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CANALIA® COMBINATION TABLETS

) EEEMEOMTEICLYFRTLZ L

2. B8 (ROBHICIIH/E LAV E)

2.1 RHEN OB LB BUE OB O H 5 B

2.2 WIET b — 2 AL FEIRI I S LA, 1 EURE PR
DEE IR OA A 12K B0 7 w5 i o2
EDSLZE & 70 2 O THREN O 51338 X 72, ]

2.3 TIEKYE, TATRIR,. EERIMEODH2EE [ VA
) UESHC X B MBS FEATE F D O TARAI D% 51358

Ew.]
3. #ERk - MR
3.1 #EE
T A7) T F v BAK BRI KFIY31mg
VEE )% (7Y 7)) 7F b L T20mg) /
(15EH) A7) 7a Yy KNY102mg
(#F271)7aY & LCl00mg)
D-wry=h—), bFaFrrFuoiltiao—2,
g |2 VBEAT T UM R A, eTEAT-X,
& Tu¥Ly sy a—, BkFy v, s, #n
3| o - 2 |
3.2 WH DMK
IR - FIE Ariﬁwﬁ@-74wA:~%4y7ﬁ
( i (mm) : 86
VASI __ @ JEE (mm) : 45

4. ThHELISRHR
2BUNE RIS
2L, TRV TV TF O RICKFRIBKMMREHF T U T
O2 > KIMOBBICE B RENBEY EHB S 2I58ICR S,

5. xhEER IR ICEIET 3R

5.1 AH) % 2RBERIFIRIE O 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) 7ayr e LTIHI00me) % 6FW LIREED 25E
LTWwaEa., HH0IET a0 70 7F v BALKERE K
W (7)) 7)) 7FF e LTIH20mg) XA 7)) 7ay
YARFMW (B 7uYrE LTIHI00mE) O HAEEEC
L ORIEART S RGE. AR5 2 k.

5.3 AHNI2RIBERNG & BT SN/ BE IR L TOAHHT S 2 &,

5.4 & B RRERE B B ULEN T O KB R & B TIEAF O
HRSTHDHF 7Y 707 KM OF R TE %
Wz, #ELanwZ k. [87, 921, 1661 B

5.5 HEEEEHRERERE CIARFOENKR T THEHF 7)) T
Ty y R ORI S N W Rk A S B O TH
SO F 2 B EIH 5 2 k. [87. 922, 1661 B]

5.6 AHIFLGHIZB VT, RKFOFEGHT R 7)) TF » BALK
EWMREAF RO A F 70 702 2 KA O & HH O P X
D LEYITH L PEEICHEIT L2 L,

5.7 RHIO#EM L& 52> UONERIFIGH D IER T d 5 HIFE,
HEREE E T 12AT 2 729 R CRIRDPAT 04l &
ETbZ L,

6. AERUAE
EE. RAIELIELISE (7R 7Y TF o/ hF Ty 7ay
v & LT20mg/100mg) % WAHT I &IOS 3 %,

8. EELEANEER

8.1 AAIDMHIZDH 72 > CTld B IR URIUBE SR & 082 o Xt
WFBIZOWTHaaHT 5 2 & 912, 1111 Z]

82 KHIOHMM S THAHHF 7Y 70y v OFRERIZLY S
JR - BRDBAOND DD D, o, KREERPBAT L
LB LDOT, BMELRKGHEEZT) LOWEL, BlEE T
G 2k BRI EBAER I LT wEE (EiEE.
R E R . FRSEMFHEESE) 2B Tid, BkemE
RIGHEST b7 2 B — 2 AL GRS IUEE e . 28 %
el - EBRESOBBIEET L L, [9.1.3, 922,
982, 102, 11.12 &M]

83 AHDEMK T THAEHF 7)) 70y yOGIZE Y R
Y RO ge iR L, BEEL, SER LS ERO
HEREER g (7 v = ZHH) . MUME S O FFE 20 EGUEIC R
LIENBHD, THEBIEEEIT I EIREEEEG N OV &G
DOFAENET L FE LA B 2 LELTH) L& d
W2, HREBIE U CREE L ZEE T2 2 & JREBRG: L O
JEHDFER M I ZF DI BV TERBEIHHT S Z &,
(914, 11.14 ]

8.4 RFF G-, I ERIHICHE L. HEHIORIE L HEHSD.
K% 3n AP LT ORRPA 5 425G MO G LA~
DEREAZEET LI L,

8.5 4K L MOFEIRIFEE OB BT 2 LR aMEIEIHET STy,

8.6 RHN DA TH BT +1) 7 7F & GLP-1%HEREE)
FIIWTNLGLP- 1B R A LR TIEH 24 L Cw
Bo MiFE % PEH L7z BRRRERER L 7 . AR iE R O E etk
WIRES STV,

87 AHIDEMK T THAHHF 7)) 70y yofkbi Ly, IiFE
2 LT F =D EALIZeGFROE TR ALNDL Z DB DHD
T, PR EMMICHRAE T S 2 b, BHRREEERE I BV
TIEHEE 2 T Ic g L, #6519 12eGFRA%5mL/min/1.73m?
KT L7235 od k2 BE3 5 2 L, [64, 55.
921, 922 ]

88 AHIDEME T THAEHF 7)) 70y OIEitEFETH DR
7OV g — ZAPEIMEEME IS & b L I > s O — LAt B
Tho THEMBRH»TLEL, ¥ b= ABdb o b, 7
FPYR=VARLELIEDV DD, FHFLWIED LA 1D
BWAENSHLIZH, LTOHICEET LI L,

R - MERE. ARKEGE. BEE. B IE. BRI, W
W B, R RS O RER SRR H NG A I,
NAZIRP T N MR E GO REY ERT S L,



CHRIZL A VA VWD A A v EE O R
Lk, R Y ﬁmﬁm AFEIUNR ., EYE.
BikZEDBEIETr N T Y F=Y 22 REBH LT 0O
T, BgE 51T 2 &,

BB L, UToNzigEss2 L,

N7 YRV AR (Bl - R, SRR, ]

. BRI, BRI, I R uﬁﬁﬁ%o
T NT YR ADERDFRD LN IZITE SIS

EEEAE 2S5 L,
CMEEAEE TR LT NT Y =V ADEH LS
5Tk,

[11.1.3 &:H4]

89 ARHDOAEMK T THLHF ) 70T iE, IRFPZIVa—R
PR AEVEH A 65 50 HRIRIMEE, IR, ZIRD B VLR
@fﬁ%%?éﬁﬁ’ﬁwfi ZOWREEBETH L LD

WMHI TOWBELERT 5 L,

8.10 KA DEMWM A TH DI F 7)) 70 v OFGIZ & HRE
DAL SN TV D720, WEOKRERNEETLZ L,
811 RIMAEER 2 Z 5 2 LA 5 DT, HITEE. BHEHOE
IR L WA EHICES T L3 TEET LI &,

[11.1.1 =HE]

8.12 BMIERNHELNDL I ENHLDT,
Wi 25 DA IIFEIR AT B & b N7 AIIE, e h
FAEZITL L) BEIREST L2 L, [11.19 2]

LAY 70 P LV BB
il D%

9. BENEREEI2EREICEATIEE

9.1 &fHHE - IERZEDH 2 8E

9.1.1 LAL (NYHALEBEASEIN~IV) D& D EE
fHRERD 70 < . REVEDTHESL L TV,

912 BMMELARITHZThDDH ZUTDEEILIREE
R % k2 = ?ﬁ%nﬁ%éo

RN LRI A
-*%$R&M‘m%ﬁw\¢ﬁw&ﬁ$ﬁﬂ\ﬁ$ﬁm
BOREITFETFIRAE

< B WA EE)

< BEED TV I — VIEIGE

[81. 11.1.1 =]

913 WARZEILPTUVEE (MEJI> FO—ILHIFEHTARR
DEE. SE. FIRAGFHAEES
KENDESTHBHHF 7Y 709y OFRMEHIC X YK
FRITBENNDH D, [82, 102, 1112 &lE]

9.1.4 [RIRRRL., MEBRELEOHDEE
JERZ AL S BENNDH S, (83, 11.14 ZIE]

9.1.5 EEF M OBRER IBEHAECRENH 5 8E
BZEE R T BEWDH 5, (1115 2IE]

916 QTERZEI L TUVEE (EXMQTERERMEEQTE
RDELEFE R (I Torsade de pointesDEEIXFED % % B,
BEEORRENDAEBR I ZOREENDHBEE. > -1
HORLEODRBEDH 285, BHU Y LAMEDEESE)
QTERZEI§BENDD 5, EIHERRERZ B\ TRHA
DEMESTTHHT ) 7Y 7T »160mgx 1H1EFES L
7o ZICQTIEE G SN T 5b, [1731 BH]
RENOERES T BT F0 7)) TF > QKB RILEF
20mg/HTHY . mAH=EIZ40mg/HTH %,

9.2 BHEEEEERE

9.2.1 BEBHEREREIEMTORABRILES
B LAawZ b, #1270 70y v KA OB T
7%\, [64. 87, 1661 &IE]

9.22 hEEBHREREES
BHOLERREBBICHMT A28, A F 7Y 70T VK
U DD EAA 12 SN W EEYED D 5o [5.5. 8.2,
87. 166.1 7]

9.3 [F#pEREE RS
9.3.1 EEMHEEEEERE
oo (Child-PughD3H CTHEIA I 79H8) 2 xf5 L
L 7z B R BRI IR L T, (1662 2]
9.5 117
TR SR LT 2T REME D & B eI I3 ARH) 2 #5457,
AR UERERERT A L RHOESTHDT )
FOTFROAFTY) 7Y 0B ER (v ) TH
WAOBITVPHE SN TWD, T2, #F27) 70T 08
WEE (I v ) T, b bOTIRP R OBIICS 72 2 0

DOWEFEIZ X0 o A& B S ORI o ik as il S 1
TWh,

9.6 B3I
BILL W EDNET L, BHORSTTHLT A7) T

FUROHF T TOT OB EE (T ~) TIHLITHRA
OBATHHE SN TWD, T2, - 7)) 70y y0EiysE
B (5 b)) CIEME Rt A VE o AR TR INE] R0 A

B OB EOIER. FRME OIRDRD HNTW5,

9.7 \NR%&E
ANREE R G & L Az BRI TR L T e,

9.8 Ef#E

9.81 HEDREABE L 2256 H%53 52 Lo —MIZAEHERE
METFTLTWAZ NS,

9.8.2 FifnE TIEBAER (%) ORMAzEND BENIFDH

LOTHERT A L, [82, 1112 ]

10. HE{EH
FAY ) TFE, FELTCYPIAAR N 7S v &HE )
T ¥ =¥ (FMO1KUFMO3) X hREsns, 72,
HFrY7aY ik, FE LTUGTIAIL FUGT2B4IZ & b A4,
WEND, TRV TF Y ROAF 7Y 70D/ IIPHEEN
OB THY ., FOHEMEH 2R L7z, [16.4.1. 16.4.2,
1651, 1652 1]
10.2 BERGER (BFRICERT S 2 &)
ESiEL BRASER - 518 7k
PR 3 R MBER AR = 5 B
ANKZNVT LTH | ENDHDHDOT, BE
HOHRLA A Yoy OIREER S L R

B - bl T
1 98 e T 7 R 08
LTI

W AESE BoHGTH L K
a-7Nayy—YHNII, A ¥R v A
25 AN = )y LTI

C 77 A FRER |1 LERHE A > 2 V55

FT )Y RIEH] AEHESE & E S 5
GLP-1Z# AR EENSE | &, IO ) A 7 A%

A YA VEFISE WinT 520, b

[11.11 =] DIEH) O P A MR

5Tk,

I [T 5 T % 3450 5 | TURE I 2 oD il oIk

% JEH) e toBlELars

B - WA BE5452k,

) FOVIEER]

T T I VRS

FR 51155
A BT V5 7 9055 3| TR i 2 o> AL A8 o0 IR | It 4 e T £ i A
% HeF) e ToBlE LS | Bish b,
7 KLFY v E oA A

HIB R E AL E
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Sk BRRREIR - $5ETT R | ) - fabRAE

QTEE#RITILIQTEESFENREIL2B|IINH DA T
PHOENTWLIE | ZhhH 5, T HA ST H
7 T ATAPASEE IR IE QTIEEN A SN
F =V UHRERIE K TWh,
my, 7anA v
7 3 NIERRIESE
7 T ANHAEENR S
74 ya R
. vryo— i
anks

B 7)) By Al w BRIV I B 7400 B A w V)
300mg & DBEMIC & 0 |~ OP-FE& B
VIX Ty OCmax | EEAICL S,
NAUCHZE N E1136%
KU20% LA LzED
WisE2H 570, @Y
LB EIT) T L,

vaxv v
[16.7.3 2]

V77 Yy, T\ hFr)7avyEy|\aF sy vuaY
Sy, TNV T Y EOHR| Y O EEEE T
=), VM FENVIZEDAF7Y) 70D \HDHUGTIAIK
& ¥ ®Cmax t WAUCS| FUGT2B4% Z
[16.72 ] ZFIEN28% K U51%| & 0 H K 53 5 i
KT L& r S TAHILIZLD,
Az, MY REEY 7)) 7a Y
192 &, > AR AR i
EX D

FIRIEH 265 2 3574) |20 CRIREDOH Rl A & o ff
N — THJR#E wE T D e SRR A L0 FRE
YA THA FRMETLHZ L 73 850 S %
B BN D 5o

[8.2, 913, 1112 =

1

sk |[RERY) F 7 L U F 7 AOVER AN IS | ) F 7 L
ENLBENDEDH L, |EXERTIT LT

HETED D %o

1. Bl{EA
KOBWERDH 5bN DL ENDHHDT, BEE 512470,
FBEDRO SN E IS % Pk $ 5 7 L) 2 ALE & 4T
5z,
1.1 EXEEHER
11.1.1 (K ¥E
IR IR DS 2 BEND D b MODPP-AMLEH T,
ZNVARZI LT HLE OB CEE 2RI EIR A S 5 b
N, B EERZTERCHF ) 70T L OHEIMEIRR
Bcix, 4 > 20 Y L Of TR A HE ST v
Bo RIMBEAERA RS S8 I1cd, HEs 0 aRE
BT 5 7% E@U 2 LE 2TV, a-7 Va3 Y ¥ — EHESE
LOPHEEIZIZ T b%ﬁ%h%a‘é &o [81. 811, 912,
102, 17.1.3 1]
11.1.2 BiK  OHEEAE)
18, £, BUR. MEKTEEOERD D S b KI5
HIDLEEITE, RERLHISE oMY 2 LEEIT) 2 &
Wik IZH] & fe S Ml ge % & il fe - SEMESE % J8BL L 7261
MG SN TWw5, [82, 913, 982, 102 ]
MA3 TP F—=2 2 (HEAH)
FRTYR=YA BERFET VTV F=Y A% &) AT
HobNEI Db, (88 BR]
11.1.4 %‘*%‘#\ 9+&%§B&U%&%%B®$§Eﬁﬁﬁ% (7I=TiE
H). fE CHPEEAH)
e % ﬂ&ﬂ&@“@ﬂwﬁ%@ Glsge (70 = i
JE) H @wm Mofie (BuEES 3 v 7 2 &) I2F
ZENBH D, [83. 914 BIE]

6B [ 01~1%Kik | A
HA - iR FHES E
LS
* M Le B, B R, HILE ) B, L
SUFE|EE BO. T
il
s CHHZE. il
. RPN
£
W BIR. 2Bk, R
R s 5. WS I
CEL
g H B
AT SHEHIE ) > ¥ | IR, AT
5 Bl 2 5 FE
K2 > i
FRRE [ o (REE e
n &
JETTER 5% L
B TR PR
Zoft Bl iE

11.1.5 BT (HEAD)
R OMERL, BEEI . R 2 e, S0 m#m
OOHNTHA ISR RIE L, iﬁ@&ﬂfﬁ%‘:ﬁo ko,
[9.15 ZH]

11.1.6 FFiREREE (HEAH)
AST. ALTO FHE %4 FFHEREELSH S bt s 2 &8
Hbo

11.1.7 BEMRR HEA)
Wik, DRUCEREE, SEE. Mo RE (B8 S0 5
N7aI12id, HRLh ’H’Jﬁfixn‘% MgFCT. Mg~ —H —
i@ﬁ %%ﬁ?% &o MIEMA A B Nz A 121
PG ml L, BB E ARV E 0550wy 2
)2 L,

11.1.8 FEXAEE (HEAH)
K, OB ASEND b gEa10E
Bh a3 5 7% )R LE % ?5:

11.1.9 SRR (HEAH)
PR 72 L VIR . M-S 0 B 2550 S A 121
AR L, EYRERITO 2 &, [812 2]

11.2 Z DO EHER

}—i %’H:é:*ﬁu}\l/
Eo

12. RRBRERRICRITIHE
HFr)TaY r OEMBEFIC &Y . ARFIIRIT A R
MiBEL5-AG (157> FasZ Ly b—n) KExERT. R
T OIS LS-AGOMARE R I, M > ra—LosELidn
LRVWOTHEET AT &,

13. BEHRE

13.1 &g

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

Ht

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

14, BHEDEE

14.1 FFIZFEOZEE
PTPE#DIEHANIPTPY — b 225 L CTIRH T % &9 ¥k
BF 5T L, PTPY — FOREMKIC XY, T EEAEA A ER,
A L. EIZidzeile B 2 L CHERIN 50 T 72 A6
FEZIIRT A DD D,



15. ZDMDEE
15.1 ERPRfER ICED < 153K

WAL T DI - DR BOBAE X mW Y 27 2T
B IMUfET > b a— U B 2RIE R B A At SR & L7
BERRBFICB W, KEOFRS THLAF 7)) 7ay
> & LC100313300mg % 1 H 1Al 5 S /- B Tl 77“1:’
RERGISNZBEBELD S TR OB E LA I
otz (= R 197, 95%IEHEIX I 1.41-2.75) k@i'ﬁfl?
BHHY,

RHRDERE G THAHHF 7)) 70 OB EIZI00mg/
HTH 5,

15.2 FEERARHBRICE D { 1B
1521 =7 AN EHWT 4) 7)) 75~ O52:8 M KAZFE

HHENERRICB VT, Tome/ke/ H¥x5-CR. WE R OH
EFIC LRI - Fipz - B O R FIERSRO 57z,
ZDE EDAUCmlE. 1H40mg#x & MG L7z & E D
ASRIGEL Tz, B, FOBmERTRIL, oB)Yif

(Fv by RTAKDTHE) RO P TRIRE STV RV,

1522 M7 v bR WA F 7)) 70 Y Y OAUER AR G5 A

JEEERER (100 30K U8100me/kg/H) 2B\ T, 10mg/kg/
HPLE o MR I RIMMAEE, 100mg/kg/ H o M1 CRIE
Ve G I e OB Mk | 2 PR A A MR 957 oD i AR A BEE oD B T A0S 72
DOENIz, Ty MIAFZ) 7Y v 10me/ke/H () X
13100mg/kg/H (M) % BRAEMEOES L2 SOREHER
(AUCo2a) &, feKERHMELEHE (1H1H100mg) DF6%H
XAIH8AETH - 72,

1

16. EYENHE
16.1 MeRERE
16.1.1 BEIRS

Aol B 8 N BB 2 2 ok G L A ) S B OF T 5 - e o0 2 W 2 1
F4MRBOTF— 7 IZUTOREOLBY) TH Y, LY
MR EEVEDSRD S 722,

(ng/mL)
400 1

—o-&H|
& TRUTUTF20mg)+HFT U702 (100mg)

w
Q
S

n

(=]

S
'

100 A

P E A SN RCE VAN 3 4=

(ng/mL)
1400
% 1200 —o-&FH|
i 1000 4 T3V TUTF> (20mg) +HF 570> (100mg)

PEE AN s ANEANA

40 56 64

B (h)
CPIME+REMRZE,. n=24)

32

24

48 72

Cmax AUCo.72n tmax t1/2

(ng/mL) (ng - h/mL) (h) (h)
TR T TF

. 2636 2002.9 1.00 215

(104.4) (3032) (0.50-5.00) (47)

o 231.2 19216 1.00 22,9

A (66.45) (285.6) (0.50-5.00) (57)
HFTYTaY Y

5 1158 7833 175 1342

(249.8) (1389) (1.00-12.00) (341)

e 1115 7633 2.00 1383

A (286.0) (1616) (1.005.00) (374)

n=24, ‘FI9ME (FERHE) .

16.2 ORI

16.2.1 BEEDFE

fRERE RN % 0 RAZAFH] & 22 R S B F10%)

tmax|3IHILE  (/ME-RAE)

ik (EfR

Y 5) ICHUEREH% 5 Lz & & O3YBHRE/ S X — & 12D
ToOEBYTHo72,
Cmax AUCo-72n tmax
(ng/mL) (ng - h/mL) (h)
FR T TF
2293 19688 100
g
s (65.00) (425.6) (050-200)
i 160.1 18235 2,00
(3252) (4154) (150-3.00)
e AP
7572 5873 300
et
R (1682) (1204) (150-5.00)
i 7452 6088 200
! (186.6) (1212) (150-5.00)
n=13. ¥l GEAERFZ) . tmaxiEhoel (F/Mb-Ho)
16.3 2%
FARN ) TF O bR AR EIZT7.6~82.2%TH -

728 (in vitro)o #F 7Y 70Y DO MEERE SRR

98% Td» - 72 (in vitro) o

16.4 X3

1641 FxUTVTF>
(1) RN FRHEAL 661) |

. [MC] ’Fi‘fiuikTZ\ V77T

/ZOmg%Hi@ﬁl_l&’J-Lf:k &, MEEPICRZLE K
UREML, M2, M3, M4 UMEH D b7z, T 7z,
PG 1RT2MEH £ T O MAL PGB A S HI L 72
AUCoelZt 3 27 4 7)) 7, ML, M2, M3, M4
B UOMSDAUC-DEEIXZNZNT11%. 14.7%. 1.3%-
1.3%+ 03% K U1.1%TH - f:5>o

TAN TN TF L ORHI IZCYP3A4 R U' 7 F ¥~
EHE/ XTI (FMOIKLU‘FMOS) HRIE L7z,
F 72, CYP2D6. CYP3A4K O'FMOIZXF L CHBHEE
M &R L7225 (ICsff : 489.4, 197.5J% U'467.2 u mol/L) .
CYP1A2., CYP2A6. CYP2B6. CYP2C8. CYP2C8&/9.
CYP2C19K OFCYP2ELIZ K L CRLEMEH 271 & 3,

CYPIA2K, O'CYP3A4% FFHE L 72 0> 729 (in vitro)o [10.
ZH]

@)

1642 AFJyzas >

(1) A (BHEIA. 661) 12, [MC] B#Aa 27y 7ay
>192mg % B A 13 5 Lf: L&, G HBUME o
M AT RE LS 5 80 2 RZALIR K O o 3141
HFr)7aYy (454~987%). vy 0y ERIA ﬁuﬁf
PIM5 (19~29.6%) K UM7 (16.0~28.8%) K U ERALACH
WIM9 (242~370%) TH o727,

)y TuTd o s ‘/ﬁx?‘a/ﬁ*ﬁ:%ﬁﬁ ik FEI
UGTI1A9 'UGT2B4AS, BRALACHC IZCYP3A4UK
TCYP2D6%B5- L 7zo CYP2B6. CYPZCS\ CYP2C9
U'CYP3A4IZHR L THEIVLEEH 2 7% L 724 (ICsofl - 16,
75. 80/ U827 umol/L). CYP1A2, CYP2A6. CYP2CI19.
CYP2D6 . O'CYP2ELIZx L CHEMEH 2 /R & e o 720
T, WENOCYPHTREIIKR L C b I KA A9 B S/
HzxR&9, CYPIA2, CYP2B6. CYP3A4, CYP2C9%
UCYP2C19% 53 L 72 2o 720 UGTIALK 'UGTIAGIZ XS

@)



L CHERWHEER 27~ L 724 (ICsofi © 91 % U50 1 mol/L)
UGT1A4. UGTIA9K 'UGT2B7IZx} L CHESEH %2/~
Eho72¥ (in vitro), [10. 7]

16.5 Bttt
16.5.1 7V ITVTF>

(1)

)

@)

EER A, T4 7)) 7F 8 L T2 M40meg % 225
BRICHE ARG Lo & (F6fl). #5E021.0~
221% SRR LR E LTHRElb S L, B2 U T T VA
1337~39mL/h/kg T - 729,

R (FREIAL 661) 12, [UC] & ) 7 FF
v20mgx AR OG- L7z & &, #5-%216KEH £ T
B G g D45.4% AR 12, 46.5%A53H i 2 PRl S A7z,
F 72, 12080 £ CoRG IR D REILE,
M1, M2FK O'M3D RFER eI, 2 214.8%.
17.7%+ 14%. 1.9%T&H Y. KZ{LAE, ML, M3, M4
OM5D ZREH PR IL, 2 N211261%. 4.0%. 1.6%.
0.3% K U1.3%Td - 729,

TR 7)) TF LV EPHEEOEOEETH Y . FHWHE
ER (99 umol/LT425% M%) %R L7210, F72. A
T=F Yy bT Y AR=F —OAT3IH L CHVHEFEIEH
%R L7z (ICsofi : 99.2 umol/L) 5. OATIR O HHED
FH Y bNT U AR=Y —0OCT218 L CIHEMERH AR E %2
2o 7210 (in vitro) o [10. 2]

1652 AF7 7Yy >

(1)

)

R (FHELN, 661) 12, [MC] &y 7y 7uy

>192mg% BRI G- L7z & & HG- 2168 % T2,

PG SN BOFHED32.5% A KR HZ . 60.4% D53 i 2 B
ENTz. BHRASEM EF CORPICAF Y Tu Y ik
BHBNT, M5 (13.3%) KUMT7 (17.2%) A8 5
Joo F7o, B, HF Y TEY Y (415%) . M7
(32%) UMY (7.0%) 25iBd b7,

HF ) 7a Y APHEENE . LA R A 2
(MRP2) RUFLAAMMEEME (BCRP) 0EETH Y .
P-Wl 2 F1 - I OV i P B A 2 1 B 20 2 L C g B
A (ICsofiE : 19.3 u mol/L K U215 umol/L) %R L 7212
(in vitro) [10. 2]

16.6 HENEREHJ 8E
16.6.1 BHEEREE

(1)

)

FRUTUTF

EigREm S (3261) (2. TAY Z) T & LC20mg
FHREORS Lz &, 7420 7)) 7F OCmax L
tr2ld BRI E ORI U 22 B 2 bd i S5k
nolzs

—77y AUCow 2R A (Cer>80mL/min., 8%) &t

LT, BEBEERES (50=Cer=80mL/min. 8f1).

PSR ERERERES (30=Cer<50mL/min. 8%1) KU
FERRRBER 2% (Cer<30mL/min. 8f) TZN LK
12505, #1.68F K URI1495TH D) . KiIE AR &EE 8
B OAUCkasnld R A (861) &ML T, 11645
Tholze T, MEBENIZL>TT A7) TF i
HHED156% SN AHEADT— %), [131.1
Z ]

hFovuzar

- BREEEE 4 2BERRRE

HRERERER R AR (30=eGFR<50mL/min/1.73m?) % f
5 2BUBE IR m B E (1260) (2, #F ) 7ad e LT
100mgx B A% G- Lzt &, 5 27) 70700
AUCold B IE 7 28 B R i & (eGFR=80mL/
min/1.73m?, 1261) & L CTH26% LA L7z, F72.
R RE I M OSSR B R B IE & O 2B IR R A S
B 51224 KM £ TO BT 7V o — 2PRlE
N=2AF 4 b0 ZAbE CFEE [95%EHXE]) &
86.592g [75.612-97.572] K 161.017g [49.362-72.671] T
o7, [65, 922 &]

- BREEREE

g REREEE (376)) 12, hF ) 7OV ELT
200mg % HEEOHES Lk &, BEBHEiEREESE
(eGFR 60~89mL/min/1.73m?, 10f1), & BBt heE
## (eGFR 30~59mL/min/1.73m?, 9BI) o Ui Br ik
REREE# (eGFR 15~29mL/min/1.73m?, 1061) @7 F
7708y OCmax L IEFHEHEE (eGFR=90mL/
min/1.73m?, 3%1) &HEL T, ZNEN27%. £99% %
UHI109%IEF L7zo 72, AUCo I IEH B & ik
LT, ZNZNH15%. $929% K OH53% 0o 720 KMl
BR4ES (8H)) TIE. ABMOBITICE>THF 7Y
TuY REEAEBRE SR 72, [54, 55, 921,
1312 ]

F 7o, IEEEEREE LW PR O SRR
BB AT 524 F TORRR P 7V a2 — 2 HE
BON=ZAT4 v0b0% be GREFAFHME) £,
5304, 3832, 1711K M427gTH - 72 HEADT—%),

16.6.2 fTikEERE S &
1) FxYITUVTF>

FrkfemiES (1661) 12, 74 7Y 7~ & L T20mg
FHEREOKG Lz &, 740 7)) 7F » OCmaxid fi
HERCA (8%1) XMk LT, BEFHEGEREH (Child-
Pugh/M ¥ CHRI A T 75~6) (8f) K USH & ITHfiERE
£ (Child-PughZME THFFA I 77~9) (8Fl) TEM
ZIAL2BME R ORILIMETH D . AUCo-ld F N2k
LA6H5 S URILE9 T - 7219 WEADT— %) B,
IR RS 5% (Child-PughZ B CAEF A2 798) T
DOFRBREIZFTHN T2\, [93.1 ]

(2 Hryvv7O >

FHEfeEEE (1661) 2, #2770V LT
300mg% ARG Lz s &, BEFHEERES
(Child-Pugh i THFFA 3 75~6) (8f1) K UM
PEfERE % (Child-Pugh AT AT 77~9) (8f1)
DOHF ) 7Yy OCmaxZIEHIFHEES (861) L1
BT ZNEIIT%OD ER-E A% DT D578 H 7z,
F 72, AUCholZIEFIFHERES (761) LRl T, Th
ZIHI10% K OFIL1% o 7210 (BEADF— %), 7
B, EENFEEEEY (Child-Pugh/ AR A 379
#B) TOKRRBIIITbRL TV, [931 2]]

16.6.3 S E ICH (T 5EYEIRE
1) FxVITVTF>

TR R (65 DL ETSRLUT . 1261) * JEminE
(4588 DL 6o i, 1261) 12, T AU Z Y TFrELT
20mg % ZEfE R I B P 5 L 72 & & Cmax. AUCow
T Ot D IE i 1203 5 Wi O AT N P 1
D (0%BEMEIXE) &, 21 211.006 (0.871-1.163),
1090 (0.975-1.218) M Uf1.054 (0911-1219) THH. (%2
FfECH 7210 EADT—%),

(2 Hrvv7aO >

QRMEIRR R 2R & LHERERR, S, Sl
(651 L by 71~7361) & IEwins (65m A, 217~225
B IZBWTHEMIE L2 p s F 70 70y ks
DT TEROEG12BHZDOAUCnmz L7z D
KR, ERE O N T 7RO IEERE L)
10~30% M MEZ 7R L7219,



16.7 EWHE/ER
16.7.1 T U TV TF L OEYEREICRITTH
1) FraFJy—u

F TRV T TF L OEY BRI KT T HEHSEO LY (S
ANDF—%)
2y TN T T T OHEYEFENT A — 5
e | DEFIEE o BATFIGM O (90%EHEIX )
B F o | V7T . N
L B/
" Cmax AUCoos
rrarl 20 137 149
.y me | <me (1.25150) (1.39-1.60)
(2) ZDfhnEEH
i al/ab) vl v BVAVE I < /40 I AV AV /AR I S ) |

F®E RFOA MRV Vid, WERLPERHZSICL 505
P BIROON o7 BHEADTF—5),
F) AFr)vuvy, AT Uy Y FYRAEY R
FHAANDF—%
16.7.2 A7 U707 OEYEREICRIFTHE
M V7rrE>>
#z hFr)7uY OEYEHEIC T T IEASEO R (FHE
ANo7—%4) [102 2]

sy | BTN TR Y ORMBENT A~y
b GIIES Suvy AP DL (909% 15 TEIX )
F g PR /Bl
Cmax AUCo.
V7T 600mg | 300mg 072 049
S22 (0.61-0.84) (0.44-054)

(2) ZDfhDZEH
TANTY)TF B XA MNRVI Y, YIHEARY) U,
TUNAY R, REOEEE (ZF= VAT T4
FOLERIVFANLIV) Ke FazaoaF 7Y Fid,
WINPT GIC X DS R BT RO 5N b o
7220 (EADT—4),
) FAN ) TFUGEARADTF— 5
16.7.3 BERAEOEYBFEICRIFTHFTU 7O > OHE
(1) yaxs>
F PFHEORWEREICKIZT > 7 a Y v o (ShE
Ao7—%) [102 2]

B g BRI EE ST A —
e | PRISE N BATFIEO I (90%IETEX )
UIREES L | 7avy NN
mE | B/ B
= Cmax AUCo-24h
e 1.36 1.20
2 02mg | 300mg (121-153) (112128)

(2) ZDfhDZEH
FANT)TF B SR FIK (FY)TYF),
A MBIV Y, BOBEE (ZF=Z VAT T4
FOLKRIVFAILIL), b FazoaFr7IF, ¥
WNAZF U, TEINTI 272 HOTNT 7))
YA, WTNRLPEHEGIC L 2 AR EEIERED S
Nho7220 HEADT—%),
E) 7R TF R HRADT 5

KEIODENESTTHAH A F 7)) 782 v OREHEIZ1I00mg/

HTH 5,

17. ERERRX IR

171 AR CREMICE T 55

17.1.1 BRFELMERR (T2 VT TF > LRERIRR)
HHRBEELOCEEEICNATAHF 7)) 78D v BANGE
TIHE T > b1 — US43 70 2BUAE IR iR B (15461) =
WRIZ, FAUZYTF RIS TR % 1H A48 $%
G L7z ERIFIEREDOEBY) TH -T2,
RRFR BV CRILBEDORIER LR S o 722,

K TAVT)TFy LREBEERER (248EKE) ORfER

#1370 789 2 100mg #4271 78 »100mg
+7 7R +7 4 7)) TF 2 20mg
L |EEEes| L [BSHeL|TIERED
PO e | P | o x
809=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 |151.0%25.0 loosog |1485=212) Lo 156+39%
(mg/dL) (n=76) o (n=77) T | [233,-79]
HHAMHR
2326+ 456 2322+447 376+62%
QW ML 23+45 353+43
o (n=65) (n=73) [499, -25.2]
(mg/dL)
G FE R ERE, BTG rL ORI T I RED

TR AT = AR

#p<0001. [ 1 1 &W95% 1S HEX [

HbAlc : NGSP1i

1712 ERENHERR (T 707 0 LRERITEHER)
BEFBEE R OESEEIMZTTA) 7)) 7 F v BENGE
TIHE T >~ b1 — VA 55 7 2FUE IR R B (13861) %
M2, AF ) 7ua Yy LTI R % 1TH 1248 %
G L7:0 fRIIREOEBY TH -T2,
AGRBR|Z B TIRIILE O BIE R LR H e 20 o 7222 2

£ AFr) 7uPy FREEIGRE (248K) DR

F3U 7Y 7F > 0mg F A 7 7F >~ 20mg
+7 7R +#F71) 71 »100mg
L [EEwAs| .. [EEEAL| 7RO
B em | Y | o x
787+083 818090 088=0.14%
HbAle (%) 010=0.10 097%0.10
(n=68) (n=70) [-1.15, -0.60]
2R E | 167.0 %336 1739+ 306 388+ 49%
39+35 349+34
(mg/dL) (n=67) (n=69) [-485, -29.2]
HHAMHR
247.1 +56.0 256.1 £ 456 509%7.1%
2 4 92+51 601%49
o (n=61) (n=67) (649, -369]
(mg/dL)
G FE RS, BTG rL BRI T I RED

P TR AT = A

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

HbAlc : NGSPfH

17.1.3 ERFIHERR (REARS5HER)
B R OSBRI Z CT A ) 7)) T F v BANGE
T2 > b0 — VS5 % 2B R AG B  (15361) %
MEIZ, HF ) 7Yy EIHIEG2AEMAES L. 74
V7)) 7 F 220mg+H F 7)) 70 Y 100mghE 5T X
). HbAlc (NGSPfH) »MET Lo2BMIZH 72> THELT:
Mz > bo— Vs, 52BFIC BT A& GHI2 5
OHbAlc (NGSPfE) OZAfbm (CFIgE £ R E) 12099
+084%TdH > 720
R IfBE O BIE A S8 BB 4131.3% (261/15361) TH - 7220,
[11.11 =]

17.3 ZDft

17.3.1 DERICX T 2 HE
EER AT A 7)) 7F & L T40mg X id160mg%x 1H1
F4HM, ERIIESG L 20772 RAE L72QTcl
(AN EHIE L 72QTe) MRELORKTFHME (KT
0% EHA X ] FBRfE) 1x. 40mglf D 5-# T $ 35K ¢3.9
(7.6) msec. 160mg# D5 T #1581 9.3 (13.0)
msecTd - 725 HHEADT—%), [91.6 ]
KA DHENES T DT ) 7)) 7F v OARBEH L.
20mg/HTH Y., mAMHEIFAO0mg/ HTH 5,

18. FEEIE

18.1 1A

1811 FxUJTUTF>
TN T URERTF Rl (GLP-1) 1%, EFII0E LTt
BSoWEN, IS A v EREL, 7
VA T W RIS A Z LT, AR E S L Tw
56, FAY TN TF AL, VRTFINRTF T —Y 4
(DPP-4) {fitEDHEC X ) GLP-1D 5% 2 4 L, kA



GLP-1D MM B2 RN &S5 2 12X 0, R T EH %
RS 52,
1812 A+Jyzno>
F YAV T — AR R2 (SGLT2) (B Clfr
JRAEICIRBLCAMLTBY., REREArBEIN TV
I — A DRERG & MRS RIS & 2 75 2 H o Tna %),
Bt 7a Y Ax, SGLT2% #RWICHE L, BlETo
73— ZAOFRI A WS 5 2 LT P SRR
T 57N a— % RAEE U CHRIE LI T ER 2 564 %,
18.2 EIE(EM
18.2.1 M¥ERESE(EH
2TBE R IR € 7V Cd 5 Zucker Diabetic Fatty (ZDF) I v
FEHWIEERRERIZ BT, 7R TF RO
FrV7aY yOREBERES L. e ho s L
e L ¢y A R I GLP- 102 B 2 e hn & 4 IfindE s -
DY % K L 722,
1822 FxVJUTF>
(1) DPP-4BEE R A XU GLP-14 & MFI1E A
T4 7)) TF it PSR DPP-4E M A i EE AR Y 12
[ L. ZDICsfEIX1.75nmol/LTd - 7227 (in vitro) o
TRV TFUET v MR OEERGLP-1 05 &
T FEARAFBY L3 L 7227 (in vitro) o
< A R RBUER OTE RE R 2 R W E TV T
AZucker Fatty7 v b2 W7 EAMRAEBRICBWT, 7
A7) T F I HEREGAC L) S E R GLP- 1 R
BOMHE R A > A1) VIR BN & w7220,
< 2RIBERFEZ BV, 741 7Y 7T 220mgP1H]
[R5 13 1A% P DPP-43EME % B Ly I i R GLP-1
IREE AR S 7230,
¥EREE1ER
A YA IR O AR R 2 R W E TV T
%Zucker FattyZ v b & W -fEEMREBICBWT, 7
b SURZ) R Al == A =1 253 Rl 111 5 M = 1 il A ALES
2RBERREE BT, 74U 7)) 7F 20mgD1H1
[ FG1E, B, BRI U R AR OF | 22 5 IR b
e L7230,

2

-~

1823 HFTU7AT Y 21.
(1) SGLT2FEZE/EMA
HFrY 7OV Ide FSGLT2% ERMIZHET
(ICsoff : 42nmol/L) 3 (in vitro) . 22.
(2) BYEBRINEEIER
ZDFZ v MZBWT, #F 7)) 782 VIFHE RS 23
Xy, BHEEHRIHES D R RO 7V a— 28k D
=B E R L7230, 28 RIRER A7) 7a Y 2)

> & LT100mg% B 45 L7z & & BORE Fr I sH
SR FA R ORRA 7 OV 2 — 2k ORIIASED 61723, 3)
MEAEHWIE GRERME IV a—2 A 8E LR 7L

I — APRIEOE) OBRE GRS A HESR
ERESEER 4
ZDFEZ v MZBWT, A7) 78 VIFHE RS
W& MR 2 7R L7230,
FETWVIZBWT, A7 7Y 702 /Id48 0 AR
A2 &b, HbAICK MERH AR L7z, MEHRGHZORD
FEEM R CI. MAEME -5 OIHIAFED 57z,
2RMEIRIR B I H F 7)) 7a P v & LT100mgx 1 H 1A
24 M AR P G- L7z & &, HbALeOE T ROV
AEDLLHEATHR S 7230,

=

@

fg

5)
6)

7)

19. B ICEET 2 EB{EFFEA
191 FRUTUTF>

—fgH T A7) T BAUKRERE AR
(Teneligliptin Hydrobromide Hydrate)
{(25,4S)-4-[4-(3-Methyl-1-phenyl-1 H-pyrazol-5-yl)
piperazin-1-yl]pyrrolidin-2-yl}(1,3-thiazolidin-3-yl)

8)

ks 9

methanone hemipentahydrobromide hydrate

2FRX
NFE:
"R

C22H30N6OS - 2 1/2HBr -
628.86 (#E7KY)
HEDOHMKTH L, KIZETLT L AY /=)L
RREIFRT . Ty 2 — b (995) IZRREITIC
<y

BEX

x H20

CRG
oL
o

Z%HBr + x H20

Ao R201C (9HR)

192 AFrJuzasr

—fi ¢
b4

HF7) 78 K (Canagliflozin Hydrate)
(15)-1,5-Anhydro-1-C«(3-{[5-(4-fluorophenyl)thiophen-2-
ylJmethyl-4-methylphenyl)-p-glucitol hemihydrate
CosHasFOsS - 1/2H20

45352

ST
HFE
it

H OH
B &= 10L7C

EFEM

FEHm) A7 EHETE Z RKE0 L, #UICERT S &,
ak

1008 [10%E (PTP) x10]

FEE Xk

Neal B, et al. : N Engl J Med. 2017 : 377 (7) : 644-657
FHO = 28808 (RR) © fHE A% W5 & L 72 B R SE R 3B
((ENERL) (20174E7 H3H AR, CTD2.76.1)

HA=Z283 (kR) - 74 7)) 7F V OEBAEEICHET 5K
S GEPEER) (540 74E20mg 1 20124E6 H 29 H K32
CTD2.644.2)

HAZZEE () - HF 7)) 70 Y OEABEICHET M
# (EWNER) () 7 IVEE100me @ 2014457 H 4 H &R
CTD2.644.2)

Nakamaru Y, et al. : Xenobiotica. 2014 ; 44 (3) : 242-253
=22 888 (Bk) - 720 7)) 7F OB 3 % Mt
(EHEHR) (5740 7420mg :© 2012466 H 29 H K.
CTD26456. 26471, 264.7.2)

HA=ZEREE (B A F 70 70T v o ANT v AR
((EAER) (1 F 7 IVEE100mg : 20144 7H 4 H KGR
CTD2.76.11)

MHA=ZEE (Kk) A7 709 v OHICET 5 e
((EAER) (I F 27 IVEE100mg : 20144 7H 4 H KGR
CTD26455, 264.7.1)

=22 88E (BR) - 72V 7)) TF CORERANZ RS E L
7o B GaER (RN ERD (74 ) T§E20mg ¢ 20124E6 H 29
H&#, CTD276.3)



10) HaO =288 (BR) © 742 70 7F Y OPHEEH I T A3
BrO(HENEERD) (540 74E20me - 2012486 H 29 H A&,
CTD264.7.3. 2.64.74)

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

B9 2 (RENERD (54 7§20mg © 201246 H 29 H 7K

2, CTD264.75)

HA =288 (k) - #F-27) 70T DT v AR—% —|C

B9 s MET (FEREED (7 F 27 )V$E100mg © 2014457 A4 H K

2, CTD264.72)

MR =288 (kR) © 740 7)) 7F » OB ES BT

2 I EEERAER (FEE R (5% 7$E20mg : 20124E6 7 29

H#38. CTD2769)

MR =888 (kk) © 727 70y v OERREEEES BT

LI ERERER (FEER) (7 F 7 V$E100mg © 201447 A 4

H#Z8. CTD2.76.14)

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

2 I EHEERAER (FEER) (54 7$E20mg : 20124E6 7 29

H#38. CTD2.7.6.10)

M= 8E (k) - A 27) 702 OFREEREES 1281

LB (KGR (7 F 7 V$E100mg : 201447 A 4

H#38. CTD2.76.15)

17) HBA =288 (k) - 7420 7)) 7F  OEiE I B 55y
BRERER (HEPER) (574 7$E20mg : 20124E6 H 29 H KR,
CTD2768)

18) MW =28 (k%) « A7) 7uy v o THE &R ERER
(W EH) (FF 27 )V$E100mg : 201447 A4 HKFE .
CTD27641)

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

20) HIB =288 (kk) © A7) 70 Y v O Y EEHRBR
(W EH) (FF 27 V$100mg : 201447 A4 HKFE .
CTD272232, 272251)

21) M =28 (Bk) @ 2RUBE R E 2 % F R & L 7o Meik 09 sk B
(1) Glrvgkb) (20174:7H3H %GR, CTD2.7.6.3)

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

23) M =28 (BR) © 2RUBE R E 2 % TR & L 7o Meik 0o sk B
(2) (|rvgkb) (20174:7H3H %GR, CTD2.7.64)

24) WA= ZEH8E (BR) © 2BUBE SRR EE 2 ot R & L 7o RISk
(GEPEED (20174E7H3HAZE, CTD2765)

25) HA =283 (k) 1 7400 7)) 7F Y OQT B~ D B2
BO(HENEERD) (54 74E20mg - 2012486 H 29 H &R,
CTD276.15)

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

27) Fukuda-Tsuru S, et al. : Eur ] Pharmacol. 2012 ; 696 (1-3) :
194-202

28) Mather A, Pollock C, : Kidney Int. 2011 ; 79 (Suppl.120) : S1-
S6

29) Oguma T, et al. : J Pharmacol Sci. 2015 ; 127 (4) : 456-461

30) Eto T, et al. : Diabetes Obes Metab. 2012 ; 14 (11) : 1040-
1046

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

32) WU =888 (Bp) - A7) 70y ¥ Q2RME R EE & 55
& L7 BRRSEREEER (R (1 27 v $E100mg ¢ 201447
H4HAR2, CTD2.7612)

33) H =288 (%) © A+ 27 70 Y ¥ Din vitrofk Kin vivod
HEM GLRER) (79 7 VvEE100mg © 20144E7 H 4 H KRR,
CTD26221, 26222)

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

12)

13)

14)

15)

16)
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