202658 F1ER (BB1AR) EIRBY DPP-4 FHEHI BEREERIEES
OERBAFIO 873969
Bk ERAE D TITFU) IR
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) BE-EMHEONAEICLVERTEI L 100mg | 30800AMX00286
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RV H -2 BLF 2| whn R S 2, AR DFEAILH 50 UDBERRRBEDEATH 5 RIHE, EH
gl | O AT T VBN TR | =Bk, AT T v B R THIAT > 725 A CHEIF D LBAIRY EE TS 2
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’ LaA—F 4 v TEE
Gc» G
0w = : :
—" =
$E£% 1 6. Imm REE: 9.1m
K $09 : 2. 4mn g d4.3m
%%: 78mg SEE 2.7mm
EE : 106.35mg
KK[FEFE NS V& TV TFY 12,5 > &7 25 NS
FR[E NS Y& ZVTFY 12.5 A7) 25 NS
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W, [7.1, 9.2.1, 16.6.1 8]
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ZI3LHBEIEETS I, [11.1.6 BE]
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9.1 AHHE - BIEESENHDEE
9.1.1 (EMFEER T HENDHDIUTDEERITIREE
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[16.7.2 28]

AFEOBRIZEY YT
FV Y OIMEEFEEND
FTMTHEIU 72 & DR
MNdHdDT, YRR
2152 &,

R

M¥ERE Ve % 158§
B K|
B -
B FOVEEH]
)7 I UELEEE
PHEHI%

EREH e ARK R AT
5BEIZIE, MEEEZ D
fBE DREEE +HBIER
LihoiEdaz L,

EFRER EOBRIZEY
MAERE FEADER Y
2BTINNH 5,

MKERE FVEF % 553
BEEH
TRVFUYV
BIggERILVEY
FRIEAIVE V%

ZERRERF L AF & G T
ZBEITIE, MIAEET D
fLBEDREE 2B
LaiiokE§aI L,

EREH L OMAEICEY
M¥ERETERMNREEE S h
2BTNNDH D,

11. BWWER
ROBWERADNH 60NE I ENHBDT, BEELTHITV, B
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1.1 PFI745F VRIS GEEFH)
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11.1.9 HEHEIRARE (SEETET)
FrpE, B, (KRR, MARCREIA 70y L7 2R
& SERERRENH SHhNE LMD 5,
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14, BRLDEE
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15.2 JEERRREARRICE D <1EIR
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BADFRENEML, FREOMS v MO THSADRKERER
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16.1.1 BEgS
RN, Y427 TF12.5~100ng & ZZERBER O%R 5 U154,
VR TN TF EFERPRIN X, B 5552~ SREH I B E M4E R IR (Cow)
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=1 BERACBT 2 EEREEROKESZOEYENT X —4
AUCo- Coax Thax tin
(uM- hr) (nM) (hr) (hr)
12. 5mg 0.96%0. 15 59+7 4 12.3%0.8
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16.1.2 kg5
BERAIZ, Y27V FF25~400ng% 1 H 1E 0B ERERO®RS L -84,
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SR TF N N N N
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Ny N7
/*;é’ﬁ 1758. 42227, 4{197. 14+50.65| 2.6+1.4 |9.56+1.35
(Mean=S.D., n=42)
(ng/mL)
240
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200 | YT bE50mg FT
180 | o U T BE50mg
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16.6 HENEREHIEE

16.6.1 BikaEEERE
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AUCo- i3, EEEEHEEE A T HRBERADTNTIRIL. 365, #93. 865, #94.5
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\CHEMIEL -

16.6.2 FFigsEREESS
RV TFUIgE BEEREOREL -I54. hEEFBERESRS
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M VR TF U OREFRGHIINERNEEZSNEY

16.7.2 ITF I EDHA
BERANIY A7) TFv100mge Y TH 0. 25ng% L0 H BEHEAR 5 U/
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V., mAERS5E1X100ng 1HIEITH 2,

5E. BMEIIEEEICHARTYZ T TF Y DAC -

17. ERPRRKIE

17.1 BERUCLLMEICEY 258

17.1.1 EANEL/IERR (BEEEE)

(1) EOHETS ERHB-ESRIEEHR
RE/EEFEELERL THTARMED Y b O —ILhE S\ 2EER
SEEE (36361) 2MEIZ, Y& ZY FF 25, 50, 100, 200mgXid 75+
REIHIEI2EMREORS ERR) Uk, Y& 27V 7F VI3HbAlciE (JDS
B) ZHERIERSOBREZEZ, SBERITET X8, H5FBMEM» 5 Mm
Iy bO— L E2REIE, BEIVEROFESR [50. 100ng BERES)
BRO752R] ERIDBY Th-or-, RIFBEDRIERAFERE A, V&
TNV FF TS REDBMTERERZ h - B, [11.1.3 )]

£l T RAWNBEERIERER (12ER) OffE
HbAlc
(JDSfi&)
%)
BERNSDEE TorREDE
75k R 0.3 —
Y& T TF50ng -0.7 -1.0°
&7 7F 2 100ng -0.7 -1.0°
p<0.001
(2) EMERENB-ESSRLEEAR

BER/EHREEERL TETARMET Y M O—IhYE S 2B R
mEE QL) &xdgic, &7V 7F 50mg 1H1E (&) XGRS
VAR—20.2ng 1H3E (BRER) % 1 2EERO®BE L, Y27V TFY
I3HbAlcfE (JDSE) ZFIERAIERROBELARNSERIVET IR, &5
FIGHIHAN S MAED Y b O —L 2 dE I E 2, BEILEROERITRLOE
Y THo 7z, [RMFBEDCBHERRREIG X, V&7 TF U BRERL W% A
7V R— AR ERL L FARETH - 220, [11.1.3 BHE]

F2 ERNBOEEREEGER (128) OER
HbAlc B2 Bl RS
(JDSAE) IMHE(E IMHE(E
(%) (mg/dL) (mg/dL)
#Ew | K7V #Eq; | K7V #Eq; | K7V
2o | K=z | 260 | K-z | BHD | K2
ZhE | L0E | BE | t0E | BE | L=
RTVE= -32 -9
20. 2ng 0.4 -19° e
YEIUVT g ' 51 -20
F>/50mg '
2<0.001

(3) MRS HER
RE/EEFEEEERL THTARME DY b —LhE S5 hin28EE
RmEE (1T141) 26812, Y& 7Y 75 250ngdh 5\ MN%100ng (BEERE)
181\ %52:EHEO%S R Uk, Y4270 7F VIidHbAlcfE (JDS
&) Z2¥ERERADOHRSLEZENSHERIVET XY, BRSBTS
FEQY PO— IV EHREL.SZBIZDZ>TRELLIMET Y b —IHES
Nriz, 5281281 2 EMESEDRIERAFKREEE, 0.6%5TH-o =0 2,

[11.1.3 8]
17.1.2 ENEMAERR (HAKE)

(1) JUABUR, EATUSIV Y XbKRIVED, RTUKR—R, XIEE
SHEA DR UMMBER (FFTTUZR - SFTIUZR) EOHAERR
BE/EESEEICINA T, BOMERTH (FV ALY K99 14661, &
71-7 U & \/“\/35)‘ 36) . 134{5”\ A ]\73?}1/5 ?/37% 38) . 149{5”\ 7k7° 1} 7]—;‘__7\39), 40) .
1336, F5 27V = RXUFIF 7Y = RO D2 15560) CHozMmEay b
O— M5 NV ENERBRE &RV 2 7)) TF5mgXit 7 5+
REIHIEL, Zhs0OREBBEICINZ TRO%S R Lk, Wiho
RERTPBWTH, Y& JY FF U i3HbAlcfE (JDSIE) % HIEEIERSD’kE
LEBNSHERIIET I, BE5HEME NSIED Y ho—2lEIE
Fo BEIZARDOERIIRIOBY) THo/z, TDH, ¥E TV 7F50ng
HBWNNZI00mg (EEREE) OMERSIZHWT, 528I2hk > TEEL &I
¥EOY hO—AE SN, 2B X TOMARSE (BHKREH) B85
(RIMPEEDRWERRBREAIX. 7V ALY REERRS. 3% (TH/13141), ¥
F 7 & BEFRR0. 8% (145, 13341) . A b AV 3 v BEFER0. 7% (14,7145
B, NIV R—AGERR0. 8% (141,713361), 527V = RXIFIF7V) =
NBEFEE6. 5% (1061,715361) TH-7-, [11.1.3 8]




=3

BELIA 2 A V3 IMRHERE & DHFFIFRERDIER
[CEERIERR (128H)]

JYAEY R, ATV AV Y ARKVI Y, RTVR-A, XGE

HbAlc
(JDS{#)
B
BEHINSD
I mEOZE

JYALY R 0.3
Y ALY R BRI SR ) 0.8
BARER VRITYTFY 0.5 :

BRI SR )

A7) &8y 0.4
YA T &Yy | B ER ) 0.8
BARER YRI)TFY 0.4 )

BERAS R )

A MKV 0.3
ARRIVIY b SR ’ 0T
BEFRER VRI)TFY 0.4 :

BEAS R )

ATV R—=2 0.9
ATV R—2 B 5 R : 09
BEFRER YRI)TFY 0.8 :

BERASERE )

B A VY
BB LAY | U UMREESR 0.4
VMBS | B SR -1.0*
FER VRTYTFY o1

BERAS R )

"p<0.001

(2) 122 VERIEDHRARASR
BE/EEEEIIMA T, 1 VA VEF (RAE GESE X IIEEE D
A VA Y DOEFLNNXIFIN) . FHEE, XEFRHEOW T R %
R, | AR 5BIFSEAT L FA0BAILAT] THARMBE DY b a—ILAYES
NV BENERFRE (2660]) MR, Y& 7)) TFUmgXUET TR
ZIELE, 1 YA VEFNC & 2 BRI TROKS (BE/) U,
Y RZY) TFVITHALCE (JDSE) %FIENAIERROTELEERN S FRIC
BT X, 5GBTS, SMETY PO — L2 WEI L, BEIGERKD
BRIIRIOBEY TH oz, TOW®, YR ZV TF250n8dh 5\ MK100mg (1
E) OFEIREIZB VT, 52BIZh > TRELAMEET Y ha—ILhvE
SNz, SLEE TOHARSR (RERSH) I8 2 RIMBEDRIERR
BEEIE, 17.4% (4561,725861) TH-7Y *, [11.1.3 H]E]

Fe AR VEFIE DHARBROER
[CEERIERR (16E8) ]

HbAlc

(JDSfi&)

%)

‘5N oDELE MR
1A EF 0.3
B 5 R ) 0.9
YRT)TF 0 :
idiiEr ] )
2<0.001

18. ZELhEREE

18.1 {ERHR
A7 VF v THBglucagon-like peptide 1 (GLP-1) K U'glucose-dependent
insulinotropic polypeptide (GIP) i%, 2 a—RIEHMEDMRFIZIHIDS
BRVEYTHD, YETYTF Uk DPP-AEEREHEL, 1V 7L F VD
DPP-4iZ & B RE NGS5, HERIS V7 VF VIBEE ERIEZZLICL
Y. MEERFRNC A VA VUMEEERE N 70V TV REETEA
FHERUMPET Y b O — L2 ET 29 7,

18.2 k& <DPP-4FBE{ER
bt NDPP-4 (L x ik, MiEEHS. CACO-2fERaERsKR) DiFlE: % #IRMICIHE
4% (in vitro) *®,

18.3 T¥ERERUHEHHCEIER

18.3.1 2RUBERIBERE ICBWT, Y& 7Y 7F VI3DPP-4iEM 2 HE L, M4
R DEMRIGLP-1 R UGIPEEDRED LR, 1 VA VY RUT-RTF RD
MEFEED LR, VAT VEBEDOET. ERIEMBEENET. ROV
I—AERBXIIRHBMEONH % & /-6 LT 9,

18.3.2 EEX U ARRWZ N I—AEFRBRIZBNT, YTV TF IR
MEED LR E2MET 2, £k, DL X MEHDPP-4DEERK O MEEH
GLP-1IEED LENEDS5NBY

18.3.3 BAERAEIC L VIEH, SRV S VA VIEEZ 2L, MFEER
BERTBHAMEH YA DI0RYR) IZBWT, Y& 7Y TF VS
VA= 2AEFIZ XD MBEED LR EEE <Y A LREE E TIHT 29,

18.3.4 A V2V G & SIMEE & R L T 5 28R E 7V ddb/db <
AZBVWCT VAT IF VIFMAEEE EE Y VAL AREE CTERLIE
648) N

19. BRRESICET DIMLFEHHMR

—fRERE : &2 FF U VBRI (Sitagliptin Phosphate)

1624 : (3R)-3-Amino-1-[3-(trifluoromethyl)-5, 6-dihydro[l, 2, 4]
triazolo[4, 3-alpyrazin-7(84)-y11-4-(2,4,5-trifluorophenyl)
butan-1-one monophosphate

T3 ¢ CieHisFeNs0 - HsPOy

HFE 50531

g

B R BEEOHMETH D, KIZPPBEITPT, =& —)b (99.5) 1K
DTHEIHZL WY,

22. @
(VI TUTF 812 5mg TEFRD)
10082 (108 (PTP) X 10, FziEHKIAY]
(VI TUTF te25mg TEFI)
10082 (1088 (PTP) X 10, FzZ/EHKIAY]
10082 (N5, S/EHIAY ]
(U TUTF EE50mg TEIHRID
1008 (108 (PTP) x10, ¥zZK&EFIAY]
30082 [NZ, FIERIAY]
(VI TUTF8e100mg TEFID
10082 (1088 (PTP) X10. FzZ/EHIAY]
30088 [NZ., EEHIAY ]
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