R SR AT, BRI NERIE, 2003, 30723 AfZENHEE, 1-0030 e, KO- OHURSHEREIZ BT 20D Th D, 4518
B 0~380 (050 IEH, LASCHRJE, 200 A 3,050 i 55) ORI CREAE D, M AT I IS H DA T DA FHT 0~24,%
DOHIPHTHY, FED EHNFETERNEIE Ch A5 BT 5, MG-ADLIR AT T A28 2 L9758, FRINCE RN D
DHERIREIND, (Muppidi et al, 2011; Wolfe et al, 1999)

QMG : QMGIZMGHIZRFBINZ BRFE SV AEURE Y L OV )T — RS E 7R 13 B OFR R s AT N THY, R, E
Bl E . N OO e B REA- 2T 9, AT B0 ~3 5 (05 1E Ry, LAUHREE 2 FRAEEE 35 5 ) O fiH TR AS A,
AT X3 EDATT DA CO~39EDFIFH THY, BB E WIEE R EN S ThHHZ LA BN T5, MGEE
Zeset B LU IR B R B BR D L F CIE QMGIR AT T 335 UL B2 b 2 LRI B 30 D DL 2SS D,
(Katzberg et al, 2014; Barohn et al, 1998)

MGC : MGCIZ, EFRBIG AR FERO M TMGREE O AARBEORHM AW DAL A10I8 H OB RIZLCHY, TEHEL
Iz AT %, B RROOPNERIE, 3073, 3-D0MIERE, 100K, 10738, KU O7WURIZ BT 5b0D T, AT 13 0
~S50RDHIPHTHY, REDEWNEETEED G E ThHZ LA BT D, MGCIRATT A3 b 358, BRRIICE R
b BEFTEND, (Benatar et al, 2012; Sadjadi et al, 2012)

MG-QOLI15r : MG-QOLISHIMGHEE DAL (QOL) A7 Hli7-5 1SHEHDE T, FBE DS LB T2, e Ao
TVF0~30DFIPTHTHY, I = NEE PR DO ETRZRBITDIR B BN LA ChHZ L 9% (Burns et
al, 2010; Burns et al, 2016), MG-QOLI15r DA 5 251 Z -2 Bl JHE TS TU VRV,

MSE : Minimal symptom expression(MSE)/&, MG JiEsRANH R U332 MR UTBRE B i M5 dolc7 &
AUTRY B TMG-ADLIRATT A0 XA EERL D LA TE LT, (Vissing et al, 2018)

VAR RIEDOEM | T CORRRER C AR OEFARIRIE) E LB VLG A XUIPZ)—BDOUAI 3 LR
EATERRA T LT -5 B, gMGIEIR DI (LA 2o— 815 EUC R BR A 13502 7 a7 VL ARl (TVIg) ) LI b
M (PLEX) AT T2 VA SRS 2 ST B TR B TEAN DN BEL (IVIg XU XPLEX E) IRE
BEEE, KOVEFRII A E LT 7238 RAY Tl MGO0103R BRI Z 1AL A% a—FRIE DRI I o /R~ 7 % ErdT -,
LA R EO TR a7 T o ARl U,

Barohn RJ etal: 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
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0.3mg/kght (AF~DUIIEZ B 5RE) 75—6.67(95% CI:—8.37~—4.97) Th-7=, (V.
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1. ER5t4
(1) ¥4
VIVERIOR N E16.6mgi U Y
VNVEATOR I E23.0mg U Y
DIVE RO R E32.4mgi U

Q) #*4

ZILBRYSQ® Syringe for S.C. Injections

(3) AMDEE
R

2. —fg4
(1) 4 (anfaik)
Nar TR (JAN)

(2) #F4 (AR
Zilucoplan Sodium (JAN)
zilucoplan (INN)

(3) AT L (stem)
fH{ARBA S -coplan

3. EEARITRMER

o]

HN
o €

B
Lys-Val-Glu™-Arg-Phe-Asp-NMeAsp*-Tle-Tyr-AzaTrp-GIu*-Tyr-Pro-Chg-Lys*(EG24-Glu*-Palm)

CH;
ICHS

CO,H

HaC

Co.H
HsC \N[

COH HoN

NMeAsp

o
H
[o) N
H hCHa
COH 24 HOC

Lys*(EG24-Glu*-Palm)
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7312 C172H274N24NasOss
715 :3650.1
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Tetrasodium salt of N2-acetyl-L-lysyl-L-valyl-L- o -glutamyl-L-arginyl-L-phenylalanyl-L-
« -aspartyl-N-methyl-L- « -aspartyl-3-methyl-L-valyl-L-tyrosyl-3-(1 H-pyrrolo[2,3-5]
pyridin-3-yl)-L-alanyl-L- « -glutamyl-L-tyrosyl-L-prolyl- (25)-2-cyclohexylglycyl-N°-(3-
{ @ -[(N-hexadecanoyl-L- y -glutamyl)amino]tetracosakis(oxyethylene)- « -yl} propanoyl)-L-

lysine (6—1¢)-lactam

6. 1BA4. A4, KBS, E5ES
RA101495 (#EN=2—K)
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1) BEFEICE THEHRE
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NS VAR (mg/mL) VA iR 250
~FHP 1.21 X 10+ FEAETRIT
ranAR 0.860 D TR I
AH ) — )b 2380 D TERIT2 1
50mMY > P ik (pH7) 2560 NS AASERD
7K 1350 iR TERIT2 0

2) BIEpHOBEHRICH T HBHEE
ONaF T F NIU LNFIEROTERE  (25C)
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7.5 >1102 TR TERIT2F U
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3) WiEtE
FEHE BRI

(4) BR (SRR, BR, RER

BB L
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1.15 (7% ) — 1K Bede )
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2. HWHIDOFHRK
(1) BHRS GRS DEERVFMAF
Wi 4 VN AT T DI RTE R DB RTE R
- 16.6mg Vv 23.0mgs V¥ 32.4mgi VY
R %) 130220.416mL 12U220.574mL 12U220.810mL
UarT16.6mg UNar T 23.0mg VNV T32. 4mg
(narZFhg A (nargF oA (NnarZ o F R YA
£LT17.0mg) £ C23.6mg) £LC33.2mg)
WAL | VR IKRFEFRIT A —/K I8 :2.90mg/mL
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(VIL11.58 FH E o | oE SR
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(1) FENDELGRSR K, NENEREER-LRICEHT SR
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TRV AICIRD)

<FREARAL >

ERNOYNaTZ o ONhe - hFlT 45 R EIE i) B 1E (gMG) 2 3 5485 % %t
Sl U7 [E B SL (RSB 1IFE — 5 5 Mk B (MGO00 10785k ) 2 ONE B3 [ JE & = ke
53R (MGO001158ER) Ot RN, A ME K NS ORERZ 5 O T-Ht & AT IZ X
DU AEVERE RIS SEREL, (V. 5.(4) 1) AMERGERER) OESH)

2. MEEXIEHMRICEETHER

5. MEERIEBRICEET BEE

5.1 AKANX, FLreF ral s SR EGURGEO BEF 53528,

5.2 AFIL, MiRCSDOIIA K 'CSbEC6DE & & FLEL | MAMIRHL A (RCSb-9D L plz
BT 2B 26N, BERES 21T U &3 25N B B 12 2D e 2 R L0
FTLARDAREME RS D ED D RENOF I L EMEE -+ ICBR R LT- BT, ARFI#
o RIEEEEITHRG L., WU R EBE I $528, 72 AAIB G ICERL T,
JRRAA 5-BR A DD 7 EL2B AT E TSI R B ICxt DV 7 F o 289 D2 L,
[1.1,1.2,2.1,9.1.1,9.1.2, 11.1.1, 11.1.25 ]

< i >

5.1 INadZ U ATMMRCSL L THITRIEMEZ PR E 7%, iR A —RIZHTAChR
PR (1gG1 L QN gG3 T AV X AT ) IZEOTEMEAL S NS A3, PUih Fr B0 = IR
a3k =P HUA (B AGICIT 1gG4T AV 2 A7) I k> TidiE M bEn A,
PLAChRIUIRIGME D gMG B FH & % G2 FE 0 U 7= [E R 3L [F) 25 A — 5 5 Ml B
(MGOO0105ER) IR\ T, RFNOF @& NERMENMERSNTZ, BLENS, BT
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(2) AZERUAERORTERE 1B

eMGDERIKRBYE 7 17T M1 HH IR AR D V27 Z D& ThS 0.3mg/kg
(ERICESUFEX ST EOEEHEIZID, f/hHEEL T03mg/kea % 5-) 1%, FHIFHES
IRFRBRI 3T DA 20 RS BURE ] SEARM IR IR D LV R &2 SN a7
0. 1mg/kgf G-k O T TR G-LERO L 2T 07 7 A VISV TRIRSNZL) . £
72 EEUHERAR R (UPO1125805R) |23\ VT, AR G- 24 R 12361T DA AP E =
DAR—AFTA U PHEDIALBEDFHIEIL, 0.4mg/kgR—RTI7% TIh 7278, fchsf% 5481
M Tl 0.4mg/kg=R—hT88% & 1N0.2mg/kg=1 7 —h T60% CTdh -7 LM, Heili7aih
hREAGHT=80 OIIRFAE (95%18) DERIZIT, & GRREERIChb-sY varZ D1 A
1EIE G RN THLHZEN RS, (TV. 5.(3) &SRR OmHSHR)

4. RAERUVAEICEEIIER

7. AERVAZICEEY 518
AN G- B AR 1 208 8 FCLOEIR O B DTTRD B RE T MO TRIRIE~ DY
ZEBETHIL,

<R >
MGO010FRERIZINT, K OB E TR G-BAG 120 % £ TITIER O ENGRO S
NTZEMBRRELTZ, (TV.5.(4) 1) OEBEIEFEFIME 85l 0B S )

5. EREREE
(1) ERERT—R/\wr—o
RO FREE e — , e e . %
(S2HaE) TYA B H Y R IEBIEL B 50715 - % 5 il
UPO1122 | “EEK LA, TR 2811 SAD: £#10.05.0.10,0.20,0.40mg/ | O
(A —ATV | e BRME, SAD: 2243 kg XTI 7 TR %z Hila 2 T 5
7) TT7RAR%HE | PK/PD MD: 64 MD: A #0.20mg/kg X3 7 TR %
LH1EI7H B KR F 5
UP0113 3) CHEMR ANk, fEHEwBRE (A A& A/ A | SD:AM0.1,0.3mgkg X7 FER | ©
CkE) IEE2 b R, ) 13614 ZHi[A| R T b
77eRxti | PK/PD SD: 2061 (A A A1061) | MD: A%10.3mg/kg X3 7 7R %
Elﬁ MD: 16/ ( H A A 85) LH1EN4H M KE R TS
ki |UPO115 ¥ et BB B IS | R 16/ ARF0.3mg/kg A EER, KRR, x| O
CkHE) EAL 1} %PK, T V—T A 84 B T (B S0
Hia% A, 7 N—7B: 85l 1EBAL I B E] % )
2-way NERY | AAE PD PeH AT ST
AA N — 52 5 M
UP0094 5 et UNaF Ty RO | P ATRERERE SR | K0 3mg/kgZ HiA K TS O
CKE) Fext R W OPK, e aE, | F 8
RN JHFREHE I W B
8451l
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RO FEEH RS . Spen g . 7
(EHilH) FHA R H R E B P 5050 - P -1 ]l
UP0114 ® FEEMR DNaT Ty KO | B E R ERRET  | ARI0.3mg/ke HilR NG O
RNzt | FER B OPK LA, | 8
FE, AV TR WX R HE TE B
— A EY) 813
UP0093 7 ZHEEM A% — QTe [l | fERER A G 5] 6445112 AFHFI0.6mg/kg XX 7T ERE1H ©
K[ WEVEZAL, IR DB PR, | Z—71:3261 11517 B AR T 5

TIURRIR | eV BREM| Z—T2A: 1641 FXT TR (FEHIR)
S DA%, PR [HB&. | 7 v—7"2B: 160 400mg# % 1 4% 5-
A THER] QRS i@, T O
JaAA—s— | BEELE | U B
PR IY A
MG0009® | ik 2Pk, R AgMGHE : 450 FH—hARAFI0.1, 0.3mg/kg ©
(W F 2 K| “HEMH BNE, 0.1mg/kghf: 154 T 7 TRz H A28 E
o5 | =D HEEA L AR B 0.3mg/kgitE : 1501 B T 5
| TR TTRREE 156 kg S — R AF400.1, 0.3mg/kgZ
HH 1H 1a] SRR & T E ORI & T
5
MG0010® | Zhiszdta | Ze4tk i A gMG T 17441 (H | AA410.3mg/kg LT 7T®REZ1H | O
W77 (H| ZHEM BREME A N1661) HEl 1238 ] AR el
) BRI (77 | e Bk AFIHE 8651 (H A NT
# | VAR, | T eRGHR 1)
m(A%V7 . /v 7T 2R EESS I (A AN
| we— R—7 9f1)
VR AR
BelE) Ak
- KE)
MGO011 19 [t [EW&EECRBT5 | MG0009:ER IEMG0010 | A#10.3mg/kgs 1 A 11 Bz T | ©
(A 1) e LA, REASE T LI AgMG | T2F CRIER TS
RHkeere s | A, A 20011 (H A A 1661)
A, 7' Z /R0, 1mg/kg/
AF0.3mg/kghf : 5451
77 2RI H#0.3mg/kg
A 9011 (H A A 9%1)
?ﬂ\?i, A0 1mg/kg/ AFH
i 0.1mg/kg/AF
e 0.3mg/kgh : 12431
AF0.3mg/kg/AF
0.3mg/kgff: 934
(HAAT7H1)

O=3TlE B, O=2%&E}, PD=2J)% PK=4K4E)fE, gMG=2L R B i {4 /1) | SAD=HL a5, SD=Hi|a|#% 5,
MD= 8 ¢ 5-
a: VR A LS DN TR B 5 Skl v 1k L7 1A BR<,

() AFITHARBINTOD THEL OHE NI FOLBYTHS,
BEH R ACIE a7 T U CRIOR T A EZ 1B 1E L P59 5, (RES6kg A : 16.6mg, {KES6kgbl I
TTkg A :23.0mg, RET7Tkghl :32.4mg |
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(2) FRPRIEERAER

1)

O % 11878 (UPO113RRER) MMEANT —F2Ete)?

HARNK OFMEA (BN BERERER T 36614 %t 5212, HialH 52— CIEAFI0. Img/kg
1F0.3mg/kgZ VT Vb HARN - B ABAFNC LT TR E AN - B NS 1B HE]
TEEL GR061) . AR 523 — N CIEAAI0.3mg/kga H AN - A ARS66IIC, 7T 1%
AARN-BAE2EIZENZI TH 1EN4H BRE R TG L7 GH6f), Hilalikbak—
RCIE, AAI0.1 2 0.3mg/kg 5D B ANPERE 2114 1EOTEAEAR R BLL . KIE#H G-
(1 H1[E14 H [A]) 23—~ TlE, AF10.3mg/kgie 502451 (H AN M OVE ABERF451451) 125
HROTT7eR B 50 A NS 1B IFEOTEAEN RO DTz, TRERIEEBEE G &
SHVI-TEAE (BIWEF) I3 H A £ 5278 — R ClE0. 1mg/kg % 5-HED N BNZ SIS
K OT T2 REEOVHNCEER A FEHL . 0.3mg/kgfk SR TIEREO LN, KEHK G-aR—h
TlX0.3mg/kg# 5-O H AR AR E 1 BN AR RBELLZ, W Hoadk—MIB W THE
L. HE IRREOR G R ILICE-To A EFHRIIREE T AR RAO R OB 1R
OO ST,

@ EDMOFE 1 HRRIZBTOIREME GMEANT —F)

- UPO1153BRY - fdtFE plc AR 161512 5 G AR A0.3mg/kg 2 MR, i, S VKBRS
(ZHRI R FEG L2856 ORBRIM T, 24 C1151 (68.8%) IZ 17O TEAENFEHLL
oo TRBRFEL BREEH Y MW SIVIZTEAE (RIFE D 132, 741 (43.8%) 1281 FBLL =,
BIVEF O G5B OE N I AMEANTFRO HIVT, FHEA 133 55 M CRIFLE T
BboTo CEHENIG 114.3%~28.6%) . W T ILDOTAR—NMIBWTHIE L, T IIRRIED
B G IEICE ST A ERERIIRIE T BRREO B CEBNIRO DN -T, &
7o, PHILRWEEMEORT FUTERS b -7z,

« UP0093FRER7 : fHltHfE il AR 64B11% 5t G AAN0.6mg/kg P X377 24R% 1 H 1[5]7H
[ S AE R T %59 5QT/QTe~D L WFT HRBRITI T, AHI0.6mg/kghs 5 5-&
N7=7 —7"1 (RFIEG5RE) D324 521451 (65.6%) ICTEAEN R BLL | JRBRSK L BEH Y
CHBTSAVIZTEAE (BIVEA) 131061 (31.3%) 127 BLL | 18IS TEAE (IR, b, K OVF
DT AUB 24 I AN SIS IS L0k A o IR U7, SE7emIVE RN SHEBAT PN H i
ONEHREALETR (45311, 9.4%) T, IRUNT R ONED (85211, 6.3%) Th-o7z, FE1 X
IFEERAEFFSIIRBE T, BRREO R FCLINIGERD LR -7, AHFI0.6mgy/
kgZ1 H1RIKER G LI-E& PHILR2WEZ M EOFT FUTERD LT, AR L7 Tk
R G ORIC 222V OB T e~

() AAITERENTODTHER CHENTILL T OLBY THS,
FEE RAE Va7 0 U CRIOR T &A1 B 1EIR T 535, (KES6kg Al : 16.6mg,
K FS6kglA |- 77kg A5 : 23.0mg, RE77kglh |- :32.4mg |
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V. &EICEd51EH

2) QT/QTcEHEEER (SAEAT—4H)

UP0093 3R [ R i N RBRE 2 xt GUTIR I A 2 20 Va7 T i B LIc L& D0
MUK T D EE M T HHH, —HEMR, BAEAL, 77 BR K OFEIKR
WATEER], 7oA — S —3BR ] DIZ 8T, RERERR A BB 64451 % 5t S Z G IR B2 8
Z 5 BEDARHFN0.6mg/kg (1B 4% 5 L2 L E D0 EFSMITH T M BL L7225, K
F D QT/QTeFHi I LM Tdh 72,

(F8) ARFI TGRS TS TIE R ORI, FOLB) Thd,

DEwH ., RAFE a7 T ORI T B2 H 1R Fig5-15, (KESckg A : 16.6mg,
56kgbL |7 7kg A : 23.0mg, (A&7 7kgbA F:32.4mg |

3) EHFEHHER
sRBCI ML ARBRI L5 B T gMGEE ~ DR BN R &I BRI IS T DIE M2 S 372
2D, PNaT T DPDY— A — U TIRIER DITE THDHEE R T2, VNVad T D)
A B E T HARIS% D PR E L~V 2R 2 H Bk EDEIEEL T, ZOPD~—H—% H
V2,

- UPO113388k WME AT —%) : AHK0.3mg/kgZ 1 H 118114 H ERE K TR G- LI-E&, A
B K OYH AR AW E 1231 2sRBCIR ML E 2372 B, BRI A LB L CHERFS
2o SRBOIR MR SE L, Va7 T i 52405 1#% ODay 15 THERIS -, 7 78R %
BeE-INT RS I WL E I IGRO DIV o Tz, VNV aT T a i 5T R |2
5175 PD SUGOREEE K& ORI BRI IR BRI THY, B ABERE LB AR
N ClREk ChhoTo, (TVL2.2) Hoha FAHT HakBRAGHE | DTES )

« MG00093RER (FME AT —4) : AH0.1mg/kg X 130.3mg/kgz #5- L= L& 0.3mg/kgf GHEIC
BT HSRBCES MLFAF I3, #5-3F[E 2 IR EFZRI0%IZ B L 7=, 1238 H DOsRBCE M fHE
I, 0.1mg/kg#% 5-C82% Tdh>7=DIZX L, 0.3mg/kgt 5-TIE95%H Th -7, (IVI2.(2)
5 BT D3RR DTS IR)

- MGO00103 Bk MENT —F&Ete) : AH0.3mg/kgh 5L 7= L & DsRBCIA ML FAER T,
Week 1~ 1224 ABH 2 (SRBCIRIMLFELEE) 23 REH1, Week 12003 2R 1398% CTh 7=,
(TVI1.2.2) #hz AT HiBR | DTESIR)

- MGOO113R8% B AT —Z%Ee) : Week E121Z33 1T AR (SRBCIA M PHE) 1%, 4617
SHERCAKID Y G- W B CIHEE 2297 3%, e/ TRBR T/ T BRI 5.8 - whBh
TI5.9% % R LT, (IVI.2.(2) #aha Hfh T Aalirpiiig ) OEE )

LUEDS | AFN03mgkgD AR # 52 X0 AR E DR DTN EDVRSHIVIZ,

17



V. &EICEd51EH

(3) AERECERSE
ENE LH-ETFRHAERMG009RER  HEANT—5)Y

1)

Hi)

LR EE I ) E (eMG) BF (2B T DARF O M K OB A A5
- sMGIE TR DARH O PRI A DA T35

RRT YA

B, Zhee. —EHER, BIERHL, 7725 R
CKE K O T4 2906q%)

PSS

% A gMGEFE 4501
(0. 1mg/kghf: 1561, 0.3mg/kght: 1561, 77 &AREE: 154)

TR UL YE

1) “EERDN 8RR LA L85k A o B ME i Aotk

2) AZV—= T IFIZ gMG K E EE ) #E ) SERT FE R 51 (MGFA) O BEJE B E T/ T2
II~IVal L2 lr&in =&

3) MR OHT EF Lal) 2 B K (AChR) FLIR S Bt DFH

4) \i7eF a2 AT T —V A 1ORF UL R LI REE CAZ ) — =0 7 L O
R—=ATAEOQMGIHEAZ T 31204 E, /v 24TH B UL LA 7 520 Eo#

5) ALFARXTIARDHENN—2ATA D30 L ERINGEBESNTEHT, %54
RO 1238 I T T DR\

ERERSM L E

1) M35 O RS R AR TF ol o —PHE IR BV RE 2R E
BESEEE (VEAPTAR D G ChHE

2) MFSEER A S W IREUAE Y ULT S FElin el 5 - AST M OVNALT S H: e
IRl (ULN) 02188 1 &

3) N—=RTAURI30 B LA SUTAHBEA O 565 LN (W3 1RV I7) IO TR BREESU
ML ERIC L IR EZ T

4) R—=2FALH6H H LANIZ) Y F L~ T\ LA % 728

5) N—RTA R4 AP ICIVIg XIFPLEXWRIEZ 2 T -4

BT ik

F B S—R:AHF0.1, 0.3mg/kg T 7T R%Z1 B 1H1238 85 &5

Mot S — R A#10.1, 0.3mg/kga 1 B 1[0] 5B T CRIER TS

W7 VA ARRBRIT, A7V —=2 7 (R R4EM) , EE =P (B5R 120H
) B Ofge S — b GRER IS T32) DA S Tz, EB S— O ARF| G REO L
BRI, ke S CH R RO ARANEZF 5L, EEAS—bO T T RREEOH SRS
I, A0, Img/kghf X130 3mg/kg eI 1 IOFEIA TEI T BTz, Mk S—hTY
NaF 50 1mglkgh #G-SNT-T X TOWRE 1L, mh TP La750.3mg/kg
BHACO0E X, ke S—MIBATLSE T LB L, o rIicMGo01 13RBR 12 F
1777,

MAIN STUDY PORTION EXTENSION STUDY PORTION

12-week Treatment Period Rt

0.1 mg/kg RA101495

Screening 0.3 mg/kg RA101495

(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 Randomization

T

FEfiE H

Week 12 (Day 84) (2317 QMG AT T D_— 2T A L )b D AL B (K FEAD 7 fiRHT E
B)

Rl

A TH

HhE, PK, PD, &Mt
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V. &EICEd51EH

fibT 7 1% AR O LZBVED L ORI H Tl EE/S—heflkfe S — R Mpbigie
ALTENLE,
2V L EVERRAT R SR & GUTARITL | B G- RER K OB IR O R R LT, AH

0.1mg/kgBELAHN0.3mg/kgBED RN DOUWNC, B HBER K O 53 EOF5T —

T —2%

BERLTZ,
HME:mITT £MH%Z F BTt G4EM LU, F IR KBTI R AMER 5
(LOCP) \ZED KT — B E A 5e LTz, EERHMEE B IZ>W T, IRBRIEA R 1, < —

ATA D QMGIRAT T A3 S L L7 5 W0 (ANCOVA) &7 /L TG RERM
DFEZTAM LT~ FEMHTTlT. ANCOVAET L (K, A E/K%E 0.10) 12 S0
TARAN0.3mg/kght L7 7 BARREA bl Uz, FIARNT ClE, ANCOVAET /L (4l
A EIKYED.10) IZFE DUV TARF0. Img/kglt & 7' T2 R B R LB LT, F7-, &8 5-8E
D/ T EIE (LSM) 2R LTz,

(1) RFNTHERIN D THIEROHE NI FOLBY THD,
FBEE | ATV a7 T LRI T &% 1B 1B PRG35, IRES6kg Al : 16.6mg,
(R ES56kgbl L 77kg A0 1 23.0mg, A E77kgbL 1 :32.4mg)

BEEER

[TTHEMDR—2F A D N O FEEHF R R
H51373.3~86.7%. EAN=v V2 XITT7T VR LA OEI S

110.94kg, M OMBKEFER OO EHME DO FHIEL30.856~36.000kg/m? Thh-o7-,

— 5T, MERIOFIE TR GRETEZRD | AH0. 1 mg/kghE TIL T (46.7%) L2 (53.3%) OF|

B INFERREE | ARH0.3mg/kght TIELMEOFIE (33.3%) LR L THIEDOEIA
TR T MEDEIA (73.3%) LR L THMEDOEIE (26.7%) HMEA T,

A A B R R HEITTER

2D, SRR OFIPHITZ45.5~54.5 1% AAD
1986.7%. XA EDFIPHIL-5.27~

(66.7%) 3L, 77

N A AF
7?\:122ﬁ 0.1mg/kghf 0.3mg/kghf iﬁl—;
N=15 N=15
PERIL, n (%)
aes 11(733) 8(53.3) 5(33.3) 24 (53.3)
B 4(267) 7 (46.7) 10 (66.7) 21 (46.7)
AFE, n (%)
T AV FAERIUIT TAI A ER 0 0 0 0
TOT A 1(6.7) 0 1(6.7) 2 (4.4)
BEANSIIT ZIHRT AIAN 2(13.3) 2(13.3) 3(20.0) 7 (15.6)
IND A S RO RO EE 7 5 e R R 0 0 0 0
EIN 12 (80.0) 13 (86.7) 11 (73.3) 36 (80.0)
Wizl 0 0 0 0
RH 0 0 0 0
MR, n (%)
EAR= I R XIETT 2(13.3) 2(13.3) 1(6.7) 5(11.1)
EASR= w7 FNUTTT VRS 13 (86.7) 13 (86.7) 13 (86.7) 39 (86.7)
WL 0 0 1(6.7) 1(2.2)
RH 0 0 0 0
AR (%)
n 15 15 15 45
SEHfE (SD) 48.4 (15.7) 45.5 (15.6) 54.5(14.9) 495 (15.5)
L fE 43.0 52.0 58.0 54.0
B/ M, Bkl 23,73 20, 65 21,76 20, 76
FEIX 5 (%), n (%)
<65 13 (86.7) \ 14 (93.3) 11 (73.3) | 38(844)
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V. &EICEd51EH

A OB 2R REE—TTTE R

N EN PN
7 ?\Egﬁ 0.1mg/keé 0.3mg/keié N%{fs
N=15 N=15
>65~ <75 2(13.3) 1(6.7) 3 (20.0) 6(13.3)
>75 0 0 1(6.7) 1(2.2)
IR (kg)
n 15 15 14 44
F-¥JfE (SD) 85.27 (21.44) 93.71 (24.72) 110.94 (30.79) 96.31 (27.38)
A 79.10 87.50 99.70 91.15
e/ IME, BRIE 56.4,128.3 58.0, 140.3 75.0, 171.1 56.4,171.1
& (m)
n 15 15 14 44
FHfE (SD) 1.664 (0.138) 1.682 (0.092) 1.748 (0.098) 1.697 (0.115)
HLE 1.630 1.720 1.765 1.710
T/ IME, eoRIE 1.52,2.02 1.52,1.81 1.52,1.88 1.52,2.02
BMI (kg/m?)
n 15 15 14 44
HfE (SD) 30.856 (7.386) 32.804 (6.548) 36.000 (8.242) 33.157 (7.535)
HRfE 29.770 30.490 32.510 31.110
UM oN 21.46, 46.01 24.14,43.79 25.06, 55.87 21.46, 55.87
NR—2F A DR BRME K NgMGOBEERE-—mITT4EH
R AH AH
7 ?\Eﬁ;ﬁ 0.1mg/kgh¥ 0.3mg/kghf N/}i:{ii
N=15 N=14
A7) —=2 7 HEOMGFASY A, n (%)
75 A1 7 (46.7) 5(33.3) 5(35.7) 17 (38.6)
25 2111 8 (53.3) 10 (66.7) 5(35.7) 23 (52.3)
5 AV 0 0 4 (28.6) 4(9.1)
FEAE RFF R %)
n 15 15 14 44
T (SD) 40.3 (17.8) 37.3 (16.0) 46.9 (19.5) 41.4 (17.8)
R fiE 31.0 29.0 53.5 425
/M, e KB 15, 64 17, 63 15, 69 15, 69
TR A (4F)
n 15 15 14 44
EHIE (SD) 8.04 (7.65) 8.71 (7.57) 8.30 (8.27) 8.35 (7.65)
R fiE 6.30 6.50 5.25 5.80
e/ ME, FeKAE 0.1,20.9 1.6,24.1 0.5, 26.0 0.1,26.0
IR ERITEA Y. n (%) 5(33.3) 8(53.3) 7 (50.0) 20 (45.5)
Z7V—POBEEAY. n (%) 3 (20.0) 4(26.7) 2(14.3) 9 (20.5)
A7) —=2 T HEOQMGHRATT | n (%)
n 15 15 14 44
EHIE (SD) 18.4 (4.3) 18.9 (3.8) 19.4 (6.8) 18.9 (5.0)
AN 17.0 18.0 17.5 17.5
S/ IME, e KA 14,29 15,28 13,34 13, 34
pliE — — — 0.8784
2O —= T TEOQMGHRA AT T X )y
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)
NR—2F7 AL DQMGHEAZTT
n 15 15 14 44
SEYIE (SD) 18.7 (4.0) 18.7 (4.0) 19.1 (5.1) 18.8 (4.3)
P 17.0 18.0 18.5 18.0
/M, FORAE 14, 30 13,29 12,33 12,33
pfiE — — 0.9447
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V. BEICEY 51EH
A AR R TITT4E M
PN, EN EN
7 ?\:ﬁ;ﬁ 0.1mg/keé 0.3mg/keé i{fs
N=15 N=15
R—ATALDQMGRATT X3, 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)
_—2F 4 DMG-ADLIE A= T
n 15 15 14 44
X fE (SD) 8.8 (3.6) 6.9 (3.3) 7.6 (2.6) 7.8(3.2)
ok fiE 9.0 7.0 7.5 7.0
U PN ) 3,14 0,11 2,11 0,14
pfiE — — — 0.2815

Note: AZ7U—=LZHEDQMGIR AT | _R—ZF AL DQMGR AT | N—ZF A DMG-ADLIE A= 7 DpfEid,

ANOVAIZBITAFHE TR T,

BAMEDORER
 FEFHUHIE B : Week121ZBIFAQMGAAR T T D—RFA L ibDE B (BREERETEE)

© EEA—h

Week 1212817 HQMGHRATT DR—AF A nbO BRI, AFI0. 1mg/kgff & O
0.3mg/kglE D7 T RARFELDLSMD 22D, AH0. 1mg/kghf T—2.3, A#10.3mg/kghf T—
2.8 THY | FEHFHINA B A Tho7- [ 1€ 11p=0.0941, p=0.0538, LOCF, ANCOVA
(MREERYZR AT A ) 1o

IO UIZVAUN—
SNUNEOZO

LSM+SE

FEAR—r—mITTEM

QMGHATT DR—ZFA L oD BEDOHEF (LOCF, ANCOVA) :

=@ JSUREE (n=15)

—o— K&I0.1mg/kgE¥ (n=15)
—e— A#I0.3mg/kgBf (n=14)

8

12

HAR (week)

Note: LSM % O'SElT, {65 IRZ K+, _R—AT7 A DQMGH AR T & 48 B L L7ZANCOVAET T /L TR LTZ,

21



V. &EICEd51EH

QMGRRAaT DR—RAFA L NHDE{LE (LOCF, ANCOVA) : ZENR—b—mITTE£EM

. A AF
7 i{:ﬂ;ﬁ 0.1mg/kghf 0.3mg/kgftf
N=15 N=14
N—RATA
SEYIfiE (SD) 18.7 (4.0) 18.7 (4.0) 19.1 (5.1)
T 17.0 18.0 18.5
AN ON(E 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® 7 (SE)° — —0.1 (1.4) —1.7 (1.4)
80% CIP - (—1.8,1.7) (—3.5,0.1)
I — 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)
i MlpfiE® — 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® 7 (SE)° - —1.3(1.6) —1.7(1.6)
80% CI° - (—3.4~0.8) (—3.8~0.5)
J pfiE® - 0.2070 0.1566
Week 8
LSM (SE)? —3.5(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®D 7= (SE) - —2.5(1.7) —2.7(1.7)
80% CI® — (—4.8~—0.3) (—5.0~—0.5)
Ji fipfi® - 0.0724 0.0614
Week 12
LSM (SE)? —3.2(1.2) —5.5(1.2) —6.0 (1.2)
80% CI (—4.8~—1.6) (—7.0~—3.9) (—7.7~—4.4)
LSM®7 (SE)° — —2.3(1.7) —2.8(1.7)
80% CIP - (—4.5~—0.1) (—5.1~—0.6)
i RlpfiE® — 0.0941 0.0538

a.LSM, SE. {E#X[H, plElL. IBBEEZ K T-. _R—ZT 1 DQMGR AT 2425 L L7-ANCOVAE T LV CHE L=,
b AKIBED L (7, A /K %E0.10) . LSMDZE, (EHEX L7 T 1R BEE D ik

@ FEEA—TMRUHE S—b
AHN G HEICBITHQMGHRATT DR—AT A b DZE{E & (observed case) 1%, Week
127TIEAFA0. 1mg/kghf T—5.8 (n=21) K OVAH0.3mg/kght T—5.7 (n=19) (LARERIIE) . Week
247T1E—6.8 (n=20) )2 O~7.7(n=19) , Week 84 ClZ—7.3 (n=11) & *~11.8 (n=4) TH~7=,

@ AHKI#5BRAA D24 E

KA 5Bl bEE D24 [ BT DQMGHRAT T DR—RAT AL b DAL EDHERB A X
(2. QMGHEARTT DNR—AT7A L INLD AL BEHEFRITR LT,
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V. &EICEd51EH

QMG AT T DR—ZFA L nHDELEDHER (LOCF) :
Onars B ERME% OEM - a T T T AT RE

TE+SE

—o— AHI0.1mg/kgE¥ (n=22)
—— A%0.3mg/kgBf (n=21)

_2_
’ﬁ
AQ
SM
141G 47
>
N2
53
D7
Eqp 67
it
-
_8_.
1 2

0

T T T
12 13 14 16

AR (week)

20 24

Note: IEHTIZIZ, N—ATA LRI TESIIL, 2, 4, 8,12, 13, 14, 16, 20, K U241 H D KBz v iz,

QMGAIT DR—RF AL HDE{LE (LOCF) :

UnaZ o B RR% OB M- a T RN E R

AH AF
0.1mg/kght 0.3mg/kght
N=22 N=21
IS [ CFB i [ CFB

N—=2AFA

n 22 — 21 —

EH)E (SD) 17.45 (4.40) — 18.00 (5.86) —

AP 17.50 — 18.00 —

/M, FRIE 9.0,29.0 - 8.0, 33.0 —
Week 1

n 22 22 21 21

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

R fiE 14.00 —1.50 15.00 —4.00

/M, FORE 8.0,31.0 —11.0,2.0 3.0,19.0 —17.0, 1.0
Week 2

n 22 22 21 21

S (SD) 13.41 (5.07) —4.05 (4.37) 13.71 (5.51) —4.29 (4.27)

g 13.00 —4.00 14.00 —4.00

e/ IME, Fe KB 7.0,29.0 —14.0,3.0 0.0, 24.0 —17.0, 2.0
Week 4

n 22 22 21 21

SF-H1iE (SD) 12.23 (5.37) —5.23 (4.65) 13.05 (5.65) —4.95 (4.18)

AP 10.50 —5.00 13.00 —4.00

/M, FORIE 4.0,28.0 —13.0, 1.0 2.0,23.0 —16.0, 1.0

Week 8
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V. &EICEd51EH

n 22 22 21 21
SF-H1iE (SD) 11.95 (5.13) —5.50 (4.86) 12.24 (4.99) —5.76 (4.66)
AP 10.50 —5.00 13.00 —4.00
/M, FORIE 6.0,25.0 —15.0, 1.0 3.0,23.0 —19.0, 0.0

Week 12
n 22 22 21 21
F1E (SD) 12.00 (5.50) —5.45 (5.03) 12.52 (5.15) —5.48 (5.06)
R fiE 10.50 —5.00 12.00 —4.00
e/ M, B RAE 3.0,25.0 —15.0,2.0 2.0,23.0 —21.0, 0.0

Week 13
n 22 22 20 20
S (SD) 11.55 (5.50) —5.91 (5.38) 12.25 (4.89) —5.90 (4.30)
PN 10.00 —5.00 13.00 —4.50
e/ IME, Fe KB 3.0,24.0 —16.0, 2.0 2.0,23.0 —18.0, 0.0

Week 14
n 22 22 20 20
¥l (SD) 11.68 (5.83) —5.77 (5.18) 11.60 (5.14) —6.55 (4.30)
AP 9.50 —5.50 11.00 —6.00
/M, FORE 3.0,27.0 —15.0,2.0 2.0,23.0 —17.0,—1.0

Week 16
n 22 22 20 20
EHfE (SD) 11.45 (5.88) —6.00 (5.54) 11.35 (5.50) —6.80 (5.12)
oL fE 10.50 —4.00 11.50 —4.50
AN oN 3.0, 28.0 —15.0, 1.0 2.0,23.0 —18.0,—1.0

Week 20
n 22 22 20 20
S (SD) 11.05 (5.85) —6.41 (5.82) 11.00 (5.57) —7.15 (5.62)
PN 9.50 —6.00 11.00 —4.50
/M, FeKE 3.0,23.0 —18.0, 3.0 2.0,23.0 —20.0,—1.0

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

CFB: =27 AL B0

Note: R 1%, FE/S—hEME S —hOF)D O 1238 [H DA I~ G ot XITHkfE S —ho24 8 M O WK T, 248 H D
TGHESE T T HIENTET, ORI TIEEE S — hOARFIE 5B K O, EE =N CTT TR THY, DHITHERE
IS CARFNFE G- DTN R 28 A TS,

Week 2412 BT DQMGHRAT T D= AT A L 7B DZEAL B D N-H)E (SD) (LOCF) 1E, A
#0.1mg/kghtT—6.05(5.31) K UAHAN0.3mg/kght T—7.50(5.24) Th-o7z,
Week 241251 HQMGHATT D_—2T A L ) HDZEAY £ (LOCF, MMRM) OLSM[ 80%
TEHE X (CD 11d, A0, 1mg/kghf CT—5.8 (—7.0~—4.5) Jx O"A#0.3mg/kght T—6.9 (—8.2
~—5.6) ChH-7=,

B EEARIE B : Week 12123817 AMG-ADLM AT T DR—ZFA U NoDE(LE
O EENA—H
Week 1212817 DMG-ADLI AT T D_R—2F7 AL NED AL B, AHI0. Img/kghe o OF
0.3mg/kghtD 7 T ERFELDLSMD 2 | ARHK10. 1mg/kght T—2.2, A#0.3mg/kghtT—2.3
THY, FEHFHICA B2 Th-o7- (£ E1p=0.0470, p=0.0392, LOCF, ANCOVA).,

24



V. &EICEd51EH

MG-ADL¥ R T DR—RFA L DL B DOHER (LOCF. ANCOVA) :
FEEAR—h—mITTEM

LSM+SE

=@ J5tREE (n=15)
—o— A&l0.1mg/kgB¥ (n=15)
—e— A%I0.3mg/kgB¥ (n=14)

~ 0 T
| M
226G .
S A dir et T,
1D M & | e T e
L BN e L T e
e [IIANN T e e
52 -2
D3
{”?«ET
g° - I
-4 -
T T T T
1 2 4 8
HARE (week)

Note: LSM} OSSEIZIRBRFEZ N T, N—AT7 A DMG-ADLIE AT T %38 B L L7ZANCOVATE T /L CRINLT-,

Week 12123817 AMG-ADLARI T DR—RSA DO E(LE

(LOCF. ANCOVA) : EE—bmITT £H

oo e AF AF
7 71\1‘5?;# 0.1mg/kgh 0.3mg/kght
N=15 N=14
N—RATA
n 15 15 14
EH)fE (SD) 8.8 (3.6) 6.9 (3.3) 7.6 (2.6)
P 9.0 7.0 7.5
I/ M, KB 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®7E (SE)° — —2.2(1.3) —2.3(1.3)
80% CI® - (—3.9~—0.5) (—4.0~—0.6)
Ji{flpfiE® - 0.0470 0.0392

a.LSM, SE. [ZHEX[H, pliiid, BB EEAR T, _X—AF 1 DOMG-ADL AT T % 25 £ L L= ANCOVAE 7 /L TR L=,

b AFAIREDpfE (4l

FE7KYE0.10) . LSMD 7 [FHEIX TS T/ AREL D Lk

©@ FEEAS—NR WL S—h
Week 12, 24, L O84IZBIFHMG-ADLIR AT DR —AF A b DAL & (SD)
(observed case) 1%, AA0. Img/kghf CEiLEI—3.2(2.8) (n=21), —2.9(3.2) (n=20) , X}
—3.2(3.3) (n=12) , K#0.3mg/kght TEE—3.7(3.7) (n=19) , —3.4(3.5) (n=19) , KL}
—5.2(4.5) (n=6) TH~>7-,
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@ AHI¥ 5Bk D243 H]
AAINBE 5B A% D24 21T DMG-ADLIR AT T DR —ATA L InHDOEA L EOHER
ZXNZ, MG-ADLIR AT D_—2F A D2 (LOCF) IR LTz,
Week 12123817 HMG-ADLIA AT T DR — 2T A L b D A& D SHE (SD) 1, AH)
0.1mg/kghfT—3.05(2.85) K OVAHI0.3mg/kght T—3.38(3.71) THY, Week 24 TiL, Ziv
ZN—2.68(3.15) & N3.25(3.46) ThH-o7=,

MG-ADL#ARZ T D_R—RF5 A4 NH DAL BEDOHER (LOCF) :
Unarg o5 RME% D2ER— N a T e RN R SRE

—o— AH0.1mg/kgBf (n=22)
T9fELSE —e— K#0.3mg/kgB¥ (n=21)

Bl RO I\ AUN—
ONUNErO>-O=

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

MG-ADL# AT DR—2F 4D EALE (LOCF) :
DNnarS R % OB N a5 e R B

AH AH
0.1mg/kght 0.3mg/kght
N=22 N=21
i [ CFB i l CFB
R—RFA
n 22 — 21 —
SEYIfE(SD) 6.91 (2.78) — 7.19 (3.53) -
Hh L E 7.00 — 7.00 —
IS UN N 0.0, 11.0 — 0.0, 14.0 —
Week 1
n 22 22 21 21
SEfE (SD) 5.14 (3.37) —1.77 (2.67) 5.43 (4.14) —1.76 (2.66)
L fE 5.00 —0.50 5.00 —1.00
e/, fe Rl 0.0, 11.0 —8.0,2.0 0.0, 15.0 —8.0, 1.0
Week 2
n 22 22 21 21
F-¥)ME (SD) 4.68 (3.34) —2.23 (2.67) 4.62 (3.83) —2.57 (2.71)
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A 4.00 —2.00 4.00 —2.00
e/ IME, R E 0.0, 12.0 —7.0,1.0 0.0, 14.0 —9.0, 1.0
Week 4
n 22 22 21 21
-1 (SD) 4.41 (3.47) —2.50 (3.00) 4.33 (3.60) —2.86 (3.02)
A 4.00 —1.50 4.00 —3.00
/M, e ORAE 0.0, 11.0 —8.0,2.0 0.0, 14.0 —11.0, 0.0
Week 8
n 22 22 21 21
E-¥JME (SD) 432 (3.30) —2.59 (3.13) 3.90 (3.81) —3.29 (3.45)
AN 4.00 —2.50 3.00 —3.00
e/ M, e KA 0.0, 12.0 —9.0, 1.0 0.0, 14.0 —11.0, 1.0
Week 12
n 22 22 21 21
i (SD) 3.86 (2.90) —3.05 (2.85) 3.81 (4.23) —3.38 (3.71)
A 4.00 —2.50 3.00 —2.00
fe/IME, FeRE 0.0, 10.0 —10.0, 1.0 0.0, 14.0 —11.0, 2.0
Week 13
n 22 22 20 20
M (SD) 3.91 (3.32) —3.00 (3.10) 3.65 (4.31) —3.60 (3.80)
PR 4.00 —2.50 2.50 —3.50
/M, e ORAE 0.0, 11.0 —9.0, 3.0 0.0, 14.0 —11.0,2.0
Week 14
n 22 22 20 20
S (SD) 3.95 (3.42) —2.95 (3.36) 3.40 (3.76) —3.85 (3.38)
N[ 3.50 —3.00 3.00 —3.00
e/ M, e KA 0.0, 11.0 —10.0, 3.0 0.0, 14.0 —10.0, 1.0
Week 16
n 22 22 20 20
P-4 (SD) 432 (3.62) —2.59 (3.26) 3.20 (4.06) —4.05 (3.75)
A 4.50 —2.00 2.00 —3.00
fe/IME, FoRE 0.0, 13.0 —10.0, 3.0 0.0, 14.0 —11.0, 1.0
Week 20
n 22 22 20 20
E¥IME (SD) 3.82 (3.35) —3.09 (3.32) 3.10 (3.96) —4.15 (3.65)
P 4.00 —3.00 2.00 —3.00
/M, e RAE 0.0, 11.0 —11.0,3.0 0.0, 14.0 —11.0, 1.0
Week 24
n 22 22 20 20
F-¥)E (SD) 4.23 (3.29) —2.68 (3.15) 4.00 (4.21) —3.25 (3.46)
N[ 4.00 —2.00 2.00 —2.00
/M, FeRKE 0.0, 11.0 —11.0, 3.0 0.0, 14.0 —10.0, 0.0

CFB: RX—AT A HDOE L&

Note: #8135, EE/ S—Re, Mkt S—hOWID D 1288 R ORI G i, ke S—hD24 RO WM<, 24 DA

RESE TTHIEN T, 20

TAAN G DATONIAEREZ G A TOD,

Al TIE 328 S—hOAFIBE G K O, T2 S—MI T ZERBETHY, OBITHkE S—h

Week 24125 1FAMG-ADLR AT T D _R— 2574 6D L& (LOCF, MMRM*) @
LSM (80% CI) i, A#10. 1mg/kghf T—2.6 (—3.5~—1.7) K UAA0.3mg/kghtT—3.0(—3.9

~—2.1) CTh-o7=,

X TRBREE ORI, TR LSRR &2 AR E K-
L3Iy BATHE - C, BB N B S LT,
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2 DMDOBIRFALE B I2 BT D5ER
O® MGCHR=T
o FEN—F
Week 12D AKH]0.3mg/kghEiZ 31T DMGCH AT T DNR—RF AL )b D7 E (LOCF,
ANCOVA*) Ci, 77 REEEDOLSMOD 23 —4.1 T, e FIICH B =050 bz
[p=0.0391 (- 18l, A E/K%0.01) 1, AA0. Img/kghtE 7 7 BREELEDLSMD 713-2.0C,
FERHEINCH B2 22Tl - 7= [p=0.1866 (il A E K %#£0.01) ],

MARBRIEE R -, R—ATA L OMGCIHRATT % 34 B L L 72 ANCOVAE T /L

o A EBHIATR D24 H
Week 8IZ31FAMGCHRATT DR—ATA L NHDZEAL & (LOCF) O F-E (SD) 1d, A
#10. 1mg/kght T—5.8 (6.6) 2 110.3mg/kghft T—6.6(6.1) THY, Week 24 Tl ZNZ41—6.3
(6.7) K 1V—17.6(7.8) TH~-7=,
Week 24 [ZEBIFDMGCHRATT DX—2F7 A b0 AL & (LOCF, MMRM*) OLSM
(80% CI) 1L, A#10.1mg/kght T—5.9 (—7.4~—4.5) K OAA0.3mg/kght T—7.3 (—8.8~—
5.7) ThoT=,

KOARBRIE ORBE, RSB D 22 HARMIHZ K A SBR/ S — b —2T A OMGCH AR T A8 L LTz, FEMEL
HAHATHNZ T, HE WA 2R LT,

@ QMGHAaT D3R EDIET
® FENR—FL
Week 1212817 5QMGHR AT (FZFAMIE B ) 233 sl LL FK T L7o R o Hl&
(LOCF) &, 77 &AREED8HI (53.3%) (T L, AH10.1mg/kght TIL1041 (66.7%) M OAHA
0.3mg/kghETIL1061 (71.4%) Th o7z,

o AH|#&E BRAAEE D24 ]
Week 24{ZQMGHAATT BNR—RZT AL 353 M LN EIR F LR E O EI & 1%, AH|
0.1mg/kght T63.6% & UVAH0.3mg/kght T85.0% Th>7-, QMGL AR A —fRHTIZF51)
DHIRE DN DTN | KR OIFFRITIRER) TH D,

@ VAFa—EE
e FTER—FL
FFR—RDOARAF0.3mg/kght TlX, VAT 2 —BIEEZ T TR B 1L 2Tz, 32—
AL E DOV AF 2 — LA S T T BRE HUIARAFN0. Img/kglE & VT 7B AR RETHE 141
(6.7%) . 173—=ADVL A% 2 — IR 1ELZ T TR E L7 T AR EET261 (13.3%) ThoTz,

o AHI# 5 BARTER D24 [

AKFNBE 5B D24 N33 — R, L DL ZAF 2 — RIEAZ T TR E OB ST A
#10.1mg/kghED 161 (4.5%) K OAFKN0.3mg/kghED 151 (4.8%) T, WO G REOHEER
FH3ELL EDIVIgh 52172, Fiz, AHFI0. Img/kght T3 —ALL LDV AF 2 — LA
TR 101 (4.5%) 133V A7 VPl EOPLEXIGE L 21T,
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WL 2HEDORER

HEFREBRIL

e FTHE N—}|

TEAE(ZAAI0. Img/kght T1561 (100%) | 0.3mg/kght T12M41 (85.7%) . M O\T TR Et
T14411(93.3%) [T R BLL | {RERIE L BAEH D & H| W S V= TEAE (RIE ) 1ZE 284
(53.3%) . 341 (21.4%) 541 (33.3%) ThHo7z, ficbI<ALNZFIVER (PTHI) (X587
(7011, 15.9%) T, WU NTTESFEALPN H I K O S ERALI K2 (45361, 6.8%) Th-o7=, =
NODOEIWER O GREROFBLEIG 1L, AH0.1mg/kght. 0.3mg/kght, KO T AR
TENLI, FURIX4651 (26.7%) . 20511 (14.3%) . LN (6.7%) | FFEFEBALPN H i 2451
(13.3%) . 0f31, KON (6.7%)  FESTHEALHI 13451 (20.0%) . 0, S QR0 T o7z,
THOBERETLZL—R3LLEORIWWEA., SELICEST-AEFSR, BELFEIEH. LU
TREBRIROE G- IEICE ST RIERIZRRO BTz,

AH$e 5-BR a4 D248

GBI AR D243 [F Tl AFIFEGRERAT 43641 (100%) |2 TEAE 233 8LLTZ, &5
FEBIOWNFERIZ, A0 1mg/kghET2241 (100%) & VR0.3mg/kghET 2141 (100%) THY ., F
VERNEARR & 5 HEA2ERTL661 (37.2%) IZR B LTz, b K<ADAVZEIE R IXEH AL
P I R OV (56451, 14.0%) T RN CYESHEAL IR 2 OV (K341, 7.0%) Th-o
oo WTNOEREGEFHETHZL—R3U LORWER ., ECICEST-AFEFSL, HERRAIE
. R ONEBRIRDO$ 5 IR E 7= BIERITERD B znoiz,

2) #wBHE 1 HEFEERWUP HER:SAEANT—H)
[V1.2.(2) 3502 BT D3RR | DTS IR

(4) BREERIEAER

1) BIEREISER
O EERELFESIFE _HERAR (MG001035k)

H 1 By R E S I E (gMG) BB IZB T D ARA D2 eV DA K OHDIMEE TR
ERA)

RERT AL | B, ZhigkdtFE, “HmEMR., EIEA(L, 77 2R B
CKkE. BFE . TT A R AZVT VT x— R—FU R A_A BiEFH, BA
75 i gk

PO A gMGEE 17461 (A A N B 166155 1)
[AH0.3mg/kghtt : 86451 (A ANTH) . 7T 8841 (A A A9H) ]

FEIRIEYE | 1) EEN 18R UL BTSRRI O B Stk

2) AV —=2 7 R ZgMG K EE 7 16 ) E AT FE 4 [ (MGFA) 0 B i L e
TClass I~IV]EZWrsn &

3) A7) == O MTE LT 2T L2y FARGUR B D

4) 27N ==L TR R — 2T A L DOMG-ADLA AT 7 36 2L D Z

5) PL7reF a2 AT T —BEA 10 LA B IR L IRE TR — =0
B K AR — 2T A RO QMGHR AT T I8 128 Lo
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6) AV —=U TR R —RAT A U REOATH H LA EOQMGHRAZ T 7328 3

7) VT ARAT A RO ENR—AT A D30H LLERINHAEEINTEH T,
B HIR O 120 BIZE BT ENRNE

8) SHIEIHIFNNN—RT A D30 B U ERINSERSN TEOLT (HEEET) .
B 5O 12IEMIZEEFENRNE

BTk

AFRERIT, A7V —= 7 W (R4l ) M OV G411 (12:8 ) D oA kS 7=,

Standard of Care

Open-Label Long-Term Extension
(Active Drug)

"'r:\ ;

Msin Sty Period (12 Wocks) ? RAISE' T

WeBRF A~ — 2T A [RFD Myasthenia Gravis-Activities of Daily Living(MG-ADL) &2
27 (9LL T 11084 _E) | Quantitative Myasthenia Gravis (QMG) f&A=7 (17LL F X
18LA 1) | R UMM ERAY s (ALK RN, R OSRT 7)) ICEASWTERIMEL , AHIHE X
T7TERBEONT AT 1:1 OFIE TEOT T OIRBRIER E K TG LT,

BB IIARHN0.3mg/kg T 77 2AREZEMR T CREHA L THRE L,

eaER (MGO011 FRER) DBHULYEIZHE AL CODE AT, TN TOMBRE T 1218
Mo 5- WIS T IRpICHEBE B TARAI DI 545 T HZEATEINTE T,

LG8 TRIORTREX IS TR EBRE OREISC CEE'RO AR E ST B
A5 OBIF| U TR IR A A LT,

Minimum (nominal)
target dose (mg/kg) Actual dose (mg)
0.3 16.6

Weight range (kg) Dose range (mg/kg) |

=43 to <56

0.30 10 0.39

0.3

23.0

=56 t0 <77

0.30 10 0.41

0.3

324

=77 10 150

0.22100.42

TEFHHE A

Week 12123317 AMG-ADLIA AT T DX— AT A L IO I b 8 (FREFR 7T E B )

R REFATZE H

* Week 12128 AQMGHAAT T D_N—2FA L 7B ZE i

* Week 12123317 % Myasthenia Gravis Composite (MGC) fR AT (D_R—RF A L LD I L&

« Week 12124317 % Myasthenia Gravis-Quality of Life revised (MG-QOL15r) #8AZ 7 D<— 2
FAPEDEA R

- 224V (TEAE, 11 9°<& TEAE®) |, fufE/f%, PK, PD

PRI
BRI

« LAF 2 —RIEAZ TP, Week 1212MGFA-PISOMMAEZRL L 7= 4Bk 014

* Week 12123317 AWPAL: SHP, EQ-5D-5L & UME )77 27— /1 (VAS) | Neuro-QoL
SF Fatigue A7 (O _X— 27 A L InH O 2L &

* MG-ADL, QMG, MG-QOLI15r, & OUMGCHAZ T DL AR A — i (L A% 2— ik
BT I o TR BT DR — AT A B DA L)

* Week 12/28175MG-ADL, QMG. MG-QOL15r, K OMGCHs % A= 7 (IR . AEHE.
PR RS RE S ONCPURS e OVEHERSRE Y 7 A7) ORX—AT A L InH O &

fiRAT 71k

5

« EEAATCIEL, mITT HEHZ %512 Week 12 1235175 MG-ADL fR AT DA_— 25

AL DDOEACE [ 5 (LS) FIME] 2 AR KIREE T 7B Chu L7 (Imf,
F/KYE 0.05)

« FUEIIE H 2OV, TRBREE, _—2T A2 MG-ADL & O} QMG #A=7, HiF
ROtk ek, BN, ROVERTYT), 1RBREEERBEOZZ BEAEHT, W N ~—RF
A2 D MG-ADL $8A=7 LB A AAE R EA B BN, #e A A ahiRe Li sy
BT (ANCOVA)  [mixed model repeated measures (MMRM) ] TG REM D754 21
L7z, 20O ANCOVA (MMRM) TiE, Week 1, 2., 4, 8, XN 12 DF —XEFHELT-,
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* BIVKEHAMEE H OFCa HEHT Tl %@@%%F% R ARIRITI T D5 —FEORRRA
ML (A, AEAKYE 0.05), ZAUTIE, 5 FEOIBRAZ 92 2 SO %zn
752%(Ziﬂi\L?‘:iﬁ'\:foﬁé*ﬁE?J“ﬁ’%ﬁihﬂtﬂﬁ” gatekeeping 1% FH\ M=, IGELIR 11
EERRIIGGE H 25 2, BENEFEIZED Week 12 &:iscfém“—x?4‘/73>6@ﬂ£
bz QMG ¥Aa 7, MGC #Aa 7, MG-QOL15r #e A= T ONEITHE LTz, IR
| OFT X CORERRGHEE B 235%tat7ricag (@l Motk 5%) CTho
T3AI, G 2 (G 1 2B CORINRFEMTE H) % Holm % (Wf]) <
RELT, H A TRENDERIRGHEEE (QMG, MGC, KU MG-QOL15r #&
23T D Week 12 IZH1FAHR—=ZT AL DHOZEALE) (2o T, mITT HEH A5 412
ANCOVA (MMRM) THi#HTLT=,

7

SSE XIS fRIT LTz,

PK:

PK-PPS%H X GUZfRAT LT,

A D T2 B ORI EHATIE B 12T, B S MR & ML 7=,

SCAEHD PRI, N AT AU REDRRIF A, N— AT AU REOMGEA S, N— AT A L FEDOMG-
ADLRATT | R—=ATA L RFOQMGHEATT | HIBRHIE, B, TGttt i, 7)—8
DEAEOA I, FaESHIREOA M, 27 A NIZEDIERBEOA I, R—2F A WD AT 1A
ROFEFAOA I, S fIFN I DIRRRIEO A & (AT A REFR) | R—ATA RO T }fnﬁ%l
B (AT oA RER) MO A, Vg, SClg, XIFPLEXIZLATRIEEDOA . NufiEO 2 W
A, COVID-193] TINZ R A GZ A7, COVID-193A THINZH51 TélZLO)EEI}néM’:/ﬁ
e

AANERNT ST, TEAE OLZEVERRT, 3 ONIHBRE R, A2 IR H | PK.
PD, K UM AT LT,

BEEER

N SRR RRE (MITTSEM) & OV — 2T A2 O R R K& OVE B B EE ) 1 ) iE
OB EREZR IR LT,

mITTHEMA 2RO R —2F A4 O N OFEFHFRVREIL, S 2353.05% (FPH: 19~
75 %)  HBRE OHLL B3 Lot (56.9%) « REHEDIA N (73.6%) K OEA/N= 7 F X
X772 R LIS (86.8%) Thho7z, (K K OMERHEE (BMI) OF-HME (SD) 1%, #hZih
89.1(24.77) kg O831.0(7.63) kg/m2 CThr-7=, B AR ANHERF 1216451 (9.2%., AAKIHE:7/86
B 8.1%., 7" 7&AREE:9/88%1 10.2%) Th-7=,

R—2AT A OF BRI, SRR HIEE &K ORI 2 A T 2gMGEM RIS
Ni=ZlZmRm LTz (32) . XR—AT A DMG-ADLIE A= T O (SD) 1, AFIEES10.3
(2.5) . 7T BAREEN10.9(3.4) . QMG AT DIEHE (SD) 1&, FNF1118.7(3.6) . 19.4
(4.5) Thotr, FETEAFFO P RAEIE . AFIREEN43.05%. 7T R4 585 . 7U—F D
BEREA D OWERE OEIGIT, 2T H32.6%. 33.0%, R FIMEgMGORERE OE &
%, FNENS51.2%, 50.0% T 72, MGFA 23D Class 11 () DYLERE DOE A I3 AHA
BET25.6% M "7 T B REET30.7%, Class I (H45 ) OWBRE OEISITE T 169.8%
2 164.8% CTlroTz, RFNEEKR O T BREECTEINEIUIS% DY 73, Class IV ()
ThoTc, WEII PR ERIT 2 2T TR A OFIG 1T, RFIFEDS52.3%, 77 BREEN
42.0% ChH o7,
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A OB R R E—mITTE R

TSV REE AFRE BN
N=88 N=86 N=174
PR, n (%)
o 47 (534) 52 (60.5) 99 (56.9)
FE 41 (46.6) 34 (39.5) 75 (43.1)
AT, n (%)
T AR HAER T 7 A ER 1(1.1) 0 1(0.6)
TIOT A 14 (15.9) 7(8.1) 21 (12.1)
A 7 (8.0) 6 (7.0) 13 (7.5)
AN A SRR IR W R 0 0 0
HA 62 (70.5) 66 (76.7) 128 (73.6)
Z DRI 0 0 0
N 4 (4.5) 7(8.1) 11 (6.3)
%, n (%)
A= R XATT T F 5(5.7) 7(8.1) 12 (6.9)
EANR= I R NINETT RS 79 (89.8) 72 (83.7) 151 (86.8)
] 4(4.5) 7(8.1) 11 (6.3)
HERRYHIIEK, n (%)
W7 9(10.2) 7(8.1) 16 (9.2)
R 33(37.5) 34 (39.5) 67 (38.5)
bk 46 (52.3) 45 (52.3) 91 (52.3)
i ()
n 38 86 174
‘F-¥JfE (SD) 53.3(157) 52.6 (14.6) 53.0 (15.1)
P 55.5 54.5 55.0
/M, e RKAE 19,75 21,75 19,75
R 7 () 1 (%) °
<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)
A (kg)
n 88 86 174
2 fE (SD) 88.2 (26.58) 90.1 (22.87) 89.1 (24.77)
e fE 87.0 85.5 86.5
dne /M, e KA 41, 169 50, 145 41, 169
RE Xy (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)
H 5 (cm)
n 88 86 174
FE#)ME (SD) 169.52 (9.98) 169.25 (10.51) 169.39 (10.21)
TP E 168.00 168.00 168.00
s/ ME, R E 150.0, 200.0 147.6, 193.0 147.6, 200.0
BMI (kg/m?)
n 88 86 174
¥ (SD) 30.5 (8.02) 31.4(7.22) 31.0 (7.63)
rpfE 29.0 30.5 30.0
s/ M, i KAE 16, 54 19, 50 16, 54
Note: 77 A TIEEBNCID N CRIEIS SRS 2h T2,
a. AT H— LR B NIEL U4
b. Clinicaltrials.gov DFEHHX 5y
R—RT A2 DR BFEE &R OCgMGOBEEE-—mITTER
TR AFHE EXZS
N=88 N=86 N=174
A7) — = T OMGFAS . n (%)
Al 27(307) [ 22 (25.6) 49 (28.2)
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V. &EICEd51EH

R—RTA DR B R RgMGOBEF BE-—mITT4£ M

TR AFIRE BN
N=88 N=86 N=174
75 A1 57 (64.8) 60 (69.8) 117 (67.2)
75 AV 4(4.5) 4(4.7) 8 (4.6)
FIE R D (%)
n 88 85 173
SEEIiE (SD) 44.02 (18.67) 43.47 (17.35) 43.75 (17.98)
P 44.50 43.00 44.00
e/ M, Jie RAE 9.0,73.0 13.0, 73.0 9.0, 73.0
IR (4F)
n 88 86 174
EH#IE (SD) 8.96 (10.43) 9.34 (9.47) 9.15 (9.94)
e fE 4.75 5.55 5.00
/M, e KB 0.2,51.9 0.1,42.3 0.1,51.9
FERERFOIEIR, n (%)
IS A7 34 (38.6) 28 (32.6) 62 (35.6)
A By 54 (61.4) 58 (67.4) 112 (64.4)
i AR FEERITEA D, n (%) 37 (42.0) 45 (52.3) 82 (47.1)
JV—EOBEEAY, n (%) 29 (33.0) 28 (32.6) 57 (32.8)
ELEOMGZU—Pb0 B (1) °
n 29 28 57
S (SD) 72.26 (109.76) 75.61 (91.81) 73.91 (100.45)
R 21.98 38.98 26.94
e/ M, foe RAE 1.4, 469.8 1.4,277.6 1.4,469.8
TRIEHEPIEEMG, n (%) b 44 (50.0) 44 (51.2) 88 (50.6)
MG-ADL#ATT
n 88 86 174
E¥JME (SD) 10.9 (3.4) 10.3 (2.5) 10.6 (3.0)
R 10.5 10.0 10.0
s/ ME, AR 6, 19 6,16 6,19
MG-ADL# AT X4, n (%)
<9 33(37.5) 33 (38.4) 66 (37.9)
>10 55 (62.5) 53 (61.6) 108 (62.1)
QMG A= T
n 88 86 174
¥ (SD) 19.4 (4.5) 18.7 (3.6) 19.1 (4.1)
L fE 18.5 18.0 18.0
R/ ME, B RE 13,36 12,31 12, 36
QMGHEAZT X7, n (%)
<17 38 (43.2) 38 (44.2) 76 (43.7)
>18 50 (56.8) 48 (55.8) 98 (56.3)

a. EALOMGZU—EnHOHF (A) 1T FOIICiRE SNz (KRB ODay 1 — 27— D054 H)/(365.25/12)
b. LA FOWT D FEAEIEZ Y LT PR A IR R P & E 26
+ Prednisone (AFRARAGR) . THF ATV # a7 = ) — Vit L raAR) | L amRAT 7IR* AN — |
BURY LA VY XL =T* TR T | ZOMOANTF AT AR | F O OO S FE MiFREO> B -

DR E VL, BT Q0D

+ ERROIBIFELL EOWEIRAE VAELL B2 TRY RO 120 A Mo HEPMERIZPLEX, IVIg, XIE&% T
Sy a7 VAR (SCl) 272 34 A IR T T0a %

* MGOIRIRIZH L, ALK,

- BARNERE

ARFRBR D BEAE L AL HEBRFE 174061 DD D B AROTRER SN =R B CIEE A b7
BB (LA, BARARERE) 13 1641 (9.2%. AFKIRE:7/86618.1%., 77 2ARRE:9/8841
10.2%) T o7z, HARAN16414241 (100%) H35klRa 5 7L, MG0011
B R A 2 FEE L7 BB 1301, SEHi L 7e o 7o R 1216451 (100%) Thh-o7z,
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V. &EICEd51EH

REME A AR ANEM TR, RE, BMI, } O8I IR BRI 252 1 7= 4985 o
FEITEOWDARO BT, BWEM K O H AR NEMIZIBIT HIEREO K E (SD) 1389.1
(24.77) kg X 1V67.8 (15.87) kg, BMIDF-2fiE (SD) 1331.0 (7.63) kg/m2 X% 1U"25.4(6.81) kg/
m2, i E PR BRI A 52 T TR OB 1E47.1% % UV75.0% CTho Tz,

TR HIMEE M OF AL, SREH350.6% (88/174%1) . H A N 2387.5% (14/16
B) THY, HARNEFTONGRIL, ARFIEED85.7% (6/761]) . 77 BAREEH388.9% (8/9%1)
Thol,

WA DR R
O EEFHMTEE : Week 1212817 BMG-ADLB AT D_R—RT A oD AL E (BREEAIZR
fRAITIEE)
MG-ADL# AT DX—=AF7A L OO EALEOHER 22, MG-ADLFAR AT D~ —
ATA L INEDEA LA RITR LT,
Week 12(Z351FDMG-ADLIR AT T D_R—A7A L BN AL EOLSM [FEHERR 7 (SE) |
I3, ARAIBET—4.39(0.45) T T BAREET—2.30(0.44) ThoT-, AFIRELT T BREE
DLSM®D Z[X—2.09C, M F#MICA B TH-72[p<0.001(95% CI:—3.24~—0.95) .
MMRM, ANCOVA (FRREHIZRFEMTHREH) 1.
ARBNFEDR—=AT A NED AL EDLSM (95%CI) X, Week 1T—2.65(—3.34~—
1.96) . Week 4 C—4.03(—4.83~—3.23) . Week 12C—4.39(—5.28~—3.50) TH~7=,

MG-ADL AT DR—AFA LD ELEDH#H:RE (MMRM, ANCOVA) —mITT£H

—e— KHIE¥ (n=86)

19 @ FS5tREE (n=88)
LSM+95%CI

IO IS\ AUIN—
ONUNBEro>-0=
..'
——
——
—

HAR (week) p<0.001*

RIBFRIK N—ZF A OMG-ADL K QMG AZ T | HIFR ek (b4, BRIN, ROV T 2 7) | IRBREEE ke o
RAAERE, I ONZR—AF A DOMG-ADLR AT T ERBE DA BEAEHHw EE S F, a2 L& el
ANCOVA (MMRM) & 7 /LABHT
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MG-ADLAIT D_R—ZF A 93D L E (MMRM, ANCOVA) (B EER) 72 fRATHE 5)

—mITT4£MH
TR AN HE
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® #(SE) * — —2.09 (0.58)
95% CI — —3.24~—0.95
pliE ® — <0.001

Note : _N—ATA TR FIZI1F D, YIEID IMP OFER 5RO RZICEONEEE RS, ARG AITA

TN —= T DREDOEE LT,

Note : L AF 2 —FEH D MG-ADL A7 OFték (ICEL), BT, KOG IE I EZ Y —€ (ICE2) I3IBR RIS iz,
ICE1 X OV ICE2 I XD RABMEIX, ~_—AT A2 D MG-ADL #8 A7 X3t 2GRS 72 MG-ADL $a A7 DWW
POENT I TSIz, DM KABIEIE MAR DIEDS L, e b EIEIC > TSN T,

Note : EEFEMIE B I, BBRIR, _X—RAF1> D MG-ADL %O QMG #Aa7, HERAYMHL (k. BON, ROET
D7) TRBRARE KB DR HARME, WO AR—RAT A D MG-ADL AT &R D A2 HAR A EA [ S0 B, Wbt
HAERHFELT- ANCOVA (MMRM) T 5RO 22FFHEL7Z, 2D ANCOVA (MMRM) Tid, Week 1, 2, 4, 8,

K12 OF — 2 &7 L=,

a. LSM OZFIAFIBEDEN LT T R R BEOME 2T C TR Sz,
b. p fEIZEZEFHHE B THD MG-ADL AT D_N—ZFA L bD AL B D E BT IR 5 IE,

HARANEFHIZRIT D56 R

Week 1212351 HMG-ADLIA AT D_R— 2T A L b0 LA B DLSM (SE) 1%, AHIHE
T—4.71(1.12) X O 77 2R T-0.45(0.98) ThH-7-, MMRM ANCOVAIZLHN—RT
A2 3B Week 1212817 AMG-ADL AT T Ol #EDLSM D 7£13—4.26 (95% CI1:—7.40~
—1.12) TH-o7=,

AHNFEDOR—=ATA L INEDOEALEDLSM (95% CI) 1%, Week 1T—2.70 (—5.02~—

0.37) . Week 4T—3.96 (—6.29~—1.64) , Week 12T—4.71 (—7.03~—2.38) Th -7z,

HAAEFMIZBITAMG-ADL R T D_— 2T, L S D B L BDOHEB—mITTE M

24 F9fELSE

—— KHIEE (n=7)
@ FSEAREE (n=9)

IO UIZ\VAUIN—D
ONUNEEro>-0=

AR (week)
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V. &EICEd51EH

2 EEME O HAANEMICBITAMG-ADLR AT DR—AFA U PHDELE

(MMRM, ANCOVA) —mITT£&£

7T vREE AFHIEE
£ 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
pfiE® — <0.001
HAA,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® #(SE) * — —4.26 (1.51)
95% CI — —7.40~—1.12

Note : X—=AZA ATIBFINPIZIT5, HIEIO IMP OES G RIORBITFLNIEE EFRSI, AP &1TA7Y—
=V DBEDEELT,

Note : LAX=—J 1D MG-ADL A7 Ot dk (ICE), B, KOVH#ESESY—E (ICE2) (XiRH# I s,
ICEl }eOY ICE2 IZXARIEIL, ~—AT12 D MG-ADL #8227 (T H BT ENTZ MG-ADL 8 237 DU D
FWHICIoTRESNZ, ZOMOKIAMEIL MAR DIREDLE, S BHEEIEIC IS -,

Note : {EERIE, ~_—R2T7A 0 MG-ADL &K T* QMG #A=7, MRl (LK, B, RO TUT), IRBRHEE K
BEoo 22 HAEME, W ONIA_—2TA 20 MG-ADL #2227 Lk Bi D42 A/EREE EEh R, thrasr LR LUz
ANCOVA (MMRM) THEREMOAEZFIAML7Z, 200 ANCOVA (MMRM) Ti, Week 1, 2. 4, 8, K12 DF—
Ha R L7z,

a. LSM O ZEIARFIBEO ST T B AR BEOEZ M CH ST,

b. p fEIEE B E H T D MG-ADL $ ZTT 0_R—2T4 L DBV D AT B,

@ BIRFEGIER : Week 1212817 5QMGHRI T DR—RFA U oDV E

QMGHEARTZT DX—=ATA LD AL EDOHER 2 KIZ, Week 1212817 2QMGHAZT D
NR—=2F A IPODEA L EE RIS,

Week 1218 HQMGRATT DR —AT7 A bOZE{LEDLSM (SE) 1%, AFIHET
—6.19(0.56) N7 TR EET—3.25(0.55) Th o7z, AFIREL T T RRBEDOLSMOD 7 (3-2.94
[95% CI1:—4.39~—1.49 (p<0.001) ] TH~-7=,

ARBNFED R —=AT A INEDEAL EDLSM (95% CI) 1%, Week 1 T—3.79(—4.54~
—3.03), Week 4T—5.65(—6.67~—4.63), Week 12T —6.19(—7.29~—5.08) Th -7z,
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QMGHEARTT DR—ZRFA L NED AL BEDOHER (MMRM, ANCOVA) —mITT4E

—o— FFHIEF (n=86)

@ FS5tREE (n=88)
14 LSM+95%CI

IO U1\ AUN— .
SNUNEOZO
e
l—;—!
-
}—i—c

AR (week) p<0.001*

RIRBRIE N—2T7 4 DMG-ADL K S\QMGHa A= T | s g itk (ALK, BRI, R OV 7 V7)) | 1RBRER L kB 22
HAERIE, W ONCR—=RAT A DQMGHR AT T LR GED 28 B AE I TEZ [ E 2 &, #4222 B R LELIZMMRM
ANCOVAE 7 /LT

Week 12I2B1F QMG AT DR—ZFA L bDEL &
(MMRM., ANCOVA) mITT4£H

AN A BE
N=88 N=86
Week 12
LSM (SE) —3.25 (0.55) —6.19 (0.56)
95% CI —4.32~-2.17 —7.29~—5.08
LSM®DZ(SE) ® — —2.94 (0.73)
95% CI — —4.39~—1.49
pfi® — <0.001

Note : _R—ZTA L ATIRFEMIE T35, FIED IMP O # GO RZIESNIEEERSN, RIAREAIEA

I == T ORROfEE LT,

Note : L AF 2 —iaiith O QMG #A=7 (ICE1) | ST, XM iEs ) —€ (ICE2) I3iaf Rl fllr=47z, ICEl

K ONCE2 IZ XD RABHEIE, _R—AT A2 D QMG AT T I FEERSINTZ QMG AT DWW IO FE W FIZL >

TRESNZ, ZOMO KIBIEIZ MAR OIEDLE, RALHEEEICL> TRELIS -,

Note : {RBRIK, _—2T A2 D MG-ADL } (f QMG # A=z 7, MiERAgMug bk, BN, ROSET V7)., 1ARERs

KFEDA HAEHIE, WONCR—RTA2 D QMG AT T LKBE D AT HAEHEZ B E2h R, a2 B Re L~

ANCOVA (MMRM) T GREBOZEZFNLZ, 20O ANCOVA (MMRM) Ti, Week 1, 2, 4, 8, KX 12 DF—

H LT,

a. LSM OZEIARFIRED N DT T B R BEOME A CR Sz,

b. p fEIXTEEREAT ORIKFIFHEIE H ThDH Week12 [Z81F5H QMG ¥aATT DNR—ATA U LD EALBIZH T 5H, %
B AT D70 . FEAEHT O Week12 (28175 MG-ADL AT DR_R—RF AL InbOZENHF PN A Z (W
M, AHEAME0.05) THLEAIZ, ZORBFILHRFFENICH R ThoL s,

HARANEFIZBITA R
Week 12{Z81FHQMGHRRAT T D_R—RATA L nbD I B O -l (SE) 1. AAIEE
T—4.71(1.73) X O T T BREET—2.56(2.01) ThH-7=,
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A AANEFICBIT QMG R T D_—RF A DDA BEDOHR—mITTAEM

—e— AFIEF (n=7)

24 4B +SE =@ FSUREE (n=9)

BT VAUN—)
SNUNEOHZO

AR (week)

ERER RO A AANEFDQMGR AT T DAR—RFA L) bDEAL B—mITTEM

7Tt AFE

2, n 88 86
Week 12

I (SD) —3.38 (4.21) —6.31 (4.92)

P —3.00 —6.00

T UN R o) —15.0,3.0 —18.0, 3.0
HAA,n 9 7
Week 12

FEH (SE) —2.56 (2.01) —4.71 (1.73)

A —1.00 —4.00

d/IME, d RAE —15.0,3.0 —13.0,1.0

Note : X—=ZFA L NEDEALTRIIAN—ATA LB DEINER— AT AL OIEEB L Tob D ETE ST,
N—=2FA L PHOR FIHEROUEE =T,

® EBIREFHEE B : Week 12i281F AMGCR AT DR—AF7A LD E{LE

MGCHRATT DR—RFA L NHDEALEDOHERE A BT, Week 12123517 DMGCHRA=T D
NR—=2FA L IPODEALELRITRLUIZ,

Week 121Z8BIFDMGCHRATT DX —=2AF7 A4 NHOZE L EDOLSM (SE) 1%, AHFI#HET
—8.62(0.81) X N7 TR EET—5.42(0.79) Th o7z, AFNFEL T T HRBEOLSMOD #(3-3.20
[95% CI:—5.24~—1.16 (p=0.0023) ] T -7z,

AFNBED R —=ZT A ED AL EDLSM (95% CI) 1, Week 1 T—5.65(—7.02~
—4.28) . Week 4T—28.07(—9.55~—6.58) , Week 12T —8.62(—10.22~—7.01) TH-7=,
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MGCHRIT DR—RFGA L HDELEOHERE (MMRM, ANCOVA) —mITT£ M

—o— KHIEf (n=86)
@ FS5UREE (n=88)

1 LSM + 95%CI

il
I

HISMO SV AUN—
ONUNZEOOR

—e—

T T T T T T T T
12

p=0.0023*

o

iR (week)

KIEBREE . N— 25 DMG-ADL, QMG K O"MGCH 227 | HIFRAHLER (LK, FON . RO T V7)) L IRBRIEE K
BED 22 HAEFIE, W N _R—2AT7 A OMGCHR AT T LB D A8 AAEREZ EE DT, srEz2 AR LU
MMRM ANCOVA 7 Vit

Week 1212817 AMGCR AT T DR—R5A U NHDELE
(MMRM, ANCOVA)—mITT4£H

TR A EE
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
pfiE® — 0.0023

Note : R—ATANIIEFHF PIZBT D, FIEIO IMP O G-I ORZIEON L ERSI, RARGA TR

IV —=2 T OREOfEE LT,

Note : L AF a—iRIEH% D MGC #2227 (ICE1), 10, U MESIEZY—¥ (ICE2) IXiAm A S HIlis -, ICEL

K OVICE2 IZE D RPEIX, _R—AT A2 D MGC AT XTI I ZFEER ST MGC RAT T OWT IO E\ W I L >

TREENT, ZOMOKBIEIX MAR ORGEDOLE, fi L EEIC L > TRELE T,

Note : JRBRIK, ~_—Z27A42 D MG-ADL, QMG K (X MGC fA=a7, MBI bk, I, ROHE7Y7T), A

BRI L SEBROAZ EAERTE, W NS —ATA 0D MGC AT LD A HAEREAZ B E R, g2 A&l

72 ANCOVA (MMRM) TH#GHEMDAEZFML7Z, 2D ANCOVA (MMRM) Ti&, Week 1. 2, 4, 8, X T* 12 DF —

HRFHILT,

a. LSM OZEIARFIREDEDD T T B RO AL CHE STz,

b. p X EEMHT ORIRAFAGE B Téhod Week12 (2351720 MGC #aATT DR—AT AU Db OELEIZK T 5H, %
BEMATRE S D720, EEMHTICC, AR REFANEE Thd Weekl2 1235175 MG-ADL #RA2 7 DR—RF
ALMEDZEE, FHPEORIRIFNIE H THo Week12 125155 QMG AT NP b FEHEINCAH & (.

FKYE0.05) THOGEIC, ZORRISHHZNICH B ThO LIRS,
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HARANEFHIZBITAHER
Week 121ZBITAMGCHRAT T DR—2AF7A L NHDZEAL O SEYE (SD) 1%, AFIFET
—7.14(6.82) K O\T T BREET—3.44(5.36) ThH-oT-,

@ BIREHEIEHE : Week 1212317 AMG-QOL15t# AT D_R—RAFA L IdDHOELE

MG-QOLI5t#8 A7 DX —ZT7 A LD AL EOHER Z X2, Week 12123517 HMG-
QOLISHR AT D_R—AFA L DAL EE TR LT,

Week 12123813 DMG-QOL15rf AT T DR—2T A LB DZEAL B DLSM (SE) 1, AHIRE
T—5.65(0.77) L7 TEHREET-3.16(0.76) ThoTo, RFIFELT T EARFEDOLSMOD 72213~
2.49 [95% CI:-4.45~—0.54 (p=0.0128) ] TH~7=,

ABIED R —=ZT A NED AL EDLSM (95% CI) 1X, Week 1 T—4.08(—5.30~—
2.85) . Week 4T—5.69(—7.11~—4.27) . Week 12T —5.65(—7.17~—4.12) ThH-7-,

IO UIE\VAUN—D.
ONUNZ~IRrO0-0Z

6 -

-8 4

MG-QOL15ri 2T 7 D_R—RFA NS DL BEDOHER
(MMRM., ANCOVA) —mITTH#£H
—e— AFIEF (n=86)
@ FS5UREE (n=88)

14 LSM + 95%CI

2
N\ Lo
4 -
! T I
T T T T T T T T T T T T
N=R71> 1 2 4 8 12

HARA (week) p=0.0128*

FIRBRIE, N— 2T A DMG-ADLK O'QMG & O'MG-QOL 15t A= 7 HFR i Hilik (kK . KRN, RO T 27) | iR
BRIEE M BE D 2 HAR T, W QNS R — AT A2 OMG-QOL1Sris A= 7 &30l 0D 28 HAF FH T4 [ 7 20 e, 4B % 25
BN R LELIZMMRM ANCOVAE 7 /LAEAT
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Week 1212317 AMG-QOL15A AT DR—RTA U bDELE
(MMRM, ANCOVA) —mITT£

7T eARRE AH B
N=88 N=86
Week 12
LSM (SE) —3.16 (0.76) —5.65 (0.77)
95% CI —4.65~—1.67 —7.17~—4.12
LSM® 7 (SE) * — —2.49 (0.99)
95% CI —4.45~—0.54
pfiE® 0.0128
Note : R—AFANTIRIBEHI FIZE1F D, WIEIOD IMP O B H-RTOHRZIZEDNIEEERSIL, RAREAX

IV —=2 T OBEOfEE LT,

Note: L A% = — % O MG-QOL15r #2227 (ICE1) SE1E, ISR SEZ)—F (ICE2) [3IRE RIS HIlrs T,

ICE1 & OVICE2 (2K A KABHIL, ~—AT A2 D MG-QOL15r 8 A7 M4 (ZFe#ES 72 MG-QOL15r fAAZ T DU

TIOORENWF LTRSS, ZOMOKIEEIZ MAR OREDOHE, REHEEEIZI>TRES L,

Note : {REREE, ~—2F12 D MG-ADL & F QMG K O MG-QOLI15r # A=y, Msag g bk, B, RO

D7) IRBRIRE RO A HAERE, W OIS AR—AT A2 D MG-QOL15r # A= 7 &K D A8 AR HE 2 8 e F. o

R EN R LT ANCOVA (MMRM) TR OZZFHIIL7Z, 20 ANCOVA (MMRM) Tix, Week 1, 2

4, 8, BON12 OF —FEFfLT,

a. LSM O ZEIIARAIREDfED E»7°§Jzﬁ%@1‘%zdz31%m*mt

b. p M 13 E AT O EIRBFEARE H Tdh D Week12 1233175 MG QOLIST #8 AT D_R—2T AL Inb O L BTk
LI CHD, ZEMETIRET D20, FEMHTIZT, Weekl2 (28175 MG-ADL 8 ATT DR—AT AL HDFEE
Week12 (2351725 QMG A= T KO MGC AT ST AUb Rt sl a7 (il A B /K 0.05) Thoagac
ZOREFITHE PN B CThLE I SN,

AAANEFICRITDFER
Week 12123517 DMG-QOL15HR AT T DR — 2T A LB DIV B O Sl (SD) 1, A<
FIBET—5.00(4.16) K OT T BAREET—1.11(6.53) Tho7-,

Z DD BIKEFHEIE B : Week 121ZMG-ADLI AT H33 8 LA HE T U8B E DEIS

U AF 2 —RIEEZ1T I Week 121MG-ADLKE AT 7 283 5 DL K T L= B & |
Gl 7T BAREE (46.1%) LU L TARAIRE (73.1%) Taik, ZOZETHEHFRICHET
HoT[ A X (95% CI) :3.184 (1.662~6.101) | p<0.001, B AT (w7 [alFE*],

*IRERIEA R N— AT A DMG-ADL K NQMGHaAZ T | il ONZ I BRAY ik 2 3028 B b J~Au T A7 ¢ 7 [Al)f

HAAEMICBIT R
HARNEMZBIT AL AR —OEIEIX, 7T BREENN33.3%., AFIEEN5.7% Th 7=,

ZDMOBIREFHHIE B : Week 121IZQMGH AT B35 8 LA EIE T LI B E DEI &

L AR 2 —RIEEZT I Week 12I2QMGHRRAZ T M58 LL HK FL7=gBRE 0B &
1. 77 BREE (33.0%) &LLEE L TARFIRE (58.0%) Tk, ZOZEIIHFHFZAMICHEE TH-
72 A XL (95% CI) :2.865 (1.518~5.409) . p=0.0012, 2 AT w7 [A)FE*)

VR A R T, X — AT A OMG-ADL K 'QMGHA AT 7 | NF DN HIBR A il 4 128 e b3 2 e A7 ¢y 7 [El i

HAAERICBIT R
AARNEMIZBIT AL AR —DEIEITL, 7T BREEN22.2%, ANFIRENA2.9% Tho7-,
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@ ZOOBIKFFEMER : FE DL RAF2—FIEE TORH

MEIDL AF 2 —FEFE TOREMZXIR U,
Week 12 (Day 15) £TIZV AF o —BIEZZ T o E F L O O BERI &1L, 77
ARHEE (10651) A312%. AFHIHE (4451) 235% T -7,

FE DL AF 2 —REFE TORE—mITTER

—e— KHIEF (n=86)
—o— JS5tAREE (n=88)

0.137
0.124
0.114
L{ 0.10
F 0.097
1 0.084
§I 0.07
2 B 0.06
2 & 054
% |_'_‘_"“"
= 0.047
iF 0.031 |
J= 0.02+ |
0.014
el I
1 8 15 29 57 84
il (B)
FHBE (n) 86 85 85 83 82 66
T5tREE (n) 88 88 84 81 77 59
> > -
AARANEAICBITHER

HARNEH T AF 2 —FIEEZZ T T IRE O 0 BEEIA 13777 B A T34,
33% THY AFIFETIIL AF 2 —RIEZ T ToERE 1T 722072,

Z DM DOBEIRFME B : Week 12F TL A2 — LR Z T TICMSER 2R LTZ
wEREOBIE
Week 12F TL A% 2 —RIEEZ T T ICMSEZ R L T-H88E OEI & &R IR L,
Week 12F CL AF 2 —RIEEZZ T TICMSER ER LT BRE OEIA 1L, 7T BREET
5.8%., AAKIHET14.0% Th o7 (p=0.0885, B AT v 7[aAlffi*)

*IRBRIRZ N -, NR—ATA L DMG-ADLIE AT T A B L4 50 A7 v 7[R

AARNEMICBITHHER
HARNEN BT DL AR —DEIEIX, 7T 2R EEN0%, AAIREH28.6% TH-o7=,

BRIFMEE : L A% 2—PFEEZ 1T TITWeek 12IZMGFA-PISOMMZ L L 7= 4% 5k
EDEE
Week 12{ZMGFA-PISD HEEE A1) & it (PR) Jo OMRASE IR (MM) % 22K L 7= # R & DOE &
IE, T EARBERENETU0% % UN9.3%, ARAIFEDZIE112.6% % UR28.2% Th-o7-,
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@ BRRAFMIE R : Week 1212817 BWPALSHPD X — AT AL DL E
Week 1212817 AWPALSHPAT T DR —AT7 AL NHDOEAL BT, ANFNEEE 7 TR
TEDRBD LR -T2, Week 1212817 HWPALSHPE-TH H DX —RT7 A bHO AL &
DLSMDZET, TR DT-DITVEE TERN T OEIA T—3.30, KB AEE T O
PR DOEIS T—11.89, FBIZLDBMAI7ZEE EOREDEIG T-12.83, KUK
HIFEEEOE|IS T2.13Th o7z,

@ HEAFEEE : Week 12123317 AEuroQol-5Dimention-5Level
EuroQol-5Dimention-5Level D18 B 1256 L CTWeek 121 R 720 | L [RIE L 7= 95k
FHOENEIT, BEYORRE CARFITE36.6% K N7 72 AREE32.5% (LLEEFIIE) . & ORIV
BHLT50.0% &% 1V42.2%, 572 ADTEEIT30.5% M U819.3%. J@ 7,/ AP T35.4% & T
36.1%, N2,/ SEZ AR TAT.6% K N37.3% CTh -1z,

@ BEFRAFHEIEE : Week 121251} DNeuro-QOL Fatigue Short FormD < —ZF AL )50
&
Neuro-QOL Fatigue Short Form®D-~_X—27 AL b0 ZEAL EDOLSMIE, Week 1D AFAH#E
—5.00 % N7 T BARRE—2.43, Week 12O AR AIE5.64 % N7 T ERFE2.5TTh o7,

@ FRAFEMER L AF 22— RIEEZ TR o TR E 12T AMG-ADL R 7 D~ —
AFGAL LD B E (VAR Z—FRHT)
Week 1212817 AMG-ADLAAT T DL AR A — AT i B2 X TR U,

Week 12123517 AMG-ADL R 7 DU AR Z — bt B —mITTE

141 mAKIEE (n=86) 1 m F5tREE (n=88)

NN =

T T T T
90 75 60 45 30 15 0 15 30 45 60 75 90
MG-ADLL AR>S —-DEIE (%)

Note : LAF 2 — A B G-I RE 1L, BAIOL AF 2 —3H.1% | L AR Z —IChFHS I,
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@ BEROFEEE L AR 2 —FIEER TR THRE (BT DQMGRAR T DR—2F
Ao DDEALE (L AR S —RHT)
Week 1210351 5QMGHRATT DL AR 4 — iRt R B R LTz,

Week 1212817 5QMGR AT T DL AR & — BT HE B —mITTAE M

:%57;: B AKIEE (n=86) 43 u fS5tREE (n=88)
-16_
.15 -

LN IS S

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

QMGL AR>S -DEIE (%)

Note : VAF 2 —FZ L HINT-WERE 1L, RAIOLAF 2 —3EH1% | JEL AR Z —IZa s,

® ERAEFANT : Week 1212313 DMG-ADLI AT & QMG AT D_R—RT AV H3b
DOELE
TRPARHTMESE R S ORI E LIS DS 1A 5 Lo /3 4R RIS DU T Week 121235175
MG-ADLI AT T K QMGRRATT DR AT A L INBD I BNk DAy S MR O fk
BAERITRU,

Week 1212317 BAMG-ADL AT D_X— AT NHLOE L&
oy 52 [ fRAT—mITTEF

PRI AFHE
N=88 N=86
B SR n CFBOD F-HIff (SD) n CFBO T (SD)
SR 85 —2.85 (3.60) 84 —4.70 (3.93)
el
<657 59 —2.75 (3.83) 63 —4.56 (4.14)
>655% 26 —3.08 (3.07) 21 —5.14 (3.24)
51
Bt 40 —2.85 (3.62) 33 —5.12 (3.62)
g 45 —2.84 (3.62) 51 —4.43 (4.12)
NR—2TA WO TR
<1 fiE 46 —3.04 (3.71) 39 —3.92 (3.59)
> fiE 39 —2.62 (3.51) 45 —5.38 (4.12)
R—2T7 A LB OMGFA
275 211 (1la, 11b) 26 —3.69 (3.60) 22 —4.23 (3.26)
275 111 (1a, 111b) 55 —2.42 (3.44) 58 —4.69 (3.96)
25 21V (IVa or IVb) 4 —3.25 (5.74) 4 —7.50 (6.45)
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Week 12123817 AMG-ADLB AT DR—Z5A VI bDE(LE:
R4y 5 T —mITTE

ARSI AFFE
N=88 N=86

il e n__ | CFBO V¥ (SD) n_ | CFBOTVHIE (SD)
R—2FA L OMG-ADLIR A= T

<9 31 —2.48 (2.97) 33 —3.88 (2.76)

>10 54 —3.06 (3.93) 51 —5.24 (4.47)
NR—2ATALREOQMGHA AT T

<17 37 —2.81(3.93) 37 —4.19 (3.08)

>18 48 —2.88 (3.37) 47 —5.11 (4.47)
HOER Y

ek 44 —3.61 (3.60) 43 —4.67 (3.70)

RN 32 —2.31 (3.69) 34 —4.74 (4.35)

W7 9 —1.00 (2.29) 7 —4.71 (3.68)
E93

EANR=w I R XUTT TV HR 5 —3.20 (4.44) 6 —6.33 (1.63)

EANR=w I K- TT RS 76 —2.97 (3.57) 71 —4.75 (3.96)
TRRRPTE

Y 42 —2.26 (3.39) 44 —4.89 (4.09)

g 43 —3.42 (3.75) 40 —4.50 (3.78)
7V —¥ DR T

Y 28 —4.14 (4.01) 28 —5.54 (3.98)

L 57 —2.21(3.23) 55 —4.44 (3.74)
i Jl A B3R A

Y 36 —2.78 (3.64) 43 —5.02 (4.32)

g 49 —2.90 (3.61) 41 —4.37 (3.48)
AT uA R LD iRRE

Y 72 —3.00 (3.74) 75 —4.88 (3.95)

L 13 —2.00 (2.65) 9 —3.22 (3.60)
R— 2T A D AT AR DA ]

Y 50 —2.80 (3.84) 59 —4.58 (3.59)

HEL 35 —2.91 (3.28) 25 —5.00 (4.69)
S I AN DR PRIE(AT BA R ZFRS) @

Y 31 —1.71 (3.47) 26 —4.62 (4.45)

L 54 —3.50 (3.54) 58 —4.74 (3.71)
N—=ZFA RO FIEIHIFNAT BA R Z RO

Y 15 —1.07 (2.25) 12 —3.83 (4.09)

HEL 70 —3.23 (3.73) 72 —4.85(3.91)
IVIg, SClIg, XIIPLEXIZ L AIG M

Y 62 —2.94 (3.97) 57 —4.93 (4.05)

L 23 —2.61 (2.41) 27 —4.22 (3.68)
i JRHEE D2 W

Y 18 —2.61 (4.00) 20 —5.80 (3.19)

HEL 67 —2.91 (3.52) 64 —4.36 (4.09)
COVID- 193 T BIT DB eI AL

PEATHI 8 —4.13 (4.05) 11 —4.64 (4.80)

WATH 77 —2.71 (3.55) 73 —4.71 (3.82)
COVID-19f THICIIT D12 Dk # A7

VA THI 4 —4.75 (5.38) 2 —4.00 (4.24)

AT 80 —2.79 (3.52) 80 —4.84 (3.92)

CFB : R—AT7A b0V &

Note : X—ATALIPLDOEAL TR —ATA L DOIENLR—ATA L REOEZE R T EE RSN, N—AT A hb
DR FIER DS A7,

Note : _N—AFANTIRFEHAR 23T D, YIEID IMP OER 5RO KRZICEONEEE RSN, RHREAITA
J)—= T ORBEDEE LT,

a. SIEIHIA] : S 7aARY . IR AT 7R, ARLF Y —h, ZOnl AR UVFL T
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Week 1212817 5QMGH AT DR—ZF AL bDE(LE :

oy T —mITTEH
TR AFHE
N=88 N=86

il 4] n CFBD - #fii (SD) n CFBO F-HJfi (SD)
EUN 84 —3.38 (4.21) 83 —6.31 (4.92)
G

<657% 58 —3.17 (4.15) 62 —6.35 (5.21)

>657% 26 —3.85 (4.37) 21 —6.19 (4.04)
PERI]

Bk 40 —3.15 (3.96) 33 —6.88 (4.10)

i 44 —3.59 (4.45) 50 —5.94 (5.40)
AR 2 F A O FE I [

<1 il 46 —3.22 (4.38) 39 —5.87 (4.37)

> i 38 —3.58 (4.03) 44 —6.70 (5.38)
N—2T A B OMGFA S

27711 (11a, 11b) 26 —3.65 (3.88) 22 —5.86 (5.13)

27 A1 (Il1a, 11Ib) 54 —3.24 (4.41) 57 —6.44 (4.83)

25 A1V (IVa X [ E1VD) 4 —3.50 (4.43) 4 —7.00 (6.27)
NR—2F7A L FEOMG-ADLE AT

<9 30 —2.87 (4.11) 33 —6.03 (4.91)

>10 54 —3.67 (4.27) 50 —6.50 (4.96)
R—2ATA L REOQMGRAZ T

<17 37 —2.43 (3.88) 37 —5.70 (3.98)

>18 47 —4.13 (4.34) 46 —6.80 (5.56)
JE Y Mk

bk 44 —3.59 (3.77) 42 —6.00 (4.71)

P 31 —3.32 (4.31) 34 —7.03 (5.25)

w7 9 —2.56 (6.02) 7 —4.71 (4.57)
593

EANR=y I R XET TV F 5 —3.00 (4.42) 6 —7.83 (4.75)

bAR=y IR TT VRS 75 —3.61 (4.20) 70 —6.16 (5.01)
TR PR PTIE

7Y 41 —3.12 (4.41) 43 —6.05 (5.16)

L 43 —3.63 (4.04) 40 —6.60 (4.69)
71— DOEEE

Y 28 —4.82 (4.35) 28 —6.07 (4.71)

ML 56 —2.66 (3.98) 54 —6.57 (5.00)
Jifa i B0 TR

7Y 35 —3.69 (4.28) 42 —6.31 (5.19)

HEL 49 —3.16 (4.19) 41 —6.32 (4.69)
AT A RIZLDIREE

A1 71 —3.28 (4.27) 74 —6.26 (4.90)

L 13 —3.92 (3.93) 9 —6.78 (5.38)
R—ATALRED AT BAR D

Y 50 —3.00 (4.26) 59 —6.14 (4.94)

L 34 —3.94 (4.13) 24 —6.75 (4.95)
SR INHIANC L DTEFIE (AT AR %R @

7Y 30 —2.77 (5.13) 26 —5.27 (4.75)

#EL 54 —3.72 (3.60) 57 —6.79 (4.96)
N=2FA O GIZINHIF (AT rAREERS) OfEH 2

Y 15 —2.27 (5.01) 12 —4.33 (4.21)

ML 69 —3.62 (4.01) 71 —6.65 (4.98)
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Week 1212817 5QMGH AT DR—ZFA L bDE(LE :

Sy SE RN —mITTHEH
T REE AHITE
N=88 N=86
eSS n__|_ CFBO ¥k (SD) n__| CFBOFHIE (SD)
IVIg, SClg, XIIPLEXIZ LD IRHEIE
HY 61 —3.51 (4.11) 56 —6.23 (5.12)
HEL 23 —3.04 (4.52) 27 —6.48 (4.56)
Jifa RN D> 5 e
Y 17 —4.18 (5.39) 20 —7.10 (3.80)
HEL 67 —3.18 (3.87) 63 —6.06 (5.23)
COVID-193iA THIC BT DB e A7
WEAT R 8 —3.00 (4.07) 11 —5.91 (4.35)
AT 76 —3.42 (4.24) 72 —6.38 (5.03)
COVID-19%f THIC IR IT D 12 D kpi 2 A7
PATHI 4 —4.50 (5.45) 2 —5.00 (5.66)
AT 79 —3.39 (4.15) 79 —6.38 (4.97)

CFB : RX—27 A mbOZAL &

Note : N—ATAUNEDEAL BT R—ATA LB DENHR—ATA LV BEOEEB U2 DL EFHESNTZ, R—AT A
PO FIHER DU FHEE RS,

Note : R—AT7AATIREMIM T35, PIEO IMP DR 5RO REIZELEEERSIL, ARG A T
AI)—= T DEEOEELT,

a. FEBIHIA : > oaARYY AR AT IR, ANNLF Y —h ¥7al bR VYXwT

BZ2HO/RR
O TRBRIRLBIEDY LHIWTS /- TEAE (BIfER) RBLRIL
T XCTOTEAED R ELEI A1, 77 BAHE (62641, 70.5%) & bhigg U CAAIHE (6641
76.7%) T 5%LL E@i<, RWEH ORBLEIA X, 772 HE (2261, 25.0%) L L CTAA
#E (280911, 32.6%) TrioTc, AARNEMICKITST X TOTEAED TR ELEI & 13, AH|
BE(401) 2357.1%., 771 REE (56) $355.6% Cho7=, BREME HANENT, BIfEH
IZHEREWT D o7, BARNEM TR, BWEHAD T 78 REEO341 (33.3%) 125D 5
o AAIFETITRIERITFH L 227,
WD EERET5%LL EOYBRE IR BLLZRIER (PTHI) 1, HESEAL A H i
(RAIBE 1061, 11.6% K% 7T - AREE: 461, 4.5%) K OVEFHEBAL TR (ARAIRE : 841
9.3% K% O\ TR EE: 361, 3.4%) TH-o7- (),

W NDNOBREFHETS% U EORERE (B LBIEMR

ARHIHE T REE
8611 881
2 TORIEH 28 (32.6) 22 (25.0)
WA BLEE5% DL EoRITEH
— i - 25 EE R U 53O OIREE 20 (23.3) 9 (10.2)
TR P H af. 10 (11.6) 4 (4.5)
ST 8(9.3) 3(3.4)

n (%). MedDRA version 24.0
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V. &EICEd51EH

® %L, EBEEXIRSFILCESTENER
FECICEST-RIERITRBLL 2D o7z, B G CTROOIV-HEZRFEIEMH PTHI 1X, AH
BECRARED L OHNE, 77 2 MRS VX — BN, KO A IR (5 161, 1.2%) . 77 2R
THI AL~ AR 25 M OBEIRERRS (5161, 1.1%) THoT2, ZOHH T 7 X215 (141)
IFEE TG ILIZED, ZOWHBRE ITSOIZIEREE/RCOVID-192FBLL 7=,
HARNERTIE, LT, BE, 5P IEICESTEWERIIRBO LTz,

HERBIER DR HRE RO TIER]
[ 5-8E  AFEE. SAE(PT) : 77 2V A ABIEO AL (77 2155 ]

435%., FN, 2ot 54kg, MGERZBIE V= RE : 20204-12 A 10 H

[BEFEE Rk e, Rk, FLEAMED AL ARG v AV AMERERR S | BES% . IMHRYE . WEEE 9T,

AFIR, — P o 1 6

[BOHE]RZ7eT VT IV PR, R MUIE . SEPIBEUE (rocephin 7 L /LF¥—) | 5205 | RHRIE,

YT VIAEERE, R TETY T~ =T A JLUHREPUAIE GERE 1 T

[ OF FHZE (SAE%E BLIRF 125 ) Jescitalopram, cholecalciferol, omega-3 fatty acid, acetylsalicylic

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

[SAEDESE L TRBRIEDALE | fis)i ] &, bk B8

[FHETOBHGEBRERE GG BZ1AELIREBLIH ETO A 441

[FrEti CEBLRZ 1R EL-ERIR A £ Co R0 J22H M

GUNESAON 2 SIE)

202141 H 7R ARBRIZSN,

202141 H26 H AFIBHZEIVHT DL, AR OYIEE G251,

20214E2H1H #RBRA 1L, COVID-19V 7 F L DRI G E L TEFE B K OW: R 2 38 5
L7z, 202142 A3 H | GBI GO I TRIE | Tho7=, 202142 H 10 H | #BRE 1, 2RIE O
COVID-197 7 F > Z RS LT, 20214E2 H 16 B | BB 1 P45 £ O COVID-19% R 8L 72
URRGLIRAE) , BRI ABE L e o7y, B C2E M REES L2, 202142 A 18 H | #kBR
Flx, PEEOT 72O PEEEIC T DI M OFERZFEBLL | fR REE N O RE AL
72 1RIEIE L TibuprofenZ ¢ 5-X3 4177, Day 293KBi%, COVID-191Z 15 WD 7= 6 FiE Hfi <
iz, 2021452 H 24 H . COVID-19D#xIF %0118 | ThH-7=,

20214E3H2H Day 293K, U/ —PfEA226U/L (FEHEHH : 1 ~100U/L) e N7 27— B 1IE
285651U/L (JEHEFIPH : 28~ 100U/L) TH -7, 20214E3H 8 H , UV —BE L O TIT7—BED
FEAOD  GRELEMIEBEMEOZZEZE L, TOB, #8F I3 0 gD
A L BER DIERIZ2 D Tz,

202143 H 108 77 2PEIESE (77 20 0BG 5 0 k) 35 BLL 7 (TRBRIE I 5-B 1h44 B
%), 77 AR ERE A LA IRRRE B H Y LT T,

20214F3 H 10, 772 ARG OB A B 72, 2021483 H 120 | R E 1Tk =A% 2
L. I&513COVID-19(C B 45 L% % Hi7-, Lidocaine & U'morphine sulfatet 1% 1250
FEIR IR LT, $£7-, #¢BR# 1Zdiphenhydraminet, % 554172, 2021453 7 18 H | #BR
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FIXEHBEMEICEIDERZEEZT ., BNOEKRE (REE B IXSESNT) | @ik
WAL (MRI) . X OB A O E M AR R4, 202143 H 23 H | 1R
# 5,

202143 H24H Day S7RPERE, HEIREIISGEY T, W T L OB KN EE2 > TEEL T
W BB BEATEATN T AR O F AR R L ARG SE T 0% RED DT, IRERFED
B 522 P 5 e AR E LT,

20214E3 A31H 772V (77 20 A RS O 8 L) Olsl LB | Tho7z (GEELND
22H1%) . 77 MBI DRI DL E X T G- 1k ) Th -T2,

20214E4 H2H  #8RE O 77— BEIZ182U/L KL D/ —TfHIL185U/L TH 7=, 202144
6 H | BBRE XIS O UENE AL TODH LR R IR EMITEE N E R LI e 2 iR
LTz, AAIE G- ORI L > THEBOSENBO LN BB E(EE I IRBREO &
G kA E LTz,

202144 H28 H e &okbi, #iBRE 1T, 77 2 MRS (77 2% 0 EEEB O (L) D= iR %
FIEL7 GRBREIEO R 5 A 12021453 H 23 H) . AR T L% #BRE 1IMG001 13Kk
BT,

20214E4 H7H #8413, MGOIRIEEL Tprednisone D% 5-4BRIAL 72, 20214F4H 150, |
HWHALAE ONBEMRA T, OBAMEE KK O+ ZHRIBRS RSz, BIBHEMEIXIREO
RARBIZRIF R A R E TE T, WA DR R DIRG O /2w RITHB L 22 o7, 1R
BRIATIEATICL DL BB T RSO ER R A O B E (VR —BEEK 77 —BHE) 2337
DN, AIPHBEROEIIT R0 > T, BEIE GO TWIZLDSEENBO NI LD,
TRBREATEERTILT 7 &1 O R O AL ARAI B 5 LB L TWDEE % 72,

@ ZXDMOEETREFEES

HEH T RETEAEOHEEE (SS) A 472V Rk OVE A/ FEEE RN RITIR U, JEYYE , TG
PERE IBBOE , TR S, K OB ERE O B+ _RETEAENRO LN, 7T 747%
RS DOE B T RETEARITRO b o7z, BANEM T, AFIBED 16 (14.3%) KO
TSR REED2] (22.2%) | EE‘?”’\%TEAE# BBV, ARFIHED 141 (14.3%) THEMEME T (5
AT, ) . 7T RREED261 (22.2%) TS EL S GRS PN HH I K OB S 5
2. A1, FEEE) | KO T RARREO 1] CIMBUE GEHHBALRZ ., IEEE) Tholo, RE
M& A ARNENT, # B T XETEAEICE B8 W TR2 o7, AR T, F 1B 7 YT

W SN0l
¥ H T _RETEAEOHE-SS
MedDRA Version 24.0 WAV £ AFHIHE
HERGIH N=88 N=86
EEY n (%) n (%)
ATOEHTRETEAE 29 (33.0) 41 (47.7)
YU © 16 (18.2) 23 (26.7)
FEESE 12 (13.6) 19 (22.1)
G 4 (4.5) 4 (4.7)
TESTHEBAL S s? 13 (14.8) 23(26.7)
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E B+ _XETEAEDOHFE—SS

MedDRA Version 24.0 WA N £ AHIHE

AEFRGH N=88 N=86
HEE n (%) n (%)
JEHEE 13 (14.8) 23 (26.7)
HEE 0 0

W EUE © 8(9.1) 8(9.3)
HEEHE 8 (9.1) 7 (8.1)
HEE 0 1(1.2)

TR 94 1(L.1) 3(3.5)
FEHIE 1(1.1) 3(3.5)
i 0 0

RO H 9~ ETEAE® 1(L.1) 1(1.2)
FEHESE 0 0
E% 1(L.1) 1(1.2)

Note : n i, D7e<Et | DLLEOHEAFEF O TEAE 23 #E SN ERE OBA R~ T,

a. WMI MedDRA DOErBERIRIFEIZIT S TEAE O “FEYE K OFFAEBIE” F203/ KO, @AEETO “FA&Y

b. VEIHAALSE : MedDRA RLRE T TEAE “VEFHHNLSR” SUX@ENLFED B G0 NEC"

c. IBAUE : MedDRA SMQ (28T 5 HEFE7: TEAE “IBHUE (narrow scope)” & (Y, SMQ (Z3311% TEAE “IB#UE (narrow
scope).”

d. ITIE% 4 - TEAEs in MedDRA SMQ narrow scope (235132 TEAE “S412 B2 TR 5 — A HRAIIR 2R (SMQ)”
735 2 sub-SMQs @ “ BN A (Fha L OR)—T7 25 Te) (SMQ)” & “HEME K OFHM A OB 44 (SMQ).”
ZERANLIZH D,

e. TEMEMESS : MedDRA SMQs TEAEs (23517 % “TEME E72 IXFEM R B OIS (SMQ) " ST “TEMEFE (SMQ) "D EH570,

@ FofhoReMEFMmER
ERPRRRETAE : R - AR A A S CU, AP ERBR S (13 B 4y 1 - A R Bk A 5 T0) O N B
& VRBRSEIC B 5 WA e 2B 1A) B OV 5B [ D BREE 2R EWNTRED b o T2, Al
(BRTL26], ARFNEE) IXEE ., B M ERBAE (BT ARFIEE) | Vo SEREE D
(BIRTL3H, 7T BREE) | )//\ﬂ@ﬁrtﬁﬁbu( RCULE, 7T'REE) | KOV SERE
DE (BRT 116, 7 78R8 1R BRIEE B sz,

MR AECFRE MR A LR R Tl R (77— B RO SA—8) D L5
ZhrE | TRBRIRICBIE 3 A B fe o ) K OV G- RE OB 72 O IEERD bR o7z, U
PR—PEINN CARFIE : 1/760) 1T EEE U S—BHIIN CRFNEE 3/7401) . 735 —E 0 (A5
RE 2501, T RREE1RHED)  RONT T=0 T M7 AT 27— BN CRFNEE  1/141)
(IR LB 0 S S AT,

RIRE., SAZNY A2 1285ELER VAR B 2 B e e il 1) M O G- D B
%fcﬁéb\ nth&)%ﬂfciz))of;o

an BT BEFEA—V, MEPREET a7V G ARIREL 7T AR TR
ZEWTRD 0T,

® SR
BB . X — 2T A B ZADABSE T o 7= BRI K EE T /8611 (1.2%) THY |
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TTRRRETIIWeh o7, Week 12FETO 1R A LL_E TR 5% IZADARG &
IR TR B 1T, AFITET2/8681 (2.3%) M T TR ARRET2/8801(2.3%) Tdh-o7z, TR
SR H12 I ZADABGME L 72 5 T2 4B 2 31T A AD AT I XA > 7= (AR FIEEAD ARG B D
ADABLIRAN : 133.498, 211.538, 77 AREEADABGE B DO ADAFUAAN : 414.035, 151.5),

ADABBHIZ E DR ARAIRE CIRBRIE R 5% ICADABG 7 > 79 BRE 2611235 1) 5
MG-ADLIR AT DR—AF7 A nHOEAL & IX, ADAFEME TH -5 E L rbig LTk
ERNZREDN T2, PK, PD, TEAE M ONgGi E ~DRBIIFRD LT,

PRV ZF LU T Y a— VHR  N— RT A R I PEGH LRI M Tl o 7= B 13 . ASF
ET5/861 (5.8%) K ONTFFRAREETT/88(8.0%) Tdr-o7-, Week 12E T 1 FEAMMF A LL 1
TR 5% \ZHIPEGHL IR é&f;of:%ﬂz%ﬁ% X ARAIEET8/86%1 (9.3%) K N T &
RHET 6/88171(6.8%) Th -7z, FIPEGHUARGVEIZL DA LE, PK, PD, TEAEK (MgGift
JEA~DEBIRES RELOIIRD 0T,

TRBREER 5-BTIC ADAGHE SUTHPEGHUA B TH - T-IRE DO H | TR 54212
PURMM DS E5- (R—=RAT AL BZIE N2 440588 322405 8) LT #1300 e o7z
2B ADAXUIHIPEGHUADIE I T 6 a7 T ORI, ol LU THIRE
) CHDHIENRINT, Fio, RIS 5% ICADARG M XUIHPEGHUA G L 7 o 7=
BRFE I HMET O a7 5 (PK) . PDFLE (sSRBCISILERER) | 224, RO
BIPE~DEBIIRO LR oTz,

HARNETIZ, R—=RT4 5 Week121ZMT TIRERIEE 5% IZADARG & 7272
BRI TRRD Do Tz,
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2) REMHER

O [ERsHtE % AR 5388k (MGO0011388R)

H

JEATRBR (MGO009F B X ITMGO0107RR) & 58 T L7z 425 T HE i 6 I 0 (gMG) B
BRI AR DR 22N CVEBRIEZRHL 5

RRT A

FIAR, Zhaaedelm ., JEE . Mk 5
(70 ERAEBI CRIE, BT & 7T A RAT AZVT  INT == R—=TU R AA
v RE LOHEA))

E S

A A gMGHF 1200 451 (A A N B 160145 T)

7R LV

et R (MGO009FAER S IIMGO0010585R) 258 T L7= B M T Aot gBrag

AR Tk

B G- B R Oe G- T5ik: A1 T RIORTRE K0 THRPERE OREISEE TEE
BOVNAT T G0 H R GROT V74V R PRI TR A LT,

Minimum (nominal)

target dose (mg/kg)

Actual dose (mg)

Weight range (kg)

Dose range (mg/kg)

0.3

16.6

=43 to <56

0.30 to 0.39

0.3

23.0

=56 to <77

0.30t00.41

0.3

324

=77 to 150

0.22t00.42

AR ] AR D AGRSNAF A REIZARD ET, UTTRBRIKAEHA 2 gMG 15K LL T
DAFOFIFEZ T IETLFE T, HBRE PIRRIKIEAE D DI S AR O 3¢ 52 /K
THILEARELLI,

2 H

TR G R I LA HHE SR (TEAE) ORHEIE
ZOMOFHHIEH 7% H 9 ~& TEAE, 20 £ HFHII A —/L (C-SSRS) |, fuf)i
P BERRRTEAE, A XA 12 FHELEX %

Bl EHAmZE H

« ARFHBRD Week 12 (Week E12 : #EE: 12 i) (2331F 5 Myasthenia Gravis-Activities of
Daily Living (MG-ADL) #A3 7T D_R—AFA L InB0 LAV R

* Week E12 1233175 Quantitative Myasthenia Gravis (QMGFAAT T (D_X—AFA L NHDZE L i

+ Week E12 1235172 Myasthenia Gravis CompositeMGC)FEATT D_X—RF A )LD I L&

+ Week E121Z331F% Myasthenia Gravis-Quality of Life revised(MG-QOL150)#aAT T 0D— 27
AL DHDI R

© VAF 2 —JRIEDE AR

+ PK, PD, fysitk

PRI
BALEEYE

L A 2 — I EEZ 1T T ICMGFA-PISOMMZ IEZ L L= R E D EIE . 7oL

FRAT 715

FRHT I G H O E 2 -
ITT MBS CoORERE
mITT £ M ITT 4055 | RERERE 1 RILL BRGS0, (BRIERE 54 1850 o MG-
ADLWRAI T 247§ D1l
SS:IRBRIEA 1R LA B G-SHT2 T R TOYRE
ek
© SSEXIGUMNT LI,
© TREIRPUMEOA BE SIS\ N TH A SR AT 2 S LT,
HEWE:
- mITT 2EF1&% OF CFS &5t U ZRIRRETATIE H A MEHTL . mITT SERZ %5 HER A
WrasEiiLiz,
« Week E12 (28175 MG-ADL $8A T D_R—AT7A L NV EITHOUVNT, _N—AT
AL DMG-ADL QMG fa A= 7| HEERAG Hisk (ALK, BRI, B OV H AS) | Jef Tkl
A ONE MG-ADL #8 A= 7 ERBEDAE HAEHIEZ [EE 2 F, #ra 28 Rz
H3HHT (ANCOVA) [mixed model repeated measures (MMRM) | CTRHL7z, 7
TR/ Nar T 03meke B (PIZ03 #E) KO LarZ7r 03mgkg/ P Nars
> 0.3mg/kg ¥ (20.3/20.3 BF) 2442, RO ANCOVA (MMRM) ZHVWT, %
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1Tk — SR Week 1 ~ 12 K OAGAERD Week E1 ~E12 DT —X &3t L 7=,
B HREORHZE R OTT VEBEALZ, QMG, MGC, MO MG-QOLI15r fa Az
TIZDUWTHERRIZIREHT L7, MG-ADL, QMG, MGC, & ' MG-QOLI15r fiA=7
IZDWT, ZHER FN—AT AU DD T Week E48 FTOLEALEDELIE (B
Yeios) EEPURLTZ,

- AMEDBIREHBE B2\, SR 2 R L7, RIS Ofif

Hrid. MG0010 FRERDOBAT U B DA ETRELTZ,

X AR, PRI, R—AT AL FO R, X— AT AU REOMGFAZA, N — A7 AR OMG-ADL

BAaT | R—=ATZAUHREOQMGHAT T | HIBRAY G, B, THIRISH I EOA 1, 7V —E DRk
EOF I, KEERINEOA &, AT oA NIZEDIBRIEOF I, R—2AF AU REDOATBARDE
FOH M, S IHIEN L DIRFREOA T (AT A REZERS) | AT A OB MHIF] (2
T AR FHOATEE, 1VIg, SClg, XIFPLEXIZ K ATRRRIEOAT I, M lIED 2 WA I,
COVID-193iA THAIZ I DGR A V708

H A NEFIZ W T, TEAEDZEEVERET, W ONCHBRE REME, A2 MERETE H | PR M
UPDEFRNTLTZ,

BAEEER

SRER 7 —2 0y A7 B ETIE, Jef iR (MG0009738 5% [ UMGO00107385%) 7> DH A 7t
2001 A ASGRER 1B FRZ AT, 200012 51T R S OVAREUBR COTRR I L% 5 Bl 2
He, Nar70.1mgkg | a7 70 1mg/kg | Vv 770 3me/kghf (20.1/20.1/
Z0.38f) 1241, ¥ v=7720.3mg/kg /| V770 3mg/kght (20.3/20.38F) 93451, 7T+
R PNarT0.1mg kg P70 3mglkght (P/20.1/20.38F) 541, 7T®AR | DL
27720.3mg/kghf (P/20.3%) 90 Bl CTH 7=, 1FEAEDHERE (16661, 83.0%) 23T —
471 "7 R CRBR Ak CThhoTo, N—RF 1D N ARG FRIRFEIT, Tl
I (SD) 5353.37% (15.05% (FiPH: 19~76 %) . BERE O 2L B3 ek (55.0%) . K
ZENEAN (76.0%) K AR =27 7 IETT 2 RPN (89.5%) Th-o7-, NEH K OYA
AR (BMI) ONHE (SD) 1E. 124 91.1 (25.06) kg & UN31.5(7.57) kg/m2 Tdh 7=,
T =27y A7 B ETIOBRERS 220061055 MGO009FRER N HREFT L 79 BR 5 1334
B (17.0%) . MGOO105ER N BT LT 5R 1 3166451 (83.0%) TH -7,

A O 8 EH ZR R E—ITTE R

P/Z0.1/Z0.3%E | P/Z03RE | Z0.1/20.1/Z0.3%E | Z0.3/Z03%E | VAT TR
N=5 N=90 N=12 N=92 N=199

PERIL n (%)

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

etk 4(80.0) 48 (53.3) 6 (50.0) 51(55.4) 109 (54.8)
AT, n (%)

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

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

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

AH 0 3(3.3) 0 5(5.4) 8 (4.0)
EJ%E . n (%)

EANR= I R UFTT U F 0 6(6.7) 1(8.3) 7(7.6) 14 (7.0)

E@;\*“W%‘X’WT‘/ A1 5 100) 81 (90.0) 11 (91.7) 80 (87.0) 177 (88.9)

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

W77 0 [ 93100 | 0 7(7.6) 16 (8.0)
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A O R R E—ITTE H

P/Z0.1/20.3%F P/70.3%E 70.1/Z0.1/Z03FE | Z0.3/203FF [ &P LarsS ¥t
N=5 N=90 N=12 N=92 N=199
RN 0 32 (35.6) 0 32 (34.8) 64 (32.2)
bk 5 (100) 49 (54.4) 12 (100) 53 (57.6) 119 (59.8)
R (%)?
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)
H L fiE 63.0 56.0 56.5 55.5 56.0
YN ON ] 36, 76 19, 75 23, 69 21,75 19, 76
EERIX 53 (%) 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)
K (kg)
n 5 89 12 9] 197
S (SD) 89.0 (29.57) | 88.6(26.39) 96.0 (23.54) 92.9 (24.05) 91.0 (25.16)
H L fiE 80.0 88.0 89.5 90.0 88.0
e/ M, TR 55, 130 42,171 66, 143 50, 163 42,171
REX Y (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(2.2) 5(2.5)
N 0 1 (1.1) 0 1(L.1) 2 (1.0)
HE (em)
n 5 90 12 92 199
I (SD) 162.74 (7.64) | 169.91(10.84) 169.24 (9.17) 169.94 (10.59) 169.70 (10.56)
Hp o fiE 162.80 168.00 172.40 169.65 168.80
S UN PN 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
EHIE (SD) 33.0 (8.92) 30.6 (7.88) 33.3 (6.36) 32.0 (7.23) 31.5(7.52)
R fiE 34.0 29.0 32.0 31.0 31.0
/M, FORAE 22,45 16, 56 25,45 19, 50 16, 56
DEo T B SE i ]
MG0009 5 (100) 6 (6.7) 12 (100) 11 (12.0) 34 (17.1)
MGO0010 0 84 (93.3) 0 81 (88.0) 165 (82.9)
Note: 77 ATIEFRANTIY N L O RIRITFLERS e o7,
a. MGOOL1FRER DAL 7 4 — LR A B M B4 LT 4
b. Clinicaltrials.govD4F X 47
R—2T74 > DR B KR OCgMGOBEERBE—-ITTE
P/Z0.1/20.3%F P/70.3%F 70.1/Z0.1/Z03FE | 20.3/203FF [ & LasS it
N=5 N=90 N=12 N=92 N=199
A7) —=2 7 HEOMGFA% A, n (%)
25 211 (I, 1Ib) 2 (40.0) 29 (32.2) 3 (25.0) 25(27.2) 59 (29.6)
2 2111 (1la, I1Ib) 3 (60.0) 57 (63.3) 9 (75.0) 59 (64.1) 128 (64.3)
25 AIV (IVa, IVb) 0 4 (4.4) 0 8 (8.7) 12 (6.0)
FEAERFEMD (5%)
n 5 90 12 91 198
EHIME (SD) 52.60 (12.66) | 44.03 (18.70) 38.58 (16.46) 43.75 (17.45) 43.79 (17.86)
o fiE 56.00 44.50 34.50 44.00 44.00
e/ IME, e KA 31.0, 63.0 9.0, 73.0 17.0, 63.0 13.0, 73.0 9.0, 73.0
A 0 0 0 1 1
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R—2F7 4 DR BEFME KR OCgMGOBEERBE—-ITTE

P/70.1/20.3%F P/Z0.3%F 70.1/20.1/20.3%% 70.3/Z0.3%f BN as5 R
N=5 N=90 N=12 N=92 N=199

IR (4F)®

n 5 90 12 92 199

SEEJfE (SD) 7.30 (8.09) 9.25 (10.45) 11.53 (8.19) 9.05 (8.95) 9.25 (9.56)

il 3.30 4.85 9.00 5.65 5.70

fe/IME, K E 2.7,21.6 0.2,51.9 3.3,26.0 0.2,42.3 0.2,51.9
FIERFOIER, n (%)

AR 5 77l 2 (40.0) 37 (41.1) 5(41.7) 35 (38.0) 79 (39.7)

g 3 (60.0) 53 (58.9) 7(58.3) 57 (62.0) 120 (60.3)
Jia SR EEBRATEAT Y n (%) 1 (20.0) 38 (42.2) 4(33.3) 45 (48.9) 88 (44.2)
JV—FBOEEEAY . n (%) 0 29 (32.2) 3 (25.0) 29 (31.5) 61 (30.7)
EEDOMGZY—EHbDHR(J] )b

n 0 29 3 29 61

SEEJE (SD) — 74.38(109.88) 24.67(9.17) 68.61 (84.10) 69.19 (95.13)

L fiE — 24.80 24.94 29.70 28.91

fe/IME, K AE — 4.1,472.6 15.4,33.7 4.2,280.3 4.1,472.6
IBEIEH I EEMG, n (%) ¢ - 42 (50.0) - 42 (51.9) 84 (50.9)
_—25 1 OMG-ADL o A7

n 5 90 12 92 199

‘F#4i (SD) 6.4 (1.5) 7.7 (4.5) 43 (3.1) 5.2 (3.9) 6.3 (4.3)

i 6.0 8.0 45 4.0 6.0

/M, Fe R 5,8 0,20 0, 10 0, 14 0,20
R—2FAL OMG-ADLER AT X573, 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)
NR—=ZT7A L DOQMGH AT

n 5 90 12 92 199

SEEfE (SD) 12.6 (2.7) 15.6 (6.0) 13.4 (6.0) 12.3 (5.0 13.8 (5.7)

Hp o fiE 13.0 15.0 11.5 12.0 14.0

S/ M, Fe KA 9,16 2,38 7,25 0,23 0,38
R—=ZF A DQMGHAIT X453, 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. FE I (4F) 1XLL F O IR RS (BRRBRODay 1 — 2 H ) /365.25

b. EEOMGZY—EHHOMIE (A)1XLL FOIOZFEEN 2 (KRR ODay 1— 27V —E D54 H)/(365.25/12)

c. MGOO009FABR TITIARM AP DR BENFEER SN2 D 272720 . MGOO10FRER M SR AT LT- B O 5 Stz (P/20.3 8
70.3/20.3%E, BN TTURHIZENE84B, 8141, 165%1)

HARANER ITTEF2006105 5 B AROIRER I B TR RS-tk (LT,

H A AWZERE) 1IZIMG0010:R R HB1TL721641 (8.0%) TV, ¥ H5-HERIDNERIZZ0.3/
ZO03FEDTH], P/Z03REN B T o7z, BIARER K VA ARNEHIZIIT DR E DO
(SD) IZZZH91.1(25.06) kg & 1%68.1(16.40) kg, BMID I (SD) iZZFnZEH31.5
(7.57) kg/m? }1'25.8(7.16) kg/m?> T 7=, 18 K\ B4 Bl 252 1 F T g DB
1%, BIREMN7348.0%, B ANEMANT5.0% Tho7-, IREEHIMEEM OB ST, k%
[17351.2% (85/166/1) . H A NEEF7387.5% (14/16f) T -7z,

AREM KO A A ANEROFEERE DNFR-ITTER

P/Z0.1/Z0.3%E|  P/Z0.3#E | Z0.1/20.1/20.3%F | Z0.3/Z03%E | BV aTTURE
2EEHA.N 5 90 12 922 199
MGOO1 15k (2N 5 (100) 90 (100) 12 (100) 92 (100) 199 (100)
gg(;gﬁ%ﬁ@w%k El2 5 (100) 68 (75.6) 12 (100) 73 (79.3) 158 (79.4)
ke 1 4 (80.0) 74 (82.2) 11 (91.7) 84 (91.3) 173 (86.9)
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AREM KO A A ANEFOBEERE DNFR-ITTER

P/Z0.1/Z0.3%%| P/ZO3RE | 20.1/20.1/Z03FE | Z20.3/203%E | &P ar TRt

ik 1 (20.0) 16 (17.8) 1(8.3) 8(8.7) 26 (13.1)
Fp B

HEFRS 0 4 (4.4 0 0 4(2.0)

IRRBINE L LTIk 0 7(7.8) 1(8.3) 0 8 (4.0)

2= il 4] iy 0 3(3.3) 0 2(2.2) 5(2.5)

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

TRER B TR T ST TRBR (K

HOHMW L EoR 0 1(1.1) 0 0 1 (0.5)

FH

Z ol 1 (20.0) 0 0 2(2.2) 3(1.5)
VLB AR V? 1 (20.0) 14 (15.6) 1(8.3) 9 (9.8) 25 (12.6)
B AR L 0 4(4.4) 0 8 (8.7) 12 (6.0)

Firahian oA

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

GRS INE LA IR 0 1(1.1) 0 1(1.1) 2(1.0)

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

Z Dt 0 0 0 1(1.1) 1(0.5)
BAAERM. N 0 9 0 7 16
MGOO117RER (=2 I 0 9 (100) 0 7 (100) 16 (100)
%(?011@&5&0)%& E12 3¢ 0 7(77.8) 0 6(85.7) 13 (81.3)
kitor 0 6 (66.7) 0 7 (100) 13 (81.3)
Wk 0 3(33.3) 0 0 3 (18.8)
e IEBEH

HHEEG 0 1(11.1) 0 0 1(6.3)

IZ% il D 1] Vi 0 2(22.2) 0 0 2 (12.5)
Ve BB R AR Ve 0 3(33.3) 0 0 3 (18.8)
NIRRT AR L 0 0 0 0 0
a. RFEDOWREDBHRBRARSEF THY, F—2 I b4 B RO KBRS 5K BB E DR T —FIAFTERN -

SEEH KO R ARNEFHOE2HEREE R-ITTEH

P/Z0.1/20.3%%| P/Z0.3#E | Z0.1/20.1/Z0.3%E | Z0.3/Z0.3%E | &VNAaT TRt

24EH. N 5 90 12 92 199
PERIL 1 (%)

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

ek 4 (80.0) 48 (53.3) 6 (50.0) 51 (55.4) 109 (54.8)
E D (%)

SEHIIE (SD) [ 60.6(14.8) | 53.7(155) | 50.4(153) | 529(14.6) | 53.3(15.0)
K (kg)

N 5 89 12 91 197

I (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

SEYIE (SD) 33.0 (8.92) 30.6 (7.88) 33.3 (6.36) 32.0 (7.23) 31.5 (7.52)
A7) —=2 7 HEOMGFA . n (%)

25 211 (1la, 11b) 2 (40.0) 29 (32.2) 3 (25.0) 25(27.2) 59 (29.6)

2 A1 (1lla, I1Ib) 3 (60.0) 57 (63.3) 9 (75.0) 59 (64.1) 128 (64.3)

25 A1V (IVa, IVb) 0 4(4.4) 0 8 (8.7) 12 (6.0)
FEIE R (%)

N 5 90 12 91 198

HfE (SD) 52.60 (12.66) | 44.03 (18.70) | 38.58 (16.46) 43.75 (17.45) 43.79 (17.86)
I AT (FF)°

SEHIE (SD) [ 730(8.09) [ 9.25(1045) | 11.53(8.19) | 9.05(8.95) [ 9.25(9.56)
FERERFOFEWR, n (%)

HIS 774 2 (40.0) 37 (41.1) 5(41.7) 35 (38.0) 79 (39.7)

EX e 3 (60.0) 53 (58.9) 7(58.3) 57 (62.0) 120 (60.3)
SRR ERATIEA D . n (%) 1(20.0) 38 (42.2) 4(33.3) 45 (48.9) 88 (44.2)
V) —EDBEEAD. n (%) 0 29 (32.2) 3 (25.0) 29 (31.5) 61 (30.7)

56




V. &EICEd51EH

SHREME OB ARANEMAO T FBREYRITTER

P/Z0.1/Z0.3%E|  P/Z03#E | 20.1/20.1/Z03%E | Z20.3/203%F | &A= F T8

IR gMGe

N - 84 - 81 165

n (%) - 42 (50.0) - 42 (51.9) 84 (50.9)
N—=ZT7A L DMG-ADL{ AT

EHIE (SD) [ 645 | 7745 | 43 (3.1) [ 5.2 (3.9) [ 6.3 (4.3)
N—=ZT7A L DMG-ADLFAZT X457, 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—2AFA L DQMGHATT

EEJfE (SD) [ 12627 | 156(6.0) | 13.4(6.0) | 123(5.0) | 13.8 (5.7)
NR—2FAL DQMGIHEATT X553, (%)

<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)
HARALH, N 0 9 0 7 16
PERI, n (%)

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

ik 0 4 (44.4) 0 4 (57.1) 8 (50.0)
EE (77%)°

EIfE (SD) [ 0 [ 528(9.1) | 0 [ 543112 [ 53497
IR (kg)

SEHIIE (SD) [ 0 [ 65.4(16.18) | 0 [ 71.6(17.28) [ 68.1(16.40)
BMI (kg/m?)

FHIE (SD) 0 [ 240477 | 0 [ 28.0(935) | 25.8(7.16)
A7V —=7 FEOMGFAZ A, n (%)

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

75 A1 (I, 11Ib) 0 8(88.9) 0 5(71.4) 13 (81.3)

75 IV (1Va, IVb) 0 0 0 0 0
FERE R (7%)

SEXIE (SD) [ 0 [ 42.00(15.07) | 0 [ 42.86(11.94) [ 42.38(13.35)
P BT ()P

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

A 775 0 1 (11.1) 0 0 1(6.3)

] 0 8(88.9) 0 7 (100) 15 (93.8)
Ji IR ERITIEA D . n (%) 0 7(77.8) 0 5(71.4) 12 (75.0)
JV—POBEAY . n (%) 0 2(22.2) 0 3 (42.9) 5(31.3)

TR IP T EEMG © — 8 (88.9) — 6 (85.7) 14 (87.5)
~X—254L OMG-ADL 227

SEHIE (SD) 0 [ 10044 | 0 [ 6.0 (4.2) [ 8.3 (4.6)
N —ZF7A L DMG-ADL $#8 A2 7 X547, 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)
N—=ZAF7AL DQMGHATT

SEHIE (SD) 0 [ 158(5.6) | 0 [ 123(.00 [ 14354
NR—=ZTA L DQMGHAZT X547, 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. MGOO11EBR DAL 74— LA B M B4 LI E
b. BRI (FF) (XL FOJIOICHES R (AR ODay 1 -2 H)/365.25

¢. MGOO09FKER TIHTANHRHTIE D IR TE N LIRS L2 o 72728 . MGOO 10 BR NS T LT E D s Shiz
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V. &EICEd51EH

WL EEORER

o RREELEZICRBELIAEESL (TEAE) ORBBFE
SREM: T —2hy A7 HETIZ, TEAEIZ &Y Va7 T RET18841 (94.0%) (23 BIL
720 TXTOTEAED R EEIA X, 70.3/20.3F£7391.4% (8541) . P/20.3%£7395.6% (8611]) T
ol IRRIKE S WS- TEAE (BIWER) 1220 v a7 7 U #6761 (33.5%) 12
FBLL, FEELEG13Z20.3/20.38£0331.2% (2941) . P/Z0.37£7335.6% (3245]) Tdh->7-, SAE 1%
BUNATTURET64H (32.0%) (ZFEHLL | FEBLEIG15Z0.3/20.37£75336.6% (344) . P/Z0.3
H£7325.6% (2361]) Th o7z, IRERIEDOE 5-H ILIZE STZTEAEIZ R Va7 7 #ET174
(8.5%) IZ3EHLL | FEHLEI51320.3/20.38E7037.5% (741) . P/Z0.3BEA11.1% (1061]) TH 7=,
BUNATTURETI%U EOBBRE IR B L RITEZRITR LT,

EINATTURETI% EOBBRE ICRBLIIRBRIEL BEHY LYW SN /- TEAE-SS

MedDRA Version 24.0 P/70.1/20.3%% P/Z0.3%E | Z0.1/20.1/Z0.3%%|  70.3/20.3%% BONaAFT R
A= IPNGE N=5 N=90 N=12 N=93 N=200
RAGE n (%) [#] n (%) [#] n (%) [#] n (%) [#] n (%) [#]
@ﬁfgj&%@% DS 0 32 (35.6) [65] 6 (50.0) [21] 29 (31.2) [59] 67 (33.5) [145]
Eﬁ;ﬁfgjﬁ?io 0 17 (18.9) [22] 6 (50.0) [13] 16 (17.2) [21] 39 (19.5) [56]
TG PN i 0 7(7.8)[7] 3 (25.0) [9] 2(2.2)[2] 12 (6.0) [18]
e SRS i) 0 4 (4.4) [5] 1(8.3)[1] 4 (4.3) [5] 9 (4.5) [11]
LS 0 1(1.1)[1] 0 4(4.3)[4] 5(2.5) [5]
TSR AL A 0 1(1.1)[1] 1(8.3)[1] 2(2.2)[2] 4(2.0) [4]
HEHHNLRE 0 1(1.1)[1] 0 3(3.2) [3] 4(2.0) [4]
TS E SRR 0 2(2.2)[2] 1(8.3)[1] 0 3(1.5) [3]
SR AL AR 0 2(2.2) [2] 0 0 2(1.0) [2]
R IE 0 1(1.1)[1] 0 1 (L) [1] 2 (1.0) [2]
i AR A 0 4(4.4)[11] 2 (16.7) [4] 8 (8.6) [12] 14 (7.0) [27]
U S—B I 0 2(2.2)[3] 0 5(5.4)[5] 7 (3.5) [8]
;Z?Z{%;EA7/X7I 0 (L) [1] 0 2(22)[2] 3(1.5)[3]
UL SERER D 0 0 1(83)[1] 2(2.2)[2] 3(1.5) [3]
TI5—EHIN 0 1(1.1)[1] 0 1(1.1)[1] 2(1.0) [2]
B EREDE N 0 0 1(8.3)[1] 1(1.)[1] 2 (1.0) [2]
IR 0 4 (4.4)[10] 2(16.7) [2] 2(2.2)[3] 8 (4.0) [15]
J19m 0 2(2.2)[2] 1(8.3)[1] 0 3 (1.5) [3]
CTN 0 2(2.2) [3] 1(8.3)[1] 0 3 (1.5) [4]
PR RIEE 0 4 (4.4) [4] 0 4 (4.3) [8] 8 (4.0)[12]
HE 5 T 0E 0 1(1.1)[1] 0 2(2.2) [4] 3 (1.5) [5]
BT 0 0 0 2(2.2) [3] 2 (1.0) [3]
MiEFs LN R EE 0 1(1.1)[3] 0 1(1.1)[3] 2 (1.0) [6]
UL SERIBD JE 0 1(1.1)[1] 0 1(1.1)[1] 2(1.0) [2]
I MRS E 0 1(1.1)[1] 0 1(1.1)[1] 2 (1.0) [2]

Note: nlI 2 E BRI, FEATEICHBIFATEAEN V7K Eh 1 D13l A ST BRE OB E =T,
Note: [#] (ITEAEDH %2 O3 A 5% 774,
Note: 28 B AR FIT LV N7 TUFHCB W TRAESENH WD OMBIEIZIE RO TBY, R UHEEOE A X7 V7 7 Xy MME
TRHML WD, PTIZRV LT TUREHCB W TRAEBE NS WS ODLIRIZIE ~H TR, MUBEEOEH X7 V7 7~y ME

TRiHL T D,

Note: TRERHE L BIHd D) & HI T S AL 7- TEAEIR IR BEAE E R Z LV HIlrs Tz,
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V. &EICEd51EH

HARANER: H A AERTTEAEIZ1541 (93.8%) I3 HL L=, T X THOTEAEDFEELEI S
1%, Z0.3/20.38E036/451 (85.7%) | P/Z0.3F£3941 (100%) T 7=, EIEHIZZ0.3/20.3ET1
B (14.3%) (2244 (e~ VAR ORIZE DB 14F) | P/Z0.3FE T34 (33.3%) 1234 (4156
AL L, HRRIEIE | R OB B RERR S5 3 & 1) Z8 B L 7=,

o [EFEZOH/EMMEHT CRRIEGIMHEER)

BUNATZURETIE, TXTOTEAED R ELE & M3, 1R IRPUIEEE ] T95.3% (8141) .
TRIRHCHUE LIS O TT90.1% (7341]) T -7, SAE, 1GERIRD & 5 1L E ~7-TEAE,
RIVER . M OVERYE FE 23 BE O TEAED ZS B EI A 13, 1REIRFIMER A £ 2129.4% (25
B) . 10.6% (9%1) . 30.6% (26451]) . K T23.5% (20%1) | {RFEHRBELIANOER A, ZNZ 1
29.6% (24%1) | 7.4% (661]) | 34.6% (28%51) . K U%25.9% (2141) TH-7=,

BREM THTIZESTZTEAEZ B L4056 | 1523 REIKUEER O g R E <
HoT-,

® L, EEXNIIEERILICESTRIER

RIEAICE DL CHNILRD 2o T, BIEREWEHIZRY Va7 T B T4 (2.0%) 1T
OBV, 20.3/Z0.3FEDEE R K OTEHFEALEGE (5 161, 1.1%) & O'P/Z0.3RED RS B BAR
R, IVT UV ZTREG R OBIIEREE (5161, 1.1%) ThoT-, FR ERE LR O/ T v =
TR (I VT > T TGS 20D PR I ) (X R — B BRI B U T, BlRRRR 1L, S
TR CT /AR G i Hl A~ L~ 2P E IR 28 3 58 BLL 7o BR A D BZ R S N T 142
(MRI) B TR BV BEIR LR AT R Ch o7z, G- IR ICE 7= IVEH A3P/20.38EIC
OBV, BHEREREE | TEHIMALERE  TESAL N L, SRS . AF R ERBE
B O =B (& 16, 1.1%) Tholz, HARANERTITIEE KO EEARIEH OB
TR ORI T,

® ZTOMOERTREFEER

JEYYIE | VEGTERAL B IUE ., TR 4 K OVEMEER; 011 H 9~ TEAE 2538%
Sy g

BUNAT TR TR IS ADNTER T RXETEAE (I 72V 5 (3G E (13041,
65.0%) T, N CTHFHIBAL LS (4561, 22.5%) | BEUE (3361, 16.5%) Th-o7z, ZHHD
K HTIVNTERL L ALINTZPTIZZNZEFLCOVID-19 (4941, 24.5%) . {FEFHAL N H 1
(17511, 8.5%) . Z&9Z (15451, 7.5%) Thr o7, BYYE ., IR FSR, K OEMEGOER
X TEAE 121, BELHBISNI-ERNBOONT, T 747F% 0 —KIGDOEH 3%
TEAE 1338572 oTz, BARNERTIE, BEYYE , IBBEUE , & OVESERALS S O B
T ARETEAEDRO OGN, 774 7% > — Kt MR F4:, L OEMEEEOREH F
EZTEAERIZRD B oTz, RRBR T, A2V 7 G TS S hieh o7,
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V. &EICEd51EH

WA DR R
® EIRFGIE B : Week E12 % RE48IZ 31T AMG-ADLM A 7 DFEATREBRD R —RF A
NHDOELE

MG-ADLKRAZT DFATHAR D N —AT AL OO EAL BEOHER % X2, MG-ADL
AT DIATIRER DX —ATA DD EA LR ZFRITR LT, Z0.3/20.3FETld, MG-ADL
ATT DFATRERO X =T A b D 2L & (LSM) 25 Week 1212—4.30(95% CI:
—5.36~—3.25) THY, Week E1213—5.77(95% CI:—6.83~—4.71) T 7=, Week 12 [Tk}
% Week E12 O MG-ADL{ AT T DSEATRERON—AT A b D2 bR (LSM) D7,
70.3/20.3#T—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/Z0.38E & UP/Z0 3BED FA TR DR — AT AL 3 HDOMG-ADLE AT T DAL D
SEHE (SD) 1, Week E127T1XZ0.3/20.37£53—6.25(3.70) . P/Z0.3%£23—6.26 (4.02) . Week
E48Tl, #1EhN—5.95(4.14) . —6.85(5.13) Tho7=,

MG-ADL# AT DHATRERD R —RF A NHDEH AL B DHERE—mITTEM

SEATEER MGO0011:K5%

—e— 70.3/20.38% (n=93)
i =@ P/Z0.38% (n=90)
E'ii P {ELSE

KIS MO I\ AUIN—
ONUNEro>-0Z
"

5212 4 8 1EIE B4 B8 ER E24 E36 E48
a1
HARA (week)
032038 () : 939193 93 93 939192 90 90 89 8 87 60
P/Z038% (n) : 909088 89 90 908789 89 88 8 & 75 54

Note: X —Z2FA AT SETHER(MG0009/MG0010)IZ 351 5, IMPO F][EIF 5-Rii D Fe (2 ISRl S ALl & B F S,
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V. &EICEd51EH

MG-ADL R T DSITREBDN— AT NHOE({L &

(MMRM., ANCOVA) mITT4£H

P/Z0.3%f 70.3/20.3%%
N=90 N=93
Week 12, n 90 93
-1 (SE) —2.93 (0.38) —4.72 (0.40)
T fE —3.00 —5.00
/M, FORAE —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
P-4 (SE) —6.26 (0.43) —6.25 (0.39)
PR —6.00 —6.00
/M, FeRIE —18.0, 2.0 —15.0, 3.0
LSM (SE) —6.67 (0.86) —5.77 (0.54)
95% CI b —8.37~—4.97 —6.83~—4.71
Week 12125132 Week E120 /A TR D~ —RT A _4.06 147
OOV D 7= ) )
95% CI —6.46~—1.66 —2.56~—0.38
pfi ® 0.0011 0.0083

Note: N —AF7A NTEATHRER(MG0009/MG0010)LZ351F 2 . IMPO F[a1 4% - /i D e W AN S U 72 i & E Fe Sz,

a. FATRBROR—RTA L 2 flioTc®T VAW TIES -,

b. MG-ADLI AT T DR—=RAFA L INHDEALEIZHONT, R—=2AT7 A DMG-ADL K "QMGHa A= 7 | Hit FfL A Hi ik
bk, BN BROVHE A) | 2647308k, W ONEMG-ADLKA A 7 &30l 0 42 FAE FH TE 4 [ iE 20 e . #eBh 425 5%
RLL7ZMMRM ANCOVA TiHiL 72, P/Z0.3mg/kght &% 10Z0.3/20. 375 %1 5212, ERLOMMRM ANCOVA% il
WC TR —EERMO I~ 12 L OARRBROIERE 1~ 12O T — X %5l L=,

c. LSMD 7T, RikBRDOWeek E1~ 120 i O fE & JeAT58k — 8B IR O Week 1~ 120 #[H OfE % brig LT
5y Wil

HARNEDOP/Z0.3%ETliL, Week 1212817 5MG-ADLIE AT D FeATiER DR — AT A
UINBDZEAL B D FEEIE (—1.00, SD:2.29) 73, Week E2C—5.63(SD:4.14) . Week E12T

—5.50(SD:4.34) . Week E48C—5.80(SD:4.60) k72 ~7-,

® FIRFHAMIE B : Week E12J% U'E48IZ 11T AQMGHRAT T DSEATIRER DR —RFA L5

DEAE

QMG AT D IATRER D RX—AT AL NED B B OS2 KT, QMGIRAZ T
DIATHBRDO R —AT AL POEDZALEE RN LT, 20.3/20. 31 Tlx, QMGHA=T O
FATRBRO R =27 A4 D HDOZEA{bE (LSM) 23 Week 1212—6.96 (95% CI1:—8.44~—5.48) T
HV . Week E121215—8.90(95% CI:—10.33~—7.46) &72o7-, Week 1212775 Week E120D
QMG AT DIATHRR DR —2T A L InBD AL (LSM) D71, Z20.3/20.3%T—1.94
(95% CI:—3.57~—0.32, p=0.0198) . P/Z0.3%#% CT—5.65(95% CI:—8.80~—2.50, p=0.0006)
ThHoT=,

70.3/Z0.38¢ K OP/Z03FED SeATIRER D R — 2T A LB DQMGHR AT T DAL D)
fiE£ (SD) 1%, Week E12TlE, Z0.3/20.3£43—8.47 (4.43) | P/Z0.3%£H3—7.72(5.84) . Week E48
T, THZ—8.28(4.88) . —8.92(6.80) T -7z,
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V. &EICEd51EH

QMGHEART DFATRBRD R —RTA L oD AL B OB —mITTEM

! FoATARER

MGO001 18R

—e— 70.3/20.38% (n=93)
P/z0.38% (n=90)
THIE+SE

BRIV AUN—,
SNUNEOZO

5212 4 8 12EIE2 B4 B8 EQ E24 E36 E48
g1
HARE (week)
203/20.38 (n) : 938890 90 89 928688 85 86 87 85 87 58
P/z038% (n) : 908987 87 88 898685 85 84 85 8 74 53

Note: N — A7 A 135477 BR(MG0009/MGO0010) 2317 % . IMPO ) [EH% 5-Fif D

QMG AT DFATRBRDOR—RFGA U OO ELE

(MMRM, ANCOVA) —mITT£F]

BB RS AL E S T

P/Z0.3%¢ 70.3/20.3%¢
N=90 N=93
Week 12, n 89 92
FEIE (SE) —3.51 (0.44) —6.39 (0.53)
A —3.00 —6.00
YN PN —15.0,3.0 —21.0, 3.0
LSM (SE)*® —3.07 (0.80) —6.96 (0.75)
95% CI —4.66~—1.49 —8.44~—5.48
Week E12, n 85 87
EHIME (SE) —7.72 (0.63) —8.47 (0.47)
AP —7.00 —8.00
e/ IMIE, e RAE —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
Week 121259 5 Week E1200JeA TRtBRD~— 565 194
ATA L IBDIEAV B DFES ) )
95% CI —8.80~—2.50 —3.57~—0.32
pfiE ® 0.0006 0.0198

Note: N — A7 A 34T ER(MG0009/MGO0010) 235155 . IMPOA][E] 4% 5-Fif D

B 44

&l

CEMliES L E ST,

Note: QMG AT IL13IEH H DA T DA FFTO~39 O THY  SEAmWVIEE R ENGE THHZEE B

T2,

a SATRBR DO R =T & fE ol T VA VTS,

b QMG AIT DAR—AFA L PED AR ONT, N—=2T A DMG-ADL K RQMGH A= 7 | Hi Ff Y il . 4
1TRBR, W ONZQMGHR AT T LSk e D 28 HAE I IE 2[5 50 . i Rg 2 48 B L L7-MMRM ANCOVA CFAl
U7z, P/Z0.3%E K TNZ0.3/20.30E 2% 8212, _ERROMMRM ANCOVAZ JAWT, J e Tk —EHEERYIO1~12i K%
OARBROIER 1~ 12 DT — &2 &3l L 7=,

¢ LSMOZEE, ARBRDOWeek E1~120 R DL Se1T3ER — E SR O Week 1~120 I O % gL 5
bz,
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V. &EICEd51EH

H AR N DOP/Z0.3%ETlE, Week 1212817 HQMGHRATT D SEATIRER DR —AT A2 D>
SOEAEDONE)E (—2.56, SD:6.02) A3, Week E1T—7.78 (SD:5.83) . Week E12C—9.00
(SD:6.80) . Week E48T—9.40 (SD:7.23) L7257,

® EIRFHEE B : Week E12J% DE48IZ BT AMGCHRR T DEATHERD R—RF AL 30

DEALE

MGCHAZT DFATHERO N —2T7 A NHD KA L EOHERZIZ, MGCRA=ZT
DIATRIRD R — AT AL NED LA B A TR LT, 20.3/20.38E Tk, MGCR AT T DA
TR O R —AT AL InHDO 2 (LSM) 2% Week 12(12-9.44(95% CI:—11.50~—7.38) T
i1, Week E121213—11.44(95% CI:—13.46~—9.41) L7 7=,

Week 1212%F9% Week E120OMGCH AT T DS ATRER DR — AT A LB D 2L &
(LSM) D #1%, Z20.3/20.38£C—2.00(95% CI:—4.36~0.36, p=0.0955) . P/Z0.3#£T—6.08
(95% CI1:—10.89~—1.26, p=0.0140) ThH~>7-,

70.3/20.38E } OP/Z0 3BED St TR D R — AT A LI BOMGCH AT T O EAL B
fi (SD) 1%, Week E127ClZ, Z0.3/Z20.3#£43-12.33(6.86) . P/Z0.3%£73—12.91(7.96) . Week
E48ClX, 2 41—11.42(7.56) . —13.51(9.45) ThH-7=,

MGCR AT DEITREBR DR — 54V InD DB B DOHEB—mITTERM

2 SeATatER MG001 158k

0

24 —e— 70.3/20.38% (n=93)

44 «=@-+ P/20.38% (n=90)
SEHS{E+SE

IO I\ AUN—2,
SNUNEOOR

5212 4 8 LEIE B4 B EL E24 E36 E48
1>
HiRE (week)
20.3/2038 (n) : 938891 90 89 928687 85 85 87 85 87 59
P/Z038 (n) : 908987 87 88 898685 85 84 85 8 74 53

Note: N—AF A L HATHRER(MG0009/MG0010) (23513 % . IMPOHRIE 5- 7l D Fe 4 (ZFHMS - fE L EFR ST,
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V. &EICEd51EH

MGCRAIT DFITRBR D X—RFGA PO OELE
(MMRM., ANCOVA) mITT4£H

P/Z0.3%f 70.3/20.3%f
N=90 N=93
Week 12, n 89 92
¥ (SE) —6.73 (0.68) —9.18 (0.66)
N —6.00 —9.00
/M, e RAE —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
-1 (SE) —12.91 (0.86) —12.33 (0.74)
g fE —13.00 —13.00
UM T ON(E —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 120251 4% Week E120 561 TRt 6,08 500
R=ZFA NSO ELEDFE ' '
95% CI —10.89~—1.26 —4.36~0.36
pfE® 0.0140 0.0955

Note: X —AF A T HATHER(MG0009/MGO010)IZ351F 2 . IMPO F[E1#% 5-Fil O e 2 I RIS AL E & E F Sz,

Note: MGCHRAZ T (X0~ 50,8 DA THY | BN mWIEE R ENHE CHLIEZE R T 5,

a SATRROR—ATA L st B T e VTGRS,

b MGCHRATT DR—=ATA LU NLDEALREIZDOWNWT, R—ATA L DMGCHRATT | X—AF7 A DOMG-ADL K&
QMG A= T | HiBEAY Hite | Je1T 3B, W NS R — 2T A ODMGCH AT LK D 48 B A 18 4 [E £ 40
B WRE 2 A B R L L7ZMMRM ANCOVA TRl L7z, P/Z0.37E M 1VZ20.3/20 38 &% 812, LEOMMRM
ANCOVAZ FAWT, TR EE MO 1~ 128 K OARRBOER 1~ 12 O F — 253l L7z,

¢ LSMDOZEIL, KRR DOWeek E1~120 I O & Se17305R — 5 IR OWeek 1~ 120 I O % i L5
i,

A AR NEEFDOP/Z0.38E T, Week 1212817 DMGCHRATT D YA TiBRDX—AF A7)
OO AL B D FE)E(—3.44, SD:5.36)1%, Week E1T—9.78(SD:9.27), Week E12T
—12.00(SD:8.14), Week E48 T—12.00(SD:7.28) 7257~

BRI TE B : Week E12J% U'E48IZ331F DMG-QOL15SHE AT D FATRBR DR —RF A

VB DE LR

MG-QOLI15r# AT D SEATRER DO R —RT A LSO R AL & OHER 2 X2, MG-
QOLI5tia AT DSEATHRR DR —AF AL b DO EAL EAE R IR LT, 20.3/20.38 Tl,
MG-QOLI15tfR AT D YeATRER D N —Z2T7 A b D2 L& (LSM) 28 Week 12 12—5.94
(95% CI:—8.10~—3.77) THY, Week E12(21%—8.95(95% CI:—11.13~—6.76) L7 >7=,
Week 12 (Z2%}7% Week E12 @ MG-QOLI15t#8 A7 D YATRER DR —AF AL InH D%
{8 (LSM) ®Z1X, Z0.3/20.3%EC—3.01(95% CI:—5.21~—0.81, p=0.0077) . P/Z0.3%% C—
5.74(95% CI1:—9.68~—1.80, p=0.0048) TH~7=,

70.3/Z0.38E K OP/Z0.3BED FAT R DR — 2T A L A BDOMG-QOL15rfe 2 7 D ZEAL,
BOYHE (SD) 1%, Week E127Cld, Z0.3/20.38£43-9.38(7.38) . P/Z0.3R£73—8.64(7.44) |
Week E48Cld, Z41E41-9.07(8.28) . —9.62(8.88) Th 7=,
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MG-QOL158 22 7 DHATREBR DR — 2T AL b DL B OHEBR—mITTEM

e ST ER MG001 15t5%
M 0
~B —e— 70.3/20.38f (n=93)
;1(8 -2 3. i --@-+ P/Z0.38f (n=90)
4 Q.. N
70 $--4 FAIELSE
>1
h5 i
5r °
z= -8
f£3 o
ga) -104 T
,12_
TT T T TT T T T T T T T T T
N=212 4 8 12E1E2 E4 E8 E12 E24 E36 E48
1>
AR (week)
20.3/20.38% (n) : 938891 90 89 918687 83 85 85 85 87 59
P/z0.38% (n) : 908986 87 88 888685 85 84 85 84 73 53

Note: N—2F7A NTHEATRBER(MG0009/MGO0010)IZ 3517 % . IMPO F[a14% - Fil O Fe 2 \ Al S U7 E & E F Sz,

MG-QOLI15t#& A7 DFEATRBRORX—RF AU oDV E
(MMRM, ANCOVA) —mITT£H

P/Z0.3%¢ 70.3/70.3%¢
N=90 N=93
Week 12, n 88 91
SE-¥JME (SE) —3.88 (0.68) —6.12 (0.77)
AP —3.00 —5.00
/M, d5 KAE —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
SEX)fE (SE) —8.64 (0.81) —9.38 (0.80)
PSR —8.00 —8.00
/M, FORAE —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
Week 1212545 Week E1200 JE1TaROD 574 301
R=AFTALPEDELBRDE ' '
95% CI —9.68~—1.80 —5.21~—0.81
pfif® 0.0048 0.0077

Note: X — AT A T EATRER(MG0009/MG0010) 23315 % . IMPOAII[E % 5-Ri D fe t2 IRl S L7 & B RSz,

a JATRBRD R —2FA L i~ 1= T N2 O TS,

b MG QOLIStATT D=7 A L INED AL BEIZOW T, R—=AT7 AL DMG-QOLIStiE AT | R—=AT A D
MG-ADL}, \QMG#Ha A= 7 B itk | Jef 7388k, I QNZ_R—2T 4> DMG-QOLI15rie A= 7 &3kt D42 B AE
JRIEZ S & F WshE 228 B B L LIZ-MMRM (ANCOVA) TPl L7z, P/Z0.3FE M 1NZ0.3/20.38E& R 5212,
FEOMMRM (ANCOVA) Z T, Jed73BR —E S Moo 1~ 1218 K OAGBROLE R 1 ~ 1208 07— Z 25
L7,

¢ LSMDZEI, ARBROWeek E1~ 120 HIB DAL o173 —E 5 #HMIE OWeek 1~ 120 WIH D% L T
BT,

HA N OP/Z0.38E Tl Week 1212381 HDMG-QOL 15t A7 D e Tkl O < — 2
FTAL NSO BEONFEE (—1.11, SD:6.53) A3, Week E1T—6.89(SD:9.03) . Week E12
T—9.13(SD:10.03) . Week E48 C—11.40(SD:9.50) &7¢2~7-,
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® EIIRFHMIEH : L Ao —FEDOfE R
R RFGAUINST — 2T hAT7 HETIIL AN 2 — i VEE S 1T -8B 313 . 20.3/20.3F¢
T14/93%1 (15.1%) & OP/Z0.3FET14/90%1 (15.6%) TdH-o7-,

HARNEMTT =AUy A7 B ETOHE BRI L A% 2 — RS2 TR
HEL 20.3/20.38ET3/741 (42.9%) S OP/Z0.38£T3/961 (33.3%) Tdr->7z,

® RFEMIFHEEH : L A% 2 —IEE 31T T ICMGFA-PISOMMZ 2R L 7= B E D FI A
Week E12/ZMGFA-PISD HKH -2y B fif (PR) & 2 ik L 7= 4B & O E| 51X, P/Z03RET
5.1%. Z0.3/Z0.3F£T10.4% T o7=, MGFA-PISOEEMUEIR (MM) Z ZERL L7 9B & &)
AL, 20.3/20.37ET37.7%, P/Z0.3RET37.2% CHYRIFEE ThoTz, HATRBROR—2T
A LS L TMGFA-PISIS L L7 9Bk O E| 51X, P/Z0.38ET60.3%., Z20.3/Z20.3%T
77.9% CiHro7z,

Week E48{ZMGFA-PISOHKF =2 E fi# (PR & O'MM) & 2L L7245 & O E A 13, 20.3/
Z0.3%E (ZNZH019.1% K% 1U34.0%) EP/Z0.38E (Z 402 4123.3% K% UN34.9%) ClRIFEE Th-
7o TATRBR DO R —2T A Ll L CMGFA-PISA S E L9 O EI A 1X, P/Z0.3RET
60.5%. Z0.3/20.3F£T76.6% Ch-7=,

® ISy EEMMEMNT : Week E12IZ81 DMG-ADLI A T DR—RAF7A L bDELE

TR RARGUESE A B VARG LIS O A 5 T /3 SR DU T Week 12123517
HMG-ADLIR AT DR—AT A L NHDEAL BT K550 53 48 F AT Ok Fo o RITRL
77

BRI, RFNOFHIZLD | T X TOEHERNTWeek E120OMG-ADLIRAZ T 28—
ATA MR N LT,

70.3/Z0 3FETIE, TR IR YELE [ K ORI IR T YE LA O£ - OMG-ADLR A= 7
DRX—=AT A NHEDEALEDONY-YIE (SD) X, Week E1TIL, BB 23—0.35
(1.74) . VB PIME LIS D 73—0.23 (1.84) . Week E12Tl, L —1.54(3.96) .
—1.65(2.39) . Week E48ClE, €4E41—-1.25(2.59) . —1.05(3.19) TH -7z,
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Week E1212 817 AMG-ADLIB AT DR— 25, NSDO L ED

B AT RE R mITTEH
P/Z0.3%F 70.3/20.3%f

B N=90 N=93

il e n CFBD V- HJ{E (SD) n CFBD FHE (SD)
IR 86 —3.16 (3.69) 89 —1.48 (3.19)
AE i

<657% 58 —3.48 (3.98) 68 —1.35(3.35)

>65 I 28 —2.50 (2.96) 21 —1.90 (2.64)
sl

B 40 —2.95 (3.85) 39 —1.28 (2.86)

ok 46 —3.35 (3.59) 50 —1.64 (3.44)
R— 2T A RO R I

< i 44 —2.91 (3.81) 42 —1.81 (3.03)

>l 42 —3.43 (3.60) 47 —1.19 (3.33)
R— 2T A B OMGFA S FH

25211 (1la, 1Ib) 28 —2.68 (2.84) 23 —1.65 (2.76)

27 A1 (1la, 11Ib) 54 —3.04 (3.46) 58 —1.31 (3.37)

277 A1V (IVa X ZIVb) 4 —8.25 (8.10) 8 —2.25 (3.24)
N—2F7A L FEOMG-ADLE AT

<9 56 —1.96 (2.48) 73 —0.66 (2.17)

>10 30 —5.40 (4.52) 16 —5.25 (4.31)
R—=ZF AL FFOQMGH A= T

<17 59 —2.73 (2.84) 72 —0.92 (2.80)

>18 27 —4.11 (5.03) 17 —3.88 (3.71)
iR A ik

ElS 47 —2.85 (3.95) 50 —1.48 (3.11)

PR 31 —3.29 (3.43) 32 —1.56 (3.59)

W7 8 —4.50 (3.16) 7 —1.14 (1.86)
593

A=y R XIIT TV R 5 —3.00 (2.65) 7 —0.14 (0.90)

A=y I R TT VRS 78 —3.27 (3.79) 78 —1.67 (3.36)
TRRHRPTIE

Gl 38 —3.68 (3.46) 41 —1.54 (3.96)

HEL 42 —2.55 (3.76) 37 —1.65 (2.39)
7)) —FDOREAE

Y 28 —2.79 (3.19) 28 —0.68 (3.39)

ML 58 —3.34 (3.93) 60 —1.65 (2.63)
i oA R fif I

Y 37 —3.14 (3.69) 48 —1.31 (3.33)

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

Y 73 —2.99 (3.65) 81 —1.42 (3.27)

ML 13 —4.15 (3.95) 8 —2.13 (2.23)
R—=ZFA U RFOAT AR DO

Y 50 —3.02 (3.48) 57 —1.16 (3.21)

L 36 —3.36 (4.01) 32 —2.06 (3.12)
SIEIHIFNC LDIREE (AT e ARERS) @

Y 65 —3.03 (3.78) 62 —1.45 (3.34)

L 21 —3.57 (3.47) 27 —1.56 (2.87)
N—2ATA RO GRIEPIHIF (AT v AR &R O @

Y 45 —3.18 (4.05) 42 —1.62 (3.18)

ML 41 —3.15 (3.31) 47 —1.36 (3.23)
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Week E1212 817 AMG-ADLIB AT DR— 25, NSDO L ED

B AT RE R mITTEH
P/Z0.3%% 70.3/20.3%f

3 N=90 N=93

iy 4 n_ | CFBOTHIE (SD) n__| CFBOFHIE (SD)
IVIg, SCIg, XIIPLEXIZ L AIREE

7Y 64 —3.03 (3.85) 62 —1.40 (3.47)

L 22 —3.55 (3.26) 27 —1.67 (2.50)
Jia B D 2K

Y 19 —3.11 (2.88) 22 —0.86 (1.75)

HEL 67 —3.18 (3.91) 67 —1.69 (3.53)
COVID-19ATIIIC I T DB g AT

PRA TR 5 —2.60 (3.78) 10 —1.40 (2.67)

AT 81 —3.20 (3.71) 79 —1.49 (3.27)

CFB: RX—AT7 AL nHO A

Note : MGO009F B TIIHE5R # OIRFIPIIE DR IEN SRS TE LT, MGO0107ER B D A Ftdks vz,

a SRIEPIRIAL: S 7 a AR /R AT 7 IR AR LR — b, F7RY AR VYR L T TYFA T 1
VEVAY. 3

® IR : Week E121231F 2QMGHEATT DR—AF7A b DA B
TBFHEHUESEI R VAR IEHUE AN O 2 8 T i A TS T, Week E1212350F
BQAMGRAIT D_R—AGA L BT 5+ D SN OfE A RITR LI,

Week E12I1Z 81T A5QMGH AT DR—ZF A NHDEALED
BBy EFARATRE R mITTEH
P/Z0.3%f 70.3/20.3%%
N=90 N=93
e n CFBD V- HJ{E (SD) n CFBOD F-HIff (SD)

BRI 84 —4.02 (4.83) 87 —1.90 (3.67)
iR

<655% 57 —4.40 (5.25) 67 —1.75 (3.94)

>65 I 27 —3.22 (3.76) 20 —2.40 (2.62)
]l

FE 40 —3.88 (4.42) 39 —1.85(3.31)

ok 44 —4.16 (5.22) 48 —1.94 (3.98)
A= 2T A RO R IR

< il 43 —4.26 (4.66) 41 —1.54 (3.43)

> fE 41 —3.78 (5.05) 46 —2.22 (3.89)
NR—2F7 A N OMGFASY $H

25211 (1la, 1Ib) 28 —3.93 (4.27) 23 —1.87 (3.12)

27 A1 (1MTa, 1TIb) 53 —3.36 (3.65) 56 —1.75 (3.79)

77 ALV (IVa XJE1Vb) 3 —16.67 8 —3.00 (4.57)
R—2TA B OMG-ADLE AT

<9 55 —3.45 (3.63) 72 —1.25(3.22)

>10 29 —5.10 (6.47) 15 —5.00 (4.21)
R—RTA U BREOQMGIR AT

<17 57 —3.19 (3.56) 72 —1.28 (3.38)

>18 27 —5.78 (6.51) 15 —4.87 (3.68)
HUBRAY Hisk

BlS 45 —3.96 (3.99) 48 —2.15(3.14)

el 31 —3.65 (5.91) 32 —1.44 (4.54)

W77 8 —5.88 (4.64) 7 —2.29 (2.87)
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P/Z0.3%F 70.3/Z0.3%f
N=90 N=93

oy n | CFBOFHME (SD) n CFBD - (SD)
593

A=y R XIIT TV R 5 —1.00 (1.41) 7 —1.57 (2.15)

A=y TR TT USRS 76 —4.37 (4.94) 76 —1.99 (3.86)
TR

Y 38 —4.61 (5.48) 40 —2.05 (4.11)

ML 40 —3.48 (4.40) 36 —1.53 (3.09)
7 —F¥ OREE

Y 28 —3.57 (3.49) 27 —1.37 (3.14)

MEL 56 —4.25 (5.39) 59 —2.07 (3.89)
i JU i B At e

Y 36 —4.31 (5.15) 47 —2.15 (4.17)

HEL 48 —3.81 (4.61) 40 —1.60 (3.01)
2T aA NI LA IR E

Y 72 —4.00 (4.88) 79 —1.99 (3.82)

ML 12 —4.17 (4.67) 8 —1.00 (1.41)
R—=RTALBFOAT AR O

Y 49 —4.27 (5.05) 56 —1.46 (3.36)

L 35 —3.69 (4.54) 31 —2.68 (4.13)
S AN L BIRIE (ATaARERL) @

Y 63 —4.17 (5.09) 60 —2.00 (3.99)

g 21 —3.57 (4.01) 27 —1.67 (2.91)
N=2FA O FHSZIHIF] (AT aAR 2R O] @

Y 43 —5.19 (5.32) 41 —2.00 (4.02)

MEL 41 —2.80 (3.96) 46 —1.80 (3.38)
IVIg, SCIg, XIXPLEX|Z X A5

Y 62 —3.95 (5.06) 60 —2.03 (3.87)

L 22 —4.23 (4.20) 27 —1.59 (3.24)
it R 0D 72 e

Y 18 —4.06 (4.28) 22 —1.59 (3.32)

ML 66 —4.02 (5.00) 65 —2.00 (3.80)
COVID-19%H T BT DB ERZ AT

VA THI 5 —3.00 (4.18) 9 —2.11 (3.95)

AT 79 —4.09 (4.88) 78 —1.87 (3.67)

CFB: _X—AT7A b0 &

Note : MGO009F R Tl HEBRHE OIRF KPR EENFLERS L TE LT, MGO0107RER) B D A FldkS Tz,

a. EIHIF AR AR AT IR ALY —h 27V AR VYRS THEF AT I3
7z ) — )V
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MEDHUERDOFEBRDL

AFIYIE 5B ADAR % Coh > 7 BR#1320.3/20. 38T 1/8141 (1.2%) THY ., P/Z0.3
FETIX W o 7o, REIFIEIBEG-025121 % £ TIZADAR 7> T 9B OEI A1,
70.3/20.38ECT2.5% (21) K OP/Z0.3BETOBI T o7, L OPERE 1T, ADAFEBURILR
B Cdh-72[20.3/20.3%E: 5711 (70.4%) . P/Z0.3FE: 6441 (76.2%) 1, AFIWIEIFE -5 12 ¥
FVZIZADARGEL 72 o To R F 1IN T D G HETHRO LR o Tz, Fio, AR
M FIZADABGE L 72 S T EBRE 1N T O B G RETHLRRD BT,

AGRBR CITTRBR IR 514 ICADARRME L 72 > 7226 D ADAFUAM R E S 7o T2,

BRI DR 20.3/20 38F CADARME Clo T3 H DMG-ADLIA AT T (D — 2
TAL DDA EIL, ADARRMETH T g BRE OfE R LIRIFRE CTh-o7-, (AL, ADA
B DYLERF AL D72 Te D | MG-ADLAR A T IZ K AFE T ADARBUR L DR BT DT
BROBDFETRITELIL TR,

PKIZRHT AR 70.3/Z0. 38T WU O I S AD ARSI Cdo o 72345 o I e >
NaFTU T ADARRME CThoT- B LRI E ThoT-,

PDIZXI B 70.3/Z0 37T, ARER I TP ICADABSME DS HERS - R B & L etk Tho
B Tl T— MM AT A RE TH o T — AT A 1% DT =T D FEA I A CsRBCYA I
ROR—ATA L INEDEACRITRFE T REE T o T,

TEAE~DFE:70.3/20.3F T, 1B 5% (ZADAR ML 72 5 72261 Tl & AIIZADA
BEPEDTRD DIV LLBEIZ TEAEDSIR R BLL 72, e WIZADARG DGR HAVIZRE A LA
BRI 213G IZ R BLU I TEAE (PTH) 13, HEHEBAIETR ThoT, S WIZADARG D RO L
AT p LA\ R B U T2 VS SO O TEAE (PTHID VX, 1ES BRI S (261) M ONES
AL I (161) THY | BBEUE LG & OV H A& R E OTEAEITRO LIV -7z,

P/Z0.3HE TIRBR I 512 | ZADARGYE L 72 S TR E 238D T, I WIIZADABGYEDGRD B
AT LU ISR B L 7= TEAED i 137203 72,
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® FRV=FL 7 Va—/ (PEG)Hils
AAFW B GBI HIPEGHUA G M Ch o 7o B 13, Z20.3/Z0.38ET 5/81451 (6.2%) e Y
P/Z0.3%F T 8/84(9.5%) Tro7z, ARERMIF F1, 241 (20.3/Z0.3Ff } OP/Z0.3FED A 145]) 23
TR 514 | CHIPEGHLUIREG ML 7r o 72,

BRI T D828 70.3/20 .38 & UP/Z20.35E T, HFLPEGHUA M Th 7= 45 #E O MG-
ADLIRAIT DR—2AT7 A NHO - E LRI, FIPEGHUARENE CTH - 7= 95 O fs 1
LRIFEEE Th o7z, (L, FIPEGHUA G DYLERE FA D722 | MG-ADLIR A= T2 &
ETHPEGH AT BRI DB DWW T E RO H D5 TSI TUVRU,

PKIZ %3 BR8N D S R S L Z HIPEGHUAR B M Tdn o 7-20.3/20 3FED 1341 g I
P/Z03BEDIF D MAE R a7 T R BIPEGHUAE M ChH 79 BrE LRIFR L C
ol

PDIZxP$ DR EE: 70.3/20.38F X ONP/Z0.3%E T, HIPEGHUKR M D HER S BrE L Ia
PE TSI BB E Tl . F— N AT BT T _R— 2T A L1 D T DAl 5T
SRBCIAMLZR D _R—AT A NHD AL RITFE T REE W T2 o7,

TEAEIZX 3 2588 70.3/20 38 T, I6BRIEE 5% ICHIPEGHUR G & 72 - 728451 Tl
HANZHIPEGHUAR G MED TR D BT RF S AR I TEAED 48 FEBIL | 2051 P RICHBIL 7=
TEAE(PT}”J'J) TR B R M OVEEE A B 9 (MG O EEAR) (24511, 25.0%) Th o7, Al

IZHIPEGHUA G ME DS FRO HALT-RE LB IZFE BLL7ZTEAE (PTHI) D56 | IBBUIE S D
TEAEIZEEfh 2 J§ 2% 3 141, 9 3 0L SO O TEAE I 73 S 5B HA 1 K2 OV B AT 9 9m 703
BIFNTRBL, B OEEEDOTEAERITZRD LR -T2, P/Z0.38E CIRBR IR 54125
PEGHUARBINEL 22 > T2 1651 Tl S WINTHIPEGHUARS M 25588 HALT- B 2 LLUKE ICTEAEI L2
OISy AWANIRY el

TG BE (20 B8 1 20.3/20 .31} OP/Z0. 3R L\, HIPEGHUASME A MBS AL 7- 1 5h

FHLNETH TR Tl SR 2 & U7 IgGe 2 D Sl I 0D 284k 8 (TR R
HICEHERZAITRRD BN T G TRE S ~EEWT T,
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(5) BE-REHNHER

)

2)

FFEtREEE & Z W R ELT-HER (UP00945 5% : AEAT—5)Y

H 8 BE OO TP E % (Child-Pugh 7348 CHY RS EE[7~9 ) AR BR A M OTHERE IE 7 4k #
(B-8BIEH166)Z X2, AHN0.3mg/kgZ HLRI S T 5- L7 EOPKA R T 2514, B
fis% . FEERBRIZIB VT, 2 T31(18.8%)DHER# IZ5 D TEAEN ZBD HAL, 20D 9
T iR B TR RE R SR BE DS 20010(25.0%) 404 . FTHEHE IE & B BRE BEDS 141 (12.5%) 11
Tl BRI TFIZ, SAE, & EDTEAE, B H1 IEICES7-TEAE, M O4E1CITR
STz, R TS REFE PR E R O 1 IR BREE L B0 L] S L7 TEAE (H]
TER) SIS AU L AT BL L 7o, MR o0 BE VX, F BRI 20 A AL #s
JHITE R Th o7, ISR E R #BRAE TECIE. RIERITRO bV o7z, Fo, ZOfho
L APETAMIE B (BRI, A2V A 125580 B, SR B)ICh FERAYIC &
B IRD DI > To, ARRBROFERMND, Frire e SO P L& OV %5 FE T HE
B T R T LA R IE B B D e M7 a7 7 A VT NERRO DI e o7z,

BHEREEZANRELI-HER (VP04 A EAT—5)°

B BB REREE PR (CLerd30mL/ 73 A & 7E 38) K OVE PR AE I ) g8 (458417116
{51) A RF AT A0 3mg kg BEIRI Bz T 4% - L= L& OPKAFHI T2 5510, I BRI
BT AHI G-t | TP TR I I 1 S OV R RE TE W B I LIS AR 28
FRROLIRD ST, Fe, ZOMOZREMRHIT A (RARREE, A2 1258
LM, B RETR) IO BRI E R L EIRRD DRI T, B B RERE T R
R OV BRETE AR (A0, 3mg/ kg BEIRI B T B LT b O R RN RSN,

(6) ABRHIfEF
1) FERARRHEE (—REARRAE, FEEABRHEE, ERRGHERE),

WERFTERT —IN—AAE, RERTRERAROAR
- — Rl I Aol A OAEEE (SR M T )

H i F K HE TR DAA D e OH D
M AEATHOZEE BB ET D, B E LK LR MER
FEEORBBLEIG S, BN L O CERSILE
MGO0010 R & OMG001 1385 & KRELS BB LN

IRNHEEMETB T D,
LA BAIIR BRRGSIE . RS ZRIEYYIE,, IR | B 7 UIE
ki 5 1k EXELEEN
HAE Bl 5k 15001 (& PERET T RAE BT & L T14351)
el W 7EBR4A H D DHO4ETH]
B AL T TEE 1 8 SR 1T L 72 IR R E T (ARGEBE 46 B

MBIz T IE) A AR A REL, LR
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PR B 2 PEARBR T L FB 0 Bk kI L B I
U 2 EIN Ll 072 0 AT T b %
e 5,

Bl

1 SEBI &7 34 ]

2) RBEHLLTRBFEOANBRITRELI-RE -HROME
ARLRME R OV - 6 EORIRREE (1) KBS DBk

M. #EEICES+5HE 5. K
ST HL,

(7) EDfth

AR AL
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VI. EEEICEHI HIEH

1. FEZY(CEAEHILEVRITILEME
TRz 23 S E SR
— 4 VR~ T (BAGFHHRZ) 77 VA~ T (BB T %)
HE OO LAY O REL, RFOEFIRLESMTHL,

2. EBEEH
(1) {EREMGI-1ERRF
INAT T AIEMERE ST (C5) DL~V THRIRIEMELZ LL R O22D/ERIZEY
PR 2112,
1) DN aT 7 NICSERE G L T aAT Uy ZIZC5DC5al NCSb~D B THE 32
ZEITED FIROERIEALZBLL,
2) C5b-C6 AR E T T 52 LI KV IR BEE A (R (MAC) FE Rk O 5 — B4 1B

HEPLE T,
WEEEACRB LD VT DVER A
W HHER LOFUER
(ﬁﬁiigggﬁ”jﬁ}: - RIS AT & E A MRARTEI & ERA

=W (eta) (et (ot

(| csa | &S —CD
PFIATIEDY l —

Howard JF, et al.: Expert Opin Investig Drugs. 2021; 30(5) : 483-493% £ &2 {EK
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VI. ExhEB(ZEH9 51EH

UnarsroOIEREFE
I O =77 SOOI S
PEIZEWBFIE THREA L TC5DC5ak
o CSb~DPHRAELEL, FitDMiik
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ﬁii%kgu - 77kg A : 23.0mg, {KE77kglL F:32.4mg]
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VI. ENEIE(CRITHIER

@ MGO001035k (EBRILF I —HE R
P77 0. 3mg/kg i G- IRFOSRBCIR L3R OFRRFIHER 2 B R LT, AGRBR Tl #%
BRENC N7 T03mglkg X7 T B R 2 12BN ER G- LT-, ¥Vva7 70 3mg/kg%
B 5L b& sSRBCIA MR TldWeek 1~ 121ZHHIABLE 2V REHL, Week 127CIEiz ififH
R1T98% Th-7z,

sRBCHA I S D AR RFHIHERE-MG00103X5% (PD-PPS)

(%) . -
100- == >)L173>0.3mg/kg (n=85)

FE+95%CI

HEMOomo®

T T T T T T T T T T T T T
R=AF1> 1 2 4 8 12

MEESERE (Week)

AR 1 Tp. 292 R

® MGO00113 8k (MG00097RER B O'MGO0103RER D IE B ikt alBR) 10
AR CIL, BT UL a7 T0.3mgkes 5 LT #E 120 L7720, 3mg/kg
Tk IR R B LB E TV Va5 0. 3mg/kgm % 5- LT, sSRBCIS ILE
B ClE, Week E12(Z817 5 X—RAT7A DO EALEN, Va7 703mgkg/ 2 var>
20.3mg/kght T—97.3%, 7 78R/ Na7F0.3mg/kght T—95.9%THY, WITNDORET
BRI E RS,
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VI. ENEIE(CRITHIER

2) MmIEPRHAFESR S IRE (FASESRLS)
O UPO1128A8R (EMIEE 5, HE#E# 5 &k REER 5HR) Y
HE#E . N ar I R BB NG5 LIS ORCSIRE ORI AL A KR LT,
HAfE 53R — OV a 7 Z U BT A MR CSIREE X, HEER 5% AL, &
HKBE (Day 29) £TICN—ATAAMELRIFREE LI o7z, BT T EARBETIE, W L0
A CHCSIREDFHERZEITROONT | RXR—=AT AL NED LA B D I KA
+2.5ug/mL (Day 3) Th-7=,

MeCSIB B DRl : BRI 5—UP011238k (PD &3 SRE M)

(ug/mL)
140
130
120
110
100

90

g 80

. 70

é 60
50
407 —— 2T5tREY =@ 3),375>0.05mg/kgBE
30
204 === 3)L7750.1mg/kg8¥ —B— 3),175>0.2mg/kga¥
1073 —+ + 3),77520.4mg/kgEt FI5ME£SD

0

T LIS L L L L
0 48 96 144 192 240 288 336 384 482 480 528 576 624 672 720

5% (h)

KEHKE-: V2770 2mg/kgZ 1 B 1[A]17 H B KE R TG LIZEEORCSTRE DR
b 2 R LT, AR G2k —h (27500 2mg/lkgs 1 H 11817 H B 5 T#¢5-) D
DONATTUORETIE, CSIRIEEITRBR IR A LB L T LR L, &bt (Day 35) R CTH R —
ATA L KO EEEMERF LTz, 77 BREETIX, W ILOFHIliRE A CHCSIRE DB E 72 251k,
ITRROLIT | R—ATA LN B D KEIZ+14.3ug/mL (Day 15) Th-o7-,

KE#E R — DOV as T BB ACSOHINT., P Aar T A LIZC5D
WA DFEF & —F L TRY, FEHECS AL SRR LR, CSIEED EFIX, #&% 5
PO MIER Va7 ZARED ER-E—EL T,
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VI. ENEIE(CRITHIER

HBCSHE DRBEE(L : RER 5—UP01123 5k (PDEIT N S 4£H)

(pg/mL)

210 - —e— £TSUMEE
200 - _
190 ks IJLIF520.2mg/kgBE
180
170 SE9{E+SD
160
150
140
130
120
110
100
90
80 1 Liotres || foe

70 (bW || R 7
60— A
50—
40
30
20
10
0 —

ey,
L
ay
ay
",
LH
......
a,
ay
ay
ay
Tay

g v O

| BLJLINLEN JBLILILEN [NLINL N B L L L L L L L L L L |

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

E5®ERE (h)

AR 1Tp.83 5

() AFICHRREN OB THIEL OCHE NI TOLEBYTHD,
HEE ., RAZEY Va7 Zo U CRICRT A EEZ B 1R T B35, IRES6kg A : 16.6mg,
TR 56kgbl L 77kg AR :23.0mg. (A F77kglh 1 :32.4mg ]

UPO1133BR (=R )TV P 73 ER) Y

D NaT T 0. 3mglkg G- D CSIE FE DRRRFIIHER (PDRENT IR EER) 2, T2 b
(A G) KO TR (BE#R5) ITRL,

DAz T 01k O03mg/kgh B TG LIz E | CSIREEDR—RT7 A b0 AL
T, BARABRE LA AEHRE ., BRLARRE CThotz, ¥ar70.3mg/kg X
X7 7 RE1H A4 0 BKER FERELEEEOCSEBEOHERIT, AR AWRE LA
N & CRIBE CH -T2, ParFT0.3me/kgfk 5 CTIEE FARBEDCSIEE N R —RF
A D 6KI65% 5L, Day 1408 5442481 HCSIRE DN —RF A bOZEAL
EOFEIEIL, BARNPERE 69% (R :39%~97%) K O ABEERF 64% (FiFH : 24%~
110%) TH-7=,

&9



VI. ENEIE(CRITHIER

H[a]# 5.
2)ILITF320.3mg/kgi% 5
(pug/mL)
150
34 @,
1201 ‘% ................................................ L
054 X
C g .7
5 R
B 75
E 4
a Qe (A
304 — EZ'K)\
154 EIELSD
0-I 1 1 1 1 1 1 1 1 ] 1 1 1
0 56 112 168 224 280 336 392 448 504 560 616 672
1 51%050 (h)
KE# 5
) 1F35>0.3mg/kgi% 5. Day 14
(pg/mL)
200
C
5
&
B
604 e BA
401 —— HAA
20 Fi9E+£SD
0-I L

1 1 1 1 1 1 1 1 1 1 1
0 56 112 168 224 280 336 392 448 504 560 616 672
#F5%IE (h)

AR 1 Tp. 162

(1) AAICRRSN TS TSR ORI F 0L B Th b,

HE s, RAIE a7 70 L QRIR T HEZ 1R LBl T 595, (KES6kg A : 16.6mg.
R #E56kgll F77kg A :23.0mg, (R E77kglL | :32.4mg |

MGO0009728k (#5135 I AH —EH 5 HaER) ©
T —h (125 ) (231 HCS E ORI IHERS (PDAFT X SR 2 KR LTz,
FHEN—=FDOCSREIFTT Va7 70 1mg/kghfL0.3mg/kghf CIRIFRE THY | T/ S—h
ZEBLTEFLTHRB L, 7T BRBEON—2TA LD E L BEOEHEIZHD T T
BT (X)) , APEFE RO T — A UALESDENROOLNDT=0, T — X DIRPILIR
ERTHD,
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VI. ENEIE(CRITHIER

CSIEE DRBEENHER : T E X—b-PDENT R EM

(ug/mL)

175 =-@:= FS5tREE (n=15)
—— )L175>0.1mg/kg¥ (n=15)
—e— )L 17/520.3mg/kg8¥ (n=14)

E3E+SE

150

125

100,

@i v o

754

50

25

0_
T T T T T T T

T T
R=234>  1FRI 3E R 651 138 28 48 8 128
SERNAR]

AR E 1 p. 182

() AHTERRBENTOLTHHEL O E LU T O LB THD,

Dy, RAIEY Va7 L CRIOR T &2 A 1R TR 545, (KES56kg ARl : 16.6mg.
R 56kgbl L 77kg A 1 23.0mg. AT 77kgbh - :32.4mg|

MGO00107R8% (E BRI R IIE _EERAR)

DNarT0.3mg/kg 5RO CSIRE DORRFRIHER Z IR LI, X—2T7 A28
D IMAE P CSTR FE DS IE, a7 T0.3mg/kght L 7T R R EECRILE Th o7,
Week HZEITAMAEFCSIEEDLSMIZ, 77 BAREE (—0.94ug/mL) LIk L T Lars
>0.3mg/kghf (12.64pg/mL) TEdyoT2, Y7 F0.3mg/kghEZ BT AHC5HEFEDLSMIE
Week 4 (47.42pg/mL) ETRERFIZ EF- L, E DR Week12 (47.88ug/mL) ETHERFS 4L
7o 7T RRBICRITDCSIRE O EEO T, MBI Z LB L Th T Thh, v
2750 3mg/kghEL 7T B AREED Week 121281 HC5HEEDLSMD 71T, 48.48ug/mLT
HoT,
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VI. ENEIE(CRITHIER

C58 BE D% I HEE-MG0010785k (PD-PPS)

(pg/mL)
150

135 T I
120-

105

f@fiE v o

90
754

60 F1{E+95%CI

R=254> 1 2 4 8 12
HAR (Week)

AR 1dp.295

® MG001135 (MG00095RER % "MG00105RBR D IE 5 ikt alBr) 1
BRI H . 237 70.3mg/kg/ L1770 3mg/kg B 351 HCSIRE O i 1%
ZELTHER L (#iFH 1 135.5~160.9ug/mL) . T X CTORHIEIRESICIITHN—RAT A0
DEALFIT60% B T o7,

@) {EFRSEBREFRM - Rt E
VB R BRI < 55 DAH R R AR (UPO11258R) (236 1T D301 FRBR s e | I 72 16 R 20 R
21D DRRILE (95%#8) DRI, H G RIREKICHIZoY N a7Z 01 B 1EE
EPRBETHHI LN RSN, (TVI2.(2) #h 2 AT oalERpkhs W3 78R (k)
DHOUPO1127A8k (e I[El$e 5, B[R e 5 OV 45 5-58R) | OIHZ )
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VI. EMEREICEI HEE

1. MApREOHR
(1) AR LA/ FRE
M YPRRL

(2) ERERERABRTHASA-NPRE
1) EE#EE (UPO113EAER) (BEAMA . NEAT—22ET)Y
AARAN KL OH ANOREFER N 2020612 5t 512, AAK10.1 5% T00.3mg/kg (H AR AN KO E A
B4f)) UL 7T 'R (ARAKLTBE NS ZHREZ TR 5 LILE0vrar7r kv
Z O (RA103488 K TNRA102758) O If B H i FEHERS K ONSEP Bh R/ ST A—H 2D\
THRETLTZ,

B EARANCRBITBRY NV a7F o miEhRE (HE#E)

H A NBERE R IZART0.1 5 0. 3mg/kg (B HEAG]) 2 B[R TG L7z s o it
NaAT T PRI G BEOBEIMIEN ERL, WTho& 5 EIZB W THRI3R M TR &
AR B B L 7= | 183~ 2015 D i TR FL72Y

HANBEERANICHEEBIR TREBFOMEFI L aFTBEHES (RBAT—L)

(ng/mL)
4000 -
3600 ~ --® )L0750.1mg/kg (n=4)
3200 - —a— )L07520.3mg/kg (n=4)
% 2800 - AT B +95% (S HEX I
th
jf: 2400 1|
3 2000 A
7
S5 1600 A
>
i 1200
B
800 -+
400

T T T T T T T T T T T T T T
0 48 96 144192240288 336 384432480528 576 624 672

5% (h)

HARANRBFERACHEER TR EROMFEFON T I OEYENE T A—F

&5‘% Crnax tmax AUCo-1ast AUCo-inf ti2

(mg/kg) (ng/mL) (h) (ng-h/mL) (ng-h/mL) (h)

ol 1580 3.02 428000 480000 201

: (14.0) (3.00-6.02) (12.5) (12.9) (2.2)

3770 3.03 737000 808000 183

0.3 (5.1) (3.00-3.05) (8.6) ©9.1) (8.4)

EHEAB], Cmaxs AUCo-tasts AUCo-inthe Uty : B A I E (ZEEHHREL (%) | tmax: HPRAE (B IMIE- R E)

(1) AAN TARBEN TN LR CA R FOLBY ThE,
M RATITD a7 T LU TRICRT A& %21 B R T %59 %, (KES6kg Al : 16.6mg,

R #ES56kgll F77kg A :23.0mg, (R E77kgbA |- :32.4mg |
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VI. EMEREICEI HEE

B HAAROCAANTRBITBY N a7Z0 o m i o kg (KBE#E)

ARA0.1 30150 3mg/kg Hi A B2 T #5540 o a7 Z g B OHER J OV B 3K
WIEhAE /T A— 2 % E NE X K OFRIR LTz, MAEF a7 Z 8 B o & Y E D
HERIT B AR AR E L O A E CRhBh Rk Th-oT-,

T IR EE /T A—ZI TR B R DS B 2 Fele 7= A3 A T Tl D=
Tr DOUEGRIT B ARANPBRE L A APRE CRIRLE Tholz,

AFKIHEER 5% OMFRINa T T RERRHERE BRERT—1)

HE%S : 2JLJF5>0.1mg/kg HE%S : 2)J5520.3mg/kg

(ng/mL) (ng/mL)
2000 4000
1800 @ A 3600 Qe A
1600 - —+— BFA 3200 - —— BFA
1400 4 A SEIME 2800 - \ RSB
o o 2400 -
5 57
th th 2000
= E 160
1200
800
4m -
0
T T T 1 T T 1 1 T 1 T |l 1 T T 1 Ll
0 8 168 252 336 420 504 588 672 0 8 168 252 336 420 504 588 672

5% (h) 1&5#%5E (h)

RERRRRA (B AASUIEN) ICHEEIRE T#REFEOMFH N a7T7L DEYEENTA—F

A & e s Crax tmax AUCo-1ast AUC-inf ti
(mg/kg) | (ng/mL) (h) (ng*h/mL) | (ng-h/mL) (h)
A 0.1 | 1580(14.0) |3.02 (3.00-6.02)| 428000(12.5) |428000(12.9) | 201(2.2)
03 | 3770(5.1) |3.03 (3.00-3.05)| 737000(8.6) | 808000(9.1) | 183(8.4)
A 0.1 1700(4.4) [3.00 (3.00-3.03)| 401000(4.7) | 439000(6.2) | 174(7.4)
03 | 3580(8.8) |6.01 (3.00-6.02)| 607000(21.2) |653000(23.2) | 165(11.8)
—r 95.99 — 114.13 118.18 —
HANBA 0.3 107.71 - 122.74 125.65 -
FHEA] . Cmaxs AUCoutasts AUCo-ineB Otia: 2/ BB (BRI [%]) | tmax : I (Fie/IMIE- B KA
¥ AUCK OCmaxZ TEIB 2S8R, R, AEK OG-8 (7 2V HVEL) | W NEAR—RAT A OREZ I (il

L) BT DA B BT RS R

() AFITHRBIN TS THEL O E NI TOLEY THD,
LEE . A Lva7 I LU QORISR RZ 1 B 1B FES-35, RESCkg A : 16.6mg,
IR EES6kglL F77kg At :23.0mg, KE77kglh F:32.4mg|
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VI. EMEREICEI HEE

B HERARUVBACBIFEZOAV a7 RE (RA102758 % U\RA103488) DI iEH 12 B
(B Mm% 5)

DNaz T 0.1k N03mg/kgr HAIE N G DT a 7T ORI ThHDH RA102758
J2 ORA 10348800 i B HRif BEHERS ) OV R SEM BN RE T A—F AN E KK T,

FEER I BN RE T A— 2Tk D RG] D5 B4 Lk LT e 3 U A i, vova
720 1mg/kg$ G- R 13 M A H R FE MR <R HH T & 7)o 7203, RA102758 Cnax X TFAUC
IX. Pa7F0.3me/kg B G REL BB E L HLIEL T H A ARE TROE T,
RA1034880 Cinax 2 FAUCITE, /v 7720, 1mg/kg % G- Hp 1% H A AW BR & & AR
TENFRDONIRDSTZN, Pa7T0.3me/kgh 5T Cnax X CAUCEHIZ AR
LRI T H AR AYEERTE T30% UL KD -T2,

REHRA102758 D I & e
KB E 54 oD M P RA 1027583 EE R HERS (BB A — L)

BEYS : 207520.1mg/kg BERYS : $)L175>0.3mg/kg

(ng/mL) (ng/mL)
12 %+

G BJA

TE= TR =10ng/mL 80 1
1o o4 —— HAA
O BA HATAE
o —— BXA o 607
5 “TAIME g 50
th 1 AR th
EE - % 40 -
E E

O = N W s OO N ® O
T T T T I

Ottt
% &R = 10ng/mL R
T T T T T T T T T 0-| T T T T T T T T
0 8 168 25 336 420 504 588 672 0 8 168 25 336 420 504 588 672
155050 (h) SR (h)

REERA (A ARAIIEAN) ICHEEIE THREROMEFRAL02758DIKYERE/ ST A—F

}\ *ﬁ &5‘% Cmax tmax AUCO-last AUCo-inf ti2
(mg/kg) | (ng/mL) (h) (ng-h/mL) | (ng-h/mL) (h)

A A 0.1 11.3 (NC) |0.00(0.00-145) NC NC —
03 | 88.7(21.4) | 146 (146-146) | 20300 (39.4) NC —

B 0.1 11.8 (NC) |0.00(0.00-144) NC NC —
03 | 64.7(29.9) | 143 (143-167) | 11900 (44.0) NC -

B 25 (%) * 0.1 NC - NC - -
HANEAN 0.3 152.22 - 201.47 - -

K HE41 . Cmaxs AUCo-1ast. AUCo-int2 Otrz - S S E (ZEBRIL[%]) | tmax : HAAE (Fie /) M- Fie KA

NC: FEF H

¥ AUCK U CnaZ TER AR, B, ARR OG- B (B 72V VEL) | WNTR—ATA > OREZ 7 (il
N R T DI TR R

() AA CRBSN TSR ORI U FOLB0 Th3,

D% RACIEP Va7 T L CRICR T REZ R 1B R PR 545, (KES6kg Al : 16.6mg,
T S6kgll E77kg AR :23.0mg. A F77kgbh I :32.4mg
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VI. EMEREICEI HEE

< REIRA103488 0D I 2 BE
A B B3¢ 548 o 1fn 8% FHRA 10348812 FEBE BHER (RTE R — )

HEWES : $)L0F520.1mg/kg

BHEHSS : 2)L0755>0.3mg/kg

(ng/mL) (ng/mL)
40 200 o.
36 @ A 180 . TCIT=DN
321 160 K —— BFA
281 140 e, ST E
m 24 m 120
= - Y A Y
o 20 100 .
E 16- £ s
249 & TR = 10ng/mL 60
8 : 40
4 E£ TR =10ng/mL

:l 20 4
0 0
T T T T T T T T T T T

T
0 8 168 252 33 4200 504 58 672 0 8 168
5K (h)

T T T T T T
252 336 420 504 588 672

G55 (h)

RERERRA (B AR ASUTEAN) ICHBEEZ TR EROMIEFRA103488D KM BENRE /(T A—¥

A FE 5 Crax tmax AUCo-inf
(mg/kg) (ng/mL) (h) (ng-h/mL)
A A A 0.1 33.4(9.5) 312 (312-313) 16800(9.9)
0.3 135 (29.8) 146 (146-146) 60600 (24.5)
LA 0.1 36.0 (25.0) 228 (143-313) 17300 (27.3)
0.3 211 (20.2) 143 (143-167) 85900 (16.3)
iR (%) * 0.1 81.93 83.94
HANBEA 0.3 62.50 69.58

B HEABY, Cmaxs AUCo-1ast: M F-EIME (ZZ BRI %) | tmax: H LA (%/J\ﬁﬁ'%ﬁﬂﬁ)

¥ AUCK U'CmaxZ IE M A HL, B, MR R OG-0 (BT TV NVERD |

AL/ S WAl GogiR LR S

() AFITERBSN TOD THRER ORI T O LB THD,

BEE., ATV a 7 I LU QRIS A EZ B 1R FE53%, IRES6kg A : 16.6mg,
T 56kgll _E77kg AR :23.0mg. AT 77kgbh - :32.4mg
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VI. EMEREICEI HEE

2) R#EHEE (UPO113EER) (BERA . HNEAT—2%2EL)?
AARN MOV N DRERER N F 2e 16451126 G212 A5410.3mg/kg (A AN L VE A 45-6/)
XIFT7 TR (ARAN KL HEANS26) 21 B 1E14HRRER TG LIZEEDDLVaTZ
> M O O (RA103488 [ O'RA102758) D I 5 FE HERS Jo OSSR B RE /3T A— 4
WOV THRETL T,

B EARANCBIFBROAaF T O e

A AR N Bk A 6Bl AAKI0.3mg/kgZ 1 H 1A 14 H K ER G L-L&, #5180 B (4]
B8 5-Rf) L14 H B (Refkmlf 5-5F) O g h o a7 @I EbIC 8 5% K3R IS
Cimax Z7/RL, Z D% 1 TARFF O I TR T LY

BARNBERRANCKER TREROMETIN AT T DORYE IR NTA—F

b Chmax tmax AUC: ti2
(mg/kg) (ng/mL) (h) (ng+h/mL) (h)

0.3
*;)L—_I%I# 3890 (17.3) 3.04 (1.00-6.00) 76600 (13.0) NC
%ﬁ% 13300 (14.4) 3.00 (1.00-3.08) 272000 (14.6) 174 (3.9)

Cinax « AUC © RO tip : S P24l (R EHERER (%), tma © HJAE B/ M- S AED - NC: RS
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VI. EMEREICEI HEE

B EAAROCANCRBIIZO NV a7Tr omighigEo ik (RERS)

AF0.3mg/kgZ 1 H 1E114 H I ER 5-LizL& Day 1 (#][a1#% 5-8) EDay 14 (5 f& (a1 4%
HRg) oo a7 7 R EHER e N SR BN RE ST A— 2 B TN e OV
R LT, Mg a7 S R O BT EOHER 1T B AR AYEERE & 0 A giRE <
BRLRFEETHo I, PNar T oMiERIREIT, SHERE O MERET ey o
R FEBNES . B AN KL OA AERE OV ChDay 1480 AT E & IRRE IS 3
L7cEB 2D, YNar T 03mg/kgKE L T HRGH% DOV NaT7 T OERHITA A
B & H AR NIRRT COT b 3G OFPH L [FIFRE CTh o7,

T BB AE T A—H kT D BRI O B bl U= iy i ¢l Yvar
Z2 OUREEEIT B AR NGB L A ARE CRIRE CTh o7z,

AHK| & EDay 1L KK T # 5-Day 14D
MiEFTNars RERRHER BB —N)

RiEH®S : 2)L07520.3mg/kg. Day 1

K185 : 2)17520.3mg/kg. Day 14

(ng/mL) (ng/mL)
4500 - 15000 —
4050 ceer O, 13500 =0 BA
w0 T 120009 —— Ak
AP E

3150 4

M 2700 i

5 ( 5
B 250 750
g 1800 =0 BHA g 6000 4
1350 —+— BFA 4500
ST 2000 -

900 4

450

= FBR =10ng/mL

T T T T
0 3 6 9 12

T T T T
15 18 21 24

5% (h)

2 TR =10ng/mL

D
.
™
»
»
-~

0 84

T T T T T T T
168 252 336 420 504 588 672

5% (h)

RN (AARAUIBEN) CRER TREREOMIEF N7 T DEYBR T A—F

A A ) (g L) (v

. 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)

S Day 1 4130 (7.9) | 5.99(3.00-6.02) | 81600 (5.5) NC
Day 14 | 12300 (10.6) | 3.00 (3.00-6.00) | 259000 (11.4) | 169 (7.2)

FRRRIE (%)% | Day | 96.00 7 97.73 7

HANBEA Day 14 111.73 - 107.87 —

BREOB, Cmaxs AUC: K Otuyo s AT EIE (ZEENEREL (%) | timax s TPRAE (R ME-F R AE) L NC 2 FESLH
¥ AUCK UCmax B TR AR, BRIE, M B R OG- A (BT FVINEL) | WA —AT A DR EAFHY] (I

L) R ET DI HOIHTHE R
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VI. EMEREICEI HEE

B HAAROBANCBIT DN a7 T AR5 (RA102758 & U'RA103488) O ifi §E 1R EE
(RE#E)

DNarZ03mgkgal H1EIN4 AMMER TRERFOLa7IZoOR@HmToHD
RA102758 } (NRA 103488 D i Hl FEHERS K OV B BN BN T A— 2 % E L E LI
RITRT,

FHERIEY BB AT A—ZIT T2 RIEM O EL LR L5 8o Tk,
RA102758DCmaxX FAUC : 13 A ANHEBRE LI L TH AR AR E THRI30% <,
RA103488D Crnax 2 NAUC ¢ 1% I ABEERF & Ll LT H AR AR THRI20% K0 72,

- RBIIRA102758 D (L #E i E

AF & E5-Day 1&RE K T # EDay 140
Mm% FRA10275878 R I HERS (A — L)

&iE1%5 : $)L375>0.3mg/kg. Day 1 RE#%S  £)L2F520.3mg/kg. Day 14

(ng/mL) (ng/mL)
60 2000
1800 4 @ A
501 1600 4 —— HAA
o 1400 - LA E
m 1200
f;;!; 304 '..“’ G BA ;’3 1000 4
2 ——BAA B g
207 HAIFISME 600 -
0 EETFBR=10ng/mL 400
2004 0 B,
j”_’—-( EBTFR=10ng/mL " TN
0 0

T T T T T T T T
0 3 6 9 12 15 18 21 24 0 84

5% (h)

168 22 3% 40 54 58 672
#5&ERE (h)

BERERA (B ARAIA N ICKEEZ THEREROIMTEHRA102758D KW ENEE T A—4

A B i) oehmh) | 0

AN Day 1 508 (183) | 23.7(23.7-23.7)|  503(18.6) NC
Day 14 | 1610(252) | 23.0(1.00232) | 34700(24.1) 108 (9.3)

A Day 1 495(149) | 23.7(23.6239) |  479(15.9) NC
Day 14 | 1270(20.6) | 13.0(0.00-23.0) | 28100 (20.4) | 92.2(8.1)

ELBRRZE (%)% | Day 1 103.69 - 106.46 —

HANEA Day 14 128.17 — 124.51 —

B REOH], Cnaxs AUC: M Uty ST F- R (EBIREL[%]) | t max: T UAR e/ IME-F K AE) L NC: FERLH

M AUCK UCmax & fEIR 25, R, HEK OG- H (DT FVINVEE) ISR —RT A DR 2B (I
L) B ET DI A M RE R
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VI. EMEREICEI HEE

RHMIRA103488 D . HfE oy £
AF| B EDay 1& 46 K T EDay 140D
M AEHPRA10348838 B REIHERS (BRIE A —)L)

R1E1%5 : ) 37F520.3mg/kg. Day 1 R1E1%5 : ) 3755>0.3mg/kg. Day 14

(ng/mL) (ng/mL)
901 1500
© @ A
814 1350
724 1200 —— HARA
63 1050 '%'@". HAAIEISME
o %A m
E E .
i 454 i
E 264 O (A E
. —— BAA
o BATE
o T2 TR =10ng/mL
9 - v
toens” R FIR = 10ng/mL
0 0

T T T T T T T T
3 6 9 12 15 18 21 24

5% (h)

T T

0 8

1 22 3% 420 50
BSEIR (h)

T
672

BERA (BARAAIIAN) ICKER THEROIMIEFRA103488DEMBIRE T A—F

A FE 1 (ng;‘r‘;*L) tmax(h) (n‘;}{l(/:n;L) t12 (h)
B A Day 1 60.1(253) | 23.7(23.7-23.7)|  658(29.4) NC
Day 14 | 889(325) | 14.5(1.00232) | 19000(29.1) | 288(6.1)
R Day 1 844(192) | 23.7(23.6-23.9)|  900(23.7) NC
Day 14 1110 (9.6) | 2.02(0.00-23.0) | 24900 (8.5) 275(8.7)
EfsE (%)% | Day 1 71.03 7 69.54 -
HANEN Day 14 82.24 — 78.01 —

BHEOBI, Cmaxs AUC ¢ e Uttio s A5l CEBIARER (%) | t max: T UAE (e /IME- AR . NC: FEFL I

M AUCK O'CaxZ TEIB 225, B, R OG-0 (DT FVINVEE) IR —RT A DR 2L (I
L) e DI A BT RE R
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VI. ZEWMENREICREJ HIEHE

3) #=E
MMERRL

(4) BRE-HRAEOEE
'R L

<BE>FEKRART —F>
OIn vivolZ BT 2 EYENRFHIFEEAER (h=2A4% )

IR ARR) U NaT T D2mglkg M NCsAD 1 5mg/kgh Hila iz P H-Lizt&DT L
a7 7 LCsAB DY EAEH O RTREMEZ TG L 7=, a7 T2 R OCsAD I #¢ 5-
TlE, CSADIRFE B\ ZO TR LM LN TR a7 7 Ok &I MR 21X
RO T | BN TZO2EA M O SR BAF O RTREE MRV RS,

*FcRnPAEH| (DX-2507) : ¥ /va7 T D2mg/kgZ Hilal 7 T #4517z & & ICFcRnfHEH
(DX- 2507)20mg/kg1ﬁ%&T#iff®ﬁﬁf N=IAFIVACBT D NAT T DPKNT
A—=BEIRE LT LA, DN ar T OlgiE EIZIEFeRnfHEF A O OF % G2 LD W e 7e
A2 o7,

2. YRR/ SA—F
(1) FHAE
1%@3 @ﬁéﬁﬁ /,/:7//\»—}\){/]\:[_7411/23)

(2) WUERETER
ka (hr'!) = 1.22[#E7E i (ZEEMGRED) | (REERH S EhREMAEAT) Y

(3) HXEEEH
fERER A 1401122 L 37°52:0.05~0.40mg/kgk HAEI 7 R 5-L72 L& DkefE D FEHIfE I
0.05mg/kg#% 5-C0.004248h! (n=2) | 0.10mg/kg% 55-C0.003743h! (n=4) . 0.20mg/kgé5-C
0.004092h! (n=4) , 0.40mg/kg#5-T0.004482h! (n=4) T -7=, FEFEK N4 a7
720.20mg/kg% 7 H M AE 7 T4 5-L7-L&D7H B2 DkefElE, 0.004309h! (n=4) T
o7 (UPOL125RER S E N T —4) >,
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VI. EMEREICEI HEE

@ PU7352RA

- R R AN 1412 AH0.05~0.40mg/kgZ HLRIFZ T e 5 L7 L& D7V T 72 A (CL/F) -8
fE130.2481~0.4711 mL/h/kg THY, 4451120.20mg/kg%7 H I ER M5 L7-LZD7H
BT HCL/F CE¥£SD) 1£1.330+0.114mL/hkg Tdh-7= (UPO112585R : /L [E AT —
)5,

« AR N 6B AA0.3mg/kg 14 H ISR S T G- L7-&& D14 BIZBITHE
FARBEIC BT DT DLy 71U 75 ACLss/F (%) £SD) 1367.8 = 12.2mL/hkg Tdh-
7= (UPO1137%58) ¥,

- RHEE IS B REAFAT I35 1T HCLIZ0.0845L/h T 7224,

(5) HTMEHE

- fRE R N 1412 AH0.05~0.40mg/kg % HLIRI B T e 5 LT- L& DA 58 (V2/F) D)
E130.05mg/kg$t 5-T61.89mL/kg (n=2) , 0.10mg/kg$ 5-T66.41mL/kg (n=4) . 0.20mg/kg
P& 5-C71.43mL/kg (n=4) | 0.40mg/kg#t5-T105.1mL/kg (n=4) THY, 451120.20mg/kg% 7
HENER TR LI-EE2DT7H BIZEBITHVZF (CF)£SD) 13311.6=51.5mL/kg T HL[H]
BHFRELLIG L TR ED T, DN T e RIEHR G LI LSOV T DV [FITSe
KT D, (UPOI125RER: S E AT —4)>

« RHEMISRM BN REMRIT IZ I S<V/FIZ3.SILThHo7Zi0 b, KIER TG LIZLE D
AT TATMAEFIZIREL THA L, fiE= 7 S—RA MM AR LN ED RSN,

(6) TDith
LR L

(1) AFITHERRBSN OB T IER CHE NI FOLEBY THD,
M@ AT Va 7 Zr e RIS T w21 AR F #5325, IRTES56kg A : 16.6mg,
(R E56kgll E77kg A :23.0mg, (A E77kgbl 1-:32.4mg |
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VI. ZEWMENREICREJ HIEHE

3. BER(RELL—3YV) @
() WA

(AR OSMEN)

BRERERA . B RERRE A | TR BRI T 2t R e U725 1 AHRAER (UPO1125A42 | UPO113
FRBRY . UP00937RAER7 . UP00945K5&S . UP0114385R0 . UPO115:RBRY) . gsMGHE & X 5L
L7228 T AHRER (MGO0097RIER®) | 265 MIARFAER (MG001030ERY | MGO0113KR10) D7 —
Z I REERASE Y BhREARAT 2 T2 hE L 7=,

— R GEFE (20 X TMEE (target-mediated exposure enhancement : A2 /T 1E Mg 5 18 )
ETNEHTH2AL = RANET L2

Unargr ORBEMPKEKET IV

IIAF5> I AT5>MmEE
HTi%5 GH&ES) *HH
ka3
ka ka2
Koff + Kint
kon 35 =5, - kon N -,
SNITS M T BCSTIRIES kon
GHEE) Bl Ty (Rimax)
Koff (n%l:u:l Koff
k Kint
TNIATTLHE INIT5Y : C5
EAEWHEK

Q) INIA—FEBER

4, RN

« BT T, B2 N DAL s[4, Ml AR, S (RERepBRE xtgMG
2T DHERAE) 1D3CL K& URmax (e KERHOES FE) | Z 5% 2 nREMEZ S L 7o, REEERHEE
WENREE T /WIZIE, AR L CTHREEZ B DT,

-!:%l%%%bﬁfﬁﬁﬁ@#%ﬁ% UNAT T OPKICHIT DI R LgMGIEAE OiE

IR BN o722, FT-, BRI a 7T OPKIZER, MR & OAFE
e iéﬁ5%ﬁ>f£b\:kﬁ>méﬂf:28>o

- ERER Y V3T T 0. 3mgkg BRI OB R TG Lz 2 & Bsteiaflt 53~ 6
I Cman TR EEL 722,

- fdEE R A 16612 Xt RIZ, ¥ Na T T0.3mg/kg 3fE T Baie DI Gof BRI : IEHEE, 38
BRI i S OVKRBRER) I BRI R T e G- LTz &1, & GERALOE DSPK O R T H
(CRIE T IER R B A Tl LT, ZORE R, 7V —T A (REEBAXE L) X O v —7"B
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VI EMEREICREIT HIER

(B KBRER) DUWE I TH, a7 Tr 0 FE/RPK T A—H (Cmax ) CCAUC 0-) D
ST, BEE /22330 BT, a7 T D Cma &k DAUC0-0 2 31T DT /)N
CREEED L D90% CUTAEW IR D FF AR T 50.80~1.25DFIFAN ThH 7=
(UPO1155k8k : SME N7 —4) 30,

5. 9
(1) Ini&-xRE P9 @Rt
M ER L

(2) Ini%-RAHERE Y& A
AR L NS

<BE>

INaT T DRRERBATIL, ex vivo R HEEFIEOEMERERTT VAL T,
TELTWDERHETEIET D28 25N IMIEREEO>5(%5ETORBEHFH (10~50ug/
mL) CRHliL7z, ¥var T OBITIZRT D572 A FVE (hC5) (64 ON50ug/mL) D5
Br T N a T T PR E0ug/mLIZ B W TR L 7=, FETRY > 7V OU Va7 T R X
LC-MS/MSzAfE FIL THIEL 7=,

UNaAT T DR IIAT R (RHRIZ 32 6 VBT IR IR B L) 130.5~ 1.0% D Hi A
THY, RERAE T RFOFEIBR VIR I1X10, 20 % ONS0ug/mLORHATR D4 T53.4, 186.8
JO¥343.0ng/mLTd o7, hCSFIAFAE N TBIES I BATREFIERIChCS /L FTY L=
T DBATENIN% T—EL TNDIEND, Pay T OB T I RHAREIR T O
hCSDIFAEIZ R DB A\ T T2 o T3,

3) A~ iTiHE
MR

@ BER~DRBITH
R

(5) TDDBFE~DBITH
WAL

<BE>
Ty MBI DR
HEMELong-Evans 7 M3\ T, AEE - 7SV I VIR [ C o a7 Z 0 TR Y
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VI. EMEREICEI HEE

DU (PEG-TRE RERICHE A Ed [ CIV N ar T i AL 2 2O E B 25 4 —
NFUF T T =R AEER LT, [HCIP a7 T R eI, BRI F #5144
GHAL ARHNDDDTERITFEARTHY | #5128 M £ TH7< &b 245 ORI AR Hi AT
BEZ2 L RE AN BE LT=, Long-Evans™ v M3\ T, 34 H ST RE O B/ Ak~ D A e 72
BURMEIIRRO DI T2, SHIT, M &M OB BEAUCHI BRI 23R\ T
0.75A0ii THY, [UCIP a7 T BRBEERE DR MLER~D S FED ATREMEDMENZ LD 7R E
ieo BEE - SARM ISR [ YClo a7 T 2 LT3 BRIC B W T W RE R a2 bR
x| e U BRI EE 1IN AW R MBI R . Vo R, RGBSR . K OV WA C L
I, KV R IERERR [ 4C] v a T T el U BRI\ ARG BESR AR
filk BRI Cheh MV O IREE IR L 2R L, PR R AR ChRob IRV IREE B ZE LT, LRT
D2 OENT, HCIEFRAL B OENZEDH DT, WEMERETY A 271 K OV R EE I
BT DG R RE y DR FZ L Db DB 2 b,

HEE 7 VIR ISR [ C TN a7 T 2 B 5 U T2 N BER B U T [Tl A N C
SORHMRH T a7 7 ANV E T LT, N SVITF R V'YL DT MR 3 ARG
WCHY ., T Mg B RER T AT VR TF U SR Th T, ZORERIX, VvaT T
> DARSARE 5y DSNIEPER T A 7 AT AGA T, MR B BED i s B2 &
\ZDZRINDENI A SRS D,

(6) MIRELHEESE
SEATBEATIEE W TRIELZEZA, PAaF T Din vitrolLEE AfEA RITeh, T
& OV IEEIZ 38N T>99.9% CThhoTz, Yvar Ty kD250 eh EEHY
(RA102758 2 ’RA103488) D i ML EE 15 & 32X EScalate® Equilibrium Shift Assay4 H]
WEHIEIZB D TH RIS TNDY
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VI. EMEREICEI HEE

6. K&
(1) BB R UM AR
LIFICER, Iy hR O UZ BT AT a7 5 Din vivoE BEREHR KA 7 LT,

INaFFod in vivo EEAHHRE

JOUL=F B
(R,M, H) hioks R \‘ .

RA 103933 RA 103488 . o
(R, M, H) ‘HU*ﬁ%g (14, H) < w_@‘t \/\/\/\/\/\/\/T?O
NH
0K\(,/\/"\/\D/\/"\/\0/\/"\/\c/\/"\/\l-,/\/"\/\0/\/

O\/\O/\/G\,/\c,/\./o\/\(,/\/o\/\D/\/O\/\c,/\/o\/\c.
N

'“‘ e RA 106000 .
e AL M) "

Q
HO " =N
J\/\H\‘\\T)Y I . 0
=
.
/’
:
] a

R:Zuk -
M: '9){, RA 103933 4——— RA 102758 ¢———-~
H:bk (RMH @88k (RMH

s ONATFZAINTFRTHY , BARIEZ ST L TR NSIRA_T TR R OT BRI 5 RS
NLHETRIEND,

s ONAaFToOREFHRKEL T, FER2HOORBEREESNT-, Z09H 1 OO Tl
CYP4F2ZEN 7SIV IV KSR D o -BE LSV THE PR T HRA103488 D3 FEAE S,
BIOREEE CIIINAK I ARIZEORAL102758 3 PFEES D,

« InvitrolZBW T, DNar AR N O =7 AP L T8 £ TA L Fa— g
LUTHREMIIR SN o T2 T8 P a s ST e s R O L R Tl E Th
HEFZZ BN, DT T Din vitrofi 7 07 A NVESDT v N, H =7 APV KR
FFABAE CHIRETS AL, IR A B2 CTh D LR ST,

- HEMELong-Evans7 v MZ[#Clo a7 Zy (BRE S A M VRIS R) & R E 5L
7o&% RA1034881 3 H S HL7e o7z,

c ONaT T OV MVIALE THDHRAT06009 A R TEMEAE N 2 T E 9589 — > Dfk
W ThHD, DNAT TR R TR L& PV ORI IR S8, BN
ML CIIMR S 20T,
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VI. ZEWMENREICREJ HIEHE

Q) RBIZE5T2EECYPE)DHTFHE. BEE

« EMITZ/ Y — 2 ONER B2 ERCYPEEE BT Hin vitrofUETEER IZ B W T,
RA1034881 X EIZCYPAF2IZ LV EA S L, CYP4A11, CYP4F3A K (\CYP4F3BD 251
TINTHHZED RN,

s Nar T AT FEERCYPEEE (1A2, 2B6. 2C8. 2C9. 2C19, 2D6. K UBA) DEE TI/p

v \34) R

- DNaT T IEIRAT102758 (e KIEFE100uM EC) B8FEFDCYPT A 74— A (1A2,

2B6. 2C8. 2C9, 2C19, 2D6. 3A J 4F) ZfHE 3 % rlsethzin vitrolZB\W CEMTR /1
V= 2ERWCEHiLTZ, a7 T LIIRA102758DSFERADCYPT AV 74— MKt
B/KilE<0.02uM TH o722 EMb, a7 7 IFERA102758 DCYPRRE IZ L A0 AAF
FDORTREMEITRNEE 2 BND, EBIZ, Par T IRAL10275812 55 EECYP (1A2,
2B6, 2C8, 2C9, 2C19, 2D6 KX UBA) DIFRUKAFIBAE O vl REMEZ | 1Cs03 7 MEZ HIVWT
S L= RS SR, a7 T L ORAL02758 DT UG s BR L 72 CYP T A Y 7 4 — LD ]
(RAFHIBLER TN EAVRENT3Y),

- BRI A LT, a7 L HCYPEEE FHE (CYPLA2, 2B6 &% (N3A4) O A HE

P& CYPEESE DMRNADZAV LA E T 52 EICED, i R20uM E CO3JEE CRgTLT=,
CYP1A2, 2B6 (T3 A4OmRNAFE Bl &l 3 EE AR AF RO B8 3837, 2 bbb C2f5%
K THY, N7 T PR LT CYPEESE OFFEK 1 CTh D W REMEI RN Z &0 RE
720 SRR 6H - 2 MR I T20pM £ CRIER SR o 7239

s DNaFTr (FRI100uM) IZED IV - TR L s a L lgE S ISR (UGT) L&

T, Ta—T B RNV 5 - TR N a  FRIFAE T CeNE s R Z UGT;
UGTIAL, 1A3, 1A4, 1A6, 1A9, 2B7} U2B15 # W CEHliL 7=, 59\ FHESUGT T A
V7 4 —21A1(ICs0 12uM) B2 TNMA3 (ICs0 48uM) THLIVZ2S, Bt L= fe i B 100uM
T MDOTAY T 4 — A TIX50% % 2 D E TR NS o7, ZHLORERNG, v
a7 Z BT LIEUGT T A Y 7 4 — LD FE M CERR I B RO 50 AAERH O AIRENE
RN EAVRENT30),

() PEEENROFRERVEDE S

4 £

AR

HYDEEDOHERVESL, FHELE

- REOTEVE  AHPIRA1027581%, AiARICEBWER A2 KITE220, REHPIRA103488
DFEFRIENED50%FEEFE E (ICs0) 135.5nM THY . P La 7T D5 2nME[RIEE Téh o7,
(TVL2.(2) 4) BERE T > B AIZBIT DN a5 AR O 15 1 Hels: (in vitro) | DTEZHR)

- REMOEAERER: B A MR AL a7 F03mg/kgh 5 5 L= L XD EHRBEIC

BN T 059 HRA103488D IfILAE PR JE (Cmax & NAUC) OENE1THKI7% TH
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VI. EMEREICEI HEE

7. HE

0. MAE PR EE DS DM =D PDRI R A~DOE IR EHI TH D,
(TVIL1. Q)& A BR CHEERS NI I H I B | DIE S R)

PR R OV k37

PR PR : B R RE B R At R L LT BRIRERBR IS BV T, v a7 70, 3mg/kgx B
M NG Lo b BB E YR 104 bR, 5 B R AR A B K OV
BERE EH R OWT T, D ar ZUT RO S IVT | (UHIRA 103488 K O
RA102758 DEHRME f (T, B P B RE P T B e OV RE LE W R O W 1L TH 1%
Al T o1z,

PRI TR AR TR 2t R L LT iR R AR IS\ C L b7 70, 3me/kg i[RI FL
TG, FRRZ AR E2A, DL ar T R ONEPERE O RA1034880D
FHHMH LT <O T THY (1%A0) . NIEVERBHORA102758 D HEHEMEE, 1% A & HEE
N3,

EMZBITEVNaT T K OZEORH (RA103488 K2 TNRA102758) DR H1 K ONFEH 12 HE
MENDFEIEIIRELRNEE 2 HILD,

<BE>)

Ty MIRITHHRMRER (JR R OZE)

- JRE - SV IEEE R [(YCT o a T T u R AL E BN S A — NI U T T
74—k e Long-Evans 7 M [¥C I va 7 Z o (JEE « 7SV A ARISHEERE) % Hile]
BB LTz b & B G- LI BURREDRI1 T 4% 053 It JR A (8.59%) K OV —
DYEFHE (2.94%) (3D BT ->7=Z i b, IR PR 23T~ S OSBRI RED T RIS
HEREE 2 R ZepRES Tz, IBINERERIZID . T MR T OFRAF G BRI TR AR
ik ST VBRI R T DT RSV TIY . 2O ISNAEEGE A 7 TR AA
FNDFREMEDR DD LD REITZ,

- RV ACI N a7 T A L E BN RS A — N VAT T T — R
HEPELong-Evans 7y MI KRG & AR L7z [4Clo a7 T 2 BRI TG Liz
L& B H14%288F ] E TIZHEMELong-Evans 7 M b [ MCl o v a7 Z 0l R RE D &5t
76.6%M HEES A, Fi R D S LY R B TR U BE D AI50% 23 RIS L7 bR Hr R
HoTm,

+ LRE2RABR B OAHIEI T, MOIRRRNALIE I S VARG 10 3 T N M B2 D NAENEREH -1~
JUTHLIRAERL, EOHKRIEZBDLZLIZLDbDEEZ HILD,

108



VI EMEREICREIT HIER

P IIT DR B

NN =2 — VL &fa LTV = A iz v a7 F 0 (B3mglkg) & Hal# RN $65- LT
#, AT, IR B K OE R O a7 T KOG PIRA102758D &2 HIE LT, ¥ /1=a
TIATT N D FEREBR ML PR ThH-7228, R TIRERALTE P, Iy hTidsks
#F00.085% Tho7=, —J7. RA1027581 TRV Hh TlI I G- & D3.86%, JR T TlIixG-&D
2.24% CThHo7=,

L7 TC, DN ar T OERICIEE ST PEE T2 AN T 87 &4 - L
TWBEEZBND, T~ FILIZEBITARA1027580D F T I B X ARV HEHE Cdh o 7=,

. MU RR—E—IZERT BiEH#R
s DNATFALEERNT L AR —H— (P-gp, BCRP, OATP1B1 % NOATP1B3) D HE Tl

fil/ \O

- UNaTTU L EERNT AR —Z— O EAE IR 23K BAE O T RetEE
— I Din vitrod B TRET LT, ZORE R, a7 Z LP-gp, BCRP, OATP1B1 X (%
OATPI1B3DRHEASULFHEA L O AAEH O ATREMEITRWEEB 2 Hivd,

. BFEICKHBRERE
LBl
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VI. EMEREICEI HEE

10. BEDERZHTHEE
(1) FHREESEZEDREL-HER (UP00I4EER : HEANT—42)Y

T2 FE D ATHEREFE T (Child-Pugh/) 8 CHYSEEE[7~9 50 ]) #RERE M ONITHERE I iR
(£-81FF1641) 56521, AH0.3me/kgZ i[RI FZ T 5 LIz & DOPK AR L 72,

DNasS BRI FHREHO IR L aF S BB A KIC, gL a S
> DI BNHE T A—Z OB A RINR LT, YN T T D4 gz & (AUC) X T
BEHERE RS CIFREHE 5 R 10 24% K< | I AR B (Cmax) 13X 25 PE AR RERE
el M OTRERE IE 7 B 8 CRIFREE ThhoTn, PVa7 T OCLFIL A TR RS E
R CHTHERE IR B L 032% ., K OMREE CIEME(L L 7o VZ/FI 3R 5 C36% i 272,
FEAAR D =R 3 rp 5 L AP RE R 5 R ST RE LE W kB TR T o7z,

MEEFRINaFT B EHBE—UP0094:RER (PKENT IR ER) (Fd$izsr—n)

(ng/mL)
10000‘5 @ hEFITEEESRERE
—ir— [THEEIE SRS
..... SE{E+SE
m 0 T I
s P
&= 1T
24 eI
B wod e
- 1 °
10_I T 1 T T 1 T T 1 T T 1 1 T 1 1 T ] T
0 48 96 144 192 240 288 336 384 432 480 528 576 624 672 720 768 816 864
5%E (h)
FFRERE R E AR E I FHERE IE H H B ([ BB L TR G- FRE D
MFHTNaT T DI ENRE T A—F
H?*%%ﬁ%@ n Cmax tmax AUC0-last AUC-inf CL/F Vz/F t12
L (ng/mL) (h) (ng+h/mL) | (ng*h/mL) | (mL/min/kg) (L/kg) (h)
T 3 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)
Fh A 3 4867 4.0 581400 594500 0.008415 0.1107 152.2
=< (14.4) (3.8,23) (21.3) (21.6) (21.7) (22.5) (10.7)

Cumaxs AUCoutasts AUCo-int, CL/F, VZ/F & Oty - 3B (B EREL [%]) | tmax  FF I (Fe/IME-F K fE)
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VI. EYEhRE(_ 9 51EH

(2) BREREEFTEEXNRELE-FER (UPI4RAR: AEAT—H)Y
B AR P R (CLer2S30mL/ 2y ATl & 35%) K OVE HERE IE 75 kB (458151516
) 2% 502, ARHN0.3mg/kgs Hilm 2 e G- Uiz E DI ENREA TN LT-, U NVvar T %
H[a e TG LI2b& DV Nar T OIRYENRE T 07 7V, EE B RE RS piha &
B RERE IEH AR CRIER CTh 7= ().,
UNaAT T OIRYENREI LB SR IR R & L B H AR AR TR THY
HEOBREEREN LT T OEYERBIZR BN EAVRINT,
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. - N LI \%ﬂ;z =
lﬂﬁiﬁ/%lo (W%ﬁﬁ?ﬁﬁ4]@[§lﬁﬁ) 10\40 (40*) 10\40ﬁ¥%gd;kclﬁff‘%ﬁ{ia)g—l’%%l]%ﬁ
102 DR G- ERAL DB T il OO 214/ B2 T C
O HEZAMIIE JE & AN ISP R (L 70
2.5.10,40%f : FZHALBEA= T
R e A3 v W P B 104 b S~ U8R E Y2 ARAESAIE., L 1. 5 A
Mm% | RSEKIRT 4mmm) | O 12 DI/ TR FOIR BRI
=it | T 138 . T0RE : 1HHC BN 3510 BB 72 4008 (I %%) |
A g e e I DI G L W BRI
o AR
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IX. JEEGRPREERICEI I IR E

B R | RS | ROE | ma g

¢t o | psn | TE | g ) o

0.25.4.6FE D3 a2 Z8E ST

= A F T/ 3931 0,025, | fcKMtE | 4, 6FEO25: B § O DB, OO A NTRRAE(L.,
ERE, /%3 | URIEIRT : 8HH[M) | 1.2, 4. 6 2 Sl e, o 5 oD i R R AR 25V, B2 R DR
BHIRIRE, 3 N K AR TR

* AT D BB A RN LTS O MEEME B (NOAEL)

< IoN4 R R, Elﬁﬂﬁ%ﬁﬁ MEAACERRAE, RIRE L OEE BRI TR ol, Yo
TIURER %, Day 28 (MR EOZRIENE S, ERFEIT 1.6 ~ 3.0 DFPHTH-T-, SHNRERE
BRI AR &Ji‘onfm\oto RBRFICROONTALBEDIFEAL 1, TG TETITHEK L, &5
M TIRRZIE, 40mg/kg/ HEED 3 BlaBRE, T X COEBYITBRERIRFIEAD T LOVRERholony, UTERIER
*ﬂwﬁgnmsoto Day 29 |213 40mg/kg/ HBETA~EZ e U PR OEM/ME T, M8R AR 1 BRA M O i BR 45 A
DEPIREGMDFEDHNTZAY, Day 56 IIFBIESNT, mMEFERITRD 72, 40mg/kg/ B HETA PERER
&0“747“9/M/f‘/imﬂgmﬁi%n%hf:bié&ﬁ%ﬂ(ﬁ@@?ﬁ 2RSS D — P E D RIER R LE 2 DV, 4 HED
Eﬁﬁ@%@ﬁﬁé (Day 56) . WINOINaTToBERETEH, YW E I B T2 W IRAY & OV BLAL AR 7RI PT L
IERBO DR oT, fEmE LT, Yar T % SD 7y NI 4 BB R E K TG Lofk R, %5 8 40mg/ke/ H
FETHL TEAMIIBIF Tholz, INHDOFERIZIE-SE, NOAEL i 10mgkg/ H THY, 0 HEIZHITHFEY
Cmax 1% 59.6ug/mL (MEREAR, HET 5S4.4ug/mL, T 64.8ug/mL) ., “F¥J AUCo24 1% 1065pug - h/mL  (HERES 5,
HET 1030pg - h/mL, MET 1100ug - h/mL) Tdh-o7=,

« BV 438 : Img/ke/ H UL L0 G5HETR T # G-I 20 B PRI T RIXEIEMEEZ RO 7, fmel T,
DNaF T ER G 1,2 KN dmg/kg/ B TH=I AV 4 WIEIRAE R THG- Lk 8, BAMITIREF ThH-T2,
INBORERIZHEE-DE, NOAEL 138 E 80 dmg/kg/ B THY, ZOHEIZEBIT D) Cmax 1 64.25ng/mL (Hff
HEG T, HETIX 65.7pg/mL, M TIX 62.8ug/mL) . i A&HEL-IRpD 24 AUCo24 13 1140pg - mL  (MERES . 2
TIE 1250pg - h/mL, #ETIE 1030pg - h/mL) Th-o7o,

« PV 1338 : 10mg/kg/ HREOME 1 51 CTRRD BAVIZREIRIZ 31T 2 H 45 15 0 i 55 2245 Je OVR [ 00 BLEZ M 2 B 21
FEE BT NV a T Z A #H L TS RIEMER BV EEB 2 b, wBEEE 2 bz, fimilL T, Y rarsy
EH=IAYNAT 13 BB KAE R THRE LR, 1omg/ky HETOHBETEEENRDLNT-, LD EIC
HS\W T, NOAEL X 2mg/kg/ A EE 25, ZOMRICEITD Day 91 TOW-H) Comax 13 34.05ng/mL  (MERE AL
HETIX 37.6pg/mL, METIX 30.5ug/mL) THY, P AUCo24 13 573.5ug - h/mL (MERES B, Tl 659ug -
mL, METIE 488ug-h/mL) Thoiz, TIHOMETE EIT, 5 I AR BT DHEE K Cmax & OVAUC %
TR 16 BN 2.1 %, WA/ TV 73 Bk (UP0113 3R) CTHHALE Cma KOV AUC ZZNE 1
2.7 5 RO 2.2 4% BRI T,

P3O U aT TR R 025, 1, 2, 4 KO 6mg/ke/ BT 39 BB LIRER, B G HIRK T RFOE)
RO 3 0 B IZEIET T T A BHE T AT RO LI, Ya T T BT A O HT AL
X, EEMERBROFRRFCIZEEL TV, L, RIEOREIZN, &SRO R ERAEAE, MR

BB AN 250 S OV BB O I72 Y o R ERERAE R IT, BRI TIRFICHRED Bz, 39 W& 538 ¢l
NOAEL (FIRESNR D o7z, JRMHEIT 2me/ke/ B CTHY, 39 WRELCZDHECTOFH) Crax 13 32.25ug/mL (M
HEA B, HETIE 30.6pg/mL, METIE 33.9ug/mL) . AUCo24 13 541ug - h/mL (MEAEA $. HETIE 534ug - h/mL,
MGl 548ug - h/mL) CTHY, Zhbik, 5 T AR KRR IZB T DHEE R K Cmax & T AUC OZNEIHI 1.6 {5
FOR2.0 5, WNZE=R/T Vo 738k (UPO113 3ER) THFHALE Cmax XY AUC DENZEI 2.6 5 K TF 2.1
fFIZH Y95,
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(3) EinEiEEER

BRI mnm | H L BB R AL
IR BB %gz? ?fﬁ;ﬁg&tm 5.16. 503 (}(?(;);Igsg)?z;tel:600 36) B
Yo (R BB SR Eji*gzm gf’;ﬁgﬁt&b 245, 350 . 500pg/mL =3
IR ;E’/F%/QSSD ggﬁﬁi\fﬁg@? 0. 125, 250, 500mg/kg B

REROHD T e B/ R AR
%%:2;9_@%%% %gﬁ;s%&?xzi# ?;é (1}65 (5)86 Jg?ﬁlig)\ 1600 Kb
P e I N AR PYRp—— ot
SD7 T BURIBE L | 5 2L TH | 15250, soomete it
FEF:

BIREREERER . 2L a7 T 0%, SODIFLE T SUTIEFAE FC, W NORBREK CHOE IR AL Raon=—
BOEINZ R | &/ 0T, BLEXD DO a S i 2 DI IR SR B MR B e Rt AR LT,
YR B ERBR: UL a7 T 0T, SODA I BT 3RFIALEL S TIIRS R E R L SERO YR B E | %
FolE R OB INOFE YIS L Ca STz,

INERER LT 500mg/kg/ B (BT OB AR T A AL 7= Fi K i) 220137~ Mo B G- L, PIE
Bl 48 WpfIfR I TV T LT & DN a T AR EMO/IMEE R 3 AL YR ER DM AR Lo
720 L2030 BB 2/ MERBRIZ B WO TR AR B E FRIED BAEMEL e B 2 Db, Fiz, ST

IZX0, D a T T e E RSN U,

4 HARMEFER
MR
DNAT T DRI RMERBRITEEL TR, D as T AR K ORI D33 /UM OV T4,
FERORHI A T TR0, C5 BLEN MRS DU A A @b H A RIET 5T F U AT,

(5) EEFRESMHHERY

1) SRR ER

EhirE SR . BB T
(R B0 SR SE (mg/kg/F) (mg/kg/ F)
Yo,/ I =0 A (W 456) 1H 1A R /1356 [ 0.1,2. 4 -4

BERNCHTZAU N T T OF IR T, LR, —RIREED B UITERO B~ T-, RERIN,
KRV AR BERIRERA, AL 7= A7 RO E Rl //1/:77/@%%%%%;75:07’:0 KT
TERIETE T L, T X CTOIIORE R T EE MR RO DI,

-//1/::7 T %], 2K Udmg/ky/ H O 52 T3 AT B TR G LR, BAFRAEMENTEO LIV, WTTL
FIEELDFEFE L0 o7, BTG R L ORGSR 2 -5 NOAEL imﬂﬁmmg/kg/a EEZHN,
i&%&%ﬁ HDay 91 COCrmaxiE103pg/mL, AUC0-24/%1990ugh/mLCdho7=, ZIVHOBETE BRI, SR A RER
TOHETE I RKIETE B (Cma X CAUC) DZIVEIUKIS.00F K OV7.215%, WNCT A T Vo7 305k (UPO1137K
57) TEHIZCnax & CAUCDZAVE NS 35 K OV .85 Th o7,
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2) MEZRGREDFEAE

L% =4, 13 K O30/ [ S8 2 G- E PRk BR | 2 35 1 D 3Tl

TR SR
(MR B0

B G015/ P 5

b
(mg/kg/H)

Y =4

(F=riR : e, A5 TE3 1)
(S PR - eI 25 R 245))

1H 18] 2T /48

0.1.2.4

v F1=sA

(F=riR : ERtE, 45 HE3 1)
(S R - eI, 25 R 2451))

1H 1A BT/ 1338 [

0.0.25.1.2.10

v Fr=sA

(F=riR : ERtE, 45 R3]
(I8 PERRR - itk 45 245

1H1E 2T ,/393 M

0.0.25.1.2.4.6

B DR HIRH 2B S EMEBM O KD AL Tz,
RO FHIEHD MRS TIZZ 8 HDWIHEIATRO BT LIS E, INRITIIT D IE R H # 5 H)

RS LTz,

WP HOMEAEFEERITH RA S O8 B B BITRRD DIV -7, SHIT, BRI D

727077,

Je- e R 3E A FEFER AR R O AR D FE AL (ePPND) 3R

Ly elaygl

BFE T ‘ 5
(eI B0 IR BRI (me/ke/ 1)
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(80 A MI18)
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ePPND#H: e FEAR20 B A0Sy e 0.1.2.4
(#9140 A [ 18)
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B&REFEEDRRI T,

3) B-laRREERBRESCHRFERBENRUVHERDOREIZEY HEEBR

B B ‘ PER A L
(Rl B | TTRBGHN (me/ke/H) (mg/ke/H)
welss | oy m=og | BT g4 | BB
~DESHL Yoy =] .
D37 (I, 4-4) ) -5 R FEE 4
e BB oA
7 OREROHAER | P/ H=od %ﬁggﬁggé;E orag | B
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© DNaATTZNIR%21 H OB OIMAE T K OVrki%28 H RISV FLiH T 7 U & e -7z,
AR IR OR T J OVE%90 B R DFEEIT a7 5o ORI ~DF G- DR B I B 317320 -T2,
< IEEE20~100 H e OVER#T BICRBIT A HAERTOME S T IEF O THY . HAERTOAELFIT G L TR L KIF

FAREMIIR EE BN,

e LT, a7 Ir 2581, 2% Wamg/kg/ B THAEF O A =27AY 21 B 1A
THEE L, BEh, IR R VTR A (MEHR20~100 H ) | 3 QNS H AR A & DN AR D 5%
FEREH] (IEHR20 A 25 HPEZR% T 3L,/ HHAE1290 B £ 0) ICEmMRITs s ian o7, A
IBORER EF IR/ | HDVTRE AP ISR ST e o T2,

LU EOFRBRAAE LD IR IR R A 3 NS AR BT R M AR B DI A~ DR B )b
% NOAELILZEH & D4mg/kg/ HEE 2 BTz, A &EIZE T HDay 142 TO W) Cmaxld
72.9ug/mL, % T DAUC 0241%1190pugh/mLCTHY . TS X B G AR RBR (2 BT D HEE
B KRB (Cma X PAUC) 2 Z NENHKI3.5M5 M U365, e 2 /7o v 7 3Bk
(UPO113585B%) THEHIT-Cma X AUCE ZIVE 5.9 K U465 RIS,

(6) RFTRIFEER
M ERIRL
E B SR TR BB LS L Cu e, UL, BEGEAIC IS8T D R AT P E DR L, =2 AL K&
T DR ER G 3 ERBR O R CEMEL T2, =T AP IACIIT D8 G-EBALO S T CHRe G Rl i)
ThoTey, Ty CliE—HOm A RO CLVEEE CTHY, TOBMILT v o K #MERBR ClIk b
BENLVEWTZOTHHEE 2B,

(7 TohoEHEHE
1) ELARUKFIEETMES

DNaT T OELH R O AT 2 T 35720 OINE Uzin vivoFERGARFRERIZSEREL T
AN

BRSNS F RO — PR L — LT O a s T ARE R T A T TThACSICRT L TEN
TR R LT, In vitro/ X%V WL PERHEER (W T a7 I3, 38
B UL EE R MICE R OO HIRE T, O BIRAEH O WTHIUCHRE & Len o7,
((IX 1.3)Z DO FKPREER | DS )

PERRER DFT LG a7 Z 3B B\ T T BN UL BE 72 A iR SR ~ D 5 28

%& IESRNZEDIRENTZ,
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1. AR5

B
DNVEAZOR TE 16.6mg VY BISE, AL S EE S
DIVE AR FE 23.0mg T UL BIER LS SR, )
TUIVEATOR R 32.4mg VULV BISE L MU EEE SRS, )
) EE — EREOW SISV T528

ESEil5 %)
DAz T T LB

2. BXhHAR
HEhHAR 36 H

3. BERETOITE
2~8C TIRAT

4. BIFEWNEDIE

20. kL EDEE

20.1 WS ZRET C, W CRAFT 5L, EiR B0°CLATN) TRAFTH2%-E12IE, 30 A LINIZfE A
THILE,

20.2 AFNIAFE O NTIRRE DL T 528,

5. BERITEM
<FVDOLEBY:HY
B MEIRGTAR :HY
ZOMD B AT ER
[N RO E DI A Z T OND BB S v~
[BERAM—R)

(RMPOY A e/ MEIEBN DT (AR AL E ) ([T . 4. B IEAE FICBAL T &9~
S TXIL. 2. ZOMOBIEE R DIEZ M)

6. [El—Hi5-ExhEE
[Al—pl oy H B S L
[EEIES
c b7 F AT R T[T HAFXER T 77 (BT R LT =2 —¥ 7L
77 (AR ) BT 8]
« AT T b SR EREA00mE [ =T HVFXER TV T 7 (BIsFHlHZ) ]
LR A® S ERE300mg, HLSHERE300mg/3mL, 1100mg/1ImL[ 77 VA~ (&fn 1) ]
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« VYUAR® S EE300mg [ =/ X~ GBAG F-H2) |

- BRI =27 a7 Y PIHS %, 10%EHE RV =F Lo 7V a— VAL A 7 a7 ]
- 77T 7%ERI0.2, Img, A7 EL0.5, Img[#7Y) AAKFI]

« FA—F VPN R10%, 772110, 25, 50mg[L 7 AR ]

7. EESRESERAR
20234E9 H25H (A A)

8. BLERFTEAEFEABRUVEARES, EMELNEER B, WETKEAR

o RUE R 727K o A EL B L NRFEBA 4G
x7e s
bR A A RRE A A EH A
VI RS® A
7/ 7\ &\T\fi 20234F9H 25 H 30500AMX00251000 | 2023411 H22H 20244F2H 16 H
16.6mg >V
I RS® A
</ 7 &TE‘ 20234F9 H25H 30500AMX00252000 | 2023411 H22H 20244F2H 16 H
23.0mg >V
VLB RI® R
32.4mg SV 202349 H25H 30500AMX00253000 | 20234E11H22H 202442 H 16 H

9. PRERILBNFEM, RERVRAEXEEENEDFA BRVEZORAE
BA]PAA

10. BEERR, BAEERARFABRUVETORE
GA]BAA

11. BEEHM
SAEM [20234E9 H 25 H ~20314F9 H 24 H ]

12. $REEHARIFIRICE I SR

%L
13. &fEa—F
- AR T A A E | B ERR SR - e MER A

5= =

oned U 8 (YI2—F) HOT (13#f1) &7 o2 M a— R
e AI® Nai
S ‘7 \&iTE 3999471G1020 3999471G1020 1294934010101 622949301
16.6mg >V
UIVERY® B
23.0mg LV 3999471G2026 3999471G2026 1294941010101 622949401
e ® N
-/ tz\ﬁ ‘&‘T& 3999471G3022 3999471G3022 1294958010101 622949501
324mg Vv
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X. EEMSEREICAHYTSER

14. REHETLDERE
TEE B CESHEEE BRSO Xt G 3R AR 20 L E | (BFnSAE8 A 23 H . HEE e
RTBWTKR) K2 PLOEEE (HER KB-8-1251, 5.11.15) F4iEz | AR
HD H CERHEIT> TODEF I U THREE A T oTe a3, [R2 RN OB E 715 )
CERR204F R AL T84 R 8559 5) BIR & — E R 2R midigk . K& B TCI01/EE
H CESHEEE ER 2 HE TEDHDThD,

(a7 Z F Ry LI O IS HT-> COREFEBICOWT ] (B5SHEIH25 0 | [EK

HRAEFE0925553 ) Tl AFNTHOWTIL, BERESR B REGYIE DFRIE DV AT N E EHZ LD R
MENDIEEND, EOMEHIZHTZ>TUE, FRIC T RO S HZXEE T AL E ST
5,

I

p=(ll

i

(1) AANZDONTIE, AKFZERL LU F ORGBERAZATLELIZO T, TOFERMIZT
RO LET,

[ AF]

1. EHGYAZEHEHHZRED L WU ER T 528,

2. [ENCTOIRBRIEFI 238D TIRHIL TN ZED, BUIEIRFE%. . — EHOIEFNfRDT —H )
ERHSNDETOMIL, BIEFIZ XTGBT Z I 32221280 REIOME HEE D
T RERAAIE T L0, AANOL ML G NECET 5T — 2% BHICIUEL, AFID
W EE ISR E AL DL,

3. RO G325 B EIE 5 B IEOZW IGRICRIEL . AFIDOYAZEIZONWTH 47
\CE P CEDHEM - R DD & T BRI B EYYE DRI Ta W CRE LT M L D%
Hofe BT ThiDED, MIEIRTFEIChic o T BB A DL,

(2) AN DL K ORNRE I FTN RAZ BT T DB ORI T DO LB THY, BRI
JRIYEDFRIEDYAZ IR B DR BB LET, LOMOMH _EOEFIZHOWTE
BITROIRA LEEZRRNIZE AR IEICH AL T2 IZ<IO BV LET,

124
=8

11 REIDEREICEYBRRERPIEETRIET S HY . RTICELEZTNLH A0, L
TORIZTHFFFETHIE,

110 AE DT SICEELTIE, BEIE R EREEDMEABIE (R, S8R, BHMEES) ITEEL
TEHEZT2ITV. HERXAERRENRONIZEICE, BELITEEL. MEFIDIRS
ZEDBEULGNEZEITICE,

1.1.2 RAIAFIRSRICHERBEICNT IV FUEEETHIL BEICRLTIIFUDE
MiEEEERT H L,

130



X. EEMSEREICAHYTSER

113 BEXERLEIBGNTRBEELTENHINT, BAKITHHICHBTEIE
BREZRUVEMDLET, HAWIHBEREBREEDZEH RV AERN AT ERERE
DEHETTEETHIL,

1.1.4 BERXBERERFED)RVITDONVTEEICIHRAL ., BB EEDMIRBIREHERICERFS
. HIEXFERAEICEET AERNRBELLSAICE. EAEISERTSL58FITE
BEE5252L,

12 RFNF, £ SR EFEHBENEICT AR EHF OEMOLLT, AR LOFEMEIAER
Mz LFEDLEHMEINDGEEICOAEETHE, T RFREGRIRIZEILL . KL
RRETASEDIERTIILENILEED . AFOANMERVEREZEERITTOREK
[T+ EBAL, AEZETHERETSHIE,

5. SBEX SRR ET HFE

510 ARFNL, 17 BT Al B EGURBGEO B R 57528,

5.2 ARFNZ., FRCSOBHZR L OCSb LCoDFEAAPREL | #ARMMAME A RCSb-90 E R A 4|
THEBEZDLNDIWD, FEFBR 21X U0 & T2 5N A B 12 L DR YE 2 FhE L F <
7B AREMENR S DT LM RFNOH MK W%+ CB R LT T ARFIHR 50
A HEITHRFIL , WU ext GBE 528, Fio, AR GIZEEL X, RRIAA
B H-BRAROD D72 &0 2 M RTE CICREBER B ICx 920 7 F Lo 28T 528,
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XI. 3k

1. BIF>T#ER

1) VNEATVEAEEE(TR.6,6.R.2)

2) FENEE} : EEARSREERER UPO1125K5% (202349 H25H4GR.CTD2.7.2.2.2.1.1,2.7.6.1.1)

3) HENEEF : EEARSKERER UP0113545% (202349425 H %72, CTD2.7.6.1.2,2.7.2.2.2.1.2)

4) FENEEL : BRSSPSR UPO11535R (2023479 H25H7KGE.CTD2.7.6.1.3)

5) FNEEL : ERARERELEER UP00947357 (202349 H25H/&#F8.CTD2.7.6.2.1,2.7.2.2.2.1.3)

6) FEPVER! : BRIRFEE AR UPO1145A8% (202349 H25 A 7K38.CTD2.7.6.2.2,2.7.2.2.2.1.4,2.7.2.3.6.1)

7 FENEE : ERAREEERER UP00935 0 (20234925 H &R, CTD2.7.6.3.1,2.7.2.2.2.1.5)

8) FEPNEEL : MBS AR E AR MG000974 5k (2023429725 H7&8,.CTD2.7.2.2.2.2,2.7.6.4.1)

9) FEPNEEF : EERILE I E SRR MG0010785R (20234925 H7 8. CTD 2.7.2.2.2.3.1,
27.64.2)

10) #EPNEE « ERS SR F S IR S FtBR MGOO1 1585k (2023459 H25H KR8, CTD 2.7.2.2.2.3.2,
276.5.2)

1) FENEEL - SEPREEREEE (2023479 H25 H&GE, CTD2.6.2.1)

12) LGB : ERPRAEADREE (20234E9 H25H/&FR.CTD2.2.2)

13) #EPNEEL | CSIT 4555 A (202349 H25 H %72, CTD2.6.2.2.1.1)

14) #ENEEL : MERFF—CS BRI AW R OMACE S UT- IRy A ek 3- 2 FE 1 ER (20234F9 H

25H7GR.CTD2.6.2.2.1.2)
15) Nishimura J et al: N Engl J Med. 2014; 370(7): 632-9. PMID: 24521109
16) Tang GQ et al: Front Immunol. 2023; 14: 1213920. PMID: 37622108
17) +ENERE D27 T ORISR (20234F9 25 A& GE CTD2.6.2.2.1.3)
18) tENE B BERE T Y A BT DTN AT T LGP DI P L (20234R9 H 25 H KGR

CTD2.6.2.2.1.4)

19) FEPEEL : BEIAIFRARPN SO EL BB T 45 530 MOV H ISR B2 T # 5-8 (20234°9 H 25 HZKRE.
CTD2.6.2.2.2.1)

20) FENEEEL : 4, 13K OB AR e G- (2023429 H25 H7KRE . CTD2.6.2.2.2.2)

21) HNEEL : =AU B NG LD MESE MhRe R K O [H =l
HF9H25H7FR.CTD2.6.2.2.2.3)

R (2023

22) NG R
23) HNEE
24) HNEE
25) &Rl

27) fENEE

2 In vivolZ 3T 2 FEENREFHIFE FLAE ] (2023429 H 25 H7KGR . CTD2.6.4.7.4)
: SR
: REEEFASEBIRE AT (202349 H25 H7KGR. CTD2.7.2.2.2.4)
: HEA R
26) FENEEL

ERTAM (202359 H25 H&F..CTD2.7.2.1.3.1)

&/ T A—H(202359H25A %8 . CTD2.7.6.1.1.4.2)
o34 (202359 H25 H#&GR . CTD2.7.2.3.2)

: BRI (20234E9 H25 HA&GR.CTD2.7.2.3.4. 2.6.4.6)
28) HENEE} :
29) £EPER} -

DT T DEMENRE IS T AN B IR DR (2023429 H 25 H 7K.
WY (202349 H25 HA&RR CTD2.7.2.3.1)

CTD2.7.2.3.6)
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30) #EPNEEE : UPO1SERER (H7025 B GO e aiR) (2023479 H 25 H&GE. CTD2.7.2.2.2.1.6)

31) FENEEL : Ex vivoE MIBRRIETEE 7T /U HIT DV a7 Z OGS AT (20239 H 25 HKRE.
CTD2.6.4.4.5)

32) HENE R} : TN BITDRH 1 (202349 H25 A 7&78. CTD2.6.4.4.4)
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(20234210 4) Risk Summary

There are no available data on ZILBRYSQ 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.

Data from an ex vivo human placental transfer model demonstrated transfer of
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zilucoplan into the fetal compartment at a rate of 0.5% at a steady state plasma
concentration of 10 pg/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.

BRI SCE
(20234F12A)

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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Safety and effectiveness in pediatric patients have not been established.
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SUMMARY OF PRODUCT CHARACTERISTICS
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.

137




X1II. §&E

1. BRI - ARZESIRICHRL THRERHIBTZ 1T S I<H-> THSE 1R
(D) 78

LR

() HER-BANRUBERSEF1—TOEBM
L0

2. EDHDBSEEH
ERAEFE AT &R CEINOY A I/ MUTRENZ BT 28 41) -

[ (EfE A AR
[T E T D 7 F D E IR~ A RL 2 — |

BT
(ORI LD LT D BE S f~ )
HHER A I

R BIRE TITE YA

MUCBCares” MG (https:/hcp.ucbceares.jp/product/zilbrysq/content) | 1%, /L E A2 & IELL
TR ZHEER W O SR A R T,

A>T H— LRt NEMRERASA A EM bR TRV ET,

138



Ve INSpired by p_atients.
A4 Driven by science.

BUERARSE
1—-y—E—YrI\UBRRH
RREBFEXAHBESTHI7TE S
RDF2500002
202541 A &GT (BB 5 hR)



	医薬品インタビューフォーム利用の手引きの概要
	略  語  表
	Ⅰ. 概要に関する項目
	1. 開発の経緯 
	2. 製品の治療学的特性 
	3. 製品の製剤学的特性
	4. 適正使用に関して周知すべき特性
	5. 承認条件及び流通・使用上の制限事項
	(1)  承認条件
	(2)  流通・使用上の制限事項

	6. ＲＭＰの概要

	Ⅱ. 名称に関する項目
	1. 販売名 
	(1) 和名
	(2)  洋名
	(3) 名称の由来

	2. 一般名
	(1) 和名（命名法）
	(2) 洋名（命名法）
	(3) ステム（stem）

	3.構造式又は示性式
	4.分子式及び分子量
	5. 化学名（命名法）又は本質
	6. 慣用名，別名，略号，記号番号

	Ⅲ. 有効成分に関する項目
	1. 物理化学的性質
	(1) 外観・性状
	(2) 溶解性
	1) 各種溶媒における溶解度
	2) 各種pHの緩衝液における溶解度

	(3) 吸湿性
	(4) 融点（分解点），沸点，凝固点
	(5) 酸塩基解離定数
	(6) 分配係数
	(7) その他の主な示性値

	2. 有効成分の各種条件下における安定性
	3. 有効成分の確認試験法，定量法

	Ⅳ. 製剤に関する項目
	1. 剤形
	(1) 剤形の区別
	(2) 製剤の外観及び性状
	(3) 識別コード
	(4) 製剤の物性
	(5) その他

	2. 製剤の組成
	(1) 有効成分（活性成分）の含量及び添加剤
	(2) 電解質等の濃度
	(3) 熱量

	3. 添付溶解液の組成及び容量
	4. 力価
	5. 混入する可能性のある夾雑物
	6. 製剤の各種条件下における安定性
	7. 調製法及び溶解後の安定性
	8. 他剤との配合変化（物理化学的変化）
	9. 溶出性
	10. 容器・包装
	(1) 注意が必要な容器・包装，外観が特殊な容器・包装に関する情報
	(2) 包装
	(3)  予備容量
	(4) 容器の材質

	11. 別途提供される資材類
	12. その他

	Ⅴ. 治療に関する項目
	1. 効能又は効果
	2. 効能又は効果に関連する注意
	3. 用法及び用量
	(1) 用法及び用量の解説
	(2) 用法及び用量の設定経緯・根拠

	4. 用法及び用量に関連する注意
	5. 臨床成績
	(1)  臨床データパッケージ
	(2) 臨床薬理試験
	1)  忍容性試験
	2) QT/QTc評価試験（外国人データ）
	3) 薬力学的試験

	(3)  用量反応探索試験
	1)   海外第Ⅱ相二重盲検試験(MG0009試験：外国人データ)
	2)  海外第Ⅰ相試験(UP0112 試験：外国人データ)

	(4) 検証的試験
	1)  有効性検証試験
	2) 安全性試験

	(5) 患者・病態別試験
	1) 肝機能障害者を対象とした試験（UP0094試験：外国人データ）
	2) 腎機能障害者を対象とした試験（UP0114試験：外国人データ）

	(6)   治療的使用
	1) 使用成績調査（一般使用成績調査，特定使用成績調査，使用成績比較調査），製造販売後データベース調査，製造販売後臨床試験の内容
	2) 承認条件として実施予定の内容又は実施した調査・試験の概要

	(7) その他


	Ⅵ. 薬効薬理に関する項目
	1. 薬理学的に関連ある化合物又は化合物群
	2. 薬理作用
	(1) 作用部位・作用機序
	(2) 薬効を裏付ける試験成績
	1) C5に対する結合
	2) 作用機序―C5 開裂生成物及びMACを介した細胞溶解に対する阻害作用
	3) ジルコプランの種特異性
	4) 機能アッセイにおけるジルコプランと代謝物の活性比較
	1) 単回静脈内又は単回皮下投与試験及び7日間反復皮下投与試験
	2) 4、13及び39週間反復投与毒性試験
	3) カニクイザルにおける13週間皮下投与による雄受胎能試験及び8週間回復性試験
	1) ヒツジ赤血球（sRBC）溶血
	2)  血漿中総補体第5成分濃度（補体第5成分）

	(3) 作用発現時間・持続時間


	Ⅶ. 薬物動態に関する項目
	1. 血中濃度の推移
	(1) 治療上有効な血中濃度
	(2) 臨床試験で確認された血中濃度
	1) 単回投与（UP0113試験）（健康成人、外国人データを含む）
	2)  反復投与（UP0113試験）（健康成人、外国人データを含む）

	(3) 中毒域
	(4) 食事・併用薬の影響

	2. 薬物速度論的パラメータ
	(1) 解析方法
	(2) 吸収速度定数
	(3) 消失速度定数
	(4) クリアランス
	(5) 分布容積
	(6) その他

	3. 母集団（ポピュレーション）解析
	(1) 解析方法
	(2) パラメータ変動要因

	4. 吸収
	5. 分布
	(1) 血液-脳関門通過性
	(2) 血液-胎盤関門通過性
	(3) 乳汁への移行性
	(4) 髄液への移行性
	(5) その他の組織への移行性
	(6) 血漿蛋白結合率

	6. 代謝
	(1) 代謝部位及び代謝経路
	(2) 代謝に関与する酵素（CYP等）の分子種、寄与率
	(3) 初回通過効果の有無及びその割合
	(4) 代謝物の活性の有無及び活性比、存在比率

	7. 排泄
	8. トランスポーターに関する情報
	9. 透析等による除去率
	10. 特定の背景を有する患者
	(1) 肝機能障害者を対象とした試験（UP0094試験：外国人データ）
	(2) 腎機能障害者を対象とした試験(UP0114試験：外国人データ）

	11. その他

	Ⅷ. 安全性（使用上の注意等）に関する項目
	1. 警告内容とその理由
	2. 禁忌内容とその理由
	3. 効能又は効果に関連する注意とその理由
	4. 用法及び用量に関連する注意とその理由
	5. 重要な基本的注意とその理由
	6. 特定の背景を有する患者に関する注意
	(1) 合併症・既往歴等のある患者
	(2) 腎機能障害患者
	(3) 肝機能障害患者
	(4) 生殖能を有する者
	(5) 妊婦
	(6) 授乳婦
	(7) 小児等
	(8) 高齢者

	7. 相互作用
	(1) 併用禁忌とその理由
	(2) 併用注意とその理由

	8. 副作用
	(1) 重大な副作用と初期症状
	(2) その他の副作用

	9. 臨床検査結果に及ぼす影響
	10. 過量投与
	11. 適用上の注意
	12. その他の注意
	(1) 臨床使用に基づく情報
	(2) 非臨床試験に基づく情報


	Ⅸ. 非臨床試験に関する項目
	1. 薬理試験
	(1) 薬効薬理試験
	(2) 安全性薬理試験
	(3) その他の薬理試験
	1) 表面プラズモン共鳴法により評価した標的結合特異性（参考情報）
	2) ヒト血清中のたん白質に対するジルコプランの結合特異性（参考情報）
	3) 機能的受容体アッセイにおけるジルコプラン及び代謝物RA102758の活性（参考情報）
	4) In vitroパネルを用いたジルコプラン、代謝物RA102758及びRA103488の乱用性評価（参考情報）


	2. 毒性試験
	(1) 単回投与毒性試験
	(2) 反復投与毒性試験
	(3) 遺伝毒性試験
	(4) がん原性試験
	(5) 生殖発生毒性試験
	1) 雄受胎能試験
	2) 雌受胎能の評価
	3) 胚・胎児発生試験を含む拡充型出生前及び出生後の発生に関する試験

	(6) 局所刺激性試験
	(7) その他の特殊毒性
	1) 乱用及び依存性評価



	Ⅹ. 管理的事項に関する項目
	1. 規制区分
	2. 有効期間
	3. 包装状態での貯法
	4. 取扱い上の注意
	5. 患者向け資材
	6. 同一成分・同効薬
	7. 国際誕生年月日
	8. 製造販売承認年月日及び承認番号，薬価基準収載年月日，販売開始年月日
	9. 効能又は効果追加，用法及び用量変更追加等の年月日及びその内容
	10. 再審査結果，再評価結果公表年月日及びその内容
	11. 再審査期間
	12. 投薬期間制限に関する情報
	13. 各種コード
	14. 保険給付上の注意

	Ⅺ. 文献
	1. 引用文献
	2. その他の参考文献

	Ⅻ. 参考資料
	1. 主な外国での発売状況
	2. 海外における臨床支援情報
	(1) 妊婦に関する海外情報
	(2) 小児等に関する記載


	ⅩⅢ. 備考
	1. 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	(1) 粉砕
	(2) 崩壊・懸濁性及び経管投与チューブの通過性

	2. その他の関連資料


