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L BATIEK T SR 0 S L 2527 B m] DU B AT 2 R

WEW T 5 T AERAFAE R R NAFE TV, TTT 5 11 RJLEBIA 2:1—10:1 ;4654
IV IR 22 CBEAT 2 1 s pridfisiz B FEHL s Ik i ZBHE R A% E 1) NH,/MeOH 52) NaOH/
MeOH/H,0 ;3) KOH/MeOH/H,0 ;4) MeONa,/MeOH.
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SRERARVNAEEEEWNLEY HHEFAMRAE

ARG

[0001] AR K5 2 OB RIFAHR G U BAKI 5, AR I Koxt 2 BURE PRI

AT AR RIS IR BE R IR I 0 ) W H 45 /) (10 2 LM I P ] &l 4402 1 (SGLT2) i
7R 1l 2 TV LA AE ] 2 g 3

BEEAR

[0002]  AxEkHE IR B 2IEET NS, Hh g K2 408 2 RERmEE. Bl

FE s PR A FH R0 R 254 - B TR R S . — B XIS I e e S . o — 3 B

HFNE IR IREG TV FHI R SR B R R . R A RIFRNGIT B8R, (HKIH

WBITAFAEECN T B RIE, B TARAERN 25 1%, 76 LeAB 00 T Sy BEA FH 28 0 e DLl

BE LR .

[0003] 2 BB PR EI MR LIS+ (SGLT2) JEIm 4 Sk A I IA TT 0 o8 8T I £ o SGLT2
B AT AL B R v /N E, AR F 2 WRSCPR A 0 A 280 B, R 0k (e 21 Ty A, OR] I 4

SGLT2 F) 5k BE % FAA LY P 3 28 MR« 24 SGLT2 ThRESZ BN, B £ (8 & s 2 MR

TR o3k IXF AT BT 0 JR e R 3 (R TE 8 1) ML 7T

[0004]  HR[EELF CN200610093189. 9 AFF T T LMK EWIES SGLT2 #liil 5]

[0005]
Rz\ /
o~y /C\
HO™ “'OH
OH
[0006]  H:F7, A X0, S, NH, (CH,) ., n = 0-3,

[0007] [ %] CN200380110040. 1 AFF 1 FHIG KL AYITE Dy SCLT2 15 -
[0008]

R’l )p

[0009] A, A A3LAREE, 0, S, NH, (CH,) ., n = 1-3,

[0010] [ %H] CN200480006761. 2 ~H 1 T G Sy SGLT2 157 -
[0011]
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[o012]  Horfr, X 3L SR BRSO K 5t
[0013]  ARHIAH T IE R XN 0 1 &) B H AT A BT LK) SGLT2 il 771,
XA ST H T I R R 2 2 BB SR I 2

REARE

[0014] AW —> B 12 5 IR BUAT BOR B sk i RIAS 2, B2 40— B BAT RS T, HAT
W T G R 2G5 B Rl DA B 2R

[0015] AW 55—~ B 2 SR Akl BT 1 AL G4 S L 255 B m] AR A2 (1
ZBRMTT I

[oo16] AW E— > B (2 SR A A 3 T AL &4 L2 R AR IR T B8 PR 773 T ) R
Ao

[0017]  BL& G AW B XS A5 U] A 7 2EAT BAR S IE

[o018]  AKHIHAER I MU EWHA R
[0019]

O
Hgo/éﬂ/o 1))

[0020] iDL ™ALEY,
[0021]

HO 0

[0022] AR BIPridIER (1) AEYEEL LN B2 AL
[0023]
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CN AcO o CN
X
OH ‘
1 n AcO 0 &
AcO (U]

[0024]  ALEY) 1T 5 TIT AERAFAE N ARA A E] IV, T1T 5 1T fIELHI Y 2:1—10:1 54K
G IV I ZBEAR R 1 ki 5 B ; ik i ZBE AL H - 1) NH,/MeOH ;2)
NaOH/MeOH/H,0 ;3) KOH/MeOH/H,0 ;4) MeONa/MeOH,

[0025] AR WA T AL G ZE: LRl 2 M AT 250, B0 TR — Pz 4
FodL 5 L VR DL | AR I | A P I A e S R I A S A B

[0026] AR EFTAER I WEWEA SCLT2 BIHHIMER, AT AE R A U85 FH Tl & 8 IR
PITHRRTT 254 AR PR IE R T AL SV M I T S AR 45 Al B0 R B 1 o
[0027] AR BIHIE N T AL SPDLEAR =4 58 077 BV A2 AT R o Bl BRIk I RO &2
£ 1mg=300mg/ AVEFH A, 70— IRBUBUR G 2. SERRAR A R B K T AL SV & n]
BRAEMRIEA KAV DRI . REAG DR AT # SRR B2t F il R
XTEII AR SR, R R ™ B RE S A

BRSCHES I
[0028] NI 455G LB AR AR — U . FFEE UL, N SEE 2 T
YL, IR AR T RR S AR B o AR SUEE AN TR AR R B 5 3505 Bl (0 25 Fh A2 A 35
FEAR BRI EE SR BT B3R AR P IE L 2 9
[0029]  sEjafsl 1 1-1 2%
[0030]

OA OH

C
A0 HOﬁEL
CN OAc OAc O OH O
O ¥ 2 Acc’gi' — O CN O CN
AcO i
AcO g, OAc OH
OAG |V-1 OH

OH
(1)

- i R
[0031] 2. 11g(10mmol) Ab& 4 T1-1 A1 12. 33g (30mmol) fLA54 11T ¥ T 10mL — & F &
o, S R B NN 0. 8g (20mmo1) NaOH Al 3mL 7K e B 94 VR, BN 0. 5g PUIE T iR
W, S P RIZURSE 48 /NI e TLC BoRRLSE e S RAE S PIBIEIA 100mL VKK, 4
P, BT 50mL X 3 ) S R RE RN, & JFRERUCA U, AT Kk ek, ToK IR BR BN 05, 72
B 2 R AN AT R BB TR AR I AR AL, 43 8170 TV-1, (A S #, BST-VS, m/z =
872 (IM+]") .
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[0032] 4. 36g (5mmol) L&) IV-1 V& T &4 0. 31g (5mmo1) MeONa [¥] 20m1 MeOH 77, FiE T
FEFE 3 /N, e TLC IR RBLTERG. 1ERMIREYIH NN 3g SR 14 BH & 2 e g, =
BN A W pH = 7o hUERR WG EMRAE BR L 2 R AN EAAEVEN, 15 B 15 R Y
FERZMAE B, 158 1-1, A AfE{gk, EST-MS, m/z = 536 ([M+H]") .

[0033]  sEjafsl] 2 1-2 2%

[0034]
OAc OH
Ol AcO~ HO CN
ACO Br OAC
o)
12 " AR o V-2 (1-2)
OAc

[0035] 2. 11g(10mmol) fk& 4 11-1 F18. 22g (20mmol) X440 111 ¥ T 10omL — & &t
i, =8 N HEEE, INCH 0. 8g (20mmo1) NaOH A1 3mL 7K it & AUV VR, FIN N 0. 5g PO IE T F:iR
A, I RIZUHEHE 48 /o TLC WoR R M58 e R MAL S PRI 100mL sKZK A, i
F, A1 50mL X 3 () — S A B, A AR BUCA AU, FAE ShoK ek, oK Ry 8, 78
e 78 RAX b 26T 519 B 5 R AT 2 24k, 15 2107 TV-1, B BB A, ESI-MS, m/z =
872 ([M+H]") .

[0036] 4. 36g (5mmol) &M IV-1¥ET &7 0. 31g (5mmo1) MeONa [ 20m1 MeOH 77, =& T
B dtE 3 /e, e TLC BoR R SERL . 7ERBIBGH NN 3g sRERVERH B 1 Humt fig, =
BT R FEB pH = 7. HhIEER MR, SR BE % 728 AN 28 23550, 13 B R AR
TERE A AR B, 23] 1-1, Ak, EST-VS, m/z = 536 ([M+H]") »

[0037]  sZjEfl 3 1-3 A%

[0038]
OAc OH
A0 HO&@V
ol AcO o HO o
OAc OAc O OH

: AcO O —
O N Aco’éyﬁ O N —
+ 2 AcO Br OAc
OH
AcO 0 HO

-3 i oac V3 OH (-3)
[0039] 2. 11g(10mmol) 4k&4 T1-1 A1 41. 10g (100mmol) 4L-&4 T11 & T 1omL & H 4
i, =8 R IEEE, INCH 0. 8g (20mmo1) NaOH A1 3mL 7K Fic & AUVAVR, F-IN N 0. 5g PO IE T F:iR
A, IS RIZUHEHE 48 /o TLC BoR R M58 e R MAL S PRI 100mL sKAK A,
$, I 50mL X 3 () S e B, A H AR BCA AU, F A ShoK ¥, oK By 8, 78
e 78 RAX b 26T 519 B B e R AT 2 i 24k, 15 21074 TV-1, BB A, ESI-MS, m/z =
872 ([M+H]) .
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[0040] 4. 36g (5mmol) L&) IV-1 5T & A 0. 31g (5mmo1) MeONa [ 20m1 MeOH 7, =8 T
Bt 3 /B, SRR TLC Bon R SERL . 7R RBIREGH NN 3g sRERVERH B F 2 it fig, =
BN A W pH = 7o hUERR WG EMRAE BR L 2 R AN EAAEVEN, 15 B 15 R Y
FERZMAE B, 158 1-1, A AfE{gk, EST-MS, m/z = 536 ([M+H]") .

[0041]  sSZiafs] 4 SLuAbA4 DI R &

[0042] N 7D UL AR R BHAL G 2520 AR BHALEL T AR AFF H R AS g Ak
THEI &9 D-1,

[0043]

OH

HO o

OH

ne
HO 9
HgéS/O

OH (D-1)
[0044]  HHI&T7EWT -

[0045]
ACO%
e
AcO
“IDD + 2 ﬁ«x)

AcO Br
OH

4 Y

OH

(D-1)

[0046]  1.86g(10mmol) k&%) 11-4 Al 20. 55g(50mm01) LAY TTT T 10mL & F ke
i, I8 N IR, IINH 0. 8g (20mmo1) NaOH A1 3mL 7K Fit & AVA VR, FEIN N 0. 5g PO 1E T HER
o, T RIZIHEHE 48 /o TLC BoR RBETE e R MAL S PEHEI N 100mL vKZK A, 3
F, A 50mL X 3 {) SR A B, A AR BUCA AU, F AT ShoK Bk, oK mRes 18, 78
e 78 RAX b 26T 515 B 5 R AT 2 4k, 15 21774 TV-4, [ A, EST-VS, m/z =
846 ([M+H] ") .

[0047] 4. 23g (5mmol) L&) IV-4 & T &4 0. 31g (5mmo1) MeONa [¥] 20m1 MeOH 7, FiE T
Bt 3 /B, BB TLC BoR RN SERL . 7R R BIBGH T INN 3g sRR M B F X Hm g, =
WIS, W pH = 7o HUERR MG  SEMRAE HE G 2 AN EAAEVER, 15 215 R Y
TER AR B8, 53] D-1, A EEE, EST-MS, m/z = 511 ([M+H] ") »

[0048] S| 5 AbEHX SGLT2 Ikl 1C,,

[0049] i FH A& @ & & 7 A U5 4k SGLT2 % CHO 41l A2 1€ 4 %% iz 4 B 19 3 4k, {F A
[14C]- a -D- FEA & M E ([14C]-AMG) 1R ¥ 7 B ) A8 8 Rk 1 AJEAK SGLT2
[*) CHO 4 w2 b 2] 96 fLAR b, JFAE 37°C T A 12 /I, B LA 200 v L 1) KRH-Na+ Ji i
(&4 120mM NaCl, 4. 7mM KC1, 1. 2mM MgCl2, 2. 2mM CaCl2, 10mM HEPES and 1mM Tris (pH

7
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B B

= 7.4)) Yk 3 U ARG BAL NN &G Rk &80 2 A 1 KRH-Nat+ P9, B Rl 4L
G E 10 MR, e REFLIN 100 v L 544 [14C]-AMG (10 v Ci/mL) FI¥EH. 96 FLIK
BEJEAE ST'C RIS 1 /NEE, SR REFLINN 100 n L 9K R IETR (57 120mM NaCl, 4. TmM
KC1, 1. 2mM MgC12, 2. 2mM CaCl2, 10mM HEPES, ImM Tris and 10mMAR%H (pH=17.4)),kE5
T R AR W0HE R 5 0 FHREEFL 100 1w Lo BEAL A AN 20 1 LUKV AROZ0 B VA AR (100mM
NaOH) , X Ji5 A 600rpm (IR FE Y 5 28, SR )5 HAE LN 80 u L [ Microscint 40 Y&
IRV, S8 )5 LA 600rpm IR ZEFE % 5 8. B, 1% 96 FLARAE MicroBeta Trilux ¥iIATHER
1 (PerkinElmer) vt-%. ma R il 2845 FH 2256 VY S B0 20 I 5 P $0 1 52, 3R m o 1650,

SR T IRTR
[0050] A& BH A A A 0% SGLT2 1 1C,1H.
[0051]
WE 1C,, (hSGLT2, nM)
WEY 1-1 3.5
WE 1-2 5.8
WEH 1-3 6.3
Z &Y D-1 11.7

[0052] L3k TC, B E &5 SRR, AR B AL SN BE T SGLT2 HIi 771 o




