20204 2 HERT (55 1 1) BN DPP-4fHEH /¥ 7T F 4 FRIEHEH A AR i i
— 2B PRI T — 873969

7ATITFOREBERIE/ A bRV VBRI A5

AN ;3 4 T P INIY, N =t i

INISYNC' Combination Tablets

R I RE &2

BRI ¢ B, LB
W) T - R ORI L) T L

RS | 22800AMX00681
oA LS 20164114

g

H

1 AMRIVIVICKWEELIBT7 O R—Y RERBIFC
EDHY, REICE-FABEMEINTVWS, BT
K=Y ZFRBIULRTOVEZFICEBRELEVI E, [2.1,

2.3. 8.1. 9.2, 9.3. 11.1.18H]

1.2 BHREBEIFEERENH 285, SHEICRET
BHEICIE. EHNICEBECITBREZER T EEE
ICRE5ETB &, FICTmU EOEERE TS, FERED
BEEERICHNTEZ &,

[8.1. 9.2, 9.3, 9.8. 11.1.1ZHE]

1.
1.

2. B2 (RNBFICEH/ELEVWIE)

21 WISRTHE (A NIV VICEDABET Y F—Y 2%
LR [11. 81, 1L1LIBH]

AT Y F— YV AOMEOD L BE

- WIEOEFHAERE® (eGFR 30mL/min/1.73m*&il) » b
5 BELENEE EEEN % &) [92150]

- WIEORHREREDH 2 B [0312H]

SDIE R MRS EORE (T a v 7, OLAE, O
WMigE, Bigeess) ob 2 BH LU Z MO IIE
FREWRTWIREEICH 2 8% BRI OITHEIC X Y
FLIEPE A AN 5 0]

- BEAIE D B I BACGKE RS S b BE (T, TE
550 TGS H 2 BE, RIS 2 B35 5%)

BT IV a— VIR B 5 RO EHED VK
T 5. F72. BUkKIREER KT 0B 5] [101B1]]

2.2 HRES b— A, BERIEVEERIE OIS A ERIE,  1RURE R
BE . 4 v A VI X 53R 0 % w MU O & 1E A%
HE DO TARRNOB G 13#H S v, ]

2.3 WiEKYIE. FaI#, BERIMEOD 2 BE (1 VR
U UTESHC X B L N5 O TAK OH G138 X
Ve Fo, AMKRIVIVIZENIABT V F—v A%RD
LRdwvo] [1.1. 81, 1L1L1ZMK]

2.4 RFARIREE, HLAHCIREE, FEISIREE. BN EAREREAR 4
TITEIE A 20 BE KIMEEEZSTBZNNH 5]
[11.1.2%H]

2.5 MR IR L T B AT REE D b B & [958 -]

26 KADEKEDXIZE 7T F A4 FRIEHNT 0 L@ ioiE o BE
RO D 5 EH

3. #RL - K
3.1 #HE

4 L=V riast

AR | 186
707075 BAEREAmg (TR TF Y EL

T25mg)
A bRV I U HEEES00mg
Il Wit ro—2, KFEFY, ZuaaRE Py, 257

YUYW T AT Aa, eFuxu—2R, ¥y, BiL
F ¥ v =k

3.2 WAEIDOERK

Wit L=V rEast

illA TANLKI—F 4 VT

giFof | Bukf

AT — F

TR (L)

% 4:Zy7Méﬁ

mm) |137
mm) |87
#6.6
#9631

B
JZE

[

4. SHEEX (I %HR
2BIEFR TR
L. 7OV TFUORBEBRIERV X MKRIV I VIERIED
HRICK 2 BESEY EHE IO 354ICE 2,

5. MBER IR EICEET 5FE

5.1 ARH & 2RBRIFIEH DO H—FIFE L L THWRWT &

52 HHIX LT, UTOWEIC, AROMHZHET L2 &,
T ) IR vREERE (7us) 752 LTLH

25mg) MO A bV I UHIERE (X AV VR E LT
1H500mg) % HFH LIREIZZE L TW A HE

cT7ur) T UREBERE (Tus) 75 LT1H25mg)
HHIOBEHRIS L ) REA 52 E

S X MRV I HEREE (X RoRV I VIEMRE E L CT1H500mg)
BAIOWEIRIC L D RA TS 56

53 AFIEGHIZB VT, ARG T Oy FF v EERE
BORA MRV I VHBEOZHFOIHA LY #EE)TH 52
EIZHW A2 &,

5.4 WEEOBRRREEDD 5 EFH (eGFR 30mL/min/1.73m*LL 1
60mL/min/1.73m?*AKiii) Tl 707 FF VR EEFEEE RO
A NERNV I VIEBREZBREOREIS L TRET 5 % SHEE
LRGP LETH L7720, RS, FHA O %K
sz e, [81. 922, 1111, 166.15M]

5.5 KA DM IZ D & 2> CORIRIFIGHEDIEAR T 5 Afigeihs, &
Bk % T ICAT 5729 A TR DPA T3 BIGE TR Y B3
é: (1_:0

6. BEARUVHE
EHE. RACRIHIEISE (77 ) FF /A MRV U
i & L C25mg/500mg) % R i L BB ISR S3 5,

8. EELEANIE

81 A MKV I VI FNICEELABLT YV = A %2RZITI
ENDHBH, VAT E L TR, BHEREREE, HFHkEE, K
B 2 ME & fE VR 3 WIREE, Bk (RIRIEH %45 % 35l o i
MEEL). BEOTVI—VER, BYE. SHESrmsh
TWb, B2, Bk, BEOT7T VI —VEIEICL ) BEZOR
RPRETLIELHLDOT, UTOMICEETAHZ &, [11.
12, 23, 11.11=M1]
(1) AHIOPEG-BAMGH KO ZF D% b G HidEeic, Bk
(eGFR%:) MONFHAREZFER T 5 & & 2. BEDIREIZ 4
HEELTHRISOELZMRT LI L, 2B, EES. o
ELREBEPLELLEICE,. XYVEEICHERT L L,
[21. 54, 92, 9.3, 9.8&MH]
(2) BARIEIRA D SbNGaicidE 2k L, @y 2 g
w119 2 & FURMER 2 A3 236%] (FIIRAD. SGLT2BHEH]4%)
L OPFHIECIE, SFICHKICEET A2 Lo [21. 1025H]
(3) AHIOPEG-BAUGEK K OV F D4 b G HIEEWIC. DT oW
HrEBEROCZEORBFE T H5RET L2 L,
CBEOT V= VEIRE RS 2 [21. 101BH]
S FEEG MR MENE, AREENARFORFAR (v 7 TA)
DOWFIZBARES B S SN S 720, —HRMAZ L. Kl

g
218

3
e




KT A2 &, (21, 91281
CHMET Y F— Y AR (HEREE, BRE. A%, B
W) dhSbhzRalid, BT s2 L, (1111
]
(4) F— FEEAZHOTREZIT) BHEICBWTIE, A MK
VIVOBMICEVIMT Y F—v A2 RBITIEDHLHDT,
MATIARA ORG- % — Bk 322 & (2721, A
WMAEZAT ) LERDLHEERL) . I — FIERAIPG 481
BAROTHEZHB LW Lo b, H5HEAKIIZ, BE
DRBIEETHZ L, [10288]

8.2 KM Z 2 Z B2 N2H 5 DT, BEIIH UKIMUHERER & O
ZOMNUFFEIZOWTHFHM L, BEEZBRIEST L Z &,
[9.1.1. 11.1.2ZH/H)]

837U ) 7rF L ICL VAL HSEDLNDL Z EDHBHDT,
FRE 22 B LR MR 0 VAR & b7 a i,
HWRNCEMOBEZZT LX) BHICIRETL L, [11.13
Z ]

8.4 AF G5 HE, ML ELMICHAET S L LB, BlE%2 T4
WZBIE L, AHZ2~35 %S L COEDRRH0 861213,
IVEYEEZ SNDERNOELEZEETHZ &,

8.5 KIMBHEIREZ R Z T 2D 5D T. BAMEE. HE MR
FIHRE LTV BB GTHEEICRERT LI L,
[11.1228]]

8.6 AH & MR R TIED P IC B B eI s hTovs
W, [10221]]

8.7 7u ) 7F v L GLP-1Z A MIEB S 1T V97 b GLP-152 244k
ZALMAER TR 26 LTw 5. WAz L 2B o RE
SERRNE 7 . AR R R ETEIIMERE S N T W v,

. HBENERE4EIIREICETEE

9.1 AHHE - BEEZNH 5 8E

9.1.1 RIMFEFRITHThDHBUTOEEL - I3IREE
CAHH 2 AHER, AREREOA L
WML WHRER R L Cw b EE

[82. 11.12&M]

9.1.2 BSAE
AMFVIVICENVHABERT V=Y A2 RBITBEMLLND 5,
[81. 11.1.1zH]

9.1.3 EHMFMOBRERIZBHAENEREDH 5 BE
TOZYTF IV GHEERITEBENYD L, (11175
Hg]

9.2 BiEEREERE
BT BHEEATRA L A MRV I olhiREN RS
e, BT V=Y 2AE0ORB) 27 HEL kALY D
bo Ty 7usZ ) TF yOMBRENERT S, [1.1. 1.2,
98, 1111, 166.1&MR]

921 EEDEHEEEEDH 2 8% (eGFR 30mL/min/1.73m?k
) RIEENERE BEESEED)

BE LRV &, [2150]

9.2.2 hEENBHEEEEDH 5EE (eGFR 30mL/min/1.73m2EL
_F60mL/min/1.73m?k %)

AAN %S, FHAOIHH 2T 52 Lo [64. 81BH]

923 BEDBHEEZEDH 32EE (eGFR 60mL/min/1.73m2El L
90mL/min/1.73m?5kK i)

[81&MH]

9.3 FfHpEESERE
I B B HROAHEAMET L, L7 ¥ F— Y A0 5H
YA DEL AR H 5 [11. 12, 98, 11.11&H]

9.3.1 EEDIBEEESDH 2 8E
BELRVWT &, [2150]

932 BE~hEEDFHEBENH 28F
[81xM]

9.5 117
TR OZEIR L C W A etk & 5 thicid s L wnwa &,
A MRV VT BB (5 b vHF) ThRE~NOR
RSN TEY, —HoBWRE (7 v b) CHRABIMEH
PG ENRTWDEY, T2, HREAB7 v F—v 22 LS
TV THZYTF T, R (v M) 1BV, A
BEWAE X NTWS, [25. 11L1LIBHE]

9.6 25liw
HIFE LR R ORISR EO AR 2 EZE L. 3L ok
ik ERET sl A MRV IVRTRZY) TF 2T,
A (7 v ) TP ABITT LI LhMESIN TS,

9.7 MNRE
ANREER R G E L BRABIEER L Tz,
9.8 ElrE

EEE TTIE, BREE. ITRERESAMET L CwA 2 0%, %
EHAEREZRES LT v, CNODRECIIART > F—
ARBBILRTVOT, UFOEICHEET LI & [1.2, 8.1,
9.2, 93, 1111, 16.6.1-166.3% ]

C ARHFI OB 5 PMEHT . Pe5-AE @ IS, BRI A R g2
HLE R X 0 BN B R IR 2 FEE T 5 2 &0
ANRVIREEAERBENT, RELERD T TRPIC
Pt sz, F/2, IFHREEOETIC X D LEEOCHEENER T
T 5

B BUAGEIR S B ORI E LTS ok E
Watd b2k, BICT5MU EOEIETIE, A PRV I VI
LBAMT ¥ F—V AL WMEEINTEY, PHIART
HbHI DLV, RERGOBEEE XD EEICHKT 5
&,

G Z LT F = EPIEFRHPANTH - TH, FIc Lo T
BEBOEBEMET LTS Z LA HLDT, eGFREH %
BLT, EEICEREOREZBLETL L,

10. HHE1EA

10.1 RAEZ HALEVWI &)

21, 81, 1LLIZM]

5 PEEED TV
I — VI (fKiE) &
WL,

Bl FRARIEIR - E | B - faBRId T
ThaA=) BEOE|LRT ¥ F— v 22l | i B 5 LR
1) ST IEND D KA ORBREHET 3

Bo E7o. Bk
Ba kT EHD
%o

10.2 BRAER (BRRICE

BE9d¢%)

I

AR - H5 T

B - fa bk 1

3 — A
(81, 1LLIEMK]

AT > 3 A LR
CTTENHDH. BEH

PRI & 0 B ik
LT L. A b&

[81. 11.1.1ZH]

b S bl REIZiE,
AF OB 2k L,
WY RMEZIT) S L.

BRI OmWHENE | T 2 W E R AR OG- L 3 ¥ O PEEAE
Fure 4 Yy | ERRICHIRT 2% | T %,
[11.1.151] Y RWEZAT) 2 Lo

FRVER 2 A5 2387 |BKIC X W 2L T ¥ |[FIRIER AT 5
FLRFA Fe3A%RIFTIL|HEAID, HH
SGLT2MHEH % |25 5 7z, BAGEIR |8 A5 A L BLKIR

BIZHDLIEND
50

VIS S
ANKZ I LT H
MR A VA v

Kb % BT 5B
bz, FiZ, AW
R L7 HEIIEA

PEATIC & D Honk B
TER AR %
BENDD 5B

Yok 7 &y K
i

W bHDOTEEE 5
ATV, RIS S
ngmaici. BEo
REZBCLTFT VY
Dy RER T WED D
Wik L, v—T7F
RAI (70t 3 F%)
G5 % Y
W A7) T &,

WARAESE YA R E BT
a-7NaAYVF =Y |54, KLY A

ISH 55 51] 7 SN 5 BZE N
FTINIRER DB, TS OHEFO

GLP-1Z A AMEED S | IR 2 M35 2 &,

SGLT2HH 555

4 A v EH

[86. 11.1.2&M]
FTV) Y REA |FEE BT 2B Z NI X D IEBR M

BRSNS 2B
ENDD b,

PRI IS 0> I B T
e % 8503 % S5
B~ 3E
) OV ER R
E T I UL
F 35
T4 7T—bROE
I MILE 36 85
JNV7 7Yy
E RV E CH
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MmEEPE TS 2B2N0
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BENDH 5,




S FRAER - EELE | By - falRET
ERRIR SO MBS RE T | IS AS 173 2 B2 |61 X 0 IR
TEM % WE T 2384 |25 %, TAER 258583 %

7T RELFY ¥ BENWDDH D,

R R R RV E ~

HURBE A V& >~

PRV E v

FIRHA

¥5YF3F

AV=7YF

—aF Vg

T ) FT Y VHRE

Hl oA

YAFY Y A NAENI Y OER S| B TOEREAD T4+
FIVF 78 WRT 5 BENDD 5 | ik R E
v 5777l D APKFLVIVD
NYFy =T PSS S i
[16.7.3% ] HREA LA 58

TND D5,
11. BMERA

ROBMEMDBHSbNDI ENHLDOT, BEET5ITTV.
BHRRD LN G 2 k3 % 7 &) 2 AL & 17
5z &,
1.1 EXLEEIER
1111 1B72 K= 2 GHEAN)
mrh Lo L&, LB/ Ve Yiglko A, iEpHOE T
HBEIRT. FHABROZ DS\, —HEICHILT 2 BRI
3hEA TH DA, BIEEIR, BER. AR, BTSSR
WHAOENLZEDNL L, TNOEDRERDD SN AEITIFE
LG E I L, RERREEZITIC L. B, BTV
F—=Y 208V RKREVEAICIR, ABOMEHESE2HFOZ
LR MR MERIT) 2 . [1.1. 1.2, 21, 2.3, 54, 81.
9.1.2. 92, 93. 95. 98, 10.1. 102, 11.2, 13.1. 1321%MK]
11.1.2 ¥ CFHEARH)
RIMAEDS S SN Db Z LDH b, DPP-4HERIT, AVF=)
L THIEA ~ A 8K & o P T EE IR RS
b, BEakHAE RIS WME SN TWD, IHHER (4
JAEIR - B, BRI, 8T AR LA
. HEEESCAMAENESEL R EHEYRNEEZITH 2 L,
22720l a-ZNvayy—YHEROEHRIET N iR ST
52k, [24. 82, 85, 911, 102, 17.1&HK]
11.1.3 SRR CHIEAT)
FRfe i 72 5 L Ve, MEIH:45 o0 B8 25500 S M3 A 1213k S
ZHik L, BEYRMEZIT) 2 &, [835H]
11.1.4 FHggEEE. &E CHEAH)
AST. ALT. AL-PEo#H L\ L7248 IFEekE s, #EHs
HOobNLEIEDNH D,
11.1.5 BEEHIERIE(ZE (Stevens-JohnsoniE
(AT
11.1.6 BIBHBERE (FUEEAH)
AR, B CKES. mpRIRHPIFrae y E5 25
e T HHBRED D bbb 2 L hdb b,
11.1.7 IZEAZE (HEAH)
EEOMRL, . RS A 08, S o BE A 5
N7z aicid e 5 2 dak L, @2 0E#17) 2 &, [91381]
11.1.8 EEMME CHEAH)
Wk, FRIEREE, ZEEL MiT oRE (R%E) SEosnh:
WA, R XA WECT, i~ — & — S o
FEMT S L MEMM RS BEDN S 2 Ik L.
BIE R ARV E RO GFEOBEY L NEEXITH T &,
11.1.9 |XEE (HEEAH)
K, HLAEDRH LN, RERE &ML,
Hambd s LB RLEEZIT) 2L,
1.2 Z O OEHERA

&) . AN

0.1~5% A AT

S E BB, ZOHE. LAME

MALEETY | Wik, RS | T, AR, UM, EAL., TR
My BB R, B, THALAS KL
Bk, BBk URsm

I i, HIMERIRA MR EH
MLEREGI, S RRERR

i Hie JFRERE S

Bl BUNL#, 2L 7F=v 1SR

KRR Mo L ovh

0.1~5%A i BUEAW]
(VY CKLEF. 7 P—¥ A, LR LS.
111 R0 R 02NN o5 N 1079 €3
Z Dt [ Wi, L IRK. WP, o F

W ASDOE, BRERE. BINUE
%% HE. I, B, BIEIE.
B, 2K ¥ ¥ 3 VBue@d?
A1) ;7Y F—Y Z0WIHEIRTH B L b DHLDOTHEETH I &,
[1LL1ZR]

H2) BEIHHICE ) €S I VBeOWUREDH 5L b2 L0 5.

13. BEHRS

13.1 fEIR
AFENVIVICIDABT VP F— VAR RIBIEDNDH S,
[1LL1ZR]

13.2 LB

1321 7 ¥ F—=Y ZAO#iIE GREEAKFEF MV 7 LSS K
(EHIFIR) . MFENT S O @) 2 Wi %179 . [11.1.13H]

1322 702 ) 7F K LT, MEENIC X 2 BREIZAHHTIE
HwEEZ oL, [166153K]

14, BRHEDEE

141 FZFRARBFOXE
ARHEF VAT F 2 X FE I OVEHIE L O—w bidbEg 5
¢, AL L THRIRERESN TISTRIE L 206, AHI2
BT 5 DD 5,

14.2 FEIZHABEOEE
PTPUEDHANIIPTPY — AW H LTHIRAT % & 9§
FTHIZE. PTPY— P OEAKIZ X ) BB E A R A
FIA L. WICEEILE B L CHER T 955 o =i 2 A PHIE % OF
BTHLIENDH D,

15. ZDDER

15.1 ERER{ERICE D < 15k
A Y2 IFRELMBERE TR OB G T v o7 v v vk
W FEEA 2G5 T2 LI, RIEIREZ )T
DHEND 5,

16. EYEhEE

16.1 MAigE

16.1.1 BEEE
fEHECN (3261) 27 ey FF /A MRV UIERREE LT
25mg/500mglit & e 7 a7 ) 7 F U 26mgh VX MRV I VI
Wi & LC500mg (WAIGEHH) #2727 0 At —nN—EIck DR
TCHRREOES Lo 7O 7)) FF VR RA MELI VO
MR EHERE B O BB N T A = F I ToE B ) T
B Y. WO RS S5hiz?,

(ng/mL)
1504
o KEIHRS
- o BEIGHRAKRSE
H
Z 1004
7
5_
b
ES
7z 509
k(4 2
“‘ |
[
o
0-—CQnrr | — T T T T
0 12 24 36 48 72
#’E5% OB (h)
(ng/mL)
2500
o KHi%5
o BEIGARS

2000+

1500

S S %
o
o
(=]
<

500

2
®E5 %O (h)
TRZY)TF Y ROA RN Y OMBE iR

36 48



TUrY TF v OREYEEEN T A — 5

Cmax Tmax AUCo-72 Tz

(ng/mL) (h) (ng - h/mL) | (h)
Taryy 7SI 1223 3.00 1,280.2 18.50
(R &rge) (29.25) (150, 6.00) |(146.69) (3.06)
Tazy7F (1201 3.00 1,264.6 18.31
CHAIDEH) (22.95) (1.00, 4.00) | (148.14) (340)

SEIME (BRE(R) . 7277 L. Tmacddoeili GR/AME, HKMHE) . n=32
A MRV OEYEREEN ST X =5

Chmax Tmax AUCo-18 T2

(ng/mL) | (h) (ng - h/mL) | (h)
AMRLI Y (17225 250 10,6244 461
(Aic A 8e) (373.66) (1.00, 4.00)|(1,933.78) | (0.62)
A MRV I Y [1,7009 3.00 10,690.3 5.37

(LA DE ) (309.21) (150, 4.00) | (1,710.52) (3.86)

P (AR AE) . 7277 Ly TwadEPUME GRAME, HAMHE). n=32

16.2 &YX

ERER A (1260) \IC7 a2z ) 75 v/ A MRV VR E LT
25mg/500mghit & it 2 f £X T LW A B4R 304074 12 HE s L1 8%
5‘ L f: [Ek\ T u 7 ]) 7“”7_ v @Cmax\ AUCO*mfﬂi%@.ﬁ‘F*&%’ k Ltﬁ
L CEBZBEGTENENI25%EM, 14% P L, A FhvI v
D Cmaxs AUCo-ntd A T 5 L IR L TRZKR G TEhTh
14.1%388 . 1.8%A L 72,

16.3 &4

[“C] 7u 7V 7F¥%001~10 u g/mLOIERETE MM
L7z &EARE G, 282~384%Tdh -7 (in vitro) ¥

16.4 134

TRZY) TF L IECYP2D6IC X ) N-JiE A F VALK o G A
M-T112, F720 N-7 2 FIUALIZ & 0 FEEMHEAHM- TIACH &
na75 M-1RUOM-TIOAUCRZFRZhIE R T a7y 75
D1%A B 6% A TH Y. WIN b #HmTdH - 712>,
$72, 7aZ ) S5 IZCYP3A4/SITH LT FLEVEH & g5
FEEM 2R L7725 CYPLA2, CYP2C8. CYP2C9. CYP2C19,
CYP2D6% FlE+w3, CYPLA2. CYP2B6. CYP2C9. CYP2C19
BB b o7z (n vitro) s

A MRV Vide MRNTERHFENT, T4 Fhru—2
P450 1A2, 2C8, 2C9. 2C19. 2D6. 2E1. 3A4IEB %52 7%
o7z (in vitro) ¥,

16.5 Heittt

BT (1261) (27027 FF /4 MRV VIERRE S LT
25mg/500m gt At % i T T UL LT BIAA305 74 12 B IR 1%
LK, #5288 %Eco7a s 75 o B ER BRI
Rk, FNENT3T%. T45%Th o720 T2, 548 E# T
TORA MRV I Y ORBRPIREEIL. ZN2N506%. 50.1%
VC‘&)"J f:3>o

166 BENDEHREHT HBE
16.6.1 BEREEREESRE

BTEORENS R AT B Z Y 7F v & LC50mg % Hilb|
RS- L2 0 AUCIE, 4Eih & PR 2 s & 2 72t HE s A
LI LT B ER (Ccr=30~50mL/min. 6f1)
TIE2.145, EERHEEREEY (Cer<30mL/min. 661) TIx3.2
R RINEALREE 661) TE3SMHEWMM L7z, 72, 7ar
) FF A MHOENT IR R SR 0 72% 0 2 s Y (SHE
ANF—%), [64. 92. 98, 1322%:MH]

D) AFE7a ) FF e LT2me/ A bdv I U ERRE
500mgDELEHITH % o

16.6.2 fTkEEREERE

SRR IR RE R ¥ (Child-Pugh™ 2 2 7 H7~9, 8fl) K ¥
e (8F)) 127 a ) FF vk LT25mer IR L
7o, AR EE AR RERE EH D Cmae AUCIE, fEHEA & L L
TEFNENTT%. 101%KAP L7210 BEATF—%). (98]
2) EYLE Y, 77X, PTXIZINR, FFUERSE. WEAE
DIRFED S A T TALT 5405

16.6.3 SHE

MRz i (65 LA B85 AT 8F1) M UIkEEHn® (20m 2L
L35 PUT, 86l) (27 u ) TF kL T25mg % HilmlRE 14X
5‘ Lf:ﬂfk\ %ﬁ%%‘@CmaX\ AUCﬂi\ ;F%ﬁ%%‘kkkﬁ]/f%h%
NA47.7%. 30.3%8m L 72", [9.85 1]

16.7 EMHEEH

1671 ZAJUTF L EXMKRILI >
R A (1761) 27 a 2z ) 79 & LTl00mg% 1 H 1 K
A MOV CHEEE L L T1,000mg % 1 H 2106 H M R ASHR 18R
PG L7 (3x37uAt— =), 7Y TF LD
Coax Jt FAUCIZHE I 512 X B BIIA SN o 720 — Ty
A PRV IV OCoasl BT A S NS, AUCIT M 5112 kb
L TI89%HM L 72" (SHEAF— %),
H1) RKHFNE 7R 7Y FF 2L LT25mg/ A MRV I VIEEIE
500mgDELAHITH %o

1672 7AT VT F > &£ ZDbDEA]
Tar)TFEEXT) F Yy (CYP2C8IE), A7 470
Vv (CYP2C8. CYP2COMLEHAD) ., 7naF ' —i (CYP2COFHE
#). o haFv = (CYPSA4RHER]), Y7 axK) ¥ (P-p
EHMEH), #7214 > (CYPLA2RE), " vz 7)) >
(CYPIA2JLE, CYP2CORE, CYP3A4HE), ZFUNRV 253 F
(CYP2COE). b7 % I F (CYP2COME), A bax b
V77> (CYP2D6IEE), 24 V724 (CYP3A4HEE), 7 FN
2% F > (CYP3A4IE), TF VLA T IVF— (CYP3A4
E), vz Frrvuay (CYP3A4RE), 7%V 72FV >
P-REERAIE) . Yaxyy P-HEALE. FEE) iEy #
FT v (FHE) . K7 R— R L sy M EA/EH 2 Et L
2h WERD G OEBEIASN LD o720 (JEEA
F—%)o
1E3) KZ)RK—ADAHANT—%

16.7.3 X hRIVLI 2 & ZDDOEEH]

(1) XRFRILIDEIXAFT
FEEERE N (7H1) 12X PRIV S R & L C250mg% 1 H 1H %
Oy XF Y v & LT400mgZ 1 H2E PR CHS L2k
AF Y v OEYBBIIIHE G L B EERAL N Do T
A A BRIV Y OAUCHHI50%E M L 722 (SHEATF—%),
[10221]
H1) RKHFNE 7R 7Y FF 2L LT2mg/ A MRV I VIEEIE
500mgDELEHITH 5

(2) XRKIVILERILTFTISEN
e N (3061) ISR L A MRV VHEBIEE FLVF 7 IV
50mg/ H X13100mg/ H 2§ B U T RAEFE %S L 220 2 b
B3IV DOCoaxNZENETN66% N F111% 1EH- L. AUCHZENE
N79% J U 145% 3 L 722, [10.22 18]
HD) ARE7aZY SF oL L T26mg/ A bRV I CEBE
500mgDELAHITH 5

(B) ARKIWIVENLTHRZT
fRe e A (1361) WAL A bRV VB E NNV Ty =T %
BER L CH BRI S L 2B X PRIV I Y D Cnas L O
AUCo=hZFNEN50% K O 74%H MM L. &2V T T ¥ AH52%
WA L7222, [10250]
H1) AFIETOrY) S LT2mg/ A bRV I R
500mgDELEHITH %,

17. ERPREIE

171 B RUCREMICEET 558

17.1.1 ERE I/ DHEREERER (CEEREEHR)
R, BRI A T A PRV I CHERRIE & L T250mg
Z1H2M 30 % 128 BRI 53 2 b2 & b 1o — Vg
TR 2BIBE RS R 2 W RICT R ) I L LT25megx 1H
1El, 12J8MPHHR IS L ZEERILRRBR O RIZ TED
LB THo7Y,
HbAlc (NGSPH) 651l K ORI TR OB 58172 &
DAL E:

?ru 51# HbAlC (NGSP{IE) (%)

o B VG 5 DAL R
XA S VIR

HE S (n=100) 800 (0.856) 022 (0.056)
7y 7F 25mg

1H LM 5 8.02 (0.732) -0.64 (0.057)
(n=96)

1) SFEHME (R )

112) HBUI T (12:8) OHbAlCEAbR 2B A R, Bk
TH (0#) ox ANV volHES® (500mg/H XiE
750mg/H). BIZHI# T (0:8) OHbAle, #2458 % My
& L7z Wt € 7 VIO W TR L 223 o3l
(R dRE)

n * NG AR B O BIEL



WM TR OHbALe (NGSPHH) O¥5-HiD O OZ LR D%
a2

HbAlc (NGSPf#) (%)
P50 & DA LR O 5B AT - i 195% 15 HE X [
TR | ER
7urz) 7F v 25mgl HIGFAH S — | _ _
2R AL S o KR A 0.86 1015 | -0.702

WD) HEBEHHR T (12:8) OHbALCZALE %2 fts 25, Bleli
TH (0) oXx PEANLIvOIHES® (500mg/H Xix
750mg/H). BIZIHE T (0i8) OHbAlc, %58 % MiZe
ML U7 bt £ 7 WSO T L 22 3 A 34l
DY R 2

BRI T (12:8) OHbALCZLRIZOWT, Rk b5

METNVEBEH L, SHBOEZIT o 72/, 2 MRV 3 2 Bl

WA L25mgPE BEIC B W THE R A A SN (p<0.0001)

BIVE I FE BUSHRE 13 25mg B I BET8.3% (8/96) T 1, RIMKED

FITERE A SN R0 o7, ERAMERIZHEM31% (3/96) T

otz [11125H]

17.1.2 ERE I /IR (RE#EREEHER)

Tarz)FSF e L T2mgxIHIN, X MRV I VIERREE L

T250mg% 1 H2M 3 AE3Mm, 128 [Pk RE L1 G- U 72 28085 iR 5

BEZWRIC, S5, 7aZ7 ) 7+ L LT25mgx1H1,

A ARV I KRS L L C250mg % 1 H 2181 3 3], 4028 [ ke

PRI S L 2R E B ORI T EDO L B Y TH - 727,

HbAlc (NGSPMH) OF5-1ififi B O # W T R o $ 51 20 &

Db

B G

HbAlc (NGSPfE) (%)

PGS | BG5S 0 LR
Tz 7F »25mgl H1H,
A NANV I VB 250mg ~
L H 20 30 B A 5 8.09 (0.852) 059 (0.787)
(n=145)

1) P (R (R )

n AT R O B EL

FIE I SE 3 12 25mg BiF I #F ©20.0% (29/145) Ta 1. KL

PEORIVEHIFEHIBEE120.7% (1/145) Tdh o 72 EEMEM I,

MRS, FHERE R A %2.8% (4/145), Mh LN, A Bk

Bom. b JREERSINAS%2.1% (3/145) THh o7z, [11.1.25H]
17.1.3 ERNE D EREEAR (ZESRIERHR)

frgigek, EEGEICMATTe s ) FF 2 LT2mgx1H1

(A 128 BRI 59 % b A 2 > b 1 — )V A+ 45 70 2808 PR 5

BEZRITA MRV I VHREEE L C500mgZ 1 H 1M i

250mg#% 1 H2Mm, 24:8M&E S L ZEEHRILEGABR O

HWREITEOEBY TH 72,

HbAlc (NGSPE) OF5-Hifil fz O T B 0P 51 2 &
DAL

- HbAlc (NGSPf) (%)

- L s (YT o
o 7FLRBET 707 (0780) 016 (0072)

A MRV I VIEREES00mg -

R (et | 782 (0820) 049 (0.049)

A MANV I VR 250mg ~

e ety | 789 079D 060 (0.049)

D PIE (B

E2) WEHIR TR (2438) OHbALCZALE 2 IR R, Bl
T (0:H) ©HbAle, HGRE2 M AR L L0
TINZHEDWTH L 22 f e A P90 (BREaiss)

n - AT AR OB

HRM T OHbALe (NGSPAE) O$x5-1i A 5 DZEALE O$
BT ) 2

HbAlc (NGSPft) (%)
BeGRT A 5 DAL OB 5 HE R 2D — T 1H195%12 X [
TR R
A bRV I HEEES500mgl H 1E Bf
PE -7 r s FF S -065 | -0.821 | -0.480
A bRV I VHEERES00mg] H 1E PR
PG — & MRV I UHEREE250megl H2| 011 -0.026 | 0.247
1] B 4% 5

D EER TR (2438) OHbALCZALE 2 iEIB R, BIEHI
T (0) OHbAle, HGHEEMVARE U255 €
TINZHED W T L2 AP (BEasss)

BRI T (2438) OHbAlICEILREIZOWT, Fiko 35
SMFETFVEBEH L. A MRV I CHEERES00mg 1 H 1E k&
Lrarzn) 7 HMEOE RO X AV I VIEEEES00mg
TH1m GRS G-#EE 2 b kv 3 V3R 250me 1 H 20 Bt # 5-
BEO I A T o 72865, A MV 3 U 35EEES500me 1 H 1Bt
Horarz ) 75 v BMEIINT28RER X MRV Vil
F1E500me 1 H 1Bl P HF%S-EED X bRV I VIR 250mg 1H2
[ 5B 9 2 IS GESEOFFAEBTUE © 0.30%) »°
MEEE N7z,

FEIVEFISSBUBEEE X, A MooV 3 U 3EEEES500me 1 H 1 BEE %5
HET26% (4/152) TH V., KIMBEDOBIEIZA SN R D> 72,
[11.1.25H]

18. IR

18.1 fER#RF

(FagyrF)

TuZYTF AFEFORIEIOIEIC X 0 B2 S s
WEND TN TURERTF F-1 (GLP-1) ZAEMHALT 5
RTPFINRTF ¥ —¥-4 (DPP-4) iM% HET L LI L
0. GLP-1D1hifE % b5 S8, Bl EEARAE 19 I ek 2 & o
A VA Ve it 5508,

(A RFILI )

A MRV VHERBRERE MDA VA Vi ENT LI L
7 L MAERETEM 2R3 U O b oS ETEH o £
fEE LTRBEITwBEY,

- T o B )

 KAY T ORER A

- A S @ OV 3 — AW

18.2 DPP-4I2%3 ¢ 3 BHE(EA

1821 7u 7)) 7F Vit MSEHDPP-4iE T % SIS E L
7= (ICsofii : 10nmol/L) (in vitro) *¥,

18.22 FER ANIC T O 7 ) FF v & LT25mg% iR %5 L 72
W, Pe5-2415 B # ODPP-4M1EHRII81% TH - 723,

18.3 SEMEIGLP- 1B E 1 IN{ER
FHRD, EEREAYERT L DT ¥ F = VA4 72
BRI B E 2w Ric7a sy ) 7F v & LT25mg#k 1208 FRE T
Bl (IH1EEAER) L7279 e R EHRILERBR O
BHHRERR) BVWT, 77 RFGMHE LT, R
GLP-1i# 1 O AT B 2 BN As7880 H 72,

18.4 B IMFENZE(EA R U TERE S =1EA

18.4.1 AL, MEBEZ LT 5 bz v bo— v+
S 2B R B 2RI T e ) S v L LT25mg%k 1238
M O¥S QH1IESELN) L7 T R EE et
B (HEZRERR) 12BWT, 79 5L T, %
LB DEEEATFRD &7z,

18.4.2 —Witi & U 7= JE 528 B IR € 7 v (N-STZ-157 v )
K O N5 2 BB JR % £ 75V (Wistar fattys v b) 27wz~
F U R BEREIOHYS L. G IRBRIC Va— 22 0%5 L
TR RERIC BV T, RERELE IR %380 & 72,

18.5 M¥EETF1ER
A NN I VIR ARE (< R, Ty RE )
) 1BV UK TER 2R, S OMBHK T EfIZ =S 2 —
Vo(rHFO . yursusyy, rurraFFkr (5
M) kbl s, KFEEEATVAITA K (THFD) 12
BT S Y (W

19. FR AT 2 E{EZHER

(FaJ)7F o REBBIE

—Met o Ta s TF o EAERE (Alogliptin Benzoate) (JAN)

b4« 2- (16-[ (3R) -3- Aminopiperidin-1-yl]-3-methyl-2,4-
dioxo-3,4-dihydropyrimidin-1(2H) -yl methyl) benzonitrile
monobenzoate

43 0 CisHaiNs5Oz2 + C7HeO2

46151

e S

H

N CN
Z\Nﬁ | ©/002H
0 N*%

CH,



WK 7u ) 7T R EEFBRE A~ A ofREok
KTHbDo YAFIVAVEF Y FIZRRBE TR T L, AT A
5 ) = VIR RETICLL, TP MU A IEE Y ) =L
(995) IZEHEITIT v,

Rl 1825T

(X BRIV CIEREER)

—f4 0 A PRIV I HERE (Metformin Hydrochloride) (JAN)

1b4244 1 1,1-Dimethylbiguanide monohydrochloride

713 1 C4HuNs - HCL

71t 165.62

AL

NH NH

CHs ,
N N/ HCI
H \
CHs
PEIR 0 X b ARV I VBRI AR ORI RO R TH 5,
RIZET R, BER (100) 12RRHEIFIILL, =8 — )
(99.5) 1ZIHEIFITL v,
Bl #9221C (50 1%)
21. AR &M
PESE M) A 7 EHETE A2 R E o b, EUNCERT 52 &,

22. ‘G
PTP 1008 (108E x10)

23. B

1) Tuchmann-Duplessis H, et al. : Compt Rend. 1961 : 253 :
321-323.
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71) =% 4 ) 0120-566-587
ZAFIER 9100 ~ 17 030 (LHAMA - BALRIER 2k <)
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