3k 20244E12H 25T (55 5 1) 12
% 20234E11 3T (55 4 ) BAZEAEADEES
Bk EIRARTE 873969
HRER - 3% BIRHDPP-AMEH/SGLT2IES mAH AZMES | hoha
_2;;:]_*75 ﬁ(ﬁ/ﬁ@ﬁ]- 22900AMX00578| 20174F9 H
M EEES

T UTVTF O RAEKFRRIEKINY - A7 U702 L KIYECEEE

NTIP irask

CANALIA® COMBINATION TABLETS

) EEEMEONTEICLYFRTLZ L

2. B8 (ROBHICIIH|E LAV E)

2.1 REN OB LB BUE OO H 5 BE

2.2 WIET b — T AL BRI S LB, TR PR
DEE IR OA A 12K B0 2 5 i o2
EDSLZE & 72 2 O THRAN O 51338 X 72, ]

2.3 HIEKYE, TR, EERIMEODH 2 EE [ VA
1) UESHC X B IS FEATE F D O TARAI O 5135

B ]
3. #ERk - MR
3.1 f8Rk
T AN 7 TF v BACKEEIEKAIYI31mg
BRI (740710 FF >k LT20mg) /
(1%EH) A7) 7a Yy KHNY102mg
(#F+271) 7Y & LTl00mg)
D-wry=hr—), bFaFrFuoiltiao—2,
I TINVEEATT)IIVF M) oA 670 A0— A,
s TavLryrya—i, BibFy . vy, e
SRS, SRR bR
3.2 WA OMR
IR - 2 475?wﬁﬁ-7KWAZ~?4V7ﬁ
c i (mm) : 86
¥ASI __ @ JEE (mm) : 45

4. ThEELISRHR
2BUNE RIS
L. TRV TV TF O RIEKFRIBKMMREHF T U7
OY > KIMOBBICE B RENBEY EHE S 2I58ICR 5,

5. xhEER IR ICEIET 3R

5.1 AH) % 2RUBE RGO B —BPEE L LTV AW &,

52 I LT, BEICT A0 7)) FF v BALKERIE R (7
) 7)) TFrELTIH20mg) RO F 7)) 70 v kAl
W (A7 7ay ey LTIHI00me) % 6FH LIREED 25E
LTWwaEa, HH0IET a0 70 7F v BALKER K
W (7)) 7)) 7F e LTIH20mg) XA 7)) 7ay
YARFM (B 7uYrE LTIHI00mE) O HAEEES
L ORIEART SR, HHERETT 52 k.

5.3 AHNI2RIBERNG & BT SN2 BEH IR LTOAHHT S 2 &,

5.4 & B RRRERE B ULEN O KB R &8 TIEAA O
HRSTHDHF 7Y 707 R OF R TE %
Wz, #E LIk, [87, 921, 1661 B

5.5 HEEEEHRERERE CIARFOENR T THEHF 7 7
Ty y RO ED IS S N W Rk A S b O T
S0 B2 B EIHS 5 2 k. [87. 922, 1661 B]

5.6 AHILGHIZB T, RKFOEGHT R 7)) 7F  BALK
EWMAFH RO A F 70 702 2 KA O & HH P X
D LEYITH L PEEICHEIT L2 L,

5.7 RHIDMEA L& 52> UOERIFIGH D IER T D 5 HIRE,
HEREE E T IAT 2 729 R CRIRDPAT 04l Y &
ETbZL,

6. AERUHAE
EE. RAIELIELISE (FAY 7Y TF /7y 7ay
v & LT20mg/100mg) # WA I &IOS 3 %,

8. EEAEANIE

8.1 AHIDMERIZH 72> CTld. BHE I UIRILBERE IR K 082 O xf
WHFEZOWTHEFHNAT 5 2 &, [912, 1111 ]

82 KHIOHMM S THAHHF 7Y 70y v OFRERIZLY S
R BHRDBAENLZ VDD, Tl KEEPHLT S
LEWHDHOT, WERKSHEEAT) LHREL, BgE+
SATH) T ko BB RIRLER I LT VRS (ESiE.
B ReEE RS FURIEFHEES) 2BV Tid, Bk
PRI b7 2 B—=3 A, @Rl & MR e A 25 %
GEImie - ERESORBIEET A2 L. [9.1.3, 9.2.2,
982, 102, 11.1.2 ZHd]

83 AFDEME S THHAFT ) 70Ty OHRGIZEY | R
AR MR Ege AR E L . BEE L. WHER R UEEEO
BRI (70 = THNE) . BRI S o T 2 YR 1 F
B ENDD THBEBERIT) B EIREEE R O R R e
DFAEITFER L FE L2 E I #E 2 LEZITH) L &b
2. IREEICIE U CHREES 2 BT 5 2 & IRBGRY L O+
I DIER T N E DI FENZ DO W CTHEEIZHATE T &
(914, 11.14 ZHd]

8.4 AHIFEGHx, IUHE% EHIMICHREE L. SEHI ORI R Z DO
K% 37 AHS L CHARREDPAT 52 YE I Mo B E~
DEREETH L,

8.5 AH| L MOBEIRIFIE DO FHIC BT 2R EIIHET ST,

8.6 AKIDHEME S THAH T F U 7Y FF > & GLP-1ZEARNEE)
VTN L GLP- 1R R 2/ Lz IMBER TEH 24 LT
o WHZ G L7z B R BREE S 7 < o AR R O e
WERENL SN T W v,

87 AR DEME S THAHHFTZ ) 70T OF%GIZLY | IME
LT F 2y OLERLZeGFROET A LNS 2 LD DD
T, BHERE R ELIICRET S 2 b, B EEZIIB W
TIIRFEME T L. fkir912eGFR245mL/min/1.73m?
KGR L2 a i35 ohE 2 #5545 2 £ [54. 55,
921, 922 ZHH]

8.8 AHIDHM G TH A AT 7)) 70T OIEREFE CTHh 5 IR
t L — ZPEIRECE RIS X Y | I 2 > b a— LS L
THho THRPBMAHITHEL, ¥ =Y AB bbb, 7
F7Y F—YRCELIEDH D, [11.13 BH]

88.1 FLWIIMD LR DL VEAEN D L7200, LT DHIC
METH2 &, [882 ]

< G - MR AAEGR. JEE. W@ e, BRI, I
W R, EHREEEE O RERDSERD 5 NG AL, M
TATIRH T b ARIGE 2 SO 2 EhiT 5 2 Lo



CHEIS. A YR YHWEEDT. A VA VRO W=

Rk B e B R ICHI B, S IEAORN B RAYE
BiKZEIBAIIE T b7 Y F=Y A2 BB LT VO
T, BSE 51T T &,

BB L, DToMZRESs 2L,

N7V R=Y AR GEL - IR, SRR, 7
i, WERIE, BRI, W, EikREs) .

T NT YR =Y ADIERDRD SN HAITITE SIS
R 22T A2 L,

CMEEAEE TR LT MT Y R=Y ANEE L)
5Tk,

*%882 1+ /) 70V r e ELSCLT2HEROE G L%, M4E
P2 S PR SN S L) ERP 7OV T — AR R DY
N7V R =Y APERR L 7ZERISHGE SN TWwW AT,
VIS U TR MET 5 2 EBZEx +51217) 2 &,
[88.1 &H#H]

89 RHDOAEMK T THLHF ) 70T ViE, JRFZIVa—R
HERAEVEH A 65 50 HRIRIMEE, IR, ZIRD D VLR
OFEREFETHEZICBVWTIE, ZOBEEZELTLIEED
IZMHICOWBELERT 5 L,

810 BAIDHMK T THAHF 7)) 70T »O512 X HRER
DHHE SN TN 720, BEDEERICHEET LI L,
811 RIMAEFER 2 Z 5 2 LA 5 DT, HHTEE. BHEHOE
IR L WL EHICKS T L3 EIEET LI &,

[11.1.1 =H&]

8.12 AMIERDH S OND Z ENHHDT, Fifeh B L W igsE.
Wi -2 DAV EIEEIR AT B & b N7 IZIE, R M2
BEZITH L) BEIREST L2 L0 [11.19 2]

9. BENHEREEI2REICEATIEE

9.1 &fHHE - IERZEDH 2 BE

9.1.1 LA 2 (NYHALEBEASEIN~IV) D& B EE
EHIREER D 72 { o BAEMEATE L Tz,

912 BMMEARITHZThDDH ZUTDEERITIRE
KIEEZRZTBENDDH D,

o BT A REA & LT B R A

o SEERANELIREE. HUACIREE. ANHL A AR, AFRI
ORI TFETFIRAE

o B LG R E S

< BEED TV I — VIEIGE

[81. 1111 =]

913 MAZEILPTUVEE (EI> FO—ILPEHTARR
NEE. SmE. FIRAGARES)
RADESTH DA F 7)) 709 ORFRIETIZ LY Bk
AT BENNDH D, [82, 102, 1112 &lE]

9.1.4 [RIRRRL., MEBRELEOHZEE
JERZ AL S BENDNDH S, (83, 11.14 ZIE]

9.1.5 BFFMOBER ILIBARDEEDH 3 EE
EELARITBENDH S, [11.15 B

916 QTEREZE - LPTUVEE (ERXRMQTEREMRFEQTE
RDEEEFE X (I Torsade de pointesDEEIXFED % % B,
BEEORREOTAEBR I ZOBREENDHBEE. > -1
HORLEODRBEDH Z2EBE. BHY I LMEDERESE)
QTEREAEITBENDD Lo MR RERIZ B\ TRHA
DEMESTH LT A1) 7)) 7F »160mgx 1 HIEE G- L
o ZICQTIEEHE SN T 5b, [1731 BH]
RENDOEEDTH DT A1) 7)) TF > OAGBITEIL @,
20mg/HTd Y, JAHFEIZ40mg/H TH %,

9.2 BiEEREERE

921 BEEREREEREIBNFORPERLEE
B Lawz k. HF70 70T KNP OB T
&%\, [54, 87, 1661 BlE]

9.22 hEEERERERE
BeL- QLB HE IS 228, AF 7Y 7RY VK
MY ORI 5 N IR IEL S 5o [65. 8.2,

87, 166.1 2]
9.3 fHikeeRERE
9.3.1

SEMEREERE

o ofE (Child-Pugh/HTHEFIA I 7IH) 5k
L 7z BRI E i L T v, [166.2 ]

9.5 itiw

TR SRR LT B W REIE D & B IO IEAFH] % 3 5837,
AR VKSRGS L2 L, KROWSTHDLT )
FOTFROEAFTY) 7Y 0BWER (v ) TH
RANOBITPME SN T VDL, T2, #F270 707 2 OF)
WEE (5 v ) T, b bOTIRP R OB 72 2
DOBEFEI L0 . DB E LR ORAE OILRDSHE S h

Twh,
9.6 HIlw

BILLEZVZEDLETE LV RKADOKFTTHET ) 7T
FUROCAF YT OBWER (v b)) THITHEA
OBITHFME SN TWD, T, HF 7)) 70y r0FnE
B (5 b)) CIEE R s A VR oo AR TR INE] R0 A
OB RO, JRME OILREDTRD SN T\ b,

9.7 pMRE

ANREER G E LRSI L T2,

9.8 mEnE

9.8.1 BHEDKELZBIE L 22 bikb3 52 &0 —MRIZAEHELE

METFTLTw3Z

LWL,

9.8.2 miii# CIRBAGER (I118%5%) ORMANEN L BETH D

HOTEET L

10. #HEEA

Eo [82. 1112 ]

FTARY ) TF Uk, FELTCYP3AARD 7SV &HEE/
FF A F—¥ (FMOLKRUFMO3) 12X W RE@ans, 72,
HFry7aY ik, FE LTUGTIAIL FUGT2B4IZ & b AL,
WEND, TRV TF Y ROAF 7Y 70D IIPHEEN
BoOEETHY ., FHOHEMEMEZR LA, [164.1, 16.4.2,

165.1, 165.2 ZHd]

10.2 HiAER (BHRAICEETSC28)

ANVHRZI T LT HI
HRNFIA > A0) Vo
WA
a-7NVvayy—LEil
K

ET T F A NRIEH

IR ERASREIR - S5ETE | Y - falRid T
PR 3 I E AR ATEE & 2 35| 1L 8 B T 78 28

b LT, BE
DREE T BlE L %
BoEGT 5T L, §F
2. A YA v
ANAEZI Y LT HIL
R A > A vy

F) FOVEEF]
£ 73 VRS

FT )Y RIEH] AEHESE & E S S
GLP-1Z# R EENSE | &, RIkED ) A 7 A%
A4 YA VEFHIGE WinT 520, b
[11.11 =] DIEH) O P A MR
5Tk,
I T 5 T % 3450 3 | TURE I 2 oD L ok
% FEH) e ToBlELars
B - WA BE5452k,

iR S b,

FR 51155
A BT 7R 7 809 3| LR i 2 o> flL i 3 oo IR | ot A B T £ R A
% HF) e ToBlEL 00 | Bish b,
TRV v wH5TAZ L,

ISR R V|

RN S I




Sk B ARREIR - 15 ETTEE | ) - fabRAE

QTEE#RITILIQTEESFENREILB|IINH QAT
PHOEN TV LI | ZhhH 5, T HA ST H
7 T ATAPASEE IR IE QTIEEN A SN
F =V UHLERIE K TWh,
my, 7anA v
7 3 NIERRIESE
7 T ANHAEENR S
74y a R
. vryo— i
anks

B a7 By Al w BRIV I B 7400 B i w V)
300mg & DBEMIC & 0 |~ OP-FE& B
VIX Ty OCmax M| EEHICL S,
CAUCHZE N E1136%
KU20% LA LzED
WisAd 570, @Yl
LBl EIT) T L,

vaxv v
[16.7.3 2]

V77 Yy, T\ hFr)7avyEy|\aF sy vuaY
Sy, TNV T Y OB O EEEE T
=, VM FENVIZEDAF7Y) 70D \HDHUGTIAIK
& ¥ ®Cmax t WAUCS| FUGT2B4% Z
[16.72 ] ZFIEN28% K U51%| & D H K 53 3 i
KT L& r s TA5ZLIZLD,
Az, MY REEY S 7) 7a Y
192 &, > AR AR i
EX D

FIRIER % A5 % 3651 | L BI2IS CRIRIED | 72 R A & o B
WV — THIRE BT 5% CEE I &) FRME
FATHAFRAER|THZ Lo JIA s s N5
Hk BEINHD 5o

(82,913, 1112 %

]

BB F 7 L

*

T L OVEIATRES | LTE ) T LR
ENDBLEND DD, EVIERTT 50
HETED D %o

1. Bl{EA
KOBIWERDH oML ENDHHDT, BEE 512470,
FBEDFRO O NI E IS % Pk $ 5 7 L) 2 LE & 4T
5z,
1.1 EXEEHER
11.1.1 (K I HE
ICIMAEREIR DS 2 BEND D b MODPP-AMLEH T,
ZNVARZ N LT HlE OB CEE 2RI ER D S 5 b
N, B EERZTERCHF 7)) 70T L OHEIMEIRR
Bcix, 4> 20 VB L of TR A HRE ST v
Bo RIMBAERA RS S 8AI1cd, HEsE0aRE
BT 27 8@ 2 LE 2TV, a-7 Va3 ¥ — EHESE
LOPHEIZIZ T b%ﬁ%h%a‘é &o [81. 811, 912,
102, 17.1.3 2M]]
11.1.2 Bk OHEEAE)
18, 2R, BUR. MEKTEEOERD D S b KI5
HIDLEEITE, RERLHISE OB R NELIT) T &,
Wik IZH] & fe S Ml ge % &t illfe - SEMAESE % 8B L 7261
MG SN TWw5b, [82. 913, 982, 102 ]
MA3 TP F—=2 2 (HEAH)
FRTYR=YA BERFET VTV F=Y A% &) AT
HobhbZ bbb, (881, 882 BR]
11.1.4 %‘*%‘#\ 9+&%§B&U%&%§B®$§Eﬁﬁﬁzz’ (7 =TiE
H). fE CHPEEANH)
e % ﬂ&ﬂ&@“@ﬂwﬁ%@ Glsge (70 = i
JE) H 2@%%39@ Moie (BuEES 3 v 7 2 &) I2F
ZENBH D, [83. 914 BIE]

11.1.5 BT (BEAD)
R OMERL, BEEI . FREES A . RS 0 R v
HOHNLGEICIERG 2 dI L, B AMELZFT) 2k,
[9.15 &7

11.1.6 FFREREE (HEAH)
AST. ALTO LRS54 FHEREEELSH S bt s 2 &8
Hbo

11.1.7 BEMRR HEAH)
Wik, DPUCEREE, SEE. Mo RE (B8 S0 5
N7a12id, HRh ’H’Jﬁfixn‘% M CT. Mg~ —H —
%@ﬁ %%ﬁ?% &o MIEMA A BNz E 11
PG ml L, BB E ARV E 0550wy 2
)2k,

11.1.8 |EXAEE (HEAH)
K, OB ASEND b gE10E
Bh a3 5 7% ) R LE % ?5:

11.1.9 SRR HEAH)
PR 720 L VIR . M-S 0 B 2550 S A 121
AL, EYIZERITS 2 &, [812 2]

11.2 Z DO ENHER

}—i %’H:BZ*HEJ\L
Eo

6B [ 01~1%Kik | A
HA - iR FHES E
LS
WL B, B R HILE B, L
SUFE|EE BO. T
il
s CHHZE. il
B RPN
£
W BIR. 2Bk, R
R s 55, WS JE| 2O
GEL
g H B
[T SHEHIE ) > ¥ | IR, AT
5 Bl 2 5
Kb > i
FRRRE (b o (REE e
n o
EHIER 55 L
B TR PR
Zoft B iE

12. BRBRERRICRITIHE
HFr)TaY r OEMBEFEIC &Y ARFIARIT A R
MiBEL5-AG (157> Fa sz Ly b—n) KEERT. R
T OIS L5-AGOMARE R I, M > ra—LvosELidn
LRVWOTHEET AT &,

13. BEHRE

13.1 &g

1311 FxUJUTF>
KEASBEZ T, MEETICLoTT ) 7)) TF >
FHEGED15.6% D HE SN LEOMENDH S, [1661 =

H

13.1.2 7]7‘7')7!:1*7‘/
KMEAEEZ TIE, AREHOENIC LT 7)) 7uy
=Y 1&&&[‘?%‘2”&* Mol b OWERH L. [1661 &
H

14, BHEDEE

14.1 BFIZFEOZEE
PTPEEDIEHANIPTPY — b 225 L CTIRHT % £ 9 ¥k
B 5T 8, PTPY — FOREMKIC LY, T EEAEA A ER,
A L. EIZidzeile B 2 L CHERBIRN S50 T 7 A6
FEZIIET A DD b,



15. ZDMDEE Cmax AUCo.72n tmax t1/2

151 ERPR{ER ICE S < 18 (ng/mL) | (ng - h/mL) (h) (h)
WOV TATD N - DIERB OIS A2 2 HT TAYTVTF
B MR Y b O VAR B TR X R L LA 50 aoin | s | oss |
BERREIC BT, FAOFEMLFTH LA F 7)) 70T T 15916 : 1.60‘ 50
> & L T100313300mg% 1 H LAk 5 s NBETIR, 79+ HAIBEA (66.45) (2856) (0505.00) 67
RERGSINTEHELY O, VUM OFEHHEEN A B AFrY 7Yy
otz (NF— FIE 1197, 95%EHKM141-275) & Ok i 1158 7833 175 1342
WbV, (2498) (1389) (1.00-12.00) (341)
RADERS T %A1+ 71) 70D ¥ DAFBAEI100mg/ SO H1s 7633 200 1383
ACH 2, (286.0) (1616) (1.00-5.00) (3.74)

i . —24, Pl (REiEfRE) | (MBS
15.2 FFEREREER IC K5 < 1558 ;;?wéﬁm( HEARZE) . tmax(E P IME (/MBSO E)

1521 W=7 ANV ERHWIZT A 7)) 7F 2 O52:8 W KARAE
BHHEERRICBWT, 7Tome/ke/ HIx5-CR. WE R OH
AEFICRBE R - Fipz - B O R FIERSRO Sz,
DL ZDAUChamlE. 1H40mg% & MG L& 20
ABRIGEL Tz, B, FEOBEERTRIZ, o8P iE

16.2.1 BEOEE
TR RN B % 5 AR H & 225 3 AR5 (AR
¥5) \CHARR RG22k 2 QY EIRE/SS A — ¥ 1L
ToLBY)TH-o7,

(T by v o ZAROTHE) ROE b TIREE STV ARV, Cmax AUCoz tmax
1522 Ml v b 220G 7) 70 Y Y DUEM B EH A RNl w
JEERER (100 30K U8100me/kg/H) 2B\ T, 10mg/kg/ e 2293 19638 100
H YL E oM CREH A RIMIEAE. 100mg/kg/ H o M < RIE I (65.00) (4256) (050-2.00)
V18 e A . OV PR 0 56 HE MUIE OO 1 105 P 1691 18235 200
WoHN, Ty MCHF Y 7aY Y 10mg/ke/H () X ‘ (3252) (4154) (1.50-3.00)
13100meg/kg/H (M) % KALEIESG L L x OB AF7YI0Z — o 0
(AUCozm) &, fARERRHEIEM R (1H1M100mg) D6 ZEfb (1652) (1204) (150:500)
XAIH8AETH - 72, . 7452 6033 200
- e b (186.6) (1212) (150-5.00)
16. RYBE n=13. I (BHERE) . tmaxid il (i ME- A lE)

1a1m¢ﬁ§ 16.3 97

611 BEES : e T 5 A 2 TRV TF YOk MEEAREHRIETT6~822%TdH -
HEFR TS L S A LAV T I O 729 (in vitro)o A7) 70V YO N SR E AL
mv‘]éﬁ‘%ﬁi?}TH 7 C%LJ\TO)%@ LBOTHY . 98% Td - 727 (in vitro) o
KO DT & 2

16.4 {35
(ng/mL) 16.41 FRUTUTF>
(1) R A FEEA, 661) 12, [MC] iZE#kT 1) 7)) 7T
—o-&KHl v 20mgx HiEO#HG- Lz b &, g IR bR,
%0 & FRUTUTFL 20me) +HFF YT AT (100me) OMRAPIML, M2, M3, MAKOMSATED S rz, & 7=,

Pe G- R T7205 0 & T oM ST REIRE A S L 7
AUColZHf§ 55740 7)) 7FF >, M1, M2, M3, M4
e OMSDAUC-DEIEIZENENT11%, 14.7%. 1.3%.
1.3%. 0.3%% °1.1%Td - 729,

(2) 721 7Y 7F rORFNTITEICCYPIAL /T T E >
EHE/ A X —¥ (FMOLKLUFMO3) 5 L7z,
%72, CYP2D6. CYP3A4J OSFMOIZxT L THIv B
%R L7279 (ICsfH © 489.4, 197.5/% U467.2 u mol/L) .
CYP1A2, CYP2A6. CYP2B6, CYP2C8. CYP2C8/9.
CYP2C19K O°CYP2ELIZAF L CRLEMEH % 71 & 3,

100 A

b AN ENECENR VAN T ¥ 4=
8
o

(ng/mL) CYPIA2K UCYP3A4 % % L 7270 729 (in vitro)o [10.
1400 Zjﬁ’d]

% 1200 - 16.42 hr+JUuzns>

F 000 | W F3UTUTF (20mg) +H7F5 U709 (100mg) (1) fEHERBA FREA. 661) 2. [MC] By 27 7ay

#

Y192mgx HRE OGS L7z & &, 55248 F T
TAE AP AR HORTRE LS &5 00 2 REALIR L O o #1415,
AFT) TPy (454~987%). 7V 0 v ERF A
WIM5 (1.9~206%) L OM7 (160~288%) J% OHRALA
WM (242~370%) Th 727,
@ #rFrry)7ayrorivraryBERaEiciEc
UGT1A9K INUGT2B47%, MLt 13 1 CYP3A4%K
— — = TCYP2D6% 5 L 72. CYP2B6. CYP2CS. CYP2C9J
L T R R A U'CYP3A4IZH L CHIV IR % 7% L7245 (ICsfi : 16,
Sl - 75. 80% 0827 umol/L). CYPIA2, CYP2A6, CYP2C19.
CPI R, n=24) CYP2D6J% O'CYP2ELIZ# L CHLEMEI 7R & 2o 720
/2. WINOCYPH TR L C & W KA A T EE
%3RS, CYPIA2, CYP2B6, CYP3A4, CYP2C9J%
UCYP2C19% &3 L 270> 720 UGTIALJ U'UGT1AGIZ Kt

P X AN s ANEGEN AN




L CHERWBHEER 27~ L 724 (ICsofif © 91 % UM50 1 mol/L)
UGT1A4. UGTI1A9N O'UGT2B7IZk L CTHEIEH = 7/~
Eh o728 (in vitro)o [10. ZME]

16.5 Bttt
16.5.1 7Y IJTUTF>

(1)

)

@)

RN, 748070 TF & L T2 040meg % 225
BRICHE ARG Lo & (F6f). 5 2021.0~
221% DS IRHIZRZE LR E L TRt s L, B2 U7 T v A
1£37~39mL/h/kgTd - 729,

fERE N (FREIAL 661) 12, [MC] kT 2 7Y 7F
> 20mgx BRI G- L7z & &, $5-1%2168: 0 F €Iz
Be G 0 45.4% AR 12, 46.5% 753 i Bl S A7z,
F 72, HTEHR1208 0 £ CORG IR D REILE,
M1, M2K M3 B2 FER AR R, 2 214.8%.
17.7%. 14%. 19%<Td . KZALE, M1, M3, M4}
OM5D ZFEHE R PR IL . 2 211261%. 4.0%. 1.6%.
0.3% K% U1.3% T - 729,

TR ) TF LV EPHEEOEOEETH Y . HWHE
fER (99 4 mol/LT425%[E) 2R L7210, F7-. A
T=F Y T AR=F—0AT3IZH LT HESEH
ZmR L7 (ICsfiti 1 99.2 umol/L) 75, OAT1R OGS
FA Y bT Y AR=F—0CT2Ix L CIHEEH 2R S 7%
7o 7210 (in vitro) o [10. 28]

1652 AF 77>

(1)

)

e (SAELNL 66) 12, [MC] ##r+27 ) 7ay

»192mge Bk OHRS L 7z & & Be5-12 1681 £ T,

5 SN ATRED32.5% DK HIZ . 60.4% 25 F H 12 B
ENTz, G RASEM EF CORPICAF Y Tu Y ik
REHBNT, M5 (13.3%) KUMT7 (17.2%) H7oO 5
2o Tz, B2, AF Y TOaY Y (415%) . M7
(32%) MUMYI (7.0%) H5F88 577,

Hh ) 7a Y APHEENE . LA R A 2
(MRP2) KU ANREEHE (BCRP) OEETH Y,
P-W 2 18 e OV i P B A 2 1 B 20 2 L C W B
i (ICsofifi : 19.3 umol/LJ U215 umol/L) %R L 7212
(in vitro) o [10. ]

16.6 HENEREHY 8%
16.6.1 BiREEREE

(1)

)

FRUTUTF>

EigREm SR (3261) (2. TAY ) T & LC20mg
FHAEORS Lz &, 7420 7)) 75 OCmax L
tr2ld B AR E ORI U 72 B R B bId R Sk
nolzs

—J . AUCowld R A (Cer>80mL/min. 8f1) & It

e L ¢, WEERHREREE (50=Ccr=80mL/min. 8f1).

FSE R ERE S (30=Cer<50mL/min. $BI) & O
R EE  (Cor<30mL/min, 861) TZhZNH
1255, #1685 K U149 TH ) . KINBEA LR (8
B DAUCoas RS A (861) &Il L T, #1.164%
Thotze Frow MPEENICE>TT A7) TF Uit
BE5RO156% RIS ND GHEAOF—%), [1311
2]

hFouznsr

- BRSO 2BERKRE

HhAEEEE R RERE % (30=<eGFR<50mL/min/1.73m?) %tk
J 2pE R B (126)) o, #F Y 7uY LT
100mgx BRI IOHK G Lz &, #7709 00
AUCo-o B HEREIE 5 2B IR 2% (eGFR=80mL/
min/1.73m?, 1261) & HiL TH26% LA L7z, 72,
BRI T OV S5 B B R R R 5 & 1 O 2B PR R 12
BT 255248 F TORBIRF 7V a3 — 2= O
N=2AF 4 HooZftE CEFEME [95%EHEXM]) &
86.592g [75.612-97.572] & 161.017g [49.362-72.671] T
Ho79, [55, 922 ]

- BRREREEE

BrknelEEE (376 12, Ay 7uYrELT
200mg % B HG L e &, BETREREE S
(eGFR 60~89mL/min/1.73m?. 1061). H & B ikpe
## (eGFR 30~59mL/min/1.73m?. 96) K Ui FEEH%
REREEH (eGFR 15~29mL/min/1.73m? 1061) o7+
7)) 78 Yy OCmaxdIEF EHiEH (eGFR=90mL/
min/1.73m?, 3Bl) LB LT, ZNZ27%. #19% K%
UH10%M T L72s F72. AUCoe lZIEH BHEREH & Hi
LT, ZNZNf15%. #929% K% UF953% =202 720 KM
EARLEE (8F)) Tk, ABMOBITICE > ThHF )
Tay Rz AERES N o7z [64, 55, 921,
13.1.2 ]

F7o, IR LR, PR OV R R R I
TNZBU 5122401 £ TO BB 7 )V a2 — AP
HON=AT A b0k (FREEATIE) 3.
5304, 3832, 1711K U427gTH o721 (FHEADT— %),

16.6.2 fTHkEERE S &

(1)

()

FRUTUTF>

R (1661) 12, 74V 7)) FF v & L T20mg
FHEREORG Lz & 740 7)) 7F » OCmaxid fi
HERC A (8%1) X Mok LT, BEFHEGEREH (Child-
Pugh/M 3 CHRI A T 75~6) (8f) K Ui & ITH kR
%% (Child-Pugh#ETEFI A2 77~9) (86) TZHh
PRI K 1385 TH ) . AUCowld ZNENHY
14665 e UHILEE Td - 7219 (WEIAD T — %) % B,
IR AR 553 (Child-PughZ B CAEF A2 79#) T
DOFRBEEIZFTHN TV 2\, [93.1 2]
hFTyzavr

EEkReE =S (1661) 12, #F 7)) 7uy e LT
300mg % BRI G L7z & &, BT E
(Child-Pugh% 8 CAFI A 3 75~6) (8f1) MO HEEEENT
PEfERE £ (Child-Pugh 8 CAEI AT 77~9) (8f1)
DI F 7)) 7a Yy OCmax L IEWIFHERES (861) b
BT ZNEIIT%D ER-E 4% DT D578 H 7z,
F 7. AUChoIZIEFIFHAES (7)) &L T, Zh
ZIHI10% K OFIL1% Ao 72160 (AEAD F— %), 7
B, EEEEEES (Child-Pugh/ 8 TEF 2379
iB) TORKREBIIITbI iy, [931 2]

16.6.3 SipE ICH (T 5 EYERE

(1)

()

TRUITVTF>

fEHE e Wi (65 Ll 75 LR, 1261) & I
(45i% LL 6ok ki, 1260) 12, 7)) 7)) 7F e LT
20mg % 22 g 1S HLRE 4% 5- L 72 &£ &, Cmax. AUCo
T Ut12D Il E 269 5 il O #AT e/ e P4l
D (0%fEHIXH) (&, Z1h211.006 (0.871-1.163) .
1.090 (0.975-1.218) J%1f1.054 (0911-1219) TH Y. (2T
[l CH o727 GAEADT— %),

hFrsuzasr

2RVBEIR A A R L L HESERED 5. Siles
(655 DA by T1~7301) & IEmkdE (65mAi. 217~225
B BV CHERHIEL2mEEh s 7)) 7u ) v
D T 7K OG12:8H%OAUCm & i L 72 20
FER. BEIEO N T 7IREOTHEIIIEEE LD B
10~30% W il & 7R~ L7219,



16.7 EMMHEEIER
16.71 T U T U TF L OEYEREICRITTH
1) FraFJy—u
£ FAVTYTF L OEMBE KT HEEOREY (JE

ANDF—%)
san | TRITVTT S ORREE T A=
e | DEFIEE . TGO (90%12 HE[X [H])
e | N |y 7y DL
i | B/ A
" Cmax AUCoos
rhar 137 149
gy | 400mg | 20mg (1.25-150) (1.39-1.60)

(2) ZDBDEA
Aty TaT B X))y B 7)) X E Y
F® X PRV Zid, WIS IFHESIC L85
P BRRRO DN otz MHEADT—5),
W) oaFr)vuaY sy A7)y F)RAEY R
FHARAND T —%
1672 HF TV 70T OEYEREICRITTHE
M uzrrEs>
K NF7) 70T OFEWEEE TSI HIEORE (SHE
Ao7—%) [102 2]

B AFT)TAY S OIEYEE NG A5
e | DPHEE BATPIGMOL (90%STEIX )
B FH 5 - |7BRTVY . N
i e D F /3
- Cmax AUCoos
V77 200 0.72 049
m; m;

vy g £ (0.61-0.84) (0.44-054)

(2) ZDfhDZEH
FANVT)TF B R RNRVI Y, YT UAR)
TUNAY R, RBOEEE (2 F =V AT T4
BOLRIVIFARLI) RO'e FazoaF 7Y R,
WIN S B GIC L S R BT RO SN b o
720 (EADT— %),
E) 7R TF UG ERADT 5
16.7.3 BERAEOEYFEICRIFTHF T 7O > OHE
1) vydxs>
F PFHEOREWERRIC KT T ;7Y 7 a Y v o (hhE
Ao7—%) [102 2]

) BEMSE DI TE <5 2 — 5
s | PRI\ D00 HATPIMEO L (90915 I 1)
TR i DFF /i
- Cmax AUCo-24h
EE 1.36 1.20
v 025mg | 300mg (121-153) (1.12-128)

(2) ZDOMmOES
TARVT)TF W SR T IF (F)TY ),
ARV Y, BOMEE (LF=ZVIZA T T4 -
KOV ARIVFAMLIV), B RazoudF 7o R,
IWNAGF o, T INTI 2T ROTNVT 7)) rHh)
T AE, WEND G LSS 22 BB S
N po7220 (BHEADT— %),

E) 7A)T) T FEHARAD T =5

KROHENESTHDHAF 7)) 70y > ORKBHEIZI00mg/

HTdh b,

17. ERERAL IR

17.1 B3R UREMICE T 515

1711 ERFLHERER (FRU TV TF LRERIENRER)
HHRE R OEEREICINA TH F 7 ) 70 Y HEIGER
T > b O — VA 55 % 2R R R B s (165481) %
eIz, 742) 70 T F 3T 7R %1H1IRI24:8 ¥z
G L7 #REIREOLBY) THo 72,
KRB BV TRILBEDORIER LR Sk o 722,

£ TR TF  EEIHGENRER (24E:) OFEE
#1370 789 »100mg #5271 783 »100mg
+7 7R +7 4 7)) TF 2 20mg
e [ BESEAS|  [ESEAL|TTERED
B e | Y| omen x
8.09=0.85 7.98+0.80 094=0.11%
HbAlc (%) 0.00=0.08 094=008
(n=77) (n=77) [-1.16, 0.72]
R IE |151.0 = 25.0 002z |1485=212) (.| 156= 39%
(mg/dL) (n=76) o (n=77) T | [233,79]
HHRAMHR
2326+456 2322+447 376+ 6.2%
QM L 23+45 353+43
LS (n=65) (n=73) (499, -25.2]
(mg/dL)
G Pl EERE, BTG LLOEMAE R T T RED

TR AT = AR

¥p<0001. [ ] IEWII95%(EHIX M

HbAlc : NGSPf&

17.1.2 BRENHARR (HF5 U707 0 LREBRITENVRER)
BEFBEE R OEBHEEIMZTT A 7)) 7 F v BENGE
TIHE T > b O — VDSR4 7 2RI IR s B (13861) %
M2, AF ) 7Yy LTI R % 1H 1248 %
G L7z fRIIREOLBYTH 72,

ARHERIZ B TR O RIEHIERED 5 e o 7222 29,

Fz AFr) 7uPy FREEEIERR (248K ORER

F3U 7Y 7F > 0mg F%1 71 7F > 20mg
+77 %R +# 7)) 7uY 100mg
L EEEAS| .. [EEEAS| T kEED
B em | Y | o i
787+083 818+ 090 088=0.14%
HbAle (%) 010%010 097%0.10
(n=68) (n=70) [-1.15, -0.60]
I |167.0 336 1739+ 306 388+ 49¢F
39+35 319%34
(mg/dL) (n=67) (n=69) [-485, -29.2]
HHRAWHE
2471+ 560 256.1 +45.6 509+71%
L4 92+51 601%49
o (n=61) (n=67) (649, -36.9]
(mg/dL)

TGHT Pl = EIE R, OGS OB MERTTIERED

P TR AT = R

#p<0001. [ ] 1EW95% S HEX [

HbAlc : NGSPfH

17.1.3 ERF NHERR (REARSHER)
AR R OSBRI Z CT A ) 7)) T F v BANGE
TIMHE T > b O — VDSR4 2 2RI IR s % (16361) %
HEIZ, AFr7) 7uad el HIRG2AEMBES Lz, 74
7)) S F r20mgt+H F 7)) 70 Y 100mghE 52 X
D). HbAlc (NGSPfH) HMET Lo2BHRIZH 72> THELT:
Mz > bo— Vs izz, S2BRICBIT A& GHI2 5
OHbAlc (NGSPfE) OZ bz CFIfE £ R E) 1099
+084%Td > 720
B B O B 38 B 81413 1.3% (261/15361) Tdh - 7220,
[11.11 =]

17.3 ZDft

17.3.1 DERICX T 2 HE
EER AT A 7)) 7F & L T40mgix160mg%x 1H1
F4H M., RERIHRGE L8 0T T 2 RAIE L 72QTcl
(AT EATHIE L 72QTe) MRZE{LORKTFHME (KT
90%EHEX H]_ERRAE) 1. 40mgHED & 5-# T #30FH T3.9
(7.6) msec. 160mg# D5 T #1581 9.3 (13.0)
msecTd - 725 HHEADT—%), [9.1.6 ]
KA DHENES T DT ) 7)) 7F v OARGEH L,
20mg/HTH Y. I AH=IZ4A0mg/HTH %,

18. FEMEIE

18.1 1EA#RF

1811 FxUJTUTF>
VA TR TF R (GLP-1) 13, BFHISE L Tt
LS WEN, BRSSO 2 R YW EREL, ¥
W T W RIS A 2 LT, RN R AL Tw
B0, FA) ) TF L NE, VRTFUNRTF I — Y4
(DPP-4) {&HMEDFEZ X ) GLP-1D 4 i & ¥ L, G5



GLP-1O i B X 45 = & 12 K U L IBEEE P
S 57,

1812 AF7Uzms >
F MU A7 a— 2 MigEA2 (SGLT2) (3B CiLhz
PRABE IR L CoAi LTHB Y, hikkr#Shizr )L

I — ZOKRE & MEH TR S 2 5 2o Th B2,

#7) 7Y ik, SGLT2% EIRMWICHE L. B To
73— AQFRI AT A 2 & T M s TR
TH 7N a— % R E U CHRIE LI T ER %2 5644 %,
18.2 ZEIB(EH
18.2.1 Mi¥ERESE1ER
2T R I € 7V CTd A Zucker Diabetic Fatty (ZDF) 7 v
b ERWERTRBRICBW T, 7R 7Y ST RO
FrY7aY yORNEERES L. o Bigs L
Tl ¢, iR R GLP- 13 B & BN S &, IUhE il _E 5
DN % KT L 722,
1822 FxVJUTF>
(1) DPP-4BEE 1R KU GLP-143 M FI1E A
T 7)) TF ik MR DPP-4TE M A i EE AR Y 12
M2 L. ZDICsfEIX1.75nmol/LTd - 7227 (in vitro) o
s TAN T TFET Y MiEER OEERIGLP-1 D5 %
T FEARAE AL HIH] L 7227 (in vitro) o
< A R PR O AR R 2 R W E TV T H
% Zucker FattyZ v b & W -fEEMRBICBWT, 7
) 7)) T F ATEEFE S &0 SR GLP- 1 &
KOS A > A0) VIR A RN S 47220,
< 2RIBERFEZ B W, 74 7Y 7T 220mgP1H]
[ Fe 5 X AR DPP-AEPE 2 fHSE L. g i RIGLP-1
IR AR S 7230,
MHiEREE1ER
A YA IR O AR R 2 R B E TV T
% Zucker FattyZ v b & W -fEEMRBICBWT, 7
A7) T AL A X bEE A B L 7220
2RIBERFEEIIBWT, 74U 7)) 7F 20mgD1H1
EFGE, B, BRI U SR U IR OF |2 22 5 R IfpE
e L7230,
1823 A+J 7o >
(1) SGLT2BEEER
> 7Y 7uYride FSGLT2% BRI
(ICsofii © 4.2nmol/L) 3V (in vitro) .
EYEERINEEIEA
ZDF7 v MZBWT, A+ 7)) 780 YdEARO#ES
LD, ERERIRIHE SR A K OIRAR 7V 3 — 2 HE
ORI Z R L7238, 2B RImEEFE A F 7)) 7aY
> & LC100mg % il ¥ G- L7z & & BRI E
FERO_F K OBRp 7V 3 — 2P ORI 57232,
MEMEHRI R CREMEZ Vv a— 25w & JRb 7V
I — APRIE O E) OBRE GRS A HEE
ERBHSEER
ZDF7 v MIBWT, A+ 7)) 70 VdEpRO#ES
W& MR 2 7R L7230,
FETNIZBWT, AF 270 787 2 Z4EH AR %
HAZX ). HbALR MER 2R L7z, BAEH G-
PEEAMT R T, S 1A OHIHIATFED & 17239,
2R IRIR BRI H S 7)) 7a P & LTl00mgw 1 H 1A
24 AR OG- L7z & &, HbALcOMLF ROV E%E
MU DELFEATR & 17230,

)

o

R

)

©)

19. B AICEET 2 EB{EFFR
191 FRUTUTF >
—fgH T A7) T T BAUKRERE AT
(Teneligliptin Hydrobromide Hydrate)
1(25,4S)-4-[4-(3-Methyl-1-phenyl-1 H-pyrazol-5-yl)
piperazin-1-ylpyrrolidin-2-yl}(1,3-thiazolidin-3-yl)

k24

methanone hemipentahydrobromide hydrate

SF=R 0 C2HzoN6OS - 2 1/2HBr -

DFE 62886 (dHEAKW)

M R HBOBETH L. KIETRT, A =i
RRHEFRT L, T 2 — )b (995) 1IZRREITIC
<y

x H20

BiE
0]

o

NLs
e

217HBr + xH0

B oa201C (3R
192 AUz >

—fg% A7) 7a Y vk (Canagliflozin Hydrate)

1t%4% : (19)-1,5-Anhydro-1-C-(3-{[5-(4-fluorophenyl)thiophen-2-
ylJmethyl-4-methylphenyl)-p-glucitol hemihydrate

AF - CuHzsFOsS - 1/2H20

SFE 45352

BER

H
B &= 1017C

21. &3

=

B oS
Hnn) A 7 EHEN 2 FED

S HA

BUNZFERT 52 &,

22. A%

100%€ [10$E (PTP) x10]

23. TEXHE

1) Neal B, et al. : N Engl J Med. 2017 : 377 (7) : 644-657

2) ML= 2888 (BR) R AN B T2 5 R & L 72 R SR H AR

((ENERL) (20174E7 H3H AR, CTD2.76.1)

HHZ2888E (kR) © 741 7 ) 7F Y OB SIS T 5

 GEEE) (540 748E20mg 1 20124E6 H 29 H A& E.

CTD2.6.44.2)

M3 (k) @ 2+ 27) 709 Y OBRASESICHT M

i GEPEED) (7 7 vEE100me - 2014467 H 4 H &G,

CTD2.6.44.2)

5) Nakamaru Y, et al. : Xenobiotica. 2014 : 44 (3) : 242-253

6) ML =W (k) 1 74 7)) 7F » ORI HT 5 Mgt
(EHEHR) (5740 7420mg : 2012466 H29H &,
CTD26456. 26471, 264.7.2)

7) W =ZE8AE (BR) - hF 7)) 7T DY ANT v AAER
(A H) (7 F 27 vEE100me : 20144E7 H4 H KGR,
CTD27.6.11)

8) MMM=ZERIE (B) : #nF+7V7uyro{#ICHET M
(A H) (7 F 27 vEE100me : 20144E7 H4 H KGR,
CTD26455, 264.71)

9) MA=ZEHIE (Fk) - 740 7 TF v ORERAZRIRE L
7o HL AR G B (RENERD (54 ) 7$20mg : 20124E6 H 29
H&#., CTD276.3)

3)

4)



10) HaO =288 (BR) © 742 70 7F Y OPHEEH I T A3
B ((EEE) (740 7$E20mg  20124E6 29 H K2,
CTD264.7.3. 2.64.74)

11) HE=Z8E (BR) 7RV 7N TF DN TV ARE=F =

B9 2T (RENERD (54 7820mg © 201246 H 29 H 7K

2, CTD264.75)

HA =283 (k) c #F-27) 70T D5 v AR—% —|C

B9 s MEr (FEGEED (7 F 27 )VEE100mg © 2014457 A4 H K

2, CTD264.72)

MR =288 (kR) © 7420 7)) 7F » O ES 251

LI EHRERAER (FEE R (5% 7$E20mg : 20124E6 29

H#38. CTD2769)

MR =888 (kR) © #2770 70y v OB ES BT

LI ERERER (FEERD) (7 F 7 V$E100mg : 201447 A4

H#3Z8. CTD2.76.14)

HA =888 (kR) © 740 7)) 7F » Ok EE 12513

LI ERERAER (FEER) (5% 7$E20mg : 20124E6 7 29

H7#3Z8. CTD2.7.6.10)

M= 8E (k) - #2702 O REREES 1281

LI ERERER (KGR (7 F 7 V$E100mg : 201447 A 4

H#3Z8. CTD2.76.15)

17) HBA =288 (k) - 7420 7)) 7F  OEiE I B 55y
BRERER (HPER) (574 7$E20mge 1 20124E6 H 29 H &R,
CTD2.7.6.8)

18) MW =28 (k%) « A2 7uy v o THE &R ERER
(FEWEE) (B F 27V EE100me 201447 H 4 H A
CTD27.641)

19) Nakamaru Y, et al. : Clin Ther. 2014 : 36 (5) : 760-769

20) HIB =288 (kk) © 227 70 Y v oYM EEHRBR
(FEPWEHE) (B F 27V EE100mg 2014474 H A,
CTD27.2232, 272251)

21) M = (k) @ 2RUBE R E 2 % T R & L 7o Meik 0o sk B
(1) Ghrvgkb) (20174:7H3H %GR, CTD2.7.6.3)

22) Kadowaki T, et al. : Diabetes Obes Metab. 2017 ; 19 (6) : 874-
882

23) M =ZE R (bk) © 2RUBE R E 2 %P R & L 7o Meak 0o sk B
(2) Gfrvgkb) (20174:7H3H %GR, CTD2.7.64)

24) HHZ 2888 (BR) © 2B IRIREE 2 0t R & L7 RIPE S5k
(PR (20174E7 H3H G2, CTD2.7.65)

25) HA =288 (k) 1 7400 70 7F » OQT B~ D 2
B ((EAEE) (740 7$E20mg - 20124E6 29 H K2
CTD276.15)

26) Kreymann B, et al. : Lancet. 1987 : 2 (8571) : 1300-1304
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1046

31) Kuriyvama C, et al. : ] Pharmacol Exp Ther. 2014 ;: 351 (2) :
423-431

32) WU =888 (Bp) - A7) 70y ¥ O2RME R EE % 55
& USRI AR (RN &R (79 7V $E100mg © 2014457
H4HAR2, CTD2.7612)

33) H =288 (%) © A+ 27 70 Y ¥ Din vitrofk Kin vivod
FEM GEPEE) (B 7 vEE100mg © 20144E7 B4 H K.,
CTD26221, 26222)

34) Inagaki N, et al. : Expert Opin Pharmacother. 2014 : 15
(11) : 1501-1515

12)

13)

14)

15)

16)
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