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I. ##¥ICEET %IEE
1. BR5E4

(1) #n&
#57+ )V KYh T E123mg

(2) *#
GALAFOLD" Capsules 123mg

Q) &HFDHAER
a-GalEFE DI 72724 (fold) MEEFFIET 5L VI ARFDRA S Z A LXIZHHK LTV S,

2. — &
(1) f& (&&E)
IH—F A% v MEBE
(2) #4 (&%)
Migalastat Hydrochloride (JAN)
(3) AT L
-stat : alpha-galactosidase A enzyme inhibitor

3. BEAXILRERX

X o
HO
NH
B4 H > -HCl
H
H  OH

4. PFRARODFE
513\ - CeHisNOy - HCI
f= : 199.63

5. k%28 (&%) XIIKXE
(2R,354R5S)-2-(Hydroxymethyl) piperidine-3,4,5-triol monohydrochloride

6. EERA. &, BS, B5&S
5P ¢ AT1001. GR181413A. MO14428 % UFC-013431



I. E2ICEEY 2EE
1. LS

(1)

2

(3)

(4)

(5)

(6)

7)

SHE - MR
F £~ )t D A
pH1.2 ~ 75D &P D KB W THIFR TV,
BEE
B A& DpH ARE (mg/mL) =E (C)
Bl 1.2 >500 15~25
7 5 OVEREAR AR 46 >500 15~25
V) BRI R 6.8 >500 15~25
V) BRI R 75 >500 15~25
7K n/a #1259 20
IAXAFIWVANVEKEF TR n/a %925 20
AE ) =) n/a 6 20
%)= n/a <1 20
A = % n/a <1 20
n/a: @M€
g

25C. MRREEO ~ 80% P & P12 B8\ TH A 120.1% A D K55 % WliaE 3 %0 90% % i
25 B OWHFHEEICB W THFT 5,

e (MR, e, BRES

BEREIEICTHIBC TH#ELZ R L, mAERRENEICTR244C THf 211 fli %
ENER

FRIGERREE 2

34 ~ 49 umol/LIEWICHB T A7 a b ML L7257 I Y ®DpKa : 747 = 001

PEFRE

s pHICBIT 247 & 7 — Vv /BB O 5 iR Elog DIZLLTO# D Th b,

pH Log D
pH 3 -52
pHb5 -32
pH7 -14
pH 9 =08
Z DD E & RE(E

et [o]2 : +558 ~+611° (4mg/mLiEi)

WOGEE © PKz200 ~ 700nmO I H AR 26 Lz, BINEZ RS v
pH : 47 (1%, i)

L (Do DR T-EEDHPH) : 4700 ~ 8460 um (5 B W53 53HT)
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S 40C /75%RH (L& HL) 3f& H W 2 2L L
BURE - BRSOV RRERT 11 1 Mg 28 ke L
e (L) " 7H W ZE b7 L

AHIEH « PRI, HEERRER GialBR IR E O A) |

*¥1 {BEIRRDATE

%2 —20CTT7THM. 30CTTHMOH A4 7 vz 20# )& L
%3 WAHDEROERIDEOMm AL RHE12005]1x - hrlh B ROHSE SRSB4V F — 200W + hr/m*BL 1

. BRI OMEEHERE. EBE

fife R AR

FRAVIZIL A~ 27 b OV E
Wkrza<bs79 74—

ALY USP<191>
5E T

whra<vr7957 14—

K75

L IN—F Ay MEBREOEGE




V. HHICEAY 21EB

1. &
(1) FFRORZ. (2) RADHEEROHER
RS & - i ¥4viiz K&
7574V R h 7 123mg | KT 4 B BEAED] T 6.4x180mm (27%)
Fxv v IHHFMAE [ a1001 | At001
D H 7 X))V
() #EAa—-F

FORINL - A TRV
FIRMZE © A1001
(4) RHNDHE
N2 L o~ Bt o8y K
(5) ZDftb
YL Rn

2. B OHERK
(1) Bz S (GEMERS) OEERURMA
Husr (14 7 ki)
IHN—=F A% v MEREEIS0mg (I =5 A% v & LT123mg)
TRINAI
WEY 3TNV 77 —AbF T, AFT) VB TR A
TN X¥IF U, BT U HE
(2) BREZEDRE
MR R L
Q) &=
HUL v

3. RMIBBEBROERRVEE
FAHL v

4.
FA L 7w

5. BEAY 2FREM D & % k54
T O G BGREEIC X 0 AR L 725312815 2 I3E OB E W E O ) b, 5M#130.10%
LDBL LT HUEEEDDH 5. CNOHEOEBFYEIIERLMENE L EHRINTEY,
JEEEDBK iR E SN TW b,



6. READEERMATICHTIREN

Bt

REERMA

RS

BITE RFHA

BR

R ORAF R

25C /60%RH J O
30C /75%RH

PTPa%

A B B A L3,
6. 9. 12, 18,
24, 36 UM481E 1

PR, ERWE. MEY
BREE, WM ROEEIC
KELREARZED SN
o f:o
KpHzBnt, T bF
MR BEINAERD BTz,
T M RHREFIC B W T
BEhE 234 S A, 9 H
MRAE L 22 o i K E X
61%Tdh -7

40C /75%RH

PTPE%

ABRBHAGIE, 1. 3
K U6t H

MR, BB, B
FOEREITKE &1L
BOLNLED 5T,
KapHzBnt, T bF
DR BEINASERD H 7z,

S e Mk RRER

FEMEEE 12007 1x - hr )
R

A EE A &
V¥ — 200W - hr/m*
DL g

AIAL =L (B
k)

HIAY XY —L%T
VIZT A THE-
72b o GESEIR)

BB AR I B OHgE
etk

TR B E. E
RO EE DO W O
HHIZBWTHBELm R
OV G ] T2 1L O
LNLdroilze

Pt

50C. MLV AT SmEE

PTPW%

AR BH G R 1
U2f& H

PTEIR, B . Wt
KO ERO VT oW
HHIZBWTH RS BZE
LIZRR D 5N 7% 7 o 726
KT BWTHT R
DHFED BTz,

ABUHHE - PER (HBD . FEEERER CERMED . KRG OLREMRERZ B ) PR (RIBRERBO A).
LB (RSB &) S IR O =15

KB E L

TRE L T Wik |

. ARZERVOBHERORE M

FAL v

8. & & DESEIL (MIE(FENZEIL)
EUER L

. At

(1) HIJR— sl <6.10 > M alBiik o /3 Fv ik

Mt

BRI 0.1mol/LIE ML A 900mL

Wl g 455350 iz
(K54 pHL1.2, 40K U68DFRERMIZ I 51557 M D HERIZ80%LL 1 Td - 720
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10. &wés - B

11.

12.

(1) FEPVELRSR - TE. HEIPFELERSH
YL Rn

(2 Ak
7h 7N 11—+ PTP

Q) FHAEE
LR

(4) BEBOME

PTPY — |
AERH S h 2 EME

L eWn

Z Dt
FA LB
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V. BEICET 3IEE
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IH—=F ATy MDD HGCLABIZTEREMES 77 7)) —9F
(f#R)
KA DOREE NI FE. RANEED B B CLAZER % KT 57 77 ) —mBE 2SR E Lz
2o O MAREE (AT1001-012% INAT1001-011) J 12 @ 45 MbAH iEE (AT1001-020) 123
B EINER LD DX EE L. U, INORBO T A » OMEZIRT,

R1 FEERIIMR & BM (T SERRFER

REEE | RIS BHEL YA Y Wﬁ%ﬁiﬁfmﬁ
B asn Uil
IH—FA5y M2mg (IHF—F 2%y M
Iy Ak, EE | EEEE LT150mg) FEHZRIHRS JUIERT S 165% 2L E.o
ATI00L.012 4‘%\ %“Zﬁiﬂﬁ’é | HE RFORZHBERFLI A0S E | 777 — B
A7 T TR L ikl 3 80% D ¥ ) (ERTH4T)
ek S | FEE Bk S N=46 (6)

IH =A% v M23mg (I —F A% v M
B & L C150mg) B@ H 1R85
Iy A, ZE | 7y A EEEBINM 162l Lo
BB, 7R | IAF—=FRA% v M23mg (IA—=FRA¥ v M| 777 —REE
W, SPATEERILEY | BRI E L C150mg) X137 T & ARk H1E RO (ERT# A7)
BN 5 N=64
127% LL E185% A bl
777 —EE
N=22*
JFEM, FEHEER | I —F 2% v M23mg (3 A—FA¥ v MERE | 9 b, 12i% DL L165%
B i LC150mg) K@ H1REREI5 S ER12) E4
N=15*
G- S e
o 216l % T

ATI001-011

AT1001-020

ATI1001-0113858% 1%, ERTIC X AWEHBEN % < AFNH L TRIEDH 5 CGLAE R T 5
16U EOB LD BEE RIS, AROENIE L REME2ME L7224 » Ao > ¥ 2k, 7
TR EER (CZEERINE6 » ) HBiTh o720 —7F. ATI001-0123AB%IZERTIC
IBHBEEZAE L, AR LTS DH 5 GLAZE R % A3 516/ LOB Lo B % 15
2. ERTZ xR E L CARAOLZEE R OARMEZ -G L7218 » Hi O F >~ ¥ 2 b, FEEKR, FE
S BB K MR D12 » H B 0 IEEF Bk itk G- T dH - 720 AT1001-02078ER 13 A H] 12k
LCRISED S 5 GLAZ R %4 ¥ 512 L E18i Kl A Dk FE45kg Ul L OB L D BH % 15
2 AR OR4AE FEYBRE, F)1E R R R 2 FHl L 7o AF G- IR12 4 Ao IEE R
BT H - 726

ATI1001-0113KE% 2 OFAT1001-0125B% 12 B W TARANE, BLWIhoBHIZB W T HERTH#
BEOFEIZED ST, a-Gal ATFGMER IR S8, KR E 2 2 B2 WA S8, BICEEEOHM
i, MAIMMICHE B R EEEROWPZ R L7z, 72, ATI001-0113EE Tld B e o BEIC
BOTHHLBHEROYEZ R L7z, B RcbyZefbses i3, 7770 —
WEREDOTERIEN & % 5 KB EEE, BN L OBBMICES T TONMZRE S-S, HENIC
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P TELWREME DO MIFESI NS, T2 AKRBETLVMIZSHA L7220 n, 777 ) =¥
BEORKON E 2 5 060HEE LIHIT 2 2 LW SN b, FEBIZATI001-012:8%12 5
W, ARFNHETIIERTH & ATEMR, O, BN A X > M EOFSBIBEAMK < 7 2 28
A BNz,

KA OB K N EMOREE R VREREIBBORBIFTH )., HFEFZOITL A LIIEKE
BTHH777)—HIREHLZZLDTH 720 BIKRABIZBWTRDLE L ALNT-AH & B
BT 2HEERREITR CTh o7 KO OAERLIIEREESBEEIHEETH ), AHl L
ORPERITEE I Nz T2y AEFL 7O T 74 VIC—EDBHI D AN LD o 72,
Doz et RANKIBHDH 5CLAZRZHT 57 77 ) —REZITBW T, KA,
77 7)) —IHICE SN EEBOBEHR B WA EZRO/2—FH T, ERTTROOLND L)%
SR G- 1208 ) OB R OPUREA %0 ) 2 7, AR O REEORMEIZED S kd o
720 12/ VL E16RE AR OARKNH L CTHBHED H B GLABIZFER 2 H T 5 B L0 B ETIZ,
ATI1001-0203KE% 12 B 1) BAEMBIER 046 & LT, AHIZVER (12 » A) &5 L -0k
K OLVMiO %@ b, G R ORBUNHER SNz LT [IH—=FZXF v NS
WDdbHCLABIETEREZMND 77 7)) =] ZARRNOREINRL T4 LITHEYTH S
E#E 2z 5o

2. MEEXIIHRICEET 2EE

51 AHNI7 77— EEEZ M SN2 BHE I LTI S 2 &,

52 AHFNOBGFIAIZKT. > T, BEDCLABIEFERDOIT—F A5 v MW 5 RIS
ZiERT A L, [24. ]

()

51 AHIDEKRARTIZ, 777V —WMEBMSINLEBEORZHRE L, AR R L
PHELINTWDEZ DL, [ARHET7 77 —H EHEEDZK SN2 BZ 0 LT
5 & | B EOERISREL 2.

52 AHNOEKRREBETIE, AR LTS DH 2 CGLAZR ZH T HEHOARENF L L,
ARIMER P ZEVEDPHELINT WD, L7 o T RAOHEGIE L TiL, BEDOGLAZ
BORFN S 2 IIOCTEDH M2 MRS 2 LED D 5720, I EOERIERE L 7.

3. RERUHE

(1) BERUVAEOES
WHE AR L2 EO/NRIZIEI AN —F A5 v b & LT1R123mg% b H #1159
5o oB. HFORIKANGHZ M THRGTHZ &

(2) RERUVAEDOERE - RML
(f0)
AHOMER O, BRI B0 % a-Gal At K OGL-3D A % & KILd % L
Ty AHDPENIAHAET L E R T HHHONT Y AR & =% & 9 ITEIRL 720
FERRIR AR, L ONICERIR S T HIRRER B OV56 T AIRABR O ez, SEMBhRE [z OV3E )27 0 pii et
o, RABEMAHRBROHEROCHREE LTIFN—F A v M2mg (IF—FAXF v
WM & L C150mg) M HIRG 2 IR L7z & 51T, AHI 0 FI S PRI HURNE 0N 45 AR
B2 [ Ok e G- SRR DGR A &« ARANZ S ED B 5 GLAZ R 2 H 9 166 LA LD
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77 7)) —REEIIT AR EE LTIV —F A% v M 23mg (I FA—F ¥ v
MEREE L LC150mg) MH&ZG- 25w TH D EE 2 b,

AL TN L 72 45 T bAH ERER O B A &1 125 BL 185 A A DK B A4Sk g DL _E D ARHNZ KL
DB LCLAERZGT A7 7 7)) —REZIIBITL2EMEE T 7 7 4 VIIEA L
KRERAERILL, T2 12K EIGEREMOBHGERICBVTH, ABETH-72, &
5T, BERBRICBWT, el ZAEMLOCEMIMES R I N2 25, 12D E16
AR CHAREASkgUL LD 7 7 7)) —RBETHLIA—F AT v M23mg (I H—F A% v
MR & L C150mg) FEHPG-25#EYTH 5 LE Z bNniz,

125 2L 16 Al CARE kg KD 7 7 7)) —RAEZICH L TE, BEREOT I 2L —1
R BEICIENE X A7 55 AR GBS 2 S OV e R AR O 50 5 Ik E45kgll b
DWANBOEVE L ORANK T 2 REE R PTAREICRERERITVEEZ bR,
D EDO#EREPS, AR CI2RU ED/NET7 7 7)) —RBEZICH LT, IH—FZX% v b
123mg (I A —F A% v MEEEEE L T150mg) BHEG2@EYITH5L EE 2 bz,

4. RERVHAEICEEY 23E

71 AANOBFERIEFORELZTF L7720, AHEORIBENZ 8T TS T52 &, [1621
Z ]

72 PeHREENIEER —E L T 5. RATFERLCRHTE 2o 7288, IRATER
A2 S12BERI VPN % 2 &0 IRATF RS A 5 120 %2 W8 2 723813, RO
FREHEEPSIRMAZ T2 L,

73 BEEMFHED L O T 2 AR 1E R O Z &ML STV v,

(fi35)

71 ATI1001-016:8E Tl 198 OB W BRA A I A—F A& v b & LT123mg (34

—J A%y MEMIEE L TI50mg) Z2#&5 L7 EOEYEHENRT XA —F7 I RITTEFO
FEE R OB DY 4 I 2 7 ORBEZFM L7720 KA O Crna o ONAUCoint®D 35 FHEMT 5 H % 3
TR Yo AK & RN AR T, BAEPOR AT, BABIOR R ICE S Lz s
&, MATHRY & ERTCuac L AUCont A BT L 72,
BEHOUIMR2MEH Z M 5 2 & 28 L2 RIIEAR OWIA B R 2 EA%1T 5
Nbo REFETE G Dt TFRISERTH 0 . P G2REMBZICET Y LA, R
.21 [ 1% D AHK D ML P FE 1 Corax D87 2% IS T 56 HEo Ty ARHI ORI AS$
HEFEDBBEIAKDNA T TNALFEYTFAIZBEALEELLVWEEZZIONSL, K
HZ, ERAE R GRFH AN 2234, AR B P22 2 BRI b X 2 27,
BHFRLILKFEZ LGS L2EA60. GISMEICEF2 L2Ea0 X )1, BFLCA
MBINAFTRATE) TARLKRESEETLZLIEEZIT VT2, HLRiR20
ZHETAHETHZET, BEOFMEEEZ LB FICHELR S 22, KAlZ#EYIHER T
xhHLEZoNS, UEOZ O HELUHREICHEE T 2RI [REAOBEZ =T R
HOWBEZZ T 5720, BHOFBAFM AT THGTLZ L] LEELL,
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K2 BEIAILTHICHE T DEYEEB/NTA—4

R TRE I35
Cmax AUCo.inf
b AR ) 58 _ _
e 06) o58) 080, 102 077, 0971
e ik <1222§> (216382) [0.72.,8396] [0.5%,63.701
RASFRO SIS (196) 9 s 0w | 105 o
REMBOWSHESS (195) o9 85 ost068) | 1054 06

AT (ZBERE %)

72 in vivo CAHN & 2 ILERA R 2 i b3 5 7201213, B HRG- % & 0 BRI 245515

PLEL D, BMHEGIZE D ARFOERMNREICE -2 (BWIRE) L 77 (IRWIRE
NTE D, KADENMEEDSE — 7127 > TV BRI ARNIARE B R Z IS
LEELSE, VY =2 Ok EET L. —F. RHOEKNBEES ST 7124052
ETy VYV — Ak S NI EARKIDREE L BEEDREE SR T A LENTE S,
REIDFES L TV BHIRETIE a-Gal AIZILEZ 0 TE V72D, RAIDIKRNEE % 12
FHMEFET 2L, VY Y=Lkl o TRRBE L A DD, REOHRIZITERETIX
e\ WBICAFIORNIRE Z IR —BICHERTAZ LS. VY Y — NEOBIRN D O i
TlE v KFIOIEFHRARR CTIIFROLRK 2 WHEG L6 L #HBS L2546 Tl
BREGEE L TCIRIRELLIBORG O VPL LAREORVEIIKRE» 5720 UV Y —
LAHOCL3BZEHMET A LIZTELVLDOD, Vv 777 by A% HW2REBT,
b H oPe G- HbE TR O BB 2 AR GL-3 0 I3k Kb L72. a-Gal A
BEEEEARIE Y vy RO Y OIFAET TR T H 2 & &=L T, KA DOIEEHIRAERICE
WL, BHBES X0 G MBORWESETIHREOMA B RKIL L 72,

 MIBU B ARFOEYBERETIX, ARF O MAE T R4 &L, T2 96%
b2l & K& < MEEANOI Y ABRDIRIB I NIz KR O~ ZANT ¥ AR TIX, #%
H24WF B\ KER - O AR BN Sz S 512, RHI O A OV58 THAH R BR
T ORI B AR A M B IR P GL-3E DGR A O AHK % B HA G L 72555 SR E 259K
LI BT EIIRENT,

KH D4 MAHRER (AT1001-012588% J (FAT1001-0113858%) Tid. AH Z 48K b X 12#%
5 (WAKY) 52T, HIMERDT o-Gal AiGTEZ2 BRS¢, Y TH 5 G HE LI
B (BIC) GL-3K M4 hlyso-Ghsz ik & €72,

— T KA O THRE (FAB-CL-201 ~ FAB-CL-205:8) Tid. K#AlIRAI A—F
A%y e LTI2mg (I A—F A% v MEEEE L T150mg) O#HHEG. K F—
A% v F&LT206mg (I —F A% v MEEEE 2 L T250mg) OMHES., mAIF
—5 A%y b LT20mg (I H—F A% v MEEEEE L T250mg) O1H2EHES. &k
IA—5A% v bELT40mg (I H—5 A% v MEMIE L L T500mg) D3HFG54HK
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150mg) FEH#EG PRSI NA—FH T M LT hofk5 L I x U iZBnTbeaelt
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FROXHIT, mELIEEOBA DD HZGPLETH LA, MHEGTHHI L,
EHMoRkGThr I erEz bl ERICIBEDVPRHZSNLTREND 5. L72as
>T, FEEINZMHZENLEEIC0OETTHNIRMA LENGOEF 2 RTT 5
CENTEDD, WA CHEIIBWTHEREEE ST 2L NS5 L E 2. HELOHEIZHHE
T AHERT2Z [HGRZNT N — % & 5. RHTPERINCIRHTE 2ho 72841,
BRI T W 0 S 128 I LRI 5 2 &0 IRHI T @B 0 & 1205 [ % 88 2 7235 413
ROWA TIPSR EZFHRAT A2 o] ZE LS

73 BERMTHELE L OB 2 HARER PLREMEIRE SN TV w0 E L7,
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Z D 0 0 0

a REE AAROHIRIIIED SHIGZHIN

_21_




WA B

777 =IO O ORI ENIIIIAETH 5720 X—=A T4 YFFIZ65%D BHENT 7
Wy F—8 TILVT77OHEGE2ZFTBY., 3B3%DBEVBTHINY F—E R=F D5 %2217 Tn»
T2 AT%NDBENT v T F 7 v ¥ YEBRBERER (ACED. 7 ¥ V47 v v IR
(ARB) XigL = HEHE (R) OG5 %% Tz, 58%D B E 24K E IR 12 B8 WV T100mg
L EDORPEADED 5Nz FIeGFRekprrlZ91.9mL/min/1.73m* TdH 1. “FIImGFRioexatld

82.8mL/min/1.73m*Td - 72,

VI AE DA ERTH &t
(n=36) (n=21) (n=57)
777 ) —IROLWH 5 OFE ,
TS B () 102+11.76 134+1247 114+12.02
N—2F 4 YBERT, n (%)
THINY Y =X N—% 11 (31) 8 (38) 19 (33)
THNYT—E TVT7 24 (67) 13 (62) 37 (65)
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(F¥fE+SD) (3 14E (95%CI) ]
I T xR ERTHE VAR DI 2 ERTH#:
(n=34) (n=17) (n=34) (n=17)
SF-36 v2*!
BRIy R—=% b 47.8+10.8 40.4=10.6 0.96 (-1.0,2.9)° -192 (-67,2.8)*
R ay R—% b 49.3+10.6 50.6+10.3" 0.08 (-3.3,34)°" -041(-4.3, 3.5)
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WL X %P0 0 2 (10)
B (%)

_29_




W2 (0-30 »A)
HT T x N ROPE %2 F 725168005060 (98%) A EFLAHI L, BRI ORI I E
H329%. HHEEEEDB1%, BIEMNI8% TH o720 FRAEFR (FHF20%L L) 1ZRMWHFEK (41%).
VEIE (31%). 4 Y 7 VT UH (24%). T (22%) THh o7z,
BITER OFBAI1E37% (19/5161) TH O L2 EI1EH (FEHE10%L 1) 135 (14%) TH - 72,
WELAEFLII31% (16/5160) 2FHB L. Fhodo GEILLE) 3k Gl THo7z.
R IEICE - 2H ERR RO EHNLFED SNAh o 72,

10%LU LRBE L -EEER

n=>51

WIENDDEEES 50 (98)
P EEPS 21 (41)
G 16 (31)
£ VI INVI W 12 (24)
THI 11 (22)
% ik 8 (16)
FEMED 0 8 (16)
ol 8 (16)
Mg - 8 (16)
201 7 (14)
M 27 L7 g ¥R ARFF—EH 7 (14)
B £ 6 (12)
i AL 6 (12)
e Eh 6 (12)
IR I T e 6 (12)
R 5 (10)
SAEXSR 5 (10)
N 5 (10)
P 5 (10)
iE 5 (10)
Hug 5 (10)
A G 5 (10)

WE (%)
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2. RKBEDI777)—RBEEEMRELVA-SHEZEFA-EER T 7 RN BEMELILHAER
[FACETS:E (AT1001-0115488), HIHExE (Bsr—4)] "2

HiY

B ML (ERT) 2 ARFEMIIE6 » AU EFEBL TWawT 7 7)) —HEH 2
MBI, T 74V FOARVE, AR O AR 2R %,

RERTA ~

ZEFEE (16 » H), ZRiadth 6l —HER, 77 R, MIEL LR
(55 TAH UER)

EEmiFesed: (ERT) & RFEMIZ6 » HULEFER L TWiaWv1e ~ 4EoR K7 7 7)) —

POE-d WBE6TH (HE2451, ZPE436). eGFR=30mL/min/1.73m* # 5 7 + v FIZUSED 7
WCLAERB 2 3 2 BEHE1TH &2 &)
16 L7 LF T 7 7 =R E B S B R O
RO | mvitroCIN—=F A5 v MO H 5 CGLAEEMZHT 5
cERTRFEM XA 7 ) —= 2 76 » ALLEERTZEi L TWiew
c A7) == ZREORPGL-3A M P R o445 2L -
KRBFNI2DO DA T — T RO R OFEBRMS G- W2 ok S iz A7—1 (6
A H) TREZEZTI 74NV EFHXET I EREOWFNNICL L 10E & THEAES
L7z < AT =22 (6 # H) RO SH (12 2 A) Tide&mz i
74NV PG ) B2 7,
25—91 65 8)
e HIGTANWE (IA=F A%y b&LT123mg) X377 RERBAHKS Lz,
ABRITiR 27—92 (6 58) RUFERMSEREE (12 5 A)
EETHTT7+IVE (IAH—F A%y bELTI23mg) ZAES L7,
HIGTHNRHSGTHIVER: AF—V1ITHITHNV G L, AF—V20 B LTH I 74V &k
LUz (3441)
TIXRTTTHANVERE AT —VITTITRERG L. AT —I2THI 7NV NG R 72
B (3360
FEFMEEE
- 6 # HIEOPIGEIC GL-3B AMREADIN— 2 5 4 ¥ 9 550% DL A L7z B odEls
(LAERY ¥ —FK)
Bl R 5 EE B
- BIC GL-3# AK¥ (LEFMEE DA OERB)
- eGFRekperrn e GFRvoro 2 ' mGF Riohexol
e
Z D O FHiIE B
T O — A TEHIN L - A E iR E (LVMI)
- GSRSIZ & % {HALZHIEIR
nE
i RRNFHEER
ATl L H - I Hlyso-Gbs
R
R2MFMMEER
- HEHG
- ERRARAT
N Z A
nE

1C © [V EAmm A

GL-3 PZuaRM)TEINET IR

eGFRekperr © CKD-EPI X% Hl V> 72 550 BRI 8 5

eGFRworo  : MDRD 3% Ji W 7235 R BRI

MGFRikesol © 4 FANFY = IVOIIHEZ VT 5 ¥ 22D RERIRIE M =
GSRS : Gastrointestinal Symptoms Rating Scale

lyso-Gbs : ZaR ) TAHIINVAT 4 TT Y

FACETS : Fabry AT1001 Chaperone Efficacy, Therapeutics, and Safety Study
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[(BEEE]
WA IS

SEWO TP IE 14505 Ty 1B D AD65EAR TH - 720 HERNE B D336%. LEH64% TH - 726
KLZEWAHIZEAAN (97%) TH o7,

HITHNRHTTHNVEEE | TTRR-HT7 4V K Gt
(n=34) (n=33) (n=67)
A
Sl = SD 40.0+1329 445+1018 422+11.99
Hr it (FfPA) 37.0 (16, 63) 460 (24, 64) 450 (16, 63)
PR, n (%)
3 12 (35) 12 (36) 24 (36)
7 22 (65) 21 (64) 43 (64)
B CRElOHR) * n (%)
L ANy 7R IZT TV % 1 (10) 1 (10) 2 (10)
JFre 2=y 7 AT 7 5% 9 (90) 9 (90) 18 (90)
AH 0 0 0
AN, n (%)
TRAYHA VT4 T Y HIFT TAH AR 0 0 0
TITA 0 0 0
BAIZT 7VHRTAUAN 0 0 0
IATA T NTAT ANTKAER N 0 0 0
FIA 32 (94) 33 (100) 65 (97)
Z At 2 (6) 0 2 (3)

a KREOBIEIZ LD SHG 250

W& B

777 ) —IRDOBWH S OFHFBHEIX63ETH - 720 25%D B EICERTHR G5B D H - 726
8%DBENPNR—=AFTA VBT v IVF T v VEBREBEEESR (ACED., 7y V457 r U1
TR (ARB) XiZL = URHER RD) 2%5TTho7.
U EIRIZB VT, 66%DHEETIS0mgE. 33%D B E T300mgl DR E AN D bz, N
— A5 4 YHFIZ13%D BH THEE OBAEREE (eGFRypro<60mL/min/1.73m*) %4 L Tz,

HITANERTTHVERE | TTERF 574V FEE Gt
(n=34) (n=33) (n=67)
777 ) —=IHOB WS ORB LN (4F), .
P SD 5.7+6.76 71+784 63728
N—=2Z 54 V24 HIRPEN, n (%)
>150mg/24h 20 (59) 24 (73) 44 (66)
>300mg/24h 9 (26) 13 (39) 22 (33)
>1000mg/24h 3 (9 39 6 (9
R T IV73Iv/7L 7= (mg/mmol), .
i SD 18.83 + 36.404 26.71 +47.259 22.77 +42.044°
eGFRexperr (mL/min/1.73m?)
M+ SD 954+ 2851 93.8 +20.64 94.6 +24.77
e (sREER) 974 (41, 164) 981 (45, 127) 98.1 (41, 164)
N—254 YFACEI/ARB/RIDAEH, n (%) 6 (18) 13 (39) 19 (28)
ERTH5-#85% n (%) 5 (15) 12 (36) 17 (25)

a n=32, b n=66, c n=33
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(o]
BEIC GL-3: A 5%
@6 » AEEDL AR 4 —F* (RF—T1, ITTEH. =EFMEE)
67 HEEDOL ARY ¥ —FXZI 75 7+ )V FEET406% (13/3261), 75 & REET281% (9/3251)
THh-o72 (p=03, B TREYIL L 72Cochran-Mantel-Haenszel#5E )
% SPIHIC GL-3H AEEAN— 2 T 4 ¥ & i L C50%LL LA L7 B o f4

Q@7 AINKNIIREHMDH 5GLAZERR2HTH2REICHITHEE
(RF—I1 : BE@ER. X57—22: BIXEHMEER)
HT 7 ANV FICHINED D B GLAZRER 23 5 BHITBIT 5HIC GL3FHAKBDOR—2F
4056 3 HEFTOZELE CEHESEM) &, #7574V FEET-0250£0.103, 75 &K
BT0.071£0.126TH V. MEEHEICHE AN 57z (p=0.008%, ANCOVAT),
T R%6 » HEGH. 77+ VIO BHEZT6 » ARG L2BH (79 HT7 7+
WV RBE) Tl BIC GL3B AKEA6 » AH 512 » HETICAHBEICKA L7z CEOELE+
SEM : —0.330 =0.152, p=0.014, MMRM) .
N7+ KR AxRGH, L THFI 7 V%212 2 HEFTHRG L2EBE (F5 7+
R-AZ 7+ FHE) IZBF56 7 A 512 » HE TOEIC GL3FHFAKRKOR—ZXF 4 b
DI LE (£SEM) 130.008 £0.038TH - 72,

¥ IR/ IR E O { pfil
T R=ZAFA4 Vi, R=ZXF74 VORTFROBELGHER=2F 4 OMEEH % LR

EIC GL-3HABRBDN—-ZS 1 S5 DEILE

04
- 27—1 754K (n=20)
— 2F7—V23H—52%vk (h=17)
—— 2F—I1 IH—FRRYF>RF—T2 SH—FZEY F (1=25-22)
02
0074013 _ ___
e N
ECINY
4 . p=0.014
b p=0.008 -033+0.15
02k -025+0.10 T
2L
T 0.010.04 \1
Y L
N=RAZ1V 6418 1218
FIEESEM N—=AF1 ME (FIHELSD)
2T7—I1 pﬂEI%U\Zﬁqﬁﬂtl%ﬁQANCO\/A* (BZ7#4IVREE vs TS5 REE) HZ 74 )V REE (n=25) :0649+1.229
AT =2 pfE:MMRM (618 vs 124 8) TSt KRB (n=20) :0.493+£0.594
T R=RSANMEN—ZAFA YV DRFROREEEN—ASA OEEERALEE 648 (FFEHELSD)

HS 74V REE(n=26) :0389+0.792
754 KRB (n=20) :0.565+0.975
126 8 (FA9{E£SD)
HZ 74V R-HZT4)V R B (n=22) :04291+0.861
TSER-AZ T4V REE(n=17) 1031220628
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BimiEflyso-Gbs (RF—1 ~ 2. BEMNENETFMER)

HS 7+ N FIZUSHEDH 5 GLAERI %43 5 BE 2B 5 14 hlyso-GhsfEDX— 2 5 4 ~
o6 » HEToEbE CESMESEM) &, #9574V FEET-11.22+476nmol/L. 75t K
BT058+237nmol/LTH V. WEEMICA 7% 20580 57z (p=0.0033, ANCOVA '),

T R%E6 » 5%, 77+ NV NICENBRZT6 » A5 L7z T 7+ Vv FICRISEDH %
GLAZBRR 2T 5B (77X R-AHF 7+ FEE)*TlE, I3 Hlyso-Ghsfiinse » HH» 512 #
HETICAZIZHA L7z CEZ LR +SEM @ —1549+6.16nmol/L, p<0.0001, ANCOVA ™),

HF 74N &6 » %G55, #ELTHI 7+ NV 2123 HFTHRE LA T 74V RIS
WDdHbCLAZRM A ST HEBE (FF 7+ NVETS 75V EE) 2B 567 Hr512 % H

T TOIMAEFlyso-GhsfiiD RX— 2 T £ 56 O s (£SEM) 131.22+1.35nmol/LTdH - 72
¥ MASUETRETH - 72 8H
T R=ZAF4 VM, R=ZAF74 YORFROEGHER=ZT 1 Y OMENEH % L4 5

Mm#Edlyso-GbsfENDN—ZZ 41 > Hh5NELE

—-—— 27—J1 754K (n=13)
—_— ZXF—V23H-5Z2v (n=13)
50| m— ZF—I1IH—5RRYFRF—T2 TH—5Z% b (n=18-18)

10.0

06t24
O~ e £
= p<0.0001
3 sol -15.5+6.2
£
IITIHI/II -11.2%48
A -10.0 - J_L
=
R | 12414
-15.0 -
-20.0 -
-250 - . _
N—=AZAV (Fa)=! 1218
A&+ SEM N—=RZA B (FHHELSD)
AT =1 pfE:ANCOVAT (HS 74U REE vs TS5 RES) HST4IVREE (n=18) :147.27+62.17
A7 =2 pllE:ANCOVAT (TS R-AHZ 74V RBED6HAHS120BDZEALE) TS5 REE (n=13) :141.85+39.14

t N=ASAMENR—ATA Y DERFROREEHEN—RATA( Y OEEFREHES
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MeGFRcko-eri. €GFRuoro U MGFRioneor (B X SFAMIE B /FE S Rk 5% 55488 )
HTT7HNEEI8~24 7 G LI2BEDI LT T 7+ IV FIZKIMEDH 5 GLABRRZ T 5
HBHIZB1F 5eGFRekveen. €GFRuoro 2 ' MGF Riohesa® -394 M 25 L 13 % 4 — 0.30mL/min/1.73m”
(95%CI : —1.65 ~ 1.04). 0.79mL/min/1.73m* (95%CI : —1.28 ~ 2.87) % U —151lmL/min/1.73m”
(95%CI : —4.20 ~ 1.18) TH -7z
T2 T 74NV FEN36 » ARG L2 BEF 2B 5 eGFRekpen D FI4E M Z L1 —0.81mL/
min/1.73m* (95%CI : —2.00 ~ 0.37) TH -7z,

GFREMEZ{LE
18/24 » H 36 » /1
FHfl+SEM (95%CD) T (95%CD) *
020+ : ey,
COFRcoown | 0-66mL/ml<nn/:1;1713)m (ZL65~ 10D | _ 0 e) i /min/173m° (~200 ~ 037)
+ : 2 —
«GFRybrD 0.79+1.03mL/min/1.73m* (—1.28 ~ 2.87) ]
(n=41)
_ : T,
mGFRiten 151 £1.33mL/min/1.73m* (—4.20 ~ 1.18) )
(n=37)

XAERERA & I E ket 53R (AT1001-041380%) ¥ 1ICBAT L2 BB 2R

BLVMi (Z OOFFHEE B /IF SRR 55158

HTT4+NKEI8~24 » At G LBEDI LA T 74 IV FITISEDH 5 GLAZER % 455
BBEFEIIBIFHLVMIER =2 T4 U P OAEBISHED L. FHELRIZ-77g/m” (95%CI : —154
~—001) THolzo N—AT A VIFIZEEWKEZA LIZEEICBT 5 FHELEIT -186g/m
(95%CI : —382~1.04) TH o7

T I 7NV R0~ 36 » AG LBE ITBITALVMIONR—=Z 5 4 ¥ H 5 OFEAL
13- 170g/m” (95%CIL: —262~-79), "—AF 4 VEHICEZEMKREH L2 BEICBIT 5T
2L —30.0g/m® (95%CL: —579~-22) THH. WTFNIR—ZAF( U S5DOHEERIET
D SN2,

LVMIiODNX—Z5 1 > Hh5DE{LE

e N=Z T4 Vb N=ZFAL 5
T £ SD 18/24 » A £ ToZiLE | 30/36 » H F COL{LE
PG (95%CI) P (95%CI) *
ot 96.5+32.9g/m” ~77g/m* (=154 ~—001) | —17.0g/m* (-26.2 ~-79)
- (n=44) (n=27) (n=15)
N—2RF 4 VHIZ 1389+37.1g/m> | —18.6g/m* (—38.2~1.04) | —30.0g/m’ (=579 ~-2.2)
LEEMRKEAGT 5 BE (n=11) (n=y8) (n=4)

RARED & I E Wk 5Bk (AT1001-041388%) ¥ 1ISBAT L2 BB 23 %

WE{ERER (ZDOMOFMEEB RO ERBER)
HT 7+ N RIS DH 5 GCLAE R 2 S 5 BEICBIT HGSRSO FMRE [ FH ] 1I22o0W T,
T 74NV EEETIET T EREICHRTR=2A5 4 U956 7 HETOLELR (/A F V3 o8
BEIET L2 (F7 74V FEE (2861) : —03. 77 &KEE (19%1) : 02, p=0.026. ANCOVA),
[ | 12DV Tid, R=Z2F 4 VIRFIERZ A LZBZHITBWT, #7974+ VIFHTIE T I+
ABIHARTR=Z2F 14 U256 7 HETOZ b (R FFY) AR TLE (597
OV FEE (106]) @ —06. 75 &AKEE (661) : 06, p=0047. ANCOVA'),
HT TN RRIS~24 » ARG L7=HT 7 4+ 0V PO 5 GLAZ R 2453 2 B3 (4041)
TIE [FTHIROTHEIEARID AT THRR=A54 U PLEEIET L2 (R=25 4 U150
ZALE  [FHI-05 (95%CIL : —0.908 ~—0.125) [THILAE | —04 (95%CI : —0.747 ~—0.040) ) o
T R=Z2F 4 UMli, R=ZAF4 YORTROEGHER=AF 14 Y OMENEH % 4 &
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[ReM]

BxX7—1 (0~65A)
A7—=Y1 (0~6 2 H) CBIE2EERZLOREIRIIAT T 7+ IV FEETI% (31/34%1). 77 kK
#ETI1% (30/3361) THY. BT 74V FHOELHEFS GEIHFI0% L) ZHEH (5 7+
WV R#E3S%. 75 b REE21%). RIHEEL (T 7 4 )V FEE18%. 75 b RE6%)., WY (T 7+
U RBEL2%, 7T b REEL2%) . $EIEAE (9 7 4V FEEL2%. 7T £ REEL2%), B (HF 74V
F#12%. 75 R #6%). FEH (57 5V F#E12%. 75 2 REE3%) Tholo HEOHESR
GIEBRIIAT T 7 4 IV FEETI% (3/34B1). 77 REET6% (2/3361) TH-72,
BIVER ORI T T 7 4V FEET44% (15/3461). 75 2 RBET27% (9/3361) THYH, #57
F IV FEEOFELREWER GEBIEES%DL L) $EL (X774 F#E6%. 77 R B0%). TH (F7
7 3V K #E6%. 75 b REE0%). TN (FF 7 4V FE6%. 7 F R EE3%) . KEBmM (75
74V FEE6%, 77t RE0%), BE (FF5 7+ 0V FE6%, 75t RE0%), $5&E (9 7+
F#E6%. 7T L KEE0%), S (75 7 4V F#6%. 75t R EE3%) Th o7z
HEGHERGREBRIATT 7+ FEET6% (2/3461), 75 REETI2% (4/336]) THY, 4
TRLEDHLTHo Tz AT ILICES7-FERLRIIT T L RECIH GRS RL Y > /i)
RO LNz, FREHNIED SN D o720

A7 H#IWRBETI0O%ULERBE L -FEER

A7 4 ) KEE 75t R
(n=34) (n=33)
WTENRA DA EES 31 (91) 30 (91)
SEUIRG 12 (35) 7 (21)
SR EE 98 6 (18) 2 (6)
9% 57 4 (12) 4 (12)
IR 4 (12) 4 (12)
L 4 (12) 2 (6)
F 4 (12) 1 (3)
B (%)
HZ 7 #IVNET%UALERIRU -EEA
757 4 ) KEE 75t R
(n=34) (n=33)
W N ORIVE 15 (44) 9 (27)
G 2 (6) 0
T 2 (6) 0
1 Nz 2 (6) 1 (3)
REBN 2 (6) 0
#HE 2 (6) 0
B 2 (6) 0
S 2 (6) 1 (3
B (%)
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BX57—>2 (7~12 »R)

AT7—=V2 (T~12 7 H) B AHERLORBRIILEIKRTTI% (50/6361). 7T 74V K-
7 4V FEETT9% (26/3361). 75 v R-AF 7+ )V FEET80% (24/3061) THhVY., EhfEFESL
(TN OFEGEETRBERION L) ZER (T 74V F-H5 7+ 0V FEE12%. 752 R-T 5
T H IV FBELT%), WLEIZ X B (HF 7V R-H5 7+ F#EL2%. 751 R-AH5 7+ )V FEE
10%). SWWEESE (T 7 4V F-H5 7 4V 6%, 75 R-75 7+ )V F#E10%). B (75
TANR-HFT 7+ 3%, TFERHF T 7+ FEEL0%). R (FF9 74V E-HF 7+ N
0%, 77 XR-HTF7 4 KHL0%) Tholzo BEOHERGIEHFIIEERTION (6/6361), 7
74 NVE-HT 75V REETI2% (4/336]), 75 R-HF 74V FEETT% (2/3061) TH-72
EIVER O3 BIERIZ AR T19% (12/6361), 75 7+ )V F-H5 7+ )V FEET12% (4/3361), 75 kK-
HT 7NV FEET27% (8/3061) TH Y. FRANEH (TG THRIAE% ) (XA
BKG (I 7+ NVE-FF3 74V FEH6%. TI3XR-FS5 7+ FEES3%). R (F5 74V F-F
57 4 )V 0%, 7IER-HTF 75V FEEL0%) Thorzo

FEEGAEFRRBRITENRTS% 5/6361)., T 7+ E-HF 7+ FEETI% (3/3361), 75
Y RAT T4V FEETT% (2/3061) THY), ETRLELIFARTH 72, RFPILICE S A ES
LAWIHTT T+ R-HFT 740V FEIZIH (FhZEMEMRELE) 2 bz, FEEFIIRD bk

75)/) 7:0
BT TANKATTTHIVEEE AT —=VITHTT7ANVFEHEG L, AT =20/ LCH I 74V Fakh Lk
TSR RHF T T+ FEE CAF=VITT IR ERE L, AT —V23H T 7 4V R B2 TS LB
WIhHPDETIONUEREAL -EEER
H5 T+ K- 75 kK- o
BT 74V REE VIR WA i (i63)
(n=33) (n=30) "
WENh DA EFHS 26 (79) 24 (80) 50 (79)
VR 4 (12) 5 (17) 9 (14)
WLE 2 X B IR 4 (12) 3 (10) 7 (11)
PGB 2 (6) 3 (10) 5 (8)
R i 1 (3 3 (10) 4 (6)
R 0 3 (10) 3 ()
B (%)
WIhHPDETS% U ERE L 7-81MER
#5774V E- 75K o
VIR WA i VIR WA i (};63)
(n=33) (n=30) "
W DEIER 4 (12) 8 (27) 12 (19)
A P G- 2 (6) 1 (3 3 ()
YA 0 3 (10) 3 ()
B (%)
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WIESHkiEiR 58 (13~24 » AB)
IEE MMk bt 5 (13 ~24 » A) BT B2 EERHFLORIRII LA T% (48/5761). 7T 7
VR-A S 7+ FBET3% (24/2961). 75 R4 7 + )V FEET% (24/28%1) TH Y. +
LHERL (WITNHLOFEGHETEIAEI% L) ZEAR (T 74V F-FTF 7+ )V F#E14%.
T RHT T T 4N I, [RAEXK (TG 7+ NV EF-HTF 745V KEELI% TIER-HT 7
>V FEELL%) . B (T 74NV F-HF7 50V FEEL0%. 7T XRHFT7 5V FEEL%) Th
o720 EEOAEFGIBTRITERTI2% (7/5701). 757 4NV K575V KEETI0% (3/29
Bl), TIERHT T+ REETIA% (4/28B1) TH -7z
BIVEH DFE B MKT21% (12/5761). #F 7+ )V F-HF 7 4V FEETL7% (5/2961), 7 F kK-
HT T+ RBET25% (7/2861) THY. FHREWEH (WINr o5 THRIF%D ) (2K
(HFGTANER-HF74IVEBET%. T RHT 7+ FE0%), Bl (TG T74NVR-AHF74 )
FH#0%., 772 R-HF 74V FEET%) Tholz.
A ERRHBRIILNRTI9% 1/5676), 7T 74V K-HF 7+ FEETL7% (5/2961), 7
FYeRAT 74V REET21% (6/2861) THY., B TRLELIFARTH o7, AP ILICE - FE
HEROFECHNIED S h o 72,

HITANWVRHTTTANEE: AT —=VITHT 7+ NV EFEHELG L. AT =25 L TH T 7 4 IV P25 L2
TR RH T T+ FEE CAF=VITT IR ERE L, ATF—V23H T 7 4V R B2 TS LB

WFhDPDETIO%ULERBR L -FEER

H'5 7+ )V K- Tk R o
HT7 VR A E DA 5 (}:57)
(n=29) (n=28) =
WFNADA EHYL 24 (83) 24 (86) 48 (84)
EHIR 4 (14) 5 (18) 9 (16)
RE TR 3 (10) 3 (11) 6 (11)
[ 3 (10) 3 (11) 6 (11)
BiIE (%)
WTFNH»DETS%E EFIE L 7-EIEA
TT7ALE TR St
VIRZAZE WA i VIR E WA i (n=57)
(n=29) (n=28) i
WD OEIVEH 5 (17) 7 (25) 12 (21)
f b 2 (7) 0 2 (4)
LN 0 2 (7) 2 (4)
B (%)
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HM0~24 1A
BIVE OFBIERIZ 4K T45% (29/6461). 75 7 + IV F-H5 7+ )V FEET56% (19/3461). 75
LR-HT 74N FEET33% (10/3061) TH Y. ELEMEH (WFhhokb5 3 TRILEL0% L
B & (BT T NVE-FFT 74N FEI2%. TTER-F5 74V FEE3%). Wi (57 +
WER-HFF T30V KEE3%, TIRR-HT5 75V KEELZ3%) Tholz,

WTFhh DB TE%ULERE L 7-BHER

#5774 )V K- 75 R-
HT 7V R 71“7772‘11/%“?%‘? (iﬁi)
(n=34) (n=30)

WA OREIEH 19 (56) 10 (33) 29 (45)
TH 4 (12) 1 (3 5 (8)
HI 1 (3) 4 (13) 5 (8)
FEIEAE 3 (9) 1 @3 4 (6)
BLAIN 2 (6) 2 (7 4 (6)
fe b 2 (6) 1 (3 3 (5)
ARG 2 (6) 1 (3) 3 (5)
FEIED T 1 (3) 2 (7) 3 (5)
TN EZ 2 (6) 0 2 (3)
PRE BN 2 (6) 0 2 (3)
w3 2 (6) 0 2 (3)
J&FLSTRR 2 (6) 0 2 (3)
ik 2 (6) 0 2 (3)

BB (%)

_39_




3. 12BUE18EERBN 7 7 7 —RBEEE MR E U - SR ERIESRIET B
[AT1001-02058%, %]]Ib#ﬂﬁitﬁﬁ GBS T—45)]

T T AN FICISHED S 5 GLAZRIM %2 4§ 512 P E18E A0 7 7 771) — i

Hi BHEHRIT, HT 740 FOGAME, FWTRE, R OATNE & SE 5 o
RERTFH A ¥ 2ﬁa(%E&U*lLyﬁ&%ﬂ(%mw\#am‘#ﬂ%ﬁ%(%mwﬁmﬁ
HT T+ IS DSH HCLAEREM 24 L, BEMAHEDE (ERT) % RENHM.
i VIIERTAEHi L TV a3 A7) — =~ ZO14H UL ERIICERTIC & 5 E#E %
1L 72125% LL B 18 il Aok FaASkg U b0 B4 7 7 7)) — i 2261 (11041,
ZE1261)
12 LU 18RI T 7 7 7 — I & B S s Bk R Ot
cHF TN RSO H B CLALRM A 4§ 5
c A2 ) — = v TREOKREDY5kg Pl
ERBRIRHEHE | - ERTARFERXIIAZ ) —= > ZFORij14H IEERT # Ejii L T e »
qouL@777u—r@Aﬁr(W%ﬁﬁ1%ﬁ%ﬁ%/rm@ﬂﬁ>%ﬁ?%
- AR TS O B RE R E (eGFR<60mL/min/1.73m%). d L IEAZ ) —=
> TRFIZEMNT L i%*ﬁ%zﬁka“émﬁ%%ﬁé&w
RRERZ2OD AT =Y (A7 =1 4K, AT7—=Y2:11 » A% 5 % 0%B0H
BT W24t TSN, I 74V EF (3H—9Z% v FELT123mg) %12
2 AR AP S L7z,
FEFEEE
< SEWyBhREFHGIE H >
CKEHEGHEDOI =T A5 v b OHERMIE PO R IRERE 0 S5 B i
7%5 A =% (Cmaxs Cminv AUCuu)
nE
APEFHEEE >
- HEHEL
- R KA
CONA Z VB A v
nE
Bl R EHEE E
=EAiIE H <A REFHIIH >
- eGFR

CRPEHRLCIRPT VT I E

LI a—AETHEB L AEERERE (LVMI)
. [fl].’;lﬁ ':F‘IYSO-Gbs

- BEHETY b LA (FPHPQAZT)

nE

Chnax ORI R

Cunin A

AUCuwn e 5-THFE (48WE[H]) T oD IMAE Hp i B — IRg ] T T ThI A
eGFR @ % SchwartzfE 53X 2 F v 7 3 550 BR A 8 =
lyso-Gbs: Z UK ) T7FINVAT 4 TV

FPHPQ : Fabry-Specific Pediatric Health and Pain Questionnaire

FERHIEH C & 2 B REFFAMIE H &R [V BRI S 23 H | oz 2|
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(BETE]
WA OHRET 2B R O R B4
AE WS O YLE 1X15.0/% T HBH D68 % 23127 L L 167% K il 32% AH3167% UL _E18j% A il T - 726
PERNE B YEDA6% . LEABE5% TH o720 DL WAHIZAAN 91%) TH o7z
RE O JLE1364.1kg Ty 45kg Rl D EBE TV Do 72,
7 7 7 ) —WROEZW 5 OFHRGBIANIZ6ETH V. 50% DEEICERT O GHEERD B - 726

12 L E165 AR | 16 L RS AR U
(n=15) (n=7) (n=22)
A iy
Pl + SD 138+1.21 164+053 14.6 +1.62
AL (EPR) 140 (12, 15) 16.0 (16,17) 150 (12,17)
12 UL E165% K, n (%) 15 (68)
167 UL E18/ A, n (%) 7 (32)
PR, n (%)
Bk 6 (40) 4 (57) 10 (46)
Ltk 9 (60) 3 (43) 12 (55)
R n (%)
L ANy 7R NIE T TV % 2 (13) 1 (14) 3 (14)
e A=y 7RIk T 7V FR 13 (87) 6 (86) 19 (86)
NFE, n (%)
FA 14 (93) 6 (86) 20 (91)
BAIZT 7UARTAVAN 0 0 0
TITA 0 0 0
TAVAA VT4 T VT FAH AR 0 0 0
IATAT  NTAT VKRN 0 0 0
Z 01 1 (7) 1 (14) 2 (9)
fki#E (kg)
FH# Ml + SD 62.8 +14.89 81.4+26.82 68.7 = 20.80
HroufE (8EPH) 572 (450,1006) | 671 (54.1,1162) | 64.1 (450, 116.2)
777 V=B HORGEMIR (4) *
Pl + SD 91+441 10.7+394 96+4.25
ERTH5-#%8682 ), n (%) 7 (47) 4 (57) 11 (50)*

a JrkApl, ZETH
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EElcd
MeGFR (BIRFHEIHEE)

eGFRONR—Z2 54 vH 512 7 H F TOFEHE{LEIE - 1.6mL/min/1.73m*T, R—Z2A 54 Y H5

AR AT 5 F TR LR X — 1.5mL/min/1.73m* Tdh - 72,

127% Lh F16% A )2 O°167% DL 187 At D AE il /0 B Tld. eGFRON—ZF 4 Y5512 #
H ¥ ToOFHELRIE - 54mL/min/1.73m* % F4.9mL/min/1.73m% ~NX— Z 5 4 > 7 & e aFfifi

M E COFERMEYE LR IZ - 50mL/min/1.73m? &% 04.9mL/min/1.73m* T - 77

eGFRON—ZX5 4 > 5 DELLERVEEETLE

127% L) _E167% A i 167% DL _E187% A i 2K
R 254 121.0 +20.69 109.1 £16.94 117.0+19.93
(n=14) (n=7) (n=21")
1157+11.34 114.0+23.90 11511642
12 » A /5.4 122 ’
RFs/Z LRy (n=12) (n=7) (n=19)
NR—=ZAFGA4 VIPHD —-54+12.69 49+1840 -1.6+1540
At (n=12) (n=7) (n=19)
NR=ZFGA4 NH6D -50+12.29 49+1861 -15+1511
EME L= (n=13) (n=7) (n=20)

SN = SD. B © mL/min/1.73m”

a BRI MEEG-HIG O N7 fe OWEMH L g L7z

b RSN S o 1B R
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BRHYEBARVRGDT7IVT I E (BIRHEER)
JRPEHDOR—=ZXF 4 7512 » HE TOFYELREIZ360mg/LTH - 72,
1278 DL 1 165% A [z O°167% LL E 18R A O 4E il i 4R H B Cld. M EHONR—ZX 74 Y512
7 0 TOFHEALE1E328mg/L M 414mg/LTdH - 72,

RPEEDNRN—ZXF1 2 5DELE

127% DL 165 F1i 167% L1 185& i gl

R 254 914+6454 102.9 + 36.38 95.2 £56.00

7 (n=14) (n=7) (n=21)

131.9+108.38 144.3+11253 136.5+106.94
(ZYAEN 122

12 R/ RAER (n=12) (n=7) (n=19)
NR=ZFA4 NHD 32.8+124.97 414+93.17 36.0x111.61

2t (n=12) (n=7) (n=19)

SEME £ SD. HAY - mg/L

a {BERFEO ML G-HIA SO N7 th OMEM & g L7z

AT IVT I MEOR—AF4 U512 7 HF TOVEHZELEIX162me/LTH > 72,

125% DL _E167% A4l Bz OR167% BL_E 183 i D AE Wi - H Cld. IR 7 VT I VEDOR—ZA 5 4

Y512 # A TOWVHEILRI1310.3mg/L % 1°26.3mg/LTdh - 72,

RPTZIVTIEDN=ZXZA4 > 5DELE

125% LL_E1657% A 165% 2L E 185 A SR

N2 A 13.1+19.77 139+14.32 1341777

(n=14) (n=7) (n=21)
25.1+34.07 40.1 £52.15 30.6 =40.89

fi / EL 1Y [i=3

12 2 TR/ (n=12) (n=7) (n=19)
NRN—=ZAFTAL UV P5D 10.3+17.75 26.3+40.41 16.2 £28.27

2t (n=12) (n=7) (n=19)

SFHME+£SD. HAL - mg/L

a WIS O G-HA S N7k OWEM L ek L7z
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BEEEEFRY (LVMI) (BIXSHEEE)
LVMi ME—F) OX—254 9512 5 H$ TOFEHZELEILZ-39g/m*TH - 72,

12% DL 1678 A [ OV 167 DA _E 185 AT O AE il /- B Tid. LVMiI (ME—F) OX—=2 5 A4

Y512 5 A TOFEHZEALEIR - 78g/m* K U22g/m*Th - 72,

LVMIONX—=ZX 54 > 5 DELE

127% L) _E167% A i 167% UL _F187% A i gl
R 254 744 +1355 73311459 740+1354

(n=13) (n=7) (n=20)
67.5+527 75.5+16.26 70.5+10.99

12 » A /5.4 122

AR/ Z LRy (n=12) (n=7) (n=19)
R—=ZAFGA4 VIPHD -78+13.75 22*1146 -39+1353

At (n=11) (n=7) (n=18)

TFIME+SD, HAf7 : g/m?

a {BEIEO ML G-HA SO N7 th OMEM L gk L7z

ERTH 5O ENTIE, LVMI (ME—F) OXR—Z254 H 512 » AFcoZite CEHH
+SD) 3. ERT#5&EH Y (10%8) Tl -68+1487g/m’ ERTH5#E% L (8%1) TIiE-03

+1153g/m*Tdh > 720
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BmiEslyso-Gbs (BIXEHEIEHR)
M4 H]yso-GbhsiEED R =25 4 ¥ 2512 » A £ TOFHEIL=IE - 0.1ng/mLTH - 72,
1278 DL B 165 A0 K OV 167 LA 11858 A O 4 B /0 B B3 Tl 14 hlyso-GhsigEED X — 2 5 4
YH 512 » E TOELEOPMEIZ - 53ng/mLK% 089.0ng/mLTh - 720 B, 12D 1167
F i e ON167% DL 1187 A< D 4F a8 4542 1 3 0 LA Hilyso-Ghsile BED R — 25 4 VY H 512 % H %
TOZALEOhYE (#EPH) 1202ng/mL (—654, 47) K U02ng/mL (-39.3, 1158) TH Y. 4
B TR YAEIZ02ng/mL (—654, 1158) TH - 72,

Mm#Eslyso-GbsDX—ZXZ 1 > H 5 DE{LE

127% L) _E167% A i 167% VL _E187% A i 21K
N A5 4 89+20.35 18.2+23.80 120+2142
(n=14) (n=7) (n=21)
50+457 27.1+53.18 13.1+32.80
12 » AR/ 5LE 1=
RFs/Z LRy (n=12) (n=7) (n=19)
NR—=AFGA VIPHD -53+19.01 9.0+49.32 —-0.1+32.89
At (n=12) (n=7) (n=19)

SFHE £ SD. HAL  ng/mL
a {REEEO WAL G- H A S N7 B ORE & ek L7z

ERT#HG-#BEBOAF MY TIX, MIEPlyso-GhsigEDOR—Z2 54 22512 » A F TOE{LEDO R
X, ERTH5-#EdH Y (106)) TO054ng/mL. ERTH5-#%Ex7 L (9%]) T-223ng/mLTdH-
776

BMEEHRE7Y AL (FPHPQRO7) (BIXEHMEEER)
FPHPQOENE A 27 (CEHME£SD) 1F. R—2 54 ¥ Tlk12+150 (18f) * ¢, R—2 51 »
7512 7 HE TOZELRIZ04+182 (n=16) TH -7,
X125 D31 % B

KRR THA L7-FPHPQIZ8 ~ 12/ £ 13 ~ 18 H02MKH V. 7 7 7V — i I B 5 B & e koG 8
O Z O T 2400 M % ORIV TR S TW b, ERICHT 280 sk l) ~10 (EELES
REDOFMR) OATT TEHli L7,
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[ReM (EEFMER)]

HERZORHEITNHY% (20/216) THY. FoFERHRLE GEHFEIOWBL L) 1T E5GERKG (29

%), £ 7NV UH (14%). EIREEZE (14%). 5895 (14%) . ﬁf(M%)f&otoﬁﬁw

AEHRGIEHRIZI0% TH - 72,

BIVER O BI31324% (5/2141) TH D WIFULTENF (10%). FEEH G%). W 6%). 7
SZUTII NI VAT TN 5%). TANRGFUYBTI /) Iy A 725 —EHMm 5
%), M7 L7 FrRARFF—LRM (5%). M FLEBKERZRN 5%). UEHE (5%).

R 5%). B B%) THol,

HEELAEFRGIE, 16 (48%) [CHBSEDFD S5 N205 B L O R FEBERITEE Sz,

P G2 5 726 U3 FE B mbah&#oto

10%UEHRBR L -FEER
n=21
WIFNPDOHERR 20 (95)
AR G 6 (29)
YR 3 (14)
IR EE % 3 (14)
H b 3 (14)
SE 3 (14)
B (%)
BlfEMA
n=21
W OREIEH 5 (24)
IR 2 (10)
g 1 (5)
Mg - 1 (5)
TI=UYT I NI AT T —EHIM 1 (5)
TANGE VBT I T VAT 25 —EHN 1 (5)
M2 L7 vk AR FF— L8 1 (5)
IfiL Hh LR K SR R B 1 (5)
VY i 1 (5)
S 1 (5)
$5 1 (5)
B (%)
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2)

(5)

6) &

1)

(7)

LMY

B IMAIE IR, IR EMMkGiE S (OLE) RERIZATI1001-041 35k K O AT1001-0425%
B2 B st b 720 AT1001-012, AT1001-011 X iZFAB-CL-2053Ek % 52 T L 72 %
A3 EFCOLERBE~ DB & L7z AT1001-0128Er % 52 7 L 72216, AT1001-011
REE % 52T L 724861 [t O'FAB-CL-205:5% % 52 T L 721661 @ #8561 23 AT1001-041 58 5% 1<
HMAaANS NIz, ATI00-041RERIZ T T A5 4 7 2 LoBHNIC X ) AT1001-042:08% 12
5 S, 6360 B ASATI001-042: R 1247 L 720 BIICATI001-012:8 8% 52 T L 72
200113 AT1001-041 3B 12 #2478 FAT1001-042:R R 1O B HEAZ AT L. FI83FI AL A AN S
N7z M. ATI1001-041388k & AT1001-0423 Bk D 7 4 XM U TH 5,
FREOLERERO EZHMIE, AAORMLEMEZEET5 & & Lz, BIREME, &
AORMARNER RN E 2 EiTA I L L L,
ATI1001-041 Alx (BREEWIR @ F3521» H. 23, H) TlE8561H 7441 (87%) 12660
HhORERGHIRBB L 72 AEHLOL CIZBRELSHEE T, £ I3BHREL ORE
BIRDSEHE S 7z 10%LL RICHBL L - EFHLIE. THL. EBO, 7 A v 7 vL
W, RINEES. BIETE. DUBOR. TR, BEMEO T WTH o7z BN L. wIhD
BEESE L ORPRRDPHE SNz AEFRICL D IRBRIEOR G FIRICE - - BH 116
T, BELHERR GRWBERZMNED RE L) Tho 7225 RBEE O EEER)S
BE SN,

ATI1001-042 58%x (BRI @ P332, A, 37, H) <Tia84B1H80%1 (95%) 121328
HOHEFREPREH Lo AEFROL IIBRENLTEET, £ BBE L ORE
BRI S 7z 10%LL FICHBL L - A EH50, RIFBESE, BIEE. %57, TUBIE.
$E IR \tmﬁ@%\ﬁr\*ﬁﬁﬁﬁ\ﬂghﬁ REGEGRE. AR, Bl RE
%W\4y7w1yﬁ\%%%ﬁ\ﬁﬁﬁbiw\ﬁﬁf THI. . BIRERTH
2726 FETEHNE Do 72, 7ﬁ$$%§ Z BEHR OG- H I ICE - 72 BB TIHT BRE
DEERLE (EAR) THDY. %%t@@%%%# FE SNz,

BE - WERIFER
&éﬁﬂ&t

EHERA
EAKRERE (—REAKERE. HEFERAREREZ. FARBLEERRAL) . RERTHE
T—AN—ZRE. RERFTEREFREZBRONE
LW

AREHEE VL TERTFENOABRRIIER L /-RE - HBROBE
ENTOHRBIEFIABD TIRONT WS Z &5, BLERGEHR. HHREAENM o2& S
B 2 R G GRS (160 DL oo ) e OV i i A (125 BL R165k
WORE) EFEMTAHILICLD. KHOMHBEOTRERZICET L LB, K
O AT 57— 9%?%_W%L‘$ﬂ®ﬁﬁﬁmgbﬁﬁﬁﬁ%
AP

Z Ot
LR L
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VI. EpEEIE(CEIY 5IHHE
1. EEZHICEEDH 2L LEYDEE
LI 57 F—2A
W B0 B LM ORI RS L, RFOBMNLEEZ BTS2 &,

2. EIBEH
(1) {ERERL - fERMEE"
777 ) —=IRIICLABE T OEREIZL % a-Gal ADIEFHRTIZL D, GL3FDOILE Y
L. BBEE O, WIS RESEOHMEEEZ 7253, FEDGLABETERIC
FY, BEREREEE L BAARER a-Gal ADER TSI ENDHLENY, I H—F 2
% M a-Gal AICHT AEBEH S vy v UCER L. /AN L ClEgE oz 5L
a-Gal AIZEIR DI HEISHEA LT, 20OV VY — A~O@Y 2k z g5, 1
VY= ANTIE, IH—F A%y bR L, EEEL 72 a-Gal AlZX BERL72GL-3D %
e % 2T 5o

i

A—225y b OIERERF

IVialE

TH+—=ILT 1 VT DIRRE ANIE
FTRE  =—
FrZRY €----

ERRBERDOES

Uvyy—»L

FEZN Y v ROV ICRIGEDH S
UMEEDTREBEREBROES

FEZH Y vAROVICEDT

BEULRESNY v ROV
RELSINEREER i

Uy Y—Lh5H3

kP

EIPHH Y v ROVH .
@8 (MEaE) ITAB Hmeast

Suzuki Y. Proc Jpn Acad Ser B Phys Biol Sci. 2014; 90(5): 145-162. Z#&E({E
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(2) ExhaZEfT 55 BRE
1) in vitro &k

1-1) BREZER q-Gal AICHT 3 IH—5 242y MERIEOEFIM
BT 77 ) —WHEEZ26 D) VoNFEERMBIARIC B 526f0 I A b v AZE A
a-Gal AlZoWT, I =T A% v MEBEOKAEZHEH L 725, BAER o -Gal A
DKAEA21nMTH % DIZx} L. 29611 23F1 D2 5T -C¢19 ~ 85nM  (100nM Aiii) T
Holze FVFDZERINI BT HKAEIZ105 ~ 254nM (100nM L F) TH - 72

Jis  FICT50 7 a-Gal ATEMEERE A 72012, —BOLZ R TIIFBIEDO I N —F 2 7 v MEBEI S E
N7 CIHMEEER, IH/—9 2%y MEBEZ Y+ v 27 v b L. MBI Z SRED I 7
— I A% v MEBBE N AR EEERIEE (4MUG) &pH46. 3TCOLEMTFTTA vy Fax—=FL, Kt
OB EE (B @ 355nm. #75% : 460nm) ZHIE L7ze WEME A BICKERMI AN -T2 5 v
b DICsfli K U a -Gal AOKnfitizH M L, Kifiiz [Ki=ICso/1+ ([S]/Kw) ] 12X DEH L7,

1-2) IH—F X4y MERIEREED a-Gal ASEIEERM"
A IITRED I A Y AER 26T 8% 7 7 7)) —wEHHKOL VY »
PNEEERHIIARICOWT, I A —F A% v MR E B8 LB a-Gal ADEEE
AH, IH—F A%y MEBEZBRE LB LT 2050 2 et L7z E, B
HERITIZIRZAA B E T, £ OERMTIEBRE2HHE T T a-Gal AIGTED TS Bl
# bl o7z FH L7z a-Gal ATGYED 213 B A RIA8110 ~ 1208 CTd 5 DI L.
BB TIII ALy ZAERIZE D ELR D10 ~ 150 TH - 72,

IA-F X4y MERRIBIRERD a-Gal AJEMEHETRE IA—F 25y MERIERREED a-Gal AFEHED 2
]201 MeantSEM — —fi— EFAEA ETRE ti (BERE) TR t (BSRE)

+ DE 232?;2 WA (n=15) | 12020 || N34S (n=4) 50+ 10
o 100T¢ E358K B R2 (n=4) 11040 D244N (n=3) 50=8
P PR3 (n=4) 110£20 | | R356W (n=4) 50+3
& 807 R112H-2 (n=3) 15020 || N21552 (n=3) 403
ﬁ% o RIZ2H1 (n=3) | 140420 ||L300P (n=4) 40+3
< | R363H (n=3) 120=30 R301Q (n=28) 40=3
S 40 191T (n=4) 70+8 N21551 (n=7) 30+2
o E59K (n=4) 60=8 N2158-3 (n=3) 30+4
07 N T A97V (n=3) 6010 N263S (n=4) 304
. ) -~ 4 1289F (n=3) 60=10 P409A (n=4) 20=2
0 10 20 30 40 50 60 70 80 90 100 110 M2961 (n=3) 60+9 E358K (n=3) 101

SH—SAZY MREZDOZERFR (BF) M296V (n=6) 60+ 10 SEl = SEM

FHiE100uMI A —F5 A% v MERES G TN T H %S, I V- A%y MEBKEZ Y+ v Y 2T
7 N L7zo MMM 2 Al eiE s (4MUG) &pH46, 3TCOLMET T, Y Fax—F L, K
o (B ¢ 355nm. #0061 460nm) & ME L7z,
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FEZ R (%)

1-3) a-Gal ALK $3IH—5 X4y MERIEORFE(LER"™
IHN—FAY v MEBEAET T, PSS 0H74) ROMMESM (pH52) @
WINIZBWTD, a-Gal A (THNY T —¥ R=FRITHAVY T —X TIL7
7) OBVENER Lz, SOZENLS, IH—F A% v M a-Gal AOWHINZEE
WreEd bl EARINT Wy a-Gal AlZPPESRETICHRTHBESTTICBW
Ty LVEETH -7,

HRE (1R%EML)

THIVD H—E RX—ZOBHEMICKH TS PHIV A—H IV 7DBEHICHT TS
IH—F X4y MERIEOREILIER IH—F X4y MEBIEOREILIER
1.0 4 R
Y
by
4'95
0.5 {LP( .
p
P
|
0.0 T T T T ‘I > T T T T T T T T T T T T T T 1
40 50 60 70 80 60
RE (O BE(CO
—— FHIVIE—E N—Z (pH7.4) —— FHIVIE—E 7IVT7 (pH 7.4)
— FHIVDE—E RX=2(10uM SH—5Z % MERIE, pH7.4) — FHIVIE—=E T7IVT77 (10uM S-S5y MEEIE, pH7.4)
----- THIVIE—E R—2 (100 uM H—S R MEREIE, pH7.4) smmms FHIVDE—E 7ILT77 (100 uM SH—S Ry MEREIE. pH7.4)
THIVYE—E X—4 (pH5.2) THIVYE—E 7IV77 (pH5.2)
THIVDB—E R=2(10uM SH—SZ% v MEEIE. pH 5.2) THIVIE—E TIV77 (10 uM SH—5R %2y MEEEE. pH 5.2)
Jidi %ﬁfﬁi t I a-Gal AZSYPRO Orangell & 0 #5tdetath, KpHEM R OKRIEI F—F A5 v MEREE
FAETIIBVWT06-1C /5 OMETHRELY LA L. S0 2 RRFICHE L7,
IH—F A%y MEBE 10uM) FFEF Tl LM (pH74) (2BWT, 7TH
W F—X X—F OFEREN 2 224 I S M 7ze T2, & FEMICBIT AT
HNY T —¥ RXR=FTHEEDLLIRI2RERTH LD L, I =T X% v MNEEE
AuM) AT TIIHSRMEFCEE L2 RS, IH—FAY Y ML, B}
WCBIFBLT TNV T —E XR=FOAEHALB I SIS 2 EAVRE NI,
THIV G—H N—2DEHICHT S ERRMIZHEFRTHILSF—E XN—4D
IH—FREFy MEBIEDFE (pH7.4) TEMICHTEIH—FAy MERIEDE
1002 . e 100 -
—— IH—5ZRYMEBE (O uM)
= IH—SRRY MEREHEET
44
1
501 t HI9FSH S 50 140855
S
=
= A
—— A5y MERIE (10uM) 02
e IH—SRRY MERIEHEET
O T T T T T T T T T T T T T T T T T T T T T T T T 1 O T T T T T T T T T T T T T T T T T T T T T T T b 1
0 5 10 15 20 25 0 5 10 15 20 25
BERS (B%) BRS ()

Fidic kiR e b a-Gal AZSYPRO Orangell & 0 #0tgetats, 10uMIF—F A% v MERREAAET X
JHAET, pHTAD L TIZBWTIICTA v F 2 x_— b L, SOGHREE 2 BRI HE L7z,
e MEMPIZBNT, Mt ba-Gal AZ1uMIAT—F A% v MERRE L RPTIOHA ¥ Fax
— L7, AREEREEE (4MUG) &pH46. 3TCOSMNTFTA Y Fax—FL., KofEERE
OHESEE (Bhike : 355nm. H#J% : 460nm) EE L7z
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1-4) 777V —iRBERRGHTFMARICERL ZGL-3ICX T 3

IH-5 24y MEREDERY

BT 77 —WEHEHREDO3IDOMAMFMBIE (a-Gal AOR301Q. L300P K&
O CH2SEBAK) TIEN— A T 4 ¥ Fr OGL-33% FE A3 IE B R e M i c e R T <
R301QT53+0.6%% (n=11). L300PT49=064% (n=11). C52ST75+10%% (n=6)
Tho7,
INSOERMIME I A= A% v MEBEETHMA Y F 2= a v L, 20
HIHMRIE S 2L 25, R301QM FL300PZ BANaM* T3, I HA—F A% v b
YRR IR BRI CGL-3IBE DM T Lz —Hy I A —F A% v FMERIBEDC52S
ZRMPBHRTIEZ, I =9 A% v MEEEEIC X 2GL-3IRE O T IXE0 5k h
of:o

/o, IA—FAY v MEBELI0HM#ERS v F a2 xX—T 3 Y LAHETIE T
NOMBKICBVTHCLIREDRTIRBD LN Lo/l b, IHF—F RS
v MMEE T T a-Gal AIGHEDSHEINTBY, a-Gal ADGL3IZ/EHT 5121 3
H—=FG A%y MEBEO T %74y 277 "B ETHLZ EHREI N,
X1 IF—F A7y MEBEE DA Y F 2= 3 VI a-Gal ATEMED LA LA RE

2 IA—FAF v MEBIEE DA U FaNR—Y 3 VHifRIZ a-Gal ATEMEE 4 R R WERK

777 —REERRGHEFEROGL-3IREICHTEIN 7242y MERIEOHE

SH—ZRZ Y MEBIETR+ U4 va7 T N3H IH—Z R Ry MEEIE10H
120 120
BT BAETE:
100-T oo L 38es% T 100-TTTT TTTTTTT T
g TT T g
# 80 T # 80 -
Bk = T s HIR
S 60+ T L S 60
il il
8K e
é? 40 r,v.’ 40
| -
(U] (]
20 20 -
0- 0-
IH-TRI -l - -l 7 I |
b R301Q L300P €525 b R301Q L300P €525
(n=4) (n=4) (n=4) (n=4) (n=4) (n=4)
FIEHSEM

* p<0.05 k% p<0.01 *** p<0.005
one-way ANOVA, BonferroniZ & th#

ik D IEEIE T 7 7 ) — B E RO S MMM KIREO I M —F 28 v MEBREAAET. O7H R

THBIHM Y v 279 b, IZ@I0HBHFE L 72o T 0%, MNP OGL-31%E % Odyssey % H W\ 724t
HRPEREIBICLVER L M. 727 F VI X )GL-3IE 2 B L L 72, GL-3Ml%E D 72 O LIk Pk
i¥mouse anti-GL-3, 2k PiA1ZIRDye 800CW antimouse IgG% H\vy, 7 7 F Y HIE D 720 D1k PiAIX
rabbit anti-actin, 2k ¥R IZIRDye 680 anti-rabbit 1gG% M\ 720 HYGHR EE 13700nm X 13800nmiZ B\ T
g L7z
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1-5) IH—5 X4y MEREOHEA a-Gal ASEEEE/ER O 4"
IR LD a-Gal AIZI H—F A% v bREE LR, a-Gal AlZY VYV — A HNIZH
BEINLED, IHA—F A% v Mda-Gal ATFEZHET A 26, GL3IWZ/EHT
HIZEIHN—F A8y Mhva-Gal AD ST 2LENH L, LoT, IHF—F X
5 v MEERIEIC X 5 a-Gal ANHEECEH oW 3 %2 MEt L7z,
ERe MM E I M —F Ay v MERRIE L 7TH B L CHIRNGL-3RE % I
A3, IH—FRF v MEREREBZROGLIEEHER 2T L& 2 A, BN
ICGL3ASA Ly tield I #—F 2% v M EMEE300  MAEAE F C21RER, ImMAEAE
T C31MER, 3mMAELE T Th68ER T - 720
TDZENS, IH—F A%y MEREREIZX S a-Gal ATGEVERRE/ERH IS 2 A
L. IH—F 2%y MEBIERERICHET 2 EdRBREN, $720 ERLZ
GL-3II B HAL TN 975 Z & AR S 7z,

IH-ZR8y MERIERERDGL-IREDHT

25
t1/2 (B)

—— 0
300uM 2.1
-A- TmM 3.1
—¥— 3mM 5.6

2.0

GL-3H ¥R ELL
(Anti-GL-3/Anti-Actin)

1.0
5] o *
O T T T T 1
0 10 20 30 40 50
SH—Z A2y MERIERER ORI (BF)
(ZFCSHDO0TH T BGL-3BEDIBINE THE EHfELSEM

FHid BRI FREO I AN —F XY v MERREATE T CTH M #EE, I /- X ¥ v MERREE R
FLTHEELL, 3= A% v MEBEREZICBI 5HMIBAOGL-3IEE % Odyssey % F W 72 5B 50
el X D HI U720 M. 727 F I X ) GL3ME & BEHE L L 720 GL-3MIE @ 72 ® O LIk Pifkidmouse
anti-GL-3, 2%k PufkiZIRDye 800CW anti-mouse IgG% vy, 7 7 F Vil D 72 D1k Piikidrabbit anti-
actin, 2%PLARIZIRDye 680 anti-rabbit IgG% v 720 #GHRIE 13700nm X 12800nmiZ B W THlE L 72,
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1-6)

REBERFRY D NFBEFHERICEL D
24y NREHZERR a-Gal AORE?
‘/X%‘Ei‘% FHL TV H%E7 77 ) —WEHHROR; ) /3 3FERT5M

AMEFDOEFIRTIEI N —TF A v MEBRERE IS LT a-Gal AEHEDS
B4m L (15 ~ 28f%). ECxfiiZ08 uM ~ ImM#ETH - 7zo FRIRZEIALFTIX,

WAL (RRM) 77 7 —IRICEET S I Ak U AERAKO LB CRERM T 77
=R 5 I Ak Y AERKROKI%DI A —F A5 v bR TH - 72,
Fo, LB T7 7T =R EEET A AT T A ATAMAER (IVS4+919G—A) 2B
TLIH—=F A%y MUBE* DB SNz —J, HIH T 7 7)) —JKICHHES %
F ey AER (c82insG) TIEIN—Z 54 ¥ q-Gal ATGHEPMEARETHD., I
— 9 2% v MUSHEH D SN o T,

XIH—F A5y MEBKEIETAT O a-Gal AFEICHART, FHEREOI F—5 A5 v MEBEFAET

DK a-Gal ATGPESE RN L 25612 TROSED ) | & L. Mat#imicid. sisod 2 mfl

Student's-t#t5E (p<0.05) Z w7z,

BRARRRBICLDIA T4y MIHTHRICHEDE

a-Gal AEM: SH-SARYMEREEC,  IH—SRA%yMEREICLBIEEN

a-Gal AjEE
(nmol/mgZEA/E)

o
I

Jiik

EEE
(@)
N—RS/VfE:avo
RAfE

10000 T30

N
a
1

1000

A5yh

-7
5
T

1004

ECso (M)
AEXFIENN
H=FR%9h+/21)

N

N

o w
1

0.1

(

- T
— iy

BRBEDOIF—F A ¥y MEBESS TN COHBE RS, IV —9X 7y Mz 7+ v v

7 Lz MR %2 Al astg R (4AMUG) &pH46. 3TCOLEMGTFTA v Fax—-1 L, X
oIk o aEERE (Fhie @ 355nm. 06 : 460nm) ZHIE L 72,
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1-7) &E7 7 7Y —REEGLAZ EEBAHEK-293#ifazFfiR & %

Jik

IH-5 24y MEBERCHZRE a-Gal ADRE

777 —IREFEREITIENAONT VS I ALV AER, I VKRF Y KIS
YRV AER, MM YTV LER RIERROBREERET HEF531F 0%
B q-Gal AZHEK-203fMB I3 S, I H/—F A% v MEERE IS5 5 ootk
A L 722 ARIBL6DZE RIS TH - 725 T b o JUSHEZ BRI
IDDRIEFREIDD/INA V7 LV — W BEREPGENZ D6, IRV AE
BAKDADOZEFARTH FUSTEE 2 D155 2 EAVRB SNz,

M. N—=2F5 4~ aq-Gal ATEHHIZFERANC L YRR, ZOHMPIZEFER o-Gal A
WD) ~ 100%BTH o720 F/20 IHT—FAF Y MEREL DAL v FaxX—T 7
YRR DO LN K a-Gal ATEED %D ECoED#PH X029 u M ~ ImM#E T
Ho72

¥1 531D R I Ml R T RRE R T — ¥ RX—2Z (20114E8H31H LD b ?) . Shire Human Genetic
Therapies Fabry Outcome Surveyl YA M) (Dr.Derralynn Hughesf&flt). I #—5 2% v MEREIED
il R B e N2 DA R O TE RIS & 0 o

%2 IH—F A% v MEBEIFFEAL T O a-Gal ATFHICIRT, IF—F A5 v MEREAFALE T ORK
a-Gal ATEPEDSA BATHM L 22880 TROS kD 0 1 & Lize SEHENT I, oo & 2 Wil thieg
(p<0.05) % w7z,

HEK-293fl /i |2 BF A B SIS R A M o -Gal AMfn T % —@MEIC S8, FMEDOIAN—F A5 v b
WS TN CASHIE R Lz I —F5 2%y MERBIEZ Y 4+ v 227w b L7z, fiahh
Wi & G RCGEOEEEINE (4MUG) LpH46. 37COS5MTFTA v F 2= b L, RIoEIRE O 8L5REE
(b2 : 355nm. 4% : 460nm) ZE L 72,
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2) in vivoiiE&

2-1) ¥ 24P a-Gal AFMEICHT B IH—F 22y MEBEDO/ERY
XA IA =T A v MEMRIEEZ28H B HHSAKE G LR, Ok B K%
& P, PERE K OSBRIC BT B a-Gal ATEPEASH ARSI L 72, L 72
a-Gal AIEPEDt 203 0K T27H, BHET33H. KM T40H TH - 726
F72, METL72fo2o0) vy — AR (GCase L UNGAA) D& AMRATEPEIZZ AL

WD NPT b,
ThbEEZLNT,

GCase : BV p-7Vvay 5—¥
GAA Mka-ZNVav ¥y—¥

IH—=F A5y MEBREOEMNIL a-Gal AIZERY

v ZHEF a-Gal AMEEICHT B IA-F A5y MERRIEDIEA

IOE
8
W o*
m
o6 ‘!0
2
Lo, A v
S
3E L. L
o] g 2 ..I AE
c Al
0 r r r r
0 1 10 100
* *

IH—-SR2y MEEEE (mg/kg)

PR AR
~ 60
*
2 .
#5507 .
I
\HHA;O —l
<_: 2. vy’ -
[1~]
LDE A, M
3 20 v
S e eV
[
:10--”— A *
=
0 5 4 T T
0 1 10 100
* *

IH—S A2y MEEEIE (mg/kg)

o
S

a-Gal ASEH
(nmol/mgZEA/E)

o

a-Gal ASEHE
(rlmoI/ngEI/H?f)

o

w
S
1

o
1

=)
1

S
1

S
1

S
1

o
1

EX
2]
*
*
A vY L €3
e o
A \A4
e v
lq A v
[] AA
T T T T
0 1 10 100
* *

IH—-SR2y MEEEE (mg/kg)

*
*
-*
*
*
v *
A
-
n_" -l-:!‘- A\
L A
T T T T
0 1 10 100

*
IH—SR2y MEEEE (mg/kg)

o
S

a-Gal ASEH
(nmol/mgZEH/BF)

o

o)
S

o
S

a-Gal ASEH
(nmol/mgZEH/ks)

o

w
S
1

N
S
1

o
1

o]
v
v
vY
——
¢ A A
TN " A v
LY
] A
o wm
r r r r
0 1 10 100
*

)
(=)
1

"
A
v
Vv
v
A v
*e [ ] v
* A
- L —A 2
ApA
LIRS a"

0 1 10 15'30
IH—-SR2y MEEEE (mg/kg)

*p<<0.05 (vs Omgrkg) t-test

Fi:  QEEDHECSTBL/6 7 ACKHBED I A —F A% v MEMRIE 228 H B A Mok 5 L. &Hlik%z &€
R A X LTI 2 SR EDEEE R (4AMUG) & pH46, 37COEMET TS v Fax—F L,
RS R o OmE (FE © 355nm. #0006 : 460nm) ZHIE L7270




2-2) EMR3VIQEEE a-Gal AR 7 7TV —RETIVTIXICHEITS

a-Gal ASEE

Hih a-Gal AFBMRUGL-IBEICHT B IH—F X4 v MERIEDER®®
WHRME~ ™ 2 a-Gal Az T2 KIEL. & PR30IQZE R ¢-Gal AZBEHT L7 7
T —IRETFIT T A (8 ICKHED I H—F X ¥ v MEBEE H Bk
L7z, 54 BIZB TR, Ol OB REALER T O a -Gal ARG I OSH A
a-Gal AZSHEARGEMICHIIN L. GL-3MEAME T L 72,

my WRE< Y X a-Gal ABETZRIELAz~7 A (k PR30IQZE A g -Gal AdFE
BHLTWZRWITR) IZBWTIEI =5 2% v MEBRERGIC X 5 a-Gal AT
DO O GL-3I EE DAL T IXRED SNk Do 726

E FRIVIQEER a-Gal ARIRT7 7 TV —RET IV RICHIT S
i a-Gal ARMERVGL-IREICKHT 2 IH—F 25y MERIEDOIER

oA 10MiE B

40 | - - I -..l "ﬂ <—G-Ga|A
& .
o 30 -
i
=2 *
g 20 A * % *
: *
E 10- . .

400 - * ok

300 -
i
E -
2 200
g’_ | o * X T
~— ko ox T4 4

100 * FfEESEM

- Ok ox * ~
1 - - k p<0.05 (vs 0mg/kg) t-test
WT:EF420 (1238 H0)

o m O O O O O m O O O O o m O O O O
- N O O — M O O - NN O O
— ™M — ™M — M

IH—F A2y MEIE (mg/kg)

Fid WEPE~ Y 2 a-Gal AEfEF%2KIEL. & PRI0IQZERM ¢ -Gal AZ BB A8HiD 7 7 7)) —HKEF I

< A (hR301Q a-Gal A Tg/KO~X ™7 A) [ZHKHED I H—F A% v RN 2480 B HBSOKES L2,
g g e UCI2B#o B AR~ o 2% v/,

B E RS T4 AL, R Z 1572, o -Gal AIGMEOMGE I, MRk 2 S ioemr £y
(4-MUG) &pH46. 37TCOEMHTTA v Fa~— b L, RoEILFEOHEGEIRE (B : 355nm, #6 :
460nm) ZME L7z Mk BT O q-Gal Al v = 2% 70y FEICE ), LkPUKIZrabbit anti-
human a-Gal A. 2%¥ifkidperoxidase-conjugated goat anti-rabbitZ TH L7z, #ikHH R h o
GL-3213ZLC-MS/MSIZ & 0 illlE L 72,
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2-3) £ FRIVIQEEE a-Gal AR 7 77U —RETIVIIRIZHEITS
IH—F 24y MEREKEROBBT a-Gal AFENE™
WP~ A q-Gal Az 2 KE L., & FRIQEFRM q-Gal AZFHT L7 7
TV —IRETFTIVY T A (SHEE) I A —F Ay MEERE GEEEEIERE TR
100mg/kg/H) #28H [ HHfKKES Lizth, 7THRRE L 28R, SHlEkicB %
a-Gal ATGTEIZRIETH H £ CTHEFRF SN TE D, a-Gal ATGTEDL 1328 T24H, O
i C22H. B T20H &g ¥z (a-Gal AR ABEMAFLD b2 K31 H
HEekRmE LTHE) . M. RIEOH BICHTIRELH H 0T a-Gal ATETEA
Mo7zZ b, REOH BIZBW TUSHBEHATIERE L72I AN —F A% v MhYa-
Gal A% % L 72" RBMEARIZ S 7z,
T2, FHBEFOIA—F A5 v MEEIZKREIHH F TITH0%IE T L. fR3E3H
HETIXSIHIZEFLAZZ LS, MEH I —F A% v MREDPKL TS a-Gal
ATGEOR AR S B 2 EAVRIR STz,

EFR3VIQEER a-Gal ARRT7 7TV —RETIVIIRICHITS
IH-ZR%y MERIBEHREZROMEB P a-Gal AEERGIA -8y MNRE

EE IOV Bhi
@ 20 gf{ ‘@15 g
g8 [ 1500 1
o 200! g N
2, ¥ 2 &
E 150 ;—Eﬁ— E 10 1000 E\—;
4 100 F s
e R 500 g
=2 50 K it
3 g v g
S, e-—o-——=B-———a---0l; & T T L e
o 1 2 3 4 5 & 7 0o 1 2 3 4 5 6 7 0o 1 2 3 4 5 6 7
B (B) B () B (B
5B+ SEM —a— a-Gal AZEM(EH—5 A% MEESIE) 100mg/kg/B
*p<0.05 (vs FHLE) t-test —e - a-Gal AJEMH(BRK D)

== IH-SR%v MERIEIRE

FHid WA~ Y R a-Gal ABIET#KIHL. & MRIDIQEEA o-Gal AZFH T L8HD 7 77 V) —IFET IV
< A (hR301Q a-Gal A Tg/KO~X™W RA) \ZIH—F A% v MERERE GRS T0& U0 100mg/kg/
H) %#28HMHBEMKES Lize ZOBKEL, SBKOARETH B HHI#KK S €72,
B FESFA XL, ABEHE 21572 o -Gal ATGMEOME T, MR 2 S aoem LY
(4-MUG) &pH46. 37COEMTTA ¥ Fax— L, JUSMEIEGoSEmE (B : 355nm. HE :
460nm) ZMEL 720 MO I A —9 2 ¥ v P EBEEEIZLC-MS/MSIZ X Y llE L7,



(3)

2-4) £ FR3VIQEEE a-Gal ARBE 7 7TV —RETIVTIXICHEITS

ik

HEHGL-3BEICHT B IH—5 X4 v MERIERSHEE DR ES Y

WRE~ ™ A q-Gal A= T2 KIEL. & PR3VIQZERA g -Gal AZFBT L7 77
J—IRETFTIVT T A (8HEE) 1I2BWT, MRRPGL-3BEICH T AIA—F A& v b
IR ORGHEOZE L RET LR, EHRG LI A VIR THRES LY
Ay (FHES RO [4on/3off] *FH5 LI A V) I2BWT, GLIBEN L VKT
B ASH S N7z,

SAH B G Lof, SBK % 3H BISOKT 294 2 b

WHEE= 7 A a-Gal ABETE2KIHL. & PRIVIQELEM q -Gal A% FB T 28BED 7 7 7 —IHET
V< A (hR301Q a-Gal A Tg/KOX ™7 ) IZIH—F5 A% v MM Gl 384 T300me/keg/ H)
& BREIRRI 530 B BRI G- Lze i H$ES W HPS K 0-on/3-0ff L ¥ X ¥ & H#iET L7z,

FHfE e RESFA XL AR 2 2o AR O GL-3: I LC-MS/MSIZ & ) e L 72,

ERRTEFRE - kR
HUER L L
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VI. E¥%EREICEAT 5IEA

1.

I HiRE DHERS

(1) BELERMPRE

AR L

(2) EREAREHBR CHERE S W MHiRE

1) BEREORS (BERA. BAADOT —%. MGM1158065%88) *
HARNB R A14B1IC 7 0 A F — N—FTEAl (I #F—F A% v & LT4lmg)
NEAHK (IF—5 2% v bELTI23mgXiE369mg) % Z2ER R G Lz L &,
MR I H—5 2% v PEEIEHS-3.0 ~ 358 M Tt (HJE) (3E L, 32 ~ 408
W CEEME) Ot THE L7 Coa WAUCondd41 ~ 369mgD i TH Bir A f =12

sl L cHmL 72,
BAABHMERBRACBEEZEORSLAEEZDIAH-FX4y NOEMEEB/INTA—4
P Crax’” AUCoinf" tmax” t12°
(ng/mL) (ng * hr/mL) (hr) (hr)

Almg 695 (36.0) 3962 (346) 300 (155.0) 325 (0.706)
(n=14)

123mg 2124 (36.3) 11519 (27.4) 350 (20-50) 382 (0253)
(n=13)

369mg 5695 (40.4) 30722 (34.1) 350 (25-5.0) 4.02 (0.232)
(n=13)

IH—=FAF v FELTORGE
a Mg GRATEERED . b M (#PH) . ¢ P9 (BEEMEA)
Conax * I AT EE . AUCoinr = OIRER] 2> & MR S -CHMHR L 72 ML4E it KE — IRe ) iR T THI A

tmax RS LA AR EEB IR, 2 @ T 2R 10800

IH—5Z8y M23mgZ BEROIRE U £ EDIFEPREHTE

FELSD

3000+
-
S
S~
()]
£
2000
a2
L
N
&
NS
N
qIQ 1000
1
H+
o
=

0

) AR OENTER S NIHEROCHER TEE, MARPL2ED LO/NEICEI A= 2% v b LTlN
123mgz F HEI 15T %0 b, AFROFHRGH 2@ TG 3252 L.] Thb,

12 15

isfe (h)
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2) REZOKRS
D7 77U —fkEEGEADT— 4. FAB-CL-20435) *
W7 7 7)) —IREEFEIFNIAK4Ime, 123mgiFx205mg (I F—FA¥ v hELTD
Pe i) 2 12080 HROH G Lz & &, ARG X 2 @ & OB IE N A S i 2

272
ZHT7 77 —REEICREREROKRE LA EZDIH—F X2y NOEYEENIA—4
AUCo+* AUCo10n* Crax’ tomax”
(ng * hr/mL) (ng * hr/mL) (ng/mL) (hr)
41mg* (n=2)
1HH 2629 (100) - 520 (95.5) 2.00 (2.00, 2.00)
14HH - 3192 (64.9) 600 (33.1) 3.17 (233, 4.00)
84HH - 2300 (79.6) 501 (67.4) 2.00 (2.00, 2.00)
123mg* (n=4)
1HH 8942 (32.2) - 1691 (22.0) 350 (1.00, 4.00)
14HH - 10638 (35.6) 2029 (40.0) 296 (2.00, 4.00)
84HH - 8582 (29.7) 1524 (23.3) 350 (2.00, 4.00)
205mg* (n=3)
1HH 13217 (30.2) - 2461 (434) 3.00 (2.00, 5.00)
14HH - 14851 (9.6) 2663 (22.8) 3.00 (3.00, 5.00)
84H H - 9970 (37.8) 1954 (49.1) 3.00 (3.00, 4.00)

IA=FAY v FELToOHS =

a RATEHME GRMZEBIRED . b hefii (HipH)

AUCo. © OIRE ] 20> & 58 5 0] B 20 Iie#EIRE 0 E "C oD ILAE HR i 2 — IR ] R T

AUCo0n = ORF[HI 2> & 1085 [ 1% F ~C oD M4 i BE — W5 R AR P A

Conax * I MUFE VRS RE L e © 3¢ o T P 30 B 8 S MR )

) AFNOENTRRINHE LG @5, AR TIZED Eo/NRIZIEIF—F A5 v & LTlN
123megx R HRIREG T 5, 5B, BFHOFHRINMEZMITITHRETHI L] TH b,

QEERA GHEADOT—4. FAB-CL-102i%5) "
PP A 12BN 41me X 1x123meg (S A—F A% v b & LTokG5 ) Z1H2[07
HMFEORS Lz & &, BKRHETH 5123me T AR 512 X % B8 OB m & A

bNehrolz,
EMHRERAICRERORELAEEDIH—-F X2y NOEYEEB/INT XA —4
P AUCoqt AUCoint AUCo.. Cmax
(ug-hr/L) (ug-hr/L) (ug - hr/L) (ug/L)
41mgl H2H (n=6)
1HH 1897 (43.0) 2017 (47.8) - 344 (40.9)
7HH - - 3259 (25.6) 617 (35.1)
123mgl H2l1 (n=6)
1HH 8955 (40.5) 9482 (40.2) - 1723 (46.6)
7HH - - 10680 (33.6) 1659 (40.5)

IHN—FRAY v PELTOEGRE

RT3l GRATAEIFRED)

AUCos © OIFI > & 5 5 1) T 2 SRAIRF 1 5 C D MLAE g E — 5 T IHIRE T T
AUCoa * O[] 7 & MERRIE ] A L 7z M i 5 — IR ] il A T AR
AUCo« + $%45- 1B T O MM AE i BE — WE BT FIRIAL, Conox * IR MLEE TR

) A OEANTRB SN AER AR (@, WARTI2EM EO/NRIZEI -9 2% v b LTIE
123mgZ W HREOE G5 %, b, AHOWKAEM 28T TR T2 8. Ths,
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(3)

(4)
1)

R

RMER L

BE - fAEORE
BEOHE WEADT—4. AT-1001-01655) *?
R NLIBINC 7 10 A+ — N — I TAKI23mg (3 A/ —F A% v b LTOKGR)
AT, 7 N BERCR & R, SRR I O IR R AT, B A O TR R 1 3 A
IO TR 2 I BRI G- U 7zo SR I o TR 1 K OV AL O LTIRf Hif #% T
OG- Tl HETHG & X TCrax X FAUCoinS A FAMLT L 720

IH—FRE Y OEMHECHT ZEEOEERV LM I TOHE

AH D G- Crnax AUCoint G RN 'S i )
yALIVY (ng/mL) (ng + hr/mL) /N IR PO (90%CT)
Crnax AUCoint
N e 5 1561 9805 - -
(33.8) (26.8)
7 N BECRLE D 1408 8451 0.90 0.86
[ IRp 42 5- (29.6) (28.8) (0.80, 1.02) (0.77,097)
Y ilEE i) 1323 6132 0.85 0.63
LR [T i (28.3) (26.8) (0.75, 0.96) (0.56, 0.70)
AR O 11 [ Fi 1278 5668 0.82 0.58
(39.6) (314) (0.73,0.93) (052, 0.65)
RAEINO 1R £ 945 5890 0.61 0.60
(28.3) (265) (0.54, 0.68) (0.54, 0.68)

n=19

BTN (ZETIRER%)

Comas * T ESILEVR LI

AUCoin 1 ORI 2> & M BRIEFIE] % CHMT L 72 10058 g — 1 0 A AT

FHIVY 4 —EEDEYHEER GHEADT —4%. AT1001-01358) *

P77 7)) —RERELRENZT ANV ¥ —X TIV7 7 02mg/kg I T HINV Y FF—E X

—%05mg/kgd L < 1Z1.0mg/ kg% ilRNFx G- F TAAKI123mg (I H—F A5 v e LT

OYehE) AHEREORG L2 L SORYEE AT A—FIIDTOEBY THho72,
mFhIH -4y MBEXILMEFES a-Gal AJFFHEDLE (FFRRS/EEIRE)

THIVYT—ED M¥EHIH—F 2% v MBEED L™ M4 a -Gal Affitko ™
5= (T AN 7 —EhE /A Blh) (CRKHKIBEH /7 AV > 7 — 2 High)
(o AUCoint (O AUCoint

THNY F—¥ 1.03 1.03 1.71 415

77 7 02mg/kg (0.80, 1.31) (067, 1.56) (1.44, 2.02) (3.28,5.25)

(n=4)

THNY F—¥ 1.01 1.10 1.73 2.83

~N—%¥05mg/kg (0.70, 1.45) (0.68, 1.78) (1.35, 2.21) (212, 3.77)

(n=5)

THNY T —¥ 0.95 1.01 1.39 1.99

~N—%¥10mg/kg (0.46, 1.95) (0.65, 1.55) (097, 2.01) (150, 2.63)

(n=3)

&k (n=12) 1.00 1.05 1.63 2.94
(0.79, 1.26) (0.81, 1.37) (144, 1.84) (243, 356)

SR/ IR TGO (90%CT)
Conax © B IMAE P PRIEE
AUCoin : O[] 70> & MRS R & CTHM U 7z i v B — B ] il 1 i A
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3) H7 11 RUHKHEDEE HEADT—4. AT1001-04558%) ¥

HREIERERN (20B1) 123 —F A% v b & LTI23mgl F#HHB (77 = 4 Y EHEK

FOOIHRE S A #HR) Z2HE T THEBENLZEEDOIA—F A5 v b OIEYBRELZ

FIZTHBEIUTOEBY) Tho72,

72 A Y EDFEFEIUI L) . ARHI D Crnac e AU Coinths Z L 160% S UB5% A L 726
MmFEHIAH—-F 25y NREICRIFTHE

M3 I A= 2% v Mg EOR/N R IO
R} (909 15 X 1]

Chiax AUCoint
h7 x4 v EHHE 0.40 045
(#7241 T190mg) [0.35, 045] [0.39, 0.53]
VEL X 1% 0.95 091
(¥ akEL 1L T26g) [0.84, 1.09] [0.79, 1.06]
7 x4 ROy 2 Bl Ok 0.46 048
(17241 T190mg. ¥ =afiE L T26g) [0.40, 0.52] (041, 056]
T AT — NE AR 1.03 1.03
(7 A7V F—2 L L T125mg) [0.91, 1.18] [0.89, 1.19]
TR AT 7 2 H) T NEAT R 0.92 0.95
(7EANVT725HY) 7 5ELT40mg) [0.81, 1.05] [0.81, 1.11]

FERTEE LTy AHIZRTIRMS 282 #%0E L7z,

SRH 2 K HORL CIRIHRINS 2 T/ A#] 2 K TR 27

Comax * I3 15 ILAE R BE

AUCoint = OFRF > & MEFRIKE R & CHMR L 72 M5 i K2 — TR ] R T TR

2. RYRER/NTA—F

(1)

(2)

(3)

(4)

(5)

BRI &

AU IN—PMRA Y NETIIV

IR FE E 5

HMER L

HEAEREEH GEADOT—4) ¥

R R BB 8 B AKI123mg (S A/ —F A% v b LToOHkER) 2 HERIEKS
L7zt EOWEAEER (Ka) DRAESME (ZER%)] 120113/hr (329%) TH -7z,
JUTFSLA HEADT—%5) ¥

R AN10BNZHEHN123mg (R A—F A% v e LToOHKLE) %2R EMHEEL &
Eoayr )7 A (CL) [FFHME (Z#RE)] 139.34L/hr (146%) TH D, KAl
123mg (I H—F A% v b LToOHEE) ZHBEORS L2 EORNTOEE 7))
77 v A (CL/F) PP (Z#iR%0] 1X128L/hr (26.1%) THh -7z

DHEHE (HEAADT—4, SEAOT—4) 2%

HARNB VR A13BICAHKI23mg (I A —F A% v be LToOG&E) 222 N
BORG L2 2O TOSMER (V/F) X717LTH - 72,

B ORER T, AhE AR AL0FNZHA123mg (S A —F A7 v bELTORGE) %22
W R E L2 L S OW Mo hAERK (V) RS (iR ] ROEERED
AR (Vo) [P (ZER%0)] 135941 (33.7%) 183021 (150%) T&H Y. AHl
123mg (I H—F A% v b LToORYSE) ZIHREREORS LzE EORPTOGAEHM
(V/F) [Pl (ZE4R%E) ] 131231 (46.0%) THh - 72,
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(6) Tt
HMEALL

3. BEH (REaL—3r) @i

(1) MInA&E

D16 UL 2.3 v /78— F X v FEFIL

@12/ LL_E167% Al >R EASkg ML b L ON167% LB
23 IN—PMNRXA Y NETIV

(2) WX —2ZTHER

D16 L™
FHERISEY B RE (PPK) T IZ A A A 2205 ~ 5535mg (I A—F A% v & LT
O¥ehar) O#IPHTRERISREOR G- L2130 T4, & DR O DHRE» 5155
NIzTF =7 ZHWTER Lz, BOKGHEDOI T —F A% v boMEhEYEIREIE,. FE
O MR 2 WINZ L) 2-2 2 78—k X ¥ FPPKEFVIC X o TRIFIZEHEEMN T Sz,
BRBEROIXSOXZIEMNT IR OEELTERIIERETDH Y. eGFRA30 ~ 120mL/
min/1.73m*® & X DREFH RO EILIZ P TIHERIETH - 720 BBROITSH D X 2 PEN
F 220 ERIIAETH ). 50 ~ 170kgD & X DIREZEDOELII2UGERIETH > 770
TSNz 7 7 7)) —IREEOBREREIZ. EERBE Tl SNBERREEFREETH-
720

@128 b 168 kit » D1 E45kgl £ R U168 £
fEHOR A (17961) ROWEIANT 7 7)) =B 10161 20 515 5 7z A h A HI 12
250 K PRHE I BEW BN EINT OFE K. RO EEI B L KT TIE R E L CERE
OHREARIRS N0 12D 167 AR 2> o R H45kg I E K 165 L D 7 7 7)) — i
FHWZIN—F Ay v e LTI2mgkh#kO¥h Lz & &, BHEFSEY BB IS D 3
WERENT XA —F DHEZMHIILDL T DO EB) TH o7z,

BEMAEYHREERICESIHEL L
777V RBETOEERRICH T 2EYNHBNT X —4

Cmax C48hb AUCtau
(ng/mL) (ng/mL) (ng-h/mL)
125% PL_E165% A" 1210 (61.1) 11.1 (64.3) ¢ 8940 (47.1)
(n=13)
165 VL I 1190 (32.7) 117 (523)¢ 9490 (33.1)
(n=86)

AT (A2 By R %0 %)
a fkE4Skgl B, b R TFR%E LEl> 7257 —% D&k, ¢ n=8, d n=63

4. YR
NAATRLSEUT ¢ HEADT—%5) *
e ALOBNC A#I1I23mg (S HA—F A%y e LToHKGE) 2ROKS L &0
#123mg (I —F A% v b& LTOHRGE) O MHEEHEICH T 250N 4 F 7 X
£ YT 413, AUCHIZHEET < £743% (90%CI : 67.0 ~ 82.3). AUComl# & £74.6%
(90%CI : 67.2 ~ 82.7) T -7z
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il

(1)

(2)

(3

(4)

(5)

(6)

I % — R EAPT & 14

v RSB T BRADKITH

(5)

% — R EERAP BB M

F v MIBT REEANS

HIRS v NI T —F A% v MEEEIEO ~ 500mg/kg (367 Bt 15 2 #2155 T0 ~ 410mg/kg)
% RIGIEE O [P CHEAR6 H ~ 70 Wi 220 H £ TR G- L7z & & G IRZRICBI 5 0E
B MAE R EE B O MR RED6 ~ 11%TdH 1 . Ml 2 iz,
FiA~NOBITH

v MIB T BAABITHS

HIET v NI T —F A% v MEEEEO ~ 500mg/kg (387 B 16 24155 T0 ~ 410mg/kg)
% RI6HE I O BIBE CTULUR6 H ~ 0 1a %20 H F CTRIOKG Lz & &, HGIRMZICBIT 54
TR BT M PR & AR T o 72AS, $G-4RE R £ 0 ZLTT i B i 4% vl BE L2 B
NRT25 ~ 815 F < FLITRBATHE SRR 2 7z,

BERADOBITH

MR L

ZDMOEHEADIEITH

mEBTE GHEAOT—45) ©

PR AOBINC I =T A5 v N O CEE#ME (I A7—F A% v b&LT123mg. 1uCi)
ZHEARROPG Lz e &, HRETRE DML/ M4 13076 ~ 1.12TH - 72,

¥ R B B AR

YA IHN =T AY v MHEMEE122me/kg/H (Gl IR C100me/kg/ H) % Hinl
RO G Lz & KA CIRZRG05R M LN IC i s B EE L. KR, Ol
OB TORBIREIXZNZNT5+34 umol/L. 40+ 34 u mol/L% U918 +83 1 mol/L T
Holze TOH IHT—F A v MIKMAMED? OHLPITHI L, 524 MHZ DR
& DS OV T OVREEIZ E I E10.13+0.04 © mol/L. 0.32+0.1 x mol/L }2 170.36 =0.03
umol/LTdh o720 tipdZBfE. Ll OB TZ 238, 36K U23RHTHh - 72,
IH—=FAY v bORNOBAITRL O D O RIIHEE T, wEiRE IO L ) K
{y w8 E TOEEIZ14+03 umol/L ~47+08 umol/LOFPHTH - 720 &5
24BF 2 Tl MMAIEEE 1206 £ 0.1 umol/L F T L7z Mg R A h IR & & 0
27% T o> 72,

FREY, IH—FRF v MEIRBOEGE, PR SOILHEH RO AR T 2 &
IR E 7z,

MFFEREEE (in vitro) “?

v MAESY 287 JEREEFIZ81 ~ 111%TH - 72
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6. X
(1) RELBERCKRBER AHBEADT—4%) ©
BV NI I ' —F 2% v FOMCEGRK (37 —F 2% v &L T123mg. 1uCi)
ZHARRIYG Lo &, %G4BT TIC7— NV Lz s — 7 2 S8 H L7z i
AT RE L2 A3 A REAVIKR O E S 1IHT77%TH D, O-7 V7 a YERIEEHE (M1, M2&
OM3) OEIEIE13% 5. 2K T6%) Th o720 BHEHEDFIN%IE KT ETH - 720
(2) KHICEAET 5% (CYPE) OoTE. F5F
DOk MM TOCYPEEER (in vitro) “*
v MR E W2 REICB VT, I —F ¥ v MEEEEIZCYPLA2®,
CYP3A4™ K O'CYP2B6™ 125§ % BN 2 7R S e b o 726
M1 MGETIERE 0 10 ~ 1000 £ mol/L. %2 MEHEE © 5 ~ 500 4 mol/L
@k FFI/AOY—LTOCYPREESEA (in vitro) *
MFIZ Y =A% HWRFICBWT, IAH—F A8 v MEEEEIZ05 ~ 500 x mol/L®
% BEE 12 B v TCYPIA2, CYP2A6. CYP2B6. CYP2C8. CYP2C9. CYP2C19. CYP2D6,
CYP2E1 L OFCYP3A4/5IZk 3 B HEEH 2R S e o 72,
(3) ¥MELEEIEDFERVZDEE
VI. 4 &=
(4) REPMOEHOFERVEMSL. FELSE
BRI L

7. Bt
HEtR (MEADT—4%) ©
BUHMERNBNZI AT —F A% v FOVCE#K (I —5 2% v b &L T123mg. 1uCi)
HERRR G Lok &, $ 524005158 F Tl 5 RE D 772% 3R 2, 204% 705312
PElt S 7z, F7o. BeG120ER % T TR GRS 3 2 REA K O0-7 Vv 7 u v
A (M1, M2K.OM3DOARED O IR AR I1255% K 5% Td > 720

8. M RK—4—IZEBT B158H™

OBFE b F > AR—Z—RUOBVAHZ b T > ZAR—2—I5x3F 245t (in vitro)
IH—F A%y MEPEH 5 v AK— % —TH HBCRP. BSEP 2 OFP-gp. 3t N ICHL Y 3A A
FF v AK—%—THhHMATEL, MATE2-K. OATP1BI. OATP1B3. OATI. OATS3.
OCT1} O'OCT2% HE L a5 720 £72. I #—F A% v FIZBCRP. P-gp. MATEL
MATE2K. OAT1. OAT3KUOCT2DIE Tld % h» 720

@SGLT1RUV'SGLT2(Cxtd B4&5¢ (in vitro)
IH—=F A%y MISGLTIOHRETH Y. MEMEM (SGLTUHUZ X » TS5 7 v a—2
B AARICEIT BICfli © 64.7+255mmol/L) ZH$ 5 L mBENniz, —FH, I =T
A% v MEISGLT2OIE TIid 7 <. BHEEMNIIRS o7z,

9. BHHICLBBEE
MR L
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10. FEDEREZRT 28%E

11.

BREEEEEREICH T IEYEHE GEADT—4,. AT1001-01558) *

RERRRE I W W B M OV AR DR BRI E 2 T A R (%861) ICAHI123mg (34
—F A&y P LToOHGE) ZHNEELRG Lz &, BRI, &K OVEE B AR e
BeBrE OAUCon: CEATEIGM) (ZEHAE R BB E & K_TZhEN12, 18K U45R5 121
MU, AUCo: GBMSEIME) xZ2h212, 18K U4 L 720 — 7, BB FIC &
2 MAEH Corae DB SN2 D5 720 twae (TLAH) X EHERE O TR 1S U CEHERE
WG O25WE 2 AN F CTEE L. te CEIMH) X E ¥ 8RS 064K 20 5
23 E TEE L7z ADTFDOLEZ ) TS5 Y2 (CL/F) (GEMEMME) (3B &

e U TR RE I iR D 1210 /hr A 52.67L/hr F T F L 720
¥IEH  CLer=90mL/min, ¥ : 60<CLcr<90mL/min. W& : 30=<CLcr<60mL/min., HJ¥ :15=<CLcr<30mL/

min

BRELEHRERVERERES 2F 2 HBRECHEAROKELLEZD

IH-=F A2y NOEYEHENTA -4

1EH (2353 R HE
(n=8) (n=8) (n=8) (n=8)
AUCoit (ng + hr/mL) * 12397 (27.7) 14536 (30.7) 22460 (42.2) 56154 (24.9)
SMPEEO . (90%CT) - 1.17 (090, 1.53) | 1.81 (1.39,2.36) | 453 (348, 5.90)
AUCo: (ng* hr/mL) * 12306 (27.9) 14389 (31.1) 22126 (42.8) 53070 (27.0)
HMPEEO . (90%CT) - 1.17 (0.89, 1.53) | 1.80 (1.37,2.36) | 4.31 (3.29, 5.65)
Cmax (ng/mL) * 2100 (26.0) 2191 (28.8) 1868 (32.1) 2078 (45.5)
BATEHEO (90%CT) * - 1.04 (0.79, 1.38) | 0.89 (0.67, 1.18) | 0.99 (0.75, 1.31)
e (02) © 250 250 3.00 4.27
(1.50, 3.00) (1.50, 4.00) (1.50, 4.00) (3.00, 8.00)
tz (hr) ¢ 642 (1.93) 7.66 (3.02) 222 (14.2) 323 (7.35)
Ka (/hr) ® 0.113 (329) 0.0965 (40.1) 0.0386 (84.6) 0.0219 (21.2)
CL/F (L/hr) * 121 (27.7) 10.3 (30.7) 6.68 (42.2) 2.67 (24.9)
Vz/F (L) * 107 (38.0) 107 (37.7) 173 (102.3) 122 (43.7)
Cusn (ng/mL) © 5.70 (3.63) 9.34 (757) 645 (68.1) 334 (126)

a AT (ZERE (%)) b hIdufil (H#iPR) . ¢ Tl FEHERA) . SKEFREIEF RS 1S3 5
AUCoint © ORFE] 7> & 48 BRIRE R & CHME L 72 05 b B2 — Re R i TR

AUCo+ © OIRE [ A & 72 5 W 72 SRe A IE 10 F -C o IS iR 1 — I I AR T TR

Conax * e ML PR EE . toae * S LA PRI BE R SEIG L 12 @ T 000

Ko YEHEEER. CL/F : APFOEHE 7Y 7T v A, Vz/F @ Ah T 05T,

Cusn © $2 5-A8IRE ] 4 D ik 2

Z DOt
LB L
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2% (EALOZFESE) ST 5HE

%W§t%®ﬂm
REINTWARW

2.

ﬂ

SRR EZFNDEH

2. B2 (ROBEIZEBELEW &)
ARHFN DA U BUE O B RE D $ 5 B

(R e L)
ARHFNOBIH U THRBUEDBEIE DO H 2 BH TIE AR OHGIZ XY HIZEE 2B BoER
RIS IEIBLIND D5,

3. MEERIIHRICEHET 2T & T DEH
(V. 2. RRESUIRN R B T B 7EE ] 25

4. RERUVHAEICEET 28 & TNHEHR
(V.4 FEROHEICHEET 57EE] 25

5. EEREFRNER L TOHEH

8. ERLEFMIE
AFNP G- d, E PR ERRRE, (ORRRE. IR 2 MRS A SRR 2 T IC Bl L
RHF G- TRIRAED SN W EIIIRREOLEE 2 ZET 5 Lo

(R i)

AANOHFHEZ W § 2 IIERMB ORGPV ETH S, L72o T, KFOHEGIZHT2-T
. AR OV TEIIIZEHE L, 588G R0 L) 2 G T A LEDNH S 72 DiE
L7

6. FENEHREHI2EEICHTZER
(1) ABHE - BEEEDH 2 BH
MEINTHZRW

(2) BRpEERERE

9.2 EBRmEEERE

921 EEOERKERERE

HIEDOERRAEER T DD 5 EZ IAMEROCREMEZ IR L LZBRRBR TR S Tw 2,
AR DMPREN EAT BTN H 5 b, HEOERREREDD 5 EH~OHKG1Z
RSN B, [166.1, 17.11, 1712, 181, 182Z:H]

(REERL)
BHABF R DIMAEN I A —F A5 v Mg 5. HEEBRERER F R (2B v TIEAHI150mg
B H SRR G-812, B L B W REMEAVRIR SN/ Z D HRE L 726
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(3) FFHEEEERE
MEINTWVRW

(4) &JEREZH T 2%
RESN TV

(5) 11i%

9.5 iTiF

ﬂﬁliﬂﬁbfwéT%ﬁG%%ﬁﬁcc A%L@ﬁéﬁﬁﬁ@ﬁ%t@%kﬂ%éh
LGB OARMEMT A2 Lo v FRIBIRIEEICET 52BRICB VT, BRIES 51
@%%E@%M@Aﬁ&ﬁé#é H—=I A%y bOFGIZEY ., BEYEErEI L. AR
BIRFE R ORI, T, T, BALRIE, M8 R ORISR0 5™,

(R M)
WRICBTBHBRT = B2 &, ROEBWRAE (THF) 2B AEBRT— 2 »OiE
L7z

(6) #3liw
9.6 RILiF
BILBZWIEDPEE LV, Ty P THIABITT 2 2 lE S hTn ™,
(R L)

KR DAL PNOBAT M LR T — 2 3w &, RUEWEE (7 v ) T
RANDFRD b2\ ) IRIR T — 7 D HEE L 720

7 MNR%HE

97 NRE

KA OB HZE R IIEKEOEELZ T L WEREMELEDH L2 L5, 12 Lo/ EE OKE
WKCRELETHRSOEGZHM L, 5 CH72> TREZEOREZ BB T LI L,
125% DL L1678 A O BBE Tl AKREASkg R O BH TR RBICHAAN SN TWAR Vv, £
7o 12RO /NRE G & U BRHBIEER L Ty, [16.1.3, 17.1.32 1]

(REERL)

127% DL _E 165 K1 2> D AR B A5k g Al O B X FRABR ICH AR TN TB 5T, EREOKE 57—
FIEOLNTVARV, ¥YIalb—va VERTIE, Si%ERE CIRE4kg RO BHIZBIT S

ARHAOBEFZE X, AFkgl LOBEDOZFN% LS Z TR EI Nz, $720 12K/

BADOHHRERD NS L SRE LT,
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(8) =&

9.8 =kE
BHEOREZBIE L 2O HEICHSG 528, —RIAEBEEIMET L TWa Z L%,
(R L)

R S GT ABRICE T N E R RIER L L CRRE L 720

7. HEER
(1) tRARREZDER
HEIN TV RN

(2) tRAEEEZTDERA
10.2. ffRAZEE (BFRICEETS L)

R4 5% B PRRE IR - 18 )5 1 B - fabRA-1
N7V HT7 A EDORRBEIUI LD, BADCra LV | P IIAHTH 5,

[16.7.2Z: 1] AUCoin 3 L Z160% Sz U55% A L 72 & DHidy
DB Z &5 ARFRH O 120 M 2 5
FaHZ &,

(R im)
ATI001-045iEXICBNT, 77 =4 Y ORKEIUC X ) RE O HRE RO AEED STz
720 E L7,

8. ElEA

11. BEl{EA
ROBWEH DS HbNEZ ENHAHDT, BlgE 5147V BENRD O NE 113
N s Ll | S <R 7 ) R N T o B WS
(1) EX&EER & HER
HEIN TV W
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(2) ZOOREIEA

11.2. ZDO/OEER
10%D2L | 5%2L F10% A i 1%L _F.5% i
AN ClES
HB X %K [z 6 F v
=7 T O, W, R, TNEZ R
fEEYE, LA R, e
—f% - &5 W57 G
i PR AR A Mz L7 vFARFF—¥
B, AREIE. A kA
EHERB & O AR A, TAYE. #HEE. UGG
R BERn B FEITED F v, RESRE
F uhel
BB X R HHR
W2, MEREB & OSHERR I PR B, S AL
Rz B X Oz T HH ek %%, %9 HEIE
(R e ML)
ATI1001-01238%. AT1001-0113E: & ONATI1001-02050k CTHiE S N-BEHIC RS XRE L 72,
9. BERRERRICRIFIHZE
REINTWRW
10. BEES
REIN TR
1. BREDEE
REIN TR
12. ZOMDEE
(1) EEEREAICE D IER
HEIN TN
(2) FERERRABRICED < 1HHR
15.2 FEEEEREABRICE D153
T v b osziaie K SRS K%?éﬁﬁmﬁwf\% HERHERGHORZERD

55%) ASEED b7z, ZhEE

0.163f%, 15RICH LTI —F AT v FOEGICLD,
SO I3 PG 4 ~IEI1EL7LO

EROT (ZNEN75%.

(REEARL)

B (7 v b) 2B 5

ZEMLRREL

SRR THT OJEMR 7 — & L e b ~O R
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X. FEERRFHERICEY S1HH
1. ZEIPHER

(1) ZExhERIBHER
[VI. SERIEPICE 3 5IEHE | OEBR
(2) RSMREHER™™
BRI H ByhiE fiatE BEE. RERK ER
42 Z}“ I V=i e ﬂ]‘% % . NS .
R - AR ﬁﬁ_bﬁ EE%E’J N 0 (MEALE)., 0 (AR v
R %5 % —% (Irwin 5 b 3. 30. 100mg/kg WL
ER) HRRE 1% 5-
0.00475. 0.0475. hERGH V) 7 & F % %
DA
hEsGZﬁ) VAT CHO-K1#il | 0475, 475, W O 7%
X A IVER \
L 475 pmol/L U
0 (). 3. 30,
F LA N —3E £ 100mg/kg WER L
EEMECESA
. 0 (8. 3. 30,
ot N
I 3 % ;jii;fj” S5k 100mg/kg B L
HRRE % G-
(3) ZDfhDHEIEKER

BIREEIBAES (S ELR) 1922 245060
RIKIYSE BB BT I A= 9 2 8 v MEBHEATY VY — A O WS TR DS OB %
Bl 2 Wb A Bad L7 R0, L 7 7 57 bR & P d 7

2. EMHR
(1) BEERESMHERES
w58 HitE .
it S (mg/kg) (mg/kg) s
1500 W Ao 72,
7k T CGEEBEEIES © | >1500 | —MeIREE R OMAEIC, PR3RICRM 3 221k
1230) FBO LN LD o7z,
I e Ao 720
—RERTE L ORE NS, PRI B 5 b
316 IEFEO BN LD o 72,
£ X En| (i B He 5 >316 | HMRTIE. METHERRE ) v B o R L KO
259) HETHERR Y > S EI OB SR AR Sz
. INHIIEENZDOTH), AL
OB W RS e,
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(2) REHRSSMHRERY

BEFR B’E5=E ESMHE
DR | ewpn | (mgke/B) | (me/ke/H) e
2000mg/kg/ H#ETIPE (5H). 500mg/kg/ H ##
TIPL (28H) FEEHARD N2 LD
BE SR IR & S 7z,
vz e ?@ﬁﬁgﬁgig) M 500 | 1000mg/kg/ H #E DM K 10°2000mg/kg/ H o 1
28 H i) HE 21000 | HEWC. KB G &SGR OER) ORM~F
OO T AR IIEDBIE S iz,
2000mg/kg/ H B0 1D C & B 0 BRIE 253250 &
N7z,
wpy | O 100 500 1500
5 I (Gl et 2RI - B
0. 82. 410, 1230)
1500mg/kg/ H B TR ALY © L7258 5
( 0. 100. 500. 1500 hf:onﬁiﬂlﬂi?ﬂl:frm)iﬂci\ PREI TR T RIS
| B I 500 xR E ChlfE L 72,
14 H [# 0. 82. 410, 1230) 1500mg/kg/ H # THt B ~ O B ~ B8 £ O I 1
T ' BN O S LIRS S oEEHIC BT 51
M~ DIFIEATRD BTz,
1500mg/kg/ H B O MEHE A TPEAS 18I H BT L
720 BETHIO—MEIRBEICZALIZ D SN Do
Sy 7205, FB T OB B L2580 Sz, R
RSB AT W P Gl AR S, P
& OB v &I S L7z
1500mg/kg/ H B O MEIVCIZ A 72 I D NENEHSFE O
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LNz, BRI A TR T 5
A R0 SN h o 72,
EYIERE O MEHE TR D Y >S9 o R~
FEXEIASEED b7z,
1500mg/kg/ H BTl W o> # ok 5o K 0N
EICxTT R E RO HRE Sz,
x| 9‘“‘”&?” 500mg/kg/ H B T8 O HUIRE A3 ~ 5H 1232
sp e | CTAREIRE - w5z,
0. 41. 164. 410)
EOZAL (K PR IE NI SRR
43 &) HSEI2500me/kg/ HEE TR0 bz,
- 0. 50. 200, 500 P 5 W 4 T B 500mg/kg/ H BE O . R
14 H 1 (Gl il d Fe 5% - 200 IR AL KOS ) 7 NIRBEDH S 22 7 A2
0. 41, 164, 410) DN, BEERLEETIHRD 5 VI
I PR AR A MRS T RSB L IZERO Sz b o
725
FRIMIRB OB A HIZED S, 202 ki
( 0. 50. 200. 500 zm%meg&gHﬁf;bﬁ%f&otﬁ\
oL fE Gl 5 B %1t$&id‘§7b“0 720 o
14H ™ 0. 4. 164. 410) 500mg/kg/ HEFO#ET, T ZHIGICHEET 2
¥ T 2 R LR R S O —Fa W5 o FLEE
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% BEYHR
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BEFR B’E5E EEME
- ®5 5 (mg/kg/RB) (mg/kg/RB) =S
N 0. 50. 200. 500 %OOmgﬁgi??f®£ﬁllﬂbf\ %ﬁﬁ%ﬁk%ﬂfﬁ%%ﬁi
.y n‘itl:l GHEMEH LA - 500 9 KRG E A0 O F IO S, 26H IZ)ER
SOMBL 10 a1 164, 410) S
T RIL D SN o 72,
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HBROEE SR% ﬁzgg 5B R R o
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tphimurinm 5k 492 ~5000ug/ 7L —" | ., sz
R R (TA9S. TAL00. | invitro | GEEESEIEHE : 403 ~ [‘;‘jffmi"ﬁb Hh%
TA1535. TA1537, 4098 ug/ 7L — 1) =
TA102)
24K LI
1.7 ~ 5000 u g/mL
(iR IS - 14 ~
RYA) T F—< | 7 A UNEHNE L 4098 1 g/mL) Bk BOBIE 7 it
TK L5178V PV g g B 7z
87 ~ 5000 x g/mL
(Gl e E IEH 5T 0 71 ~
4098 1 g/mL)
TEGeVEAR MLER 203 5
% 2000mg/kg/ H % G VE AR ML BR D AKF
N 5y "Z*H (e e 4 AL 2 IR AT B % Ytk
1639mg/kg/ H) MERDBEINE R S h
Lol
(4) AR
RS EH B58 mENE
e 51 (mg/kg/RB) (mg/kg/R) b
@ e 0. 50, 150, 500 i © 500 ?Q%ﬁkiﬁﬁ%ﬁﬁﬁﬁ@ﬂi%%ﬁ%b:ﬁ%f
<A 263 HE 2 0. 100, 300, 1000 4 © 1000 A AR SN, A% R
(GEgEE RS coRE) | FHTRIZED SN o 72,
i Js i W R 8 D 38 B L i x R o e
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FIEENAEBEEREO S LAY, REME
Jif5 13 E lSprague-Dawley 5 v b Ol
- 0. 50. 200, 800/1200 THEEICAONBHRTH Y, Kk
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(5) BB S St ER S5 7780

~ BE5RH B5E REME _
RROESR | BVE | (mg/kg/B) | (mg/ke/B) =
P B 5 2RO I
% FAED T, WAL D
e+ AR T2 ~ e & O ZTREIZ b Z R RED
52 B ) o T A5 b e N0
~HFARTH P9 A LM PR L 72 0
e+ AR R4 ~ SEALIE D HE & SRR 35
e e WTid, HEoZRmEICHEE
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wi | omeozm | bl W0 g oRC i e
5y b ek (10 || ) 2 RSB 12 L
) ~spesp | o MO L OIS B 72 ) 0k
o 9 e i . IR LT HIREL
A% £5105H T HEALE OMET S A EIIR
+C(20 4 AR S LA
BRIEL ., HE L7zo #EBEOEIRMD K
S - ﬁéﬁ@ﬁg’;ﬁﬁ *“C;ﬁiﬁ)ﬁﬁ?f%iﬂ;w@t
% DRI DD KT .
DR TR BAE TR 7,
FIMEIE T 22D 5 .
25mg/kg/ H #E TlE LI
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I BECTIIBZ 5 I HE
i 9 DL 0. 25, 10, 25 35 LMW SN/, 25mg/
Lo | R ~ % | GRS <25 | ke/HBEOHE L B L 7 U
RM3EZEL | 0. 205, 82, 205) 12 B\ T ABL O B
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| stz | b e O e A A
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e R5 2% ’5E EEHE _
S B #E5HE (mg/kg/H) (mg/kg/B) =
@ 0. 100, 500, 1500 HEVER SN 2R
J v b FEIRG ~ 170 (b e 3 S5 1500 19 %P1 IR 5 e A
0. 82, 410. 1230) 272
750mg/kg/ HEETIIFIEIZ
RA L L 78 VR 7 A PR
DOEBIE, WENBLESN
72
750mg/kg/H#E M U8300mg/
I - iEIRIE A kg/HHETH =W KE
0. 120. 300. 750
. FELT . ) ) WAL B I3 g
TTE wge~10m | R EERE s |0 [ EERETsEeGn,
T BREWHEEORD SR
300mg/kg/HHEEK U750mg/
kg/H#ETlE, AL %
R REIRAET, B VEAREACT,
T AL B IE K OV B D i 2 5
OB PEBEIMASTTRD BTz,
Fuli A SR oo I A /i K OY I AR
WZERT - R e 0. 50, 200, 1000 LAOk 2a N RON N ER NDY i
BT, T v b | RO H ~ 2tk | GEEEENE SRR3R s 1000 FEICDWT, BRI RM
(INDY i 20H 0. 41. 164. 820) LIBIIRD LN h o
720
(6) BRI ER
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(7) Z D OF5HEMS

RERER

AERDIEE BYiE ep— "’E5# BR
T IR IH—FRA¥ v MERE
THN Y= N—5 R 36.6mg/kg+7 IV T F—
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+THN Y=Y R=FHHEE" | BREWEBTH 7225
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FECII IR N 512 £ B A

b LA R O 300358 5 7 4y
WISERTLEHE LN
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) &R QT/QTc% i3 % iklk (AT1001-010)
(20184E3 H23 HAKFE, HHAS BRI E2.7.2 2.3.2)
2) HNER AR SR (FAB-CL-201) (20184E3H23H KRR, WA &EFHEZ25 3.12.1)
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5) FEPER AR SR (FAB-CL-204) (20184E3H23H KRR, HIFEERHEZ25 3.12.1)
6) FPER AR RER (FAB-CL-205) (20184E3H23H KRR, A& FHEE25 3.12.1)
7) ALNER - ERSIEFEBR RS (AT1001-012)
(20184E3 23 H AR, HIGHERHS2.7.3 21, 274 21, 276 18)
8) Hughes DA et al. ] Med Genet. 2017; 54 (4) : 288-296 (PMID : 27834756)
9) Benjamin ER et al. Genet Med. 2017; 19 (4) : 430-438 (PMID : 27657681)
10) &R bR RS (AT1001-042)
(201843 H 23 H AR, HIFE R %2.7.3 1.1/1.2.3/5.2, 25 5.2/ 1B Bl s #)
1) s dsb R RS (AT1001-011)
(20184E3 H 23 H KA., WG ERHR 273 22, 274 21, 276 19)
12) Germain DP et al. N Engl J Med. 2016; 375 (6) : 545-555 (PMID : 27509102)
13) #ENEHR WA ERRHER (AT1001-041)
(20184E3 H 23 H K2, HIRH & FHES2.7.3 1.1/1.2.3/5.2/53. 2552)
14) #NEHR WA HERRHER (AT1001-020)
(2022412 H 23 H KGR, WREEFHEE2.7.3 3.3.2)
15) Benjamin ER et al. Mol Ther. 2012; 20 (4) : 717-726 (PMID : 22215019)
16) Fan JQ et al. Nat Med. 1999; 5 (1) : 112-115 (PMID : 9883849)
17) #PVERE © in vitroikBR (RR1001-29) (20184E3H 23 H 2. W& FHM%Z26.2 2.1.3)
18) #LHEH : in vitroikBR (RR1001-04) (201843 H23H 7K. HIREEFHMEZ26.2 2.14)
19) #NER : in vitroikl% (RR1001-01) (201843 H 23 H K2, HIREERMRZ26.2 2.1.1)
20) FENER © in vitroiAB% (RR1001-03) (201843 H 23 H KRR, HIRSEFHES26.2 2.1.5)
21) #LNEEL ¢ in vitroiXBE (RR1001-28) (201843 H 23 H KRR, HI G & EMIEZE26.2 2.1.6)
22) FLNEEL © in vitroRBE (RR1001-02) (20184E3H 23 H AR, HIGEEFMEE26.2 2.1.7.1)
23) *LPERL 1 in vitroiBE (RR1001-19) (20184E3H 23 H &GS, HIGEEFEE26.2 21.7.2)
24) FNEF: 1 in vivo i BE (RR1001-05) (20184E3H 23 H AL, HIFH &R E26.2 2.2.1)
25) Khanna R et al. Mol Ther. 2010; 18 (1) : 23-33 (PMID : 19773742)
26) *EPEH 1 in vivoBR (RR1001-06) (20184E3H23H &R, HIREEFRE 262 2.222)
27) *LNEEL ¢ in vivoikBE (RR1001-07) (20184E3H 23 H KR, HIFEEEMEE26.2 2.2.3)
28) *EWEH 1 in vivoBR (RR1001-10) (20184E3H23H KGR, HIREEFEE 262 2.24.1)
29) FENEEL © HAR MR A TORYBEIRERE (MGM115806)
(20184E3 H 23 H AR, HIGHERHR22.7.2 2.1.1)
30) #ENERL 1 7 7 7)) —EEE TOEYEERE (FAB-CL-204)
(20184E3 H 23 H KRR, HIGHE R 22,72 24.2)
31) #ENEE: R A T o 5B (FAB-CL-102)
(20184FE3 H 23 H AR, HIGEEFHE22.7.2 2.1.6)
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32) HENEE

33) HENEE

34) HENEE
35) HEPNEEL

36) HENEE

37) HENEE

38) HENEE
39) HENEE

40) FENEEL
41) HNEH

42) HNEH

43) HNEH

44) HNEH

45) HNEH

46) HLNEH

47) HNEH

48) HNEHL

49) HNEH

50) FEPEEL

51) HEPNEH

52) FLPNEE

53) FLNEH
54) HENEEL
55) FLPNEEL

56) HENEE

HROFEIIMET 2.8 (AT1001-016)

(201843 H 23 H K2, HIGHERHMEZE27.1 2.32)

THNY T —XEOfHRE (AT1001-013)

(20184E3 H 23 H KRR, HIGHERHE2E2.7.2 23.1)

h7 A HWE OB T 2 B AR (AT1001-045)
PR RERE B E C oY B RERER (AT1001-015)

(20184F3 H 23 H K EE, HIFEERIMESE272 22.1)
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(20184E3 H 23 H K EH, HIFEERMEEE271 2.1.1)

FHE RS B REEAT (MGM116016)

(201843 H 23 H KGR, HIREEFHMRZ272 3.7)
BRE SR Y By REfR AT (20224712 H 23 H 7GR

7 v Mottt/ 2L b PEE (AA94762)

(20184E3 H 23 HAKFE., HIGHEEHE22.6.4 4.2.3)
< AN v AR (AT1001-014) (20184F3H 23 H &2,
~ 7 A TOMMBENA  (RR1001-08)

(20184F3 H 23 H KRR, HIFEERHRZ2.64 32.1.1.1)

y VX7 KA ROME (0332-145-02)

(201843 H23 H KGR, HIGHFE R 264 4.1.1.1)
CYP#HEICEI§ 2 ME) (XBL07624)

(201843 H 23 HAK#E. HIGS & FHEZ264 7.1.1)
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b7 Y AR—=F —IZT B MET (2011125739_00)
(20184323 H AR, HIGEEFHE22.64 7.24)
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%
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TT) ALNEE
78) FNEEL
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80) *LMEH
81) HENEHL
82) *LWEH
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AR EERER (247/002) (20184E3H23H A&GE. HIREEFHK 266 4.1.2)
wfnd A (AA18463) (20184E3H 23 H KGR, HIGHEFHEE26.6 4.2.1)
AAEMRER (ITR70576) (20184E3H 23 H KRR, HIRFE RS 26.6 5.1)
AAEMERER (G4970/ RR1001-64)

(20184E3 H 23 H K, HIGEE FHE22.6.6 5.2)

Agt s A TR R (AA26533) (20184E3H 23 H KRR, HIGE BRI 2E2.6.6 6.1.1)
Agt g A TR (AA31159) (20184E3H 23 H KRR, HIGE &M% 22.6.6 6.1.2)
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t bAVERHEESTH LT TN EY (IF=F A7 v ) & BRINEE RS
BHI (EC) No.726/2004125¢ - T20164E5 26 H ICEU TR Sz, MR EEA I &
D, EU28 #E. 74 AT ¥ FRO IV 2 —THERELRE, X512, 20164E10H28H 12 A
A ATy 20164E1TH22HIZY T v a7 4 T 2017466 H27THICA A5 VT, 20174F
SHIIHIZA — A b5 Y 7T, 20174F9H5H 12 A F T, 20174E12H20H ([c 8 FE <, Z1L T
20184E 10 H 2 KR E TR Z 720 AKX, 20224E 12 BIE, 40 » ELL ECTRE ST
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ZOEWMDPEL D (N - HF 7 T2 L, RETIRADBED L) o

BN BT BEBIRR (20237 ABER)
BR5E 4 FEER (33hR RERUVRE
Galafold® 123mg | 77 7V =9 (a-#'F 27 b | GalafoldiZ X 5 7 7 7V —wDEEIZ. 777V =D
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LCRIBTED & 2 ZEREAT | i
FRORUL " DBHEOR | 3555259 } & LTLAEI23mg A5 7EN) %W H

CIREYS 552, BB ER—E T 5,
S - 557 ¢ 128k -
* : )B-CA ﬁk%’nu\h
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5 ko T ERZZ S 121 M L EfE#E L 723513,
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ANREF CRED)
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V. E TV,
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Ew/ AN bl

V= e
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&5k
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B4 5720, Galafold$#5-0 /7 { & b AT tR 205 I o K4
RFHIZEER A 7 24 V2B L 2 nwT L, K (FL—
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2.

B BT BERR RIS
(1) FEJAOEREICET 5155

1)

AR X ERR

9.5 TR

IR S ITIR LTV BT REME D & B IR, 1B E oG DSkl %2 Fal 5 & H]
ENLGECORMIAT A L, vHFIRBREAICET 2BV T, BRHESEH
EHRGHREOBRGEO24MED LIS TEIT—F A% v boSIZE Y., BEEEDS
FH L., HARBEMIECEOMIN, ARERA, E. FEME, B A 5 RE O

R B

9.6 #2IliE

BALGC I EHEE L. 7y FCHIBAT 2 2 LA ST 2™,
BONBBBEE (202355 B B &)

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females
Galafold is not recommended in women of childbearing potential not using
contraception.

Pregnancy
There are limited data from the use of Galafold in pregnant women. In rabbits,

developmental toxicity was observed only at maternally toxic doses (see section 5.3).
Galafold is not recommended during pregnancy.

Breast-feeding
It is not known whether Galafold is secreted in human milk. However, migalastat

has been shown to be expressed in the milk of lactating rats. Accordingly, a risk of
migalastat exposure to the breast-feeding infant cannot be excluded. A decision must
be made whether to discontinue breast-feeding or to discontinue Galafold, taking into
account the benefit of breast-feeding for the child relative to the benefit of therapy for
the mother.

Fertility

The effects of Galafold on fertility in humans have not been studied. Transient and
fully reversible infertility in male rats was associated with migalastat treatment at all
doses assessed. Complete reversibility was seen after 4 weeks off-dose. Similar findings
have been noted pre-clinically following treatment with other iminosugars (see section
5.3). Migalastat did not affect fertility in female rats.
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4.2 Posology and method of administration (—&B#k#E)
Paediatric population
Adolescents aged = 12 to < 18 years and weighing = 45 kg
123 mg migalastat (1 capsule) taken once every other day at the same time of the day
(see section 5.2).
Children < 12 years
The safety and efficacy of Galafold in children aged less than 12 years have not yet
been established. No data are available.
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