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Proline (JAN)
HERTARZTEABD | RERTHAZTEEARD :2018E3A23H
& i BE £ IR OH - | BEELWNEFEABR :2018FE5H 228
Bk 58 B A B | BREMimE A B :28F5A22H
‘ s MSDHREH
HERT (F]A) - = = PAFSAREmEEESH
B mxaas | > 0 T FATIARENRAR
R F B FE K X &
EERBELEO LR L el

= A

o)

2}

MSD AR B T—HHR— b2 —

EEEFZREDA : 7 —F4VIL 0120-024-961

< ZAFEFRE> 9:00~17:30 (XBHA - HHAEKBZ/L)
EEBFRERITHR—LR—  https://www.msdconnect.jp/
TATI7AREHRKEH

ATAHNATH A= a2 — TELO0120-189-371
EEEEER ITESHRY A + (Astellas Medical Net)

https:// amn.astellas.jp/

A TF 132020 47 3 H EGT QUM CE ORI A DS SGET LT,
RATONBIE, ISATEGEN ERE S PRGSO R R R~ — U THEB L T<72E 0,




EERA 3 E1— T+ —LFIRADFSIEZOHE
—BARREATR—

1. EERAVIE 21—+ —LIERORE

A SRS O AR 2 TR E LT, ERAERLGRACE (LT, I ScE LK)
WD, ERBSCERM - SEAIEE O ERIEFE DY B H BN EE 72 I O 8 I ® 4
TEHT DB, A SCEICREHE SN E 2 AT 5 BICEEZR S S LB RSG5 R H 0 |
RESEIEOEEERALE (LLT, MR LI5T) FITHEROBINFERSERE L A5
LCHRALLTETWD, ZOBRICHEREREZMENICATTL2OOFHRT A N & LTERK
b A A B a—T4—5 (LLF, IF &0ET) 23534 L7,

1988 fEIZ H AJRPEsEAIfTie (LAT, BB L BET) FIeE 2 /NEBSN IF ONLEMT, IF
FOEERN, TF U EEA R E L, 0% 1998 F1C HRSRAEE 3 /NEE &A%, 2008 47, 2013
I HIRIRESR ISR E B SN IF Bl EHOWE 217> T& 1=,

IF FC#k 28 2008 DARE, IF IDREL RO+ & L Cofft XD PDFEDOE -7 — 4
ELTHRETIZENFAIE o2, ZRICEY, BN XEBEOZERLIT NS > T2HE
2, WETORIT — X ZBIM LT IF BDESCOICRESND Z & oo, &FRD IF
X, ERRGERESRB AR (LU, PMDA LI5T) OEBHAERLERRREDON—
(http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) |Z CTAH N TAFAGEE 2> T\5H, H
JHHTIL, 2008 FF LV HEEKML O IF OIFREBEFT o/kE LT A a—T5—A
fREtes] ARE L, e 0 IF DIRMAXELMET 28 EFERAERE L CGEEIDEAE - R
LTW5,

Z O, 2019 FFOIRMSTELHBEHEO LRI A DY, HiiolC AREEREREZ B RE
fHA LD, TIF L 2018) & LTAR I,

2. 1IF &%

IF 13 RN SCESOERE ML, BAREOERBEFHIZE > THFEBICLEL, E3
O EEEOIZDOIER, WFEFOZDOER, RO D OER, EIHMHOBEMHO
=D, FENRBE 7T O DO RS NER SR EM 7B 5 O3 AR E L L
T, BUFREAGEHEEMEZ R U, HAIATLE 0D 72 6D |2 2 3412 3R b oD USRS 36 T VR R M ORI 2 4K
L TCWDFPINER EALEMT DD,

IF (ZFedi 2 H L OIS HIRS3EAVRE Lz IF el I L 5, 7272 L, 3R,
IR EOME, AMEROLZEMEOMREICET 28 (LIT, SEEIE LK) 12H-S5<
KRFHZ NS 20, BEEAEOKEEICED D b O K OFEFI A S 2355540 - il - f2ft
TAREFHEL IF OFRLEHFHL IR, S0z 5 &, BEEAEN RSN TF I,
LRI B D 23550 - FIr - BRI 2 & & bIc, RBERFTEEZT L2000V BFEREoZ
LEFIEE LTS,

IF OfRfix, BrEAE AL U, LIS U TR L CEMRT 5, BEEAETO
BUATMETIT AR,




3. IFOFAIZH=->T

RO IF (X, PMDA O EHRHIERE S F AR R O~ — DI TR E STV D,
B EL R A A a—T 4 —LMEROFLI &) 1Z106> T IF ZAERK - #2795
2. IF OJF S A2EE 2, EEBRBICARE L TWAIEHRSC IF (BT L D EHRE Iz oW
TIFHREEEED MREA~DA V¥ B2 —{C L0 EAMER OPNEL RFESE, IFOHMHMEL
FODLMEND D, Fiz, FERFSGET SN EOFEESICRET 2 FHICBE L Cid, IF 8kGT
INDETOMIL, YBZEEGOBIEMENRIET HRMACERLBI O CEE, 50T E
FE O RIS IR — B A I L EHARER S22 & L b, IF OEHIZHTZ-T
1%, BHTOUST CE % PMDA O 3K L R B T AR R DX — VU CHER T D L ENR & 5,
2B, WIEEASCEEMEOMEO SN LRSI N TS TEEREAE ] < [FERINETOR
FERIL) T AEESIIARFHEHICEDD ZERHY ., TORVMITIT B ETRE
ThD,

4. FIAIZEBLTOBER
IF % 3EAIRED A EEBICBOTROT I ENTERWVEEGERFE LTEH LTV R
X720, Lo, FEEIEORERHICERAERL Y mEt—ra ra— REICLY, JEEAZE
DR CE DHFROFIAICITE T LRANRD D, IF IXHRROGDEEEEZ T T, YikER
@%ﬁﬁ%ﬁﬁ&'%&ﬁé%@faéz&ﬁa\ﬁﬁ-%ﬁ_i%m%xféé%%&w:
BB L TR IT IR B,
(2018 4= 10 H &&zT)




B X

I. HEIZBIIDHE 1 V. BRI 5EE 12
Lo BAEDRRIE oo 1 1o ZHRESUTZN IR oo 12
2. B OIRFEEAIRFME o, 1 2. ZBESUTZNRITBEIE T DR o 12
3. B OBEIEEAIREE o 1 3.0 HHER O E e, 13
4. JTEIEFEMICEE U TR R R 2 4. MHER O EICEE T DR o 14
5. KRS KOt - A B o RFEE L 2 50 BEIRAAE oo 15
6. RMP DEE oo 3 VI SEZh3KEICBd 2HA 25

0. £#iCET23HA 4 1. FEERERIC B & D L AW U LA WRE. .25
Lo BRTBAS oo 4 20 FEBER s 25
I 4 VI. FEYERRIZETS5HEAB 42
3. REIER U RMER e, 4 1o AR DHERE e 42
R =W O i o O 4 2. FEMHEPEFRAI/NT A —H s 47
5. AL (B4E) SUIARE s 5 3. BEM (Reav—2a2) .. 48
6. M4, B, MG, LB T s 5 A W oo 49

M. BT 5HE 6 5o AT e 49
Lo ERAEZERIVE R oo 6 6. AREH oo 54
2. AR OBFSNE FIBIT 2 ZENE ... 7 T BB s 57
3. ARG OMERRRERIE, ERIE 8 8. NI UAR—=H—IZBT DIEHR oo 58

V. RANCEES2HAE 9 9. BHIFEIZ L DBRETF e, 58
Lo BT e 9 10. FFEDOEREATDEE i, 58
2. BUFBOFAR oo 9 11, DML e 61
3. BT DAL OB B e, 10 VI. &2% (EHEoRrEs) B3+ 3HEE.  ....62
4. THM e 10 1. BENEEZOHE s 62
5. IBATDAREMED & DHHEW) oo 10 2. BERNE L ZDIH 62
6. BANDRFELEME TICIT DLEME .o 10 3. ZIRESUTANRICEET H1EE & £ O HH....62
7. TREBNE R OWSIRE DZETENE oo 10 4. MEROHEICEEST ER L TOHA.....62

bl & DELEZE L (BMLFERIZEIL) ... 10 5. EEREARMEREZOBM 62
TR o 10 6. FEDHEREATLHREICHTLIEE. ... 65

10, 2545 * T2 e 11 7o FHEAER e 68
11, BRI STV D BRI o 11 8. FIE oo 70
12, Z DM 11 9. EEARMRAEREFICRIETIEE s 74

10, TR e 74



11 G EOEE e 74
12, ZOMDTER oo 74
X. FERRARABICEET 5HE 76
Lo BEBREBRBR oo 76
2. FEMERRBR oo 80
X. BHOFHICETSHAE 90
Lo BUBIDRAT oo 90
20 A oo 90
3. WEERAE TOIFE e 90
4. B EDTER oo 90
5. FBETAUT B s 90
6. [H—7 * AT oo 90
7. EEFEAETHA B e 90

8. HUENRTEAGAEH A L OVKRE .
FAR LB H B, IRGEBHAREER B ... 90

9. FhEeIFIBNELEM, MEAOH=E
EHIEMFEOFEH H K EDHNE e 90

10, FRERARE R, IR RAREA A
JLOE DPIER oo, 90
11 BRI s 90
12, BEIRHIRIC B D068 91
13, BFET = R oo 91
14, PRBRASAT EOTER s 91

XI. Xk 92
Lo SIHSTHR o 92
2. ZOMDBEBEITIR oo, 95

Xl 2E&E 96
1. FERAETOITEIRDL (oo, 96
2. MBSMTIST D ERIR ST oo 100

Xm. f#%& 102
ZDOMDBIEERE e 102



I. SiEICEI5HE

1.

BRDFE
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1. BR35E4
0K !! 4
A= ¥ XOPEABE

@ #* £
SUJANU® Combination Tablets

(R EZ32)::F3
AR THDIATT7 7 7uy 0 f A—27 5% (Suglat®) L& 7Y 7FF ol
V¥ XET® (JANUVIA®) b4

2. —i&4

1) 4 (fEiE)
ETVTTF U CEBEKFTY (B, JAN)
A 757V 7ayr -7l (JAN)

(2) #F4 (k)
Sitagliptin Phosphate Hydrate (H /&), JAN) . sitagliptin (INN)
Ipragliflozin L-Proline (JAN) . ipragliflozin (INN)

3) AT L (stem)
HETYTF N KR
URTFUNARTFHE—F (DPP) -4 PHEIK : -gliptin
N A/ R A= RV My = ) I
SGLT2 [HEZE : -gliflozin

3. BEXXIETFHER
E T FF U R KT A 757 Y TeYy L-Ful)

4. DFRARUVHFE
VERTYTF N KT
7373 0 CigHisFeNsO » HsPOy » H)O, 43 F & : 523.32
A7)V T7uvr-7ral
4+ 1 CaiHyFOsS + CsHoNO,, 45+ : 519.58
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5. t¥& (d4iE) XEEXHE
VE TV TF U CEREAKTIY) . (B3R)-3-Amino-1-[3-(trifluoromethyl)-5,6-dihydro[1,2,4]triazolo
[4,3-a]pyrazin-7(8 H)-yl]-4-(2,4,5-trifluorophenyl)butan-1-one monophosphate monohydrate (IUPAC)
A 757V T7r vy -7l (18)-1,5-Anhydro-1-C-{3-[(1-benzothiophen-2-yl)methyl]-4-
fluorophenyl}-D-glucitol-(25)-pyrrolidine-2-carboxylic acid (1:1) (IUPAC)

6. {ERAA. Ha. KBS, B5ES
BB %5 « MK-0431]
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1. PECENEE
1) S8 - R
ETVTTF U BRI AERDKMRTH D,
AT7Z 7V T7avrL-Taly s AE~HEBAEOMKE UM KR TH S,

(2) BfEYE
ETYTF ) EtE K
BIEAEIIH T HIBAMEE (24.5°C)

BRI VAR (mg/mL) TR AT
K (pH=4.51) 69.5+0.6 RRWET T
NN-U AF VRV LT IR 45.75% R RT N
AH ) =)L 11.41% RRETIZ WD
X )= (99.5) 0.44% 6D TEIFIT < W
T kv 0.18% 6D TEIFIT < W
T hr=FU L 0.16 TR TEFIT < 0
2-7ms ) —)u 0.08% F A EET RN
FElR 2-7" 0 7)1 0.05* F LA ETET RN
 USP/NF
I R OEREYIL. ZNENOEEFY
N Ay /A A=V Wy =) B

ERBFEICHT HBME (FER)

AL gL (mg/mL) Vo fi
K 9.0X 10 FEAERET 2N
=& /)= (99.5) 4.4 BTz n
PAFIN AR F YR 1.4X10? BT

Q) &iEtE
UH T ST R - DRI R,
A7 7Y 7avre-7a )y WRMEIER VD,

@GR (OBR). AR, BER
E T TF ) UK
REEBEBENE (DSC) #1To7cb 2 A, KRV VEREO— /K O RiAKIZ L 2 W E e —
7 % B — 7R 138°C, RUEBHIATERE 134°CICRYD, B2V VB O MK OFE S Form T O
ﬂm/m LOWEE — 2 % ©— 2R 213°C, EfEBHIGIRE 211°CICBIR Lz, 7ok,
ORI L IR 3 2 VB T S L7 o Tz,
4777)7m//L7D)/.
flE K9 205°C (Ao fR)

) RIEEMBETEH
HET YT KR  — kT 2 D pKa it 7.7£0.1 THHoTz (n=3) ,
AT 7YV 7uYr -7 al s pH 1~12 OIS ERIREEER A Rl /2o T2,
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(6) NERFRH
E T TF ) UK
1-F 7 % 7 —)VIpHT OFEFEEAICE T 2R EOSEEER (1-4 27 % 2 —VHORLORE) /
KA OARFOWRE) 13206 TH-o7- (LogP & LTiE-0.25) .
A FT TV Tadr-7al
47357 y -7a) >O4aEL B1°C. -9 42/ —IL/BER)

7KJE D pH LogD
1.1 2.3
3.1 2.3
5.0 2.4
7.0 2.4
9.1 2.4
10.9 2.3

(7) TORDELRIEME
HE TN TF ) R - 25°C THRIE LA OBFIKIAK TO pH 1% 44+0.1 TH 7=,
AFZ 7V Tar-7al
e [al § :-9.68°
(2.5g, Wkr7a~ 777 4 —H7® b= KMV LKIERK (7:3) . 50mL, 100mm)

2. BB OEEEFHTICETEIREN
VE TN TT ) R KT

IR 5y ez ol LR B
% °C-60° “HORYF LA
BRI 25°C-60%RH SRR I R e Bk
N o~ 50 THEHORY =T LUK
NE R 40°C-75%RH 6 % H PSSR Bl
EARY iR IR
\ o BRSO L 7o T,
M=Ni:S
I 1o0e S SRR ORI
W b b7,
Fi [ EHOE R TSR
# ST o T R
B " 120 77 Ix+hr P4 E &% R
e AT EE S e Uy —L iR
TR F—
200W - hr/m? LA F

ABRIEHE « VIR, BRWE, Ko ERE
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; e 50°C 3 A | BEaTT A () B P
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Rk I”iiﬁ;;7 2 f s kP

BRI E - MR, BRI AN RL BEEEE,

JEEE TR AR o BT
a RIIRGFRR TORME b RIIRFRAER, gt o H305E

3. ARMESOHEBABRE,. BB

fle B eliRiL

ETYTF ) EtE K
A7) Tuadr-Fuy
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VHTNTF ) K
A STy L-Ial)

HixmE. Koy,

-7l UEE,

ByR X #RIEHT

AR (270 7F ) Utk (¥ 5,
SRS TR G R Y. R OIRINRIL A~ R VRIEE
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Hx 724 A= ¥ AOELABE
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U] @
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HE #1350mg
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M E R L
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3. BEBRACHERRURE

EARSANA

4. A
EARSANA

5. BATOWHEMED BHDHKMY
JRUEE R SR OJERR A BT A TN L 72\, AR O MIEERD DAL TR,

6. HADEEFHTICHEITIRES
VHETVTF AT T 7Y T u Y U EAA] 5S0mg/50mg ¢

. A7 S PRAE 11 FH] N .
AR X 5 o o o (5 ) B E IS
7T A A —pldE
R SIYNG)
. T = LR
E%ﬁfﬁﬁ 25°C | 60%RH I T 36 % A 100 & Bk
LRSS YNUREY i
RYZF LR L
300 4
7T A A —pldE
RSN
e TV = L8
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RYZF LR L
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11.
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2 BUHERR A

=L, YRV TFU) VBEKNIYRVA TST) 0Dy -70) D OGAICK BEEMN
Y LT ENHBEICRS,

HEEXIHRICEET DI

5. MEER FHRICEET ZEE

5.1 KAl Z 2 BUIPEIRIFIGIFEDOFH BRI L L THW RN &,

5.2 AANZ, FAIE LTUTOGAICHERHEZRFTL 2 &,

CBEICH VT T 50mg 1 H IEBILROAS 7227 7y 50mg 1 H 1EZFH LIRRERZ
ELTWDLHEA

- AT YT F L 50mg 1 H 1 EIOBEATERIC LV R A 0%

A TT 7Y T7rY 50mgl H L EIOHEANERIZ LD IR+ 7056

5.3 KFIFGFIZHBNT, KAOEENRLZ TV TFUoRONA T 7Y 702 OFBROHH
XU LEETHLMEEIHWETHZ L,

5.4 AFNOWEHILH 52> COKERFIRRDOIEARTH 2 BRERIE, EEREE 0129772 LT
RBRFGRGEITROEBRET D2 &,

5.5 EEOBHEREEDH L BE TENMFTORMBEARBETIIA T Z7 7Y 7a v OBEN
MG CTET, £, INOOBFIIKTIHIVX TV TF o ORRES T 25mg 1 B 1 [ETH
HZEMNS, KFIZEG LN L, (83, 9.2.1, 16.6.1 ]

5.6 TEEOBMEREDHLBETIIA 7T 7Y 7a P OREN+5ITE SRV ATReErEN
bDHOTRGOENRAERERIZHW T 52 L, [83, 9.2.2, 16.6.1 /]

(i)

5.1 2 BUREPRIS O FEMIRFIT | FEHORK N MRS T TIREEZBLE L. 2P SR WEE I
ABEETHZERHERINTVWD ZENDRE LT,

5.2 K HAI OB G0 580538 &k O F N RSEERBR L 0 . RANTBEIC 2 7 75
50mg 1 H 1EIRONAS 7T 70 7ay 50mg 1 H 1EIZGFH LIREEDSZE LT\ 5 2 HEE R jp
FH, BDHNNIH TV TF o 50mg 1 B 1RIXIEA 7T 70 7aP 50mg 1 H 1 [EOEAERIC
KO RARA 570 2 BUFEIRIEF X T 2 HHADBBE SN D Z LN ORE LT,

53 VETVTFUNEFATI7 7Y 7aPORERENPLETH L%, RENSLE LARWEET
X, FHEAOUHHNEY G AN EESND Z ENDERE LT,

5.4 IR IR D — i) e EEHFH & U TRE Lz,

55 EEDOBRERED® L BEXTENTORMEREEETII, A 7770 700N
HfgTERnWZ b, o, YE 7V TFUrORRKEGEN2Smg 1A 1ETHL Z Lnb, KA
O NTET TIER L, FHRHERE ARV IS DBEZEEWET 272 0DICRE LT,

5.6 TEEOBEEREOHLBETIZ, A 7727V 70V OREN+5ITHE DI W ATREMED
B, BHEOLEEAEEIHE TS 2 ERHEREIND Z L DRE LT,

(2% BHBEEERETOL TSI ZY 720 0RE]
AFZ 70 7aY  EHN T HER R Y
BEREE, EEEDL LIX o-Z AV a X —BRER, ATV E2 Y ALK = LT LTHE
Tk = > b — LR (eGFR® : 60mL/min/1.73m? LA | 90mL/min/1.73m? Aiif)
26 AR (eGFR : 30mL/min/1.73m? LA I 60mL/min/1.73m? i) OB HEREFEE 20 5 2 Hips
RIGBE BRI, A 7727 ) 7020 50mg L7 TR %Z 1 H 1 [E 24 #@EEE Lz,
IR MBER OBTERRERIZA 7570 7Y 50mg K NT T &R T F L2 FUik B RE
ERFET 0% (61 FlF 0B KON 0% (23 Bl 0 ) | HAEEREHEERERE T 1.7% (58 4
D) RO0% (3H#IF 0% THoT,
(*) : HETE SR ER ARSI &
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V. AEICEYT HIEE

BHEEEREETOA IS 70DV _EERLEEHBOBE (REFTMER)

R (B~ 5L 198 A BT
HbAL B REREE R B REIRE R PR RE R R
C
P P— P——
(%) g5k (177707 gopy (1777071 ooy 177707
(n=46) 73 50mg (n=23) 7 50mg (n=123) = 50mg
(n=1138) (n=60) (n=58)
NR—=RF A 7.52 7.52 7.57 7.45 7.47 7.59
(FETE(R 72) (0.536) (0.550) (0.523) (0.485) (0.554) (0.605)
e
e DB -0.17 -0.42 -0.26 -0.56 -0.09 -0.28
(FEXEE%%E) (0.516) (0.514) (0.522) (0.397) (0.507) (0.581)
7N /.
f g o -0.25% -0.35% -0.17°
TR EDE
@5W1§%EBT;T — (-0.415, - (-0.545, — (-0.449,
olm ) -0.080) -0.153) 0.103)
p i — p=0.004* — p<0.001° — p=0.215°

a LSBT (BERE, R—ZXF A > D HbAlcfEXL N eGFR D 7 = U — &2 EF /LT ETe)
b LSBT (5B, XR—RA T A D HbAlcfEZET MG Te)

(=N & Wtk e 45 - aklR D)
FREOTEEREERBRK TR, 4 77U 7Yy 50mg X 100mg GEERE) %2 1 5 1 [H
28 M (BFF 52 M) Mkkeie 5 L7z, HbAlcfl (NGSPE : FMHE IR HERZE) OX—RF A
VD B AR £ T O L EIZ-0.44+0.595% TH o 7=, BRERERIC Y 7 J LV — T AT L 7= fk
Ao, R BRREAN T AR TIE-0.54+0.478% , MK LB BEREAR T AR TIE-0.33+0.684% Th o 72,
AL A RE PR OO B F8 BLE A 1 X P A AR N AR R C 6.6% (61 BIHF 4 f3i]) . P55 R FERBIK T
BET34% (58HIF 2641 ThoTo,

3. AERUHEE

(1) AZBRUVHREOREDR
WHEL, AT LR LR L8 (7 VTTFo /47777 LT 50mg/50mg) % iR
BT ER IR A& ET 5,

Q) AZRUAEDRTERME - 1R5L
MET, FEANOBEARORIECADLET 1 H 1 E#EEE L, £7-. KGR 17557
UV7a Py ORBICAEPETCHAMSUIFRK E Lz, 2B, BF0RERRTIX. RFOER
WARKNOL X TN TF U ROA T T 7)) 7l OERYEREICEE L RITS RNV & 2R LT,
HEIX, FHAIE S S0mg H PRI GETHY , »ORBELATIN TV LHEGETHL Z
EL F L KRB TIEY A 7Y T 50mg A 7T 7 U 7 a Yy 50mg DALE N S VOHA
TThLHZ D, VEITIVTFURERRALATZ 7Y 7a P O TORGEEZENEN
50mg/50mg & L7,
AFNOENFENATRAER 2 >OBMEGHER) TlX, X7V 7F o Somg kA 7770 7ay
> 50mg @ 1 H 1 EFHAEGIE, 77 2RCx L CHEERMER FERZ, E-RBERERER
OREMEEZR L, £72, BEUOFABR SRR (52#) b, BHRZEEROHEIMEER L,
INHDORENE, KAIOHE - HEE LT HEE, AIE 1A 1B 18 %7750/
AT 7Y 7rYr e LT 50mg/50mg) ZEARRIITHE#ICRAKET 5, | Z&E LT,
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V. AEICEYT HIEE

4. RERUVRAERICEETHEE

1 BZERUVBEICEET 3%
DGECAKROMER ZHET 52 &,
7Y 7uavysomgl B 1EIOFRIZEL Y SRR+ 07REGE

W LD NRA A3 7256

A OBEREREDH HHBETIE, V27V 7FrofERSGNIVETHL b, LT
cUE 7 VTFr 25mg 1 H 1 (BEEOBKERED S L BE TORBHE) KO/ 77
VB VTF S0mg 1 B 1Rl (FEEOBREREDH L BE TORKELE) OHANE

BRI H 7T T S0mg 1 H IRIEOS 72270 7ayy 50mg 1 H 1 [EIZGFH UIRREN L

ELTWAHES
[8.3. 9.2.2. 16.6.1 &)
(fi#)

TSR DBHEREREE O H D BETIX, VX7V FF U OMERHNRMLEL Y | @EHHGEN 25 mg |
H 1R, AEGENSOmg LH 1EERDZEND, VX TVTF U 50mygA 7770 70T 50
mg & BT D ARK A S B RE R R I 5 RTRE & 7 D SR A RIS T D T DITRE LT,

JVTF=r27 YT F A CrCl (mL/min) X
iR % Lk s 2 Al = =
FfAER 5 L2 L7 F =4 Cr (mg/dL) © BREGR | RABRGR
30=CrCl1< 50
v pig BME 1.5<Cr=2.5 1??% 1??%
M 1.3<Cr=2.0
. CrC1< 30
afzﬁﬁ%:xé Hik: Cr>2.5 L s
i b © Cr>2.0

7 VT F=2 7 VT T A RIS T S

14




V. AEICEYT HIEE

5.

R R AR
O BEERT—21R\y 45—
FeEREAER GREEHR) —E

x| R4 RBRE B %G e 5.4 R

E N E W R R S B P855 H A N FEHE SR 40 f31] =AE

148

L EEOWBRER P860 | FAAGEHEHR 12 01 Wil
Vg’”i%;ﬁmﬁg P842 | FAA 2 SUBERRIE 14160 | 24 0

EHN p— N

EgE 477?;;%g/ﬁm P843 H AN 2 BUBE PR I3 B8 38 143 f1) 24 A

BV i

" EMOFH & 5B P849 H AN 2 BUBE PR I 8838 77 1) 52 3 &

R W OF #5578k ¢ CL-0110® HAR A 2 B R 99 /5 88 4l 52 J ]

A TZ7V 7a T ORBRFERICER L7 DPP-4LEEK L OtHRR, 056327V 7F b0
BFRICIRE L7 fighr 7 — % 2.

(2) ERPREFEEREAER

ERE I HEYMEVNREEEREAUVUBREORERER

HARNFERERL N B 40 Bl Akt & U, AF 1 EEXIT X 7Y FF U8 50mg 1 88 A 7T 70 7
7Y U BE S0mg 1 58 % OF ] CZeERE LA G U C, HAIORIS k2 AK O A7 0 TR S 2 it
L7z, ¥ F72, BARANERERABME 121265 U, ARAI 152 22 i8R TR UER 72 B AR TR &
DERBICHER S LT, AFOEYBEICLETAEEORBIZ OV TR L, ©

AW FRRSEMEORE ST TVIL EYEREICEET 2HE 1. (2). 1) BARAEEMRAZ S & LI24E
W SRR 2. BAFEORBOMEET VI, EYBEICET2HEA 1. 4). 1) AFE0%

#) BB,
5) MSD /KGR HIGERFREAE EL - IERERAIZ IS 5 W FRIR EMERER - P85S iR
6) MSD /KRB HEERFREAME EL - [ERERR IS 1 D REFOZERR  P860 itk
(3) ARRISRRHR
s ERE L

15



V. AEICEYT HIEE

(4) IREEBVEAER
1) BN ERELAER

ERNFIARE (ZETREERHR)
A7) TFUBMESHER (P842 HER) 7

H Y

BH - EHRIKICNZA 7T 70 70 50mg 1 B 1 EEATER T+ 72 i

Pay br—ABG o 2 AEREEE xR s L, LTOHEA et

T 5,

FEE

1) 6% 24 HEFOX—2F 4 > (JB%H] 0 HEF) 2260 HbAlc EE L EZ
FEEL LT, V¥V T7F2 50mg % 1 B 1 EENERE LIZROFMEE
TTRRE TS,

) VH T Y SF L 50mg w1 H 1E 248
PEERETT 5,

A FRENNG U T2 R O 22 Ve R O84S

BT A

ARG, 77 2R WATRER, 2k,

“HERAR (24 HH)

PIE S

HASN 2 BUBE R e

E 2RI TE

PUF OG5 =3 2 BUBE IR B3

- 20 5% A |

* BMI : 20kg/m* LA b 45kg/m* LA K

- HbAIcf# : 7.0%LA . 10.0%LLF

- Ze I BEAE © 230mg/dL LL T

< VBRWIBRMARTIC A 7T 7 ) 7Y 50mg HAIAR A 10 ]
= EBERE L QML EEM L T\ D EE

LR R OV

AR 7 1k

HER FICTEEMABRE (F7 R 2 2 #M%RG#%. —EER T
TYE TV TFr 50mg XiT77vR% 18 1 24 BEREO#EE (FI&RTX
FEIAER) T4, BB, A7) e dRBRMs® L C— g0 E
BRI 5,

A
E A H

TEREW] 24 BEEDR— 25 4 06O HbAlc L=

At
B GRIEYE!

B 24 WEFD X=X T A NG D

< A% 2 MR OB 25 b B

< I a— 255 AUCoan (REFAMNR) Z2{b®
- 72 i B B 28 AL

R
U
HE

HAERER, A ZNVFA 2 BRI,

TSR
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V. AEICEYT HIEE

RO RE F

F= AR IE H
TRIFEH 24 WIFDOR—AF A 350 HbAle L BICBWT, v &# 7V 7
FrBEMEGET. IR LAERIK T2 L (p<0.001) .

JBEHEA 24 BEFD HbAIc E (%) EiEE

N2 T N N_R—=Z T A D36 DL E e =
Bl | SFE fe /N TR B/ IS AE
(YRS (95% {5 #H X [H) (95% 15 4E X [H)

WA A N 8.1
I 71 0.8) 0.14(-0.02, 0.29) —
VAT TF U 8.0 )
N 70 0.8) -0.69(-0.85, -0.53) -0.83(-1.05, -0.62)"
+p<0.001

JBRHEA 24 BEFE TO HbAIc EERILEDH

0.2 7 | [ “”%
T s S

, \ fffffffffffffffffffffffffffffffffffffffffffffffffffff
-0.2 .

0.4 \E

0.6 -

-0.8

(R) FEIENSTT AN —),

0 4 8 12 16 20 24 (EFF)
—— ATV TuP AL BTN TF U (R=ZA T A L OEEIE=8.01%)

B AT TR+ TR (R—2F A > DFEEE=8.08%)
/N IR A R
EIREHIE B

Btk 2 RefE B e b &
1R 24 WRFON—R2 T A b ORE 2 KRIIHEE (L EIZB N T, v 7
V7T BN GRIE T 7R i LA ERIE T 2R LT (p<0.001) .

AERH 24 BRORR 2 FEMMEE (ng/dl) ELE

N=ATAUNNR=AT A PO HEM] 22
Bk | PEIfE fo/ N IR i I 2]
(Bl 72) (95 % (5 X)) (95 % fEHEX[H])
77 R 215.3
gy | | @10 34(55,12.3) -
VBT TF Y 211.9 ;
B 01 (498) -39.0(-48.1,-29.9)  |-42.5(-53.7,-31.2)
+p<0.001
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V. AEICEYT HIEE

TN a—RAEF AUCo (BFHAME) Bfbs
TRIEM 24 BREOR—AT A B DT a— 255 AUCoan BILEIZEB W
T, YE 7V TFUBMEGIIT 7R E R LAERBDEZ R LT

(p<0.001) ,
BB 24 BABED S IV —XE5 AUCoon (mg-hr/dL) ZEikE
R=ATA U R=A T A U NEDOE b E e =
B | SEBME /N FRERE e/ ZEREHE
() (95%{Z 41X 1) (95%1Z < [H)
SR .
é%&g 71 éﬁ; 1.3(-11.9, 14.5) —~
;%i&é;;i;ffFl/ 70 é;§4é§ -65.7(-79.2, -52.2) -67.0(-84.0, -50.0)"

+p<0.001

R NS AL (==

TR 24 B OR— 2 F A Vb OZEER MPHEZ L BB WT, 27
TFEMEERL T T AR R LAERIE T 2R L (p<0.001) .

AEH 24 BRQZEERMAEE (mg/dl) ELE

N=2TA U R=RF A )DL E B =
B | Tl B T i N SAC
() (95% 4% ) (95% [ HAIX )
7T ¥R 151.2
B T 270 -0.6(-5.0,3.8) B
ET ) TF 148.8
B 70 (25.4) -11.8(-16.3, -7.4) -11.2(-17.2, —5.2)T

+p<0.001

eGSR | BEA
IBEHENCBIT 2RERSEERIL, &2 27U FF o8GR 1.4% (1/70

Bl) . TTRBEEN 7.0% (5/7161) THote, WEETIHED LI~ DFEIE
AET~T 1 FIFODRET, V47U T7F BN GHE TR L 72 EIEH
s 1.4% (V70 61) | 77 BB CRBL LCRBIERIZ N8, Bk, R
WY SMEERIE D SR, RPN ARERYE . IRE K CBR 3 1.4%
(/71 Bil) ThHo7z, FETHIKRCEEZFIEHCIHBREO KRG HIEICE S
RIFER 28 L7 B I3RR 0 b ip o Tz,

7) MSD KGRHIGEIRFRFAG TR : NI S & 7 U 75 B 5308k P42 ik
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V. AEICEYT HIEE

1737) 78T EmksHER (P843 HER) ¥

H iy BH - EERIEICNAZ S Z ) FF50mg 1 HE BTG T4y 7o Mk =
U RR— ARG LR VBERIFEE AR L L, LLFOIEE R 5,
EEHEM :
D) RFEIR4EKE DO N—2F 1 (IBHREBI0ERE) 725 O HbAle [EE{LEZ TR
BELELT, 477 7)7av50mg 1B 1EEREMES Lz 8%
7T BRI B,
) A7 Z 7Y T7rYr50mg 1A 1ER4E BN S U 7ok 0220 & O
KEERFT 5,
BT VA | BIEAL, 77 BARxE, WATEER, ZhtiskitE, —EEmRREBR Q4EM)
PSS B A2 R 7 B3
TG ILE | DU OS2 7 32800 RS B
< 20m% LA E
+ BMI : 20kg/m*LL F, 45kg/m*LA T
* HbAlcfE : 7.0%LL E. 10.0%LL T
28 NG E MOFE A 230mg/dL BA
 JEBEBABRMAETIC > & 7Y 7T 2 50mg HAITEE 2 1008 M DL E K OV 5 - EB)
R A QI R LA B FE M L T B R
B 1E HER TIC BB (FIvREE) 22BE#HG%. “EE5HRFICT
AFZ 7Y 7uYr50mg L7 7R %z HER4EBRE O #G @AERTUx
HE%) 5, kB, V27U FFURERNEEBE L C—EDMELHRE
T 5,
A5 T
I%ﬂﬁ%a R4 B D ~N— 2 F (LB D HbAlc (25L&
A5 TBEHRAGRGEDOR—Z25 4 b D

AR AT ZE H

- Z9 iy i RE I ZS L B

o F P DI B A 28 AL

< Vv a—ZEF AUCoan (BEFAMR) 2
- REA &

R
>
e

BAEFEGR, A FNYA ] BREA, OEX
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V. AEICEYT HIEE

RO RE F

TR H

1BEH24 DN —2F 4 3 5H O HbAle L EICEBWT, A 757U 7
0BG, SRR LAERIE T AR LT (p<0.001),

BEHA245EFD HbATc B (%) FiLE

N=ATA NR—=RA T A D DI BERE e
Bk | P fE B/ T B/ T ST
(PR 2) (95 % (5 HE X [H]) (95% 12 #E X [4)
é;ngg 70 ((8):2) -0.07(-0.22, 0.09) —
(777 ) 7n9Y 8.1 T
BN 5 73 (0.8) -0.84(-0.99, -0.69) -0.77(-0.98, -0.57)
T p<0.001

BEHA245EEFE TO HbAlc EXILEDHR

~ 0 "”f’\ ”””” % ,,,,,jjj:¥ ””””” % A I e
| % ””” T
2
5 02 \\
A \:
N N
04 - AN
) AN
D AN
7% N
0.6 - .
,fE[: RN
=20 _
~ e
T T T T T T 7\
0 4 8 12 16 20 24 (I B)
4 XY TF AT T Tu DU (R—R T4 L DOFHIE=8.05%)
-G VETVTF AT TR (RXR—R2T A OFEEE=T7.99%)
BN NN A AR
R EFAT IE H

2 i A B 2 A b B
TREWR4EBOR—R T A4 b OZEERIMEE 2L EICBWT, £ 7T 7
Voma v iBMBEERII 7RI LAERETEZRLE (p<
0.001),

ARH24BEROZEERMEE (ng/dl) LS

N=ATANR—=AT A D DL BEf 7=
Bk | SR B/ RS AE fe /N TR
e | OSUBIEEIKE) | (95%IF MK
TSR 163.0
B 0| (26.2) 21(76,33) -
g;; é ;7 " 73 (13538'20) 303(-35.5,-25.0)  |-28.1(-34.8, -21.5)'
+p<0.001
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V. AEICEYT HIEE

B 20 ) B S (b &
2UAREDR—R T A b ORB2FEMIMEEE L RICBNT, A 7T 707
1Y B GRET T B ARSI LA BRI T 2R L (p<0.001),

BRA2GERORR2GFMMEE (ng/dl) FEE

N—ATA NR—=RAT A U h D DE{LE B 7=
k| EEIME B/ RS AE B/ TS AE
(YRS (95% 5 #H X [H) (95% 15 4E X [H])
SR 2315
5757;1&5 0| (aso) 3.8(-13.3,5.7)
g}; é ;7 PV g (25295 '93) 52.4(-61.5,-43.2)  |-48.5(-59.6, -37.5)"
¥ p<0.001

7V a—AEE AUCoon (BRSFAMEF) Z{b&
ERM2AREOR—=ZF 4 b D7V a—RAEE AUCea ZiEEIZE W
T ATSF 7V 7al  BME5RIT 7SRRI LAEERBLE R L

7= (p<0.001),
BEB24EBED T )L a—RXEEH AUCean (mg-hr/dl) ZEiEE
R=ATA NR—=A T A b DR FE 7=
g | FEEIME B/ T B/ T
(R =) (95% {5 HE X ) (95% (5 HEX [H])

7F R 443 4

N 70 (67.0) -2.3(-17.0, 12.3) —

AT 7)Tuyys 429.4 ;
s 73 (86.3) -86.9(-101.0, -72.9) -84.6(-102.6, -66.6)
+p<0.001
REELE

BRH2AEREDORXR—Z2 T 4 UInbDEREZ{LEIZBNT, A 777 ) T7ry
VB GHEX T T B AR LARREBAD 2R L. (p<0.001),

AR2AERORE (kg) EiLE

R=RATA V| R=AT A I HDOER = PEfZ=
Bl FAE B/ RS AE fe /N TS
(REVE(R %) (95% 5 #H X [H) (95% (54X [H)
TR 70.1
i L 20.6(-1.1,-0.1) -
é;égf; TV s (??'g) 2.4(-2.9,-1.9) 1.8(:2.5, -1.1)f
+p<0.001
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V. AEICEYT HIEE

PR D B

IlEH

BRI B T 2RWERARBERIL, A 7770 70 v B 58E01311.0%
(&/73%1) . 7T BREENST% (4/7061]) TH-o7-, WEETRD LN ~4 D
BIWERIZT R CUBILL FORITA 777U 7 a V BINEGRECRE LIZE
TERE, TERB S OMEIR232.7% (2/7361) . I EAR T, RERD ., WA, B
e, FAEDARBRZE, MMFEZE, 5A%R K ORI E D FEIER W TS 1.4% (1/7361)
Thol, 77 BAREETRELIZEERIZMER2.9% 2/7061) . k.
BRE1.4% (1/7061) Thotz, FEEHIIRD NIRRT, A T 7V 7
0 YV BN EREORBWER O > LIMEZEIXEE /R FR T, BBE (BEOK
L ORATREE) NS b 00, IEBRIEOE L P IR B AR K E
WL ULETRIE L, SRRBRIEORG P IRICESTRWERIZA 7 Z 7Y
7 u Y BN EREOE TR B, EE TH o M E ] & AR & O
WMARB L1 TH -7,

8) MSD AR H LG R : ENEIMA 7F 7V 7o DBkl ps4as Rk
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V. AEICEYT HIEE

2) REMHR
REGHAKSHER (PR49 FER) ©
H Y BF - EBERIEICNZ X 7Y 7 F 2 50mg 1 H 1 EIHANRE C+5 72 fbE =

Y hE =BG 2 REIRPEFE ZRRIA T T ) 7 r Y 50mg
BN G LT O R 22 2V & OF I O #RET,

RERT A | R, SRk, FEERER (52 HH)

PO AN 2 BUbE R 5 B
FRRERHEYE | LT OS2z 2 BB RIREE
- 2000

* BMI : 20kg/m* LA b 45kg/m* LA R

* HbAlcfH : 7.0%LL . 10.0%LLF

- Ze R I BEAE © 230mg/dL LL T

IRRMIBRAGRTIC > 2 7Y T F 2 S0mg AR A 10 HUL E K OV S - TEE)
VLA QLA RS L TV B R

ARk 1k FEEMFICTA T T 7Y 7aPy 5omg %z 1 B 18] 52 B DS (FR6
ITEIER) 75, B, VA7V FFURERYMAEB LT - EDOHESR
BHT 5,

7 = < . -

A5 2 S T 5

1 ST AT A G D HbAle [EE L E

AOMEDORER | BIREHMEHEH

B 52 WERICBITH_X—2A T4 b O HbAle [EELE [F (95%[E
FEHIXRD) 11X, -0.80% (-0.96, -0.65) TH VY, ZE LI=Mbra ba—L»n
HSoni,

SMEORE | REWEAR

BRI BT 2 BEIMER BB RIL, 24.7% (19/77 #il) Tho7z, FHE L
8 2 OBITERIZ, BERN 143% (11777 B1) . 082 7.8% (6/77 ) {HERH
52% (477 ) | BEMEZE. BRI~ VASR | SREGEYY . REBA . T E R
H, WK, BERONTHAE 1.3% (1/7776)) THo7-, KifndEOREIER I
RO oTz, HEFILRPEELRBWERIIRO bivieho7, RBRIED
BHHRIICESTZEERIL 3 FI TR b, EF WHIBHIR, FEE LB
=% 1l TH -7,

9) MSD KGR H RN E R « EANEIHEEMO & 538k P849 bk

() BE - REAHER
MR L

(6) SAIRBIBEFR
) EARGEE (—REARREE. HEEARRRAE. CARMLENRE) | MERER
F—9A—ZBE. WERARBRHRBONE
s EERE L

2) REEHE LTRBFEOABTRILREE L-IAE - HBROBE
L
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V. AEICEYT HIEE

(7) T Dt
AR L
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VI. EHREIZEHTHEHE

1.

2.

EFPHICEAEH SLEMITLEDEH

LB 7Y FF . DPP-4 FHESK

AFF 7Y T7r P SGLT2 [HEIR

HE  FEOH 2{EEMDRIRE - ZIRFIL, RO LEELSZRT L &,

REER

(1) {EFAERL - {ERBFF

AHNTEIRA) DPP-4 fHESK S & 7' ) 7*F o L RIRAY SGLT2 fHEEKOE 5/ TH 5,

YETYTF 103 DPP-4 PHEN

A7 VLF 2 THD GLP-1 KON GIP 1%, Z v a— R EHEOHERFIC b A RLEL ThD, v
27 FFoid, DPP-A EFELEAEL, 47 LF D DPP-4 |2 L AN AMEIT 5, EHEMER A
I VFURERE ERSELZ IR0 MBEEERERICA XY o MEEE TN 7 v
IUBEEKTERAZRBR LN Fe— a2 %ET S,

DPP-4 > ud

BREOHMICXDHEENS E
A 433 Bﬂnﬁ t4IAUY SR AmAHE.
(GLP-1RUGIP) hisqid RRICBE3

INI-AREDHN

#@31> hO-lb
=

FRICBUD
T NI-ZHHON

GLP-1 (glucagon-like peptide-1)
O GIP (glucose-dependent insulinotropic polypeptide)

O DPP-4 (dipeptidyl peptidase-4)
X pAEZNI-DPP-4

LR TFUDIEREE

AFF 7Y 7r P SGLT2 [HEIR

1A 7V 20— 2R M IE A B & A U CBM IS B3 L 7 52 ISR BRI CUE I S v, BRI R THL
W& 5, SGLT 1%, Na*OREARL ZBRE /1 & LT oL a— R EMIAN~GEERE S5 b7 &
R—F—ThHV, b MIBIFTSH SGLTI & SGLT2 OHEREIZ W T, M EEIZRIT A7 v a— 2
U1 SGLT1 28, BT RS IC BT 5 7 v a— A FERINE SGLT2 28, Fh 2N 17 5 &E %
HoTWDLZERHELMNIR->TWD, W A 7T 7Y 7% SGLT2 ILEEMICXK Y, BT
ALRABE CTD 7V 2 — AR ZIH L, Mg O 7z 71 a— 2 2 RMIHEH 3 2 2 & Tl
P2 T S8, 28 RIB ICB T pifbia s b — L atkET 5,
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VI, EEREICEY 5IEHE

e Rk
P = S R AR
oy ‘_
)
.. Py - SGLT2AERE
- A7 70705y

AR A E

ke
[
224
A LR :l:

14735 ) 782 00EA%RF
SGLT :  sodium glucose co-transporter (Na®/Z' /L 21— A FLHlgit 1K)
SGLTI : EIZ/NG & BIEARAMEICHEB L TEY . N LR TOZ NV a—2RINE#H S T8 b

VAR—H —
SGLT2 : WEARMEICRHFREMICEBLL TR, BlETo s v a—AHRINEZ#HE ) FHpe hT X
R—H—
Q) EEEA T+ HHBRBHE

DRTIVTFORVA TS T2 HRKRE Y

BIEIRZ 52, =aF Uo7 I R/AMLT MY by 2®h UERL U Z-REE 2 BB RSB © 5 LI
e 2% it s, V27V 7F 2 (Imgkg) b LLIEA 77270 7Y (0.1mgkg)
ZEIMCROBS, Iy ¥ 77T (Imgkg) MOA 7Z 70 7ayy (0.1mgkg) % 0FH
X RO L, Bh 30 o%ICRIERERZROAM L, ARk 10 50, migEf1 220 >
S OY GLP-1 LWl ONE DPP-4 IEMEZIE L, A& 0.5 RFEL 1 IRFf). 2 REE oo s (e 2 e L
7o, I 5% 24 B OHERER ORRT 7L o0 — ZEFEEZRIE L, Ry H1% 24 B £ TR
R 7 a—2gpit B2 R Lo, RERIEL, BB GHE L ik U C, IRIRRER AR X i
B ERII 2 7 ) TF o RNTIA T 7Y 7a D BB ERETHBEICIE S, 3Ry o 5F
FEGRECTHMMCIH Sz, o, WERGIEE Lo ¥ 7 ) 75 oo Bk 5 Cii
R A ) R RO GLP-1 BBEAAZICHEM L, Mg DPP-4 iEMENA BT T L, Wik
WE RS L7256 b A B MET GLP-1 O > A U R EE O &L O DPP-4 {5 DK F 723
HoNT=n, TOERFTZ 7Y 7FF U EMBE G ERRBRE CH -T2, KoTATT7 7Y T7ay
VIV E TV TF AL DN ANT A—FICHT AERICEE LW EEZ O, £z, &
WG LT, A 777 ) 7a P 3R ERT 7 va— A& 2 AR ICEM S E -,
Fa MG LB BERT 7V a— 2t &3 GBI L7220, Z2OFERIZA 727 7Y
TV MBS RBRE Chol, Ko Ty E TV TFUIAIA T I 7Y 7u it kbR
T a— ZPEMEHEINCER LanweEE 2 oz,
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VI, EEREICEY 5IEHE

BRARBREFET R 2EBRFETILIVRIZETS
VRTVTFoATST) 700 0 DENFHFHE

-% - TR EE A 5
- iR A
—A— 7T T E D (0 mgkg) 5 4
= vEV 7T (Imgke) E
= L EFUTT e (Imglkg) +4 F 7 7 a2 (0mglkg) fC,D 1
5 1
400 7 = %
N2
—~ Y
= 300 A -
E £ 94
= =3
o =
200 A
ES
= 0 o i
_ _ + ATFFITeY
100 4% == -’ - N + eEsITFY
— 1EH st
. i3 '
T T ¥ T T T
05 0.0 05 10 15 20 k0 P<C0.05, X IERTHREE (StudentdOti i)
B (h) # 1 P<0.05, XHEBLE G (Studentdd e iE)
A
40 - N
S
£
30 3? 4 -
E
£ 3
20 =
- 2 -
g #
o 4T £
oA
£
0 0
- - + ATIIYTuYy - - + - + AT Tavy
— — + EYNTF _ _ _ it + S ) P
ER b E# T
# 0 P<005, AHERIRESH (Smdent i iF) # 1 P<0.05, SHEEIE SR (SudentodtfiiE)
< #
o 100 -
=
2 1
1 80
=l
T 60
1
5 anq
EN
B8 204
iy
=
2 0

— t — + AT7FTY)Tuds

= — — + + wEISNVTF
PLE -1
% P<<005, XTEHRFARLE (Student?DthiE)
#: P<005, ATEEHFLSH (StudentodohiE)
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VI, EEREICEY 5IEHE

<HBE>

VETVTSF

1) & ~ DPP-4 BHEYER (/n vitro)
PH ) FF oD M Z DPP-4 26T 5 50%FLEMRE (ICs) X 17.9+17.4nM ThH Y | fi#
BEE# (Ki) X 8.9nM Th -7z, CACO-2 Mifiafhtidy OEFE A DPP-4, WNZE ~, =¥
A, T v MEROA XIMiEH ¥ D DPP-4 %, flix OEWH KD DPP-4 IZxtT 5% 7 U FF D
PELEVEYE & AEAN U7z, ARl S oiiE R OBER IR T2 0% 7 U T F o OfEGIEN, H
—ERER~OFRAHEFEEL =T 52 LD, ZNLDIEEDOKEIEL DPP4 IZE 56D THD &
SRR ENT-, — ., DPP-8IZxF9 5 ICs i 48000nM, quiescent cell proline dipeptidase (QPP) .
DPP-9, prolyl endopeptidase (PEP) } U® aminopeptidase P (APP) (Zkt3 5% 7 U FF oD
ICso (X >100000nM ToH VY, > Z 7V 7F % DPP-4 1Zxf L CEWERMEEZF L TWNDHZ LN

mERTz, W
BROBFRRBEXRDDPP-4 125545 1) TF U OHEMME
ok ICso ; nM EHERE (EREE)
[ ik i 17.9 7.4(9)
b b ImiE 12.9 0.6(3)
CACO-2 #ll el filt 4 20.3 1.2(3)
7 v Mg 52.4 6.2(3)
~ 7 A 69.3 7.0(3)
A X I 16.3 4.2(3)
JOY UBEMBRICHTSIAT) TFUODENR
7' ) R RS ICso ; nM (SBR[ %)
DPP-8 48000 +20000(4)
DPP-9 >100000(3)
QPP >100000(3)
APP >100000(2)
PEP >100000(2)
al) F—+8 >100000(3)
2) MEEER UERBREEA
O R IEE AR

2 HUBEIRIFERE BT, 2 7Y FF 13 DPP4 & A FRE L, iEd oiE A GLP-1 LY
GIP BEDK) 25D FH. A VAV U KR C-XTF FOMETEED FH-. kI EED
KT, ZERBMBEEOK T, &0 270 a—2AME IR BMEOME 2 b2 b L, 1210

GEANT—4%)

2RIEIRFERE (58 41) AXBRIC, VX7V FF L 25mg, 200mg XL T T R % 22 fE R B[]
ARG L, &5 2 BEZICEA 7 FRolEanai (OGTT) %Lz, %7V 7FF U/
IZBWTR O 7 R U EARTEOBIMIMEE AUCosomn (2B W THERIK FTRA L (p<0.001)
2, 25mg & 200mg D THEZEI R oTc, £c. 227V 7F UL A7 FUBEANE
O IfAEH DPP-4 {1 % 80% LA A L, 1HMEA GLP-1 JREE K ONEMERL GIP #2592 {50
SH, Mo o RY RO C-_TF NREZAREISEMES Y (p<0.001) . —J4. M
T T UREEIIABEICK T LE (p=0.020) , 12

28



VI, EEREICEY 5IEHE

NEAN2BBERFBBEICOZ TV ITFUORB IS EREZEEEARS L.

BE2EHEZICERLLEDD FOBAFEOME®E (mg/dl)

350
325
300
275 |
250 OGTT

B (mg/dL)

0 1 2 3 4 5
@ 75ER @55

& ETYTFL 25mg (n=55)
& S F7 V) TF L 200mg (n=55)

(R fill = AR VERA )

B 5% OB

NEAN2BBERBEEICO2 V) IF ORI TSR E2EEZEOREL.
BE5 2RMRICSERLEED D FOBEREROEMMYE AUCo-romin (mg-hr/dl)

‘ v | | BBREMO | b R
B 5 il A2 fiE a4 2 S T S [
75 R 55 363.5 148.5 368.1
B 7Y T F L 25mg 55 283.2 1355 286.6
> & 7 ) 7F L 200mg 55 270.0 178.6 2725
5L o Mg GMR? (95% 15 #HIX[H]) pfE
VH 7Y TF L 25mgs. TR 0.78(0.71, 0.85) <0.001
H T Y TF L 200mg vs. 7T R 0.74(0.68, 0.81) <0.001
VH T Y TF 2 200mgvs. VX T Y T F L 25mg 0.95(0.87, 1.04) 0.260

T ANOVA E7 /L% v, RBORE D b 25 S vz i/ — 3 Pl

I B/ IR IS S SR b

NEAN2BBERBEEICO2 V) IF ORI TS tARZ2EEZEOREL.

B’E2HRMRICRELEOT FORAREROFELER GLP-1 RE

25

20
s
= *
Ay 15 \
| 1
z oarr |
2 10 / S
! / e N

"J /’\\ é =
5 "/ o - Bt - e
,, = “tnnk“\{
0 1 2 3 4 5 6
@ 75 1R (=55 1% 58 iR R

& 2 # T FF 25mg (n=55)
& v5 70 FF 200 mg (0=55)

(AT 49+ BEEGHLE)
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VI, EEREICEY 5IEHE

NEAN2BBERBBEICOA TV ITFUORB IS EREZEREARS L.
BE2EHEZICERLALEDD FORABFERDOEER GIPRE

100
90 ]
80-
70-
60-
50-
40
30-

FEETY GIP (pmol/L)

OGTl

ok — ¢

1] 1 2 3 4 5 6
® SIEE (=55 #5145 OB

& EFVTFY 25mg (0=55)

& 7V TF 200 mg (n=55)

CRefrP- a8 EARHERAE)

NEAN2BEERBEEICOATYITIFORE TS EAR%ZERZEOKRSL,
BE 2EMEICERLE-RBOT FIBERED A >R 1) 2 AUCmin BT ILH T2 AUCo-120min
e /)N 3 S ] S i

5B A AV 2 AUCo.120min 7 NI1 3 AUCo-120min
(uIU * hr/mL) (pg * hr/mL)
PAZA RN 38.0 139.5
TR Y TF L 25mg 46.3 129.3
A7 Y T F L 200mg 46.1 120.1

GMR?* (95%{E#E X [H)

P 5-TE R oD P

A VARY

I =g

VHE T TF L 25mgvs. TR
H 7Y T F L 200mg vs. 7T AR
LB 7Y FF L 200mg vs. X V) FF L 25mg

1.22(1.12, 1.33)**
1.21(1.11, 1.32)**
0.99(0.91, 1.08)

0.93(0.87, 0.99)*
0.86(0.81, 0.92)**
0.93(0.87, 0.99)*

n=54~55 *p=0.001, *p<0.05, § e/ T LI IS < L FH b

AARN 2B RIFBREIZOVWTIE., D% X ETS v E b a—T74+—24 [V, IBEICETLHHEE )
S,

H) ABNOABENE I BARI X7V SF /47770 7Y 50mg/50mg TH 5,

30



VI, EEREICEY 5IEHE

QEE~TVRZRBITBVH 7Y IF U EEHREIZL 25F
EfR~U 2007 R UEaRET /L (OGTT 7)) ZHNWT, Fra—2AZAMLIE#ZD
MBEEEEN ST 2 2 7 ) T F o ORemat Lic, Y27 ) 7F 03, RIS T v
a— ZAAMHT K D MBEE B 2808 L. 1mg/kg & O 3mg/kg T, L LI 46% K& O 55% il L
7'*:0 1)

BOTRIOHEEREToIEET VR (CBIBL/6N) I2HFEL 25 TFUOHE
(a) EEYVRADMBEREICKHT B2 T TFoOHR

—e— WA
—o— ERAME

VEIVAFL
—=— (0.3 mg'kg
a1 malkg
——3mp'kg

WA (mg/ L)

-0 0 20 40 60 120
)]
PEIE EARAERAE (n=7)

(b) EETIZADMHEAC IZHTEHLE2T Y TFUDOHMR

30000~
—_ 23%

® == LA
=2 20000 e 1
E == —=
8

(; - -

3 100004 ——

0
EHRR BEHE 4 03 1.0 3.0
& 7Y SF o (mglkg)

PEE T ARAERE (n=7)
N7 b EOBAEZ, BRI 5 b AUC DK (%) 27”1

FEERFTIE  —BHERSEIEEF~ 7 X (R#H : C5TBL6N) 1T, R (0.25% A F Lk —2RiK) X
WX E 7V TIFUoEROEE L, £5% 1 FE (t=0) I[CiEHEE2EL, 0% va—
A (5g/kg ; 10mL/kg) ZEOAM L, £z, BEELG#, 7L a—2A4KORbY ICFRIED
KEAW U BEE ERBEL L Ui, 7 a— ZATis. RIS IS 2 JE L. &5 58
BT 5 IMFEH D AUC 2B T2 & & bic, EWXHREEO MR DO AUC & HEIC, Sk
FED MPEED AUC 12X T 2 £ 5 HEOMBIR (%) Z2HH L.
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VI, EFREICEY HIRE

@R N7 FUyBATRBRIZB T 34 7V FF U DI EHFAMR
EF~7ACBTHENZRBRE LT, O 7 FUBEANIC X2 mEE LS cdd50 2270
TF o OREIE CEEM & ET DPP-4 O BLETEM KON GLP-1 O Il P E 2L & O
BICOWTHH Lz, v Z27 U 7F ik, ARG U TiEd DPP-4 &M A4 LE L, Mg
MR GLP-1 % LR S8, £/, VX7V FF o oMmbEREE IR GBI Uz,
B B SFAH OB R FENFRD B D 3mg/kg Tk, MAEH DPP-4 iEMEITH 80%BHE &, I ffE

HYEMER GLP-1 BRI 34 3 i LA L7, 1

BOJFOBARET>LERIIRIZE D425 ) TF o OEAZHEE

(a) Y47 FFogniksnmsE AUC I

MfF AUC, S xT o

SEEIfE SR AERR S (n=20~28 JL/EF)

(¢) ¥4 T ITFogEOREOMEFELER

iy B FEME RS GLP-1HREE (pM)

S EAERERR S (n=20~28 IT/f)

100
iy
6
40

20|

X HHE

L1 L5 a3 1
w8 2V 7F 2 (mpkg)

GLP-1 [ 9 &

(b) ¥5 T ) TFoEOKREDMEEF DPP-4

BEICHT EE

g

L BFCP Dp PR (g
5 B & & B

a

1 3

Lo 4 ) 2 imekE)

R EAEHERL S (n=20~28 JT/Bf)

(d) 0.1, 0.3, 1 RU 3mg/kg 22T TF
UEARSEROMBHEYIRE

0 0.1 0.3 1
v 7 TF v (mgkg)

& VET)TF
(mg/kg) (nM)
0.1 1
0.3 52
1 190
60

A E YRS (n=20~28 [T/H%)

M AUC (a) 1%, #&5% 0~120 /0% CHIE L7z, EofhoflE (DPP4 PHE. EMA GLP-1.
M & 7 ) FF A 12oWTIE, ZLba— 2 EEE% 20 ASCEE LY S TER LT,

EERE  —BiE R S~ U 2 (BH  C5TBL6N) 12, A (0.25% A Frtro—AWiK) Ty

7V TFreknksb Uiz, 5% 1 FRH (t=0) ([CmiEZHEL, £0k7ra—x

(Sg/kg ; 10mL/kg) OO AWM EIToT2, BB EE 5%, Z7va—20RbDITKEHRS

L7t Z ERAIBEEE Lz, Zva—2 AR 20 B2 L v Bef L, fmpHE 2 JE Lz,
ZFOEBITDIRERNC LV Mg Z iR L, DPP-4 [HEVENE, 1EMA GLP-1 L OMMiEfh s &% 771
TFUREERE LT,



VI, EEREICEY 5IEHE

@Diet-induced obesity (DI0) =T RIZBIT BT &) FF U BEEEREDEHE
BB L 0 B, SR OE A A Y CIMEA R L, MHERE RS 2+ Al AT~
7 A (Diet-Induced Obesity mouse ; DIO ¥ 7 A) & HW\W T, 07 K EAG#E O MBEE - 5-
KT o027 ) 7 FUoOEMEZRE Lz, AREZEREG LIIEE~ U X LR L, BHAZH 5
L72 DIO ¥ 7 A TiE, 7 /va—ZAQMRICEERMEE LR RO bz, 27 ) TF &
HHETIEZ, WINoERGETH 7V a— 24K 2 MEHEO AN ER~ T X L FEREET
mHlEn, vE 7N TF U ORKDEIT Imgkg OB HETHE O,

BOJFOBEBHRZEZTEDOIVRIIRTELE2T Y TFUODOHME

(a) AT FOMEAEFET2=DI0TIRIZEITS
MEEIZHTHLET ) TFoOHR

—w—DIO =T 2, ik
—— EE~ A, i

3 ESNTF

E --=- 0.3 mg/kg
hoe

?:ﬁ —— 3 mg’kg

e = 30 mg/kg

WM (59)
T E EAFHERRZE (n=7~8)

(b) BOT FOEEREITo=DI0THIRIZEITH
m¥E AUC 123 B2 20 TFUDHHE

35000 T
~ 300004 6et% %
& L me 22 e
o 250004 T ik WS
& 1 T 1
£ 200004 =
—1— 1
R
5 15000
5
10000+
=
=
5000
0
i P 03 3 30
V&) 7T (mghke)

M AR
T AR ERE (n=7~8)
717 5 EOBAEIT, BEAHR & g L7235 A ol AUC OFLESE (%) &7,

FKERFUE S IR BH 7T v Al E CRIBI R A2 REE L7/t CSTBL/ION ~ 7 A% DIO~ D A &L L, F72[
ik CHlEARAREE L. CSTBLI6N ~ U XA Z EH <~ 2 & LTRBRICH W, —Biifis,
DIO < 7 AR (025% A F kb n—ARK) T2 7)) FFrafEkugEbs L, Ei~
T ANNIR O R G Uiz, &5% 1 K (t=0) CEEELHIEL, 0% 7 La—2R
(2g/kg ; 10mL/kg) ZfENAMR LTz, 7V a—RAAME, EREEICIMFEEZHE L, & 58
BT A IMBE D AUC Z#H H L, IEFxHREEOMEE D AUC & 5HE812, BEASHREEO ffEfE
O AUCIZH T 2 & G5 HOMKE (%) #RD-,
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VI, EEREICEY 5IEHE

®db/db =T RZRF BT E T ) IF U EEIREDHR
A VAV ARPIE L EEEZ R S T 5 2 BIBEREET VO db/db v~ U A&, v H TS
F O MmAERE FER ZRET Lz, 27V 7F0d, 3, 10 X 30mglkg DWW HICHENTH
db/db = 7 A D IKEE % F G-RIE DA BT F S8, 54 4RO M, WThofks
BICBWTHEF~ T AOMBEHE & FL~VICE TEFLESER, 72, B5% 4 Ko ks
B FEHIE 3mg/kg TR E 720 | BHRIMED 76% DK F 2R Lz,

db/db ¥ VR DMIEBEICH T B85 ) TF U BEROKSOHRE

400- L ESYFF
7 - —m—
—&— 3 mg/kg
~ 300- . o1 1ol
% * —— 30 mgkg
E 200 o —— FEIEH (ER) <2
% - A,
= 100- —r e, X
0 1 1 I 1 1 1
- 1 2 3 4
el B ()

SERE T AEYERRZE (n=7~8) . *:P<0.05 (Student ® tHE)
5%, KUK L& CHiukEE 2 e Uiz,

EE T - db/db ~ ™ AT, A (05% A F Bl —RER) XL F 7Y FFUEROKRE L, &
EA L MBEE 200 L. SRR A > b o Ml & thiletas L=,

@ B HIBICT B2 7Y FF U DIER
ENEN AR LTz STZ BRFRFET LEY (ICR v~ 7 R) [ZBWC, Y27 ) 7FF &5
L oT, BEPMME K OO A 2 v EFENEM L, 17

A LA NA=-SVE

1) £ + SGLT2 BRE4ER (/n vitro)
t b SGLT O&H 7 4 A 7 &FEHL S 7= CHO Mifldz v, NakfFH7e “C-AMG O BUA A&
PEAfEE & LT, SGLT IZxt ¥ 2 HEFEM Mt L7z, & b SGLT2 BEMILIZIHNT, 77
7 ) 7Yy (0.1~300nM) (X EEIFRIC AMG DBUAKZFLE L, ICs % 7.38nM ToH - 7=,
[FEEICE b SGLT1 RBIEAMILICB T, 4 777V 7a v (30~100000nM) (T EEKTFHIIC
AMG ODBGAZZHE L, 1Cs 1% 1880nM TdH - 72, 1819

ERSCLT 29 54755 70 DOBREER

t b SGLT FHETEM: (ICso : nM) SGLT2 ~D 4R
SGLT2 SGLTI (f%)
ATy Ty 7.38(6.75, 8.07) 1880(1570, 2240) 254

ICso 1Z, 3 RATORMEHME (95%FHEXM) & LTaRT, SGLT2 ~DERMIi%, SGLTI IZx7 5
ICso/SGLT2 (253 % ICso 2 & W HiH L7~ Z2R~d,

CHOMIfE : T4 A =— A LA X —PIHH A

AMG : AF)b-a-D-ZVat’ T ) v R, Jha—RAR0ARDOFRIE,
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VI, EEREICEY 5IEHE

D) EERVEE2HEERBETILIVRICBITARF S ILa—XHFMEEER (HEEOHRE)
EF~TU AL UTHEMNICR~ T R (7 HEm, #8460 | 28 RFET L~D A& LTHEMED
=aF T IREPRARN LT R R EoTHERLE, 4 AV U RWREDIR T 2 R &
T HUIE 2 RUBEIRIR T T L NA/STZ ~ 7 A (8 Hifin, KHE 4 ) K OUHEMEOIEM LA A
VISP A R 35 BARIIE 2 BUBEIRIFE T L KK-AY~ U A (11 @i, &8 460 2 HWC,
ATZ 7V T7a Y ORIV a—APRMEEER 2R Lz, FERB TICBWT, A 7T
U7y (0.01~10mgkg) XiE 0.5% A FLtm— 2K (BB ZHEERO#ES L,
Rt — 2 T 24 FHRIR AT o 70, 5% 24 Rl £ CORER VIRF 7L a3 — R RE
ZRIELT, RP 7/ va—2Er2HH Lz, 47770 70Y0%, ICR v 7 A KDY
NA/STZ ~ U AIZH VT 3mgkg LA D B TR 58 & ik U CRE 2 A B IS S 72203,
KK-AY ¥ 7 A CIIEBREIIA LN 2T, WTROETAEMZBNTHA 77 ) 7
2% 03mg/kg P ED R TR 710 21— A Pt B 2 PRI G L b L TR EICn s g, 2

ICRTHX, NA/STZRH9RBRUVKK-AY T RIZHITS
47357 ERROKREIZL AREEMER

(A)ICR=7A (B)YNA/STZ= 7 A (C)KK-AY=7 2 ] i
(mL/H) (mL/H) (mL/H) Neer
f i 195 []001mg/kg
0.03mg/kg
b d01lmg kg
6 e 6 [103mg/kg
8 [ Img/kg
PR B 3mg/ke
L 49 19 I 0mg/kg
H
47
) I E 24 I E
0- 0- 0

Bth D& T T 20T 4 B0V E S EEEE A RS,
HIAER BRI A BT (% P<0.05, Dunnett ) ,

ICRTH X, NA/STZR9RBRUVKK-AY T RIZHITS

475520 VHEREAOBREIZEDARF Y IO —A B EER

(A)ICR=%2 (BINA/STZZ%Z  (C)KK-AY=wA e
(mg/M) (mg/T) (mg/TN) oo
600 800 1800 . 1 00lme/kg
| 0.03me/ kg
% " 1600 4 0.1mg/kg
H 600- 1400 []03mg/kg
5;400— 1200 § [ Img/kg
5 1000 « = [l W 3mg/kg
A G 800 I 10mg/kg
004 6001
itk 200
iy 400
B 200
0- 0- 0

K D4 71T LT 4 O FHE - ERERRZE 2R T,
HIAER RO T A EEE R T (% P<0.05, Dunnett 7€) ,
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VI, EEREICEY 5IEHE

3) ERRUELE 2HERHBFETILIVRICE T SBEAEFER AR RODE LR ICHT SMHEHHR
(EE#EN®’Ss)

B~y AL UTHEME ICR v~ U 2 (7 s, &8 4 B1) | 2 BBERPBET L~ R & L THREME
NA/STZ ~ v A (8 i, &8 4 6]) KROBEME KK-AY~w A (11 #fn, &8 4 F) Z2H0C,
R BRR AWM O LRS54 77270 7u P BER O #5512 X 2 8HER RO
T3 ) ou D o BEHOEROEGEEIC OV TR L, —BifEa L7 ICR v 7 X,
NA/STZ ¥~ 7 A KK-AY ¥ T AZA 777U 7rdr (0.1~1mgkg) XiE 0.5% A Frtn
0— AKIRIE (L) ZHEEROZLS L, B5% 0.5, 6 KO 12 R IRz Al (=
o 7®H, 20mL/kg) Z#ENESL L, SEREMICE T 2 b ER-& 2 kT 5720, KRS
TAIAR DO 2 FEH FE T ORRIREA MBS & &I A8 S 58 Al AT R E O 22 2 -V, g E
AUC (M4y) ZHEM L7, ICR w7 AR OER 2 BIERi~ D BN TA 7 Z 7 ) 7ay
E, B G% 0.5, 6 KUY 12 FEHIC I 1T IR IR KB A A% O IFEHE AUC (B04y) %
0.lmgkg OPHENOLABIIK T2, ZO/MRNSG, A 7770V 70 OIGnRD7 b
b 12 B £ TRERET 5 2 R Sz, 2V

ICRTHIRIZEITHA T35 )7 o BREROEKSIZKD
BAFRERNERZROMmME EFICRT 2GR

(A) ¥ 5740505 ]
(mg/dL)
3004 - i (mgh/dL)
-0 0.0mg/kg 250
-+ 03mg/ kg ’
1fin 2004 O Img/kg g 200
CE ffi 150
0] ¥ {\T 100 pos IS
A C 2 | m
" . : S ‘ 0
00 05 10 15 20 25(Em) EH 01 03 1 (mg/kg)
P 5 e _—
RS RN AFF7I700
(B) #i& 45 60 1]
(mg/dL)
3004
(mg+h/dL)
250
1 2004 1l 909
i -
fi e S
l ' ! 0%e%e")
100 A U l(-)O
PSR 2 e,
60 65 70 75 80 (BEM) B ol 03 1 (mg/kg
E'A b, s ——
Wb Gtk Py
(C) 55 e 1 20 I
(mg/dL)
300 (mg'h/dL)
%
1Ml 2004
i %
f# 100]
A
P 26 a0
120 125 130 135 140 (M) Wi 01 03 1 (mgko
£ A = 4 B\ 15 P
SIS B e
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VI, EFREICEY HIRE

NA/STZ R HRIZEITB14 TS5 ) ondy
HEZEORSICKDBRARRBFEFTROMBE LS 20T HHNFHHNR

(A) 24510505 [H]
(mg/dL)
- (Lomg ‘4
i 3 o ?:'ngsk:b g 300
W Y
100- g 100
i 'm‘.ﬂ%iﬂl . i i o Srerete
00 05 10 15 20 25(m) W 01 03 1 (mg/kg)
TR, AFZV7avy
(B) % 5t 65 1]
(mg/dL)
. (mg-h/dL)
- 4
It g 300
1 200 ffi
i A 200
100 ](-:J 100
¥ Pupawn "
60 65 70 75  BO(BM) w01 03 1 (mg'kg)
WS- e S
AFZF)7ad
(C) & - 1208 1]
(mg/dL)
4 (mg-h/dL)
- 4
i o
fi A
100 g 100
A it 3R]
120 125 130 135 140 (B¥MD) O e
S5 15

AFZTVT7aP
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VI, EFREICEY HIRE

2 BIEERIE KK-AY YO RIZBIHR4 TS5 ) ooy
HAOROKEICLIFARBFIEREZOLE LR (2T HIEA

(A) 245 #0515 1]

(mg/dL)
6004 - BN

-0 0.lmg/'kg

-4 03mg kg

O Img/kg

(mg-h/dL)
5004

i 400+

BE 5001 w64

o] ¥
1004 4

. BAEFAEH] .

00 05 10 15 20

G- B 1Y

25(FE)
ATZ)Iad

(B) £ 5 e 61K i
(mg/dL)
600+

500-

i 400- 1fiL
1 3004 E
A

U

G

(mg-h/dL)

18 900
1004

A RS
60 65 70 75
WP G- B

80 (B5HH)
AFZT)T0T
(C) £ 5141205 1]

(mg/dL)

600
5004
1l 400-
& 300
i1 2004
100-

A FE )

120 125 130 135 14.0 (B§H)

M G- R

(mg-h/dL)

i
400-
i
A
U 200
G

(-

ATFZTI7aT

WTRDORIZEW TS, (A) . (B) XKW (C) 1F, ehEhA 777V 7r P &E#% 05, 6 KON 12 If
M BT DIRIERBR AR 2 Rl F TOMBEEORREZE (LX) & mbEE AuC [#ns (GR) ] 25
KR

M DK KL O T L 4 GIOFEE TR GE 2R T,

MPEHE AUC I3 %1%, WG T 2FEEL 7”7 (*: P<0.05, Dunnett f7E) .
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VI, EEREICEY 5IEHE

4) 2 BUBERE KK-AY T RIZH TS HoAlc EETHR (REEOHRSE)
HEME KK-AY~ 7 A (8 llfin, KEETH)) 2477270 7rvy (0.3 KO Imgkg) XiE 0.5% 2
Frka—ZKEKR (BB % 18 10828 BEKEROESL L, fpEHE, RHomE= >k
2 —/LOIEETH 5 HbAle AR OMIEF A o 2V AMEZRE LT, 4777V 7u P L,
Img/kg O FHE TR 72— A et 2 (e e U, B2 (5 F S, 0.3mg/kg O &5 5 HbAlc
AT S, P A 2 Y AMEICIEA BB (A b RnoTz, @

2EBERIZKK-A I DRICETHA T35 70D U REEREICED
HbAlc fEICxt S 2R

HbAlcfi
(%)
10+
e
84 #
. T B
: 64 —
-
L
= 1
9]
I 03 | (mg/kg)
AFTZN) 70

DT T ML T B O T A 2R,
HIAER BRI A EZEE R T (% P<0.05, Dunnett ) ,
HbAlcfliZA 7o 7'V 7a Y% 28 HRBIRERARG%ICHIE,
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VI, EEREICEY 5IEHE

5)2 BIPERIK db/db T D XIZH (TS HoAlc EEE TR (REZORE)
KM 2 BUEPR S db/db ~ 7 A (7, &BE 7T~86) A7 727 ) 7y (0.1~1mgkg) X
1% 05% AT a—AKEKR I 2 18 18 28 AMKEROESL L, mpEHE, mEs
A A U, HbAlc Kk OWERESEDFEIE L LTS 2 ) B EEZRIE LT,
A7 7Y 7aY X, 0.0lmgke OHENHAEICMPEE, HbAlc fEA4 UGE L, Img/kg Tidim
A VR ) MERONEA R ) EREAREICENES S, D

2 BIERSE do/db RO RIZEITERA TS5 7D UREREIZELES
HbAlc {EIZxtd B 4EFR

HbAlcfl
(%)
91
8 #
74 -1 %
i *
6- - *
[ +]
— 54
r
o4
3
2.
1
0.
db/+ T 0.1 03 1 (mg/kg)
AT 7avy

FOKH T AT 8 B0 EAEREFRTE & ok

(47770 7av0.1mgkg LN 0.3mgkg FED A 7 51)
HIIEFXREE (db/+~ D R) IZxT28EEZEZRT #: P<0.05, Student D tHRE),
*TIEBEE SRR 2 A EZEE /T (k1 P<0.05, Dunnett i),

)2 WERRBBEICHETIRD /L a—ABHELEEARVLEETHR (REEORSE)
AN 2 BORE PRI B 30 Bl & XTRIC, 47727 ) 7Yy 50mg, 100mg X7 7&R% 1 H
1B 14 AfMEGE LA A7 70 7P UFEBICBWTRKR % 24 B £ TOR
FER T 70 o — 2 PR BN U, £/, 2SR sl 13 Lz, 2

W) AROEBENZIRBAREZVZ ) FF 2 /A 777 7Y 50mg/50mg Th 5,
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VI, EEREICEY 5IEHE

3) EFA R - FiREFME
MER e L
<BE>
VETYVTIFU
SREN 2 BB SRR BB IS 2 ) FF 2 25mg, 200mg B HWE T T AR A EER 0L L, &5
2 RO 7 R iEamaER (OGTT) #3FEMELcL 2 A, IR EEL kL, v 47V
FUREICB W TR O 7 R oA % OEANMEE AUCo20mn DA B RILTRRD LN (p<
0.001) , 2
( TVI. SPLCBT2IHE 2. Q<ZE>V X7 ) 7F 0 2) OEEERER ] &R)
Fm. BARAMNERRABMEIC, X 70 7F 2 5~400mg HH VI T T AREZHERROES L,
Mm4EH DPP-4 [HEREZRFI L2 A, X7V T7F 2 50mg LEOHET, 77 ERICHTH
B h54% 12 REE o AT DPP-4 {EME D BE LT EEEHESR (WAD 1 80% U &L, v #7V
7F 2 100mg L EOMET, 77 BRI T 5% 5% 24 K O EH DPP-4 1EMED WAL X 80%
Ulb#zmRLE,
HARNBEEERR A SIS, & 7Y 7F 2 50mg H[AIE . 24 Bpf#% ot DPP-4 54L& 1L
2% CThH-o7=, 2
AT TV T
FERGIR AR 12 d T DIEF R BIRER - FRieRERIC DWW ik, TVIL 3B BT2HE 2. (2)
<BESATT7V 7Yy 3) EFLOSHE 2 AR E T L~ 7 ACE T DIREREA AR
O IAE LR ACxET 2 S ER (HEROEE) | SR

H) ABNOABENE I EARI X TV SF /47770 7Y 50mg/50mg TH 5,
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VI. XY EiREIcREd 5IEE

1. mREDHR
) AEREED M RE
HYERR L

Q) BERERTHERE SN M bR
1) BEEEE

AARNEFERN 235 & LT B[R S ekt (P85S allik)

HARNGERERA BT 40 Bl 23t 812, AF 1 5EXULT X 7 ) T F U8 S0mg 1 8EXL A 7 Z 7D
7 u Y BE S0mg | SEAHFIOFH 2. BAEAILY B A4 — S —JEIC K 0 ZEERFHL R O LT,
AHNIXX, X 7V TF U8 S0mg kO, 7' Z 7V 7 a2 8 50mg O F o i e 3 2 FEHER
PO ENEE T A —Z T T D LB Thotz, ¥ AFIUIGFHCRMED L Z 7Y FF o
KA 777V 7al  OBEFIEZEREG L& & EWFERRSEENRD bhvi,

800
400
=z ® 57| 50/50mg
© 57 50/50mg E 600 O ST 505 50many
= O S RAIIFL50mg IS0V S0man 6 | © RIUTFE0Mg A T30 S0men
£ 300 i
e #
% =
~ £
i o) 400
o -
£ 200 N
Q I
" ™
& =
¥ £
& £ 200
100 il
0
0
12 24 3 3 0 12 24 3% a5
1551812180508 (hr) 155 % i BeFR(hr)

AEIRIEHATLR2T) TFo50mg R4 T5451) 7020 50mg #EERKROKSE LI-ED
DT YTFY (ER) RUA TS5y 702y (BF) OMmMEhEYEEKTR
(P £ FEER 72, n=40)

BARNERBAICKRREHATL 2T ) TFo 50mg RUA T35 702 50mg &
BEEREARSLEBEOC 2T ) TF o OENHE/NS A —4

SETNVTF e A TTTY
| . JL JL
ST E KA (AL A) a5 B) W5 AJKLTT B
IRTRA—H ke ] 95% %% e fn] 95% A fr 90%
RIA) 13 HE X FH WYy | BEXE | B | EEXE
AUC .48 (3588.84, (3600.78, (0.98,
(nM-hr) 40 | 3742.15 3902.01) 40 | 3771.78 3950.89) 0.99 1.00)
(337.57, (345.97, (0.93,
Crnax (nM) 40 368.30 401.83) 40 378.29 413.63) 0.97 1.02)
AUCp. (3696.56, (3716.80, (0.98,
(aM-hn) 40 | 3851.65 4013.25) 40 | 3891.07 4073.51) 0.99 1.00)
Tmax (hr)f 40 2.00 [1.00,6.00] | 40 3.00 [1.00, 6.00] — —
t12 (hr)® 40 9.97 (14) 40 10.3 (13) — —

T RfE DR R, s/ MiE ]
§ MfFE GRATEI KD B R % %)
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VI. EMEBEICEY HIREB

BARNERBAICKEREHRATL 2T ) TFo50mg RU4A4 T35 702 50mg &
EEEARSLEBOA TSI ) 70D D DEYFHE/NS A —4

HERINTF oA TTTY T

| JL SRS L L
ST KA (5 A) 0 O (L5 B) L5 AJRLTT B
INT A=K % e fr] 95% ke e fr] 95% e frT 90%

S fEFE X [H S fEHEXR | Wk | EHEXE
AUCossir (3849.83, (3868.84, 0.97,
(nghmp) | 20 | 4086821 asg 39y | 40 | 4H250 1 a0y oy | 099 1.01)
Conas (63419, (623.65, (0.94,
) 40 | 69620 | GO | 40 | es260 | DD 1.02 110
AUCo (4039.08, (4066.17, (0.97,
mghrmp) | 20| 28773 assiesy | A0 | BB 459706 | O 1.01)
Tax (h1)* 20 | 175 | [050,400] | 40 | 200 | [0.50,400] - =
t2 (hr)S 20 | 128 23) 20 | 129 24) - -

T RE DR, e/ ME]
§ RATEIME RN KD ZEREK %)

) REERE
M ER R L
<HBE>
VETVTSF
R N B (SR8 H) ICv % 7Y 7F 1 25mg. 50mg, 100mg, 200mg = Zi % 1 H 1[4]
HOHWI S0mg &2 1 H 208 (FF5HE., &8 841 . 10 AMNER KL LB A RE %
BMetl7z, 1 B 1EEELEO 1 H 2BEKEZEGONTICBNTY, R 2270 FF o0
N7 7 RREEIL. ﬁ@&ﬁzﬁaif’*ﬁhw_ibto%ﬁ;lﬁl@&ﬁf@AwQMr
BRRE (BE5 10 A R/ARE 1 B H) 13 1.03~1.19, 1 A 2[E#REIZEIT D AUC a0 D BFEFREL
(Beh5 10 B B/HEEIFYS) 12 1.57 Thotz, RER DGR fém ARy R e EIE Y
HF—2 L0 PRIESNDHENTH Y, FRETIZE A ERDONRNST, 2
AT NA- VA
R N B (B5RE 8 #) 124 777U 7P 20mg, 50mg. 100mg &AL -EH % B [AlHRE 1 4%
HLU7ZE (Dayl) . KO 1 BIREDH%, 7 HIKERAHES L2 (Day9) O HRE %
AT U720 Coax DRAT I (Day9/Dayl) (X, 20mg T 1.179, 50mg T 1.104, 100mg T 1.235 T
& o7, AUCoaan DRATEL M (Day9/Dayl) 1%, 20mg T 1.257, 50mg T 1.190, 100mg T
1231 Tholz, WTNOEEEIZEB DTS Cra LT AUCooan DML T 12 BRETH D |
AFT7 7V 7uY ok 1 ARKEROZELE L EoEBEIIENTH-oT, 7 £, FT T
ﬁfi&@&ﬁ3ﬁﬁ@ci ELlpol-Z b, A 7T 7Y 7uyrORYERe I E &
H3HRBICEFREBICGET EEZ N, W

¥ AFOARBINZ I EABFS X7V TF v /A 7F77 Y 7P 50mg/50mg TH D,

(3) P
s ERE L
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VI. EMEBEICEY HIREB

GDRE - -tAROTE
1) BREOXE (P860 HER)

HARNGERERR AN BME 12 2 b8, ARF) 1 58 % 2S8R I IAE R AR i A B UL I a5 L
720 AUCq1ast L TN Cruax DM EE (BH/Z2HERE) Y 90% E XL % 7 ) 7'F T 0.98
(0.95, 1.02) &T* 1.04 (0.88,123) . A7 Z7 7V 7uyrCEREN 1.02 (097, 1.08) KO

0.96 (0.70, 1.31) Thoiz, Fio, VY H T VT F 2D Ty DHFRIZZENERF L OBHKR TENTE
AU 225 B RN 175 BE, A 5 2770 78200 D Toex O T HAEITZENE R K 1% TENEN

2.00 FEREI LN 175 Bl T o7z, ARBRIZEWT, V¥ 7V TFF oA 777 ) 7r 03k

WEREICH T2 BFOREBIIA LN ot ©

BEBAICETSZEERXZFESEHHRRERRDOS 2T ) TF U ENHE/NS A —4

I AL R AL () R BT
S [ i | 0| e sy | 05 | W[ 90%
7 | g 7| e | i | (e
AUCoan (3564.76, (3552.35,
(nM-hr) 12 4032.57 4561.77) 12 3957.26 4408.34) 0.98 |(0.95,1.02)
(359.34, (379.64,
Conax(nM) 12| 43423 | o0 |12 | astez | SO0 | 104 | (088.123)
AUCp (3668.62, (3674.20,
(nM-hr) 12 4132.74 4655.57) 12 4096.37 4567.06) 0.99 |(0.96, 1.03)
Toax(hr)* 12 225 [[1.00,4.00]| 12 175 | [1.00,6.00]| — -
tua(hn)S 12 9.79 (14) 12 10.7 20) - -

IR R, fe/IMiE]
§ AP RTINS K 2 EBREK %)

BRBANCE T HZEERXZFESEHRBERRDOA T35 ) 200 VEYFHEANS A —4

T AR A (R R
S v s | 7% | e | sy | 050 | BW [ 95%

7 | s 7 | e | v | (e
AUCoan (3771.43, (3844 35,
(ng-hr/mL) 12 4318.99 4946.06) 12 4418.51 5078.43) 1.02  {(0.97, 1.08)
Cora (632.25, (596.14,
(ng/mL) 12 810.62 1039.30) 12 775.83 1009.70) 0.96 [(0.70, 1.31)
AUCo (3901.11, (4000.52,
(ng-hr/mL) 12 4482.25 5149.95) 12 4603.17 5296.60) 1.03  {(0.97, 1.08)
T(h1)? 12 200 |[0.50,6.00]] 12 175 |[0.50,6.00]| — -
tua(hn)S 12 11.9 21) 12 11.7 7) - -

IR CRRME,  fe/MiE]
§ B CRATERIC X 2 EERE %)

2) FRARORE
M ERR L
<HE>

VERITVIFL ATV 7P OfR GHEAT—%)

FEmE R AN B 32 6)) oA 777V 7uPr 150mg & 7 B ARIKERG RN X 7Y
TF o 100mg EOHEYS (47770 7a v oS 5 HRICRRHERERYE) L&, 47
U7 F D AUCoo0 KT Crnax D BRI HRFIZ KT 2 B 5L (90%(EH X ) 1 1.001 (0.969,
1.035) &% 0924 (0.828, 1.031) Th o7, FHEmEmEFMRAFZ 32 ) &2 7Y FF
100mg % 7 BB ERG RO, 75 270 7a P 150mg %G (2 270 FF o854
HEIZEREREES) Litx, 4777078000 AUChoM Y Crax DEIME HRFIZH 35
A (90%(ZHEIXHE) 13 0.950 (0.934, 0.966) K TX 0.965 (0.904, 1.031) Tdh -7z, 2930
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VI. EMEBEICEY HIREB

473579282 0R 80 ) TFUDEYBRICRIFTEE (PKAS)

varyrry | TP7VTTEE
S ATV Tavr | AT S (T
(n—12) PRIEE 5 (DFIIEES | ggop g i
(n=32) B ) i
BT BT
AUCy.(ng-hr/mL) 3217.13 3220.43 1.001 (0.969, 1.035)
Co(ng/mL) 379.40 350,55 0.924 (0.828, 1.031)

DERTVITFUNATS5) 200 OEYMEREICRITT EE (PKAS)

ATV 7w | ATFFZ T TuTr

T +o BTV TF AT |
gL PEFIEE (B 5/ jﬁiggg
(n=32) (n=32) B ) oI
PERS PR RS
AUCj.»(ng-hr/mL) 12765.19 12124.63 0.950 (0.934, 0.966)
Crax(ng/mL) 2407.85 2324.32 0.965 (0.904, 1.031)

SERTYTSFU

DORT Y R—R EDHA

MR ANIZYZ 7 ) 7F 2 50mg 1 B 1B (FI&ERD KOARZ Y AR—203mg 1 A 31 (G
ERD Z 3 HREFHREROEE LEEA. RV R—RIL 4 7Y FF o oKpEhhe | g
ERIFEEIehote, —J, 2BIBERFEFICC X 7Y 7F > 100mg 1 B 1 [E (FRER) KE
ARZVAR—=2 02mg 1 B 36 (BRER % 3 FMFHRERO®RLG LEZEE, V2270 7F
> D AUCoo4n XN Conax [T 2 7Y T F BB B L AR TIR T L7 (Z0EH 17% K& 34%)
W, E TV TF U OHERENIILERWNEE X bz, Y

@UaxL v EnftA WEAT—S)

fEEERR AN (126]) 1> X 7 U 7F > 100mg & ¥ TF 2 025mg & 10 BEHHHEE L7254,
TAX LD AUCooam K Coan lEDTNICEF L2 (FNZER 1%KL 18%) . 32

DA TFUNGRECENTRICKRIFTEE

. e PERSROIEYERE T A — X
e | PO R g;ééégg SO (90% (ST
O 541 g, BEH  H
AR {ﬁdék AUC0—24hr Cmax
0.25mg 100mg 111 118
vax 1H1[H] 1H1[H] 12 : '
10 H [ 10 H [ (1.01,1.21) (1.05, 1.33)

@iy RRKR)EDHA WEAT—3)

BERERRNICY Z 7 U FF o 100mg & &7 1 AR Y > 600mg Z 05 Liza, v 270 FF
D AUCoeo X T Crax [TZAVETL 29% Y 68% EF-L 72, AUCp.® GMR (% 7Y 7F L+
VI BARY v ATE T TF) O 90%EFIXEIXEIRTFAEF (0.50, 2.000 N TH -
el lintb, YETVTFUHHBEGIZED Cuax OBEEOHINIERIZITERI 2N EE X
bz, £, VI uARV Y AWK, VETVTFUoOB I VT T URFIE T LR

7= 33)
—o
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VI. EMEBEICEY HIREB

@A LRIV VEDOHA GHRAT—42)

2 BUBEIRIFBFIZ X 7 ) 7T S0mg 1 H 2[EE A RV 1000mg 1 H 2 BEIZJFH&ES L
2HE. VATV TFUROA FARLI AATEWVOEYENREIC R LE KIS R)hoT-, ¥ 2o
F—=ENs, VET)TFAIEEDTF AL P T U AR—=E—FLELRNEEZ BN,
OZDMOERLDOHRA GAEAT—4)

YB3 TR FIRE U RREFI T 7 Y RO R
T (v FRTFa v /mF =LA T4 —)1) 39 LoiRmEEERRRT — 205,
vH 7Y 7F200mg 1 H 1 [ENE CYP3A4, 2C8 RN 2C9 #fHE L R &2 HivTe,

AT TV TR

DA rRILEDEDHA GHEAT—4)

2 HIGEPRIF R (18 ) 1T A hA/LI > (850, 1000 X% 1500mg) % 1 H 2EILKO 7Z 7Y
7wy 300mg & 1 H 1[E 14 HEREFHHEG LIz &, A ML IO AUC o0 KT Crax
O BB BRI k3 2 R e (90%(E#IX[H) 1% 1.18 (1.08, 1.28) & UM 1.11 (1.03, 1.19)

«6%07‘:0 40) , 41)

@7 b= EDBA

eI A BT Gofl)) 124 777V 7u Py 100mg LN 7Y h—/L 75mg % Z<HE I H
BIpFHTEG LIz &, 27U =D AUCroM T Crax D BIMEE G-FFIZ5E T 5 i 15 b
(90%1ZHEXE]) 1% 0.796 (0.719, 0.881) K 1*0.761 (0.672, 0.861) Tdh-o71=, —Ji. A 777
U778 Yr® AUCre & Cuax D HM PR H-REZ 632 BT (90%FHEX M) 1T 1.015
(0.988,1.043) X 1.034 (0.944,1.132) ThH o7z, ¥

QEAT VAV EDHA NEAT—42)

B N B B2 H)) (oA 757 7Y 150mg % 8 HREIERIKERG RO A2V
2 30mg ZOFH®E (177 7V 7a v B S HHICRRERRS) Ll ©47Y
2D AUCpo KT Crax D BUIMEL H-RFIZ K3 2 R I (90% EHIX ) 1% 1.017 (0.966,
1.070) JT* 0.986 (0.877, 1.108) Th 7, HmmfdFEm A B 32 #]) cvx sV &2y
30mg % 10 H BRI ER G R OA 7570 72 150mg 2 &G (©4 270 &2 o $57
HBEIWCEFHREERE) Lz, A 777070200 AUCheM TN Cha DB S-RF 275
AEEI . (90% 5 HEIX ) 1% 1.000 (0.981, 1.020) M TF 0.935 (0.863, 1.012) Td -7z, 29 4
@T)AEY FEDHR MBEAT—42)

HEEmEEER AN S Q661 247770 7y 150mg % 7 HEBRIKERGEOZ Y A&
U R2mg #0FH&E (72770 7av 85 5 ARICERRHRRE) Lzl 7V AR
R AUCq.co 2 Y Cinax D BB G-I k92 AT )b (90%E4E X M) 1% 1.051 (1.013, 1.090)
KON 1.100 (1.019, 1.188) Th o7z, FEmmtdEEmABZ 26 41) 127V AU K Ilmg% 5 A
MEBIKERG RN, 7Z7 70 7a vy 150mg 0% (770 2D RS 3 3 HIZHE#
) Lickx, 477270 70Y00 AUCLoM TN Crax O HAEL 5K 2 ) (90%
{EHEX M) 13 0.991 (0.966,1.016) K%Tr0.973 (0.892,1.062) T -7z, 22 4
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VI. EWEEICEY SEB

®OIFJT U RFEDOHA

el A BYE GO oA FF 7Y 7Y 100mg & 3 HEERIKERG R RIF 7Y
=R 10mg Z0tH&E (77 27V 7uv &b 3 ABICRATIERKRE) Lizcks, IF7)
= R® AUCpo & Coax D HMAL GBI T 2 %I (90%EFEX M) 1T 1.011 (0.994,
1.029) KO 0.871 (0.769, 0.986) Td > 7=, HmnfEF AN BME (30 Fl) 2IF 7V =F
10mg % 1 H 3[04 HREIBRINERGROA 7770 70y 100mg Z0FH&ES (X570 =
N5 2 HHICERHEREES) Ll Ex, 47727078700 AUCre Y Chax O B 5-
BRI 5 B (90%EHE X)) 1% 1.004 (0.982, 1.026) K T* 0.946 (0.896, 0.999) T
Hotl-, 9@

®70tz FEDHRA WEAT—S)

FEmMmERERA S & 2406)) [c7u®I F40mgZz 1 B 17 HEFES L, 5o s AA 7
Z7V7uY 150mg % 1 H 1[E S HEFHEG L7 &, 1 B ORFPF Y 7 Lk
BEO7 vt I FEME GRS 5 8 (90% X)) 13, OFH&E 5% 1 BB Tk
1.137 (1.091, 1.185) . PFH#5BH4A S B H TIZ 0.993 (0.926,1.065) Tdh -7z,

) AFloARENZ 1 BARBF X7V IF o /477 7) 7aPr 50mg/50mg ThH 5,

2. EPEERA/NTA—42

1) BmAEE
M E R L
<HBE>
VETYVTIFr . GMEAT—F)
AR AFENMAAERERRO 2 B B (PO10 & P014) KO 1 FERGERRER D 14 Bk
(PO01~P008, P012, P013, P017, P027, P029 &% TN P033) DI #ErjRfE—REfT — &% & H\,
RHEF KB REMFNT 2 e LTz, v & 27U 75 U5 R OUMSE i B E o 512 B L CERHE
7 STV D AEE 885 Bl & AT ORIZR L L=, 20~200mg OFe 5 EFPHIZK T DR 0 &5
BOMIEFRYPEEIL, 2 28— F A2 FOBBEYIEET L CHEUICHHTE 7, ¥
A NA-D S
A=A NET VIV ER L,

H) ABNOABENE I BARI X7V SF /47770 7Y 50mg/50mg TH 5,

@) BALHE TR
LR L

(3) SHREEEE
M E R L
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VI. EMEBEICEY HIREB

DIVT7S5VR
MER e L
<BE>
VETYTF
R ANICS 2 7 ) FF o 25~100mg ZHEREAKRLG LGS, B2 V7 7 0 A1% 397~
464mL/min Tho71-,
AFS TV TaYrs . GEATF—%)
fEHER AN B (14 1) 24 77 70 7a vy 25mg & 22l | Bef R i IR 5- L7 r o 2 5
7 U7 5 AT 1090L/hr Tho7-, 4©

) AROKRENZ VEHBZ VX ) TF o /A FF27Y 7020 50mg/50mg TH D,

) T HEtE
MERR L
<HBE>
VETYTFFr . GNEANT—F)
BEEER N (8 #) (23 % 27U 7 F o 100mg FIRNIR G2 D> 2 70 7 F o O EFIRRED /5 A A58
X 198L TH -7, 47
ATV TouYy . GEAT—F)
FEmEEERERAN B LA 7T 7Y 7u Y 25mg & BEIERHIRNE S Lz & & O0MAERIT 1270 ©
Hotl-, ¥

¥ AFOARBINZ I EABFS X7V TF /A 7F77 Y 7P 50mg/5S0mg TH D,

(6) T Dt
LR L

3. BEH (REaL—L3Y) i@

1) BmAEE
M E R L
<HBE>
SERTYTSFU
MHAMCB T 2FENMAAEFRERRED 2 /B (P010 KT P014) KO 1 FHEKRRER O 14 R
(POO1~P008, P0O12, PO13, PO17., P027. P029 K& U® P033) o>ifnff i fE—rris — % % [
W, RHERBE B ERENT 2 F e L 7o, MRATICIE, 2 28— M AV NORBEYBEIEET LA
)EHI/WLCO 45)
A LA NA=-S
— RN A RE L2 3 %— s A NEFAZ AN, ¥

Q) NF A= EHER
M E R L
<BE>
VETYTF
FHEM BN REARAT OFE R, BHEREDHERNICERO AL &L L THRB S, Zofth, F
i, MERL. ONFE, RELO 2 BUBERBOA B EOR X, BEMICEROH 5 LR TR

Motz 49
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VI. EMEBEICEY HIREB

A LA NA=-S

2 BUBEPRIR B A xt g & L7 gl 0 WA B EER [CL-0070] | B HEREMR T A PK/PD Bk [CL-
0073] MO LNT-EYERET 07 7 A VT —% (534 8, 43 EG]) D OIERBRAEDREET L
EHOWIEREFEDEREET V2 MEE L, A EFRERBR [CL-0103] | %5 IFHFMEER
B [CL-0105] | B HaER [CL-0121] | BEHREIR T /EERER [CL-0072] @ 4 R HED
AUTZFF 640 i, 3714 FEROMAEHRE T —& (F 7 7RE) 2N TETNVORFEITo72, K
FMfE, GFR, ¥ U RV RE. REYUNLEVRENRZ VT 7 RIXTHHEERIEEREL LT
BEET VICHAAENT, 7 VT 7 AOREMFEHEIX, FELEOMBEIZIH VT 9.47
L/h EHEE STz (EARRIEENL 23.4%) o IRKRIEFED 10%/hS< D&, 7 VT 70 A3 6%
KFT5Z LR ENT, GFRIZOWTIE, GFR=45mL/min O B3 (P2 RIS FERE)
TlE, GFR=90mL/min ® £ (FHEREEFBFE) ITHRIS%REZ VT 7 U ANME T 52 &7
RIS, MERITRE, REVLEVREICOWTIE, EF®@EANOZEE CTHIUX, 7V
T 5 RN T I b E10% N OEE Th D LR ST, @

4. RN
NAATRAZEY T+«
MR L
<HEZ>
VETYTIFr . GMEANT—F)
fEEERR AN B (12 B]) ZXic, ¥ Z 7V 7F 2 100mg BHI DO 2GR 2 R EH RN &% 5 & 22
JEEF AR O G2l L2 & X ORI AL T T _RA T E VT 413K 87% Th o1z,
ATV ouYy . GEAT—F)
fEFER AN B (14 61) 2%, 47727V 70a Y 25mg BAIOZEHER 1 FEEHesrIRN & 5 &
100mg HA|OZEMERFELEIRR O 52 Il L7 & E O N4 FT XA T8V T 11F 90.2% Th -

7= 46)
—o

H) ABNOABENE I BARI X TV SF /47770 7Y 50mg/50mg TH 5,

5. 9

(1) I i&—HABE Y@
M E R L
<BE>
VETIVTFY (Tvb)
T MZ BC-> X 7 ) T Smglkg ZHIERR D& LizGa, #5554 8 FEf £ To Rk 4E
ST REBE FE Fe X, BFIR (22.0~30.7) . BlE (14.7~28.0) . FERE (3.98~10.1) . i (6.35~
11.7) . B (5.50~7.34) K OWENR (4.54~8.75) TEWMEZ R L0t L, 4 (0.08~0.10)
TEWMEER L, 0
(VI HpENREICRET HIHE 5. (5) TOMOMEE~DOBITIE] B
AFS 7V 7udy . (v k)
HAEGT v M UC-A 777V 7% Imgkg BRI O#KE Lz & & OB HEREE X,
KBSy DRI TE % 1 FEFUNICREEE R L, 5% 1 RO KM O HUERRERR B 1L,
MAFICEERT0.11 &Koz, Y
(VI #pEhRelcBEd 5 5. (5) T OMOMEE~DOBITIE] B

49



VI. EMEBEICEY HIREB

(2) I %—R& B BY P& B 1%
HUERR L
<BE>
VETVTIFU
(7> H)
IR 6~20 H % T 250 & OY 1000mg/kg/ HOHE T ¥ 7 ) 7 F o2 KERNEE L, k20 HIZ
REEMW e OR R AE o O REALIRIREE 2 JE Lz, H&E5% 2 KO 24 BEICBIT 5 T » MRIEDOT
Pf SRR T, WHEE ICHEIETREOZNZNA 45 KUK 80% CTh o7z, ZOff
Bns, VH TV TF LTy FOBBEERRT D 2 ENHL NIRRT, P
(74 %)
IR 7~20 H £ C 125mgkg/ HOHETY X 7 ) 7F U2 KEROES L, MR 20 BICHIE L=
BE R OMR IR IR OREERIREZRIE Lz, #5552 KO 24 BB 5 v FRIEDOF
P A R B 1T B 5% 2 RO 24 BRI ORE T, REEMIE IR E O 2 2 66 KUY 30% T
otz ZORRENS, VE TV TF R XOMREEZBRT D Z ENHLNIRo T, 2
AFS 7V 7udy: (v k)
IR 14 BHH BB OMT v M2 “C-« 777 ) 7P ZIEERT Img/keg HEIFE O #%
Lok &, b5 4RI TR R OGRS R M AE R RE D 22 1.2 5 KON 0.4 %
DR RD DAL, AT T 7V 7Y U HRRSD T v b O — B 2 @i L T~
BATT D Z LR Ehiz, Y

3) Fitr~DBiTHE
M E R L
<BE>
VETIVTF (Tv )
THE 7 TF (250 XUE 1000mg/kg/H) ZiEHR 6 H 222 %L 14 H £ CER AL L, #3514
B REED P i Je O O R BRI FEE 2 ) E L7z, 250mg/kg/ H & GZB17 522 7 ) 7F
Y OEIMAEF R OFL IR, EE 148 K OY 60.9uM TH D . 1000mg/kg/ B #5-Tix,
FENEN3BSKERN136uM ThoTo, MafLiZ 2 HEE S, o & 7Y 7FF U R E XA
ERREICHANK 4 R oTe, THUHORENL, BAFDOT v MZBWT, &7 U FFr
DATEER R L 0 AT T 5 Z &R &, ¥
AFS TV TaYrs s (T h)
A (Ot 13 BH) OfT v M2 UC-A 7T 7 ) 7a YU EIEEAR T Img/kg HEIRE O # 5
L7zl &, JLit s aede B3 5% 4 FERICR W TR a2 R Lz, FLIT i e B 13 3 -
% A8 FFICB W TIREED 2% Rl E TR FLZZ &b, Lt T O BEEEORBEHIIRD b
Wk EZONE, £, BE5% 4, 24 KON A8 BRI OMELIR o ik, M K OSHER (2 B Tl
/RSN EnD, A 7T 7V 7P BEREOPALHEZN L TT v FORALIROMIC
Sl bnEEZ LN,

4) FEE~ DRI
M ERR L
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VI. EMEBEICEY HIREB

5) T DDA DBITIE
M E R L
<BE>
VETVTFY (Tvb)

T M WUC-v & 7)) 7F % Smglkg THEHRROEL LTz & & O @R X, Mk, imiE
DIFM, 1FEAEOMRBETHEE% 1| FRICRD bz, BE% 1 FERICE O RERE 2R LT
KRR, APBER. B, M. N, BB OMERECTH o 7o, BE% 8 BRI IR, TR, B,
O TOH lug eq/g B2 DHMETIREZ /R L, 5% 24 FERTICIE, TS & BIE LA O 9=
TOMKE T, BESREIRIE T 0.2ug eq/g LR & 722 o7, $54 8 BRI £ T HAAR/ M UH RE I B2
Foik. APBER. BB, BERE. . B R OV CTEVMEA R L, B, TERG R OVE TRV Z R L
f: . 50)

S M MC-2 85 TF % bmg/kg THEZOKRS Li-& E0EBBPRSTERE

e E ) TTF UM REY B (ugeq./g KAAR) @

0.5 KR 1 FR¢FE 4 W5 8 MR 24 HERY
BB 1.75+0.86 2.43+0.38 1.87+0.24 0.62+0.08 0.05%+0.01
JiR7:3 0.32+0.09 0.36+0.08 0.33+0.05 0.10+0.01 0.01+0.00
i 0.29+0.13 0.39+0.05 0.33+0.09 0.11+0.00 0.01+0.00
‘B 0.58+0.29 0.74+0.18 0.59+0.08 0.22+0.02 0.020.01
Jibd 0.03+0.02 0.030.00 0.020.00 0.010.00 0.00+0.00
iR (/AR) 0.12+0.06 0.160.02 0.17%0.03 0.06+0.01 0.010.00
RERG (ZESAZR) 0.22+0.09 0.32+0.06 0.32+0.16 0.100.03 0.010.00
Lo fik 0.83+0.23 1.00+0.22 0.83+0.16 0.23+0.03 0.02+0.01
T fik 5.04+0.71 5.37+1.06 4.42+0.59 2.72+0.09 1.10+0.11
K (BEl&ETe) 1.05+0.50 1.360.21 7.59+t4.41 5.56+1.32 0.17£0.06
KN ek 0.07£0.04 0.090.02 4.16+2.29 | 20.20%6.10 0.21£0.09
SNk 8.31%£1.65 8.09+0.56 6.671+1.18 2.99+0.20 0.91%+0.10
it 1.95+0.57 2.64+0.48 2.73+0.37 1.13+0.13 0.12+0.01
U 3Ei (BRI 1.00+0.46 1.17+0.24 0.94+0.21 0.24+0.02 0.03+0.01
e (CRAR) 0.36+0.24 0.68+0.21 0.66+0.07 0.18+0.02 0.010.00
gk 2.52+0.75 2.50+0.30 1.73+0.36 0.45+0.08 0.04+0.01
TR 1.07+0.66 1.41+0.14 2.90+1.77 0.56+0.19 0.03+0.01
il 0.31%0.09 0.33+0.06 0.30%+0.05 0.10+0.01 0.010.00
WE 75 R 1.49+0.81 1.93+£0.59 1.50+0.35 0.530.09 0.040.01
g (GEEFENE) 0.35+0.19 0.56+0.12 0.51+0.04 0.17£0.03 0.03£0.00
v 35.60+4.80 | 31.70+2.40 | 18.90+5.90 1.68+0.25 0.07+0.01
/NG BERR 29.70+820 | 21.00+4.40 | 12.70+5.00 1.58+0.38 0.05+0.01
o Mgk 1.03+0.32 1.23+0.20 0.98+0.19 0.38+0.02 0.06+0.00
H 23.00+17.10 | 5.45+3.68 1.47+0.17 0.30+0.07 0.03+0.01
H AW/ BERR 4.57+3.28 2.29+2.78 0.04+0.02 0.060.07 0.00%0.00
KB 0.090.05 0.200.04 0.45+0.04 0.35+0.04 0.05+0.01
i fi 0.45+0.25 0.85+0.23 0.93+0.09 0.35+0.04 0.04+0.01
FIR IR 1.04+0.44 1.19+0.17 0.85+0.20 0.18+0.15 0.01+0.02
528 1.26+0.75 1.72+0.68 2.42+1.20 0.96+0.43 0.03£0.02

a BUE T AR R 22 (I RUT n=3)
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VI. EMEBEICEY HIREB

AFS TV Tavrs: (T )

HEAGT v M UC-A 7 Z 7Y 7ay % Imgkg BB O# G LTz & & O GERE X,
LB LA Tl KD OMRICB O THRER | BRUNICREEZ R Lz, &5% 1 ROk
SR I LB LA CIE B Ol b < . MR T 9.49 @ WRE 2R Lo, RO CHFIEL
B, DM OVBE F AR TSI T 2.27~6.17 5@ WVIRE 2R L, KL OFER ClrimiEic it
NRT O KR 021 fFE R bIED -T2, ZDH%, WTHOMBRIZI W T b ST RRIR E EC NI
DU, #H% 24 B TIXRE ) OB CReE D 10% K ThH o728, HFRTITREED 21%
Thotz, WV

Y NI4T 350 7800 % Ing/kg BEIEORS L& E0EMBTHRSRERE

P FLRR N T REVR E (ng eq./mL XX ng eq./g)

0.25 HF 1 RE[H 4 IRFH] 24 P
JIIRE3 439+260(0.95) 352+62(0.97) 162+21(0.98) 4+1(0.67)
il 461+275(1.00) 362+66(1.00) 166+ 12(1.00) 6+1(1.00)
K 20+ 13(0.04) 40+12(0.11) 40+3(0.24) 340(0.50)
Jiti 530+289(1.15) 694 +66(1.92) 321+39(1.93) 9+1(1.50)
Lol 655+396(1.42) 881+212(2.43) 366+47(2.20) 8+0(1.33)
J gk 3981+2751(8.64) | 2233+288(6.17) 1116+ 134(6.72) 28+6(4.67)
5 Mk 2798+1472(6.07) | 3435£856(9.49) 2298+ 124(13.84) 236+19(39.33)
J ik 455+279(0.99) 499+71(1.38) 233+35(1.40) 4+0(0.67)
ek 578 +338(1.25) 795+ 178(2.20) 382+73(2.30) 12+1(2.00)
i1g) 114+78(0.25) 312+92(0.86) 200+27(1.20) 6+0(1.00)
Bl 1519£1037(3.30) 1399+316(3.86) 693 94(4.17) 14+1(2.33)
H 266712169(5.79) | 1187%623(3.28) 817+594(4.92) 540(0.83)
N 235+155(0.51) 232+ 64(0.64) 1125+752(6.78) 6+1(1.00)
N 198+ 136(0.43) 242 +70(0.67) 196+31(1.18) 5+1(0.83)
B 101 +£52(0.22) 186+62(0.51) 155+21(0.93) 15+4(2.50)
NEWi 92+50(0.20) 165+40(0.46) 66+ 11(0.40) 2+0(0.33)
Jibd T A 515+340(1.12) 678+199(1.87) 194+32(1.17) ND(NC)
BN 720+415(1.56) 821+202(2.27) 523+53(3.15) 34+22(5.67)
i i 74+47(0.16) 204+61(0.56) 211+23(1.27) 540(0.83)
AR ER 59+34(0.13) 95+17(0.26) 63 +13(0.38) 340(0.50)
N—HK—J] | 261£6(0.57) 603 +221(1.67) 648 +61(3.90) 27+2(4.50)
BN 506+312(1.10) 253+141(0.70) 256+28(1.54) 541(0.83)
KB 19+10(0.04) 77+23(0.21) 105+ 14(0.63) 22+2(3.67)
" 8639(0.19) 140£64(0.39) 77 £25(0.46) 2+0(0.33)
o 358 +224(0.78) 419+103(1.16) 215+41(1.30) 3+1(0.50)
RN S 107+18(0.23) 106+35(0.29) 65+15(0.39) 2+0(0.33)

3 Bl P = AR 2

ND : RS, NC : B

FEIMPZIMSE 2 %9 5 e 2 R
BRI 7o 7 ) 7a oS a e LTHRR
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VI. EMEBEICEY HIREB

(6) MFERFERE
MER e L
<BE>
VEITYTFF o (T —H)
-2 Z 7Y 7 F @ in vitro MBEH 37 §EG R A2 @R OEIZ XD RE Lo R, miEsx X2
FEAFRIT, 0.02~200uM O i P EERIPHIC BV TR E < BB, K38% ThHho7z, ¥
AT TV 7ady 0 (invitro)
ATZ 7V T7uY OmERAMGEE, YC-A 770 T7u Y E W TIRAMNEEEIC X0
ELTE A, ININEE 0.05~200pg/mL (Z31F 5 MAEE [ #E G HIL 94.6~96.5% ThH V. il
FRERPHIC BV TR AR ARITIZE - ETH o, ¥
Mg FEEAESEAZHEET 52 HNT, BERAOMEFEAGEEZSEICHM L MLET
7 X (HSA, 40mg/mL) . ol-FRMEREEE (al-AGP, Img/mL) . @&EE VU AREH (HDL,
3mg/mL) . KEHE Y AREH (LDL, 3mg/mL) &KW y-Z 17U » (10mg/mL) 2T 5FEHFE,
et 7770 7a v rEACTRAEBRECEVMELE, 477270 7avy (RINEE
2ug/mL) &R bEWESGEEZ R LIZOIX HSA (89.8%) THY ., kKW T HDL (75.7%) . LDL
(56.9%) . al-AGP (48.3%) MUy-Zu7 U (18%) DIETH 7=,
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VI. EMEBEICEY HIREB

6. R

1) REEL R VR B
UERR L
<HBE>
VETYVTIFr . GNEAT—F)
Rk N B 6 Bl “C-v % 7' ) 7F 1 83.04mg (193.16uCi) ZfEAHKEG LzE &, b MEH
AR SV BRI, & LTREMIRTH Y . #51% 1~18 el & Tl e 78~
0% % 507, £/, 6O (M1, M2, M3, M4, M5 KO M6) BETHRIE S, £h
ZIMIEFHERED 1% AR ~T%% Hdiz, £, R ROETBFEOREBILBIZTZNE K
85 LN 19% % di b7z, JRAICIENN S V7o REAAR LIS O T RE X, A RIS S 47z 6 FEDR
FHHEFRETHY . WTNLHRBINRED 4% N Th oz, EHROMRBMEEIL, R X O
FOZREHELL TS, 4y a UBREAR M3 KON M4) (Z#EPICRI S Ao T, 37

N
K/“% M3 CFs
CF3
Y -
N o)
NH NN
2 N / t \/N\{N ]Hs
N
CF
N\/<N M6 3
/57/ U7F CF,
UC DERBLETS \
| .
F O OH NHH
F NH O N)J\\fN‘N
N N /
N =
F J/N F r
CF5 F
l M2 cis
M5 trans
s Oy
OH
rowlr
OH
F o
E Y
NH O
A~
F \,N\/(N
M4 CF3

DRAT)TFODE MIBITAHEERBRE
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VI. EMEBEICEY HIREB

AFS TV TaYrs . GEATF—%)

TEFERRAIC HC-A 7T 7 ) 7a Py FHREREOEL Lz & & MBSO FE Rk TR E bR
ThHY, w&m/&@Aﬁ$%f%éMQ&UNM%Mm%hKO@%WA 2 R R A
(B RERE IE 7 R OB ~ S B B RE 5 0)) KOV REERET O T XTIz W T EMRH#HWIL

M2 THY, Mzu%@ﬁw%w%@ﬁibfhf%otoMzu%@ﬁﬁ%w%ﬁ%m T
o UBIEAREY TH D M3 L MARFERETHY ., SV CTHBRSR#mTHD M6, 7 vrn
VIBRARE THD Ml DIETH -7, LEDRERNS, A 7770 7a v, B/ vy
o ogia e seE2 00l £l HF-BEEXWMNEI /7Y =22 HWTA 7T 7
7a Y ORI OWTRFT LIRS, 477 70 7a Y U 3FRIC 2 TEig T b S
nNon, MgTIRizEALERB 2 EEZ N, ¥

o FISOH

HO™ " O-Gluc

OH
M1 (AS2551864)

i, R Q 0Sul
O F Q OH HO @
i |
HO S —= HOT Y TOH
HO Y TOH OH
OH M6 (AS2551868)
O“IQ> ? LS, e
HO~ O S =
HO™ " 0-Glue \ 0 O ' O Q
HO g 0

OH — HO

M2 (AS2364003) HO” Y OH oH .
i 3, bR OH HO “OH
i H O-Gluc
1757 7aYy L-7a)y M4 (AS2551844)
I &E, J!)"l' ferp M, B
g Glue-O 0 l
“OH “OH
OH OH
M7(AS2054727) M3(AS2551840)
R it 5E e, B, e

Gluc : f-D-glucuronosyl-, Sul : SO3H-
4735978200k MBIt BHEERBIRE Y
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VI. EMEBEICEY HIREB

QREBICBEISTIERE (CYPE) OHNFiE. FE5E
M E R L
<HBE>
ETYTFF 0 (invitro)
VHE TN TF U DOMHRICBN TR OB 513072, “C-v % 7Y FF % NADPH FEAER T T,
MO~ 2, T b, UHF, A X, FAKRE KO I 78 =2 1 FEEA %2
hU7RER, RSN REBIRIT 3% LT Th o7z, FERIC, “C-v 27V TFF o u2TFy b, A
XN S OFFHIIE & 4B 2 2= b L7, R S R EIRIT 15% R THh - 72,
FHHLZ CYP 0 1-fE (CYP2A6. 2B6, 2C8. 2C9, 2C19, 2D6 LN 3A4) Lo X TV TF A
Fa_X— b LR, CYP3A4 ICREHEMEN R &, CYP2CS 12 H 55V 722 28 HAAHHEEN TR O 5
Nice CYP3A4 X3 & 7 ) 7F - O bifE (M2, M5 KT M6) DARICEE G4 5 F27
CYPHFHETH Y., CYP2C8 1T M2 KX M5 DAERRICH BN G456 &2 bz,
t MFIZ vy —AHO CYP iy (7)) okt 5, v 70 7F o or Wi LEER % R
Liz&Z A, TXTCTH CYP 4y 7F (CYP1A2, 2B6. 2C8. 2C9, 2C19. 2D6 K OF 3A4) 1Zxf3 5
ETYTF D ICs 1L, 100uM LV @EiEE R LT,
WIS MIFIZ W T, 2 27U FF 02 K D CYP3A4 mRNA OB & K ONEEE LT Y
EFICOWTHRBT L7fER., 27U 7F T CYP3A4 358 LW 2 AR S iz,
AFS TV Ty (invitro)
tERFI 7y =2kt b UGTRBEZEZHNTA 7T 7Y 7Y ofEHclEET 2E K
A L7ofE SR, UGT2B7 2 EEIEERE & % 2 4L, UGT2B4, UGTIA8 LU UGTIA9 %5952
EDRIEE Nz, W0 475 7Y Tu Y O%FE CYP KON UGT 4 TR 2 BEVEH 1255
<. CYPIA2 KON CYP3A4 IZXIT B8 EH I & A ERE R odz, OV Y

Q) EEBNROEERVTDEE
M E R L
<BE>
AFS TV TaYrs . GEATF—%)
FEEEBLICBI DAL FT XA TEVT 48 902% TH-o7-Z Lovs, PELIEEDFRITIEE A
EhwtkEzbhb,

@ REVOFHOBERVESL., FELE
HUERR L
<BE>
ETYTFF 0 (invitro)
ML, M2 X O* M5 133 % 7 ) 7F o &g LT, DPP-4 BHETEMEA Z 4K 1/300, 1/1000 K& T
1/1000 T 5 Z L ARENTWDS (X 7Y 7F D ICx=18nM 1% L, 214 5uM. >20uM
KOV>20uM) . 723, M3, M4 KT M6 @ DPP-4 fLEIEVEZFEl L TV 72y, 2 b OHEY
O MAE PR EIIREZICRIZHESTELS | BRMICERO D 2 EEBLRIFTTZ LT nEE IO
Lo ¥ (TVIL EHEhREIZBIT 2EE 6. (1) fRHENL R OREHRE GMNEAT—%) | &)
AFS TV Ty 0 (invitro)
t k SGLT2 XU SGLT1 D&Y7 ¥ A 7 RBlS W= CHOMigz W, A 77710 7m0 6
FEEA DB SN T Na K AE 72 4C-AMG D BUA R IEVEIZ %I 2 FLEVEH 2 st LT,
t kN SGLT2 IZktT 24 7 Z 70 7 rofRE# (M1, M2, M3, M4, M5 KO M6) DFHEIE
PED 1Cso X, £HEH 686, 1870, 7110, 3690, 392 & T* 399nM Th 'V, A 7T 7Y 70D
ICso (7.38nM) D 53~963 {5 T o7-, £7o, LAY D SGLT1 (Zx7 D HFEIEFEMED 1Cso
1%, 47500nM LA ECTH o7, ¥
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VI. EMEBEICEY HIREB

7. HEt

(1) HEMERLL B UHR &
UERR L
<HBE>
SERTYTSFU
FE& LTRPICHRES LA, #7107 F U OWERITEICEIRIIC LS 0T, REEINZRRME
W ET 5,
AFS TV TaYrs . GEATF—%)
fEEERR N B (6 ) 12 “C-oA 7T 7Y 7Py 100mg Z 28 fERFEERR A& G Li- & &, #5%
48 W E TIT KD (84.4%) DOFFHEEN IR L OFEFICHEM S iz, 545 144 FEf £ Tk
FRED IR R ORI, ZhEN 67.9% K 32.7% (Fit 100.6%) TH-o7-, FERHIZIE
TEEREII R S e ino iz, 2 60

H) ABNOABEINE VI BART X ) SF /47770 7Y 50mg/50mg TH 5,

(2) Bt ==
MERR L
<HBE>
SERTYTSFU
fEEERRN (%5 641 (2o ¥ 7Y 7T 25~100mg & iR NG Lzt &, v X7V TFo D719
~88% (HEMIE) 2SIRFICRE(MAR E LTt iz, 20
SAENGERERA (6 B) 1Z “C-v & 7V FFrafkn&khitk, 1 BELUNICEGBFEEDR 13%
DEFEEFI, K 8TW N RFICHEI S Nz, &5 L= Z 7 ) TF DK 19% B KRE(LIKRE LTRF
WHRit S e Eonh, X2 7 ) T F O EEYRIRE X, R TH D Z LIRS, &
A5 L2 REDK) 16% 3, #2707 FrOfREm E L CTRKOEPICHEIREINIZZ EnD,
R#MNZ 7V FF o OWERICEGTHEA RN LRSS RT, 7
A NA-D S
fEERABM (% 6 B) oA 7T 7V 7rvr 1~300mg & 2SR AR O G Lz L &, RE
{EIR D R PRI RIT 1% TH -1z, 67
SREGEEERC A . milnE . EHEREREE R IERERE S R O 2 BRI AR IR ARG LT
Ex L RPAREARYEMEIT 0.65~1.58% DA TH Y, WITHOREBRIZIB VT HIRPARER
PR IIE o7, A 7727 ) 7P 100mg 5 E @R A, 2 BB RREE (B E R
o QMR JE ~ 5 E B RS R ) S OVIFRERERR /BB ISR e - L2 & & REW O IR R R 81
ZNFH M1 T 2.08~6.82%., M2 T 34.7~64.79%. M3 T 3.08~5.88%. M4 T 5.56~31.72% &%
M6 T 0.938~1.51% Tholz, LIehosT, A 777V 7nlr2&&0&h59 58, I
TN v oA RS, RPICRE E LTS h D B2 bhi-, W

H) ABNOABENE I EARI X TV SF /47770 7Y 50mg/50mg TH 5,
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VI. EMEBEICEY HIREB

8.

10

FSURR—42—ICET H1EH

M E R L

<BE>

VETYTF
ETVTFNIPWES X ER AT = A T AR —4Z— (hOAT3) OIETH D,
In vitro R T, PHEX VXV EENT DV X T ) TF o OfREy 7 ARY XY EES N,
hOAT3 2N 53 ¥ 7V 7F U ORFUARIL, 7uxXRxY K, A 777z, 7rkI R, 7=
)74 7V, T TV, A FZRI FERRVAF VU THES N, ® BEEYDMEEE
MR T, 702 RY ke 27V FF o027 V750 RIEF LAghos Tz, ¥
( TVI. SEW@higicB+2HA 1. 5). )@y 7 uxRY Lol GEAT—X) &)
—J5. in vitro BT, VX 7V TF 0 5000M F TORETIE, PHEXY LRI EENTHY IF
U OEEERE Lo o3, hOAT3 2035 v AF VU OBGARIZITTHWEERZ R LTz
(ICso : 160uM) ,

AFS TV Ty 0 (invitro)

b R P-BEX R ARBL S B A X PR EECHIR H >k Madin-Darby canine kidney I (MDCK D)
MiRZzZHAWT, A 7Z 70 7ulr0 PFEX R BICHTAHREEETMM LR, 757
Voal g PHEX RV EOEBIZR D EELZ b, £, B N PRI EERBL S
72 MDCK I #fa 2 H\WC ¥ 3% o v OfRMIEEEICR 254 77 70 7a vy (WINRE 0412~
100 umol/L) D EE A frat L7ofE R, P-HEZ 2 /N7 BB 3517 2 FLJE AR 7> & TERIEAR] ~ D
SH-U I U UEEICR LT R LW THOREICEBWTHREBE RITI hoTcl &b,
A7Z 7Y 7a Py NERERNCK LT P R B ) LT s B A S < KRR A
TERZBI & 29 RtV e E 2 b, 70

BNEFICLIBRER

MR L

<BE>

VETYTF

MHEHT

Beh% 4 K& AU X 48 BRI 3~4 RFHMKENT 56 Z LIk, BHEED 13.5%H 5\ %
35% MBI TICHRE SN, TV

BENEREAITHESE

) BREEESTRE

UERR L

<HBE>

VETYVTIFr . GNEAT—F)

EHREEERTICBIT L Z 7Y 7T 50mg HERE O & GREOEYENHE ST A —XILTFTERD L
BOThotz, WEE, HEEBHERERYE., MKBTALELRRPBEAREBEED AUCLIE, IE
WL AT ORERADOZNZENR 23 /5, 3.8, K455 THY ., BHREREEOREIC
JE U T RS Uiz, SN T A LB KB A2 BE Tk, &5% 4 R[5 3~4 BEH o miE T
WXV, BIETICERERED 135%MBRESNTE, TV 2k, BHERERE LS E L KER
52 X % 3 Eh e R I3 5 M S v TV R,
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VI. EMEBEICEY HIREB

BREEENDOL2 T TF 2 50mg BEEZEARSHOEYHE/NS A —4

R
N D i o) D AT
IE'% B % Lb e 2 554 b s e B B i e M‘gti;‘{gﬁ
-~ ERE e B RE I B RE R %
(n=282) YNy
(n=6) (n=6) (n=6)
(n=6)
AUCo.(uM-hr) 7.09+0.988 9.96+1.95 16.6+4.82 19.8+6.06
PEIDIS ] 4.40£0.8321 1.61 226 377 4.50
(90%{F X [H) (143, 1.81) (2.02,2.53) (3.37,4.22) (4.03, 5.03)
Cmax(nM) 527+79.1 560137 684+ 183 556113
SEH O EES 391+123 1.35 1.43 1.75 1.42
(90%({E HE X [H) (1.15, 1.58) (1.23,1.67) (1.51,2.03) (1.22,1.65)
tia(hr) 13.1+2.23 16.1+0.487 19.1+2.08 225+2.71 28.4+8.18
BIVT TR 242+34.0 126+28.1 60.2+19.2 s L
(mL/%Y) 339873
SEH D S 0.71 0.37 0.18 RS
S R YRR A

BWSREORE (/L7 F=227 07 7 A(mL/min/1.73m?)])  : 1E% (>80) | E (50~80) . PR
(30~50) . EE (<30) . MBI BLERKNEREEBHE

§ T DL =EFREO TIN5 T 5 BEHRERER O & ok

& 70 FF 2 1.5~600mg H[AIRE 0 #5772 B BHEEE O MEER AT 50mg [ EMIE L=,

AT TV TR

O BERVCHEEBHERERE

IEWREHERE A AT 2 2 BB IRpEE QR F1) . KROBEE (9 6]) XI5 EHaEEE (8 )
ZED 2 ABEIRISERE 1A 77 7 ) 7a Yy S0mg ZBFTHEERE D& G LR, 300k
NS, BHEHR | REET Cuax (B L, MR RZERRE T T ORET S ZHPEIZHE L
L7,

R B R L OV B ERE E R 2B 1T D AUCoD MO (90%(5 E X
M) X, EFEEEREICH LT, 2N 094 (0.69, 1.26) } O 1.21 (0.89, 1.65) Th -7z,
Crmax DRATFEIEDOLE (90%E X)) 1, EFE#REEE @ #) LT, ZhEi 1.12
(0.83,1.52) & 1.17 (0.85,1.60) THh -7z,

1 HRHP 7N a— 2 BEDOR—R T 4 Uinb O LEIT, IEFE BHEERE T T1g, BB
REFEEBHE T 6lg, HEEBHEREREBE TR 38g TH V., BHEERERE TR o2,

AUCoo X T Crax D FEEIMEITZ N F I IET BHERERS T 4821.35ng-hr/mL, 1044.74ng/mL, /L
R B T 4482.28ng-hr/mL, 1088.77ng/mL, 4% LR B AR IR R T 5947.60ng - hr/mL,
1160.97ng/mL Toh o7z, tipllid, BHREREIC L 2B bR o7z, 2 7

1 AR 7 v a—2 Pkt RE (mg) DOEHIFEEE (PDAS)

B fhlg A 25
ﬁ@éﬁ;ﬁf S % A0 2
e Day-1 (0~24hr) 8 56744.7 82414.26
Dayl (0~24hr) 8 127851.1 85489.06
W Day-1 (0~24hr) 9 6872.6 7008.34
Dayl (0~24hr) 9 68069.4 29170.20
I Day-1 (0~24hr) 8 48198 11252.30
e Dayl (0~24hr) 8 432798 16950.89
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VI. EMEBEICEY HIREB

RGO MBI ENRE ST A — 2 OERIFEE B (PKAS)

FAX ol B [ =

5T R ﬁ*‘ﬂjﬁﬁ;ﬁf@ pig | e S T
1E 8 4821.35 1558.49 4570.89
(n‘;_[ﬂsg‘i) L9 9 4482.28 1587.80 4276.95
H A 8 5947.60 2461.76 5543.07
1EH 8 1044.74 347.55 954.47
(nggzi) (90 9 1088.77 223.40 1070.48
T 8 1160.97 357.94 1114.89
1E 8 1.43 1.86 0.96
E:r) [ 2955 9 0.84 0.26 0.80
T 8 0.95 0.32 0.90
1EH 8 14.97 4.58 14.34
513 0% 9 15.37 8.46 13.70
H A 8 17.08 7.79 15.72

RSRERREOEIEE X, A7 ) —=2 7RO BHARANFRERIRIERE (GFR) #EXOHEE S b GFR
8 (eGFR) 1223, UTO LBV LT,

« B 722 B H%EE © 90mL/min/1.73m? LA |-

- BRFERSBEREREE ¢ 60mL/min/1.73m? LA _E 90mL/min/1.73m?2 A7

o AR REROEEREREZE © 30mL/min/1.73m2 LA _E 60mL/min/1.73m?2 R:jii

Q@ EEBHERERE GLEAT—F)

EHEREDOFEE N R D 2 ABEIRIFRE A 777U 7Y 100mg & 28R RIRE D& 5 L7
x|, HEBHRERERE B8 H#]) O AUCl MK Chux DREMTFEEMEOL (90%FHEXH) (X,

IEHEBHERERE B ) IR L T, 2R 147 (1.12, 1.92) KO 1.05 (0.85, 1.31) TH-o7-,

—J7, 20 K720 ORF 7V a— 2Pt R, BB EREEE T 49z (R—X T A M K
lg) THHTDITH L, HEEBHRAEREEBRE TIIH 128 (R—2 T4 Ul : F2g) THotz, ¥

Q) FritseEE RS
MER e L
<BE>
EITYVFF . BEAT—F)
WA FE AR RERE 3 B3 (Child-Pugh 7038 B, 227 7~9, 10 f5l) &> ¥ 7 V) 7F > 100mg HA| %
ZERERFREEIRE O &G Lz & &, AR A (10 #]) (23925 AUCoe KT Crax D[ F-H1E O L
(0% MEHEIX) X, i 1.21 (1.01, 1.46) KO 1.13 (091, 1.42) THhHot-, ™ EEFFHERE
[EE % (Child-Pugh 238 C. 2 =7 9#) TORRKRERIZ/A W,
ATV ouYy . GEAT—F)
s EERTREREFE E A (Child-Pugh 2338 B. A =227 7~9, 8%i) 124 7T 27U 71 100mg EH|
ZEIERFHERE O G Lz & & AR (8 f) 12k3 25 AUCe XY Crax D AT EHIED t
(0% IS HEIXI) X, i 1.25 (0.94, 1.66) KT 1.27 (0.93, 1.73) Th o7, ™ HEEFFHERE
e (Child-Pugh 2% C. 227 9#) TORRKRERIZZ W,

H) ABNOABENE I EARI X7V SF /47770 7Y 50mg/50mg TH 5,
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VI. EWEEICEY SEB

() kA
MER e L
<BE>
EITYVFF . BEAT—F)
fREE el (65~80 k. 16 4]) KU mimE (18~455%k, 1241) Bz %7V 7F L 50mg
A2 ZSfERF R OB G L7 & &, FERIE ST 2 ElE O AUCow Y Cuax D 8T FH)ME
D (90%EHEIXM) X, 2 ZFH 1.31 (1.19, 1.43) KO 1.23 (1.04, 1.46) Th oz, B V7T
I v A A E G TSRS TR T 3% FLTWnE, ™
AFZT7)7avy . WEAT—)
e mlng (65 mlh b, 25 f]) ROFERE RS (18~45 ik, 24 f5l) BRIATZ7 7 ) 7y
100mg HiAlZ BRIER NG Lz & &, FERE BT 5 mEn B D AUC24n KT Coax D5
PEEE O (90%FHEXE) X, FhEh 1.21 (1.06, 1.38) K1 0.99 (0.84, 1.16) TH 7=,
—J7. M kT D s LMD AUC o240 TN Crnax D ST FEIEED L (90% M) 13,
FNZEN 145 (1.27,1.67) K125 (1.06,1.49) ThH-ol-, “

) AFlOARENZ I BARBF X7V IF o /477 7) 7uPr 50mg/50mg TH 5,

11. ZF0fth
LR L
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I 24 (ERALDOEEF) ICEISER

ERNBTEEFNOER
EIN TV

o
D@

2. BRABRLEDER
2. Z2Z (ROEFICIFESLAEWNIE)
2.1 RHN ORI 2 xE UBBOE OBEERE D & % B
2.2 HIE b— A, BERFMESIE IRTEME, 1 BUBEREOBE [BRE A A 12k D
LN R IMBE D JE IE NS & 72 D O TAFIOE 5130 S e, ]
2.3 EIERYE, TR, EERIMEOSHLEBE [V AV U EFIC L 2 MBEE N LEEND
O TAHAFOF 51T X 72\, ]
(fifEson)
2.1 RBIOFDES THDHLEZ TV TF o, A 7770 700 ROARNZE N5 RN L
WBUEDOBEEREO & 5 BE G Sh- e, TVAX—EREZET D rREENAREL, va vy
7 78 EOEBREWER NSRBI T 2 /RN H D 2 LN DRE LT,
22 EIES b—U A HERVERSEESOIRTERE, 1 BUBERIE O BE I LCE, iR A O R
N KB IRIRIR N MIA L 72D Z EINLRE LT,
2.3 HIERYYE, TTRI%., EERIMEOHHEE T, A VAV UIEHHIC L D MBS FRE LT
HIEMOLERE LT,

3. MEEXEHRICEES HITELEEDER
V. WBRICETZHE) 22452 L

4. RERUVREICEEY SEREEDEH
(V. WRICBET2HA) 22T 528

5. EERERMIELZTOEA

8. EELEAMIEE

8.1 AFIOMHIZHT-» TlE. BF IR LRI IR % OV Ot S\ T35 =
Lo [9.1.1, 11.1.1 &H]

8.2 ARG L, MPHES 2 EHMIcmE TS L &bz, Rz o gL, wickb5ik
DOYBEMEIZONWTHEEEZIL Y Z &, AFlE 3 3 ABRE L THLRIERIRHoREEA. Lo@Eye
EZONDIER~DEFEEEETDH L,

8.3 4777V 7u Nk niE s/ VT F =D ER XL eGFR DIKR TR AOLNDZ ENH
. £/, BHEEEEDHLZBETIITH 7 ) 7F o O EE LT EEN ERH+T 8%
NRHsb, Lo T, BHEELZTEHNICHRET S & L bic, BHGEREREICBIT DRI
blco TR E +olc@BigZd 52 L, [5.5. 560 7.0 921, 922, 16.6.1 Z ]

8.4V H TN TF NTEVAMERNS LONDZ ENHDHD T, FREMRE LW ER., IEr4%
DOHHIERZ S LN T-H AT, BMONCERMOREE2Z T2 L) BFICHRET L2 &,
[11.1.6 /]

8.5 AT T 7 7 ANl K0 RIS R OS2 = L, B EER, ABEHE OSSO
BEWMERIER (T A=x8E) | BUIES O EEREYYEICEDL Z X35, Bl e1T
9 7 E IR R OWE SR O FIEIZIERE L, BIE L7 GA I3 @& 2172 & &bz,
WEBIZIS U CTIRIRE 2B BT 5 2 &, IR K OWESHE S DSEIR e OV O )AL IEIZ DWW T
BEFICHAT L2 L, [9.13, 11112 B H]
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VI. 2% (FERLOIES) ICEY HIEA

8.6 A 777V 7uY U ORRIEMICEVZIR - ERDBAONDZ BB D, £, KIRENH
LI BHZENBHDHOT, WELRKSMHHREIT) XHORE L, B8EHociry 2 b, Bk, 1
JEAS T O RE NRBO SN HE6 13, RESCHIKE O 2@ 21T 9 2 &, FRORKERD
BRI LT WVWEE (BhEORREIHBEDS) 1280 TiE, BASCRERBEMES 87 v R—
VA, ERGEEMEEER, MEELSDMmE - ERESORBFICEETHZ L, [9.14,
9.8, 102, 11.1.13 &[]

8.7 A7 7V 7uP OEABTECHIRT /7L a— 2P EEERIC LY, = ho—
IWREIFTH> THIEBIEATTHL, 7 b=y ADBbobiL, 7 R TV R—VRAIZEDL D
ERBDD, FELOVIMPED EFE2EDRWEAERH L0, UTORICEETHZ L,

(1) L - g, BAEGEE, M85, WER NG, BRI, MR EE, EEREEEOERDFED
LNTHEAEIICE, M XIRF 7 P RNEEZ G REEFET D52 &, BRENRDO LN
EEACITEEEFIE L, @WYRMEEITO Z L,

) Bz, A AV U BUWREDIRT, A4 > AU CRFIORESCH (k&5 7fEE IR, &
FEIAR, BYPGE, BAKEEIBEIIEZY b7V R—V A ZRE LT WO T, Bl8s
+43c T 2 &,

Q) BEITHK L, UTORERET L &,

7 N7V R—UAOSER GELO - IEM, BAREEE, M. mEZ2 0B, Bk, MR
. OEREESE)

T NT YV RV ADERPRO NG EICITE BICEEKEBE <275 Z &,
cMBHENEME TR E BT TV R—V ARKEHL Y B2 &,

[11.1.4 2 &]

8.8 A7 Z /7 U Tuv it RPNV a—APMEEER 2B T 5, HERINEE, R, ZR®D
VNEIRFADIER 2 2T 2 BEICB WL, TORREELT D & & MBI TORKEEZEET
HT L,

8.9 A 777V 7u VNl LAHEKEBOPEE SN TWDTD, BECKERICEETDZ &,

8. 10 IRIMBEER AL Z T2 & H DT, mPT{EHE, HEEOEEEIZEFE L TV HEEITERS
THEEIEEET DS L, (1111 2]

8. 11 AH| L OB RSO G IZI T B L2 BMITMF ST,

8.12 % 7) FF o L GLP-1 ZRKEFIEK TG GLP-1 Z/EZN L- s FTIER 2
LTW5b, Wiz LB OBRRER G X7 < . AIMER LRI MHEZR STV,
(fiF7L) * (fif3) OF SRR SCEOEF SR

8.1 (K MBE R BRI R+ D AN AREEFHEL LT, AFIZHEET28BA121T, B LK b
JEIRSCZE DXL FIEZ DN TH BT 20 ERSH D 2 ENHERE LTz, IRmEEDAER & LTI
SHOX miTF, BE R, WOWVWDEEERO LD, ZOL D RIERR S L b -GEAI.
WEZS0RM BT 5708, WY ziTH>2 b, 2E L, e va v —BHEA LD
PRI & 0 RIEHER RO BN BA/IT T Roizir 5452 &,

8.2 MEPRIR IR D — /i E B HH L L CE LT,

83 A7 7V 7ur DENBRRBRTIE, A 777V 7ay g5 2%, bThe—@tto
M7 v7F =0 EHXiE eGFR DK FR&A LTz, £z, > SGLT2 [HEZK ORI G AR
BChH, M7 L7 F=200LEH L eGFR DK TR A LTV D, FE A DB EREREE B &
RGN, B 7V T F 50mg HEE G RO KM ENE A MRET U723 Tl HEE OB ERERE
B, EE OB E DS K OUIR BTSN E R KB R BT TIEv ¥ 7Y TF o AUC
WENTNH 2.3 5, K 38 EROK 45 5 LR Lz, &7 U FF U 3FITBIE» S
L7, BHREREELS AT 2 BE TIIAA OIS EBIE L, % 7V 7F O RED L5
T H AR B D,

PLEDZ E0s, KEFGIIBEL CHIMICHMET S & L b, BRREEEREICBITSIE

FIZH Tz > TUIREE BB T HIVNEN D D T2 DR E LT,
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VI. 2% (FERLOIES) ICEY HIEA

84 V7 VT FUOHRZICENWTAMERPHRE SN LD, FEFHEZTH L, 2%
R ORHARER T d 2 Rt 728 LW, TREZER H S b 548121, #e M ERTI D242
DL ICAFICHEETALERD DL ENLRE LT,

85 A 7T 7V 7Y OIHERIZ L ARF 7L a— 20NV, PRI YL & OV 2
ez = L, BEER, SMNEH M OSEMOBEMMEE (7 =281 | iESEOHEE R
BUSEICELBEND DD, A 7T 7V 702 OENE /ARG R SRR T, MeasmyuiE | o B
THEEFRRIT TR AT, A 77270 7 D0 HTRAEENEL ., BHEL Y Tt %
<BOLENTWD, LER-T, AFFEFIIT 0Bl 21TV, RGN O RY 2 FE
L7l 2 AUE 2479 L & B2, REEIZS U TAKIOIREZ BET HLERH D, F-.
PRIEIEGE K OMEZREGE DIEIR e O DXL 5% BB CHAT BN HH Z ENHERE LT,

86 A4 777 ) 7Y SGLT2 IZ X B 7 /v a—AFRINZEST 5720, JRP 7L a— Akt &
DN L0 REBEN EF L, BBEFRICE > TRENE 2, (KB EL KIETBFh
Wb, IR, HRZRL, BAKEREZEZTBZNARH D Z 06, REIBG 1T 0EKRED
BEORELZBZ L, BA, EKTFEORENEBD SNHAITIE, RECMHIES O Y) 72 4L
BEBEITOMENDHD I ENORE L, DBEREICER L, EERKIMEEITO Lo, BFEIC
B35 2L, BEMITKRKRERD Y 27 267 5BHTIE, BAKOBERFES 87 R—v &
BRI A E BERE, I E A G deiide - BRIES 2 RRICPIS Z EBKRUITH D, FRZ @
FORRA OO RN O K TRENZ B 2 N EEEESRE . TH - IR0 H 51z ha—
NARBOBRE T, +RICEETLZ L, BERERITREICL VA EZRNLT VD, BRHIE
BEiaz L,

8T A 757V 7u  OEAKTETH LR 7N a— ZHEEEMERIZ X v . ISR A Tk
UIEIA &N+ 5 Z &b, KERDICIZ Ty FARRHEINT 2821 nH 5, AFIEGH
Wi e — VR BFRGATH, RPN ARSI b AR AR L, 7 b—
VANRBLDIL, TRV R=YVRCELIBENRH L LD, REFICEITSEREL, &
O - NEME, AAREGE, M. B 0V, R, MRS, ERRREES RO DN HGAICIE
MAEZEMBL, BRESBDOONTZHGEICIIERGZPIEL, @URMEZITOLERHD Z 0D
BE LT,

B A A U WEENME T L TVWABREETIE, ¥ TV R—=V 22 RB LT Vo T, &5
THEITHoERE L, RESROONZSGEIRGEETIETSZ L,

Flo. I RT Y R=U AR CGEO - R, BAJE0R, M8, WA 0y, B, PR AEE,
EmEES) N LbNEHAICE, HONCERMOBREZIT D X H)ICBEITHRET DL Z &,

8.8 HEIRINEE, MIR, ZIRHDVIIIRADIERZ RT2BETIE, A 777V 7P ORhEN+
STCHETERWATRRELRH Y . TOEREEET H & L bic, ORI HE TOREE ERE
TOMENHDZ EMNBERE LT,

89 A7 Z 7V 7 OFGIZEHEEBAIL, R 7L 3 — R PRI 2 IRFBEFIIRIC X DK
SRR & RNICEREEND I a ) — DR EE S BRI B L Wb EE X LND, K
Flge AL, EWEOKRERICEETIMLERHD ZENDRE LT,

8.10 AHIF G IFIARIMFE S Z 26203 H V) . ARMMBEORBUIEITERE, BB ERF L
KIFT D, EEFHE L TRE LR,

8.11 AH| L DB R EZ OFH L-BRRER 2 i L T2z, 2 oIz >N ToR
EMIIHEL SN TV RN ENBERE LT,

812 v X 7' ) 7 F & GLP-1 ZFMIEEIITWV T d GLP-1 AR EZ N L2 mbEE TER 2/ L
TW5, A#lE GLP-1 ZRKIEENE 2 O L 7-FERRBR 2 £ L TWhanizo, ZhbDfH
WZOWTOHEIER OZ 2T S TRV ENBRE LT,
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VI. &£% (ERLOIES) (I HEB

6. BRENDERZATIBEICHTIEE
(1) AHHE - MEEFOHLBE

9.1 56t - BEBRZEOHLIEE
9. 1. 1IEMm#EE#RE ?%%h@&éMT@*%X@&
- M T EEARERE B pkRE
-*%TEKM\éw%o\m%%\\Kﬁ%ﬁﬁ%ﬁﬁ\ﬁ$ﬁﬁ%@xﬁlmﬁ%%%
o« I LV A E)
CBEOT L a— LAERE
- g
[8.1. 11.1.1 Z/&]
D 1.2 EHFHOBERIGHAENERFOH L EE
VETYVTF AL VBHESRZTRBENARD D, [11.1.8 5]
9.1. 3 REBREE., MBRBREOHIHEE
ATZ 7V 7Yl X EREESELIBENRSH S, (8.5, 11.1.12 5]
0. 1.4 lkEZRILPTVEE (MEaY FO—ILAEBHTRBRDES. SE. FIREGRSE

%)
AFF 7V 7aY OMBERICEVRAKEZE.TBZRANH D, [8.6, 102, 11.1.13 &
]

(i) * () OB SR CEOEE SSRGS

9.1.1 BERFIBEIZEBN T, ZNHOBFE UTREBIZERMELZEZ TBEnr HHZ &b, —iK
MREEFEE L THRELE,

9.1.2 S FMOMEEXIIHGHAZEDOBEEDO S HBETIL, 2 7V FXF ULV BA%EER T8
ENRHY, INOLOEFITITEREICEGTAVLERS D ENOLRE Lz, B, BHAZEOY
HUER, AWEFEICHOWTIE TERZEWEH ] OEESRTHZ L,

9,13 A7 77V 7a Y OERKBT»OEREOIEZEET D AREENH D, IR R O
RO H B BETITERZEASIEEIBENNRDHY ., CNOOEFITITEEICERG T HHLER
HDHIEMNBRTE LT,

914 A 777V 7y rOMRBIZEWNT, BAKKERENIZS] < IMEZEZ & e fte - ZEfE
ENRESN TS, 2B HbAle 28 10% & B2 512> b o — L3 TR B2 B
RFEM E < L BEBEFRDE Z 00T VAREE) | @l . E7oRIRAIOF B % ORI &8
ERILPLTVAEFETHROLNTEY, ZRAO6OMKERZ LT WEETIIHOREBEOT
HEICEGTI2VLERS D Z ENBRRE LT,
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VI. &£% (ERLOIES) (I HEB

Q) BHeEEESE

9.2 BiaclEE RS

9.2.1 EENBEREREETDHLEEXIENPORABTLTLESE

BHELRWZE, A7 T 7 )7l ORPHFETES, £ ZHLDOBEIIKHT LY
27V TFUORREGEIL25mgl H 1RITHS, [55, 83, 16.6.1 ]

9.2.2 FEEDNEREREEDHLEE
BHEOLEWZEEICHN T2, A 7770 70 OERTSITHE DIV WA
NdbH, [56, 7., 83, 16.6.1 ]

(fiAEs) * () OB BIXIRM SCEOEE SIS
9.2.1 HEOEKEREEDH L BE UIETFORMERLBETIE, A 77270 70T 0RR
D CERNZ L, Fo, VX7 VT FUoORRKEGEN 25mg 1 B 1EITHDZ LD,
AFNIOMERITED TIE AR, AN RSNV INLDBEEZEEMET 57 DICRE LI,
922 VX 7V FFUXBEYEMM ORI TH Y | BiRElEEZ G0 5 BE CIIAKIOFRIR S T
bHVE TV TFUOMPREN EFTHBZENARHL L, $TATT7 7V 70T 0 OHF
MHFICHFLNRWATRRER S D Z b, TEEOBEEREREE LA 2E8F T, BFD

WEABILZ LN OEEICRGTOLENSDH I ENDLRE LT,

Q) FrteEEEE

9.3 FTHEREPEE BE

9.3.1 EEDOHHEREEDHLEE
SETYTFFARETOREA ST Ta D BT AA L. AR AR SR, A
T2 7V 7uY o ORHENLEGERGT AR CEEICRET S 2L, BEOTFERERE
DHDLBELENRIZLTIA T T 7Y 70y OEERRRE FEE L Ty, [16.6.2 2]

(fE3n) * (R OB XIRA SCEOIEE F G
HBEOHKEREOHDIEETIE, A 777V 7ar  OFEHRBRN R ZEMENHES L TV
Wiz, UE T TTFAREROBEINCA T ) 7a Y o BT A5EICE. AR ERE
T AT 77V 7 AR ERHENORGT AR CHEEICEG T OULERHDH T ENLRIE
L7,

@) &gk EETHE
HEIN TR

Q)3

9.5 4T4m

T8 AR L CW D AJREME D B B LMElidA 7o 7 ) 7u P v 280 AR 2 %589, A
VAN BRI AT A, A ST Ta Y 0BEEO#MYER (5 F) Tk RO
IR P R OB N B 7= D BB~ DRI LY . BHRLOIRME OENHE ST
Lo AT 7V 7u 0@ ER (T v ) THRE~OBITHAHREIN TS D, 728,
VHET)TF o OEWER (7 ) T 1,000mgkg/ B (Z 7 T F L DK TORKES
& 100mg/H O 100 fFOBFEEICHY T 5) ROFGI2L . BEWEOKRE, BlRAEK
ORI E DI BROBER MDD bz OWMERD D,
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VI. 2% (FERLOIES) ICEY HIEA

(fi7)

A7 70 7a Y OF3E (SGLT2 HEFH) 0@ FER (7 v b)) IZBWTHEEM~DZE)N
WhEINTEBY, o, 47727070y 0@8WER (v b)) TRATZ77V 70Ok
IRAOBITHHE SN TS Y | s, V2 7V 7Fro@mEsR (7 v ) CTIEERBZEED
100 f5ICH ST 5 HE CHRIEEE~OREERRE I N TWD, KEIZEG L3 X TORKRER
WZBW T & D2 WITIER L CW D AREMEO S LML L2 2 e b | diRF O GIZEET
DEEMEIIHENL STV, L7a o T, B SXUTAER L TV 2 ATREME D & 2 EIcid, AH)
OFGEBRETDHZENEE LW RE LT,

H) ABNOABENE I BARI X TV TSF /47770 7Y 50mg/50mg TH 5,

(6) Z7LIE

9.6 RELIF
FEALLWIENEE LY, BYER (T v k) THE T Y TFrOANF~OBITHAEE
ENTVWD, £72, BPWER (59 b)) TATF727) 7000 DA F~OBITROHAR
DREIEININHI A S ST 2 5D 79,

(fi# )

M ER (T F) ITBWC, YHTVTFUROATT77 ) 70 OLHF~OBITHR

LENTWVWD, £, BWER (v b)) IZBWT, A 7770 7a v i X aHAEROKREREN
PR RE SN TV D, V70 REI TR ~OFEARBRS 2 BEENRHL SN TR
e, ARG R ORIIIRET S Z ENEE LW ORTE LT,

7)) INRE

9.7/NR%
ANV 2 b B b U T R EBRBR 1T 52 L TR,

(fifE )
INREZ R UTEERRBRZEE L CE67T ., ZEMLOEIMENRHESLL TWARWNWZ &b
E LT,
8) mEE
9.8 SN E

BEDOREZBR LN LEEICKRG T2, —RICAEHBENMETL WD), Bk
RAETLTWD Z N, ERBAIER (N7B%) ORMBPENDIREOBENLNH
%, [8.6. 11.1.13, 16.6.3 =]
(fig3)
— I E R E CITABERENME T LTV A 7D, BHEENKTLTWIHAEREL, 0D
B EEHRT LIS WD, BAKIEROBHPDENDIBENLRH D, BE AR ZEST 5
A, BEORELZBEZ LN OEEBICEGTAMNENOLZ EnbRE L, ( TVIL 3EY)
FREICE HIEA 10. 3) miE | &)
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VI. &£% (ERLOIES) (I HEB

7. HEHER

10. MEEH
DETYTFY
VE T TF AT EITEED DAREAIR L U CTHEIES AL, Z OHEICIX BRI 72 IR AR 23 W D
BG0Hes x5, [16.5.1-16.5.3 ]
14735702y
AT7Z77V 73 EL LT UGT2B7 LA 7 v urfgfab e zids, (1644 5
i

(fiF7L)
VETYTTFUEEICEIBR TSI D, In vitro RERT, X 7V TF 0L P-FEX NI EDOR
BThHY, PHEL NI BEENTHLE T ) TF o OliklIy 7 n 2R oL HESAT, —
Ji. vETUTF UL, S00uM DIREE T PHEX LRIV EENTHY IX T U OREARE LR
Mot-, 2B, B b TOEYMAEEHARRTIE, Y27 aAR) LBV 7V TFF o707
FUADKTIZRO b hodz, F7-. invitro REBRICBWT, VX7V TFFUINIHFEHET =4
kT AR—=%— (hOAT3) OIETHY . hOAT3 2N T 547U 7F L DORIARIE, 7
XV R AT a7y, TaeIR, T2/ 747 VI XTIV A HRI FERDY
AFVUTHESNE, -, VX7V TF 0, hOAT3 20T 53 AF VU ODEGARIIHK L,
FWBHEEMZ R LT (ICs : 160uM) , ZDOZ b, 27U 7F 0 OBYEMIZIE hOAT3 (2
X 2 RME W DB R X Tz,

A TS 7Y T7aPAlONnTIE, B MFI 7 e Y —A kOt b UGT BHER Z H W2 in vitro i BRI
BT, 4777 70 ORBHUCE G T DBEFE 2 MET L7oRE R, UGT2B7 2 ERHIEESR & & 2
5L, UGT2B4, UGTIA8 X TF UGTIAY b &G4 2 Z &avmme sz, ( VI FEWEREIZEET 5
HHE] )

) BtHEZEER L FDEH
BESHN TN
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VI. &£% (ERLOIES) (I HEB

Q) BREFELEDEH

10.2 AR (BFRICEET S L)

A A B
ANTR= T LT A

FT YT RIRA
7T A RREH

a-7 Va2 —PHEA]
BNRA o R 4 WM
GLP-1 S A RFEh 3%

Lo BRlT, AR A
AR = T LT AL ER
A ARV oy R XX
GLP-1 A RMEENEE & R
LA, IKIEED U R 7 348
MT D7, ZiLb DA D
BWEERETHZ &,

A4 5 B RSE IR - FEE 51k Ky« faBRIA 1
BE PRI 3K BRIEORBFICEET DA 2 | BERFBHIK (Ko, (>

A2 BIHF AR =L
LT R, R A
U 2o M E R S GLP-
| ZREBIEHIE) & off
RRRIZIE, ARF o i %
TERA®MP A Z LTk
V. RfEEO Y = 7 e

® T 2 U RAEEESR I E A
74T T — FREAE

THZ L,

[11.1.1 /] MT5BFNNH D,

MR TVEH 2 #9R9 2364« | 2B EAREZHAT 28 | ELER EOFHICEY
B-2lE [ir K ATiE, MAEEZ OMEE O | ik E T EH A HE S 4
B U F LA WReZ + DB LR ORE | DBZNWRH 5,

IE R 1E A & 96k58 9 % Z5A1

FERLERA L AR 2 F T 2 5%

FEFREEAI L DPFHIIZ KD

[16.7.1 /]

D YA O EhREA
DI LT & OB,
HHOT, WYRBEELTD
Z&

7 RLFY AT, MEEFofMBEFEO | MR TERIEE S
B BB AL v REEZTDBERLEZNOERE | 2BFNRH D,
R IR AR LE 2 T5Z L,

FIRVER %283 5 364 - ERER A7) 7uy | ELEFEEOERIZLY
JL— I PR3 YOOI Y FURERD | FIRERAPHERIN DB
YA T A RBF R WENZAONDIBENRLD | FInd D,

[8.6. 9.1.4, 11.1.13 =] 7=, I CRIRIED A

BAWBTIREEET S
ko
vax VE TV TTF U EOFAICE | #FEARH

(FFt)
O VSEREES

TERMSF O B 72 2 BERB RO L 0 bR FERASHRMBIZHEE IR BTN H 5,
AHN L OBERIFFE, FRZA o AU B ZVR= 0T LT HISOTHNE A 2 2 5r U
RERZ AT 2561003, ZNO0FEACLHIEMPFEORBICEETLIVNERH DL L, F
TeATZ 7Y 7a Yl GLP-1 ZFREEEK L OFHRBRICEBWTHIRIMENSEO Sl &
MHERE LT,
@bk T VEH % #5a 3 2 3854

IMBERE VR 2 88589~ 5 3841 & ARHFI % OFH L72BR o bk FER OF — 2 135 5T nas,
MBERE TR R REND Z &2k v, BICMENME TN 5, KH & T 58
AT, MEECEEORELZ IR LR LR E5TINERH L ENLRE L,
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VI. &£% (ERLOIES) (I HEB

@MbERE T E M 2 Jss 3 2 FEA
IR T AE I 2 555 3 2 3641 & AR 2 OF ) L 72 B o bR TAEH 07 — 2 135 B3 TH RN A8,
I % T AF 2 055 3 2 3541 & AR &2 DR L7556, bR FERNBE S Z L2k,
MAFEA LT DR H D, AF L AT 256101, WIHESCEE OREEZ 3 B8lg8 L
RINOEGTHMNENSHD Z ENOLRE LT,

@OFRIEH %7 2 35
FIRVERMZHT 28BN A 777V 7a v roftfick v, FURERSBREIZZR BTN D
Do AAIEPEHT 2561, BEIDE U THRIEAZE T 28AOH &4 HEST L LERH
HIEMLRE LT,

O A= e
HEZYTF L 100mg Y AX Ty 025mg EOFR S L EREERBRIC W T, vaF Y
> @D AUCoo4m KN Cnax BTN EH LTz (ENEN 11K 18%) L o@wERH L, =
XV UATIRRIB DRI TH D70, MUNBEEZITONERH D Z ENDRE LT,

) AFlOARENEZ 1 BARBF Y X7V IF o /4777 ) 7aPr 50mg/50mg ThH 5,

8. ElEA

1. Bl¥ERA
WOBRWERRS LN ERHDHDOT, BEEH5IITV., REPROONGEICIIERE
BT 5 L EEITO 2k,

1) EXTEIER & MHASE R

1.1 EXLEMEA
1.1 1 {EmwE (BEEE AR
RIPERH SoNDZERNDH D, VX T VTFo e AY VBIAIIA LT =L LTl
E OO CEE ZRRIMBEER 2 & &b, BikiEKEZ KT bHME SN TW\D, Kl
DRBDOLNTHAITE, WEZ2EORMEZERT A2 EMUIRAELITO> L, 72770, o
TN ayZ—EHEAE OO I LV RMEEER SR O b5 G LT Rukiz&kb592%
Z L, [8.1, 810, 9.1.1, 102, 17.1.1, 17.1.2&M#]
M1.22a3av9, 77745F 20— (WTINHHEERH)
11.1. 3 FFSHEIERRfEIZEE (Stevens—Johnson fEIREE) . RIBMEREX (Wb HEEARH)
111 A FFREREREE . &E (WL HEAR)
AST, ALTZH D L\ EH 2049 IFgGERE, HERb bbb Enb 5,
11.1.5 AUERES (HERY)
11.1.6 SMER (HEARH)
FREER 723 LW, RSSO RE NRBO O NGEI3# 52 ik L, @Y e 0@ %217 9
T, VETNTFUDOWENDBREBEICE O T, HERER UTEREMEER G S
TW5, [84%H]
1.1 7 RIE MR (FE R
WK, PR IAIEE, REL, M E O RE (REE) ERROOLNHLAICIE., #HOITHE X
. I CT, MG~ — W —50RELEMT 22 &, BEMEMENEDNZHEICIIRE%
kL, BIEREFRLVECFHOREEOMYRNELZITO Z L,
11.1. 8 BZRAZE (BHERH)
O, IEEE. Rt T 2180, RSO RENRBO b GEE TS 2RIk L,
WY R ALEAEITHY 2 b, [9.1250]
1.1, 9 HERERAARAE (BHEEARE)
PR, B, CK 5. Mk ONRF I A7 a vy B2 R L+ UG RER & &
bbb endb b,
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VI. 2% (FERLOIES) ICEY HIEA

11.1.10 m/hRiE A (BEEEARBR)
1.1 11 EXAEE GEERH)
K, ODBAERDLONTELEIZIE, KEREEHR L, HEE2PRILT 257 EE) e
BITH Z &,
1112 BR2E%, NERRUVREBOREEHERX (TIL=TFE) . BROE (W THbEE
AH)
HHRER, SRR A OSEHOBEEMEMRIER (ZV=80) 2d 6o, BinE (BumnfE
My av a8l CEHZENHDH, [85, 9.1.35M]
11113 Bk (BEEEASE)
A8, 2R, HR, MEKFESEOERND 5 OKNEDN S HEI2IE, IRESLCHITRESE D
WY REEITH 2 &, BAKICH & gL S e mie - FBARIES 2 B LR HE X
NTWn5, [86, 9.1.4, 9.8, 102 &M]
M1 1457 RF— R (BEERE)
FRTY R—=3 R (BERIFMES R TV R—3 22 8T) BRbbbhdZ endbd, [87 %
]

(fiAEso.) * () OB SR SCEOEE S5
EWN T L7=AF O 3 SOFEMFEEKRABRBGELE N2 7 TF RO T 77 ) on v
DR CEICE DY TRE LT,

1111 1, WAIOWMCEICEDLE TR L2, 1113~11L1L11 X% 7V 7F o ORMACECE
DETCRHEH Lz, 11.1.2, 11.112~11.1.14 1%, A 777V 7a v ORMGEICEDbE Tiidi L7,

Q) TDHDEIER
1.2 ZD D EIE A
5%LLE | 1~5%FKii HE A B

TR R E FEED F N REGEHIRR, BERIIE = 2 — oS
F— . PED E N, T

MR OV S 21

R pes BEPRFEREISTRE . RIS EIE O B ARG IE

H R Ok [ElHEE ¥ 3 U

Dol SRS, ORISR . B

NGB SR K OVERR ERGEO R, ERGERRY

i

JRYLSE EEs . SMRERIE D U A NE, SIATESS . AN
I

TR B O b= b h— 2

H G JEE A (HARRRE ST | EEs. 8
Fi. bREEE . L. L. S, HRYU —
7OEE, EREEE, b AMEEE, HE
2. HEEWEMRA, oWk, TR, BEE

FFF B3 S fes 2 IFRgRE S RENGIT

B R ONR K e R SR, RERA. BREAE

AR OSLEREE Ra 7 5 PRI

R R OVRE T i b RBH B | AT, ZITHE. CAKBY |
RIS, MAATHIE, # 9 FeiED - S

1558 s T OV A LR BAfR . ARPIR. PUMGR. A5 E09%. RS3PE JE

fig = ERE, AR
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VI. &£% (ERLOIES) (I HEB

B REE RO G /T iz} Zelg, VRIE, RV, RER . BEmEE, B
BiE L

15 B SIiINER

ke R A DR T EIRERD . T, ARk

b ~ETBEVED, ~~ b7 U RMED,
FLERECE AN, ALT #4010, AST #4A0. y-GTP
i, M ey e, s LDH #0.,
CK #in, =z L2 a— L, 4R
BN, M RZFESE, M L7 F = N,
M= R b R E Y RE M,
U ZUEY RN, RPEABEYE. RE B
Rrarsa7 ) UM R BN 7EF L D
Tat I = F =P, R, JRPT
WNT I/ 7 LT F= . RPN AR
Bk, s b AR, Rt e S m o0
7 U N, SRERN
W) 47770 7aYr0RENHICHEBNSZ S BEL TCND I b, KEIRGHIT 0 eBlglz1T
W TERA RSN HAITEREEZTIET 528 L, KBS U CHERE & H L ClEb 20 E 21T
52 &,
(fggn)
ENTERLZ 3 DOBEMMEERRBROFSMTEEE L, > F2 7V TF 5S0mg & A4 777V
7Yy 50mg OPFAEGHICENT 1% RO ONIZRITER &, € ORBUELICHE T5%LL
b RO T1~5%K0i] OFNZFLE LTz, o, WITENWDLOERED (V2 7V 7F o idA 7
SV T7aYy) OEBRED D VIS SUIENERRBR TROONTWHEIIEHD > B, &
KZBIWERUANOBIER 2 THERE ] OFNIFEHEH LT,
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VI. &£% (ERLOIES) (I HEB

SEEREEFRRREER VERREERE -

ARHFECICERL-ENOBRRRICES T S58MEFRARVEBREEERE &

47U TF o 50mgt

A 7Z 7V 7aT 50mg

&AM S5 220
BIVERS BB (%) 28 (12.7)

BIVER OFELE % (%)

TR R E 2 0.9
BRI AE 1 0.5
fiva s 2 1 0.5
BV 1 0.5
BRYWER X OFE RIE 3 1.4
JEE It % 1 0.5
R~ LA 1 0.5
PR B Y 1 0.5
KRB I UREREE 1 0.5
JliAK 1 0.5
HIGEE 6 2.7
15 6 2.7
BB L UREKEE 14 6.4
HER 13 5.9
R IR 1 0.5
AEFERE L CLEEE 1 0.5
PR Z 5 FENE 1 0.5
KER LUK THES 2 0.9
P2 1 0.5
a2 1 0.5
FERRR LUK AHEBRES 2 0.9
RES 1 0.5
B R AR 1 0.5
—f% - 2HEER L ORSHAORE 6 2.7
1) 6 2.7
R RE 3 1.4
MERT 1 0.5
RERED 2 0.9

(") [R—EG TEEOBIWER A FEEBL LI a2 & T
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VI. &£% (ERLOIES) (I HEB

9.

10.

11.

12.

RERERRICRIZTEE

12. BBERBRERRICRITTEZE
A7 7 7a Y OERERFICEY . AR A IZRES M, i 1,5-AG (1,5-7 > & Fr
Ty =) EEEZRT, R, E 1,5-AG OBERZEIL., iz fo—rosE b3
SR A AN

(fiR)
AT Ta L OVEREFETH B RN 7 o — 2 PEHEEERIC L 0 . Rt 2R, =
7o I 1,5-AG EIFRFEPEM O BE Z 1T 5720, AFIRAFIIZMIE 1,5-AG EMEE A2 R d 2
EMBZOND, REE, M 1,5-AG 1THEIRIFIZE T 2FIRFER O 72D OERRBRAE 7223, AFIR
HABFIZIZZN 6 ORIERENS Mz ba— L2 T5 2 ENRTE RN, EENRLER T
EMBRERIE LT,

BERS
13. BEES
13.1 L&
MBI LD Z 7Y FF o oBRETLTNTH S, [16.6.1 W]
(fisi)

VE T TT DU TR RER EE & ot G I M L 72 FE AR BR IR\ TCL MR BT 3 B A K 1)
BRSHRE CHRG% 4 O IMKSBITE 3~4 BRITTo B> &% 7 FF o OFBIIR P ~DR
ERIT 135% ThHhotz, VW ZOZ EnD, WBERGRFOIMAGENTIZ X 5 AFIOBRESDFRITIL &
EZEZbhb,

HAEDEE

14, BRLEDIE
14.1 EFIRFEEDEE

PTP 25D IEANL PTP > — D HO L CIRHT 2 L 5 E 9252 &, PTP v — hOFAMKIC
L0 RSN BRI AT L, EICIX R A RS 2 U CHERR IR A A oo B e A BRE & OF
BITHILENDH D,

(fiAEs)

AAKNZIE Press Through Package (LLF PTP) al#A & 20T, HIEFE 240 5 (CERk 8 43 H 27
HA) RO 304 5 CERE 8 4E 4 A 18 HAF)  TPTP ORARCHHICHOWT ICL7=An-> T, EEHE
AT LTz, $ERISH 7 EAKID PTP o — FOREIK, T2 bHHEEN PTP o — k2 b 3K 4
DHET, DEIL7my— b D LTI BA R, WS EABIEREA~TIA L, FISIXE 2R L
THEBIAR DO BEELRAEEL R T LV IIBRMEENRE SN TS, 29 LEFEREFZ
O, FHIZAMARFHZ PTP > — b H L TIRHAT 2 L 5 B ICHRET 52 &,

ZOHDIEE

1) BEERERICE D < 1HF#R

FEESH TV RN
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VI. 2% (FERLOIES) ICEY HIEA

(2) JERREREABRICH D < 1HHR

15. 2 JEBRFRERBRICE D < Bk

15.2.1 MERET » M2 &2 77U 7FF 50, 150 T 500mg/kg/ H % 2 AFERIFE A &G L7223 SRR
BrClE. 500mg/kg/ HEEDRET » MZIBWTIHFIRIEL OFRN A OFSBLREN I L, [F#E O "
Ty PMZBWTHRADEEARRNEM L2 DRENH D, 20Ty hoREEIX, FIKT
DUH T TF O KIEE8 100mg/H O 58 fEDIRFREICH YT 5, M~ Ry %7
U 7T 50, 125, 250 KO8 500mg/kg/H % 2 4ERR O &5 L= BN AFEMERBR I, v & 71
7 F > 500mg/kg/ B (K TOR AL R 100mg/H DK 68 FDOIREEICHYT5) £ TOM
BT, WTNOIRZRZEB W TH RGO RBIRIIIGIN Lo 7,

15.2.2 il v M2A 7 Z 70 7 12,5, 40, 125, 250mg/kg/H (250mg/kg/ H A 13D 2
THEM) % 104 BREIKEZOES LA ARERRIZE VT, 40mgkg/ H L EOREKR O
125mg/kg/ A LA _E ol CRIBHEE OB O MIEO R AMEEMARBD STz, 7 v MZA T Z
7 7ua Yy 40mgkg/ B () X% 125mg/kg/H (M) Z#NEROKREG Lzl X OBRERE
(AUCooan) 1, A7 Z7 7V 70V ORKERHESEHE (1 B 1[E 100mg) OF) 10 {5 X1E
1605 TH -T2,

(fi) * (fiF) OB FIXEA CEOHEE SIS

152.1 MEEZ v FONAFEERBEClX, V27V 7F % 2EMROERG LEZEZA, VX7V T
F > 500mg/kg/ HEE (B hod 1 B KRG & 100mg & HEE L7254A . K 58 iFDOIRFERIZFHY)
DOIEZ > MW THARE R OFF 3 A OFBLRENEM L, FEEOHET » MZBW TN A DR
RNEEMLTZ EOHREND D,

—J7. Mt~ AORAFMRBR TR, VX7 FF U R 2EMBROEELZEZA, vE T
7'F 1 500mg/kg/H (B RO 1 HEKES 8 100mg & HEg L7256 1 68 5 OME#E &I )
FTOHET, WTNOEHIB W T H S ORI RTIN L2 o7z,

B, VE 7V TFroBmEERBII T TR T o, £, Ty Mkn T 7Y
%/5mmﬂg5®&5 L0, TEE (IFEELROERF T2z e 2210 BT

T o WO ENE & Z D% DOIFEGRAEIITHEAR DD Z ENRENTNDLZ &b, Ty

bfww%htﬁ@r L BPER R NIRRT A T E TR E D,

wzzm%7/%@#hﬁrﬁﬁf@\47?7U7m9y%umﬁﬁﬁ@ﬁm%%btkzé\
40mg/kg/ H LL R OV 125mg/kg/ B BA EOMET, Il 48 (2 M B S o> 8 A= AR 23 89 0 L 7
&@%u(ﬂ:z}g%é 77)

M7 > N CIXRIBREE OB I I TINE ISR B RFIET H A, FAEBE L NS T 5 HE
HAR & LT, RBZRNER, FHIOLT T ARMBRTWS, ™ B iaEO o
TlE. SGLT2 FHEMEH OfRUES %mf%éﬁﬂiﬁm_ﬁﬁﬁw/WAWW@%m#Eﬁﬁﬁ
EEZ DI, MBI AT LD EH A LT R E M RE O TUHE DS R IR L 727291,
7y hCHARET IRIEMEOBAMIENSEM LD EEZE XL TWVD,

N v?x%4x&0thfiwwva&W@%M%&ﬁﬁa@%#%E%%E%&@Lf
b BB OB EANIES A TN 2 ERHE SN TND Z EnD, Iy T AOWIUEN %
L 7= Bl ’ai/éi BRI ZEACIZ T v MFEOBIG EEZ DTN D, ™ 8

¥ AFOARBINZ I BABFS X7V TF v /A7 F77 Y 7P 50mg/50mg TH D,
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X. JEFRREERICRE 9 5B

1.

PR & M O PenH (& SN
DIEFE) )

G m, Hial)

AR
(1) EZH R ER
[VI. 3Eh3EPRICRHT2THE ) OHSH
Q) REHFEHER
AR L
<&E>
SERTYTFFU
1) PIEMER ISR T B A
) FE VB
RERIEH (M. Bty (2 HARER) FEBRAE R
K hH5E) T
R R ISR B 1EH
: BEREHLZR B R R
(R—Lr—UNBLE, N Sk 20, 60,
KU ITHBEROA—T (HEHE. 10) 180mg/kg BT
74—V FELE, Ao xtd ? (o, Hial)
DS, BORE. BAME
K OMAIRAIE)
1T B S OV O il FAR 1o 28 SR
REVCXT T A 1EH
A M RE B SR TE
B, R HEBIHHAEME. B (. 10) (&, HmE) e
EEE, TS, B R
TEA . R, ) B8R K OV3E
)
2) WO - ERERICHT B4R Y
B FE R
PBRIE H (ME. By (2 55 0) PRER AL IR
E¥ 5 &) !
MR s RE Lz 5 B EH
CRETVFAES T T 44— S5k 20, 60,
G SRR Y <w/@ 180mg/kg F L

hERG (2 %3 2 i o 5 2R B
FHIREA
: whole cell patch clamp 14

F v A =—AN
LA B — PR
Rk CHO-K 1

AT T EAFHE (ICs)
147uM
7 > EALEE (ICs)
117uM
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X. JERRERAABRICEHY SR

ABRIE H

EEZEE
(M. Bty
w5 E)

Feh-i
(Fe 5L

DL ERERE ST 2 1E
T L AR —iE

A X
(MEHE, 4)

2, 10, 50
mg/kg
(#E . HA[ED)

50mg/kg :
RS SRS EE @/ EEA: 11)
945 [al//3 ikt LTS
#% 4 BRI 12729 [A1/4)
FTHNL, BB L%
Be51% 6 FEIC e, 48
Ik & R IC PR REIRE D b
TR JEAE,

2, 10mg/kg :
DB Y PR MIFRIC A
fb7e L, FEHEIRE
QRS @, QT RpE K& Y
D% M IE L
Fridericia QT FHFRIZ/EH
2L,

O B B RE LT 6 2 AR
: HEWE R

A X
(MEHE, 3)

1. 3, 10 k®
30mg/kg (2 HiE
(10 43f#2MF T
HHIRN 5

1. 3. 10mg/kg :
(IS SSNTING & G| R 8
KR LEBEBRNT A —H
W E 72 D AL
oY

30mg/kg :
[I(INESY S QONINE =~ LI NN
A ONTLFERI O PR [HFR
DO TINRIEE,
D ECTHIIE L7 QTe
Mkmz &, hoLEX
INT A =2 L,

IR B RE L2569~ 2 1

A X
(. 3)

10mg/kg
G ORI S ET)

2 BT 15 53 LINICTE RS
7% — 3@ D I E DAL T KON
DB DN,

KRR, INE, 1
M &, iz 72747
VA RIEHH K ORI 5K
T E e N T A — & L
R pH. MK T ATk L
T, MEE DR,

3) BHREICHT SR P

AR IE H

)T
Q6 UEZE 2 o)
#Hi G- &)

BB BE S OVEE AR EL PR IE LS %
H1EH

g X
(., 3)

1. 10mg/kg
(RE. HimD)

RERIR AR, A2 Mg
Vi, EAE PR, mAEd
EREIRE K AR E 5
e RE IO X L TR B
L, MEM, —#ikigonZk
L,
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X. JERRERAABRICEHY SR

4) HIEBRICXT B4R
B FE e
BRI H (M, By (2 HARER) B 5
K5 &) A
BEEDWEN O A MY
s N S X 10mg/kg T F sy WA BT L TR
\ E‘/ﬂ Nz
HERIIC RIS (. 6) G, W) | B L, BEED JRIRE
”Z%ﬂ: MEE I ST,
5 B B S N 6 L TR
AL AEEDN K2 1A <éﬁa) e L B 5% 80 S ET.
) e PR REZ LI BEE S h T,
5) MEBEBERICK ISR
B Fl 1 5
BRI H (M. Bk (&5;%) REE R
&P 5 ) i
1 7 EE 1 OF L/ B R RE 1 T0mg/kg .
A2 R A4 X (K, 3) (#HRA. B MEEE D27 L,
A XA NVA-DVEE
A RF 5 & 72 D A TR T g
_ 10, 100
AR AR R 7 v /SD O o
(R R OFTEY) | G - 6 ) ke 1000mg/kg T L
i hERG 7F ¥ /v 0.1, 1,
(hEEé‘@;ﬁ) %3 HEK293 10pmol/L | 10pmol/L & THM7z L
et (5 B (in vitro)
INIIKEER
,LE
H;ﬁﬂgiﬂ%@; %E ELE Y B/ 0.1, 1, S
- s Hartley 10umol/L 10umol/L ¥ T2 L
?JE[I]EE‘ E%j(it)iﬂ ,2 (5 8%) (in vitro)
T K ONEENEN R
B
1000mgkg & Tl &, L%k, L&
X, FEER O T A5 278 L,
1000mg/kg D H-1% 24 K O* 48 IRfHIC
HEFHREY (AREUBEANE) |
DIERROMES | A=A ¥L \ ‘
(AR, MIE. A | (K - 480) 10, 100, BEBOATS5)7RDY
Wk, DER. WU | CERERET L lﬁgﬁ¢g DEFLIAXRTAHR
¥, Mg A) AR —) " e Co  AUCun
(mg/kg) (ng/mL) (ng-hr/mL)
10 3990 32100
100 36900 363000
1000 75100 1030000
hERG : t | ether-a-go-go B#iE{x -, HEK293 : b kIR VE ik b skekk b
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X. JERRERAABRICEHY SR

(3) TDHhDEEBEER
M E R L
<BE>
VETVTIFU
T MRIEME LI X3 5 1EA
T AL 0 B AHIARICIRTE L2 BRIk v % 7V 7F o OER % in vitro THigt LTz, =D
FE, Y27V TF AL S50uM OREE T, BAE Y U NERKIRE (MLR) UEHURRFRSIZ LY
I T RO IL-2 EAKR IR AZHE L)oo, £, AAR—LIVRAT— Tk
F— Tk (PMA) KROVIL2 Z WA Y 7 o —F iR EAGIEIC L > THEE SN THIFOBITE $ |
VETY)TFFUICIVEES L ol HIZ, URRI Y v BT A K (LPS) IZX-THRES
N7 BHEEEE S, 2 7V S F Ul THREEIN o T, VY H T U TF 2L D invitro T
O T HIITEMACBRE @ 1Cso 1. DPP-4 (295 Kifii & v 1000 504 (Kifi 8.9nM (25 L ICsp 1
50uM HB) mrolnZ EnD, YE T U TF UM in vive THRIEMEIVER 2R &0 2 L AVURIE &
ﬂflo 13)
A A NVA=-VVE
BIEEAR 7 v MBI 2 5ERER (RERD#EE)
HEME SD 7 v MImIE &% 22 HIFAM L CEMAEE L-RIEREAm 7 v b (10 86, &8
T~8 1) 12, @IEMIRAMGE T A 75270 7uYy (1, 3. 10mgkg) &5 WIS IREEZ 1 H 1
[ 30 ARMEROEE L, A 7570 7a Y ofEmER 2B Lz, 2B, EEIRBETHD
WEERICE, A2 ECCEFREZGEE L, 2OME, RIERAMELER 5 CIX, @
BRI CHRELOREZNLEBBEEEORFERBENNBD N, A 77V 7avy
10mg/kg #5-FE1E, WRBEE R L el L CHEBEICHREME ORIEZALEAMEHEE2 K NS &

7 89)

EEFEBAERS Y MIB T34 7357 700 U RERORSICL SHEEER

(A) T30 hn (B) &l 5% AL K5 DR B0 o1 ke
(g) (g)
150 il 207
A o l'_ -3
%1m~ T . ﬁ : =, s
‘;ﬂ ooy . };ﬁ 10—
M eqdf: i i
Bl | 55 Wi 5[
:.:.:.: ‘rl: P
() Leta o :'{, () [eretet
MRl 1 3 10 (mg/kg) M 1 3 10 (mg/kg)
ATZII70Ty AFZFVTOTY

K DK H T 2T S HIOFEE R Z R~ (AR SER O, 7T 7' ) 7 a2 3mgkg B 5HEL 7H1)
HIME BT 2B ES, SIREERGRHCHT 28 EZ%2777 [#: P<0.05, Student D t 7E :
$: P<0.025 () . Williams #E] .
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X. JERRERAABRICEHY SR

2.

SR
1) B 5EHRER O
B L
<BE>
., BhH & s D B E & .
B FE | RS (me/ke) (me/ke) LT A

o | =wx | ®0 | 250~4000 2000 T
4
ﬁ 2000 (i) L. EBWEE T, S, R
- A ey 750~3000 3000 %5 WX D EOEMA, KR, KIEK
+ T. 006 05RE5WY) . HENT
NG
y e, BHRIEFHORA ., RE, KM
— AT, FEWRERR. HHE. MEN. 8
5 | 5. ; N 1000 (i) . | BA. (RIRACE, A, RO ZHE .
S| 77N R 20000 o000 () | R OMPE O TS AL HTH O
) 1B, B RO BAmEESE, (K
- HJRA ST
=z
v ? ;Z % 12886 >2000 WG, WA, FEAE R IR
N
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X. JERRERAABRICEHY SR

Q) REHRSSHHER
M ERR L
<HBE>
YETVTFL
EULZiEEn
b
N 5. T R L
5/ I ((;i;g;;)) (mg/kg/ H) E7RPR
w B h ) T
500mg/kg UL b B EOHEE (1)
750mg/kg VL b : B> FEE £ K OFH X E
75. 250, 2O (H)
~ A 143 500. 750. #E 250 | 750mg/kg : BUN kR (#t 1) | &g %E
(MERE, 30) 1000 HE - 500 EE N O EEON (M) | B
(®&rm) OPERE ()
1000mg/kg : JEC (Hf 5, #E 1) | FF/NEE
JER (B 4)
(ﬁg%; :0) 14 1 20k%§t];80 =180 | 180mg/kg : VlE (HfEKE)
500mg/kg LA E : e (HERE) | JRICK D
RO E (MR | BT (M) | KE
HnEORA () | mEFrIZE b, i
HEALTFNZE, REOZE{ (M
e | NFIREEORN (M) | AR
RER K ONR R O SE AR (1)
1000mg/kg LA - @ i () | HIRIRE
sEOMM (M) | IR R & OR
HZEA IR () . ETolgEo=
T AV ER A e OV o 2 e oD 28
(W)
500 1000 1500mg/kg LA E @ Al % R OB
VAN 1438 w@ m@ P () . FTERAEREORD (M) . M
(MERE, 30) (@m) BEEORA () . MiETo Y 3

Bk GECENM) | DA OZEME, 8
BE R OVRSE MBI () . RO
DONEJE (BERE) | /NI O M i e
K% BHE B
1500mg/kg : ET (1) | RIRAY72HRHR
(M 1, #E 1) . LFEOIEORE (it
4, #E 12) | LA O K LT
(EAWT T ) (E 3)
PR EEAE (BETEMOSER) (K
1) . HAVNEDOESE (1) | B
REVEEER (1 GETEW) ) | 1
B OZEN (M 3)
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X. JERRERAABRICEHY SR

ELZiEGn o -
ﬁgﬁ/ g% (mg/kg/H) (%i;i E7PR,
P (B 512 H)
2000mg/kg : FETC (M 1, #E6) . [HKRAY
7o fRER (ME 3. M 1) . BRIt O
J= (e 13, ME15) | EFAYIR O KR
ST (EAEWT R XTI H)
Z v b 500, 1000, (M 2. #E 2) . TEEEZOWD
(MERE, 30) 14 4 1500, 2000 <500 () . RINZIREEORD (F) | &
(i) () JRANE X GECEosRR)
6. WE 1) . ODAOIELAE, Hif k)
@%@Wﬁm(%)\%ﬁd%®%%
(Mt 4) | BREORBMEE (I 3
(%t@%)) TEOFEN (M S)
2mg/kg VA b iHE (KE)
4 ‘ 2. 10. 50 Omg/ng\J: Vit (0E)
(HEE. ) 14 i ) 10 Omg/kg : EENPEAR T, EED LG, IEA
X u&omm<m%> TR AT S O
(Mﬁ)\%%%ﬁﬁ(M1\ﬁn
L . 10. 30. 100 -
e, o | YR @) =100 | WL
ag a0 | 28| Oy | E180 | s somane : i (i)
10mg/kg : FEIRAY 72 BH ORI 1 5 BEEE 72
RS X H R L T D R 2)
S50mg/kg : IEENMEAS T, EE . IE
S X 27 2. 10, 50 ) A = RO Ry = | L R R~ VA ON T )
(HERE, 8) (®&rm) 7o B ORI PE 5 B 7o RUE 3% & fF
e ok e (M) | REEW
EXIVERE  (MEfE 3~4) | BRI
(1)
50mg/kg : WEENPEAR T, BE OREIZIZAE S
KB X E R e T DM B85
~ X 5330 2. 10, 50 10 PEREDY | EENICHH TR (261]) |
(HERE, 8) () RHEE O(MERE 3) | SEESZ LINEE (MERE

3) . UREBE, WEM:, RN E O R

(MfEE)
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X. JERRERAABRICEHY SR

AFSTY T P

R
(n)

e
T

B b8
(mg/kg/H)
(B 5-#E#)

e T P
(mg/kg/H)

ESAI)

7 vk
(1 it e
£ 12)

0. 1, 10,
100, 1000
(#&H)

10mg/kg/ LA | : BUN @ E5. Bl &
DO, FALIRME e OV S E DIk
. o~ LARER EAT AR o JE K,
AST O L&, BIEEH K TP O S
Ao DN H

100mg/kg/ H UL b - B i & % /e o e
K, BEBITEEOBEFE., ALT O E
F. IR OO A K OEE
1000mg/kg/H : 3E1C (GZ55%E) | BEIE
DYDY B QMR E OHE NI, B g ir
PRAAE D PLIE K O DB - BEHE
EEE O HEMANEEE - 473 AL,
LI OHEIE IR~ DR
M. ALP @ L5 JFlsEEOR ML
FFAIRE D RE A, ' RS B OV PR 5B 1 Bz
O HREES, BRI E A B oA
KAt, B« Bl - 22850 RE AR

7 v b
(1 B I
£ 10)

13 38

0. 0.1, 1,
10, 100
(R r)

0.1

Img/kg/H UL E @ R NAG HEitt £ 0880
10mg/kg/ B UL b ARE O #EINIEH . R+
B 7 m a7 U PR OB,
BUN @ k5., BlgEE0OHEMN, TR
A (R ONEES) OfRiE, ~> b
Rl EAT K OYER, k& 2R
rsa7 V., Fira—x JLT7F=
v, \HREOKT
100mg/kg/H = BALIRAE & OEARE DL
g, EACRAAE (EES) b B oo fm
K. AST KTV ALT @ &, 158 kG
bR o R JR M 8 BT K OVHE 5[ A T
) o e i, FRIMEREK, ~~ 7
Uy by ~EZo b EORXT VT I
DIETF
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X. JERRERAABRICEHY SR

B B
(mg/kg/H)
(Fx G- #5)

EuLyEE #& 5
(n) ,ﬁéﬁ FIEﬁ

HErEE

+ e
(mg/kg/H) E72PIR

Img/kg/ H UL E @ JRY NAG HEf £ K& QYR
Bz usur ) oyt EoEn,
Xl B A D

10mg/kg/ H LA E : BUN @ E5- UTA7fRHl
B R ONEED) ORIk, o~ LR
i EAT KRB O YRR AL IRAE K OE
BEOIE. ALT O 5. + 1515k
f bRz R R PEEESE, M 7 v a—
A, TINT I, AG EEI VYD
UNOYN

100mg/kg/ H : (RE O INIE, HIERDO
PEAE. MR RSN bR DR BPEEESE . kS
MR AT D 5 o1 - Hi, B E kRO
FRAE N OVRE MR . AR Bk, ~
<~ 7 Uy b, ~"EZOEY, MFH
VR KR Ra L AT a—LOIKT

1000mg/kg/ H : ETC (M 1 1], HOZAL
LOPEBRESE) | WM, fkfE | KAk

H=7 AP 0. 10. 100, i, BMEERKREORD, HIHE, IR
(1 BEMERE 2 1000 100 MmEE, ~~hr27 Vv hEOA~NES 1
% 3) (B B OB, MR MmERE OB,

HoRy O TNT I, BUN KR

J7Ve74 FOLEH

100mg/kg/H LA E : JRY NAG HEft &KX Y
R B2 77 a7 ) kit ED RN

10mg/kg/ HEL I« JRH NAG B & K& O
R B 27 a7 U et gE D

0. 1. 10, 300 | 10 (/) . 7 ra—AoEF, FU Y
(B 1 (i) 74 FoEF

300mg/kg/H : BUN, AST &Y ALT @ |

5

7 vk 0. 0.1, 1.
(1 At 2638 10. 100 0.1
£ 12) (R&)

=

H=7 AV 0. 10, 100,
(1 Bt 134 300 10
% 3) (®&)

H =7 AV
(1 Bt 52 ¥
% 4)

NAG : BINTEFNLD V) ahI=F—F
AIGH AT I/ Z7uaF )

3) BE=EERR
UERR L
<HBE>
SERTYTSFU
HIEE 2 J -1 IR 22 R 8 BB (LR 6000pg/ 7 L — RELT) o T v MIFMIRR Z VT2 in
vitro 7 V71 Y R GLERE 2.0mM LA F) | Frv A =— XL 22 —JREM (CHO
f) AV R R ERE 4.75mM (S-9 FAET) T 5.0mM (S-9 FEFET) 1.
in vivo ~ U Z/ AR (& 2000mg/kg LA T, HEHRE) OfER, % 7 ) FF U TITERR
PEIZRD bR o7z, P
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X. JERRERAABRICEHY SR

A 7Sy 7aPy . (invitro) *®

X AIF T AWK ORBGE 2 W78 IR 228 2 Bkl (WLiERE 1.5~5000ug/ 7 L — k. in
vitro) \ZBWTC, A 7T 7Y 70V AEA T RRERFRIEE RS 2o T,

F ¥ A =— AN A X —fili SRR AE SN (CHL/IU) % WV 72 Ye ik B sk B (AL i BT
500pg/mL LLR . in vitro) TiE, MaHEAEINS] GREIEGAER 52%A0M) 2~ i AL PRIC &
. Yt (AAETE R A B oM oA bz, SD 7 v b EAWMERER (85 Rl
2000mg/kg/ H BA T, M 1000mg/kg/ H AT, O E) [ZBW\WT, A 77 7Y 7y o/NMG#H
FEHTRD LN o7z, SD 7 v M EHWEAREM DNA AR (5 & 2000mg/kg/ H LA T,
OEG) I2BWT, MMl 2 R EH DNA G B EHIEEE® bz o iz,

4) DA RIEERER
VETVTSF

Z v b (MERE, 100 FI/&F5-5) 12 50, 150 &Y 500mg/kg/ H D% 7)) 7 F 2% 2 Ak N
Pe i L7k R, 500mg/kg/ BEEDIET v MRV CTHFIRIE R OFFAS A OFBLRN L, RO
M7 > MZBWTHRADORBEERHEM LTz, 207y hOoEE&EIT, K TORRES &
100mg/ H D) 58 fi5 DIEEE EIZAHY T 5,
MR~ A (MERE, 100 BI/4-F% 5-8) 12 50, 125, 250 K O® 500mg/kg/ RO X 70 FF % 2
EHR ARG LR, 500mg/ke/ B (BEIK T O KL 100mg/ A DR 68 {5 DOUREE I FH Y
T5) ETOMET, WTFROIREICE O T HIEB OB LR o7, %
( TVl Ze4ttE (A EodE%) BT 2HE 150 ZOMOERQR)) )

¥ AFOARBINZ I EHABFS X TV TF /A 7F77 Y 7P 50mg/5S0mg TH D,

A ZANA=-D VR
T RADARMERER
B6C3F1 v 7 A (1 BEERES n=60) (214 777U 7m v 50, 150 KO 500mg/kg/HZ 1 H 1
] 104 B RAERE O BG LIS 8, EEMEZ TV B6C3Fl v~ 7 A Tl BRI LA
{LDOFHPHANTH O . RRREE L T GHEFICRBBEOETIROONT, A 777V 7uy i~
T AR L TR E RS IV S S Tz,
Z v FHARMERAER
F344 7 v b (1 BEHERES n=55) 1A 77270 7a vy 125, 40, 125 KO 250 (HEDA)
mg/kg/H%Z 1 B 18] 104 B ERORS UzfE R, BEEES b LT, BIRWEORBEBG
AR DR BUSEFE OIS, HETIL 40mg/kg/ H LA B, #METIX 125mg/kg/ B L EO B GRETRR
b, £7o. BIBEEE OB AR ITH BT A S BB & OFREE S BN 28 23388 b
Too TOMODIE « MR DOIEEIZ DTl IEE & 55 BER CRBUEEIZZITRD bt o7,
(v, Z2tt (M EoRES) ICET2HE 150 Z0MoERQR)] &)

85



X. JERRERAABRICEHY SR

(5) EFERESERER
MR L
<BE>
VETYTF
1) ZREBERVERETCONHREREICET SRR
OMEZ v MERERGZARERER (M, 24 fl/5 & 5-7)
ZHEREIC kT3 2 MEFEME X 1000mg/kg/ H UL L TH - 72,
@@7/$ﬁﬂ?5iﬁ%ﬁ%(% 24 Bil/45 e 58
ZHRREIZ %3 2 M fIE 1000mg/kg/ H UL EToh o7z,

2)E - RRFAEICEIT 2R

®5yhﬁm&§%$%ﬁﬁ%(%\mm%&5%)
1000mg/kg/ H B G-REZ BV TR G OTERERFE 2N o3 I Lz, MBSk 2 WEM: &
X 250mg/kg/ H Tdb > 7,

QU N G AR (M, 18~19 B/ &% 5 &)
FEAETEIEICBE T 2 MM EIT 125mg/kg/H Th o 7,

N HEMRUHEROREL VICBEOMBEECRET SHER

7w MR HAWT AR 2 & Tfk 0 & G4 ks (M, 22 Fil/& &5 &)

iR 6~12 HIZ 250 &Y 1000mg/kg/ H BEIZ B TG (2 BEHE 4 5 RE8h) o (K B 1IN & o )
(RHRBEL D . 2NN 15% KLY 18%) iR LA, E OMOLEIRIIR S 1352 3L M
TliX, Y27V 7 FUoEGERICBOTHEMEEICZLITED btk ofe, RE~DFEL
BHIE LT, 250 KUY 1000mg/kg/ H #E CTIIREEhY) O 4L 4= B R W 2 35 5- 12 B 5~ 2 B A B o k)
(RHRFE L D 8~12%B0) 23580 bivlc, REMWEMEICRET 5 ERE MR 125mg/ke/ A TH o 72,
F72. F1 IO\ TIE, 1000mg/kg/ A B G-FEIZ W CTHERLAET (K. M) KROBERLE (HEoAH)
DOIREHIMEORADDBFRD HiLic, Fl B kt3 2 MM 1L 250mg/kg/H TH - 7=,
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ATy Tady 7

P 541
- B fE Beh & MR .
BRI (n) (mg/kg/H) (mg/kg/H) R
(B 5% H)
W - 2ZhEET 2 300mg/kg/ H LA : MEET ~ - D5
) B VA2 i Here (M, REBFE, ZhE,
W 2a 0 | —fkeEtt RBFETICE L HE, SR,
THEIB ORI | 100450 () HRED) ROWIHImRREAE (7R
HET 100 (i) B, BRAIELR, FRELELT
ZhERE K Y 7wk M - ASECET 2 ) kT L2REIRD LNk
ERETO | (1 REERE B R OVA B | A T B RE X Mol
VIR AE | 4 20) W AT | O HIR K | 1000mg/ke/ H : ZZECATICHMERE T ~ k
HE 7 BE | ElCHT 5 THT KW (&5 4~7 HIZ
< I HE 121, BeH 5~8 HIZHE 16 1)
300 (HERE) NRDH BN, ZORETOA
100, 300, 1000 SRS RE K OV HA IR R A2 ~ D B D
(#&r) A EE AT/ =Yt
100mg/kg/ H = FFEI OFEEEEOHN
MO BT,
300mg/kg/ H - FREI9) O B A & D 1
. RE L O 5P OB &
WD N BT, EEEKE W)
HERBA~DEEIIBD SN o
77
BEY 600mg/kg/ H = 3 {5735 F 58 & ) D 5k
S5y k MR 7~17 B | 100 B REDJEFRAOWEEOER Y & 5
(1 B L. iR 12 HH D WNIE 18 HITHE
18~19) 100, 300, 600 | fft - 5 2 5% L7, 600mgkg H O 417 BT
(#&m) A I, RE LS OB &
300 BAORRD NN, WTFho
BRI W TH B IRE O R
IR - ~DEEBITRD NN o T,
e Ve A IR - G W DR B IR IE |2 B L 72 28
b (B VAR B} OVBR % & B 0§
B MaRR SRR R o) 3R
DO, HEAFTEMEL O - iR
IRBFEER TR 5o Tz,
100mg/kg/ H LA F : REMM 0O EE] &
DEMMN I BT, IR R IE 3
BB - AL b h o7z,
o TR 6~18 H | 100 300mg/kg/ H : REpOT G ) |
(1 1 ﬁ%(s%)\ﬁﬂémﬁwﬁw
1§~22) 30, 100, 300 | it - fi5 2 % REOHINIE, PEEEORAD
(#&m) A SE B CIImE ARG KR () Uk
300 W) OPEN IS TN, IR R
WRAIITEEITRD SN0
776
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X. JERRERAABRICEHY SR

#5800
- B Fl Bh5 & R .
BRI (n) (mg/kg/H) (mg/kg/H) R
(e 5%
30mg/kg/H : RIENMW) OFEEEE DN,
100mg/kg/ H : REEWY) OFEER B ORI,
FEY 300mg/kg/H : REBM OIRETEDHIIN,
MR 7 B~ | AR RE ORI, RBOSET (2 #)
H A BT & R Sk oliie 21 B | 100 FOEIREL 2 ) 2NERH 5.,
HAEROR | 7 B RE - 2B ORI RE T E R
A R OVRER 20) 30. 100. 300 | 100 HEENOR . ARG W, HIE,
DI%EE Y%ﬁ) HWEROEBEEDOZE LB B35 5
’ AR M-, HAEROYRIGTE, B
100 REM OV, 178h, AESRREREIZ DU
THY P 5B L7 23R &
o=,
(6) BRI ESRER
SERTYTFFU

1) BTV L/ \EiighEAER
JHAT Y o oREEERERE (LLNA) (5 Bl/&%FE58) 12X RERIEE 2 BE LR LER
FE100%LLTF) o U o EiOHIREEFEICIH & 23 INERD b oz, 7

2) BRI A A BR

In vitro 7 > fAIEIRE (BCOP) FRBRIEIC &0 IRFIFHME 230 L7252, 2 270 7F o (WLiEh
JE20% 22 7 ) 7Fy) ORPEER 27 E, BERBELSEIN, £, vE G fl/4%
Feh8) 2 HOTIRIEEZFHME L2 2A, 270 7F o (WLERE 100mg) 131 5% EOIR
R Z R L, Y

3) B2 @RISR

DIn vitro
b hREEEER S AT L (BpiDerm™) & HWT, & 7 U 7 F U ORERIEMEZ N L2, Z
DFER, V27V TF O 25mg/mL D ¥EJE CTHIMAEF RN 98.7% Th -~ 7=,

®1In vivo
THX (MERE, 3 Bl/ABSRE) ZHWC, VX7 ) 7F L (JLE R 500mg) O R JERIITEYE & RE
fliL7z, ZORER, KEMMMEZLITERD bl o,

A NA-D S
1) BRFG IR B S BR 10

A7Z 7Y 7aYr 100mg % HARAGHE YV X (fn=6) OAREREENICEG LR, i
JEDIE IR OV, W, FRAFHEY . A LR KRR Hiv, WTLoFT &S IR Tl
3 HETIZ, FHEERBETYH 8§ HETITMA L, ZOXHCA T T 70 7a v iR ER R
FERERIBE 23 F8 0 B AL A3, BEIRIC L 0 ARSI M SB35 & L AR S vz,
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X. JERRERAABRICEHY SR

2) & B AT R '
AT 770 7Y R (RE 0.05mg/mL) %, HAAGREY X (1 #f n=3) OLEHIZ,
FRIRN P 521X 10mL/kg, FRAREFEE S (2 TG BRI 0.2mLARN O & CHIEIRG L
TR, A7 727 ) 7P BHICEE LEZIEROONT, A 7770 7a Y oK
(J2JE 0.05mg/mL) (ZIE i SR AT flE 1L 2wy & Il S 47z,

3) B2 AR 1OV
Hartley REEENLE Y N (4 777U 702 BAERE n=20, WEEIREE n=10, Mt BEE n=
5) ZHWTRIERIENRR (v ~A P —a U lBR) 2170088 A 777 ) 7adyr
JEAERE OB 5N G RISIIRBO GNT, A 7770 7a VU NTEAE Y MIxF L TR
VEMEZ & T2 720 E I S vz,

N DD EHEY
VETYTIFU
DI/ 0Y—LEBERELSGE
~ A (MERE, 8 B/ GE) 12 500mgkg/ HDOY X 7 ) 7F vk 4 HREROKS L,
VEZVTF U ERICGEEL KT I T, FENIC CYPIA, 2B, 3A KON 4A #iFE L7

Motz 102

2) B MR ER
v b, A XEOE hO2MIF CEEFHRILERZ HWT, % 27U 7T ORI 2§ L7,
A ST ERMERICS # 7 ) 7F o (2 TiEE K Img/mL £ T, FEFRIMER Tldik K
9mg/mL £T) ZIRMLT7-%, ENEi 15 oA v FaXx— KL, ZO/RR, %7V 7F
YERIN AR R O IR BRSSO T3 B e o T, 1Y

3) EMHHER
AT FF 0L 268nm TH—OWIN E— 27 &2 L, KGR (290~700nm) THH FTRE
PRI R E 72N E D, SR BRIE I L e o e, 1Y

4) ERICHT HEE
WERWET v (ZDF) 7> b (e, 25 fl/&#58) (2 30, 100, 150mgkg/H D> % 7Y 7F
A& 3y AMROEG LR, 150mg/ke/ B (BRK TORKEG-& 100mg/H DK 19 {5 DOlgEE
BICHYT2) £ TOMET, BERKORENR D a2 & & T g~ D R B TFR D b L7

Motz 109

¥ AFOARBINZ I EABFS X7V TF > /A 7F77 Y 7P 50mg/5S0mg TH D,
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11.
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LI Uy AV ST
) EE-EREOLFEICL VTSI L
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AWM« 34F
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IR RAF

RFVDEDEE
L
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BEMERLTA R HY
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ZOMOBERITEM (RMP O U R 7 F/IMEIEBY D 7= OIZVER S V72 &4
- REIFEE X -V XEAEEEYRA SN BE I A
[XIM. fifi#% Z=OfoBEEE ] OESM

R—R 5 - RZhE

Al —R o 3E : 72 L

W #h 3. oxT7VTFU) UBEK, A7 7V Tavr-Tal)r EAE T TTF
Tus ) IFUorRBERE., VIV TF . TR TN FF o RBAKEERE KT
TFITVTFo BXB T VTFKI, NI T TTF o ans@i v T
VFFr, 7y ral ) a—Kinl, ved s 7a ki
Yy, vARZ U Ta kM, hF TV oKy, o) ey

EFREEFEAR
201843 H 23 A

NERFERRFABRUVEARES., RMEEXNBEAB. REMBFAR

WR5e4 BUEIRTEAGEBEA H N e SEAMAEENGRAEA B | IRERAREA A

A=V ¥ XUEAHE | 20184-3 H 23 H | 23000AMX00452000 20184E5H 22 A 20184E5H 22 A

PEEX FHREN. RERVRABRZEEEBMEOEARRVEOAE
M LA

BEERE. AMERRARFEABRUVEOAR
M LA

BEENE
44F 1 201843 A 23 A~20224E3 A 22 1
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13.

14.

BEAEHIRIZREE T 5 1H®R
AANTBEE (B2 FHeS) BIFNCBT 2 HIRIZED S TH2R,

#HEI—F
= JEA G B HAG L e | R ERE S — > o | Ve NERLE
W5E4 I o — (Y] 25— ) HOT (9#1) &5 NN T
A=V v AVELABE 3969107F1022 3969107F1022 126257502 622625702
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1. ELZSNETORTKR
WA CIlER TR SN TR (2019 4E 5 H Bi(E)
<H%E>
VETYTSF
VETYTF A%, 20184 6 ABIE, L 134 O[FE & U TR A TS L T\ 5,

KIS BT DREEIZR, MIEMOCHEEIUTOLEEY THY | HETOHRGBIRIL L 1TR D,

4. PMEEXRIIHER
2 B HERR A

6. RERUVAE
WHE, RACE 27V 7F o LT 5omg%a 1 B 1 EEAOFRST S5, 2B, 21ER 52856
(i, BB A I BE L5 100mg 1 H 1B E THET LN TE S,

1. BERUVAZICEET 555
1.1 AFNIEICBIE CHEt S D720, BHREREEDH 5B Tk, TRE2 BLRICHERET 2
Z L, [83, 921, 98, 16.6.1 ]

B RE V7 F=7 U7 Z A (mL/min) 1 SN
i Mm% 2 V7 F =1 (mg/dL) * 5 & B h
30<CrC1< 50 5m Som
4% i BPE L 1.5<Cr<2.5 151%] 151%]
LM 0 1.3<Cr2.0
CrCl<30 12.5m 25m
B, RHIBERA B Cr>2.5 b 1% - fE
LM T Cr>2.0

VT F= 7 VT T AR YT A E

1.2 R AR EEREICOWTE, M@ & ORFMIBERIZMDZRV, [9.2.1, 9.8, 16.6.1 ]

FHNETORSTRR (2019 £ 8 ARFR)
E4 | o4 AREA R | AR E R | SEE - IR Mk - A&
KE | JANUVIA | 2006/10/16 | &£/ 2 HUBE PRI A O b = > | 100mg 1 H 1 [H]
100mg, fe—odEEZHME L | (P%EBHEER
50mg, Tofr e - EERIEOMBIR | FHEE - 50mgl H
25mg bR 1 [B], B RE
P B K OV i
25 HT U B BT
DB T KA

2B 25mg 1 H
1 [E], F AT O F
HIZEADY 2 &
H-wlHE

ANVR= )V LT
Fldb DWWt A v A
VLT 5%
Ak, K BEE O
FELU A 7 D
=¥, ALK =)
T LT RIRA A
U v o5 & &
CHMEND DM
H LA,
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% (& - EBERIEICA b
AV vEMZThHL+07%
M= b — BN G50
W)

c A= LT AEIED
BERFE (2 - EERE
ICANVKR= Vv UT Hl % &
KiHETMZTH+57%
M= he—AnEo6h
WA, FA AL
VNS SUIARMNE & 72 o
TA R OFRENE
YIThRWER)

- PPARy 7 2 =2 M| ({4
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BETORRIRNE (2019 F 4 AKR)

Imported by: Astellas Pharma Korea, Inc.

eI . ———
Promotion and distribution: Handok Inc.
o4 Suglat® Tablet 50mg
FIE - Bk Tablet 50mg
HEBFH 201541 1
This drug is indicated for patients with type 2 diabetes mellitus to improve glycaemic
control as an adjuvant of diet and exercise therapy.
1. Mono-therapy
N s 2. Combination thera;
AREX AR - When mono—thef;;)y of metformin or pioglitazone does not provide adequate
glycaemic control, do combination therapy with this drug
- When combination therapy of metformin and sitagliptin as one of the DPP-4 inhibitors
do not provide adequate glycaemic control, do combination therapy with this drug
TV OV B In case of adults, for mono-therapy and combination therapy, the recommended oral

dosage is 50mg of ipragliflozin once daily before or after breakfast.

AL 7 TOABIRNR (2019 F 7 AFR)

=ttt MAH: Astellas Pharma Europe B.V.
Imported: JSC Astellas Pharma
Promotion and distribution: JSC Astellas Pharma

W 7e 44 Suglat™ 50 mg Film-coated Tablets

FIE - Hikk Film-coated Tablet; 50 mg

HKERAEH 20194 5 A

NHES T ZAE | Suglat is indicated in adults with type 2 diabetes mellitus to improve glycaemic control as:
Monotherapy
When diet and exercise alone do not provide adequate glycaemic control in patients for
whom the use of metformin is considered inappropriate due to intolerance or
contraindications.
Combination therapy
In combination with other glucose-lowering medicinal products including metformin,
pioglitazone, sulfonylurea (SU), insulin (with or without di-peptidyl peptidase (DPP)-4
inhibitor), metformin with sitagliptin, a-glucosidase inhibitor (a-GI), DPP-4 inhibitor,
nateglinide, glucagon-like peptide (GLP)-1 analogue (with or without SU); when these,
together with diet and exercise, do not provide adequate glycaemic control.

MEK O | Method of administration

Suglat should be taken orally with or without food. Tablets are to be swallowed whole.
Posology

The starting dose for adults is 50 mg once daily and may be increased to 100 mg (given as
2 tablets of 50 mg).

In order to reduce the risk of hypoglycemia associated with simultaneous administration, a
lower dose of insulin or insulin secretion stimulating agents (such as SUs) should be
considered.

Elderly (> 65 years old)

No dose adjustment is necessary for the elderly.
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9.5 1F4%
B SATAENR U T2 ATREME D & 5 e MEIZITTE R OGS EN faRiE 2 LE D &l S 55
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JANUVIA® 8.1 Pregnancy

(sitagliptin) Tablets | Pregnancy Exposure Registry

KIETAT SCE There is a pregnancy exposure registry that monitors pregnancy outcomes in

(2019 4£ 8 H¥i7E) | women exposed to JANUVIA during pregnancy. Health care providers are
encouraged to report any prenatal exposure to JANUVIA by calling the Pregnancy
Registry at 1-800-986-8999.

Risk Summary

The limited available data with JANUVIA in pregnant women are not sufficient to
inform a drug-associated risk for major birth defects and miscarriage. There are
risks to the mother and fetus associated with poorly controlled diabetes in
pregnancy [see Clinical Considerations]. No adverse developmental effects were
observed when sitagliptin was administered to pregnant rats and rabbits during
organogenesis at oral doses up to 30-times and 20-times, respectively, the 100 mg
clinical dose, based on AUC [see Data].

The estimated background risk of major birth defects is 6-10% in women with pre-
gestational diabetes with a Hemoglobin Alc >7% and has been reported to be as
high as 20-25% in women with a Hemoglobin Alc >10%. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Poorly controlled diabetes in pregnancy increases the maternal risk for diabetic
ketoacidosis, preeclampsia, spontaneous abortions, preterm delivery, still birth, and
delivery complications. Poorly controlled diabetes increases the fetal risk for major
birth defects, still birth, and macrosomia related morbidity.

Data

Animal Data

In embryo-fetal development studies, sitagliptin administered to pregnant rats and
rabbits during organogenesis (gestation day 6 to 20) did not adversely affect
developmental outcomes at oral doses up to 250 mg/kg (30-times the 100 mg
clinical dose) and 125 mg/kg (20-times the 100 mg clinical dose), respectively,
based on AUC. Higher doses in rats associated with maternal toxicity increased the
incidence of rib malformations in offspring at 1000 mg/kg, or approximately 100-
times the clinical dose, based on AUC. Placental transfer of sitagliptin was
observed in pregnant rats and rabbits.
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Sitagliptin administered to female rats from gestation day 6 to lactation day 21
caused no functional or behavioral toxicity in offspring of rats at doses up to 1000
mg/kg.

8.2 Lactation

Risk Summary

There is no information regarding the presence of JANUVIA in human milk, the
effects on the breastfed infant, or the effects on milk production. Sitagliptin is
present in rat milk and therefore possibly present in human milk [see Data]. The
developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for JANUVIA and any potential adverse effects on
the breastfed infant from JANUVIA or from the underlying maternal condition.
Data

Sitagliptin is secreted in the milk of lactating rats at a milk to plasma ratio of 4:1.

NRE~DEREGIZET 5 1FR

AEIZET S 19.7 /1

9.7 /pDR

INRFEE R E L

R OHOGLHITLL T DO LB THY | KEWRMLELITRERD,

7o B PR ARBR 1L 580 L TV 72 Wy,

H it LA
JANUVIA® 8.4 Pediatric Use
(sitagliptin) Tablets | Safety and effectiveness of JANUVIA in pediatric patients under 18 years of age
KETSA cE have not been established.
(2019 4 8 A HIfE)

A 7S Ty 7P
M ERR L
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https://www.msdconnect.jp/products/sujanu/index.xhtml
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