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[0001] Ak I K 5 2 BUBEPRIGAH R K 2508 AR 5 AR I KXt 2 BB PR v
ARSI VR FTIN— RBE R A A3 S— AR B £ A 10 2 AN KR A 2 B i 1 (SGLT2) 41D
3 il 2% A S g

BEHEAK

[0002]  AxEfBE R B RO HTIE ks, Horh g4 K2 408 2 BB PR R . H AT
FE e S 0RO 259 E A R IR R 2 . — XU e M — W2 o — B LR
TR S KT IR — LV OIS AN 5 525 250 X2y B AP IR 7 R (K
BITAEAE B P BRI EIER s B il TAPETER 251, 7070 2ot 00~ S A FH 24 B wfE DL 42 o)
HAE MR .

[0003] 2 FRUEAALCHG It A Bl A% 35 (SGLT2) 2 il AR R IR VA T B8 PR 9 IR B #E 55 o SGLT2
T B AT A B I v /N AR R RO R R R 2R S O (R o s R )
SGLT2 FR1 3 B % FAAL LV T e 25 BB VR B o 24 SGLT2 ThBEZ B, 5 % 1) 8 25 W 2 AR
VR 3k, A B TR R e B8 DR LE AR ) IR AT

[0004]  FF[ELH] CN200610093189. 9 I T F G &1 Jy SGLT2 il -
[0005]

[o006]  H:H1, A 24 0,S,NH, (CH,) ,n = 0-3,

[0007] A [EEH] CN200380110040. 1 AT T FANGE# BIAL G4 VE R SGLT2 5] -
[0008]

[0009]  HA, A Kt W{;‘@ 0,S,NH, (CH,),,n = 1-3,
[0010]  AKRIIATF T — Pt IE R T S— A4 T 2RAT MR A 2L 1K) SGLT2 i3], iX
LAV SV T H V8T RE PR A2 2 BB PR IR 259 o
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[0020] AL &4 1T ARG SCHR TG e (rarde 2R 222440, 1996, 17, 236) o AL54) 11 A
WEY T RNAZE] IV ALY TV NV AERRAFAE N RNAT R VI VI R SBAS 2 1 5P
RBHIE B AP A UIAN LG ; ik B S BEHE 1R 8 B NH, JEA LB EE 40 SR 152 SCan
AT AT o

[0021]  AZ MR T AL G 2525 EnlH 2 KAt 258, Bt T ER — sS4
FREE N L VR UL % AR BRI L U TP IR L e S TP B S5 O T

[0022] A IPTIRIE S T AW A SCLT2 BIFMHIVE T, WA A R0 o F T 4685 K
AT 250 AR FTR il s T AL ST T2 8 22 A 5 Sl R B Y . Ak
W AR 3E 3 T AL S PDLEAR =5 58 7] 2 T A AT 200 o 9 A R R R 204 1mg—T00mg/
NG, 70— RSB G 2y o SEBR IR AS B S T AL S 57 & ) i B AR AT O
[RI1G DLORPRE o

BRLHEA

[0023]  NTHI 45 G SR AR BIPERE— DU B . S UL R, R SS9 S T
VB, M IR IR IA R B ARSI AR N D3RR 3 A e B (1) 380 BT AR 1 8 e AR AR 34
TE A A ROR SR T B R RPN

[0024] S 1 1-1 [IH]2%

[0025]
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OAc NN CN OH N CN

H  ¢on H o en

Vi1 (1)
[0026]  3.41g(20mmol) 4LA4) T1 1 3. 10g (20mmol) 4b&4 TT1-1 FFAEF] 30mL T4 i P
Zh, R R A TP TS R, TLC SR RNV SE K. RNV IRS YIRS 515 5 3
200mL KK, HidE, 100mL X 3 5 e ALEL, B 3h /KB, TR TR BR N T 15, BefE 25 kAN -
2T BARYAEE T A g 2 IV-1, S EE A, EST-MS, m/z = 278 [M+H] ",
[0027]  2.77g(10mmol) f& & # TV-1 11 6. 17g(15mmol) b & ¥ V ¥ T 30mL S A H, $id
F, M 3. 18g(30mmol) [l {4 Na,CO5\ ImL ZKFN 0. bg F 3k = ZFRIRA L, Zi N I 24 b b i
o TLC Brn RMN5ER. RNV IRG W 2] 200mL pKKH, Hidk, 100mL X 3 50 e AL,
1 TR KRS, KR IRAN T4, B 28 R AL 25T, BRI E E T4l 493 VI-1, A EE 1k,
ESI-MS, m/z = 608 [M+H] ",
[0028]  3.04g (5mmol) AW VI-1 HT&H 0. 3g MeONa [f] F I, SR T HiH: 5 /T,
TLC 7R [ M. 5E o [ NARZR TN N Bg i 19 1 BH 25 7 A8 #e A i, Dbk H 37Kk & 1 pH =
To HHE, DEMEAEFERE 75 R A B8, SR R B AT, 15 8 1-1, A AR &, ESI-MS,m/z =
440 [M+H]",
[0020]  SEZjffsl] 2 1-2 (1)) #%
[0030]
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[0031]  3.41g(20mmol) 14L& 11 1 3. 38g (20mmol) 4L&4 T1T1-2 WA S 30mL T4 i P
Zrh, R R AT TS R, TLC SR RNV SE K. RNV IRS YIRS 51515 2
200mL KK, Hit, 100mL X 3 5 e AREL, B 3h /K Bes, ToKTRBR N T8, BefE 25 kAN -
2T B AR E T Al 5 2 TV-2, 3 A b4, EST-MS, m/z = 292 [M+H] ",
[0032]  2.91g(10mmol) fk & # TV-2 11 6. 17g(15mmol) b & ¥V % T 30mL S A5 H, $id
F, M 3. 18g (30mmol) [l {4 Na,CO5\ ImL ZKFN 0. bg R 3k = ZFRIRAL L, Zi F I 24 b bk i
Wo TLC BrR RN RN IRA P E 2] 200mL vk KA, Hidk, 100mL X 3 50 AR,
B ERK PR, oKL BR BN T8, BER R R LT, BRAR YA ENT a4 15 3 VI-2, ([ 1Ak,
ESI-MS, m/z = 622[M+H] ",
[0033] 3. 11g(5mmol) AW VI-2 % T 0. 3g MeONa (¥ FIEEH, =535 R HiHE 5 /M,
TLC Sn RNV SEM. VAR RN bg SRR I BH & 722 e IR

DLt EREVAZRN pH = 7o 038, JEIEAETERE 28 R E25T, SRR LA T, 138 1-2,
F [ &, EST-MS, m/z = 454 [M+H] ",
[0034]  SEjifs] 3-5
[0035]  ZHESZHER] 1.2 BR1EDIR, Hil# T FRIML G .
[0036]
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[0037]  SEJEf] 6 2 LuAk -S4
[0038] 4 T it—2D Ul BHAR R BHAL S I 25780, AN BHACEE T MR A HL R A A Hig AN
A EY) D-1,
[0039]
OH
o
H&Sé%ﬁﬁ SMe
H‘\CN
CN  (D-1)
[o040] I T7VAUNT -

[0041]



CN 104478965 A i BB 7/8 7

OAc
AcO
HS AcO .
cO
w0, e e
1} 11-6 V-6
Aco/év\/ MeONa Holéﬁ/
AcO
N CN = CN
VI-6 (D-1)

[0042]  3.41g(20mmol) k&4 11 F1 2. 50g (20mmol) A4 111-6 WfAZE] 30mL -4 )
ZEH TR RVA TP R RIS, TLC Bon RNV 5E . RNV IR G IR Ja 5 2
200mL VKK H, B, 100mL X 3 50 G ARHL, B #h /K Pesk, TR BB T4, Bef 75 kI b
2T, BRI E T A A3 2 IV-6, B (Al {4, EST-MS, m/z = 248 [M+H] "

[0043]  2.47g(10mmol) 1k & 4 IV-6 F1 6. 17g (15mmol) 4k & 4 V % T 30omL & 14 1, i
FE, IO 3. 18g (30mmol) [l 44 Na,CO, . ImL 7K1 0. 5g R = LI R R , =3 T RIZI B FE ot
o TLC WrR N8 e N IR-EPBUEI R 200mL sk K1, FidE, 100mL X 3 — 5 Bt A<HL,

B ERK PSR, KBBR8, BER R R L2 T, BRAR AL E T A4 15 3 VI-6, [ 14k,

ESI-MS, m/z = 578 [M+H]".

[0044]  2.89g(5mmol) tLEH) VI-6 ¥ T 0. 3g MeONa ¥ FH 1, 530 T HidE 5 /NI,

TLC BRIV 5EM e RV AR RN g IR I BH 25 A2 i g, Bide B 2R R 1) pH = 7,
HHUE, VEIRAE B 28 R A L2, B R LA TR, 15 3 &4 D-1, A& 1A, EST-MS, m/z
= 410 [M+H] ",

[0045]  SCjifs] 7

[0046] A W TR AL A4 B AHSAL A W05 SGLT2 I ) 1C, {8 42 FE TRk 0 25 19 8B
JEME (Meng, W. et al, J. Med. Chem. , 2008, 51, 1145-1149) .

[o047] f H %2 @ & & 7 A J& 4k SGLT2 f) CHO 40 A 1& 4 %% iz 4 M7 10 2% 1k, 18
[14C] - a -D- FAEE A ([14C]-AMG) 1N F iz 73 BT IR B de e R I8 T A4k SGLT2
[*) CHO 41 fud b 2] 96 fLAK b, I-7E 37°CTFIEHE 12 /I, BEfLH 200 1 L [¥] KRH-Na+ JE9#
(%7 120mM NaCl, 4. 7mM KC1, 1. 2mM MgCl12, 2. 2mM CaCl2, 10mM HEPES and ImM Tris(pH
= 7.4)) Yk 3 UG ARG BALT NN &8 el &9 838 2 A I KRH-Nat+ SE3, BN Rrl 4L
EVEE 10 MR, BUOEREAFLIA 100 1 L&A [14C]-AMG (10 1 Ci/mL) FI¥EH . 96 LK
WS 7E STCTRIEE 1 /M, SRJGEFLINA 100 v L WK 2 (47 120mM NaCl, 4. 7TmM
KC1, 1. 2mM MgC12, 2. 2mM CaCl2, 10mM HEPES, ImM Tris and 10mMARZEF (pH=17.4)), b5
P FH R 28 e 5 IR, BRI BEAL 100 1 Lo BEALA FF N 20 1 LR DKYA () 40 s v (100mM
NaOH) , 2K Ji5 LA 600rpm IR FE Y 5 4080, AR5 HAERFLH A 80 u L () Microscint 40 ¥
NV, 2R J5 LA 600rpm #5550 Bhe 5 )a, 1% 96 FLARAE MicroBeta Trilux A THEL
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1 (PerkinElmer) bvh-%. wig i iHh 2 A5 HI 2050 VY 2 H0s R0 5E - I B2, s 4 1650,

iR U N HNR PR

[0048] A& BHHIER ML A XT SGLT2 K 1C, {8

[0049]

&Y IC,, (hSGLT2, nM)
I-1 11.6
-2 17.3
I-3 13.4
14 26. 2
I-5 15.9
Zi &9 D-1[18.5

[0050]  _F3 TCs R 52 45 AR U], AR B HIAL G4 0 5 19 SGLT2 37, ml LUK Al %46

¥ 2 BRI 254
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