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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)
Ty (h) 1.7620.269 | 1.71+0.185 | 3.58+0.696 | 3.53%0.612
50mg/500mg (n=48)
Cmax (ng/mL) 256+68.5 263+68.2 1,450+383 1,470+385
AUClast (ng-h/mL)| 1,180£224 1,190£212 | 9,370+2,020 | 9,380+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)
Ty (h) 1.80+0.317 | 1.88+0.207 | 3.960.777 | 4.09+0.781
IR, X% ol (R
16.2 B4R

16.2.1 EEORE
fEFERANE - 248)) ICEVF 7 ) FF /A PRIV v
Fa R 50me/500mglit &4t % 2208 i J O FU i |2 HE e 1%
H L7 &, Cmax X AUCwn DM FHHEO L (L%
e 5/ 2GR S) & ZF O0W%EHEXEIX, evy s T
F »C1.05 [0.95, 1.17) K ©°1.08 [1.02, 1.15], #
ANV »0.74 [0.68, 0.80] }1°0.90 [0.83, 0.98] T
Ho12Y,

16.3 2%

YWV E 7)) TF v Din vitroll & R EF139.3%TH -
72V X MRV VIRMEEEMIEES LRV E OHEND
27,

16.4 U3

16.4.1 ENLE TV TF >

(1) ¥y 7)) 75 2 iECYP2A6. 2B6. 2C8. 2C9. 2C19,
2E1, 2]J2. 3AATII# s N e h o7z, F 72, CYPLA2,
2B6. 2C8. 2C9. 2C19. 2D6. 2El. 3A4/5% [ & & ¢,
CYP1A2, 2C8. 2B6, 2C9. 2C19, 3AZFHH L 2 h o727
(in vitro) o

() HEHEBRART @F) IHCEHE LAV ) T
100mg% HIEFEI% G- Lz & &, A3 FE L LTORE
{bfs (MR 4G 025.7%) RO 7 7 DK &
NGRS (M20.7, 55.5%) HEfE L. Zoflr
Vo a CEERARE (9.5%) ROTT X FiEE QMK R
Wy (8.1%) AR SNTz. BB OHEFOERNAHIE.
M20.7 (56.5%) T&H 0. Zofizr vy oy BiaEaHE
(4.4%). 7 3 F#EEONKTRHY (3.7%) 27D 5
nizo Zvra yBaERIEVy 7)) 7F v L RED Y
NRTFINWARTF ¥ —+¥-4 (DPP-4) BHEGELRTH
M20. 7O HEFEEIIHBD T < T 3 MEGE AR A
W EGEEZ RS B2 GHEADT—4), (EV5
7)) TF v OGRS NI FE R O & 1350mg % 1 H 2[0 L
Z1ETH % 0)

16.5 HEttt

16.5.1 ENLE TV TF>

(1) BERABT 6#) IV 7)) TF o 50mgk Kl
OS5 L-%a. #5336 H £ Tl RkRZEfbfk e LT
2. 7% R ICHEE S . B2 ) 7 9~ A 149.83L/h
(164mL/min) Toh o720 ENF 7)) TF v ORRPA~OHE
ML BRI 7 PRI I O GRS B,

(2) HEHERART @4F) IMCIEF LAV ) T
100mg#% B[l 13% 5 L 72 & &, 168K R LI I2 3% 5 L 72
T RE D85% AR H 12, 15% A HE iz Bkt S I fze RO
Prp CHEIE X R R O E A 1X F N5 023%
T U5%TdH - 72" BHEADF— %), [10. 3]
(ENFZ) TF v OKRR SN2 R O #1$50mg % 1
H2[I1E T % .)

@) s 7)) 7T NIBIEEMOFRET =4 > b T AKR—
=, A F A NG VAR=—F—, RTF TR
K= =S L o TR I NV, F72, PHEEOOR®

HHETHDZEDPRENTVDS (AHTFOEKmMIEA0.5mM
P (n vitro)

*%16.5.2 X haRJILI >

A MRV FIFEAERB I NS, REMEO F FIRF
WHEE S B, RN (BB 122 boakov I v IEREIE
500mg% HLERR I35 L7z & &, K548 % £ CoJRp
PEi R I G D51.6%TH - 72 (SHEADF— ),
[10. 8]

EhONT Yy AR—Y —FBMLE AR O R. 2
PRV I PIFFTEICOCT2%2 A L CRPICHRIE S L5 L& 2
57,
16.6 FHENEREFI8E
16.6.1 BikEEEEEE

BEEH O EEOERERESEES Q4F) ICEVy ) 75
Y100mg% WO SG- Lz &, ULy ) TF oD
AUC) (TR B TR, SR, B OB HGE
[ O N O I BT AL T 7 B T L2 2. 0165,
1.31#%. 2.33f%. 1.42f% & <. Cmaxid £ 1L 2 11665,
1.08f5. 1.56f%. 1.24%% & A > 720 M20.7DAUCq ol
WERE, HARREE, EEFE OB RERR R B I OV IR BT AS
7 B TR B L ) e NLLTRE. 2,665, 6. 115,
6.7 < Cmaxl3 ZNEN1.6F5, 2415, 5.4F%, 8.1
Ehole BIIZEoTELT 7Y 7F Vid#HGEORH
3%7D5hEFE SN Tze M20. I ENT I & o CTHLEE T 25 %
WrRT D500 L FIZAL T L7217

RO OB ST 8F) ey 7 7T
v50mgx L H1A4H BRI S Lz & vy sy 7
F ¥ DAUC o | TR ERE (I RTEE, R, RO
EEOFHREREERE TN 4065, 1.71F5. 2.008%
<. Cmaxi3Z 2. 3764, 1.32f%. 1.36f5 0> 720
M20.7DAUComld B, PEFEE, R OHEE OB GERE
EEH RS L) Eenl. 6665, 3.20f5. 7.30fF
5 <\ CmaxixZ &N 5785, 2.56f%. 5.55f5 2> 726
7\‘)1/7UVEE?@%{ZK@AUC&MM&'\ W, REEE, ROE
JE OB AR BRI E B TR RS L) 2l 358,
2.69f%, 7.25f % <. Cmaxld & L2 N1.13f&. 1.60%.
3.00E o 72V HEADT— %) (EVF T TF >
DAGEE N7z FEE K OV H 2=1350mg % 1 H 2[0] 3110 T &
5o) [9.25H]

TS K OB S B ISV Y ) 7T 2 100mg &
ARG R OEMERE/ ST A -5

(g Cmas Tmax AUGL T Cle
%@ﬁ§>mym) (h) (ng't/mL)  (h) (L/h)

T HER RS *1.00 -

) e o M0 LT 3950 82 12,3653
T *

if 7922229 uﬁ?m 37644967 2.830.76 6.06+2.71
e i 3

;ij UM 501‘22500> 2.4511,343 3.89+1.64 5.98+4.21

T .00 -

e msezs o 0 43632.060 3555035 1442075
B

%ggggwhm L0 g e 806665 —

B 06 () 5y Ty g 2006+082 8.056.

n=6

S fE AR R, % P ORoMIE, KA
R - CLer?50~80mL/min. FEJE © CLer’30~50mL/min.
HJE © CLer?30mL/min A

16.6.2 FFikpeEEEE

REE A & BE OIS EE (166) (IC¥Vvy 7)) 75
>~ 100mg % H.IAE P G- L7z & & BREE K OSSR O IT A%
e EB B IIBIF LN S 7)) TF 2 DAUCIE, TN
N20% K UBWAXT L 72745, T O FERe M & % CTl322%
AL 7e BE. AR O IR & E O Cmax | il HE
Welit & IR TRI2B%IE A o 72 h5, FEE O IFF e & B
TR E L FRECH - 72, BE, hEE, EFO
FrPgpeREd2 3 OM20. 7O AUC 1 fEHEREERE & [T



FREN2T%. 49%. 92%7E < . [FHEIZCmaxid Z 21
23%. 46%. 65% A 72 HHEANDF— %) (ENVF T
) 7T QKGR E N AR O EIE50mg % 1 H 20 311
HThbo)

TR [ O EREE A 12 L 5 7)) 7 F 2 100me %
HAFE G- B OB RE ST X — ¥

T

i 2o [ Cmax Tmax AUCo T
(FFHEiERE :
& ) (ng/mL) (h) (ng-h/mL) (h)
ﬁ%ﬁfﬁﬁg*ﬁ% 6755263 | og'%foo> 2567428 2.010.50
X *
ﬁiff 4975229 ) 0&'%f00> 2,076+514  4.92+4.86
e *
glj?Ei 512166 5&"2300> 2,411=740  3.08+1.59
i .04
- 6325247 ) (PO (0 3.32251.472 2.40%0.25

SRR % il OR/ME, K ME)
R ¢ Child-Pugh A 2 75~6, H%EE : Child-PughA 2 77~9,
#JE 1 Child-Pugh A 2 710~12
16.6.3 EpE
708 L Lo s (208) 1YLy ) FF 2 100mg %k H
FEREOPHES L7z E & OAUCK O Cmaxid. FEE#HE (18~
40/%) 1ZHE L TENENL.R2ME KO8 E o 727
MNEANDT—%)e (ENF 7)) TF 2 OERBI NI
K O :1E50meg % 1 H 2[5 1R T 5 5)
16.7 EYHEEIER
16.7.1 EWETUTF 2 EZDMDES
QRIBEFRIRIRE R RIZ A MRV I VHERRIE. 20 7)) K
ROEF 7)) 5 v o EERATIRICT 20D E
SNV Y YNAYF Y TGI TN, TV Ty
Vy, VIR L O3 EER & BET LoRR.
N7 TF 2 OB O S EIREIZ AL L 2 Ao 727
HEANDTF— %)
HA N2BIMERAGEE (246]) 2RRICENVS 7Y TF v
50mg# 1 H2[ K 0K 271) R — 20.2mg% 1 H3EI3H [H§FH
PH L2l &, HE53HHOE VS 7)) 7T~ OCmax i
AUCq o0l T HAEE G- 15 & LR Z 2 1134% L UN23%K T L
7275, DPP-4MLENDEEILRD 5 e hro 727,
16.7.2 X hRILI > & ZDfDEEH
CURTFTV Y
TEHEN (7H1) 126 L A PRV I VIERRIEE A F Y
VEBH LA, VAT Y L OFEYEIREIIZEED A
LNBno725 00, A RKRIVI ¥ OAUCHFIS0%HE N
L7z EADF— %),
BRI R
TREER (3061) 1AL A MRV I VIERRIE X RV T
J ¥ V50mg/ H X 12100mg/ H % #F L T EH G- L 72
Wit. A MBIV Y OCmaxhZLE166% K% O 111% L
F L. AUCHZ N2 IT79% N ON145%H8 00 L 72 (kI A
DF—=%)s
CNYTFE =T
ERERL (1461) 126F L A MRV I VEEERIE L NV T8
ZTEMFHLTCHBZSLEELEG A MRV VO
Cmaxt NAUCo B3 Z N2 N50% K O74%¥8m L. &~
V)T 5 2 ANB2%EA L2 FHEADF— ),

17. ERERRIE
17.1 BMHEROR2MCEET 555
17.1.1 EBREDHEERRER (X MRV I VERETHRET
+3 K2 RINERREE)
FrgE, ERREICINA A PRV X VHERRIE (250mg 1
H2[[ 3 13500mg 1H2[m) o Hdk 5-CcliifEa > s a—v
B S TV 2RI R EE (13961) % 0hRIz,
YV E 7 7 F 2 50mg X iE 7 T & K % 1 H 2001238 [ B
PG L, FZEMIE H 2 HbAlc o 5515 5 02 b &
L CEisedelm,. 7 v % afb., ZEHEWR. 77 L R
WATEEM B % i L 720 IR EDEBY TH-
72

A DAV 3 AR TR RANA 55 7 2B PR S ) SR O 6 R

HbAlc (NGSP, %) | ZeffipigE (mg/dL)
®5H# | n ﬁ%ﬂ%&@ PR %%%%;@ PR
M 7 ((;) . b()ts% 098 (22 8147) -28.42
e g || G |7
VB0 3| e | | et |
Vs 3| e | | st |

M : X hR)V I R 250mg X 1E500mg A
VAM © V4M250 & V+MB00 P4
V+M250 : ¥V &2 75 2 50mgk A kb 3 v R 250mg it H
VAMB00 : ¥V & 7)) 75 »50mgk A bk b 3 v HEEES00mg i
M IR EUIITIC AT IR AP (EHERRE) . # 1 p<0.001
FWERSBURE LN 5 7)) 7F v & A MRV 3 VHRERE
BEMT16.2% (11/6861) THho7ze LI F T ) TF v &
ANV I VIEEEORIC B A2 ERBEIERIZT I 79 —F
BIN4.4% (3/6881) T -7,
17.1.2 ERNEIHABRKRR (ELETUTF 2 THERT
D E2BENERREE)
B EEIREICNA EN Y ) T OIS T
MAE T > b E— US55 S w7 W 2BURE R 5 B
A716)) xRS, EVFT T ) TF /A MBI VIR
Hi50mg/250mghit & $t. 50mg/500mghit A 8E. iz 77+
K (g 7)) 7F 50mg) % 1H2M0 148 BRI S L.
FEFMIEH A HbAlc OG5 mA» 5 O&bm s LT%
iRkl o o5 afb. ZEHEMR. 77 2R BATHE
MR FR L 720 HRIIREDEBY TH o7,
VNS 7)) T F 2 TRIRA 55 7 QT D R R B

HbAlc (NGSP, %) | Zeffil¢igE (mg/dL)
SR IR RS T L AR T
v % | 0o -0.98 & 00 29 57
V/M 115 &Ski% (0.10) Eé?gg§ (4.95)
VA0 %6 | ohee | = | ey |~
0 |99 | oo | | Gae |

Vi ELS 7T 50mgiiFl. V/M : V/M250 % V/M5000 B

V/M250 : ¥V 8 7)) 7F 2 /A kb 3 v HEEH50me/250m gt &

V/MB00 0 ¥ g7 ) 752/ A kAL 3 2 HaREE50me/500mghit &
o T AT IS D IR A (RERESE) L # ¢ p<0.001
EIEMRSBIRHIE I NS 7)) 7F v/ A MRV 3 v HERE
TR $ETL7.4% (20/11561) THh otz CNF 7)) TF v/
A NARNV I UHERIER A B A B ER . fES,
Tl L %2.6% (3/115610) . & OF I A FL R 3 Hn1 . 7%
(2/11561) TH 727,

17.1.3 ENE IHABFHR (RERS5HR)

FrFDE, BEYEEICINZ A MRV VIEERE. FT V)
DAL a7V a vy —YHERAIERT A A
IR () = F) HARCIE D v b a— b
BONTVAR V2R RFEE (X MRV VIEBIEE O
BEA 0 5861) A xt&ic, BIEANIMZ VST 7)) TF v
50mg 1H2[E %52 M #& ¥ 5 L. sk, EEM,
R G- BR % M L 720 FERTNE B =6 G e
DREREVEMRTHI L Lz A MRV VIEREEE D
BERACIREEMEIRTFTH o720 F 720 A O
HbAlc (JDS) fEDZEALHEIE-0.75%Td > 720

FIVE RS BB 13 A MRV 2 CIEFRIE & o BF F T29.3%
(17/58%1) TH o720 A MKV I VIEERIE E OPEHIZBIT
A EREERIE. R, M7 I T —EENS5.2% (3/58
Bl) T o7zs EIMPERERIT X bRV I VIR & OB
T1.7% (1/5861) TdH - 72",



18. EEhEIE
18.1 1EAE
AHENE, CWF 7Y TF U ROA RV CEBREORE
HTdH 5D,
(ENFTVTF)
DPP-4% &I 20D I IS L. A EEGLP-1 i
BEOL LT, MR A 2 20) Vi R X2
AR NN 7 B s w7/ 1| N 111 R (a1
?%3473710
(X bRV AEERE)
F& LIRS 20 EL2IH L. BEpilao 1 » A
VU RN D L AR TR 2 38385 2, 72,
FRTORER Y AAIGME, B A & OBERIETHISE O E
bEHIHLNTWDEY,
18.2 DPP-4[HEEH
g7 7T ik e MSEDPP-4% i EEAKAE 912 B %
L ICflIE2. M Th - 727 £72. ¥y 7 ) T+ Vit
t hDPP-4 (I z f8) 12K L CrmvEfgEZ R L. Kifl
132~3nM T - 725%,
18.3 IMIEGLP-1ICX3 ¥ 2 1EA
2P PRI B F 12V ) T F 2 50mg % 1 H 27 H X
BROHG$ 2 & MHEGLP- 1A B L 72"
18.4 4 > 2 ) VEHMICHT 21EH
2R IR BE 2 E )L 4 7)) 7 F »50mg# 1 H 241 H K
BROEG L A v A v 25y T EfiL 72 25,
A2 20 VP R BT IR A L2 (MHEA O 7 —
%)
18.5 IM¥ERET1EMA R UTHIERESZ1EA
18.5.1 HPESRI I B O2BWEIRIG D 71 = 2 A PN T 7
) 7S v & 1TH1BIL0M B SAE#RE 453 % & HbAleh®,
PRI B LT 2N 2N0.6% % U1 . 20%E T L 7%
18.5.2 2B R E I L ¥ 7)) 75 2 50mgx 1 H 27 H
WSRO 59 5 & BTRIUNE L OV ZEHE R LB ASEC T L

»40)
- o

19. FRR2ICEIT 2IB(LFEMHR

— R
Y7 7F ~ (Vildagliptin)

1b#4
(25)-1- {[ (3-Hydroxytricyclo[3.3.1.1*"]dec-1-yl) amino]
acetyll pyrrolidine-2-carbonitrile

T
C17HZ5N302

iy
303.40

IR
Ht~EH O IIMKEOOR K TH 5. KRS
/= (99.5) IZHEFR TV,

AL

H i {.cn
I ,
N
H
L=

#9150

SrHCAREL
1.255 (1= 2% /=), K), 0.0042 (1-*+2 % =N/
0.1mol/L¥ifE). 0.035 (1-4 2 % / —)v /pH4 . OFZEL) «
0.25 (1-+ 2 % 7 — )V /pH6 . 8% i)

— B4R
A MRV CHEREEE (Metformin Hydrochloride)

1b#4
1,1-Dimethylbiguanide monohydrochloride

il

0]

G
C4HiNs - HCL
GEs
165.62
PR
B DR LB PED B R T %o KIZETRF <\ B
iz (100) 1ZRRETIZCL, 8 72— (99.5) (2T
12w
Tttt
NH NH
CHs

-~

HN N N e HCI
H

|
CHs

il
#9221C  (5#%)

20. BRVEDEE
FEHIIRNTH > T WK Z T B 720ME RIT %R 5N
CERPIHHT 52 Lo

22. A%

(T 4 MEEASELD)
1008t [10%E (PTP) x 10]
420%¢ [14%% (PTP) % 30]
5008 [104% (PTP) % 50]
5008E [, /N7, HZEFIAD ]
(T 7 4w ME&A$EHD)

100%¢ (10 (PTP) x 10]
420%¢ [148% (PTP) x 30]
5008t [104% (PTP) % 50]
5008¢ [, /N7, HZIEFIAD ]
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