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7.1 REOGEHZERIIAFORELZZT 5720, HHOUIHAREM %
WG9 5 2k, [16.2.15H]
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16. EWENEE

16.1 MARE

16.1.1 BEZE
HARNERE AR (136]) 123 —5 A% v &L T123mg
AT ICH BRI %G L7z & & e iR e RS I 0SS )
NS A—FFUTOEB) TH-72%,

£l IHA—FAY v M2B3mgH BNFECOHES L7z L & O3y IHE
INT A —%

b Crax? tmax® AUCo-inf t12°
(mg) (ng/mL) (h) (ng - h/mL) (h)

123
(130) 2124 (36.3) |3.50 (2.0-5.0)| 11519 (27.4) | 3.82 (0.25)

a: ATEIHME (EERE%) . b RRfE ). o FEE R )
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‘R~ 1000
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g 0 T T T T T T T :

0 3 6 9 12 15 18 21 24
BER (h)
Kl IH—F A% v M23mgk BEFEIHS- L7z & & olmiEd

IR, (I £ R )
16.1.2 R{E#HRS
SEANLET 7 70 =BG Up) 123 F—9AF v heLT
123mg 7% 128 FE 01135 L7z & & O3 EIE S5 2 — & 1%
DTolph)Thh) ., REHTGIZ L - TREERDHINT 2 HI
D SN o 72Y,
K2 IHN—F A% v e LT123mgx 1208 HEOHRS Lz &
EOIEMFRE ST A —F

e | e Crnax® tmax” AUCo+*
(mg) (day) (ng/mL) (h) (ng - h/mL)
123 1 1691 (22.0) | 3.50 (1.00-4.00) | 8942 (32.2)
) 14 2029 (40.0) | 2.96 (2.00-4.00) | 10638 (35.6)
84 1524 (23.3) | 3.50 (2.00-4.00) | 8582 (29.7)

a BT (EERE%) . b hoE (FEPH)
*16.1.3 BEFEYERERER

R (17961) K OHREIN 7 7 7)) —IwEE (10161) 2056
15 & A7 A v AR SR |2 35D RS ISR W B REFRAT O A
REOIY BB HE L T T AR E L CTERER M ED
BIR SN 7e 120 DL 168 R 2> > (R T 45kg M1 K ON16mE DAL
D777 —IRBEEICIN—F A% b L T123mg% I
G L7-b &, RHEFSEM BB I D (Y BIRE/ X T 2 — %
OHEMIUNTOELEBY TH-72%, [9.78H]

F3 RN BRI RO XEE L, 77 7Y —EEET

DB IZ B 23 EE T X — 5

Crmax Casn® AUCrau
(ng/mL) (ng/mL) (ng - h/mL)
12D 168 e 1210 (61.1) 11.1 (64.3) © 8940 (47.1)
(1381)
167 2L 1 .
(861) 1190 (32.7) | 11.7 (52.3) 9490 (33.1)

BT MRS
a: fRE45kgll bk, b ER TRz L7727 =5 DA, ¢ 8Fl, d: 634l
16.2 BRIR
16.2.1 AEOHE
SHEARHERA (1961) (237 =5 2% b & LC123mg% it
BFL 7 F ORI, BRSO LRI R, A
O VIES T 313 8 ST D RS 212 AR 15 L 72 & & 03
WIS A— 5 EUTFOLBY Tho70, [7.15H]

F4 BeH5 A I TRNIBI BEMBEEI ST A — 5
AT G B/
KA DI G- Cmax AUCo-int FERAT IO
yA43I0T (ng/mL) |(ng - h/mL) [90%15 FE X [#]]
Cinax AUCo-int
P i 1561 9805 - -
AT S (1961) (33.8) (96.8)
7R HEEOREE D 1408 8451 0.90 0.86
[ S- (1961) (29.6) (28.8) [0.80,1.02] | [0.77,0.97]
RN RO 1323 6132 0.85 0.63
TR FI S (1961) | (28.3) (26.8) [0.75,0.96] | [0.56,0.70]
AR 0O 1 HE [ Aif 1278 5668 0.82 0.58
5 (1960) (39.6) (31.4) [0.73,0.93] | [0.52,0.65]
BRI O % 945 5890 0.61 0.60
x5 (1961) (28.3) (26.5) [0.54,0.68] | [0.54,0.68]

BT iE (ZERE%)

16.2.2 &WFHFIAE
SHEIERES A (10B1) 123 A—F A% v h& LT123mg% H
ARG Lz & ORI A F 7 XA ) 7 4 13875%
THo712",

16.3 4%
HAR AR AR (1361) 1235 —F A% v b & LT123mg
FAEATICHEROKSG Lz 20205 ME#E (V/F)
1371.7LCTdH - 729,
IH—=F A% v hOMCERA (1~100umol/L) v bIi4E S
287 JEREEEHRIZ98.1~111%TH > 72 (n vitro) Yo

16.4 X3
GLE N AT (661) 123 —F A% v b OMCE R
123mg% BRI G L7z & &, 524 EGEE ClIc7—1 L
TR 7 — & 20 & B L 72 IS b A O RE L2 6 A R IR
DEEITKTI%TH Y. O-7 V7 a yEEFEAEE (M1, M2RE O
M3) OEIA1X13% (5. 2] 16%) TdHh - 72,
IHT—F A% v MEICYP1IA2., CYP2A6. CYP2B6. CYP2CS8.
CYP2C9. CYP2C19. CYP2D6. CYP2E1l. CYP3A4/5\2x53 %
THEMEH ., CYP1A2, CYP2B6. CYP3A4\Zxtd 4 FHEfEH LR
Shedo7z (n vitro) %,

16.5 HEittt
AEENERE B PE (661) (123 —F A% v b OMCIEE#AIA
123mg % Hi#E ¥ G- L7z & &, $%5-2400 8 1% £ Tl 5
REDTT 2% AR IZ, 20. 4% F P ICHR S 7z, F72. &5
123 2 & CTOHRGBETRRICHT 3 2 KRR R TOo-7 v 7 a v
fa ek (M1, M2ROM3DEED) O IR HEIEER1255% [ 1N5%
THo729,
I#—% 2% FIEBCRP. P-gp. MATEl. MATE2-K.
OATI1, OAT3RUOCT20#'E Cix7% <. BCRP., BSEP.
P-gp. MATEl. MATE2-K. OATP1B1. OATPIB3. OATI.
OAT3. OCT1. OCT2IZx 3 A HEEHIIRES ol £
72 SGLT1OIEETH Y . BFEIER (ICsofi © 64.7mmol/L) %
BT DI ENIRESNA, SGLT2OHE TidZA <. MEEH
WBR & otz (n vitro) B9,

16.6 HENEREH T 2EE

16.6.1 BikpEEESE
SHE BB REIE W % (CLer>90mL/min. 861) . BB
fEfEEE (60<CLcr<90mL/min. 8%1) . & FE B4 e
# (30<CLcr<60mL/min. 8f1) M ONEEEEHiEREE (156<
CLcr<30mL/min, 8fl) 123 #—F5 A% v b & L T123mg%k i
MHREH G- L7z L EOEYFENT A= FIZUTOLEB) TH
o720 T, BAEREIEEE. B, PEE N O EE B RS
FHOH GRMTFEISM) 136.4. 7.7, 22,2 U'32. 3K TH
D, BEEREOKTISEVIEER L2, [9.2.15]



#5

EHRREIE N O R RERE S 2 B I B ST A —

#8 e EEEARKOL UL Hilyso-Ghslit FE it

EREREIEE# I %
Cinax AUCoint | H/N_FEMFIGHEO I
(ng/mL) |(ng - h/mL) [90%15 FEIX [H]]
Crnax AUCo-int
BRI 2100 12397 - -
(8f1) (26.0) (27.7)
P AR e R 2191 14536 1.04 1.17
(8f1) (28.8) (30.7) [0.79,1.38] | [0.90,1.53]
AR RERE S | 1868 22460 0.89 1.81
(861) (32.1) (42.2) [0.67,1.18] | [1.39,2.36]
HETREREES 2078 56154 0.99 4.53
(8f1) (45.5) (24.9) [0.75,1.31] | [3.48,5.90]

RIS (LERE%)

16.7 EWEEERA

PHEINBE T 7 7)) —miEE (1260) (7 ANV T~ TLVT 7
0.2mg/kg X\ZTH N F—+ NX—%0.5mg/kg#s L < 1Z1.0mg/

kgZ BIRNHEG T CTIA—F A5 v b & L T123mg%k HIn#E T
L L7-L EOFEMERE T A -5 1ZUTOLBY THo72,

F6 MHFEPIH—T ALy MREEIMEERe-Gal A I K

[Eap-Z"
MAgEH I H =5 2% v b |I%EFa-Gal A EHEOR
THNY ¥ —F VRS DI/ N SRy | NSRS fE o b
D¥ flED ke [90%1E HEIX 4] [90%1= HEi[X 4]
Cnax AUCo-int Cmax AUCo-inf
THLL =% TLT7|  1.03 1.03 171 115
0.2mg/kg (4%0)  |0.80,1.311|[0.67,1.56] | [1.44,2.02] | [3.28,5.25]
THNY G —E ~—% | 1.01 1.10 1.73 2.83
0.5mg/kg (561)  [[0.70,1.451{[0.68,1.78] |[1.35,2.211|[2.12,3.77]
THLY =% ~—% | 0.9 1.01 1.39 1.9
1.0me/kg (360)  |0.46,1.95|[0.65,1.55]|[0.97,2.01]|[1.50,2.63]
, 1.00 1.05 1.63 2.94
#2110 79 1.961|[0.81,1.57 | [1.44,1.84] | [2.43.,3.56)

a: 7Y T — BT AR MG b ARG T v s
— RS-

*17. ERERELIE

17.1 FHERVRLMICET 5 H5R

17.1.1 ER#RSE DI

AREBRIIAH L FMTHE (TN y—¥ 777 g~
— %) OEMERCRENTFHET 2 7 5 A LRGSR
HERBR T 5o BERMTORIE 2 MG O HARNZ & & 18~72i%
OB T 77 ) —EFSTH (B256]. k326, eGFR=
30mL/min/1.73m?) %ML, IHF—F A ¥ v M123mgHs18#
A TR H A 5 5 DS R Al e s 238 T2 1N 18 o 7 T e
HIRNT G- S 7z 20tk 120 A M OIEBE Bk 58 < ik
EPNZI A —F A5 v M123mgAihe Bk OG- & iz RAFNC
POSMED & % GLAR(R ¥ 2 H 5 55261 (AHAHE34B] (AR
N561) . BEERCHEEIEL8H] (HANLG)) TR e sh
7oo FHFHMIHE TH 555187 HEE £ TORIRME S HE D4
HZLE DR RIT, TEROLB) TH Y, AHEE LMK
ERELAETH - 720

ARHK)HE [EESibRER
s ST A74 | 95.3%20.8 (3361) | 92.9=25.7 (166
wer (2187 W] 89.4%22.8 (326) | 90.6+36.7 (13D
(/o) |66 [(-11.0,-2.17] —2.0 [-11.0,7.0]
& e (3191) (131)
N2 q | 6:35 (0.80.59.07) | 9.65 (0.85,73.40)
ik el (3261) (1781)
lyso-Gbs |, .. 7.40 (1.01,87.37) | 6.41 (0.84.62.50)
N (3160) (1560)
(nmol/L) gefp | 055 (~2.27.28.30) | =0.04 (~11.90,2.57)
e (31%1) (15%1)

I + AR, EERR T [95%EHXH ], miEhlyso-

Ghsift &« ijufili (#ipH)

#9

25187 AWM E CICHARIRI T 7 M A (BHAXRY M AN
Vb I A XY R IUIFEC) R EBL LB EE A AH
HET29% (10/34150) . FERAFOIMLNET44% (8/18f1) THhH o7z,
kB, REE30H AL L7 #ERE 2B 5eGFRekp-err
B OmGFRiohexolfF- 22 b8 12 —1.72 [-2.65. —0.78] mL/
min/1.73m? (31#1) K% O*—-2.75 [-4.81. —0.68] mL/
min/1.73m* (30%1), AZREREIRKEOZE/LEIZ-3.8 [-8.9,
1.3] g/m® (2861). BEEIRWT 7 + 7 & &5 L 7-wkcE &)
A1E32% (10/3161) TH o720 [9.2.1%0]

RAETR T 7 M LIEFA XY by bA XY M BRIILAE A X
YMROLERS 2D, HAXRY FOEFRIIDTOEBY
BEAXRY N ONR=ZATF A1 ¥ &L TeGFRekp-errA¥15mL/
min/1.73m*PL EAK T A2 eGFRekp-£r2¥90mL/min/1 . 73m>A i |
NT@24BFEIR & 2 /X7 HIR—= A T A & s L T33% DL -1
INAD2405 IR & 7% 7 3300mglh I & g S /e,

LA RN OEAEZE . AN ESROIE . T H O E AR
(MIAEIRIEOPE G-, EIEHED, ~_— A A — 7 — LLHlA AT
FAlEh e 2254 5), Xid=a—3— 27 0EGEa I E Y
ED S o ik A G L EFRE NIz,

BRI A X R U — @ PR TR & B S i,
$e5:300 HEs E CORFFLGIHORINEH OB #1237.3% (19/51
Bl THh. ELBEIEFIZERLS.7% (7/5161) TH-722,

17.1.2 B EMEHER

KRBT AFOFENER R &M Z T 57 > ¥ 2L ZFEE
M7 7w AR5 R CH Do BERM TR & RFEMILIL6 2 H DL
FFEE L TR W16~T4OYNEI N L7 7 7)) — i EE6TH
(2481, 1436), eGFR=30mL/min/1.73m% % %Hi2,
IA—FAY v M23mel L7 T L ARH6H A HROH%S X
N7zo ZOH, 18» AMOIEF ki 5 Cldapic I 77—
F A% v M123mgAshE RS Sh iz RANCISEO H 5
GLABETEREZ AT 5506 (771 REE22060, ARHIH2861)
2B B EEMINE 72 ) OGL-3E AMKBOE s TR
DEBYTHo720
BHEEMIME D72 ) OGL-3 #H AR D Z b DT

‘ ot | | .. |[E506~127 1"
T RERME A RO BB LR O NoA| BEOBRGeARIT) BT w 33 !
TR R A R I A Y 1
N—ATA | 83.7+20.2 (34B)) | 94.7=20.2 (186l o | 0498 | 0.56 0.071 0.312 ~0.330
CFRu gy 7187 IR | 85.3220.5 (345) | 89.7=21.2 (176 e | T0594 | 20.975 | 0563 | 0.628 0,62
et e e | 040 [-2.27.1.48] | ~1.03 [-3.64,1.58] (2080 | (2081) (201) (170 a7
T (3481) (1861) s | 069 [ 038 ~0.250 0.429 ~0.239
N—2A74 | 82.3+16.9 (34)) | 81.4%23.9 (18 s | SL229 | 0792 | 20513 | 0.86) =0.500
PR 18| 75.610.0 (34) | 82.9%23.4 (16%) 258) | (2681) (25f) (2268) (2081)
o | —4.35 [-7.65,-1.06]| —3.24 [-7.81,1.33] A £ R AR
EREILR | S B
(34651) (18f51) e G0/6~124 1 7T AR-RFBONTIRIEG6 0 B, AR A B
P+ R R, R T [95% X R ) IZOWTEIN=RA T £ VDS O bR

*Hf7  mL/min/1.73m?
7o, EEEEAN O Hlyso-Ghal ORI T #RD &
i’; V) VC“&) D f:o

RHN % 18~24 5 A5G- L 72 WBRE 12 51T % eGFRexp-eridf [H 22
{b&1£-0.30 [-1.65. 1.04] mL/min/1.73m? (41f1). 7=
TR ZbEE-7.7 [-15.4. —0.0] g¢/m? (276l) T&»
o720 [9.2.12H]



P24 JIR £ TORFFG O REH OJEB 1345 .3% 21. AERRMH

(29/64%1) TH Y. EHEIEMIETTHI7.8% (5/64%1). i 211 RS A 7 FHHETH A RE o b, EUICERT A2 L,
7.8% (5/64%1), H.06.3% (4/6461) % U#EREE6.3% (4/64 21.2 EN TOBRBREBAHO TIROEN TS Z L2, BENE
Bl) THo 7, Py TSRS v o> LB G B % 5ok A A T G R A % S
17.1.3 #BHE MHEEER THIELICLY, KAOFHEZOTRIGEHREILET 2 L L
BRI, KHl O, EWBIRE, 5, AL T L2, BAOLEER OERVECEYT 27— 7 % B UE
B4R FIEE MR TH b, BERMTHEE R, L. KA O@EIEFTI L EREEEHELL L,

BEMTAREZERL CO2BaE A2 ) —= 2 7 Ol4H DLk
ANCBERM AL & B iEHE % Rk L 72 125% LR 18 Adis 2D
45kl L. KHN SO & 2CLARIETERAHT 5
PEINT 7 7 ) — B2 % RIS I H—F A% v }123mg 23. EBHE

22, AE
7h 7N 1¥—~ PTP

25127 F RIS H O35 < e, 1) HNEE T b TOERESEFEERE (AA26551) (2018
FHE %127 ARG L EREICBIAR—254 Y150 3A 230 4&FE, CTD2.4.4.4)

eGFR (Y 27 LV HEER) OB(LE CEHfE+ mikfF) 2) PR 7 b eoLit bl (AA94762) (20184E3H
1x—1.6%15.40mL/min/1.73m? (19%1), EEEZHLROEAL 23H7GE, CTD2.2.6.4.6.1)

B CP9flE + B mEE) 13 -3.9+13.53g/m? (18#1) TH Y. 3) FLPVERR 0 OARNEER A ToEYEIRERE (MGM115806)
M3 lyso-Ghoilt BEDZE L (islefit (HEFH)) 120.2 (—65.4, (2018431 23 H AR, CTD2.7.2.2.1)

115.8) ng/mL (19%1) Tk > 770 4) FENER D 7 7 7)) I ERE T O BEERE (FAB-
$e5:12 HEEE CORIERZHE223.8% (5/218]) TH . CL-204) (201843723 H 3%, CTD2.7.2.2.4)

BRI IXEER9.5% (2/2101) THh o722, [9.75H] *5) ALPYRRL 1 BERISE BT

6) HINEE  AFROREICET 53R (AT1001-016) (20184
3H23H 4. CTD2.7.1.2.3)

7) AR AR R ERICE T 5B (AT1001-018)
(20184:3H 23 H &2, CTD2.7.1.2.1)

8) FNERL : ¥ v s ik EEOMET (0332-145-02) (201843
H23H&ZE. CTD2.6.4.4.1)

9) HAEE: : v AT v B (AT1001-014) (20184E3H 23
&8, CTD2.7.2.2.1)

10) AR - CYPIHSEIZBI 9 2 Mt (XT115084) (201843 H
23H &%, CTD2.6.4.7.1)

11) #Prgsl  CYPFHEICH§ A M (XBL07624) (20184E3H
23H7ZE. CTD2.6.4.7.1)

12) #PrgEkl  CYPFHEICH 2 M) (XBL15798) (20184E3H
23078, CTD2.6.4.7.1)

13) #LNER : b T U AR—=F — 12T AT (Amicus-01-02
Dec2014) (20184323 H &Y, CTD2.6.4.7.2)

14) HHEE v T v AR—F — 12T 2ME (Amicus-02-28
Apr2015) (20184E3H23H &2, CTD2.6.4.7.2)

15) HPER  + 5 AR— 7 — 12T A HEN (Amicus-04-03

18. EEhIE
18.1 fER#RF
77 7)) —IRIIGLABET ORI L % a-Gal ADIGEHE/RTIZ
L. GL-3%0LE AR L, BEE, CHE. MR SE
OMIEEEL L 725§, WEDGLABEGETERIZE ), B
BUME R L DARGE R a-Gal ADERT L EDNH DA, 2
W=7 A% v Mia-Gal A3 5HEHAW vy & LT
TE L Mtk b ThiE 02 8 a-Gal ALERIY 2> D W58 1Y
IAEA LTI Y Y — a0y ks BiEd s, )YV —2A4
WTIE. IFT—=FAFy M EBEL, #8EL 72a-Gal AIZED
LR L 72GL-30 5 R = 23 %%, [9.2.15H]
18.2 ZEIE{EH
~ 7 Ag-Gal AEET#RIAL. v NERT-Gal AEAEET %
BRI/ T 7 T —I{Y T AETIVIZIN =T AY v MR
Peb U7z, BeRg. GO, B, A NI Da-Gal AT
B0 HERIFR I L. GL-3IEEE IR T Lze FAE O
Hroxre gL ¢, MREG LY Ay BHELG2E) Tk
L0 B GL-SIEEE I T EHIATERO H 722, [9.2.151]]

19. HRKDICBT ZELZHHE Nov2015) (20184E3A23H 478, CTD2.6.4.7.2)
—f% I A -5 A% v MERE 16) HNEE 1 N5 v AR—F — 12T DA
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