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1} 0] o] AL Tl A7EAof theh BRIvhg- e (o EE & e SPRES TRUCHL, FT 8 B3] 9 B
2) A1H e B G A ARAS B
3) 54 24 3
3. CR2 Exlolle 53| Eoid A
1y oeeEea
(1) Ao a9 715 Aol = Bl A S 7o
SRR A Aot Aok i) gAsky QAAQ) BT e 4 ol 33 Y 9 ARE fud 4
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QU Bt A B A} B AT H80) 271 & ek, o)e EAEE 71 Bt il ca2e Ry Reig Al
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2242 oGFR 25mL/min/1, 73m? D)§H] ExpolA| £4E A& A ge) Agkgelnt,
eGFR 25mL/min/1, 73m? B[R] ¥hy A5 S gl whg Al el chege) &) Soig Alaaie 22 sl gt}
2) ez
(1) AR g Al Ao 2 WaE, A 7158 7R SiRel e fARE 83w S 2ay] e A Ael ke
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mL/min/1, 73m? B]FHe & ZaE A9 2e)7h AdE gt
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A7) 2, oA s of2RAq, Ao HRE, A4 S, A1 4, B8 A 49, £ 24,
o429, Awd 29, 2F 5%

¢ 9T AE g oSS EPe, IR R HIE aAE TR} vk g2, e, dE e 209, Hl=ag
J1EG, AeAG, Rt 85, AGEE, AEAY,

e Aol ik A AYE AT §ol2A] the g IRkelth B4 AT AUY,

FA2E Bt SAE e 2 9 HERA JF B2t QAR (DECLARE) S =98 Rue Zolrt, il dih TS|
7]t

erpirt 00} % 8oj8 TITh: M, ohie e WiESF 37T

re]utE 9] we] Al 2R ] Ha Wake thkEEERA 10mgelA 2.30%, Sl 0.33%Act, sntEaE
2] »55%9) MEke et e 223 10mgold 1.3%, b2 0.4%2 ZIEI}

SRR (0mgih RS BT Hjojaeile SRE ] Py WEE Mok thedl At £ Z2HE 2.5% vs
0.0%; HDL ZH26E 6.0% vs 2.7%; LDL ZH2FE 2,.9% vs —1.0%; S92 -2.7% vs —0.7%.
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Z227 (237 [1.0%) 44 o Ak, 9%, 714 A=l 9329 #7714 oGFR 2 4:57] ¢ 59 shslzel
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A Y AT 82 (6GFR 60 mL/min/1, 73m? PJ¥HE Z33 DECLARE QAN chlg 22203 4o
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=Friele ®e 2 e R WEL=R BEauN AlE=gE Foj] ol kg BTt Yokt 29T
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2. Ne29d Ty Re e edeleE, Be SAZeHE YR, ke 2RrEE (sHES
SR fioprh AT A B7Et BAGlo] 5% obde] Ml Riislu gorrrt vidE] Hud A¥gS
Aol ket
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TEaY (18 TE 245) AE2EE 100 mg (443%) A (363%)

H)IEE 23 (5.9) 12(3.9)

meZdeeiEae) Beay (245) | AEZHUd 100 mg + IR (1759 | ok + H IR (178%)
] 11(6.3) 61(3.4)

5 9(5.1) 7(3.9)
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5 13 (5.9) 5(2.3)

TITT (Intent—to treat) YA

2452 Nel2 e} | E L2 Rl S g ol B4 i ke FARl0] 5% ob) NER BT ok
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LR (8.3%, 5.2%) 9 55 (5.5%, 4.1%) Act,

249 gy Y, WEZER 27t 3ga ] ANE 9 gede)eE 27 8e 9 AEY SR 43 4]
EFeS Fofah @aelA] 54 VIR o ukeo] SAS chdal 2k BE(NEEHE 100 mg 2.3%, A% 2.1%), 79
(NEZEE 100 mg 1.4%, $19F 0.6%), AAHAEZHE 100 mg 3.0%, 1°F 2.3%)

2457 A E Yok tiE 891437 AR factorial trialll d AE2E} HET20E 57] 4% A] kA H7h
kA0 5% o1} WE R BIEAG QJokRrt 03] B uE o} k-2 & 33 At

£ 3, Ae2gdd vExan ) 279899 Qi Briet 34910 5% oo HIE T RIHT A PY BERe]
HEEay gERe] fopuct Nis] wug ohe!

WA (%)
VRS | o A2 100mg | HET2H 500 Ex 1000mg | 1= ad oomg A 18 23
S1oH(176%) 19l 131(179%) 191 93]t (3647%) UiLiil‘%Sé)i(l)fE(Sfé%?Omgﬁ
egd| 96.1) 8 (4.5) 19 (5.2) 23 (6.2)
55 52.8) 3(L1) 143.8) 25.9)

PITT (Intent to treat) A

to|Exed A4, T8RS Foi B4 TR

A Fo2 FHAT B BOG(QTe 77 TPl Q822 fogh ¥isie Fa5A oot

@3¢d
AEEHE 100 mg/Q FH{N=5429) F= o]o] 43E-ohe @A oF B QoN(N=4817)e] FH] iR 10,2467
Fatel ohigh 1970 o}5 WA ZTE F BAFAS o, 2 Fol A FA TGS THEL 100 BA-de
(patient-years)d 0. 10]9let (A 2HE FoAAE 4708 BA-4: F 4799) Aol | 2ol & 3942 FA-Y
5 F 490 FAel A RIE), TECOS AT A aAelA, 4 Fao 482 Al 9E 2olA 100
FA-A(patient-years)d 0.11(23/7,332%, 2570), <k 2olA 100 B4 (patient-years)d 0.06(12/
7,3399, 177) 22 RusQley (1, 42, 1) AE29d, 2) 399 ¥, TRECOS HEdA P 3NE =)

@ TECOS 8B o4 QAR (TECOS: Trial Evaluating Cardiovascular Outcomes with Sitagliptin)
AE2Fe) AEHA ohAA) AAEY] ITT(Intent—to-treat)ol ATEEHEES 1Y 100 mg (FE 7IAAE A
eGFR 2 30 9 (50 mL/min/1,73 m?) 3% W 50 mg)E Fouhe a1 7,332} $oRS Fojnhe #2} 7,339
go) ZRHATH, o] QAEAN A2 T ok FHEAL(HbALe) D WBIACY) 98 A<t BAH I
o] ARl AR 712 FAR, AT o] Al 83 A8 Ao ARA0 R A% QY HES Fo)A
5leh, EaE Fesh o) ko] ERIEE AR R FolRel A 12.7%, HoF FolzdAl 12.4%2 FASHAC
Z20] Ao v e AEl2 e FolZolA] 2. 2%(160%, 100 BA -4 (patient-years)d 0.78), $IF Fof
FoIA 1,9%(143%, 100 - (patient-years)F 0.70)2 RIEA, Jad 9/EE AEL9H0bE Fo g
BNE F, 339 AT TN EE ek Folaold 2,7%(138/5,0219), Sk FATolA 2,5%(125/4,931%)
A, Q& 9/EE AadedolE Folin] of2 AAE F, 359 AUY BPNEE AE=3d T2 1,0%
(22/2,3117%), 1k T2l A 0.7%(18/2,408F)9ct. B G4 AL SN EE A EFHE FofFolA
0.3%, AFFIZAA 0.2%3

DAEY
EE A7 (97RelA AT o dehg-E BE 540 Q| AG 2ol 2AAc, FgEA0) F UEAE AL ofy
Aot o] AYY B (74%)= BFEA Al 70 mg/dL o3k, AEEHES dxdedel B Q& HE
TGRS 0 st o] AT oSS e FAO] B)&E YRR ESIh (F 4 F),
E 4, AEFEEE FEAC (M EXER) B Qled (W EXE)T 371 W8T fopdE AAIE: it
A Bk BAgle) BiE AT HYET

So9RIE SE S9ATRE @ | AT2ad 100 mg + SIS | Sr + IS (¢ F|ERET)
Mez=usel 3804 4F) (£ dez=v) (2229) ©19%)

F295 ) 22,9 L8

B (R [FA - A 0.59 0.24

29 499 O 50.0 50.0
9D §) e e D | a4 00 04 o ool | Sjot+ ogE geo] 2 (+ H)E

4739 = 9 EX =)

W69 (247) Q=d (+ HEE2R) (322%)

z=24) (319%)

30 ) 50 (15.5) 95 (7.8)
BRI /B -4 1.06 0.51
FZIATL %P 510.6) 10.9
B T
2 A3yt 100me + $3 2059 | ff+ 93 24 5998
Rl T e O ok (+ HEZER) (329%) (+ vlE==m) (3297)
a7 (4%)
2 S (%) 33 (25.9) 121 (36.8)
(LB 17 3.6
BEEEERIT 10@.0 13{4.0)

TAEG ol duhg-E BE S4d0) QAW AT 2o ZAseH B 0] WAl $uEE AL ofigleh ITT
(Intent to treat) =

F WG| ARG AR o] A& HIH S5 Q)

50 AT o3 A& DB S J40] Ak aol ALt S YA EEEHE 492 AAF
2710 B8 PNE, dEZER 3271 F8a ] A 9 edeEE 37 88 AN E FREA A5t
A2 :)Oﬂkmg% )—Er"ﬁ} Bl A o) g2 240 AT I 10ro] Fpek RARRCH (A 100
mg 1.2%, 9 0.9%).

@)

3)

Ae2ge SAZEE 2 vezan 27 389w MIEAA AEFY 18571 AL NeZHH o2
AN 2.2%, ok BTN 0,099, 54F7R) BRIEE Z7F 3 9%9} 1. 0%

245 7H AN ok diz 89187 QAAIBifactorial trial)o A A2 HE} HEX 2 27 8RN HEYe) I
A= ATAN 0,6%, AEEHE FEFARAA 0.6%, HEL2Y BERZAN 0,8%, AHZHHS HEE
28 4T oA 1.6%Act,

© 93497 B4

AR HE 100 mgs Fofdh Foli AHAA oo HEE § 2%0]1, HoRE Tl FAE 9, 8%t

IAFAN L5710 F7he] 7107 HELA9] op7ke) STHSIoF FojAle} oF 200 cells/uL, A10); 718 <F 6600
cells/nL)7k FRE9ATE, o) Aol B A7 o4 eRtott BE dod ehd A& opm, QA9 wiglt
Yo Pio) Qi Aok AARR ot

195:709] Aol 91799} ThA) A golBiaiol 379 9] S5 AR A2 50 mg o @ P siAE YT

T2 AE0) AolE 7HA 1479) Sl $ioko R wiE e, 84 Felobe U] B (EFeA) S7k= AE2Yd

A 0.12 mg/dL(0,04), $I1FFAZAA 0,07 mg/dL(0.07)0]4eh, 19} 8] A] B Azobed S71e)
o deXA) kst

® A E AT
Tz o)W, P, SioplE, HaT A2 53099 ohloRIclA AE TR AR A AlERRIE ) o
ART} FEAO] FIEHALH, 0] F T 95% 0|9l TN Ale2 9] ok Zeud e fok Avkd

| j}%ﬁ w‘-’ﬁé}}%ﬂ%, °129) YA B2E Ao} fojek AolE L) okgieh,

Al Z oAEg

22 E2HEY Al 3 371 3RIE oihukgolnt, o) oAk BEA tho) oA Ao R B H 2

o)7] s, HYNEE A A ASBAY RReEate] A EAE BRiEh A QUHOo R T3 oit, ohd

A G d, Rey] DRER 9 AHEA-EE S50S wRkeh vy WA Takehe (1.

AL G AR, LA A ADAMAYH FTA B AN RS TReRe 34 IR0, AT, 1) e,

(2) A8 3 22 FANRAMZ A4S 90 T 4715 o5k A7 S BT, W) 78 FE 359

o2 FRshe AT, Qubd 9], 9) AEEYE, (2) 55 L AOIE ke BT A SIA AT,

Ao 9] 9) AR, (3) TA AT G BE); 285 ARNE 55D TEA A28 4% danad

ofvh, Al AR S0 AEHE A Ok} B4 A HEIGAS0) EXEYTH G Autege B g7t A

S Al 5 2Ap AT}

@ A S 3] 6B 35,4538 ke = AN AL ARA AT RaAkE| Q) B &S Aok Al
°] 4.87%(168/3,453%) (23212 HIHUTY, o] & AHZH e} ANFAE i ¢ gl F2RANRS HELE
1.56%(54/3,453%) (64712 AT 0.26%(99/3,453B)[07], ‘st BF  oxHg'0] Z-0,12% (4/3,453%)
[47], 'ALT S7F "AST S7F, AAF, 2 0] 2 0.09%(3/3,4538) [37] S22 HIH9YH
FUE RelAElE daiAel ABgle) 0.19% (4/3 4537 SRR A, YREs, WA, P A
7+ 0.03%(1/3,453) [1A)2 YRt o] 3 ek oR2faihe-2 Pie’ 0.03% (1/3,453%) [1A]2 B35

et

AR o faaEe oA AAl0) 3.04%(105/3, 453G 137AI2 BIHUT, "AFEF 0.32%(11/
3,4539)(124], e’ 0.23%(8/3,453%) (871, ‘TREZYAlelols ¥, “NE9) 7+ 0.179%(6/3,453F) (67
50| RYEHQY, ©) 3 A2 g e ADIAE AT 4 gl ek Fab okE Refvke-E 0,93%(32/3,453%)
[35A12 2sEF o|XHgo) 20, 12%(4/3,453W)[44], ‘TEZe|Aglo|s S/F, AQednusrl ‘ug
o) 7 0,06%(2/3,453%F)(27] 59 202 EIE,

@ NEZRE i W A Rl 9 AP R R IARE A Al S)7kE BE QES e R Rl
FAAE EuARe Ak FEA AN Y Bk 23, 2 BE oJoRZelA] BuH 2Jokga vjaf Al g HeA
AR o go) BiE faiAE 2 Al 898 A5 thea} 2k, i, o] 2t R o) it
) 21 QAT GFE S rfahs A2 opint,

- VA A 2889, 49

- AR g AE AEgs

- AR JEd A%k 3EY

C AR 9 AE IHEEES
 ANAG R A

5. QHEY Z0

1

.)a—.

i 20|
gr2ElEEd

(1) gt @l ek A8

2] B0o] ok 4 A1 AR AR, cholelERae w2 330 2o B4 S,

(2) Aol g B/ ] $1800] Sl BA o AL

thigelEeale 25 A0 d3k) SRie| BY g ololi e S AT BREGE, ol e
o558 711 B B BA ek 2 slet.

B =2 27 slom APee] yeio) sl P4 B 3 sk o], oFES Grd BY YA AU S A
VAL 2042 Hop et

AN ZAE U2 D BT (1 A 2)o] L= A%, A AN S B2 BRI 29 2,

2952, sheas) 9 A A48 FRa 994 Ade) 248 A 348 el SR A gt 0
2w el Ezas) Qi Bof 350 e,

@Atz

chlEelEEs ST SOLTS AAR AR A 155} A 23 P o)A A4t s 282 sl St 4
B2 ﬁﬁﬁaﬂlﬁ% 227 SRIE tEeERaoR A ke FRAN AR Bzt A9 Ak
En =

A7 250mg/dL Ko Weiehe iRl 22l 3 Y Aeds s gd S glons tugERios ARg
B A S50) AP Abso] AJshe 5ok SAo] BREE 75 B et BARl0) ARLS BAE AAEor dt
W ARAS] s 75, Hot2RleRAe ABS sk @A) Aeg g7k, S 212 Aol gt
A e dad, A, 227 G4otE B3-S 498 T4 9k

W2 AR R, B9 A 19 il Bxjel, S $RE 24 BAR) ol A9 E o] ediole]

o e 8 9A7F gy ARSI AHHO R 2 AR 250 mg/dL pJ§h R 9] tEe]ch,

AT S A5 B B 559 A A5} QAjsha o4, 78, A BT A, 2Ead 5
LR BN ARG S 077] 22 89U0% Jad §5 e, g4 ST, A ke oo QA A= YH AT,

Jed APS dodle PPN A 19 9, AEE Fe A e e, 280 932 o) BlE g

2R 42 ARy A Jad 2] da, 222 A, 432 98-8 WA ARLNSE Do) A 8900

=) el B, chokelERao ARt Uhold ARG TR BUETs, AEHZE Lo

3 QA AR 4 28 B R AT B0 BT A5 cuiRlERAe) RoE QKo R Stke

AS wele
FAZA Sl ARAZ) S, B 4 AR, A5 9 2550 B ey ARLS0) 82 950 mg/dL oIt
A T S Sl HE Sefol Y. BAE0) I AE S BRI 2 4 e 3k A BUjelFe) Ba)
TEUE Ao] TYHELF, AZNF0) SHIBE B9 BRES 143 A2 Bolor e,

@) 8= EZ 1904

cllEe 57 B T2 SOLT2 ASAIE AT B SSAR s AeNEe THaE SO 87 o) AR 5
w8 oS, SGLT2 AT 298 92 7ol H3S 27T, e A B 8% 71 Ae 24 Wle)
of 43| A,

(5) A7) s =)

tigelEee 7] a7 T2 SIS TIIT 447 99 B o) g BB 447 29
7 Fo] o W] At 448 Baem Aze.

(6) 1% &4

3% EARE APEhE TR AL 2| A Ea A (ACE-T) A 1% ARG 4-8A] AefA(ARB)S
L2 A5 HEkE 40 4 Qe YUEYAE oAkt & 7heo] Erh, Be @AM e vRPIA 2 1% S A=
A5l e F L dart A4,

19 AAEE AT 4] 380 § g2 A1, oJwAE FI S 7FeA0l | F

3R ZlolA] 704] o) B4 B3 dEs ol B A2 YVlele A=t SR gt

(7) = A9A 37}

CHIZEERAS ol PAEL AG7ICE 3] 1 F Egol oI A1 A Liehd Aol

B AEZS dovle AoR dejil 42 A

(9) 2222} 28 SGLT2 ATAEE Wierl o] S & 4 e et 7| A2 o) Sl S5 thafe] oo 1
571 Qlele] 2o AE oI 4 ek, 2R 2R ERA ZE SOLT2 AAAES oo 22 FAEA

Jed 9 dedeelop} 22 et 2HEIA s UG Rt e tul2e)ER A 48 A, A8 A
20)7] $3te] et B dad 28 EAA $5& Sojop &4 At

Y % Folk 879,

(10 A

(1

xgo] 325 g2 A2y 9 S LR 245 P TR QAN A, A2} 71AA] e Hol=

th=2ERA) -3, 16kg, §19F -2.10kg 0= PRI AZILTL $7 et
1) 3 Ag

A2% BEAE o= e SGLT2 AsfAle] %717 ol shA) A Ak AR o] S717F 29

. o] ARIZE AL A A 8H=AlE BRIHR) 9t gty Eatehes P A Ege dhaje] ke 20l

24,

(12) 3157 AAF21 )

SGLT2 AHAE 283 ghety B4 Ald § 2AN 27 st &3t 28 SAE 8.2 841, o< A

AR 3P IA7E B (4, opdibe, 1) tkEElERAl, (3) 57 obdukgo] td A%, @ 327 A (=4
of IA) ], DS AAE A o BREoA Rusglor o= gk g, of2) A9 e gl o] EuHgle,

tiskgelE el o] Wi Ao 2 SEl W ) B 512 F00) B2 AR T BE 250 g
U 3180 1A o8 shelsfor Bel. 3128 A7} Ssls A9, 24 Fus] A I8 Ngekm 163 59

o] ARleg Asiolor gt thl2elER A0 RolE SHehl B9 ¢A8 AU RUEYsA s fat
A A A w2 Alfsoder gt

2} 29

() AEZS do7e AOR deji) oG] 870 ThE FgAsiAele] r o/t AgA 0 2 J8%0), AR YR e

% L ATURA0}E 38 Fo) A AELo) Ui (4, oIS, 9) AFEEE 3 3), AESelo} B ol
o o AR 43 22| ik AT Aok w elo) Pl oiE 4 9,

(2) 55 R 3RE Tk B

3

DPP—4 AHAT 557 B4 A3 20 32 9 A4S S 9250) wusiolet, o8 o) ol 340 £
NI 19 57 38 371 Sl oFF Fo) 24 Ao 34 Sskssist, 25 B S99 o Bl TiE
D7D AR S 9 399 el T 35 ) 2R DE-4 A Bkl a3
FojE FAT,

) 42A A
DPP-4 AIE 285 379} A2 5 2004 28 Ba = o 234 SANTI) RIS BASE e

DPP—4 AefA| FoAgA] R = e AN A4 A2 JEHM SA2olA AH2HES 83 5 9% e

A5 50] A 24] ol RISHER elor Aok, whoF, S AT o) L AL AHBIES FIHHT
A% 5] AAe A2 E 948 155} AZl A ook e,

6. HSAE
1) So2eEen
(1) Sheishd g

@ ill:iﬂ} thtEE)ERA Eop| e £27 oA o)A SR o Yor, e B ARG S ST
9 )

@ P&? 9 Jad B A4 Qad @ Axdedept 28 Qad 2 A AYFE o7 5 ok, bapd, o
T2 E2A5} 8 RN ATFL] S 207 919, Jadont Jad 28 S §5E Eolop 4 it
(2) P53 s
@ T2 EEA9) Ak F2 UDP-2E 7844084 1AYUGTIAY) o8 iiAss 2272 Us 4S54
ojFo)et,
@ AEAA(in—vitro} 7o, 22208 A0 EE PASHCYP) 1A2, CYP2A6, CYP2B6, CYP2CS, C
YP209, CYP2C19, CYP2D6, CYP3A4E AMeskAL:, OYPLAZ, CYP2B6 Tt OYP3A4E f&31A) oSttt
wehAf, Rl ERA L o R AaEe o dAEE FEETe] HEFAA o) F oFEe] A v skl Z
7o g adER) et
(3) T2l E2 A o ohE QJokEe] 93
@ F2 @3] Fo tA1E o) gale] A4 AEAE o2 AAIR AT A7 A3, chEe)ERao] gFehe vE
zeq fegeleE, AEFHY, A, RITRA JERIRIHE, Rl E, AR Ei AuEA
] ofa] wskA] eistet,
@ TR RS R ACREY B 54 4 o dA G40 R BE Fol & oEREed A4 =2
(AUC)] 22% 4T A8 PAHAQOU AT i T Frd o] thd QAR R Ariols FFE Q9. 85
}:ﬁi A ehech, T2 REA, TR, AU, AislEsE)ele] Ao R BeE JIFEE drdEA
@ TP ERAE MAVHUGTIAS] A A H8 7o 3, du2elEan A4 k0] 55% 4531024, 2441
T 3 e o] i QAo R oo A% AT 8 2 AL TR ket
(4) 712t 2JFE| e kel E=n9] 93
T2 9] Fo] ARKE o) 83 A4F AHAE PO AR AL AL Ao, tEeERAL fEexed e
FJeRE, AlEEY, FEEE, SER2RRHRE, R, TR o34 (P-gp 71E) Ei ATRI(S-
warfarin, CYP2C9 7]2)] 53t = INRO| w5713t elapel o) 80 28-S H3i[7]R) ofsiet, chlg=lE&an
20 mg % AURAERI(CYP3A4 7)) 9] o] W8 Foli AubAe AUCS] 19% 2% R ANEAEA AUCY] 31% 45
& 2F3IAct, Avtre R ARAERA 2] o2 o g BRE Ao TR gt
(5) 71et 248
© %‘i}l, 2o, AAE R 9 gF-Lo) th 22 ERA o5t oAl ek AR glstet,
(ES
ARG ATE AN T A
(7) 1,5-F52FAE AN TA
1,5-F42FAE AAE SGLT2 AFAIE Foid FAelA] 2424500 Asert wong I 22 BUETY FARA
TR ohett, 8% 28 BUE TS HAE o2 g AS
2) Al Y
SEATAE AN AR ThE OB Y] O] R fopgh kS v)AA fsich: fEXEN, SXFEEE,
SeEEo|s, AutaeE, s 9 A7a QA o] Alge] 245 CYP3A4, CYPACS, CYP2C9 R #7] ol ¢
FA2) 712 483 oFE Ao ® et
Xﬂ%ﬁé iAol Al 19 23] BEohe EX 2R} Al Ee] P8Rl A EE] FFehs FofH WSl
Aol2R AT 3 p-glycoprotein®] AAA| Ao 22 AT 600 med} 881 BEFA] X E2HE] AUC(29%)
9 Cran 68%)7F S7FEI QIO U, ATEFE SRS R o] WSk A0 R RolalA] ofS A0 R oA AR|ZRATY B
o p-glycoprotein AAALL FEFAN o3 FEAEE Q& AR At
YAl ATREEE 100 mgT 1097 5o g4 B4 AUC(11%)9 G, 18%)7F S F7FBISACF, T54) Bola]
A% BUE S slefof s A2 9 vl5419) §9xAE 28 A gict,
7. U8 2 RE st £of
1) 95
(1) el ERA: QAR RS Vo = o el Esrls Folit ARt Qloh, Hee] gt A7 A7} ARe] 44 271913
7|9 Sfgahe 7170 A ] i S et dRoA 9] Rl SR S-S WA ekt d4lo)
Y, e ERA] Fol g FTsor gt
ch2 2 ERA0) ARES] A PIAE GRRE Q7R ool Al oA HEAA TR ERA S 4 E ofd 8%
A= G5 FEFE e eslet,
)(2> *Lﬂ%ﬂ%: YA e o2 A A QLo QRN A8 FEEA oheth,
2) PRE
(1) ke vokEelEan 9 2 AL Al #5202 o|fEer] ot gEA QA gch, FE e sl EA
AR e fE0 R 2SR A/MAATE REE, o8 e A79A e o 2 o e g et
Aot/ Jotel] thigh S WA S gk, R ERAL R FASANE SHETh
(2) AEF Y A Y HEolA §53) B 4:19) 8182 BHEE A0 HIFYOOR pRol £
8. A0 LSt EOf
184] o]ite] 2o} Fxte] gk A B A4S BIEA) 3ict
9. XLl ChEt ol
1A e
371 A QAATEAA F HEAH388478) 5 654 ele] 7259, 75A] ool 61F01ct, 654 o4k TR AL A9] oFA ek
FEAL AL BRI FARISI, o] Bkt G FAE Aolol gl Aol Qe R THAAA H4A00) F7H
T4 AT AT E gl
A AR Ao sl Zlos oA Slrt, TR AV7150) 45| H$BE TEAelAe] 5k A4l
Fofafor slw, AR Fo] A 9 Fo T F7HOR AWP|5S FrFshe Ae] wEE
10, ZIFEHAl MA|
1) eEsa
th2 e ER AL A7 AEAE diAe 2 @ 500mg (A digh Hoh B -8k} 50u)71219) g A7 FolelA] ofdfd
A% UERRA gisteh, o) HEAEE FF 717 et kollH EEo] AEF Y (500mg S B 5L o), B
AU T AL EF S BIEA GHT, QTe 1A i PAHC 2 {7 F3 At AT L o0t 74
ahslet, 27 T8 9 A2% G B 100mg(QA i Joh B 8] 107 12 18] 937 ol A Al
HAA, AEG] AL Yo o7t of Fher | §555) Belo) It 29 T ATYS ZHY oG] HlEE §19F
I fARBICE, B A D 7150 B EAZ EA AR AN QR o) Sk St PRlE EEke lglet,
e Fo7H N A, B2 QAR Aol B A A% s A RE AAsor Itk R o iR ERA AAE
A=A ghstet
2) Al Y
A2 AAE A A4 A0S Ve A2 PEE 800 mg7id] BElFe g Age] vk, AR EE 800 mgs
Folgh @ Aol H QTed 77 A 8.0 meec7A] BRHAL U P22 A0 gl AT oA, AREeIA
800 mg& Z7}sto] Fog L {lck,
o] AldE 2] dSAR(NE EY E5HRA) 4L S ITARTE AASE AAEE I3 PRVETS
AANVE B, Bpe] Ao et B ARE AT
AEEgEe $402 AR AAR & ek, AR FolRR) oF 13 .5%7F 3~4AI7E olike] FARA Al AAHI,
Xﬁ?ﬂ FARA o] Ao R Asirh TEolor Pt AlEEHE0) FUEALE AAREAE G¥A IA gt
11, M4 32|
t2RERAE &4 B 71A AS SEel FIFE v gAY AL pAA) fett, BAEE R ERA e el £
Qe W8 R ATGS2| A hste] ARRE Qejok At
12. 22 3 HFH| Fo}
1) 2o} o] @) of o BT
2) Q9] FAE ETIAUALE Lo 4 Jeng §718 WAshe AL vRAsR drt, 9219] 8710 Hetes Pt
13. T2IIE 25t e
1) 28
o) & T A0 S FAHOZ A} thrF e ERAE EFAIT ofolt, Al HEe oY gdE T -4 (DPP
-4)E QEAo R Afsle) 2r 2 Qe BHIE SHARIT (A a3, EEEEEAS UEE IEY 3544
-2 (SGLT-2)2] A& AFARA, Qladsh FRspA WFAA) E=F YF5E AfTt, F IE 2T, TF IxT 5=
ol o] 2 AHgo) AR,

34A) eRert.

2) WA AR
AE2EE g Be A fEZEr HE.0 2 Sgndo) 325 ¢ 424 Pt EAE e dui=elEad
(%ﬂ g Qh;]f B2 gk QoA e RlER A Rol & 245 A% the] BAH LR oI5k HbAle 8 Uit
E5, p(0.0001},
£5. AH=gde 2 92 29K ¢ Bl tiielERA 9 271 82 Bliske §1oF tix M, 2454
9 43} (LOCF?)

Ae2E! + fEZER
FEA Bopdg th2 224 10mg Lok
N= 923 N= 994
HpAlc %) 7144 (B 7.90 7.97
71AA] jE] Zo)e -0.45 0.04
L1 o) 2o] < (95% C1) -0.48%(-0.62, -0.34)

LAY 100mg/day, 2 MIEEER >1500mg/day
2 LOCF; Last observation carried forward
PE7] G 13 o] o)A ARE W BE AL v AR
° 7172 we} 2AgE H Al B (adjusted LS mean)
* p-value {0,0001
FEAEG
iﬁéiéiﬁ 10 mgs AL B8 Folghe o $10F tfy] AR LT ROk 354 TGS oAzt
A% ¥y
2R ERA 10 mgs AEEZHE 371983 1) A% 04T P2 22T} 24504 ERIEI 01 4857 A=A
3} SRR AR
(1) 2 gE=a
@A 2R ER AL 2] e AT F7HE ofd SRl A ohed T HEOA TR kA sk
o, mke Aol 9] AT SRS AN 5, 15, 40 mg/kg/, A 2, 10, 20 mg/kg/AoIem, AEA L) A
FEFE P BT 0.5, 2, 10 mg/kg/% o|let, ohpidlA F7Hd 23 85k 19 10mg o] HAJIPLTEFHME
HD)olA A AUCY oF 724 (7) D 105417} AUC 2 viseol] g3k, RECAY AUC =2& MRHD
olAq9} QA AUCS] oF 131152 2 1863t
@ EQH0IA: 2 ERAL Ames EAHON ATFOIA SN, in vitro G4 o F84 ATE A E o]
Ao, ok 89 B4 24014 100 mg/mLeold w9 o 228k, 53], tot2)E20E MRHDAA S YA =
29 21004 o) gl gk eolN HEE e s UM 43 Bk DNA B9 AFEA in vive 2719 Q44 o]
el tisl SA0IteE, o) ATEES RHE R ok MR Al e A F4F 70 firke HollA, thkEElERAe] oA
o theh A =4 S R gk S SR
@ AN Red tha gAls B 27] wio W AFAA, 15, 75, B 300/210 mg/kg/ LY AR ERAE &
A FARNAT(300 mg/kg/D 5 49 3 210 mg/kgU= 77, 3, 15, T 75 mg/kg/D $5& A
Folailet, 2P ERAL Folgh ofd SN E A B GAClA I, A% Ei 2] dfop dE] G 0]
A7) okt (e vl AT} S MRHDS) 1708 v o3} 9 998 H), 34xI%E, 300/210 mg/kg/LoAM, A
9 F0F F0) FAAT, AR5 1 AR 7 gaslen, FEEoR 01 A4 b Al
@ H7]54: 03719 ofd eS| A3 Folsh At G4 7| R 71 (AR AP dst Bedste) 94 27] 9 3719
Ao 710 AR R eEsE AL TR AR 9 Al B9 A7 9 AEE SR 2t
0] Qlek, o FES) SARFAN vl E=Ao) &4 F 2194 i ofd REAA 909/ 1, 15, F2 75
mg/kg/U0] §FO T FARRAE o BE Fo] JIFAA AT R Al FFo] RIHUE 7P B S|4
A7 i =22 MRHDY 154 o) o)l olefa 32 A3k S5} Il AV 259 371 B SaolA 8ot
08 JE AV el BRio) A3let, ofd FEAA W A9 3 Al L of 1974 BIE 77 5T 4Ad]
A=) g5t
Z7Eee): 24T 2450 gl o M) A7olA 2| HEE YA 6LARE 24 F 219 AR OE(L,
15, B 75 mg/kg/U& FOIHT A7) A &3} 38 Foo] TRA LR 2590, (550 A7lel ohie ohat
SYERAY FEE PP 3 Ee A7t SAH) 75 mg/kg/ B SR DAY tEEERA =
22 [MRHDAIA QA 710 247k 14158 9 13740 el Axto) 71 st Fojuhd: ofm]o] o 2k Jbof Af A1
O] W7 52 o) S7EEe] ThA] I WREA, 3719 I 542 8 BRE A7) A el A
AT 0122 15 mg/kg/D o3 SFHAY 222 [MRHDAA <A $219) 294 ool F2HA, 24 &
A& 75 mg/kg/LAATE FUsIGom Fo] 279 53} Holan)o] A i FREct, TEEACNA F54
STHNOAELY 1 mg/kg/day2 [MRHDOIA <A 219} o 194fo]m B4 A4l @] g,
REt 7o ot 271A < dfeol TEAlH oA chkEelER e 7 30 71934719 89 710 ddshe 14
FolEAct, BrelA R o) §5H20, 60 T2 180 mg/kg/D)NNE BA F2 Ue BAo] PREA ootk
180 mg/kg/Le MRHD] o 11914]9] AAliezo] dgatet, HEN tot2E222E 75 mg/kg/D2 SFHMR
HD2 oF 144 1WA WjolAI AR 32 271G AS UehhA) g9ttt 150 mg/kg/Q9] S=H(MRHDAA QA $:412)
F 2344wl ol A 24 R IEEAo) o) Hlch, BA| SAS ATE, o A AT E AF 9S4 AT FaE
Eghic, e S d-go} AR, do 718 R 2 o] AL} ST, Hot AT AAE T, 715 dEd
719, 520 34 A5 A%, §2 €52 3 S80I, olk = 28 gast,
FE S FE A digh .8 WhE Fo] B4 AFAA BEE PR JFSE k 2Eo| EjEtHo g dfE
7l Uk Ao g BEEgen, A L U/ AT e Ad, AR 28 7 AR oJe AR A% b F
718 2R a2 ERAE REdA 25mg/kg/DMEHDAIA S <A 1=20] 346 o o) Folte] 8558 Iy
6197 A el o @ Aol A 120 mg/kg/BMRHDAA <A =29 3200 ] o}4 0|3k SRo 2 Hdf 12
N7 A7 FoRkgkE o WipAdo) FEalet, E5 thE el R R o] v £ Al A3} HES A B4 AE BE
A, MRHDAA th2e)Z2229] 2o 3 4% Q4] dapagliflozin 3-O-glucuronide &3 534U 2 o1
9] k& 2(AUC)IA dapagliflozin 3-0-glucuronide WAMAZF BT, HEAX 7 FEDTI 8194 =4
24 AVE 371D 24 F7IEEHEA T 7ML WRE 58 02 Wi AR B2 ACHMRHED A A o]
ZABRAE 1 21004 oW, MEHDAAY] ¢4 22 tfE] 32004 o}39] 1o vl sl gE ol Sk, 12744
700 Hol] eigh ATEOANAN S5 AR e E4 P7] B Qe
(2) N
OEGA, W, 8 g HEE 2R A 50, 150, 500 mg/kg/day?] 5T 2W7H I HO|
SHEAT, Yo BROA B 7F AE/FE(Combined liver adenoma/carcinoma) WAJ0] Z7HLE, gL
500 mg/kgol A 7S] Ao 2718kt o] $%R& AUC HlEE AR T of JAAXHATEHMEHDIS) 100 mg/
day®] A9 608 A= kedFolth, 719 T4 150 mg/kgollA FRFR) o5k, o] S5:& JAJHFTET AY
208l sk Segolct,
e a8 e £ AlBEEE 50, 125, 250, 500 mg/kg/day %S 2W7H PN EE AR, <A &
8] A2 70 ke 500 mg/kgollA o ® Z71el A = Fko] BAo) F71ekA] estet, Al e )
ol 087 BRI Ameg A E, CHOAEE o83 ALl QAL IAE R A ER AN, FE TAE
A QYA oI Ein vitro alkaline elution assay) R RS FUAELE o] 43 AL} 28 L3 fA%
AAFAA Hol 9 E AqAopk o] Ve 9fstet,
Ao e AN 125, 250, 1000 mg/kgd] §F2 2 Al TH) A 4578 WA R FARRAR (OF F65)
Fofah, FARAAA e 2 ARE A 7R FFEASAC, 125 mg/kg(DAXNLFETF] oF 126f)oA od
ﬁﬂ;i"liﬁﬁ ifa‘ﬂxl oottt TETHIARNITEZFY 254 2 1003 A= S50 BARE g 7P 4R
oA
@ A5 HER BAelA AR JAZAAHAA A2 HE 125 mg/kg STHIA JhAFEFY 129 =24
AR FoiZ o Sefsolt Hofel 242 QIoteh, 2 Q-2 o2 3 thxAIE Ak glon $EANY
AN 2T P AR 2 5T 5 e AL o BR RN A2 TFER et
AEZHES AR 43 Rt B710l4 44 6~202018 BA7Nel £ Al A T 250 mg/kg, E716lA
AL 125 mg/kg F AUC 8@ 2A A A T 4852 100 mg/dayd] oF 304, 20874 23 o, 7]
AL A, HEAA 1000 mg/kg/day (AFel A1 2] HiE eI 100 mg/day ] oF 1004 & Fre 3+
o) A] TEFAGE A7oAe] 52 ARA) BEE) S/
LA 6LAA 7 21L71A) 1000 mg/kg/day §%& 7RI REQ) A7] ¢ BRI AZo) a8t 715
ot AF o2 WREA gstet,
Al e QA Heol Rol 3 2A178 OF A5%, 24X 7] §0%7F BVFESIESIE, BAldAlE Ro] 3 2R oF
66%, 244171 30%%ct,
4) AFEE TN AR
AR AR 10/1000 2] 2 5 utel 2 Aeriel A 10D 2 (ke 2 e &4alE) (ol  ea}
A7) 9 Aslobd 100D e) TR 2 HE ISt E) (A 2GS 9X2 TAAE LR 7 14 A7 AdelA
38 A O3] A Folse] 3799 P2 chl2 )2 DA HEE 249 45 S EHIRISAAUCE, CuedE 229
B3] FAAT SRS o, FA A2} 90% A7) 1og0. 844 logl .25 o[ =AM HBEH 02 FES U3t
R

S)

&

8| B71RE RIS
:TL‘FL“ AUCOfSBhr Cmax
(ng * hr/mL) (ng/mL) Tnax (hr) ty (hr)
FA7P10De) 2 075
dEeh| (lEeRdzedaiesd) 550.74137.6 | 17743430 | o oty g | 10.2943.73
[Fop s e
o NERER410/10092) 23 0.75
Alger (5o 2 A2 S67.2¢138.7 | IBLITATO | o oo o | 10814321
90% A7 logl.0013 ~ | 1og0.9308 ~ _ _
(712 1 1og 0.8 ~ log 1,25} log1.0617 logl.1042

(AUCy, Crar, ti s BOHTEEHA, Troy s ST, 0=37)
AUC, : O ZHRE 28555 AT 7Y B35 - A Ashas
Crae * AL EFEE
T * JTESHE ZEATE
b T 24 V7]
* B H7IIEAE 2Bk B A4S 90% AlF7E

HeEgd]
HE G IR
T2 AUCo-s6r Crax
(ng * hr/mL) (ng/mL) Tnax (hr) ty (hr)
Apeuopd 100 D) 2 900
EES (AEZHEQIASEE) 3672+568 483.7£115.0 © 505 00) 7.37£1.09
RiE el ’ ’
5 AEFEEAG10/100D2) 154 2.50
Gl
AR o) 2o 3717594 ATTENT | 6 T g | 7542093
90% AlZE* 1og0.9926 ~ log0.9110 ~ _ _
(712 : 1log 0.8 ~ log 1.25} log1.0313 log1.0617

(AUCy, Crar, tiy s BOHTEEEA, Trpy s ST, 0=37)
AUC, : FORZHRE 28555 AT 7Y B35k - A Ashas
Coae * AL EFEE
T * JTESHE ZEATE
b T 24 V7]
* B H7IIEAE 2Bk B A4S 90% AlF7E

[Z3EH91] 307 AAH(107/PTP(Alu-Alu) x 3))

(At 71987), A2(1~30T) B

(A7 Az = e 36714

B=554%

# QA T opaLe) A of ek AR EMIALL.

* E}%Fj;:ﬁw Ag7lato) FupE gAY MA | Al Bl 058 AR PYSH okt e, o) Bujiks o] B @6

# o] BA A4 L2H20234 24 219) o5 HAE -2 S0 Rt AB|RAPEAA BT S Igirh

% OJORE RAE Wb 413 9 T B A AP ol oRE kT 2(1644-6223) B TRA Al A4 APEE
(14-3330)8 B34 AR 4= Adith,

AH[z}AEH : 080-990-8200

EH0IZ] : www.yungjin.co.kr
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