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YL s 7)) 7F »50mgx BRI G- L7z & & O b R bk
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M SEBE ST A — %

Cmax Tmax AUCq Tz
(ng/mL) (h) (ng - h/mL) (h)
*1.50
27277 (1.0, 4.0) 1,139+80 1.77+0.23
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MmEE Y EE T 2 — 5

o Cmax Tmax AUCq2 Ty
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7 415105 o 518 0 1,490+344 2.41+0.771 1.01%+0.114
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BGANCERHEEBINT 5 2 212X ) 1.75MH 22 52 SR IE R &
N2 EAD T =)o GRFIO MR O #1350mg% 1 H 20 3L
E1RTH % .)
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M SEBEIRE ST A — %

- Cmax Tmax AUCoy

#3 0 (ng/mL) (h) (ng - h/mL)
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SPED25.7%) RO T AWK IF S W72 A
(M20.7, 55.5%) HHEFEL. Z0fr v o »riiaask (9.5%)
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O CRIAEE (4.4%). 7 X FIEEONUKSRHEY (3.7%) »°
BOLNI, FvruyRiaagRIensy sy 5o LREDY
NRTFINARTF ¥ —+Y-4 (DPP-4) MHEEEZ RS2 M20.7
OIEEFHIEEBD TIH . 7 3 PG IR BB & B 1
BRE LD 1Y BEAD T — %) (RFIO 3K OH & I1E50mg
Z1H2[E XIZ1ETH 5 .)
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16.5.1 fEHER AT T (661) (ZARAIS0mg % HIAFE 135 L 7256
P 5123600 £ TITRZALIR & L T22. 7% R Ikt S v, &
77 5 A139.83L/h (164mL/min) Tdho7zo ¥ F 1) TF
Y ORTAOHE L, FEEIE 2 RS WO MG R S s,
[10. /]

16.5.2 fFE AR T (4fl) 12MCHERE L 72 €L 7 7)) 7 F » 100mg
HAREOPES L7z b & 168HFRT AN 2 #56 5 L 72 il 0 85% 7+
PRI, 15%SF IC PR S vz TR OVFE P ISR S 7 R A
(LD EEE 7258 023% % V5% T & - 727 (MEA O
F—%)o (KFIDHERCHEIE0mgz 1 H2EZ1ETH 5.)

16.5.3 B ¥ 7 ) TF LV ZHEERMOBERT =4 > b T ¥ AR —
y—, BN FA N T VAR =  RTF R TV AE—F —
HIZLoTHE SNV, T2, PEEOOHELECTHLZ L
ARENTVD (BT OKMEA0.5mMEL ) (i vitro)
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BeH L2 &, CLT ) TF ¥ OAUC, LB ERH 12 T
BRPEE, WRERRE. TR OB RRRERE S R N OV BT AL e R
TENZN2.010. 1.314%, 2.330%. 1.42f% 7 <. Cmaxld T 1
ZR1.66f5, 1.08f. 1.560%. 1.24f5 %4> 720 M20.7DAUC a4
L BREE. RS, EE OB RS RS K O MENT S E A
BETRBRERE L) 2NN T, 2,605, 6.1, 6.7
Cmaxld Z L& NL1.665. 2.48%. 5.405. 8. 155 A o 720 BEHITIC
LoTENy ) TF L FEGEO3% R Sz, M20. 71
FEITIZ & o TIAE PR EE ASEATHT D500 L FI& T L 72"
W7 & WIE OB HEREREE B E (4801) 1IZAKI50mgx 1 H1E14H
R O%S Lok &, ENE 7 ) TF ¥ DAUC a3 EHEREERE
(ZHATEREE | PR O R O B R AR & T2 T 40
5, 1.718%. 2.0085% <. Cmaxliz 21 2N1.374%, 1.32f%. 1.36
R A 5 720 M20.7TOAUC ol TERE, SR, R OEE QR
HerERr B CHBE B L ) e N1 6605, 3.20f%, 7.30f%
# <. Cmaxid Z L2 N1.57H%. 2.56f%. 5.5505 84> 72 b
70 YA ROAUCkd. B, HEE. ROEEOTHKE
B o2 SR TR EBR S & 0 22N . 3505, 2,691, 7.250% < .
Cmaxld Z 1211131, 1.60f%. 3.00f5 4 - 72 (JHEL A 7 —
%) (RHFIOREROCHEIXS0mgz 1H2E UL TH 5.) [7..
9.2.1%MH]
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(Ei?Q?E Cmax Tmax AUCo Ty CLr
% (,‘ﬁ%g) (ng/mL) (h) (ng'h/mL) (b (L/h)
TR B *1.00

=24 477+114 (0.50. 2.00) 1,872+461  3.95+1.82 12.36+3.36
[25°3 1.50

=6 792+229 (1. 50 2.00) 3,764+967  2.83+0.76 6.06+2.71
s 1.25

=6 514+279 (0. 50 2.00) 2,451%1,343 3.89+1.64 5.98+4.21
Y *1.00

=6 745+235 (0.50. 4.00) 4,363+2,069 3.55+0.35 1.44+0.75
Imdﬁljh‘@ 150

7 —

o % ' 591166 (1 50. 3.00) 2,656%532  8.05+6.26
SRR R, % Rl (R/ME, oK ME)

HEJE @ CLer?’h0~80mL/min, HEEE @ CLer30~50mL/min.,

HEE  CLerA®30mL/min i

16.6.2 AFikpeEEEE
R AH & EE OIS RS (1661) 124#100mg % H
[EIﬁD%’Z%—- L7z& &, %F‘FﬁUEF‘fr‘F;@HH‘ﬁE% e

BUIFLENT T TFDAUC . ZIEN20%K Y

8%T&T L7zhs, EEOFREER S EE TIE22% 5 L7z,
W, AR OB RERE 5 OCmax LB ERE &
NTHI2BW AR > 723, T O BT RERE = 5 Tl R
B LRBE Ch oo, BEE, HEE, TR ONHERRRE
FRHEOM20.7OAUC, (3, EHERE L IkxTThz
N27%. 49%. 92%r < [l Kk 12Cmaxid £ 41 2 1123%.
46%. 65%:5 70 72" (BNEAD 7 — % )0 (AH O HE: K
O H®1Z50mg % 1 H 20 3031 Tdh %)

fERER RS T O RER B H IS Ly 7)) 7 F 2 100me &
ARG R OEWERE T X — ¥

(Hﬁ;?ﬁ_ Cmax Tmax AUCo Ty
s pppy) (ng/mL) (h) (ng-h/mL) (h)

T HEw R *1.25

o 675263 (1 0.5 00) 2:967428  2.0120.50
(133 *1.25

et 4975229 (1 09" o) 2.076+514  4.92x4.86
GiE 5 #1.00

0=t B12x166 () = "3 () 2.411£740  3.08x1.59
s #2.04

1t 6324247 (1 00"y op) 3-322%1.472 2.40+0.25
SR, % ROUE (R/ME. feKfE)

R Child-Pugh A 2 75~6. #%£k : Child-Pugh A 2 77~9.

EJ¥ : Child-Pugh A 2 710~12

16.6.3 SksE
T0RLL EO B S (2061) 1ZAHKI100me% a5 L
72X EOAUCK UCmaxit, JERSkRE (18~408%) (ZHbik
L C2RZNL.3265 K O 185 i 20 - 7217 (SHE A > 7 —
5o (A ORI O & 1350mg % 1 H 20 XX 1E T &
%)

16.7 EMHEE/ER
HAR 2T R B E  (24490) % b RICARHKIS0mg % 1 H 20
B OVR 7 1) K — 20.2mgx 1H3IAI3H B BF A% 5 L 7= &
& HEG3HEOENS ) 7F v OCmax i FAUC 1204
R e oA P R ﬂ 2 N34%J% U23%1% T L 7= 2%,
DPPAMEADEBIIAD SN Dozl b, K7
)R =2 L ORI AR O TR IELER N EE 2
sz,
TEINBRERANZRRICT 20T S NV o,
UYWAY F UL TITIIVTINT ), TTXRT
F 700 SEEOBIBE RIS EE 2 RIZZ) T B B4 T
VE oy A RNERVI VEOEYBAHEAER ZRE L7z
CVy 7)) 75 v ROPEREOSREYEI I L L 2o

.19-24)
72,

_4_

17. BRPRRGIR

17.1 BMERVCRLMEICEET 5535

17.1.1 EAE 11E:ER
ARG, EIPREO RTINS > b o — a5+ 4
LN TV VRS IR (20161) & xrRI2. AHILO0,
25, 50mgii3 77 L AR &1 H2M2ARMKE TS L. 77
LRI, CHEER, BB S L 7o ERERlE
H#HbAle (JDS) ¥ GHiN» 5 DZ LiEE LTE/L
720 ARIMBERE D ZEBLEI & 1345910, 25, 50mgh N 77 +
RAENZN4.2% (T1HIH361) . 0% (72610%51) | 2.6%

(76450 p2Bl) T O1.4% (7261161) Td - 722, (KFH)
O ORI 1350mg % 1 H 20 AX1ETH 5 o)
75 AR EERLERE (1208 O R
HbAlc (JDS)
(%)
HHHIPLOZbE TR REDE
75 R 0.28 —
Yy 7)) 7F 2 10mg N _n ot
LH 2 0.53 0.82
CNy ) 75 2 25mg _ A ot
e 0.67 0.95
YLVE 7)) 7F ~ 50mg § 1 ont
020 0.92 1.20

# 1 p<0.001 (PAFNELZ & Y MoE D% Bk % %)

17.1.2 EINE DR

fHE, IO AT » b o — A 4512

B AT 20 W2ERLHE R 5 B (23961) & 5t Rl i\ﬁﬂ
50mg 1H1[El, 50mg 1H2M, 100mg 1H1EI L7 7 R
ZI2EMEOHRES L. 7o bR, SEER, it
BRA G L7z EEFHEE # HbAle (JDS) fHO#% 51
Mo OEALE L LTHEML 72 %5128 0HbAlc (JDS)
fEDZE b (50mg 1H1ME, 50mg 1H2[E, 100mg 1H 1,
77X R) X, TNEN-0.78%. -0.86%. —0.86%-. 0.13%
THY, EVFT)TF L E 7RI L, wind
HERZT 2R L (p<0.001. A E/KHES% (Hochberg®
ATy TT 7)) MY hu— Vv ERREE S, £
72y ARIMABEE X W FROFGHET L BO SNk ro 727,
(RHFN O L O & 1350mex 1 H 2\ X AX1R T % )

17.1.3 EREE DHEEER

L, EERELO AT T » b O — VA 51245
DAL T 20 W2ERDHE R B (38081) % xt G, AAl
50mg 1H2[E X ixR 7)) KR— 20.2mg 1H3[a] % 128 [ 5%
O#e5 L, g2, —EEMR. Bt L 9 L 72,
FZEHIE H 2 HbAle (JDS) MHOFG-HiA 6 D% bE &
L CHM L7z RIMBEE D BB GIZ eV y 7)) 7F
730% (183BIFHOBY) . K7 R—ZH0.5% (19261 1%1)
Tho77,

FH R T E MR (12088) OffR

HbAlc (JDS) ZENGRSIRE AR U2 il
(%) (mg/dL) (mg/dL)
BEHIDS F7)R-R BGHDS FVE-A FGHPS F)E-A
OFfte  k0E  OFtE toE  oFle koE

RFPE-A 038 — 781 — 1979 —
CAFTY) e e osk .
oty 0.95 057 -24.06 -16.25% -51.50 -31.71
% ¢ p<0.001

17.1.4 ERSELAHAR

AHRBE, SEEFEINAZ AV AR vy L7 H AT I
B v b a— VA5 45 S AU T e 2 W 2BDNE R A
(202680) % xf5I2, ARHFISOmg 1H2M X7 I £ R% 2 )V
Ry L7 AN Z 128 B H%G L. 77 2 R R
TEEM. B G L 2. EEFEMIE H ZHbAlc
(JDS) MEOFGHi7 6 0% b & LCHEMiL 72, %512
JH OHbAle (JDS) D ZEALEIZE NV F 7Y TF VI8
-1.00%. 77 tED-0.06%THY, ELFy 7)) FFid
TR L. A (p<0.001) ZETFZER L, IfEa
YN Vv REE S, F o RILEE O SR E A
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YL 7)) FF U p2.0% (102610261) . 75+ KRH1.0%
(1006 1B Td - 72,
17.1.5 EINE MR
fEH, EHETO AT T > o — LS55
ST V2R R ERE (103F), b L ik, BEFHE
P SRR Z AV ARV L7 H I T
N E = VAT AR S LT 2 W 2T R B (5311)
X GIZ, AHI50mg 1H2MA S L CIZA VK=V L T7H
\jDK$§SMnglHZE%B%DHﬁdjﬁﬁﬂﬂ FEl 53
B Fih L7z EEFEME B RIS EE 0 % e % i
AT HrI Ll Lize WIENLHEG GBI A S ks ~
M=V e L, 5280 THRE L 2D~ b
O — VS N7z, GO TbALe (JDS) %Al
BIZFNZN-0.80%. -0.64%Td > 720 F 7z, (RIMHEAE
DFEBEGIICN Y 7Y TF v BRFEG-H0% (103670
Bl 2NV =Z v LT H & OPE A3 8% (5361 261)
TH o7,
17.1.6 EINE MR
FHFRE EREICMZ A MRV FT7 )Y UHL
a- 7)1/:3/57 PIEH AT HENTL A > 2 ) > et
J () =F) Bz >y ba— v +aicisn
fwm\ﬂ%ﬁwﬁ?%%‘ (58%1. 6261, 6261, 6361) #* %}
12, B IEANHN A AFIS0mg 1H 20a] % 5238 [ £ 113 5-
L. E8HGRBEZEM L 72, FEFMEE SR
BHEORENZHRET LI L L. WTFR L5
A SIMEDT Y ba— VR EE L, 52812 bh725 T
LMD v b O — VRS T, i EEAT R o
HbAlc (JDS) fEDZALEIZ A MRV I v L O TIE
-0.75%. F 7)Y AL OB TIZ-0.92%, a-Z V3
V¥ —PHER & OB HTIZ-0.94%, 7)) = FEOBH
TIE-0.64%Tdh > 720 F 72, MRIMFEE O KHE 1T 2 T
RNV EDOHHTIEL. 7% (B8BIHFLH) Tholze F7
VYT VAL -7 Vvayy—EHER., 7)) = FEoff
FCIRR I 15000 & N7z oo 722
[11.1.3%:H]
SRR RAESE
17.2.1 EINSLEIRFEHERRAER
B, GEBEREICINZ A v A BEFIEARSE A v
2 EFNIMA A MRV I VT > o — )y
HTHIAT ST V2B R R (15661) 2 x5
12, AHI50mg 1H2RIZ 751 K% A > 2 ) > 85K 6 H
TTIZEMGE%RSE L. 79 e |, HEEHR, LI
FABRA M L 7. FEEERITE H1ZHbAle (NGSP) fii dF%
Haih oot e Lz, #512:80HbAlc (NGSP) 1#
DEALBITEN S 7Y TF U H-1.01%. 7T RN
-0.11%THH. EVFZI)TF L ETIERI L. A
& (p<0.001) ZETFARL, IMpET > bo— L xiEs
Wiz, 7o, RIMAEO B SIS 7)) 7F 0 a8
6.4% (78%IH561) . 7 £ ARH1.3% (78616 TdH-

.31
- o

18. ZExhIEIF
18.1 fERR
TNH T URERTF F-1 (GLP-1) &, 1 ¥ A1) 55 fe
EER RO 7 v =T 2 iiifER 28 L. #Ecs
WTHEELRZRHZRZLTWE, ELF 7Y FF i,
DPP-4% #IRW2>D W i (I BHE L. N EAEGLP-10
JEAR D H LT MRS A > A0 40 % e
B EELITT A TR L. R BT
RIET Y
18.2 DPP-4FHE{ERA
CVF 7 7 F ik MEEDPP-4% i EE KA A9 12 B
L ICsfEIZ2. TaMTdH - 722 £ ¥y 7Y TF 13,
t FDPP-4 GHfz 1) 1ok L CrvBIRIMEE R L, Kl
132~3nMTdh » 722,

18.3 M#EGLP-11-x4d B 1EH
2THE BRI .\ 2 A HI50me % 1 H 207 H B AR 195 55
k. MAEGLP-LEREA BH L 727,

18.4 4 > X VIEHmMICK Y 218
2R PR 9% B (2 AR HI50me & 1 H 20041 H [ K AERE 3% 5
L. AYA) Y2y TR FERLIZEZA, A VA
) RPN 2 HTIRESSE L 2T GHEADF— 5 ).

18.5 M¥ERETF1EAR U ERESR=1ERA

18.5.1 R RIF I T O2BBE IR D /1 = 7 A P2 5
7)) 7F v & 1THUAL0FE M AR 59 5 & . HbAleh?,
PeGRTE IS I8 L TN N0.6% % 1. 2% T L 7%

18.5.2 2FUHE IR 5 B 12 A HIS0mg & 1 H 207 H 1 RAE #2111
5T 5 & IR 2 g ML T L 722

19. FRIRSICEIT 2IB(LFERR
— AR
Y7 7F ~ (Vildagliptin)
L4
(25)-1-{[ (3-Hydroxytricyclo[3.3.1.1* "]dec-1-yl) amino]
acetyl} pyrrolidine-2-carbonitrile
Gk
C17H25N302
ot
303.40
AR
F o~ O BIK Ao ETH . KRS
J =) (99.5) IZHEITRT W,

AL
O g
H ,CN
N .
\)kb

OH
il
#150C
AN
1.255 (1-4 2% 7=V 7K), 0.0042 1-4+2 %/ =N/
0.1mol/LYif%) .\ 0.035 (1-# 2 % / — v /pH4. OfAE )
0.25 (1-4+ 2 % 7 —)v /pH6. 8#% &)

22. A
1003 [10%E(PTP) x 10]
420%¢ [14%E (PTP) x 30]
5005 [10%E (PTP) x 50]
5008 [ /N7, F2IEFIAD ]
1,000%E [10%E(PTP) x 100]
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