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3.1 #mk
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PRI - #IE HEOERAD D7 1 )V AT—F 1 > 7§
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£ (mm) 8.1

JE & (mm) 3.6

B & (mg) 181

4. SHhEEX IR

2BINE RIS

5. FMEEXIIHRICEHET EE
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WEEE T OAT o f2 LTRSS BHEICROBET 2 &

6. RERUAE
WL, AR ENVY T TF 2 & L T50meZE1H2EH. 412
ROHRGT 5, b, BEDIREITIEL T50mgz1 H1EFHITH S
THIENTE S,

7. RERUVRAERICEET 2R
AR R OEERERRE O & B BESUIBENH ORME A 2BE T
i3, AFOMPRES LR SBENHH 5O T, 50mgElHIEH
CRETBRE, MECKSGTHIE, [9.21 16.6. 124

8. EELEANEER

8.1 AFNDOMAICH 7z > TIE. BEITH UAK MBEE IR B O D il
FERZDWTHa#HT 52 &, [9.1.2, 11.1. 35#]

8.2 fiftkfElE (MAZED) NHobNd I ENHBDT, AFH
G5 BMART. BREBRBBIEMII DR B3 ABIC, 20K
EHRICH#REmE 2175 2 &, [11. 1. 1ZH]

8.3 AMMAND SOLND T ENDH DD T, FHFNREL WIERH.
&2 O FIE R B & O N2 H/E L. EHONIZERMOBR%E
ZWBEOBRFIRET S L, (11 1. 58]

8.4 AFIF G, Mpk, REEZEHITREL. ERIOYRZTE
M. FHIE3H A U TORRNA 71255 13 MOEHEE
NDEREEET L L,

8.5 KMk M MEMBIERZEZ I BENNH B DT, EFfEE.
BEHEOHERSFIIHEL TWLIRFIIRGT L L EITREET S
Z &, [11. 1. 3]

8.6 Al & GLP-1Z A MEBEIT VTN S GLP-12 5k 2N L 1
BEETNERZAEL TWS, WAIZHFH U 7B ORI 7S
<V AR R EMZHE SN TWiR,

9. BMEDERZHEIHEEICHIT IR

9.1 BHHE - BIEBEEDH 5 E5%E

9. 1.1 LAE (NVHAREEII~N) D& 5EE
RS R 72 < R EMEAHESL L TWR,
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- il AR RS 2 U A B R 4

- RAEARIREE, SRS, THAATER. AEEREOR
P EESHLELN 1=
S W AES)
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9.1.3 EHFMOEERIIEHECEFOH ZEE
IBHEEZEZTHBENND D, [11. 1. 62H]

9.2 BHEEEERE

9.2.1 HPEELLOBHBEEREDHZEEXIERPORPEFSEE
JHEROCHEOREI 2175 2 &, [7.. 16.6. 12R]

9.3 FTHEEEESRE

9.3.1 EEDOHEEEEDHDEE
B LRNT &, FERERENELT 2 BTN H 5, (2. 38H]

9.3.2 FHEEREEDH 2EE EEDHIREEEEDH ZEEERL)
AR E NI LT 2 BE 0D D,
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SGLT2FA s | FFFIE 3 5 s — M. 7 -GTPHEIN.
A AT I % ALPHN
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MAOBE%’%J ZATIE B85, BB, T5 | KIEH .
74 75— N RERF R RE pEE FEIE. EME K. K
[11. 1. 3] K=
MpERE TEA 2559 2 | mFEMES LR L Ca|imeEkE FERD ZElg. EJE. I | CRPHEIN. RAEME
A > hO—=I)VREIZ | EEHICL S, Z D RCK# N, i H | . R EE N,
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11. 1. 2508 TWBBETI, - -
BRI LT o i 14 BALOZER
12 T L TR O 14.1 FERIZFEOEE
FEBEENE N = PTPEZ DEANIPTP — R MO L TIRAT 2L 5 FET 2
EDOWEDND B, Z & PTP>— ROBKIZEK D, BENS AR R AR AL

11. 8ER
ROBWERDD 50N EMNHHDT, BRE IV, B
WD 6N B AR 5 2P IET 57 EEYAE 217D 2 &,
1M1 EXAEER
11,1 BF%. FFEREREE (W INHHEEAH)
ALTXIZIASTD ERZE %S FFR I HEREREND S b b 2 &
H B, ALTXIZASTZ O HAEMTATfE O BH 2 8D 728551213,
AF O 2R IET 27 EWYBABZITD 2 &, EIEOTHAER
EERETDZDMDIERND SONZHEITE. KF OS24
kL. Z20BEELEZBETHERELRNI &, [8. 28]
1.1.2 MEZE GEEARH)
ToTOFT Y O EBEBREER AL TWAEETIE. ML
TWARWEFITURTIEREORBEENEN S 2 EORENH
%, [10.22:18]
1.1.3 {EMm¥E CFEERH)
RIMEER D S5DOND T ENH D, AR LT HIEDHHTHE
BIRMEER NS S b, B#EkERTHAbHREIN TS,
RMBEEIRAGZED LN E AL 25D RME BT 572 5
YIBMEZITH> 2 &, 72720, a-ZIIVa3 ¥ —YHEREDOHM
& D RMBEER D S N2 B BT T Rz R 5T 2 2 &,
(8.1, 8.5, 9.1.2, 10.2. 17. 1Z:HH]
1. 1. 4 HEBGHRARAE (BUEAH)
WP, Bk CKER., mhkUORPIA/7O0E S ERZ2RE#
T BRBUNRAEN D b D ZEND 5,
1.1.5 2MER (EEAH)
FREtRI72 i U W ESE, TEM-ZE 0 B 2GR0 © N 5123 5%
LU, #URAEZITS 2 &, [8.35H]
11.1.6 BRRAZE (BEAR)
EE QMR . BT 210, WS oRENEBD sz
BATIRERG 2RI L, EYRULEETY &, [9.1.38]
1.1.7 BEMRR GEEAR)
BNk, ROR R, FEEL M ORE (RER) HFRDshiBE
ITIE. RN, ERCT. Mg~ —h —S0MmE 2 EMS
5T &, MEEMEANSEDNZHE IS E2RIEL. BIEEER
WEHIOBSZDMY)RIEZITD Z &,
11.1.8 $EXRAE (BEEAH)
Kia, OSAEND SONIZGEEITE. HEREEMHKL, #E5%
FET B b alEEZTD 2 &,

BIZRZAEB I L THERRRASEOEBLRAIHEZHIET LI &
NdH %,

15. ZDDEE

15. 2 FEEGARALER (CE D < 15K

15.2.1 U X %& W= 10438 KKAE R D3 528 AR ER BRI B W T,
1,000mg/kg/H (50mgl H2EHAETHOE MRFEE (AUC) D199f%)
HOMECHMIE OFEAEBE ML, 1, 000mg/kg/ H & DI K Y
250mg/kg/ H LA ERE D1 T & PIIE O FE A FIE A L 7z,

15.2.2 B4 P O13 MR D& G HEERBRICB W T, 50mgl H2E
HAETot MEfE=E (AUC) ITHY T 55mg/kg/HEL LD & T,
i, BEROBHEOKERZ (5mg/kg/H TR PIZHEL =
—@MEDkE, 20mg/kg/H AL THRE. ik, 80mg/kg/HLALT
RS PMEIN TV,

e, A7) OO DG HEERKBRICHBNT, 20mg/kg/H
EOMET, EfRick 0 oEEGHIcatsEtgEs LT B
WS, MIREALF0/X5 A —% (LDH., CK. ALTKUAST) @k
SRR, MR SAIBIR 2 0 S (RO Sl s> O VeI Wi
INTN5S, 40mg/kg/ AL ELOHET, —HOEEKRTHERED L <13
%gﬁféfu’\&b S5N7=—H T, EFEHTIERIE @M% TR G MR T IZ
[FE L 7=,

BB, FEOHREFRIIMOBME (XU, Ty b A XKUY
HF) KUt b TGS N TWARN,

16. ZEYIENEE

16.1 MAEE

16.1.1 HERE
R A BTFICEIN Y 7Y FF 225, 50, 100, 2005 f400mg % H
FERROREGELZEE, ENY T TF 30N S 41, M
T ORZCRITIR G141, 33~2. 75K R TR Mg e IcRBE L /-,
F7-. CmaxKk CAUCIE G- BOBANT Ll L THER U, fH 5454
13200mg £ THRI2BFITH o /2. D (AFID k& OHEIZ50mgz1H
2B XI31ETH %.)

EWVF T TF 2 50mge BER O G LIz & &ED
M 3E SR B REIN 5 A — 5

Cmax Tmax AUCo-t Tie
(ng/mL) (h) (ng * h/mL) (h)
27277 2.00=E1. 26 1, 139480 1.77+0. 23

n=6, “F¥Ifif + HEE(R



16.1.2 RiE#®S
2RISR G R (166)) 1CEI)V Y F Y JF 2 50mgZ 1 H 2087 H MK E
ROBGLZEED, HEIHEHAKUTHHOEYEE/NT A —F %
PAFITRTS
MR NI 7RELIDEHL ZRERRIBIEITHD, EINFTY
7F > 50mgZ&1H2[E7 HEKERE Lz & & miEh R
5NN 7.2

EIVF T TF 2 50mgaEIH2ETHBBE O Lz &0
MEEHIEMEEIND A —5

Cmax Tmax AUCo-12n Tisz
Ty
BEH (1g/mD (h) (ng - h/mD) ) Rac
1 524186 1.0 14804312 1.78%0.31 —
- 0.5, 2.0) e S
7 415+105 1.0 1,490+344  2.4140.77 1.010.11
= ©.5. 2.0) ot -ALE0. 77 1010,

n=16. M £ EEUEMR S, X Rl (R/M#E. SROKME) . Rac @ BFEER [#57HH
DAUC)-12n/+%51H H DAUCo-120]

16. 1. 3 EMFHIRFMHHER
ENVY T TF 2 8E50mg [b—"7) &7 7§50mgE. 7O X
F—N—kickovEnenlgg (ENYZUTF 2 ELT50mg) f&#
BERR A 5B 12 e e B[R 1 5 U Cafn 38 v R AL AR & @ L.
BoNEYEHEE)NT A—% (AUC, Cmax) 12 DWW T0%EHHEX
RICTHREHEN 217 o 72858, Wi Hlog (0. 80) ~log (1. 25) D
PHNTH 0. mFlIOEY AN RSESHERI Nz Y
(ng/mL)
350 1
—o—  ENWY T TF e 0mg Th—17 |
300 1 —— . T/ 7§50mg
n=20, FEME+ R

0 4 8 12 16 20 24
5% O (h)
Y ENREINT A —F

HEINT A5 BEINT A=
AUCo-24n Cmax Tmax Tz
(ng * h/mL) (ng/mL) (h) (h)

EWNF T TTF 8

50mg [k —17) 264.3+104.2 | 2.19+1.44 | 2.04=+0. 47

1249+248

T2 7 $50mg 1219+263 250.5%+92.0 | 2.20+1.50 | 2.04+0.48

n=20, FHIfl + (R
MAEP RN NCAUC, CmaxSD/8 T A —F 13, #E OREIR, (KR OLRIUAEL -
eI DB ST K o TRIR D ATREMED B 5

16. 2 IRIR

16.2.1 BEDHE
R A Q246 ITEINF F Y TF 2 100mgZ BFEICHERR OS5 L
7= & &, Cmaxid 2B 51T HAR1IIHUE T L7z, Tmaxid, EILY Y
U SFURERIICEEEBIT 5 2 L2k D1 75KRIN 5 2. 5SKERTIC
EEINE GEAOTF—4),9 (FFIO MR CHEIZS0mg#1H
2EIX1ETH 5.)

BN 7)) 7 F 2 100mg#E HERE O 5 Lz & & D
MmAEHEEEE /NS A —5

- Cmax Tmax AUCo-

#5H (ng/mL) ) (ng - h/mD)

ZEfER: 538+149 #1.75 (0.75, 4.0) 2, 500564
joxid 431+95 #2.5 (0.5, 6.0) 2,215+403

n=24. PIIfE L EHEMRAE, X PR (BrME. BRRE)

16.2. 2 EEHIFIAE
fRERk A (1261) ICENF T TF 2 50mga ROk G Lz EDON
AFTRALSEYF11IK8UTH>72 GEADF—5),9

16.3 9%
EIVF 7 FF > Din vitro MEE AR EHRIZI. 3% TH > /2.7

16. 4 {55t

16.4.1 ¥L¥ 7 1) 7F 2 1ZCYP2A6. 2B6. 2C8. 2C9. 2C19. 2E1.
2J2. SAATIIRB S Niemo iz, F£/=. CYP1A2, 2B6. 2C8. 2C9.
2C19, 2D6. 2E1. 3A4/5%[HEHF. CYP1A2, 2C8. 2B6. 2C9.
2C19, 3AZFHEE Lo/ (n vitro),8:9.10

16. 4.2 fEFERAB T @H) ICUCERHRL 72BN Y 7Y TF > 100mg %
HEREOHRS L2, M3 EE U TRE (K (i 4aE
D25, 7%) K" T ) EIIKS RS Nz REERHY (M20. 7.
55.5%) MEEL. ZOMIVr O EREE 9.5%) KOT I Ris
B ORI (8.1%) MDD SN, REVFESD O L7 RH
P, M20.7 (56.5%) THUO. ZoMics/IiVrorBgiasik
4.4%) . 7 2 RiEEOMKHY 3.7%) MR sz, T
J7O0VBEEEREENY T TF O EREO PR TFINRTF
5 —t¥-4 (DPP-4) MHEEMEZFRT . M20. 7O EE I M T
395<. 7 2 REEE A RAHIHEE S Z RS Bho 7z GLE
ANDF—%) 019 (AFI Dk &k A EIZ50mg 21 H 2[E i3 1ET
H5,)

16.5 HEtt

16.5. 1 fERERRABF (66)) ICE Y F Y FF 2 50mg% HlElkk 15
L7856, $5%36 M E TITRA (bR E L T22. Th R ICHRE S
N, B Y S5 Z139.83L/h (164mL/min) THo/=. EIF T
U T7F > DRB AL, BEBIN 2 RAE W DB 5 R X 1
5,019 [10. ]

16.5.2 fHER A BT @HF) ITUCEE#L7ZEILY 7 ) FF 2 100mg%
HERR O35 Uiz & &, 168RFBLANICH G- L 72 i RE D 85% AR H1
12, 15%AE I PRI I N7z, R KR O PR S s RE LR D E]
BTN EFNER SRRV TH o7 GHEADT—4). 1D (K
Fl D FE K O EIE50mg 2 1 H2[E XII1ETH 5.)

16.5.3 ENA T TF I EEBEMOEET =4 > b T > AR —
H—, BEWAHF A2 I AR—F =% 2koTHEINLZW, £
7. PHIEHDWRBEEE THD ZENRINTWVND (AT DK nfE
730. 5SmMPA b)) (n vitro) .19

16.6 HEDEREFTHEE

16.6.1 EEEEEEE
R S B OBHREREEF Q46 ITEILY Z ) FF 2 100mg % B
FEREO#ELZEE EILEF T TF 2 OAUCHI IR ERH I LT
R, PR, EEOBHARE RS OB WA EH TEN
FN2. 0115, 1. 3115, 2.33f%. 1. 42f%m <. Cmaxi3ZNEh1. 66f%,
1. 08f%, 1.56f%, 1 24f&@E/mn>7z. M20. TOAUC2anld. R, rhsps,
HEOBHAREE RS MBS LB B TRFBRE L D 2h
TN 765 2.60%. 6,165 6. 7f5E <. CmaxidZNENL. 6fF. 2. 415,
5. 4%, 8. M@ oTz. BIICE > TENY Z Y FF 3R 5EEDKISY
NBEEE N, M20. 13BN & > TSP IR ASENTET D506, R i
Ny
NS BEOBHRERESRY 48H) 1)Ly /) 7F 2 50mgZz1H
IEI4HRREORE L& & EIVY Y TF > DAUC-anl I EHEH R
BTN TR, s, ROEEOBHEERERE TThEN1. 40
&, L7165 2,005 <. CmaxiZZN 21 376%, 1. 3215, 1. 36f%
Mofze M20. 7TOAUC2ankd. BREE, FPEGRE, R OVEFE ORISR E R
FCREHBRE L DTN 6665, 3.206% 7.30f55 <. CmaxidZ
NZNL 5745, 2.56f%, 5.55MEmM oz, IO EinaERoD
AUCoomid. B8R, hEEpRE, NMOEE OB S B TREWNRE X
DZFNFNL 35 2.69f%. 7.25fFE <. CmaxizZhZhnl. 135,
1. 60f5. 3.00f%&E o7z GHEADT—%4).18 (KFIOHEROHER
50mgZ1H2EIUIIETH %.) [7.. 9.2. 1ZHd]

T REB RS K BB RERE I BV Y ) 7 F 2 100mg %
IR 12 5 QS BIRE /S 5 A — &

fraexiid

(R e Cmax Tmax AUCo-¢ Tisz CLr
oty (ng/mD) ®) (hg-h/mb) () L/h)
TR R *1. 00

o arena o NP 187240461 3954182 12,3643, 36
35 1,50

o 1924220 (MO0 3764967 2.83+0.76 6.06:+2.71
HhEg #1, 25

N slas2r9 o L% 245141343 3894164 5985421
L 7454235 *1.00 4,363+2, 069 3.55+0.35 1.440.75
=6 * (0.50, 4.00) *°03F= -000. 3o 1. 440,
E O 150

BERES  591+166 (LY 2,656+532 8.05+6.26
n=6 T =

SEEE AR A, X HHOiE GRIME, EReKAE)
%1 © CLer/350~80mL/min, H1%5 % : CLer7330~50mL/min.
FE : CLer)30mL/minA i



16.6.2 RHggEREESE

R S EEOITHREREEEE 166 ICEILY Z ) FF > 100mg% B
ERE G Ui & &, S RS E O EEEERFICBIT LY
) FF 2 DAUC)dZE. FNZFN208RUSHE T L=A% FEE DT
R TId22% LR U, R, W OITHEAERE % O Cmaxid i
BERER T & LR TRI2BUE N o 72 A%, B TR AR g ER s Tl
B RS TH oI, W, e, B OITHEAERERE OM20. 7
DAUCot3. M ERE & LN TENZEN2TYE 49%. 92%= <. FARIC
Cmaxi3ZNZ423% 46% 65%mn>o7= FHEADT—4),19.20 (KA
D A O &1350mg 21 H 28 U 1E T H 5.)

TERER SR K TR eI B E IC BV S /1) T F 2 100mg &
HLEE OB 51 QS BB/ S 5 A —5

(%@gﬁl‘ﬁ Cmax Tmax AUCo-¢ Ty
LR (ng/mL) (h) (ng * h/mL) (h)
gﬁ;’?*&ﬁ% 675263 @ (;)1 s 0 2,567£428 2,010, 50
ffﬁ’g 4974229 “ (;)1 225 o) 2,076+514 4.92+4.86
iﬁgg 512166 @ :01 %‘_)00) 2, 411740 3,081, 59
;2;4;; 632:£247 @ OXOZ % o) 3,32041,472  2.40+0.25

S AR A, X ROl RV, R )
%)% : Child-PughZ I 75~6, H1% % : Child-Pugh2 3 7 7~9,
&% © Child-PughZ 1 710~12

16.6.3 EihE
052 EO@EERE Q0% \TENS 7Y TF 2 100mgZ HafE %5 L
72 L ZDAUCK UCmaxid. JEE#E (18~40i%) 12tk TEhTh
L 32(5 KO 18f&@ o7z GHEADTF—4) .20 (RFIOMER ORI E
1350mg7Z 1 H2[E 1R TdH 5. )

16.7 EMEEER
HA N8B R G BE (2461 ZRBICEINY T U TF > 50mgs
1TH2E AR Z U R—Z0. 2mgZ1H3E3HMPEHES L&
Z, HEIHHOENY 7 TF > D Cmax K UAUC-12n 1 Bl
HHREERZFNTN345 R V23K T L7722, DPP-4fHEAD
FEITDSNEN > ENE, RTUR—XLDHAKICE
WA T TF o OHEHREIHERNEE X SN, 2D
SNEAEERAZHRICYLOPES, NUVBILY >, PN
YFo. ZITUI, ONTrU >, PAFT . Fe SAEA
QRIBERIFBEZ E WM RICT Y TU R, EFX T US>, ARFI
S UEOERYBMEMERZERN Lz, ELY T TF 2RO
OB AIIEIL L Tad o 72,2928

17. BRERAIE
17.1 BIERVRESMHICET 555
17.1.1 ERNEE O HHER
A, EEBEEOA T hO—) )L+ icEsn T
W2RIBE R R (29161) ZX&ic. ENY T U TF 210, 25,
50mg X3 7 St REIH2EI2EMBEOB G L. 7S5 RHR, =
HEWKR, MERBREEREL -, EEHMIEH2HbAlc (JDS) ED
BERINSOREE LU TEML 2, KMBEEOHEESIIEILY
ZUFF 10, 25, 50mgKk VT TR, FNEN4 2% (T1H]H3
B, 0% (72617906 . 2. 6% (766H26]) R X1, 4% (724 141)
THo 72,2930 (KHIOMERCHRIZ50mgz 1 H2[E X3 1ETH
%,)

7oA EE R R 120F) Of5R

HbAle (JDS)
(%)
B L 5 & LR TIREDE

PAZA N 0.28 —
EIVY 7Y TF 2 10mg ~ -

LR 2 0. 53 0. 82%
EVY 7Y 7 F 2 25mg ~ N

LH2 0. 67 0. 95*
BV 7Y TF 2 50mg N B

LH 20 0.92 1. 20

#:p<0.001 (BATIEIC & 0 ME DL B2 1)

17.1. 2 EINSE M4 HER

B, EHBEEOATIEI Y o=+ E s N TR
W2ELRERIG R E  (23901)) EXRIC, EIVY S Y TF 2 50meglH

18, 50mgl H2[E, 100mgl H1E Xi& 7 &R & 128 MR 0% 5
L. 7oAM@ —EEHR HiGlze Rl =, EEEMEE
#HbAlc (JDS) EOHKGHiN S DAL EE L TEBL =, %512
#HDOHbAlc (JDS) fEDZE{b&E (50mglHI1ME., 50mgl H2[H,
100mglH1E., FZtR) &, FHFh-0.78% -0.86% -0.86%.

0.13%TH . ENF TV TFUFTIERIIHL., WInbaE
BETERL (p<0.001, HEAHESS (Hochbergd X7 v 77 v
Ji). I ho—)lESEI Y, £ KBEEXNTH
OHEGHTHRD SNBN o &Y (KFIOMHEKCHEIZS0mg %
1H2EXIZLETH %)

17.1. 3 ENEE M 4HER

RERE, HEEGEOA TR > bO—ILB+aIcEsnTnik
W2RIBE R R E (3801 ZXRIT, ENVY T Y JF 2 50mglH
2[E X3 AT U AR —Z0. 2mgl H 3 Z 123E f#E 1% 5. U, F2EK |
THER, HkiBeERL -, EEFMEEE 2HbAle (JDS) f#
DIGHIN S DEEE UTEML /2. KMEHEDORBREIFIZE )L
&7 TF 0% (188FIH0F) . RT U AR—ZA%0. 5% (192611
Bl) TH-o72,339

S EE MR EGUR (128E) ORER

HbAlc (JDS) 22 I L LR I A 20 R A
(%) (mg/dL) (mg/dL)
BERINS RIUR-2 BERIHS RIUR-2 BERIHS HFTUR-2
[OF 3[4 205 O E LD [0} 3[4 0%

R7UR-Z  -0.38 — -7.81 — -19.79 —

EF 7 ~ P ~ B w ~ "

FF5 0. 95 0.57 24. 06 16. 25 51. 50 31. 71
% 1 p<0. 001

17.1. 4 ERNEE MAHHAER

BHEEE, EEHRRICMA XNV AR )LD LY I T a > -
O =)V 431245 5 T W W 2B FRIF B H (20241) % XK1,
VS 7 TF 250mglH2EIXIE T IR E XAV T L7 Al
CINALZAMBOREG L, IR, —EEMR, Gz E
il 7z, FEFEEE ZHbAle (JDS) EDFGRIN S DE(LEE
L THEfEL 7z, #5120HbAlc (JDS) EOZ{LEIZEI YT
TFm-1.00%. TTERN-0.065THO, ENYITUTFE
TIeRITHL, AE (p<0.001) K TFERL, MEEI> ho—
NeBS gk, £k RIEEORBESIZEIN Y T TF 2h
2.0% (Q02fIH261) . 7T RML 0% (L00BIH1H) T - 7.3

17.1. 5 EINEE MAHHEER

B EEEEOATIEI Y hOo—ILaitaicEsnTng
W2RLEE R ERE (1034]) . © L <3, BIEE EFRGEITNA
ZNVARZIN T L7 HEMTIRED > o= 3 mEsnTni
W2RIEE R ERE (5361) ZXRIC. EIVY U FF 2 50mgl H2[E
HLLKEANVKZINT L T7ENTIMAEINS Z ) FF > 50mgl H2[EH
52O E L. RIHGHBEZEEL 2, TEFAMEHITE
MR 5RO REEZHATEIEE L, WITNH RSB
S>> bo—)Lz2%kEL, S2EIChE> TRELZMEI > b
O—)L G5 Nz, KM OHbALle JDS) EOELEIZZFN
Zi-0.80%, -0.64%ThH oz, T/, KIMBEIEDORREEGIIEIN
F TV TFHEEFEG /0% (L03F1F0F) . ZIINKFZINT L T7HE
DOt FIRENN3S. 8% G3FIH2H) TdH > 72,3

17.1. 6 EREE DEKER

BEEE, EHRECMAA NSV, FTYVUD VAL a-F
NaATH —VHESRIEN R A > 20 > EdES (F) = R)
BTl > hOo— LB+ E 5 N T W W 2R R K B E

(8%, 62%1. 62f1. 63%) ZXIHIT, FHEANTMAENST T U T
F > 50mgl H2[E 262 MR 0% 5 L, EWH G5Bz Ll 7=,
FEFMIE B RGO RN 2R T EIEELE 0
TNHRGHEBYMAS I bOo—)Lz2%kEL, 52HICHEZ->
TRELZMmEED > bOo—)LaGs iz, R&FEMEEOHDbALC

(JDS) HDOZELEIZA MRV > EDPEHTIZ-0. 75%. F 7V
DUHIE DU TIZ-0.92% a-ZII AT —VYHER DT
13-0.94%. ZUZREDHHTIZ-0.64%THh o7, £/, (KILkE
SEDRBEHFIIA MBIV > EDOHFATIXL 7% (58fH1HF) T
Holze FTIVUPUHL a-Z)aATF—YHER., FUZKR&E
D P TR MUBEE 1L ERD 5 e o 12,39

[11. 1. 3%

17.2 BLERFGEAES
17. 2.1 B RERSE R B R ER

BRI, EEREICMAA > A B BEMOTA >R -
ANTMAA SRV PPOFHTIIEED > bo— s FicfssnT
W W2 RIBE R B ¥ (156641) =X RIC, ENY T TF >
50mgl H2[\ X3 7 IRz > XU RFGHH T T2 HER 0%
HLU., 7oA, —EHER, EEBREERL 2. EEF
HHIZHbALc (NGSP) fEDOH G5 D& LR E L. H5128
DHbAlc (NGSP) DA REIZEINY TV TF 2 h-1.01%. 7
FERMN-0.114TH O, ENY TV TF L ETIERITHL., A
B (p<0.001) 7 TzZ~RL., M hOo—lzdEs ik,
Fio, BRMBEEORBENGIIE NS T U TF > h6. 4% (1841H5
B, 7 ZARAL 3% (T8FIHLIHD TH-o.3)



18. EERNEIE

18.1 fE R
TNWHTURERTF R-1 (GLP-1) &, 1 >R U > uetErEmH &
KT NHT o nWkER 26 L. BB W TEE & 2R
LTWwWs, ENY YU FF i3, DPP-47 RIRAYH D al A2 [H
=L, NEEGLP-10OMEEZEEHD 5 I & T, MBEHKFIEIZT >R
WM ERESESEEHITTIIVAT W E I U, R N E
)ﬂ;&%ﬁj—éOSS)JQ)AO)

18. 2 DPP-4fRE/ER
EILF 7Y TF e MEDPP-47% i EKFERNCHZEL, ICsfElk
2.TaMTdh o7, /2. ENF T TF 0L, & FDPP-4 (i 2
) I LU TEWEAEZR L, Kdfl32~3nMTdH o /7, 38).4D

18.3 MFCLP-1(CxtT B/ER
QRIBEFRIEERF 1T E IS 7 ) FF 2 50mgZ 1 H2ME7 H R R ER O #% 5
T2 &, MEEGLP-1EEN LF L2

18.4 4 >RV VIEHMEICHT S1EA
QRIBERIFHRZ T E )L Y 7)) 7 F 2 50mgZ 1 H2[H41 H B E R 0% 5
L. A2V 0 TRBEEB LA 1 R VikbitEz
TIHEENKELE GHEADTF—5),42.49)

18.5 MfERE TERARUTHIERERE/ER

18.5.1 RiBERIE I R QBB RIGED I = 7 A FIVICENI T ) TF 2 %
1TH1EEM K ER O ET 5 &, HbAlch, #ErifEICEL T
NZN0. 6% K% UL 294K F L 7=, 4

18.5.2 2BIFEFRIFRFICE )N Y Z Y JF > 50mg% 1 H2[E7 H K ER N
BETDE, AR OZEERIBEAYE R L 7.2

19. AW ICET 2EFMMR
His st - 0 g

H CN
KAY§
OH

BNV Z7 ) 7F > (Vildagliptin)

(2S)-1-{[ (3-Hydroxytricyclo [3. 3. 1. 13 7] dec-1-yl) amino]
acetyl} pyrrolidine-2-carbonitrile

Ci17H25N302

303. 40

F i~ B A AR B A OFE R IE O R I K TH
B, KXFIAY J—=)VITHETHRT<, T /=)L (99.5)
IZRRET TN,

22. A%
1008 [10%Ex10 : PTP]
3008 [NT. HLEEFIAD]

23. EEHK
1) EFERAZESSRE LB GRBE (T2 78 201041 H20H
AR, HEEERMETEI2.7.6. 2)
2) He Y.-L.et al. : Int. J. Clin. Pharmacol. Ther. 2010 : 48(9) :
582-595
3) 2AIMERIEERF AR R & L KIEH G (T2 7§ 20104F
1H20H &G, HEEERMEZE2.7. 6. 3)
4) tENEFR B R SRR
5 HERAZNGRELEZEBRICL2EYFHRANOEZE (I 7
$E : 20104F 1 H20 H7KGE, HIGEERMEE2.7.6.1)
6) He Y.-L. et al. : Clin. Pharmacokinet. 2007 ; 46 (9) : 787-802
7 EEEESICET 285 Gn vitro) (T2 78 : 20104E1 A 20H &
A, B EEMETE2. 6. 4. 4)
8) CYPH#ICBId 545t (in vitro) (T2 7§ :
. HFEERMEEE2.6.4.7. 2.6.5.10)
9) CYPRHZEICEAY B4t (in vitro) (L7 7§ :
A, HEEERMEEE2.6.4.7)
10) CYPAHEICBI I 23t (in vitro) (T2 7 8¢ :
A, HEERMEE2.6.4.7)
11) He H. et al. : Drug Metab. Dispos. 2009 ; 37 (3) : 536-544
12) RN Z R E Lz BE 5B (T2 7§ : 20104E1H20H
TR, HEEERMEEE2. 7. 6. 2)
13) in vivo 3 (=7 7 #& : 201041 A 20 H &
2.6.4.5)
14) & N TOEER#YDin vitro \ZB T BEME (T2 7§ : 20104
1H20H &, HEEERMEE2. 6. 2. 3)
15) in vivo b5 > AR —% —IZBT SME (L7 78 1 20104E1H
207K, HIGE A RMBEEE2. 6. 4. 7)

—fk4
b4

TR

ATE:
LN

20104F1 H 20 H 7%
20104F1 A 20 H &

201041 H 20 H 7%

HaH RS2

TX-S2K

16)
17
18)
19)
20)

21)
22)

23)
24)

25)

26)
27)

28)
29)
30)

3D
32)

33)
34)
35)
36)
37)
38)
39)
40)
41)
42)

43)

44)

24

in vitro N 5 > AR —% —IZBT HH (T2 78 : 20104E1AH
20H KRR, HHEEERMETE2.6.4.7)
BHREEERF IR T 2EYBREOMET (T2 7§ : 201041 A
20H R, HFEERMEE2.7.6.2)

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

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

I RERE F B F T BT 2 EYBREOMES (T2 7§ : 20104E1A
20 H KR, PGS ERMEZE2. 7. 6. 2)

He Y. -L.et al. : Br.]J. Clin. Pharmacol. 2008 ; 65(3) : 338-346
Yamaguchi M. et al. : Int. J. Clin. Pharmacol. Ther. 2013 ;
51(8) : 641-651

He Y. -L.et al. :J. Clin. Pharmacol. 2008 ; 48(1) : 85-95
Ayalasomayajula S. P. et al. : Curr. Med. Res. Opin. 2007 ;
23(12) : 2913-2920

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

He Y.-L. et al. : J. Clin. Pharmacol. 2007 ; 47 (8) : 998-1004
Serra D. et al. : Int. J. Clin. Pharmacol. Ther. 2008 : 46 (7) :
349-364

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

Kikuchi M. et al. : Diabetes Res. Clin. Pract. 2009 ; 83(2) :

233-240

= N2 II)$E§KE& (=27 78 : 20104E1 A 20 H &,
2.7.6.4

FMGRNE A - HrEE LR, 2010 5 59(2) : 121-136
Iwamoto Y. et al. : Diabetes Obes. Metab. 2010 ; 12(8) :
700-708

ENFE A (T2 78 : 2010451 A 20 H &R,
2.7.6.4)

Kikuchi M. et al. : Diabetes Res. Clin. Pract. 2010 ; 89(3) :
216-223

FHRE BRI 2L

M A FNZ D - B S EERR. 2010 5 59(2) : 137-154
ANEHEEED - B3R S Ek. 2012 5 61(12) : 2593-2611

Hirose T. et al. : Diabetes Ther. 2015 ; 6(4) : 559-571

HBHEDPPICH T 2 HEEH OME (T2 788 : 201041 H20H &

. HEEEEMEE2. 6. 2. 2)

DPP-4icxt 9 s FEMR A OME (T2 7§ 20104E1H20H &K

A, HEEEMEE2. 6. 2. 2)

Ahrén Bo : Best Pract. Res. Clin. Endocrinol. Metab. 2007 ;

21(4) : 517-533

DPP-4icxt 9 2EIE O (T2 78 20104E1H20H &

. W ERMTEE2. 6. 2. 2)

Azuma K. et al. : J. Clin. Endocrinol. Metab. 2008 ; 93(2) :

459-464

A2 EPEICHT AER (7 78 2010451 H 20 HR

A, B EEMEEE2. 5. 3. 2)

Fili A R 993 301 B N2 BB FR 9 71 = 7 1 )L O HbALcIZ 3t 9 % frad
(T2 78 : 20104F1 H20 HKFE. HGEERHMTEEE2. 6. 2. 2)

XEFERERVB WS DEE

HAIFKRT 7 =R BERMSE
T155-8655 HURUHR I AR X AUiR4-43-11
TEL : 050-3383-3846

26.

SERTERES

26.1 BIEARETT

RIMEmRN S

ARFPIEDHBE2E TS

26.2 HRZEIT

strkkor—v et

RmERa/IXIRET 1-4-4



