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3. 48R - 4R
3.1 #ARK
Fh sy
(1 % ELZ 7Y TF L 50mg
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D-vr=h—, EKE#HFEEL Fexi oLt
WhHl |m—2, v Fexsy o ikilia—x, 257
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B & (mg 200
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BETHZENTED,

1. AERVRAEICEET 5FE
AR DL E O RBHEEREE O & D B UTBENT T O K R 48
FTHE, AFIOMFREN LR T28FZ100838H25 DT, 50mg%
IR BT 52 L, HEBEIIRETHZ L, [9.2.1,
16. 6. 127

i ERGERNER
8.1 AFIOMHICH Tz > TiE, BHEIC
ViysRialte owr+ YT D Z L

TxE UAR i B IR e OV b
[9.1.2, 11.1.3&MR]

8.2 IFRkREREE (Fk288) BHOLDLALIZENRHDHDT, K
ﬁU&ErFﬂﬁlﬁéﬁﬁ\ BEBFIMBIERITD R L B3y AmIZ, 20

%O EHAICHT B A 21T O 2 &, [11. 1. 1Z]]
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8.3 AMMANDHEPND ZERNH DD T, HFRMLWE
Ja . NEM-ZE DO PR B S b= HA I, EHCeNCERMO
PREZTDHLBRFEICRETHZ L, [11. 1. 53]

A REF R, b, REEEZ EHMICHRA L, ERODRE
e, KA Z3H AHELE L THORBR+o 54 i tho
RFIE~ODER 2 BETHZ L,

Vb RIMEE K MR LB ER A2 T RN H D DT, EmATE
¥ HBEOEGESICHEE L TV LBFICEST S L X i3
BToz L, [111.355]
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13 BEERFHOBERIEA LOROBREDOH 285
BRREZGLA LA ERZITEBENRH S, [11. 1. 6]
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&ﬁﬁh
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10.2 $EHEE (BFRICEET L)
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ANK= VT IR
ZR ORI IR =)L

x4y ic@Es L
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[11.1. 3&H4]
1B B T E A 2 085 3 | B E2S BR L C = | ER TER O
% 3 Vhu— L AREIZ | REFIC K B,
7T RS LBENRH D, I

B B AR V| B, ZOfEFEO

FR R AR L& 5 REEZ ozl L

R LHEETDH
&,

TUDET UV BT AT VB | BFIIAHTH
1% S BH A BRI ER 20 | D,

[11. 1. 2&H4] LT3 EETIE,
PR LTV
V2 e~ A v A
DFBUBELE S B D> >
T ORERD D,

11. 24
WORWERRH b2 ERNHDLOT, BEE DTV,
BENRO LN HAIITHR G % Rk 5 72 i) 2 AuE 21T
5T &,

1.1 EXTEIEA

11.1.1 Frde. FFEBEERESE (3N b HEARH)

ALTXUFASTD B 7% % 25 R U RERRE N S bbb &
EBD D, ALTXIASTEDO HHERERAE O R 2O - 5HE1C
1, AFOEE 21T 572 CEy R AEEIT) 2 L, HES
FFHERERE E 2 R T~ 5 Z DRMOTER N & b b= AaIcit, &
Hlobgasmik L, 2OREELEZGAETHEERELRNS
&, [8. 28]

11.1.2 MEMERE GEERH)

TV T v o ERERIAEAEZ A LTV A BE TR, OF
AL TORWEEIZEAR T AE RO BB N m oo b
DOHENH D, [10. 22/

11.1.3 B GEERY)

RIFER H LoD Z N5, ANFR=Ly LTHILDOHH
TEHEZRRMBEERS S Sbh, Bl ER I bLHEIN
TW5, KIMPHERARD DN GEICIIEE %2 & e R i %18
B2 WU RMEEAZIT)ZE, ZEL, a-ZavF—
ERHEAIE OOFAIC X 0 RMBERARD bR GEITIET R
ThEARET 528, [8.1, 8.5, 9.1.2, 10.2, 17. 1]

1.1, 4 #EBURRARAE (B RH)

P, B, CKES, MARRFIA T r ey ERAR
BETDREIRIER S LD Z ERH D,

11.1.5 RtElER GEE R
FHEng e LR, IRH- S0 RENRD b 55123k 5
kL, #EYRAEEZITH 2 L, [8. 3BH]

k%

*

.16 ALIR (HERH)

BHEELGLA LY AR BRI TRBENRH D, mEOCHERK,.
FRAEENG , FEE S D M. WRI-SE O RE R0 b A I3
Hadub L, @O0 e1r5 2 L, [9.1. 35 ]
1. 1.7 FEEMA (FETH)

WK, PPOLIREE, JEEN MR OSRE (REE) EXRRO ol
BETIE, BT, MECT, Mg~ — —HORA
ZEMT DL, MEMEMERIEDNIZGG TR 2T IE
L. BIERESRVE CHIOREGEDBEY RLEEZITH Z L,
1. 1.8 EXAEE HERH)

K, BHAFERDLONTEITIE, BERE SRR L, &%
Hafikd 270 SWERREEZIT 2 &,
1.2 Z04sDEIER

1~5%Ai 1% A A AN B
3% fe Ot ) - VN2 2% -
IR
R R B HFEV, B | TUE —
oY 7 EOES — —
JiliREg e — e —
H I E A, MEEERE | . EREES
W, MmoH T 2| . MR R P
F—Efm, v &, 5§, E o
SR—BHN D, L Mk
AR, BREWY
R R
NS R P ALTHIAN, ASTHY | HFE%K
— . vy -GTPHY
. ALPESN
B R B — BA i —
J2 i i ZITIE mis, 5., | KR 3 .
DPEIE, BRRIE | KIE, &
JiKE=EN
Z O Zelg, MEIJE., | CRPHEM, KA
A CKEEm, o | PEYEAE, (REH —
1 CK-MBHE I m, s
13. BERE
13.1 g

AFNEMAEHTIC LV BREI e,

14, BARLDFEE

14,1 FFIZFBEOEE
PTPEEEDIAIPTPY — R B E W B L TR 5 L o frE4
HZ L, PTPY— R ORRMRIC L 0 . U 0 AS A ik s~
AL, B E R Z U CHERRIR S O BIE e A OHE % 05
THZERDH D,

15. ZDDEE

15. 2 JEEREREABRICE D < 1H¥R

15. 2.1 =~ 7 2% F\ 72 10438 B RCE A% 10 % 503 A JEPERRBR I B W
T, 1,000mg/kg/H (50mg 1H2[EH&ETOE Mg@gEa (AUC)
D199f%) FEDOMETILIRIRIE DI ABE ML, 1, 000mg/kg/
HE DI} ON250mg/kg/ B LA _EHE 00 fk ¢ 148 PO B oD 56 A 1 s
L7,

15.2.2 =7 A4 P L 013 E#E 0 &5 EERRICB VT, 50mg
TH2FHETOE MRER (AUC) T/ § S5mg/kg/ BLL ED
AT, WU, BERORIEOREHZ (5ng/ke/ H TH5-H
HICTER L —il koK, 20mg/kg/ B LA ECTHIE . i
4. 80mg/kg/ HLUL ETHIELE) NHEIh TS,

T, B2 AL OO O BERBRICEB VT, 20mg/
kg/ BLL EDOHE T, FEARIC XL 0 a5 %I ArEmrEseE &
LT, BHMHEEE, M4 b/ 87 A —4% (LDH, CK, ALTK
OAST) @ E&- | HRIRAR T, M B AR T THNR % 1 5 Ao Je i
ERAY DTRIEN R STV D, 40mg/kg/ AL LD HET, —i
OERTHIE D L ITFEEFRD HIi=— T, AFERITIHE
PRIT— M cR G PICEE L,

2B, FEEOFER RO (v A, Ty b, A XK
RUHF) KOe b TIEHE STV,



16. ZEYBhKE
16. 1 meBE
16. 1.1 BEEE

AR FICENE 7Y FF 25, 50, 100, 200K (N400mg
FHEROBE L L X, EAX T U FF U3l c kil S
. Mg OREARIZIR 551, 33~2. THRFR Tl i 1 4 i
BEWCBE Lz, £72. Cmax K OAUCIZER G- B OB EE LT
HIR L, THIERIE200me £ TR TH - 720, (KAl A
R OV &1350mg % 1 H 2l X iX1ETh 5,)

KT FF o 50mg % HRIRE 05 LTz & & o g SRy E)
e A—H

Cmax Tmax AUCo-¢ T2
(ng/mL) (h) (ng + h/mL) (h)
27277 2.00£1. 26 1, 139£80 1.77%0. 23

n=6, FEJE CIENER A
16. 1.2 REE®S

2RIBERRIR RE (166) ([Ce & 7Y 7 F 2 50mg% 1 H2[E 7 H E
REROEEL-EE0, 8510 B XOTHEOEYHE S
A= &L IR,

Mg FS 7EmEIVEHL-BERIBLIZITHY, BV
Z7 Y TF o 50mgx L H2E7THEKERE Lz & & miEh~o
BRIIRD b0 o722 3,

EAE 7Y T F o 50mgx 1 H2METHMEAEE L & & ofiE
PR ENRE N T A — X

B Cmax Tmax AUCo-12n Ti/2

Rac

(ng/mL) (h) (ng + h/mL) (h)
1 5241186 1.0 1,480+£312 |1.78%0.31 —
(0.5, 2.0) ’
7 415=+105 1.0 1,490+t344 [2.41+0.77| 1.01£0.11
0.5, 2.0) ’

n=16, FYHEEEAERAE, % 0 PIRE GR/ME, HKMHE) .
Rac : BFEFE [B57H H DAUCo-120/#5-1 B H DAUCo-121]
16. 1. 3 EMFENRISHEHER
ELHE 7Y T F o gEROmg (k) &= TEESOmgE 7 m A A —
NR=BIC X ZENEh1sE (EALF 7Y 7FF oL LTh0mg) fid
FERS B TS HE B B AR O % 5 L i i R B b IR i &
L. fBohiz3EmEhie X7 X — & (AUC, Cmax) D2 TI0%1F
HE X RS TRERHIENT 24T o 7255 5. 1og (0. 80) ~1og (1. 25) D
HEHANTH V. FHOEDFORSHENTER S,
SRENIE T A —H

HERT A—H BBEIRT A—H

AUCo-12 Cmax Tmax T1/2

(ng+hr/mL) | (ng/mL) (hr) (hr)

ENF T )T 1138.3 262. 64 2.20 1.6
BE50mg 454K +193.6 +60.64 | *£1.22 +0.2
1134.5 280. 05 1.88 1.6

7 7 5i50mg +201.2 +74.55 | *£1.10 +0.3

n=28, PIME A HER

(ng/mL)
350
—@—ELE T TFLEE50mel ]
300 —-O--- I 7 §E50mg

n=28, FHE+BERE

e

R
N N
o 13
o o

P AN NN AR g s 1=
I
o

100
50
0 (/‘ L L L L
0 2 4 6 8 10 12
5% DFsfE (hr)
i B e

HLAE A EE I ONCAUC, CmaxZE D /%T A — 2 1%, WBRE DORIR
IRROBEEEEL - FEE S OB SAFIC L - THZR D ATREMEDS &
2o

16. 2 IR
16.2.1 BREOFE

ERER A (2401) [T EZ Y FF 2 100mg xRk ICHERE O
BhHLE &, Cmax T2 51T E~19%K T L7z, Tmaxi,
EAE T T ORERNICEFABINT 5 Z LI L 1. 75K
B2 5MEEIICIER Sh ey GHEADT—%), (FAlO LR
OV EI350mg 2 1 H 2B X X1ETH 5,)

EAF T ) 7T 100mgE BElFR OF S LT & & oMty
e T X —X

BER Cmax Tmax AUCo-¢
(ng/mL) (h) (ng * h/mL)

72 538+ 149 %1.75 (0.75, 4.0) 2, 5004564

B#% 431+95 #2.5 (0.5, 6.0) 2,215+403

n=24, FHMEAEHEMRE, X 0 PRfE GR/ME, HoKfE)

16.2. 2 &Y puFIAE
fERERR A (1261) [CEF 7Y FF o 50meaftnEh Lz & &
DNRAFTTRAFTEY T 1FIHKI8U TH - 728 (HEADT —
),

16.3 &1
EAL TN TF U Din vitro MR ARG FIZI.3%ThH -
- 7)

16. 4 5

16.4.1 v 7Y 7FF L 1ZCYP2A6, 2B6, 208, 209, 2C19. 2EI,
2J2. 3AMTIIRF &N o7-, F7-. CYPIA2, 2B6, 2C8,
209, 2019, 2D6, 2E1, 3A4/5%BHEHR*, CYP1A2, 2C8, 2B6.
209, 2C19, 3AZFHE L R0 -729~10 (in vitro),

16. 4.2 fEEER AN B 1 (4f)) ICHUCHEFR LAV E Y FF o
100mg % Hi[ERE A e 5 Uiz & & fifEpicidd & L ORE K
(M HE P TR D25, T%) MOV T 2 EAINAK SRS - RiE
PERGE (M20.7, 55.5%) MFTEL. TOMI LT 0 L BEas
K (9.5%) KOT 2 RiEEOMASRNHEY (8. 1% 2B 5
Nz, REOFEFO LMWL, M20.7 (56.5%) THY., %
DI N7 v CERRAE (4.4%) . T 2 RiEA QMK R
Hm (3.7%) NBDHONT-, ST v BRAEITIELE Y
TFULRED DRI FINRTFH—¥-4 (DPP-4) [ETE
PR AN, M20. TORRETEMEIIMD TH< . 7 2 RiFAK
S IRAH TP ETEE 2 R S R o 21018 (EAD T —
2) o (RFIDHER O I350mg % 1 A 2B 3 T1ETH 5, )

16.5 HEt

16. 5.1 @R A B+ (6#1) ([T AZ 7 ) FF 1 50mgZ Hilalfk O
5 LIZ5A . %36 M £ TICREIK L LT22. 1% R
HCHRt S L, B2 U T 5 2139, 83L/h (164mL/min) T -
Too ENNKET U TF DR A~OPET, REBHA 72 IR 7 Uk
OGRS DY 10 [10. -]

16.5. 2 f#REmR A B+ (4f]) (CHUCE#R LIV Z T ) 7T
100mg % HA[AIRR O 4% 5- L7z & &, 168 AN I #e 5 L 7= il 6E
DERAIIRHIUZ, 159 FEPICHRM STz, JREOFEHIZ PR S
NIEREAROE S IZZNZ NG ED23% K V% TH > 71D
UEADT—%), RAIO LR O &IE50mg % 1 H 2[8] 3%
1m<cdHb,)

16.5.3 A X7 ) 7 F U FEEEMOFHET =4 b T A
RNl — GEODTFH L N T AR—Z—FIZ L > Tk Ih
R, i, PHEEAOWHELETH LI EMNRINTND
(BT DK A0, 5mMEL 1) 17 (in vitro),

16.6 HEDEREEHTIEE

16.6. 1 BieEEERE
REMNDEEOBHERERE C46) ey s ) FFr
100mgZ HERR O G Lz L &, EAZ T Y TF 2 DAUC- I3
FEMCBRA T TR A L OB RERE B L UM
TRBNT AL EREE TENEN2. 0145, 1.314%, 2.33f%, 1.42
< . Cmax|XFAVEALL. 6647, 1.08f%, 1.56f%, 1. 245
Molo, M20. TOAUCo-2antd, RS, AR, HIEOBHRERE
BE LM EN S 0 e BH RIS E LV e hEhl. 7
%, 2.6f%, 6. 14%, 6. 7Fm< . Cmax|ZZNEAL. 6%, 2. 4%,
5.47%, 8. UE@Einolz, BITICL o TEAX 7Y FF U3k s
B ORI FRE ST, M20. TITFEHTIC & o TIIE T R E 8%
FrEfio50%2L FICAK T L7218,



RO HEOBMERERE 48F)) Icery s ) FFyr
50mgZ 1 A1EI4ARREO&EEG L&, EALE T TF oD
AUCo-oan L BEREPL BRI L~ CHREE . FP&ESE . M OV OO 'R AE
[EEBETENLNL 4005, 1. 7145, 2.00f%E < . CmaxiZZh
I 37TRE, 13265, 1.36fF@ih o 72, M20. TOAUCo-oamld, R
JE, PEERE . ROVEE OB EBE CRBERE LV T
Fhl.66f%, 3.20f%, 7.30f%Fm <. CmaxiXENZAL. 571%,
2.56f%, 5.55fFm M o7, ZIV 7 a UEEF AR DAUC-oan X, R
BE. PR ROVEE ORI E R CRREBRE LV T h
1. 3515, 2.69f%. 7.25fF R <. CmaxiXZiLEdl. 136%,
L. 60f%, 3.00f@n-7219 GHEAOT—4), (KAIOHEK
OV E1I50mg 2 1 H 2B UFIETH 5, ) [7., 9.2. 1BHK]
W RS R OV BRI E R I e X 7 ) 7 F 2 100mg % H
[B1R% O B G- RE D I BNRE T A — X

16. 7 ZEMEEIER
HARN2EBERIFGEE (2461) ZXZICe N 7Y 7 F 2 50mg
Z1H2E K ONAR 7Y R— R0, 2mgZ& 1 H3[E3 H EIGFA#EZ G L= &
&, BESHBOEAF T Y T F 2 DCmax B OAUCo-19n 15 B 4%
HEE L LB RZENEN34% K O23%E T L7223, DPP-4FLE~D¥
BIRDONENo72Z b, AT UR—RLEOHHARFICYE
NE 7Y 7T OHEFEIILERNEEZ B,
NENEERANZRBICT 20 NP LE L N
AEF . FIFV, ONTF Y, vIAFUL, F 4
E N2 RIFERE 2RIV TV R, ©F T2 R
MRV L OEYBMEAEERERF Lz, ey T ) FF o
K ORISR D Sy Bhie 1325k L7 o 1229 ~29)

17. ERER RS
1.1 AHRRURLEICET 58

. 17.1.1 EIPSE I 1E5ER

(R bt Cmax Tmax AUCo-t Tz CLg ﬁ%ﬁ%\@@ﬁ%ﬂ@f@%ﬂyhu—wﬁ+ﬁ@%Bhf

EDRLE) (ng/mlL) (h) (ng + b/al) (h) (L/h) WZRV2EBE R B (29161) EXBRIC, BAX T Y TF

o 10, 25, 50mg X X7 FEAREZ1H2EN2AMKROKREGE L, FI&

%%%%4W+H4 1,00 1,872 | 3.95 | 12.36 AxPR, “HEMR., R E L L2, FEFMEE %

n=24 - (0.50, 2.00) | +£461 | +=1.82 | £3.36 HbAle (JDS) MEDFEERIN S DR & L CHEME Lz, (KilkF
e X JEORBENAITENZ 7Y TF 10, 25, 50mgk VT T &R

ﬁ?i 792229 g5;§%m i;g f?i; f;fl L TnEhA 2% (TIBIR3E) . 0% (7261H0B1) . 2. 6% (7651

S — — — M) RO, 4% (726114 T - 7=20. 30, CRHID HERK

TEE | o0 1,25 2,451 | 3.89 | 5.98 OVHEE50me % 1 A 2B UE1E T 5. )

n=6 B (0.50, 2.00) | +1,343| +1.64 | +4.21 75 AR B HER AR (1281 O %

Y 1,00 4,363 3.55 1.44 HbAlc (JDS)

n=6 745235 (0.50, 4.00) | +2,069 | £0.35 | *+0.75 (%)

iRt/ 3%.7i1n0) . BHEINLOERE| TIEREDE

M%ﬁgﬁ 591 %166 H1.50 2,656 | 805 — 75 R 0.28 —

~ (1.50, 3.00) | *+532 | +6.26 :

0 ENS Y TF L 10ng 0. 53 o, 82"

S AR S, 3% i (Be/ M. AR 1H 20 ) )

R : CLerASh0~80mL/min, H4 A : CLer2330~50mL/min, AT FFL g

FHE : CLer2330ml/minATi R -0. 67 -0. 95%

16.6. 2 FrifeefE=ERE R,

K b I DRFRAERCE A (1651 [©EA s 7 ) 7F > o077 e -0.92 “1.20°

100mg % LRI O3 G- Uz & & | 4R R OV 45 8 oD TR RE R 5
HEICBITHENLE T Y TF o DAUC- L, FHFHN20%K% V8%
R L=y, HEE ORFHERERE F B Cld22% LA Lz, |,
Hhss B2 o [T H RE RS 22 R 3 D Cmax | T R BR & & b~ THRI26%(K
Moo d, HEOFHEEEREE RS CIIMEENHE & FBRET
bofe, WE, FEE BEE OGRS BE DOM20. TDOAUC-
. BEEERBRE L T EREN2T%, 49%, 92%m < . FEEIC
Cmax (T F N ZH23%, 46%, 65%E 2> 7220 2D (SLEADT —
7). (BHID R O &1350mg 4 1 A 2E UI1EICTH 5,)
YRS R OTR R E BB IS eV X 7 ) 7 F 2 100mg % H
[BIRE O G- RE O IR BNRE X A — X

%;z st Cmax Tmax AUCo-+ Tise
K =1
EDRE) (ng/mL) (h) (ng * h/mL) (h)
e 675+263 1.25 2,567+428 | 2. 01%0. 50
n=6 (1.00, 3.00)
L 497+229 1.25 2,076+514 | 4.92+4.86
n=6 (1. 00, 2.00)

AL HE P
R 512+166 100 2,411+740 | 3.08£1.59
n=6 (0. 50, 3.00)
R 6321247 2.04 3,322+1,472| 2. 40£0. 25
n=4 (1.00, 4.00)

ERE AR R, X PRfiE (R ME, AR

B : Child-PughA == 75~6, W4 : Child-PughA = 77~
9, HEJ¥ : Child-Pugh2 =2 710~12
16. 6. 3 SHpE

10 L. Lo @i (206]) \IceAZ 7Y 7 F 2 100mg % Hi[AlIRR
O#H L7z & & OAUCK OCmaxid, FEEHEE (18~405%) 1Ttk
L CENENL 3265 KO, 185 E Hr» 1222 (SEADF —
2)o (RAID FATE R O R I350mg % 1 H 20 X X1ETHh 5.,)

#: p<0.001 (BATFNEIC X v #E D% Bt % FHH)
17.1.7 EIRE M EHER
AHPRLE, EEEEOL TR Y e — N+ E o T
WZR DT R I R (23941) ZXfBIC, BAE T Y TF
50mg 1H1[E], 50mg 1H2[E], 100mg 1H1EI XL 77 R %2121
MRN#ES L, 778 RAR, —HER, WERBREZIMHEL
77 I HE ZHbAlc (JDS) EOFGRINHDOELREE L
THEf L=, #5128 OHbAle (JDS) fEDZALE (50mg 1H1
[, 50mg 1H2[A], 100mg 1H1E, 7T ¥&R) 1. ThTh-
0.78%, —0.86%, —0.86%, 0.13%THV., LX) FF L1 7
FZERIZH L, WTNHbAERIKETERL (p<0.001, AEK
#5% (HochbergdD AT v 77 » 7'{k)) . Iz b —Lzik
BEE, F4. BRILEZTVTHhOBREETCHLRD SN
o123, ORFIOAE L O EI1X50mg % 1 B 2B 3% 1[E T H
%,)
17.1.3 EREMEHER
AP, EEEEOLTIRED Y e — S HoicE s T
W W2 BRI R R (3801) E xRS, BT Y TF
50mg 1H2[E] XA 7 U R —20.2mg 1H3[EZ 12 B0 &5
L. FEIEXIR, —EHEMR, ERBRE N L7, FEFMEE
ZHbAle (JDS) fEDOFGHIND D LR L L TEM Lz, KL
PEEDOIBEI ST E 7 U FF 0% (18840, &7
U R—2730.5% (192619 141]) Th-o7=3 39,
FEHEKIHR B RGRER (1258F) OfE R

HbAlc (JDS) ZE IR 1 R 12 R [ A
(%) (mg/dL) (mg/dL)

BERIDG | AT VA=A | BERIDG | 87 VE=A | B5HiDG | £ )R-

OELE L0E | OFE LoE | oBfE LOE

w7 - B - B -
W .38 7.81 19. 79

EVT 095 | —0.57% | ~24.06 |-16.25% | —51.50 |-31.71%
V7

% p<0. 001



17.1. 4 ERE MR
BERE, EEIEICNZ AR = LTI M CIiE o v
h a2 — R3S TRV 2B RS B (20241) % %t

8BI1T, BEFTY 77‘/50mg LH2E XIS TR E ALK =
AT LTIz 28R ARE L, AR, DHE

i, HOBGRER A I2hi L7z, FEFHESE H 2 HbAle (JDS) O
HREiNSOEEE LTHEGE L, &5128 OHbAle (JDS) i
DOELRIZIENEZ 7 ) TF o ni3-1.00%, 77 &ARN-0.06%Tdh
D, EAX TV TFUETIeRIC L, BE (p<0.001) 7
ETFZRL, oy he— L a®ESE, £7-. ROLEE

DFRBFEFIZENE TV TFn2.0% (1026926, 7T+
A3 0% (100 16]) T o739,

17.1.5 EREIERE
RERE, EE3FEOL T2 e — AR5l E 5T

W RO PR E R (10341)) | %L<m\ﬁ$ﬂﬁ\¢ﬁﬂ
HEIOIMZ ANVE =)Ly L7 FIBER Gl = > e —L 35312
B o TR R R (B3f) Z G, eAax sy
ZFF50mg 1H2[E S L IZA LK=LY LT AN MA EAF
) 7F50mg 1H2[E 252 O#KS L, EMEGR_BRE
Ehi U7, FEFEMEB IXEMBR GO ML HRT HZ &
L7, wﬁﬂ%#%%%@ﬁ#%mﬁ:/hn—w%&%
L. B2BiZhl>TEE LZMEa Y he— 3 Go5hiz,
%Eﬁﬁ@%McUm)ﬁwﬁkgﬁ%ﬂ%ﬂ08%\ﬂﬁM
Thole, o, RMBHEORRENGIZIL N L 7Y FF o HA
Fe5230% (1036 FH0R]) . ALK =17 LT HlE OO HIREDN
3.8% (B3flT2f) T o723,
17.1. 6 EAEMERER
AERE, EIPEICIAA FRALI L, FT VU P UH,
a-ZNa v X —EBHELXITEDEL A A Y 5
(ZV=F) EphclEay b e — RN S22 E 5 Tungn
QT PRI R (58H, 620, 620, 63%) Z 4RI, A
KM%E»E?U?%VWW1ml&wL%@D&5L\E
R B R A 0 L7z, FEAEE B X ENFR RS R0 S
WEHERTHIE & Lz, WTh b GG =
rr— L EgEL, BBIChl o CLE LI-MmE= > ha—)Lb
BEBNT-, R OHbALe (JDS) fEDOZ bEIZ A R R
RUEDOPFATIE-0.75%, FT YU U UAIEOPFE T
0.92%, a-Za v X —EHER L OMHTIZ-0.91%, 7 U =
K& DR TIE-0.64% TH o7, F7o. KIMBHE DR BIEIA 1T
A RFNAIEDOHRATIXL ™% G8FIHF1IH) THoT=, 7T
VYDA a-TavF—EHES, SV =FEOFHT
TR HUBEAE 1338 8 H IR 1237,
[11.1.3&H4]
17.2 BERTRAETS
17. 2.1 EIRSERSTEERRAER
AR, BRI A A Y CEIFIRM S E A R Y v

BIFNIMZ A bR ORIl = > b e — B+ 5
TWZe W2 BBE R RS (16661) x4, ey 7Y 7+

L 50mgl A2 XIE 7 T RE A AU KGR T ClL2EER
a5 L, 778, —EHER, ERBRE L7z, +
FEFTANIE H 1ZHbAle (NGSP) fEOE RO OZE{LEE LT,
5121 DOHbAle (NGSP) fEDZ{LRITE N Z T U FF o hi-
1.01%, ZZEARNR-0.11%THY, EALX TV TF I T I
Aizxt L, A& (p<0.001) 72K FE/RL, M= br—
PWESET, £, RIIEHEORBREES I ELE S TF o

A6, 4% (T84 h5H]) . T B R 3% (78514 THh o
f:SS)D

18. FExhFE

18. 1 {EFF
TN TURERTF K-1 (GLP-1) X, A > AU o WiEdEfE
RO NI T wmsER 28 L, BEHc W TEE
HEEZR-LTWD, BEAXT Y TF 0%, DPP-4% BRI
OEIJEH’J ZFRE L, WNEMECLP-1OMREZ @b 5 2 & T, Mk
BRI A VA ) U B EESE 5 L & I TN 245
ZANH L, RS TR &2 38T 539 10,

18. 2 DPP-4BEHEER
EE 7Y FF Tt b ISEDPP-4 4 B E R AFEIZIHE L, 1Cs
fEIZ2. TnMTdh -~ 7249, £/=, ©AF¥ 27U FFiE, & hDPP-4
G 2 R) okt LCamuvElfinttEzZRm L, KifEiZ2~3nMTh -
f:39)0

18. 3 m#EGLP-11=xd 546

QRBEPRIF B F I L E 7Y 7F L 50mg & 1 H2[E7 H I ER A
BES 2L MIFGLP-132 A 5 L7-2),
18.4 4 2R ) UEREICHT 4R

QINE PRI B E I L& ) F L 50mg & 1 H 2[B141 B R A8 #%
AELGEL, ARV Vv TRBEEMMLTZEZA, AR
VP AR TIENRE LY W BLEADT—4),
18.5 mM¥PERTERARUMEESEER
18. 5.1 BiHE PRI HI K QRBME RGO =7 A Pz e 7 ) 7
F o1 H1EN0AMKER OS2 &, HbAlehS, &5 FIME
IZHER L CTENFNO0. 6% % . 2% T L7=49)
18.5. 2 2R RIF AR E ICE N Z ) 7F 2 50mg % 1 H 2[0]7 H B
WRORET 5L, RBIMEE L OZIERmBENET L2,

19. 3RS 1B S BEEMMR
—{%  EAZ Y FF o (Vildagliptin)

k54 . (2S) -1- {[(3-Hydroxytricyclo [3. 3. 1. 1% 7]
dec—1-yl) amino] acetyl} pyrrolidine—2-
carbonitrile

4512 ¢ Ci7H2sN302

5y T8 303. 40

R BEOREMEOmETH S,

(b= " 0 H

NQ& \\)>,CN
N
OH
2. A%

1008 [108E (PTP) X 10, #MFKIAY ]
5006 [108E (PTP) X50, #ZRAIAY]
30088 DL, /N7, #EHIAY ]

23. EEXH
1) BERERRAZ XS E Lo BRI (=7 78 2010414

20 H7KGE., HEEEREMIEE 2.7.6.2)

2) He Y.-L. et al. : Int.J.Clin.Pharmacol. Ther. 2010 ; 48
(9) :582-595

3) 2HIBEIRIFERFT xR E LB GR B (=7 78 : 2010
FLA20H KRS, HEEEREMEZE 2.7.6.3)

4) Fa—Y U AT 4 ARSI E

EAF 7Y TF b 0mg T B AN S0 R 1 5
BT &k

5) IR AN Z NG L LERFICIDEDIE~DOEE (=77
BE : 201041 A 20 H7KGE, WA RMYEE 2.7.6.1)

6) He Y.-L. et al. : Clin.Pharmacokinet. 2007 ; 46 (9)
787-802

7) BAMSASICET 285 (in vitro) (=7 THE : 2010421 H 20
HIKRE, HGEERMEZ 2.6.4.4)

8) CYPRRFNZEAT A#at (in vitro) (=2 THE : 20104E1 H 20
HKRR, HEEEEME 2.6.4.7, 2.6.5.10)

9) CYPPHAEICEAST A#at (in vitro) (=2 THE : 20104E1 20
HKRE, HGEERMEE 2.6.4.7)

10) CYPFHMIZBET 2#at (in vitro) (=727 7§E : 201041 20
HKGE, HGEERMEE 2.6.4.7)

11) He H. et al. : Drug Metab. Dispos. 2009 ; 37 (3) : 536-544

12) BEEERR AN ZxfGe & LIz BEE 53R (=27 78 : 2010414
20 H7KRE., HGEERMMEL 2.7.6.2)

13) R (=27 78 : 2010%1)%2057}&3 AW E)

14) ]\’CWE%WJTWWM vitro \ZR T BIEME (=7 78 :
201041 A 20 A &R, ”%#HEE%‘& 2.6.2.3)

15) in vivo f#t (5‘:771E 20104F1 A 20 H7kGR., HEEE M
2.6.4.5)

16) in vivo b7V AR—X —IZBT B e (=7 THE : 20104F1
H20 A7, HFEEEHIE 2.6.4.7)

17) in vitro v T v AR—2—CBET HMH (=27 T : 20104F

LA20H/KGE, HIGEERMEE 2.6.4.7)
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700-708

ENFHIMFERER (=7 78 : 20104E1 H 20 H &R, HEER
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B REDPPIZ %9~ B BLE/E O gt (=27 78 : 20104E1H20H

K, HEEE RS 2.6.2.2)

DPP-4iZ %9 5 LERROMET (=27 78 : 2010451 H 20 H 7K

. FPEEEEMRE 2.6.2.2)

Ahrén Bo : Best Pract.Res.Clin. Endocrinol. Metab. 2007 ;
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DPP-41Z%f 9 2 BLETE M OMFT (=2 788 : 2010471 A 20 H 7K

8. HEEERMEE 2.6.2.2)

Azuma K. et al. : J.Clin.Endocrinol. Metab. 2008 ; 93
(2) :459-464

A A ARFUEICKIT 2 ER (=2 78 : 2010451 H20H

TR, FEEEEMEEE 2.5.3.2)

FITHE PR I5 ] K O U BE RS 7 = 7 A YL DHbALCIZ KT 5 Mgt
(=7 78 : 201041 H20 H/&RR, HIGEEEMIEL 2.6.2.2)
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