CN 104478966 A

(19) e N R FNE E R AR ~E

) *‘P (12) REAEFIRiE

(10) EHIF S CN 104478966 A
(43) HIF A H 2015.04.01

(21) BiFS 201510019405. 4
(22) BBiEH 2015.01. 14

(71 BRTEA s L 7 SR 2 2R BT R 2 7]
Hotlk 528000 | ARAE Bh L TR IXIE & 2
32 5 /)Z 16361637 54

(72) RBAN %70

(51) Int. CI.
CO7H 15,26(2006. 01)
CO7H 1,00(2006. 01)
A61P 3/10(2006. 01)

BORIELRA10T BEA456 T

(54) ZRREFR

B AR SE 1Y O 2 LB AT A Hoh %
J7iER A&

(57)

AR TS R PR AR DG I 24 . Bk
M5 AR WS e — 2 2R e L (1 O 2 FLp
FEEI 2 BN R A pE L e T (SGLT2) )
011750 FLfbl % 1% DA R AE il 4% W PR 254 Hh f 2

HO OH S \
HO N
J: OH )
R, Re

(5]
i, R, RS HIE E H C1-C5 Bkt



CN 104478966 A W F® FE Ok B 1/1 5

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

Ho °H s
&)
Hogﬁ/ow
OH F*R
Ry 2

@
Hor, R Ryl B HL C1-C5 [Fifedk
2. *X%'Jﬁjzlﬁﬁmxm B T HEY, ﬁﬁ?ﬂﬂc/\%

HO s \ HO S\
o D 0
HO 0\/\/LN . OMN
5 HO
Ho O OH
o o1 1 )
6}
OH OH
N\—/

~

3. B BRI EE R 1-2 4 —Fre X R E T T e &5k -
O ppn
/S]\ A\ o I ’ S\
OHC =N > Eto\n/\/LN
] N~R2 Rz
m . HO\/\/LXQ AcO )Lcma
Acoy OBe s\ o OH .
e (@) i
Awg\\/OMN Ho&if\&/o\/\/km
OAc N, OH
vi MR ) R R
2

WE 1T 5EW 11T KAEWittig A, 53] IV IVELEARD VvV 28t 545
BV VIS S FEMRTEMAGIEIL N ORAF R VIT VIT AR T % ZBUESR 2) 1 g
AR AL E B Pd/C.Pd (OH) , /1 Raney 48 : TR BRVEMEALFILE B TEOH AT TMSOTE, R
R 5E SCRIBUR 23R 1-2 ATk .

4. BONER 1-2 22— g XREaK T G125 55 1 m] BL A2 1) sh AR 24 B A2 il &%
TR PRI 254 77 T R o



CN 104478966 A w Bf B 1/6 T

DARBREMER - FIEEITEY HEFF G AMAIE

ARG

[0001] AR WIS K SRR ARG I 25 0. BRI &, AR W Rt 2 ROBE PRI AT R
ST 2R I WEME L 1) O P FUREH 25 M 1 2 RLPAHRIE Hl B B Be da - (SGLT2) 571
il & IT IR AR R 2 BRI i

BEEAR

[0002]  AxEkHE IR B 2IEET NS, Hh g K2 408 2 RERmEE. Bl
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[0025] AL AW TT 5404 1T 4 Wittig SR RE, 185 IV < IV AL ZULAR SV v kA iE 5
EH) VI VI 5 S 7E BRI AL TR SIS H] VI (V1T ZERRAEAE R 2 BE 5] 1 o
A8 LA BRI 1 Pd/C Pd (OH) R Raney 45t s BT BRTE (& (L A3 1 TFOH A TMSOT,
R 052 SR o

[0026] AR WA 1 L AYINZE F B2 (R0, 4 5 F i R — s
B 5 2 A TS 5 L T s PP T O

(0027] A BIFFAIER T AL WIELA SCLT2 FIHIEIE F, AT A9 2 43 PR T 46 W
BT T 2. AR VFTRAE T LA R S A4 & I R BT 1.
[0028] SR WIAE R T 44 2407 HE 24 5 ) B Pl P S A o 1 R PR O 7 4
7E Img-300mg/ ATERHPY , 5 K—KEHIRL 2. SRR AR OIE R T 16 &4 i) & il
AR AT S RO U o M LT BT 3 1 AR S A 2R 10 AR A TR
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[0032] 2. 32g(10mmol) IT-1 Fi1 3. 48g (10mmol) &4 111 7 20mL - (K] THF q:%ﬁﬁ-daﬂ
TR . TLC BRI TER RANAL EPMEEN 100mL #KK 1, #idE, H 50mL X 3 [ —
AP LR EERL, & IR EUA N, AT SRk BE5s, JoK B ER AN T8, 7 e 5 A R A B AT
JEAF BN RV E S aidh, 132079 1TV-1, A AfE £, EST-MS, m/z = 303 ([M+H] ).

[0033] 2. 42g(8mmol) 4k&4 IV-1 V& T 20mL 95% A ZEE S, N Raney 42 0. 5g, 1 Ji £
0. 2MPa =i FELINE. 12 /N JE R SER . [ BVR A WIS R AL, e AT hE s &
KA EZRT, F B[R AR PIEI N V-1, A B [E4E, BST-MS, m/z = 305 ([M+H] ) .

[0034]  1.52g (Bmmol) k& H) V- 14&? 10mL Fo 7K B2, UKok v 20 B, 12148 50
15mL (15mmo1) IM ) DIBAL-H( =5 T HEMNE ) IR RER. WiNTEE, fE=E M 1
INIE S RN 58 e SRBEAL A YFRI N 100mL ¥ A1 1% EDTA AN Eh i, ik, A 50mL X 3
() SR B AR B, A A BCH AU, A A $hK i, Jo KR BN T %, 7B i 28 RAX I
AT ER RN R YA Z i, 5279 VI-1, A EEE, ESI-MS, m/z = 263 (IM+H] ) .
[0035]  0.79g(3mmol) L& 4 VI-1 A1 1. 97g (4mmol) 454 S AT 20mL T 1) — & H
5, V2 ENE] =30°C, 11 J5 F2 A2 5 N 0. 89g (4mmo1) TMSOTF ¥4 fif 21 2mL T8 i — &0 FF e o il 1
VAR, TN SE R G, 7R 128 S N4k 82 B 3 /N o S BEAL A 3R N 100mL JK 7K 71, i
F, A1 50mL X 3 ) — & R R B, A AR BCA AU, FI AT ShoK Bk, oK Ry 18, /£
BekE 2 RAN L AT BRI R YA ENrdiith, B2 VI1-1, Ak, ESI-MS, m/z =
593 ([M+H] ") .

[0036]  1.18g(2mmol) A& H)VII-1 V4T 10mL /K FEE A, =38 FHiHE, I 0. 2g MeONa,
kA e, ELRIR M TE R, KET 3 /NN o T fa NN 2g SRR T BH B8 A8 # i IR , =30 M Hidkat
W, BB pH = 7. HhUERREM G, JEMAE B A RA B2, MG AR 5, B2
I-1, (At fE 44, EST-MS, m/z = 425 ([M+H] ) .
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[0038]  Z:MEsLjafsl] | #AE D08, Gl& T MRIVIWEYD -

[0039]
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[0040] Syt 5

[ooa] i HI A& 5 & 38 T AR Ak SGLT2 [ CHO 40 Jig 1F Jy ¥ 12 7 #r /9 48 44, 1
[14C]—a -D- A & FEE ([L4CT-AMG) 1 NFia i BIRY) R ARsE 1L T A AL SGLT2
fK) CHO 4H a3 b 3] 96 LR I, JE4F 37T°C T E 12 /N, B FLH 200 1 L [ KRH-Na+ 36
(47 120mM NaCl, 4. 7mM KC1, 1. 2mM MgCl12, 2. 2mM CaCl2, 10mM HEPES and ImM Tris (pH
= 7.4)) Yok 3 UG AR RELA IS A Rl A BGE 25 LD KRH-Nat J0380 R4
EVVE 10 MR, SO RN LI 100 w L &4 [14C]-AMG (10 1 Ci/mL) FIBEIR . 96 LR
WG /E STC RIS | /N, SRIGEEFLIN 100 v L KA BRI IEW (&4 120mM NaCl, 4. 7TmM
KCL, 1. 2mM MgCl12, 2. 2mM CaCl2, 10mM HEPES, ImM Tris and 10mMAREZH (pH=17.4)), b5
B2 e TR 5 U0 BERERFL 100 1 Lo BEFL AP EDINA 20 1 L BGUKA A1 R AR (100mM
NaOH) , 8 J& BA 600rpm [R3E e 5 70 8F, 28R S AEREL PN 80 w L Microscint 40
INVBL 285 BA 600rpm RIE 2525 5 8. BUA, % 96 FLIRAE MicroBeta Trilux A THEL
% (PerkinBlmer) b it%o Wi ML 25 {8 F 2256 U 2 A0 AL 0 52 - 4K, sy 1650,

RN HERTR
[0042] ARG AT SCLT2 [ 1C, A
[0043]
WE 1C,, (hSGLT2, nM)
SEHE) 1 ALEYD 4.6
SEHaf] 2 (& 13.4
SEHE 3 LA 7.1
SEHaf) 4 &Y 10.9
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[0044] L3 TC, BN E &5 SRR W], AR I AL S NBE T SGLT2 H1i 771 o



