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A TH D, RTADPABARBEHTE: v v TRIROARBHD 251 H 7 VA THY, A
BT A~ A IR Ao R TH S, AT VORT 412, @la—F
(AT2221) %#Hth 4 > 7 THIFEL TV,

4. BIEFERICEAL TAMY NEHHE

satmren o1 8 | T 54 b, SR
RMP K | ([I. 6. RMPO#ME | mIHBIR)
EMOY A7 w/MuUEEHE LT | A -
e S T 5B
I EE A KT A~ o -
PRBGE 1 88 7 T IE A o -

AFNL [BEEE O824 5 cipaglucosidase alfa® Off D] 2 FET A RBE TR H &
L CADEIRHEENICIEE (R2F) 44995, SF24E12 H 25 HAT 3B S EI 12254516
) EhTw3b,

5. EREHRURE - FRALOFIREIR
(1) &ERMG

) A 2 BRI A SO by EYICE_T 22k, (1. 6. RMP OB 0
)

(2) #iE - A LOFIREIR

FA L



6. RMPOBIE
EEmU X7 EEEEE (RMP) OHIE

REMRFEIR
(EZRBESLLYRY] (EELEAENY ZY] [EEL T EEH]
Fll¥e -1 0% 4t
B B L EOBREER T O H 2 8
BANOFG D4
AEICEY 2IRFIER
HEFEEE DL L OB RRREREE O & B BHEN OG- RE DA )1
| ERRICE DS REMEEHRD - HDIEE) | ERICED SV RV RAMED 7= DEED
EREAREMEREE ) 2 &/MEETE
BHEOERRREMEREEH BEOY X7 &/IMEIEE)

RIVET . STHR - 2 20T O L R 8 9 75 BFR CBGESER T4 FIC X 50
DIE - FEZR - AT IS e xd i o et HR At

(B O 5EAT) BIMD Y X5 B/ MEES
EBMOERRKREMEREE TR AT & 2 IR

i I A A
Al T R A

Hihi BT 28T HROHE
Al AR A

KEHT ORI, FATEIE N PRSE i B ARARAE B A O PRI an TE R X — 2 CHERE L T
N ARI



I. &¥ICRIT SIRE
1. %4
(1) #&
F 77+ VFC T 65mg
(2) #*#&
OPFOLDA" Capsules 65mg
() &FDHAER
¥Rz L

2. —fig&

(1) & (&%)
ITNVAY v+ (JAN)

(2) #& (&%
Miglustat (JAN)
Miglustat (r-INN)

(3) AT L
-stat © [ BHE A

3. MEXRIIRHR
R Lo

K\/CHs
H
N
H
oH H
OH
H OH

4. PFRARUPFE
43 CoHaNO,
mf= 0 219.28

5. (k%% (&%) XEKXE
(2R3R4R5S)-1-Butyl-2- (hydroxymethyl) piperidine-3,4,5-triol (IUPAC)

6. lERA%A. &, BS. B5&ES
M4 1,5-(Butylimino) -1,5-dideoxy-D-glucitol
LT 0 AT2221



I. E2ICEEY 21EE
1. LS
(1) SR - 4k
AEFABOFREOBETH .
(2) W

ARSI KD THEIT R TV (>1000mg/mL) o

(3) RiEtE

BT 72 BOKPEZSE) (90%RHT0.4% Aii) Za~ L7

(4) @h= (=), Ha. RES
Al K 130C

(5) BIEEMBTEL
ACD Acidic pKa : 12.90
ACD Basic pKa : 849

(6) PECRE
log P : 0.6

(7) ZDOMDELTREME
pH:8~10

2. AMRAOEERATICE T 2REN

AR REFRM

R

S

W ORAFAER | 25 £ 2TC/60 = 5%RH

£+ 174

60 » JHIPRAF L7250, BUSISE A L 7o

Ik ERER 40 £ 2°C/75 + 5%RH

£+ 174

6 » HPRAF L7250, BUREICEE L 72

hr/m?BL I

e tiklER | 120 /lux + hr PLE K OF200W -

BAK

3. FRRSOEDRHRE. TEE
Tife 5B AR
TRAMIZILA R 2 b v
Wihkz7a< 757 14—
JE ik
Wik7a< 757 14—
e HH

FHIRAE - hnode sl - PRIK. Ko, BUsWE. ERS

e el - R, HEWE




V. ®HICEEY 51HHE
1. &
(1) FFROXZ. (2) WADHBEROMR
BR5t s & - Al 04517 K&

FTT7 AN | RF 4 PHABRBERTE v v 7H - 6.4 % 18.0mm
77 6bmg | IKEAEHORE S T Q25 H7TEI)

(3) HAa—F
AT?2221

(4) HEIDOYE
AL

(5) ZDftb
FM LR

2. BHOMHERK
(1) Bz a CEMERS) DEERVRMHF
Hhgsr (15 7k
IJIVA% v h65mg
AN
NEY - fitrvo—x, o7V 7 7 —AbTy 7 v, A7 F0u—A, AT7TTY VB~
TR A, BEEKT A B
TN ETTF v BibF Y v RER ek
(2) EREZEDRE
LW
) #:™E
ML Rw

3. RMIBBBROERRVEE
LW

4. Hif
FML W

5. BAT BFREMD & 5 k54
BHNZIRAES BT RETED & % RHEW X AR R DRI TdH %o



6. WHNDEEXHETICH T IREM"

HEBROESE RES M RIFHEE bt S
s | R CREIES) b5, BN E
R S i EIVRO 300 71 (40 74 VA D K ) BT¥36 5
? A @47 TV AR I) & LT
R 40°C /T5%RHL. 65 1T TIVET 6on F e Ak B L7
L Fn i e S ﬁiﬁﬂﬁﬁ{lZOﬁluX ‘ hL)L&U%@i&%&* _
HARIEVERIR | gy o 300 % — 200W - h/m? B E el

7. BREERVBHBEOREM

LW

8. & & NESEIL (MIRLFRIZEA(L)

HUERLL

9. Hitt%

I8 BV TR

10. F& - 9

(1) ABHPDELRSE - 9, BV EHRLESE - QEICET 21EH
BEDAZ ) 2—Fx v FI2E, FXYANVKLI AT ¥ ATV T WD,

(2) ak

AH TV [KEF, NF]
2470 ) [KRBMV, NTF]

(3) FHER

FhLew
BEROME

(4)

TIAF v 7R MV

1. JEREShIEME

FA LW

12. ZOfts

YL w




V.

1.

aEICBId 5IRE
REER (IZHR
BRERANRICHTEINTNADE—E 7IVT7 7 (BIEFHBRA) COAEE
(A=)

AOEH ORRE - B AL, EIAELR > 95 (LOPD) #BE 21t & L7258 1/2 4838k (ATB200-02
ABR) . A 3MHEUR (ATB200-033U8R) K U5 3AH R MMk e 4 G-k (ATB200-07 #:5k) 126
F B HNE S R DRER I D EFHE L 720

. WEERIIHHRICBHET 2EE

5. REEXIIFIEICEET BXE
AFNZ2HKIDEHED: L LTHWA 720, RAOBEHIZHTzoTIE, Y237 vayy—+£ 7v
77 (EETHIZ) OBTRILLSHT LI &,

(fiA)
AENILT NIV ATy —¥ TV T7 7y BIETHIEZ) EOHTL20ER D L7720, &
TN =X TIVT7 7 (BETHIERZ) OBTREEZZSHRILZEE2REL.

3. RERUVHAE

(1) AERVAEDHEH

YRTNVaAYEF—E 7TV T7 7y (BETHEER) EoffHICBWT, @E. EAIIZI S
WVA%Z vy b &L THRELOkg P E50kg A DA 121101 195mg. A E50kg LA E o34 1& 1
260mg % MR 135§ 50 B, EHOFB2EMIZKZG 28T &,

(2) RERUVAEDEERRE - RA

IRTN AT —E TIT 7 20mg/ kgD iR N G- & K] 260 X 1% 195mg D #E L4 5- D B
FIZ 5 3HRER (ATB200-03:85%) B2 HETH L. TOMHREIE. HAKICBIT L7
2= VA EEGEAL L2 IEIRPK/PD k5 v A L — ¥ 3 FIVETFIV & AL O M4 g 3%
HTHY. invitroildBiT — 5 (BERENMKERFNCL IR VATF—X TIVT 7 DEE
L), XN A= —DFELRET, TVIVayy—¥ 7L77 KL EED
HEOUE L ORMROLZEETa 7 7 A VfEoh s HEe LTRE L.

1238 (ATB200-02:%) Tld, ¥ X7 nvay¥—¥ 7rv7 7Ol E%Z5, 10 L
20mg/kgL Wi L. ZhEhoHEO N G%ICER RN Z 77> TlsEdie ~ERY o
T avy—t (GAA) &Y N7 RERZWET A LIZLY, ¥3rvayy—¥ 77
7 OPKOREEW S0 Lize 2837 Vva vy —¥ 77y QR LWL L &
ERANZBEEORIN (208, 533, & UF1,405ug - h/mL) 252 b7z, A#F| % 260mgT
BH53 L5 ICX VBRI TOYNRTINVaY T —8 TV 7y OREIMERZEONL Z &
A5, i vitron FEERIR. M OSERRERER L ) LR 7z,

ATB200-02:&85% D 2k — b1 (ERTBEGRHEOBITWRE R RV RPHEE) ITBWT, Y37
Vayy—¥ 77 7 ERANL30 KL 260mgx PG $52 LT, XS vavy—€ 7
VT 7 OIEBEENZFNZN163% K N285% 0 L 72 MEEE ORI, W0 25A6 M0 L S %
DO FEWI (t1,) TROONTzo HIAIIHEH U7z MR EFLERE (tha) 22 5
G- 24 Wi F o mBE R - RE R AR T A (AUCuwmaxon) (& AHI 130 J2 U8 260mg % B
L72& &2, ZNEFN2T7% K T436% M L 720 720 I GAMH (a ) Dtyelld. KA

_10_



130 U 260mgZx BrH L 72 & 212, ZNEN267% K 47T T% R L7z oAt O &
MEEML 722 05, IERILPTOINRTI VAT F—8 TV 7 7 DREDPEEHESI N2 &
DRI SN, TAUIIERRRABR DR R & —3 L 720 FERIRGAER Tl AN X 5 MAEHGAA
B RO, 7)) a =7 P OBPEIRELS LD, BB AK L7z, dido MF >~
AL—YaFNVETFT) VT ROPERILM NS YTV ¥y —8 77 7 05HKT BRI
HOX, MEERICBIDERELR I RTNV AT —E TVT7 7 LZE bRERNZ 179 & #EE S
n7z,

ATB200-023EEDT—F 025, 245 AR TH IR Vv ay 5 —¥ 7V 7 7 OgiE R HE
FFENTWBH I LAvRaEN, FYERBRORMIHBERRE B LW, Y37 )va
V=X TNT 7 IRMET % EOR S AIEERE ST TALETH A, YT vavy
—X TIUT7 7 ICARAPHEET A LT, HRIMPTI RTINS T —E¥ TIVT 7 BEENS
. BEROEVE R OB  2AFEA IR S b, THIZX D, [EMEZ IR - 72 IRBE TR 4
DR DT AV —LIZHET DI EDVWREE Do LA 5T, I 7 vayy—¥ 7
V7 7 DORER G TSR ARKAOMAIRER S ONE X ). KAOEG 54 IV IHPEE
& bo AHN260mg 5% OARK O MG IR (Cha) 13493,000ng/mL (#) 14umol /L.
ATB200-02 3 E% K (FATB200-0330E%) » tmaxld 3~ 4G TH o 720 T DCrnxld i1 vitro iXER
THRoNzY T VAT y—8 TIVT 7 RSN T CTh 5 I T4RER £ TLEL (70%
DOEMZRFF) S 2E (17umol/L) CEBT HRETH 2. KROS5 43I0 7 (H
ARERIIC D72 X TNV a v ¥ — TV 7 7 OFHFG TR HENC AR 2 OHRS) 1. 20
LI BARBDOPKT = ZIZHEDOVWTHREINT WS, 4B, KREHS0kg AKii D B H TIXAA]
D IR R < % AR D N7z, FHEFIPK T C. 40kg LL 1 50kg AKiili o H A A
BEOARFOMAETREELZ Y I 2V —Ya v LR, 50kg ML EoB#HI2260mg (65mg7h 7
YV x4) ORFZEG L720E L ABEOAUCEG 5729121, 195mg (65mgH 7L X 3)
DPEHEPEBTH L EEZ LN,

AHNEHEHESRFE L THE=—< v - ¥y Z7HCHOEHRE 1T, EFICL D Cou?dVET
Lt D32 IE T 57200, RIFHTOEFIZL D AFDOChuMET L. ENUTX ) 287
Nayy—£ 77 7 OMHPTOZRERDPRT T2 ENBEEIND, ZD72H,. ATB200-
03B CIIAA 2 BH O H2MM 2 M THREGTHZ L L L7

ATB200-03 3R CTld, ARAZHELOCHETEREHOAERMNEDI /R S, AR eTAENE
bRIFTH DR INT, T720 HRANEFOGRMEOR R, Gl R EE KD
LW EPLBEINZZELD2XEHL500, ERERIOKREEMA—HLTBY., HAR
NEFOZEHICHTABREITEDO N o720 L2 -> T RO EO i O H =
LR EBVITHRE L7,

*ARF LR CAMESTHLIZNVAY Y b (100mg) 3. A TR=—~ v - Ev 7 HCEOEHE HER TV

— A2 7V 100mg) & LT20124E3 BB AHE SN TV A,
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4. RERUHEICEET 23FR

7. BERUVASICHEYT 3=
71 KENZEGLTHL1IERBICI A7 Vvayy—¥ 77y GEBETHRZ) ofs

ThtET A Lo
72 AR OBFRIAFORELZZ T L0, AFROFK2RHZ T THGT5 2 L
[16.2Z 1]

7.3 AHOEHIEMUNIZI STV ay y—¥ 777 (BIETHEEZ) o5 %5
ATE WA WRBICAKI 2GS L THh 5 24 F R DL 812 Sesd TABE e
BT A L,

7.4 HhEREEDL E OBEERE R ICB W T, AR OFEAEE U4 SR AT 5
7o, BEREORER ARG LT, TRESZICHELZRNET S L, KIUIEH#K
fEfERE (2L T7F=v 2975 A (CLer) 15mL/min Aiili) 2% L TIIARA O
FH IR SN v, [921, 922, 181, 1825 ]

EREEREEDIEE (Cler : mL/min)
HEHE hEE BE
30 XAk 60 K 1520 E 30K i
50kg ) I 195mg 195mg
40kg LA I 50kg A it 130mg 130mg

(fF50)

71 YRV ATET—E TIT 7 OREEEG P R ARKR oOMPIRERSEONS X9, PK

T 4 0:%63 g&%bfto

72 ITNWVAY Y MEHEMBGE T A Zavescat TEHFHOEEIREINTWLI ENLEEL

f:o

73 AFNII TNV - TNV Ty (BETHEEZ) AT LIULERDL7-DHREL

720

74 WEED FOEERRESEETE AXOMPREN EATLBZWA0H 5720, HESL

WL ORI 2 B0E L7ze RMEAEEZ T 5 A O ARERIE 2 0o

*ARFERMUEANESTHHIZNVAF v+ (100mg) (&, AIETlE=—~< > - €y 7 RCEOBHRE (e 7L —

PRZEH 7N 100mg) & LT20124E3 Al BERFAE SN TV,

_12_



5. BRIRBE

(1) BERT — 55y 57—

e rEA ik o S RIERE
HRES ﬁsﬁg;;’é“ HROBN | (B TR g
(BEEH) . MEEZED)
BEFHBREEZNRE L -FE11E:45
AT2221-01 | #E/EAAL, JEE | IR N A F 7| 1861 (SBHE1061 2B OIHI Z VA Y
(%E£7) . 3z o x| 45854 /M8 HI) . 388 F65mg# 7 IVH] (PIC) 147
S R F—N—. 1 (19~ 60) k. )b Hi P 5.
H 1 fiti % CESHABH ORI I VAR5
F65mgh S VHILH T IV H
B ¥z 5-
CESHABH OB I VAR Y
M6Smgh TR NVAHIL A TNV D
N2 % K I8 L C Hm -
BALOPD &% (18@LlL) #xR&E L KR
ATB200-02 | FFEM. FENE | - A7 —T1: % | 296 CAF—=TV1YRTNATF—F
(HEFTH) oo Mm@, | et ZEM. | ak—1b1: 116 TNV7 7 5, 10 % 0°20mg/kg (#F
FHU%ER | first-in-human, | KOPK (58 7) | (ERTEEGE#. & | DRI S5-8H]) % Bl 5
#1/2M AT = TV20 R | AT, CARF—V2r YR T VT Y Y —
afh, BEME | ak—12:60 ¥ 77 7 20mg/kg (HIRAH
PK, K UPD (5% | (ERTREWH B A | G8H) +3I 7 VA% > b 130mg
1) FIAHE) (B 7ENH) OkEEYES 30O
AT =T33 (M| ak— 1366 B YRV AVE—F TILT
17, 248) RO | (ERTRE®. 2| 7 20mg/kg (IR PS5 2 #))
AT =4 (| 17 HE) . +3I VA% v b260mg (7t
TH) - R#I% | ak—b4: 66 WA OkEEPS-3
. REM, | ERTEEHERE. K| - A7 —V3R4: Y7 vay
Ak, PK.PD | f70fg) . ¥ —¥ 77 7 20mg/kg (¥
ROt | 460 (18~ 66) k. | MR G-BA]) +3I 7V A% v b
17 ik 260mg (/17X IVH]) OFEEYES
ATB200-03 | Zhiik 3. — | Atk ko4t | 12361 CIYRTNVATYT—E TAVT 7
(%7T) HEW, BES | EEFMEHE | ABHEESSH (H | 20mg/kg (EIRNTRS-35H]) +3
MR | 1. FEEXEE, | 6MWD (A7 :m) | KABE260). 7| NV AF v 195/260mg (H T
55 34 DM THOR— | VrZVvady—¥ | L) OEEPE:
AFGAVDEDE|\TNVI 7 /T | - TANITVIAYT—¥ TIVT 7
L& AREE3SH (HAN | 20mg/kg (FIRATR5-8%]) +7
B Asl), SER (B TEeNHE) FEES
468 (19~ 74) .
62 fti %
ATB200-07 | ATB200-03 #t | Z&MER A | 11961 (HARANBR | - v X7 vavy—¥ 7Lv 77
(Ef7H) B o ki 53k H6h). 20mg/kg (FRIRPIPEG-8A]) +3
MR | B SRRk IL 479 (20~ 75) . VA% v +195/260mg (# 7
JEEM. 553 60 fitii% EIVH]) DFEHEPESC
a: fAANS 4B
b : ITT (Intent-to-Treat) £
¢ © ATB200-03 3 2 O ATB200-07 3B Tl 40kg A 1 50kg i 0 BE 1253 2 4K 0 il i % 195mgl2 i3 % .
d : OLE-ES#M. ATB200-03:kEk% Hill L 7=, ATB200-07 sKERIZHLIA A 5172261 % & s, ATB200-07 3R 12135

19BIASHEA AN S, 118BIAM% G- % 21T 720

_13_




(2) ERPREFEIREHER
1) EHZERE
WERGAA 52

RPN & B2 ALOPD i & 1R & L7285 1/2M 38k (ATB200-0230%) 2920 L. IA4Er
GAAWEMZMET Lo A7 —T1 (87 Vvay¥—¥ 77y OH®EE5, 10, KU 20mg/
kgl Wi LI E) BROAF—V2 (8703 YF—¥ 777 20me/kg& KA O & % il
WLUREME S OMmBERGAATEEIIHERAWISHML, >3 7 vayy—¥ 77y
20mg/kg HAlPe 5 & g U Tt A o ARSI 2= B 2s580 S 7z,

MEFPGAAEM (HITRIRELERTEIAEBEER) (ATB200-02:5%) (4-MUGT v 1 IC& 544)

1000000 —@ V/ATILIAYS—E FILT 7 20 mg/kg+ AFI 260mg (n=10)

-@-- YNNIV Y—E FILT 7 20 mg/kg+AH 130mg (n=11)

100000 —y— YNTWAVT—E PILT7 20 mg/kg (n=10)

- VN7V I—E FILT 7 10 mg/kg (n=11)

10000 —— VSTLAVT—E LT 7 5 mg/kg (n=10)

~<
~<
~
~<
~<
~

1000 T2

~
~ ~
~~~~~~~
~ ~
~~~~~
~—e
~~

~—o
~—o
~~

100

m#gEhGAA &M (nmol/mL/h)

4-MUG : 4-methylumbelliferyl-
a-D-glucopyranoside

T
0 4 8 12 16 20 24

B (h)
WI/ECK RV R Hex4

A X ZLOPD F Z2xiR & L7255 1724038k (ATB200-02705%) . 4% 3AMHEUR (ATB200-
037BR) Mo U4 3 R IR e 4 5- 3Bk (ATB200-07 #Bk) % Fhti L. IMECK K O IR HiHex4 O
BErp rbhzz,

@ATB200-02 552

MHECKEEIR, A7 —V1 (Y287 vayy—¥ 7LV77OHEE5, 100 K U20mg/kgk
Wit L) TRIFICN=—Z25 4 Ui MD3 5 HRIET L, AF—Y3/ 04 (V37
avF—¥ 7NV7 7 20mg/kg+ AH| 260mgDFEHAE ) TiE, KBRS EDIELOEXHLH LD
D, 48 % A F THREWETLEE L Tz, 48 7 A5 % OCKEE (F4fi+SD) &, ~N—
AT A VH 5 340% = 282% 1T L7zo CKilt D T34 ICERT RiABEEEN (ak—13)
THHETH -7,

R Hex i EEIX, Y7 Vva vy ¥ —¥ 77 7 20mg/kgz x5 L7-2BETIEZ A5—TY1D
R MP G- DIRE, IR Hex4iBENR—=Z T4 VO T L, AT —V3RP4THER—-A T
4780 S ERMITRMEZ MR L 720 ERTRBEABEESREN (28— M LETICTHR— M1 RTY)
W22V TIE, RPHex4BEIZR—=ZAF 4 V20T L, 487 HABREMAR—ZAF7 4 LD}
A CTHR L7z 487 ATHALN LRI, FICIHOBZIZL DD TH o720 R Hex4 i
FEDBAE TOHERIIERT RiHEEHEER (ah—13) THALN, 48 » A G- OHex4 1
CEfili £SD) 13XR—2 54 ¥ 5 5399% * 44.7% T L 720
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@ATB200-03 ;&
O£F%H. ERTELAEBEEMRVERT RAEBEEMADKAE (N—XF 1 > RU52:8)

HhEOBEEEBRVAITTER)

ERTOHE#EZE M7 WLOPD & Z x4 & L -5 3R (ATB200-0350Ek) D34
(&REF,. ERT MHHFEEZEF L OERT RiGEEEER) T XTUTBWT, H#AH A+
< — N —THAHCK CPFIGMHE) IADHEETIZ224% KD, *TRIERETIZ156% LA L7z (p<
0001, % H LEopfl), EEREEEDONA F~— 5 —Th %R Hexd \IAGHHEETIE315%
WA, HIRIEBETIZ11.0% A L2 (p<0.001. % H Eopfit).

CKEUHex4 DEAfE (N—ZXZ7 4 X RU52H) SHhEDEEZRVAITTER) (ATB200-033HE)

AGERE STEREEEE
SNNGIVALE—E TIVT 7 20mg/kg/ FIVGINAL E—+t FIVT 7 20mg/kg/
A#1195mg X (3 260mg (N=85) 7 Z5+tR (N=37)
N—RFA> | N=RXT7A > N—RFGA> | N—=RT1>
pil . . KANE . .
RAE | ponmitE | pooZitE| AR | hoombE | H5OZILE
CK (U/L)
N—ZXT4 >
n 85 - - 37 - _
M (SD) 4470 (399.5) - - 527.8 (426.6) - -
g (Q1, Q3) 312.0 - - 366.0 - -
(204.0, 539.0) (284.0, 623.0)
/M, e R AE 31, 2273 - - 84, 2215 - -
5238 (LOCF)
n 85 85 85 37 37 37
M (SD) 3165 (277.2) | -1305 (2312) | -224 (26.1) | 5880 (4822) | 60.2 (1595) 156 (36.3)
Fdefii (Q1, Q3) 232.0 -64.0 -24.8 4410 420 8.88
(154.0, 330.0) | (-149.0, -24.0) | (-389,-7.62) | (330.0,688.0) | (-20.0,131.0) | (-5.79, 33.3)
e /IME, 5 K fE 30, 1381 -1028, 321 -71.2, 554 112, 2680 -377, 465 -44.3, 1405
Hex4 (mmol/mol creatinine)
N=Z51 >
n 84 - - 37 - _
P (SD) 461 (3.37) - - 6.92 (6.94) - -
e (Q1, Q3) 3.60 - - 460 - -
(2.30, 6.05) (3.20, 8.80)
e /IME, 5 KAl 04, 181 - - 1.5, 338 - -
5238 (LOCF)
n 85 84 84 37 37 37
St (SD) 274 (1.66) -1.88 (2.38) 315 (31.1) 8.14 (10.5) 1.22 (4.43) 110 (34.7)
FgefE (Q1, Q3) 2.30 -1.10 374 3.80 0.30 125
(1.70, 350) (-2.75, -0.50) (-49.1, -182) (3.20, 7.20) (-0.80, 1.10) (-14.3,24.2)
I/IMH, 55K 04, 10.2 -138,29 -76.2, 138.1 2.0, 486 5.0, 19.2 -56.8, 81.0

QL - 1%, Q3 : #3Msr ¥k, SD : fR#EfR7E. LOCFE : AilmIEi AL ok sk L
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OERTELAEEERUKREERE COHBY

ERT BEGEEE L KL CERT RIGFEB B LT O VTN OB EFICBWTH, CKALT
Hex4ld, AEHBETHEEICKTLZ (WFhd 2 285 X MY » Zrandomization-based
ANCOVA, p<0001. % H Lopfl). ERTEEEHREHEIZOWT, FKBERO KK GRS
FBRXR=25 4 H 552 F THOCK K UHexd DAL E O « fEHER % (SE) X, &K
PEHTIEWINE TV VA Ty —¥ TV 7 7LD B RERETVRDOONIZ—FH T, 7
FNAYE—¥ TNT 7 TRUEHTHEMLZ, &8, 55 (ANCOVA) Tid, 52
HTOCKDOBEHIZ X 57 (R (LSM) D 95%CI] 1%, -179.7U/L (2539, -1055.
p<0001) T&d - 7z, 5278 T DHex 4 DHEHIZ X 5 7% (LSMD9I5%CD  1-2.68mmol/mol
creatinine (-4.03, -1.33. p<0.001) T&dH > 7z,

ERTELAEEBE TCOCKOZELENHTF (U/L. FHELSE. ITT-OBSXREHM) (ATB200-03iHE%)

—— YNNIV —E FILT7 20mg/kg/ A& 195mg XIF 260mg
-=8=- PV —E FILT 7 20mg/kg/ TR
1504

100 A HEHH (ANCOVA) .
CK @ 52 Bl mDaEIc £ 5=

] G ‘% """" T % ——————— % """"" g : -(1L7sg{‘798;/i ((-:2053.9, -105.5).

w

(%]

H

fml

o

\'

B

S

)

ﬁ 0 p<0.001

?\ -504

A

_rs -100

! - m

Q150

'[Q -2001

L -250-

<

S

5 N=251> 238 438 638 128 2638 388 528
RE R GB)

ERTEE5ERE COHex4d DZEILEDHFE (mmol/mol creatinine. FEH{E+SE. ITT-OBS M REM)
(ATB200-03 &E8)

(m
-VI-’I —— YNNIV SI—E FILT7 20mg/kg/ A& 195mg XIF 260mg
— 44 -=E--PILIWAVI—E FILT 7 20mg/kg/ TSR
|

\
ol 31 HAEHH (ANCOVA),
) . Hex4 0 52 BESmMDAEIC kD%
S [ N A (LSM 95% CI) -2.68 mmol/mol
ECHEN _m-T creatinine (-4.03, -1.33). p<0.001
K¢ e
R N - 4
e 07 "“*%i;‘"—— &
10 * o
_h 14 M
N
I
o
e
<

P R—RS5(> 28 438 638 128 2638 3818 52§
I N

51 GB)
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ERT RiGHPEFIIOVT, EREROERGHIIBI X=X F74 VP L52HETO
CK } U'Hex4 D2 At & O V¥ = BE#EZRE (SE) &, APFHTlEwIndb 7 rvay
F—¥ 7V 7 7LD DRERET2RDONT, B, HHEmH (ANCOVA) Tid,
528 TOCKDEWIZ L %74 [/ ¥H (LSM) ®95%CI] 1. -209.3U/L (-311.9,
-106.6. p<0.001) TH o720 52HTHOHexd DIHHEIZ L A7 (LSMD 95%CI) 1Z-1.93mmol/
mol creatinine (-2.58, -1.29, p<0.001) T®H -7z,

ERTRAEEBETOCKOZLEDHTE (U/L. FHELSE. HhEOEEZRV/ITT-OBSEH)
(ATB200-03 &E8)

% —— YNNIV —E FILT7 20mg/kg/ AFI 195mg XIF 260mg
H - - PILIIAYT—E PILT7 20mg/kg/ TSR
jm 1501
|
Y 100 HEBHH (ANCOVA),
B CK O 52 JBISRDEEIC KD =
S 504 (LSM 95% Cl)
] -209.3 U/L (-311.9, -106.6).
qu( 0 p < 0.001
% -501
1,
:S -1004
! _ -
\R 150
I
r|< 200
S 250
<
S
5 N=254> 2B 438 638 128 268 388 5218

51 GB)

ERTREEERE COHex4d DZTLEDHEFE (mmol/mol creatinine. FHE+SE. ShEDOEEFRUV
7-ITT-OBS£H) (ATB200-03:5%)

w

_|"_‘| —e— V/t7)LaYI— PILT7 20mg/kg/ AHl 195mg X I$ 260mg
~ 4 == PILIIWAVT—E PILT 7 20mg/kg/ TSR
fl
0y

B3 WM (ANCOVA).

’S Hex4 @ 52 BEFRDBEICKDE
W (LSM 95% CI)
A 14 -1.93 mmol/mol creatinine
& (-2.58,-1.29). p < 0.001
S 0
0
R

AY
X 27

N

X 31

[
<

S

<

S N—=254> 28 438 638 128 2638 3838 528
I

51 GB)
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@ATB200-07 8 (SHhEDEE %KV OLE-ESEM. T —4 : 10458) °

AU - RBEHRETIE. CK (KM ILHEHPH - 34 ~ 145U/L, BP0 LHEHPH - 46~ 1710/
L) M U'Hex4 (FE#EHEPH © <3.0mmol/mol creatinine) D ZEAb&wE O + EEH#ERZE (SE) &
WINH2HEFEFTHETL, 2ORIMAETLEL Tz, UHERAETIEZ, CKA528F T
ATB200-03FERD R — 2 T 4 » THEREEIEZENE LTI Lo Twizds, ZoRAMH
YD FBRZ 72120121048 F TR T L7ze F 72, Hex41ZATB200-03iEEDO X —ZAF 4 »H 552
FTEALZH, 20k, KO D B2 7242121048 £ TIRTF L7z,

ATB200-03FREBDN—ZXF 1 > h 5 DCKOEALEDHTE (ShEDEE %RV /-OLE-ESE£H)
(ATB200-07 £E8)

1601  —e— v/tTNaAVT—E PIT7 +&F - VSTNAVT—E FILT7 +4H)
1204 —w— PwoLaYVI—C PLTF + ISR
=3 - YNDIWAVT—E FILT 7 + KB

80

40

A
S o
1 1

-80

(£SE) (U/L)

-1201

-160

-200

CKDR—=R SV D EDELEDFIHE

2401
T T T T T T T T T T T T T T
N—2517 2B 4B 6B 128 268 388 558 S48 568  58E 648 78E  1048
RE5 M
FEBIEL (n)

Cipa/Mig-Cipa/Mig 82 82 81 78 80 77 77 77 73 71 69 77 76 67
Cipa/Mig 35 35 31 34 34 33 32
Alg/Pla 36 36 35 36 35 36 35 35

OLE-ES : JEH ki 585

SE : fRiERE

ATB200-03FREBRDN—ZXF 1 > h 5 DHex4 DELEDHTK (MhEDBEZRV/-OLE-ESEH)
(ATB200-07 ;H5%)

1 e UNTNAVI—E PUT 7 +AH - USTNAST—E LT +AH)
—a— ZILINAVS—E PILT7 + TSR

3_
- YNTIWAVI—E PILT 7 +FF

(£SE) (mmol/mol creatinine)

Hex4DR—R 51V Hh5DELEDFME

44

T T T T T T T T T T T T T T
N=RZ1> 2B 4B 68 128 2618 388 5218 548 5618 5818 6418 7818 1048

BEHRE

FERIEL (n)

Cipa/Mig-Cipa/Mig 81 81 80 79 80 75 76 72 72 70 72 78 74 73
Cipa/Mig 33 34 31 35 33 33 32

Alg/Pla 36 36 36 36 36 35 35 33

OLEES : JF ikt 5 162
SE : it
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2) HMEINA FTALSE YT« RUEDZNESM (AT2221-01 5E) ©
B
RS 2R E LT, HIZIV A%y b6bmgh 7R IVHl (PIC) #5348 (&%
A RERE) . FBlI 7 VA Y vy Febmgh T NAIE LTG5 A0 (5B @ #ERE) .
A T VHIOWNEY 2 KIEE LTRSS 3 AH (3%5-C - B MmN +7X
A7) T4, BEWELOCAEEZFHET %,

HEBRT U1

AR, JEEM. 37 o A4 — N —iBk
R

R 1861 (11061, 8%, 18~ 607%)
BRI &

BB X320 08 G- WIH CREK S . S5-I, 320H%5HNEDO VT LI T,
ITNWVAE Y VeEHT AN TRNVEILS T2l 2 BERE \CHRRER G- L,
- PRE5A B 2HBBHOIHI Z VA% v F6bmgh 7V (PIC) Z#5 (flE#E)
5B EIHRBHOFHI F VA5 v F65meh T NVHIZ KRG (R
P HC B3R OB I SV X v b 6dmgh TR IVEI O N KIS L T

5. (BeBRE)

B G-ai SEE I LI L O G- AR A & Uz (PR G-RI R 1 BER O BOKIZTHE) o K455
T2WEH F CORMBORIRZ FHE L. O 2RI & L7z,
.2 b

Conaxs OFEFFEI 2 © 38 B 1) 5 VT 8 70 e AR IR 2 & -C oD ILAE v e - S T A T iR (AUCo) M
ONORE ] 2 & MERR K IRE R & C o I 558 v i - g R AR T THIAR (AUCoime) 12D\ TH BT
(ANOVA) ZFEHi L, #5BRUCEHGAL DHIHNA FT XL Y 5 4 25l L7z,

ANOVATIZ. H# Hp L OWIH 2 Bz R e Uy PSR b3 gaEt o~
FARRE Lz, Mk LTSN mHEEfl CGRIESMER) . e (I VA v
F65mgH FEVHEIHI Z VA% v Mebmgh 7 VH] (PIC) L LTHEGLZEEZDIL
) ROHEOO%EFEXE (C) 2/RL7,.
HERER

BPk S N7 B 18 (BE106, L PESH) @ F 4k 1L 3885%. IR E
75.7kg. “FIRKEIRE (BMI) 253kg/m® FEBMEMEEER AN TH 0. 1761573 o5 721
M E ToORMESET L7ze PKF— 71X 18FIA 55572,

BRI G B OMER I Z VA S v MEERL IS, 5 H 2 2 Cral EL, ZF D
BAEOW LA R L. PHIMIERIZVAY Y MEEHERIZ3DORG5 TR TH 572,

P 5B L O C Ot L OTAUCIETE G AL ML T 7z WM (BH) O (t
3) ROREMTFDZ )75 A (CL/F) & £1EN95~ 97 %1112~ 11.6L/hTH
0. BHRBTEUL TWz, A2 onmsitt (VAd/F) 13154~ 163LTH O . RNKS
O(42L) X hREL, BESEMTHEMLTW, ANOVADORRETIZ, HiBI 7 VvRY v
N65mgH T VH L LTG5 H (5B). # 7 LIVONEYZKIIEE L TRIOKS
TAHEE (F&G5C) LBV IHIZIVAY v F6bmgh FEIVH (PIC) & LTHE5 458 (&
GA) LAEWFENICHETH 720 $720 FBITNVAY v F65mgh 7L IVAIX, 65mgH
TENLHE LTHEGTHEE (%5B) ¢ 7Y VONEDZKIGE L TRET 58 (&5
C) THEWZEMIIFRETH - 72,
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miEh I JIL A4y FOPKINT X — 2D EDH (ANOVA) (AT2221-015KE8)

FHE LR

STNAEy FPKRHEEE (BFEFHIEL)
("FBR90%ClI, £BR90%CI)

Crnax (ng/mL)

AUCo. (ng-h/mL)

AUCq.ir¢ (ng-h/mL)

FrBLA T NGB/ I0A 7R VIESA

104.1 (959, 113.0)

104.0 (99.0, 109.3)

104.0 (99.0, 109.2)

FBL A 7 eV B S-C/ 10 72V 5-A

98.1 (904, 106.5)

1024 (975, 107.6)

1023 (974, 1075)

Fidl A 7 e VAR GB/ HiL A 7 eV g S-C

109.1 (100.2, 118.3)

1025 (97.7, 107.6)

102.9 (98.0, 108.1)

_20_




(3) AEREEHRHR?
1) RoNREFTIRABREEHRE U E1/248588 (ATB200-025K58) ?
BEY
IRTNVAVE—E TIVT 7 (BIETFHARL) FIRNES & AR OG220 L7z
& EOREM, XA, EYHRE, EHEROENEEZ T 5.
HERTH 1
ZEFE 6 E)., Zhigedn 7). FEER. BEEMp. HR#E, firstin-human
ARER (A 17240 38R)

POE

RN H9 5 RN EE 295
FREIREAE

GAABEETEMERIAIL GAA G TRV B IS D SR Y IR L B S 7218~ TSm0
HERG &

RKABRIZAAT =T, 4aF-—PFTEL, AT—VIJP2TEaAF—MIDOA, AT —

V3IK4TIF4aF— P FRTENGE LTz

<AF—V>

CATF=V1l YTV avy—¥ 7775 1040 20mg/kg (RN HES-BH]) % H
Wl G- B 51T 11 6 0

cATF—=V2: T NVayy—E TIV7 7 20me/kg (ERIRPES-BH]) + A% 130mg (#
T VH]) OFFEEG3E DK, Y8 VaYyy—¥ TV 7 20mg/kg (E
WRNE 5-84]) +AK1260mg (4 72 VH]) ObgEBS-30l, 50 K112
JEH

ATV AT VIR T Leak— F1IOEEN, YT VAT I —¥ T
7 7 20mg/kg (HIRMIBEG-8HK]) +A#]1260mg (4 7 LIVAE]) ARG
24 » H ke 5

CATF—V4 I AT V3ORTHRICHBL, Y8 Vva vy —¥ 77 7 20mg/kg (FF
RN 5-8LH]) + KK 260mg (1 72V #H]) ORREEEG., 587 3RS K
A E TRk G-

<akx—b>

» IR — M1 ERTEEAREO BT REZR 1168 GRLANGET2 ~ 64EMIICH 72 DV ERTZ 27 Th
D 6MWTT200m L AT RE 20 B AR &~ )

» IR — 2 ERTBEBHEOBATARE R 66 (RLANAI2/ELL LICh72DERTZ2%IFTHY,
POHMT 2 LAl 7% L TR TERVRAE Y RpEH)

« 24— 3 ERTREFOAITRE 266 (ERT KiAHE. IIERTE DA AR O X —
A4 VKBED6» AU ERICIBIOATHY (F—A LY TDHR), D
6MW T T 200m LA AT HE 2 i A AR & )

« IR — M ERT RO BT REZR 661 AN 74ELL FICH 72V ERT 227 THB Y.,
22 6MWT T 75m BL EAAT U e 22 (AR ¥~ )

FTRTCODAT—=VIZBWVWT, Y7 Vvayy—¥ 77 7I13F488 (£ 155°0) 20T

M CTHIRNR G- Lo A7 =72, 30 4TI REREOD TR VF 287 Vvay 75—
TNV T 7 OFFIRNEES- TR AT ISP G- L7z RFEOHR G- 04 7% { & b 2R fHT A 6 215 £
FCIIMiEEE L7,

_21_



ATB200-02 iXEx D BIRE

27— 1 (6:BMH) 27— 2 (12:AM) 25— 3-4 (24 5 BT ##5R)
SINGNAVE—E TIVT 7 SINGNAYE—E TIVI 7 +3 TR Ly b SNGNAYVE—E FIVT 7
BEkE fRERs +IJV X8y MNEBRS
EUERS SERY) EUE S X] EUA K4 EU# K5 EUA K6
5 10 20 20mg/kg>/NJIva 20mg/kg> N7V SINGINVAVE—E TILVT 7
me/ke =) me/ke L2 me/ke w 4—+t 7ILT 7+130mg wp H—+t F7ILT 7+260mg wp A4S RS2 8 SR ST 0] V-4
IJIVREY b IJIVRE Y b ®Bs5

aR— M
#H1TBE. ERTELAHE (1161) 2 ~ 65FRIDERTAEES V)

aR—p2
HIT7EE. ERTELAE (661)

adKR— k3
H1TAIEE. ERTRAE (661)

axkR— h4
#{TFRE. ERTEELAE (661)

MIFRGAAEM . MiFh#E . R e MIFHRGAAEM. MIFFFHEGAA
MmiFRGAAEM. IMIFHFECGAAZ > /Ny Hig BN EREPK. TR

GAA% > /N7 BiEEPK, < N -
gl it/ T EPK.XJILA %y FPK.RELM/BEM. PD 5 FPK. Tt B AR
AT =V 3BT HCAATEN. BGAAY VX7 H, AFOPKEHiX, aF-— F3D1EH & 3EHOHLG THOAFE L
720 FR—F1E3TIE. D% B 185 HOWBERISKRCAA Y ¥ X7 OIS » 7 VR Tb . BEN AT
—V3EETLTWAEAIZ., ATF—Y4TPKY » FIVEIH T bz,

FHEi’R B
EWERE © METHGAATHIEL NV, MAEHFHRGAAY X7 BRE, MR I 7V Y v Mg

J&
£ N 2B hGAATENE. K Hex4, IMiECK
M AR5 VBRI AT — V3R 4D A THEA
O EeFTh
- AT RE 2 B O AR RE A
EEFEREMR AT, PFT. i Jids
- ATANRE 7 A O BERE AT
PET (BN IR 223 T wBEoR), HhkE (FEok)
OBE®WET bHL (PRO) (RUNRBEIEXTr—ILEET)
Rasch-built Pompe-specific Activity (R-PAct) A% —JV, Rotterdam Handicap Scale
(RHS). JUYEITERELE R 77—V (FSS)
KNR—=AF4 v, AF—=V28TH (3F=MOHR), A7=VY3 B2 AZL), A7—=V4 (62 HZTL) &
F it
O2MREEDHRFTE (BERVERMIC K 55T
B X 2 &MUGEE OIS EHG (SGIC) K OEERRIC X % /s B O NG (PGIC)
"2 M AEFRE=S) VT, R (AALERRA, M, K ORI |
INA Z A (i, IRIOEG R ROTTRER) e, 123EECG, it
W AR T R
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REEM - PUEMIUE GRPUKKR O RIPUER) . BiEEMYURO T VI Vv a T S —8 TV T 7
NOIREFOYE. TARICEBE T A1 87 Vv a v ¥—8 77 7 5ERGRE 7 0
7)) YE (IgE) $ufkighs. W RKEMNEY A b h 4 v ROZ o 5 RGP
DN F < —T)—

)23 Wb
NEGRRFER . R— 2T 4 VHEME. e, RiARIE. ROZ oMol REHRZ 35— b
PR OERIE L TR L7z AT = VRO RIIHER L T, MIEFRRGAAY ¥ /387 K,
MAEHGAATEYE, R OMAET AR OPKINTG XA —F % ) 28— M A Y MENIZE D3RO, i
WHFHEZHWT AT — VINCERH L,
FTRTOENERBHIEIERAT I REMEZ GG L UCER L7z, AMERITIEAT—Y 3%
C4THEL., Tr— MINTIR L7z FZERTEEHEBROBRITREREE (3F—F1+ak—1
4) BROTRTOBTWEEREE (IF— Ml +3F—F3+aF—14) THERL
TRCOREWEFFMIT Z &M R EMEZ R E UTHEML 72, e, 25—
PNCER L, BT TR BZEOHEGT—% (3F—bMl+aFx—F3+2aFK—14) JU4E
R (&akr—1F) LLTHEHL
HE) AHIORIA S AT B FNCRR SN MER MR, [287 033y —¥ 7077 GRETARL)

EOBFHIZBWT, @E, WA IZVASY v b & L TRE40kg DL E50kg RO ¥ 4131 181195mg. R EH 50kg
VL& 110 260mg % FER 135§ 5. B, BHOWME2EMEHRSG 28 ILZ L] Th b,
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ABRIER
WEERR

RABRIL, 40D AT =V RT4TF—- P THEEINTBY), A7 —VIKDO2daF—-F1D
Hy AT—VIRC4FETHOIR— FTEBESI NI,

Ok — FRIRT— D FIDRBRFEDEY 1317 (ATB200-0235%)

- _ - _ 5 —_ AF—4
AT—1 AT—22 AT—3 LeEa s
3 3 (BT RISEHEREE
Sk (63&ME) (1238H) (24 » BHE) AT
EUARN1 | EUAR2 | EUFR3 | EUFK4 EUFRS5 | EREKRS52408 | BHERERE
BERE | BERS | BERE5 | 3EGARS | SE#tAKRS | HERGHARS ERGEARS
i N N IDYAY/ 9 %= B INIAY 9% R IVIAY 9 R B INIAS ) = BRINIAL ) = BVEINIAT/ & 2= VAR A INVAY/S 2= 2 £ o
(=11) |¥ ¥ =¥ |y ¥—¥| V¥ —F¥ Fy—¥ T7V7|F¥—¥ 7V7 | TV77 20mg/kg+| 77 7 20mg/kg+
TNVT 7| TNT 7| T NVT 7|7 20mg/kgt| 7 20mg/kg | AH260mg AH)260mg
5mg/kg |10mg/kg |20mg/kg |A#I130mg |+A#KI260mg
aR—12 DAV 2= R Al VAV e D At d
(n=6) NA 777 20mg/kg+ | 7V 7 7 20mg/kg+
AH260mg AH260mg
IAH— 13 VL =2 bt AT S 2= D2
(n=6) NA TI7 7 20mg/kg+ | 7V 7 7 20mg/kgt+
AHI260mg AH260mg
Ik—H4 YRTNAYT—E | VTN T — ¥
(n=6) NA 777 20mg/kg+ | 7 V7 7 20mg/kg+
AH260mg A 260mg

2 DM BEBED ) EARL ELIADNAT—V20 ) F F50KG5- 25T LK T, aFR— F2RO3IIH I
BERE N BEIEG S NLHHNIZ, SSC (Safety Steering Committee) (C& o THREMET— N L Ea—E N/, 2k
— F2RUBDOBADEE2%D T2, Fak— boOEHNREEREE L7,

BEEER

Bk S NTR G EE 296 O IR ENZ 4605 Th o 720 K TR — O NG # IR
IERFEIRTH > 720

AO#EH 2 (HAANE2EE) (ATB200-025%58)

ak—h1 aFk— b2 a%k—h3 a%k— M &t
(N=11) (N=6) (N=6) (N=6) (N=29)

A

SF¥fE (SD) 494 (953) 415 (18.1) 49.3 (15.1) 408 (17.0) 460 (14.2)

Hrefii (Q1, Q3) 500 (470, 53.0) | 495 (19.0, 56.0) | 51.0 (420, 63.0) | 430 (230, 51.0) | 490 (420, 53.0)

S/ M, HRKAE 28, 66 18, 57 24, 65 20, 65 18, 66

<65i%, n (%) 10 (90.9) 6 (100) 5 (83.3) 5 (83.3) 26 (89.7)

=657, n (%) 1 (9D 0 1 (16.7) 1 (16.7) 3 (10.3)
MR, n (%)

Bk 9 (81.8) 4 (66.7) 1 (16.7) 2 (33.3) 16 (55.2)

p'gis 2 (182) 2 (333) 5 (83.3) 4 (66.7) 13 (44.8)
ANFE, n (%)

HA 8 (72.7) 3 (50.0) 1 (16.7) 5 (83.3) 17 (586)

A~ 3 (27.3) 3 (50.0) 5 (83.3) 1 (16.7) 12 (414)
R n (%)

FeanN =y 7RI FT TR 8 (72.7) 3 (50.0) 1 (16.7) 5 (83.3) 17 (586)

A 3 (27.3) 3 (50.0) 5 (83.3) 1 (16.7) 12 (414)
B (cm)

SEIgfE (SD) 1809 (6.34) 1696 (15.5) 163.3 (14.7) 1695 (7.84) 1725 (125)

FULE (QL, Q3) 182.8(175.2, 186.0) | 170.5(152.4, 182.0) | 162.8(150.0, 169.0) | 168.5(162.0, 175.0) | 175.0(163.5, 182.8)

Ie/ME, KA 168.0, 188.0 1524, 1895 1470, 1880 161.6, 1815 1470, 1895
R (kg)

SE¥fE (SD) 90.0 (17.6) 704 (19.7) 684 (16.0) 725 (24.2) 778 (206)

Frefii (Q1, Q3) 874 (756, 103.0) | 780 (477, 864) | 645 (585, 751) |584 (56.2, 97.50) | 75.6 (605, 94.5)

fie/ME, SRR AE 64.5, 117.3 447, 875 514, 96.7 55.2, 109.0 447, 1173
BMI (kg/m?

FIfE (SD) 277 (6.16) 24.0 (3.37) 256 (4.04) 248 (6.38) 259 (5.30)

ROfE (QL, Q3) 280 (224, 344) | 250 (205, 260) | 26.7 (249, 286) | 21.7 (21.1, 296) | 257 (215, 286)

S/ M, K AE 199, 382 19.2, 279 18.0, 289 19.2, 356 180, 38.2
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Q1 : SB1MUsiEk. Q3 & 4B 3MUAAiEk, SD : A fR

W) AH & RRICRE ORI ToRIUE Sz,

) %IEEFNBFRI N BEBRICEDOWTHE S 2,

) 100N EHEZ - L2288 sh, 22 e b 1REBEZMAL2EBE 1EET,

W) EE, BE. BMIONR—Z2 54 Vid, BEBE R Vayvy—¥ 77y + K4 2600mgdD AL S5.) O wEE S
B L IZZFNLENCB VT, D ELEDOIERBHETD 5,

) ak— 11, 2. 4: ERTEEABEEE, 28— b3 ERTREERE. ak— M1, 3. 4 BT REZRBHE,
ak— b2 RIARE R B

W ENRE
<ITIWZRZY >
O@IMiFHITILZAZ Y FOPKINT A —4

MR ORHFOPK/NT X — % (Coaes AUCoc J2 NAUCoing) (& H EARAF I L. A H
130mg® 110l H ¥t 5-%% & 3l H ¥ 5%, KL OAH 260mgd 18] H ¥ 5-%% & 30 H ¥ 5-7% ODPK/3 7
A=FZIEFHEYL Tz WINOBRGHETHHGH] ~ SR CTChlTFIE L (tna® HJfill 1
FISWEM) v tie s I ZKIGEERITH o 720 WIN OG- D MBFECLAKIOL/hT—H L Tz, K
HOMBENDGANTIRIFTH - 72 (HABRIIRIOL) o ST FELRERT BEE#FEHZ LR (2 F
— 1) LERTREHEEFER (aFx—13) T MEHORFOBREFER LPKST X — 7 1d
BERQFEMP L TB Y, PKINT A =% OPIHEIZEAE R ELIZRO N o7,

LOPD BE COMIFEHAFIDPK/NZ A — 2 DEE (3% — b1 RV3) (ATB200-0235KER)

e I I S < S I el Hincartl I B A B 1
Automglangs an |1 el (ST G | G | ase | @ | G
AAIOmg3MARS D | 1 o9 | asokon | 18 w0 | @ | @n | e
Arzomgt By 00 |1 @9 AT G | ess | 62 | @19 | G1o)
Am2mgnBRS (D | 1| G | oahe | (oo | (0s | Gan | 8D | (s2)
ABomgl FHES © | 3| G0 | ggso | e | 010y | 0L | @) | o1
wmzsomgsn B © |3 | 008 | ool | Gss | es | 38 | s | o8
Amomel BB 16) | 13| QR (BP0 G | Gee | ke | @i | (oo
AA260mg AT (17) | 143 o0 | 0sa05 | 59 oom | (75 | @) | (28

AUCo. = O[] 2 & & JBE P AE VI B 7 i B il T > I8 e B2 - W R M TR AUCoi0r © OFRFI 70 5 IERROKIE R & T od
A - IR AR T IR, CL/F - RGO U 7 T 2 A\ Cax © i MBI EFER R, CV%  Z8HR%0%.
LOPD : BFERIAR ¥~y toa e M IREEENERFIL, t10p @ HOAMPRIL V2/F @ BRHNCEED SR O 5 Ai E R
a AT (CV%)

b o Ll (de/ M- S KAl

¢ HAPy (CV%)

<INTGNAVE—E TFIVT 7>
OMFEFHEGAAZ NV HRE (PK/INT X —5)

IAR—= MR R = F3EIRISWE L2 MAEFARGAAY 7 HOPKINT A — & O3
FTRIRT . BLT D HRAIZ TN TOHG RO T A FTHEBLTBY, Y37V
IV —€ 7TV T7 7 oG MEh B L R4 TH o720 AT —J1TI NIV Iy y—+¥
TNT7 7 & BATHES 10, KU 20mg/kgE M L. TNENOMETHEG LIz L &, BEE
(Conex B UFAUC) 13 HEARAF I IS HEIN L 720
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ERELT, YTV TF =¥ TIVT 7 ORG RGN AA 2 S35 L. ¥
WRTNVAYF—E TIVT 7 20mg/kg®D HAMPe GAZ R TAUCHHE R L7225 Cou™~D 3 E 1L
ROENTL 5720 AUChuemlZ 237NV AT ¥ —E¥ TV 7 7 20mg/kg ¥k 5 & ik LT
YRTNVAY T =¥ TIVT 7 20mg/kg & AHF260mg D Bt B G- O 53 A - #EAH TR D BN
LTBH CFYBImM=436%) . ¥MOBREILLEN/N S WD OO ARA 130mg fFH T T H BNA
RBOLNTz. BB ETSH )t 2 &2 EZETE, 1EH RO3E &G HOA
#1130mg 13 260mgD P T THREBRICEDVASNT, FRAEDOLN LW EFZZYTH D,
MAEFFRGAAY VX7 B OBEFERIZ, Ih— Pl LIF—F3THEHBLTVEEEZ ONT,

LOPD BE COMFHIMGAAZ S INTBDPKINT A —4DE (Ok— b1 : HTF8ELERT BEEHE
HEEM) (ATB200-02:(E8)

MiFH#GAAZ /X7 E (Signature Peptide TO9 Ik B HITE) D
e g . PKINS X —% (T&k— k1)
;ﬁ’g 7 V= 7 (N) b a a a c c c
(:maxa tmax AUCO-( AUC(max»24h AUCO—inI t‘/z a t‘/z B CLT
(ug/mL) (h) (ug-h/mb) | (ugh/mL) | (pgh/mb) | (h) | (h) | (L/h)
INTNAVET—E TIVT 7 584 4.00 208 107 209 11 1.9 217
5mg/kg (10) (19.1) (3.00-4.10) (18.1) (27.1) (18.0) (11.3) | (19.3) | (17.0)
TN AVT—X TIVT 7 135 4.00 533 288 537 1.3 1.6 1.66
10mg/kg (11) (183) | (3.50-4.00) (23.7) (25.3) (239) (9.10) | (42.1) | (224)
TN AYT =X TIVT 7 325 4.00 1405 837 1410 1.52 2.3 1.27
20mg/kg (11) (135) (350-4.00) (16.2) (194) (15.9) 9.2) | (387) | (17.8)
TV aAYY—X TIVT 7 329 4.00 1633 1069 1640 1.9 2.3 1.09
20mg/kg+A#)130mgl ol H#5- (11) (14.3) | (340-4.10) (17.2) (19.3) (16.9) (106) | (17.3) | (183)
TN AYY—E TIVT 7 335 4.00 1666 1080 1677 1.9 2.3 1.07
20mg/kg+A#130mg3 Il H %5 (11) (154) (340-4.30) (19.1) (20.9) (186) (220) | (21.1) | (186)
YRINAYT—E TIT 7 339 400 1778 1202 1788 22 | 25 | 099
20mg/kg+7#] 260mgl 51 H#¢5- (10) (12.9) (350-4.00) (17.6) (185) (17.2) (19.D) | (216) | (21.8)
YRTNAVY—¥ ThT 7 345 390 1801 1203 1812 21 | 26 | 099
20mg/kg+ 4 260mg3 Inl H#5- (11) (185) (340-4.00) (19.9) (234) (20.8) (159) | (19.2) | (224)

AUCo. : OBFH 7 & e € 52 1] B 72 S M 8 T D ML AE i e FE - B P AR T IR, AUCoine - ORFII 2> S IR KHFH £ T
A P BE- R AR P IEIAY. AUCkmaxom © tmax 2> 85 24 E R 2 T T OMAE P - BERMAR FHIAE, CLr @ #HIRNIXS
BT VT T VAL Crax © EMAEPREEFER . CV% : 23R % %, LOPD @ BIERIAR ¥~ tip, @ AP
I trep @ THORAEFRIM, oy © foe AL HH R LT S IR )

a : RT3y (CV%)

b gl (fR/ M- R i)

¢ HifrEy (CV%)

LOPD & TOMIEP#HGAA%Z > /N7 HE (Signature Peptide TO9IZ K BBITE) DPK/INT X — 2 DBE
(3K — b3 : HITFIEERERT RAEBEEM) (ATB200-025K5R)

MmiFP#BGAA% /N7 E (Signature Peptide T09 (C & B HIE) D

BT —F (N) PK/NT X —%& (3R— K1)
E Gt tmax AUC,¢ AUCmax2an” AUCo.in tro® tyg® CL°
(ug/mL) (h) (ug-h/mL) | (ug-h/mL) | (ugh/mL) (h) (h) | (L/h)
IRTNAYE—X TIVT 7 342 4.00 1854 1235 1857 217 25 0.74
20mg/kg+A#260mg1 [l H$%5- (6) (164) (4.00-4.00) (18.2) (21.7) (18.3) (145) | (49) | (25.0)
TN AVE—X TIVT 7 323 4.10 1772 1153 1774 22 25 0.77
20mg/kg+A#] 260mg3 7l H¥%5- (6) (12.8) (4.00-4.50) (17.3) (18.7) (174) (9.60) | (35) | (254)

AUCo, © ORE [ > & 5 B2 2 v 58 72 FefeIRG 11 F ~C oD LS rv i B RGBT TR, AUCoune @ OIRE[HI» & MEBRKIE £ T
M5 F e - B T AR T TR, AUCmasom © tmas 2> S5 24 BE 2 F IS BE- B IR T AR, CLr @ BHIRPIE S
BRI )T TV A, Coax © IS MUAE LR IR, CV% : Z84R%0%. LOPD : JEIERIE ¥ ~JH, tie, DA
I tiep @ TSI, e 206 700 L P 3 2 ) S

a : RATFEY (CV%)

b R fiE (/M- iR AfiE)

c : HATEE (CV%)
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WA

@EE)HKAE (6MWD)

ATB200-02FRBR Tld. T XTORITHRELREE (Th— 1M1, 3KT4) IIBWTEEKRE L
M L720 AT —V3IRPATIE, I8NV avy—¥ 77 7 20me/kg & AH) 260mg D B
12X ), ERTEEEHEE (28— MLKRU4), ERTREFEEE (28— 13), hO4tk (a%F
— ML, 3KTM4) 1I2BWT, 484 HTOOMWT (64 M ATiER) 12X v llE L 7Bkt T
BRI EIRD & 5 WEN RO SN WM OWHIZ]~ 2ERICHED LN, 487 HEFTR—2R
T A V% LB YGEEDHERE S L7z,

N=254H548 H BETOEMWD (m) DEH—RXT—TY3RV4 (HITRIBELBE. AR
XREMH) (ATB200-0255%)

ERTEEAESRE ERTRAERE 21
OFk— k1+3Fk— k4 a%k— K3 OF/— M1+3Fk— b3+
(N=16) (N=6) d%k— k4 (N=22)

N—ZXZ4 >
n 16 6 22
¥ (SD) 3935 (119.7) 396.0 (75.2) 394.2 (107.6)
959% 12 HH X 329.7, 4572 317.1, 4749 3465, 4419
P (Ql, Q3) 394.5 (3300, 491.5) 395.2 (3783, 460.0) 395.2 (3320, 480.0)
2N N ] 104, 544 267, 480 104, 544
127 BEOZELE
n 16 6 22
Mt (SD) 335 (496) 570 (30.0) 39.9 (45.7)
95 %13 HEIX 1 70, 59.9 256, 885 19.6, 60.1
Pl (Ql, Q3) 206 (83, 51.9) 556 (308, 78.9) 274 (120, 77.8)
2N N 44, 135 27, 95 44, 135
24 » B#OZE{LE
n 13 6 19
F¥fE (SD) 252 (63.3) 544 (36.2) 344 (56.8)
95 %13 HEIX [ -130, 635 164, 924 71, 618
hefE (Q1, Q3) 185 (-7.0, 58.0) 490 (226, 782) 226 (5.2, 782)
/M, BRRAE 98, 135 21, 107 98, 135
36 » BEOZE{LE
n 12 5 17
F¥fE (SD) 9.8 (86.0) 435 (45.2) 19.7 (76.4)
95 %13 TEIX [ 448, 645 126, 99.6 -19.6, 59.0
o (Ql, Q3) 116 (-137, 515) 59.0 (205, 80.0) 242 (120, 59.0)
/M, BRI 204, 131 24, 82 204, 131
48 » B OZE{LE
n 9 4 13
¥ (SD) 207 (101.8) 52.2 (46.6) 304 (87.7)
95 %13 TEIX [ 576, 99.0 219, 1263 226, 834
i (Q1, Q3) 270 (-3.3, 837) 405 (16.3, 88.0) 270 (137, 837)
/M, RO 215, 138 14, 114 215, 138

6MWD : 677 FIRATEIME, QL @ S 10U g, Q3 : 3P ik, SD : FRdEfm
67 AATEERE (6MWD) 12657 ATiER (MWT) THW/MEME (m) THY ., FTWREAREF ORI EM L 72,
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@ftt%sE (FVC)

AF—=TV3R4ATIE, Y87 Vay ¥y —F¥ 77 7 20mg/kgs KHI260mgD HEHIZ X 1\
ERTREWGHEESE (24— M1 RT4), ERTREHEE (35— 13, LOLMK (a8—11, 3
FUM4) I2BWTC, HEWFVC (FHMEICHT5%) 13487 HETRN—2 54 ¥ D ETHEFF SR,
48 7 H COEMFVC (FHMEIIH T 5 %) I ERELIEFHE SNz aF— b2 CRMTARER B
%) TiE 367 HETOF— ¥ B O5NT2 2B BT, FEMEVC (FHMEIZH T %) 13%5E

L TwWw/z,

N=ZZ42Hh548 » BETOEMFVC (FERMEICHT 5%) DEHN—XT—I3RV4 (HITRAIRER
BE. FOEEANRER) (ATB200-0255%)

ERTELAERE ERT KAEBE 2k
dk—pM1+3Kk— K4 b e K ORk— M1+3K— F 3+
(N=16) (N=6) d%k— k4 (N=22)

N—Z54 >
n 16 6 22
FHfE (SD) 574 (17.4) 57.2 (20.8) 57.3 (17.9)
95% 15 HE X ] 481, 66.7 35.3, 79.0 494, 653
e (QL, Q3) 56.0 (46.0, 70.0) 59.0 (380, 77.0) 56.0 (450, 70.0)
Te/ME, Kl 31, 88 31, 79 31, 88
12 5 B#EDZELE
n 16 6 22
M (SD) -12 (5.95) 32 (842) 0.0 (6.79)
95% 15 HE X [ 44, 20 5.7, 120 -30, 30
e (Q1, Q3) 1.0 (55, 4.0) 45 (4.0, 11.0) 05 (-50, 5.0)
N RS ON 12, 8 9, 12 12, 12
24 5 BEEOZEALE
n 13 6 19
FHE (SD) 1.0 (7.96) 4.7 (5.09) 22 (7.24)
95% 15 #E X [ 38, 58 0.7, 100 1.3, 56
i (Ql, Q3) 10 (20, 6.0) 40 (0.0, 9.0) 20 (-20, 6.0)
e/ME, R 14, 15 1, 12 14, 15
36 » BEDZE{LE
n 10 5 15
FfiE (SD) 0.3 (6.68) 6.2 (3.35) 19 (648)
95% 15 HE X [ 5.1, 45 20, 104 17, 55
e (QL Q3) 15 (-30, 20) 50 (40, 6.0) 20 (-30, 6.0)
/M, IR AE 11, 13 4, 12 11, 13
48 1 BEEDOZEALE
n 6 4 10
SE¥ME (SD) 1.0 (642) 8.3 (4.50) 39 (6.61)
95% 15 #E X [ 57, 77 1.1, 154 08, 86
i (Ql, Q3) 35 (-70, 5.0) 95 (50, 115) 45 (20, 80)
Ie/ME, IRl 7,8 2, 12 7,12

FVC : BhMMiiGa. QL 1. Q3 : 430U fikk. SD : LR
IR L, N—ZA T4 ¥, AF—V3TIE I AL, AF—T4TR62 T L0, BITTRLTRTOBERY
REEIY AN TR ZR Y R — S ORI REER BH I LT o 720 HARWIEE, INEESUEL TWLI L EZRT,
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@A (MMT)

AF—=TV3R4ATIE, Y87 Vay ¥y —F¥ 77 7 20mg/kgs KHI260mgD HEHIZ X 1\
AT REERT MG HWEE (aFk— FLRU4) RUOERT REHEE (25— 13) 12BNV,
48 » A TO TR LB, W OIEMBHEEOMMT ELOQMTIC X 0 e L7232 e b ik
SNz BITARE R BE CTIIRE LIRS RBO SNz (Th— 12, EEOA),

N=Z254 7548 s BETOMMT FTIRZ A7 DEHN—ZXT—Y 3RV4 (HITRIRELEBE. FhiE
It REH) (ATB200-0255%)

ERTEEAERE ERTRAERE .
dk— k1+3aKk—r4 a%k— k3 dk— k1+3k— 3+
(N=16) (N=6) d5k— k4 (N=22)

N—Z54 >
n 15 5 20
Ml (SD) 300 (344) 290 (1.73) 29.8 (3.09)
95% 12 HE X [ 281, 319 268, 312 283, 312
i (Ql, Q3) 30.0 (280, 320) 30.0 (29.0, 30.0) 300 (285, 32.0)
2N N ] 21, 34 26, 30 21, 34
125 BEDZE{LE
n 15 5 20
EHME (SD) 31 (2.34) 2.8 (4.97) 30 (3.04)
95% 12 #H X [ 18, 44 34, 90 16, 44
FgLfE (Ql, Q3) 20 (20, 50) 40 (00, 5.0) 30 (20, 50)
/M, TR 2,6 4, 9 4,9
24 5 BEEDZELE
n 13 5 18
E¥E (SD) 21 (218) 30 (394) 2.3 (268)
95% 13 HE X [ 08, 34 19, 79 1.0, 37
hLfE (Q1, Q3) 20 (1.0, 4.0) 30 (20, 30) 20 (1.0, 4.0)
B/ME, K 2,6 2,9 2,9
36 » BEDZELE
n 10 4 14
M (SD) 25 (369) 3.3 (275) 2.7 (3.36)
95% 12 HE X [ 0.1, 51 11, 76 08, 4.7
il (Q1, Q3) 15 (0.0, 4.0) 35 (1.0, 55) 20 (00, 4.0)
/M, O 0, 12 0, 6 0, 12
48 » B DZEL=E
n 8 4 12
M (SD) 35 (251) 1.0 (383) 2.7 (3.08)
95% 12 #H X [ 14, 56 51, 7.1 07, 46
gL (Ql, Q3) 30 (20, 5.0) 20 (20, 4.0) 30 (10, 4.0)
Ie/ME, R 0,8 4, 4 4, 8

MMT : manual muscle testfEFH 7 A b, Q1 @ #1MUSIEL Q3 @ 43Uk, SD : FEH#E{F
MMTIZ, TXRTCOEBHIZOVWT, X—=ZXAF5( v, ATF—V3TIE3I»HITE, A7—=U4Tl36» HZ &Il 75720 BN
BT ERAREREICN T 2B ORER LRV L2 RT,
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@ 7 Db DEI X EFHHE B

48 » A oY 5- M %28 L T6MWD K UOFVC (FHNZX T2 %) TR Z2AERIGED S,
X502, Wi, EEREGE K OB GE IS B A F OO B o BIRGEE H T b BT A )8
BOSNT. 2o ThS5DOFRIE. PRO (FSS. R-PAct. RHS) K USEHIZ X % SGICO 5 H
W OIZERMIC X APCGICOMERIC X o TEMIF SN0 TRODFEENS, BEVHE L9
& HEAGEEL AT 8. ROEERN 2 BIROBBICERO D 5 UEDN D - 722 LHTRE
n7z.

Wz E M

IRTNATET—E TIVT 7 w5 LZERT BEGHEBHELERICB VT, 91.3% (2361421 41)
A, R—=ZF4 v (Day0) WpIZIFRMPLIEDPRGETH Y. Z OBERIEREBRINIM %8 U T
BEREMEAMER L2 X7V ¥ —¥ 77 7 235 L72ERT RIGHEEZEMIZB VT,
16.7% (6B 1H]) 2SX—=AF 4 » (Day0) FEICHFEMPLEDIALEETH Y. OB EFRIE
NR—=ZA T A VRO RN TOMICKRIFEIZHEMU, 32 HIZ100%IZE L, 607 H X
(TP G TR F THERE L 726

W T — Z 2D SN S, SRR Y Vv ay ¥—8 7V 7 7 OPK, et (FE
FLJOVIAR), 6MWT K OB FVCIZ X Dl SN A AR EICHELE RIZEShvwEEz bh
720

| e
OEEER

AF—=TY1T&, Y287V ay ¥y —¥ 777 20mg/kgZ G SN2 BE THERLHAH)
(36.4%) 12, R L BEDY D B HEFRHLH (91%) D SNz AT —V2 T, /¥
FNaAyF—¥ TN7 7 20mg/kgk AHI260mg % OIS S - B THEFHRH 8K (72.7%)
2. TRERSE L A H B A EFRA2H (182%) ICRRD SNz, EELAERG, HHEOHK
BB R A EFE RO CICE S HERRREO SN2 h o7

T NVAYF =¥ TIT7 7 20mg/kgk AAI260mgx PRI G- S BE (AF—Y2E Y
F 5. A7 —=V3RT4) Tid. 42960 (100%) [CHERELIRD S, BHEORWAERL
(BEDA0%H8) 1 Zixfl, EINEEL, TH. SR L OBEER TH - 72

D) LIEBRE LD 5 H EFLIT206] (69.0%) 12HA SN, BEEO R IRERE & B8
HHHERSR (BEDIS%E) T FHRML O TR CTH o720 BELHEFRITI260 (414%)
W22 5H L. D BIRERIE L BAH 5 LI S 201346 (138%) IS L 721010 FHL
ThoTo HBEORGHILICEST2HEFHRILI2H] (69%) T, LIRS THEFRHRIIAD
Nhhrolz,
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FESEROBE-NTNALE—F IV T 7 RUKE & KHFEE

T—V2EUA KNS5, XA7F—T3RV4) (REMMBIFNRER) (ATB200-025K5%)

ERUVABTHRESWEEE (R

SN E—E 7ILT 7 20mg/kg+ AH| 260mg

Jk—bk1 | 3k—b2 | TK—hr3 | TK—b4 | OR—HF1+3+4 &5t

(N=11) | (N=6) (N=6) (N=6) (N=23) (N=29)
BB A B S 11(1000) | 6(1000) | 6(1000) | 6(100.0) 23(1000) | 29(100.0)
TR & B S 2 A G 7(636) | 5(833) | 4(667) | 4(66.7) 15(65.2) 20(69.0)
BH LIRS E S 1(9.1) 1(16.7) 0(0.0) 0(0.0) 1(43) 2(6.9)
PRI RS RBR LTRSS | ) 1(16.7) 0(0.0) 0(0.0) 0(0.0) 1(34)
HERG
IR B B A E R 4(364) | 2(333) | 4(667) | 2(333) 10(435) 12(414)
BB H2EEAAERS | 0000) 1(167) | 2(333) | 1(167) 3(13.0) 4(138)
BEMILCE B A ES S 1(9.1) 1(16.7) 0(0.0) 0(0.0) 1(4.3) 2(6.9)
g;z%g;i;f“ﬁ%% EREEDS L 000 | 1a6m | 0000 | 0(00) 0(0.0) 1(34)
BT ER G 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

% (%)

FEERORBES (10% 2 BATRBLLAEER) —2N\INAVF—€ LI 7RUKEHFERERE
THREENEBE (R7T—V2EUFRS, XAT7—Y3RV4) (REMBITWRER) (ATB200-025#5R)

48t (N=29) &5t (N=29)
WIENOFES S 29 (100.0) 5 I 5 (17.2)
i 18 (62.1) NG i 4 (138)
P MREE 5% 16 (55.2) A5 4 (138)
T 13 (44.8) 4 VTV 4 (138)
iR 13 (44.8) e 4 (138)
Fa fiida 12 (41.4) AN 4 (138)
T 11 (37.9) 1 8 A 4 (138)
W 10 (345) A 4 (138)
Wi 10 (345) 7 7 F v HAE A BE 4 (138)
957 9 (31.0) Z 9 A 4 (138)
iAGE 9 (31.0) AL 3 (10.3)
iRER 8 (27.6) THALA B 3 (10.3)
JE 9w 7 (241) 537 3 (10.3)
Hll ke 4% 7 (24.1) B4 3 (103)
IR S 7 (24.1) [ERESBURITN /315 3 (103)
HEE 6 (20.7) Fit% 3 (103)
ARG G 6 (20.7) N B 3 (103)
TR i e 6 (20.7) W ERAS Ik 3 (103)
MK T 6 (20.7) AT 3 (103)
595 6 (20.7) FE Ll M 3 3 (10.3)
EERETOEAN 5 (17.2) PG 3 (103)
EIEEE 5 (172) T A8 G 3 (103)
W - 5 (172) v 4L A R 3 (103)
JEE 5 (17.2) SHE R 3 (10.3)
45 5 (17.2) L 3 (103)
FENED 5 (17.2) PR Z 3 (10.3)
it 5 (17.2) 5 A 3 (103)
Ik 5 (17.2) PRI 3 (10.3)
I A 5 (17.2) S IR PR 3 (10.3)
5P 5 (17.2) AR 3 (10.3)
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OIAR (GEABRERIT)

DRTNATT =X TIVT 7 ROERK e KPGFERHELOCHE TG SNEBE (AT7—-22
¥ F K5, A7 —V3KU4) T, 1360 (448%) 12921 DIARD HE S hize 9214 3614
E3BDEZETALNZZIARTH ). T SO BEHITRBHANTICIAROBEAE S D 5720 S5
DA O FBEFIZTIARDEEFE D D - 7208, S OAB TIEARE TIXIARIZFROD SNk h o 72,
Lk LT, IARDEHIZIINTH - 72 TARBEHGI TOLEFHRWNIES-BIED ) H42%, 2B
FAI BT BEIRNEZ G- 5D 9 51.9%) o

BRI O AIARTHEDO B WHEHRHRIZTHTH Y. IARICL 2 HEFHGEORPITR
BT EETH o720 EEOIARII I (WEFE, EELIAR) #i5sh, EELIARDHR
BEE13138% TH o 720 BRI GHILICE - 72 RBRIE L MDD 5 BE LIARIE 1A
/e (FRE),
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(4) FREERYEBR

1) BZhMHEREERER

BRERIURANREZETIBRAEEEWNRELVLA-ZEEFREESERR. HBAAEZEE (PROPEL
B, ATB200-03:5%. ERSHEEIHEHER) "

B&Y

ERTOEEEZ bR WLOPDBEZ NG E L, Y37 vavy—F 777 GEIET-HA
Haz) EARPEHXET VI VAY Y —¥ 7V 77 (BEFHREEZ) L7592 R % 528
25U ARMER O % REHE§ % .
HEgTH 1>

ZEEE (24 » ). LR (625E5%) . —EEMR. MIEAML, FEITE (55 3HRER)
PoEd

ERT DG % [ 72 WLOPD B
FHEHEE

- GAABERIEE R UT GAA BT RVH 123D X LOPD & i S 72 185 ML oo B

- K = 40kg

c A7) ==V TR OEEALFVCAHVEE A OF HMED 30% L. -

A7) == YRR 2 O6MWTZEi L. 2Dl O6MWDOIEAS75m P, 2D Rk
ADFHUEDI0% LT, & 5 IV O 6MWDDEA N E T OFED 20% LA

-mn% BIRBHZOGEE, 247 HUEERT (ZPAVZVvay ¥ —¥ 77 7) 20mg/kg% 238

’IIEH"“%‘LLT»\% B

ImT$é$$%@ Al ERT (oBBEL &d) B2 Loy
EBERNEE

- WREREEY 5-BAAGTT 30 H LAY & 72 3G B4 5 0l H o & £ ToME (wIhpy
Ewh) 12, 7TVvrnvay¥—€ 77 7 UNOR Y [Tk 5 RERSE £ 72 13 W E =
ZF 722 A b, AIWFEMEPICZ T 5 FETH HEH

- IBERHEPE 5 BAATT 30 H WNIC L T O W 028 3K 2 IR L T\ 5 B

I b=, ITNVAFT Y b, THIVR=Z, KZ)KR=Z (JF: TN DHEHF D5
. 5L TL30HZ AL Lidhw)

R H 6 IR DL R B UL IR BRI R A 2 LB L 5 B

- LOPDO@BIZ TiHEEEZ T -2 L 0h 5 BH

- BIETHREEZTAIERIER LIER

B E

ERT A% (ERT BEGEH UIERT KiGHE) LOXR—=Z2 54 YEEO6MWD® % 7 31 — (75m
PLE150m A&, 150m Lh_E 400m A X 13 400m BL L) TR L BTy "7 vayy—¥ 7
T ERFMEH LI T VI VAY -8 TLT7 77T REHOVTFNNIZ2 : 1 OHEEG TR
VEAIZHEI DA, 5280, BEMETHRYG L7z B, ERTEEREER . A7) —= 7 HHix
TVINAY T =X TVT7 7 ORGEH#GEL, FUESAr Y 2= (KEHE) CTHEriZ < G5k
WAY YRR 20 YNNIV F—F TIV7 71, 20mg/ kg% #94 W 2 0 C B A R Y
5 L. AFNE, ARES0kg L EDBF IR L TiE260mg. A 40kg LL_E 50kg A il o B E 12 0F
LTiE19%mg%. Y37 Vay ¥y —¥ 77 7 &G 1EREHSRIHR G Lz,
1) AHOPEH 20 S OB G4 2B MM & L7,
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ATB200-03 G 5% DBIkE

2IYU—ZVJHH —EEM NaEREE
&R308H 52:BE[E

21 DHET YT WAV —E 7ILT7 20mg/kg miEEEE
o= 21088 +AH195/260mg BORS  IHERS
. JORR SRS
(2L DA R — ——
- ERTR&E 7T WAV T—E 7ZILT7 20mg/kg RiEEEE
+7SER RERS
FHEEE

B3t - ARERHIIE R — A 5 4 VK (Day0) K UDayl 25 128 & 2E i S vz,
OXEfiiEaR
- 6MWD (m) D52HTHONR—ZF5 4 ¥ bDEALE
ORIRFHEER
<BELBIXFFHEEE >
- FERTFVC (FHMEICH T 5%) D52ETHONR=Z T4 ¥ h 5D LE
- MMT FIEAT 7 D52HTHONR—=Z 54 5D ELE
- 6MWD (m) D26WTHONR—ZF 4 ¥ bDEALE
- PROMIS (& kt8HE) Gt A a7 D52 THON—2F 4 ¥ 5 DELE
- PROMIS (JE%7) ARtA I 7 DE2HTHONR=ZAF 4 U h 5 DELE
- GSGCAFATTD2ETHONR=Z 54 V9 b DEALRE
EWEPRE | ERT BEABBREEN TO X S— 2% > 7Y v 71l (Dayl  O°5238) & O'ERT
RIBHEB BRI ORI > 7)) ¥ 712 X B RHEFIPK AT %2 9206 L 720
85 A—=F121%. Cuae AUC, tie MIMAEH O EH 27 ) 75 ¥ AW E TNz,
2 H 2 DTHEIZOWTEHMG L 72,
- R Hex4 12 (52 THONR—Z T4 »H b DOE{LE)
- MIECK s (52 THONR—ZF 4 ¥ H 5 DEALE)
® 2 M UFHHEIZOWTEHIGL 72
- HERG
- BRRMRAEAE (R LRSS M. JRARAET)
s ONAZ VA v (GRS, JEsRIIE, PR, D%, RIE)
- AKE, 127EECG. BT R
REEM - PUEMIUE GRPUERR O RIPUR) . T rvas y—¥ 77 7 IS % hiE
WHUR D ZEZE RO PirhGAA FRINIgE PuiRi B OR w2 & T 7z,

R A&

NIREEHR e PR — 2 5 4 $ 571X, Intent-to-Treat (ITT) M K& OV 4T X R 4E M
TER L BEERE, Aiinesse ) ON IR MR 3 e A VR AT X G 4R 1 CREAT L 72,

AREO NI A RO FEEHMIE 2 RO R & e RSO B T F il ZK#0.025
CTHEMIIEK T2 2 L1k D ERi L7z, ITT-OBSHEM 25512, ARk ZEFFHEE (6MWD
DE2HETONR—=AF A 6O RE) & KENERARIRET IV (MMRM) 12X 0@ L.
KEEHBEE TV VAL T —E TV T 7 /TS5 RER KL 720 &0 T/ 3 P,
SE. /N PIHEOBGEEM 2, R OT5%CLE2H#HEE Lz, 72, BT 22372600 &
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PR EIREHAGIE H % 3¢ L7z SIS FEEHMIE H e % A BAKH#E0025 TEML, HFETH
A, MEREAT T U 72 B 2 B G SE H b FIAR A B /K #0.025 THUE L 720 % 70 Bl WA I8
HOBEHANA B, 22 A Bk #0025 THET At > TR L 720 wihho
BeRs CIFIAGRASEH SN h o 2356, Z U K R B L CREH#Ich
BThHrLHELEVWD DL Lz, EELZBKFMIEE X, ITT-LOCFER 2 X412, £h e
NANCOVA%Z FI TNt L72c ANCOVADHEEfE (58 5-BE D /NP, /b3
WEDZE, HEEMOSE, /N R P DD 95%CL, KU 2B O HBIZ DO W T Op i) % 75R
L7z

<FWEBFICAV BN REROESR>

ITTHH : B2 R LD 1RGSR BEAL SN BEEEHP MK I N5,

ITT-OBS%H : $XTOMMPWRELBIST— 5 2 HWT, X=Z2AF7 4 Y RBORMT—%
T 2 Me e iTh e WITTHRE. 20, 52HZEFL VTR OREED
JHME D HiiE L7 v

ITT-LOCF 4R : Rl 7 — % 2 X=X F 4 Y ROREOFHEEZR 7T — % THi%E LZZITT
M.

AN, REMEMT RN RERZSE LTHEMLZ. AEFLOENZ, KSR
OG- INTBEEERIZOWT, BEREHEGZHWTRLZ,
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ABRIER
BEEE=

N—=2 74 Y ONITREHANFEIIEZ RN ZAELT L0 TH ), HHHMTHRART
Holze HARNZI23BID ) H6BIE TN T2,
1236 117 B ASAER & 56 1 U720 BREBEWIM O P39 £ SDIZ. AGFHRE R O REERECT T
ZN118 1807 H 120+ 071 » H LML TH 1, BEHMHORAMEIZ, Th2n148 »

AR 1297 HTH -7z,

AOEHEEE (ITTER)

ARG PojicE-3:4
(INgnas 44—+ (Zgas4d—+ =
TIVT 7+EREGHRE) TIVT7+T SR (N=123)
(N=85) fHtAE) (N=38)
A ()
Ml (SD) 476 (13.3) 451 (13.3) 468 (13.3)
Hefi (Q1, Q3) 480 (380, 57.0) 46.0 (34.0, 55.0) 470 (370, 57.0)
He/ME,  fe KAl 19, 74 22, 66 19, 74
AEE, n (%)
=18~ <35i% 17 (20.0) 10 (26.3) 27 (220)
=35~ <507% 27 (31.8) 13 (342) 40 (325)
=50~ <65j% 30 (35.3) 12 (316) 42 (34.1)
= 65 11 (129) 3 (79) 14 (114)
PR, n (%)
Bk 36 (424) 20 (52.6) 56 (45.5)
7k 49 (57.6) 18 (474) 67 (54.5)
MNFE*) n (%)
TYTA 3 (35) 1 (26) 4 (33)
EEN 2 (24) 4 (105) 6 (4.9)
TAYAFAER/ T I AN AR 0 1 (26) 1 (0.8)
BAN/TI7VAZRTAVAN 0 1 (26) 1 (08)
IATAT  NTALT YRIEFD 1 (12) 0 1 (0.8)
Ao G B
FA 74 (87.1) 30 (789) 104 (84.6)
Z DAt 5 (5.9) 1 (26) 6 (4.9)
ITT : Intent-to-Treat. Q1 : ZE1VUSEL Q3 : SE3VUSHLEL. SD : FRikEfR =

*—DOPLEOANFEA 7T — 2RI - BEEZED
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B (ITT£EH)

AGERAE Pofiich-g:
(INgNaAE—€ | (ZIVJNVaALE—E &5
TIVT 7 +AH TIVI7+T IR (N=123)
fHrFAE) (N=85) %) (N=38)

ERTHEHEE, n (%)

FiftE 20 (235) 8 (21.1) 28 (22.8)

RN 65 (76.5) 30 (78.9) 95 (77.2)
ERTfEHEIR (4)° n=65 n=30 n=95

SEHfE (SD) 743 (3.38) 7.14 (364) 7.38 (345)

P (Q1, Q3) 760 (4.30, 10.2) 7.10 (3.80, 104) 740 (400, 104)

/M, Rl 20, 137 2.1, 132 20, 137
ERTEHIIN, n (%)*

=2~ <34 4 (6.2) 5 (16.7) 9 (95)

=3~ <54f 16 (24.6) 6 (20.0) 22 (23.2)

=54F 45 (69.2) 19 (63.3) 64 (67.4)
ZWIREOFG (%)

FgfE (SD) 399 (138) 369 (15.3) 389 (14.3)

R (QL, Q3) 40.0 (30.0, 51.0) 400 (260, 49.0) 400 (300, 51.0)

/Ml Kl 1, 66 7, 63 1, 66
ERT %45 BaIE 048 (6)° n=65 n=30 n=95

FHfE (SD) 408 (12.7) 387 (15.1) 402 (135)

e (Q1, Q3) 41.0 (320, 52.0) 405 (26.0, 51.0) 410 (310, 52.0)

/M, Rl 9, 66 12, 62 9, 66
N—=A 54 YWFNAL ZOMH, n (%)

A 17 (20.0) 11 (289) 28 (22.8)

4 68 (80.0) 27 (711) 95 (77.2)
B, n (%)

H 44 (51.8) 7 (44.7) 61 (49.6)

4 41 (482) 21 (55.3) 62 (50.4)
IAREE, n (%)

A 18 (21.2) 6 (15.8) 24 (195)

4 67 (78.8) 32 (84.2) 99 (80.5)

N—2F 4 YHEEEMWD (m)*
F4fE (SD)
hLfE (QL, Q3)

3579 (111.8)
3595 (2989, 4185)

350.1 (119.8)
3585 (2855, 420.0)

3555 (113.9)
3595 (296.1, 420.0)

He/Ml, Rl 790, 575.0 1125, 6230 790, 623.0
N— 254 YH6MWD Pl (%)
F#filE (SD) 57.8 (15.8) 55.7 (17.2) 57.2 (162)
hLfE (QL, Q3) 59.2 (482, 695) 55.9 (46.6, 69.4) 580 (481, 69.5)
/M, FRE 11.1, 91.0 17.1, 832 11.1, 91.0
N=AFA YF6MWD (m) #7371 —1.n(%)*
=75~ <150m 4 (47) 4 (105) 8 (65)
=150 ~ <400m 55 (64.7) 22 (579) 77 (62.6)
>400m 26 (30.6) 12 (31.6) 38 (309)
N— 2T 14 WERliBEE ¢
FERFVCAE ot iiiE%)
M (SD) 70.7 (19.6) 700 (21.3) 705 (20.0)
i (QL Q3) 700 (56.0, 84.0) 71.3 (500, 89.0) 700 (550, 855)
/M, Rl 305, 1325 315, 1220 305, 1325

ITT : intent-to-treat, n : N— 2 F A4 YIFEBE. SD : BE#ERFE, Q1 : SIS EL. Q3 : &3S

a : ERT BEIAFEIE o Al HI 1Y
b @ ERT BEIGHRED A

ciN—=Z2F A YEEOMIZ, WS HEZFNLRTICE SN2 BN 21 5 O E O -3 H
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WA

OE=EFFMIER : BMWDDS52BTON—ZX S A4 >S5 DEIE (ITTEH. HREEAVIFRER)
ITT-OBSEHIZ BT A6MWDD2ETHONR—ZA 54 608 fbE & LT, MMRM

(Mixed-effect model for repeated measures) 2> 5% 5 72/ ZFFEMEOFER 713, 5.33m

(95%CI : -152, 259) &. ABHEET, 7L RXExLGHEZ LR A2GEDIRDO LN 0D, #

Wk 2 MGEET AICIZES o 72 (p=0.608. TWiHlp i) o

UToHEEDTFT—21d, ITTEMDSHNEOIEHEIZHE YT L1602 EHD L WIEICD
WCHESG L 7T R T 5o

*ERT RIGHEELHNICB VT, MEFIGRISLEZ 72 L CRRBRICBINT 572012, A2 ) ==Y ZEEO6MWT
K OPET (BitgREMAS) CTEMMIISVGEREZ B L Tniz,

OEEMEH : 6MWDD52:BTHON—XZ 4 5 DELE SN EDBREEZBRVAITTEM.
% B EDpE)
6MWDD52HTHONR—=A T A4 ¥ Hh 502 bmD P +SD ITT-OBSHEM) &, ARPEHH#
T206 +423m, FHEEFETIZ8.02 £406mTdh V. ARUFHEETIE52:H F THOOMWDDFEREIYLL
B\AIA S NT720 MMRM (Mixed-effect model for repeated measures) 7*5 1% 5 72w/
WEORER 713X 14.2m (95%CI @ -2.60, 31.0) TH -7z (p=0.097. % H EopfiE),

BMWDDS52BTDON—ZXFZA4 5 DELE HNEDEEEZRV/AITT-OBSER. #H EDpfE)

RGEHE POLEE S5
(NTNAVE—E 7T 7+ | (ZIVGNADE—E 7ILT 7+
AEIGEFAE) (N=85) 77w RGEAE) (N=37)
N—Z 54 n=85 n=37
‘FfE (SD) 357.9 (111.8) 351.0 (121.3)
i (QL Q3) 3595 (2989, 4185) 3655 (2855, 420.0)
/Ml R 790, 575.0 1125, 623.0
2R n=81 n=36
M (SD) 206 (42.3) 8.02 (40.6)
HoufiE (QL Q3) 125 (-3.75, 435) 315 (218, 22.8)
/Ml R 595, 1735 -55.6, 127.0
RN HFIMEORER 2 (SE)C 14.2 (848)
(95% CI)¢ (-260, 31.0)
il p it p=0.097

SD : #EHEfR £, SE @ f#ERE, C: BIEXE. Q1 : B1Mafitk. Q3 4E3Mahikk
a: N—2Z 54 VI, WS- H & Z DRI S 72T 21 5 oo P39 1HE
b #5552 MO IED BE % B 7= FIH T RERITT-OBS £ 0@t 7 — 5 1280 <,

¢ PGB BRI B G & SR O EAEN, BERAITORIE O HRIEOA I, T, NX—2F 4 ¥ ®6MWD,
N=RZ T4 YIDOEE, N—2AF74 VIEDEERIR—2 T4 VIO G REZEEMR, HBHE L LR e L. HH

W3 A 1S 2 H V72 MMRM  (Mixed-effect model for repeated measures) 12 & 0 5,
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BMWDDZEILENDTFHE (£SE) D%

OBS %)

354
301
251

204

(£SE)

N—=RS1 VD EDE{LEDFE

6EDBIRFHERE 22T, HANEOEFEERVALITT-

—— YNZIVAVI—E FILT7 20mg/kg/ A&l 195mg X (& 260mg
=8--IV I—E PILT7 20mg/kg/ TR

R=RSAY

Q=X FHEIER -

LOCF#H)

128

268 388 528
®5HME

RIN\"RTIELE SE(FRERE)
(& MMRM EF )LD S

6 ST DZ(LED

52 BIFRDBEIC KD E
RINZFFIIfE £SE (95% CI)
14.2+8.48 (-2.60, 31.0)

p =0.097 (@fil p f&)

EERIFVC (FEHEICX T B2%) DS2BTON—ZXT74 > h5DELE (4th
EOREZKRWVAITTER. 2B EDpE)
JERIFVC (FIMEICHT T 2%) D52 THONR—Z 54 225 DEALE D +SD (ITT-

(. A PEH B TIE-0.93 £ 6.23%.

xf BB TU3-395 £ 489% T d b ABfHAE

(& ISR & i L CHEMIFVCZ MR i IS A RIS L7z (p=0.023. 44 H EOpfii).

ANCOVAETFT VLN i/

FPIGMEDOREM 713 2.66% (95%CT : 037, 4.95) TdHh o7,

EEARIFVC (FRHEICH T 5 %) DE52BTON—R 51 5 DELE SN {EDEEZRV/ZITT-LOCF

£H. %H LDpf#E)

AR X EREERE
(NTNALE—E T7IVT 7+ | (PN AVE—E TIVT 7+
AEIG:HR) (N=85) 77 RGERAE) (N=37)
NR—=RAF A4 VI n=85 n=37
SE¥fE (SD) 70.7 (19.6) 69.7 (215)
P (Q1, Q3) 700 (56.0, 84.0) 710 (50.0, 89.0)
WR/AME, R 305, 1325 315, 122.0
ZEAb R n=84 n=37
FfE (SD) 093 (6.23) -3.95 (4.89)
el (Q1, Q3) -1.00 (-5.00, 4.00) -3.00 (-6.50, 0.00)
R/AME, FRRE -17.0, 140 -195, 20
RANZHEEORER 2 (SE)C 266 (1.16)
(95% CI)* (0.37, 4.95)
T4 p il p=0.023
D : ##E(RZE, SE @ BUHERGE, CI: BHXE, QL @ SB1m i, Q3 : 3 fii
a: N—RATF A4 VI, ?)JIE&%‘LEI & ZNLIRNAS S N7 2 L OO P39l
b : #4552l Dlast observation carried forward (LOCF) 7—# 12854,
c: A“C@%E%{mi N=Z 74 Y DIENFVC (FEIET 2 %) i, FR. KE (& CEBIILR), ERTAT —

A (CRi# vs BLIRIE) |

PRI CHEE L 7-ANCOVAET VA bR bh 7z,
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EHIFVC (FAUEICK T 2%) DELEDFHIE

)
204
i 1.5
£y 1.0
- 05
S 0.0
@ 054
R . -1.04
59
o+
Z ~— -254
‘Is 3.0
N -3.54
IN 404
X 4.5
| -5.0-
< -5.54

(£SE) DO##E Hh{EDEEZRV/ITT-LOCF

—o— YNV SF—E FILT 7 20mg/kg/ A&l 195mg X(F 260mg
s=8=- P IIWAVT—E PILT7 20mg/kg/ TR

N—RZ1> 128

26:8 388 528
®REHME

BI\CRTES SE (BEE)
& ANCOVA EFILh5&EH
H4ESH (ANCOVA)
BAEAMIER (FVO)
(FABCHTS %) OZLBD
52 BREDERIC£DE

(BN FRT(E £SE (95% C)
2.66%1.16(0.37, 4.95)
p=0.023 (@l p i

@EREFHEIEE : MMT TR A A7 D52BTON—XZA4 PS5 DELLE HNEDEE LR

WAITTER. #E EDpfE)

MMT FIEA T 7 D2 THOR—=AF A ¥ 056 DOEbmD P4t +SD ITT-LOCF4H) (&,
AROFHBEETIE156 £ 378, A TRIEFETIZ088 £258TH ), A MR L [k U CAPFHIBETIZE
fifi Bogs S N7-hs, BMErAMICHETIEa o 72 (p=0191. & H EopfH)s ANCOVAEF IV
1%L N /N R EE OB 13096 (95%CI @ 048, 240) TH -7z,

MMT FERZXAT7DE2BTDON—ZF74 > h5DELE HhEOEEZRVAITT-LOCFER. %8

L+ DpiE)

AOrRE
(NJgIas5—€ 77 7+
AHIGEAEE) (N=85)

HEREREE
(ZIWgnas5—€ 7iv7 7+
T RHERAE) (N=37)

R— 254 VHIF n=84 n=34
¥4 (SD) 280 (5.76) 27.7 (617)
i (QL Q3) 28.0 (24.0, 320) 280 (240, 320)
/Ml Rl 15.0, 39.0 14.0, 40.0

ZAbR® n=80 n=34
¥4 (SD) 156 (3.78) 0.88 (2.58)
i (QL, Q3) 1.00 (0.00, 4.00) 1.00 (0.00, 2.00)
/Ml Rl -10.0, 180 50, 7.0

RN FFIMEORER 72 (SE)C 096 (0.73)

(95% CI)¢ (-048, 2.40)

gl p it p=0.191

SD : BEHER A, SE @ BUERRGE, CT: BEXE. Q1 : 1Mk, Q3 430Uk
a: N—AF A4 RE, RSO MHES-11 O KO 7 Vi O,
b : $5-52 Mlast observation carried forward (LOCF) 7—#%12320<,

c: ETOHEMIZ, R—=AF 4 YOMMT FEAI 7. Fifii

e vs BEIEHE) . MR CTH# L2 ANCOVAEF VS5 5172,
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MMT FERZX A7 DELEDFHE (+SE) DOHFE HhEDEEZERV/ITT-LOCFE£H)

—o— Y/NT VAV I—E FILT7 20mg/kg/ AEl 195mg X (& 260mg
s=8-- P IWAVI—E PILT7 20mg/kg/ TSR

S
] 3.0
K¢ 2.5 BINCRTES SE (BEESE)
Mo 201 [& ANCOVA EFILDSEH
ISETEREL HAEHH (ANCOVA)
o] EFHNRE (MMT) T
fa ] ZIA7DE(LE D 52 BESRD
AT e BRICEDE (BI—RTIE
I\I: 00 +SE (95% Cl) 0.96.+0.73
~ -0.51 (-0.48, 2.40)

| -1.01 p=0.191 (@l p &)
Pe RN—Z51Y 128 2638 3838 5238

15 490

OE | XFHEEE : GBMWDD 26 A TON—ZX 1 U Hh5DNELE HhEDOBREZBRVAITTE
H. %H EDpf@E)
6MWDD 26 THONR—=ZAF A4 9 bDOEALmDOFERIIS2HEATORREEMA—HLTED,
ANCOVAE TNV i b8 b N i/N e FHE OB #1382m (p=0.195. %4 H L.opfl) TH

Of:o

O=RFHIEIER : PROMIS (B {##EE) A XAT7D52BTON—ZF714 5 DELE (4

NEDBEERBRVAITTER. 2B EDOpfdE)

PROMIS (Z1A¥EE) A3t A7 D52 TOR—ZF 4 V95 DEALE DI +SD (ITT-
LOCF4R]) &, AP TIZ1.94 750, *HEIEHETIZ019=108THh D, HFHIEH & K
L CABEHIBE TRl L S 7225, MEMFMICAEETIE e h o7z (p=0276. % H Lopit),
ANCOVAE T NVH b4 b N7 m/N e FIME O R 713 1.87 (95%CI : -1.51, 525) TdH -7z

PROMIS (B{&f#EE) 45t X a7 D2BATON—ZXF514 U 5DELE HNEOEEEZRBRVITT-
LOCF %M. % H EDpfd)

ARG Pofich-:2
(g d—€ 77 7+ (PIVINALE—ETINVT7+T5
AFIGEAE) (N=85) L RGAE) (N=37)

N—2A T4 VI n=84 n=37
FigfE (SD) 669 (12.3) 680 (13.1)
e (QL, Q3) 670 (60.0, 755) 670 (590, 74.0)
/M, SR KAl 370, 96.0 440, 970

A" n=84 n=37
F¥fE (SD) 1.94 (750) 0.19 (10.8)
i (QL, Q3) 0.00 (-250, 6.00) -1.00 (-6.00, 4.00)
/M, KAl -14.0, 280 -30.0, 300

/N OB 2 (SE) ¢ 1.87 (1.71)

(95% CI) (-151, 5.25)

i A p At © p =0276

SD : {2, SE : #HEs, CI: BEXE, QL : 1. Q3 : #3Mahifk

a:i N—2AF A VL, SREEEO W3 515 O KIED 2 Wit Ol

b : $%45-52 8 Dlast observation carried forward (LOCF) F—#12#£5<,

c: &TOHEEMIZ. N—AF 1 OPROMIS (FkHrE) Gt A2 7. £ &R, hE (& CERLEEZR), ERTA
T—% A (KiEE vs PR MBI THE L7ZANCOVAE T2 555172,
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@=kFHEIER : PROMIS (&%) BEAATN52BTONR—Z514 2 5NEILE UihiE

DBEEEZBRVAITTER. B LDpE)

PROMIS (J§%7) BEIA I T O52ETOR—ZF 4 25 D LE D P +SD (ITT-
LOCF 4 M) &, ABFHBETIE-202 £ 576, A IREHTIZ-1.67 £662 (p=0.970. % H EoOpfl)
THY . AOHEEE S HERECRBEEOWUETH > 720 ANCOVAETF VA SE LN/ 3
SEIGME DOBER 13004 (95%CI : -2.12, 2.20) Tdh - 72,

PROMIS (J&§%) GETXAT7D52BTON—XTA4 o 5NELE GHhEOEE ERW/ITT-LOCF
#£M. %8B EDOpiE)

AR STEREREE
(InNgnasqd—€ 777+ (Zgnasd—€ 7Iv7 7+
AEIGAE) (N=85) 7w REEE) (N=37)
N—2 T4 HIF n=285 n=37
SFE (SD) 22.3 (8.30) 21.1 (6.10)
i (Q1, Q3) 220 (16.0, 29.0) 210 (17.0, 24.0)
w/ME, weRfE 8.0, 40.0 8.0, 34.0
ZALE" n=85 n=37
SE¥fE (SD) 202 (5.76) -1.67 (6.62)
Ui (Q1, Q3) -1.00 (-5.00, 2.00) -1.00 (-5.00, 3.00)
/M, KAl -19.0, 120 -21.0, 100
BN FEEORERM 2 (SE)¢ 0.04 (1.09)
(95% CI)© (212, 2.20)
Tl p i€ p =0.970

SD : fr#efRz, SE @ fBidEiRzE, CI: B, QL : B1uafiitk. Q3 : 53U sn ik

a:N—25 4 VL, RERZEO PR 5RO RIHD 7 Witk O

b : #5523 Dlast observation carried forward (LOCF) 7—#%1230<,

¢ ATOHEMIE. X—AF 4 YOPROMISE (Ji57) #atA a7, Fin, G, E (S THHEILALR), ERTAT
— & A (KiGH vs BEEHE) . MBI THEE L ZZANCOVAET V1 H&E 6N 7z,

OF XEHMHEIER : GSGCASTXAT7D52BTON—FA 5 NELE HhiEDEE %K

WEITTER. %EH EDp@E)

GSGCEFIAT T DE2HTHOR—2F5 4 ¥ 6 DZALE DI £SD (ITT-LOCF4EM) 1.
ABEFHBETIZ-053 = 254, *THEEEBETIZ077 £ 1.81Tdh 1), X IRIEEE & Holk U CADE B TR
FWICHEERUED RO LN (p=0.009. % H Eopft)s ANCOVAETF V254 572w/
TR OBER 13141 (95%CI : -246, -0.36) TH o 72,

GSGCEREIAATDE2BTHON—RZ (4 5 DELE HhEDEEZRVAITT-LOCFER. £
H L ®Dp &)

AHERE *TEREREE
(NG AVE—E IV T 7+ | (ZPIVTNLAVE—E IV T 7+
AFIGEAEE) (N=85) 7o RGEEE) (N=37)
N— R 54 VI n=74 n=32
SE¥fE (SD) 145 (5.17) 145 (4.72)
FgLfE (Q1, Q3) 160 (120, 18.0) 160 (105, 180)
/M, O 40, 24.0 40, 220
AL n=72 n=30
SE¥fE (SD) 053 (254) 0.77 (1.81)
e (Q1, Q3) 0.00 (-2.00, 1.00) 050 (0.00, 2.00)
/M, R 80, 40 4.0, 50
BN ZFTFHEORM 2 (SE)° -141 (053)
(95% CD)°© (-246, -0.36)
I fiE° p =0.009

SD : fr#efR 7. SE @ fdEgRzE, CI: B, Q1 : $B1ua k. Q3 : &3Ma ik

a: RN—2F 4 VI, ARBIEROHMEE 565 O KB O 2 Wik Ok,

b : $45-52H Dlast observation carried forward (LOCF) F— #1230,

¢ BTOHEMIZ, X—ZAF7 4 YOGSGCHF AT, i, HF, AKE (& THEkKILER), ERTAT—% 2 (CKik
#E vs BEIEH) . MR T L 7ZZANCOVAEF V2 S 57z,
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@17 JIV -7 ERTELAEBREERRVUERT RAEEBEEM

MIED BZIZERT RIGHEEB TH > 72720, ERTHEFREEEF O BIIHEEELZ TR
o7z,
O6MWD

AT ETHE (SAP) 2w, IEHGAMAORE Z &, 6MWDOMMRM f#HT O ARE % )
AEL7-& 2 A, B 7 a y b K OShapiro-Wilk #5E2 O &5 72 5. MMRM f#T O Ri$E & % % 1E
B> TV Wz EIZBH S TH - 72 (Shapiro-Wilk M Ep<0.0001) . D728, HER)
B2 X DBEYICHEE T A 72012, FRIOBEITHE, / ¥ 28T X MY v 7 randomization-based
ANCOVAZ R L 72,

ERTBEWGBE B LN (956)) I2BWT, EEFiEHE TH % 6MWDD2HTHONR—Z T A
S OEALEOFIE£SD ITT-LOCFER) (. ABEHRETIZ169 £ 404m, xfHEEREC
13002 +393mTdH ) (p=0047. %4 H LDOpflH). ANCOVAETIVH 54O N7z i/hN 3
HEOBER713216.8 (95%CI - 0.24, 33.3) TH o720

HHED BE % B 72ERT RGHEZ M 276]) 1I2BWT, 6MWDD52HTHONR—Z T A
YIBDOEALEIZONWTD I Y85 X M v 7 Wilcoxon IV AIMGE X FEhi L7-& 2 A, EZ
#ix-900 (p=0.604) TH o720

ERTEEAHE/ RAEBEEHICE T 26MWDNDS2BTHON—Z51 o 5NELE HhiEDOBEE%
BRULITT-LOCF£M. £EH EDpE)

ERT BL/A58# ERTR/AHER
AR XTEREREE AR AR A
(Ignassd—€ 7| (Zvgnassd—+ | (ngnaid—€ 7| (Zugnassd—+
W7 7+AFIGRE) | PIVI7+TSERGE | VI 7+AFGRE) | PIVIr+T SR GE
(N=65) M) (N=30) (N=20) A#) (N=7)
N—2 54 (n=65) (n=30) (n=20) (n=7)
SEfE (SD) 3469 (110.2) 3346 (114.0) 3936 (1124) 4209 (135.7)
el (QL Q3) | 3525 (2945, 4030) | 3435 (2606, 4200) | 3752 (3295, 4988) | 3855 (3514, 5227)
I/ME, IR 79.0, 5575 1125, 5323 154.0, 575.0 201.0, 623.0
AR (n=65) (n=30) (n=20) (n=7)
SFfE (SD) 169 (40.4) 0.02 (39.3) 334 (487) 383 (29.3)
i (QL, Q3) 965 (-7.90, 41.0) -893 (244, 174) 240 (-00, 69.7) 335 (186, 635)
I/ME, IR 571, 1735 556, 127.0 595, 120.0 43, 835
NERLZEB) (#UESE) © 29.00 (20.8)
(95% CI) © — (4650, 34.95)
Tl p il p=0.604
/NI OB
Mz (SE)* 168 (843) _
(95% CI) ¢ (024, 333)
i A p it p = 0047

SD : #EdEfR £, SE @ BRERRZE, CT: BIEXEH, Q1 @ SF1mafikk. Q3 : &5 3Mmshikk

a: N—=2F5 A U, WS H & Z LIRSS S 7215 2 S oo SE3 il

b : $%45.52;8 Dlast observation carried forward (LOCF) 7—#12#5<,

c: W7 ay b LU Shapiro-Wilk B O#5 R & 0 AMUEOBERH % B 72ERT RIGH RS £ F TIEMMRM T o
e & % 2 IEHGAHE > Tl h o 72720, JEBIEL D BGHBTR=2 5 4 VHE (MR L) 1282
AN ER#ERBLERMITE LT/ /85 X M) v 7 Wilcoxon EMHIME % F2Hi L 72,

d: FES M ORED SN F—F IR LTEMBLI/ > 785 4 +1) v 7 randomization-based 2435041 (ANCOVA)
WCHES CHEEM, 2 Y289 X MU v 2 ANCOVAIZ, R—Z T4 > D6MWD, 4, &, Kl (F_Tlpidtse
#). ERTORE (ERT A&E vs ERT#E5) . B I ORI THEL., MR cligL 7.
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OFVC (FAMEICKT 5 %)

ERT BEGHEBHHEN (956]) 128V, EERRKMIHEE TH 5 BAFVC (FHRMEICRS
%%) DE2HETONR—=ZAF A ¥ b OZEALEDOFIE+SD ITT-LOCFHR) X, 0.05+584
%. FIRIEBETIZ402£501%TH Y. REFABFICB O TREMFNICAREICSE L2 (p=0.006.
% H EOpfiE)s ANCOVAE TV A S5 5 N7/ N FFIHEORER 713 351% (95%CI : 1.03,

599) Th -7

SHUE D B 2 B\ 72ERT RIGFEEEE 276]) ([T, HELAIKFHEEHE T 2 M
FLFEVC (FHMEICH T 5%) OS2 TONR—=ZF A ¥ 96D RO FIfE £SD (ITT-LOCF
M) 13 ABFHRBETIZA10 £653%. ATHREERETIE-364+£471% TH Y (p=0566. % H Lo
pfE). ANCOVAE TN 5155 72/ " PIE O REH 7413-1.95 (95%CI : -8.93, 5.03) T

Of:o

ERTBE&AHE/ RKAEREEMICH T BFVC (FRUEICK T 2%) D52BTON—ZXF714 >h5DEAL
E HNEOEEEEVWAITT-LOCFEH. 2B EDpiE)

ERT BE:A &R ERTRK&A#EEE
AfEHE PojcE-S AGEHE AR A
CnRgnarvdg—€ 7| (Zujnarysd—t |((nNonayd—€ 7| (Fujiargd—+
W7 7+ABIGFRE) | TIVI7+TIRARGE | VT 7+ABHRE) | PV r+T S EARGE
(N=65) A#) (N=30) (N=20) A#) (N=7)
NR—AF AL VH (n=65) (n=30) (n=20) (n=7)
F4fE (SD) 679 (19.1) 675 (21.0) 80.2 (18.7) 791 (226)
e (QL Q3) 68.0 (545, 81.0) 69.0 (500, 815) 82.3 (620, 94.8) 935 (495, 96.0)
e/ ME, Kl 305, 1325 315, 1220 480, 111.0 465, 980
AR (n=64) (n=30) (n=20) (n=7)
SE¥fiE (SD) 005 (5.84) 402 (5.01) 4410 (653) 364 (4.71)
el (QL Q3) 050 (-4.50, 4.00) 325 (-7.00, 0.00) 450 (-9.25, -1.00) -3.00 (-4.50, -1.00)
Ie/ME, SRRl 170, 14.0 -195, 2.0 -125, 100 -130, 20
/NI OB
M2 (SE)¢ 351 (1.25) -1.95 (3.35)
(95% CI) © (1.035.99) (-8.935.03)
Tl p il p =0.006 p = 0566

SD : #H#EfR7E, SE @ AEHEFGE,

CI: EHHXH. QL : F1MS. Q3 : &3l

a: N—RAF A VR, WIS H L ZNLIRTC S N7 T 2 R O Ml O -3 1

b : #4552 Dlast observation carried forward (LOCF) F— #1235 <,

c: BTOHEMIZ, X=ZXF A4 YOEMFVC (FUMEISR T2 %), Fi. K, KE (& THEHELLER), ERTAT
=& A (CKIGHE vs BETGHR) . MBI CHEE L7ZANCOVAE T V2 S 517,
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@7 JIV—T#r - BAAEH

ATB200-03 i BRI 1T HARNEZ 6B (RBEHBE2H]. xFHSEFEAF]) 2SHLA AN SN EBIA5E
T L7 F720 HEAANBZEIZWTNDOERTHBEETH - 720
- BMWDD52BTHON—ZX 541 > h 5 DE{LE

HARNERIZBIT 526MWDDO2HETHON—Z 54 »h 50 bE (FillfE) ¥ +SD
& ARPEHBETIZ87.7 £ 1214m. RHRSEHETI31.66 = 302mTH - 720

AREBWIEZE LT AFFHEETIE. 10K REI—H L TEAREMDB%CIZ Tl 7225 b
I 1B Dk FIBE A R 0 95%CL % ElHl - 72 W ESEEECIX, 2B ORI A LRER O
95%CIDHPAN T D o 7245 1BIO#ERITEMEF D ISBCIDFHPFNIF El->THBH, 91
BloOFFRIZ—E L TEERER D 95%CI% Tl - 72,

HENCHE SN FGEE (R—2 54 V55 DELRP<6%DH A % EAL, -6%<~ <6%
DB R LT, 6%B<DOWWHZWE) 12X D, 2HOL ARV F—HITICBWTIZ, AFHEET
GBI EE. D) IBIDLETHD - 720 WHREHTIZIFDIEL (R=ZAF A4 V95 DE[LE
ELT96%) . 2BID% %, 1BIHUETH - 72
« BEIFVC (FHRHEICXT D %) D52BTHON—ZF1 2 h5DE(LE

HANERIZ BT B EMFVC (FHMEICH T 5%) D52-THONR—RF 4 9 bDZELE (%
W) OF3ME =SDIE. ARPEHIBETIZ425 £389%TH 1) . W IEIERETIX-375 = 397% TdH - 726

REMIE 2@ LT AFHETIE. 10K EIE—H L TEEREND5%CIZ LTl - 7225, b
3 161Dk H 13 BE A 4R D 95%CIDFEFHN T - 720 K HRIEEETIZ, 1HIOFEFEIT—HL T
ERE D I5%CIZE T bl > 7225, 1B O RIIMAESAREF D IS5%CIZE L b, 16D FIT—
H L TERERMDISUCIOHPANTH - 720 R D O 1HIOKEF L RER 0 95%C1o #i i N ik
T 72,

HENCHE SN GHEE (R—2 54 ¥ 55 DELRD<3%D 4 % EAL, -3%<~ <3%
DGERRE. 3B<OGEZEWFHE) 1255, B2HDOL ARY F—MIFICBWTIE, AEHEET
F1BNIEGE. D) IR ETH - 70 IR T IHIIEE, MOIFNIELTH -7z (X
— 254 U HOEALEE LT45%. 7% K U-55%)
cMMT FRERAOA7D52BTON—514 P 50E{LE

HARANEFIZBIFAMMT FEAITDO52HTONR=25 4 V9508 (FEllfE) OF
¥l = SDI. APEHBETIZ-3.00 =283 TH ). IR TIZ050 =058 TH - 726

ARERIIE %2 8 LT ARPEHBEO RIS RER D 95%CIE Tl - 72, xf FSER I A4
FREE D 95%CIDHPHN T3 - 7225, 1BNI SR 0 95%CLod # BHPY S F [\ - 726

HANCHE SN BIE (R=2 5 4 V95 OBALENE<T%DOH 4 % BAL, T%<~ <7%
DEE R RE T%<OWHEZWE) 12X 5D, 2HOL ARV F—HITICBWTIX, AFHEET
Z1BIDSEAL (N=Z2 54 U ODEALRE LT167%). b)) 1BIBLRETH -7z, WNEBERHT
4B E DRETH - 720
- BMWDD 26 A THONX—ZX 51 > 5 DE{LE

SAREER & FRE,. HANERNIZBIT 5 2638 TOMHIZ528 L —3 L Tz,

- PROMIS (H{##%EE) &SI X AT DE2BTON—IS1 5 NELE

HARNEFIZ BT 5PROMIS (HAEERE) AEFA I 7 DO2HETONR—RF 4 ¥ h 6 D% LR
(FiMME) OFHMHE+SDIE. RPFHHEETIZI20 =707 TH D, A EEHIZ-113+130TH > 72

PROMIS (& A&HHE) 122V TIE, AT T7AEHWIEIE, FLELEDT I A TH 513 LRI
THY., WEOREND LW &R T, RN Z#E LT, REHEEET—B L CefERo
95%CI1% Llil - 72 AFHRSEEETIE, 3PIOMHRIZ—H L TEBRERDIS5%CIZ T lHl - 7225, 141
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DHE AL ERE D 95%CID PR 1L T I\l - 720

- PROMIS (JE%) D52BTON—ZX S h5DEE

HARNERIZBUT APROMIS (J5%) AETAIT7DO2ETHOXR—=ZA54 508 bE (%
L) O +SDIZ. AROFHEETIZ500£707TH ), KHEIERETIX-2.00 = 104 TH - 720
PROMIS (JE%7) IZ2oWTid, A2 7AENITE, FEBLENTA FATHLIFIERET
HY., KEROBEN VLN EE2RT, RBEMMZ@L T, KT, 1HOR I a%
LR D 5%CIZ T ) (Bif). b9 1BORFRIIMASEERDI5%CIZ Ll 72 (FE),
IR CTIE, IO/ RIE—EH L CERERMDIBSWBCIZ T (BEf). 1ok RIEemkE
H1 D 95%CIO#EFAPY i Bl o 72 (AE) o o 25 ks Fid Bk da 44 H 00 95%C1 % L Jil - 72
(AR

- GSGCEEXA7D52BTON—=XF71 5 DEE
HARANERIZBIFACSGCHET AT T DO2HTHON=Z5 4 50 b (FEillfE) OF
W £SDIZ. ABHHBETIZ500 EN/ATH ), AIRIEFETIZ050 071 TH o 720

GSGCARI A a7 Tk, ZILBEDN~VYA FATHAIIERTFTHY ., REDEEN VLN L%
Yo GSGCHETA I 7 IX3FNIOVTOARFE M Lz MOBEFIZT—FBRMWL Tz,
AT OEALEARANT LI LN TE LD o7z BN ZE LT, RO 1B O 513 8%
RERER D 5%CIE Tl 57z (BRAF), xR TId. 104 R IR EERER D 9I5%CID
HPHNTH o 7255 b9 1BIORERIIBRERER D 5%CIZE Ll 72 (RE).

W EEN
ERTEEEBMBELEICBWT, Y VavyF—8 7LV 77 ROT7 LV Vvay ¥y—¥ 7
77 G ENTZBHEORY (ZNEN846% L TUT733%) 1&. NX—RA T A IRFIZFRRPLEED
YUK TdH - 720 PLEMPURTEOERT BEEHEHELEF OB EIZ. X—A T4 V2 LK
HoRBERE E CTHERQZE L TB Y. kR OPUEEMIUAREEOE & Z. v vay ¥y—+¥
TIVT 75 TIET76%. TVIZNVaAT ¥ —¥ 77 7 K5 TIE8L5%THh - 720

ERT REBMBEHLICBVT, Y7 VavF—8 7LV7 7 RO T7T VI Vvay y—¥ 7
T 7RG ENTEBEO—T (ZNENI5% KLT0%) (&, X=X T4 VRIS RTEED PR
BREETH o 720 PUEMPUKREEO B GI1Z. X—=ZA T 4 VRO O IRVRBERFE THM L., &
Kb O PR EOZ S1E, VA YT —F TUT 5 Tl3938%. TN
V=X TIVT 75 TIZ100%TH - 72,

ey

RAVEBEEE 2 1R LA B3 S- L 7212361 TR L 720

AR 1186 (989%) \ZHEHLH RO LN, HEFLOFEIE G IIABEHREA95.3
% (81/85%1). *FHRIEREAT97.4% (37/38%1) LMkt CHIFETH 5720 10% L RICHEB L7124
TG (PTH RAEMEMANRER) (X, AOFHEE T 294% (25/85%1) . UHE23.5% (20/85
Bl). EMHBH224% (19/85%1). i 165% (14/85%1). BAHiNE153% (13/85%1). MRk
Je14.1% (12/85%1). T#1129% (11/85%1), MUK 129% (11/85%1). E.iv11.8% (10/85%1).
Fi B A% 11.8% (10/85%1) . ITPENNEIG 11.8% (10/85%1). ##BIH10.6% (9/85%1)., xif M At
THRf395% (15/38). BHI23.7% (9/38). Eul211% (8/38). 15iki184% (7/38). il
132% (5/38). BAHiHi132% (5/38). 957132% (5/38). T#i105% (4/38) T o7z,
R L DD 2 HEFROFEHE G AOFHEED30.6% (26/8561) . x HEHERE5336.8%
(14/38%1) EWHECHRFEETH o720 5% UL FITHB L7265 & BED D 5 6 HEFSL (PTHI.
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RAVEAT S R AN 3. AROFHREDS, B 71% (6/8561). TH#i59% (5/85H1). xfHESEREDS,
B0 132% (5/3861) . 957105% (4/38%1) . MEH7.9% (3/38%1). FHi5.3% (2/38%1). MEERI
i5.3% (2/38%1). LJEERR5.3% (2/38%1). wilfi5.3% (2/38%1). UH5.3% (2/38%1). Bk
D E53% (2/3861). <) FENES3% (2/38%1) TdH -7z,

HEE LA ERRIL, APFHAETI4% (8/8561), xHEFERET26% (1/38%1) IZREH 5N, C
D) HIGEEE L A D 5 A4 FEHLEAPHELL (7774 7F V—HKE) OATHY, 4
FHRI LD BEEEEORG I I I Nz BEEEOR G IR E o 72 HFHRGIAGEHEE2 61,
HHCERRZ 1), BCICE o LA FEFRRIIAD LN LD o 720

ke LT, mifk 58T 31612 128 1 DIARZHiis S v, TARDFEBL & 1A GE I BEA324.7%
(21/85%1) X HASERED26.3% (10/38%1) & Wil CRIFBETH - 72,

FLHFEER (WIThHOBREHTREAZNEG10% L)

AGERE X BB RF
(NTNALE—E FIVT 7 +FH (Fngnard—€ 77y
BtFE) (N=85) + 77 RGEAE) (N=38)

WENRh O EHG 81 (95.3) 37 (974)
L] 25 (294) 15 (395)
I 20 (235) 9 (237)
ISR 5 19 (224) 3 (79
115 A 14 (165) 5 (132)
T 11 (129) 4 (105)
YN 10 (11.8) 8 (21.1)
B i 13 (15.3) 5 (132)
b e 9 (106) 7 (184)
R B8 &G 12 (14.1) 2 (53)
W55 8 (94) 5 (132)
Wy 11 (129) 2 (53)
i B A 10 (11.8) 2 (53)
1R BE 10 (11.8) 2 (53)

B% (%) MedDRA Ver 23.0.

ERERELEENHIFEER (WThHIOBREHTEREIE5% L)

ARG XTEREREE
(NI E—+€ 7IVT 7 +HEIGAE) (Fognassd—€ 777y
(N=85) +75 L RGER) (N=38)
VIR FH agt |77 ek ot
%g;é’;gg&fﬁg 24 (282) | 18 (212) | 26 (306) 10 (263) 11 (289) | 14 (368)
P 6 (7.) 2 (24) 6 (7.) 2 (53) 1 (26) 2 (53)
T 2 (24) 5 (59) 5 (59) 0 2 (53) 2 (53)
s 0 2 (24) 2 (24) 2 (53) 5 (132) 5 (132)
5 1 (12) 0 1 (12) 4 (105) 3 (79) 4 (105)
i3 0 0 0 1 (26) 3 (79) 3 (79)
iR A 3 (35) 3 (35) 3 (35) 0 2 (5.3) 2 (5.3)
L 1 (12) 1 (12) 1 (12) 1 (26) 2 (53) 2 (53)
8 1 (12) 1 (12) 1 (12) 0 2 (53) 2 (53)
FITED £ 447 0 4 (47) 2 (53) 0 2 (53)
75 9 2 (24) 0 2 (24) 2 (53) 1 (26) 2 (53)

BI% (%) MedDRA Ver 23.0.
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2) ReMHER
BRURANREEITIRABEZHRE L S REEFRFEFRMGEREGHR. BEAAZET
(PROPEL-OLE XB#. ATB200-07:#8. EEH£RE3IEHEB) (hRHHE) >
B®Y

INRTNVaATE—X TUT7 7 (EnFEEZ) EARKPEH O RN &L R
%o
HERTH1 >

ATB200-03#lk %2 5 T L7 ALOPD &2 MR & LT, KROIEHOENZ &M R X%
FFA 9 A AT O L gitiae Sk (60 5tiRe) . EIRSIRRE (23 » E). FEEBoikbede G-l
¥R

% ALOPD &

HE &

YRV AYET—E TIVT 71220mg/ kg% K AWRER A2 0F TR E IR G- L 7. ARANE,
R 40kg Ph_F50kg A il 0 B 1% L Cld195mg. A TE50kg BL o BF 20 LTl 260mg% .
IRTNAY T =X TNT 75O TREBENSREORS L7,

1) ARFNOPe 501 2R L O 5% 2R I3 & L7z,

5 HE

o JEE Mk G-k - PRI 24 » A OOXEBIKEEE 2 X 23 BE& T T
o JBEFFAIIH ¢ 30 H 4

|

ATB200-07 FHEX D BEkE
24 7 AE#EEIRS
ATB200-03: 8% %57 U /- FFERMERSEER 1961
117 B R U ATB200-03 352 ST E—H TIVT 7 20mg/kg SR E
Zruk U724 +F#1195/260mg  [EEROKS

* 1BIASCOVID-19/8 Y 7 X v 212 X D [AE AN L7z720, LaVEirst 51311841

B Rzl
B 3 M ARERHM L, ATEERE. SEEIEERE. ). MiBERE X OPRODEHIM & V72,
Ox 4 FHMEEE
6MWD (m). FEMFVC (FRMEICH T 5%). MMT FH A 27, PROMIS (& k%5
J2 O'PROMIS (J%57). GSGCERIA AT DEN—Z T4 »Hh 5 DELE
2 5 2 RhHexd L PIMECKOXR—=A T 4 ¥ 026 OEAb=
RE M AEHG EELAERL, IAR. BRMRAEM (ELFENBRA, MR FEHRA.
B RIA) . N4 V4 v OPUREIRE, JRaRmE ., s, O, RO
fRi) . ARE, 12FFEECG. SARMAT R, KOk
RIEEM  JUEWPUER GRPUKE O RIPUR) . TV va sy y—¥ TIV7 7 IIHT 5 i
WPk O R FISYE. K OPirhGAA FE5LOIgE Puikif g
)22 i
AT X, 6 > DFMMED E 42 FFMIEHH K 22 DOPDNA +<— 5 —I1Z2WwT, OLE-ES
HEFHNZEY L TIZATB200-03 55k & ATB200-07 :ABR D br 57— % /- L. OLE-FAS#ERIZE L
TIXATB200-07 IR D A DT — & &R LTz W ZBIZOWTIE, 6MWD K OEEAFVC (F
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WIS T A%) F—FDORZELY LT, S5, ZOMOTRTOEREFMEE GEB)EE
Rt A, WA, PET L UPRO) (2B$ 5 ATB200-03 34k & ATB200-07 RERD & T — % %
OLE-ES#M 23S e LTEH L, 6 20FMEDELFHMEIEE LU 2DODPD/NA < —Hh —IZ

BH3 % ATB200-03 585k & ATB200-07 i D& 7 — % %2 ATB200-03 iR DITTHEF 2 x5 & L
TERH LT,

<HHBITHREFADER >

OLE-ES#R @&tk GRPILE K OFRAVIEE) 2020, CHETHEZR L.
ATB200-07 ;BRI A AN S N7z 4p] (ATB200-07 iR CHHBE % £ 5- &
N7ziEfb i) ORI NS, ZOEMITATB200-03REDITT %
Mo¥ 7%y NThb,

OLE-FAS#:H : ATB200-07 i ERFIIGHF ICH R B R—A 54 V2 H L. OR—=ATF4 V%
AR EDB 1A, WIN L OEMMEFFMIEHE [6MWD, FEMFVC (Filll
fECX T 5%). MMT F 2 27, PROMIS (&fk#HE). PROMIS (%
%) K UGSGC] D FFfli % %) 72, ATB200-07 3B (2 #L A A S 7z 426
PO IS,

RN, REMEMATNREME NG E L THEML 72, BEEEELG T TRBLAES
ROER T BHEOBROEHE 2 Mo TR R OG22 7228F 2oV TR L,
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<fF—42Bv bF7 (1048) (ATB200-07KERD 52:8) >
WEELS

ATB200-03 5B ICHLA AN SN 721236810 9 . ATB200-07 ik Bl A4 A UEE $E 11941 T,
ATB200-03&Ek % 52 T L 72 11761 L OFATB200-03 3485 %2 Wik L 22 2B 25l A S 7z, 7% B,
1BIASE 7 % nl U 727260 118 BIASABE F i & 52T 72,

ATB200-03 7 Bk & ATB200-07 ik Bk 0 R4 M (OLE-ES4ER) 1£119%] (ERT BEG #9161,
ERT KRG #28%]) TH Y. 9 HATB200-03:ER TAGEH % 55 2 11 7282/8581 (965%) 2%
ATB200-07 :RERISHAAN SN (LLTF. RO - AHEH#E) o ATB200-03:BRCTT V7V a Y
F—¥ 7IVT7 /T ReHGIN238BOEEDH 5376 (974%) HATB200-07 K12
MAANS NI (DU, WRZAHRE) .

W7 —% Ay M+ 78N (10438) T, ATB200-07 3XERIZ 3B 1F 5 OLE-ES #: M T 5% %1
BB BIREBRZ R IEL 72 BFIEXENLH (92%) TH o720 RO - APEHBECTHIEL 27
BIOWFRIZ, SEIADFRERE, 162 EFR, 1GIEHARETH > 72 YBZATEChILL24
BIOWRIZ, 1BIDFERE, 26004 EFHG, 1BIISREOEALTH - 720 ABEH — ABFHEEC
B1F 5 ATB200-03 3 ER D ¥ 0142 52~ 6 OBEFE W [ O P39 £ SDI%266 585 # HTH b, I
2 BRI BT 5 ATB200-07 RER D M [ #% 5- 7 5 OBEFEII R O P39 = SDI3 154 =501 » A TH -
720

N—=2AF 4 YREOEMWD KO EEMFVC (FRMEIZHT 5%). dEICMMT L OGSGCA 27
oo, NOMEHENEER OR— 2 5 4 VR, OLE-ESHEMOWT o 58T H il
KeTH o720 FElE. AP — ARBEHEETIZATB200-03REED N — 25 4 VEZ490%TH D .
YIF 2 BETIXATB200-07 B D R — A T £ YIREIZAT0ETH o7z (Wi hdefi) . AROEH -
ROEABETIZREOR LI LETH Y (585%). WIFRZ BTN ILIZFAREETH - 72 (B
51.4% K N 1E48.6%) o 13& A EDBEHIZANTD o7z (RHEH — ARBEHEET86.6%. LIHs 2
T8L1%)o WTFNDOIKGHTHRENEL L (674%) X, ERTIHEHMASELZBMR Tz (K
BEH — ARBEHITE D 69.2%. YR 2 D 63.3%) o

AO#EH2E (OLE-ESEH)

AR —AERE Y1z B 45t
(N=82) ° (N=37) (N=119)
AEWE, n (%)
¥ (SD) 488 (135) 460 (135) 479 (135)
el (Ql, Q3) 49.0 (380, 59.0) 470 (35.0, 56.0) 49.0 (380, 58.0)
2NN PN 20, 75 23, 67 20, 75
AEWE, n (%)
=18~ <357% 15 (183) 9 (24.3) 24 (20.2)
=35~ <507% 27 (32.9) 13 (35.1) 40 (336)
=50~ <657% 28 (34.1) 12 (324) 40 (33.6)
= 657% 12 (14.6) 3 (81) 15 (12.6)
MR, n (%)
Livs 34 (415) 19 (514) 53 (44.5)
7 48 (585) 18 (486) 66 (55.5)
A n (%)
VEZON 3 (37) 1 27 4 (34)
HARA 2 (24) 4 (10.8) 6 (5.0)
T A AR/ T T AN EER 0 0 0
BN/ TT7UHRTAUHA 0 1 27 1 (0.8)
FATFAT NI4T U 0 0 0
ZFOMOKFHH RN S H
HA 71 (86.6) 30 (81.1) 101 (84.9)
Z DA 6 (7.3) 1 27 7 (59)




Mg, n (%)

/7 AP 25 (30.5) 14 (378) 39 (32.8)
g—1 v 42 (51.2) 12 (324) 54 (454)
TIOTINY T4 9 15 (183) 11 (29.7) 26 (21.8)
& (cm)®
n 81 36 117
SEHME (SD) 171.2 (9.74) 1712 (11.3) 171.2 (10.2)
i (Q1, Q3) 1720 (164.0, 1780) | 1675 (1625, 181.0) | 1710 (164.0, 178.0)
/ME, RO 138, 196 157, 196 138, 196
RE (kg)°
n 81 37 118
SF¥fE (SD) 73.3 (15.3) 789 (26.8) 75.1 (19.7)
e (Q1, Q3) 716 (615, 832) 730 (57.2, 93.0) 72.3 (605, 85.0)
/ME, RO 401, 1113 405, 1359 40.1, 1359
BMI (kg/m®)
n 81 36 117
F¥fE (SD) 250 (4.85) 265 (7.71) 255 (5.88)
e (Q1, Q3) 246 (216, 29.1) 23.1 (210, 30.7) 244 (216, 29.4)
/ME, RO 134, 376 162, 46.0 134, 46.0

AEEH - ARBEHEBE (X7 Vvayy—8 7TV 7y +RKEPEH) - (O F7vady—¥ 77 7+ KEIEH)
YHREZHE: (TVINIAYTF—E TV T 7+ TR RHEH) - (3703 yy—¥ 707 7 + KEBEH)

QL - 1 E, Q3 : &3 MH. n : JEFIE. SD : FEiEfR

a

b:
C -

S ATB200-033 BT /87 Vv a vy —€ 7V 7 7 /AKFIGEHRICEH ) BT, Uitz ikt L7 BT 2 50,

VARG

BRI NE S 7T T — & #IRT R

ATB200-07 BRI B Sk S NG SN o 72 1B 2 &,
ATB200-03RERCTT IV Z N IS ¥ —¥ T T 7 /TITEREBICEHY BT, X7 Vayy—¥ 777 /KA

e N—2Z T4 YIZATB200-07 ;5% D FRERSE M) Ml P 5-0F F 7213 2 W LAAT O et O Kl 2 b 7o W il
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| Bl
O6MWD (N ENDEEFRV/-OLE-ESEHM. 7T —4% : 104:8)

KOER — AR (0=82) Tlt. MWD FIfE £SDIZN— 254 >~ (ATB200-03 3 ERE: D
N—Z2F 4 Vi) T3549+1124mTH ). X—ZAF 4 VH 5 DEALEOFHE +SDIZ. 263
T174 +330m. 5238 T20.6 =423m, 643 T195 +450m. 783 T228 = 51.8m. 10438 T20.2
+536mTH - 72,

P28 (n=36) TiX, 6MWD®D Pl £SDIZN—Z F £ ~ (ATB200-03 A ER I D N — X
54 ) T3BL7+1230mTH Y, XN—Z T4 V95 DELED - +SDIX. 2638 T10.1
+ 268, 523 T80 =406, 64 T147 =534, 78 T131 =519, 10438 T33+562Tdh -7z

ATB200-03:BRDN— X F 1 > 5 ATB200-07 xX5& 1048 % TORBEZ EDGMWDDEH (SHh{ED
BE %RV /-OLE-ESE#H) (ATB200-07 :#HE%)

AR —AOFRE YE 2
(N=82) (N=36)
N=Z5L 5D N=ZX514D5D

Sl s (8

L LR HXifE ZLE
N=RF{"
n 82 36
SE¥ME (SD) 3549 (112.4) 351.7 (123.0)
v (QL, Q3) 3555 (296.1, 405.0) 3688 (273.1, 4258)
Ie/ME, I RAE 79, 575 113, 623
26 BDZEALE
n 72 72 33 33
SEHME (SD) 3746 (114.9) 174 (33.0) 3686 (132.7) 101 (26.8)
T 95% CI - (97, 252) - (06, 196)
L (QL, Q3) 3795 (3082, 4453) | 120 (-38, 39.3) | 3800 (2987, 4320) | 109 (-115, 280)
/M, Rl 40, 673 65, 119 97, 678 46, 74
52 BNZEL=
n 81 81 36 36
M (SD) 3764 (122.9) 206 (42.3) 359.7 (1374) 80 (40.6)
SE¥fiE D 95% CI - (112, 29.9) - (57, 21.7)
e (QL Q3) 3805 (3000, 465.0) | 125 (-38, 435) | 3718 (2625, 4575) | 3.1 (-21.8, 22.8)
/Ml IRAE 80, 602 60, 174 67, 649 56, 127
64 ENZTLE
n 73 73 32 32
SF4ME (SD) 3716 (122.1) 195 (45.0) 3704 (1426) 147 (534)
S D 95% CI - (9.0, 30.0) - (45, 339)
gL (QL, Q3) 366.0 (3000, 456.0) | 120 (-70, 355) | 3705 (2870, 4805) | 106 (-16.0, 40.3)
Ie/ME, I RE 88, 690 -49, 180 60, 640 72, 135
78ENE(LE
n 75 75 32 32
SF4ME (SD) 3794 (1265) 228 (51.8) 3622 (1464) 131 (51.9)
I D95% CI - (109, 34.7) - (5.6, 31.8)
gL (QL, Q3) 380.0 (300.0, 463.0) | 132 (65, 475) | 3820 (269.1, 4545) | 7.3 (-265, 29.3)
Ie/ME, I RE 80, 713 99, 186 59, 660 64, 139
104 BOZE(LE
n 74 74 33 33
SF4ME (SD) 3819 (126.3) 202 (53.6) 360.0 (146.0) 3.3 (56.2)
S D 95% CI - (78, 326) - (-166, 23.3)
oL (Ql, Q3) 390.8 (2826, 465.0) | 120 (-14.0, 440) | 3675 (2785, 454.7) | -75 (-355, 38.1)
Ie/ME, IR 91, 724 76, 180 47, 616 81, 171

KOEH-AROEREE (33T a v ¥—¥ 77 7 +RKEBH) - (7 vady—8 77 7 + KEGEH)
YBEZHE (TVINIYT—E TV T 7+ 7RI - (O 7 Vvady—¥ 77 7+ KEIEH)
n:EFIEL 6MWD : 64 BIATHEE. QL @ S 1AL Q3 @ &35k, SD @ BifRz, CI: B
a: N—RAF A4 ik, ATB200-03 CiREEEDHRY OF 5 F 7213 Z NLLRINCS D N2 i D 2D DO,
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#£M) (ATB200-07 E&)
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FEGIEL (n)
Cipa/Mig-Cipa/Mig 82 80 72 78 81 73 75 74
Cipa/Mig 36 32 32 33
Alg/Pla 36 36 33 35 36

OLE-ES : JEEHuilkiesx 5 B4
SE : fRHERE

Q@ERFVC (FRHEICHT %) (HhEDOEBREZRV/-OLE-ESEM. T —4% : 104:8)

ARBEH — AR BEHBECIXATB200-03 BRI 2 L TRX—=Z2F 4 U5 b$T 0T L7225
ZDHATB200-07 i B CTIIZE L Tz, YIBRZHTIE, TV Vady—¥ TV T7 7 +7 5
£ RPeH-H O ATB200-03 505k 528 F TOM FITAGH - AROEAEL D b RKE L. ZOBARIEH
V280 #2724 D ATB200-07 3UBR Cld. AOEH — ROEHRE X DKW ETIE D 2 2K T 2% < 104
HFETEEL T\,

EMIFVC (FAMEICKT 5%) DATB200-03:EENDN—ZX 54 > 5 DELBDOHTE SHhEOEE
%#BR\V/-OLE-ES£H) (ATB200-07 5XER)
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o M —e— UINTLAVI— P T +EF - VISTWAYT—E PILT7 +FF
EHwn 34 --8-- VTLIVI—E PLIT7 +FF
1 fml —m— PLINAYT—E PLT7 + TSR
ey 27
10 H‘
R Ly
S
Ol o
Y O
N>
K& 1
S
o~ -2
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o
Bz -4
g 3¢
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@M@ 57
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o R -6
S W‘ T T T T T T T T
= — R—Z54Y 128 2618 388 5238 648 788 10458
1 5HAR
FEGIEL (n)
Cipa/Mig-Cipa/Mig 82 79 71 71 74 68 69 70
Cipa/Mig 32 29 30 29
Alg/Pla 36 36 31 32 32
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@Y7 JI—T#ir - BAAEH 6%

ATB200-03 5D HARNEFH 661 ARBEHEE 26, tfHESERA6]) 2 THATB200-07 RERIHE
1L 72,

6MWDIE, APEH — ARPEHBEICBCTIFIZHMZ B U TCRESEIZIESDEBNER LD
DOEEL TV b9 1BIZATB200-003 35k % @ U T L. 104E b MEF S hTwiz, 4]
DRZEEDABID 5 H3FIAT1048 F TS Nz ABNETF 714 FF =S TH7THHIZ
FeH k), 16012 ATB200-03 35k J2 (NATB200-07 3K ERIA I % 38 L T A 380 Hh, 261
ATB200-03 55k TIEEAL L TV 72A%, Z 0BRGP 2 7213 104812 21 THEAQT 5 2558
Oz,

JERIEVC (FRMEICKTS 2%) 1&. ARBEH — ROFHEEClE, 16112 ATB200-03 55k o A% i
5. ATB200-07 3ER TIZZ O EA MR SN ze b9 1HIZATB200-03 B TIILEL TH
D, ATB200-07 REREATHR IS E D HD SN ze YHRZEETIZ, 26811ZATB200-03 35k TEAL
WD SN2H, ZOH. RIS B BIFEE L. b 9 1BIEATB200-03 58k Tl %
LTzt ATB200-07 35k TIEAL D520 S 7z,

W5

ATB200-03 5 C O LE M O3 5812 FIEWHL A0 & NI BHOKERSE, ATB200-
07 R 523 X3 78 30 F CHUEIIHLM & FERE I A LT S 2 AR SR tee RBOER 10
EDBE SN, LTI E Y MRS A LSRRI TR 2 R O
Fri2 Xy, —#BTATB200-07 3R IZBEAF O PSR D 1 o VN — T 3 ¥ IR A A C
722 EAVR STV 5o HIIHLARBAEE 0BT, 52 UL T8N £ T2 DL Lo RER
AT & Tz

HEPIHURIEYE L OB SRR A D 2o 12 2 LA R Y | S BPERFATALH & 22 b D B2
DT DRI B A o 72 b DO, ZLMOER [AEHE (SOCHIZ@INI) KOTAR]
XA & RIEFPERFAAE (JUEMUR, PRI, 773 =¥ 7T 7 I
BHIPIFROASSEIENE, K OHirhGAA TgB) ORI & 42 BEE D bR ko 72

| ey

ATB200-03 35k & N ATB200-07 3BRIC 3317 2 R LEMIZ 1226 TH - 720 AHEH
BGOREMEET—FH Y VA7 HETHMARGTH Y., Hilze@eEoIkEEdsEe s i s
olze F2 EEHE SN L7,

RO — A #ED 98.8% (84/85%1) . YIE 2 BED97.3% (36/37H1) A EHZZHIL 72,
AROBEH - AP CHEO R WA ERE (PTH. REWMBAT T RER) $E41.2% (35/85
%), BEI 35.3% (30/85%1). BN 31.8%% (27/85%1) T. VI AMCTHED WA ERS
(PT B, VM REN) (388 35.1% (13/3761). FEI29.7% (11/3761). BAHEiJE27.0%
(10/3761) Td -7z,

B L B A B 5 FEFRLORBIEG L. AROH - ROFHBET37H (435%). Y12 HET
1561 (405%) TdH o720 AU — ROEARECTHEO R WIRERSE & B 2 A EHR (PT A,
REVEMAT A SN 3T 129% (11/8561). TH#i82% (7/85%1). 58#47.1% (6/85H1). ¥
5759% (5/85%1). HEr5.9% (5/85B1). YIFr Z BECHEDE WIRERIE L HE DS H 2 HEFHR
(PTH. %4 @%ﬁﬁ%%l) . BHIE108% (4/37%1). #FHFRE81% (3/3741) kTN THi.
MO, B, R M OMIIRA % 54% (2/376]) TH - 72
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R CIARZ L L 2B OF A1 RO - R OFH#E T31.8% (27/8561). Y& A BT
270% (10/3781) Tdh o720 BEERIARIZ. AOH - AROHBELH. R OUIHE ZBED 26] THedy
ENTzo AP - AROFHEET, BBREOHRGHILIZE - ZZIARDSBNIFEI L 720 U1 RBETIE

IARIZ L D RERSE DR G- 23k SN BE T Wi b o 7o,

ELBEERORBEEG ONTNAVE—E PV T 7 /FEEHRE5E S -BEREH12261ICHWT
10%2BATRAL-AEER) (REMBITMRER. ATB200-07 #5%)

KGR —AGERAE YA A&t

(N=85) (N=37) (N=122)
WENAOHEF S 84 (98.8) 36 (97.3) 120 (984)
iz 81 35 (412) 13 (35.1) 48 (39.3)
S 30 (35.3) 11 (29.7) 41 (336)
4 e 27 (318) 10 (27.0) 37 (30.3)
195 VA i 23 (27.1) 7 (189) 30 (24.6)
B 5% 24 (282) 1 (27) 25 (205)
VY i 17 (20.0) 8 (216) 25 (205)
igaida 19 (224) 5 (135) 24 (19.7)
7 15 (17.6) 6 (162) 21 (17.2)
LN 16 (1838) 5 (135) 21 (172)
T 17 (20.0) 3 (81 20 (164)
COVID-19 14 (165) 3 (81) 17 (139)
JR s ke 14 (165) 3 (81 17 (139)
5 B A& 14 (165) 3 (81 17 (139)
1 eI B 15 (176) 2 (54) 17 (139)
FE B 13 (153) 2 (54) 15 (12.3)
7 7 F v AR B 11 (129) 4 (108) 15 (123)
i A 12 (14.1) 2 (54) 14 (115)
FEED T 12 (14.1) 2 (54) 14 (115)
b G 10 (11.8) 3 (81 13 (10.7)
455 7 (82) 6 (162) 13 (10.7)

B% (%) MedDRA Version 23.0.

KEEH-ARPERHEE . (I3 ayy—¥ 7T 7 +RKEPEH) - (37 vayy—¥ 77 7 + KEIEH)
YIRZBE (TN T = TV T 7+ 75X - (87 Vvayy—¥ 77 7+ A F6:H)



ILHARBRELEESHIFEERORBEEG CONITNVAVE—E TV 7 7 /KB EH/EShE-BE
BEM22BICHEVT1%» D28 2B TRE L LARELEENG » 2FEER) (REMBEMHREM.

ATB200-07 itE8)

KO — KA DEFE &t

(N=85) (N=37) (N=122)
Eﬁggg@“ﬁ‘%ﬁ%&%@’%% 37 (435) 15 (405) 52 (426)
YR 11 (129) 4 (108) 15 (12.3)
T 7 (82) 2 (54) 9 (74)
G 5 (59) 2 (54) 7 (57)
FE B 6 (7.1) 1 (27) 7 (5.7)
% 5 (59) 2 (54) 7 (57)
EE 4 (4.7) 1 (27 5 (4.1)
HIKE 2 (24) 3 81 5 (4.1)
A A 3 (35) 1 (27) 4 (33)
FEIED T 4 (47) 0 4 (33)
I 5% PR 2 4 (47) 0 4 (33)
Z 9 FEAE 3 (35) 1 27 4 (33)
I SN i 3 (35) 0 3 (25)
g R 2 (24) 1 27 3 (25)
e iR 1 (12) 2 (54) 3 (25)
SR 2 (24) 0 2 (16)
M it 1 (12) 1 (27) 2 (16)
Ji2 98 0 2 (54) 2 (16)
5 P 2 (24) 0 2 (16)
BT 1 (12) 1 (27 2 (16)
ST N 2 (24) 0 2 (16)
Sl 2 (24) 0 2 (16)
R 1 (12) 1 27 2 (16)
5895 2 (24) 0 2 (16)
KLBEVER 35 2 (24) 0 2 (16)
AL 2 (24) 0 2 (16)
5 1ML 2 (24) 0 2 (16)

#% (%) MedDRA Version 23.0.

REEH-AROEHEE . (3373 v F—¥ 77 7 + KEBEHEE) - (870 ayy—¥ 7v7 7 + RKEBEH)
YHRZHE (TVINIAYF—E TIVT 7+ TR - (O 7 Vvayy—¥ 77 7 + KAEBEH)
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T—AN—ZRE. BERTHRE

AR L

2) ARBERHELTERFEODARTISEML 7-5/E -

A ¢ 2P
(7) Z0ft
MR L

HBROKE
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VI. EEREICET 51HE
1. EEPHCHHES AN ANH
134
) MHEDH 2LEWOREE - RFE RFOERLEZMT LI L

2. EIHEHR
(1) 1ERERLL - fEFRTR
KANZA I 7BETHY, MPhTIY T vayy—¥ 77y GEEEHIRZ) ERELT
WL EVE R . BUERRNE L Z IR T 22 EZ2 602", X7 Vavy—¥ T
77 EARFOHRGESEHMETHY, T4V —LNTHEET A EEZLNLD, KA
IR asy—¥ 77 7 OV ERKETHEEZEZOLNLETENE, HENTOR
HOBEAIEP & 2 Y6, 70 3 =7 VKTIEHARES T A WRENE D 5o

SNNTGNAVE—E T T 7 EITIVAE2 Y FfOERER

OEZORTEIL ITNZAY REY RTINS H—F
BIETF I 2 GAA L i \Zf}"}ij /; t—' . TLT 7 EEELNARPTHRERE
EOPHTIE. FEMIES N Fnay ) Q t

BIRRPSBREIND

SINTGNAYE—E FIVT FldhF+
CIEtkITEM Y >/ — X-6-1) U EESEE

N (CI-MPR) (23 L THAHEHI FLE X
=
OBROM ) A K E , X2 — 26 L EEERD - HCI-
NFA L IHEAEMT S S — R P MPR% 7t U 7-HHEQAIER V) JA & D3 X
6 UVEEEMA C-MPR) 7 i -
OBZDEYILNIITE Sq4Uv—1
TOESL T (AR l
EER)
e
@ FYa—5r— ,c.-:.:..
=
-“-, bis-M6P —> .'m.“ g e‘ .o.. —J)a—-2z
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54// LICABERT SNGIAYE—€ IV T ¥ SINGIAVE—E TILT 7
VAR MEINNTLaY ErVI>yETOERD T JvJya—-45%=JJ)a2—-2X
A=t PIVT 7 EDBE =2 EML (9

) IS OVERET & 830 D vitroT — 213, BRARICEERE R D DOTEDH ) A,



(2) FExhz BT (T 2 HBRKRIR
1) in vitro 55&
1-1) ITNWZEy MI&BYNTNAYE—€ 7T 7 DBEFEL/ER
PR LZHEMIIC X 28 L el E T, I VAT Yy MZEB I 7 )vay
F—¥ 7TIVT 7 QYL EMEHR T 2 B2 e L7z,
YRV AYE—¥ TNT 7 OREMEE BYpH (pH52) L0 HAEFMpH (pH74)
THELLED» o7 (BU#RE (Tm) : pH52T67.3C. pH74T562T), pH74’C‘ 7V A
Z oy PERMTAZ LX) BERFWICTmA A L CRERIBAERICY 7 L,
¥ N BOREAER LT, pHTATI Z VA% v b 100umol/LIMEED ¥ /87 v a
F—¥ 7TNV7 7 OREMEZ pHS2TI Z VAT v FIERMEEOZREN L FEETH - 72,
ITNWVAY Y ME, BENFIVREITEI4 YV — 2 hOBEREEICEE SN DRI,
e (ZEBRR) pHTREXAAWMRT ¥ 7 4 — VT4 ¥ 7 ROEW» SHEEZIRET S
W REPEARIE S 7z,

ITIWZREy Mok NTnas4d—E 70 ITIVRAy MokdInNgas4—+€

7 7 DRELEA TIVT 7 DEbfERE DRE

E 0] —H7a 1EER AfFERE (C)
i 4 === pH74+10pmol/L=7IVRT vk -
I [ PH 7.4 + 30umol/LE TS Y ’ pH 74 56.2
P 7 ---- pH 7.4 + 100umOl/LSZILRTw b
Iﬁ 754 —— pH5.2 pH 74 + 616
o ] 10umol/LI Z VA % v | ’
S ]
S pH 74 +

50
g_ E 30umol/LI 7 WA % v b 629
s ]
2 ]
& i pH 74 +
£ 2] 100pmol/LI Z V2 % v b 66.0
E . _"/ pH 5.2 67.3
I-I_-I or— T 5771

40 50 60 70 80
RE(0)

FiE pHS2 RUPHTAIZBW T I NI N Ay ¥y —¥ T 77 ROIZ VA% v b (0, 100 30 % °100umol/L) # &N
L. —EOHRTHE (25~90C) % LA 38720 BEEITEWENSY 87 BRI # L U 22BUK ks8I
Fie LEEE 3 ASYPRO OrangeDHOEHMIE X MM $ 5 2 & T, BEREOBEME % RIFIICHE L. BER O %
W (Tm) #HMH L7,
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1-2) E MR TOITIVZE Yy MEkBINNT0aAS 45—+ 7IVT 7 DRE(LER?
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WEE IR NVaAYFy—8 TV 7 72X YV IRSIREN S & EBERW4-AF Ly v Ry 720y (4MU) %
B35, AMUBRRIZ I N7V a v F—¥T7 V7 7 OFEREHT 2720, ZobE» s 37 vas sy
—¥ 77 riEHEEH L7
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2) in vivo RE&
2-1) YINTNAVE—E FIT 7 /ITIVREy MERERES (FBE4E) (C&3JUa—4
Vi ER™
Gaa KO I AZY 37 vayy—¥ 777 (10 Xix20mg/kg. #RNIZS) % ¥l
NIZIZ7WA% v b (10 X1x30mg/kg, #ELHS) ORI L ) RAEER G- L L 0%
BB 7)) a7 VR OEEANORB O Lz, T Vvady—¥ TV Ty
D FAZFFNRNEBE 512 X 0 WG L 722 T oM I B v R GAA TGP AR 1Y 12
mi. 7V a—=r ve Rk OERPIHRERENICRD Lz Y2837 vay ¥y —8 7IV7 713,
A4V = ANOERFRIEEZ I EEEL LTIV VAT —E T T END L7
A= vERERASSE, IZNVAY Y MEHICI D 7)) 3= VA ERNIEE I T
HIZEDIRENT,

SNGNAYE—E TIVT 7 /I TIVAEy MRS (BE4E) (X 2Gaa KOYY XHRiFT U
A7 P ER (294BHER)

400 - KBEPIZER
- g 300
N e
J“l\ = 200
[ D 1004 *
o T THofELSE
*:p<0.05 (BB LDpfE) 7ILIWIVS—E
6007 =S TIVT PR LR
#:p<0.05 (BELOpfE) ¥/NFLIVST—E
CRR TIVT 7 EIROERBRH R
N HIEOBNE RE
Q2 .
| 300 ANV T—E FILT 7
ng * . L: P INaAvs—E PILT7
R ‘ VBRI
= 1004 ) BB DGaa KORIADR—=RSA VDT
UI—2YUAIIE. ABRIUEERT296 + 12ug/
0= T T T mg protein. T BR = 58 £ T443+22pg/mg
proteinC& oz, e, HERIIITIE3IS5+
5KU'28 +6ug/mg proteinTd>lz. SHEMIC
5001; D BHBR—ZSAUDEOTUI—4 VELEE.
= 250 BER (0%) LBRHREGaa KO (100%) O
e 120 BTERELIETS S,
NS 100
o
J“r 80
ng
£ 60
R 4
E (]
= 20
0 T - T T T

\% L A A A A A A BRI
20 10 10 10 20 20 20 EEREANRSE (mg/kg)
0 30 - 10 30 ZYWRZv MERIRERE (mg/kg)

_60_



PINTINAVE—E TNV T 7 /I TIVAEy MERKRES (RiB4E) (X5Gaa KO X##E&Hh T
A= RAMER (KEEMEE® R U EBE=E81) (294B HER)

JA-FLEDN—XF714 P 5DEE (%)

KERMEERS LB =5E%
TNVFNVAYF—E TIVT 7 (20mg/kg) 3310 327
IRV — 777 (10mg/kg) 617 48 + 3
vy vayy—¥ ¥r7y (10mg/kg) N N
+3I7 VA% v b (10mg/kg) 626 A6=2
I NVaATEF—¥ 7L 7 7 (20mg/kg) 74+ 47 625"
yn"?“»:&?“—k“ 7NV 7 7 (20mg/kg) 94 + 3% 734 9%
+I7 VA% v b (10mg/kg)

n=4~6 “FHH+SE (fRiEia%)

IS D 72\ t 152

%1 p<005 (4 HEDpfl) TVrvay y—¥ 77 7L g

#:p<005 (ZHLEopll) 37 Vvay ¥y—¥ 77 7 Jho R LK

Kk Gaa KOR I A2, Y7 vayy—¥ 7077 (10 0i1d20mg/kg. BlRNIXS) ZHMLIEZIZIVA S v b
(10X 1% 30mg/kg, #EO¥5) L OB L Y R4 KEERAEG Lz tRELTT VI Vva vy —¥ 7
V77 20mg/kg GEFERTIZHWAHRE) 2H&K5 Lize —HOBETIR, Y7 Vvayy—¥ 77 7 FIRNE
Ho305RicI 7 VA Y v b0 5 Uiz a5 14 H R4 L O BB EAGE/ WA OB &% OVE 45 )
ZRNL. 730 nayy—¥ax ez &0 KBNER. FHR=EFEG LG 7)) a =5
v ERE L7z,

2-2) YINGNAVE—E FIVT 7 /32y MERES BE2E) k3T Ua—-4>

WA ER 'Y

Gaa KO I AIZK$THI N Vayy—8 TV 77 OFEGEEZRFETHEEDHIC, &
HEDIZNVAZy by vadyy—¥ 7LV 7 7L, BEHRZHERLL,

INXTNVaAYF—¥ TUT 7 20mg/kgkGHO ) a—r Y BAERIZ FHEOT
WINAYFT = TUT 7 H5HLD DM IZNVAY v PO X D RN
HZEDPIRENT ITNVAF Y 5K 10mg/ kgD PRI R FEEE T, HHRE (Img/
kg) XixEmHE (B0mg/kg) DI ZNVAY Y FOPHTIE, X7 vavy—¥ 77
7DOZY) A= VRPERIIHE R E N o Tze SZNVAS Y F10mg/kg LY 87V a
V=X TIV7 7 20mg/kgDBEHICE ), AR Y - rEIE N7 7EICET S L
ERAOND, Tl IZNVAYy MIHMTEZ) a -7 VBAEHZ RS, Yoo
aAVF—¥ TNT 7 RS THRANNOIGAAZ S HET LI EICL ) 7F)a—4r v
WAER & WR T 5 2 E AR S N7z,
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PINTINAVE—E TNV T 7 /I TIVAEy MRS (BiBE2ME) (ZX2Gaa KOV A KRBRMEEH
TOTYaA-45VEAMER (296, 320 RV 328 HEBRDHE)

300 -
TH9E £SE (BAEEE)
T %1 p<0.05 (BELD pfB) 7ZILIIWIVT— PILTFBEHER
= 250 #:p<0.05 (BELDpB) VISTLIVI—E PILT P EMIESHELER
WIQH g DR t IR
s :
| o, 2007 T * .
i
~E 1 T
K8 (o)}
2 150
1004 ; ' ; '
AR ﬁ}/)@ 9 20 20 20 YWV T—E PILT7 (mg/kg)
i \V/j’@@\* 1 3 5 10 20 30 =AY NMEREIRSE (mg/ke)
A
A

n=17~21 QAWM. 7V NVay Fy—ET VT 7, Y87 VAT F—¥T V77, I Vayy—¥ 777/
IZNVAZ v b 20/10, 20/30 (mg/kg))

n=13~14 (¥R’ 7Vayy—¥ 7V77 /IFVAY Y b 120/5, 20/20 (mg/kg))

n=4~7 (YNRXFNAVF—E TNT 7 /IFIVAY Y 120/1, 20/3 (mg/kg))

SINTWAVE—E TV T 7RITITIVAAy FEREE (BBiB2E) (C&3Gaa KOV XA KM
SEHTOTY) -4 EMER (343:5K88)

400 A n=4 (&%&)
T8 +SE (Emieanse)
_ *1p<0.05 (BELD pfE) BIEREECHE
= #:p<0.05 (RELDp B FILINIAVST— PILT7EELE
N SHBORBU ¢ B
~a
|
(o)}
OE
N O
°3

FiE D Gaa KO 7 A2, 206 CTIXEEE, 7o vayy—8 7V 77 (20mg/kg) XiEI /87 vay¥y—¥ 7
77 (5. 10 2 0°20mg/kg) #FEE2MERNGEG- L7z BB, Y37 Vvay¥—¥ 777 (5. 10mg/kg) #
TIEHRNZRG30015C 2 7 v 2% v & (00 5. 10, 20mg/kg) ZRIOFS L, Y87 vayy—€ 7Lv7y
(20mg/kg) HTRHHTEIZNVAF Yy FOHREZ0, 1. 3. 102 0°30mg/kgs L TROKS L7z, 32058 T
. B, Tusvady—+¥ 77y (20mg/kg) Xk o3rvayy—+¥ 77y (5010, 20mg/kg) &
FEdE2mERAES- L, 837 vay ¥y —¥ 77 7 20me/kg 5821, I 7 VA% v (0. 5. 10, 20 %
U30mg/kg. FEIIHEE) 2O Lz 3283 BRTIE, B, T vavy—€ 777 XE v rvay
F—¥ 777 (WFhd20mg/ke. ERNZES) ZRHE2EHRSG L. Y837 Vvasyy—¥ 7ILV7 7 #5HIC
XIZNVAE v b (0. 50 10, 20 % U°30mg/kg. R S) PR Lize IO 0RBEFa L. KIRIMEE
BTOZY) a—F VIRAEH R, TV Vay y—¥ 77 7 EEME L7z, 3R TIZEEE,. I 7L
A% v b+ (10mg/kg. #&OFKE), 7vrvayy—¥ 777 (20mg/kg. BIRNIRS) iEyn"rvay sy
—¥ 7V7 7 (20mg/kg. BHIRMIXSG) % M@HE2MH5 L7z,
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2:3) INTNAVE—E PN T 7DS4 VI —LICHT Bin vivo EBRIFEEM "

Gaa KOR I AR HAWTINRTZ VAL T —E TILVT7DF A4 — ANOERFRINNE %
M L 720 GAAY VX2 BIE, BT Y RY— A RUNT A v — A TIT b 2 BES I &
Ny YR EGRIIE DTy v T a2 T I T6kDaD I 7 4 V) 7 + — A
Ehphe WHRIT AV T —LDOHFEEIT AT 70y MIX o THER L. RO
B ITNVRYy MEHOFEIZI2DL T, Y7 Vvady—¥ TIVT 75O
BGAA (76kDa) AT NZN AL F—€ 7L 7 7 5E L I L CRIFEICRIML722 & A
5. Gaa KOR T ABEGTOIY NI NATET =X TIVT 7 DI 4V — 2T SR
BREE, TV aA T = TLVT 7 EIDDRFTHDLIEHIRENT, T2 37
aAVF—¥ 7NT7 7 EZE2E%EG LA TH, HERS% L RO A% Sz,

DINTGNAVE—E TIVT 7 /I TIVA Gy MERABREICE 5Gaa KOY I A KBMERHTODF 1Y
V— LARGAABGAHADIER (BERE 726 #%) (38455R)
SNGNAVE—E SINTGNAVE—E T

B TAINATE—E  INTNATVE—E  TITp20mg/kg+s V77 20mg/kg+I T R

L oL B 7ILT7 7 20mg/kg 7)V7 7 20mg/kg J IV A5y 10mg/kg JVLZ 45y h30mg/kg XHE8

100 kDai +— s

80 kDa +— —-====-=========a=====l—" —* 76 kDa

—— L —— — GAA

40kDa4—‘ -
— ——— — — —_—— __—-!I—'GAPDH

n=4 (). n=5 (77 VI F—€ 7VT778), n=4 (Y7 NATF—¥ TLVT7 7 HMBEPNI TR

I BEHIHE)

GAPDH : glyceraldehyde-3-phosphate dehydrogenase

L: o085 1TaE~—h—

CL:thGAAL & HIZA Yy Fax— L7227y MMM AERY . MBI AT TRBINHDGAA
¥ 7Okt

PINTNAVE—E FIVT 7 /I TIVAE Y MERREICK 5Gaa KOV 7 AKRREEHF TN 1V
V—LRGAABUAZNDER (BEIRS5728FE%) (39255R)

SINGNATE—E TIVT

V21%721%=PZ- 2k 4 PZAVY %= 2 S 7 20mg/kg+3IT IV AR YR
L cL B AR FIV7 7 20mg/kg TIV7 7 20mg/kg 10mg/kg
80 kDa
— . _— — R S . — — 76 kDa
60 kDa GAA
T — — — v—!ﬁﬁ__“ﬁ—.-“— —

40kDa q—l I—-— GAPDH

n=4 (BEAIE), n=5 (T7A7VaATF—¥ 7VT7 7)., n=4 (IR NV2TF—¥ TLV7 7 HEMBEI T VRS

v MEHTE)

GAPDH : glyceraldehyde-3-phosphate dehydrogenase

L: 7085 1TaE~x—h—

CL:thGAAL & HIZA Y Fax— | L72T v MM OMARY . MBI AT TRBINHDGAA
27 F Ok,
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PINTINAVE—E 7T 7BEBES (FRE2E) (C&5Gaa KOV A KEBMEFH TDI1YV Y —
LRNGAABUAHZADIER 2EIE#®E5148%#%) (3741 5R)

FIINAVE -t SRGNAVE—€
L cL TAIE XA FIV7 7 20mg/kg IV 7 20mg/kg cT
100 kDa
80 kDa —_
. —— e =ty 76 kDa
60 kDa — ..._ g GAA

40 kDa
| e —— N — e — = E == GAPDH

n=4 GABE), n=7 (FAVZNVaTF—¥ 77 7H8#), n=5 (7 Vvaysy—¥ 77 78)

GAPDH : glyceraldehyde-3-phosphate dehydrogenase

L: ¥ X0 BpFm~—70—

CL:rhGAAE L BITA Y Fax— | L72T v MMM OMIBERY . MBI AFN TR S N72HEDOGAA
V7 F VORI

CT : 384 RER DB DA RE I % A L 72 Btk B

Fid 384 U302 ER T, VA, TANVATE—F TLTFRIEI AT VvaA Y —E T7 7 (WY 20mg/

kg) ZHEEFRAELG L. 287 va v y—¥ 7V 7 75 SRS O305FCI VA Y v b
10mg/kg (384 7FKER KL U°39278 k) X1 30mg/kg (3847kER) & #RIIPeS- L7zo BRIRNHES- 72105 B 212 K BES L2
5RBNEGZHFMLCY A% 70y MR E1T- 72,
TARBRTIX, B, vy vavy—€ 7v7 7 (100 20 0 100mg/kg) X7 VI vay ¥y —¥ 7LV 7 7
(20mg/kg) ZFEE2[, #FRMNIELS L7 —HOI TNy —¥ 777 (108 020me/ke) HEEECIE,
HARPIPZ5-30 0TS 2 7V A % » b3, 10 i3 30me/kg% fEI1H G- L7z 2 BG4 H&IC, Bl (Fv—7
. 7VvrZvayy—¥ 777 20mg'kg (FNV—72) ROIRXFZVay¥y—¥ 777 20mg/kg (FIV—
7T4) BGHEO—HMOB W S KERGERH 2RI LTy A8 > 78y MEN 217572,
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2-4) YINTNAVE—E FIVT 7 /ITIVAEy MEBEBEICEZ T A—F L ERBRVE
EEEAG Y —H— ST AR (REAREENT ©
IRTNAYET =K TIVT 7 /ITIVAY Y ML BHGaa KOR T ADER Y RPGHRH
B3 2 1EH %2 £ 0 FEMICRET 3 A 720, KRERDUBERG. © T A . SRR & OO i 70
& D Z Ot o 5 E A LR TR B~ — & — T & 5 Lysosome-associated membrane
protein 1 (LAMP1) (54 V¥V V' — 2Ok L Mg ELZRTIA4 v — 2 HH~
— 71 —). Microtubule-associated protein 1A/1B-light chain 3 (LC3) I XUt 7 X + vV
— 241 (p62) (F—+ 77V —Mi~—H—) ZHEL,
TNTNAY T = 77 7 KRBT, & 7 A8 &k ORI OLAMP B/ Ma
(LAMPIFEH L NV) 2D SEhh o225 7 VayF—8 77 7 M Cld
ERZ/RL. SNV ATy MEHICE Y COE-D @S I 7z,

SINTNAVE—E TV T 7 /3 TIVAEy MMERERES (RE2ME) (ICX 2Gaa KOY ™ X EHLAMP1
WX T 21ER (REHBEEERT)
SINGNAVE—E

FINTNASE—E SINGNaAVE—E T IV77 20mg/kg
TV 7 20mg/kg TIVT77 20mg/kg +3J VA2 v 10mg/kg

i

K BRI EE

2]

L 1T

AL i%ﬁn 3NF5D~ T A ODW%E’J&IM%%—%fO
WA 0 x 400

KERPUBE G Tld, MEALE Gaa KO~ 7 ADLC3IT KL Up62 B /N % & To i #i A B s, [l o
WT= 7 2R TRIEICH ML 720 LC3II K Up62DFHIE, 37 vasvy—¥ 77 7 Hl
BHRECTTIVITVaAYy—X TV HMESHELID SR T Lz, X7 vavy—8 7v7 7/
STNVAZ Y MEHBETREH Y= —DEHANTFIMKLTL, = 77 V—DHHII/REN /2,



SINTNAVE—E FIVT 7 /I TIVAEy MEARS (BE2E) (X% Gaa KOV A KEBRMER
TOF—bT7 72— BﬁEV 73— (LC3II B V'p62) (Cxd B1ER (REHEBFAVAFMN)
SNGNAYE—H
FINTNALE—E SINGNAYE—tE TIVI 7 20mg/kg
RiGHEEH TIV77 20mg/kg TIV77 20mg/kg +3J L2 %YM 10mg/kg B4R
e |, i - remys e
|‘.f: "1 ‘i I"‘- = e ;) '—_“ e s o ¥
- ' h i hialis s 'ul i PR ACR = 2
g-l\.' .'L = E-."' " ";\. N -'a 5
R D : e £
o J g b 3 T =
rl i h"\ ™ s ” <l
g.’f ﬁét,‘i | S . 2N
o e O P [ -
* .L_l.b C s 5 .:y—_r-il b . 4 - 3 )
'L\n""'\ S, RS =

HLIRIRIZ & REn=3 30 i5@7ﬁx@ﬁ§%ﬂ'3&ﬂ£ﬁfﬁffﬁ

WA= 2 % 400

NT 7 4 YHIRE. LC3IT (RE) Xidp62 (FEY) 12x3 S Pk CcYeta,
F— b7 7 Y=, LC3I XIdp62Ftkiihs (&) & LTRT,

FHE TNV —8 TV 77X NVayy—¥ 777 (WEFhd20mg/ke) ZFEHE20E, RN S

L7zo WIS A% xfliie L,

—HDIRTNV AT F—8 TIT 7 HGHIC

EyoRrnvavy—¥ vz v

PRI 5-30 70152 I 7V A % v b (10mg/kg) % #E#% 5 L7ze LAMPL < — 7% —% Hl\Ww 72 fuEflikibs: (THC)
BT X 0. KBRDUSERG, © 9 X5, KRR L ONORTOD T 4 V) — A3k % 87l L. LC3II )L Up62~—H —%

FCZZTHC NS & ) RERUBE T4 — b7 7 ¥V —%
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2-5) IINTNAVE—HE FIVT 7 /ITIVAAy MBS L3 B—BRBHEHTOF —
77 —cxdd 340"
i) Gaa KOV ZAAKBEMEERH TOA— b7 7 — RUBHEBICHT 2/EH
YRTNVAYET =X TIVT 7 /I TNVAY y MEHES (FBBE4E) 12X 5 Gaa KO<
7 A KBEPUSER S OBEE G D54 V) — AR OF— 7 7V —<—%— (LAMP1
JOLC3I) \Zxt 3 B 2 8F 4l L 720 @8 58Tl MRET L 724 T o KB Y 58 7 it Afl
[AMIARG (VL) ROVKERER (RF) O28)F 25¢Hifi] TWT~ 7 R & g L TLAMPL %
BABML7, S, Y87 Vvayy—¥ P77 /I TVAY Y MEREESHT
. 13 EA EORMETLAMPL A KIEIZHA L, $FICVLY R TORB /Y — VIZWT
RYAHPBL TV, T VAT —8 TV 7 EGHETIE. LAMPIREBEOZE Lw
W NI RDFRD LNTMHET T DT TH o 72,

DINTGNAVE—E TIVT 7 /I TIVZEy MERKRS (RBE4E) (X 2Gaa KOV 7 X KBEMERR
TOLAMP1 R34 d 21EH (IHCE#)
PZAVRI= % e
TIWINAVE—E TV 77 20mg/kg
KA IV 77 20mg/kg +3J VX Z v 10mg/kg BRI

BHFRIRIE, 17V =T BH729)n=7~9 (WTn=6) DOIAMIIGE

WA 0 x 200

574 VYR (E&5um) #HPLAMPIYUACTHAL Lze BI1IEICD X 1D OWM A MA L. VLERF% B4 (255047
L7ze TAZVAZETNTNVAY =¥ TIVT7 7 WEETLAMPL ¥ 7 v hs3 L A L 722 E oWt 2 7~

FiE Ry vavy—¥ 777 (20mg/kg) % IFZNVASY v b (10mg/kg. HlRATES 30 5 1ICROH%E) Lo
BEACREBEAE, BIRNIES- L7 IBELTTAI VAL —¥ 7L 7 7 (20mg/kg) G5MEHE L. 4
[0 H P 514 A #12, MAE e OV B B C Ot 2 1T o 720 THCRAT K 0N at el g i 2 v T, 237 )va
V=X TNVT 7 /ITNVAYy MEHIZE BT A4 V=24 (LAMPL) RO — b7 7 V—BiE~w—%— (LC3
1) k3 2 VEH % &6 L 72,

i) Gaa KOV ZBEH O ERE—HRHETOL— b7 70 —RUBHEBICHT 2/EH

YRTNAVET =X TNT 7 /ITNVAEY Y MEHESIZED. Gaa KO~ 7 APEIERG
HaEcot— b7 7 ¥V —FENIH S . G EISE SN2 L s, KRR
TOMTER %2 ME S8 5 W REMEAVRE Stz WERERG iR A & 15 72 B — e 2 v 72
MBI PRI X D RS TIIWT Y Y 2 AR T, JR#E AR LAMPL/LC3II
iR (F— b7 7 V—EEICIBLCER) »ROONT, XTIV avy—¥ T
77 /ITIVAYy MERRGEET, WO RLCIT ER % 380 5 i i $id 30% A £ T
WAL=, TV ayy—E 7V 7 758 Tld95%it8 O F#iiE CLCII HE 2580
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N7z TVINAYET = TLVT 7 HEGHLEIZRRY), X7 Vvayy—8 TLT 7/
ITZTNVAY y MR GRE TR ARRHEO R ILCN EREIR DAL TDO Y v v — Lk
EZITEALERDT, T0%L B50%H) IWT< 7 A EXPIDBO0Lh oz,

SINTINAVE—E TV T 7 /I TIVAEy MMERKRES (BB4E) (CL3Gaa KOV ABHEHA®E
B —HRM TOLCITZEE L /-G53 21EH

150 * ok k&
I 1
ns * ok sk ok - . N .
" [ o, | n=4 (VEBESHD), n=4 (P VI I ¥ —¥ 77 70U Gaa
R _ KO Y A5 5 14RO . n=4 (37 )Vay¥—E¥ 7L
Tg 77 43I TNAY v MEFIEGaa KO ™ A4 5 127 KO
QE 7T I — T 7 V= ER LR A R,
RE o TRl £ SD
*lv - FFEP<0.0001 (% H Eopfl). —IohLE S BT (One-way
ANOVA) 2 & % Tukey % | Hilkk &
0 T \\(@
AR ) o®
,;T;/’é) /,v\\’/) )q\
: P
AV 3 S
/)I\\} ((\Q\\‘g a\l'j \\)?FG)\T
09 :)\/,fj\\}
2

HE:yvnrvayy—¥ 77y (20mg/kg) 2IFZNVAY v b (10me/kg. HIRAPRS 305 BN ISR#HRS) Lo
BeFChaE4E, EIRNIES L7z BELTT A VIV Y —¥ 777 (20me/ke) H5HAHREL, 4
[ H #5514 H #12 UE K O B BRI O 2 47 o 720 8 E ik seE (SHG) K OS2t (TPEF)
SHIESR TN X 0 FhaER & 2 AT L 720

2-6) YINTNAVE—E FIVT 7 /I TIVAEy MERBREIZK 2Gaa KOV X DEHHEEE

RUOBREDHE"

YR vaYy—¥ 777 (EB2) ZHMNIEIITINVASY v b EDOPHTHRHAEL
~ 12045 L7z & & DGaa KO 7 A DFHAERE I W28 268§ % B EH 2 #ad L 72
Gaa KO 7 A DBEWERRGHETIIWT 7 2 LKL T, BAROEFIZT A Y= 7R
DM THAEDEL . TR WEAL Lz O8NV ATy —¥ TV T 7 /I TIVAY >
MRS EE, BORBCTT VIV ATy —8 TV 7 r XD QREHEICE B
UFEERL, TAX NV FRBTRITAUINIAY T —Y 77 7 P58 L L Tk
I ARD iz (p<0.05. Wik (% HEOpfE))s I Z7NVAY Yy MEHIZED, ¥
IRTNAY T =X TIT7 7 BMEG EBRLTI A4 Y = ZlBE L OB REE (R0
K 9) COUCEMEINATED O N7 BMETFICA B REH T o7z T72. W63
121354, VX FNVayFy—¥ TNV T 7 /I TNVAY Y MEFARGE TR, KBRPUTE
DLAMPL e OLC3UZHIE, 7T Vvay F—¥ 77 7 HRGH LKL THEL RS
L7z YA 72V OMBHNERICE LT RO REDIH LN,
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IINTNAVE—E TIVT 7 /I TIVZ Ly MER®RS (RBE2E) (CX2%Gaa KOV ZDEHEEE
=
TALY—N\VTHR B
120 4 Q\M
160 -o— FFLR
G — -O- BN
- 2 140 - PLINAVT—E PILT
gg- ﬁ 1204 - YNTNWAVT—E FILT 7
KN ? > YNZWIAVIT—E PILT 7
,} B 100- +=IIWRI v
80_ T T T T T T
R—Z 1 2 3 4 5
Sqv
®EHE »A) ’BEHM »A)

BHEA Vb 135 HBn=15. 4 » HLIKEn=38

Pl £ SEM  (fie a4

TAX =N ZREBETH AL, 2 05 CHEM L 2RO E R Lz 8RR H IS 3 1A Y & LIk L 31 o
¥ERL7z.

6 7 AR SO T — 5\ LRHAEREDTET 2 RetE (JRICIRITRERD) 253 2 72050 SRS L 72,

% 1 p<005 (ZH Eopfl) 7VZVvayy—8 77 7 REE I, W ¢ BoE

HE T RAZEE, 7VIVaYy—¥ FA7 7Y Vvayy—F 777 (WFhd 20mg/kg) T KEHE12
PRI G- L. —&o o7 vayy—€ 77 7 %5813, BRI 5-30 3R 7V A% v & (10mg/
kg) HREOKLG L7zo Mitkiexd 74 Y — v 7B BRI E2 W CTHLIREG6 » AR L 720 6 %OV 121H
H¥x5 14 0. KBEPUSERG. FBEZSEM. BEEG R ODETO 7)) a—4 v B R UGAAREZ HE L. ke
EOMBMERFM L 720 T/, 6501200 HA%E5-14 H 5. RBRPYBER; K O° i = BT BB ALk~ — 7 —
(LAMP1 B OFLC3ID) KUY A7 )V > %5 L 72,

(3) ERSEBRSE - HHERSE
LR L
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VI. E¥EREICEHY 5IEH
1. MAREDOHTE
(1) AELEDEIGRE
HMER L
(2) ERRFABR CHER IO /-IFRE
1) BERE (Ko~NREE. SEAT— 4. ATB200-02:5)

BATWREZERT BEWEHEESE (28— 1) ROBATWRELZERT RiGHEE (24K —13)
WYX NVayFy—¥ TV 7 7 20mg/kg & RH260mg % ZZIER ISP G L7z & & oS B RE
INTGA—=F % FRITRT . AFORPUTIZAHETH . $ 5% 15 RITHE R 2 2 I E 7R
L. DBEIZ X DR IS L, 54 7% £ TlRChalZ3E L7ze /2, MR ARANR
FBEEHIEDOW R Z R Lize AT RERERT BEGEEFZHEN (2F— 1) LERTREGFEE
HHEF (25— 13) Tl MEEPORAOEGEE LPK/ST X — & 3R L Twiz,
2) RiE#HRS (Ko~NKEBEE. SHEAT— 4. ATB200-02:(5) @

BATWRERERT BEGHEEE (28— b1 ROBITWRELERT RiGHEE (3 F—13)
WYXV ay ¥y —¥ 7IV7 7 20mg/ kgl AHI260mg % EMERF IS Lz L & ofeh 1
HRE O3 HOEYBFE T A= %2 FTRIIRT, 337 vayy—¥ 717 7 20mg/
kg & AR#) 130mg f 0°260mg % ¢ 5- L 720 o 18] H J O3 0] H £ 5- 1% 0 -3 1l 552 v AR F) 32 i
(R ) OB Z THIZRT . AFDOPK/SF A —% (Cpae AUCw K UFAUC i) 1 ZHE
RAFIZHEIN L. AHK] 130mg 3 NI AH] 260mgd 1 18l H 2 O3 1] H % 512 DPK/ ¥ 5 A — % 1%
BAREUL TWize WFNOKEG THIRGH]L ~ S TChulZIE L (tnan® 1 HLAEIEH 3R
B\ tuep 3 R060FR, CL/FIZFI0L/hT—3R LTz, RANERE IV NP5 24 F5 [ 4
FCIIRIEWHE L2 RS, THH RO3E H#ES % OFHBRGEROZIHAFIICH
TR, FRMEoLWZ EA9RENT,

AENDOEMERE/NT A —4 [T H—E 7IVT 7 20mg/kgE AF260mg B E S (1EEH)
RUOREHRSES @GEA)] (/arivs— kX2 MNE)

ERTEBEARE ERT KAE
(Ak—FHK1) (AR—F3)
1EE 3EH 1EE 3EH
% (n) n=10 n=11 n=6 n=6
Cmax (ng/mL) 2665 3089 3632 3000
(31.8) (288) (230) (175)
tmax (h) 3.99 3.00 201 2.60
(1.98-5.00) (0.92-4.05) (0.95-3.00) (2.00-3.00)
AUCy; (ng-h/mL) 22860 23492 25933 24413
(334) (30.0) (11.6) (1838)
AUCoix (ng-h/mL) 24695 24938 27203 25735
(338) (30.6) (11.0) (165)
tizp (h) 651 597 561 577
(16.2) (18.1) (21.0) (17.8)
CL/F (L/h) 109 10.8 9.61 10.2
(275) (18.1) (11.7) (15.1)

Craxs AUC: St FAUCindl 3 AT TIIME (CV%)\ tmaslE AR (RAME- 3 RAE) . CL/F B Uty 5 (3539 (CV%)
Conax © IR MUBETEEL, toae © B0 MUAE T BEBEIRG ] AUCo. © O[] > & 5 BE I i W 58 22 fie e I ) 0 C D AR rh it g
- R PR, AUCoun @ ORFRIA> & MERROCIRF ] & C O MLAE P EE- R R I FTAR, tuep @ THIEAH (B AH) OTHZE}
W, CL/F: Ao r )75 A
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AF 130XV 260mg % EEZS (1HE) RUOREHRS GEHE) LALzOFHMEFERRRE (1§
EfRE)

1000 -©- 130mg/kgFFIEERS (=11) (AK— k1)
;Lug 1t W 130mg/kgAFBEERS (n=11) (3k— k1)
= 30004 _ —A&— 260mg/kgAFHIEIERS (n=16) (THR—F1+3)
'ﬁ(\ 5 =F 260mg/kgAFI3EIEHRS (n=17) (3KR—HK1+3)
cf: %-. 2000
n <

1000 f : ‘;
0 2 4 6 8 0 12 24
B5fE (hr)
[V. HEFICET5HES-(3) HESEEERE | 0z 2,

) AHOREFERIAR ¥ FIH§ 2 KRB ENMER ORI, [P 7vayy—¥ 7uv7 7y GEEFHREZ) Lo
PEAICB VT, @, MAIIZI Z VA Yy b LTRE40kg BLES0kg il O Y5413 11 195mg. A 50kg PL 1
ORI 1M 260mg % FEKEI 1259 %0 &b, AROFR2FHIIEGEZHITLZ L] TH o,

M

() HEH
HMER L
(4) BE - HHAEOZE (BEHRE. SFEAT— 4. Zavesca OGT9I18-0145KER)
1) BEOFED
AVE AR 24610 % W23 7V A 7 v P 100mg " DM BRI E RS RITTHE LR
A L7 CIx, EEN 2SR BRI 30 5 NIZI VA Y v b ERG LA,
JEREIZ AR T Crax?336% A AT Uy tiaDS2RERTEIE U720 AUCoincdd 14% KT L7225, Hi
FHEMICHEE LB O NG b o 12,
*AA L CAHBSTHL I T VAS v T+ (100mg) & ATER=—~v> - ¥y 7HCHUOERE Wk 7L
—HRZYH T 100mg) & LT20124E3 HICHERGEAAENT W5,
W) ITNVAY Y MIED Y7 vay sy —E TIVT 7 ~OMEROREEGIRERFNTHL b, &
FIZLPBHBERACNT 28T 2720, KA GIIEFORH 2Rz Cix5 352 L & LT
2) ITNREy b EZERESHEBROMBEER
ITNWVAE y bTE RO X BEETEVE TR, IR X 2800, RIEAHEY
DAL E, HEOEIARDIERNALNL e L, HILEOHERLMONTE, £
72a-7Y 3T PGS 5 RO WMEROERZI VA Y v M X o T D5
HHCHESNL ZEAME SR TWEY, LaL, ZHESMBEETHLI 75 —ED f-
7)) a3y FREAICHTAEHIE. SZVAF Y MZXoTHESN RV, L2 T, Hif
oAt PIzEEN, AROFELEFHBEL L LT7 7 b—AR3RELZ TRV, BRHET
HHITNVAY v b260mgHk G-, HILENICBITSLIZIVAY v O EiEEIEX185umol/
LISET RS H B 25, I 7NV ASY v b50umol/LE 8 2 RN L REIIBVWT, 77
¥ =BT LHERIDTITHo70 Db N, ITNVAFYy MEOALRLED
A2 2 a-77) Y FREIGEZAET A M (A7 08—, ¥V —A, /YT }—2RA)
DOEPNAHITFHLRETH 5,

et

=t
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2. EYRERONIA—4
(1) MInA&E
Jvavi—r Ay NEFL (ATB200-002 3 Ek)
[V. BT A2HHES-(3) HERSRERR ] 0FE SR
(2) RIEETEL
HMERR L
(B) HEERETEHE
MR L
4) 7UF75>2
AREN ORI GHDO RPN T D7) 75 v A (CL/F) OREMFEEOMEIZ10~ 11L/hr TH -
7- 19)O
(5) PHAEE
AHNDWIA D53 25813781 ~ 1033LTH - 727,
(6) Dt
MR L

\\){-b
o

3. B£EH (REaL—>3>) Bif
(1) G
3kl (ATB200-023Ek, ATB200-03 505k K OFATB200-07 ik AR v ~HgHEE (H
AN6BIZ &8 1008) OPKT — % X 0. KA OBRREF DB AT IE. 0K L OV TR
WITIECLE fLAIAATE2T 8 — b A Y M EFIVDRE & S, FERIBRARRET IV
(NONMEM) 2## &N TWwWAHADVAN4 TRANSA ADVANI3 Z W TAR— 2 EF ) & 5
L7720 EARKOBREEFTVIZIZ, CL/F. Bl ary = XY M2 )75 A2 (Q/F).
B oduia 8= s 2 ¥ s o54issR (V2/F) RORMFOKR I /8= b 2 ¥ FDsy
%A (V3/F) &7z WIUIE#EEET 20Kk L TRET VE W, 0kE G a3
—hMXYPEL, RECIKEHLI I N=F AV ME LT
MINTNAYT = TNT 7 R OIEICLEMAMAATZ2T 28—+ XY FET IV
MAH] T OUR T O L RIBIPUIE NS MIECLE MLARA7Z2 T ¥ 8= P A Y FET

(2) NI *A—AZEHER
1) YRTNAYE—¥ IV 7 EOHBARE?

ATB200-02# 5%, ATB200-03 5 5% K& OFATB200-07 i BRI A AN & N7z AR ¥ R
BEIIBITLI TNV ¥ —E 77 7 (signature peptide T09 THEAM L 7z M4 dh#&
GAAZ ¥ 37 H, LU, #GAAY ¥ 37 H) K OMEERARF O 5340 2 3§ % 72 D R4
L7zPopPKETNVIZBWT, Y7 VA ¥—¥ 77 7 ERFOGRHEG X, 870
AV ¥ — 7TIN7 7 OMILCLE 130mgD 158 TIE#26%,. 130mgx B8z 55w (FI1
260mg) TIXITRIL T S, 87V ad ¥y —¥ 77 7 DAUC% 130mgD & 51 TIIH
22%. 130mg% iz A58 (F12260mg) TiX35% M S €72, PopPK f#HT Tl 574K
HIDPKINT X — % & RFIIRT
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PopPK i T8 5 h - ABIDPK/INT X — 4

AUC (ng-h/mL) Cmax (ng/mL)
T | SD | PRME | B/IME | RXfE | FHf@ | SD | PR(E | H/IME | KKXE
1HH 73 |1 20901.2 | 5104.3 | 200584 | 104324 | 383319 | 24676 | 6992 | 2400.7 | 966.6 | 44737
364HH | 60 | 20631.0 | 53132 | 20476.7 | 113765 | 36225.7 | 2341.0 | 7515 | 2251.0 | 11194 | 43436
N : BI%, AUC @ REERE I MM T HIAR . Crax @ SORBIREE, SD : ARHE(R =

N

¥ 72ATB200-02: B0 2k — M1 & ax— 320G L728H. PopPKET NV THEE S
7224 5 AR5 EEO MR RGCAA Y ¥ 87 E D Cou X NAUCIZF N ZF1329ug/mL K O
1752ugh/mLCTH ). /¥ 38— b X ¥ MEFTIZ X 52 1 B G REOChu L FAUCITZE 1
ZFN340ug/mL K 7 1813ugh/mL & FMFRETH - 72,

24 H BB R DChra RUAUCD1EIBE RV 3EIER 5% & OB (HAIFHE : %CV) (ATB200-02:
B%., 2K — M1 EKR— FIGHA)

N Crax (ug/mL) AUC (ug-h/mL)
11 H #% 51 16 340 (139) 1813 (17.4)
31l H £ 5 17 337 (17.1) 1798 (195)
24 7 AmEEP 14 329 (239) 1752 (30.9)

N BB Conax * SRBIIGREE, AUC @ 5 B2 IRE RS HhoR T Th
BRI IRV YF—¥ TVT 7 20mg/kg+ AH| 260mg
a: /A IN—FMX Y NETIV

b : PopPKE 7V

2) hEOEEY

ATB200-02 3 B}z NATB200-03 5Bk 2> S AR ¥V NIREEOET— 7 Z VT,
PopPK fi# T CRE DB % M) L7224 R, AREOH I WL R RGAA Y ¥ /X 7 B Ol
BRI T 2 MATRIE S N7z, F 2, BB 2 v T & 512 2 ofn 2 5Ff L
7ol Zh, AUC KU Chut DICHR AR T2 5 2 WARL (p<0.0001) 25380 b, fAHE
DIV HRGCAA Y ¥ X 7 OB HBERATEIM L7z 72720, BRT— 712351
PopPK/PDf#NTIZ & % &\ 51 ~ 104kg DR HiPH T OWEFE I A2 AREO EE I HRMICE
FECTlEhrwEE2ZoN5, LA L, 5lkgh F TIXAUCHERRWICEKRD H 54, 104kg
VL o#EE TR AUCDSERIRIICEIR D & 2 BN %2 /R 3T REED S %0 REIZH T 5 Coax®D
ERRRIE, Slkg Rl TRRERIIZERIZ Z2 WA, 104kg 8 TIECra (BRI RO B
LR 2 DORENND o

MEEPHGAAR >IN EHDCrax XISAUCEFHE ENDRERE (£ : AUC. B : Coax)

P<0.0001 P<0.0001
40007 600

§ 3000 ¢ Ué
DE {2 3 400
=
N < 20007 9\ %,
¥ o
=3 < = 200
S 10007 S

0 T T T 0 T T T

40 60 80 100 120 40 60 80 100 120

& (kg) A E (kg)
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4. Ry
HHE (EEYZERE) 12X, CondS36% T Ly tnadS2FEHIRIE L7225, AUCND K
X BII AN o7,

[VI- 1. I EEOHR] KO [TW-1. 1) &3 - fHHEORE ] omE23R

5. 9%
(1) Ik —REEAPTEE M
T— Y R MABEZZNRIC, I7VA% Yy F*1E200mgl H3M %1 % H M ERII%S-
L7ze2h, 12D LoBET7H, R ORERECHEREL T » HBBAEREORS L7212
A DO BH6FIOWMBE BT T OZHIRED I 7V A % v MR D 314~67.2%TH -
7=,

R ARFNER CAME T THAEIZNAY v+ (100mg) &, AFTIE=—~> - €y 7RCADHEFERE (WL 7L
—HFRZAYH T 100mg) & LT20124E3 A ICHEBGERA SN TV 5,

(2) M —RREEPTEEM

MR L

(BE  MET v b THF)

MPES v M2, IV a vy —¥ 7TV T7 7 2 REI4H A S ERT7 H £ T H CHUM
NIEIZIVAE v MEOS LB CRIIRNAE S L2 it X IR A o 3 2 8 %
AL 720 FOREHE, SHREEICHEL, Y7 Vayy—¥ TV 77 REITIVAY v b
(400/60mg/kg) ZPEHEG LRI ZVA %Y v b (60mg/kg) HMde 55 C& KRR
SepBD NP, Fi2, IFNVAVF—¥ TUVT 7 175mg/kgd I FNVAY vk 25mg/
kg% kg H COER S L7273 F Tl IBIE TOOE N LA O H O B E A AL & g
LTHmL 2%,

(3) FLit~DBITH

F v MR R OHRAEBROREFBEREBICBWT, IR VAT y—¥ 777 RIS
VA %y b (400/60mg /kg) wPEMIZRG L7zBS, it I 202 5 o Mg iR E o
KLTRETH Y, FLHh~OBFIRENTw S,

(4) BERANDIBITH
(5. 040 (1) I — A BE Pl | oI % 2,
(5) ZDfDMEEEANDIBITH

(2% : Gaa KO A, WIT= ™ )

Gaa KOR I AR VOWTS T A2 7 Vvay¥y—¥ 7V 77 (20mg/kg) %= S0EFHIRA
B, mAE, EREZEER. KRBRIUSES X OWEER CO I XTI Vva sy ¥ —¥ TV T 7 Dtk
Mg 5720, GAABEETEET v A ZHW T Vvayy—¥ TV 7 7ikEL2ER
720 MEEHTOLLIX06HEH TH 5 —J7, EREZHEM . KB IYTE B OBEEG T Dt21358.1
~ 873 L B olze Ty I NVATVE - TATFEIFTIVAY Y bOPEHESC
& o THRIRPYSE G B OWERE 5 TIlRGAA IEYEASBIN S % 1 2528 S =%,

(6) MIFFPHEAE

in vitro W RBRIZ BV TEAKALZ AT LR, RN & OMA IR Sy, Rk

R B REAH (CFIHE) 13388% Th o727,

6. ft
(1) FRBEBLR U BEEL
STVAY y MERIGHH S AR HRE S L RO S B o 2RI
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Voua YERIERT, B5ED5%TH 72,
[7. P | oIEEZ S
(2) REICBIE T 28%F (CPYH) O9FiE. FE5F
in vitro B CTHKCYP 4 7HE (CYPLA2, 2A6. 2C9. 2C19, 2D6. 2E1. 3A4 % UF4A11)
R A EVEH 2 MG L7245 38, CYPIA2 LUV 2E1 Tldb 3 2 HEVER 23580 5 7225,
fiDCYP 53 FHETIRFEIRFRD b o 72%
(3) ¥IELEBHIEDEFERVCZDEE

LR L
(4) REDOFMEOERREIL, AL
el
7. it

RHE G515, G REOFI66%AEHICHILE ., B2 )75 ¥ ARMTAL/hTH 727,
HHE R 66112 [MC] THEEFR L= 7V A ¥ v b 100mg ™ 2 L5 L7 & X, 1K
HHE D 83% AR, 12%H5FE 12> & M S N7z HFRED KE T IIREALRTH - 7225, IRP K
C#EPDPSEBEHEFHOMRBY R HE SN2 RPTHRIZSEBOLNIZMABIEII I NVASY v b
FNhr7u= T, HH5EDS%ITHY L7z, MEEFBREEEDt X150 TH D\ t1,DFWACH
WA 1R, EAEAES 5 2 EAURIB S 2™,
W) AFNOBRFERAR VIR T HENTERRBENZHERCHRER (VX7 vayy—¥ 77y GEEFHIRZ)
EOPEHIZBWT, WlE,. RAIKIEIZVAY v b L TRE4Okg LA I 50kg K D413 1101 195mg. AR HE 50kg
DL R B3 1 260me % MBI 55 5, 23, EEOMBHMIIRS2HIZI L] Tho.

KK EF UARRSTHEIZNVAF v b (100mg) (&, KFFTIEZ=—<> - €y Z7HCHROEREE (s 7L —
PFR2YH 7N 100mg) & LT20124E3 A BERFAE SN TV,

P2 AR—2—ICBT 518

KHNDHED - T 2 AR—F —OIEIHEIR L 220 %2R T 5720 vitroilli %z Fh L
72 ZA, OCTI LUOCT2DHEEATHY ., HEh b T YV AR—F —THAHPHEY 237 'H (P-gp)
DFFWIEHETH DL Z LRI NI, L L, RANTFITREERE LTRFPIICHREE NS 72
., OCTI1RHESHE L IIP-gp HEH L OHHIC L 2B MH XL L PHEENS, OCT2HEI
LBARKNOBBANOKBEL T NVa Ty —X TV T 7 BENORELTMT 572032 b
—vareFEmLIHER OCT2HER L DIHIEI NIV ay F—¥ TV T 7 OBERIZIE
EALENTELSWEZ RIS wE TSN,

¥ 72, AH#liZorganic anion transporter (OAT) 1. OAT3. organic anion transporting polypeptide
(OATP) 1B1. OATPIB3. multidrug and toxin extrusion (MATE) 2-K. P-gp. breast cancer
resistance protein (BCRP). bile salt export pump (BSEP) OB F 721 3HEHKTIE LW &
ARENTY,

9. BIFEICLBlRER
LR L

10. HENDEREFTHEE
(1) BeEEEHE
AN 4 W (2B L TR BB T 2 BRIl 9 2 BRI FEM L TW vy, A7 770 —



11.

wEE (AHEIAN) 166 [CLr60mL/min Ll 106, & OB KR E (CLk30mL/mim 2L 1
60mL/min A:qmi) 460, HEEOEFRRERE E (CLcr30mL/min Kifmi) 261)] #XHRIZ, I TIVAY v
F100mg™ % 1 H 3[l$¢5- L 72iABR T3, 1 H 3MmxS-RIcE R0 S, HERHISLETH
B EDIREI NIz & T THRAOERERERE E O 28 2 3Hl§ 2 72 0 [T B B W B R AT 2 92
fiLC. BREREIE S, W ONICEREE, hEE N O EEETREREEL AT ARREIII NS v
b 260mgx G- L7z SoMAER I 7V A Y v MEEOFHMEZ M L 72R R, Bikae B
TR BEBEREREEEEOREIIERBIETEE LRARETH - 7208 HEERUHE
ERERERETOITNAY Y FOChpld TNy 1365, AUCanld TN ZFNI13 KT 14H5IC
BWmL7ze Tz, hEEROCEEBTHEEREERE CIE, KETREIMLLZREHED I 7V A
Yo baERGTAHILET, BREBIEFEFCHRHELRG L2 S LBERPFAEEICL S
ZEAIRENTZ,

BHAEEENIEEFOLOPD BE THDIHRE 1. SEEMBOMIERAFIEE. Cra RUAUC 20 [ FRIE (5
RO N—t24I0), (FHHE)]

BEEEORE | B5 188% (ng/mL) | H#E5585/E# (ng/mL) | Cuna (ng/mL) | AUCozs (ng/mL)
EH 1390 (627-2470) 2230 (1490-3250) | 3180 (1950-4500) | 24700 (18300-30300)
L3353 1590 (626-2750) 2630 (1930-3680) | 3710 (2470-4930) | 29800 (24900-33100)
H 4 1760 (775-3100) 2820 (2180-3890) | 4040 (2840-5300) | 32500 (28900-35000)
Gl 1790 (710-3150) 3040 (2340-4140) | 4250 (3010-5490) | 34800 (31800-36400)

BRRRERE E DR ¢ IEH (CLer 90mL/min 2L E). 8% (CLcgx 60mL/min LA 90mL/min A{i). % (CLex 30mL/

min Pl F60mL/min £i). EE (CLck 30mL/min A1)

Conax - T MAEHEEE, AUCoom © OWFII 2> & 525 24 RE [ IHF 15 F -C o0 M H5E wh it B - e ] 5 Thi R

1) AROENTEREINIZHELOHEZ [P Vvavy—¥ 7rv7 7 GEEFHIER) EOHICBWT, @,
WAIZIZI ZIV RS v b &L THREAOkg UL ES50kg Kiili 3413 1181 195mg. AR 50kg L E D413 1 260mg % b
BRI ET 5. B, EFOFG2EMIIRG 2T L] TH D,

) EEROHEEOBERERERLE T, TEOLBY)HREZRAML TS T5Z &,

BREEEEZDIEE (Cler - mL/min)
R E hEE BE
30 XA _E 60 FKiffi 1520 £ 30Ki
50kg VL I 195mg 195mg
40kg DL | 50kg i 130mg 130mg

KHNER CARESTHDIZNVASY v b (100me) X, KFTIE=—< > « ¥y Z7IHCHE D REFRE
(Wi5e 7L —HFR2AYH 721 100mg) & LT20124F3 HICBLENGERE XN TV 5,

Z Dfts
AR L

_76_



2.

3? t (EALOXEF) ICET2IRE

LERAE EZNDER
STV

gh

2L
AX

BREE TOEH

B

2. B2 (ROBREIZEIBELEVWIE)
2.1 AA O UEBOE OB O H 5 BE
2.2 IR IFFIR L TV AHRE D B b &t [952 ]

(R ERAL)

21 AFNOB U CERBUEDBEER DO H 2 EBHTIE, RAOHRGIZL ), HICHEO K
JERZFHL T 28N D 5 72 05E L7z,

22 KE|LIRTVvaTy—¥ 7TVT7 7 (BETHEZ) OB 5B CHIRE
IR OBM (7 v ) ROLIMERTE (T9F) PEREINTVwLE 2 Enb, &E
L7z

3. MEXIIHRICEET 2FE L ZDOERA

[V. 2. 3R L3RRI 2% 25

4. RERUAEICEEY 238 & TNDEH

[V. 4. HEROCHEICHES 2ER] 220

5. EELEXRNER L TOEH

REINTVZRWN

6. RENEREAJHBEICHTIIE

(1) B6HE - MEEEZEDH 5 8E
HEINTWRW
(2) BigEEEE

9.2 BREEEETEE

921 HFEEXIEE (VLT7F=>9UT7Z>ZX15mL/minEl E60mL/minki) O E#
REfEEERE
EARFE DR K OCKEIZIE U AAOHEZBERET 5 2 Lo RA DI DS
ERAT2BENEDH D, [74. 181, 18251 ]

922 XRHBARLEBEE (VL7F=>UVUT77T>ZX15mL/minki#)
GRS N v AR OMAIREN EAT 2 BZN0DH 555 AF O WRHESEH
EIIMEF SN TwRwv, [74, 181, 18251H]

(AR

92.1 WAFE L EOERRRERE R I HERABRICHAAN SN TRV, ThEDBHETIES
7»%9/F@ﬂ¢ﬁﬁﬁtﬂ?%b%hﬁ%%tb\EE%%LTif»X&th
FHEARAE % B L 720



922 KMEANEEBE T H2AH ORI 2720, &E L7,

Re

(3) FtkeeEEERE
RIE SN TV RN
(4) &£JEREZRHT 5%&

94 HiEREEHJHE
RS 2D & 5 LRI, KAIR V87 vay y—X 77 7 OG- & U
P12 2 2 I\ Tl 2 2B ] OVl B 2 BE IR IS DWW TR 5 2 & [952 ]

(R AR
KHlLE N vayy—¥ 77y GERETFHIER) PEHICBT 5 B 98 T 25 K Hi IR R 2
oM (5 v b)) ROLMERTE (VHF) SREIRTWwWLIErLEELL,

(5) 1tiw

9.5 IiFim

Wi AXIEIR L TV ATREE D & A LEICIEHR G L nwZ & BiFEBIZB VT, v MC
AR#H)60mg/kg/FEH (ERARMETE RO 30RFITHY) %55 L 72K IS5 R ATIRIR ISR o 38m A3,
THFIII AT VAT -8 TV T7 7 (BIATHIEZ) 175mg/kg/ R H (BIKRBEZEREORN
LI1R5FICHY) K OAKI25mg/kg/ Fa H  (ERIRBEEE &= O 236512M24) %2 PEH#G: L 72RO
M RAFEAPE SN TVEEY ) [22, 945H]

(s
RHESRTNAYF—% P77 GRZTAIEZ) G512 B SR c o R AT I
DRI (5 1) ROCIERTH (74 %F) 285 SATOD I L bIE L

(6) #ILiw

9.6 ®EILE

HERLEOFRER ORI REORZEZEE L, BLoMsE LidhikzRidvs2E, e b
THFAFORIZBIF 2 BIIAWHTH 505 BWFEE (7 ) THHPICBIT 75280
BEEhTws?,

(R B
B EBRTHLAPANOBITPWE SN T DL 2 LD HBEL 72,

%HU

(7) NREF

97 /IREF
18 A D 20t G & L 2R SBRGIIE 5 R Tu e v,
(R )

MNRENRE LIHRABRIE”RTTH L 2 EhbikE L7
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(8) =&

9.8 =EimE
BEOREZBIEL R OHEEICHRG T 528, —RIAEBEREIMETN L TW5 2 Eh% 0,

(R EARL)
ST B — M R R & L CRE L7,

7. HEEH
(1) GrtRAZRE ZNDIEH
REINTVARW
(2) BrREE L TDER
MEINTWRW

8. ElfEA

11. BMEH
ROBWEH DS H b A I EDHHDT, BlEL 5TV, BEIF RO ONILEITIEH
Hambd b @y RlEx179 2 &,

(R )
HIVERINZ 09 5 — ey e kil & L Case L7z,

(1) EXBERIER EMEER
HEINTWRW
(2) ZDDOEIEA

11.2 ZOMOEIER
5% E10% i 5% i

FiER WREAA, B, AR, CPETRETE. SRAIRCE. IR
AN BR

It IFF-% ] B

HALS: | BRI, B B, BRI, AR B, RERCEE,

TEL s H i

LRERE R WA SRR A

G5 K YR AT SO FEF BHINE

I PR A PRSI, ) > N ER Bk

i I e A

(R EARIL)
ATB200-03 35k THt S N7ZREIERICEE D & iE L7z

9. BERBRERRICRIEFIZE
HEINTWZRW
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10. @BE

B
s

nk s
dr

nTwniw

1. BALOEE
REIN TR

12. ZOMDEE
(1) ERERERICED 153
RESINTWVARW
(2) FEEERREABRICE D 158
REINTOVARW
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X. FEEREREBRICBIT BIEH

1. ZEIEKER
(1) ZEpEIBHER
[VI. SERpIEPLICE§ AIEH | OIHBM
(2) REMEIPHAER
ITIWRE Y R
HERIEE BiE/ iaiE 5= =R
DME T | in vitro 3ER | HEK-293%H82 100, 1000umol/L IZIVAY v FOhERGAY 7 AF ¥ %
hERG Assay ITNVAZ y MEE(n=3). | VETHESR CEGH+ BRI
R (n=2) n=3) (. 100 % U*1000umol/L T %
N2 Nn-31+11% % 08-34 £22%T
HY (BETRIZLL£12%), W
MO TS R & el L CH
ST RHEEREZ RS o7z,
hERG : & Iether-a-go-go Bl {n -, HEK : & bJRIEE
SINGNASE—E TILT7/IFTNZEy MR
ERIE H EiE/ fletE | BRE5ERKR. R5HE w5 R
AR R | i vivo BRER | D=2 AN | I8Ny —F T | IR asy | P |C L 72
OISR N | KBS | (k4. ME4) 77 L HIRA QERRE) | — ¥ T 7 7 | AR RANDOEH
O 2% | PR o — 5. 50, 100mg/kg | % R W 9 % i .,
WELTHE ITNVAZ Y RREE I NVAT Y N LERISTA—FD
Jiti 5 25, 175mg/kg | Z1b. M- E~D
13:E kA (7)) 85 wELEVWTRD
RO BN o7,
(3) ZDfthDEEIBHABR
Bl R B ERIR SR
FEhi L T\ w
(1) BEHRESSEHEER
FEhi L T\ w
(2) REBRSEHERRY
HYiE | B52K. R5HHE B’E5E EEME ELFRE
h=r4 ?‘/7\"7‘}1/:"‘/?“—"1’5 SN S —+ NIAY 2= AR PAL/ e BV 4
¥ TIVT7 7 IR (2 BE| FILT7/ITIVA i/ Wt Y= TILVT7|—F¥ TIVT 7,
HERD) B4 avk (mgke) | |7 ITNAS b
ITNVAY YRR . 00 " 100mg/kg. | 3 BE IG5
B (vgvayy WAL N | B2 R
—¥ 77 7#530 2 50/25 4/4 | 1175mg/kg BOLN LD o
53T 3 3 100/175 4/4 7o
ﬁl@%ﬁl‘ﬁa@ (7E) |, 0175 i
5 100/0 4/4
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() EBEfnEHER
FhE L TV RWn
(4) DA RMHER
ITNVAEYy FVHEMB OV Vvayy—¥ TV 77 /I TNVAY Y MEHESGOWTR
WZOWTHF 72 A AR FE N L T v,
(5) EEBEESMHHAR
1) SRRERVERE COYBKEREICET 3HRY
INRTNAYY =X TUT77E2HMIII T NVASY v FEFHES L, 2RO
RIS AR 3 B W BRI B 5- D2 % F¢li L 72o Sprague DawleyJ v M2, HEIZZCEL28 H
725 65, MEIIRAEL 14 HATA SHR7 H F CHBWE AR HXS Lo Y287 vav sy
—¥ 7N7 7 X105 M TEIRNBES- L. ST VRS MEy v ayy—¥ 7v
7 7 e G-BAMR 30 B RE I 5 U7ze MEIIEIR I3 HACHIM L. T WA Z F0t L 72, M
Zhafe (IR —MA) ROHEZHGERE (24— FB). EHICTKEHl (28— FC) ORERT
WA VTRl L 720

BEHFERVEREE
Ok— bA (MZBREE) - Ok — bB (HEZRREE) 3%k — pC (TKERE)
. :/,\"73|,:|:/§_-5 FIVI P | i/ M - ’//\"7?[13’/5?‘—1'2‘ TINT7 | M/
/3TIVZEy b (mg/kg) (n) /3TIVZEy b (mg/kg) (n)
1 0/0 22/22 8 0/60 6/6
2 0/0 22/22 9 400/0 6/6
3 0/60 22/22 10 400/60 12/12
4 70/0 22/22
5 150/0 22/22
6 400/0 22/22
7 400/60 22/22

IR — FAOHEO LA G2 I T L7z WTNOBWIC HIECTHNIC —FIREBEIZIC BT
FrZBO N Loz HTHOM2ILIE, FIMFEICK RO ZED/-2L20, v MS
DB 2 BIRTHLAR R ¢ N ER O AR 512 ) A H R 0E OSSO Rk A3% 2
Sz FR Y ORETEMWIC I H BT R0 S, —BoREEAL AR E L OB RO
DRRD LN Lo Tz,

a8 — FNBOBESILA GARIAC L Lize SNHDOFIZI TNV F—¥ TIVT7 7 i
IZIVAE y MBI L 225 ET IR S g, JERIEABHTH - 72,

I — FCOMEAVER B GHRIHE L7z TS OBEWIIIIE TN —HEIREBILZE L 0K E
WCHERIZED N h ol 9 B3ROEIRICB VTR REIisBIg I n/z2&nb, &
t DAL OB R0 3 % B n AL AR R v N IEER O G D A S R UG O] RETE
WEZ bz,

WEHE & BT, —BIRRBBIEEE OISR L OMRE BN &S 3B\ TR B B L -2k
BOONLholze TXR—FADOFHE K THOMETIX, HRPM Y, X7 Vvayy—¥ 7
W7 7 BT 5 L ALNLEMHEKTAHA I N, KE~NORBEIALONT, HHL
E AR S oz, BHHBERNEE CAAE L8, BB R ICBEE L 7235 B lIdiEo &
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Nholze R (MBLOHIR) . KR, B3, IR OF T A AR &
B L 722 bIERED b e h o 72,

YRTNVAYF—E TV 7 IIHE LA, IR — FAORE2IL K Nk — FCORE4
IECBIZINT, SO TITe NS OEMIE (7 M) ICEETHIEZ e MNERE
L7722 L2 X B 0E0CEBT 2RSS EVWEZEZ bz, E5I1C, IF— MPADES
LOTHOMTI Z7IVA S v MM T 5 & A SN 5 ERIBEIRRORINARD S, &
KBTI 2 B & WREWL. 2CRATE). ZIGReE OIS Tl B Pk ) OVFS IR % & & A Gl
RE VBRI B L 7ot FLERR O S e o 72,

INLOF—=7 DL e, YTV aAYy—8 TIVT 7 OREBEY K O MR BN O — %
I N2 R R ORI S A B 9 5 e R (NOAEL) 12vw3hd 400mg/kgTH -
2o ITNVAE v b OMEBEIY &K OB B O — i HYEIC B 9 ANOAELIZ W § 11 ) 60mg/
kg, ZMHRE KL IR FE A2 B4 A NOAELIX 60mg/kg Afiii TdH - 726

2) I&-RERFEEICEHYT 5
i) Ty MNIBTBEE - REREAESRTEARY

W - BIREAEICHET 2RBOHEZRET 572012, 7y ME - JFIRFSER R E ARz
Fh L. BEWEE LK - BEEEZ BT Lz, RS v bORERRY (k6 ~ 18 H)
WOV aATF—8 T T 7 MUEI VA y PEBHL, BHEG Lz V87
Vayy—E 777 (30, 70 L 150mg/kg) K105 R 20 THIRNK G- L. 2 7V A
% v b (125mg/kg) I 287 Vvad ¥—€ 77 7 HBGEE305 8RR Lz, Rk
TFTHAL iFar—=1 1 (IRXFTNVayyF—ET7 VT 7O 30, 70 X N150mg/kg) K
aFR—12 (I8 Vvavy—¥ 77 7 oF5E 300 £ 1°600mg/kg) THEHMG L 720

—RCIREBBIZE Tk, EEMR T 2528 — MLOETHOLIL (UERIGHO I 7 VA Y v M5
BEISIEMT) ROV TV ayy—8 T 7 725 Lzak— 164 5. 6 LOTEED
ZEY (R4 HUEO Y 7 Vvay ¥—8 77 7 &G BB 1B sh, &
NoO—IREIX. b M oOBWHEICe MEELZIRG L2 LI 2 AELRERSTH
b EEZ NIz, RE, REMINESOIEHEICHERY E 5 CBE L BTl ok
MNolze AFR— F2OHEI0HOFY TIX. KIRAEOK 10%D A DR O 7zhs Bk’
Bhadpotzlzd, COAOERIIAWETD > 720 MOTEHHNRE ST A —=F1Z, wIh
HATHARE L MR CTh o 720 NEFERPLRIIBED SN h o7z,

Dloih, SZNVAY v M5B L7228 O NG h o7z, BIRTI0HOK]
VE2SEEIR 8 H D GARITIE L L7225, SO DI CIEZE I e h o/l &b Y87 v a
V=X TNT 7 GICHEET A 0E ) PIEIAHETH 572 YTV AT —X TT 7
PGB LB e L CRE O —BIREBISH I A g B rBlgt Sz (554, 5. 6.
7. 9. 10%F). Thoopriix, v FUAOEWMIICY MEERERG L2 EICKDAELSE
ERGIESEEZZ DN, YTV a vy —8 77 7 ORMEH L ZEENRZVWEEZDS
N7zo TOMDOEEI~DZEIIRD SN o7,
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BRETERVIREE

Jk— k1 qk— k2
SINGINAVE—€ TIVI 7 SNNGNAYE—€ TIVI 7
BSH //EZ‘M;i k (mg/kg)} B RS //E?j‘llzz;i k (mg/kg)/ ()

1 0/0 9 8 0/0

2 0/0 9 9 300/0

3 0/125 9 10 600/0

4 30/0 12

5 70/0 12

6 150/0 12

7 150/125 12

i) v MCHTBEE - FRIBFAEICET 5B

RS v b OBEREY (k6 ~ 18H) 2387 vay ¥y—¥ 7LV 77 2B 7
WAZy bOPEHTRHRS L. SN2 BBt L O - IR s2 M L7z, 287
Vayy—¥ 777 (70, 150 % U8400mg/kg) % g H TL04 M Aiss RN S L, 3 7
WVAZ b+ (60mg/kg) (&3 /287Nay ¥ —E 77 7 RN S BIAG 30 50 Hi SR G- L
720 & MDA OB b X B ERGTHZLICEVE LD WHEROD B A ER R
RIS A T 272012, MR8 H Q2RI HYS) »oMik18H ¥ TDPHZ P /87 Vv a3y ¥ —
Y 7N T 7 EIRNE G- O 90 5 BRI 8 S- L 72,

30T (BEABEDIIE R OETHD2IC) OB ASZE N EIIEUR 1436 N I26 KL V8 H D% 5-#412
L7z MRS HIZHE T L8 I S - oR R biX, BTz e by oox
TR T B ERGERUSICEM T S L # 2 5Nz, IR HICHEE LB o R34z
TELRMP ol WEBRWEG M L7z —IREEZE, AE, AEBNE, SR, 72N
AT WA NI IE OB L O ERIIFEDO NG o720 TNHOGEIZHEDS L &, BEW
B O - BRI T 27V a Yy —¥ TIL7 7 ONOAELIZHMBE I Z VA Y v
& DGOV IS 400mg/kgTH - 720

BEFERVIREE
SINTINAVE—E IV 7
BE®R | sonzavr (mg/kg)} L )
1 0/0 %
2 0/0 %
3 0/60 31
4 70/0 31
5 150/0 31
6 400/0 31
7 400/60 34

i) YYFICHET IR - RERERELTEHR™

W - BRI T 2RBORREZRET S22, XK - JFIRSER R ERR%
Fhti L. BEWEE L O - BIREEZ M L 72 IRy S FORERRY (WR7~ 19H)
WY NVayy—F TV T7 72 HMUII VA y NEGHL, BHIES Lz, /87
Vayy—¥ 77 7310502 THEIRNES L. 37 vayy—¥ 77 7 #iikN

_84_



BeGBB30AAICI VA Y v FEKZORS Lz, e MNPStosimEice by v Hae
59352 LICXVELZWREEOD L HERGIENCEIH T 272012, #HR9H (2 H$#%
5) 254E19H F TDPHZ Y87 va Yy ¥ —¥ 77 7 #IRINTES O #9055 0 (2R 1%
517

BTHEO 1 ICZ IR 21 H I —BIREE LD 72 o UHB R L7z, Migsimid. —BIREBIZIC
BOTHEPIEALEDONT, HIRT H UK, KEH53% A L. HHWL%LTE@
wELH60g LN Th o720 BB O —BAREBIZE, RE, REBm=, BT, SR
BB B L 72 B SN D o 72 T E IR S IS B B B L B L 72 E B
AONT, WEBFEROERLFD SN LD o720 WTFNOBEIZE VT HERYE #5123
T B HEIIRD SN Do 72,

BEHFERVEREE
SINGIAYE—E IV 7

B5# /3TIVAE Y b (mg/kg)
0/0 6
0/0 6
0/25 6
30/0 6
6
6
6

70/0
150/0
150/25

N | O s W N

iv) THXICETBEE - BRRFELECET R

%%Wﬁ#®%a%&%(ﬁ%?~wﬂ)E/N7WZVV—E7W7T%$ﬂXME
FWVAZ v FEOPHTRHEES L. BEWdHE RO - lBREELFHEL 72, 287 va
VE—¥ 777 (30, 70K U175mg/kg) =WEH Tl04 MERNZES- L. I 7 VA% v b
(25mg/kg) (&, X7 NVayy—¥ 77 7 ERNEGBE30 50RO S Lz, e b
DA OB v ¥ v B ERS T A LIV EL WD D B A E R GENSE
P 572002, HROH QRIBRS) 2519 H £ DPH (10mg/kg) #3837 va vy
F—¥ 77 7 iR G- O 90 5T RS- L 7z,

WM ORET b BREY O TR R O = AR T FAZ B W T 5 I B L 7252 IR
SNeh oz, BIEMA T, JRIEDOIE BB W%%Hcﬁﬁtﬁﬁﬁﬁvﬁﬂ
D SN o T,

1RO/ L 2REL Il U C, BB 3TE R OV THEC A 2 2o RSB L O A 2K T A%R2
D HNTe B4 SRR EIINE N B ENOEERALN o722 e DD, §3
RO THCHE SN ARENE R OCEHRETIX, By vayy—€ 77 7 Tl
Bl ITNVATy MICHET B EE R bz, e OIS RAEIBE, FEEED
JE VR E R O BEEY L DB ASEE T RECTRED SN 725, HEIR 6T TIIHD b5 L
72T, TNOHDRBOFERLOERIE, Y7 VvayF—¥ TVI77 /ITIVAY v b
PG ICRERT 2D DTH -7,

INOLDBRICHES L, YT Vayy—¥ 77 7 kS o B EE R O - b
WHMEIC T ANOAELIZ IS HED 175mg/kgk ZEZ 6NTze ITIVAF v MRV IRT )L
Ay =¥ TNT7 7 /ITNVAY Y MEHEGE1ITHEDADKE Th - 727 ONOAELIZH
HTEX Lol
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BRETERVIREE

SINGIAVE—E IV 7
BoSH //s VAT AN (mg/kg)/ 5 )
1 0/0 20
2 0/0 20
3 0/25 20
4 30/0 20
5 70/0 20
6 175/0 20
7 175/25 20

3) HAFROHEBRORELVICBAOREEICET 5558

YTV AYE =X TNT 7 BRI 7‘)1/7\ yy bEGFHL. BRD OBERL T TR
L7: & SR CBRAMNOMET v b ROCROFAICRIZTT L Lz P87 Vvay
F¥—¥ 7NV7 72105, ke H~#ZFL19H i“CFrvEI’CﬁﬂJI’EV‘HfoL SZAVAE . 2= 0% 4
—¥ TIV7 7 EIRNIES-BG30 RIS I S VA Y v PRS- Lz, $72, #ILISHHEIK
M KA FDO IRV F—8 TV T 7 ROI VRS » MEEZIE L.

400/60mg/ kgD I NF VAV F—¥ TLNT 7 /I FIVASY y MMEHEGEORBIC
FRBE T B W B8 8 O T IS VB 4 58 L o BN A6 DN I — MR RE BB 4% -C o0 J AR AT B OISR B PR T A3

B3N/ INOOREYITRIE, BEWEOEZEEHTIE% L, FHEGICX 2R b
I/XX IEMY R ERGH T A EERRIERISITRKR L T A REESE 2 b,
—BCRREBIZE Tl B THE TR BRI G-\ B L 72 SR AT R ONE BN IR T (Z2hEh3 Kk
O5I8) 2SR b7z, FEORETIZIEEIMEALN T AL ILOARIZFED STz,

SRR K OSL I, AR, RE RGN S OV A B BRI B 5\ B L 7o e AL
FROONL Dotz Tl IR, oW WP, RS WA R s8R
AR AR D AR S 2 BRI B P G- D B SN h o 7z

ﬁ%ﬂ%@ﬁﬂfﬁﬁ%‘% T OFEIRIE R BRI, W R oMk 2 g5 &2

WL 7B D o 7o BTREO BB CHRFEAME DB WINRD S zhs, —#i
HTRIMTH oo/, FETIIEWEEZZ SN, WEYWCIE, BB EICBM L - —#k
REFRLERD SN o 7z, REMOURPOKL RS, KRITE. Mg 3
BRI (TR L 7 B b e b o 7oe MEDVRENY O MR . B B B
L 7oK, AREBE L OB E OO SN hho e T PIBAK RIS E 2
B L 722 LIRS e hr o 72,

INSOFTR LY., BEWIEICHAER K ORAEROREICHT L7 Vvayy—8 7
W7 7 ONOAELIZHMKE NI 7V A% v b (60mg/kg) & OG- OV D 400mg/kg
Tholzo STNVAY Yy ONOAELIZHME NV X7 Vvay ¥—+€ 77 7 (400mg/kg)
E DB G-OWTND 60mg/kgTH - 72,
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BRETERVIREE

SINGIAVE—E IV 7
BoSH //s VAT AN (mg/kg)/ 5 )

1 0/0 24
2 0/0 24
3 0/60 24
4 70/0 24
5 150/0 24
6 400/0 24
7 400/60 30
8 400/60 3
9 -/ - 6

BRI R

ML ewn

Z D DFEERE M

LR

_87_



X. EEMNEIAEICEAT 51EHE

1.
[ 551

9.

10.

HREHX %

FT T H VT TR 65me ¢ WL T
) FE-ESEOWFEICI VTSI L

(A 350

STNVAY Y b iEYL W

. AEE

B c4h TRV / RV 304 H, 24878 V/ KV 364 H

. TBRRETORE

i RAF

. BBV EDEE

A2 F == VAL TV 2B O L w2 &,

. BERTEM

BEMFEEGTA R DD
{ThoLBY :HY
ZOMOEFHETTEM - DD

. AR - A%

[[f—J 03 © 7L —HFXZH 7t 100mg
AL 7 L

. EEREFAH

20234E6 H26 H (EU)

. RERTAREA B RUARES. EMELNKERBD. BRcHnEAE

B SC KRR H 1 2025486 H 24 H
KA+ 30700 AMX 00096000

FEAM AL HERAE H 0 - 20254E8 H 14 H
WRoehaa4E A H © 20254E8 H 27 H

MEER (IRFEM. RAERVAREREMENFABRVZIOAR
FAhLew

BEIKR. BEERARFEABRVIORR
FhL v
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11.

12.

13.

14.

BEEZHME

104F © 20254F6 F] 24 H~ 203546 H 23 H

PREEEAREHIBR (CRE T 2 183k

ARHFNIFES GO 7200, PRI K OSEIH B OIS L e 12 360 & R A S5 ) KRS58
HIGRFIES CERISEIREAFFEE SHRE1075) O —i % ik U726k 20 8 A4 57 @) & &
RHEIT S CEFR204E3H19HAY) o0&, SMISESH KT TIE, &F (HHwidHks5)

114G ZREELE SR TRS

&EJ—-NK
s 5 4 %58 4 K 4 BEAEZSI—K | HOT 9#) | L&7 FBEME
= HENBEELI—F (YJa—F) E= SZFLAI-F
ATTANT DT 3999030M2028 3999030M2028 129914401 622991401
+ )V 65mg
REEBT EDEE

R AR AN RBPER ER BIRRIT S O R A T 5 R RE RO ek
BHITIEREONGIRETH B T4 VYV — 2IFICHENST S
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X.

1.

SCHR
51 Ak

1)
2)

3)

4)

5)

6)

7)

8)

9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)

200 7L

21)
22)
23)
24)
25)
26)
27)

28)
29)

B AL - WA O ENE RIS E R

MR R Y RGBS BT B R R (ATB200-02) (202546 H 24 H 7 72,
CTD2.76.3)

FENE R R Y N E BT 5 IR R (ATB200-03) (202546 H 24 H 7K 72,
CTD27.6432)

FEWNER: R RBWEZICBT 5 KRB (ATB200-03) (202546 H 24 H 7K 72,
CTD2.7.2.3.6)

FEE R R v RIS BT B R R ER (ATB200-07) (202546 H 24 H 7K 72,
CTD2765. 27.32.3)

FEE R R v RIS BT B R R ER (ATB200-01) (202546 H 24 H 7 72,
CTD2762)

FENE R R Y RBEE BT 5 IR (ATB200-03) (20254F6 H 24 H 7 8.
CTD276. 27322, 274211)

Schoser B et al : Lancet Neurol. 2021 Dec ; 20 (12) : 1027-1037.

Schoser B et al : J Neurol. 2024 May ; 271 (5) : 2810-2823.

FEPVERL ¢ in vitro i kB (202546 H 24 H KRR, CTD26.2.2.1.1)

FENERL ¢ in vitroi kB (RRB200-010) (20254F6 J] 24 HAK#E. CTD26.2.2.1.1.1)
FEPNEEL @ in vitro 3 BR (RRB200-040) (20254F6 H 24 HKFE, CTD26.2.2.1.1.2)

FENERL ¢ in vivo B (RRB200-004) (2025476 H 24 HA&RE, CTD26.2.21.2.1)

B R ¢ in vivo i BE (RRB200-005. 025) (20254F6 H 24 H&#. CTD26.2.2.1.2.2)
FENERL ¢ in vivo B (RRB200-039) (2025476 H 24 HAKFE, CTD26.2.2.1.2.3)

FENERL ¢ in vivo B (RRB200-006) (2025476 H 24 HA&GE. CTD26.2.2.1.24)

FENERL ¢ in vivo B (RRB200-055) (2025476 H 24 HAKGE, CTD26.2.2.1.25)

FENERL ¢ in vivo B (RRB200-017) (2025476 H 24 HA&GE. CTD26.2.2.1.2.7)
FNER D R RIGEF B 2 W ERERE (ATB200-02) (202546 H 24 H 7K #2.
CTD272221.1.1)

— X2 A 7N 100mg B &G &R E - R0 EB R (2012453 H 30 H K72,
CTD2.76.24)

Amiri M, et al : J Inherit Metab Dis. 2012 ; 35 (6) : 949-54

FENER - BRHERSE B REEAT (20254F6 H 24 H HZKGE, CTD27.2145.. 253.3.2)
FPER  NOMET oM EEM (202546 H24H H &%, CTD2.7.21453.
272352, 27232)

TVL—=HXRZ A 7LV 100mg HiFERMEE © I— ¥ oW M ALEE IS BT 2 BB i
B (201243 H 30 H&#Z. CTD27.2223.1)

FEER 2R R OE R E TOMMIRIS BT 5 B (8371927) (202546 H 24 H
H7&:2. CTD2666.1)

FENERL: T FICB T AR - BRI A TS % R (8371931) (20254E6 H 24 H H G2,
CTD26.6.6.24)

PR - JERR R B R ER (20254E 6 H 24 HK#E. CTD26.4.3.2.10)

R RS B RE R (2025456 H 24 HKEE, CTD26.4.3.25)

T L —HXRZ ATV 100mg HEGEFHEEE © mAE & A K OARIMER & Din vitro i & A ER

_90_



300 7L —

31)

32)

33)
34)
35)
36)
37)
38)
39)
40)
41)

(20124E3 A 30 H A8, CTD2.7.22.1.1)

PARZ AT 2N 100mg HEEERESE © R AICBIT5 [14C] -3 VA ¥y v b
TR 518 OWIUR OSHEME (20124F3 H 30 H &2, CTD2.7.2221.1)

TL—HFXZH 7L N100mg HiFEFEE : © MFI 20V — 2 2\ izin vitro R
(20124£3 A 30 H &8, CTD2.7.2.2.1.3)

FENE R R A BT AR EY B E (AT222101) (202546 H 24 H 7 8.
CTD27.12142)

FENERL - PopPK fEHT (20254F6 H 24 H KR8, CTD2.7.2.354)

PR NIRPEE R oG] (202546 ) 24 H &R, CTD2.7.2.2.22.3)

FEPVERL - A PESE AR (201027.B1)) (20254F-6 H 24 HARFR. CTD2.6.24.1.1)
FEPUERL ¢ e tESEEER (SNBL423.10) (202546 H 24 H7&K#E., CTD26.24.2.1)
PR RER G- R ER (SNBL423.10) (202546 H 24 H &2, CTD26.6.3.1)
FEPIERE RS A R IR (8371929) (20254E6 H 24 H&RE. CTD26.6.6.2.1)
FEPNERL ¢ ARG A R (8371930) (20254F6 H 24 H 2. CTD26.6.6.2.2)
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2.

BB T BERRZIREHR
(1) IE/RAOIREICET 2185
1) REOFNXE (202553 AKFR)

8.1 Pregnancy

Risk Summary
Based on findings from animal reproduction studies, OPFOLDA in combination with

Pombiliti may cause embryo-fetal harm when administered to a pregnant female and
is contraindicated during pregnancy. In a rabbit embryo-fetal development study,
great vessel and cardiac malformations were increased in offspring of pregnant rabbits
treated with miglustat in combination with cipaglucosidase alfa-atga at 3-fold and 16-fold,
respectively, the MRHD of OPFOLDA and Pombiliti based on plasma AUC exposure. A
No Observed Adverse Effect Level (NOAEL) was not identified for the combination. In
a pre- and post-natal development study in rats, increases in pup mortality were seen
following maternal treatment with miglustat in combination with cipaglucosidase alfa-
atga (400mg/kg), or with cipaglucosidase alfa-atga (400mg/kg) alone. The NOAEL
for cipaglucosidase alfa-atga alone is 150mg/kg (5-fold the Pombiliti MRHD margin). A
NOAEL for the combination was not identified. Margins at the lowest observed adverse
effect level (LOAEL), relative to exposures at the MRHD of OPFOLDA and Pombiliti
were 4-fold and 20-fold, respectively, based on plasma AUC exposure (see Data).

There are no available human data on OPFOLDA in combination with Pombiliti use
in pregnant females to evaluate for a drug-associated risk of major birth defects,
miscarriage, or other adverse maternal or fetal outcomes.

8.2 Lactation

Risk Summary

There are no data on the presence of miglustat, alone or in combination with
cipaglucosidase alfa-atga, in human milk, the effects on the breastfed infant, or the effects
on milk production. Miglustat is present in animal milk (see Data). When a drug is
present in animal milk, it is likely that the drug will be present in human milk. Based on
findings in animal studies, the use of OPFOLDA in combination with Pombiliti may lead
to serious adverse reactions in breastfed infants. Advise females that breastfeeding is not
recommended while on treatment with OPFOLDA in combination with Pombiliti.

2) EUDRIXE (2025%F3 ARF)

4.6 Fertility, pregnancy and lactation

Contraception in females

Reliable contraceptive measures must be used by women of childbearing potential during
treatment with miglustat in combination with cipaglucosidase alfa, and for 4 weeks after
discontinuing treatment (see section 5.3). The medicinal product is not recommended in
women of childbearing potential not using reliable contraception.

Pregnancy
There are no clinical data from the use of miglustat in combination with cipaglucosidase

alfa in pregnant women. Miglustat crosses the placenta. Animal studies with miglustat
in combination with cipaglucosidase alfa as well as with miglustat alone have shown
reproductive toxicity (see section 5.3). Miglustat in combination with cipaglucosidase alfa

_93_



therapy is not recommended during pregnancy.

Breast-feeding
It is not known if miglustat and cipaglucosidase alfa are secreted in human breast milk

(see section 5.3). Available pharmacodynamic/toxicological data in animals have shown
secretion/excretion of miglustat and cipaglucosidase alfa in milk. A risk to new-borns/
infants cannot be excluded. A decision must be made whether to discontinue breast-
feeding or to discontinue/abstain from miglustat in combination with cipaglucosidase alfa
therapy taking into account the benefit of breast-feeding for the child and the benefit of
therapy for the woman.

Fertility

There are no clinical data on the effects of miglustat in combination with cipaglucosidase
alfa therapy on fertility. Preclinical data in rats have shown that miglustat adversely
affects sperm parameters (motility and morphology), thereby reducing fertility (see
section 5.3). However, no effects on sperm concentration, motility, or morphology were
seen in 7 healthy adult men who received miglustat 100mg, orally, twice daily for 6
weeks.

There are no clinical data on the effects of miglustat in combination with cipaglucosidase
alfa therapy on fertility.No effects on sperm concentration, motility, or morphology were
seen in 7 healthy adult men who received miglustat 100mg, orally, twice daily for 6
weeks.

In male rats, no effect on spermatogenesis was observed following administration of
miglustat in combination with cipaglucosidase alfa or miglustat alone. However, preclinical
data from a study in rats using another miglustat product have shown that miglustat
adversely affects sperm parameters (motility and morphology), thereby reducing fertility
(see section 5.3).

In female rats, increase in pre-implantation loss was noted with miglustat in combination
with cipaglucosidase alfa and with miglustat alone (see section 5.3).
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(2) NEREADEEICREY 215
1) RKEORMXE (2025F3 ArF=)
8.4 Pediatric Use
Safety and effectiveness of POMBILITI in combination with Opfolda have not been
established in pediatric patients with late-onset Pompe disease.

ARFNZBT BB FARLD [9.7 /MBS OHOGHIZLLTOM) TH 5o
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https://www.amicusrx.jp/ge/pdf/pompematerial_0l.pdf
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