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8. FAHEMWEM & LTIk, ZEIED v, WREASE, R, RS, RmEE, g
RRAE MRS, HRER. BNR. CEEE. MIALY RIS MRURAEE. B, CELOS, A
PO, BERA, EBpIS, R, B, B, SRR 2O ERE RN HRES AL
BEVERZIZ®, MREHE, WEOARTR . MRS REEL, e, JEEA CEUEN WERASGPLEE. I,
W7 s EATRAIERR", PEEUE B M RFEWEM. RRAE U 2 S ERBR A, IR
Wi, BRI S ST b,

a: AFORBET ZEIEH b IZWVAS v bOARIZHET 2 EITEH
(T, Z4te (R EoikiEsE) (M3 28 H -8 ’IfEH] oHBH)

3. BAORBZHRFE
RA ) T 4 K EEH 105mgld B~ o O IR A 2B K TH 5. KN T
ZFREIB/MEgD YN TNV T —¥ TV 772 &H Ly 72mLOES K CHIGM L 72
BAZIET D 0.9% A B TAM L TRIEHTET 5. LRl MEICKE RS X 9 (12,
1095mgllMm A I N TV 5, HEMHEORANIL, B~ G OBEHUIAEH LT
H5o

4. BIEFRAICEAL TR NEHHE

RMP H (I'T. 6. RMPOWE | »IEHZH)
EBMOY A7 /MEEE & LT | A -

R STV 5 EH

o HAERE A N T4~ o -

PrBaE b oo B8 B @ A i3 -

Xiazhe LT

AENE [HEERIRICSTAIZIVAY Y N EOPHEDLE] 2 VET 5505
WA IE1225551675)

AR EIEMICHEE (R23) £4985. FM2412 H 25 H A 34
INTW5B,

5. ARFRHRURE - EFALOFIRER
(1) A=B&MH

BRI A 7 BENE 2 RE O b, WNCEET S L, (1. 6. RMPOBE%E] O
Z )

(2) i - A LOHIREH
HH L7



6. RMPOBIE
EEmU X7 EEEEE (RMP) OHIE

REMRFEIR

[EZL&FEShEZYXY] [(EERBAENY X 7] [EEL&TEIER]
Infusion reaction, 777 4 7 | HEEME RW&G-R 0% 4t
F ¥ — % G OB BUE KU DL OB R E O B 5 B
BG4

AMEICEET 21RE1EIR
AR DL EOBREER RO H 5 BE~OHE GO G

| ERRICESCREMERD D DES V ERRICESC Y RV &IMED 1= DiEED

EEMREMEHRETE ) 2 &/MEETE

BAEOEERRSMEEREE BEOU XY &IMLEE

DY - FEFE - ST D Lt ko BE LA

BIE SCHK - 2 0 b OV 1 s 25 BRCR BB MERE T A N2 L 210

(B Ov%E47) BIMDY X7 &IMLEE)

EBMOERERREMEREH

TR R X B TH gL

T B 7% A A

— M Ao P 1 R A

BREICEET 2EE - HEBROETE
— s Ao P P A

KEHT ORI, HTATEIEN PRI ah PR A8 & B D B2
N ARI

2)E]

THHIRE N — TV THER L T




I. &¥5ICREd4 3IEEB

1. B4

(1) #n&
RAEY T 4 ° HHEEH 105mg

(2) #*#

POMBILITI" for LV. Infusion 105mg
(3) &HFDHAXR
Frizi L

2. —fig&
(1) #& (&8
IRTNVAVT =¥ TINVT 7
(2) #& (®w&E)
Cipaglucosidase Alfa (Genetical Recombination) (JAN)

GEfE-#lIRZ) (JAN)

cipaglucosidase alfa (INN)

B) AF L
-ase : &

3. BEXXIITRHER

R

(7 2 7 BEREHI KLY AT 4 FREE)

Q?GASRPGPR DAQAHPGRPR AVPTQéDVPP NSRFDQAPDK AITQEQFEAR 50
_EEEYIPAKQG LOGAQMGQPW CFFPPSYPSY KLENLSSSEM GYTATLTRTT 100
PTFFPKDILT LRLDVMMETE NRLHFTIKDP ANRRYEVPLE TPHVHSRAPS 150
PLYSVEFSEE PFGVIVRRQL DGRVLLNTTV APLFFADQFL QLSTSLPSQY 200
ITGLAEHLSP LMLSTSWTRI TLWNRDLAPT PGANLYGSHP FYLALEDGGS 250
AHGVFLLNSN AMDVVLQPSP ALSWRSTGGI LDVYIFLGPE PKSVVQQYILD 300
VVGYPFMPPY WGLGFHLCRW GYSSTAITRQ VVENMTRAHF PLDVQWNDLD 350
YMDSRRDFTF NKDGFRDFPA MVQELHQGGR RYMMIVDPAI SSSGPAGSYR 400
PYDEGLRRGV FITNETGQPL IGKVWPGSTA FPDFTNPTAL AWWEDMVAEF 450
HDQVPFDGMW IDMNEPSNFI RGSEDG?PNN ELENPPYVPG VVGGTLQAAT 500
IéASSHQFLS THYNLHNLYG LTEAIASHRA LVKARGTRPF VISRSTFAGH 550
GRYAGHWTGD VWSSWEQLAS SVPEILQFNL LGVPLVGADV QGFLGNTSEE 600
LéVRWTQLGA FYPFMRNHNS LLSLPQEPYS FSEPAQQAMR KALTLRYALL 650
PHLYTLFHQA HVAGETVARP LFLEFPKDSS TWTVDHQLLW GEALLITPVL 700
QAGKAEVTGY FPLGTWYDLQ TVPVEALGSL PPPPAAPREP AIHSEGQWVT 750
LPAPLDTINV HLRAGYIIPL QGPGLTTTES RQOPMALAVA LTKGGEARGE 800
LFWDDGESLE VLERGAYTQV IFLARNNTIV NELVRVTSEG AGLQLQKVTV 850
LGVATAPQQV LSNGVPVSNF TYSPDTKVLD ICVSLLMGEQ FLVSWC 896

Ql: #Woy¥ a7 vy I VFE: N84, N177, N334, N414, N596, N826, N869 : Mgl



(T 7 Bl $8 > e A )
N84, N414

Man-Man
s Man
(PO4~). Man Man-GlcNAc-GIcNAc

Man-Man

N177
Man\
Man
Man/ Man-GlcNAc-GIcNAc

Man-Man

N334
Man N
Man
Man”’ Man-GIcNAc-GIcNAc

Man

N596, N826
GaI—GICNAc—Man\ FucI:
(NeuAc-); Man-GIlcNAc-GIcNAc

Gal-GIcNAc-Man

N8&69
Ga|—G|CNAC\
Man

Fuc
Gal-GIcNAc”  \ [
(NeuAc-), < Man-GlcNAc—-GIcNAc
Gal-GIcNAc /
\Man
/
L Gal_GIcNAc

NeuAc : N-7&FIL/ A4 53 B8
Gal : #Z77bh=2X

GIcNAc : N-7EFILFIva43 >
Man: ¥v>/—X

FUC: 73—-2X

4. P FRARUPFE
¥ CaasoHesi?N 1970120882 (5 > 787 HERST)
& K9 114,000

5. {t¥#a (&%) XEIFE
KE v r7vayy—¥ 777k, @Mz MR- Vva vy —¥ (EC
321.20) HilkATH D, CHOMMBIC X D EEEINE, Y7 VI F—¥ T 7T
7IX8IMHD T I )V RIEN S e HREY 7 (5F&  #114000) Th b,

6. [BRA%. 7l&. KBS,
FLr T 0 ATB200

CE5&S



M. Bk ICEEY 3I8H
1. YE{EEIME
(1) 48 - K
0 ~ P {0 D B W ST FLE L 723
(2) A
YL w
Q) HiTtE
ML Rw
(4) B= (PFER). Ha. BE=
ML Rw
(5) EAEEMERTEL
LW
(6) PECIRE
ML Rwn
(7) ZDMOELREE
pH :58~6.2

2. AR DOEERHTICE T 2REN

R REFEM R
RMIRAERER | -80+10C 36 » HGRAF L 7SR, B ISE A L7,
T R 5+3C 6 » ARIBRAFE L 7ok5 2R, MR T2 L2 380 72,
W P AR 25+ 2T /60 + 5% RH 3n ABIBAE L 7oK, MR T2 b2 380 72,

3. B OMERHRE. TEE
ife AR AR
¥ ¥ ¥ 7 ) —HE N ESIKE)NE
YIAY 7ay b
ik
y oy EE s RV R I vk



V. ®E|ICEET 3EEB
1. EF
(1) FFEOXZ
] OHBEERE LTIV 2 88 5 SRS 2 5 B A1)
(2) WHIDHBERVMIR

BR5E 4 ALY 7 4" pi%#EHEM 105mg

PR B~ 8 DR R S — F AR OB
@) HAa—FK

ATB200

(4) BEOY4E
Hf~E a0 R Z7r —F RO, R\1INA TVONEY 2 /K72 mLIZBE»T & X,
e~ OEW UIFAE L2 TH S,

pH 5.7~ 6.3 (#EfR1%)
ABEL (EERIERICHT BLE) #0.7 (BR%)
(5) ZD1fb

FA L Zewn

2. HEOMHEK
(1) BRED (EERD) OSERVERMA
BRI

1S4 TUHEE) S8 ayy—8 777 GRETHIRZ) ™ 1095mg
D AEBEOHEEZEZE L, INA TN IRV y—¥ 7V 7 7 GEETHIEZ)
105mg 755 CT& 5 k9, BELEIRLTWS,
H2) AANFEEFHIRZFNICE D F v A ==X A7 —IIHEMBEZ W TEESI RS,
sl
WNEW © 7 = VT MY 2Kk, 7 = VKA. D-~ = h—)b, KV ILXR—
~ 80
(2) EMREZDRE
ML ewn
(3) #E
L Rw

3. RTEHEROERRVEE
FhL v

4. Hif
L ewn

5. BEAY 2FREMD & % k5
B TR HCRAEY . H W E ALY



6. REANEERHTICETZREN"
B Rt R R
SMIRAF R | 5+ 3C SATVR | SR RBRR RIS E) 25 AT &
UTaf 364 Bk LT
MRS | 2552C /60 5% RH | SATMR | 62 AMBAE LR 10y b CORMIFEOK
UTAKe | REBRE, BUBICEA L M3y MR
oy MRETLHOTERWV EH w7,
s e | BIRIE120 Tlux - hBh b | S4TSR EE T - 7
BOREEIO T A0V | T Lk
F— 200W - h/m* L E

FTRAET N TR TEE) TERICLETH- .

WEEE - R OB pH. REIE). &=, i, #EESE

. ABER VBB EOREM
(VI @ FoidE] oS

. faFEDEREEL (WEFEHNEL)
HUEAL L

3
FAL v

10. B8 - I
(1) EEIPVELESR - TE. HEIRKREESR

AL Rwn

2k

| A 7

FHER

YL Rw

BREDME

INATIW D T AN, TV

A i

EREt S h 2BEME
FhL v

11.

Z Dt
FhLew

12.

_10_

- AEKICEAT 215




V.

1.

2.

3.

aEICBId 5IRE

REER (IZHR

BRERARICHTEITIV Sy MEOGHRAEE

(fga)

AOEH OR)HE - BAE, EBIHELR > 95 (LOPD) B 2 x4 & L7258 1/2 4838k (ATB200-02
ABR) . SR 3AHEER (ATB200-037U8R) e OV SR WAk we s 5Bk (ATB200-07 3k5%) 128
AR R ETE DR RIZIED EBE L 720

REEX (IR RICEET 3R

5. ®EERIIFHRICEHET =
AANI2KBEHEEEE LTHWAS 720, AFIO#EHICH72>TlZ. IZNVAZ Y b (K77
FIVFH T 6bmg) DEFHRLLSRT LI &,

(fia5)
RKENEILT AT T+ NVTEGHRATELERD), ITNVAYy Ve AT ETHT L —
HRZEIWFBHTEX WD, T T 74NV T OBTIRLESHRT LI 2RE LTS

RERUHAE

(1) AERUAEOHR

ITNVAY Y FEOHFHIZBWT, #WHE, KEAOkg EOFANIZZ I T Vvayy—€ 7
V77 (EEFHABZ) & LT 1HRE 1kgd 72 1) 20mg % B R EHIRNIE G- %o

(2) RERUVAEDIERRE - RA

ARHN20mg/ kgD EHIRINFL G- & I 70V A F v b 260 X132 195mg D FE 4% 5- O GF F 13 55 3HH 008
(ATB200-0338%) 2B AHETH S, ZOMEIEE. HHICBITL 7 a—7r Y igd %K
WAL L2 JERPK/PD NI v AL —Y a FIVEFIVE MBEEOMIEFIRERTH D . i vitro
KT — % (BERENKITNVAY v M EBARKDOREN), BN, —H—DF
BKT, 7Vvrvady—€ 707 7 LKL 2E EORMEOSE K O RkOZ &M T
U7 7 AV EONLHEE LTREL,

1/2ME (ATB200-02:88k) <Tid. AKIOJHEZ5, 10 £ 0°20mg/kgk i L., +h2
N E OB RS H IR RN 2 17> Tl e Mg a-7 Vv a3y 5 —+E (GAA) %
YN RERMET A EICE D KEIOPKOSER A BH &I Lize ARHIOH & % Witk 5
L7zt &, HEKANRBEER OB (208, 533, & (U°1405ug - h/mL) 238D 57z, 3
TWAY v b%&E260mgTHGT 52 LI DERIFP CORKOZEMERN 2B OoNEZ L
A3, in vitro. FERRIR, MOVEEIRERER X ) ZH S 7z,

ATB200-02:85k D 2k — M1 (ERTBEBHOBATRER RV ~GiEH) ITBW T, KAl &
IZIVAE y b130 K 260mgx BRI G-T 5 2 L T, AFIORBRZE RS ZNEN16.3% kO
26.1%3M L7z BEERmOBMNE, W5 AAHK O Z O IR (6. TRO LN, Kk
MINZAE B U7z i i A b B RZ R (tha) 20 D524 14 F T OIS 72 M4 g BE —
B R AR T S (AUCumaxem) & I ZNVAF v 130K O260mgZ P L7z & &1, Th 2
N27.7% S V436% M L 720 F 720 PG AAMH (a ) Dtipdd. IZNVAE v F130 /LT
260mgZ FH L7z & X1, 22N 267% [ V47 7% 5 U 7zo WA A O BE S 2 A3 B L
722 o, PERIP TORKOLEALS L SN2 LR s, T UEIERIR A O
MR E—FH L7 EHRRBETIZ, I 7V A%y MZXAIMAETGAARGZEE OB,
F) A= OBV ENREL LY, BN K Lz WO AL =23 FVETY
¥ 7 R OMEER ML 2> & RAIASTH L B BERJICIED &, M IS BT 5 50l 7 AR H] 0 22 b

_11_



BN 179G & Mg S 7z,

ATB200-02REED 7 — 7 5. 24 5 AR THAFOBBERDPHEFRFIN TV D 2 EHUR
SN, FAUFERBRORMIHEBRER L L Tz, RANIIME A 72 & o ik i &
PG T CTARELETH B, ARNZIZIVAY Y FOREETH 2 & T BRI CTARA 2%
FAL S, BER OB R ORI R AE SR SN D, ST X D, HEE R 720K
RTHADHRT DT A VS —LIZHETHIENTREE b, L72d o Ty ARH D A
Bz +a2mh I ZVvAyy MBEEMEONDL L), ITVAY Yy b5 5 43I V78
BREE D, ITNVAY Y b260mgGHDIZNVASY v FOBREIMIFETIEE (Cow) 138
3000ng/mL (% 14umol/L. ATB200-02 X5 &% ) ATB200-035R5%) + tmaxlE 3~ 4FEHITH - 725
ZDCuaxlds i vitro FRER TR & N7 AR K % P4 T Ch A IR b TAREH £ T2 b (70%
O Z RFE) S 2EE (17umol/L) BT HRETH L, ITNVAY Y FoHE 54
I VT (RARENI D2 2 KFOFR GG TN I 7V A& v M &2 ORYS) &, 2ok
ABRITIVAY Y POPKF—F ISV TRESN TV S,

ATB200-03:ER Tld. AKFEHER CHETAEHOAREI R S, Bl TAAEN
bHRIFTHEZ LR INIZ, T HRANEROA ORI, FRMix R EE i H A
BWIZENPLHEEINZIESDXWEHALD00, EREFOFEREMA—HLTB), HAE
ANEBE DLW T 2B REDO SN LD ol L2t T REEHHRED HE: R O
Lo BYICEEE L.

. AERUVAEICEET IR

7. BERVRAEICEET 5FE

71 ITNVAEy PG LTHh S TRMRICAHORS 2RGBT 52 L.

7.2 HREFHAKTER L, HRAEBREEKRTAHRL 22RISHKT T 5 2 & AH20mg/kg
2R AR 2T TR G4 %0 MM ETHHEEE X Img/kg/ LT & L. BB OREFED+
ICHERE SN2 a3, K Tmg/kg/IFISET 45 £ T 300 2 & 122mg/kg/ F 4 oF%
H#EZ FIFAZ 8N TE b MiHEEL BT A1, #E N &V A 552
ABTHT L, RATHELOCREREIITEREZSHT 28, [14122H]

hE P HERE (mL/BF)
(kg) (mL) 551 ERBE 55 2 B 25 SRR A ERBE
(1mg/kg/BF) | (3mg/kg/BF) | (5mg/kg/BF) | (7Tmg/kg/ BF)
40-50 250 13 38 63 88
50.1-60 300 15 45 75 105
60.1-100 500 25 75 125 175
100.1-120 600 30 90 150 210

73 ITIWVAY v+ OFL &I UNICAR OFRG 2 G TE 2WiEaid, mgicI 7w
A%y b RS LTHh 5 24K L ERGE IS TARBFHFEZ T 5 2 &o

(f3)

71 AHOEERG T oMb I VA Yy MBESESNSE X, ITVAT Y IO
PKF— 7 123D Wi L7,

72 ARBRGROHZETHRGEELRE L. 720 RFBG-BANG# Zinfusion reaction
ENRBTLEBENDNDHLI LN, HGHOE=S) U ZIZOWTHEEME & L CiRE
L7z

73 FHNIITNVAY v P EBHTEUEDND H72DFEL 2.

_12_



5. BRIRBE

(1) BERT — 55y 57—

HERES

HBOTY 1>
RUHE

HEROBEM

HRWERE
(Bl FHERs
(#E) . MEEED)

BRI

fEmwBRE E R E L1858k

JEEM. H3M

60 fiti iz

AT222101 | #EfERL. FEE | HXFNA F 7| 1861 (BPE1064] CHE12HRBHOIHI 7 vy y
(5E7T) . 3z o x| 45854 /8 H) . 388 F65mg# 7 IVH] (PIC) 147
ST R F—x—, %1 (19~ 60) . R A B o
HH 1% CESHEBHOBHI VA S v
F65mgh S VHILH T IV H
[m 4% 5
SR OFH I TNV A S v
M6Smgh TR NVAHIL A TNV D
N % KIZIEE L CH Nl 5
BMALOPD #%& (18mLE) xR EL 258k
ATB200-02 | FEEM, FEE | - A5 —V1: % 2940 CAF—TV1YRT VAV —E
(A7) . B E Wi, | &t AAEM. | as-11: 114 TIV7 7 5. 10 L0 20mg/kg (F#
FEIER | first-in-human, | ROPK (587) | (ERTREEE B 2k | DRI S-3A]) % MR-
#1/241 AT = V20 T ATEE) CAF—V2 YRV Y —
Ak, BEM. | k=126 Y 77 7 20mg/kg (HBRN
PK. XO'PD| (ERTHEHH, & | LH#H) +I 70 2% v 130mg
(%£T) TANEE) (B 77X IVHD) OREEES 3 [ O
AT =3T3 (| ak—1b3:66) B, Y NVAVE—F¥ TILT
7, 24F) R OY | (ERT ARG HE. 4| 7 20mg/kg (IR A e 5 8L%#))
AT =4 (| 17HE) . +I7IWVAF v 260mg (7 x
TH) - R#I% | ak—b4: 66 VA OWEEPES-3 0
Ak, BAEM. | (ERTEEHEW, & | - AF—V3RT4: o7 pvay
A % . PK. | TWTHE) ¥ —¥ 7 V7 7 20mg/kg (i
PD & NS E Ji | 460 (18~ 66) k. | MR GEAD+I 7V A& v b
3 17 Jti#x 260mg (4 7ENHK]) OEELES-
ATB200-03 | Zhtik b, — | ARtk o4t | 12361 IR TNVATYT—E TAT 7
(%ET) EEM L | FEGEMEE | APPHEESSH (H | 20mg/kg (BARWTES-BA)) +3
SEME R | Ak, SEF T, | MWD (A7 :m) | KABE260), 7 VA% v +195/260mg (B 7
55 34 DM THOR— | VW Vvady—¥ | L) OEEPE:
AFGAVPODE|\ TNV I 7 /T | - TAUT VAT —¥ TILVT 7
b AEE38H (HAN | 20mg/kg (FRIRAFRS53H) +7
BE4H). TR (B TENH]) WA
468 (19~ 74) 7%,
62 i 2%
ATB200-07 | ATB200-03 #t | Z&MER A | 11961 (HAANBR | - v X7 vavy—¥ 7 Lv 77
GEFTH) B D ke dx G- H6H). 20mg/kg (EIRNT G- 8FA]) +3
FEGER | BR SRR, 479 (20~ 75) 7%, VA% v 195/260mg (B 7

VA OREEES

a:flAANS N4 BE
b : ITT (Intent-to-Treat) #H]
¢ : ATB200-03 Bk Iz INATB200-07 3 ER Tid. 40kg PL ES50kg RO BE I T H I ZIVA Y v b O &% 195mgll i

T 5o

d : OLE-ES#Hl, ATB200-033k5k% H 1k L 72, ATB200-07 SERICH A AN SN2 26) % &, ATB200-07 BRI IEE
19BIASHLA AN S, 118FI - % 2T 72

_13_




(2) ERPRECIEHER
1) EHFHest
W3 GAA EMH?

APEHINC X 2 ALOPD g & 55 & L7245 1/2M3E (ATB200-02:860) % %ML, 1
GAAWEM A M L7ze A7 — Y1 (AHIOHEE5, 10, & 020mg/kgd il L¥5) KA
F— V2 (A#I20mg/kgk I Z VA% v bOJIRABH LKEHHRS) oMEPGAA R
FHR AR MBI Ly AH] 20mg/ kg WA 5 & FiE L C oA il & R ARAE I 2 BN AS 32 &
n7z,

MiEPGAAEM (HITFIREKRERT BB BEEM) (ATB200-02:5%) (4-MUGT v 1 ICK B 54)

1000000 —@— A#l 20mg/kg+ = TIVRI w k 260mg (n=10)

- @-- A%l 20mg/kg+ STIWRT w k 130mg (n=11)

100000 —y— AAl 20mg/kg (n=10)

- - A& 10mg/kg (n=11)

10000 —— & 5mg/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

MHECKEE X, 27 —Y1 (AR MHEE5, 10, K 020mg/ kgL @il L¥5) TIRIEFICA
— 254 UL RADIH AT L, 27— Y3/ 4 (KH20mg/kg+ I Z VA Z v b
2600mgDFFHAEE ) Tld, RBETEDIELDOEXNHLDDD, 48 7 H F TR WETE E L
Tz, 48 7 A5 HOCKIERE (P +SD) 1E, X—ZF 1 205 34.0% * 282% KT L 72,
CKIREDK TIZFFICERT RIGHEHHER (25— 13) THETH -7

R Hex R 1L, AHI 20mg/kg % P 5- L2 BETIX, AT — V1 OBEBRIEDnPL 5Dk, R
Hex4BENRR=ZAF 4 VPO T L, AT —=Y3RPATER=ZAF 4 L0 HERIIAMEE
MeFR U720 ERTBEIGHEEEN (2R — FPLEXICaA— PLREDY) 2oV TId, R Hex4 i
JEIIR=2F A4 U OET L, 487 HEBEMANR—AF 4 L) M THER L7z 482 H
THLNZERIE, FICIBOBREZICLEHDTH o720 IR Hex4 i E DAL TOHERIZERT
RiEEGEEN (I R—13) TOALN, 48 » A5 % OHex4 iR (F¥HH+SD) 3= 5
A 25 399% * 44.7% KT L7zo

_14_



@ATB200-03 ;&
O£ £H. ERTELAEREELEMRVERT RAEBELEMOEAE (N—X 1 > RU52:8)

HNNEOBREERVAITTER) ?

ERTOHE#EZE M7 WLOPD & Z x4 & L -5 3R (ATB200-0350Ek) D34
(&REM. ERTEEGHEHEELF L OERT KGR EEHEEM) T XTITBWT, BG4+
Y= —ThLHIMPEHCK CEEMH) 1ZARPEHRETIE224% WA, *HIEIERETIE156% B L
72 (p<0.001. #H Eopfl). EEREERONA <~ —h—Td %R Hexd IAGHHHET
1331.5% A SRR TIX11.0% LA L7 (p<0.00l. #H Eopfi)s

CKEUHex4d DERAE (N—ZXZ7 4 > RU52H) SHhEOEBEEZERVAITTEMH) (ATB200-03535R)

AGERE STEREEEE
AFI20mg/kg/3IFIVA %y 195mg R (T FIVGINAL H—E FIVT 7 20mg/kg/
260mg (N=85) 7'+t (N=37)
N—RFA> | N=RXT7A > N—RFGA> | N—=RT1>
) _ _ I8 _ _
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=Z54 >
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 - -
528 (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)
Frgufii (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: 45 1MM5MIR, Q3 : #5305k SD : BEME(R, LOCE : AiIBlEo# ) i L
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OERTELAEEERUKREERE COHBY

ERT BEGEEE L KL CERT RIGFEB B LT O VTN OB EFICBWTH, CKALT
Hex4ld, APEHBETHEICKTLAZ (WwFhd /7 »85 X2 MY » Zrandomization-based
ANCOVA, p<0.001. #%H Eopfl),

ERTEEGEHEE ICOWT, FREROZHGHICBIIA2X—=ZX5 4 #5528 F TOCK
Jt O'Hex4 O ZALE O = FE#ERE (SE) X, APEFHTIEVwI b 7TV vay y—+8
TV77 XD B RELETVBRDOOLN—FHT, TV Vvay¥y—+ 77 7 TIEIERT
BIL 720 B, LoEaHr (ANCOVA) T, 52 TOCKDBERIZ L 57 [/ FF
¥ (LSM) ®95%CI] 1. -179.7U0/L (-2539, -1055. p<0.001) T&dH - 7z. 52 T DHexd D
EHIZX 57 (LSM?D95%CI) 12-2.68mmol/mol creatinine (-4.03, -1.33. p<0.001) T&H - 7z,

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

—— AFI20mg/kg/Z=TIVAT v M195mgXF260mg
-= 8= PV —E PILT720mg/kg/ TR
1504
HEHH (ANCOVA) .

CK 0 52 BESRDEEICKDE

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

100 1

w

v

H

fml

=

\'

B

S

)

ﬁ 0 p<0.001

?\ -504

A

_rs -100

! - m

Q150

'[Q -2001

L -250-

<

S

5 N=Z51> 238 438 638 128 2638 388 528
REHR GB)

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

(m
r| —0— AFI20mg/kg/=TIVAST w ~h195mgXF260mg
— 44 s=E--PILIWAVI—E FILT 720mg/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 * 4
_h 14 M
N
I
o
S
<

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—¥ 7TLVT77 L0 RERBETVRD LNz B, GG H (ANCOVA) Tlid,
528 TOCKDEHIZ X 574 [IR/MF -3 (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)

A —e— 1 20mg/kg/ SRS v b 195mg I 260mg
H s B-- PILIIWAVST—E PILT 7 20mg/kg/ FSER
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).
gﬂv( 0 p < 0.001
% -501
1,
:s -100 1
! _ -
|\R 150
P|< -200 1
2504
§
5 R—254> 238 438 638 128 2638 388 5218

51 GB)

ERT RKEEEE COHex4 DZLEDHEFE (mmol/mol creatinine. FHE+SE., S hEDEE &R/
ITT-OBS£H) (ATB200-03 i 5%)

w
_|"_’| —e— FHI20mg/kg/STIVAT v MISMERIF260mg
~ == PNV T—E FILT720mg/kg/ TSR
W 4]
|
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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OATB200-075{8 (U h{EDBE %RV /-OLE-ESEM. T —4 : 10438) ¥

AOEH — AOEHEETIR. CK (Ko RE#ERP - 34 ~ 145U/L. BYEOFLHEHPA : 46 ~ 171U/
L) K U'Hex4 (FL#EFEPH : <3.0 mmol/mol creatinine) DZEALE O Il + fE#EHE (SE) 1
WIENDBE2HEFETIT L, Z2DRI0M4HE T TLE L Tz, YUIBZRETIE, CK252:H F T
ATB200-03iRERD X — 2 F 4 ¥ TERLEEXIZEN % DT 0 LR\l TWiz2s, oK
ZY) Y B2 728121048 £ TR T L7z £ 72 Hex41ZATB200-03HERD R —Z 5 4 » 755258
FCTEA LD, 2Ok, RIS Y B2 727121048 F TIRT L 72,

ATB200-03FREBDN—ZXF 1 > h 5 DCKOELEDHTE HNh{EDEE LRV /-OLE-ESEH)
(ATB200-07 £E8)

16070  —e— FF+ZTIWRI vk - FRIFZTIWAIw ~
1204 —E— PLINAYT—E PLTF + TSR
- FEFSTWVRI VR

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 : JEE #eflkisex 5%
SE : fRHERAA

ATB200-03FREBDN—ZXF 1 > » 5 DHex4 DELEDHTE HhiEDEE %RV /-OLE-ESEH)
(ATB200-07 £88)

—0— KEI+ZTIWRIY N - FE+ZTIWRI v b
—a— FE+ZTIWRI v h
=== PILINWAVS—E PILT 7 + TSR

(£SE) (mmol/mol creatinine)

Hex4DNX—RAS A Hh5DE(LEDFIE

,4_

T T T T T T T T T T T T T T
N—RZ1> 28 48 6 1238 2638 388 528 5438 5638 5818 648 7838 1048

RE5HAME

SEFIER (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

OLE-ES : I 5 Mulkhetc 5 4
SE : B
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(3) AERICIRRFER
1) RONFEETHIHRABEENRE LE1/248:8 (ATB200-025K8) ?
HEY
AR OEIRNIEG- L I 7 VAT v MELEG Z0EH L7z L Eoraetk, BAEM. EE)
RE, 2, ROHARIMEEZ RS %,
HERTH1
% EFE (62E) ., ZihtiaedtF (175E%) . FEEMR. FEElr. HE#iE, first-in-human iU
(HEAVEE 1/2 /3R ER)
POE
RN EAT HRNEH 296
FRRREE
GAAFEEIEMERIBYAIGAA BIZTRVH B IC RS X R ~JE L BW S 7218 ~ 5D
ARG A
AREBIEAAT— Y, 438 — P CERL, ATF—V1RP2TIEIHF—FLDORKR, AT —
VIRVATIHATA— PFRTEHGE L7z,

< AT—=T>
A7 =1 AKHFI5, 10 X T20mg/kg (FRIRNT:5-845]) % Hilnl#iddde 5. 3 5- 01 1%6
2 [

c AT =2 KK 20mg/kg (RN G-BHA) + I 7V 25 v +130mg (7 7k IVAD)
DO FFEPE G- 3 D%, KHI20mg/kg GEIRNEG BHA]) + I 7IVA 5 v b
260mg (7 7 IVH]) OREEYES-3M, P50 128 H

CAT=V3 I AT = V1 RO2%5E T Lzak— MLOBED, KA 20mg/ kg (GHIk A% 5-
BHD) +3I VA% v b 260mg (7 7R VHF) OFFEPES-. 2475 A Ffk 5

C AT =V4 AT = V3O TR L. AHK20mg/kg GHIRAIE5-85%]) +3 70 A
% v b 260mg (4 72 IVH]D) OREES. 58T XIEREBRSEKRE T Rk
e 5-

<ak—F>

« 24— 11 ERTRBEREBO ST REZR 1168 GRLANEI2 ~ 64EIC D2V ERT 22T TH
D\ 6MWTT200m 2L FAAT T RE 22 B AR & )

» IR — b2 ERT RO BT 661 AN 24ELL FICh 72V ERT2 27 THB Y,
DO L % L TRBITTERVRAE V RpEH)

« 24— 13 ERTREFHOAITRE 266 (ERT AiHHE. IIERT DA IR O X —
254 VKBED6H AU ERICIHOARTHY) (F—A MY TDHR), O
6MWTC200m LA EARAT R AR o~ ~U )

+ IR — M4 ERTBEAHO BT REZR 661 AN 74ELL LIZH 72 Y ERT 22 THE Y,
232 6MWT T 75m LA AT FE 22 AR &~ )

TRTORAT—=VIZBWT, AANIF AR (£ 1500) 20 THE TEIRNES L 720
AT =2, 3 ATIE, I7IWVARY v MELOA T2 VA 2 KH OFINRNF G TR FIETHCHR S L
720 ITNWVAY y RIS 0475 L b 20T 5 2R £ Tk & L7z,
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ATB200-02 &5 D BEkE

Z7—21 (6:BMH) 27— 2 (12:8MH) 25— 3-4 (24 5 BT #k#)
SINGNAVE—E FIVT 7 SINGINAYE—E PIVT 7 +3ITIVAZY b SINGNAVE—E FIVT 7
BRE%E fRRE +IJIVR a2y NEBRE
EUERS EU# K2 EU# K3 EUF N4 EUF K5 EUF K6
5 10 20 20mg/kg>/NJ I 20mg/kg> /N7y SNGINAYE—8 FILVI 7
mar/ke = mg/ke =) me/ke w 4—t 7T 7+130mg wp 44—t F7ILT 7+260mg w004 e o0 8 SN S (0] vd b
IJIVZEY b IJIVZRE Y b ®E

aR— M1
H1TFIRE. ERTBL/AHE (116) 2 ~ 65FERIDERT/AEREH V)

aR— k2
HITEE. ERTEEAHE (66))

dk— k3
H1TAIRE. ERTRAHE (66)

Ok— k24
#{TAIAE. ERTELA#R (6%1)
E < 1 < # 3
GAAZC NI HIREPK. & EPK. 3 5JLZ 4y hPK 52N/ BEH. PD BNV HEREPK, STV S
M/ BEY =S : e v FPK.REM/ BRI, Hih

AT =T 3ITBIFHCAATE. CGAAY 737, AHIOPKEHIIZ, 24— F3D1EHE & 3B HOKEG TOAFERL
7o A= MLEBTUEL A%< L b 180 HORMEIHCAAS > /3y BOMES > 7 VI b sz, BHNAT
—V3ERTLTOARA, X7 — VATPKY ¥ 7RI bR,

FHEEE
SEWEIE | MEHGAATEHEL b, MHEHHEGAA Y /82 JIE, MU S 725 v bl

i3
¥ N 2 MBEPGAATHNE. R Hex4, IMiECK
M R=ZAF4 VHPICA T — V3KV 4D AT
O geFT
< AT RE 22 A O AR RE A
EEIRRBEMR A, PET. Wit
- BRATANHE 72 B OB RE A
PFT (REEM N LTI %2 27 T wBEOR), B (Ekoi)
OBE®WET Y bHL (PRO) (RUNRBEIEXT—ILEET)
Rasch-built Pompe-specific Activity (R-PAct) A% —JV, Rotterdam Handicap Scale
(RHS). K OEY EIERER 7 — b (FSS)
MR—=2F4 v, AT —V28TH (35— P1OAKR), A7—=VY3 B2 HZTE), A7—=V4 (62 HZT &) 12
F
O2MREEDHRFTE (BERVEHIC X % 5T
B X 2 ERUGEE O EHE (SGIC) K OEERRIC X % &R B O AN (PGIC)
B2 M AFEHRRE=S ) V7, RN (AP, ik, K ORRA) |
INA Z VA (. IREEL P, ROTHRER) @, 123EECG, it
W SR R
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REREM - PUEMPUER BRIUKR OHRRIPUR) . tEwiiko T v o va vy —€ 7TV T 7
NOIREFOYE. TARICEBE T A1 87 Vv a v ¥—8 77 7 5ERGRE 7 0
7 YE (IgE) PufRiErE, WS RIEWET A b A A4 v ROZ Do 5% AL
DINA T —F1—

BRI i

NEFREHFRERE. R—= 25 4 V4R, REE. Ria#IE. ROZotolRE#REZ 38—
MR OEFHE LTRLZ AT — VR OfERIZNER L TWi v,

MAEHFRGAAY ¥ /37 H, MAEHRGAA TG, K OMHEH AR OPKIST XA —5 % ) a3 s
— M AV MENIZE YRS, L HEIREZHWTAT— VRNTERN L7z,

TRCOHRVERNT A RDVERENT R 2R E UCTEML 720 ARMERITIEAT—Y 3%
D4 TERML, 28— FINIR L7z F/2ERTEHAEOSRITIRERBEE (IR — M1 +3k—14)
B RTOBRITIRELEE (2F—bFl+aFk—F3+T%k—1+4) THERL.

TRCOREMWMIE, REEMAT N RENZR G E UTEML 72, BRI, 8-
FRNCER L, ERBT L2 EEOHAET—% (3 —1P1+aKx—F3+aFK—14) KO
R (Zak—1F) LLTHERHLL,

) AH DRI Y AT T 2 RB SN HER ORI [I7VA%5 v b EofHICBYT, W%, FE40ke

DEomANCEy 37 vayy—€ 77y GEfzFRRz) & LT 1EMkE kg H72 1) 20mg % F@H sl R
W53 5] THbH,

_21_



ABRIER
WEERR

KA, 42DA T =TV R4 F— FTHRINTEY, A7 —V1RO2FaF— LD
Fy AT —VIRT4FETOIFR— P TEBI N,

A% — bR T — D RIDEERFEDE V) (7 (ATB200-0255%)

=53 = = = op 2F—T4
AT—1 ATFT—22 AT—73 -
N " (BT RIFBREE
ke (63EMH) (12:8M4) (24 » BME) AL T)
EUARN1  EUARF2| EUFR3 EUARN4 EUARN5 |HEHO%S52458 | BHEESRIEE
BORS | BEEKS | BERS | 3EGARS | IEGHARS HER GRS ROGtAKRS
ak—M1 | ARH EN AFH] A#]20mg/kg | A#120mg/kg | A #I20mg/kg+ 3 | &A1 20mg/kg+3 7
(n=11) |5mg/kg |10mg/kg |20mg/kg |+3IZIWVAZ Y |[+I7NWVAF Y | ZIVAT > F260mg | VAY > F260mg
130mg 260mg
ak—12 NA A #I20mg/kg+ 3 | &K 20mg/kg+3 7
(n=6) ZWVAY > F260mg | VAZ v h260mg
a5k —1h3 NA A H20mg/kg+ I | AAI20mg/kg+3 7
(n=6) ZWVAY > F260mg | WAZ v h260mg
ak—14 NA A H)20mg/kg+ I | AAI20mg/kg+3 7
(n=6) ZIWA%Z v b260mg | VAT v +260mg

QDN B BED ) LR LB 1A AT —V20 ) F F50¥%5 %25 T L2 E T, IhR— F2ROS3ZHZI
BERE NI BB IRE XN LHIC. SSC (Safety Steering Committee) (2& o THEWTFT—¥ B L ¥ —&ENiz, Ik
— F2ROVBDORMOEZ2% S F72. KK — MOBEHRNLEE L Lz,

HEELT=
BER I TR V5 B 208 O I ERIZ 460K TH o 720 552K — b O NI EFHA0
Liﬁ%hlﬁj)ﬁ%.’c% D 7’20
AOMETZHIEE HEAANL-£E8E) (ATB200-02:E5)
dk— k1 qk— k2 Jk— k3 aJ4k— k4 A5t
(N=11) (N=6) (N=6) (N=6) (N=29)
Al
34l (SD) 494 (953) 415 (18.1) 493 (15.1) 408 (17.0) 460 (14.2)
o (QL, Q3) 500 (47.0, 53.0) | 495 (190, 56.0) | 51.0 (42.0, 630) | 430 (230, 51.0) | 49.0 (420, 53.0)
/Ml TRl 28, 66 18, 57 24, 65 20, 65 18, 66
<65/, n (%) 10 (90.9) 6 (100) 5 (83.3) 5 (83.3) 26 (89.7)
=65 n (%) 1 (9.1) 0 1 (167) 1 (16.7) 3 (10.3)
PR, n (%)
Hk 9 (81.8) 4 (66.7) 1 (167) 2 (33.3) 16 (55.2)
ek 2 (182) 2 (33.3) 5 (83.3) 4 (66.7) 13 (44.8)
AN n (%)
BA 8 (72.7) 3 (50.0) 1 (16.7) 5 (83.3) 17 (586)
N 3 (273) 3 (50.0) 5 (83.3) 1 (16.7) 12 (414)
RIE n (%)
R AP SUFE o2 8 (72.7) 3 (50.0) 1 (167) 5 (83.3) 17 (586)
N 3 (273) 3 (50.0) 5 (83.3) 1 (167) 12 (414)
& (cm)
T4 (SD) 1809 (6.34) 1696 (155) 1633 (14.7) 1695 (7.84) 1725 (125)
o (QL, Q3) 182.8(175.2, 186.0) [170.5(1524, 182.0) |162.8(150.0, 169.0) | 1685 (162.0, 175.0) |175.0(163.5, 182.8)
/M, TRl 168.0, 188.0 1524, 1895 147.0, 188.0 1616, 1815 1470, 1895
RE (kg)
35l (SD) 90.0 (17.6) 704 (19.7) 684 (16.0) 725 (24.2) 778 (20.6)
i (QL Q3) 874 (756, 103.0) | 780 (477, 864) | 645 (585, 75.1) | 584 (562, 975) | 756 (605, 94.5)
/M, Tl 645, 1173 447, 875 514, 96.7 55.2, 109.0 447, 1173
BMI (kg/m?)
354l (SD) 27.7 (6.16) 240 (3.37) 256 (4.04) 24.8 (6.38) 259 (5.30)
ol (QL, Q3) 280 (224, 344) | 250 (205, 260) | 267 (249, 286) | 21.7 (211, 296) | 257 (215, 286)
/M, R 199, 382 192, 27.9 180, 289 192, 356 180, 382

Q1 : SB1M gL, Q3 1 A3 SD : AR {2
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) ANHE & RRIECKE ok ToRUE S iz,

) %IEEINBFI N BERICE DV TEHE S .

) 1oOBIEMEZ 2 L8k sh, 25 d 1 EREZIRN L2 BE 1BlZ2 &,

W) RE, i, BMIONR—Z 54 VL, BEBE (KR+I 7V A5 v b 260meD FEPE) omudgd L Ids
NUENZB VT, RHEEOIEKIEETH 5,

#) ak— M1, 2, 4: ERTEGAHEEE, 25— 3 ERTREFEEE, ak— M1, 3. 4: BT WaEREE,. aFK—F
2 BT e B

WEEYENE
LYNTGNAYE—E FIVT 7>
OMFFFEGAAZ >INV EIRE (PKINT XA —4)

IR — MR T F— P32 RGRIHE L MR RGAAY VX7 HOPK/NT X — & O
TRIRT . BLT taDHPREI TR TCOFLGRFLOFTA— P TEHULTEY ., AH DK
SHBEh—E L CRABBTH o 720 A7 — V1 TAK Z J TS, 10, & 07 20mg/kg & i
L. TNENOHETESG L2 L &, BHER (Cou LOAUC) (T HBEAKRLFIITHIIN L 72,

SRE LT, REOFSEEBIRBEIICIZVAY v a2 HA#ES 35 & K#20mg/kg
D HIPZ G AR TAUCHH K L7205, Coanx DO BT 5N 05 720 AUCmaznld A FH]
20mg/kg HAh¥ 5. & Hlg U CAH 20mg/kgs I 7V A % v b 260mgD P IG5 D540 - &
K THRDBMLTEY CEHEME43.6%). WEMOBEILENNEVWEDDI TIVAY v
N 130mg P T TR MMATRD SNize HGHEARETD Dt 82 L2 FE T, 1
b H K O3B HESG#DOI ZVASY v F130mg Xid260mgD P F CHRERICESA LT,
ERAROOLN VI EIZRZYTH Y, MAEFRCGAAY N7 HoF#FERIZ, ak—h1 &2
A—=F3THBLTWEEEZ b/,

LOPD & COMIERHEGAAZ LV INJBDPKINT A —2OBEE (3% — M1 HITHEELERTBE A%
BEEH) (ATB200-02:ER)

Mm#FRFBGAA% > /578 (Signature Peptide T09 (& BBIFE) D
PK/INT A —4& (Ak— K1)
2N 5 —_

lnﬁ 7 }I/ 7 (N) Cmaxa tmaxb AUCO-ta AUCtmax-24ha AUCO-infa t1/2 aC t1/2 BC CI—(C
(ng/mL) (h) (ug:h/mL) | (ug-h/mL) | (ug-h/mL) (h) (h) (L/h)

N 584 400 208 107 209 11 19 217
Al 5me/ kg (10) 190 | (3004100 | (181 (271) 180) | (13) | 193 | (17.0)
A#10mg/kg (11) 135 400 533 288 537 13 16 166
(183) (3.50-4.00) (237) (25.3) (239) 9.10) | (421) | (224)

A1 20mg/kg (11) 325 400 1405 837 1410 152 23 127
(135) (3.50-4.00) (162) (194) (15.9) (92) | (387) | (178)

AH120mg/kg+3 Z W AS v b 329 400 1633 1069 1640 19 23 1.09
130mgl [l H#% 5 (11) (14.3) (340-4.10) (172) (19.3) (16.9) (106) | (17.3) | (188)
A#20mg/kg+3 ZIVAF v b 335 400 1666 1080 1677 19 2.3 107
130mg3 Al H #5- (11) (154) (3.40-4.30) (19.1) (209) (18.6) (220) | (2L1) | (186)
RAI20me/kg+3 Z VA F v b 339 400 1778 1202 1788 2.2 25 099
260mgl [l &5 (10) (129) (3.50-4.00) (176) (185) (172) (19.1) | ©@16) | (218)
AH120mg/kg+3 Z VA S v b 345 3.90 1801 1203 1812 21 26 099
260mg3 Il %5 (11) (185) (3.40-4.00) (19.9) (234) (208) (159) | (192) | (224)

AUCo = OBF[H 7> & e € 52 1] B 72 fie MW 8 T D ML AE i e FE - B P AR T IR, AUCoine - OHFII 2> S BERRKHF [ £ T
A i JEE - BE T AR T TR, AUCimaxamn © tman?® H 8524 BE 12 F TOUMBE DR IE- BEH MR TTHAL. CL. - BRIRNIRS
BOWZ VT T YA, Coas * i MBEPIREERER ], CV% @ ZBFR%%. LOPD : BEEUR VUi, tie, @ AP
I trep @ THORHEFRRIM, ooy © foe AL HR R LT 2 5 )

a B (CV%)

b o i (/M- e K i)

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

MiFh#GAA% > /X7 E (Signature Peptide TO9(C L B AIFE) D
s g . PK/ISS X —4 (J4k— k3)
HEIN=T (N) Chax tmax AUCo+ | AUCmax2an” | AUCqint t2a° | ti2g° CL¢
(ng/mL) (h) (ug:h/mL) | (ug-h/mL) | (ug:h/mL) | (h) (h) | (L/h)
AKH)20mg/kg+I 7 IVAZ v b 342 4.00 1854 1235 1857 217 25 0.74
260mg 1 H$%5- (6) (164) (4.00-4.00) (18.2) (21.7) (18.3) (145) | (49) | (25.0)
ARHA)20mg/kg+I 7 IVAF v b 323 4.10 1772 1153 1774 22 25 0.77
260mg 3 HHBG- (6) (12.8) (4.00-4.50) (17.3) (18.7) (174) (9.60) | (35) | (254)

AUC : OFE[ 2 & 8 B0 22 0] At 72 SR 0 F TR - R R BB T TIRE . AUCou: - ORI A 5 BERKIER £ T
T2 e 8 — T FT TR T TR . AUCumascoan © toax 7 3% 5 24 e[ 7% F C oD IMAE P i - e T i T I0AS. CL. - IR S
BTV T T VA Cox - ISR EERNERER, CV% : ZE)R%E%. LOPD : JEIEIR ¥~ tie, @ 5
W tiop @ AR, toay oI5 I HR R S S IR B

a: FATEY (CV%)

b gl (GRe/MiE- R il)

c : BArEE (CV%)

<ITWABY >
OmFEFIJTILZAZ Y NOPKINT X —4

MAEHI 7V v FOPK/XT XA =% (Cpaxs AUCo L OAUCoi0) I EARLEHYIZIEIIL
I7WVAY y M130mgd 1M H¥e 5% & 3M BB 5%, KNI Z7IVAZ v b 260mg?d 10 H x5
% E3MBEGHOPK/ST XA —F IZEM LTz WTENOEGHETHIEG5H 1~ 5 TCnaux
WCERE L (tnax® P RAEIZHISERT)  t12p IEFI6RERI TH o 720 WTNOFGHE S MAECLAH
I0L/h T—3 LTz IZ7NVAY Y OB ~NOHZAHIIRIFTH -7z (G ABERIZHIOL) o
BT e ERT BEAR B EEN (24— 1) LERTRBEBEZEEN (25— b3) T, MmiE
MIZNVAT Y FOBREREPKST A= 3MAEULTEBY, Mak— oA T—%Th
PK/8F X — & ONIEICEHZE R ZBALIZRBD b e h o 72,

LOPDEETCOMFERI FJILAEZ Y FOPKINT A —2DBE (34— M1 RV3) (ATB200-02 5 ER)

. . Crnas® tra” AUCo | AUCon | t2g® | CL/F® | V/F°
;ﬁ;§7)l/—7 (N) :le—l* 0-t 0O-inf 1/28
(ng/mL) (h) (ngh/mL) | (ng-h/mL) | (h) (L/h) (L)
IFNVAY b ] 1527 347 11759 12611 6.13 105 934
130mgl ol H £5- (11) (260) | (152500) |  (299) (24.6) (189) | (215 | (3L1)
ITNVAY b ! 1505 3.00 11946 12880 6.41 103 96.3
130mg3ul H#5- (11) (239) | (150-400) |  (246) (25.7) (286) | (21.7) | (386)
ITNVAS b ] 2665 399 22860 24695 6.51 109 103.3
260mgl [l H 5 (10) (31.8) | (198-500) | (334) (338) (162) | (275) | (319)
IUNVAY Y b ] 3089 3.00 23492 24938 597 108 939
260mg3 [l H#5- (11) (288) | (092-4.05) |  (300) (30.6) (181) | (81) | (352)
ITNVAS b 3 3632 201 25933 27203 561 9.61 781
260mgl o H 5 (6) (230) | (095-300) | (116) (11.0) (2100 | (117) | (242)
IZNVAL Y b 3 3000 2,60 24413 25735 5.77 102 863
260mg3 [l H 5 (6) (175) | (200-300) |  (1838) (165) (178) | (151) | (284)
ITWVAY v b 143 2993 3.00 23967 25607 617 104 938
260mgl [l H#5- (16) (306) | (0.95-500) |  (264) (26.6) (186) | (240) | (325)
ITWVAE Y b 143 3057 3.00 23813 25217 591 106 912
260mg3 Il H #%5- (17) (201) | (092405 | (259) (258) (175) | (224) | (326)

AUCo. : OFF[H] 7 & i € 0 52 1T B8 7 S it T 0 M A v gl L - R T AR T TR, AUCoine = ORI 2> & IERRKHF ] £ T
M A - R M T AR, CL/F @ SRRSO ) T 7 2 A\ Cuax © I MAT TR EERERR, CV% @ 2Bk
% LOPD : BFEMAR 2~y tnax IS ML IRBERER R, trep @ IS, V/F - RFANSIED SRR D57
A FA
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a: BATP (CV%)
b i (/M- K fif)
¢ HifrEy (CV%)

| Espilic
@:EE#EE (6MWD)

ATB200-02:RBRTld. T XTORITHEEREE (TR— 1, R4 IZBWTEBIEREZ
SR L 720 AT — V3K TATIE, KA 20mg/kgs T ZIVA Y v F260mgDHEHIC L ). ERT
BRI (24— M1 RU4), ERTREHEEH (a5 —13), KOefk (k- b1 3RV
4) 1IZBWVT, 487 HTOOMWT (64 MATEER) 12X D lllE L= BB 5 aE CTERR ISR D
HHUBDVRD LNz, PIHIOUEIZ] ~ 2RISR OON, 487 HEFTXR—-ZAF4 Y% L5
B HERE S Tz

N—Z274>H548» RETOEMWD (m) OEFI—ZAT—Y3RV4 (BITRRELBRE. FWHEMERT
&REM) (ATB200-0235%)

ERTBEAERE ERTRAERE 2%
a&k— k1+3%k— R4 a%k— k3 dk— M1+3k— b3+
(N=16) (N=6) Ok— b4 (N=22)

N=251 >
n 16 6 22
F¥fE (SD) 3935 (119.7) 396.0 (75.2) 3942 (107.6)
95 % 15 HH X ] 329.7, 457.2 317.1, 4749 3465, 4419
i (Q1, Q3) 3945 (3300, 491.5) 395.2 (3783, 460.0) 395.2 (3320, 480.0)
/M, KAl 104, 544 267, 480 104, 544
12 5 B#DZEL=E
n 16 6 22
M (SD) 335 (49.6) 57.0 (30.0) 399 (45.7)
95 % 15 HH X 1] 7.0, 59.9 256, 885 196, 60.1
L (Q1, Q3) 206 (8.3, 51.9) 556 (308, 789) 274 (120, 778)
AN AN -44, 135 27, 95 44, 135
24 3 BEEOZEALE
n 13 6 19
FiyfE (SD) 252 (63.3) 544 (36.2) 344 (56.8)
95 % 15 X 1] -130, 635 164, 924 7.1, 618
i (QL, Q3) 185 (-7.0, 580) 49.0 (226, 782) 226 (52, 782)
/Ml Rl -98, 135 21, 107 -98, 135
36 1 BEEDZEALE
n 12 5 17
FiyfE (SD) 9.8 (86.0) 435 (452) 197 (76.4)
95 % 13 X 1] 448, 645 -12.6, 996 -19.6, 59.0
i (QL, Q3) 116 (-137, 515) 59.0 (205, 80.0) 242 (-120, 59.0)
/Ml Rl 204, 131 24, 82 -204, 131
48 1 BEEDZEALE
n 9 4 13
FiyfE (SD) 20.7 (101.8) 52.2 (46.6) 304 (87.7)
95 % 13 X 1] -57.6, 99.0 -21.9, 126.3 -22.6, 834
i (QL, Q3) 270 (-3.3, 837) 405 (16.3, 88.0) 270 (137, 837)
/Ml R -215, 138 14, 114 -215, 138

6MWD : 677 FIAATHME, QL @ 10U i%k, Q3 : 3N irkk. SD : FRiEfm
67rHIAATHEE (6MWD) 12645 MAATHER (6MWT) THWZHEE (m) THY, FITTREAREEDOHDPER L 720
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@ftt%sE (FVC)

AT — V3R P4 TIE, AH20mg/kgk S 7NV AF v F260mgDPEHIZ X ), ERT BRI EH
(ZFR—=F1R4), ERTREFEERE (35— 13), LUK (25— 1F1 3KT4) IZB»
Ty BAFVC (FHMEICX T 5%) 1348 7 HE TR—=ZXF 4 YL ECTHEFFS 1L, 48 % H TORE
MLFEVC (FUMEICXT T 5 %) 3R b 3esE Sz, 2k — b2 GMIAREREE) Tid, 36
AR EFTOT=F GO N7220ICB T, BEAVFVC (FHIMEISH T 2%) 13%LEL TWiz,

N—=RF7A4H548 » BETOEMFVC (FAHEICX T 2%) DEH—XT— I 3RV4 (HITFRER
BE. AOHEETNRER) (ATB200-0255%)

ERTELAERE ERT RAERE 21k
dk— M1+3aK— B4 d5kx—pk3 dk— M1+3%k— F3+
(N=16) (N=6) d&k— k4 (N=22)

N—R5q >
n 16 6 22
Tl (SD) 574 (174) 57.2 (20.8) 57.3 (17.9)
95 % 12 HH [X. ] 481, 66.7 35.3, 79.0 494, 65.3
e (QL Q3) 56.0 (46.0, 70.0) 59.0 (380, 77.0) 56.0 (450, 70.0)
LN N | 31, 88 31, 79 31, 88
125 B#EDZE{LE
n 16 6 22
¥l (SD) -12 (5.95) 32 (842) 00 (6.79)
95% 15 #E X [ 44, 20 5.7, 120 30, 30
YLfE (Q1, Q3) 1.0 (-55, 40) 45 (40, 11.0) 05 (-5.0, 5.0)
/M, RRAE 12, 8 9, 12 12, 12
24 5 BEEDZELE
n 13 6 19
EHME (SD) 1.0 (7.96) 47 (5.09) 2.2 (724)
95% 12 #H X [ 38, 5.8 0.7, 100 13, 56
el (Ql, Q3) 10 (-20, 6.0) 40 (0.0, 9.0) 20 (20, 6.0)
/MBI 14, 15 1, 12 14, 15
36 1 BEEDZELE
n 10 5 15
SE¥fiE (SD) 0.3 (6.68) 6.2 (3.35) 19 (648)
95% 12 HE X [ 51, 45 20, 104 17, 55
Pl (Ql, Q3) 15 (-30, 20) 50 (4.0, 6.0) 20 (-30, 6.0)
/M, BRORE 11, 13 4, 12 11, 13
48 1 BEDZELE
n 6 4 10
EHE (SD) 10 (6.42) 8.3 (450) 39 (661)
95% 12 #H X [ 57, 77 11, 154 038, 86
hefE (Q1, Q3) 35 (-70, 5.0) 95 (50, 115) 45 (20, 80)
Be/ME, K 7.8 2, 12 7,12

FVC : & hMEmiGa,. QL : 851 Ua k. Q3 : 453MUa ik, SD : FE {7
BEEBEMAR X, N—2AF 4 ¥, AF—V3TIR 3I»ATE, AF—T4TIE6» AT &I, BITTREZTRTOEZE RN
RN TR ER TR — b O WBTARRE R BT L TT - 720 lHAYRWIEE, BIEEAWHE L TWDL T L ERT,
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@A (MMT)

A F— V3R 4ATIE, AH20mg/kgs I 7V AT v F260mgD P & V. #4TIHEZERT
BEEBEEE (23— MK D4) RUERT REHFEEE (2F—13) IZBWT, 48%» HTO T
KO ERE, SBONCEMBHREEOMMT L UQMTIC X 0 e L e E b X idE s iz, &

IR B CTIREE LI R RO Sz (3h— b2, EOR),

N=Z274>H548» BETOMMT FRZAAT7DEHN— X7 — Y 3RV4 (FITARELERE. Ak
R REH) (ATB200-025(5R)

ERTEEAERE ERTRAERE .
adk— k1+3aKk—r4 a%k— k3 OFk— M1+3Fk— bk 3+
(N=16) (N=6) d5k— k4 (N=22)

N—Z51 >
n 15 5 20
EHE (SD) 300 (344) 290 (1.73) 29.8 (3.09)
95 %15 HE X ] 281, 319 268, 312 283, 312
el (Ql, Q3) 30.0 (280, 32.0) 30.0 (29.0, 30.0) 30.0 (285, 32.0)
/ME, RKE 21, 34 26, 30 21, 34
12 5 BOZE{LE
n 15 5 20
M (SD) 31 (2.34) 2.8 (4.97) 30 (304)
95% 12 #H X [ 18, 44 34, 90 16, 44
el (Ql, Q3) 20 (20, 50) 40 (00, 50) 30 (20, 50)
/M, TR 2, 6 4,9 4, 9
24 5 B DZEL=E
n 13 5 18
M (SD) 21 (2.18) 30 (394) 2.3 (268)
95% 13 HE X [ 08, 34 19, 79 1.0, 37
i (Q1, Q3) 20 (1.0, 4.0) 30 (20, 3.0) 20 (10, 4.0)
/ME, RO 2, 6 2,9 29
36 » B#EDZE{LE
n 10 4 14
SE¥fl (SD) 25 (369) 3.3 (2.75) 2.7 (3.36)
95% 12 #H X [ 0.1, 5.1 11, 76 08, 47
FefE (Q1, Q3) 15 (0.0, 4.0) 35 (10, 5.5) 2.0 (0.0, 4.0)
Ie/ME, R 0, 12 0, 6 0, 12
48 n A DE(LE
n 8 4 12
¥ (SD) 35 (251) 1.0 (3.83) 2.7 (3.08)
95% 13 HA X [ 14, 56 51, 7.1 07, 46
gL (Ql, Q3) 30 (20, 50) 20 (20, 4.0) 30 (1.0, 4.0)
e/ME, RO 0, 8 4, 4 4, 8

MMT : manual muscle testfEF#i 7 A by QL 1M AEL Q3 : (B3 %, SD : FriEfF
MMTIE, §XRTOBHICONWT, R=ZXAF74 ¥, AFT—=Y 3 TEI» AT L, A7—=U4Tl367» HZ&IATo72,

AT EFIABRRE IS BB OB P RN EEIR T
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@ 7 Db DEI X EFHHE B

48 » AW O 5 % 8 L C6MWD L UFVC (FMNCA$ 2 %) THRIFZRERIRD 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

KH %P5 U -ERTEEEBEZENICB VT, 91.3% 23FI2161) 25, R—ZA 54 ¥
(Day0) WIS PTE PR TH D = DR 13 R BRI % 8 U O 42l %
L7z AH 2G5 LZERT RiBBEZEFICB VT, 167% G6HIH16]) HARN—AF 4 ¥
(Day0) HKFiZ &%B’J%;%hﬂtﬁﬁﬁf&)m COBEHERIIN= 25 4 ¥ h 5 RERO AR By
FCTOMIKRIEZEM L. 3% HIZ100%I253E L. 60 » H I35 T £ CHEFR L 720

i 7 — 2 1D KRN 2 5. RIEREIIAFOPK, Zat (AEFHFLKTVIAR). 6MWT
B OBERIFEVCIZ & ) GFfli SN2 AR L RIZS hweE 2 b,

[ 3y
OEEER

AT —=V1TIE. AH20mg/ kg% %5 S N7 BETHEFHEHAH (364%) 12, BB L
WD HAEFHEILE (91%) ICERD SN AT —V2TIE, AH20mg/kgs I 7V A S v
I 260mg% PR G- S N7 BETHEFRDSH (727%) 2. R L MDD 5 HEFR)
260 (182%) \ZEEH BNz, EELZAERG, HREORGHILICE > A EFR KO LTIC
BoAERRIIFED SN h o7z,

AHI20mg/kgk I ZVA S v F260mgk PEH G- SNz BE (A7 —Y28 )+ K5, AT —
V3IKT4) TiE, 2900 (100%) (A EFELEIBOLN, FEOFVWHERE (BFD40%
) FEEE, FIEEESE. TR, SR S OSBEEE T d o o,

ZO) BLIEBRIE L DD 5 EFLIT206] (69.0%) 1ZHA S, BEO R IRERSE & B
HHHEFG BEDIS%ME) 1ZIE MM O TR TH o7z, BELAEFRIZI2H (414%)
W22 5L, ) BB L BN D 5 LR S 201346 (138%) ICHIML 721010 F G
Tholzo RBHEOBGPINIES>T2HFEFRIT2H (69%) T, HEICES>THEFHRIIAD
NGhro7z,
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FEEROBE-—FERVPITIVAZ Y b EXKH

K5, Z7—T3RUV4) (REMBITRER) (ATB200-025K5R)

FRERVAETHRESQEE (XT—-Y2EVUF

AH|20mg/kg+ I JIVZX Z v b 260mg
O&k—H1 | OFk—F2 | 3K—F3 | Tk—F4 | OKk—F143+4 &5t
(N=11) (N=6) (N=6) (N=6) (N=23) (N=29)

BRI BIL A ERS 11(1000) | 6(100.0) | 6(1000) | 6(100.0) 23(100.0) 29(100.0)
BB L M D b A E R 7(636) 5(83.3) 4(66.7) 4(66.7) 15(65.2) 20(69.0)
BRI E S A EHS 109.1) 1(16.7) 0(0.0) 0(0.0) 1(4.3) 2(6.9)
*ﬁinpic:f”t“ﬁ%ﬁ% ERELDL 0(0.0) 1(16.7) 0(0.0) 0(0.0) 0(0.0) 1(34)
HERR

BB B A EES 4(36.4) 2(333) 4(66.7) 2(33.3) 10(435) 12(414)
TBERSE L B h AT e E R 0(0.0) 1(16.7) 2(333) 1(16.7) 3(13.0) 4(138)
BRI E S REAEERS 1(9.1) 1(16.7) 0(0.0) 0(0.0) 1(4.3) 2(6.9)
g%z%g;i;f‘ﬁ%%tﬁg@%é 000 | 1167 | 000 | 0000) 0(0.0) 1(34)
W FE o EHR 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

B (%)
FEERORBAEE (10%EBATRBALEEEER) —FHRVITNVAZy N BHERERVHETHRES
hi-BE (XF—Y2BUFK5, ZF—Y3RV'4) (REMERIRER) (ATB200-02:5)
&5 (N=29) &5t (N=29)

VTN OB ERL 29 (100.0) pEAi 5 (17.2)

i ] 18 (62.1) JEE BN i 4 (138)

R IHEE %% 16 (55.2) REXLR 4 (138)

T 13 (448) £V INI L H 4 (138)

YEi 13 (44.8) Bg 4 (138)

B i 12 (414) kN 4 (138)

BRI 11 (379) B2 i A 4 (138)
T 10 (345) B2 JE 54455 4 (138)

VY s 10 (345) 77 F A E 4 (138)

W57 9 (31.0) Z 9 FEAE 4 (138)

i P39 9 (31.0) R Fis 3 (10.3)

(iRER 8 (276) THALA B 3 (10.3)

i3 7 (24.1) 31 3 (10.3)

il e 5% 7 (24.1) B 3 (10.3)
Wl 7 (24.1) T A 0 3 (10.3)

EE 6 (20.7) B 3 (10.3)
B G 6 (20.7) KR ) =7 3 (10.3)

PR 8 & G 6 (20.7) I ER AN e 3 (10.3)
AT 6 (20.7) Ao TR E 3 (10.3)

595 6 (20.7) O i 3 (10.3)
EERECEAN 5 (172) FEIG 3 (103)
R 5 (17.2) T AE G 3 (10.3)

MR- 5 (17.2) AL A 3 (103)

FEEN 5 (17.2) SHER R 3 (10.3)

i 5 (17.2) a5 3 (10.3)
FEED F v 5 (17.2) HRZ 3 (10.3)
ARt 5 (17.2) (iRRE] 3 (10.3)

Ik 5 (17.2) PRI 3 (10.3)

P15 R 5 (172) 7 Ve IR PR B 3 (10.3)

5P 5 (17.2) E2IRIH 3 (10.3)

_29_

BE (%)

MedDRA version 23.0.




OIAR (GEARERIE)

RARFIZNVAS Y b REGEHEROHE TR SN BE (A7 —Y2¥ ) F K5, A7
— V3K 4) TiE, 1361 (44.8%) 2921k DIARDHRE & 7ze 92411 36 113 36 o % T A
SNZIARTH Y. IS O BEITREBMANICIARDIERED D - 720 S 52O 4B O EH
WCIARDEEED S o 7275, S D4BITIIAREBR TIZIARIZZAD SN h o7z, 4thE LT, IAR
DHEJIEFNTH -7z TARBEHBITOEFIRALELG D 9 5 42%. SREFITBT 5 5IRA
P 55D 95 51.9%)

BRI O AIARTHEDO B WHEHRHRIZTHTH Y. IARICL 2 HEFHGEORPITR
I EEETH o /oo HEDIARIZIA (WIFE, HEEARIAR) i S, EELIARDR
BEE13138% TH o 720 BRI GHILICE - 72 RBRIE L MDD 5 BE LIARIE 1A
s (FEME)o
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(4) FREERYEBR

1) BMEAREEEAER

BRER ANFEETIRABREEZWNRE U -ZEE5HREMFSLEHR.BEAAEZEL (PROPEL
B2, ATB200-03:5. ERE4FZE341E:E) &7

B&Y
ERTOHEREZ MDD R VLOPDBEEZNRE L, AFEI 7Ny bOBHLET VIV
aYF—¥ TN T 7 BEFHAEZ) 79 R 2528835 L, ARk 0% 4et %
HBEHT§ % o
HEBRTH 1>
ZEEE (24 7 ), ekt (62MiR%). “EEM. MEAL, FEI (55 3HHRER)
PoEd
ERTOG#IEE % [l 72 WLOPD &%
EHEHEE
- GAABERIGVE R IGAA BIE TR IO ELOPD L B s 72 185 D Lo i
- K = 40kg
c AT ) ==V TR OEEALFVCAVEE A OF D 30% L. 1
C A7) ==V FREC2MO6MWT 2% L. Z O O6MWDOEA 75m L E. 2> D& ik
ADFHEDI0% LT, & 5K T DO 6MWDDEATE 5 DD 20% LA
- ERT BEG#EREZE DAL, 245 AU EERT (P77 Vvay ¥ —+¥ 77 7) 20mg/kgx 234
FE?CZIIE]TX'—?L’CV‘éHg%L
- ERT RiGHEFE O AL, ERT (MomBELZ &) 22— 2722 Lo
E BB EE
- GBI G- BAAAHT 30 H AN & 72 13 3 WG e B aa £ 5 1ol H o i E)# £ TO B (w3
EWwWh) &, 7Tvrnvayy—¥ 77 7 DALOR I 5 iGEREE £ 72 kWi =
ZF72 BB, LIIEMMTIZZ T2 P ETH S EHE
- WEBREEE G-BAAATT 30 H LNICLLF O W b O FESEH 2 IR L Tw» 5 B
I b=, ITNVAF Y b, THIVR—=Z, KZ)KR—Z (JE: TS DOHEH O
X, 5L TCD0HEZZ A L3R
- HEEHC 1 H 6 BRI DL R B IR B R B B L L T A B
- LOPDOBIZTiHEEEZ T 22 L Dd 5 EH
- BIETHREEZZTLLERIEGLI-ES
HERA A
ERT iE#E (ERT BEGH UIERT RiEH) RUONR—=2 5 4 YEEOGMWD®D #5731 — (75m
PL_E150m A, 150m BL_E400m A6 313 400m Bl L) TR Lz ETAFE I Z VAT v b o
BEHXETVN IV — L7 77T REHOWTNDIZ2 1 1 OEG THAEZIZE
DAFT. 523, BEE TG L7z, B, ERTEEGEHEEEZ. A7) —= v Z7HME7 v 7 v
AT =¥ TVT s OFRGEMHEL, FUHEG A7 Y a—)v (F#H) CTHEik RERIEAYD
Bz oo ARANZ. 20mg/kgZ R4 A CRBEMBEFHRNES L. I 7V A% v ME, RE
S50kg YL E o BEIZH L Tid260mg. AR E 40kg DL F50kg A D B EIZH L Tld195mg% . AFHl
B 51 BRI R RS- L 720
W) ITIVAY v ORI 2K R O G4 2R A & L7z,
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ATB200-03 FXBx DBikE

2IYU—ZVJHH —EER TR
&R308H 52 B

LOPD & 2:108ET

- ERTBEA%
(2 FEL EDBERE)

- ERTRBE

AEI20mg/kg rERSE
+=7 LRI YN 195/260mgROKZS RBRS

HEIERICEIN

FZIWIIWAVT =T 7ILT7 20mg/kg riEEEE

MR B

+7S5ER RERS

oM - AMEFEMIER— 25 4 VK (Day0) K ODayl 25 12382 & I2F i S 7z,
OXEfFHfER

- 6MWD (m) D52HTHONR—ZF 4 ¥ bDELE

ORIRFHEER

<EEZELEIXRFHEEE >

- FEFVC (FRMEICH$5%) D52 THOR—=ZF 4 ¥ 60 LR
« MMT FEA 27 D52 THOR—=A 54 95 DEALE

- 6MWD (m) D26 THONR—Z 51 v oD LE

- PROMIS (&1A#%fE) AFtA a7 D2ETOR=Z5 4 5 0E LE
- PROMIS (J§%7) ARIA T D52 TOR=ZAF 4 V5 DE LR

- GSGCEFIA T 7 D52 THON—=A T A4 ¥ h 5 DEALE

EMERE -

B TT &

ERTEEIE BB E LT TO A= 2% > 7)) ¥ 7RIl (Dayl L 1°52:8) K OERT
RIGHBBREF OB 7)) ¥ 712 X A REMPK N %2 kit L 720
/\0‘3} ‘—&L:Li\ CmaX\ AUC\ tl/Z&Zleﬂﬁqj@éi\%y ]) 75 ‘/7\ﬁ§/é\i hf:o

PPN B IO WTEHE L 72,

- R Hex4 2R (52 THONR—Z T4 VHh 5 DELE)
- MIECKEE G2BETOR—ZAT 4 U H50ELE)

CUTFTHEBIZOWTEM L 72,

- HERR

BRI (EALSARRRAE. MR RRAE, JRIRAD)

A ZOVH A (PGEIIIRE . BRI, PR O i)
AR, 12FEECG. SR

DHUEYUR GRIUE R O IIPUER) . T va v y—E 7V T 7T b HuE

PHARDZGEOEYE, PirhGAA FFFRIVIgE PLRIRE O E T TN/,

NEREIHER R — 2 5 4 451X, Intent-to-Treat (ITT) K OV A VEMANT R 5 4 -
TER L. BEAERE, HiG e ) O3k 32 A M AT X G 4R T CHAT L 72

HNVED FENTIE. A VED EEEFHlH H 2 ARG & ISR O M T A BKH#E0.025
THEMERT A2 EICX D EM L7, ITT-OBSEMZLIZ, Ao FEFMEE (MWD
DE2ZHETDNR—=AF A Vb DZALE) 2 ENER S E 7V (MMRM) 12 X0 @7 L,
AOEHBEE TV IV AT —X TV T 7 /TR REZILK L 720 £ 85 Cli/h 334,
SE. /N F Mo G5 R, ROB%CIZHE L. /2. @R Z 21372600 E
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PRRIRGEHE H 2 5508 L7z, eI BEFHliE H OE 2 A BKH#E0025 TE L. HETH
AE, NEAEA T U 72 2 2 BIRAEM I H b AR 1A K HE0.025 THRGE L 720 5 722 B K GFMIH
HOMEHFIAE R, ZRENH A EKEE0.025 THENER IZHE > TR L 720 wihho
Bt CI ARSI SN h o 728, TN LIBE O iR g BB 2B L CREH R A
HThLEHNELZVD DL Lz, BEZAKEHIEH X, ITT-LOCFERZ LIS, £2h e
NANCOVA% IV TNT L72c ANCOVADHEZME (K4 5-HED /N Fe -390, /b 5
WD, WM OSE, #/h I EIME D 7 D 95%CL, K 2B D IR IZ DWW T Op i) 7R L
725

<HWIMHHERICAV BTN REROER>

ITTHM : HEBEZ DR E L 1G-S N BEAL SN BEEEDL LM E N5,

ITT-OBS#H : $XRCTOFMPWRELRBIR T -7 ZHT, XR=25 4 Y HEORHMFT—%
W5 52T WITTHE. 2% )., 2HAZECVTNOKE D

JRHAE ® Hi5E L7 v
ITT-LOCF4£H] : KM 7— % & X—=A F A Y OREDOFIHRESR 7 — ¥ THi%E L7ZITT
FM,

WAV, REMEMAT N RERZIF L LTEM L7z, AEFROERZ, KGR
OG- INTBEEERIZOWT, BEREHEZHVTRLZ,
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ABRIER
BEEE=

N—=2 74 Y ONITREHANFEIIEZ RN ZAELT L0 TH ), HHHMTHRART
BHolze HARNZI23BID ) H6BIE TN T2,
1236 117 B ASAER & 56 1 U720 BREEWIM O V39l £ SDId, AGFHRE R X REERECT T
ZN118+180» H U120+ 071 » H EFMARETH ), BEMNHORAMEIZ, £ 2148 »

HJE 1295 HTdh o720

AOEHEEE (ITTER)

POLizE-F 3
AGrHE TR _
o (ZIFas4d—+ &E
(2’?3‘?}]5;2;)7(}[[\];:(;3)/ T S SN (N=123)
FAE) (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 (37.0, 57.0)
2N N YN} 19, 74 22, 66 19, 74
AE#S, n (%)
=18~ <35i% 17 (20.0) 10 (26.3) 27 (220)
=35~ <50% 27 (31.8) 13 (342) 40 (325)
=50~ <65k 30 (35.3) 12 (31.6) 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)
N, n (%)
TYTA 3 (35) 1 (26) 4 (33)
HAN 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)
AT PRt B
FA 74 (87.1) 30 (789) 104 (84.6)
Z D 5 (5.9) 1 (26) 6 (4.9)

ITT : Intent-to-Treat. QI : &1 MEL. Q3 : 3 E. SD : fm k7
*—OD O ANFEATFIT) -2 RIRL-BEEZEGD
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B (ITT£EH)

AOERE Pofich-g
(FH+IT0 (ZIVGNas 45—+ a5
245y M) TIWVI7+T 78R (N=123)
(N=85) fHEE3E) (N=38)

ERT I, n (%)

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

HE 9 65 (76.5) 30 (78.9) 95 (77.2)
ERT i AR (4()° n=65 n=30 n=95

‘M (SD) 748 (3.38) 7.14 (364) 7.38 (345)

P (Q1, Q3) 760 (4.30, 10.2) 7.10 (3.80, 104) 740 (4.00, 104)

/Ml KE 20, 137 2.1, 132 20, 137
ERTfEHIIN, n (%)*

=2~ <34F 4 (62) 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)
DI OERY (%)

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

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

/Ml Kl 1, 66 7, 63 1, 66
ERT #%5-BaH O 4E G (75%)° n=65 n=30 n=95

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

e (Q1, Q3) 410 (320, 52.0) 405 (26.0, 51.0) 41.0 (31.0, 52.0)

/Ml KE 9, 66 12, 62 9, 66
N—=ZF A YHEFNA 2O, n (%)

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

it 68 (80.0) 27 (71.1) 95 (77.2)
B, n (%)

H 44 (51.8) 7 (447) 61 (49.6)

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

H 18 (212) 6 (158) 24 (195)

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

=254 YH6MWD (m)©
F4fE (SD)
hLfE (QL, Q3)

357.9 (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, 623.0 790, 623.0
N— 254 YH6MWD Pl (%)
Ffil (SD) 578 (15.8) 55.7 (17.2) 57.2 (162)
e (Q1, Q3) 59.2 (482, 69.5) 559 (46.6, 69.4) 580 (481, 69.5)
/M, FRE 11.1, 91.0 17.1, 832 11.1, 91.0
N=254 YE6MWD (m) #5731 —1, n(%)*
=75~ <150m 4 (47) 4 (105) 8 (65)
=150 ~ <400m 55 (64. 22 (579) 77 (62.6)
>400m 26 (306 12 (316) 38 (30.9)
N— 2T 14 WERliBEE ¢
JERIFVCAE G FiME%)
FHfE (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, 85.5)
/M, KAl 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 fl HI 1Y
b : ERT BEIGHRED A

ciN—=Z2F A YEEOMIZ, WS HEZFNLRTICE SN2 BN 21 5 O E O -3 1H
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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
JOPET (BitgEMAr) TERMIARVER % B L Twizs,

O EFMIER : SMWDDS2BETON—ZXFZ A4 5 DEALE GhEOBEEZRVAITT-
OBS%H. & B EDpE)
6MWDD52HTHONR—=A T A4 ¥ Hh 502 bmD Pl +SD ITT-OBSHEM) &, APEHH#
T206 +423m, KR TIZ8.02 £406mTdh . REFHEETIE52:8 F THOOMWDDFEREIYLL
BTAIAHNT720 MMRM (Mixed-effect model for repeated measures) 7*5 1% 5 N7/
E DR 7513 14.2m (95%CI @ -2.60, 31.0) TH - 7z (p=0.097. % H LOpfE).

BMWDD52BTDN—ZX 54 5 NELE HNEOBEEZRW/ITT-OBSEM. £EH EDpfE)

AGEAE pofib- 3
(FF+I TR E Y MFERE) (PIVINIASE—E FIVT 7+
(N=85) 77w ARGAE) (N=37)
NR—=2AF 4 VI n=85 n=37
VM (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
bR 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 Rl 595, 1735 -55.6, 127.0
/N OB 2 (SE)C 142 (848)
(95% CI)¢ (-260, 31.0)
Tl p i€ p=0.097

SD : g7, SE @ FR#iRzE, CL: fBHEXE. QL : H1siE. Q3 43 Mk

a:i N—=2F5 A VIR, WS H & Z LIRS S N2 BT 2 S OOl

b : #5552 OB D BH % B - R R R ITT-OBS 4RI O #lgE 7 — 7 1235 <

c: PG FRANE R, PG L BRI O R HAEH, BRI AR OB BB O A, R X—Z2 54 Y D6MWD,
N—=2A 54 VEOEH, N—2AF A4 VEEOBEE R TR—A 54 VIO GEZEER. WREZ2EE08E L. MY
HETE |2 IS 2 W 72MMRM  (Mixed-effect model for repeated measures) (2 & 0 &,
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BMWDDZELENDFHE (+SE) D 6 BNEIXFHMEER 22T . ANEDEEERVITT-

OBS %)

354
301
251

204

(£SE)

N—=RS1 VD EDE{LEDFE

—e— A&l 20mg/kg/ ZTIVAY Wk 195mg XIF 260mg
=8--IV I—E PILT7 20mg/kg/ TR

N—=RZ1>” 128

EUIJ\H ‘ﬁﬂiIE E

268 388 528
®5HME

EDBEZRVEITTER. &EH LEDPIE)
JERZEVC (FRMEIC K35 %) D52 THOR—=ZF A 96D b O F-3#4H +SD (ITT-LOCF

HM) 1 ARPEAEETIZ093 + 6.23%.

X B RETU3-395 £ 4.89% T V) . ABFHIAEIZ.

B\ CRTIEE SE ()
I MMRM EFILH SR

6 HRIHTEROELED

52 BISRDEEICLDE
B/\—FTE +SE (95% CI)
14.2+8.48 (-2.60, 31.0)
p=0.097 (il p &

EERIFVC (FRHEICK T 2 %) D52BTDON—XS514 5 DELE (4th

*f e

BEE W L CEMFVCE M AIICA RIS L7z (p=0023. %4 H EOpfi). ANCOVAET

VB L NN

FPIGMEDOREM 7132.66% (95%CT : 037, 4.95) TdHh o7,

EEGIFVC (FRMEICXH T 5%) D52BTDON—XZ714 > h5NDEE HhEDEEEZRVAEITT-

LOCF#HMH. % H EDpfd)

AOERE STEREREE
(FF+I T2y NMERE) (ZIWJIas 48—+ 7IL7 7+
(N=85) 7RG (N=37)
N—2 T4 VI n=85 n=37
M (SD) 70.7 (19.6) 69.7 (215)
gL (Ql, Q3) 700 (56.0, 84.0) 710 (50.0, 89.0)
/M, Rl 305, 1325 315, 1220
AL E n=84 n=37
F¥f (SD) 093 (6.23) 395 (4.89)
ol (Ql, Q3) -1.00 (-5.00, 4.00) -3.00 (-6.50, 0.00)
2NN PN 170, 14.0 -195, 20
/N IRPIE TR 7 (SE)C 2.66 (1.16)
(95% CI)© (0.37, 4.95)
T p i€ p=0.023
D : BEdE(R A, SE @ fEdEFRE, CI: EBEKM. Q1 : %1@/\@& Q3 : 3R
ai N—AF 4 U, ?)JIE&%B L FNLIRNCAS S N T 2 O fiE o il

b : $%5-52# Dlast observation carried forward (LOCF) 7““‘— FIZHDL,

¢ ETOHEMIZ, R—AF A »OEMEVC (FHHEIZTT 2 %),

A (RIGHE vs BETGHE)

3 NI E =N

PR TR L 7:ANCOVAET VA L1557z,
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BEHIFVC (FERMEICIT 5%) DELEDFHE

£/)
2.0
% 154
ol 1.0
e 0.5
W o0
N 05
Ey — -1.0-
ké“ w54
10 +| -2.0
a2 254
AY -3.0
II\; -3.54
-4.0
'“l< -4.54
. -5.0
< 5.5

(+SE) O GhEDEE %RV /ITT-LOCF

—— A&l 20mg/kg/ STIVAST w k 195mg Xi& 260mg
=== PNV —E PILT 7 20mg/kg/ TSR

N—RZ1> 128

26:8 388 528
®REHME

B\CRTYES SE (AR (3
ANCOVA EFILh 5 EH
HEBHH (ANCOVA)

IS MER (FVO)
FENBICHTS %) OELBED

52 EERDERICLDE
=R/INZFFHE £SE (95% CI)
2.66+1.16 (0.37, 4.95)
p=0.023 (@l p &)

@ERFHMEER : MMT FTIRA AT DE52BTON—X M4 5 DELE HNEDEEZRV

ZITTEH. %EH EDpf#E)

MMT FEA 27 D52 THON—=AF 4 V5 DEALEDFEIESD ITT-LOCF M) 1.
AROFHBEETIE156 £ 378, A TRIEFETIZ088 £258TH ), A MR L [k U CAPFHIBETIZE
fili BeE S N2AS, WEHARICAEETIE G o7 (p=0191. % H EoOpflE)s ANCOVAEF IV
1%L N /N R EE OB 13096 (95%CI @ 048, 240) TH -7z,

MMT FERA A7 DE52BTON—ZXZ4 > H5DELE

SNEDBEERVEITT-LOCFEE. &8

L+ DpiE)
AR X} EREREE
(FF+ITIWAEy AR (Zgnasgd—+€ 77 7+
(N=85) T RHERAE) (N=37)
N— 254 n=84 n=34
EME (SD) 280 (5.76) 277 (6.17)
gL (Q1, Q3) 280 (240, 320) 280 (240, 32.0)
B/ME, RO 150, 39.0 14.0, 400
AL R n=80 n=34
M (SD) 156 (3.78) 0.88 (258)
il (Q1, Q3) 1.00 (0.00, 4.00) 1.00 (0.00, 2.00)
Be/ME, R 100, 180 50, 7.0
BN FEFHEOBEM 2= (SE)¢ 096 (0.73)
(95% CD)® (-0.48, 2.40)
T p p=0.191

SD : fE#EfR7=, SE @ BHEiRzE, CL: BEXME, QL @ 1ok Q3 : &3k

a: RN—AF A4 VI, RBREEO IS5 O KIBD 2 W ig kO fH,

b : $%45.52;:l Dlast observation carried forward (LOCF) 7— #1232 <,

¢ ATOHEMIE, X=X 74 YOMMT KX 27, Fin, FR, FE (& TEBRIER), ERTA7—% X (Kik
$# vs BEEH) . MBI CTHEE L7ZZANCOVAE F U2 518 iz,
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MMT FERZ A7 DELEDFHE (+SE) DO#FE GhEDEEZRVAITT-LOCFE£H)

—— AFl 20mg/kg/ =TIVAST w k 195mg Xid 260mg
s=8=- PIIWIVI—E PILT7 20mg/kg/ TSR

S
g 3.0 BICRPIES SE (I
Qﬂ 2.5 I ANCOVA EFILh S EH
o 201 HHWHH (ANCOVA)
ISETEREL EEHHRE MMT) T
ot ZI7DELED 52
@ ] BROBBIC&DE
QF o B/\ZFRTIME £SE (95% CI)
N H_ . 0.96+0.73(-0.48, 2.40)
~ ?3 p =0.191 (@ p &)
"} N—=RAZA 128 263 3838 528

RE5HAM

OF XFMEHE : BMWDD 265 B TON—ZXZ A4 U HhS5DELE GhEOBEEZRBRVWEITTE
H. %H EDpf@E)
6MWDD 26 THONR—=ZAF A4 9 bDOEALmDOFERIIS2HEATORREEMA—HLTED,
ANCOVAE TN 2 b4 b i/h e PIEORE M #1382m (p=0.19%. #H Lo pfl) TH

Of:o

OEIXFHEEE : PROMIS (B {A##gE) A RAT7DE2BTON—-ZX514 > HP5NELLE 4+

NEDBEERBRVAITTER. 2B EDOpfdE)

PROMIS (Hfktkme) A5t A2 7 D52BTON—ZF 4 ¥ 5D LROFEHMHE +SD (ITT-
LOCF4M) &, ARBEABETIZ1.94 =750, xFIESERE TIX019+108TH 0. xHHIEEE & ik
L CADEHBECHAE L SN 205, MEtEmICEE T3 e d o7z (p=0276. % H Lopll),
ANCOVAE TN 5% 5 N7 /N e FIMEOREM 213 1.87 (95%CI : -1.51, 5.25) TdH -7

PROMIS (B{A#%gE) 45t X7 D2BTHON—ZS5A4 D 5DNELE HhEOBEEERVAEITT-
LOCF %M. % H EDpfd)

ARG Pofich-3:2
(FEN+I T2y FFERE) (PIVIGNALE—ETINVT7+T5
(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 : {7, SE @ BEiRzE, C1: X, QL @ 1WA, Q3 43 Mk

a: N—2AF 4 YEE RBESEO W55 O KED 2w iR O,

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

¢t ETOHEMT, X—ZF 4 »OPROMIS (S kHRE) &Ft2 a7, Fin. &R, KE (& Cdki4E), ERTR
T =5 A (KiGH vs BEEHE) . P CHEE L7ZZANCOVAE T L2 5153 S 7,
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Q= KSHEER : PROMIS (EY) BEIXAT7D52BTONR—Z514 > 5DELE GinfE

DBEEEZBRVAITTER. B LDpE)

PROMIS (%) Gt A I 7 D2HMTONR—RA T4 25 DZEALE D P fE +SD (ITT-
LOCF#M) &, ARPEABETIE-2.02 =576, *HIEIERETIE-1.67 662 (p=0970. % H EopfH)
THY . AOHEEE S HERECRBEEOWUETH > 720 ANCOVAETF VA SE LN/ 3
SEIGME DOBER 13004 (95%CI : -2.12, 2.20) Tdh - 72,

PROMIS (&%) AEtXAT7DE2BTON—ZXSA4 > 5NDELE HhEDEE RV /ITT-LOCF
#£MH. 2B EDpfE)

AR X EEEREE
(FF+I TRy NMEAE) (Zgnasgd—+€ 77 7+
(N=85) 7’ wRGEAE) (N=37)
N—Z2 T4 VK n=385 n=37
¥ (SD) 223 (8.30) 21.1 (6.10)
gL (Ql, Q3) 220 (160, 29.0) 21.0 (170, 24.0)
Be/ME, R 80, 40.0 80, 34.0
AR n=85 n=37
¥l (SD) 202 (5.76) -1.67 (6.62)
i (Q1, Q3) -1.00 (-5.00, 2.00) -1.00 (-5.00, 3.00)
2N PN 190, 120 -21.0, 10.0
BN TFHEOBEM = (SE)¢ 0.04 (1.09)
(95% CI)® (-2.12, 2.20)
Wil p i p = 0970

SD : #EHEfR £, SE @ HERRE, CI: BIEXE. Q1 : 1Mtk Q3 : 45 3Msrhikk

a: N—2F5 4 VEE, SRRSO R EHES-1T O KD 2 Wi B Ol

b : $¢5-52H Dlast observation carried forward (LOCF) F— #1235,

¢t &TOHEMIZ, N—AF 4 YOPROMISE (J£57) Git2 a7, i, R, KE (& THkLLE), ERTRAT
— & A CRIEHE vs BEIRIR) . R CTHEE L 7ZZANCOVAE T A L SNz,

O XFHHEIEE : GSGCAEI X AT N2BTON—ZAS AL U5 DNELE GthENEE %R

WEITTER. %H EDpf#E)

GSGCEFIAATDE2HTHONR=AF5 4 95 DZEALEDFIME +£SD (ITT-LOCF4£MH) 1.
ARPEFHTETIZ-053 = 254, *THEIEFETIZ077 £ 1.81TH V). A IRIEEE & Helk U CADE B TR
FRICHEBERUGEN RO Nz (p=0009. % H EoOpflH). ANCOVAE T IV 5% 5 72/
TSI OBER F£12-141 (95%CI : 246, 0.36) TdH - 72,

GSGCAEIAA7D52ATHON—ZAF7A4 0 H5DELE HNEDOEEZBRVAITT-LOCFEH. £
B _EDOp @)

AGHHE X EREREE
(FF+I TR Ey NMEAER) (Zgnasgd—€ 77 7+
(N=85) 77ROt (N=37)
NR— A T4 n=74 n=32
SFHME (SD) 145 (5.17) 145 (4.72)
FgE (Ql, Q3) 160 (120, 18.0) 160 (105, 180)
Be/ME, RO 40, 240 40, 220
AL n=72 n=30
SE¥fE (SD) 053 (254) 0.77 (1.81)
il (Q1, Q3) 0.00 (-2.00, 1.00) 050 (0.00, 2.00)
/M, O 80, 40 40, 50
/N IREMEOBER 2 (SE)C -141 (053)
(95% CD)® (-2.46, 0.36)
il fiE° p =0.009

SD : fEHe{R 2, SE @ MR, CI: BHEXM. Q1 : 1M, Q3 : H3Ma K

a: N—2F 4 UEE, PRSP EHG-1 O KA D e Wi B O,

b : $%5-52# Dlast observation carried forward (LOCF) F— #1235,

c: BTOREMIZ. X—=ZXF A4 YOGSCCHFHAT T, Fi, &, AKRE (& CERLEER). ERTAT—% A2 (£ik
W vs BEIEHE) . MR CTH# L7 ANCOVAEF VS5 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/ RBEBEELEMICE T 26MWDNDS2BTON—ZSA1 o5 NE{LE HnEDEE%
BROLITT-LOCFEM. £EH EDpE)

ERT BL/a5E8 ERT RiAH#ER
AGHHAE pojicb=$ 3 AGHRE XEREERE
FEI+I TNV (P TNADVE—E | (FEHITNVREy | (FITNADE—E
2y NMFEREE) TIVIT7+T TR 3 EF) TFIVT7+T 78K
(N=65) A% (N=30) (N=20) HtRAE) (N=7)
R— 254 v (n=65) (n=30) (n=20) (n=7)
M (SD) 3469 (110.2) 3346 (114.0) 3936 (1124) 4209 (135.7)
il (Q1, Q3) 3525 (2945, 403.0) | 3435 (260.6, 420.0) | 375.2 (3295, 498.8) | 385.5 (351.4, 522.7)
He/ME, SRRl 790, 557.5 1125, 5323 154.0, 575.0 201.0, 623.0
LR (n=65) (n=30) (n=20) (n=7)
P4 (SD) 169 (404) -0.02 (39.3) 334 (487) 383 (29.3)
i (Q1, Q3) 965 (-790, 41.0) | -893 (244, 174) | 240 (-00, 69.7) 335 (186, 635)
fe/ME, Rl 571, 1735 556, 127.0 595, 1200 43, 835
A7 2B (WifrSE) © 29.00 (20.8)
(95% CI) © — (-46.50, 34.95)
o 4 p i p=0.604
/NI o TR
# (SE)¢ 168 (843) .
(95% CI) ¢ (0.24, 33.3)
i 40 p it p = 0047

SD : EEd#EfRZ, SE @ BlEiizE, CI: BEEXEH, Q1 : Bk, Q3 : &3Msfikk

a: N—ZF4 YRpE, PG H & Z LA S N 721000 2 R 5 O i o -3l

b : $£5-523 Dlast observation carried forward (LOCF) 7—%123:20<,

c: W7 ay bR U Shapiro-Wilk Hig O#5 R & 0 AHUEOBERE % B 72ERT RIGH RS £ F TIEMMRM T o
R & % B IEBGANHE > T o 72720, JEBIBD D 7% (. BHGHMTR=A T4 Y (% &) 1TEDA
SN2 e BB LIBRMBITE LT/ 2235 X MY v 7 Wilcoxon AT HIFMUE % F20E L 720

d: FESORED SN F—F IR LTHEM L7/ > 785 4 1) v 7 randomization-based 2435041 (ANCOVA)
WHED R, /v 8F A M) v ZANCOVAIR, N—2 54 Y O6MWD, i, &, HFE (FCHlpiig
). ERTOIRE (ERT A#%EER vs ERTHEER) . B L OPERITHAE L. WHAEH CHERL 720
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OFVC (FRHEICXT % %)

ERT BEGHE BHHEN (956) 2B W, HEELREIKGHIGEH TH 2 BAFVC (FHRMEISRS
%%) 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 -7z,

MIED BE % B W2ERT RIGHEHER Q76 2BV, EELFIREEH TH 5
MFVC (FHMEIZRTT 5%) D52 THON—Z 5 A ¥ 5 DEALRE D3 =SD (ITT-LOCF
B 1E, ARPEHBETIZA10 £ 653%. WHERETIEZ364+471%TH Y (p=0566. % H Lo
pfE). ANCOVAET N2 645 b N zi/N e FHHEORE M 213195 (95%CI : -893, 5.03) THh

Of:o

ERTEEAAE/ RAEEBRELEMICE T BFVC (FRMEICH T 2%) DS52BTHON—ZXT414 > H5DE1E
B WhiEOEEERV/ITT-LOCFERH. 2B LDpfHE)

ERTBE/A#E ERT RiA#EH
AOEHE STEREREE AGERE POpich-3::2
FH+ITNWVZ |(PVITNADE—E | (FE+ITIWVREZy | (FIVINALE4—E
2y MMEFREE) TIVIT7+TZ7 K MR EF) TFIVT7+T 78K
(N=65) BtFAEE) (N=30) (N=20) BEREE) (N=7)
R— 254 VI (n=65) (n=30) (n=20) (n=7)
SEfE (SD) 679 (19.1) 675 (21.0) 80.2 (187) 79.1 (22.6)
o (Q1, Q3) 68.0 (545, 81.0) 69.0 (500, 81.5) 82.3 (620, 94.8) 935 (495, 96.0)
I /IMH, e KA 30.5, 1325 315, 122.0 48.0, 111.0 46.5, 98.0
AL (n=64) (n=30) (n=20) (n=7)
Ml (SD) 0.05 (5.84) -402 (5.01) 410 (6.53) 364 (4.71)
i (QL, Q3) 050 (-4.50, 4.00) -3.25 (700, 0.00) | 450 (925, -1.00) | -3.00 (-4.50, -1.00)
e /IMH, e KA -17.0, 140 -195, 2.0 -12.5, 10.0 -13.0, 2.0
/N I E O RER
# (SE)¢ 351 (1.25) -1.95 (3.35)
(95% CI) ¢ (1.03, 5.99) (-8.93, 5.03)
Tl p i p = 0.006 p = 0566

SD : fr#efR 7. SE : fHERRE, CI: EHEXH. Q1 $F1Uas . Q3 : &3MWa ik

a: N—=ZF A VERZ, WS- H & ZNDENcE S N7z HE 2 S o oI

b : #4552 Dlast observation carried forward (LOCF) F— #1230,

¢ BTOHEMIZ, N—AF A YOEMNEVC (FHUICHET 2 %), i, R, AKE (& THBLLRE), ERTAT
— & A (KiEH vs BEIGHE) . PRI CTHEE L7ZZANCOVAETF L L& 57z,

Ot 7 JIIL—TJHT - BAAEH
ATB200-03 3 BRI I HARNBEE 6B CROEHBE2H], *FIRIEREAH]) AR AN S NEHIH 5%

TL7e F7200 HRABZIZWTNOERTEEBETH - 770

- BMWDD 52 B THONX—Z 51 5 DE{LE

HARNERIZBIT S26MWDDS2HTHONR=ZAF5 4 oD b (Fillfl) ¥t +SD
& ARPEHBETIZ87.7 £ 1214m. RHRSEHETI31.66 = 302mTHh - 720

AERWIM 28 L <. AFHEETIE, 18I0 R —B L TERERDIBS%CIE Tl 7205 b
I 1Bk B3 BE AR AR 0 95%C1 % Lol - 720 WP IESEEECTIX. 2B ORI AR ERD
95%CIDHFPAN T dH - 7225 1B DK RITEAREEH D 95%CIDFEFAN L iE Elnl>TH D, 91
BlOKERIT—H L TEEERMD 95%CIZ Tl - 72,

HANCHE SN SBE (R=Z2 54 V95 OEBLEI<6%DOYE % BAL, 6%<~ <6%
DEEZRE. 6B<DOGAZWF) 2L 5, B2HDL ARY F—MHICBWTIE, AEHEET
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F1BIAEE. B9 IPINLETH o720 FIERETIIIBIDEAL (R=ZF 1 ¥ Hh 5 DLEALF
& LT96%). 2610 E, 1D 8ETH > 7.

- BEIFVC (FANEICKH T 2 %) DE52BTON—ZX51 > PE5NEE

HANERIZ BT 2 BEAEVC (FHMEICRT5%) D52 THONR—AF5 A4 ¥ b2 bR (%
W) O 390 = SDIE. APEHIBETIZ425 = 389%TdH 1) . W HEIERETIX-375 = 397% TdH - 72,

AERWIM 28 L <. AFHEETIE, 18I0 RIE—B L TERERDIB%CIE - 7205 b
I 1B DFEFAIBE AR AL D BUCIDFPAN TH - 720 FIREHETIZ, 1HIORFBRIT—E LT
EREF D I5%CI%E Tl o 7255 1B DR TR R E R 0 95%CLE Bl Y 1H o Fix—
H L CTEMARERDIB%CIOHPNTH > 720 5% D O 1B DK HRIT AR 0 95%CLo #i PN 3L i%
TH S 72,

HENCHE SN USHE (N—2 54 ¥ 55 DLELRD<3%DH 4 % HEAL, -3%<~ <3%
DBFEERE. 3B<DLGEEZWUH) 12X 5, 52OV ARV F—EIICBWTIX, AFHEET
F1BNEEEE. D) IBPNIEERETH o7z, IR T 1L E,. o3I ELTH 72 (X
— 254 Y HOEALEE L T45%. 7% K U-55%)

*cMMT FRAOTZN52BTON—ZS514 5 NELE

HARANEMIZBIFAMMT THA I 7 D52 THON—RAF5 4 ¥ b0 b (FEHliE) o
¥l =+ SDI. ARPEHEETIZ-3.00 =283 TH Y. ANIREHTIZ050 058 TH - 726

FRERII T 2 0 U ARBEHIRE O RS RIS AR 2R ER 0 95%CLE Tl - 72, xSRI /a4
REF D 95%CIDHFPANTDH - 72A%  1H1IE EREE R D 95%CLD & P PN AL F [0l - 72

HENCHE SN UG (RN—2F5 4 ¥ 5 DEALERDR<T%D Y4 % BAb, T%<~ <7%
DEGEE R RE T%<ORHEEWE) 12X 5, 2HDOL ARV F—HITICBWTIX. AFHEET
FZ1BIDSTEAL (R=Z2 54 U HDOEALERE LT167%). b)) 1BINLRETH -7z, WEERET
3461 & b EETh -7z,

- BMWDD 26 A THONX—ZX 51 5 DE{LE

SAREM R, HARNERNICEBU 5 268 TOREFIZ52H & Bl —3 L Tz,

- PROMIS (B{f#gE) 5t X7 N52BTON—RAF1 5 NELE

HARNENIZ B 2PROMIS (B AHEAE) GRIA T OS2 TON=AF 1 205 D% LR
(F2HfilE) DFEI9fE£SDIZ. ABHEETIZ120£707TH ), WHEIEFEIZ-113+130TH - 72

PROMIS (HFHHE) 122V Tid, Aa7A@mwids, ILELRNT I ATH %13 LR
ThO., REBOBEP LW LE2RT, KB LZEL T KA —EL TehERD
95%CI% L[l - 72 A HRSEBETIE, 3BIOMERIZ—E L TEEERDI5%CIZ Tl - 7225, 141
DHE AL R D 95%CID #FEFHN 1L T I\l - 726
- PROMIS (%) D52BTON—R54 > H5DEILE

HARNERICEBIT 5PROMIS (%) ARTAIT7TORETHON—=ZAF 4 v 50EbE (%
ML) O +SDIZ. ROFHEETIZ500£707TH ), KHEIERETIX-200 = 104 T - 720

PROMIS (JE%7) 1I22oWTIiE, ZAa7MEwITE, 2 MLEN~ A FATHLIIERIT
HO. KEROBENP VLN EERT, REBMMZMEL T, KRBT, 1H ORI a%
HRERDIS5%CIEZ TEIY (BIF). b9 1B RIIMASERERN D IB5%CIE LR >72 (FAE),
SHEEBETIE, 1O RIE—H L TEERERDB%CIE T b (REF) . 10K Fid e
D 95%CIDHPHN I Ll - 72 (R E) o Mo 2F OF5 FA3BEAQ 2ARER D 95%CL % Lnl - 72 (O
=9
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- GSGCAEIXA7DE52BTON=IXF1 5 DEALE

HARNEFIZBIFLCSGCHEIATTDE2HETONR=ZA5 4 U 50Z bE (FEillfE) oF
¥l = SDIZ. APFHBEETIZ-5.00 £ N/ATH ), WHEIERETIX-050 =071 TH - 720

GSGCHARIA a7 Tk, ZLEBDN YA FATHLIILERIFTH Y., WEROEEI LN L%
9o GSGCAEI A AT WE3FNIOVWTOARFEH L7z, MOBEIZT— 7 KHF L Tnizizd,
AT OEALEEFMT LI ENTE LD o7z RBM 28 LT, RBEHAEEO 1 ORE R I
RERER D IS%CIZ Tll- 72 (RAF) . xHREERE T, 1H1 ORI AL ERER D 95%CIo
HPHNTH o 7255 b9 1B R AR ERERN D 95%CI% Ll 72 (AR).

W ZE

ERT BEHIEBREHEMICB VT, AR ROT VTV ¥y —F T 77 e2kb S BZEOK
P (FNEN8A6% K UT33%) 1&. N—=RA T A4 VHRFICHF RIS GETH - 720 DL
WA YEOERT BER R BB EF OB GIE. N—A T4 VD O IR F THAZRE L T
BY., RO IRRGEOE G I1X. AR EG-TIRT76%. TVZVaAyy—¥ T
7 75 TiZ815%TH - 726

ERT RIGHEFZEFIIBNT, AFR TV IV AT F—E TV 7 7 ek Ihi-BEHED—
W (ENZENI5% L T0%) 1d. N—A T A VRRICERRGPESEWPURD G TE T - 720 PLEWHT
REEEDOEGIE. R=AF 4 VD O RAREERE TR L. SRR O B3 W Hi kbt o
EHEIZ, AFEETIZ938%, TILZ LAY F—¥ 77 7#H5TIE100%TH - 720

| Eescs

LR E 1 DL Ed 5 L 72 12360 TR L 72,

ARERI R A 11861 (989%) \ZA EHL RO LN, HEHLORRIE A IR HFEA95.3
% (81/85%1), KfHAMEEEAIO74% (37/38%)) L MEECRMETH o770 10% LA FIZHBIL 264
EHG (PTH, ZEWMITTRER) 1. RO CiB294% (25/85%1) . B 23.5% (20/85
Bl), WA 4£224% (19/85%1). ARG 165% (14/85%1). FEMiR153% (13/85%1). FREKIK
Ye14.1% (12/85%1). TH#i129% (11/85%1). DUHi129% (11/85%1). HE.in11.8% (10/85%1).
MM 11.8% (10/85%1) . ITHEMHEE N 11.8% (10/85%1). ¥#RFE10.6% (9/85%1) . *f I3k
THEEI395% (15/38). HEIE23.7% (9/38). H.(:21.1% (8/38). i¥Ekig184% (7/38). iR
132% (5/38). MK 132% (5/38). 957132% (5/38). TFi#i105% (4/38) TH -7z

BB L B A D B A EFROFRBEA I, AUHEEAT306% (26/8561). xFHEIEHEAHT36.8%
(14/38%1) L WEECTRMETH 5720 5% L FITFEBI L 7-1B83E & Bd2sdh 2 5 EHS (PTH.
VRN R RER]) X, AROEHBEAS, BERG7.1% (6/8561). FHI59% (5/85%1). *FHASEIEEDS,
ML 132% (5/38%1) . 97 105% (4/38%1) . BEI79% (3/38%B1). TFH#Hi5.3% (2/38%1). BEELI
Wi5.3% (2/38%1), FHEHIE5.3% (2/38%1). wil5.3% (2/38%1). UHNF5.3% (2/38%1). iFE4E
BDFEV53% (2/3861). %9 FERES3% (2/38%1) TH -7z,

HELAERGIL. ROEHETIA% (8/856]). *IRIEREET26% (1/3861) ICBDLN, &
D) LR L DD L HEFGZIAHAELF (7F 74 FF V=ML ODATHH., Y4
HHRLIZX D RO GIIPIE I Nz, WBREOE G IR o 7oA EFHGIIAPEHRE2 61,
SFIRSEIRIZ1H), IS E > HEHRIIAD SN LD o 10

ke LT, M G-aE T3 128 DIARD #Hhis & . TARD ZEBLEI G I ADEH BEA324.7%
(21/85%1) . X IEIEEEA26.3% (10/38%1) & M CTHARETH - 720
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FLEHFEER (WIThHrOREHTHREZE10% L)

AGERE PoiicE 2
(FE+ITINZEy MR (Fgnassd—+€ 77y

(N=85) + 75 RGEAE) (N=38)

WENhOEEH G 81 (95.3) 37 (974)

it 25 (294) 15 (395)

YEIR 20 (235) 9 (237)

- HEE % 19 (224) 3 (79

53 A 14 (165) 5 (132)

T 1 (129 4 (105)

YN 10 (11.8) 8 (21.1)

EfiEnd 13 (153) 5 (132)

b 9 (10.6) 7 (184)

PR 6 I 12 (14.1) 2 (53)

W55 8 (94) 5 (132)

i 11 (129) 2 (53)

i B A 10 (11.8) 2 (53)

Wi liskreeng 10 (11.8) 2 (53)

B% (%) MedDRA Ver 23.0.

ERERELEENHIFEER (WThHIOBRESHTRRENEG5% L)

AR

(FF+I TR 5y MHEAE)

(ZIWgNnas8—€ 77 7
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(N=85) + 75 RGEAE) (N=38)
X8 | ITMREvE| A 7’5277’,”}37";'" 75 &£ a3t
%g?;g%i%g 24 (282) 18 (212) 26 (306) 0 (263) 11 (289) 4 (368)
B 6 (7.1) 2 (24) 6 (7.1) 2 (5.3) 1 (26) 2 (53)
T 2 (24) 5 (59) 5 (59) 0 2 (53) 2 (53)
L 0 2 (24) 2 (24) 2 (53) 5 (132) 5 (132)
W55 1 (12) 0 1 (12) 4 (105) 3 (79 4 (105)
JE 6 0 0 0 1 (26) 3 (79) 3 (79
T 0 3 (35) 3 (35) 3 (35) 0 2 (53) 2 (53)
I E 1 (12) 1 (12) 1 (12) 1 (26) 2 (53) 2 (53)
B 1 (12) 1 (12) 1 (12) 0 2 (53) 2 (53)
D 4 (47) 0 4 (47) 2 (53) 0 2 (53)
= A 2 (24) 0 2 (24) 2 (53) 1 (26) 2 (53)
BI% (%) MedDRA Ver 230.




2) REMHER
BRERANKZEFTIRABREEZWRE L - ZREERIEEHRMFERSHR. BAAZED
(PROPEL-OLE (B#. ATB200-07 8. EREH£RE3IHHRER) (hRIHE) >
B®Y
KRN EITNVAY v MEHORMZEW R OREEZ 0T 5,
HEgTH 1>
ATB200-033 5% % 5¢ T L7 ALOPD i 2 /4 & L <. AFHORNEZEW R OCEEELY
AT A AT O LR Akl (60 5tiRk) . EIRSILE (23 » F) . JEE Mekkebe G- ilER
TR
B ALOPD &
HEGE
AHNE 20mg/ kg % # 4R 2 TRaBESEFIRNE G- L7ze I 7V A% v M, RHE40kg DL
. 50kg A O HBF IR L TlE195mg. ARE50kg Pl E O BEITH L Tid260mgz . AHFHxEG- D1
Ry RT ISR IR S L 720
) I7VREY y bORGE 2R L OB 5% 2R L L7z

=5 HE
o JEE MUK G- ¢ P IRNE 24 2 H DB BRI 2 X 2 3B T £ T
« JBHFERAIR : 30 H R

ATB200-07 5% O $E i
24 7 R E#HiR S
ATB200-03#B8&%5E 7T L 1= FFERMEIR 5 AR 196"
11761 R U'ATB200-03 & 5% A#H 20mg/kg miEF#E+IJIVAS Y 195/260mg
kL7261 fREEORS

% 1BIASCOVID-19/82 7 3 v 7 I X Y R A WA L 72720, 2@t 413 11841

FHIE
B M ATIERRII . S TPRRE. SEBIRAE. W0, WERERE K OPRODRNE JL 72,
Ox & FHEE

6MWD (m). MEFVC (FHMEICH$5%). MMT P A 27, PROMIS (&ikHEhE) &
U"PROMIS (J%). GSGCAFAITDENR—R T4 9 bDELE
2 ) 2 R Hexd L OIMECKDO R — A 7 4 6 DELE
" &M AEHG BEELAERSG IAR. BRMRAM (EALFNBRA. MR,
B O RIA) . N4 v A v (DGR, JRRmE., s, O, RO
R . K, 127FEECG. ST R, KO 5T
REREM  PUEWPUER GRPUAR OTRRIPUER), 77 v ay ¥ —¥ 7V 7 71233 5 hudk
WPk D52 e, S OBirhGA A 5 B0 TgE ki g

_46_



22 i

HRIVERRAT . 62 DFMYED ERFHEEE K U22DPD/NA <=5 —I122W T, OLE-ES
HEFHIZEY L TIZATB200-03 55k & ATB200-07 :ABR D i 57— % /- L. OLE-FAS#ERIZE L
TIXATB20007 IR D A DT — % %R L7z W ZBICOWTIE, 6MWD K M FVC (F
WAEIZX T 5%) F—FDARZEH L. 512, ZOMOTXTOEMMMEE GEE)E
REMAE. M kAs. PET & UPRO) 2B % ATB200-03 35k & ATB200-07 ikEE D &7 — % %
OLE-ESHEMZ MR E LTEH L, 6 20RO ELFHIHEE KU 2DDPDNA < — 7 —IZ
B3 % ATB200-03 55k & ATB200-07 :RER D P& 7 — ¥ 2 ATB200-03 i B DITT £ 2 W5 & L
TERH L7,

<HHEFHETNRERDEZE >

OLE-ES#R @ Akt GRYULME R BRI EEE) 2052 L, CHTHEZ R L -,
ATB200-07 ;REFICHLA AN S /246 (ATB200-07 ik TR % 5 X
N7zEMbRv) ORI NS, ZOEMITATB200-03RENITT £
Ho¥ 7Tty N Thbo

OLE-FAS#:H : ATB200-07 BRI ICAH RN B R—A T4 V2 L. BOR—AT4 U
WA LB, WTFh2roFEFMEE [6MWD, EAIFVC (Fill
fEICKT$5%). MMT T A 27, PROMIS (Sk#&EE) . PROMIS (JE57)
2 OGSGC1 D&l % %213 72 ATB200-07 3 ER 1AL A AN S 72465 S
R &S N5

RN, REMMHTNREMEZNZ E L TEML 72, BEEEES T TRBLAESF
ROEK T BEOBR R G 2 MO TR R TG 2 2 22 BZ T2 TUR 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%
ATB20007 BRI AAN S N7z (LLF. AKBEH - RO . ATB200-03:EECT V7V ay
F—¥ 7IVT7 /T ReHGIN238BOEEDH 5376 (974%) HATB200-07 K12
MAANLNIz (DN, Wz H#).

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—=AF 4 Y FEOE6MWD K OEEAMFVC (FHMEICKT T 5%). S NICMMT L OGSGCA a2 7
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 .
YIE: 2 B TIXATB20007 i BRD X — X T 4 VHEIZAT0TH o 72 (I d pdef) . ROEH -
RO TIZREOR LRI LETH Y (B85%). WIEZBECIIMERNIILIIABECTH - 72 (B
51.4% K O 1E48.6%) 0 13E A EDBEIZANTD 72 ORHEH — AROEHHET86.6%. LIHs 2
T8L1%) o WTFNDIKEGHTHHRZENE L (674%) (&, ERTHBEMMASEZBL 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 AY A

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

A - ARBEHBE . (RA+ I 7V R Ty M) - (RAI+ I 7027 v MEH)
YRZRE (TAVTNAYT—F T T 7+ T 7R ) - KK+ IZ VA v MEH)

QL : E1MAE. Q3¢ H3MWHNEL. n @ AEFIEL. SD : A {7
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RO — ARPEHBE (n=82) Tix. 6MWDDEME = SDIZR—Z2 5 £ ~ (ATB200-03 5B D
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AR -G Ik
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- HiE

#eRifE L8 B8 LR
N—Z54 2
n 82 36
SEH4ME (SD) 3549 (1124) 351.7 (123.0)
e (QL, Q3) 3555 (296.1, 405.0) 368.8 (273.1, 425.8)
/Ml IRE 79, 575 113, 623
26 ANZLE
n 72 72 33 33
T (SD) 3746 (114.9) 174 (33.0) 3686 (132.7) 101 (26.)
SEIfE D 95% CI - (9.7, 252) - (0.6, 19.6)
e (QL, Q3) 3795 (3082, 445.3) 120 (38, 39.3) 3800 (2987, 4320) | 109 (-115, 28.0)
/Ml IRAE 40, 673 -65, 119 97, 678 46, 74
52 BANZLE
n 81 81 36 36
SFH4ME (SD) 3764 (122.9) 206 (42.3) 359.7 (137.4) 80 (406)
S D 95% CI - (11.2, 29.9) - (57, 21.7)
gL (Ql, Q3) 3805 (300.0, 465.0) 125 (38, 435) 3718 (2625, 4575) 31 (218, 228)
Ie/ME, I KE 80, 602 60, 174 67, 649 56, 127
64 BNZTILE
n 73 73 32 32
S (SD) 3716 (122.1) 195 (45.0) 3704 (142.6) 14.7 (534)
P D 95% CI - (9.0, 30.0) - (-45, 339)
L (QL, Q3) 366.0 (300.0, 456.0) 120 (7.0, 355) 3705 (2870, 4805) | 106 (-160. 40.3)
Ie/ME, IRAE 88, 690 -49, 180 60, 640 72, 135
78 BDZEL=E
n 75 75 32 32
SE4ME (SD) 3794 (1265) 228 (51.8) 362.2 (146.4) 131 (51.9)
P D 95% CI - (109, 34.7) - (56, 31.8)
Ll (QL, Q3) 380.0 (300.0, 463.0) 132 (65, 47.5) 3820 (269.1, 454.5) 7.3 (265, 29.3)
Ie/ME, IR 80, 713 99, 186 59, 660 64, 139
104 BDZE{L=
n 74 74 33 33
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1561 (405%) TdH o720 RHEH — ABEHTE CHEO BRI & BEY D 5 4 EHL (PTHI.
RAEVEMRAT A SN 3T 129% (11/8561). Ti#i82% (7/85%1). 58#47.1% (6/85H1). ¥
5759% (5/85%1). HE.059% (5/8561), WIBRZMHETHIED B WIRERIEL BE)NH L5 HEFHL
(PTHI, %4 @%ﬁﬁ%ﬁl) . B 108% (4/37H1). FHFkE81% (3/3741) b NI T Hi.
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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 & ) {GERIE OG- AL SN2 BT 2o 72

FEEEERORREEG FBH/ITNVAEy b eREShBEAGE122B]ICHEVTI0%EBA TH
BUEAEER) (REMETXIRER. ATB200-07 5ER)

AGEA—AGEAE Yz B &5t

(N=85) (N=37) (N=122)
WENRADOAERS 84 (98.3) 36 (97.3) 120 (984)
i fl 35 (41.2) 13 (35.1) 48 (39.3)
It 30 (35.3) 11 (29.7) 41 (33.6)
¥ 548 27 (31.8) 10 (27.0) 37 (30.3)
5 Al A 23 (27.1) 7 (189) 30 (24.6)
RPN 24 (28.2) 1 @27 25 (20.5)
DY B e 17 (20.0) 8 (21.6) 25 (20.5)
58 19 (224) 5 (135) 24 (19.7)
i 15 (176) 6 (16.2) 21 (172)
G 16 (1838) 5 (135) 21 (17.2)
THI 17 (20.0) 3 &1 20 (16.4)
COVID-19 14 (165) 3 (81) 17 (139)
PR I G 14 (165) 3 (81 17 (139)
i K 14 (165) 3 (81 17 (139)
1 LN S 15 (176) 2 (54) 17 (139)
S8 13 (15.3) 2 (54) 15 (12.3)
7 7 F R PR 11 (129) 4 (108) 15 (12.3)
i3 i 12 (14.1) 2 (54) 14 (115)
FEIED F v 12 (14.1) 2 (54) 14 (115)
AGE Y 10 (11.8) 3 (81) 13 (10.7)
e 7 (82) 6 (162) 13 (10.7)

B1% (%) MedDRA Version 23.0.
AROE-ADEHEE : (AR + I 7 V2% MEH) - RFHI+ I 702 % v MER)
WEZEE: (FATNIAY T = TLVT 7+ TR0 - (KK +3IZNVA5 vy M)
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FHERELEELIHIFEERORBEEE FF/ITIVAEy b5 dhi-BEAEH1228ICH
WT1% D020 % BATRBEU-BBRELEELI HI2EETER) (R&MEIHRER. ATB200-07

SER)
AGEH — Ao VI 7 B &t

(N=85) (N=37) (N=122)
;%g;ONE‘%ﬁﬁkﬁaﬁiﬁ%é 37 (435) 15 (405) 52 (426)
YR 11 (129) 4 (108) 15 (12.3)
T 7 (82) 2 (54) 9 (7.4)
L 5 (59) 2 (54) 7 (57)
8 6 (7.1) 127 7 (57)
9% 97 5 (59) 2 (54) 7 (5.7)
e 4 (47) 127 5 (4.1)
HIRS 2 (24) 3 (8.1) 5 (41)
KA 3 (35) 127 4 (33)
FEEPED F o 4 (47) 0 4 (33)
I ] 4 (47) 0 4 (33)
Y T 3 (35) 1 (27) 4 (33)
WS i 3 (35) 0 3 (25)
R 2 (24) 1 (27) 3 (25)
G 1 (12) 2 (54) 3 (25)
il 2 (24) 0 2 (16)
- 1 (12) 1 (27) 2 (16)
Wasis 0 2 (54) 2 (16)
K 2 (24) 0 2 (16)
i 1 (12) 1 (27) 2 (16)
R4 2 (24) 0 2 (16)
§ERRaE 2 (24) 0 2 (16)
i 1 (12) 1 (27) 2 (16)
R 2 (24) 0 2 (16)
SLHEPEIZ 95 2 (24) 0 2 (16)
AT 2 (24) 0 2 (16)
e 2 (24) 0 2 (16)

B% (%) MedDRA Version 23.0.
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BREMETOT ) a—7 VA EH) ZERELELCGGHiL 7z, 37 vayvy—¥ 7
V7 7Ty FTh, B L2 ToMBRICBYTHS 22 HRIREN 7)) a2 —
7 BAVERD RS b7z BET Lz E2ToOMBRICBWT, Yy vavy—¥ 7v7 7y
BWTFhonNy F T3 10mg/kgTT VTNV Y ¥ —F 7V 7 7 20me/kg & FIFLEELL o
F)a—=r URSERZR L, 20mg/kgTT VTV ay ¥ —E 77 7 20mg/kg & g
LCHEELRZ)a—=r VPR L7z, EB2IZEBL L ) b mwAMEZ —H L TRL
720 EBL £ EB2Din vivo COHERVEICH S0 EWAGED 5 N/-DiX, EBI1O Y 7 VEES
# (GAAlmol Y4720 ¥ 7 IVEE40mol) HEB2 (GAAlmol%7- 0 ¥ 7 VEE54mol) X 1 3
KL, PRI DS D7 )75 v AWML holzlzdbHE Lz bNT,

SINTGaAYy S —+ 7Iv7 7 (EB1RUEB2. BE2E. &IRAERSE) (CX3Gaa KOv ) XiEdh T
Ja—4 i ER

400 1 KBEPUERRA 500 5 BERERR
T
. T
£ 300- A = 4009 —
o . « @
N e By AL 300 *
lI\ 200 J*I\ e * P
ng M2 200 *
RS 100 =5
100 - N
N g ™ T 1001
0_ T T 0' T T
500 ER=E 400 - D
T T
—~ 400 -
c c
£ £ 3001
o 2 A s o
N 2 3004 * N9
7 Q. E
ll‘ 'll‘ < 200
M2 200 o * *
25 £ .
™2 100 ™ 2 100+

0' T T 0'

ERT V L EB1 EB1 EB2 EB2 ERT V L EB1 EB1 EB2 EB2
#®58(mg/kg) - 20 10 20 10 20 #58 (mg/kg) - 20 10 20 10 20
n=10
S = SE  (REAEGRE)

KIS D 72 W EHRE
*

1 p<005 (B Lopfl) TVvZvad ¥y—8 77 7 K
A p<005 (% H EDpH) FHBEOISZ VA y—E 7V 7 7DENY F LD
L:7VIVvasyy—¥ 77y
VA IR

Hi:: Gaa KO~ ™ 22, Wit 7V nvayy—¥ 777 (20mg/kg) X7 vayy—+¥ 777 (EBL
K OEB2. 10 £ 1°20mg/kg) #* WEl2MERIRAPS- L. F &G 2 574l L 720 20 B85 14 HRSHEE (PPl
WrhE. OB, RERRIEL. . BEER O EFERWL. TIvsvayy—Y¥EHOAELERTEICE ), KR
VUSRS, BB BRSO ) o= v mE e Lz,
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SINGNASHE—E TIVT 7 /I3TIVAAy MR
1) in vitro 5B&
1-1) ITIWARZY MCEBINTNALE—1 PIVT 7 DBERFELIER ™

YR LM 28l e T, IZ VAT Yy MBI 7 vay
¥ —X TIT7 7 OWPRNL T b B R MG L7z,

IRTNVAY T =¥ TUT 7 OEEEE. BYEpH (pH52) X v & AEBKpH (pH74)
TH LKA o7 (BEIRE (Tm) : pH5.2T67.3C. pH74T562C), pH74 T3 7L A
Zy bERRINT A EIZE D EEERFENIZTMDS LA L CEEMEEA ESRIZY 7 ML,
¥ N BOREAER LT, pHTATI Z VA% v b 100umol/LIMEED ¥ /87 v a
F—¥ 7NT7 7 OREMEIZ. pHS2TI ZF VA Y v FIERIMEEOZEN & REETH - 72,
ITZNVAYy M, BEPLVREATEITA VY — 2 OBBEEREIZRESN AN,
ik (ABRRY) pHTRE AR LT V74— VT4 v T ROEU» SR RET S
TREME DRI S L7z,

ITNWREy MIEBINTNAVE—FE IV ITIVRAy MIEBINTaATEd—+F

7 7 DREIER TIVT 7 DRFEREDREL

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
R 1 ---- pH 7.4+ 100umol/L=IIWRT vk .
Iﬁ 751 — pH52 pH 74 + 616
o ] 10umol/LI 7 )VA % v | ’
€ ] E
S pH 74 +

50 -
g_ E 30umol/LI Z VA% v b 629
s ]
2 ]
& i pH 74 +
fJ 2] 100umol/LI Z VA % v b 66.0
A 7]
E 0: £ pH 5.2 67.3

40 50 60 70 80
BE(C)

Jid: i pHS2 R USpH7AICBW T IR VA ¥y —¥ TV 77 KOIZ VA% > + (0. 10. 30 % 0°100umol/L) Z N
L. —EOHRTHE (25~90C) % LA 3720 BEEIEWEN S 87 BoRENZH# L U 2ZBUK k380
KA LHE R 589 5SYPRO OrangeDHEHRE # M § 5 2 & T, BEEOBEE 2 REMMICHE L. BEEORl#7
Mg (Tm) 285 L7,
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1-2) E MR THOIFTILZA Ay MZEBINTNAVE—€ 7ILT 7ORE(LER™

L NEMPTOINRINAT T =X TIVT 7 HME I 7 Vvay y—8 7 V77 /3
TNVAE v MEHOEEMZ T Lz 1000 BLRA FF—2 0 RE 7 — v L7z
Wxk. I7NVAY v b (170F170umol/L) A48/ AT TI NI Vvay ¥—€ 77
7 (Bumol/L) & 2 IF4KM A4 v FaxX—Ta v L7, IZ7NVA% vy b17umol/Liz, K
VAIRBEICI VA S v b 260meg G- B OREIIETIRE L HBEETH L, £ v Fax
— ¥ g VAR, YNV a vy —¥ 77 7 IR TOEEST0% K T35 A8
NENTze —H. ITNVAY v MIE T CRIBEKRGEMICO AT VAT y—¥ TLVT 7D
W T A5 Ly e E@tkom Lo Shiz, I 7V A% v b 17umol/LOfEHIIC
XyInrvayy—€ 77 7 OFEEIZR30%ET L. I 7 VA% v bk 170umol/LOff
LAWK T DTITH o 720

EMIBTOIFTILZAEZy MIEBINFTILaAYE—F 7ILT 7 ORE{LER

EREENFNT VAV E—E TIVT 7BREE (%)

120

0~ .- ATime 0
............ m..... -—_____.-—"—_
maiEesill
L N
........ n
60 -
40 A \
204 & ¥rTLavs—€ PILTy
W VISTIAVI—E PILT 7 + STWRI Y 17umol/L
-k YINTIWAYT—E PILT7 + ZTWRAIw k170 umol/L
O T T T
0 1 2 3 4

A7 FaN—2 3R ()

H BEFIER AR IEEA ATV XY 72 Y- gD VAT )Y F (AMU-a-Gle) ZHWTHELZ. 2D

WIS Nayy—¥ 7LV T7 7ICE VRS END L 8BERD4-AF VY Ry 720y (4MU) %
BT 5. AMUBHEIZ S SV ay y—¥ TV 7 7 OEERERBIT L5720, ZORBEN»S 7 Vvav sy
—€ 7TV riEEE R L.

2) in vivoiXE&
2-1) NG nassd—€ 777 /3R 4y MERES (BE4E) (KB FUa-4

ViR ER™

Gaa KO A2 7 NVvayy—8 7V 77 (10 X1x20mg/kg, #IRNTES) % Bl
XiFIZWAZ v b (10 X1E30mg/kg, #&OHG) L ORI X ) KEHRS L-E 205
BBEMA 7)) a—F VR R OEEANORE R Lz, N vavy—¥ TV Ty
D BFAEFFIRNBE G512 X 0. WG L7222 T oM I B W CHERT GAA TG A H AR 1Y 125
mi. 70 a—=>rr& R OERPHERLENICEAD Lze v 7 vayy—¥ 77 71,
FA VY = ANOEIRIAEZ N L EELIETT A VAV =¥ 7L 7750 b7
A= rEREBAYSE, ITVAY Y MEHICED 7)) a—F VA ERNIZEICHE ST
b EHIIRENTZ,
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SITNAYE—E PILT 7 /I TIVREy MiAKRS BE4E) IC&5Gaa KOV 2R T U
-4 2SR (294BEER)

400+ ABEPITERR
%] g 3004 n=4~6
N©
BN T{E+SE
| 200+ *:p<0.05 (BB LDpfE) 7ZILIILIVI—E 7L
ng S TPBEHE
XS 1004 * #:p<0.05 (ZB LOpfE) ¥/¥7)Lav9—E 7L
= T7EMOERAE#HEHR
SIRDREWVE HETE
0 T T T T
ATINTNIAVT—E FILT 7
- — L:ZILIWavsd—€ 7T 7
o LI v B
= 5004 ) BIEBDGaa KORIADR—ASAVDTU
0 S 400_l JI—5VUN)VIF. KEEMUE T296+12ug/mg
Q s protein. T B8 = 8 £ T443+22ug/mg protein
| 300 THofco Fleo BERTIRTIFISE5RU28+
Il g“ * B 6ug/mg proteinT&ofc, FHMICHITEIN—-RS
,ga 200 * AUDSDTUI—SVELER, FLER (0% &
3 00l ._._l IR AERE Gaa KO (100%) DRITERILULET
o
0 T T T T
5001; O
= 250
W 120
N2 100
'Lr T g
_Qg 60
N9 40
2 [] ni
0 T - T T T
v L A A A A A A EEEEE
20 10 10 10 20 20 20 EWEMANRSE (mg/kg)
-~~~ 10 30 -~ 10 30 Z4ILARZvIERSE (mg/kg)

SINTNWAVE—E IV I 7 /ISTIVAEy MMEAERS (RE4E) (IC&2Gaa KOY ) &R T U
-5 B ER (KEEMEEH RV LB =5E85) (294B :ER)

JYA—FLBDODN—ZF71 2 5DEE (%)

K hBIUEE B =5E#
T NVAYET—¥ 7TIV77 (20meg/kg) 3310 32=7
YRy vayy—¥ ¥r7y (10mg/kg) 61 +7 48+ 3
YR NVaAYF—¥ 7V7 7 (10mg/kg) 6246 46+ 2

+3I 7V A% v b (10mg/kg)
YRV AYF—¥ 7TVT7 7 (20mg/kg) 74+ 4% 62+5%
INFNVaYEF—¥ 777 (20mg/kg)
+3I VA% v b (10mg/kg)

n=4 ~6 FHME+SE (FEHEizE)

XIS D 72\ P IRE

* 1 p<005 (%H EopfH) TAZVAYF—¥ T 7 7 EEE K
#:p<005 (%HLDpE) Y37 Vvayy—¥ 77 7 ¥hhoF s & g

94 + 3%* 73+ 2%

FiE Gaa KO< 7 A2, Y87 Vvayy—8 777 (10 X1&20mg/kg, #IRNIES) #HMLIEI 7 VA sy b
(10 13 30mg/kg. #OH%G) & OPHIC L D B4 BAEFIRNIES Lz Wi LT vrvasi y—¥ 7
V7 7 20mg/kg GEWERTICHW A HE) 285 Lz, —HOBTIR. X7 Vva vy —¥ 7v7 7 RN
HoO305RCI ZIVA Y Y e fEOHRS Uiz kS 14 H BRI MEE % O BB EALRE/ A GO b 0N 45 45)
ZRIL., 730 nayy—EE e bk & ) RBEINER . RS R OB To 2 ) a—4
vaalE Lz
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2-2) INTNAVE—E FIVT 7 /3T Ey NERRE (RE2E) (&35 Ua-45>

WA ER )

Gaa KO 22T 537 Vvay ¥y —¥ 7V 7y OFEMEZHETL b1, &
HEDIZNVAZy by Vadyy—¥ 7LV7 7L, BEHRZHER L,

IRNTNVaAYT—¥ TIVT 7 20mg/kgGREDO ) =7 YEAEHIL FHEOT
WInNayy—X 77 7 HEG5HLD B ITNVASY Y FOBHIC X ) ERIZHEE T
HTEDIRENT ITNVAY v 5L 10me/ kgD PEHRIFZFAEE T, KHE (Img/
kg) XidEMHE (30mg/kg) DI ZIVAZ Yy hOPHTIEZ, X7 Vvavy—¥ 77
7TOZY) A= VERIIH R I N o ze SZNVAS Y F10mg/kg LYY 87V a
EF—X TIVT 7 20mg/kgDPEHICE D, HAF T I -SRI NI 7EIGET S &
EZbND, Tl ITNVAYy MIHEMTRZY a7 VAR EREST, V8oL
AT —¥ TNT 7 e @RS THRNNOIARZNFHT A LX) 7)) a—-r
WTER 2R3 5 2 LRSI 7z,

SINTGNAVE—E TV I 7 /ISTIVAEy MMERERSES RE2E) (ZX % Gaa KOV X KERMEED
TOJY)A—-F2ESER (296, 320 RV 328 HEBEDH &)

300
SE9E £SE (IE4EERE)
T %1 p<0.05 (BELDpfB) 7ZILIIWIVI—E PILTFBEEHE
= 250 #:p<0.05 (BELODp B VINTILAVI—E FILT 7 EIRESEE R
] SSDBR t 17
N9 *
NS
| o, 2007 T * N
|-| *
~£ 1 T
N 1
= 1504
100 - r i i ' i
AR r)‘,/)a' 9 20 20 20 20 YN WAVIT—E PILTF7 (mg/kg)
. \\)/jl Q((\q\* 1 3 5 10 20 30 SSLRIwNHERSE (mg/ke)
P
/)v\\’

n=17~21 (BB, 7V VayF—8T V77, YT VATF—¥ TLVT7 7, Y7 VAV F—¥ LT 7/
IZNVAZ v b 20/10, 20/30 (mg/kg))

n=13~14 (¥ RXF7Vayy—¥ 7V77 /IFVAY Y b 120/5, 20/20 (mg/kg))

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

SINTNAVE—E TV T 7RSI TIVA Ay FEMEES (FREE2E) (Z&2%Gaa KOV X KR
SEHTOJY) -4 EMER (343:5K88)

400 A n=4 (&%8)
FIE £SE (IB#ERE)
. *1p<0.05 (BBELDp ) BEWREELR
- .5 300 * #:p<0.05 (BELD piB) 7IWIIWIVI—E PILT7EEEE
2 # HIRDER ¢ HRTE
N 9
A *
o 207 T
o
J€
K (o)} 4
£\ 3 100
0 - T
TAIERTER Ny X R
7 57
/’r)\\ﬂ‘ ~'\\)¢} R *\\)a)
= /'\\,nﬁ/" )\\U/),],
v 4V
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FikE D Gaa KO ™7 A2, 206ERTIXIEEE, 7o vayy—8 777 (20me/kg) XiEy /87 nvay¥y—¥ 7
77 (5. 10 % 0°20mg/kg) ZMHE2PIERNIELS Lz, B, ¥237vayy—¥ 777 (5. 10 mg/kg)
BECTIEIRINIRS-300BI2 I Z v A % » b (0. 5. 10, 20mg/kg) &G L, Y7 vayy—+¥ 77
7 (20mg/kg) BETRIHTAIZNAY Y FOHER0, 1. 3. 10030 mg/kgd L THEII#HE L7z, 3203
BRIk, W, TV vayy—¥ 777 (20mg/kg) XiEIosrvayy—¥ 77y (5 100 20mg/
kg) Z#FH2EERAEZSG L, Y37 Vay ¥y —¥ 77 7 20mg/ kg 5EZiE. I VA% v+ (0. 5. 10,
20 Je 10°30mg/kg. #RCPE) OB L7z 328BRTIx, i, 7 vay sy —8 77 7 37
a3y —¥ 777 (WFNb20mg/kg. HIRNIXYS) HEE2EEEG L. P87 Vva v y—¥ 77 7S
FIZIEI VAL v b (0. 5. 10, 20 0°30mg/kg. #E#%5G) ZHHES Lize SN oBE A L. K
WEHTOZY) =7 VIRAER 2B, TV Va sy —¥ 77 7 & BWE L7z, 343RECILAELE, 3
VA% v b (10mg/kg. #IHSE), 7TVrvayy—+ 7177 (20mg/kg. #IRATRSL) g /870 a
VEF—¥ 7TNV7 7 (20mg/kg. FIRMES) % RgHE2AHES L7z,

2:3) INFNAVE—E FIT7D54 VI — LIRS Bin vivo EBRIFEEM?

Gaa KO AZHWTIYNRTZNAY Y =¥ TIVT 7DF A4V — A~OERIGHN %
A L 720 GAAZ V3781, BRI FY =2 KT A VY — A TIHbiL 2 BRI K
Ny YR EGRIIE DTy v T a2 T I T6kDaD I 7 4 V) 7 4 — A
Ehaho WBAIT AV 7+ —LDOFAEZY I AT 70y MIX o THER L. REEDOR
B IRy MEHOAEIIP DL, YT VAT T —8 TV T 7 HEGHEORH
BIGAA (76kDa) A7 VT NVAY ¥ —¥ 77 7 HEG5HE B LU CRIEICEEmM L 722 & A
5. Gaa KOR T ABGTOINRTZNVAY T —E TIVT7DITA V) — 20T BN
R, 7V ay 75— TV 77 XD S RIFTHE I EIREINTZ, T2, 87V
ATF—¥ TNT 7 E2REA2NBEG L2RE T, MR S-% & FARO P 2SR 5z,

DINTGNAVE—E TIVT 7 /I TIVZA Gy MERAKRESICE 5Gaa KOV A KBMEFHTOZ 1Y
V— LARGAABGAHZADIER (BEIHRS 7205H1%) (384 535%)
SINGNATE—E SINGNAVE—E T
B TAINAVE—E YATNAVE—FE TILT7 20mg/kg+Y VT 7 20mg/kg+3 T g

L oL XfE  FILT 7 20mg/kg 7IV7 7 20mg/kg J VA5 10mg/kg JLZ 45y b 30mg/kg okl

100 kDai +— s

"
80 kDa +— —-=;=§==§_===EE==§=EE§§— L 76 kDa

S — — GAA

— T — —— S— —— ———-!I—IGAPDH

n=4 (EBAM), n=5 (T NVayy—8 7V 778), n=4 (837 V3 vy —¥ TLV7 7 HBBEOIIZNVAS

PR

GAPDH : glyceraldehyde-3-phosphate dehydrogenase

L: ¥ R0 TEI—h—

CL : rthGAA L &£ BIZA v Fax— b L72T v MRS OMBERY . MDY AN TR SN -HOGAA
¥ T FIV O RETERE

4OkDa4—‘ -

SINTGIWAVE—E TN T 7 /I TIVAEy MERREICE 2Gaa KOV AKBMEEH TN 1Y
J— LRGAABGAZANDER (BEHRE 7285/ %) (392:5)

SINGNAYE—E TIVT

FININAYE—HE SINTNATE—E 7 20mg/kg+3TIVAZY
L cL BN FIVT 7 20mg/kg TIV7 7 20mg/kg ~10mg/kg
80 kDa
— g — — - S . S — 70 kDa
60 kDa GAA
T i — — e R W A | W) i) wel e e e

40 kDa -|—| I—v GAPDH

n=4 (BB, n=5 (7N Vayy—€ 7V778), n=4 (XX F7 VAT F—€ TVT 7 HMBEIITF VRS v

M)

GAPDH : glyceraldehyde-3-phosphate dehydrogenase

L: ¥ RO FREY—h—

CL:thGAAL &L B4 ¥ FaxX—bL72T v MEHEESEHIEOMI AR . MRS AT TR I N-HOGAA
T F N ORETERR,

_63_



PINTINAVE—E TIT 7EBRS BEBE2E) (CL3Gaa KOV XA KEBRMEEFH TDF 1AV J—
LAGAABGAAZADIER (2EIB#®514H1%) (3743K5)

FIINAVE -t SRGNAVE—€
L cL TAIE XA TIV7 7 20mg/kg TIV7 7 20mg/kg cT

100 kDa
80 kDa —_
. — — e ==t 76 kDa
60 kDa —_ f— v GAA

40 kDa
| e L] peea— i P : === GAPDH

n=4 (BEHEHNIE), n=7 (FAVZNVITF—¥ 7V 7 78), n=5 (V87 Vav5—¥ 7L 7 7H#)

GAPDH : glyceraldehyde-3-phosphate dehydrogenase

L: g RO e~ —7—

CL :rthGAAY & BIZA Y Fax— L7227 v MRHEFMILOMIBERY . MNIZID A TR S N72HEOGAA

7 F VOB I,

CT : 3843BRO B OMUBIA Y 2 51 L 7B Exd I

JiiE 384 R ON392ERTIL, W, TN —E TUT7 7 XEI TNV AV —¥ 77 (Wb 20mg/

kg) ZHEERNES L. %7 0vad ¥y —¥ 77 7#58I21E SREESGSDO05TICIZVAY v b
10mg/kg (384 7FKER KL UM39278 k) X1 30mg/kg (3847kER) & #RIIPeS- L7zo BRIRNHS- 7215 B2 12 K BES L2
5 RBEPUGER Z# RN CTY A% 70y MW 247572,

IT4ARERTIE, W, Yoy vavy—8 77y (100 20 R 0°100mg/kg) X7 VI va vy y—E 7L 77
(20mg/kg) ZREME21E, BIRNIXG L72o =887 Vvayy—¥ 777 (10 L 0*20me/kg) FE5EEIZIE.
FIRPIPX 5-30 5 RGIC I V2 % v h 30 10 X1iE30mg/ kg% B 5 L7z 2B A5 14 H&I, B8 (S v—7
. 7VZvayy—¥ 777 20mg/kg (FIV—72) ROV 87Vvay ¥ —¥ 7IV7 7 20mg/'kg (FV—
7T4) 5RO S KERGEGH 2RI L Ty A Y > 78y MEW 217572,

2-4) IINGINAVE—E FIVT 7 /3TIVAEy MiBAREICEZ T -4 EBRBRVK
EEEAG Y —H— ST AR (REERRNER) ©
IXTNATET =X TNT 7 /I TINVAY Y MIXDBGaa KO 7 ADKR Y RPjFRH
B3 2 1EH %2 £ 0 FERICRET 3 A 720, KRERDUBERG. © T A . SRR & OO i 70
& D Z DA o 5 B B Rk TR BB~ — % — T & 5 Lysosome-associated membrane
protein 1 (LAMP1) (74 vV V' — 2 DIR L O HMBRERELRTI4 vV —AH#E~
— 71 —). Microtubule-associated protein 1A/1B-light chain 3 (LC3) I XUt X + vV
— A1 (p62) (A—1+7 7 V=i~ —n—) ZWEL
TNVTNAYF—X TI7 7 IR, &7 25 & OHEEOLAMPI Fatk/Ma
(LAMPIFEH L NV) 2D E®Lh o205 T Vay 5 —8 77 7 M Cld
ERZRL. IZNVAT y MERIZE ) SOER M Iz,
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SINTNAVE—E TNT 7 /ITNZEy MERAERS @E2ME) (ICK%Gaa KO X #BHRLAMP1
KT 21ER (REHEBFRIERT)
SINGNAVE—E
T IVI 7 20mg/kg
+3J VAR 10mg/kg

FIVINAYE—t
TIVT77 20mg/kg

YINGNAVE—E
FIVT77 20mg/kg

PN LY

=25

HREAE

Dl

L g aCrYinty
FRRIR LA BEn=3 L5 D~ 7 A DRI 7 PS5 H,
MW{RREES ¢ % 400

KBRPUBE G Tl HEALE Gaa KO~ 7 ADLC3IL K Up62 B /N % & Lo i St MERLAS, [l ke o
WT= 7 A HARTRIEZEEIL 720 LC3II R Up62 DI HLZ, /37 vayy—¥ 77 7Hih
BHHTTVIVaYy—8 T 7 HMBESHLIDUE T L X7 vavy—€ 77y /
STNVAZ Y MEHBETEHN Y= —OBAPNBEIKLT L, = 77V —DIHIIREINT/,

PINTGINAVE—E TN T 7 /I TIVAEy MERKRES FRE2E) (C& 2%Gaa KO A KEBMEER
TDF— 779 —BEY—H— (LC3IKRVPp62) (Cx3d B1EA (gl nET)

SINGNAYE—E

FINTNALE—E SINGNAVE—E TIV7 7 20mg/kg
KinFER FIV77 20mg/kg TIVT77 20mg/kg +3J VX2 10mg/kg B4R
T - T e [ e -
wh A | AT A TR il S
=g :'_,"i,'_,%f By S e bl A e ) | LIS o 1-:'3
S \.‘ 43 B = . E, . 7
- . ’ . . F e ¥, [l
R e ||, Sl S | S e . el
o 2% - ' = o, - 3 L
i 057 |15 Sl 4 N i 2
= ¥ T T B T 3
= hoag A T
5 |, el LT 4 2 s k
i ~ x o u
e y o g l:l"“ '—p:.l-'l:;'. Bl L
. a7 i 3 ey T . Wi e o) 4 L%
Rt S, 5 e | R | RRE P s L S
HRMGIE A BEn=3 XIE5 D~ 7 A DG 7 B EE 5 2L,

WA 0 X 400
NT 74 YYIFE. LC3IT (BB Xidp62 (FER) ¢ Ak cgeta,
F+— b7 7 ¥ —4EIE, LC3I X idp62 itk () & LTmR$,

HE T TNaAYy— TV 7 7 XY 7 vayy—¥ 777 (WEFRd 20meg/ke) ZREHE2ME., EIRANIRS
L7ze WIR Y AZMBEL, =YXV y—¥ 7L 7 7 H5BIE I Vayy—8 77 7
MR 5-30 7S I 7V A% v b (10mg/kg) &R L7z LAMPL Y — 7% — & Fl w7z REilikibs (IHC)
AT & 0. KBRDUEERG . & 2. BB VMR TO T 4 VY — AR % §FHli L. LC3I K Up62~—H —%
JHWZTHC AT IC & 0 KIBRIUBER T4 — b 7 7 ¥ — 25l L 720



2-5) IINTNAVE—HE FIVT 7 /ITIVAAy MBS L3 B—BRBHEHTOF —
R7 7o —Cxdd B4R
i) Gaa KOV AKRRMEHTOA— b7 72 —RUBHEEICHT 21EH
IXTNAVET =X TNVT 7 /ITNVAYy MBS (FB#E4E) 12X 5 Gaa KO~
AR BRDUBE R L OWEE R AR D54 V) — A RO F— 7 7 V—<—H— (LAMPL &
OLC3M) (29 BAE/H 257l L7z i 58 Cld. M) L7242 CoRBRDISET #HE [
fEfG (VL) KROKBRER (RF) 02U #5F#ii] TWT~ w7 A & gk L CLAMPL 3831
MBI L 720 SRR, Y7 vayy—¥ 7u 77 /I 7VA%Yy MRS ETIE.
2 & A LEDOMMECTLAMPLIEBASKIEIZ A L, $FICVLYF TORBNY — VIZWT Y
P LT Wi TNV Y —F 77 7 H5EETIE, LAMPLEHE O L vigd
XAZTHE DT L NTHHEIL T DTN TH - 72,

IINTGNAVE—E TIT 7 /TN Ly MEAKRS (@E4E) (ZX3Gaa KOV X KBRMEER,
TOLAMP1 R34 d 21EH (IHCE#)
PZAVRI= % e
TIVTINADE—E TIVT 7 20mg/kg
KA IV 77 20mg/kg +3J V2 Z v 10mg/kg BRI

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

MW {RAEE 0 x 200

X574 P (&5 um) ZHMLAMPLYUETYA L7z BI1ILICO X 12Dl %% L. VLERF % ) % 25547
L7ze TAZVAZWETN NI F =¥ TILVT 7B CTLAMPL ¥ 75 Va3 L <A L 72D o ke 2 773

HiE vy vayy—¥ 777 (20mg/kg) #3IZ VA% v b (10mg/kg. BRI S 30 70BN S) Lo
B CREEAE, BIRAES- L7 IBELTTAZ VAL F—¥ 7L 77 (20mg/kg) ¥G5MEEE L. 4
[ H 514 IS, AR O B B BALRE TOMT %2 47T - 720 THCIRNT R OSse bl @il # W<, ¥ 287 nva
VE—X TNTr /ITNVAYy MEHICEBT4 Y —24 (LAMPl) RO —h7 7 Y —i~—4— (LC3
) 204 B VEH % 8 L 72,

i) Gaa KOV ZXBIEHEERBE—HHRHETOLF— b7 70 — RUBHEBICTHT 2/EH

YRTNAYET =X FNT 7 /ITNVAY Y MERAESIZE Y. Gaa KO~ 7 APEER
HEFTOL— 7 7 UV —FESIH SN, B ESWE I NI L0, KN
TOMIEE % ME S 5 W REMEAVRIE Sz WERERG F Q82 & 1% 72 B — Rk 2 v 7z
WG T HEY AL D R G TIIWT Y 7 AT, JR# 4R LAMPL/LC3II 4
R (A — b7 7 V—WEICLLLCAER) ROON, X7 Vvayy—¥ 7
77 /ITNVAYy MERBSEET, OS2 RLCEM % 720 4 e i3 30% i £ ¢
WO LIS, TVZNVayF—¥ 77 758 TIL95% O CLCII HREATED
LNz TN ATET—X TUVT 785 RLZY), X Vvayy—¥ TLVT 7/
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ITNVAYy MEPHEG T, RO KEIZLCIT ER/ LI TD ) vy — L35
EZITEALERDT, T0% L B50%H) IWT~ 7 A EXBIDBO0LRh ol

PINGNATVE—E TIVT 7 /I TNV Ey MRS (RE4E) L& 5Gaa KOV ABHEHEE
ERE—mRME COLCIN = EM L iR § 21ER

150 4 * ok %k
I 1
ns k ok ok ok . - N <~ s N
= T 1T 1 n=4 (BEHXIIE), n=4 (7AW ZNVaT ¥y —¥ 77 70U Gaa
R KOV 275 141 ARDOMHE) . n=4 (V37 Vvay 55—+ 7
!~’|J @ —= 77 +ITNVAY y ML Gaa KO< 7 A% 5 127 KOHEE)
r\ & 77— N7 7 V=B OB S EIRT
_[E % F¥fE + SD
| O 507 *FHP<0.0001 (#H Eopfl). —ICEES AN (One-way
LY ANOVA) 2 X % Tukey % E LM E
T g
TR :/)‘w/) /),09((‘
X :/1\\1/) N
:}’? X )‘(\g\\‘g
NS /7 O
AV o e\*\\) )
Q ZAM N

i v nvavy—¥ vr7y (20me/kg) #IZNA% v b (10mg/kg. #IRPIPR S 3000 ICRR O 5) Lo
PERCHEE AN, BIRNIES L MBELTCT VI VI Y Y —¥ 777 (20me/ky) HERZHELT. 4
[0 B $5-14 H 12, MAE KON B BERAL oM 2 17 - 720 @ik st (SHG) RO 26Tkt (TPEF)
SAREIE S X0 AR & AT L 72,

2-6) YINTNAVE—E FIVT 7 /I TIVAEy MEAKREIZK 52Gaa KOV 7 X DEH#EE

RUBREDHE?

YRy vavyy—¥ 77y (EB2) ZHMLIEIITZNVASY Y M EDOPHTHREHEL
~ 12045 L7z & & DGaa KO~ 7 A DOFiHERE L iR 28 12083 2 B EH 2 #ad L 720
Gaa KO 7 A DBEWREGHETIIWTY 7 2 L KL T, BHROIFIZT A Y= 7Rk
DWW )T CTHAEDE L MEIEVEAL L e I3V a v =X TV T 7 /ITNVAY
MERRGEE, BORBCTT VIV ATy —8 TV T 7 HRGEEX ) QREHERICE B
WEER L, TAX— NV FRBTRETAVZVaAYy—¥ 77 758 L KL TisE
AR bz (p<0.05. MmflliE (%BH EOpfH)). IZ7NVAY y MEHIZED, ¥
IRTZNAYF—X TIVT 7 B L L CIA Y= 7R R DR (R1o
BER) CUBMEMm A0 SN Er A ICHE BERIEH T o720 720 BRAG U
LR2EFGH, 7 Vvayy—¥ P77 /I 7 NVAY y MEHESEE T, KBRIUEE
DOLAMP1 . OLCN%EHIE, 7TV VayF—¥ 7L 7 7 HGH LKL THEL WD
L7co VA7 20 Y OMNERICE L TH RO RGO,
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DINTNAYE—E FIVT 7 /I TV Sy MRS (BiE2E) (CX2%Gaa KOV 7 XDEh#EE
=
TAY—I\VTRER BEER
120
160 -o— FFLR
G — -O- FBIEAER
= O 2 140 - FLINAVT—E LT
e ﬁ 120 - YN AVI—E FILTF
N X > VXINAYVS—E FIT 7
N B 1004 +SIWRI v~
0 807 T T T T T T
Ay S 2 3 4 5
Sqv
BEHRE (#B) BE5HR (1 8)

BRA Vb 3% HMn=15. 4 » H L FEn=8

SEE = SE - (i)

TAX =N ZRBETH 1AL 2 1 CHEM L 2R 04 %E R Uiz )15 H 12 31a# Y 3 LIk L 31l o
¥WEIRL.

6 7 HIERM O 7 — 7 3RV TEE T 2R GRICIB IR 255 2 72050 BB L 7z,

*1p<005 (HHLEOPME) TAZNMATF =¥ 7T 7L RE, W RE

HE =y AEE, T vayy—8 T YTV ayy— 77y (Wi 20mg/ke) F @12
FFEIRNPES- L. =8OV ay sy —8 77 &G IRNEES- 30581 27V A% v b (10mg/
kg) Z#EOHG Lz MitkfeZ 74 ¥ = 7B ORI W CH 1R 6 » A BEHl L 72 6K U8 1218
Hix 514 0. KBEDUBERG. EBEZUEAG. PEEM R ODIETO 7)) a—7 Y R UGAATGEZ JE L. itk
EOMBIMER GG L 720 T2, 6120 HPe 514 H #8. K BRPY AR, fo OF B = BE G C BB MRk~ — » —
(LAMP1 % OFLC3ID) MUY A7 = )V) ¥ &2l L 72,

2-7) EERFERAZET QBRERTHE) TOYNITNAVE—E FIVT 7 /STIVZEZy b

HAREICEB T I—FBPER (Gaa KOV R) %

B R A 2 A2 L 72rhGA A4S BT ERIR NP G- DB 55 & LT, 87 va v ¥ —
¥ 7NT 7GR AR EIRICHER, Y7 vavy—¥ T 7y 2RI O
2%y b OGS L O TGaa KO A5 L&Dy 87 vay y—¥ 7
V7 7 OEYERE (PK) 707 7 4V ROAEEFM L7z S FE ToRBGHE L[
B2, 7 vayy—¥ 77 rREHEIT VIV Y —X TV T 7GR L IR
LCEBRZY) =7 VB ER %2R Uz KEEDUBEMG . WEIE RS & OV0 s % & Te i L BE
MEET, YXrvavy—8 777 /ITNVAY Y MEERSEIZ Yorvay y—
Y 77 s PSR LT, B LTAHELRZ Y a—7 VIRV 2R L7z, 8
VAT F—¥ TNT 7 TR ARMERNES Tin oo iGEMRT 3 2 05D D 5
M RRBAER2 S, IZNVAY Y POPHICE ) ZOEMMESMERE SN D 2 LAURIBR S
n7z.
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ERCABEKEBEED I NTNADE—E P77 BRMAUII TV 42y N EQOGRAES FRBAE2E)
(& BGaa KOV 2R 7 ) -5 B ER

&n=

I ME
—JLHL

KBEITER BBE AR Y
1209 - 120
control 100—] oo control 100 veerreerneesrnrernrenneineenneens control
g X KO level figj X * KOlevel g KO level
N\ 1»3 N 'IPS 80— # N\ ﬁ 80—
& N ; N N
| :'5 | :,:,’3' 60— A I ;";3 60— A
Og Dg a0 Dg a0
0 T T 0-
) S )
\‘9 \\gg g\‘b \\(9 N Q\
o O O S S O ©
S S S S
AN /\\\\’/) 4N 4V Y’f)\( /‘1\\’/) 4V 4N Y)r:)\<
N N 5/ -*/)cf-\f)' s/ 5/ :/m’:\f)'
) S gt S gt n
) )7 gl SE DA AN
&Y N @ AN Y Y
,_)\\ /\|\\' :)\\ \ /‘|\\' :)\\ \
5~8
+SD
50T (One-way ANOVA) 12 & % Tukey % H LB E

N p<0.05 (%4 H Eop ) R & i

*ip<005 (#%HEopfl) TV VaAYF—E T 7 7 LK

Fip<005 (HHEODfE) YT NVaAYE—8 FTLNT P HAMBEE VNIV TEF =X TV T /I VALY MEHEE
0 (MM 2L, BT I DRV ) 3= Y O ERAED Sihv/z)

FiE D Gaa KOX T ANZEW, 87 vavy—¥ 777 LET7VIVvayy—8 7v7 7y (Wihd 20mg/kg) %
b 2 B EHIRPIE G- L7ze FTLWANA TR HGHB LRV a s 55— TV 77 KT VTV Ty 5 —
€ TV 7 R E R TARMRER, 7 A Lz, Y237 va v y—¥ 77 7 GHIFICIE. i
BRI 5-30 3 RIC I 7V AT v b aRFEIPS- Lize 2 H (Bf) #5514 HERI, ISR OIRE GO, AR,
W FPHE. RBEDUBEAG. LR ZUEA K OWEESG) Z8RIL, 7IuZvayy—Eikick ) sy a—-r ozl
E L7

(3) 1FRISEIARER - #HiAFMA
MR L
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VI. E¥EREICEHY 5IEH

1. MAFREDHR

(1) ABELEDEMPEE
MR L

(2) ERERABR CHR S hMmpiRE
1) BERE (KNREE. SEAT— 4. ATB200-02:5) 2

AT RE 20 N R ¥ ~PE B F 1A K 20mg/kgd 2 7V A % v b 260mg % 2215 (2 M [a]

G- L7z &, KH120mg/kgd Hiphide G- & B LT, #GAA Y ¥ 23 7 HIEEED AUCmax2m
DA36% WM L 720 T2y e BATTRIEEL, 20T 5 A2 (CL) %°268% %A L7z

SNNGINAVE—E TIVT 7 DEMENEINST A —4

A H B Ih FHE+ITILZXZ Y b
dk— M1 dkR— b3
Qk— k1

1EE 3EHE 1EE 3EHE
B%L n=11 n=10 n=11 n=6 n=6
; 325 339 345 342 323
Cowe (ng/mL) (135) (129) (185) (164) (128)
. 1405 1778 1801 1854 1772
AUCo: (ug-h/mlL) (16.2) (17.6) (19.9) (18.2) (17.3)
. 837 1202 1203 1235 1153
AUCuwazn (ng-h/mlL) (194) (185) (234) (21.7) (187)
: 1410 1788 1812 1857 1774
AUCua (ug-h/mL) (15.9) (17.2) (208) (18.3) (17.4)
o wy 15 22 21 22 22
v (9.2) (19.1) (15.9) (14.5) (9.6)
. 127 0.99 0.99 0.74 0.77
Clr (L/h) (17.8) (21.8) (22.4) (25.0) (254)

Tk — b1 BT REAERT BEGHAE . 28— b3 BATWRERERT RIEHEE . Coae © IEIMIFTTIRE, AUC - 0
R ] 70 e 30 2 W R 70 R B T T 0 A vl - B DI R IR, AUCs @ OWFRI 20 S M6 FRORIE I 3 C o I v
BE- IRE IR T TAAR . AUCumases © tmax > 585 24 W 2 £ T > MLAE P BE - IRE IR T AR, 2o @ MV AAH (o AH)
DHFFWH, CL: 2V 77 ¥ A

a BT (CV%)

b HAPIME (CV%)

1-1) BE#HEZS (34— M. S$EAT— 4. ATB200-02558)

SATMREZERT BEGHESE (2F— 1) 11B2RIC, AF%5. 10 X' 20mg/kgT
Hinlrdde G- L2 & (A7 —71) OMEEFRRGCAAY » 73278 (signature peptide T09
WX AWE) OFHIMAERRE T T 7 4 Vid, B5-BIG4ARER% GERIRABEG-H T RE)
IZCmax 2B L 72 f8, PRI R L, G- 248 CloEs TR (LLOQ) i ik
LLOQ &K & 72 o720 F 72, 5. 10 KU 20mg/kg % G- DIMEEFARGAA Y ¥ 73 7 B OV
EIXHELAIMZ R LR - T L 7-. %8B, signature peptide TOZWAZ a~ 7
774 — T NERERSN (LC-MS/MS) Tl L7z,
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ERTELAERE (XTF—T1) ICAKFZBIHIES U /- &£ E Dsignature peptide TO9 % AWV TAIE L 7=
MmiEP#HGAAZ >NV EEEOT7 74

400 —
— -@- AHI20mg/kgiish
o2
TR —A— AHI10mg/kgaish
E( I 300 - AFHI5mg/kgiik
Do
N
2T 200
S o
3 2 100
<
=
0 T T T —
0 2 4 6 8 10 12 24
B (hr)
Cmaxa tmaxb AU CO—ta AU CTmax-24ha A U CO-infa t1 /2a © t1 /28 ¢ CLTC
(ug/mL) (h) (ug-h/mL) | (ug-h/mL) | (ug-h/mL) (h) (h) | (L/n)
AH5mg/kg 584 4.00 208 107 209 1.1 19 2.17
(n=10) (191) | (3.00-4.10) (18.1) (27.1) (18.0) (11.3) | (19.3) | (17.0)
A#10mg/ kg 135 4.00 533 288 537 1.3 1.6 1.66
(n=11) (18.3) | (350-4.00) (237) (25.3) (239) (9.10) | (42.1) | (224)
AH20mg/ kg 325 4.00 1405 837 1410 152 2.3 127
(n=11) (135) | (350-4.00) (16.2) (194) (15.9) (92) | (387) | (17.8)

a: BATFEE (CV%)
b i (/M SR AE)
c @ HArEEE (CV%)

[V. RIS 5HHES- (3) HEUSHRRRER] 0HZZM,

) ARFOBRIEIR ¥ AIFITR T2 RKE SN HE RO [I7VA8 Y P EDOFHICBW T, @%. FE40kg
UEOBAIEI XTI vayy—¥ 77y (@ariifz) & U< 1MKE1kgd 72 ) 20mg % FE mi iR A
#5935, ThH5s,

1-2) BEGHARE (3k— 1. SHEAT—4. ATB200-02:5) 2"
BRATWRELERT BEIG AR E (24— b 1) 11HICAH 20mg/kg il (25 —1). K
ORF 20mg/kgk 2 7V A% v b 130mg X3 260mg i 2 Bl 5 L 722 & (A5 —V2)
DIMIFEHFIEGAA Y V787 HIREIZI VA S v b OFHEMRARHEIL 720
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ERTEEAERE (RT—V1RV2) ICITIVX2y MiARUIEHATEHR20mg/kgz BEIRE L /-
& & Msignature peptide TO9 TERAMi U /-MIFFFEGAAZ > /N BiBE DR
aR— M
AHF20mg/kg£ I JIVZXZ Yy b (n=11)

1000 STIWAR Y MEERE
-3~ 260mgEEIZS
A 130mgHEE#RS

100

MEEFHEGAA R VINTEEE
signature peptide T09 (ug/mL)

Eifd (hr)

[V. RIS 2HHES- (3) HESIRRRBROE] 22 M,

2) R1E#HRLE (ERTELAEEE. SHEAT — 4. ATB200-025ER) *”
AT RE R ERTRBEIBERE (2K — F1) I2AHI20me/kgd I 7V A% v b 130mg X1
260mg % ZZERHC R G- Lz & (A7 —=22) O1HH K30 HIZS5-%OBHERIZEE
AT, HFREEIALN LD -7,

ERTEEAERE (X7—72) ICFKHFI20mg/kgE I IV A2y %130 13260mg/kg% BE (1EIB)
RURE (BEIB) THAKRSE L - & & Dsignature peptide TO9 T L /- IMiEh#EGAA R >NV &
BESO7 74
adR— M1
A#|20mg/kg+I JIVZ Ay b (n=11)

1000 SYUIVREZ Y MEEE
A 130mg 1EE#ES
-S4 130mg  3EEB#S
- 260mg 1EB#&S
(- 260mg 3EIE®RS

100

MEEFHEGAA RN BEE
signature peptide T09 (ug/mL)
=

0.1 T T T T T |
Bf (hr)

[V. BHRICHET 2HHES (3) HEOSEERER ] 0HE S,
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3) ERTBLAESEE EERTRABMEE & D KD

BATWREZERTBEWGHEE S (2R — 1M 1) 1B L UERT RiGEHEH (25— 1 3) 66
W2 5 AH 20mg/kgk I ZVA S v b 260mg PE G- Tk, HE QIRE) ROKME 3
HH) WTFRIZBWTDH MAEFRGAAY 237 HilpE (signature peptide T0912 X % %)
EMEECTHEBL TV EE 2 5N,

ERTELAERE (OK— 1) RUERTRAERE (24— 13) (CXHF20mg/kg& I JILZZ Y b
260mg#Z A (1EE) RUKE BEE) THAKREL & ZOMFEPHEGAAZ >INy EREDILEK
ak—k1 (n=11), IK—+r3 (n=6)
AF|20mg/kg+ 3 JIV X 4y b 260mg

1000

1EB#&RS
3EE’REG
1EB&®RE
3EEHS

100

MiEHEEGAA 2NV EEE
signature peptide T09 (ug/mL)
=

&if (hr)

[V. BFICET 5HH S (3) HESHRE W] 0HZZSHR

(3) HEk
AL ER R L

4) BE - HAROXE
AR L

2. EYRERONIA—4
(1) FRInA&
Jvav—r Xy MEFL (ATB200-002 30ER)
[V. HFRICET2HHE5-(3) HEMNEZRE] omHz 2]
(2) RIEETEL
HMYR L
(B) HEEETEL
MR L
4 7Urs>x?
AAT U RE AR ERT BEA R 106112 441 20mg/kg k. I 77V A 8 b 260mg 2RI |2 He [l ff
MG L2 &, METRGAAY ¥ 37 B OCLOEM FIMHIZ0994L/hTdH - 720
(5) PHAEE
A ARIGBH1008] (HARNGHIZ Gtr) 2515 7z A 36T < RRE IS By g

_73_



RN OFER, KFIOFLT 28— b AV NOGARREIT323L e RS NP,
(6) ZDfth
MERR L

3. BEM (REaL—>32) @R
(1) BBnA*
3B (ATB200-02:K 5k, ATB200-03#Ek K OFATB200-07 :0Bx) DA R ¥ ~XpEE (H
AKN6BIZ G100 OPKT— % L 0 BHEMSEWEIREMATIZ, P ORANIOWTIZ,
R ORI (B SR~ D5 A) CLE L2 Y%= A Y P EFVDRIETH - 720
HEAREFNVELTH TV —F YIZADVANI13 % JIW TNONMEM TEMT L 720 FEAR K OV
HEFIVTIE, CL, Y= A Y FEZUT I A2 (Q). HbT Y=k 4 ¥ DOGAE
e (VD). KR I 28— M A2 M oaMiss (V2), mRHEEEE (Vi ROTIAT) RE
¥ (Km) ZBHTRR/NT A —% L L7z, T2 CLEUVLIZHT AREOHENE. Q. V2
B OV ST 2 REOBEHELNICIZ VAT v b (BEREH) OCLIZHT 227
WRE GO WEET VTR, ERETFVICHERRREEZINZ 72,
SAH IR OIERIBCLE MARAA 2T 28—k 2 ¥ P EFL
MITNWAY v b OB TRIGE ICHIECL A MLAGAA 2T 78— XAV M ET IV

(2) WX —2ZTEBER
1) ITNZREy bEDOGHRRSY

ATB200-02 35k, ATB200-03 535k Kz ONATB200-07 sl BR IZHL A AL & L7zl AR ¥ 95
FHIZBIF 5 AH| (signature peptide TO09 THEAM L 7z MAEHIRGAA Y /87 E, LI &
GAA% ¥ 7373, LCMS/MSHE) KUMIBEHR I ZVA Y v b O3 M 2 3§ 5 7205 L
72PopPKE T NVIZBWVWT, IZ7NVAY v b EDPEHEGICE D, RAIDOHIELCLAZ 130mgd
G ETIIR26%. 130mgx il 2 55w (F12260mg) TIX37T%IKTFEE7. I TNV ARY
v M OB L. AFDOAUCE 130mgD 55 TIEH 22%., 130mgx B 2 A5 (F
12260mg) TiX35%Whn S &7,

F 7-ATB200-02iEED 2R — b1 & aFx— b3Z2GEE L7846, PopPKE 7V THEE S
7224 7 ARG EOMAETRR Y ¥ 37 B DOChu S FAUCIE Z N ZF N 329ug/mL K O
1752ug-h/mLTH ). /3 28— "X 7 MENIZ X 5 1 BB GREDOCh L TAUCIEZE 1
Z1340ug/mL K W°1813ug-h/mL & R ETH - 72,

24 5 BB DCmax RCAUCH 1B E RV 3 G4 & DILE (FATFHE : CV% (ATB200-025
B, OKk— M1 &ETKR— F3HD)

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 AmE P 14 329 (239) 1752 (30.9)

G- EIEAH 20me/kg+ I VA F v b 260mg
a: JvaAVIN—FMXAYMNEFTI
b : PopPKE 7V
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2) EOREY

ATB200-02 3 B} ONATB200-03 5Bk 2> S 14 7 A R v NI EEOET— 7 2T,
PopPK fif T THRE DB % Ma) L7z R REOB IRV HRGAA Y ¥ X7 B Ol
BRI T 2 EATRIE S N7z, F 2, BIERR AT %2 v T & 5122 ofn) 2 5F4l L
7282 A, AUC K UChun & DICHBERF N %2585 2 WAEL (p<0.0001) 2580 5h, A
OWIMAE I T RCGAAY V7 BOBBERI I L 720 727210, BIRT— 71235 <
PopPK/PDf##HTICZ & % &, 51~ 104kg DR HEPH T O I35 2 R E O 2RI E
TR hVwEEZLNRS, LA L. 5lkg Ul F CIZAUCHSIRIRIWICEIRD B % A, 104kg
DL E oW TIZAUCH RIS ER O H 238N % R etk d %0 REISKHT 5 Coan®
ERRRIE, 51kg Rl TREBRIIZERIZ Z VAT, 104kg 8 TIECra (BRI ER O B
LB ELZ BREDND 5

MIFRFBGAA R >IN BDCrax LIFAUCEZFE EDRFE (£ AUC. A : Cray)

P<0.0001 P<0.0001
4000 6001

s ° g

< ~ 3000 t\J

D [= D 400

> ~

N < 20001 N %,

B & 52

=3 < = 2001

o > 10007 G)
G T T T T 0 T T T T
40 60 80 100 120 40 60 80 100 120

& (kg) % E (kg)

. RIR

3 il

MR L

(1) M7 — BRE P EE

MR L

(2) Mm% —BREBEFT @B
MR L
Q) Ei~DBITH

F v MEAR R ORAEBROIRERBERE T, Y87 Vva vy —¥ TV T s RISV
v b (400/60mg) %H5 L7ZBICLC-MS/MSETHIE Lz 2 A, MiEhy 7 vay 5—
¥ 7V 7 7 I IR D 26 ~ 2715 Th - 72

(4) BERNDEBITH
(5.0 (1) I — Bx B M@t | o E B,
(5) ZDMOMEHBEADEITHE

(B% : Gaa KO A, W= )

Gaa KO I AR VOWTS T RIZI 87 Vvay ¥y —¥ 777 (20mg/kg) % 25EFHIRN
Beht%, A, BB =EER . KBRIUEES K OBEERI COI R TV a vy ¥ —¥ TIVT 7 Dtk
S % 720, GAABERIEET v A 2TV avy—¥ 7LV 7 7igEzEREL
720 MAEHR TDL X061 THAH—F., LB =0, KBETUBE &K OWERE ) T Dty 13 58.1
~ 873 L B olze 720 AHEIZNAY v PO 5T & o THABEPUTEG K O°E
GG TIXGAA TEVEASHIIN§ 2 M A% S ™



PINTINAVE—E TIVT 7Dty (Gaa KOTI ARVWT Y X)

ti2 (h) 95%ClI
4% 0.6 0.5-0.7
PN BT 581 39.1-90.0
i = B 87.3 42.3-272.2
W 3 68.8 19.9-5288.0

CI: fZHIXH

(6) MITFFEHESE
MR L

6.
(1) B RURHRRR
RAN O K OHEM . BN TO Z V87 BEIRSRICE 25D TH S, /2, M
Nz L7z OIS & o THHKRT HWEMEAHE SN 5,
(2) RBICEAS5T2EF (CPYH) ONFE. F5F
HMER R L
(3) VEEEMHRDEFERVZDOEE
AL ER R L
(4) RBEYOFEEOHERVIERL., FEHE
U L

7. Bt
AR L

8. M7 AR—-F—ICET B1EH
LR L

0. BAIZICLBBREE
MR L

10. HEDEREHTHHREY

TR RERE EDOI AR HEAOSHRGAAY Y XV R NI T VA Y v FOBBREICKIZTTHEL
iS5 720 DAF TORBRIZERL TV, B, RHENESEWEIREMEAT 2> 5, AH#]20mg/
kg I 7V A% v b 260mg DB G x5 1S K O HEFEREREEZ TOI TNV S v
N OBRZE R OCEHRIR TOREIEE L W EEZ bz,

BB ERFEICBIILITNAY v POBEEOEBAN I AT VAV T —X¥ TVT 7 DH
R RITTHER I TZNVAY v N ERFOK G %S % 7295, PopPKE 7V & 6 i 5
L7ze ITZNVAY v N ERFOREEET VIZ. WM OPopPKENET VLR TH S [(1) K
) BIE R OIERIECLA AT L CHLARE 22 V8= M XAV FEFL, (2) IZVAZ Y N0
KRB OTIRWIE NIRRT DM Je 2 M AAATE2a 28— X ¥ FEFIV], BT L 7-E
TV TRAROCLICNTE2ITNVAY v Moz, KEREEZHVCHET 2D IC, M3

_76_



RO IR G R OZITHE S RGHEEEROHIZZR L2 ATV EMWT, HFREEIZX
BITNAY Y MREOEACHAKH OWER I T T B LM L7z, £EREEORERIZ1000
ANevIalb—3 gy L7aRR, AH20mg/kgs I 7V A% » b 260mg® kB GF 4 5 D A
A OBEFERIIN LT, B EEZTIRS 2B RIS 2w EE I oM,

BHEEEEDOEEFOLOPD BE THHRE51, SEEEEOMIFRFZIEE. Cra RUAUC 2 [HHR1E
BRUS/INS—E>21IV)]

BHEEREE | RS 18E%E (ug/ml) | #BES58E%E (ug/mb) | Cre (ug/mlL) AUCoz24 (ug-h/mL)
% 954 (60.4-134) 217 (114-369) 283 (179-432) 1610 (867-3260)
i35S 955 (62.7-141) 230 (122-400) 290 (186-460) 1730 (923-3850)
AR 976 (63.4-138) 236 (124-395) 300 (185-453) 1810 (919-3770)
HpE 96.7 (63.7-138) 249 (133-409) 306 (192-458) 1930 (962-4020)

Conox * B IMAEFRIEEE, AUCoom * tma?® D35 24 RE 1% F C 0D MHE i 1 - e ] AR T 1Rk
BRRRERE EIXCLCRICE D WC, IEH (90mL/min P k). % (60mL/min 2L_E90mL/min ). F4EE (30mL/min
VL 60mL/min #iw) . FHEE (30mL/min Aii) THHl

Z Dfts
MU ER L



w2t (EALOEFESE) (CEY 5RE
BENEE Z0EH

1. =&
L= =~ |

1.1 FED#HEIZ L Vinfusion reaction. 7F7 4 72X —PHobh 3 eI H 5, BR
BT 28D TE3%Ea L-LTREZBIBL. BERTRLTIEEEZITD
C &, EE&infusion reaction. 7F7 4 27X =PRI LU LFZEICIE. ERLICEKFD
BE5&fIEL, BYERLBEITY &, [2.1. 8.1, 82, 9.1.1, 9.1.2, 913, 11.1.1&
]

1.2 2MMERBFERBOH SBE. NI OHED L C IEFREENSKET L TWVWIBEICEKEF %
1’59256, EROSMEEISECSFEMIHID T, BEOREEZ+IICHEL.
PDEICSU TEYLEREEZITI C L. [91.45H]

(RRAEMRAL)

L1 AF OG- & Y EEE Zinfusion reaction X7+ 74 FF ¥ —=0H6bNL I L2H B
T2ORE L. TF 74 T F Y —% & Tinfusion reactionld ¥R 7 b 7 (iR BB Ty &
NTHBY, RMPXBIFAHEELRFESINZ) A7 L LTWwA,

12 AFNI MGG SNLEHTH L &0, KRS EEAMOEEZ 223 W AVEI 2%
BEAT 5 BEIKGHIROBIS & 7 5 08RO/ OISR O T L 72 BH Tl
FORR G OB BE USRS BE S AL T 2 B 2NN D 5 7205 E L7z,

1.

2. BERAT L ZTOHER

2. B3R (ROBFEICBERELEVI L)
21 KHOWBPITH LT F 74 7F vy —vay 7 OBEROS 2 BE (11, 81, 111L1ZHK]
2.2 M SUIIEIR L T W AW REE D B 5 itk (955 ]

(R e im)

21 TFH749F =%V RITBENDEDL7-08E L7,

22 ARFNEITZTNVAZ v MEHIZBIT 28WEBETLMERGE (7H3F) PHESINLTWDS
CEMLRELT,

3. MEERIIHRICEEEY 2FE & T DEH
[V. 3. ZWRESLIRRICBE S 27EE] 25

4. BERUVRAEICEET 2R L TOER
[V. 4. HEROCHEICHEET 571 25
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5. ERLEARWIEE L TOER

8. EELEFRNIE

81 AHNIY X EBHKITHY ., HEOBBIEIZT F 74 7 F ¥ =252 2 TREMEDT
ETE WO, B2 T5Id7v. BE2550 O N8 1 3@ e st 52 ik L.
B RMEZIT) S Lo 20 TOX ) RIEROFEIUM 2. B2ALE % T 5 # %
LTBLZE, EEOMBUEXIXT 747 F ¥ —=2FH L 72BOERFOFELGI2o0n
TiE, AL a2 ZE L THRET A L, BRSPS LELREAITIE. iR E %
T, BAEWEEZHREL 226K 3528, [1.1, 21, 911, 912, 11.1.1=M]

8.2 ARHIFR G- I G-t B [ LA I Zinfusion reaction2SF T 5 Z & H3H B DT, KA
B OBG5#THOBEDOREZ BT 5 Z L, infusion reaction?™F8H L 7235414,
2 5.8 O PR AP G- 0 — ek, #EY) R BERNEHE Pl R ¥ I AL FREEN A
REREANVE IS, b LCRBALELZIT) 2 Lo 720 KHHREGIC X Sinfusion
reactionZ VR IIEEIR S & 5 72012, KA GHNICIL X ¥ I VA HESENRNAL &
HREANVE CHORGE2ZRET A L. [11. 913, 11L1L1ZH]

(R EARL)

81 AHNLY N7 BHHEAITHY), HEOBBUOEXIITF 74 7F 2 =252 2 RS TE
TELRWIZORE LT,

82 ARHIB G- i3 F 5% KR i LA IZinfusion reactionSIM T A BENDH 5720 E L
720 F 720 ERIRFAERIC B\ Tinfusion reaction® ¥ [ X 1xY) R 7 OEEIRD 72D [ Hifx H 1
FHTHALLEEZ BN,
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6. RENEREZATHBEICHT IR
(1) &HHE - IEEEDH 5 8E

9.1 AHHE - BEEEDH 5 EBE

9.1.1 FFIDORD XY 2 EBEDEREEDH 5 BE
[1.1. 81, 11.1.1=H]

912 ZiJjnaryd—+ 777 (BEFHEBZ) REAXBET7NANVITNASE—E T
77 (BEFEBEZ) SHORDCHT I2EBECREEDSH 5 HEE
WEREOFRBUEET A2 8, [L1. 81, 11L1L1ZBHE]

9.1.3 infusion reactionMBEEED & 3 BE
[1.1. 8.2, 11.1.1&8,]

9.1.4 DWEBER IIFRIEEEDEKT L /-8&
infusion reaction23%&3 L 723556, IREAEALT 20 EMED D 50 F 720 KO HIBRO#
B e 7 % BE T, ARFIERG I, B RRENLEE E=5 ) Y I FEPEND X
IICHEG L CTB L T Lo MG IR BB I X D OB RE USRI o F 5 72
WMEARZ T REERD 5. [1.22H]

(REEARL)

911 AFOEGIH L GREGEDBEAED D 5 BETIE. AFOHKGICE), EHICEHED
BEGER A T ABENDSD 5 72058% L7z,

912 AHNOEKRRER CTIERERMTHREERREE TR TR ERBREE I )R- F
A VIR OPEEEM PR BE G 2S5 o 720 PUROFEBL & MEUE DB O BRIEAHTH
B 05, FHEOE IR CTRoE Lz,

9.1.3 Infusion reaction®EFDH % EH TIZ, AR OBRGITE ), S HICEEOERZ T
ABENDEDH L0 ELT,

914 AFNIEHHRG ENLEATHLI LD, KOHIROBE & 72 5 OBEE & O/
WASRE DAL T L7228 Tl A8 G- S OARBE LIRS REDS T RE(L T 2 BZ NS dH
B0 E L7z

(2) BRBEREERE

9.2 BipEEHRE

921 HEEIIEE (VLT7F=>9UT T2 X15mL/minEl_L60mL/minKid) OB
REEERE
ERERE DR L OMRE IS UCy AFNTBEH SN D I ZIVA Y v b O & % b H =
T5H5IZE,

922 XEBARLEEZ (VLF7F=>7 VT35 ZX15mL/minki#)
Pe G HESE S e v

(R )

021 WEEDL EoOBEEREEBRZIIHRRBRIGHAANON TRV, TRHOEBREFETIEI
TNVAZy bOMAEENFATLIBENEHLH7:0, HEZHWLTIZNZAY Yy b

HERREZRE L7,
922 KRMBEAEBREIHTZEITZTNVAY Y FOMHBERIE W20, e L7,
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(3) FkeemEERE
RIEIN TV RN

(4) &JEREZHT 5%&

94 4HJEReEHI2E
RS A RO & 5 ik, AR I 7 VA S v b OGS R O R4 514 2 8 [
2B TR 2 BN S U@ ) 2 AR IS O W TR 2 2 & [952 ]

(s i)
FHEIZ VRS Y MBI 2BWERTOME RO (THF) FEEShTnslE
5 E L7z

(5) 147

9.5 I
TR IR LT v B W REE 0 & 5 it i&%b&w;k B FEBRIZ BT, 7HFIC
A#K175mg/kg/ R H (FERBEZER O IILEFITHY) LI ZV A% v h25mg/kg/FBH (F

W%ﬁ%@%%%tﬁ%)%ﬁ%&%Lt%ﬁbm%%%%ﬁﬁ%énfw%”omz94
Z: i ]

(R EHR)
AFNEITZNVAY Y MMEHICBT 2B EBRTOMERGE (7HF) SHfEshTws &
MOHBRE L7,

(6) #ILiw

9.6 ®Ilw

R EOARME R OCBAREOAREZZE L, HAOMBE L IPILZME§5Z 8. L b
TN DWICB T 2B IANTH 575 BWER (7 ) CIHPIRBIT T2 eH
WEHINTWDEY,

(R L)
Y FEE TR ANORBITAHRE SN T VDL ZENLRE L7,

(7) NREF

9.7 NMRE%E
18 A DB 2 R & L2 RRBUER 35 5Ty,
(R L)

NREXNRE LRI ERP TH L 2 EhbikE LT

_81_




(8) =&
9.8 =&
BEONEZBIRE L 2O MEICHRG 52 & —MITAEBBRENEKT L TWD 2 &%\,
(R L)

F ST S — M iR & L CRE L7z

7. HEf
(1) BHAREE 0=
s L7

(2) HrtAZEEEZDER
EEI% %

8. ElfEA

1. BEA

ROBEMWEHD S HbNL Z WD HDT, BEZ THIATV, BEIED LN EIZEHR
G2k % % EHEE R LEEAT) 2 Lo

(R L)

HIENCA 9 5 — Mg 2R R Emake & L CaE L7z,

(1) EXLEMER EHER

1.1 EXE&EMER

11.1.1 infusion reaction (23.5%). 77+ 714 5%>— (1.2%)

RAN G- rh AT B G4 T B AP, R SEEA. TEZE. L. HME. T EESO
infusion reaction?S®» H5bHbN 5 Z e H b, TNSDIERDVFEH L7236, %53 E D jH L
G- o—Ke Ik, B ZREEKEEE Bk 2 ¥ 3 VA BEGERR, BB RV E SR,
bLAIRRAREZIT) 2 &, [L1, 21, 81, 82, 911, 912, 91.3ZH]

e EARIL)

RE) TR B L EZEIER & LTl L7z,
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(2) ZOfDEIER

1.2 ZOMmOEIER

9.

5% £ 10% K 1%EL_E 5% Kiffs

e R S FETED oL REAE, FEE. CPIREE. SRMEE,
FRIEAL, O, AR

AN IR

F BE

iN=3 EAL, S I

R I PR

HALE: RS 2T N 7T NS N 1 N e R

] TOFEIE. JB. BB, ALBEYER S

A R A, WiAE L AR RS RE L,

G5 K O AT BOG FEh, BIE, AP, B, Y. TEASRALIERR.
BRI K

i R A M RESEIN, AL E), U > BRI

i1 g g

i B 18

(REERIL)

ATB200-03 3B THeity SN 7ZRWEMICEE D & 7E L 72,

BRRRERRICRIETE

WEINTWZRW

10. BERE

REINTWZRW
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1. BRALOEE

14, HRAEDZFE

141 ZEHRREFOEE

1411 B8R

(1) TRRICHEWEZEDRFICHEOINT, FHITBELNA 7V UMNELITIIRWY EiF5)
R OARFN OV T w2 RET 5o
- BEHY) oG E (mg) =BEOKE (kg) x20mg/kg (KEDH - H oFla)

c WERNA TVE=EBED) oG E (mg) +106mg (134 TvdH7z) OFE)
- AKFOVER (mL) =8BEFEDH-Y) oG5 E (mg) + 15mg/mL (BRROWRE)

(2) DBERNA TV GEE, ST ML, Siich 2 TRIET %,

(3) BAANCHBUS TN, TV MR L, BYSOIEO»RO ONLLEIIEH L 2w &,

(4) 154 7 VICH RBIESHAKT72MLZ N4 7 VONEEIZH > TwWw o DiEAL, B
VW EIICEHPCERTSE (U7 avy—¥ TuTy EETHIERZ)
15mg/mL) . BT LB, TV OHRE ) FiT#T L &,

(5) VAR M ~ s OB LI ILE L 2T WIRTHEZE T X 2 L& W~ Bt o ik
Tixve, BHICK 2R TRYREOITRDO LN EREH L 2w &, B,
EHIHHTE WA, EELAZET, 2~8C (M3 hnal) TRE4ERH
BETE B,

14.1.2 FIR

(1) HREHPFEIHS L-RAHREE 2D X912, HRAEHAEROBRZRETLI L, TO
HSA ARGy 7205, “14117 THEB LAARH o LEE & S8 o4 # i
AHERS>TBL o NATANE 14117 THHLAAFOLERZ® - L HEH
0. HEAEBARBSHE Ny ZNICEPICEAT S RKIEEIZ24~ 40mg/mL) .
WoNy ZREPICHEE S, JIERTERVnE IR D ERAL, IREH LW &,
[72%0]

(2) FRBIRETERLPICHHNT S &, 2B, BB BHICHHTE VAL &
JEL72ET, 2~8C (HfEs3EhnI L) TREUNHBHETEX LD, TOHBABCUT
TORFLDINIZHER T2 2 &,

(3) HENAATNIE—HIRYOfFHETEZ L,

142 FEHFBREEHOEE

1421 HRBICEE L T2 a8E. SNy 72 RRICE L ThoMHT5 2 &,

1422 WA TREY Y72 WAE LIS W02umDA Y I T4 Vy—%fliflL

TARAZIRGT5 2 &,

14.2.3 fliHl & ORFEZfTDbEVWI &,

(R EARHL)

1411 AR ZFEFHKICERT HBEOFEFHE LTRE LT,
1412 AFOEMAIEHIC X 2 HPFOREFHEE LT L1
142 AR GRCLERFREFIHE LTkE L,
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12. ZO/BOFEE
(1) ERPR{ERICE D &3

15. ZDMDEE

151 BERERERICE D 1B

KENE L 237 HEAITH ) . KANK T BIgGIUAD RELE S N LR D o Fhti L 72
IRIRERIZ B VT, RO G- % 521) 72 151 B CHUERMPUAR % 57 L 72 (B SRR 7SR BEG R
FH1TH), BEEMFCHEE ARG EE 340 o BRI FCHEE LR B O P PR BB & 1%,
R—Z T4 VIHEH838% (98/117). ABEMHEG-#%74%957% (112/117H1) Th 7o BEHEMF
PR REEBEOPEYHIARHE A 1Z, NX—25 4 VIIS11.8% (4/3461) . A H¥x5-%
73100% (34/34B1) T o720 BEERMFTHREEERERER IIBUT 55550 HHIPUR O FEHLE
£13880% (103/11781) THh o 720 FARICEEEMAAHFERGHIEZ ZB T 25 %0 P/t
ROFBE A, 882% (30/3441) TH -7,

(R e
e R BT 2 PR O S BIRIIC O W TR+ 2 720, HEOB TR CICE LT
HELT,

(2) FEEERREABRICE D 15
HEIN TV RN
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X. FEEREREBRICBIT BIEH

1. ZEIBHER

(1) FhZEIEHER
[VI. SEp3EIZB9 2 HH | S

RE5E. R5RK

BR

YNTNVvaAvy—¥ 7T
7 30, 70. 200mg/kg

26 3 [ i sl 52 5- (13 452 5)

75‘07’:0

B L 22 R 5

(2) REMEIBHER
SINTNASE—E TINT 7
HERIEH B)tE/ e
AR AR R | in vivo i RER | 5 b (HE10 ~
15, ME10 ~ 15)
DB RN | in vivo iR | =27 4 F)
OV 2555 (6. ME6)

YN NVvaAvy—¥ 7T
7 30, 60. 200mg/kg

26 36 [ i sl 52 5- (13 452 5)

IR SN NAL S AN
B L 722 IR b N e o
7oo PGS, PeIRICBIEL
72 B A ML AT A 28T A—%
DEALITFRO LN o7,

SINGNAVE—E TN T 7/ ITIVZAEy MMER®

HERIEH EiE/ MilatE | RSB, R5HE B5E HR
AR HER R | i vivoIRER | A= 7 A | X7 NavyF—X T | IRV a vy | IS L7
DA R | ARV S5 | (4. ME4) 77 EIRA QERR) | — ¥ 7TV T 7 [ SR AN O
O Z% | PR R — 5. 50, 100mg/kg | % 7k M8 5 5 Fr WL,
e LTHE ITNWAZ YN RREE I T NVAS Y b | LEMISTA—FD
i Easn 25, 175mg/kg | Z1b. MR E~D
138 M kEE (7)) 85 BELEWTRY
ROOENT o720
(3) ZDfbDEEIBFAER
B R B ZEIEEBR
FEi L T\ Zew
(1) BEFSSERR™ O
EiE BERR BE5E BtE R
Fuk IRV F—F[10, 20, 50, 100, | I8F VAT =X | B E KT IT VT T —
TNT7 7 EIRAN (10 200mg/kg (ME19) | 777 200me/kg | ¥ 7V 7 7 2B L 72—k Rg
) 5 FiRIZRRO SN h oz,
HZZA | IRy F—F (10, 20, 50, 100, | 387V ady—¥ | BHEEREIIT VT F—
HL TIVT 7 #HIRN (21200me/kg (ME2) | 7OV 7 7 200mg/keg | ¥ TV T 7 I BE L7 — IR
R 5 FIZRRO SN h o7z,

_86_




(2) RERSSMHRAR

1) YRTaAvsd—€ 77y *®?
EYiE | BE5ER.R5HE BRE5E EEME ELEMRE
F b INT VAT —E - SINTINASE — | B/ I “/v}\°7:}l/f_1:‘/ &'%C:Eﬁi@bf:
TNT 7 iR (10 | = F7ILT7 7 (mg/kg) (n) F—¥ TIVT7 | FETIERD LN
i) 5 7 200mg/kg |3 BEL 25

. - 1 20/20 ”
2634 [ F@ 34 (13101) 5 0 10/10 B ON L
jﬂilé“ 7)‘0730
3 30 30/30
4 70 30/30
5 200 30/30
HZTA |\ IR T NV ayy—+E SINGINALE—4 | i/ || /ST va Y B L 22 R

P | TaT RN (2| | BER ok | () || P AT B sR e
R 5 7 200mg/kg | 720

1 0 6/6
2675 [ Be o (1
r(jl.f"ﬂl‘rﬂﬂ(?)lﬁl) 2 20 6/6
£

3 60 6/6

4 200 6/6

2) SINGINAVE—€ FILT 7 /ITIAEy MERERED

BmiE | BR5ERREHE R5E BEME FEARE
=oAL |y vavy—+E YINTNAVE—E YRy av| v rvavy
Fno |\ TAT T WIRN Q| \mam| puoeaon | BBy rug—v 7T
W) $5255- 24k (mg/kg) | ITWVAY Vb,
ITNVARE bR 1 0/0 4/4 100mg/kg. B $GAC
&5 (v rvavy ITNVAZ | B LRI
—€ 7V7 74530 |2 20725 A 1 rsme/kg | sz
) 3 100/175 4/4 70
13k (718) $% || 4 0/175 4/4
5- 5 100/0 4/4

(3) EBizEMHER
FEhi L TWhiwn

(4) PARMRER
NNV —F TV T HMBE YR VaTy—8 Ty /I TIVAY v MER
THOWTIUZOWT H 72 S AR ERIZE ) L T2\,

(5) AEFEHRAESMHAR
1) SRERVERE COVHAKREICEAT 2R
IRTNAYY =X TLT 7 REMUII ZVA Y v P EBEHES L, ZIEhE L 0w
RIS AN 00§ B B BRI % 5- DB % 33l L 72. Sprague Dawley T v M2, HEIZZCEL28 H
HI2» 568, MEIIECH 14 HATA SEMRT H F CHREBWE MO S- Lz Y7 vav sy
—t 7TN7 7100 BT THIRNBEG- L, S7VATy NEyRFvay y—€ 7
7 7 P G- BIG 30 AR IR G L7z MEGATIR I3 HICHIM L. TE WML Fh L 72 M
Zhae (I8 — MA) ROHEZRE (24— FB). S HICTKEHE (48— 1C) DRERT
PA O TEHM L 72,
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B’ELTERVERESE

Ok — A (HESZBREE) - OK— MB (HEZBARE) 3Kk — C (TKEFE)
- :/,\"7““}[,3 SHE—6 TIVTT | /M - 9/?7:{b3°/9‘—'t5 TIVT 7 | M/ M
/3TIVZAAY b (mg/kg) (n) /3TIVAZy 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

Ik — FAOHEG VLD T 52T L7ze WTNOEIIZ S FETHI I —BIREBILIC B W T
FTRERRD BN h oz ETHOME2ILIX, HMEEICH RO Z D22 &6, v U4
ORI § 2 BIE T HAZ ¢ NEER O SRR 5121 9 A E 2 RIE RIS O e % 2
Sz B ORETEMWI ZH BT RSO S, —BoREEAL K E R 0L
RO LN Lo T,

IR — FBOBESILAR G Lize SNSOFWICI TNV F—¥ 77 7 i
IZIVAE Y M L 25T IR S g, JERIEABHTH - 72,

IR — FCOMEATEA P G-I Lz SIS OBIWIIZIE TR IC —HEIRRERI S [ VK
WCHEIZED bNLEh ol ) BIMLOEMIIB W CHIROAIABE SN2 Lh b, &
DAL OB S B B TR AR 2 v MR O RAER 510 ) B E 2 0 BOR O] REE
NWEZ LTz,

WEHE & BT, —BIRBBIGEIE IR L MR EINE 2B W T BB B I L 72231
BRO LNl TR—FADOE RO THOM TIE, MIRHIM B, 37 vayy—8
TIVT 7ICHET % EALNL B R T2HA SN, KE~NORBEIALNT.,
LA b otz FHHEIERE  CALE L8, BRI L - H R 3R
Do Tz, HEW (K OWIR) ., R, IR, RS O T AT WIS ER Y
BB L 72 BIE D S o T2

PRTNAYET =X TIVT 7 ICHE LR TED, IR — NAOME2IE R N3k — FCoRE4
ILCBg I N, ShH0TIde NS OEMEE (7 ) ICEETHIEZ v MERE
B L2 C X2 0EDICEET 2 REEREVWEZEZ DN, S5, I8 — MPADES
FLOTHOMTI Z7IVA S v MIBEHET 5 & A SN 5 ERIBEIROH AR S, &
IRATIRIR R 2 B & R, CRATE. HERENE OO THE By PE X OVKS TR B % & S A i
RE BRI B L 7ot RLEER O S e o 72,

INLOF—=7IZHDE, YTV ayF—¥ 7VT 7 OB & O MR B O —f%
BRI NI Z G RE X O IIRSE AR S B 5 % M (NOAEL) 13w d 400mg/kgTH -
2o ITNVAE v b OMEHEY K OB O —fHVEIC B9 ANOAELIZ W 11 d 60mg/
kg, ZHaHE X IR TS IC B 9 A NOAELIZ 60mg/kg AKiii TdH - 72,

2) & - RRRREICET BB
i) Ty MNIHUBE - RREERERTHARY
W - BERFEECHE T 2HBOMHEZRET 5272012, 7y ME - aRIEEHN &R E BT
EWL. HEWEE RO - BRHE TG Lz RS v MO ERRY (6~ 18H)
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IR NVayy—Y TV 77 ZHMEI I NVAYy PEBHL, BHES Lz, V87
Vayy—¥ 7iv7 7 (30, 70 X U150mg/kg) K105 M2 TEIRNES- L. I 7V A
7 v b (125mg/kg) ZI 237NV ay ¥ —¥ 77 7 5305w REIH%S Lz, R
THAL v igars—r ]l (70 ayy—¥ 777 oh5E 30, 70 X 1150mg/kg) KO
aX—h2 (X7 NV F—E T 7 ofhE 300 L 0N600mg/kg) THEHM L 72,

—RAREBIL T, WWEMR T2 A — M OETHOLL WIRIGHOI 7 VA Y v M5
BB TD) ROV TV ayy—8 TV 7 725 Lzak— 164, 5. 6 LUTEED
S FR1AHDBED Y N7V ay 55— 7V 7 7 G HBIEMEY) IcBgsh, &
NoO—fIREIX. e M OBWHEICe MEEEAIRG L2 L ICX2AELRRERSTH
5 E#EZ oIz, RE, RERNE I R SRR e 5 B L - BIE o s vk
Motz TFR— P2OHEI0HOT Y TIE, KIEAEDOK 10%DWMA DD Sz hs, BHEH
Vhdpoizlzd, COFROBRIAHETD > 720 MOTHEHNRE T X—F1Z, wIh
HXTHARE LRI CTHh o 720 NEFERLPERIIAED SN d o7z,

Dloih, SZNVAY v MESICHE L72BIE0 O N b o7, HIRPI0H DK
VEAMER 8 H D G2 L72AS SO DR CIZEMR D Lo/l b IV a
V=X TN 7 EGIHET AN E D DEAHETH o Tz, TV T TV T 7
PGB L7 B e L CTREIY O — KRB BIS IR F e Bl B S e (B84, 5. 6.
7. 9 108, ChHoFIZ. e NDALoOBWREICE MNEEARG LIV AELSLA
ERPEISEEZON, YT VAT F—F 7L 7 7 OEBEHEIZEESZVWEEZ S
Nizo ZOMORENI~DREIZRD SN h o 72,

BEHFERVEEE
d5R— M dR—p2
SINGINAYE—€ TIVT 7 SINGINAVE—€ TIVT 7
BSH /RTIVAZ Y b (mg/kg)/ i (n) B5H /3TIVAE Y b (mg/kg)} i n)

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) Ty MCHTBEE - BRIEFREICET BB

RS v P OBEREY (FE6~ 18H) X7 vad¥y—¥ 777 2z 7
WAZy bEDOPERTRAES L. AN 2 BE Y HE R O - BIBEEZ M0 Lz, 28
yvayy—¥ 777 (70, 150 X 1400mg/kg) % s H TL105 M A E RS- L, 37
VAF v b (60mg/kg) ZI 8T NTYF—¥ T 7 7 SRS G-BAE 30 4 Hi L2 RR 4% 5 L
72o B FUSLOBWREICE N Y N HERGTHZEICLIVELLTREEOD S HERT
YRS 2 P35 7212, MR8 H QH¥%S) »SHiik18H £ TDPHEZ I 287 v a v ¥ —
£ 7T 7 RN G- O 90 4 BT SRS L 7z,

VL (FEABED IR O ETRED2IL) OB A ZNENILAR143E IZ6 K 8 H D 5-#4 12
T L7z0 RS HIZAE LB Ic IS S N2 o R abid, Efn itz e by v
IR A ERGIESUSICEM T 5 L2 S, HR6 HIZHETE LB o5 K345 &
TERDolze WEHWEP G\ L 72— ROIREBIZE, (AE, AREMNE, BFE, 72N
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WA JAE G IR OB R O ERIIBEDO SN D572 TNHDOEICHES L &, FEY
FOWE - SRR T A I T Vay ¥—¥ 77 7 ONOAELIZHME NI IV A ¥ v
b & DB G- OV D 400mg/kgTH - 720

BEHERVEEE
SINGINAYE—E IV 7
BoH /XTIVAEy b (mg/kg)/ L3 )
1 0/0 25
2 0/0 25
3 0/60 31
4 70/0 31
5 150/0 31
6 400/0 31
7 400/60 34

i) YHXICHTBE - RRRERERERRY

W - BRI T 2 RBOHREZRETH72012, vHFIE - RIS AR ERR %
Fhti Uy FEEy A K O - BRIE % BRI L 720 AR X O ER (EAR7 ~ 19H)
YN NVayy—F TV 772 HMUIIZ VRS y NEBHIL, BHIES Lz, /87
NVayy—¥ 77 7IIM05 0T TERNEG- L, 37 vasy—€ 7V 7 7 E#IikN
e G-BG30 5 HIC I F VA Y v bR RO Lz, b MU oEWRIce by o8y B R
593228 ICX0VECLWREROD 24 E 2 RESZIEHT 572012, HIRIH (20 H¥%
5) S R19H £ TDPHZ /87 Vv ay ¥ —¥ 77 7 RN TES- O %90 55 B 12 B 1%
B 17,

BTEED 1L 2 4R 21 HAZ —RCIREEAL D 72 O W ER: L 7z. Magihid, —BeIREBILEC
BWTEMNILALEDONT, MUR7 H LR, AREFF53% WA L. 11 H ke L CHE
ESLH60g LN CTHh o7z BB O—HBAREBIZE, RE, REBm=, BT, iR
BB B L 72 B SN o Too T IR RS SRR B B L 72
AHNT, WEFEROZRLED LN Lo WTFROBEIZBWTH WY E xS 1M
WY B BEIIRD SNk h oz,

BEHFERVEREE
SINGINAVE—E IV 7
/3TIVZEy b (mg/kg)

0/0 6

0/0 6

0/25 6

30/0 6
6

6

6

"’E5#

70/0
150/0
150/25

N | O s W N

iv) THXICETBE - FRIEREICET 3R

R X OEREY (EgR7~19H) 287 Vvasv ¥y —¥ 77 7 & HMLIE3
FNVAYy MEDOHHTHEHERS L, BEWHEL R - BEEEZFHEL 72, 37 va
V=¥ 7NV7 7 (30, 70K 175mg/kg) ZFEH TLO4BEHIRNEESG- L. S 7 VA% >y b
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(25mg/kg) &, YN NVaATvF—¥ 77 7 EIRNES BIE 30 0 RN S Lz, e b
DA OB MY R B ERERGTAIEICE VAL L WREND B 5 A E LR IERIS %
P 572002, RO H QEIHEMS) 2254819 H F TDPH (10mg/kg) #7287 vay
¥ —X 77 7 iiRNES- O 90 75 A ISR 5 L 72,

W ORET b BB OF AT L OB WA RT A B W TS IS B L 72 B3R
SNarolz. BIEKRETIE, BIEOIE LB R W ERY E (CH L 2R K OHE
RO SN h o 72,

1RO/ A 2BE L Il UC. BB 3BE R OVEE 7HE A 3 2 AREE RGN K O 5 A 2K T A2
D HNTz, A SRUOHITARER NS L B ENOEENAL NP o722 805, 3
B O 7B GRS S N REMINE X EBERK TR, B2y 7 Vvayy—¥ 77 7Tk
By ITNAE Y MR EE L SN 4 0LMERAIEEHME, FEEMED
JE W R O REB I B O BN A S TRETRRD SN2, IR V6HTIIRDO SN o720 L
72hoT. SROSDOBBOBIBROZERIZ, Y7 Vayy—¥ FVT77 /3T VAT Y B
PERF G IR T 2D D TH - 72,

CNHOEHEICHED L L, YTV ayy—¥ T 7 7 Bk 5 o Bt L O - 1k
WHEIC T ANOAELIZ IR EHE D 175mg/kgk 2 bilze S TIVAZ v RSV IRT )
A= TNT 7 /ITNVAY Y MEAEGETHEDOADKE TH - 72 7-ONOAELIZH
HMTEx Lol

RE5EHERVEES

n SINTNAYE—E FIVI 7

BEE | oz syh meke) | E O
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) HARRUHERORELVICBEDEEEICET 3R

YRTNAYET =X TV T s HMIIITNVAY y PEGH L. BHIRD SEERL T THRY
L7t SOMIRERBRAMOMS v b ROROBAEICRIZTHELFMLZ. 87 vay
F—¥ TNT 7 e f105 M, TE6H ~EA19H £ CHRE CEIRNEES L, Y87 vay sy
—¥ 77 7 EIRNIES- B30 DEICI ZIVAY vy ek Lz, 72, #ILI3HHEIZ
MmO RTNaYy—F T 77 RITIVAY v MEEZIEL 7,

400/60mg/kgD SN F VAV F—¥ TLT 7 /I FIVAY v MEEGEOREIWIC, &
FRAE T B B N O TIIE VR 450 1 o BN A O8I — A IR RE B LR C 0 S 4T K ONTE B PR T 238
BAINT, INSORBIWITRIE, SR EOEZIEHTIER L, BFHESICX 2WEZ b
VAR Y 28 7 BB G T A ERRIESITER L TW B IRl E 2z S5z,
—WEIRREBAEE Tl B T7HE TR P G- (B L 72 2w AT L OB AR Y (2 23k
UBIL) ASEB b 7ze 6 TIHIHBIEL TS IEDRIFD Sz,

BRI N OS2 LI by RS, AREE SN & X OV 2 IS B R P 5\ B L 7o E b
XREO LN olze Tz IR, s, ORI, EaRFEEL AR JERE R
AR L MR OELFITH T 2 8B ER G- O BIIED bk h o 72,

B OFAE R, L OERIEE, BAIRBIREEE, HER ORI 3 2 85 E I3
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L7 b N o 7z, BTREO BB THREMEDEERL N ICRED S /zas, —#
PTBEMTH o270, AETIERVWEEZ SN, BB Tk, BB E B L 72—
REF LR D SN Lo 7z, REMOURM oKL RS, KRITE. e IR
R\ B L 7 B S e o Toe MED VREN O YRR b, A ERY R B
L 72K, REINE R OB EOZILIEED SN holze T 5 NMAE R PR 12
B L 722330 b e d o 72,

NSO XY, BB IR AT LR OBAEBROREICHT LY X7 vayy—€ 7
W7 7 ONOAELIZHMKE NI 7V A % v b (60mg/kg) & DPEHEG- OV D 400mg/kg
Thotze ITNVAY Yy ONOAELIZHME NI N7 Vvay ¥—¥ 77 7 (400mg/kg)
E OG- OWIF N D 60mg/kgTH - 726

BEFERVEEE
SINGINAYE—E IV 7
RS /3TIVAEY (mg/kg)} i w

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

9 -/ -

(6) BFrRIAER
FZA LR

(7) ZDOSFHEH
1) &M% (in vitro)

CREIMIZBIF AT Vay ¥y —8 77 7 OBMMGEEZHERT S22, Y7V ay
F—¥ 7077 (300, 600&%0°1000ug/mL). AEBERFIE, Bk (CEEAR) K ORTE
IR (GBS HAK) 2k b N —HORO MBI & RA L 720 3RHZ37C TR, ke
FIA Y F 2= Lz, BN e PIEEEE 4 v FaxX— P LAZEE, b
MAEDOW S 2 REMIZE & A2 SNk D720 300, 600 &% ¥ 1000ug/mLIEED T /87 v a3y
F—¥ 7V7 7%t MIEEE LA v F 2= PLTH, & MIEICHL 2R EIMIZED S
Neholze YT NAYET—X TUT 73 L2 TORETE MR L EE L7z

2) SREHBE (in vitro)

b MIE LR Y8V a Yy —8 T 7 7 oA R MY 5720, Y8y v a
VE—X 777 (300, 600K °1000ug/mL) K OSBRI SO g & RE
L. FiRT305 WA ¥ Fax=1F L, BEBUTEFIZ DWW TRARK K OCBEMSER A L 720
S5 LR 2 =m0 Ly Y (XL v b)) OFEERA, (LB BEE L O
Ly hexa7itL7,

WEROBED ISV AL F—¥ 7IV7 7 ERA L7 ML K OMLEE D WHR K K 05
B TR I RRD SN T Do Too IR IRGARHI L X RO DN D2 o 720 BT OB
BXxIn"rsnvayy— 77 7Bz mbniL7-2A, XLy MIBIEI N o
oo IXTNATEF—E TIVT 7, mALEE1000pug/mL E T b ISE K O & A L7z
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X.

1.

10.

EIEMNEIRICEEY 218H

X5

ES:00

KAEY F 1 i 105mg © AN SREL, BISE AL  T
F) FEE RSO FLEIZLVMHEHTS L

(AR5 ]

IRTNATE =X TIVT 7y GRIETHEZ) AL Rw

. AEE

AR 36 # H

. TERETORE

Wik 0 2~ 8C THAF

. BBV EDEE

AVEBRE 21, B L TIRIET S 2 &
RS M CTRAET A 2 &

. BEmTEM

BEMTEREMATA 5
KFhoLBY 1Y
T OO EFTE - H Y

. A—R5 - FE

IR Ve SRR
R © 4 94 2RI 50mg, R 2 A € 74 L HEERT 100mg

. EEBEEERH

20234E3H20H (EU)

. RERFTAREABRVARES. EMELNKERRD. BRcHBEAE

BLEWR e ARRRAEH H 1 2025486 ] 24 H
ARFBF7 + 30700 AMX00095000
SEAMAEAEIAEH H - 202548 H 14 H
WeoehifasE A H © 202548 H 27 H

. RHEENIIIREM. RERCHEXRENFOFERBRVZTORE

BP9

BEERR. BEERARFARARVZORE
LW

_93_



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
5 RFIHS CPR 1SR 58 5R 1075 ) O—# 2 SiE L 72 PR 20 4R 5 2 57 4 4 15
N7 CE204E3 HI9HA) 12D &, FMI8ESHEK T TIE. &I (HoHvidiks) F

114z REE SN TV
&EI-F
s 54k 5B & A BENELSRI—F | HOT (9%) | Lt7 FEENE
= HENBEELI—F (YJa—K) E= SZFLAI-F
RAEY 74 ° ik
S 105me 3959428D1021 3959428D1021 199360801 629936001
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 RSk

1)
2)

3)

4)

5)

6)

7)

8)

9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)

28)
29)
30)
31)
32)
33)
34)

FEERE - WA O CREERERTAML & R

FNER: R R EF BT 5 KRR (ATB200-02) (20254:6 H 24 H 7K G2,
CTD2.76.3)

FENE R R Y N E BT 5 IR ER (ATB200-03) (202546 H 24 H 7K 72,
CTD276432)

FENE R R RGBT BT B R B (ATB200-03) (20254F6 H 24 H 7K 72,
CTD2.7.2.36)

FENE R R Y RBEEE BT 5 IR B (ATB200-07) (20254E6 H 24 H 7 8.
CTD2765. 27.32.3)

FENE R R Y RBEE BT 5 IR B (ATB200-03) (20254E6 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 iR (202546 H 24 HA&R2. CTD26.2.21.1)

FENER © in vitro SRABR (20254E6 H 24 HKGE, CTD26.2.2.2.1)

P EL L I (RRB200-024) (202546 H 24 HK#. CTD2.6.4.32.3)

Tong PY et al, Journal of Biol Chem, 1989, 264, 7962-7969

PR - DRI (RRB200-003) (20254E 6 H 24 H7&#2, CTD264.322.1)

FENERL 1 in vivo B (202546 H 24 HAKFE, CTD26.2.2.2.2)

FENEEL © in vitro W% (RRB200-043) (2025476 H 24 HZKRE, CTD26.22.1.1.1)
FEPVEEL ¢ in vitro 3R (RRB200-009) (2025476 H 24 HKGE, CTD26.22.1.1.2)
FENERL ¢ in vivo BBR (RRB200-016) (2025476 H 24 H KGR, CTD26.2.2.1.2.1)

FENERL ¢ in vitro B (RRB200-010) (20254F-6 H 24 H KGR, CTD26.222.1.1)
FEPNEEL @ in vitro 3R (RRB200-040) (2025476 H 24 HKRE, CTD26.222.1.2)
LR ¢ in vivo SRER (RRB200-004) (202546 H 24 H KGR, CTD26.2.222.1)

FEPVERL © in vivo iRER (RRB200-005. -025) (20254E6 H 24 H K7, CTD2.6.2.2.2.2.2)
FENEERL © in vivo iR (RRB200-039) (20254F6 H 24 HA&KGE, CTD26.2.2.2.2.3)

FENERL ¢ in vivo B (RRB200-006) (2025476 H 24 HA&GE. CTD26.2.2.2.24)

FEPVERL ¢ in vivoiRER (RRB200-055) (20254E6 H 24 H &2, CTD26.22225)

FENEERL @ i vivo iR (RRB200-017) (20254F6 H 24 H KRR, CTD2.6.2.2.2.2.7)

FENER © in vivo i ABR (RRB200-056) (202546 H 24 HKGE, CTD2.6.2.2.2.2.8)

FEE R R RGFBRE B S 3B ER (ATB200-02) (20254F6 H 24 H 7K 72,
CTD272221.1.1)

B R - RHEREE B REEAT (20254E6 /] 24 HZK#E, CTD27.2.145.3)

FEPE R - BEEFSE BN REMENT (20254E6 H 24 H KR8, CTD2.7.2.145. 253.32)
FPER - NLRETE O EAEM (20254E6 A 24 H &GS, CTD27.2.2.7.2.32.1)
PR - JERR R B RE R ER (20254E 6 H 24 H ZK#E. CTD26.4.32.10)

PR - JERE R B RERER (20254E6 )] 24 HK#E, CTD264.325)

PR WIREER ORMES (20254E6 H 24 H&#E, CTD2.7.2.2223)

FEPERL D 7 FICB B - RIS T 5B (8371931) (202546 H 24 H 7K GE.
CTD26.6.6.1.24)
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35) FENERL : FERRRSE B REAER (20254F6 A 24 H KRR, CTD264.3.2.10)

36) HENER  IEEMEORE (202546 H 24 HiKFE., CTD2.7.24.1)

37) 4L & R %2 4 Pk 3 PR EX B (SNBL423.07. SNBL423.08) (202546 H 24 H 7 2.
CTD2624.1.1)

38) AR 1 A VEIRBIEER (SNBL.423.10) (202546 /] 24 H#&#2., CTD2.6.24.2.1)

39) *LPUERF - HEP SR ER (283-0011-TX) (20254E6 ) 24 H&K#, CTD26.6.2.1.1)

40) AENEEL @ BLE G- ER (283-0012-TX) (20254E6 1 24 H &, CTD26.6.2.1.2)

41) HNEEL © RS- EVERER (SNBL.423.08) (202546 H 24 H &2, CTD266.3.1.1)

42) *ENEEL @ ES G- #ERRER (SNBL.423.07) (202546 ] 24 H &2, CTD26.6.3.1.2)

43) *LPERE - USRS ERER (SNBL423.10) (20254E6 H 24 H&K#., CTD26.6.3.2.1)

44) FENEEL - ARSI ER (8371927) (202546 H 24 H &R, CTD26.6.6.1.1)

45) *LPSERL RS RS ER (8371929) (20254E6 M 24 HAK#E., CTD26.6.6.1.2.1)

46) tLPoERL « B R RER (8371930) (20254E6 H 24 H&RE. CTD26.6.6.1.2.2)

A7) FEPSERL RS RS ER (8371928) (20254E6 H 24 HAK#E., CTD26.6.6.1.2.3)

48) FEPERL - AnEgE A VERER (8371932) (20254E6 H 24 H &2, CTD26.6.6.1.3)

49) *WER : FotoFEE (0725XA132.001) (20254E6 H 24 H &2, CTD2.6.6.8.1)

50) HENER 1 FofboFEE (0726XA132.001) (20254E6 H 24 H &R, CTD26.6.8.2)

. TDMDBEIHE
FhLew
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Xl. &2Z2&#
1. ELHNETORTRR

ALY 7 1 ©EEEEE 105mgid. 20234E3 H 20 HICH R THI O CEUTKRA S N2, #
D, 202546 HHBLAE, KRE R OEE %2 & 36 O FE i3 TRE I N TW 5, KEKEU

BT AW, A - AR A6

R DBRTER. 20AE - IR RUAE - AE (202553 ARFS)

R K O - HEIITEROMY TH %,

E# KE EU
Bises POMBILITI® Pombiliti

A - o

HEH - At~ oy — FIRONBlO 3 7L
a5 —¥ 777 106mg (HEZERER) 24&
B9 L BMRA RS 51 7)Y

R O BeRE R AR (R A
P~ B8 1 D BURE HERRS K

INA T VHIZY N7V Ay =¥ TIT
7 10bmgx &H T 5,

N

&
anb
o

ey

POMBILITLIZOpfolda & D BEIZ BT, BEAEDORE
FHFHE (ERT) TUE/EDA S N WRE40kg
U EFEOBERER Y ~{ (54 VY =28 a-7 1V
a3y —¥ [GAA] KRIE) ORANBHEOHEHITHE
3 N5,

Pombiliti (¥ /37 Vvay ¥—¥ 77 7)
. BRER G (Bl a-s vy s —
¥ [GAA] K$H) OBABEOHEFIIBY
T, BERENFIZNVAY v N EGEHT
BRI EMTHETH 5,

POMBILITIOHE3EH #1320 mg/kg (FEBFOMKRIEIZ
o) THY, FRETRAR 20 TRl §
%o

Opfolda® #% [14% 5 7> & #9 1 [ £ (2POMBILITI

Opfolda® &K G- 5 24 W5 ] DL B4 # L 721212,
POMBILITI & Opfolda® P Fi#% 5- 2 FEEERIM § % &
& o POMBILITIE Opfoldad W91 b5 L 7 d 5
HEE, TELRETRAEE LTSI &,

INTNVaAyy—¥ 77 7ELT, 1M
RHE Tkgd 72 ) 20mg % K& 8 M s IR 3 5-
9 %o Pombilitio 513, I 7 NVAF v b
BTN OIS 1RERIBICHGT 5 2

W HE | o5 % BET 5. Opfoldad & I1¥%5-20 5 38 | &0 HGFBABENSA. IZTIVAS v
(Hke) VI IZPOMBILITIOHR 5 2 B CTE WAL | POIRA» S 3MM 28 2 THRSMH L&

WwZk,

ARFRIZ BT BRRESNIR R, HEROCHEIZIITO®EY) TH 5,

R BEESES

PEIERIAR RIFGIZHT B I TV RAY v b & OB
ITNVAZ Y bEDOPHIZBWT, #@%, AKEAOkg EOEANIZIEZ I ST Vva vy y—¥ 7

MR ONE | 77 (BEFHERZ) & LT TRRE kgd 72 ) 20mg % #9415 ) > 0 TR M A RIR N5
5o
2. BB BERARZIREHR

(1) IE/AOIKREICET 2155
1) REOFNXE (2025F3 AKFR)

8.1

Pregnancy

Risk Summary

Based on findings from animal reproduction studies, POMBILITI in combination with
Opfolda 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 cipaglucosidase alfa-atga in combination with miglustat at 16-fold and 3-fold,
respectively, the MRHD of POMBILITI and Opfolda based on plasma AUC exposure. A
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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 cipaglucosidase alfa-atga (400 mg/kg) in combination
with miglustat, or with cipaglucosidase alfa-atga (400 mg/kg) alone. The NOAEL for
cipaglucosidase alfa-atga alone is 150 mg/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 POMBILITI and Opfolda
were 20-fold and 4-fold, respectively, based on plasma AUC exposure (see Data).

There are no available human data on POMBILITI in combination with Opfolda 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 cipaglucosidase alfa-atga, alone or in combination
with miglustat, in human milk, the effects on the breastfed infant, or the effects on milk
production. Cipaglucosidase alfa-atga 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 POMBILITI in combination with Opfolda may
lead to serious adverse reactions in breastfed infants. Advise females that breastfeeding
is not recommended while on treatment with POMBILITI in combination with Opfolda.

2) EUDRMNXE (2025F3 A=)
4.6 Fertility, pregnancy and lactation
Contraception in females

Reliable contraceptive measures must be used by women of childbearing potential during
treatment with cipaglucosidase alfa in combination with miglustat, 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 cipaglucosidase alfa in combination with

miglustat in pregnant women. Animal studies with cipaglucosidase alfa in combination
with miglustat as well as with miglustat alone have shown reproductive toxicity
(see section 5.3). Cipaglucosidase alfa in combination with miglustat therapy is not
recommended during pregnancy.

Breast-feeding

It is not known if cipaglucosidase alfa and miglustat are secreted in human breast
milk. Available pharmacodynamic/toxicological data in animals have shown secretion
of miglustat and excretion of cipaglucosidase alfa in milk (see section 5.3). A risk to
newborns/infants cannot be excluded. A decision must be made whether to discontinue
breast-feeding or to discontinue/abstain from cipaglucosidase alfa in combination with
miglustat therapy taking into account the benefit of breast-feeding for the child and the
benefit of therapy for the woman.
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Fertility
There are no clinical data on the effects of cipaglucosidase alfa alone or in combination
with miglustat on fertility.

In male rats, no effect on spermatogenesis was observed following administration of
cipaglucosidase alfa in combination with miglustat or cipaglucosidase alfa alone (see
section 5.3).

In female rats, increase in pre-implantation loss was noted with cipaglucosidase alfa in
combination with miglustat and with miglustat alone (see section 5.3).

KIZ BT B EFIRID 944502 A3 5% ) 19501 [9.68250 | OHOFEHEIZ
DTo#h)THb,

9.4 £JEREEH T 2%

IR B REED & B ECIE, AR BRI Z VA Y v b OB ] Ok 5%
2N B THREAL T 2 M FVE T Ol ) 20 BT IC DO W CHAT 52 2 & [958 ]

9.5 1117

IR TR L C W B I kD & 5 I IZ G- L vz &, BIERICB VT, w4
FIZAAI75mg/kg/ s H (FRIRBEE RO IILEFICHY) RI 7 VA% v b25mg/
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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.
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https://www.amicusrx.jp/ge/pdf/pompematerial_0l.pdf
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