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12.5mg 25mg 50mg 100mg
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LOERATSE
2. 22 (ROBECEFBRS LBV L) iy | rRETT Y XETH Iy LT D IETE
2.1 KEORS I UBEBIEO B ERED & 2 BE $£12.5mg $E25mg $E50mg $£100mg
2.2 WY b— 3 A, BERFEIESIELAISIE, | BRI ~
DEE [WEROA > 2 I L HEP D ABIBOR &)
IEMBEE LR DD THRAIZHREGTRETEWV,] eS| B
2.3 WEWPE, Filidik. BEEMEOHHEE (122 Bf% 1 9.1mm B 11.5mm
;;{?IE?‘L:J:%)mlﬁ%ﬁﬁ%ihé@f‘zkﬁuw&%mﬁ 7% 6.1mm | %2f% : 3.8mm | f5% : 4.8mm | B4 : 9.8mm
20,
\ Mo (D) an
3. #8RE - MR
3.1 AR
s | ST RET [T RETI IR T[T RETT wE = )
o $£12.5mg | $#25mg $£50mg | $#100mg
*| BRI HARERA 570752 VBIEKNIY JEX :2.7mm |EE : 2.5mm | ES : 3.1lmm | ES : 4.2mm
KLk & | #104mg | #105mg | #1209mg | #y416mg
;? zzz 12.5mg 25mg 50mg 100mg #A2—F| MSD 211 | MSD 221 | MSD 112 | MSD 277
v/
R bt LRt la—2Z, BKYVBAKEILY AHEETT (475
O— 2, 8L, ZJUAALAT—AF R UL, 4'%’.3;;'%"3%
KD VEBAKAFTIVBY TR YT L, TONEA aK
BZANTIITFTINLFRITL, RYUEZ LT L Ahib P —Bg> =
Lo Zu AT (BT AN, BIEFY . < > ”3552%3””%'“55,’%?5’551A : s
P PO NS el T AROMERIES 57 Lo BRFEROBAETH 5 LWHE, B
Ly T2 2T &
mxTn 6. FEARUME
PN RS BEE. KAy 7)) TF & LT50mg# 1 H1EREO#KRS
‘ ) T, 2B, WRATALFEICE, BBEZHHCBELLH
220 (@ 5100mg 1H1EE CHET 22 EATE 5,
7 7. BERURBICEET 3328
b 7.0 AREEICBRCHRES 570, BREMEOS 585 T
o T — 3. FEEERCHEHAMT S . (8.3, 9.2.1. 9.8,
4000, # L 16.6.1 %]
7 . #H @ BHEE | /L7 F=v 27U T I VA (mb/min) | EE ISUN
=i 247N fE | MEZ7L7F=2fE (mg/dl) * | 58 | 58
SRRk 30<CrCI<50 25m
M - g 50mg
3.2 WEIDER R ;‘%& 15sore2s 1HIE | 181
Wiz g VyXETY| IV XETE| V¥ XETO | Ty XETE 'C.Cl<30_'
788 | $¥12.5mg | $#25mg | $E50mg | $£100mg HE, K %,ﬁr. oraas 12.5mg | 25mg
M. 7« " - Mg, 7« HEAE o ) IH1E | 1H1ME
A — EP%\FF;\Q74$)II/A:—T4 L — 7)L_<E.Cr>2.0 .
ai el 7ooge | O 7% BRAD) S YVTFEY VT T ACERMST B
B2 R | SR ATV SqnFEe 7.2 REIBEARLBEZFIIOVWTIE., MFEEN & O REREBERIERD 2
e Vo [9.2.1, 9.8, 16.6.1 BHE]
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8. EEREANEE

8.1 RENIDERAICH 7z > Tl BE I ULKIMFEER & O°Z O xt
MFFEIZOWTHTFHAT S Z &, [9.1.10 11.1.3 2E]

8.2 RAIEGHIX. MIELEHMWITKRET 2L E&HI1C. FEz+
FICBE L, FICERERREOBERICOWTERZIND 2 &,
AR %E3H ARE L TOHHRIATI2GE. LO#ETEE
AONDIEEANDODEEL2ERT S L,

8.3 BHREERED & 2 BE TIIAF QP AELE Ul HiEE» k-
AIT2BZNDHHDOT. BRELZEHANIIHET S22 LD
EE LW, [7.1, 9.2.1. 16.6.1 2]

8.4 BHMERDHHONB I ENHSHDT. FHRAIZEL VIR,
IEHZ OGRS H 5 b BEICIE. EHPRPICEMDZ
BEZFTHIOBEFIHEETSHZ L, [11.1.6 ]

8.5 BRMIEERZEIIT I ENHBDT, EffEE. HEEHDE
HEEIIHELTVWAIREFIIRETHEZIEFRT AL,
[11.1.3 2]

8.6 KA & GLP-1Z B EFEEIT VI N GLP-1Z Bk 2N L7z
MERETNERZABA L TWa, mAl%HH U7ZBEoO KRR
Bl <. BUEROREMIIHR SN TV R,

0. BENDERZEIHEEICHT I FE

9.1 BHHE - BFEEDH2EE

9.1.1 EM#EZRETITHZNDHDIUTDEEN (FIREE

© BN FERABERE IRIBHERSE
< REARRE., JERE. RAHAIZ BHER,. AHER
BORBXIIETFIRE
S QUARY ARt )
< SBEO 7L — )VIBEE
- EERE
(8.1, 11.1.3 ]

9.1.2 EEEBEMOEMEN FRHEDEHENH B EE
BHHEZRIITBZNDIDH 5. [11.1.8 2]

9.2 BikprEZEE

9.2.1 FEEBKREREEN IEEBHAERZEDH D EE. MK
ENXFERENZEYT 2 RPEBFLDES
INHOBREICITET ZABRGE2TOCL
8.3, 16.6.1 I#]

9.5 itiw
TR AR L T W B ATEEME 0 & % 2otk i I3 iGE E o Bk
a2 L2 &K SN BIEARICOAKREL2EZET S
Lo BWER (Sv ) IZBWT, 1,000mg/kg/H (HKT
DEAFEESEI00mg/HOMI00EOBBEICHYET 2) &
O5Ick Y. BEMBOXRE. EEAEEOHRE DR
HROBREHEMIRD 5N EDREDNH S,

9.6 EILIF
BELEOABREROBIARBOASEEZZEB L. B
gk 2T 5 &, BMER (S ) THITFAD
BITPHE SN T VS,

9.7 INR
NREE R & U BRI IL SR LT W,

9.8 Skh&

BHEEICER L. BRERENH G IIEY) 2 HEHE
BITHT &, BHEEPMETLTWVWSZ EAS L, (7.1, 7.2,
16.6.3 Z#]

10. fBE{FHA
KA FEICERE A 5 REEE LTt 2 oPRHICI3EE
RS IRME D WOME P HES NS, [165.1. 16.5.2 2f]
10.2 HAGER (BHRICERT R L)

o [7.1. 7.2,

A7 E

EEAER - BT

T - fElREA T

PRI SE
A VA EIA|
ZIARZIL LT E
FTI) Y RHH
Y77 FA NRIEH
a-Z7Vvavy—x¥
FHEA
EHELA ) v
iR
GLP-1% B 1&{k &
3

SGLT2IHEAI%
[11.1.3 2]

(K IMHE D FRBER
ITH5ZE, Bz, A
VA VEIFELL AV
AU LT EINE
BRI A > A U5y
WAREREHHT S
BE. KMEDOY 2
THREMT B0,
N5 DEHORE
T AT &,

WEIRBAEE (FFic.
AR A, R
LARZILT LT HEIX
TEPE A 2
FIEREEE) & pf
FEEIC X, AHF oI
Wk N ER o5
L0, KINFEDOY 2
IHEMT 2BZEN
WHbo

1

DT, WY RBEE
52 &,

HHILE BRREIR - $EE A | B - BRET
VaFTy AKEEDOHFRIC & D [HEFFAEH
[16.7.2 2IR] Vax v romiEh

BESDT M
Lz ORENH S

IMKE R R VR % B850 | 2 SRR A & A H 2 O ERREA & oI

ERAE 51 AT 55E101&, I &0 mEERETIERD
B - HWEZOMEBEZEORERINEBZND
H FOLEEH BE2+OBE LD DD
)7 IVEBLE| oHRET R L,
FIEEAE

A R R AR 2 38055 | SR 3 ) & AR 2 OF | st A & o fFR I

ERAE 5N R 5EEICIE, M &V ImEETRERD
7 RLFY v fEEZOMEZEORBET NI BEAN
HIBEERLVEY B2 FIBELLEN HD.
FRBALESE 6EE5THZ L,

1. BIER

ROBUERDSH 5bN2 I ENHZDT, BEEZ IV,
REFBD SNIBEIE, BEEHPIET 5% SHEYZAE R

152 &
1.1 EXENER

MAN PFI745FI—KIn BEEAREH)

11.1.2 SRR AEIREE (Stevens-JohnsonfiE(REY) . RIBHIERT
BR (I EER)

11.1.3 €M% (4.2%)
RIMHESD SDONBEENH B, KT, 1A VEHF
XINE AR L7 Al & O CEE &2 R MERER A
Hobh, BEHEHEEZRIFlIHMESN TS, KINHE
JERA D 5 N-BAICE. EEE2ECAREENT %

o SR NBEZITD

Lo L. a-Zvavy—+t

FHEA & OHRIC & D EMEERAPFRD 5 N2BE I
TRYMEREGT S &, [8.1, 85, 9.1.1, 10.2,
17.1.1. 17.1.2 ]

11.1.4

FHikeErRE. BB (LI N B HEAR)

AST. ALTE0DZE LW EF =45 RS, HENSDH
bbNBZENDH B,

—_

SEBEE (HEAH)
SRR (BHEEAEE)

BN L VER. BEHE0RENIRDSNZBEAIC
B EG 2RI L, WY 0B ET
BlCBLTIE, HIERR UIERERR L RE SN T
W5, [8.4 2]

11.1.7

RIE MR (SEEA)

22 &, o BHER

WK, FEIREREE, FEE. HEORE (REF) E0r%
SNBEICIE, HP P ICEXHR. WECT. M~ —
H—FOBEEERT 5 &, MEREMRIEDNIG
FicdEG Rk L, BIBRERLVE VAOKREEDE
PaREZTS Lo
11.1.8 IRAZE (BHEARHA)
EEOFEMR. R, Fiid 2R, BHEOREH
mOLNIGEICIREERIEL, BEURLEZTS 2
o [9.1.2 2]
11.1.9 1&HUERIRIE (SHEANEA)

AR NN

CKER., MAKRVRPIA ey |

AERBE T HEMBBEY D 5 bNB I ENFH .
11.1.10 MV)viRiREA (SREEABA)

11.1.11 3BRERE GHEAY)
K, OUHAEND S bNIBEITIE, RERIE &%
U, %5 2H1bd 57 Sl REBE 2175 Z &,

11.2 Z0HOEIER

0.1~ 2% A
R E FEtEo v, BEMK R
AR PRI HERAE O b
HEOwpgEE [ F 0
DR LEWEAGE DEN
HSHINAE, Eh1%
W, ISR OHERRE | BRI BE 2 FAGERRG
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0.1 ~ 2% SREEANH

BHhEEE FEARAN PR (B AU & | ek
o). M. 8.
EREERE . ED . ER,
T BB BAY =T
B, ZFEER R U5
ATEER. R, B&
EWRIEREA, O

JFREE SR JFHRER

KRR MRS |32, B2, Wi, ST REMmER. CA
HiE FRIZ . I E
Z 2 FERE

B R RO G SRR N AR

it e 9B T R
RS3PESEREE

5 REE R, FE, B

R DEXTRIRERD . &

B, AR MERECE A
ANETUOE VED AT

TEFERRAIC 3517 & Z2 [ I BA B8 4% 5% o0 P43 AR iR 2 0
#% (FHHEERZ. n=6)

10000 ——12.5mg

—~—25mg

—o—50mg
1000 —o—100mg

mighs 270 7F VRE (nM)

0 6 12 18 24 30 36 42 48
5 %IERE (hr)

K1 BRFERAICE T 2 ZREREREOHR G2 OB B/ N5 A -5

N7 U Y MEA. HMER
BEhn. ALT#A0. AST
Bh. y-GTPHA. M
CYILE v #Em,. il
LDH#A0. CK#A0, 1M
oL 25 a— )L,

AUCO—oo Cmax Tmax ti2

(uM - hr) (nM) (hr) (hr)
12.5mg | 0.96+0.15 60£7 4.0 (4.0,6.0)| 12.3+0.8
25mg 1.99+0.35 145+33 |5.0 (2.0,6.0)| 11.6*1.8
50mg 3.73+0.63 319+83 2.0 (1.0,6.0)| 11.4+24
100mg 8.43+1.64 944+307 |2.0 (0.5, 6.0) 9.6+0.9

I A PR EE AN, IR 3
i, mhrLrryrF=>
b TN e N 37 0N
KEEE Y REA#EM. m
FRNY YY) R,
PRAPEE H 5 1%

13. BERKRS

13.1 &
MEBEHRICE BT TV TFLOREIDT A TH S
[16.6.1 2]

14. @R LOESR

14.1 FAIZHBEOER
PTPEZEDFEAZPTP — b A SHD i L TIRAY % & 45
BI2T L, PTPY— FORBAMKICK D BOSAIA RIER
JEAFIA L, BICI3Zflzi I UTHERRARFEOEE 2 &0
EE2HFETHIEN D5,

n=6. V) {FHEfFE=E
Tmax : RAE (R ME. FAE)

16.1.2 R1EH%S
R A, ¥ % 7)) 7F25~400mg# 1 H 1610 H ERERZ
%5 LG4, MEEREEI2HE TERIRBIGEL., RERS
ICEBERBIIIZEAERD NG o7z, BREMREX1.03~1.19
fETh-o7:2,

16.2 IRUY

16.21 NAATRASEUT ¢
EFRAIC, %27 7F2100mgZ %5 LizBoRONA 47
NATEY T 4 EHISThTH 7Y (BHEAT—5).

16.2.2 BEDFE
fERERRAIC. % 7' 7F > 50mg % &% ICHERRE OIS Lz5 A,
ZEREIEIZ LR T CnaxlE 37 %M U 72 55, AUCo-00 X O Trnax 22 1%
otz (£2).

K2 ERRAICHB T 2 EER R UORRIESROENHEL ST X -5

15. ZDDER

AA[.JCOfoo Cmax Tmax t12

(M - hr) (nM) (hr) (hr)
ZEHE IR 4.08+0.52 366+93 2.5 (1.5, 6.0) 12.2+1.7
a% 3.99+0.64 500+154 |2.0 (0.5, 6.0) 12.3+1.8

15.2 FERRIRELERICE D 15

Bt S » MCAAISO. 150/ 0°500mg/kg/ H % 24E IR
5 LA ARMRBTIE. 500mg/ke/ BEEOHET v kB L
THRRER TS AOFKBRSEML, FAEOMT v MB
WTHPADRBERPEM L7 L OHREN DS, ZDTF Y b
OEEIE. BKRTORAKEGE100mg/HDOMS58MEDEE
HICHYST %,

et~ 7 212 AR50, 125, 250/ 0'500me/kg/ H A 24E R
BOKS L ARMRETIZ. AFI500mg/kg/H (KT
DEAFSE100mg/HOMOSEOBRBEEICHYET %) £T
OHET. WTNOBERICBWLTHEEORERIIMEIMNL 2
otz

16. EMENE

16.1 MHRE

16.1.1 BORS
RIS, % 7)) FF 2 12.5~100mg % 28R B a2 % 5
L7eBa, Y970 FF UV 3ER D ICRINES . #5852~ SEEH
WCE R MR (Cmax) 1L B (ti2) 139.6~12.35
BThotz (RMRUEL). 2770 TF oM — ki
FTHEME (AUCo-») (FHEICIZIFHA LML,

n=12, P+ kRS
Trmax * FRAE (F/IME FHAME)

16.3 91

16.3.1 MEET VINTHEE
&7 FF v Din vitrolll#Ey VST FEERIZ38% TH o 1.

16.4 {3

16.4.1 > 70 7Fix. R#@tz21c< < FICREMKE LTRF
kit s h B, BERA BLEA) IKMC-2 5 7)) FF Ok
BE%. BHHEDORLI6%HP Y ¥ 70 7F oREM & U THEs
nizY, 6fEEOREYSHRE SN, METHVY, 57
TF U OMFRIRTF INRTF & —¥4 (DPP-4) HEEMIC
HELLZWEEZONS,

16.42 % 7V TF U OBEERICBOWTREOEE IRV, In vitrox
BCld. ¥ 270 7F oRBICCYPIAANFEICHEG L, 7,
CYP2C8bBET B ENRENTZ. /2y YTV TF IR
CYP3A4., 2C8. 2C9. 2D6. 1A2. 2C19K%U2B6%HELET .
CYP3A4%FHHE Lz h o7z,

16.5 HEittt

16.5.1 HERAICY ¥ 7 7F 25~100mg % HEEOHRES L 5HE.
ETYTFrDT79~88% (HERIME) IFRFAICKREAEE LTHE
Mah, BrU75 2 A1E397~464mL/minTH - 7=V, [10. &
M)

16.5.2 BHERA (BLEAN) IC14C-v % 7)) 7F v 2R 0% 5%, LERD

PSS REDRI1 3% A I, 7% IRFPICHRt S hizd, ¥
TN TF Y OBERIFICBRMCE 20T, BEENERMNE
FUHEET B,
TN TF VRPN IEROERT =AY T AR —
% — (hOAT3) OEETH 5%, In vitroikiT. Py >3
BENTZHIYT)TFUOOEREITI7OAR) VICKDHES
N, hOAT3ZNT BT 7Y TF U OREAAIE. TORFY R,
{777y, 7atIR, 7z )74 7V v B, FF7Y
Wy £ VIR RROTRAF Y THES Nz, 2. 57
TF U F500 uME TOBETIE, Py B2 NTHY T+
U DEEEBEEL AP o 72H hOAT3ZNT AT A F TV DH
AAIITFTHWHEERAZR L7z (ICs0 2 160 uM). [10. 28]



16.6 KEDERZHI EHE

16.6.1

BirEEEEE

T & 7)) FF 2 50mg B 5 R O BHE/ ST X — & 13K3
DEBYTH o7z, HEE, BETHEREES. MBS
B RHBEALBEDAUCK-E. EFBHIEZET HEERAD
ZFhZNH2.3ME, $3.8f%. 4.5 THV . BRIEREDEEIC
o UT LR Uiz, MEENPBELRABA2EE T, #5%4
B 5 3~ AR O MBHENRIC K D . BEHICKRS5ED13.5%
BREENLO HEAT—%). 5B, BREREREE2NRE
L7 REHRGIC X 2B BRI ER I TRV, [7.1, 7.2,
8.3, 9.2.1. 13.1 &l#]

#3 BRERENO TS 7)) 7 F > 50mgHEIRO#K SOy g/ S
A=
MET
e BEOB | hEED | BEOT | PREL
(n=82) PREERRE |ErMSRERRE | MREEE | REIEAR
(n=6 (n=6) (n=6) ot
(n=6)
AUCo-e 4.40+ |7:09£0988(9.96%1.95|16.6+4.82|19.8+6.06
(M - hr) 0'83277 fffffffffffffffffffffffffffffffffffffffffffff
TR O S - 1.61 2.26 3.77 4.50
Cmax (nM) 527£79.11560£1371684£183|556+113
SEHEO S 391+123 1.35 1.43 1.75 1.42
tia (hr) 13.1+2.23]16.1+0.487]19.1+2.08/22.5+2.71|28.4+8.18
BIUT7I VA 242+34.0|126+28.1 |60.2£19.2| 3247 L
(ML/min) 3392873 ------=-----fommmmmmem oo
TS 0.71 0.37 0.18 | #¥7%iL
P xR
B#AEOREE [CrCl (mL/min/1.73m?)] : % (>80). & (50~
80). [ (30~50), EE (<30). MAEFHSBELFPER2EH
§ D L=1EE RO T 5 B EERER OFIg & Dt
TAAN.5~600mgHEREO#KS L7 IEH B RO BB IZS0mgIc &
fIE L7z
16.6.2 FrigeElEEERE

16.6.3

TH 7T Fr100mgE BEREO#RSE L 5E, PSR
FHE#E (Child-Pughzar7~9) Tk, ¥¥ 7V 7F DY
AUCo-o K O FHCrmaxld . BEEBRAICHNTZNZNM21% R
13%ML 72" (HEAT—%). EEFREEREES (Child-
PughZA 2 79i8) TOMEREERIZZ .

S

Rz EERE (65~80m%) RUHEE (18~45%) cvy /U7
7 »50mg & BERE %S LB, SilE G FEE IchRTyy
7)) FF > DAUC)wy Coax®ENZN31%. 23%E A 0720 B
ZIT I Y AN ERE TREEEICHRNTIIRETL TR (9
EHAT—%). [9.8 B3]

16.7 FWHEEER

16.7.1

16.7.2

16.7.3

16.7.4

16.7.5

RIUR—R EDHA

&R A% 7Y 7F>50mg 1H1E (BARER) KRORTY
A—20.3mg 1H3ME (BEER) 23HBMHARERORS L
BE. RZVR—RBZ V¥ 7)) TF o oEyghIcEE L2 RIFS
mirotze —H. 2EUERIREEICY ¥ 7Y FF>100mg 1H1[E
(FARER) KOKRZYAKR—202mg 1H3E (BEER) %3HM
PHRRERORS LGS, ¥ 27 7F > DAUCo-240 2 ' Crax
Wy 7 TF BB S E RTETR L (2R ZN17% R
34%) . &) TFrOfERESENELRVEEI SN,
JAFI U EDHE

BEERAICSY Y 70 FF 2 100mgs Y TF 3 >0.25mg#x 10H R
%SG L75E. :/“j:\"?‘/y@AUCOQ‘&hr&UCmaxti?b@:fl‘L:J:
AU (FnZh11%K%018%) (HEAT—%). [10.2 2]
2 J0ORARY >~ EDHE

BEERRAICY ¥ 7)) FF2100mg & ¥ 7 1 AR Y > 600mg 4 B
BELLGAE. ¥ 27 7F Y DAUCKa K P Craxld T Z N
29% K% 0V68% LA L7® (HAEAT—%),

X NRIVEV EDHA

2EIBERRIRBEICY ¥ 7)) 7F »50mg 1H2ME X F AL I
1,000mg 1H2E % pES LizGE. ¥ 70 TF U RO R bk
LVIVIEHWORYBRICHEEZ RIS R P -9 WEAT—
F)o TOT=FW6. YTV TFLIERIFA L ET VR
A—%— (OCT) 2HELAZVWEEZ SNz,

ZOMDOER EDHA

a7y U0 FYRY 75 IR YUNRFF LT
VT 7)) FORROEEE (VT FATHY / TF IR
NI YVF =) W EORYMERRBET -6, VYT
F>200mg 1H1EIZCYP3A4, 2C8KUV2CO%HE Lz &FH
Zohlz BEAT—%),

) AROERS AR, B, Y7V 7F>&LT50mg 1HLET

HY.

RAKEGEI3I100mg 1HIEITH %,

17. BRPRAIR
17.1 EHURURLMICET 55

171

J ERSEI/IEEER (BEIRE)

(1) BIEFSERNR -SSR

B EHREZERL O TAAMEDY Fo— LB s hkWn2
R RRRERE (36301) 2xXtRIc. ¥ 7)) FF 25, 50, 100,
200mgRIE 7 I RZ1H1E2EMEORS (FRR) L. ¥
579 7 F idHbALCE (JDSIE) % ) EHEIER RO #5238 % 5
SERICKTSE, BB, MBI Y PO —LERESE
Tzo HE12ABOMER [50. 100mg (BHRAR) RUT Tt R]
WBEIDEY TH - 7o BIFHEDORIERAFEREAE. V¥ 70 TF
VETTEREDBTHEER I LD 715, [11.1.3 ]

#1 I ARNBoEEREEGE (1288) OffE

HbAlc

(JDSf#E)

(%)
B5Hi» S OELE TS REDE
7R 0.3 _
%27 FF >50mg -0.7 -1.0*
2% 79 7FF>100mg -0.7 -1.0*
*p<0.001

(2) FHIERENR _EGHREBEER

BHEHRELZERLTOLToLMETY PO —LpFshkn2
EUBERRREE (31961) 2x%ic, ¥ 27V 7F»50mg 1HILE
(BA&HT) XIEARZVUKR—20.2mg 1H3E (BRERH) %1238ERHE
A5 L7ze %270 7F IZHbALCHE (JDSfE) % #)EHIE RS
OHREGAER > SARIET S, RERBMHA,> SIMET > bo—
LB S, BE12EROMRIIE20EY TH - 7z, KM
FEORWERRREGE, ¥ &7 TF U BERL2%. K7 K-
BEEI3%ERAKTH 7210, [11.1.3 B3]

2 EENRCEERERE (128F) OfR

HbAlc i 2R Z2RERE
(JDS1#) A A E
(%) (mg/dL) (mg/dL)
BEHIP S | K7 K= | BERIPS | A7) K= | BEHIH S | KT A=
DELE | 2LDE | OB(LE | 2L0E | OB(LE | 2E0E
RTV)KR—
20.2mg -0.3 ) -32 ) -9 )
S N —0.4 -19 -11
¥IIVT oy —51 ~20
F >50mg )
*p<0.001
(3) EMERAIRSHER

AR EHRELERL LAY o —uE s hen2
RIRREEE (1776]) 28RS, 25 7Y TF50mgh 5 0 i3
100mg (&R 1H1EZS52EMRORS &R L. ¥¥
7 75 2 IEHbALCiE (JDSHE) %FEHIERHORS 8% D 5
FRICETSE, BEMEMMHP oMY bo—LztE L, 52
BIchiz> TRELLIET Y ha— LB s iz, 528ICB 5
(RIMBERE DO BIMEFAFBREI &1, 0.6%TH-7217, [11.1.3 ]

17.1.2 ERSENEEER (HRARE

(1

TJUXEUR, EFIUIVY, XRKRILEY,
[FRINELA VAU VMBS (FTTUZR -
DHFEER

AR EHFRICMA T, ROMBERTH (7Y 2 R19 146
Bl 470519 1341, 2 bRV I 220 0 14961, E7Y
AR—=220 113361, 7527V =RFXIEIF 7Y = K2 1556]) T
+oraMfEa Y bu— LR SN VL 2EERIBEE 2 NRICT Y T
U 7Fr50mgRIE TS AREIHLIE. ZhsOEREGEICMNAT
BOBSLS (BRH) L. WThoRBIIBLW TS, ¥¥ 77T
~iZHbAlcf (JDSME) ##IEIHIER SOG4 EE» 5 HRIK
T&H, BRESHBOHI oMY bo— L 2lES S, B512
ARORERIIRIOEY THolze TDH%. ¥ 7)) TF50mgdh
%113100mg (EER) OMFIREICBV T, 52BIChiz > TRE
L7zMifga > ba— a8 6Nz, 5208 TCOMMKZSE (RH%
5) 2B 2 BEMEEORIERFEREIEGE. 77U A FOHRHE
5.3% (761/13141), €470 % v PtHEKE0.8% (141,1334l).
A MRV I ORREE0.7% (11,7 14561) . K27 R — ZfFFEIE0.8%
(1617133601 7527V =RFXIEIF 27V = FOAKG.5% (104l
/15361) TdH-o7z. [11.1.3 2]

RIUR—R, X
SFJUZR) &



£3 TIYRAEY PR, EATIYII Y APKLIY, RTYR-A, Xid 18.3.3 @M RIC K VB, SIEROES > 2 VIEZ 2 L. TithE

FNELA > 2 23 IMEESE & O PFFRER DGR REFEZTIAHEAREH~Y 2 (DIOYYZ R) IZBWT., AH|
[—EERHEREE (12i8H8)] T — ABHIC & B MBEED FREER~Y Y 2 & FRES T
HbAlc wiHlg 22,
) (JDS{E) 18.3.4 £ ¥ A M iEHE & R 2 H5# & & % 28R E 7 L db/db
o ) YU ALBNT, AAIMIEE EH< 7 A & FREE CERIL
BERASOB(LR]  WEEOE B,
ZUAEY R N _ .
FYURCYE RSB 0.3 . 19. BMHS ICET IR ELRHAR
BHRIEtER T —08 —BE I H T TF Y S BEAR
BRI 5B =05 (Sitagliptin Phosphate Hydrate)
CA YT *{£%% © (3R)-3-Amino-1-[3-(trifluoromethyl)-5,6-dihydro[1, 2, 4]
Y AEDN, b 5 0.4 . triazolo [4, 3- alpyrazin-7(8H)-yl]-4-(2, 4,
BEFRER S5 FFY —0.8 5-trifluorophenyl)butan-1-one monophosphate
GRS B -0.4 monohydrate
IR HFR - CisHisFsNsO -« H3PO4 « H2O
PN S o 0.3 SFE 152332
B S —0.7* M RARREARONETH 5. FRIKIIPRBEIRT . A¥
- idiiEdcR i —04 J=NLIZRRBEFIIL, 7= MULEZY ) =L
e (99.5) icHED THEIFIC e
AT HR—A 02 —
RZY K= BRI SR : 0o F
DI BER SETUTF Y o : .
L : N O
EHE A > A > .
EABA > A1) ¥ 5 Qgégﬁﬁ o —1.0 N /N\N HsPO4 + H20
MR 3R B . + H3POa * H2
WBEEIFRE T i, ¢ b“ y
PR 58 i
*p<0.001 F !/ F
(2) 4R VB EDOHAERER
BHEEBIEICMAT, > A VA RAE (R ILE 20,
IO A > Y Y OEEEN25%XUE30%) . HEE, i) e
DOTNABAIEER, | HRGEIZSMM FA0RMUT] T+5 (Y r AE7EE12.5mg)
IR > b O —LASE B M OB (2660) & HRIC, 100%¢ [10%¢ (PTP) x10]
Y55 75 50mg TS A& L E. >Ry > WAl 140%¢ [148¢ (PTP) x10]
ZEBBBICMATRORS MR Lk, 5707721 5008 [108% (PTP) x50]
HbALCHE (JDS{E) #HIERIER SR 5 AWk & BB IR S 008 L]
. REBEIEA S MDY b O — LA B S, 151608 (¥ r L 7RIS
DRERIEADED ThHoTeo 20K, V570 FF250mgdh 5\ 1005 [108¢ (PTP) x10]
I$100mg (HEE) OREERSICBVT, SHEICD% > TRE LT 140%¢ [148¢ (PTP) x10]
AT O — LA BN, SHEE TONRIZSE (REREH) 5008¢ [108¢ (PTP) x50]
CBU A BRI RRRE &3, 17.4% (456 /25861) © ., 1005E D]
B-729, [11.1.3 BHE] (¥r XE7HEES0me)
1008 [10§% (PTP) X 10]
#F4 A R VEFEIEOGRRBEORER 140%¢ [148% (PTP) x10]
[CEEmEGE (163E)] 500%E [10%E (PTP) x50]
HbAlc 7008 [148% (PTP) x50]
(JDS1#) 5006 [j]
(%) (9“173[:“7®§E1(?Omg>
R 100%¢ [10§¢ (PTP) X 10]
SO BSHm5 OZILR IO 1408¢ [148% (PTP) x10]
B S 0.3 . gggg bl?é)]ﬁ (PTP) x50]
23. Bk
*p<0.001
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1)
2)
18. SapsKiE 3)

18.1 {EFBISF ;‘;
A > 27 LF > TdHBglucagon-like peptide 1 (GLP-1) KO 6)
glucose-dependent insulinotropic polypeptide (GIP) &, 7 7)
I—2AfEEEOHEBRICAPDERLEY THBH, ¥F T TF VIF 8)
DPP-4BEZRZHEL. 1 > 7 LF 2 ODPP-4IC K 373 =IHT 5. 9)
EHEIA V7 LT VBEE LRSESZ LK. MEEEKRTERICA 0)
A VY IMEHEE R ONC 2L A T AR R VE R & S5 LIRS o 1)
M2 ]\ U...)D%E&%j‘éﬂ) -26)

18.2 & RDPP-4BIZ{ER ;
bt FDPP-4 (R Z (&, IMIEHR. CACO-2iifaHR) DiEH: % R 14)
MICFAE S 2 (in vitro) 27, 15)

18.3 MiEEER OER BIEER 16)

18.3.1 2ABERIREE B W T, ARFNIDPP-4iEHEZHE L. MEFOE
HRIGLP-1 R UGIPBEOR2AED LR 1 > XY Y RUC-XTF o
FomEREED LR, 7V T BEOKTN, 2288 mEED 19)
&R BOZL 3 — &SI BERBIMEONH % & 7 5 L7200 28 20)

1832 EW~ T A2 MW=L 2 — ZAEMREBICB VT AFIZMFEE 20
OLEREMET 5, 720 ZO& EMFEFDPP-4DMHE K O 4 22)
FGLP-1BED LAPRD 5525, 23)

24)
25)
26)
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