(

20204F 2 HELaET (45 1 k)

BRI DPP-4RHES/ F 7 V') ¥ v RMEAF
— 2TUBE R IR IR A —

H A B i 70 B R

873969

7OV TFOREBERIE/EF T 4V U IERIERI AR

I - Bl
HEhEIE - 34

BB 5+ AL 2 e s 1,10
UE) R - EMS O ) TSk

YANIL BEFELD
YANIL BEFEHD

LIOVEL: Combination Tablets LD & HD

Y NOVELASELD | V) A NOVELE SEHD

AT | 22300AMX00590 | 22300AMX00589
Wik 6 20114E 9 A 20114E 9 1

72\ ]

2. B2 (ROBHICEHFRELEVWE)

21 LAEDEE R CLAZOMAEEOH 5 EBEH (€27
¥ YTk, BRI B CIEBR A ORI BE S AL
BEHEOZELEEZ NI LEROMMAASNTEY., F
72y ERIRIIC D DA ZBIED 2 WIEISIE L 72 L OMEH»
»HbHo] [11.1.1, 11.125H#]

2.2 WRE b — T A, FERIEVEECIE O AR, 1RURE R
B Ui, 4 >~ 2 VI X 2300 2 5 MUHE & 1E S 2
E T B O TARFDOPEG IS 2w, ]

2.3 BELIERERED D 5 BE (931, 16625 H]

2.4 HELREBRENEDDH L EYE (921, 16612]

2.5 EAEIRYE, FAiiR. ERLIMEOH L BH [ VA
U UTESHC X B IS L N5 O TAK OH G138 X

2.6 AHN ORI LBBOE OO & 2 85
2.7 W SIIER L T A W REE D & 2 otk [955 ]

3. #RL - MR

3.1 #8Rk

R5e4s 1) F ~OVELA $ELD 1) F ~NOVELE HEHD

BRI 18 18
TRy TSI ERAERE | T ) FF R AR
Mmgh L 7 7V Y | 34mghEF T ¥ Y
YiMEi16.53mg (71027 | #HiEHi33.06mg (7127 Y
TF e LT2mgh Y | FF v & LT2mgh Y
F7) 5y ELTlomg) |47 &V &L T30mg)

I D-< = b=, FUBEAA | D-7 = b=, FLBEAKA
W, fEErve =2, e R, MRtk ra—2Z, v F
o:yruoeibiluo—2, |gdFyFoibilo—2,
ZUAANAT—AF ") | ZOaAH VAT —AF MY
TAh, ATTV VST R | T A ATT) VBT A
YULA, bSO RAT—A, (VYT A, BT AT— X,
TNy, BALF Y v | vy, BILF Y v, Hif
= bk S bRk, =Rk

3.2 "R DMK

W54 U A NV EELD [ ) ~NVEASEHD

#E TANVNT—TF 4 v Tk

SEAl Ot e gEN [CoivNEN

Wla—F |©382 O 383

Jeak (L) @ @\

382 383)

AR CF)

JEAK () é;j é;i

HEE (mm) |87 87

JZE (mm) |#5.0 #95.0

4. FhEeXE R

2BUNE RIS

L. POTYTFLREBBRERVEF T 5V VERIE

OHABICE BRENEY EHE SN BHEICERS,
5. ®EER IR ICEET 5 EE
5.1 K 2 2RISR DG —EIRFE L L e w2 &,

52 JFHIE LT, UTOHEIL, AHOMHEZRET 52 Lo

ST e ) S R EERE (7Tus) 75 LTLH

25mg) MUK AU & UERRE (K7Ll
H15mgX1330mg) %P LIRENZEE L TV L84
Ty TF URRAEFRE (Tus ) 75 & LT1H25mg)
BRI ORI X DR T 5556

C¥F ) F YU (€7 ) y Y E L TIHISmg XX
30mg) HFN DB & D EA DL E

53 RAPGHIZBWT, KHOREG (T 07 7F v 2 BERR
ROEF 7)) & VEBIEOKHEA O L ) & #EYTH S H
HEIHITT 52 &,

54 KFNEMEHT H5A1E. 4 20 YEPIEIEE SN B BHIC
RETHZ L, 4 A VP H 22130 (Body Mass
Index=BMI kg/m?) T24LLLdH D \IiZA ¥ A1) v orbiRE) 2%
JEREI T A > 2 U5 U/mLELE & 5,

5.5 KA DM IZ D & 2> U ORIRIFIEHEDFEAR T 5 Afigesh, &
Bk T IcAT 5729 Z CHRPA TR LA IR Y Z/E
LTk,

6. BERUAE
W, RACEIELELSE (7aZy FF /¥R 7y 50k
L T25mg/15mg X 1%25mg/30mg) % &HAN L &Ik
w59 %,

7. BERUVABICEET 538

71 R EoOBREERYE (Z LTS v 20T T AER
50mL/min Ki*) Tk, PHEOBIEICL Y TR Y TF D
MR EA LA T 20 TRFANIFEHES, 707 75 Y 2ZE
FEHRER O 7)Y VEBEORHEAZHMNI L2 &,
[922. 166.1=H]

W) 2VT7F=r 0TI VAL T AIEZ LT F =D
sl - BHCiE >14mg/dL. ZHETIE >1.2mg/dL (4Ei#H60
. RE6SkgDHA)

72 XX 7)) 5 VEROPGC X ) FEA LM
HEINTWDLOT, WHITHS T34, FHEORBLUCHE
L. SRETOEF TV v oKGRE2EZEDH) 2, Tas
VIF /XY F e LTLHLIM25mg/15mgh © D 5-
BB E AT 5 2 & [81. 11.1250H]

7.3 HE IS T AE . ThETOEF Y ¥V v okhha
EEOS L, TUrYTF L/ EF Y LTCIHLE
25mg/15mg#h b OFH-ifi = Wi 34 2 &o [98. 166.35H]

8. EELEANER

8.1 JEBRIMAER O X 5 & E 2 5N B FEIEBBIC I L.
FLORENED L VIBET LI EBHLDOT. RHATO
PR, A RERI. EROZILTEE L, BRESASON
BACRESICARAORME 2 HIL L, %35 X9 BHEEIRE
TAHZE, [72. 911, 1111, 11.122H]

8.2 LEMBEF R LMWL KL D Sb b 2 LhHbDT, BN
WCOBRMRAEZIT) &0 ICBE L, BENRDLNLYE
WS- — IR 2B B VIZIEE T A 4 B E IR ST
52k, [11L113MH]

8.3 RIMAFHERZ AL 2§ 2 L A3H 2 DT, BT TR IUBEE IR &
CZOMMGHFEIZOVTHAHPL, EEERET 5L,
[912, 11.14%H]

8.4 KIBHERA R T LB L DT, WAMESE, HEHEOER
HIRFLTWABECHEGTLEXICREERTLIZ L,
[11.1458]

85 ¥+ 7)) ¥V aFE SN BETREINEOFA ) R 7 25k
FTHUREENEEIIEIHETERVOT, UTONICERET S
Z &, [1511, 1521&H]



CBEME R O BB I3RS AR A 2 k. T2 BRI, B
s O BEAE % A3 B BEIEIARF O A R K et 5
IR LZET, 500 G2EEIHET5 2 L,

- PRE BB, BEIZZFORBICERERED Y X 7
ZHOICEPLThOH/GTH I, T2, K5 HPICLR,
IR, RS OIERDED SN2 EIE, BEHIC%d

LHEIBBIIRETL L,

SHGHE. EMMICERES EERL. BREER0 Sh
HIIE, MY RREETI 2L, T2 BERTHDLEEL
T ToaBligz i) 2 &,

8.6 BMLIHEANDH LbND I EWHHDT, FBHI 4 L\ EH.
WG H: 45 D RV IISE IR S b 72841213, ER 2 ICEM OB 5
EZ5 L) BBEIRET L, [11.173H]

8.7 53 AWAITIE, A, JREEZ EHIICHRA L. R ORHR
FREDD . EDPA TR BE I, ER IO EEE~D
Wokzzafr)z L,

8.8 Sl 7x MUBE T MRl BRI PR IEAE AEAL S 2 B33 2 O
THEETAHZ L,

8.9 AHK & MR RIFHZED P I B B ZathidMEt shTovg
Wy,

8.10 KK DA MKS T 5 DPP-AREH] & GLP-12 /B3 1%
WFNRSGLP-1Z B R Z A L2 MBERETEHZ4A L Tw5, W
#% GFH U 72 B o B R BRI R 1 72 < o AR e OV
FAENTVRV,

O HBENEHEREZEII2BREICHETIEE

9.1 AHHE - IEEZEDH 2 EBE

9.1.1 DARELREDN B ThDH 5/ DHFE,. BOE. DOBE. Sl
EMORBEOLREDH 2 BE
MEBRIMAEREOHMI L DV OAEEZRESELIBEINDDH 5.
[81. 1111, 11.12%H]

912 RIMFEFRITHThDHBUTDOEEL - I3IREE
T AR 2 SRR AN 0
AR RUIREE. HLERCIREE. ASHIHZ AdER, AFHEIEO

AR FEGGIRED B
CHMLWHIAERE L Cw b EE
CBEEOT VI — VB

[8.3. 1L.14%M]

9.1.3 IERFHNOEEAER IZIBEAEDEEEDH 5 BE
HHEZRITBZFNDD S, [11.1951H]

9.2 BiEEREERE

9.2.1 EELBHEEEZDH 2 8E
BE LW & (24, 1661ZH]

9.22 BipEIESEE (EELEHEETRELKR])

A DL o B REEE T, PEtOBEICX Y T e ) T
COMHBEN EATLZEBZEZN0H 5, [71. 16612 H]

9.3 FFiaERE=RE

9.3.1 EELITHEEREZEDH 2 BE
B LaWI e, EF 7Y VI EICHFBTRBSINS 20,
ERTABENDDH D, (23, 16625 ]

9.3.2 FF#pElE=SEE (EELTHERETRE LK)

Ed 27 g iR TR#E SN 20, ERTLIBEN
W bo [16625MK]

9.5 1T1%

TR SOIER LT W A TR & B etk id 5 L nwa &,
Ed 7Yy izonTid, 7y MEETEENE S RETIE,
40mg/kgll EOBTIE - BIBET RO &M, HAEROAFEED
AEAS, 7 FR BRI SRETld. 160mg/ ket THENY
OICNITEREDNENZENLH], IR - BB CTEROFERA LN
TWwhb, 72, 7uZ7 ) 7F Tk, 3R (5o b)) 128
W, JRBEEEAHE SN Twb, [278H]

9.6 ®3ILIF
EREDOGREER ORI RBEOEREEEZE L., I OMEE X
ke a2, Tu ) IF o RCEF T ¥ UT
X, 9y TR ANOBITSHE STV EY,

9.7 NR%

ANBEE R G & U BB I L TV v,

9.8 S
INFEFTOEF 7Y F v ORGREEZEED ) 2. EEIIHES
T5Z e, ARSI T LCWwS, [7.3, 16.6.1-16.6.3
2R

10. HE1EA
10.2 EHER (BFRICEERT S L)
A4 FRASER - 3EELE | B - fERET
PR FH 25 IS % 533 % B2 | HEHIC X b MR R
ANVEZNVT LTH DD Do FEIZ. AV | TIEHDEEET %
RN A A Vo | RV LT HIEA | BENDH B,
WARAESE VA EFNE T
a-7NVavy—EMl|s%4. KilkEo ) 2
5 7 WWINT 5B END
E77 A4 FREA | HD. ThHOFEHD
GLP-1ZAAMEEN S | R A M35 2 &,
SGLT2BH5EH
4 YA v EH
[11.14%08]
PRI E O MAERE T (AR T3 2 B2
TEM BT 234 | HH 5,
B~ 3E
) OV EE R
E 7 I UL E
[H 5 35
T4 77— ROHE
IR INLE 3 e 38
R I
Bl PR T 2 o OB B T | RS AY 1 -3 2 B 2 4 | RIS & 0 bR
TE 2559 2388 |25 %, TAEH2SKES T %
7TRELFY BEINDH 5,
BB H B RV E v
HUARALVE Y &
V7 7 v EY VEOBRT ASE T VT v ET VL
CYP2C8% #5383 % J6H | BRI % T4rCBIZE L. (IR T 5L ¥ F 7
PRI CEFZY ) 7 DAUC
Vo EWMETLI L, |DBANKT TS L
DIREDD B o

1. BMER
ROFWER DD S5O b EDHDHDT, BlgExE 51247V,
BRHIRD LN G %2 ik $ 5 7 &) L & 4T
5 :— 2:0
111 EXLEMEA
11.1.1 DFRL HERH)
WEHDLVIEIRET LI EDHLOT, 5 TIREBEZ 5
T, PIE, 20 REREN. OARSREIR - 8 (B8h, B
P DIEBR, MKEE) A sz aicidikg 2k L,
V= TRIRANEZ R G550 EBEW A NEEIT) 2 & FRI
REREDOBZNDH 5 LEEOBHICIEETALI &, [21.
81, 82. 9.1.1xM]
11.1.2 208 (BHEEAH)
PEERIMAE RO L 2 22 ONLFERH HbILEL I &S
HHDOT, BEETHIATV, BEFRD SNHEITE. W
HHLIVEITIET A2 EHEYRNEEZIT) T L, INHONLE
12 & o THRERAEE L 2 WA I, LEISE LTV — 77
RA (7at 3 N of5%2EETL L,
B, KHEICBWTEF 7 ) ¥V VI X 5 REORBNE &
SNTWD [EF 27 & ENERRE : 51%E4.2% (29/687
B, PE12.2% (83/681B1)]. F72. ¥A 7Y F Ik 5%
JIE D FEBUBRE N . B bR VE R IRAE 45 DR B C10.4% (44/42281)
BE RGP RR R A 0BT 11.4% (39/342610) . BRI VEEHE &
PEBITL10.6% (30/28261) TH V. BERIFMADHEFIER X IEFR
SEBNC B WEHINICH B0 NS DIEBINCH > TIZFEH DT
BUCKCHET A2 &, (21, 72, 81, 911, 11.28MH]
11.1.3 FHgRERE. BE (BUEAH)
AST. ALT. AL-PE0OZFH L v EH %2049 IR, #E)s
HobNLEZEDRDH 5,
11.1.4 KIIKE (0.1~5%Ab0)
KIMAEDD S b D 2 WD D, EIMBAEIRASFED & 72354,
KA B D P LT 2 BERIE SR — IRk 2 005
LV ET AR EEEICHESGT LI L, B, DPP-4fHE#l
Ty ANVKRZVT LTHRIXIEA » 2 V8K P CTHEE R
MBS IR 2SS H b, Bl kz kI sh i,
R IMBEAEIRASTRD SN a ik, HE &0 AN ZEN S ¢
5 EWYREEATH) 2 b 722, a-ZNva vy —EHE
HOPHREE T o fiZ 5352 &, [83. 84, 9.1.2, 10.2,
17.1.1, 1712, 1721%H]



11.1.5 #EHRBE (FUERH)
AR B CK L. My RIRP I A 7y Fo 24
BT HEBHRIEDR D S bNEZ LD b,
11.1.6 EEMMRE CHEAH)
WMk, IR EE, FEEG MSF o R (BT S s hz
WA, ER I EXH. WECT, M~ — 7 — S0t
FEMT S L BEMM RS SEDN YA S 2 hIE L.
BIE R E ARV E Y HOFRGEFEOBY 2 WEEITH T &,
11.1.7 2R CHEEAH)

FEBEI B LW, TEIHAE o0 LR SRR b A 1213k S
kL, B RLEZ1T) 2k, [862H]
11.1.8 BEHMIERIE(RE (Stevens-JohnsoniE

CHEAEE)
11.1.9 BEAZE (BUEAH)

RO, . BT 2180, o RE A0 5
N alcdgks 2L, BYRREZ1T) 2 &, [9135H]
11.1.10 EXAEE (HEAH)

I, O SASERD HbNAWGEITIE, RIERE &ML, %
Ladikd 2% E@ R iEE 1T 2 &,
11.1.11 Bi&BEOHR
11.2 Z DD EIER

®E#) . AN

0.1~5%A i BEAH
Iy A EHIERIRA MR
B M -5 DR, OEREE. BiE,
PR EK, B RL
WBOAE 5. B, €| LARS
I ¥
HIba JE R . A | L - MR, HEAPLUR. U
. BE%k MEdw. S, TR EHOUE. AR
AR
Ve AST. ALT. AL-P. y-GTP® L
5
AR [ BE. Lo [ o F v, 550X, B, RA. &
Bl&
Z DA BHEin, %W | LDHK O'CKo 5., BUNJK A Y
T AD S BEARTAIV YT A
DT, RERFIREHOH N, &
MRS 2, PAfIE. 55 2. 287k
B B A R ) B DR 9 T Y B > T
b BHFD | BER IR B IE O 5
i 313 )

1) MR %2 I (3 JICIEAREE) 24TH) 2 &,

#2) MEOBRRBE T, KB CTEITFOFRBUEE FAHED 5
nTws,

113) i, AEMINCESTHSbh b Edd b, HHKTEHD
BRI O N7 WA T BETRIE O W HEE 2 £ 8 L wiy) 72 i 2
192, [111250H]

13. BEHRS

13.1 &
TOrY) 7K LT, MEGENIC X 2 BRFEAHTIE R
LEXOND, (166150

14. BRALDEE

141 ZRIZFBEDERS
PTPEEDOIEANIPTPY — F 250 ML CTIRAT 5 & ) fHiE
T8, PTPY— FOBMKICE D WM E B R A~
FIA L. BIIxzEfl% B 2 L TR Je 5 o E i 7 A PHIE % BF
BTHIEDNDH D,

15. ZOMOEE

15.1 BaR{ER ICED < 1E$R

15.1.1 YR CHERGE L 72 B R BB 2 xb G & L7222 mge (10451
DORBBE TR — FFFE) I2BWT, ¥ 270 7V Y olEkE
) A 7 ICHEIEI e A B RO SN b o 7208 BEE
DFEHE) A 7 BIMO W REYE % R IE T 22 L M s hTw
%29, [855H]

15.2 FEREARAERICE D < 1E8

1521 59 PR ZIZEF 7 & 2 %247 F s HIRE %
HLU#BETIZ. v PED3.6mg/kg/H LU OB E S
MRAh b, [855MH]

15.2.2 FKIEME R IRIESRE (familial adenomatous polyposis : FAP)
DEFNVEWTHAMInI T ALY L7 ) ¥y ofi# (o
FVII RO Z)FY ) #FORS LEZ A,
JEBE OB KR E L EBR SR OREDRD B0,

16. EYBHEE
16.1 MAigE
16.1.1 B A% E

egE AN (3161) 7 ) FF L/ EF T ELT
25mg/30mg (Al&$edk5) Xid7uaz ) 7+ v & L T25mgh
YL 7)) % e LC30mg (HWAIBHES) #7024+ —
N—EICE D IHIEHE A CHEEORYS Lo T7az7) 7
FURBAE R F 7)) 7 v REACR O I b R R 1%
PUFDEBYTHY ., EWFENFERSEIRD 5h72,

e—eAHIES (n=31)

160+ o—o BAIARS (n=31)

W\ WSO N

o

*
40
20
02468 12 16 24 36 48 72
BEHOBRE ()
(ng/mL)
1800
e KHlIES (n=31)
1600 o—o HRIARS (n=31)
1400
E
#1200
7
4 1000
v/
> 800
S
i 600
" 400
200

07468 1216 24 EY 8
BEEORE (h)

Taz) TFYREARR O F 7 7 v REALR O A
IR

72 ROk SHBoTa ) IR REE A7) 5
VREACER L T HEAHY (M-I ~1V) O3WEIREAN /S5
A—F B TEROEB)THoT,
THZY)TF Y OEYEEF T X —F

72

N Chmax Tmax AUCo-inf T2
WEWH | (o/mL) | () (ng - h/mL) | (h)
FZEALIR[1356£329  [21+20 1.8002+2276 |183+28
CEfiE + Bl )

EF 78 OEYBEFN ST X —F

- Chmax Tmax AUCo-inf T2
WEDR (g /m1) (h) (ng - h/mL)  |(h)
K2k ]1,2157+3730(28 14 13,2017 £3332.1(92=7.1
M-1  [386*136 |74+22 11366+4637 |156=78
M-I [2333+623 [161+53 [12521.6+32114|298 =81
M-V [5617+1294 [152+36 [30022.8+69139(283+6.4
CFIfiE + R R 22)

B, Wistar fattyJ v b THAZMBHL FEHICBWT, €4
7 & ORFHM- T~ N ORI RZAER L ) 5555 720
16.2 RIY
g A (116 7 FF v/ EX )8 E LT
25mg/30mg % ARG L2, MaE TR LIkl Tr e
7 T F Y DCmaxlZ16.5%HI . AUCIZ65%IKA. ¥ A7) &
¥ DCmaxlF209% M. AUCIZ1.6%i%A L 727
16.3 9%
MC] 7a2 9y 7F v %2001~10 u g/mLOMEETY M ISR
MU0 \mAFEAHRIL, 282~384%Th -7 (in vitro) 7
MCl ¥ 7V s rEe Foldlil. 4%k MILET7T VT I ViE
WICHERML O BELEERIE, WTFRH8%U ETH - 72
(in vitro) ",
16.4 X3
7 a7 ) FF 2 IECYP2D6IC & 1) N-iE 2 F MALE O 16 AR
M-TiZ, F72. N-7 £ F ML & 0 IEEHEACH M- T AGH &
N5, M-I OM-TOAUCIKZNENMSER T 7y 7F
D1%RI T 6% AR TH Y. IR HMERHW TH - 72121,
F72. 7U7 ) 7F L IZCYP3A4/SITH L TRV BHE/EH & 55
WHEER 2R L7225, CYPLA2, CYP2C8. CYP2CO.
CYP2C19. CYP2D6% %23, CYP1A2, CYP2B6.
CYP2C9. CYP2C19% i L d» 72 (in vitro) s
¥4 279 % I3CYPLAL, CYPLA2, CYP2C8. CYP2C9.
CYP2C19. CYP2D6. CYP3AADBE O/ T MM G Lt —F
VERDOBZE, =5 L v omt. = F VRO & F 2T



TM-I~VIIZR# & s, 72, €+ Y %V Y IidCYPIAL
CYP1A2, CYP2A6., CYP2B6., CYP2C8, CYP2C9,.
CYP2C19. CYP2D6. CYP2El. CYP3A4iZiz L A L% 5.
2ol (n vitro) 9,

16.5 HEittt

16.5.1 FR ekt
RN (8%1) \[c7a s ) 7+ & LT25mg% 1 H1E7H KK
EREO G U, 52160 coTu s ) 75 v O Rk
PRAPHEISRIZ728% CTH - 7217 F 72, EFEKA 8F) 27w
7)) FF e LC25mek BRI Lo 2 )79 v A
bilO 7L/h (178mL/min) TH» Y., 7)) 7F v ORbHEIC

I, FEEDN 2 RANE W O G- RIE KB 1810

EE'%BZ/\ (1461) \C22gREic et 7Y ¥V v & LClH30mg%
KA G L7z, JRACIEE & LTM-IV~VIZHE S h,
P55 4815 1 F T o REER PRI H30% TH - 722

166 FENEEEH T HEE

16.6.1 BHEgeEEE
BRREDORENE L L ANICT R Z ) 7F & LT50mg% HilAl
RS- L2 O AUCIE, 4Eih & PR 2 35 & & 72t HE s A
LI LT B ER (Cer=30~50mL/min. 6f1)
“C“l;tZ.M%\ B EBRRER EH (Ccr<30mL/min. 661) Ti3.2

VORI RS (66)) TIX3SEHIM Lz, /42 TaY
U#%xdﬂﬁ@ﬁB B2 I G 07 2%h B2 E 2t (ot
FAT—%), [24. 71, 92, 98, 131&H]

W) 7u ) 7 R EFBRERF OENARHRIZ T 2 )
TF L L T2mgTh b,

16.6.2 fTiEEEREE &
rprAg EE IFARRE R &% (Child-Pugh™ 2 2 7 $37~9, 8f) JU*
TERERR N (81) 1 7D7U7%zktfﬂh@%$@ﬁmﬁﬁ
U7z, th S5 R AR REBE S D Cmass AUCIE. fBEHER A & iR
LTENENT.T%. 10.1%7529‘L7’*”) (MEANT—%), [2.3,
9.3, 9.8&M]

W2 CYLVEY, 7T Iy, PTHIZINR, FFEEMGE. B
DIRFED S A T TALT 5405

16.6.3 EE
flekfe 22 vl (655 L L8O LA T, 861) R UOIEEkEE (20024
E35LLTE, 8B) I a sy FF e L T25mg % Ml
H LU 7:WE, % OCma, AUCIE, FEEEE & I L TENZE
N47.7%. 30.3%B4IM L 722, [7.3. 98]

16.7 EYMHEEER

16.71 7AJUTF L EEF TV RIS
fEdE A (3061) IC¥F ) ¥y (CYP2C8EHE) LT
4Smgh T a ) FF & LT2mgx 1 H1E12H B EHRS- L
7o 3x37u At —nN—=E), ¥+ 70y ReTarsy
70‘9‘_ > @D Cmaxs AUCL:ﬁ:)ﬁ%‘:Lﬁ- Iz L5 ﬁﬁ%ii& % ﬂfrﬁ‘o f:24>
MEATF—%),

16.7.2 7ATUTF > EZDDOEE
Tar ) rFrEFA A7 7Y (CYP2CS, CYP2CORH
#). 7rvaFv—n (CYP2COMEH) ., # haFv—i
(CYP3A4RHER]), Y7 a ARy ¥ (P-HEAMER]), 77
4~ (CYP1A23:E). v 779 ¥ (CYPLA2HE, CYP2C93k:
B, CYP3A4RE), ZUNRY 2753 F (CYP2CORE)., VT
%I F (CYP2CO#E), FFArua X Mv7 7~ (CYP2D6#:
g)‘ I7VT L (CYP3A4IEE), 7 MV NA ¥y F~ (CYP3A4

FE), TFNVT ATV —)V (CYP3A4EE), / VT
]\ oY (CYP3A43:E), 7%V 72+ Vv (P-HEHAIY),
VaxTr (PHEHEAREE, B, 2 MRV I Y ET AT
T (BRI, K7D R—2 L oY AR 2 a7
5. WTND PR G-OREIEA S N 0o 725 (SHEANF—
9%
1E3) KZ)RK—ADRHANT—%

16.7.3 EF TV 2 EZDMDER]
k7Y Ry 253K (CYP2CORE), 77U 75
U KR (CYP2C9RE) . * Fahn I v (BHEE) dKRZ7 ) K—
AL O MM EAER % ME L7225, wihd xS ope
EA S N1 o 72575,

17. BEEREHE

171 BIHUROCRESMICET 255k

17.1.1 BN I/ TIHERERR (CESFHRIERER)
FHEE, EERGEICMZTEX 7Y ¥V 2853 5 & il
3V b= VAT 2B R R RS, TRy TF
V& LC25mg#& 128 MRS (1A 1mEEh) L%
HRILEGRBR ORI TEDOEBY) TH - 72%,
FIVER BB E X7 a7 ) 7F »25megbf &% 55 T8.8%

(10/113) T . RO RIEHSEBHE1209% (1/113) T

Holze EHEWEHIE, #IE35% (4/113) Thoize [11.14%
Hi]

KA 708y EORMRBOME (12:8F)

HbAlc (JDSMHE) |Z2HEIRE iU LE1% B 210 [ i
R ()] (mg/dL) (mg/dL)

BTGRP D] pemoe RGP | igoe |[RFTDD | g o

opit |FIE g | gy | BRI
e | -019 24 15
ity 0 | 004 |-078%| 268 | 165 | =481 | -370
e [-0.90, [-228, [-486,
Smglign| 097 | -066) | 189 | -102] | -415 | -253]
) ST =004 +21.0 +39.3

D) BETFEH CHRE L ETORZEA LA = ik,
LOCF(i: (Last observation carried forwardi:)

H2) ¥l + B 25, LOCF

73) p<0.0001. [ 1 1&mif95%7E HIX 1t

4) FENTR SR OB

17.1.2 BN I/ AR (REBMkGIR 5 5ER)

LR17110 ZEERILERBRICS I L - BEE SR T O s
FF & LT25mg% [l — M T2 B MR I3 5 L 7256 5
HbAlc (JDSHH) ®#e5-5id S o bR 13 —0.65+0.66%
(16560, “F¥fti + ¥ ZA) CTH O, DELMmpET >~ ho—
VRSN,

#:1) LOCF

BIVE T SEBU 1 1325.5% (42/165) Td 1. ARIMHE O BIVE N S8 3
HE120.6% (1/165) THo72o EARFEIEMNIZ. H#E3.0%
(5/165) BEIRFEPEMIIBAE . KA MEFME, T -5 A59%1.8%
(3/165) THh o720 [11.145H]

17.2 RERFTHRAEE
17.2.1 SGEMRTTIRER R HBR

A, EEPREICIMATT e S e LT2mek %Y
T2 I - O — VDA 2 2B R R 2 R, K
F 7 &y LT15mg X i330mg# 1638 M P& #S (1H
IR T ER) LA EHERIEERBOM T TR L
BYTHo72",

BIVEF BB Z Y A 7)) ¥V v 15mebt % 5B CT13.0%
(9/69). ¥ 27 % v30melf 5 HC194% (14/72) TH
0. RIAEORIEH A SN o7z EREERIZ. €47
V) & 2 15mght P58 CRERIN4.3% (3/69), ¥4 7)) 4
Vv 30mg bt ¥ 51 CiRE6.9% (5/72) . KA FIES.6%
(4/72) B OEERMA2% (3/72) Th o7z [11.14BR]

Yt 7 5y L o RO (163HE)

HbAlc (NGSPfii) (%) |ZefgisIpE (mg/dL)
I AR LT T LA LT P
TaryJsrFrs
25mg ¥ G- 0.00=0.08 — -19+26.0 —
(n 69) d‘_4
< 4R P AV A -0.80%) -20.6
15mghE % 5- -0.80%=0.08 [-1.03, -225%+36.5 [-314,
(n=69) -0.57] -99]
< /AR P AV A -0.903) -29.1
30mght ¥ 5- -0.90 =0.08 [-1.13, -31.0%+26.7 [-3709,
(n=72) -0.67] -20.3]
W) BHETREHCTHEL 2 EToPBEEATIEE £ fEIET

LOCF#:

i¥2) P = B R, LOCF
1£3) p<0.0001. [ 1 &7 f95%=HAIX [
i4) T RIEH OBIR

18. FERpFEIE
18.1 {ER#F
FagurFr)

TUuZ)TF I EEOREFRIOIEIC X 0 BE S S M5
WENL T NA T URERTF F-1 (GLP-1) # A5
RPFINRTF ¥ —¥-4 (DPP-4) iz MHET L LICX
0. GLP-1DIi il % FA S8, B EARTE I (B 5 0
4 VA U &g B

(EFTVaI2)

A7V i34 VA VSRR A VA VEEATRLIREIC
TERLTA ¥ 2 VIRPUEZ B L. FFIC BT 2 58 5 A4 % 3]
L. BRI BT 2HEAH 2 SO EZIKT %%, ZOfF
ik, 4 v 20 YEPEO ERTH 2MIEN A ~ 2 VG



ERBATRILT A LICX B LS8,

18.2 DPP-4(C3%3 ¢ 2 BHE(ER

18.21 77 ) 7F Vi MAEFDPP-4if 1 % #IUNICHLE L
72 (ICsofti : 10nmol/L) (n vitro)

1822 i N Ic 7T 7' FF v & LC25mgk HEREI 135 L 72
B, % 52485 O DPP-4F1 £ 51381% T d - 721¥

18.3 JEMBIGLP- 1R N{ER
R, EERE R EET A DM Y MO — VAR5 72
RO RIS B 20 e 7 a2 7F v & LC2mg % 1238 e
BE QHIEEAR) L7 7R RomE sy 8
HBRERR) CBWT, 7 RFEH5HE LT, HHER
GLP-1i 1 A7 57 i As380 H 7219,

18.4 MEXZEEA R U T HERESRZEER

18.4.1 &k, WEBEZER T2 bz >~ b o — A+
TR 2R R R E RN R T O s ) FF e L T25mg % 128
RIS (LHIMARR) L7 7 Rt Hm
B HEZERR) BT, 79 R ESHEE T, &%
A D HEATRD H 72,

18.4.2 — Wi fx L 7z JE ML 280 pE R % € 7 v (N-STZ-159 v )
T OS2 UBE bR 9% € 7V (Wistar fatty s v b) 17wz )7
F AR EPREOERG L. S5 1IRERBIC 7V 3 — 22085 L
ToRERARTERER IS B VT, PR RE R AR S 7z,

18.4.3 W e EIEHE % 29 A I 2 BB % £ 7 v (Medb/db~ ™7
2) WZBWTC, 7arY TF U RNEF ) F ) &SRR
PEAER G- L7216, HbAlcOAMMP AR, M4 7 v o — Ay B
OMFEMHIRT 25580 SNize T2, BEHRMAREBZOBEA >~
A VAR D HITRR R HNATRD & iz,

185 1 > A VKM% EER

18.5.1 £ ¥ AU VkPitE &4 L. HEGALEE R Cd % Wistar fatty
F v N RO TH B Zucker fatty 7 v MCEF 7)) ¥V v %14
HR$S- L, 200 Eflc A Y 2 v &L L2 A, 4
YA Y H B O MK T OBiEA R0 572,

18.5.2 ¥4 7Y &V VIF GG R R G T db 5 KKAY~ 7 A DA F
DT =4 55 S OVRI S AL BRI RLRE o #0810 1 45~ o>
A 2 A FIBRIE ORERLY A A % BN & 2725

18.5.3 ¥ 771 & V" AN BUBE R G C & % Wistar fatty T v b DT
5 OFEREAEZPIHI L. RS B BHEOFIH % b 727,

18.6 RIHMEMEICH T D1 > XU (ERHERE
Yk 7)) & i3 Wistar fatty g v P OB L I AHIZBWT,
A4 YA YOEM (7)) 32— VS OB CHEE) %84
L7z (ex vivo) ™o F72. Wistar fatty 7 v s OFEISHJE PG
IR EH Sk 0 HBERR Ll B W, £ Y 2 Yol (ZF v
I — ALK ORIEE A BOTHENE ) # L7 (ex vivo) °Ys

187 FFICHB 514 > X {EHEM®
Yt 7)) & vidWistar fatty g v MZBWT, FFCIBT S 7V
IFxF—EOFEEZ ML, FNVIT—ZA-6-FAT 7 ¥ —L DK
PEZAET S8, PR ZHH L7z Gn vivo) @0

18.8 f > R > SRKIEHERE
Yk 7)) & ik Wistar fatty T v b OFEHICBWT, /KT L
72 A VA VZRR A VA VEFARIEED) L EIE
FALL, FAT7FINA ¥ b= -3-FF—EDifthz it
X7z (in vivo)

18.9 TNF- a FEEAEMFIER
Yk 7)) &V vidWistar fatty 7 v MCEERD SN 5 FEH TNF-
a BEAETCHEERIR L, S & IEAT L CRs ks 2 Bk L 72 (n
vivo) 7,

18.10 FE BN E(EAR
A7) 7 x4 v A P E AT % i R 2R B bR
FIVEW (KKAY< ™ A, Wistar fatty 7 v b) 12BWT, &l
PEROEA v A VIEA TR L72e — 4 YV A) Y RZD1
EIPERBETVEY (A ML MY Y UHERBET v M) ORI
B IE® S v b (Sprague-Dawley T v ) OIEE MM X6 H
BIRE LD o128,

18.11 M¥ERES=1EA
A2 YPUEE A L. TERERER S % /R 9 Wistar fattyZ v b
K OZucker fattyg v MI¥F 7Y ¥V v %210~12H H#HS5- L.
0MF MBI I NV I - A% KOKG L2 hH, FVa—2R
PG HoMSE 7 Vv a— 2 EAOWHIK A » A ¥ 5o
BIRATHED B 72500,

19. BRI ICEAT 2EB{LENAER

(FaJy)7F o REEERE)

—We T a) 7F v HEmRN (Alogliptin Benzoate) (JAN)

1t % : 2-(16-[(3R)-3-Aminopiperidin-1-yl]-3-methyl-24-
dioxo-34-dihydropyrimidin-1(2H) -yll methyl) benzonitrile
monobenzoate

73 F3 0 CisHaiNsOz -

53T : 46151

AL

H

)
N CN
f\ N /\@ ©/COQH
Ak,
CHs

PR - 7w ) T R HERE A~ ok o R
KCTHbo VAFIVANEF Y FIZRRETFRT L KL A
F = NIZRRBE T, TR MY MV ET Y ) — v
(995) 1ZHEIFITL vy

Rl 1825

(EF T &2 8RR

—f4 T €F ) & o HaERYE (Pioglitazone Hydrochloride) (JAN)

b4 (BRS)-5- [4-[2- (5-Ethylpyridin-2-yl) ethoxy]benzyll
thiazolidine-2,4-dione monohydrochloride

413 0 CioH20N20sS - HCI

39290

C7HsO2

LA
H
HaC = "N S
| /V/O “HCI
A o NH
0
RUSEIGRMEE

PEIR @ ¥ 70 & VSRR 1 P B oS 5L OB R TH
Ho NN-VAFNVENVLT I RFLIIAS ) = VIZRRBEITRT
v 2F =)V (995) 1ZHEFICL L, KITIFEAEBT WV,
0.1mol/LEEE I o NN-V A F VARV LT I N
(1—-20) 1dhEttEz RS v,

Bl 2 193C (49 a)

22. ‘@i
(U FNIVEEE§ELD)
PTP 10082 (10%¢x10). 500%¢ (105 x50), K (5008835 )
(U FXIVEEE$EHD)
PTP 1008 (10%€x10). 500%¢ (10%E x50), M (5008E/%5)
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