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1. H e AL B3 by 11 BRI 0 5, Bk 35 Je it O —Fhel 2 fh O
NRHURE PRI 250/ B8l 22 i S F D0BE IR 259097, Bl S TR ARG BTk U7 s
BLHEX 5 ER YT BT IR B 45 25697 A AR K SGLT2 511 o

2. BURIESR 1077, o Briayy AR S ORI 30 / B Fpel 2 fh e Hibl
PRIGZIIRTT o

3. BURVEESR 1792, Horh i j s 2 it O — B SUNIRT / sl e Mg — RN/ Bk B
HIRTT .

4. BURVESR 1| {586, Hrp ik 823 T SGLT2 N5 5 — ik £ Fl 1 ARPTIE 99 25 A1
/ B Bl S OB PR 2 B SR TT

5. BURELSR 1 17714, Horb Ik SGLT2 HPilF LATEZY 0. 5 244 350mg/ K116 [FH P 1 &
.

6. BRIER 4 1753, Hoh ik g F SGLT2 IS R IR G677 -

a) R E 8L

b) g 5 2 A A BUNT 5Bk

) M R FNMEME — [l 5Bk

d) R I 2% 0 OO W st — o

7. BORVE SR 1 K5, Horp TR SGLT2 ikl B Nk g5ty -

Hrp

R'\ R® FI R A 57 K & OH. OR®\ K¢k | CF,. OCHF,\ OCF,. SR* Bl pq 2, 5k R'\ R* I R*™ FRI¥]
WA e A BT ERE R o] — B IR I 56— B 7— JURRFRERZYIR, BT iR Z9 3R n] fEFRFp
A1 2 4ADFRIRT, IR ZRRE 14 N 0. S, S0 il / 8 S0, ;

R® Fl R* #h7 W& OH. OR™, —0 754k —OCH, 7573 Btk (FR%EdE | CF,. —OCHF,. —OCF,.
% . —CN., —CO,R”™. —CO,H. COR®, —CH (OH) R**, =CH (OR™) R**, =CONR°R®*, -NHCOR™, -NHSO,R*, ~NHS
0, 753 5 FE . —SR*. —=SOR*, —SO,R*. S0, 77FLK 5-.6— 8K 7— JLHLIN, FTIR IR AT fEFR Th 5
A 12 ANIRIET, Frid %5714 N0V S\ S0 Hl / 5k S0, 8 R® #1 R* 5 e AN A gz iy e — i
TR 56— 88 7- JCIRIAERASER, TR BRI AR TR & | 22 4 D IRIE 1, Frid 24 R
T NL0.S. S0 F1 / B S0, ;

R*VRCRPLVR™V R R®VR R R™ AR Moy My et

RCV R R™L R IR BT A & Be gk 05 3 VB 05 SR s BE I, 51 R AT R™ e A1 pTiE
B A — ETE BRI 56— B 7 Jo3h, Irid R vl fEI P & | 2 4 205 1, irik
Z&J2F A NL 0L S. SO Fl /8% S0, 5

A 2y 0. S NH 8¢ (CHy) ,, 3L n Jhy 0-3, BRILZG HI 36 ST AR R A4 PR BT 248

2
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ZAERE, S AR (CHY) , Hedn 001,280 3, 80 A 24 0, H R'. R Bl R* i /b — A4
OH 5% OR® FiF, | R*\R® Fl R** Fp () 22 2 —AN 2k CF, . OCF, 8% OCHF,, Al / 8 R® FII R* A ) &8 b —A>
& CF,+ —OCHF, —0CF,. —CN. —CO,R™. CH (OR*™) R*, CH(OH) R*, COR®, -NHCOR’*, -NHSO0,R**, -NHSO0,
F5ETFHE L SR, —SOR™ —S0,R™ 8k -S0, 753k, sk 25 3t JLBTA LA R A Mk s L R 25 15
SR o

8. BUMELSK 1 K751, Jorb ik SGLT2 FPilsi) HA ik 4 -

OEt

(A7) %)

CHs
H,0 - V)

(S-R —BEF)).

9. BUNER 6 {17532, Horh vk SGLT2 514 -

(a) FIE ALY 0.5 22 200mg/ K IR IEHEH1 IR B K F1IE -PGS, H 5P A4 I+ B AL J7 17
FEE PDR HR IR IR 57 & 1R R B RS 45 24 5B

(b) FIFE AL 0.5 2247 200mg/ K K1 IEH% H)HE BIE K F1HE —PGS, Ho 5 B AT B AL T7 1651
B LE PDR HH 4 IA 50 5 1 i & 32 3R o 24 500 222 2000mg/ R I — FWIKER & 25 2 5
o

(c) FIE ALY 0.5 2247 200mg/ KIIEH% H)HE BLIE K H1 B —PGS, Ho 5 B AT B AL T7 15
T2 B AE PDR HR 53R 150 & 1 5 22 VR BN 20 0. 5 222 Tomg/ RIFIMLAE 51 (Actos, Takeda
Pharmaceuticals America, Inc.) BXF&E N2 0.5 24 25mg/ K Z % %)l (Avandia,
Glaxo—Wellcome) FE&45%5 ;8L

(d) FIE AL 0.5 2227 200mg/ KITIEH% H1) MBI 41 —PGS, Ho 5 B AT H AL T7 17
= ELE PDR R4 155 2 1 g ) 25 L 20 249 500 24 2000mg/ K1) = B OBUIT A2 71 24 24
0.5 22 7omg/ R IIALAS 1) i s ) & 20 0. 5 222 25mg/ R DM 5452 .

10. BUMZEER 1§77, Horp ik 58 F— el 2 M IR E 257657 -

L1 BURESK 17732, Horp B2 25 1) SGLT2 iR R & 8 29 0. 5 224 350mg {11k
R AR Bk 4% 511 PGS, Ho 5 Uil I 25/ s e vy MBS 45 24, o ik Hisl
PRIV 245 20 Tk 15 2% A1 0 WA 1) e i By 2 G ), JHL DAy UK s IS IR ] 26 9 4 T 400 o) 571) T 5t
JE B HIF)  PPAR v 45057 PPAR a #4557 PPAR 8 FEHUHISKILBIFIPPAR o /v WA
Zh\ 11- B —HSD—1 FHIF) —KIE K TV (OPP4) K17 SCLT2 k5 b J i BR A it )
3
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w500 SR 2R R iR e B R RE AR —1 (GLP-1) . GLP-1 24K sh7IA1 / 5% PTP-1B $MI7) ( &
1 T 2 PR T R I8 — LB TSR] ) Bl B 2% A 4 S S AL 0] DGAT #ii50). CCR2 FEH17 Bk
11- B -HSD ; H A& Ho e G y7 oA B s ie e 245 s T a7 s ol AR AL 1 259 Bt i i s
2y B/ AR R RN I BB e 24,

BTk B e 1697 0 b Pt i e URE 25 8K TR 7 sh O FEREAL IR 254, o4 HMG - CoA I8 i
BT« £ 2 0 5 B0  £F 4EBR AT B4 ) ) DS AR IE VTR 2 M BX 557« ACAT A7)
LDL 2 A4y P b1 71 JE [T B R s P kit ) R §S e S A% 2 1 (CETP) FAISRI [R1 )i Na™/ RV 12
P [ 12 8 30 A BER RS « B — P BREIE [ B S PP AR HDL B\ PPAR @ — i
FIFF / B FXR sl sLDL 2 A e 1255, v a0 — o5 A2 e i3] LDL 52 A&7 355 8%
HS OB B DU BT R DR 2R 2 S MR . EMG—CoA 5 I ail) 371 23 = = [ 1 i, PP ik il
FOHIF L PPAR 6 a5 sk bl B T ofF 45 A 8 -1 (SREBP-1) ;8K

TR e R P E L 25, Hooh BB bR S BE BHLIT ) L £ S BE KT (L- AN /
o T- &) R BR 25 15 AW CACE FHIF AT-1 S2AKFEHi57 BT 52435 Hi57 W ET/ATT
FEHUH AR DI (NEP) FDa055) 1457 ks #0771 ( XU NEP-ACE P57 ) BeAifig #h
/ AHIR IR B

TR &I 7 50 A IS i 3R B A i, D Ut A B L R LS 8 3 s T m e =] T
NS

FTid H e Wb 7 R N DUIRREAE Y, A SGLT2 JMifIF). B -3 B b L BE3sh 71 g i B0
HilF) 6 Rl (P2 Ef% ) EERHENHF . FAREE B LAY KB 25 NPY H5517) % 8
AL MC4 I BN57) MCH-1 SZARFE BT B 5-HT,, 52 AP ah 75 KRR 232 AR FE HL7

12. BOFESR 11 17735, Jorh Bk S0E HusE IR 25 20 = FF XSUNK A% 21 AR | Jige & 35 4
FNEE S 1 i A% SR RS ST VHERS ST PEAR AT T SO ZE IR (Byetta) K

PR SR IT R A BTFEARA YT AT 2 ARAT T IR ARART T 85 AR AR T L Ut
B~ BT DT AR | W S DT o Bl ke B, HITIR L e Va7 R 18 B R BT EIE 24 < BRI )
A V5 AT 1 BH - MCHRY F5HTH 2545 B ) SIS BE L R AEAth BH L 22 B Rz i | 2= S0 RR S ik 25 P oty
75 ATL-962.AJ9677.1.750355. CP331648 LHLEE  Axokine A5 HE 2 AEAth iy + 2 P I i 1 24 0|
V.

13, BUORJEESK 11 (777, Jorp ks AR 8R4 518 PGS 5 IR 25 -

a) — XU ;8%

b) BHLkE 21 Al B3 5 s A i 5 B

¢) R ;B

d) — FOBUNCRIT IR i 2% 58K

e) LA A1) B 53 2 4 1) Il 41— FR UM 5 B

£) NHAS 21) B 23 20 4 1) B MR B 2= 58

)  FSUNK ntL A 271 ] 25 2 4 41) ] R ok & 2% o

14, BUR)E SR 13 [ 732, Hirp 445 0.5 2 25 200mg/ K (1970 [ A 11 551 & 1) SGLT2 11
il 37 1K 4% 41) PR BYK A% 41 R -PDS 5 B AR B Ak U7 195 = B)C7E B T 1) Physicians’ Desk
Reference (PDR) H 23 FF [ 51l & [ ik &5 32 1/ BY7E 29 500 22 2 2000mg/ K [ 3 [ A 11
I B = IR / BRAE 29 0.5 2229 25mg/ K17 Bl N 1771 & 1 2 4% 41 il (Avandia,
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Glaxo—Wellcome) BYAEZ] 0.5 &4y 7omg/ R HITE F N B 57 & B L #% 41 il (Actos, Takeda

Pharmaceuticals America, Inc.) BE 4524,
15, — M gal &4 , AL 5 k4% 91 e BUA A% F1) i —PGS F1 = XA/ SR ALL A% 1) il 5%
SN& A S BT B i 29 4050 1 25 R 0k
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{£ M SeLT2 MFIFI R RS AEX AR H EMERKH
HATRIETT EA M Z R BE FIAT || BRRKANTTE

AR G

[0001] AT BIRAL T ST T SGLT2 Jl 5 it &5 H e Bkl PR 250/ sl e a7 7R
CAEERH LY ia 7y 1T RO IR (10 75125, BT i L W) CLAE H — F sl e B OB / sy 5
FIBORE B 24T (0BT HP iR T R H AR IR A T AEFTik Tk A K 254 50 o

BEEA

[0002]  yEyufiHE , BYALBE &7, A8 PR B — PR Ak o MUREE R A6 S A2 /b akod ys R e
s /NE CB ) o RS ERRC. B RO A 25 BE 1 [R5 12 B2 5 SGLT2 ABhF 2 01 B AL 1 A7 KU
B AR B s B A . ik SCLT IHRIAR B 8 (phlorizin) M BB AH IS 2RI AE:
B R ks oA 2 A AR A e 0l T IR A G R 0 T AR a2 B 0w R UM B AP IE 4L
G AR EIE A . CHEXS Zucker B5 R K B SGLT2 5T KA (6 1~ H )
WRTT OE TN MURE AL R I 3R RN G T R R R UM AR T X LR B ) T )
PRI AR 1 AR 11 A6 B A D RS e otk ELAE 2 rb T R T R o TR PR s SR A ok
SGLT2. FY 3 458 11 7 T 00 201l 0 o 1 90 27 2 £ P 0 1 2 YA SR ASE ML B 18 A P P e e 1
SR I Z2 B R I ROIE R RE o

[0003]  BE PRI AT e B E AR i) R HRVE A7 AR S 2 R BT RIS IR 4k 2 K RE
IT 90 KAp (T2DM) &y bR 5 R ARH A BB B — 40 M DhBe s DS AT MR o R I
FRHIBRAE B — 40 A HA 40 M P A 2 B SRR B o R AR PTR AR AT TR Z X 1%
P AE FH PR SR, HG 3 550 267 B R O AR PR 0 L PR 7 o3 e TR ] 2 A A o P 1 2 7 i 8
[0004]  HATR] A IvRIT 1T ZO0E R 97 VA3 0 T I id A F Bl 2 g ) 25 DA PRAIK g
SN, RAEUEAT T BTy i, AR VF 2 SR SRRSO S AT TT B8 PR 145 . ARE 42
[ fid B F s JR A 2 2% (National Health and Nutrition Examination Survey, NHANES)
TTT, A 36 % FFH B ATST iR I7 B 1T BUBE R SEIE 178 SOk ALC < 7. 0% I ILBEEH. 4
TUT TT BUBE PR, P S T 2 F 25 BE 2G0T 0. H NHANES 1T 2 T11, JjR 3% +
R ZIRIAE S 4y 3% R A 1%,

[0005]  [Alith, TT ZRRE PR (T2DM) () e AR ¥E 7 3R A2 — B K BRAR, e il ) T Bl o5
PR FETREIR BRI EE . EFEROUT TIRB RS DRDUBEREZ (0ADs) & M4l &
HEE e H RS ORI T IR 77 77 & Poulsen, M. K. et al.,“The combined effect
of triple therapy with rosiglitazone, metformin, and insulin in type 2 diabetic
patients”,Diabetes Care,26(12) :3273-3279 (2003) ;Buse, J. ,“Combining insulin and
oral agents”,Am. J.Med. , 108 (Supp. 6a) :23S-32S (2000) . 3% , IX HeL] A77 J5: bt 5 B [ 4
B A4 ) ey LA AR AR AN A 2%, o i) 0 A B G I M A P B By R IR T4 B ) 38
N IRAEIT o

[0006] ALK A< 15 o S I I P16 0 F) ke By R B Ay IR o Mk &y 2 ) e 8 W v A 28k
i) A 2% (Holman, R. R. et al.,“Addition of biphasic, prandial, or basal insulin

6
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to oral therapy in type 2 diabetes”, N.Engl. J.Med. ,357(17) :1716-1730(2007)) .

B Iy 2207 iR TR B R G T 2 SRR SRR D B A5 R B O B IR i 2 B R IE B E LS
(Makimattila, S.et al.,“Causes of weight gain during insulin therapy with and
without metformin in patients with Type II diabetes mellitus”, Diabetologia,
42 (4) :406-412(1999)) o 5 Fh A HI JEE & 22 50 55 OAD — 24 FH N, g iy 3% 0K ol 4 2 15
(Buse, J., supra) . {E—2E{FHLT, 58 ) IR & 397V RT B AL i DUk 28084 He— T fi A
s 1ok A S 00 RO TR 0T TR R HEE 0 ER FIES JRE S 0 )k e B AR B — 40 R R A Sy B A 1
FEE 241k (Unger, R.H. ,“Reinventing type 2 diabetes :pathogenesis, treatment, and
prevention”, JAMA,299 (10) : 11851187 (2008)) . £ 18 ¥ {# FI ) 0AD 1, i B i 3% i
WEF T RE PR HEH , WEMEE — i (thiazolidinedione, TZD) FITEEENK (sulfonylurea) AX)i
AR AR E R . A —F UK (met formin) (8 i $0 50 AT #6728 B HE H B /E ) BT
¥ et 0B 2% 1K) DPP—4 0 TI5R) IR G I AS KB . VA b, A7 AR08 B AT 22 4 19 0 22 ik i
25— W7 vk DA B SE B IAURE AR AN IS 0 A4 5 05 T s A LU R DU B 25 ) R a )
P

[0007] &7 i MLBE HIHT I D7 V208 B H 15 i A A Bl B e ) B8 1) 2532 88 3 (Kanad, V. et
al.,“The human kidney low affinity Na'/glucose cotransporter SGLT2.Delineation
of the major renal reabsorptive mechanism for D-glucose”, J.Clin. Invest.,93(1) :
397-404 (1994)) o MeHEMERRMWA T8 BT m /N RN — # Z B B [R) 3% 12 82 3 2 (SGLT2) (1)
2y ] S A 2 8 i R B 5 LA HEPRHER (Brown, GK. , “Glucose transporters :
structure, function and consequences of deficiency”, J. Inherit.Metab. Dis.,
23(3) :237-246 (2000)) o SGLT2 I 0 AE I R B A5 24 S 7 Oy B A1 e B 2% 1) LB AN A4 R
P (Han, S.et al.,“Dapagliflozin, a selective SGLT2 inhibitor, improves glucose
homeostasis in normal and diabetic rats”, Diabetes,57(6) :1723-1729(2008) ;
Katsuno, K. et al.,“Sergliflozin, a novel selective inhibitor of low-affinity
sodium glucose cotransporter (SGLT2), validates the critical role of SGLT2 in
renal glucose reabsorption and modulates plasma glucose level”, J.Pharmacol.
Exp. Ther. ,320 (1) :323-330(2007)) .

[0008] &A% %1% (dapagliflozin) (HAESEE LR 6,515, 117 Pk ) A& im0
SGLT2 FIH — 7 26 B B IR 791, G- S50 1 280 2 0 1D 16 00 ) 2 o 124 FH AR IR B 3R 4K
50077 B LB o

[0000] & #& 41 H AT IE AR EAT FH T390 97 1T Z98% JRO (9 1 PR A 5T (Han, S. et al.,
supra ;Meng, W. et al.,“Discovery of dapagliflozin:a potent, selective renal
sodium—dependent glucose cotransporter 2(SGLT2)inhibitor for the treatment of
type 2 diabetes”, J.Med. Chem. ,51(5) :1145-1149(2008)) . &K% FIEE (¥ 2a Fi1 2b HAAJF
5T CESEAE B T2DM F 838 S A A A% ) R ety — PR OGUIICEGG P I B ALK v L8 8 %800
(Komoroski,B. et al.,“Dapagliflozin,a novel, selective SGLT2 inhibitor, improved
glycemic control over 2 weeks in patients with type 2diabetic mellitus”, Clin.
Pharmacol. Ther. ,85(5) :513-519(2009) ;List, J.F.et al.,“Dapagliflozin—-induced

glucosuria is accompanied by weight loss in type 2diabetic patients”,68th

7
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Scientific Sessions of the American Diabetes Association,San Francisco,CA, June
6-10, 2008, Presentation No. 0461P) ,

[0010] LR HLIEKE FNRAN LRI &% 205 5 3 S A AE A FLAE 3 1) J 3 B i 20 fnid
BEMIRBRESH FPEREARIRG TAE. XN TAE IT BO8E PRI K i an ik 5 22 52 14
RAL T S MR & R ARBU SR B AR P AR P 1 15 R APT (extreme of insulin resistance).

ZEAE

[0011]  ARBAFEME T H FAEM I 52 8 sE s (R FE ARl BB ) hikyT 11
OB PRI IR 77325, IR 5238 3 Bl 3 CUE A —Fh a2 R CUIRPURE IR 25 80/ B33 59 FH b
PRy (T RFRIRE 25 ) AT VAT AT RN TR 77 A HE R 75 R ¥R 7 R L
B SRR 45 20V A R ) SGLT2 JIFRI A0 3R

[0012]  {E—4850jf 7y b, AR R TAEWILIIY 2 X E BUEE (B AR IAH R
&) HRYT LT BRI I 7 R 25 2 V6 TT A AR B IR HE A1) R BOAAK S R TR KA )
(PR A IEHE BT Z BRI BRI —PGS) PR, ik 2 X & B # O/ —
FhER 2 PhHUNE IR 25 AT 3697 TR BT R

[0013] g DARYE AR B, 7T 3R B ] J5 vk i, il 7 A 58 0 R L 3 4 52 1K 4 BR
BB MM EWRL IR, Ik A -G E-5 V8 TT A SR R SCLT2 HPHiF 1w Wik s 41
R BIAHE FIE —PGS J 22 /b—Fh 25 TR R BRI B KL o 494, 7EA R AR 73, Pk
TFEAREE LS 2 IR SR E R M SR, TR A S S A IRITT A
I Z 1 24 200mg/ K FIIEHEFE ARG FEE —PCS J 22 /b —Fofr 24 FH 50 45 8 571 Bl
Ko

[0014]  FEA KRBT 73, W0 0. 5 222 350mg/ KK SGLT2 H il 1 liiktk 51z slik
¥4I —PGS 1] 5 —FhEk 2 P e CURCE / By 5 FHBURE PR 295 45 25, Pk 3L 1 i
/ BRI  FPURE PRI 25 1] g A HEREIR ) H e SGLT2 FIFAIRT / BR] A Bk SGLT2 741
(1) — T s 2 FPBORE R 24, BT B SGLT2 i) 77 S0 B — 8 22 Fh piowl PR s 25 m] A HE i 15 32
A/ s S ESNA TR, TR IS SO AT AT D BUIRERE 25 B s AR U E 2y TR
7 SRR FERRAL I 254 B s i 250 / ST R s e I 24 v G i /MR ZR RPN . AE
— AT R, TR — el B R 2GR/ s Rk 2 B LRI RILR T A R E
K2

[0015]  7EAS J BHAE FH —Fial 22 B SGLT2 HHi) 511 ik 4 41 g Bk k% 418 —PGS 55— Fhal,
ZRPURE R 2GR ) S EBINAIT RIS R — A S2 i 7 B, prid e gish g
I7 ] AP AR REE 25 Be e IR LAE 25« FH T 3897 3 KR R AL 1) 259 Bt = 1L R 24 1/ 8.
B0 BB 1M 24 15 Qi /A SR BRI, ik — ek 2 e il R 2 & (5
SGLT2 HFIE A ) ki i 4 F V0778 RO B AR R 14 20 % RIE HHERE FH T1R7T
B R 5 = 29 100 %

[0016]  TEAR & B 5k Hees il 7y G2y, midk A58 T SGLT2 i3] 1 A ik 4 471) IR Bl s A%
He —PGS Je—Fh Bl 2 Pl FR v 25677, Forb BTk Hosl FR v 25 18 5 XU i — A XU
T R IO i a4 5 AR (glyburide) BUAgHINEE (glipizide) % %5 B4 H B0 il 5. PPAR v
BB PPAR o /v BB, aP2 #IHIFH) DPPA HIH 7). 6 & 32 BG4 L 20 4 471) i

8
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(rosiglitazone) ALK F (pioglitazone) JF i LM ZAERK —1 (GLP-1) 2K 57
PR RS AL L DGAT PRI 7] CCR2 FE 5157 11— B —HSD ( FR Ak 28 [l o At S0 ) iR 5 25 L Ui
M8 (meglitinide) \PTPLB il 5 I Aol 0 Ao it 401 T 5] 1 2 M —6— B R Il 41D HL 57 B A1)
AR

[0017] 7RI Sty b, AR AR AL T 7R FL B W Re il 2 N SRR T 1T BU8% JR
[ 77 5%, BT 77 VR AL HE X BT s W LBl W 25 245 SGLT2 H 57 1 Wik #4% 41) g sl ik 4% 471 e PGS
5 —Rhak Z FhPusE KW 25 R ALE B0 B, o PR Hosl R 2538 B = B XU 4% 51 AR
WALk (glimepiride) 4% 41 R (glipyride) \#& FI LR 3L ZE KK (exenatide) 5
AR (chlorpropamide) 4% %1554 (gliclazide) WA HIVT (saxagliptin) « PEAFIIT
(sitagliptin) HE#EF)VT (vildagliptin) PR ¥ HE (acarbose) K#& A (miglitol) .
ML 0 B 24 B0 i B 35\ G1-262570 FH 4% #1) Wi (isaglitazone) . JTT-501. NN-2344,
1.895645. YM-440, R-119702, AJ9677 k#5445 (repaglinide) \HSH%414S (nateglinide) .
KAD 1129, AR-H039242. GW-409544, KRP297. AC2993. LY315902, NVP-DPP-728A s ' 1P
e EZ MA S

[0018]  FEAS BT iE I B Skt 77 S, BTG HIN 20 0. 5 224 200mg/ K IR H5 41 R B,
M AR —PGS 5 B AE T HLAL 75 171 7 BUAE St B ) Physicians’ Desk Reference (PDR) H
IS ITFRIFE RS E A/ 8RR a8 2 500 249 2000mg/ K FOWATHT / 847 & i [FH
RY10.5 B4y 25mg/ KIKI & HET ( AVANDIA®, Glaxo—Wellcome) B EFE A4 0.5
24 75mg/ KL% AET ( ACTOS®, Takeda Pharmaceuticals America, Inc.) BEGZS
2o

[0019]  {EAKRBIJIERH BT &,

[0020]  (a) FIE WL 0.5 £Z 200mg/ K IJEA%FNGEBUIEKE F)IEE —PGS 5 B A HAL T )
) EEBAE PDR H i (1) 550 5 1 I B R BE G 25 24 55

[0021]  (b) FIE AL 0.5 22 200mg/ KIPFIIEkE FIEBIERE R —PGS 5 &4 I+ HAR 71
75 BAE PDR A iR (19570 52 1 i B 25 S50 A £ 500 2224 2000mg/ TR 1) — FF XIS & 25
25 58k

[0022]  (c) FIFE AL 0.5 222y 200mg/ K I 15 #% 41 e B ¥ 41 : PGS 5 = A2 JF B Ab
J7 1) 2 BUAE PDR A 3R 16 570 & 11 g B R ) O 29 0.5 22 2 Thmg/ K ¥ ILL 4% 41 Al
( ACTOS®, Takeda Pharmaceuticals America, Inc.) BRFIE N 0.5 &4 25mg/ K1)
2581 ( AVANDIA®, Glaxo-Wellcome) FE&252y ;8L

[0023]  (d) FFIFE AL 0.5 22 200mg/ K[k HIEBIER AR —PCS 5T+ HARTT 1)
F) 5 BAE PDR FP IR ()55 8 1 i 55 2= TR0 40 500 222 2000mg/ R — B XU A 5 & A
270.5 22y 75mg/ REINLA% 5 B S5 82 0. 5 222 26mg/ RKIV B HESIMIRR G252 .
[0024]  AY BB S 7 5204 SGLT2 1 il 3713 40 ik gk 41 e Bl 1A 4% 41 PGS fEHi 4 H T
TEV FLBh e Al e N Ry 11 BOB PR I 254 i 0% .

[0025] AU BB S 7 5204 SGLT2 il dn ik kg 41| e B IA A% 41 PGS 5 —Fhak £
FhPURE PRI 250/ B —Fh e 2 P IEREAE 25 1 A& 7R 2 3697 1T B8 FR s 1 254
I & Pl Publ PR 25800/ BRBTIEFEIE 2578 SGLT2 FPi AT 45 25 7 SCGLT2 FHil51 J5 25
ey SGLT2 HHiFH] [F] I 25 24
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[0026] A B L& S M 77 58 oA SGLT2 7)1 i A% 41 ik sl ik 4% 41 —PGS fE il 2% FH T
YT A B 2 Y TT OB R 95 (1) 2590 1 FH g, L rp BT IR 36 S A R] A A AT e
N 51 S A 10 7 ORI L sh A2 25 SGLT2 0I5 okl JR v 25 8/ s BT IR EE 25 /415
PR

[0027] A B & S 77 %8 oA SGLT2 50 40 i 4% 21 R sl A A% Z1)ig —PGS 5 —Fhal £
FRBURE IR0 25 (0 4L-A A 4 B T30 97 A HOE 2 U TT ZD8E RO 1 2 1 i 2k, b iy
TRBURE R 5 245 A SOV TR TR 781 28 B FP R 6157  PPAR v B350 PPAR  « / v XUEESB)
aP2 $ 51 DPP4 P i551) Bk i 3 B ) Bk v iU Bl 22 A iR — 1 (GLP-1) 24k 351 i 25 ik
B S AL DGAT D157 CCR2 F5H0H . 11— B —HSD i 55 25V AUHI 2E IR  PTP LB #5157 b I i
AL B HI IR e 27 88 —6— BEIR BRI IR s e AT M e B Z P A . FrdkBuosi R w2y
£E SGLT2 HHIFIATZE 25\ 4E SGLT2 FPHIFI 5 Zisk 5 SGLT2 HHIFI[F i 5 24

[0028] A B SEHE 77 584 SGLT2 7)1 4n bk 41 ik sl ik 4% 41k —PGS {E 2% FH T
TRIT A HIE 2 X 1T BOME R 95 (1 250 16 A g, L rp BT IR ¥ 9 855 LA R] e A A sz T A
WL FE 5 i st F 7 OG TH SL B s 25 2 SGLT2 M k50) 55— b Bl 22 Bl HobE R 8 25 204
o BT HUwE R v 2435 1FSUK IR AR 67 25 BE PR I50) . PPAR Y 3357 PPAR a /v XX
BN aP2 P15 DPPA F 5] B 5 22 MR ok s I B 22 ik 1 (GLP-1) 24K 3)
) RS A 571 DGAT #6135 CCR2 F5HT5\ 11— B —HSD Ji & 25 L &1 #K R PTP1B 411
T B U B AL R 50 A R -6 BERRBEA RIS eI R s E 2 M AL A .
[0020] A% B Sl 77 5204 SGLT2 H T 4n o 51 ie sl IA 4% 41k PGS 5 H g sl
HMATT A B 3, BTl e s AT IR IR ERE 24 P IR 10 25 80U 19897 3
K REREAL (1 254, BTk 2900 HMG - CoA I8 JEU BRI « £ 28 45 5 BEANHIF  £F 4R R BT 44
i) ) DT AR L IE 18 22 M B4 1) ACAT $MI7I3) « LDL 52 443 M b 38550 « JUEL[] Fe R oA 490 1) 351) L L §55
B R B2 (CETP) PP Bl Na'/ R ER W [F) % i 5 L POk sf) A Ee . B - NIk
Jiéz FEL A T R A 57 HDL 350 PPAR o S FIAT / B FXR $sh ) sLDL 3 AR e 255
VWY - PP ACH AN LDL 52 0R15 S350 8l S PR RE T AL s b s 2 1R 2 L A
I~ HMG—CoA 5 B i) 571) sk = 6 [ e i P SE BRI U50) s PPAR & S8l sk [ e ] 1 o k45
1 —1 (SREBP-1) ;5%

[0030] AT EHIT PR IMLEZS, oA B ' - B 2% RE BT | 45 1 18 PE W) (L A
MU/ 8T 20) HIPRZG B AN EIF)ACE I AT-1 S2ARFE DR ET 245500 XE ET/
ATT F5H50) A PEREBE P DI (NEP) I« 0 /8 BREEPIH77) ( UEE NEP-ACE FIHIF] ) S
MRtk / IR ES ok

[0031]  Fridk H e iy 7004 il /R B 0157, LA SIS EF (clopidogrel) sRMESILZ
(toclopidine) BEHIHEH (prasugrel) BXF =] LK,

[0032]  FITRAAN AT FIAE SCGLT2 FHIFIRTES 25 16 SGLT2 HMHIF) 545 2k 5 SGLT2 ]
SIS 45 24

[0033] AR B SEHE 77 58 04 SGLT2 701 an b 41 e sl ik 4% A —PGS Rt b S
(e S MATT FIAE T2 T9A7 11 B8 RS 1 254 16 3%

[0034]  Frid & BRI MATT FIAE SGLT2 FNHIFAI AT 25 25« 7 SCLT2 i3 J5 45 25 8 55 SGLT2
PO RIS 25 25
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[0035]  TEA & BHAE ] SGLT2 FPil7) 5 —Fh i 2 fh H & B SME T7 71 B 416 10 7 20—
ANSIE 7 S, SGLT2 S5 LAAE X T—Fh el 2 e A MG 7 RIRE A 29 200 © 12
250.1 ¢ 1 ERGZ, EHLE ST Eh, SCGLT2 #lF AT —Frek £ Fi e 5
BAMEITT FIRTEE 20 100 ¢ 1 58290.2 @ 1 EELLSZ.

[0036] AN/ B & S 5 58 04 SGLT2 H I 4n ik s 51 i B iE 4% Sk —PGS 5 —Fh %
FRHURE IR 9 25 416 7E 46 F 3097 11 B0 R R 259 vh 16 FH O, JE b Prd BowE PR s 24
B OB 80 AR 471 56 TR 4% 51) R R L 4 471 EL e« U T R A5 40 5 5 S YDA 1Y T
VEAR BT AERS ST BT 0 R S T L I 27 i 2 0l 5 35 L G1-262570  f7H% 471
i\ JTT-501 3 ZE TR L A NN-2344., 1895645, YM—440, R-119702, AJO6 77 Fiths 51145 L bk 1) 23
KAD1129. AR-H039242. GW-409544, KRP297. AC2993. LY315902, NVP-DPP-728A B '& A1
FhEl S 2R 44 . PR HURE PR 25 78 SGLT2 FHIFI AT 25 25 . 76 SGLT2 $MikIFH G 4425k
SGLT2 FHIFRI R i 25 24

[0037] A% B & Sl 7 58 24 SGLT2 FFHI i an il 51 ve B #% F1)e —PGS A\ 55 & 5%
(R4 SGLT2 H T Uik ke 41 R Bk 45 41 —PGS A 5 — A XN 24 « SGLT2 F il 71 i
WA KSR BRSNS B R —PGS A3 5 W8 Mo — J i 40 LA 571) W) 550284 1) I (1) 40 6 I A 21
SIS HE —PGS 5 FF SUIAIEE B R (1 4L B IR A% 51 R Bl 41 E PGS 5 Ji I 25 e 4
Bt W (0 4L E IE A% B R BRI AK B —PGS 5 A SUNIURTE M Jo - J 1) 20 A BRI A% 1)1 5k
IEHE BN —PGS 55 IR I 25 - — A XUNTCRA W Mg — i 1) 20 76 AS R B 5 6 AR i A gk, SR BT ik
W Ao Tl 32 Ay MR A 270 i sk 2 % 471

[0038]  TEA < BH J5 kb A AT SGLT2 AW 24 C- 5 BE i BT (ARFR A C— i % Hl
) ok 0- FFILA AR (R 0 M AT ) , HoB e N SCiEgnitiiag.

[0039]  {EAS & BAS A SGLT2 P Wi kA 51 e sl ik 4% F1iE PGS 5 —Fhak £ Fhpi i K
5 24 F LA B 5 05— AN S 5 287, SGLT2 k57 LAAF G - — b a2 Bl H e bl R 9 24
Y AZ 200 @ 1 £240.1 @ 1 WERELG . AHLESZErRP, SCGLT2 HHFILIAH
X —Fhal 2 e UM R ZIE N2 100 0 1 2450.2 1 MERESZ.

[0040] AR EHERALT SLGT2 IR H Th7y7 11 200 IR 25 h i g . 75—
ANSEETT S, AR AR T C— D7 A AR T B O T A 0 A — P el 2 R BN PR
ENI& H TR97 11 BB Rm 25 P & B, Ak BIER AL T 1A% 21 ik sl IA #5471
W —PGS 7E il & H TR I7 11 B8 PR I 259 i FH o o 76 il I fer A& b, T i SLGT2
FRHIFI LI TT B UKL 2

[0041] AR EHIRAE T VRN M T30 L1 BB PR 25917 SLGT2 FHIFH) 5 —Fhek £ Fit
BRI LA G . 18— A7 b, AR IR TYE N H Ty 1T B8 PR 1 25 1
C— J7 A A NE T B O D7 M AT 5— Rk Z P Pii IR 25 4L & Bian, Ak Bt T
VE TR YT T 00 FRv 1R 2500 () 348 51 e BOL S B1)E —PGS 5 —Fh B2 Fh o i R v 25 11
A AEFTRER AT F A, BTk SLGT2 JifIF LLG 7 A BuE ke 2.

[0042] A HITE A FH IO ATE “ AR B IR iy 22 HKp” AR O ™ B IR 5 25 KPR e R AR
> = 50 BT IR R B+ 1 IRIEE B 38 AR (IR Mo — T 15 Ak A 471 ) B8 s A B R/
SRR ) AT AT, AR 3 TR A 740 1

[0043] A HEAH F AR TE “ 16974 BB SLGT2 M7 R de e FLah 2 ik & s K

11
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FRORE I A 2 R KO BRAR ZE S 2 BT 532 (0 /K (G ADA brvfESRAf 2 ) 19 SLGT2 Fki 51
[ 12 B

[0044] AN HIIEAE AR TE “ I8k HIIE —PGS” JE 7 1A K& H1 R A — B AL Bk 5 51 T
TEOKEY, AR ER I R (S) A R) FER.

[0045] A HIE AL H ATE “ARMBEAE” SEFR R0 T (dL) fIKT 60mg (1) HE A

[0046] A FHIHE A5 FH (O AR TE B PRovs 7 H8 11 00 b sl T % 22 A e PR (NTDDM)
Horp BB AR RS OL T A AT W Mo (HbA,, < 7% ) H/AFE & MofsiE B
AL R P B =R

[0047] A AE FH OARTE “ R 2 fef 43 T (dL) & T 180mg (1A /K P

[0048] it sG AT —FhEk 2 b CUIRBURE PR 2500 / S S F BURE PR 25 34T B3R i 5
FRIARTE “ R T 3 32 BT SE AT ATT 1 1T B8 PR £ AN BE S 52 SOh HbA,, < 7.0%
(1 LA 42

[0049] A FH AT « 24 FHE PR 7 A2 F8 o B8 0 T4 %0 ] Ak | 2 ]k sl 3 Ak () 3B 7 391
s R0 AL B ) AT AT SR AL (R SRR R o mT 4 Sy 2 3R 1 — 80 S5 S48 S IS, 1 5L
B 2 BE R IERE VR, 1 R KT A A Bk AT Y R R AT AR, W R AT
YEFHN . QAP R CRRAT %5 W ARRTURE IR s 280 s 3 A IR F), w& an ]
AR AEE T 2, AN A I HE T Z0AE L SRR RO S TR A S
WG WA BRI ER B R A R OB IR s SRR, W A B AL BRI AU AL
B SIERIR s AN A AJEIK BB K MV s O sBEIR SR R s e TR E AR
(RO 791, 5 2 ) R SRR R B R T R T R 5% 5 5 B3R SRR s B AT S IR SRR 5 5 %
BT s AP AL

[0050] AR BHARAL T 4 ALE 4, FoEp S SCLT2 MfilF (I A 4% 1) ik sl 1A 4% 471
W —PGS) B SGLT2 7] (AL A b4 IR Bk 51 —PGS) J ik — ek 2 Fhiisk
PRI 25 40— OSUTCRIBE Mt — AT/ s sl 2 Bl R W B IR R 2, e A1 5 4
AR 7 A AR R G — s 2 B R B 19 25 R R R N A R L R E — 2 . DB TR 2y
WG D TC A T 1 RS 2 1 [ R sl A T X s ) e T B8 W e S s e 2 K
PEANAEACHE 2 TR B A TN B BN 0 A8 S G K O 2 ool (W B R o
B Hm %) RIELAEMIREGY D O Wl ) St 5 A MUBS @ Wim iR L lg . T
51 a8 o A5 FH B A ORI £ 20 FROR PR R 00 T PR 5 T 5 B PR B B A P R T v Tk 57k
RSN IE

[0051]  IX4CZH &40 o] & SR b s 8 500 S ) FLAL T B 43 B0 o XA AEMDE B )
7 1= ] B % A B R AN BB B R Dt R R R  — S T T AR L AR S R AR
iE. AT AL FESEB I an il GBS o S5 FH 25 2 S K R A T i ok A P R A A K
48] G P Rl R TR A A e SR ST

[0052]  7ESE A A B 7532 LLVR T I FLaN A 52 13 sl AR I I A2 b, D0 75 BRI T I L
B2 R SRR UL — 5 B RS 25 SGLT2 NI kDA 45 25 SGLT2 PNkl 5 — ek £ i
HEhb KRB/ s—Mal 2 Bl e ), frid— @ 80l /A H TRl Rm (Jh&
[ IR KT ) BB T 5 | R URE (1 & AR B3k T L sl 32 18 o o St
FH B EL AR SGLT2 50 F0 B A L& BOBE IR s 2R P 3E . i Dh ey 11 Z98E R H.

12
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A] B8 HH IR B TR B 22 RPN, AT FRA TR ) i o 7E— AN S 7 S, nIX I FL Bl 52 K 4 5.
A LA B25 24 SCLT2 HPHF), Prid— & En] ey ia 7 B R (Fha s AR ) B
KT 5 EACMBIE R & B, 7E— 85 29, LERE) 1mg 24 1000mg 1) &8 [ HREs
ZPTIR SCLT2 #P il 8= Sl 77 b, L2y 0. bmg 224y 350mg/ K I¥) & [ k45 25 P ik
SGLT2 k7). fEH B 5L 7 &b, LLA Img £4) 200mg/ KEKZ) 2. 5mg 4 Tomg/ KI¥) &=
RSS2 iR SGLT2 #7677 S, LLAY Smg 244 50mg/ KI5 IR Es 24 fir
A SGLT2 T o Fr i () B A ) it ] 4% B —F s B an /R 1 2 4 IR 2 25 T X
K4 2o

[0053]  {E— NSt 7 e, AR B 7 VAL RR 45 25 SGLT2 3k IE 4% 41 Be TN — /K &4
(BN LK FE —PGS B dapa—PGS) WIPER, Frik SGLT2 HHIFIIAKE F)E A — /K& 2 W,
S H HiE 11/765, 481 (AFF5 A US 2008/0004336 AL), H T4 B 1145 T ik 25 [H A i
11/765, 481 AN HIH AR HIEIENSH . EkFI%E -PGS 1] &2 (S) BB (R) .
EHE AR -PGS [ (S) TEAX WL &M T Fios

[0054]

K5 %-PGS
[0055] A& 1

[0056] kA% HIIE -PGS ¥ (R) LA FAL G TA Fios
[0057]

HO

[0058]  4L&4) 1A
[0059]  TAHEFIEE PGS (145 bk &5 Rl i LN — sk 2 ORRAE -
[0060] &) FEAZE T NIARKMSEL .

[0061]  EAHERT -
[0062]

a=11.2688(8)A
[0063]
b=4.8093(3)A

13
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[0064]

c=46.723(3)A
[0065] a = 90°
[0066] B = 90°
[0067] v =90°
[0068]  =F[AJHf= P2,2,2,
[0069]  7rF / AXFRHEITT=1
[0070] AP 78 SR 0T P I &5 i 45 A EAT I 2 HLPT IR 45 i A5 A R REAEAE T 0 R - AR b
A 32 I I FRE 60/817, 118 FISE E JE G I HE 11/765, 481 (US2008/0004336 A1)
(112 4 a0 FIREE
[0071]1 b) A EEELLTF 20 {5 (CukKa A=1.5418 A ) HIM K X ST AT5 & (=) -
3.840.1.7.6+0.1.8.140. 1.8.74+0. 1,15. 2+0. 1,15. 7. 440. 1.17. 1+0. 1.18.94+0. 1
120, 140. 1 ;
[0072]  ¢) [AZF °C NMR %, H I 400MHz 38 3% (SCAH X T-7E 0 AL 1 TMS ki e H B 5 LA
T JE A SRR A B <16, 2017, 6439, 3.60. 9.63. 3.69. 8,76. 9.78. 7.79. 4.113. 8.123. 6.
129. 3.130. 5.132. 0.135. 7.139. 1 il 158. Oppm ;
[0073]  d) Z/n{aH B RGERGE R, HAEZ) 50°C 2 78°C 1K 70 [ P H AT W Hheml 4 58 [ 1l
I E75 60/817, 118 FIZE [E ARG I Hif 11/765, 481 (US 2008/0004336 Al) KK 7 b B RH
HFE
[0074] o) IENHTINE, HAEA'SIRE L 240°C BA ) 18. 7% I 5815 e s /e 2 H il
I H/ 60/817, 118 F12E [E ARG I FEif 11/765, 481 (US 2008/0004336 A1) KK 5 F B i
HBHE 5Bk
[0075] ) Jit + NMR, H: B A5 5 78 36 [ I i H 3% 60/817, 118 H1 26 [H HE Il i 1 i
11/765, 481 (US 2008/0004336 A1) [ 1A 7 T A5 A SR BUIIEAT B .
[0076] i T-Ax A BHHHI& ) SGLT2 PNHIFIE ARG C— 75 FL A A 0 R 0— 75 FE 3 A M1 o
[0077] W] TAN R B J5 151G C— D5 BE A 2005 17 (PRA C— %8 1 ) SGLT2 i3] iy s
BIAFEEHAIR T
[0078] 1) 2 [H % F 6,515, 117 F1 PCT/US03/15591 1 3t & ¥y C— 2% Jk 7 4 #F 1F, H
TAEAT B Bk ik 56 B %A 6,515, 117 A1 PCT/US03/15591 [ 4= #l N 25 FF AN A H1 i
B Z %, £ DLy &9, Prik C- 75 55 ) % 8 1 b 18 4% 41 1% 81 (25, 3R, 4R, 5S,
6R) —2— (4- A —3-(4- L TR ) AE) -6-(FREEFE) VU —2H-nikisg -3,4,5- —F%, H
WMELNEED 1T PR
[0079]

14
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KA
[o080] 4L&H 11
[0081] 75 I & St /7 Ze v, Pk C— 0 22 7 280 B 7 D 4% 41 e 1 VU IR R 25 (L) 8K =
L@z‘z (2R, 3R, 4R, 5S,68) 2-( L WAL L) 6-(4- R -3-U- CHENFE) KE) W
—2H- kg -3, 4,5- =JLHE, 525 WL EEH) 6,515, 117 1 PCT/US03/15591 H. UL Rk

/m\% LTA 7
[0082]

[0083] {L&W) 11IA
[0084] 2) ZEEEH| 6,414, 126 F1 PCT/US00/27187 H iR (1) C— 77 3 7 25 ¥l 17 s HL 24

#hy AT B A ik 26 [ LA 6, 414, 126 FTPCT/US00/27187 FI4Hl A 25 3 A4S H1 i
B2, ik C- J7 A A a R AR TTT L5
[0085]

R2a ‘\ ‘X
o

"/OH

HO

HO\"

OH

[0os6] K II11

[o087]  H:rh
[0088]  R'\R® Il R** JhS7 A4 OH. OR’\Edik | CF,. OCHF,. OCF,. SR” 8% %2, 8k R'\ R* 1 R*

HTAS S e AT BT E R (B ] — B T B ERIR ) 56— BX 7 JUBR IR BN IR, AT J8EA ] 7E 2R
HEH 12 ADRRT, TR R T N0, S, SO FiT/ 87 S0, 5

15
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[0089]  R® Al R* FhS7 A4 OH. OR™, -0 753 —OCH, 753 fedk Rk | CF,. —OCHF, . —OCF,.
i 2% . —CN,—CO,R*", —CO,H. —COR®™, —CH (OH) R* . —~CH (OR™) R, ~CONR°R"*, -NHCOR** . -NHSO,R**, -N
HSO, J53E . 7555, —SR™, —=SOR™ . —S0,R*¢, —S0, 5 HEEK 5-.6— 5L 7— TGN, Frik 22 3F n] fEER
A1 E 4 NRIET, IR 28R 74 NV 0L S. SO Fl / 8] S0, 5 R® Fl R* S5 e AT e ik —
ALTE IR ) 56— B 7— JTUBRIN BRI, TR 8 AT (B 5 1 & 4 DARIRT, Pk 2
J5 724 NL 0. S. SO Al / 8 SO, ;

[0090] R5 R5a R5b R5c Rﬁd REe R5f R5g R5h ﬂzn RSi zﬂjjﬁ%ﬁ%

[0091] R\ R™, R™. R* 1 R*™ BT W& pedk 5 3k pedt D5 L s 3R e 3, 81 R® F1 R™ 52477
PG B — RIE IR 5-.6- B 7- JCRH, TR A AT AE M &H 1 2 4 DR+,
Bk 2% J5 14 NL 0 S. SO A/ 8% S0, 5 H.

[0092] A A O.S.NH 8¢ (CH,),, HH n 2y 0-3,

[0093]  Z%fthsE, 24 AN (CHY ., Hibn ly 0.1.2 8 3 8L A g 0 H R.R F R Pl & /b —A
“ky OH BY OR® I, JU] R'. R® I R** /) & 2—A> K CF,. OCF, B OCHF, Fl / 5 R® Al R* A & /b
—ANk CF,.—OCHF, . —0CF,. CH (OR™) R*, CH (OH) R*. COR®, —CN. —CO,R””, -NHCOR*, -NHSO,R*', -N
HS0, 754k, 7556 . SR>, —=SOR*"| —=SO,R* Bk -S0, 755,

[0094]  FEH B ST B, ITRLEW R (2S, 3R, 4R, 5S, 6R) —2- (4- & —3- (4- LFEFEH)
HKEE)-6-(FREEFE) VIS —2H- Mbmg -3, 4, 5— =%, in7rEE E &) H1iE 11/233, 617 F1US
2006/0063722 Al Wz Es HUWLL L& TTTA h 7R

[0095]

(2S,3R,4R,58,6R)-2-(4- R.-3-(4- T A F H) K K)-6-
BEA T H)w A -2H-Hh-3,4,5- = BF
[0096] {L&4 T11A.
[0097]  3)C— J7ZEAI A7, Hooh D- B L- LRI 45 dh 4t 54, WiAE PCT/US02/11066.US
2003/0064935 F13E E EH) 6, 774, 112 Hh PR, tH T4 H B BT 25 N A A A H
EIENZ . Pk C- 5 A s A & 5K IV 1450 D- 8 L- L4 54 -
[0098]
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[0099] = IV

[o100]  JLHh

[0101]  R'\R* FlI R** Al57 &, OH. OR®, Bk . ~OCHF, . —OCF,\ —SR™ B} |x % ;

[0102]  R® A1 R* Bk 57 24 &, OH. OR™. ¢ 3k 3K ¢ F&. CF,. —OCHF,. —OCF,. X %%, ~CONRR™
. —CO,R5¢. —CO,H, —COR®, —CH(OH) R*, —CH(OR**) R*', —CN, —NHCOR®*, -NHSO,R", -NHS0, 7%
BE SR =SOR™\~S0,R™ 5K 5-.6— B} 7- JGL4H, FTRZSI A 5 1 2 4 DM JRR T, T
ARALJEF A NS 04 Sy SO/ 5K S0, 3 R® AT R 5'E AT AT IE B WK — B B ARIG 5-.6- 5,
T— JUBRIRBAEIR, FTR 24 A rTZEMR 5 4 NV 0L S. S0. S0, [ 1 2 4 MERIRT 5

[0103] RS\ R5a‘ R5b\ R5c‘ RSd‘ RSe‘ RSf‘ RSg‘ R5h %H RSi zﬂﬁj’\ﬂi}ﬁn% .

[0104]  R°\R™.R™\R® il R6d M7 A &L BEEE 05 FE B gt 75 BRSO E 2, 51 R® Fl R 517
PR B R IR 5-.6- 87— TG, TR Al EM P 5 1 2 4 DARIR T
PR 2% J7 4 NL 0L S, SO AT / 8k SO, Frid b & Wi /5 A H 1097 B

[0105]  FE—ANSEHETT ST, &5 dn s SRR ES S A HS L- 2R . L- ZRIL Nz AN D- 2R3k
WNRRS AW, b R R AR S R 4-C1 H R® 24 4-C,H, 8% 4-0C,H,.

[0106]  4) XV (1N R i 2 B 25 — BRI AT AR s 25 28, e US2005/0209166 H iy
A, AR H ST e 2N B AR RIEERNSE .

[0107]

OR7b

[0108] AV

[0109] b R\ R R’ R.R’.R®.R™.R™ FI R™ 417E US 2005/0209166 1 5E X

[o110]  5) X VI 1) D- LAkl — BUR R G s L 25 ) &, Wnide US2006/0074031
8 S TR B i e 2N A H AR RIEIEN S -

[0111]
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(01121 K VI

[0113]  HA R RVR.RL RV R™.R™PVR™X FI Z WifE US 2006/0074031 HhiE X

[0114]  6) X VIT (19 D- ARk - B AL A ek L 25 H 2, 40/E US 2006/0035841 H1 B
A, TR B ST e N A IR AR RISTEA ST

[0115]

2
R! R Ré

OR7b
[0116] = VII
[o117] i FoR et s XUEE H Cy. RS R R% RS R, RO R™ R™. R™L X 0 Z W14E US
2006,/0035841 1 5E X,
[o118]  7) =\ VITT i D- ARntbigg 2t — BUCHI 2RI GP ak L 25 H 3, anfE US2006/0009400
TR, AT E s e N S AR RIEEN S .
[0119]

[0120] X VIII

01211 Hrp RVRVRVRL RV R™RPLVR™ X 1 Z 404E US 2006,/0009400 3% 75 o

[o122]  8) X IX ¥y D— Mt i ) 25 B 2 - 22 3 - IR 4L & W s 3L 25 I 3, A
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T PR AR AR . AE— SR TT S, Prid AR Z 4k B &4k B AE WO 99/00353
WO 00/039077 H i Z AL &4

[0247]  AIEITAEE S SCLT2 i K& 45 25 10 R B 245 1 S ) A R AH AN PR T4 e 224k
iy 5 Re B R AT R R B g I o fE— AN SR TT S8, P IR B 25 0 A4 ié 2 ARt o
[0248] W] 7E H. A5 SGLT2 41 il ) (1) AH [5] 571 2 A 8% 78 A [5] 57 B 4 B8 A8 A 9 Bk Bk
Physicians’ Desk Reference "Vl CUAIIFIE N4 25 7 ZAEH Ll S FhPuIEREEZ .
[0240]  HRHEAK A T7 V%, Frid SCLT2 Ml Al Hhtam s (sbF Mg ) 9% 71697
SRR I 25 B o Bt TR 25 ) sH T8 97 S K s AR A 1K 2549 ¢ S48 ] R HMG
CoA 14 Ji g #1551, T A F5 EAS BR = 26 ARt VT AN AE S5 [ L0 3, 983, 140 3% & (1 4H R AL
G IBAATT (SEYEVEAR ) FIAESE E LA 4, 231, 938 Fi R HIAH AL S AR AR YT AN
W nAE R E LA 4, 346, 227 HH B SR 1 AH AL G S AR YT AN AE 3L [ £ R 4, 448, 784 FHI
4,450, 171 P ER AR AP . A G ] AT (1) HMG CoA 3 Jir ) 1l 3516 Hf AELAS PR
TAEEE TR 5, 354, 772 ¥ 1 mARAYT FESEE £ 5, 006, 530 Fl1 5, 177, 080 1 # %
(PG ST AR T 7625 B SR 4, 681, 893.5, 273, 995.5, 385, 929 Fl 5, 686, 104 T3 75 (1) FT 4T
AT FESEE L H 5,011, 930 M VLA AhYT (Nissan/Sankyo [ JE A& Athy] (NK-104)
AT ) FESEE E ) 5, 260, 440 T F& ) Shionogi-Astra/Zeneca & IR AlyT ( 4k
YAV (ZD-4522)) (R AESEE LR 5, 753, 675 FR I Fa (IAH < A AL A A8 35 E LR
4,613, 610 H 4% #= 1) 7 2 R N ISR 0T AR 0 A nEE e S4B L 76 PCT HI i WO 86/03488 H 4 =
1) B2 IR N B AT AR e A 7E S5 | LR 4, 647, 576 R ER 1K 6-[2— CHUARY — it
W —1- %) — %e 2k ) nbig —2— Wi S HATAEM (Searle’s SC-45355 (3— BRI e —BRATAED )
TSR LBRER AE PCT HITE WO 86/07054 H 35 i 1Ry FR 2 6 TR 1A G PR 10K Pk SIS ABLA) | 7 32 Bl & )
2,596, 393 H#ER 1) 3- FRIEE —2- FRIE — TNKTE — BERRAT A AE R T A 1 0221025 HhH
Fa (1) 2, 3— ZHUARI N PRI FHE Iy 7T AR 4 7126 1B L) 4, 686, 237 4% #& 11 A 72 R Y
BRI ZE LAY T a5 36 [ &0 4, 499, 289 rh ik 1] )\ & 25 LR & H] H19E 0142146A2
R SR e AR (EARABTT ) IERSR A A SE B ER) 5, 506, 219 Fl15, 691, 322 i #x
(IR AL RE AT AR B I Ay T ES FUAH AL A o 4, 18 A B B & 16 A T 3001 HMG
CoA I8 JA B I IR AL &M 7E GB 2205837 ik
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[0250] I T4 FE IR FH 38 16 T 3k A % 0 6 i 90 ol 50 B 5 ELAS PR T 75 36 [/ & A 5, 712, 396
R ) o - BEIESE - BAPRES, Biller et al., J.Med. Chem. ,31 :1869-1871(1998) i &
(R LA FE S S I — M (AU — AR ) TRIR I8 S ) /e 56 [ &0 4, 871, 721 F114, 924, 024
M Biller,S.A. et al.,Current Pharmaceutical Design,2 :1-40(1996) F# & 1 H & C
) A M B A 57 o

[0251] BB Ab, 1& T4 Hf 3 A & 1) & A % 00 5 B 40 )57 A2 45 Ortiz de Montellano,
P.et al., J.Med. Chem. ,20 :243-249 (1977) #; #& (IHE K4k S EREIL £E | Corey et al.,
J. Am. Chem. Soc. ,98 :1291-1293 (1976) 4 i K12 We 55 — W TR MR 2R LA A R DR #3844 £ 18
Btk (PSQ-PP) 254 McClard, R.W. et al., J. Am. Chem. Soc. , 109 :5544 (1987) #{iE 14K,
I s BB WS A Capson, T. L, Ph. D. dissertation, June, 1987, Dept. Med. Chem. U of Utah,
Abstract, Table of Contents, pp. 16, 17,40-43,48-51, Summary fRE KN %o

[0252] & T A HIIE H g i H e B i T 25 B R H AN BR T 4T 4 B fir AL vl e v DURe 5 E
DISE VR UUT R RFL VR VIR N DURE e 8 DU 55 85 50/ A0 2% IR 56 [ &R 3, 674, 836 ik
Fa IAH AL B, Horp 8 2 A0 2 FE AR DL DLk 1), Brid Hoe B IR 25 i B G RV TR 2
Wy B I I 2% Sk dd i 22 Sk B F DEAE-Sephadex (SECHOLEX®, Policexide) flZk
& (Sankyo/Geltex) MARNEZ (Rhone—Poulenc) . A E-5050 (N- BEXAC I S BEIEATAYD) ) -
R (HOE-402) \ PUZ MR & (THL) . istigmastanyl BBENEAH (SPC, Roche) .2 FEFR
BIKS (Tanabe Seiyoku) WRZ F AJ-814 ( HEMIEATAEY ) T WM B Z (Sumitomo) \ F
i % (Sandoz)58-035. American Cyanamid CL-277,082 FH CL-283, 546 ( —HUARHIIRTTAE
V) IR (niacin) B RS w] | FA]E AR BT 8 2R A 2K IR ) =) DA a0 15 25 1 2 R
4,759, 923 PR EE 2 I ( IR AR PRI ) T4 W andese B LA 4, 027, 009 T EE Y
FHEZE (TIHRNEZRREEAE ) FUE P S I E U s IR [ R A 254 .

[0253] v ik I P ifi IR 24 W] oA 15 W AE G B R 1K ACAT 57 (3Lt B A B gl ik 5k
FEAE AL W5 7 ) :Drugs of the Future,24 :9-15(1999) (Avasimibe) ;Nicolosi et al.,

“The ACAT inhibitor, C1-1011 is effective in the prevention and regression

of aortic fatty streak area in hamsters”, Atherosclerosis(Shannon, Irel.),
137 (1) :77-85(1998) ;Ghiselli, G.,“The pharmacological profile of FCE 27677 :
anovel ACAT inhibitor with potent hypolipidemic activity mediated by selective
suppression of the hepatic secretion of ApoBl100-containing lipoprotein?”,
Cardiovasc. Drug Rev.,16(1) :16-30(1998) ;Smith, C.et al.,“RP 73163 :a
bioavailable alkylsulfinyl-diphenylimidazole ACAT inhibitor”, Bioorg. Med.
Chem. Lett. ,6(1) :47-50(1996) ;Krause, B.R.et al., Chapter 6 :“ACAT inhibitors:
Physiologic Mechanisms for Hypolipidemic and Anti-Atherosclerotic Activities
in Experimental Animals”, Inflammation :Mediators and Pathways, CRC Press,
Inc. , publ., Ruffolo, Jr., R.R. et al., eds., pp. 173-198 (1995) ;Sliskovic et al.,
“ACAT inhibitors :potential anti-atherosclerotic agents”, Curr.Med. Chem. ,
1(3) :204-225(1994) ;Stout et al.,“Inhibitors of acyl-CoA :cholesterol O-acyl
transferase (ACAT)as hypocholesterolemic agents. 6. The first water—soluble ACAT
inhibitor with lipid-regulating activity. Inhibitors of acyl-CoA :cholesterol a
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cyltransferase (ACAT). 7. Development of a series of substituted N-phenyl-N'" —-[(1
—phenylcyclopentyl) -methyl]ureas with enhanced hypocholesterolemic activity”,
Chemtracts :0rg. Chem. ,8(6) :359-362(1995), &% TS-962(Taisho Pharmaceutical
Co. Ltd) M F-1394.CS-505,F-12511. HL-004.K-10085 Fl1 YIC-C8-434,

[0254] T 3A B 1M i 250] 2% LDL A2 fA3 # b 8 771 41 MD-700 (Taisho Pharmaceutical
Co. Ltd) I LY295427 (E1i Lilly). J7 ik B I AR 25 w1 O JH [ W 05 e 00 ol 550, A0 3 A
Schering—Plough’s SCH48461 (fK¥#FE& KUl ) KA{F Atherosclerosis, 115 :45-63 (1995) Fll
J. Med. Chem. ,41 :973(1998) F# & (I HRLL,

[0255]  Jir ik L& JI Jo 24 40 I i v 2 4 ] O IR AL A% B B iR (CETP) i 4
Pfizer’s CP-529,414 }7F W0/0038722 F1 EP 818448 (Bayer) Fl1EP 992496 H 4 £ [ H &,
Pharmacia’ s SC-744 1 SC-795, } CETi~1 I JTT-705,

[0256]  FTIR R I 25 7] Jy % U14E Drugs of the Future, 24 :425-430(1999) 3% &% 1 []
Js Na'/ B BR Wy [R) 5 dz e 50 o ] AE A B A A FH B I ATP ey 6 1 22 i I 470
il AT A S A G R 36 1 £ R 5, 447, 954 R ER R LE

[0257]  Frik H & AR BG4 th A0 55 1 IE WO 00/30665 Hik Z& (MR MEI EAL &1, 2L 45
PSR = N7 & PNER = ' ONCRIE g € GRS S S N e R S v e )
ZEF IR, BAE WO 2000/015201 45 e (- RE A0 [ e A4 B T e A =0 PR < 18 A EP
675714 FRIER N B — PYEHAH [ B a0 sHDL _E R, 1 0 LXR s 70) \PPAR  a — 5
B/ B FXR N 518 WA EP 1022272 71 4 58 1¢) LDL 73 i A A 2F ) 5 145 W1 % DE
19622222 4 i (8 — L1 A H AR 5 v an /e SR [ LR 5, 698, 527 F1GB 2304106 HH 4 %
[ LDL 32 44155 5 77 s S AR 1 s DUARALTR), 1 04 WO 94/15592 rhliEa ) B - W M3 91
IRIMPR o - A H By B sRET A 4E R 3R C Bt mr = Db 2 iR 25, 18 IR L IR L 4k A 3R B6
YEPEFR BI2 YA ZR B SAE WO 97/35576 4l (RS MAME < £E WO 97/48701 FH i e rf)JIEL ] 2
IR 351 HMG—CoA & I i) 7] 8 = 26 ] e i 1Y 6l 400 500 < FH 1067 LG B S 1) PPAR
6 WBFH s BAE WO 2000/050574 H % i IR [F B 18 15 oA 454 8 -1 (SREBP-1) , 44 4 51
T AN 2R B i, B PR B (N-SMase) BRI Bro DRIk I P i i 24 4 8 AR At v T 3 AR At
VTS AT BB YT  AARYT DS ARA YT 2 IR AR Ay T AR A K DL SRR R/ 857
I o

[0258]  Jiridk SGLT2 7 Al LA K B 7 i 5 —Mek 2 it L R 258K H « S aE T
5 AR WA PR F R0 iy LR 2 SR HE BB b 2 R 420 FELURTT 24 | 4% 20 1 OHL BT 551)
(L— A/ B T— 2 ) b R 50 AE IR Al S 2 SEUHB P A mybe fradil) A1 AR
(1) T S M M | S SR R R PP W Mg S U R M | S R IR | P R SR I | — L P W MR | Y11 ) e
8 RIEIR KA JE IR tricrynafen, EUBENT L ZEK \musolimine A 3EAhJE \ triamtrenene,
BToK & A R R ) LB ER I ACE RIS FE A A 25 M) A R AR
M) ceranopril. P A b by A | T A L IR A R OK SR e A ) | AT-1
ZARSEUN (A E L JE W GyP I ) BT S2ARFS R (440 v il A= 38 L ] it A= 30
FIAESE H LA 5,612, 359 1 6, 043, 265 4 i KAL-5 4 ) WU HE ET/ALT F5505%) (4 Wi +e
WO 00/01389 Rl Fa ALG ) b MR K EE A D) Blg (NEP) a7 | I 8 IR BEM 57 ( XUE
NEP-ACE fil57) ) (451 B4 5 il o A% S iy ) AR ER / TR IR o
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[0250]  FTik SGLT2 #HilFHAH ] AR A i B 7 v 55 — F sl 22 M i A 24 slh it i 25 1B H
JIT IR BT LA 24 BT ok A1 245 16k FH 8 2l AL 1% 2 970 1) 591 0L /)8 A 2R B 0 ol 7)1 G b A 7 1
FULE P E (BLL Lilly) JPAT-1 0571 40 XR-330 A1 T-686 a —2— Hiif £ 4k &5 1
FHIFNE T — o —2- P £F 48 A BEDUAR S MRS 3R 2R3 PR g W rEE it ) (BT Z1ER
RRIY) B —MEEG (PDE) 7)1 1 XU 15 5 5 7 v A e ] ) DT AR L B S it B L ik =%
b fiz i EL AR S

[0260] B RTTHIHE M1 B AL R G I AR FIEIE S,

[0261]  H7EA B i 5 SGLT2 #HIF B A I, bl Heer Hotl PR s 25 FEL & 48 57 71 m]
0 01 LA AN 7E b 1 R 1) T A B BB R T X AR 2 W B A A AR N 1 5 A E 1 254
)& Bk i 9 1Y Physicians’ Desk Reference (PDR) Bk Remington’ s Pharmaceutical
Sciences g W] HERATH

[0262]  FEREAT AR IERERE S, [ A S5 SCLT2 #HH). ZH A STH —
Fh el 2 MUl R 2GR0/ BE— Rl 2 MG T7 0 B 25 Py S R SR, WA Bk 2
WA G . Bk 254159 nT AT L] A B A 28 4 s 8 70 B T i 45 25 77 X
(RIS B B 25 s N FIREC i o PTXT IR LSNP Rl A0S N A Jf) S8 J8 e 1 IRa& 42491 4n v 51)
FR2 Z 50 FORE TR B0k R R T 2R 5 25 i Ak &4, BRE AT T @ il B W S a4 LAy 5 il 55
(1178 ok eh 25, BB Am] B 25 25 8 LLE R WG 25 25 0 T RN IR &R A BR 0.5 2
350mg, HLIEHEEER 1 F1 200mg, SEALEHLEER 2.5 £ 100mg, HiA] LA —45 25 s LIAER 1-4
R phes 25 AT 45 24

[0263]  FEHFAT A& B 77 5B I R A, A8 FH AL 2 SGLT2 1 il 55 F0 — i 28 22 Plrbo bl PR s 245 A0
/ B R e ML eI T (W ERTIR ) R AR NSRRI A S .
25 A G T A R A SR A R R R T U 4 2 7 R 25 S IRk
[PPSR BRI /L R R AN N S WA B e /BN s B e R ey IR I N
TR K3 AR TSR A IR ER 25 RS HIFE R B o a 25 SN 2 BN 4R 2
AW TE R 48 Bz 25 205k 45 25 ik 29 4054 o

[0264] VAT AR T 75 B 2590 (1) BB 5 P e 25400 09 0 () PR BRI EE R R AT VR T
FLEW T e Ho 2 B AR R o Ak, 25900 S5 Pt B A FR U5 2 11 [R) ol b T8 7y 1
PR I PE URRE A L 28 5 TR X LI AR RN 5 YA T IR 2 R LB B R e - 482
1)) AR A R FL sl ) B 3 I AR 6% PR EE R e 2 45 2 AT A AR 5 25 7 B2 S P 5 B
KA o BTk 25 25 150 S A AT AR 2 « AR VR BRI T FERD 25 245 k3L
AT T I A AN S AT R R TR E

[0265] b3R5 Y b ] A o 2 () A T 2 T RS2 R R TR R 1 T R bR B
FVEAR] CEH R ) %,

[0266]  7E A & BH 77 2 Th A% I 25 Bl bl SR B AL A AR IR L & DU EE T A 0% 24
90 % HARIEHLZY) 1% 2229 80 % WG [l N 1) = 1 — Pl el 2 FPIH 28 1 BB . 518 I T 57
(1) S A5 AL 5 AR AN PR T 08 B ORI R O R B R OK Ve R H BRI | L AR AL ER 1 an b
PR J 1 YE 22 AT v R EF 4 R A 4T 4 2=

[0267]  — Ff &l 22 okl 5 50 W] AE B 2H 78 70 A B 78 50 BLZY 0% 22 2 35 % [0 [l N
R EAFAE. fE— DL, EREFILIZA G ERETL 0.5% 247 30 % K & A7
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o A I PR A A SE AL FE SR YW (4 TR AEZ 5000 222y 80, 000 [ il Py H AL G HE
29 40, 000)  FLBE S JE R 40 TR GERY « o R I EKVER Bl BT R S, K diky e (AT
500 FK ) BRMEHRORS 5 7001 T T PG B i A e | S B L Rl it e
[0268] 4 BN AWK v FIE A, Al 5 Dz 5 EEIF4 0. 2% 227 8% 11
O P B &R El 2 M s i R AR NS T SR, P — Bl 22 i T ) ) S A
HAEYIERET0.5% 22 2% MVuE N . A i 8 570 6 S 49 A8 FEE AN R - h AR 12
BRI IR IR AR A R B TG PR I A L VAR S 55 o RIAT A7 A0 L iy, BG4 a7 g
TSRS A ETR S PURS TR B Gt I U SR B B i) Wt Syloid brand —4AbfE,
[0269]  fEAK B VA IR R TR A S EKE, K8 EERITH 0% 2L
1% R VA G . Pk B2 W] AL AT R LA il 371, HL ] AL 549 — b 3 22 e e JE
MRISORS A TR / B — PPk 2 PRI ST . A3 K SO R SORs A 7 S0 AL FEH AN FR T2
IKEEW AR PRAGR GUKEEWE N PR EY . QA g R R %%
BT - DRRET R, B - IRIG R AV AP IR H HMEE S . A 035 58 570 i S 4 A
FEARABR T MR IR — £ M8 BKER — S8 T8 1 H Il BRER T e BRI 5. PRP 8 5
FALACHIFIA] S A S B AR B I .

[0270]  Jitii FH oK B 1 R GE I RSB A L, BTk v 1) R 8  — Ml 2 s R A 5 /K VB
WTFR B ST S DA I ) 20 A ) R 228 PR L i n — U P e s L Sl 1, 1,
1- =R Lkt

[0271] s AR EINT, PR B €A ] 5 OB RL S B RS R A — R it A

[0272]  FHF A KB 7V 008 A SGLT2 FH 50 i )57 51 20 A P 1 S48 Ko P i) 4% B ok il
FIRTTIEAE 2007 4F 3 H 22 HERAZH)SEE HIE 60/896, 286 H1 IR, 4 H A T B 114
WM EIFARHIEENSH

[0273]  FH A BH 75 32 10 1 R s ) (1) — 16 L ARSIk 7 2 1) S R Pk
[0274] %1
[0275] A 5RIRH IR 2
iEE ey KA RIEARAME | R A RIRE A A0
THAATEANWTE | ARG FTEF TR
KHF) B REMF|H-PGS | 0.1 £ 70% 0.1 £ 30%
HFAN HEAF 1 £95% 10 £ 85%
Tk FAE 0 £ 95% 20 £ 75%
MBI E 0 £ 95% 20 £ 75%
FARA I 0 £ 95% 10 £ 75%
[0276] AR R 0 £ 20% 0.25 £ 10%
RBEATAGLEN 0 £ 20% 2 £ 10%
IR LB 0% 12% 4 £ 10%
A FE LER AN 0 £ 20% 2 £ 10%
R 0.1 £ 5% 02 £ 2%
AR RS B4R 0.1 £ 5% 0.2 2%
AT /8 RA) 0% 10% 1 £ 10%
A Fe Z RAEE FHREH 1 E 4%
[0277]
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i M B

30/44 1T

IR AR R

EIE NS ik B Lt RIEW & Sk Ly
FTEH I FTEBSW
ORFE S Faltit 0.5 £ 50% 1 5%
BHF) . BRA . AR ek EF)
[0278] % 11
[0279]  HHF A FIRRER PR HEY (% w/w)
PRA FTEBHWELE | AR FEARF) A 6
TEAAWEE |EEFo
KGR R KA H)H-PGS [ 0.1-40 5-15 9.84
[0280] oh %1"2{{% q.s. q.s. 63.91
TR F A 0-50 10-30 20
IR XL-10 1-15 3-10 4
Z R AfAE 0-6 0.5-4 1.5
BB RS BR4E 0.0-4.0 0.5-2.0 0.75
[0281]  q.s. &fem S UMERRAEY A 100% w/w( EE T ) .

[0282]

R 1T AT T 2500 sl 0] ) B A A A 5 A 3R L0 I (PVA) - AL BR B8

LT 3350 3 A RIEAH .

[0283] A (0. 1-50mg) (1)) 7| Bl F 5 m A FH AN [7] B 2 XA RO R i) s 4 RO
A2 o

[0284]  JFy3fITE A BT T A< & B 7 5 B 2 il m] AL HS BL R BRI 55k 15 31

[0285]  a) ¥HMETER T 55 SGLT2 #VHIF) ({5 Wikt 51)iE -PGS) TRE

[0286]  b) FCHIEURE ;

[0287]  c) TRAN / BRI ILRIRL 5

[0288]
[0289]
[0290]

d) Bk SLR A
e) BAE (d) "PAERISLRMIER R A 7.
LE—ANSEHE T b, T i 3 a) e 3L7R (impact blending) S %

A/ S (sizing) %E o AE— DLW A, K BTRTHER LB b) 1Rk E i )
RE P DR BB Rl o AE— ST SR R TR UK S iR R Bl il o AE
NS T G R B IR TTVA R BR b) (RO s R R s AT e IR .

[0201]  WREEFE A 259 150 m] ARG DL NP BRIG 7 VR A3 3 -

[0202] &) WM RS A8 FH TR AN BE 7 VA AL A RiR G

[0293]  b) FCHIFRL 5

[0294]  ¢) TN/ B ERURE 50

[0205]  d) ¥gkidEIH R It

[0206]  7E—ANSEiti Ty B, AT ik IR a) A FH b E B SRR/ S AR E . AE

NS T S K BTIR T3 IR0 IR b) RO I 1 vk R R DR A BB s R S
illo AE— NS T S K P I RIOREIE 1A R C ) o

[0297]

SRR AR (3 1 R4 A5 G P R 2 AR 8 AR A R ) AT 5 3

ERGKME . FFHRED TR ARG XT T N SGLT2 (GENBANK ®%# 5 M95549) [
mRNA J57 1) 388 ok 306 55 SR FH Ay 14 (amplification) HIA'E mRNA AT 7 . FTIA cDNA 41
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FooE i gL CHO 40 i HLET X SGLT2 ¥ I 2 BT ik vo b, HFEAUILE Ryan et al. ,“HK-2 :
an immortalized proximal tubule epithelial cell line from normal adult human
kidney”,Kidney International,45 :48-57 (1994) ik . 7 [R5 40 Mok £ 16 40 i 22 b oo
SGLT2 3% P I PF FE A U0 7E Ryan et al. (1994) W37 H B 0 R kdk. 40 7E 96 L
WP AR F-12 3R RIRAY (Ham’s F-12) 10 % AR 2F 35 . 300ug/ml 54655 R I 7 % — 3
FH AP AEK 2-4 RULAFIEAL 75, 000 5 30, 000 4. 76V 4L, 400 10mM Hepes/
Tris (pH 7.4) .137mM N- FI3E —D- A2 #i % . 5. 4mM KC1.2. 8mM CaCl,. 1. 2mM MgSO, JEi%H
Wo SRIFHATHLS 10 1 MCIAMG FT 10 1 M FPHIF (52 DMSO = 0.5% ) 7E 10mM Hepes/
Tris(pH7. 4) . 137mM NaCl.5. 4mM KC1.2.8mM CaCl,+1.2mM MgSO, 7E 37°C¥55% 1. 5 /it 4%
B 52 VKA &7 0. 5mM MR BRI 1X PBS YK, SR 5 40 i 0. 1% NaOH 2. £E A
MicroScint N} Z I » A4 4l MU HREE 1 /N, 4R 5 [CIAMG (R ATHER A o« — L -D-nit
R E M ) ETOPCOUNT® N AR s bog s, XA NaCl 54N NaCl Sk T Xt
TH5E ECso {ELIFI, JI BT 2 ANKF X [R) 76 - 3 1 ) S i A 10 PRI A (k4% 5]
W ) 5 6 — 2 = BAR T AR TR PR~ S

[0208] RV AU B MR FLAIE PR STt U7 SRR B R AR, (A ARSI AN 51 V1%
TR IR 2 A A N 5 B PRSI B SK BT I8 5 () A i B9 BB KIS 0T 5 T AR O T R4 715 11 &%
PR o I N AZTE FE IR 72 A B AT 42 HEBR A 117 1T 2 W P 28 B s Tt A o 5L A I 3R 1) 471 ok S
o ARG FRBT, AR VT 25 ORI AR Ak A2 W] B ) HL BRI 7 B B R SCR) 2 SR R a T A
[0200]  FRME T IR S L — D P E A R A B o A H BT AT Ak B S b 1R 7
2P 0 STl A51) 2 A s 48] i B T A A PR T AR B o

BAXHEA

[0300] St

[0301]  "NaRHRAE S A A K R BB . BRAESSVEULE, Pra iR g L CERIR.

[0302] {545 SGLT2 HHIFIZ A 51 e BLIAAS F1 IR —PGS 1R g 57 2 Ll il & <2, bmg ( 5K
a5 1) < 10mg ( SEiEf) 2) F1 100mg ( SEHEH] 3) (VEAAEBFILAIE ) IR, B, K&
ASFE W RSE #0 (2. 5mg A1 10mg) FRSF #00 (100mg) (HIEFESM 5%

[0303] st 1

[0304] XA AIE / IS AR —PGS EZEF Il 45 5 2. Smg

[0305] il 4% & A H AL KA ANE BT RST #0 W IRFESR 52 TP IR 10 %6 1546 41 2 BY ik % 1)
1 PGS ] 25. Omg 1i& 5 W0k .

[0306]  A. fE&RR LAY

[0307]
%3 & (% w/w)
EREFIE (B R AR IE R K A& ) 10. 0
TRAALSE R 15. 0
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MEmEF4ER 68. 75
e SR 3.0
—EAE 2.0
fE g mR ok 1.25

[0308]  IAA% AR B PR B 5F Tk H RN ZRE/K- S 81. 29 %, X W Rl nl{F H .
A HN R T R K S B S o s B T2 o kil 41 4 32 0 AMERJZ 5] (compensating
excipient) , Hoa ] #% J8 It F (I8 4% 510 T B2 /KA W R0l IR R B 1 S om ke oAl o il g
REEMALIEINE N 1. 25% (w/w) o HROEHEN 1. 25-1.50% (w/w) »

[0300]  #B4r A S St 1 ISR itk & ORI AR B8 T 38 7 Al 4 -

[0310]  B. SEjf] 1 fits & iR Fy ik

[0311] 1. §fiikist yIiE Bliktk 41 —PGS.

[0312] 2. fifivk —&4khk.

[0313] 3. ¥ A ALRE S IAME AR BL IS AR PGS 7E &G P HEas HiR & o
[0314] 4. WURFFEL, Ik PR ALTE R P 4T 4E 2R .

[0315] 5. ¥ UR 4 (K5 I B G ke a8 4 o

[0316] 6. ¥ DIR 3 PRGN ZLIR 5 MILRY+, HRE .
[0317] 7. WiIEVER 2 LR

[0318] 8. K PIR 7 (M AR TR 6 KIFLRYF, IR G
[0319] 9. FiiiE UK 8 LR, IR A .

[0320]  10. Gtk i IRIREE o

[0321]  11. #2558 10 (R I ZE S 9 ILRY b, IR G
[0322]  12. #1008 11 FFLIRIFLL .

[0323]  13. #2508 12 A4 ILIR DR RE .

[0324]  14. FiiLTel 480 o i A i iR B o

[0325]  15. B0 08 14 BRI 2220 38 13 Ik, JRIR A
[0326]  C. SEjifs] 1 /=4 I5K&FNR / 154& 51 —PGS REFEF, 2. 5mg
[0327] 1. BB EESN 7 A S ICEER) (10. 0% )w/w (VE N AREFIUL LR ) )52 it 151
L #B4r A il RURE 78, 79 21 2. mg IKEE .

[0328] 2. FLEEMFAE.

[0329]  SEjtfs] 2

[0330] 1A% AR / 15K AR —PGS RN il 4, 10mg

[0331]  A. fE&FR A

[0332]  fifs & FURL A A D U AE ST 1A T BTk i) 2%

[0333]  B. SEjfs 2 fits 2% kL 751k

[0334]  fits #& IR 7 VA UNAE SEEAD) 1B A BT idEAT .

[0335]  C. SEjifdl 2 P4 K& / IEA% HIR —PGS IKEEH), 10mg
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[0336] 1. BB HE SN 7o F AT X IREER) (10. 0% w/w, FE A FERFINTE ) B SE i) 1
B3 it 2 ORI 78, 79 31 10mg HE

[0337] 2. FERFERMAE,

[0338] 3. WP RHE L B E &R

[0339]  Sijdsl 3

[0340]  TEA&HIR / KA 51 —PGS JREFEF 1) il %%, 100mg

[0341]  fil& T AW A5 EEET) (22. 8% w/w) [ 438. 6mg 1&4&H1HE ( SEfd] 3 &
A) it B RURIH 7870 KA VAN B RST #0 RSN 5E .

[0342] A, i & UKL G

[0343]

gy B (% w/w)
EHAIGE (BEE R R IR R B A 22.8

TR ER 15.0
ERHE 55. 95
TEMFR LR 3.0

—H bR 2.0

of i 1. 25

[0344]  JAAG AR BFEIS E5 T IAM A PG /KA 81. 29% , XM a4 FHl . 754
HIGEA BRSPS b Ok TR o Bdh 2T 4R 35 9 AMEIRE 71, 8] 42 [ P H gl
A% F1GE P I K A ) RUSE IR IR B I S R e AR . IR BRBE LI B 1. 256% (w/w)
HATEE R 1. 25-1.50% (w/w) o

[0345]  #B43 3A Fe S tiAs] 3 F BT (1) ith 2 URE AR T 3k 7y ) 4%

[0354] 8. ffifik sl ARIR . o

[0355] 9. ¥ UR 8 I A Z L8 7 ILIEW b, IHR G
[0356]  10. fi 038 9 KILRYIFLL .

[0357]  11. 203 10 BIFALILIBIMGRE o

[0358]  12. Wiiibdel 42 0 o PR i R 5 o

[0346]  B. fi £k ik
[0347] 1. §ik AL .
[0348] 2. 4 J%Lﬂzﬁi 5 IEK SR BIA K SR —PGS 7E-G i (M HiHE 2 TR &
[0349] 3. FiiIEAIR 2 (IR, FFFKIRE -
[0350] 4. ﬁu%ﬁ?%%,u”ﬂ*ﬁiz‘irﬁﬁxmﬂﬂﬂﬁﬁg%ﬁé&%o
[0351] 5. ¥ BB 4 [ NN Z DR 3 KSR, iR G
[0352] 6. FRiEVEM L LREN
[0353] 7.4 IR 6 R MNP 5 AR, IHRA
8
9
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[0350]  13. KPR 12 HIpr A2 2088 11 Rk, IR .

[0360]  C. SEHif] 3 74 ISK& AN / iS4 H1E —PGS JIKFEF, 100mg

[0361] 1. B HE A1 3% T AT XIS EER) (22. 8% w/w, VE AR FIL L) 1L iifs] 3
fits 2 FURLIA 78 o

[0362] 2. FEIERIKAE.

[0363] 3. ¥ PR BRI E R /3.

[0364]  SEjf5] 1 (2. Bmg) St 2 (10mg) ALt 3 (100mg) 2R IR B0 FH 1677 11
OB R 95 o

[0365]  SEjifsl 4

[0366]  iEA& IR / IEA& 5 -PGS 7 I £, 2. 5mg

[0367] Tablets containing the & 4584 Ta (IEF&EHE (S)- A /K-S ) 1) SGLT2
T 77 4% B a0 R BT iR ) 2. 5mg ( SEHEH] 4)  10mg ( SEHER] 5) F1 50mg ( 5L ] 6) 1158
FE il %

[0368] 4 IEHESNIE / IEHEHIE -PGS 77, 2. bmg

[0369] A. HFI4LEW

[0370]

D%y =

R FIEN K G (855 B RS S ) 3. 08mg
WA YR 67. 11mg
ToAKFLNE 25. 00mg
AT TR A B 8. T5mg
TR H L 4T 4 3N 3. 75mg
wAa 12. 50mg
— T 2. 88mg
fif G PR 5 1. 94mg

[0371]  EA&HE R RIS BT IARE RN /KA1 81. 29 %, X PR A Al Af o 1k
W HIE TN BK AV SEBr B B T4 . At 4T 4 22 AN T 5], L EnT 32 BT FH 19
T HE B R TR T 7K - ) IR I 1 58 1Y) S o s R s o IR PR BRI H AR 1. 94mg. Al 57
TG hZ 1,55 £ 2. 33mg.

[0372] 143 4A FSEHfe] 4 v 70 Bk & ORI T 3 7 v 4%

[0373]  B. fi ik 7 ik

[0374] 1. 43 ASE F G0 A i GE X IR A% B e T — R /KA )RR AR B B AT R 5%

[0375] 2. ¥GIAH&HIE A —HOKEGW S s T 4E R AL G E KRS A4 DR & Tl bt
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BIFFAR

[0376]
[0377]
[0378]
(LN
[0379]
[0380]
[0381]
[0382]
[0383]
[0384]
[0385]
[0386]
[0387]
[0388]
[0389]
[0390]
[0391]

[0392]

EEPLLNEEES ST
3. “TLAKMIE” T80 08 2 LR Y 530 i 4T 4 22 IR & TR & 45
4. K BIR 3 IR N Z LR 2 FIEY .
5. B IR A FIRE WS T AR 4T 4 35 0 0 A8 SR AR 3 4y AT BOR FRAL A 4 &R
TR T K LR A
6. ARk N (intragranular) fIREREEINA 205K 5 KR EWIHIFRG -
7E%536%%X LIRY .
8. IR T (1) BRI LIIY BRIk o
9. b %8m%ﬁ%ﬂ%%%ﬁ%%ﬂﬁ@%f@ﬁﬁ%%%ﬁéﬂ% SRy
10. KD IR 9 [R5 ) 4 B I IR PR EE IR & o
C. SEHEW] 4 7= LN HNGR / LK F0E -PGS 77, 2. bmg
L WEERE.
2. NGt 4 it & UL R B A
S 5
LA HE / Ik KB —PGS 7)1 il 45, 10mg
P B BE /1A FE PGS FrF, 10mg
A. FHIAHEY

D%y =

BRI K& (S5 B RL RS S ) 12. 30mg
R AT 4ER 57. 89mg
ToAKFLNE 25. 00mg
AT B YR 8. 75mg
TR H L 4T Y 3N 3. 75mg
WA 12. 50mg
—EEE 2. 88mg
fif TE PR 5 1. 94mg

IEREHIE A L5 TR PRI K-S 81. 20 %, IX AR S A6 ] o 1

¥ A TN B K G S B Ok T 40 . Tin 21 4 22 A ME IR 3R], S & ] $2 R A 1Y)
A A TA] — B 7K A W A IS BR B2 1) S B B R e AR o Bl R RR BE I HAR &M 1. 94mg. T $252
T M2 1. 55 B4y 2. 33mg.

[0393]
[0394]

o BA SR 5 4RIk a BURLAR I 1 3R T %
B. fili & kL7 i
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[0395] 1. 73l A5k 5 3 Y i X 2% B0 TR — I K 15 D RIGE IR TR A T ik 2R
[0396] 2. Rifalth f%@%ﬁ%ﬂ%ﬁ [N/ NI & NS %f@ﬁﬁ%%
B AR RE R K FUREAE S8 B B AR TR

[0397] 3. MpiE A AUk N EEARER BN\ 2 IR 2 RGeS E B PR o
[0398] 4. I IR 3 [k RILIED

[0399] 5. fdDIR 4 ¥ s S R LUK ik

[0400] 6. ¥isb %5m%M%E%EMQ%%ﬂJ@%fﬁgﬁ%%%ﬂ FALEER G
[0401] 7. ¥ DR 6 Kk 5 4 = TR IR 8L 1R 5
mw](L%%M&%%ﬁ%ﬂ%/ﬁ%ﬂ%P%Hﬂdmg

[0403] 1. WEKFIE.

[0404] 2. Y& SEiAA) 5 fith 28 B0k R B ol

[0405]  SLJifs] 6

[0406]  XAE AR / 1B AR -PGS ¥ 4% , 50mg
[0407] "4 KK AR / 1B AR —PGS 7, 50mg
[0408] A. FHIAHEY)

[0409]

D%y =
EHEHIGEH K G (BB RIE g HIE ) 61. 66mg
AR %R 114. 09mg
ToAKFLNE 62. 60mg
AT TR A B 21. 91mg
ATHRIR H L 41 4 22 4h 9. 39mg
wAa 31. 30mg
— 7. 20mg
fif TG PR 5 4. 85mg

[0410]  IAKEHIERIE BRI A T IAM& S N K-S 81. 29% , IX IR AIAEH . 16
W HIE TN BK AV SEBr B B T4 . At 4T 4 22 AN T 5], L EnT 32 BT FH 19
T HE B R TR T 7K 5 ) IR I 1 58 1Y) S o s SR s o B TR PR BRI H AR 4. 85mg. ml 57
T A2 3. 76 4 5. 95mg.

[0411] 3143 6A K SEiifs] 6 v 7 )ik o8 MOROAR AR T 3 7 v 4%

[0412]  B. fi sk ik

[0413] 1. HFIEA& HWE T ZBEK G Il 4T 4k 25 /K SLBE A2 SR 4k AZ R PR AL 41 4
AR A S E I B R PR A
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[0414] 2. {008 | (MVR-GWil ik & 38 IS AL o

[0415] 3. #fE PR | R Bk AT i B R R PR B 1) .

[o416] 4. K DU 2 KRG WEGE eSS TR G

[0417] 5. ¥ 0B 4 IR G SRR EER S o

[0418] 6. TiAHIRLLIR 5 FIk KILIRD -

[0419] 7. KB 0B 6 WPk I R~

[0420] 8. HEMIELTR 7 HIE.

[0421] 9. ¥ DU 8 0N 5 T A% B (I AC R YE i AT IR AL 4T Y AR — AL REIR & o

[0422]  10. B0 38 9 (kL 5 ) 42 i R R BR BRI A5

[0423]  C. SZjifs] 6 /=4 15k&FNIE / 15K FE —PGS Jr 7, 50mg

[0424] 1. WEIKFFE.

[0425] 2. Y& SEiifh) 6 fih 25 M0k R B ol

[0426]  JITJE R ¥ S tAd) 4 (2. bmg) S 5 (10mg) FHSL A 6 (50mg) (¥ 7FIH T¥h77 11
ZUHE R o

[0427]  SEjidsl] 7

[0428]  FHIEMSAIIERTT 11 ZUBEIR W

[0420] 24 11 UM JRyp (T2DM) b 2 AR I, 1 22 0 PRos 2B 3 75 B2 0E B 28 55 D IR P b JR
24 (0AD) MG o AR, IXEEVR YT IR R0 380 W R B AT 1 A4 B G I g % S HRH TS I
BREIE T B i) o T 270 W 22 3 P 01 ) B )l i /) 5 V) 2 B R e L P b mT FHVE IR B 31K
RS

[0430] Vit I B 9T LA E TR 51 A 15 A8 PR AIS SR T2DM ) B8 1) a3 &, ik
BB AN 5 i B MM ML AR RS A D 1) 0 R V2 006 D 1 i B R AR i 3 o kg 7 IE 5K
MR, X AT TR B B HPU B FH AT IS SRR 12 R 2, Pk s A se AN
i 5 A FOOUNIRT / B TZD ARG . X ATR R AL 4T R A (HbA, ) <25 B I
(FPG) 4 J5 H1 & # (PPG) FHEMAEE AR AL EAT VP Aty FL I I I 22 4 P FE I e 48 o
[0431] TV

[0432] BT

[0433] ATk 7V W BEAL B VA E v = 4 FAT A 22 BRI B R a6 DU T g 18
8 771 W 2 75 7 0 IR A o5 R S S BT 1) T2DM FR 3 vh (0 a3 R, o B 3 AN e R i 1 2%
R FOSUICRT / e me e — M AR AF b il Brid s 10 & 21 REE e 12 A
SR K 4 RIBEDT . e il B rh HE 228 1R, B IR IHR%5 22 FF 1 OAD A 2
5 2 B ABATT T T A0 T3 R B B2 AR e 26 24

[0434] PR A7 WAE FH A ANEE (cohort) IAE ARG BT 41 1 W B EH &% E
4 (dose-setting group) ; H4H 2 AT ELIA . 4 1 10 B ROA#E I IERE SR 2
/D T] RE 5 EAR OB A R B 22 AR R AR = . B4 1 P, 7E R IR B 5 = PRI 50 %
(TEZAE R A BER R KR E ) o, R4 1 R P ik 38 45 25 20mg B B VA AR 410E
FEIRIT B — N, X e B 3 22 77 48 /NI IR SR IO A I (CGM) » # RIS T &, £ IR
W IoBE (SMBG) FTAIESE, Wi S 22 /b — 44 g 0 3 COM B << 100mg/dL, WX F7E4 2 Hh i
AHE RS R REHEG DS EENETEFER 50% (BIEEER 52 22 54 A B4
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2 ) HARMR BB NE S EF &M . A1 P ED—ZEEWHE BT 50% RS
TP HISAT, X PEE XA 2 WE 50 %6 B = b o TR 1R, BRABATIFRZE 2 1% 0AD
50 %6 AT H MR R 25 2 I i iy 2 (BIPPIRER 52 & 54 DA R ) 4b, A4l 2
[RRE R —IRBENLZE 1 0 1 0 1 EEBIRIXUE VAR 22 B0 | 10mg 1545 1R 5 20mg 154% 471
%,

[0435]  ZZHEXT HRFEAEVRTTIIES 1.2.4.6.8.10 1 12 AREATFEVT BAETFEVIRTAY 3 &2 5 KW
TR 5 KT SMBG. LEIRYT BN AS RV B VARSI 80 0AD AT IR . 7E 3k
56 o 7 R o ARG R = UM AT 4R S0 E LA IR S e it RV (1) 5, T iR
SMBG 7K - << 54mg/dL V- 355 KA 2 << 100mg/ dL BY H I A il 50 38 BT i 2 (DI PR A0 SR 1
MRS 2 7] ) R (down—titrated) o IR b BH 428 s AC Hmob JRURS: IR, P SZ DR A0 40 1)
o] R . WA A EEAR I (2 XN IMFE(E < 54mg/dL) 2 /b—FmEfk (JREL
/ B RS AT A BOCECR ) S I BRSIS  E  B a2 AT 58 = 7 ¥R T s DU H g
2.

[0436] A Fas il bR v o 25 HE M BE (FPG) I &k« XA FPG K EAESS 4 F1 6
Ji> 240mg/dL {fE5 8 J& > 220mg/dL 8 4E 5 10 J& > 200mg/dL, B 4F 3 & 5 KN Z FEx &
HHATREY; o AN RAEBE T FPG AT38R iy 1 P iR A, W22 HE 0 AR BRI PR b i BH % 384
Ji B 2T B o RV ) i R AT AR — S B IR s ) P R AR S B b i S
(1) 38 B VR AT 25 B NBEVT P B

[0437] Py 58 ity B sl St vy BRAE 2 AR F 0N 4 R o g i o 0 ER
AREL 25 G AATTERAE 2 TFIY OAD B HAT 7 BN 50) B 19 i R B 0BT, (R ik g Ak — 2
B2 AT « 1E55 14 A1 16 J R ILBE DT .

[0438]  AEE (A

[0439]  JENVAE R N HA T20M [( BHER Lo, 18 22 75 %, A BMI < 45kg/m” HHAA A
A3 R OBE SR ) (5 U HbA,, = 7.5% H<10% ). XA BE R IT 20 6 i
[ 5 25 — BEBGRITG YT HAEFR S0 12 T 20 12 B TS RET . BTkt &
W T B 2% — BEREGNA T 8 X8 UK (R il = 1000mg) F / sRutbas 518 (F20E )&
= 30mg) B E KA (FREFIE A 4mg) IT . HIET B RIGIT E NTEIRSERT £ /D 12
JE B2 R IR 22697, o 2 MR MR R R RAES TR 50 MR (FET AR
o, HRALEA 85 A2 93 ML) I UL00 JRE R . BTl R 5545 2577 S INAE /b 6 Ji N 2
FE B BREFR 10mg 1545 FIBREL 20mg 4% 51)e B 22 LRI, 74. 6 % 1 B 852 — F UK
(FRK = 1000mg) M iy 3s 516. 9% KT #2 — XU (RRK = 1000mg) FIRLLA% 51 i (&
K= 30mg) kB HANET (BER 4mg) FUiE D3 M 8. 5% B H B2 MM 4l (5K = 30mg)
WA (FEK 4mg) FIBR S %,

[0440]  7E4H 2 P B B2 PIORR 52 2 54 DAL R 3R

[0441] S I& 25 bR v 4 56 25 fr C- I = 0. 8ng/mL ; IfL 35 WL % I << 1. 5mg/dL( 55 ¢k ) /
< L. 4mg/dL (L) s MRTE B EE / VIR H 1 < 300mg/g, B AR AEHAEAS A iR,
W 24- /B R 9B < 3g/24 /N

[0442]  FEVEIRARAE R T U0 FRI0 50 sAST FI/ B ALT > 2. 5x ULN ;LRI = 3x ULN ;
7R AN R BB PR (AR A 2 BRIEA 200, PR ST s e 3 S H AR
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> 10% , B EARAEFEER ) 7™ B MO 52 SR M e B R s AR E B0 E O
A U PP < ML PR T« P 3 R o s L P 5 o

[0443] RIS &ER

[0444]  XPE 1 WP EREDGIAT 2 AT VEY o X4 2 FP I FRE HEAT 22 MR U R
A I HbA, A5 12 F (REATHET ) B J5 — R 8% (1ast observation carried
forward, LOCF) ) AHX] TR iR . WL A W A 12 FIVPAl, WIAE TS 12 60 ) &
Ja RS o B A RO SR RE FPG IR B 4 25705 12 JA (LOCF) AHXT T IR 26724k |
FEEE 12 JH (LOCF) SZHL HbA,, FHX FHEL PR > 0. 5% (B LU o 4258 12 i (LOCF) 52
R HbA,, < 7% MR L. 3 =R SSEHE B AR PR A2 O iR 25 Y 23050 (0GTT) Il
BIR G wZRE (PPG) FHXT T-H4 1281k .

[0445] X412 )8R AT 2 R R U VR . SR — A A & A HbA, 7E5S 12 JH]
(REBT AT B s — IR EZ (LOCF) ) AHXS T4 8 o AT 70 #, Forh HEBRAE IR B 22 1) |
TSGR . W EBA T RS 12 BVEAS, WA AR 12 B ETRSE —IROER

[0446] A Ph4 BLRAEHYT - BRI A RTE. ECG J 525 5 I & A0 4G 24 /N
PRZY s AR DU BT AT VA

[0447] SRl HTRFEA &

[0448] X[ T4H 2, EFEARFIHIT A 22 & B H PR AR HRUL AR EELR A 95% 55
X AT AL, Homh X FEANRIT AR N 0. 42% o IXBUE T ESAN ISR 5 A2 7
T R BRI 1 % bRiE IR 22 o TEAHIRECE T, SRR AR TT 328 2 (7]
(122 S 181 95 9% BAS X A (2L SE 50 0. 59% o F A Stk 50 S8 B FE e e T N &
Do — 5 B RE AR I BT A BN AL B 3 . XA AR B (BRAEE B 45 25 AT
TR ) AT A, ForhHERR TR IR B 32 ) B 5 I o XT HbA, FPG.JiE B 45
25 MO RAR AR S 12 J8 (LOCF) AHX T B2 (AR A0 BT 1EAT 1 43 B A8 I 1 75 2 23 #r (ANCOVA)
RS ( FLrp R yT R e HIERERAAEAE A [AIAZ & (covariate)) KHEAT. AAhT1HA1 95%
B DX IRVER S 7E V67 4L P 3728 Ak B A TR A% 51 W R 22 B 5 L 2 TR) F T 34 AR AL 22 5ok
T

[0449]  F=E&E N &=

[0450]  HEALIM LR (HbA,) 7EEE 12 F (RPPTdAT & o — oM &2 (LOCF) ) AHXS T34k
[R5 4 o

[o451]  45R

[0452]  HRFEEEIE

[0453]  TESEEFIINEE K 26 NPT aah 11 & B x4l | ATk B a0t 163 44
BEE A 2 AT E . XA 1 DA RS A B AR AR 20mg. XA 2 i T
2 BB B HLZE 2522 B0 10mg 1E4% H1)E AT 20mg B AR (730l 23,24 Fil 24 45858 )
[0454]  Z5RANEE IR B

[0455]  ZE%E 12 J& (LOCF) , #HLL T2 RIFIZH, 145 41 10mg L FIAHE 51)1E 20mg 20 7R T
HbA,, AHAFT-FEZ 1) -0. 70% H1 0. T8 % (1P YA ZE 7 o AHEL T2 BN AL 15. 8%, /£
M IEREHIEA 1, 65. 2% LI T HbA, AHXT THEE 1= 0. 5% (K. 75 12 J& (LOCF) ,
7 L (FPG) AH N T+ 26 42 1)~ 242 46 4 17. 8mg/dL. 2. 4mg/dL H1 9. 6mg/dL ( 22 && 7]
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. 10mg L A% I A A 20mg IS A AR AL ) o IRH IS 51 R 1) 22 OGTT 78 120 43 2h Il & 1)
GRS (PPG) IFRARAE B TR E KW ME. 7528 12 1 (LOCF) (1) 1A F P 228 4k
M —1. 9kg. —4. 5kg Fl —4. 3kg ( ZZRIFIZH  10mg KK HELLFN 20mg KK FBEL ) o

[0456]  JETPT1SI4E IR, 78 HAT SR Z B B Z sk /b 50 %6 I 5 =K PTER , 184 51 IR AH
LT 22 R R H PR T HbA, . PPG FIMATE X FPG HAG F B AR

[0457] S RIIF4ITR

[0458] K T8 TX T4 2 WAL R, 76 10mg Fl 20mg IEAE ARV A, 725 12
Jil (LOCF) {77E HbA, X T 226 IR, 1X B3 T e A5 e R A AH LL 1)1 3 28 4k 7 =
H-0.70%F1-0.78% (£ ). # I BT HbA, 155 12 & (LOCF) KB4, 7645 12
Jil (LOCF) , AHEG T2 BRI AL 15. 8% , 7E AN 1A 4% H e 41 (1) 65. 2% (1) A& SKER T HbA, AH
XTHRE 2D 0. 6% FRAK (R D o 75 SRR B 2= 25 25 Th JEn] S 2 IR AH A T2k 2%
FAEA . b 4 (1 BAEIEK S 20mg 20 H 1 AR 2RI A T K 3 A1E 10mg 1544 51
Hrp ) WoR T HEE O HbA,, < T%II¥RIT IR (3R 1) o ZEREAS 12 XS R B, AH TG
TR S 10mg 2 1) 1 24 B Sk 41k 20mg 4P 3 & B, fEZ BN I 4 4
SR TR I 2R 1) 3 o 7R B 2R ) b A, AH T BRI R Y 39, 1% R, 1R
PN IEAE IR, 66. 7% I 3 Bl T2k = 84 K.

[0459]  AH L T 22 B 5 4L, 15 4% 41 e Xt FPG I VE L I R B AR IMER (R Do 25 12 F
(LOCF) , X T 22 Bt 40 . 10mg 1545 51 R 20 1 20mg 126 k% 51| 40, AH % T R 2R 11 39254k 43 1
4 17. 8mg/dL.2. 4mg/dL F1 9. 6mg/dL. i#id OGTT £F 120 23l & i1 PPG tH Bn T5E - &
NAFFAE (3R 1) o AHEC T2 R, I8 A R A ] Re s PRAAA = . 7158 12 )& (LOCF) , i FH 22 /&
SR AR EE P 35784 A — 1. Okg, A3 10mg 125 4% 51 1) 6 AR FEF- 2948 4 4 —4. Bkg, HAT
20mg K& H R SR AR -4, 3keg (3R 1) o

[0460] Ak iy ARME AN SEGG 5 45 1

[0461]  7E5E 12 JA, RIFNHL ) T uk ik (standing blood pressure) HI/NEN,
M IS4 R 2 S 7 1 ol 70 4 e R T 5K s (1)~ 38 e (7. 2 e & /-1, 2 £F 5K Hs mm
Hg[10mg X H0E 1, —6. 1 Wk /-3. 9 &F5KH mm Hg [20mg K& H0E 1) » 7E 20mg 154% 51
EZH Y, BRI (supine blood pressure) PRAR (SEIHARAL K —5. 5 We i s /-5. 8 479Kk &
mm Hg) o

[0462] 7% 12 J& JK 1 25 B 0 W AH X TR 46 P 32 A0 28 -1, 5g/24h (2 &L )
83. 5g/24h (15 % 41| 10mg) 1 85. 2g/24h (L H% 51 W& 20mg) o A8 2 LI ~F- 35 24— /)
I PR HH & 1869. 6 Y& N 42 2124. 6mL, ff7 HIA ¥ 411 10mg [1]°F 1) 24— /I PRAFH & H
1921. 0 $4/n % 2285. 8mL, HAH A% 511 20mg (K F1 24— /N FRHEH & 1 1808. 8 ¥ in &
2253. 1mLo AHEL TIEEE, 7RG T7 A BT B /DRI 282 1E W 1), Hh 7E 22 BRI A A % 51 e
10 F1 20mg ZH 77 It/ NS Ak 43 1) R —0. 58.-0. 84 11 1. 45mL/min/1. 73m’s — MR, S Bk
SEH B SN T IR Bk . FEMAN IS SR b, IE R R AH X TR 46 (22 4k
HAIAE g —0. 30mg/dL. fE55 12 FEILEIERHIEE 10 Fi1 20mg 20, 1 325 1 40 Jfo Lb 28 AH 6 T 2%
(38 A AR 2 R 2. 5% R0 3. 05% .

[0463]  ZZAMEFIA R i

[0464]  EPTA AT A R FAFZ AT, HE A 7522 B4 L 10mg IAR 1 R 411 20mg 154%
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HIR P 43 ILE 65. 2% .75. 0% FH 66. 7% [ & T R LA R TR RIA Y 3 4 &
B AEBARFIE Lomg AP 7 44 38 JAE 20mg IKKE ZIE AL ) 6 44 3 RIE A R A AE
BRI IR, BB | 4 B F R A " AL . Az A LT A
W BB A DI EA R (— AL RA D H— 2R 56 20mg ) « 7E=ANA
STAPRIRAR— 2 BEHER] T REUSHA R F4F

[0465]  FEXUE LN, 6 B4 T AETHE K 7E 20mg IAHE SR (1) 5 4 B #, 76
ZRGNAPH 1 2858 HAE 10mg RS HEA P A EE . fEIE S 20mg 20— 4 &
BIIEA R PG

[o466]  {EATAHIGIT AP HRIEA RATFNT 4 2B F (ZRGN) 2 485 (10mg IBA& 515 )
N =2 83 (20mg KGR ) o {EIEKGAIGRA P 4N — & BEWER 2R, £
%% 20mg ZH P BBt B PRI — A SE B S BOZIF TS 24

[0467]  {EA] 10mg XM FERVRTT AR T, B A ME BUMAE ) — D 2. B E K £
FHT e L 25 A AR A R 4ERBYS MR ZEKIGRT - TR A2 5 11 R, H
T KA BT R S SO AZIE S 25 o IR EFIRZEK TR E A G B At 20
IAE FH VAR A KA B o

[o468]  PFit

[0469]  T2DM ()5 Jisg k: JEE 200 5 £ B WA I I 428 PG 308, 32 bl TR 99 1) B 4l e Tl g
R I 28 73 WA FY R AT M 2R U A8 B A7 ) R 0 3 1K 0 I o A A4 B 16 B e A1 BRIV T )
SR o T T IR F AN 7 B3 WA B VA AR AR AU A PSS AT 8 I AR A 1 R AU B e
WA AR R R AR o PRI S5 e A 3007 7 U AHERY o 3 Ah -4 A THAE B AR T Dl 5 5 1
N H i S T2DM SR I S, i 58 3 5 2 ve ) B 0 2%, T8 AR IR i
TOSUNCR /B TZD, DGR AR IR ), S R e R AT AN Al IR R AR B L 1S
i B B KPS AR T S SRR T RS AT T . R, 2T 25 % B E A TR RS 2
7 RVRTT REE W, Tk 45 2577 =18 5 OAD B (Koro, C.E.et al.,“Glycetnic control
from 1988 to 2000 among U. S. adults diagnosed with type 2 diabetes :a preliminary
report”,Diabetes Care,27 (1) :17-20(2004)) o F T AR FR 55 22 i 47 w1l (0B 14T FE) 5 s
W AR R i /) PR ol o 2 A, S AT R4 SGLT2 2R IR . I A1) R k4%
PEFD T SGLT2, Fh bk PR i i 27 4 2R AC L5 3 511) B M PR B K

[0470] R 55 R AT R BA A GIE R sk £, RS O 28 25 7 58 ) 198 15 25 11 0AD
252577 % {EZEIRERIIUE AR T 50 % IR B R A E G, 2 BAAT R EES
I T AR B A T IR AR /N HDA, AR, SRR T R AR R D e B R N B R U2
FREGERAN Al o AEARMBRE B 2 MM EAE FIHLE T, 438 A IS KE SR BUR T T - SIS 2. Bke Y
R E AR HAR G T 22 BRI AR UopE 2 ) P2 B 10 SRR EE T 22 RN, AT H Ik SR 1)
WHIT B EHARTE A AR MR RE ST, (R e T A A 8/ AR R e P Y
[0471] AT ARG HIBR K] HbA, , [ FEAIR BAH B T2 B ) FPG I PPG IR 2535 2 571 22 (RS 1tk
F o TR ARt DL 2 A TR S G VB A 2 A2 A B AL, IR B B HB AT 20mg 77154
MELR . AR, FHIX LS S AT S22 B 2 7R — i B 50 3000 T B 2 2%l & (D
24— /NI PR N 258, FLAE SR 12 JAAE 10mg A 20mg 4% 412 20 th 25 LLAE R ~ 85 sa g i)
Kbt AR LTE B RIERE S ARV O T OS2I, FERT 9T 54, 20mg 1K
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KA EAHEL T 10mg A8 HER] BE O 5 |5 2 B K (Komoroski, B. et al., supra ;List,
J.F.et al., supra ;Komoroski, B.et al.,“Dapagliflozin, a novel SGLT2 inhibitor,
induces dose—dependent glucosuria in healthy subjects”, Clin. Pharmacol. Ther.,
85(5) :520-526 (2009) ) , {H 2 £E 20mg )5 20 P T 45 21 P9 AL A 652 A ) o A1 0 T 26
RIACAR I AT, DA T 3058 12 F8 A 1k, R B 250 AR 8 AR IS A% A R ) 4 2
[F) 15 B AH 55

[0472]  Pirik = U S 37 T RL R MRS B UE B < DART 458 ) 28 B 2 R AT 1 Tk SRR IR
(re-establishing glucosuria) A {F /& i 22 ARPT A P P 4T BIURE B 2= 25 251 m) 02 e 1)
FAHA, IX FCVFLE KRB S = B IR (50 % ) MR 0 e Hgl s TR 44 B a2
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