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—MZ=ZFRER S- AEEHSWNLEIFAE

ARG

[0001] AR K5 2 OB RIFAHR G U BAKI 5, AR I Koxt 2 BURE PRI
AWITAERIR)— & =P8 S- W& H 45 2 BLBAHOME T & e ia 1 (SGLT2)
T <t 2 TR S R 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
WBITAAAERCAT B RIER s B TAEAETN 251, 75 S A5 150 S i B0 5 FH 24 08 e DL 4% il
BE LR .

[0003] 2 BB PR EI MR LIS+ (SGLT2) JEIm 4 Sk A I IA TT 0 o8 8T I £ o SGLT2
F AT AE B T /N AR T ROSCR H R AT R, S HR TR B A, DR A
SGLT2 (5t Be % B LY 4 & MR E o 24 SGLT2 ThEeSZ 24k mr, 56 2 (s & g2 MR
TR o3k IXF AT BT 0 JR e R 3 (R TE 8 1) ML 7T

[0004]  FR[EEH| CN200610093189. 9 AH T R AL AL EWES SCLT2 #1i5]

[0005]

RZ

4 R! R4

x\“\/n //D
o N OPSRAN
‘ . ReA RS
HOY “OH

OH
[0006]  HiA1, A A 0,S,NH, (CH,) ,n = 0-3,

[0007]  F[E A CN200380110040. 1 AFF T AL RIS YVE N SGLT2 #1157 -
[0008]

(R1)p

/U &
Ty \R™2Jg

aWa

OH
[0009]  H.rv, A AR, 0, S, NH, (CH,) ., n = 1-3,

[0010]  ARKIHAF T —Fe =P REIR S- F & HE S WML EY/E R H AL SGLT2 i
57, X e Ab S ] T 6 G TR R R e 2 BURE R 1 25

REARE
[0011] AR — > B B2 IR I BOR B sk o RIAS 2, 32406 — B BAT RS 15, A
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AT G R L2557 Rl DA B 2R

[0012] A 55— B B2 SRk # BT 20 T L &9 R L2527 B nl DU SZ /RIS
BERI TR AR HE A B AR S AT 20 T A & W S S AL IR T 1 R 9w 77 T 14 B
o DEEE AR B 6 A B A BEAT BAR R .

[0013]  AKHAAR T KLEWEA TR

[0014]
OH
CF,
HO Q s
HO N SMe
H
H x._CN
CN
)
[0015]  AKHFTATR 1 A &WiEE DL 25 K
[0016]
OAc
CF AcO 0
SMo CF, e 8 AcO
N HS SMe AcO gr
Mes” + — NJ\\\(CN v
CN NH, Ho oy

AcO O &
Acogﬂ/ S SMe éﬂ/s SMe
)\/CN S CN

Vi )]

[0017] AW 1T I SCR T IE G AL (RSP 224k, 1996, 17, 236) » &4 11 M
AW 11T RBAFEN IV ALAH TV RV FETRAFAE N RS R VI VI B2 2B LS 3 1A
ARG B 25 B TCAUIRTE AL 5 BTk B 20 B 28 K070 B NH, WL BN

[0018]  AKHFTARI 1 AL EWMZ%E Bl 2 R 20, B2 F P ITEE— 1 sE A
PRI 2 R A IR L S P I I L P e S R R L S RS

[0019]  AKRHFERIR 145 EA SGLT2 KHHI/E A, vl V5 A Zais H T i & R 9w
FHEITZ . AR AFTAR 1AL S5 PE AR I 52 A 45 5 3Bk IR UE T« AR B
1 A PDAEAE 2 T B S8 AR A . BRI IR 275 Ing-700mg/ A E
BN, 50 N — IRBEIR 6 2 . SERRIR AR RIS T AL A 70 & 0T B R A AR U A S 1 I
KT .

xR

[0020] R4S & SEMEGIX AR R — DRIV . & E UM R A2, IR sEEE] 2 M T
YL, M I FAR T BR AR B o ASUBEARN 5 MR A A W B 205 i (0 25 P AR A 25
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TEAR FE BRI EE SR BT 3R AR PSR 2 Y
[0021]  SEJEM 1 T-1 FHl &

[0022]
OAc
CF; (8]
AcO
SMe CFs HS AcO
i Hs SMe AcO g,
Mes/k\( * — N -CN >
\';
CN NH, H o by
n m v
OAc OH
CF3 CFs
AcO 0 s MeONa HO O s
AcO , SMe — HO SMe
OAc OH
N CN Ny CN
H  ¢on H N
vi Q)

[0023]  3.41g(20mmol) fk &4 11 A1 3. 86g (20mmol) &4 111 ¥4 fit ) 30mL 1 (1) B
ZFE, AR R UR T EEE T TR R, TLC SR 5SRO TR-A YIRS 5 {3 5
200mL PK7K A, $5E, 100mL X 3 S GE A HL, B #h KWk, oK BN T4, e & KA b
AT, BRAVHENAE R v, A GE A, BSI-MS, m/z = 316 [M+H] .

[0024] 3. 15g(10mmol) 4k&4) IV F1 6. 17g (15mmol) 4b-&49) V ¥ET 30mL S A7, Fie e, in
A 3. 18g(30mmo1) [El44 Na,CO; ImL 7KFH 0. bg R4k = Z LR, 2 iR T B2 FEE . TLC
BRI RLTE e TR A TR R 200mL JKoK A, i $, 100mL X 3 & AL, & EhK vk
B, TR TR BRI -1, We e A RAX 28T, BRAR WAL E A4k A5 21 VI, B (]84, ESI-MS, m/z
= 646 [M+1]".

[0025]  2.96g(5mmol) AW VI VT 54 0. 3g MeONa B FEEH, %l N HiHE 5 /M), TLC
TN R TE e RIAE RN 5g SRR TEFH B 2 #e b T, i bk BRI R pH = 7. #3E,
PEVRAE W3 2 RA 28T, BRAR M 2 T, 1331 T, BVl 44, EST-MS, m/z = 478 [M+H] .
[0026]  sEZjiff] 2 S ELAL AR H &

[0027] AT H— B UHERRHNAEIZRL, AR A T HR A B RN g Ak

TR A9 D-1.
[0028]
OH
H o)
ﬁcﬁ:{s@\ SMe
N/Jﬁ/c"'
H

CN  (D-1)

[0029] A& 77EWT -
[0030]
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OAc
SM HS A%OO 5
© eN HS SMe o AcO Br
Mes)ﬁ/ * \©\ — N)\YCN -
v
CN NH, Ho

I -2 V-2
OAc OH
AcO oy \@\ SMe —— HoO , \@\ SMe
Cc )
: ”)\\\(CN N/‘\KCN
CN H on

Vi-2 {D-1)

[0031]  3.41g(20mmol) {444 11 Al 2. 50g (20mmol) AL&4) 1112 VA#ED] 30mL 1A
AR RS R TR T R IR, TLC SR RN TE . RN IR SR IS R 3
200mL PK7K 7, $5HE, 100mL X 3 S GE A HL, B #h KBk, oK BB AN T, e & K b
AT BRI R a3 2] 1V-2, Bt b4, ESI-MS, m/z = 248 [M+H] "
[0032]  2.47g(10mmol) 4k &) 1V-2 A1 6. 17g (156mmol) 1b& 4 V & T 30mL & 15 1, i
F£, 0N 3. 18g (30mmol) [f44 Na,CO,. ImL 7K A1 0. 5g < 3 = Z B4 # , =I5 T B 244l
o TLC BRR BT &SRS YMEEI 2] 200mL vKAK 31, FidE, 100mL X 3 & AR £ B,
ERIKBEE TEARKBREREN -1, Bkl 28 RAX 78T, B R WAL Z AT e Au A8 28 VI-2, A falifk,
ESI-MS, m/z = 578 [M+H]".
[0033]  2.89g(5mmol) &4 VI-2 ¥ T &4 0. 3g MeONa ) H o1, %35 T i 5 /N,
TLC LR R RETE e [RBAR R NN 5g SRR BH 55 28 et T, P+ ELBA R (1) pH = 7,
HHUE , PEWAT TG 28 RAX L7258, SRR B2 T8, 5264 D-1, A Al 44, ESI-MS, m/z
= 410 [M+H] ",
[0034]  SEjafsl 3
[0035] A BH TSR (R4 A4 B A A& it SGLT2 #0151 (1) TC, 1 422 HE STk T 2 1 28 4BL i)
FrVEME (Meng, W. et al, J. Med. Chem. , 2008, 51, 1145-1149) ,
[0036] i FH #& & & & T A JE 1k SGLT2 ) CHO 41l Al 1E A 5 iz o ¥ 1 34k, fF
[14C]- a -D- PR E M E ([14C]-AMG) 1E NEe1a M ) FAe 8 Rk T AJEAK SGLT2
[*) CHO 2 fud ph 2| 96 fLAR b, JFAE 37°C T E 12 /I, B LA 200 v L 1] KRH-Na+ Ji i
(445 120mM NaCl, 4. 7mM KC1, 1. 2mM MgCl12, 2. 2mM CaCl2, 10mM HEPES and ImM Tris (pH
= 7.4)) e 3K, ARG REAL IS A R lAL &Y BE 25 (19 KRH-Na+ ¥ei, B R4k
APIVEE 10 DR, BUEREAFLIIN 100 w L&A [14C]-AMG (10 1 Ci/mL) FI¥ER . 96 LK
BEJS1E STC R E 1 /DEF, SR G REFLINN 100 u L KA &1 (&4 120mM NaCl, 4. 7mM
KC1, 1. 2mM MgC12, 2. 2mM CaCl2, 10mM HEPES, ImM Tris and 10mMARZE (pH=17.4)),BE5
B I 2 B 5 I TR BRAL 100 1 Lo BEFLA EINN 20 1 L R 0KIA (I 4H My g v (100mM
NaOH) , %X f& LA 600rpm R 25537 5 708, IR 5 HAEREFLR 0N 80 u L i) Microscint 40 ¥
TNV, R 5 LA 600rpm (IR FE % b 708, & )&, 1% 96 fLARAE MicroBeta Trilux MINTHEL
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B¢ (PerkinElmer) b it%o Wi Ll £ 5 A 2236 DU 2 B50h 28 00 5 -4 B2, 2R Oh 1650,
LRI IR PIR o

[0037] A& BHBIF AL A PR SGLT2 ) 1C,1H.

[0038]
WEY) 1C4, (hSGLT2, nM)
WEY 1 5.1

ZAEY D-1 |18.5

[0039] L3 TCs Y2 45 R W], AR AL S5 1 SGLT2 $IF), Al AR %¥6
J7 2 RO RIR 25 .



