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A MR VIEBECOEZREAOHEB LD bEUTH S MEE
ICHIBRT 52 &,

S REEOBHREREDDH HEE (eGFR30mL/min/1.73m?

DL E60mL/min/1.73m*k i) Tk, By 70 75 v RO
A MR VIEREZBEEICISCTRET 2 CEELE
ENRETH B0, KEZERET. SEFNOMFHZRE
THZE, [8.2.1, 9.2.2, 11.1.1=H]
6 AENIOHEHICBNTIE. H67» UDERKBEBEOELRTH
HEEEE. EFEEEZTSITO L,

. FENUHE
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13. BERS

13.1 fER
ATV R—Y AP A ENHH. [11.1.15H]
13.2 E

HABT ¥ F—YZADPROENHZER, T F—Y AOH
IE (REEKFEF MUY LABES), Wik CERFIAIR) . MK
BNEOBYLLBE LTS, 5B, Ly 7Y TF vidm
BENTIC K DERESNZ L,

14. ERLDFE

14.1 FRIZHIFDER
PTPEZEDOHAIPTPY — b 2B L TREAT A&
BEIT L&, PTPY— bOREAICE D, BLHARI &
EREARA L, BICIZBEILZBC L THIBRARSEDEE
REHEEHFETHEND 5,

15. ZDMDER

15.1 BRREEAICED < B3R

15.1.1 A > 2V ' XIFROMERE FRlOBRESHRICT v IF T
VY UEMBREER RS TS5 LI D, RIS
ZORTNEDOHENH S,

15.2 FFERAREHBRICE D 154k

15.2.1 Y7 REHWLZELY 7Y TF > 01048/ KERZD
B5 A REREBICB W T, 1,000mg/kg/H (50mg 1H2
EAECToOL MEER (AUC) 0199f%) Bt THLIRR
FEOFAERE M L. 1,000mg/kg/ BEE DM 0250mg/
kg/HUL LB O CIMENBORAEN A EML 72,

15.2.2 Hh=U A PILEHVWEZELY T FF 2 013 BB
BE5HEHRBRICBWT, S0mg |1H2EHAETOL NEEE
(AUC) 124 F 55mg/kg/BNL EORET. WK, B
RURHEOEERE (5mg/kg/H cHEHMFIZHEEL
c—#@EDOAKE. 20mg/kg/HE ETHERB. M. 80mg/
kg/HUL ETHREE) PRESN TV,

Fio. W=V ATFLVERWLELY 7Y FF o otoikO
BEHEERBRICB VT, 20mg/kg/HY EoAE T, 1k
I & DERGZICEEEEBRE LT, BRFHEE. I
WAE(L¥RS5 X —% (LDH. CK. ALTKUAST) @k
S REETR, MR R USSR % £ S RO S5 OTF
EAHESNTWD, 0mg/kg/BN EOHET. —&8 D
TR THIED LB TARO b i-— T EFFITIE
FERIE— B TR EHAB R ICEE L7z,

7B, AkoBEFRRIEtoBmE (72, v b A
IRETHF) RO bTERESN TV,

16. ZEH)ENRE

16.1 MAGEE

16.1.1 E£MRHEE AR
BEBABETZNRELIZELY T TF /X AL VIERIE
50mg/250mg Bt & 8E & BLAI O O LM 2RISR ER (4961). SN
CLF 7Y TF /A MR I VIEEEES0ME/500mghl & §E & BEAI G
DEMZNRZSERE (486]) OF—% 2L RIIRT . ELY 7 TF
/A MR VIEBERAGEROCREAIAEZ 7024 — N —EICED
ZeERICBEEREOREG L&, EALY T TF VRO FARLI VD
EMBEIST XA —FIIROEBYTH D, EMENESEIRD SN

73,

16.1.2 EMFHEFMHHR

(XREIVEEEEEHD [B#i])
ARENEAESFEHD [H#H] &7 X2y MEAEHDEZ, 70 A4 —
N=FEIZE D ZhZNnlsE (ELFT) FF e LT0mgktT A AL
I VIEREE LC500mg) BFABFICEEREEROKRS LT, ©
VT TFURGRX MRV I OMERBELZREL, Bon/-EY
LS5 A —% (AUC. Cmax) 1221 T0%(E 58X ¥ 1< T HEHR
WET- /iR, CLY T TF U RURA MRILI > Eblog (0.80)
~log (1.25) OHEENTH D . MBAIOENZNFESFEPSHER SN,

(1) EWSITUTFY

HIEINTG A =4 SENTA—Y

CILF ) TF ARRILIV

RiAtE | HAIGHE fiagE | HAIGHE
50mg/250mg (n=49)
Cmax 263+ 272+ 831+ 831+
(ng/mL) 63.9 69.9 187 180
AUClast 1,180+ 1,190+ 5,370+ 5,370+
(ng-h/mL) 203 194 936 797
Tmax* (h) 2.50 2.50 2.50 2.50

(0.750~5.00)| (0.50~5.00) |(0.500~5.00) | (1.00~5.00)

Tus (h) 1.76%= .71+ 3.58% 3.53%

0.269 0.185 0.696 0.612
50mg/500mg (n=48)
Cmax 256+ 263+ 1,450+ 1,470+
(ng/mL) 68.5 68.2 383 385
AUClast 1,180% 1,190+ 9,370+ 9,380%
(ng-h/mL) 224 212 2,020 1,980
Tmax* (h) 3.00 3.00 3.00 3.00

(1.00~5.02) | (1.50~5.00) |(0.750~5.02)| (1.00~5.00)

Tia (h) 1.89+ 1.88+ 3.96+ 4.09+

0.317 0.207 0.777 0.781

EHE AR, % FPRE (EEF)

AUCo-2 Cmax Tmax T
(ng-hr/mL) | (ng/mL) (hr) (hr)
X REIVELEFE 1334.0+ 324.65+
HD [E#i) 226.2 74.08 | 3:0%0.8 12.04+0.29
B ok
xaxégﬁauﬁ 132582.4? 30685'2:; 2.9+1.0 |1.98+0.22
(Mean=S.D., n=28)
(ng/mL)
400
350
i o~ ARELELEEEHD [ H T
a% 300 —o— 7 Ay Nt & HEHD
e L Mean=S.D., n=28
3 250
v
7200 f
U
7Z 150 |
o
J(f 100
50
0 n n n n n L 4 T T —e
0 2 4 6 8 10 12 14 16 18 20 22 24
E#F&ﬂ(hr)

(2) XbHRILEY

HEIST X —% BEINT A=

AUCo-2 Cmax Tmax Tz
(ng-hr/mL) | (ng/mL) (hr) (hr)
AR IVELEHE 9467 .4+ 1502.6 %
HD [ H#i) 1936.4 3. | 31308 13.89%0.49
I Ay MEEASE| 9863.6+ 1508.9+
HD 1361 .1 2110 2.5+1.2 3.93+0.43
(Mean=S.D., n=28)
(ng/mL)
1800

1600

—o- AREVVELEFEHD I H 7
1400 : .

—o— =7 Ay i & HEHD
1200 Mean=*S.D., n=28

1000

800

600

BEC ST BEE

400 g

200

0

0 2 4 6 8 10 12 14 16 18 20 22 24
R (hr)

MEEFRENE NICAUC, Cmax®ED /87 X — 413, #EFEOBIR, K
ROTREEE - BEEORHBEMFICE > TR B AIRENH 2.

16.2 DRUY

16.2.1 BEOXE
BEBABT 46]) CELFy 7Y TF /X AL VIERE
50mg/500mgRL & & ZERE IR K OV e 2 IC B EIE 1% 5 L 72 & &, Cmax
K OAUCunDHEMFHEEO L (ki E/ZERES) &2 00%E
X, Ly 7Y FF 71,05 [0.95,1.17] K 01.08 [1.02,1.15].
A bRV 0.74 [0.68,0.80] K%1M0.90 [0.83,0.98] TH o7z,

16.3 ot
YL 7 T F 2 Din vitrolliEEAFEARIZ9.3%TH - 729 X bK
LI VIEMBEEAICEAE L WEDRESH D7,

16.4 {8

16.4.1 EWS TV TF

(1) EL¥ 27 FF 2 1ZCYP2A6. 2B6. 2C8. 2C9, 2C19. 2El. 2J2.



BAMTIRRRB SN m D 5 72 £7-. CYPLA2, 2B6. 2C8. 2C9. 2C19.
2D6. 2El. 3A4/5%[HEHE T, CYPIA2, 2C8. 2B6. 2C9. 2Cl9. 3A
ZREHE LD 57259 (in vitro) .

(2) BEFERABET (4f1) 1IZUCE# LNy 7Y 7F > 100mg % HERE
O%5LzeE, MERICEEE L TREE (MEh2FEED
25.7%) KO T J BENMKGBES N ANEERHED (M20.7,
55.5%) DTETE L. 20770 BiEaaE (9.5%) KROT I R
A OMKARREY (8.1%) BROSNTze RERVUEHROELRE
&, M20.7 (56.5%) TH 0. Zofic IV ra v Eiaak (4.4%).
7 I REEONMKDRREY 3.7%) PROLN/. ZL7a Vg
ERKIIELVY T)TF U EREDIVRTFINRTF & —Y4

(DPP-4) FHEEMZRT A, M0 7TOEEFE MO THFHL 7 3
RIS IAKD BREMIEEFEZ RS 22 o720 GEADTF—
7)o (ENF TV TF 2 OERES NI AEROCHRIES0mg % 1 H2E X
Z1ETH5.)

16.5 HEittt

16.5.1 EIWITUTF

(1) BERAET 6F) ICELY 7Y FF 2 50mg% BEREOHR S L 725
. SRR E TICRZEAE LT22. 7% RABIcHRt s, B2
)75 Z139.83L/h (164mL/min) TH -7 CAF T U TF 2D
RAEAOHEMEE, REBIN 2 RAE M ROBES P RB S NS0T,

(2) BEFERABET (4f1) 1IZUCE# LNy 7Y 7F >~ 100mg % H[EE
%5 U7z & &, 168 EILINICHE S L 72 AT RED85% M IR IT. 15%
AEPICHEt S Nz, REOERICHHES Nz KRB LD EI &3 F N2
NEEBD2B% K US%TH 7210 JHEADT—%). [10.2]

(EVT T TF 2 OERRS NI AEROHEIZS0mg % 1 H2[E X131 E
Th5.)

3) CLF T TF VIEREBAOER T =42 T AR—Y —, B
NFFY DT UAR=F —FICL > TEESN RV, Tz, PEEHDEH
EREETHAHZEMRSINTWVS (AP OKMEH0.5mMBL L) ®

(in vitro)

16.5.2 X RILZY
A MR VIREEAERBIENT, REMEOF ERPICHRtSN S,
R (5F) 12X bRl I VERIES0mg % BEREORE Lz & &,
5488 1% £ T ORBPPEHR I SED51.6%TH - 7219 JLEAD
T—%). [10.2H]

EhO T ZR—F —FEMEE AW EETOFER, A MRV VI
FIZOCT2R /T LTRAFAICHR S NS &E 2 5N/,

16.6 HEDEREFIDEE

16.6.1 BikaEEEE

BRE,OEEOSHEREEE (246]) ICELF 7Y FF100mgz B
ERORE Lz &, LY T TF 2 OAUCHIE BEHERE I A
TEE, PEE, EEOBRERERERVOMENPVELEHETE
NZN2.014Z. 1.31465, 2.33(5, 1.42(55 <. CmaxidZnZnl1.666%.
1.08f%. 1.56f%. 1.24&@mD 5720 M20.7TOAUCo i, BREE, R,
BEOBRERERE R OCMEGENT L EZ BE CRERBE LV ZN
ZNL71E, 2,605, 6.14%, 6.7f5% <. CmaxidZn2nl.6f%, 2.44%.
5.40E, 8. MEE N 570 BIFICE>TELYZ ) FF L 3REEBDHN
3%AHBES NIz M20.7I3BENTIC & > T IMEE R ASEHTRTD50% 8L
TIETR LM,
BREDOCEEOTRERERE (48F) ICELY Y TF 2 50mgZEIH
|E4HBREOBS Lz &, ELY 7Y FF 2 DAUCHml
FICHARTEE, h%E, RUOEEOBRAERERE TEN2N]. 4005,
1.714%, 2.00f%& <« CmaxiZZ 213745, 1.32%. 1.36fE&E» >
7zo M20.70OAUC2nlE, 8RB, FEE, RUEEOBRERERE T
RS LD ZNEN].000%, 3.206%. 7.30%E< . Cmaxid#n?
N1.57f%. 2.560%, 5.55(%@ M o7z, 770 VEEIEEEDAUCHmmE.
RE, hEE, RUEEOBRERESRSE CREMBEE LD ZTN
1.350%, 2.69f%. 7.25(%& <. CmaxldZh2n1.13f%. 1.60f%. 3.00
EEh o722 (HEANDT—%). (ELF T TF o ORBENT-HE
KUHRIE0mg% 1 H2EXIZIETH 5,) [9.258]

BREEE R UEREREEE ICELY ) 75 2 100mg %
HEREORGROENBELI ST A -5

(Ei%%ffﬁ Cmax Tmax AUCo-+ Tz CLr
;@%;) (ng/mL) (h) (ng-h/mL)  (h)  (L/h)
=] I3

‘fjﬁﬁ‘%ﬁ% aTEI4 ;1'02000) 1872461 3i9§2i 123'3366i
B #1.50 2.83%  6.06+
n=6 122209 (5 .00 BTAENT o 76 a1
EERE *1 .25 3.80+ 5.08+
n=6 SIAE2T9 (50, 2.00) 2PIELIB Trer T4
I *1.00 355+ 1.4+
n=6 TH5E25 (550 400 H303F209 ToTa5 g 75
MFENT D

0 #1.50 8.05+
f\:;?émﬁ% 1166 (| o)y 2650%532 &

SEE HARERZE, X PRE (R/ME. Bk(E)
B | CLard’50~80mL/min, FFE R © CLcrA™30~50mL/min,
EE | CLcrA*30mL/minskii

16.6.2 FHigEEEEESE

BREEH 6 BEOFRERERE (166]) ICELY 7Y 7F 2 100mg% B

ERFO#RE L& &, BERUPEEOEEREREICBUSELSY

7)) FF 2 DAUCHIE. ZNEN20%KU8BET LA, EEED Tk

HEREEEE TI322% ER Uiz, B\, PEEOFHAEREEE OCmax

IR RS & LA THISWE D - 7= A5, EEOFHAEERE CI3 @

BB E CREECH -, BE, hEE, EEOFMEREEED

M20.70AUCH I3 (REHERE & HARTZN2N27%. 49%. R2%E< .
EIREIC Cmaxid 2 N2 123%. 46%. 65%Eh > 7252 (SEADT—4 ),

(ENF T TF 2 OERS N HE RO HEIZ50mg % 1 H2[E & 1[E
TH5.)

R E R O AR E BEICEL Y 7)) 75 100mg %
HEREORGROENEE/ ST X -5

<£§§§% vom) . gl (0
EDEE)

BERRE o5 (| g0 5o LHTHAB 2.01%0.50
B 4974229 (1.021\-225.00) 20764514 4.92%4.86
;ngrg 512166 (0.521"030.00) 2,411£740  3.08%1.59
e 632247 (1_022‘&4.00) 3,3241,472  2.40+0.25

SPE R, X PRE (R/IME. BAE)
#EfE @ Child-Pugh2 275~6, H% : Child-Pugh2 2 77~9,
&% : Child-Pughz2710~12

16.6.3 =&
0Ll EoE g (2061) 1Ly 2 FF 2 100mg % BERE S L
7z EOAUCK UCmaxid. FEEEmE (18~40M) IchtlLczhe
N1.3R2MERVL18EE P 722 (NEADT =), (ELYT) TF
DEB SN FEROCHEIZS0mgZ 1 H2EIZIETH %.)
16.7 EYMEEIER
16.7.1 IS TUTFF 2 &L ZDthDEH
QRINEFRIREE Z N RICA ML I VIERIE. 7Y 7Y R, ROEL S
VY, Eh. BEBRAZNRICTLTIE Y NLFLE Y, Vv
NAZF . FIFVI, TLT 7Yy, VITFY 2 EQEYBHEENF
HEBS LR, Ly 70 FF U ROHAEOEFHREIIE(L L
272230 (HNEADT—4),
HARN2BIERIRERE (2461) 2RRICECIL S 7Y TF > 50mg# 1 H2[E
ROARZY AR —20.2mg# 1 HIE3HBHAKRSE Lz &, #53HED
YLy 7 FF o OCmaxfk CAUC I B G5 & hREFNZ N
34% % U23%(E TR L7248, DPP-4[HEADEEIIRD 5N a2,
16.7.2 X hRILE Y &EZDDEH]
CURAFVY
fERRA (7TH1) 1t LA MRV I VIERRIEE Y AF VU E MR L
Ba. YAF IV OEYFRIIIEENAONLD ST DD, A b
A2 Y OAUCHKIS0%EML 723 (AEADT—4).
- LT 7 e
R (3061) 1ot LA kAL I VERE S RV T 75 EL50mg/
HXIE100mg/HZ AL TRERSLLZHEE A MFLIYOD
Cmax?® % N Z n66% K O111% EF L, AUCH Z N 2 N79% K% O
145%3EmM L 723 (SMEADT—4),
CNVTHZT
(R (146) IS LA MRLI VIEBEENV Ty T2 MAL
THERESLZHE. X FFL I OCmaxkUPAUC A ZFNEFh
50%%% U74%IEM L. B2 V7 T ¥ AN52%HD L7z (SEAD
T—%),
16.8 Zfth
(XREIVEESELD [B%])
ARENVEESELD [HH (& [GEIEL 2 ROBFEHA OEMEL
FESMREET A RS54 > (FHRE3AI9H  HAMER0319ELIS)] 1T
BEOE, AREIVEESHHD [H#] 2EERIAIE L& &, BHEY
ICE D EEMHENICRE E Ak SNz,

17. ERPRERE

17.1 BHERULLEICET 3R

17.1.1 EASEIBERRRER (X MRILS VIEEE TSR 1R 28M4ER
REE)
BEEE, EEEEICMA A AL I VIERE (250mg 1H2E i
500mg 1H2[@E) OBMMBETMETY Fa—LA+2IBeNATVWA
VORISR E (13961) ZxRIc. By 7)) FF 250mgRid 75
T ARZ]H2E ARG U EEFEEE 2HbALCBEO &S5RI A
5OELEE LTEHRER. T4 k. ZEEMR. 77 ARE,
WATRER HEGRER A EHE L. BRIIRROEBD TH o7,



A B AR I ABRRIE TRIRAT 7 75 B PROR B I R O RS R

HbAlc (NGSP,%) | ZEIMIE (mg/dL)
frasxics n | 55,2560 s | "EHIPSD "
ELE* BER = (L BEMIZ
20.09 .17
M 0 (0.00) 0.98 2.84) | 8.4
.07 0.09)* [ 3059 | (4.05)¢
VM 8 | (0.00) (2.88)
VAM250 | 34 ~1.06 — — —
(0.09) #
1,06
vimsoo | 3| L - - -

M X bARL 3 VIEREIE250mg X 1E500mg BLA|

V+M : V+M250 & VA+MS00D Ot &

VA+M250 : ELF 7Y TF250mge A kAL 3 U EREHE250mg i
VAMS500 : ELF 7)) 7F 250mge A kAL 2 U IEREES00mg A
¥ L HESEANTICE D REE AT (IEEEEE). # 1 p<0.001

BUWFRHIRSEE I LY 7 TF v & X bRV I VERIEHATL6.2%
(11/6861) THo7ze ELF Y TFF e X MR I VIERREHFIC
BUAELEWERIET I 5 —YHN4.4% (3/6861) TH o727,

17.1.2 EASEMABERARERER (EILS' D' PF 2 THRF 5 18 28UHER R
FE)
BEEE, EFREICNZIELY 7Y TFroBmEEScliET > b
=LA +3IE 6N TV V2EERFEE (17141) 285, €L
TN TF /A MR I EEEES0mg/250mgEl & #E. 50mg/500mg
Bl&SE. XE 7T IR (ELy 7)) FF250mg) #1H2ME4ERED
BE5 L, FEMEEE 2HbAICEOZRSRI N 5 DELB E LTSk
HE. FoF b, ZEEHR. 7T ARAME, WITRR e 2 E
L7zo FERIIREDEBD TH- T2,

CL T T ) FF 2 THRAA 53 70 BB RIS BB W R A BR DFER

18.4 4 VAU VIEGHEICH T B1ER
BIERIREE ICE LY 7 7F > 50mg# 1 H2[E4] B RERORS L.
ARV IS TRBRERMLIZET A, 4 2 ViR AETIE
EPHEL Y (NEADT—%),

18.5 IM#ERE TERANUTHIEEEUEER

18.5.1 RifEFRIBRM R OB RB DO = 7 A PV T T TF 2%
1H1E0EM R ERE RS T 5 & HbAlch', BERTEICHE L TZ
nZEN0.6% K. 2K T L79,

18.5.2 2EIERIREBE ICE LY 7)) 7F > 50mg % | H2[E7H B EZ#
5945 &, BI% MR OZREMESET LY,

19. B ICRET 2IE(EZHFR
19.1 EWSTUTFY
—fBH C Ly ) FF 2 (Vildagliptin
k24« (2S)-1-{[(3-Hydroxytricyclo[3.3.1.1>7]dec-1-yl) amino]
acetyl} pyrrolidine-2-carbonitrile
73 1 CrHsN;O,
& - 303.40
S

OH

R HE~MEAENRMKAEORRTH S, K. A¥ ) =X
ELE /=)L (99.5) ICEFRTL T IS M UILICRRE
F9 0,
19.2 X MRV VIEESIE
—MRYBFR © 2 bRV I VIEEE (Metformin Hydrochloride)

HbAlC (NGSP,%) | ZEMmis (mg/dL)
RSE | 0 | BOHROO| ppee | BIHEO0 | pes
v % | (0m) -0.98 400 29.57
TN BN
V/M250 | 56 (’09 'O%l) . — — —
vaMso | s | 00(3 i — — —

Vi ELS T FF o S0mgBAL V/M : V/M250& V/MS00D £
V/M250 : B2 FF /A kAL 3 v HEEES0mg/250m gt &8t
V/MS00 : ELE 57 FF /A bR L 3 v EEE50mg/500mgi gt
% HSEOITICE D S ARE AT (EHEREZE). # 1 p<0.001

BIEARRBEEIIELY 7Y TF /X MRV VIERIEREIET
17.4% (20/11560]) TH-o7ze EAF T U TF /A bR I VIEEEE
E&SEIC B 2 E2REIERIZ. (F. TR, BDE2.6% (3/11561).
R OIMAFLEEML. 7% (2/11561) TH-72%,

17.1.3 EANE DEERRER (REFIRSHER)
BEEE, EHEEICMAA PRV I VIERIE, F7VY D VAL a-
7N 3T F —FHERULEE A > 2 V3 uMEER] (F7U=F) B
MTMAETY O =D+ ICB N T VAR VERERIRERE (X MK
U VHEEEE OO 58fl) ERRIC, SEANCMA LY 7 T F
»50mg 1H2[EI%55EMZORSE L. ZhaskitFE. JFEk. RRESH
B EHE L7z, FEMEEE IREMARSHOLR2EE2HERT S L

EL7ze A NKRIVI VIERIEE ORI CRAREIIRIFTH >0, Ty

BAEHIRFOHbALC (JDS) EOZE({L&IZ-0.75%Td -7z,
BIEHFBBAE L A MRV I VERRIE & OfFH T29.3% (17/5861) T
Holze A MRV VERBIEEOMHICHE T 2F2EIERAIE. [Ei, m
F7 3T —UHEME5.2% (3/5861) Td -7z MEIMBERERIZ A b AL
I UIERE S OB TL. 7% (1/5861) TH -7,

18. ZppEE

18.1 {EFAER
KENE. CLF T TFUROA MRIL I VEBREORESHITH 5.

(EWTTUTF)
DPP-4% &R »DOa i ICPHE L. NRMEGLP-10OBE2ED 5 2
T MBRTEMEICA Y A Ui EESE R L EHICT IV h T U5
WAENEI L, MRS TR 2 R T 2909,

(A PRIV VISEEE)
FEUTHBICBY 2REHEZIH L. BRMAD 1 > R 3% N
T5HZ &R MBER TERZRET 5, 720 KETORBED AAEE.
BE D 6 OFETUEIEISOER o T 59,

18.2 DPP-4BEZ={EF
YLy 7)) FF it bMEEDPP-4% B ERFEHICHE L. ICxE X
2.MMMTH -7, £72. ELF 7Y FF ik, & NDPP-4 (JE#:z
&) I L TEWEAEZR L. KifEIZ2~3nMTH - 729,

18.3 MIRGLP-1Icxd9 B1EMA
BIREFRIREE ICE LY 7Y FF 2 50mgZ | H2E7H MR ER AR ST
5 &, MIFEGLP-1EEDS LR LY,

{t#4 : 1,1-Dimethylbiguanide monohydrochloride
73 ¢ CaHuNs - HCL
F& 1 165.62
HEN
NH NH
CH‘.S
H.N N N~ * HCI
H \
CH:

MO AEORENIEREON R TH S, KITBEIFRTL B
(100) IZRREFITK L T —)b (99.5) IZIEFITL Vo
BB R9221C (SR

20. BURWV LOER
FERMRANTH > TH, BRZ T 572 OERIE 2N
EPPICHERT B Lo

22. @&

(XREIESEELD [B%h])
1008 [108E (PTP) x10]
3008 [NF. BZIEAIAD]

(A REIVEESEEHD [B3F])
1008 (108 (PTP) x10]
5008 [108E (PTP) x50]
3008 [NT. EZEAIAD]

23. FER

1) Dubourg J, et al. : Diabetes Obes Metab.2022 ; 24 (4) : 609~
619
Tuchmann-Duplessis,H. et al. : Compt.Rend.1961 ; 253 : 321-
323
Mita,S. et al. : Int.J.Clin.Pharmacol. Ther.2016 ; 54 (4) : 305~
314
EMENREEERHE (7 Xy NEEHE © 20155928 HA&GE. HiE
ERHIEE2.7.6-1.1.1, 2.7.6-1.1.2)
HNER  AEMENRSEERE (BaiEHD)
EAMBEICET 288 (in vitro) (T2 7§ : 201041 A20H &R,
R ERMEE2.6.4-4.2)
Scheen,A.]J. : Clin.Pharmacokinet.1996 ; 30 (5) : 359-371
CYPRR#HICEIT 285t (n vitro) (=27 7§ : 201051 H20H & &2
HFEERMNE2.6.4-7.2.2, 2.6.5.10)
CYPMEEFICBEY 2% (in vitro) (T2 78 : 20101 H20H & &2
HREERMTE2.6.4-7.2.1)
CYPFHEICHET 2% (in vitro) (=7 7§ : 20101 H20H &2,
HRE R E2.6.4-7.2.3)
He H. et al. : Drug Metab.Dispos.2009 ; 37 (3) : 536-544
TR A 2 MR E U7 A SEE (T2 78 : 20101 H20H &G
HREERMTE2.7.6-2.1.6)
K@ (=7 78E - 20101 H20HA&GR . FEEHES)
b N TOEERIMOIn vitrolc B B1EE (T2 78 1 2010414
20H74GR. HFEERMNE2.6.2-3.1.2)
in vivoft# (=27 7§ : 201081 A20H &:2.
5.1)

2

3

s &

<

3

H
SN

— —
N —

—_—
SR
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IR EORHEE2 6.4~



16) BEERA 23R E Lz BRI SHEE (T2 78 @ 201081 H20H &7,
e RMTEE2.7.6-2.1.1)

17) in vivo s 5 > AR—=% —ICBd B2MEF (=27 7§ : 20101 H20H
AR HEBERMIE2.6.4-7.1.2)

18) in vitro s 7 ¥ AKX —% —IZBI$ 25T (T2 78 : 201081 H20H
KRR HEERMNE2.6.4-7.1.1)

19) Pentikdinen,P.]. et al. : Eur.J.Clin.Pharmacol.1979 ; 16 (3) :
195-202

20) Kimura,N. et al. : Drug.Metab.Pharmacokinet.2005 ; 20 (5) :
379-386

21) BREREREICB I 2EYHEOMET (L7 7§ 20101 H20H

AR, HBERHMEE2.7.6-2.3.3)

22) He Y.-L. et al. : Int.J.Clin.Pharmacol.Ther.2013 ; 51 (9) :
693-703

23) He Y.-L. et al. : Eur.].Clin.Pharmacol.2007 ; 63 (7) : 677-686

24) FFHEREREREICB T 2EYEROMET (=7 7§ : 20108£1H20H
AR, HEERMEE2.7.6-2.3.2)

25) He Y.-L. et al. : Br.].Clin.Pharmacol.2008 ; 65 (3) : 338-346

26) He Y.-L. et al. : J.Clin.Pharmacol.2008 ; 48 (1) : 85-95

27) Ayalasomayajula S.P. et al. : Curr.Med.Res.Opin.2007 ; 23

(12) : 2913-2920

28) He Y.-L. et al. : Curr.Med.Res.Opin.2007 ; 23 (5) : 1131-1138

29) He Y.-L. et al. : J.Clin.Pharmacol.2007 ; 47 (8) : 998-1004

30) Serra D. et al. : Int.].Clin.Pharmacol. Ther.2008 ; 46 (7) :
349-364

31) He Y.-L. et al. : Curr.Med.Res.Opin.2009 ; 25 (5) : 1265-1272

32) Yamaguchi M. et al. : Int.J.Clin.Pharmacol. Ther.2013 ; 51

(8) : 641-651

33) Somogyi,A. etal. : Br.J.Clin.Pharmacol.1987 ; 23 (5) : 545-
551

34) Song [.H. et al. : J.Acquired Immune Defic.Syndr.2016 ; 72

(4) : 400-407

35) Johansson,S. et al. : Clin.Pharmacokinet.2014 ; 53 (9) : 837-
847

36) HWNEFR  AYERESEEREE (BA3ELD)

37) A bRV I VIERRE CHIRAT 3 R BB RIR R E 2 R & UK
HEE (7 Xy NECASE | 20158E9F 28 H&RR. HIREERMEEDR.7.6-
4.1.1)

38) ELF T TF U THRERTD R BIERIREE & MR E U ERR
B (7 A v NEASE: 2015FF9H28H &R, HIGEERHMIEE2.7.6-
4.1.2)

39) /NHIEHEANIZ A ¢ FEE LK. 2012 5 61 (12) : 2593-2611

40) &MDPPICX 9 2PEEERAOMET (=27 7§ 1 201081 H20H & E.
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