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LR, s ) ieay

(A)

B YT 2 B, UL R — P Bl g 25 T 2 i ), Serb B id b &4 (A) 85
HZgWEnl 2 B UUITR A2 30 2 95 B8 % Ju B W I EF L.

2. MRABEBURIER 1 BTIAR B3, Hoh ikt &4 () HZ5sanl 82 s i &4
(D) HIEKED.

3. ARFEBURE SR 1 P i 371, e rb i 2540 2 T 4 52 s Insn A R 1) (HER} ) VR
Er IR R R 5 o

4. RRPEBCRIEL K 3 ik i 37, Hod a) Btk &4 (A) s san 822 3h Ui Ay
) 30 22 95 F i % Y [l W R AFAE sb) FrRIEF (3L DUTIR R Iy 0 22 70 &
% YEHE N I EAFAE so) TRk &3 LLITdR R4y 1 & 25 S % Ja B N I EA7FAE sd) P
A RN AT IR RIRIZ) 1 2 25 S % JulH N I EAEAE 8 o) Py r LA IR v 31 i
290,25 & 20 T % O HIN K EAFLE,

5. MRPFACRIELK 3 Frik i i, Horh ) Fridfb &4 (A) st an 2 sh LU id
FI) 50 22 90 F & % Y [H NI EATAE sb) BT W ) SEok LT IR 7 I 20 5 &2 15 B & %
TGN I EAFAE ;o) TR A FILUITIR A FIZ 1 2 5 B % W EAELE sd) Prd i
flFR AR Frfl 2 1 42 5 B % Yo B NI EATAE sH e) BTl HILLITIR A HIMZ) 1 &
10 & % o [ N EAF AR

6. FRIEBCFIE R 1 2 5 AE—I TR i 7 7], o rid b 649 () s g n #4528
LURTI& F 16 65 42 90 68 % Yo [H P (1 B A7 A .

7. MRIEARIER 3 Brid i 3, Hodb Bridk b &4 (A) s 25424 m] 852 2 LTI B 5]
(%) 70+ 2 T & % [ EAFLE s Tl B BEEE DU Fr il 12+2 & % FEAFE Tk
i G FILUIT IR I 3+ 1 T % B EAZAE T i i LA iy 4+ 1 i % FEA7
1E R IRIEIE F LA R i) 442 & % FEAF(E.

8. MRIEACRIZELSK 6 BL 7 Pk i 3, H ATk Frifl iy 3 &2 10 Ea w a0
BFERER

9. MRARBOREER 3 & 8T — T ¥ F 37, e rb BTl o 30 g 8 A R R 2 o S R 0

10. ARPEAFIE R 1 ik 7], o a) frdib 549 (A FRKEWLLL 204mg = AT
1E 3b) D- H B RE LLZY 36mg [FRATLE s¢) FRNFEA 4 3 LL2Y 8mg FIEAFTE ;d) AR R AT
Ye LI 11, 2mg [ EATFAE se) VA LAY 2. 8mg M BRAFAE 70 £) MIRIE & 5 R L2 8mg
[ EAFAE o

L1 ARPEACRIEL SR 1 Bk i 35, Horb ) Pk &4 () FKELLLT 102mg (R AT
1E 3b) D- H B BERE ALY 18mg [ RATAE s¢) FRNIEAT 4 32 UL Ang FIRAFTE ;d) B RET
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UEZENLLZ) 5. 6mg [IEAFAE se) WA LA L. dmg (BRAFAE sF1 £) T8 IRIEE DAk LLZY) dmg
I EAFLE

12, MRYZBOMER | BTk (K 7 70 R 116077 sAE G PRIV DRIP4 I RSS9 22 8 P el
2RI B PR AL SR RS A IR S BT R OBIAE  ve R ) R IAE I S R 1R
LA P2 T o Y PR IR P2 T v« e LR S ESPRERE v o = ISR UAE X ORE g B bk B R At
ACIE B3 I s ) 5 B ) P

13, ARIEBOMESR L ik 7 I T30 77 BAE D2 TT BRU0E PR sl I FIE (% e sl R A 1
Hl .

4. FRAEAUFER 1 BT (¥ 7500 F 1007 s SR s B8 PR 40 D S 22 P 4
22993 A% B R A AL S SEIR PR AT 1 AR B SR AT e IREDAE | e MR B F ML R T PR 1
ML FE T v H LI B T ve TR AE B BEIE v ol = MR AR  XORE g RE L S Ak Sl bR At
MIE B¢ ey L s 1 5 PR A0 » AN T A 32 5 0 8 P 9 790 70 i IR ) o T AR ) 8 o A
SN HOHE TR B0 ey I Hs 7] s B AR R 28 5 45 25 K Tz
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PO G TR B Z KT R MR« (i R I S T O IR 14 L 94 2 T v« o g L R 58 T
1~ e LI S B PRAE « vy ¥ = PR I AE  XOIE AR B JA 3 I AEE 0 J o DR A AL ¢ vy I P
A FE BRI 1) T i, JLALFERE VA 74T R RARYE BUR SR 1 BTk ) 7y 371 1) 7 2467 HA P
H eSS

16. —FIATy 1 RE 2 RUBE PRI IR 532, FORSRRHA T 1 BCR AR BN K 1 Arik i
F R SR, B BT IR R R T OB PR TR R R I AORE R T R URLRE SR < e I s
FN BN STl IR AR AL TR / BRI AR P4 6 17 7 26T 1O FL KB4 24 o
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BRI R

ARG

[0001] AR K &A1 1 (B —D— L R i AL ) —3— (CRFEmENy 5L AL ) T4 (1-(B -
D-gluco—pyranosyl)-3—(phenylthienylmethyl)benzene derivative) X H 25957
SRR, AT TR RE PR JCJRESE B PR I R S FHAH DC I o

BEHEAK

[0002]  W02005/012326 /N IF + 25 FF 2 8% MK 6t T i) 25 B % iz 88 0 (SGLT) 1 ol 571 1)
— R AW, FIX LAl A YRt T 10 T7 0 R B TR RE FHOBE R s I KR S5 IR 9T &
W02005/012326 /M F-iA 7 BHA AW 1-(B -D- nbmg a2t ) -4- A3 -3-[6-(4- H K
B ) -2 BEWY I ] 2%

[0003]

(A)

[0004] [ fx & HH & W02008/069327 AT T A& (M) 7K &G W) M HRs g i /. %
W02005,/012326 F1 W02008/069327 IATH W AT AMLAES %,

XAAR
[0005] A K BA mdk i (drug loading) FIF 5, B Frsfl B4 H1a (A) R7n i
1= (B ~D— AL Feg TR 2k ) —3— ( ARILMEM JL FUIL ) SRAT BV s IL 25 2 T % 2 A 5 M

5
[0006]

(A)
BAETHEHR
[0007] L2y (A) HIZ5H% T B S A L8, 0 T R L0 L LR B Y
P AT S, <SR HLRR 0 PR G £ PO B T — 2 B 1 D okl TR
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=

SERR AR AT IR IR  LTRIR IR SR I 2 s R M R R KA E R A
L.

[oo08] 53 4b, X (A) KL &Y EI 259 5 vl B2 A5 H 43 7 W 3 (intramolecular
salt) KEY EFIEYEZ A (polymorphism) . MEIEH, L&Y (A) 25424l 252 16
HAIKEY

[0009]  4LEH (A) EFRA R H)iF (canagliflozin) o

[0010]  VEMEZFESr, BIALAY) (A) BRI 25025 ] $252 SR 90 16 0 RS i & B
B0 A 2 R e Js B R I v S PR AR R B S ] iR BB v R AR
(175 SGLT ¥ Pt AH S I i R L o PRI, A B I ] ¥R 97 - TR B S 9 R (A
L ZROFN 2 OB PRIV ) BB PR ACRE (At PR v AL D90 5 i 24 L B Bk 9 4o 42 0 22 R PR s '
A7) GEIRVEAS AT R AT R MURE « = R 5 2 IO IR U R 1 I 4 P v« H VR )
IR FEE T 7 e IR S B JRESE « v = B IAURE o X R A 2R « 2 A DR el A i v o s 1) %

oS

FEBAI o
[0011]  fE—ANSEMti s S b, AR KB Bf Ty B8 11 RURE PR sORE Ak 1) 52 Fe s o
A5

[0012]  FE5—SEili /7 &, AR BHES RIGIPBRIESR S GLT 3 PEAH I I A e B0 R s 11
T35, BTk 7 B FE R 167 A SR A R B R 5 ) T B IG T B 45 24

[0013]  7E 55— Sl 75 &b, AR W S v T7 BRAE SR 11 AR FR i BRI AT 1) R J& 8RR
(R 773, BT 5 ARG VR 7 A A I AR R B R 1) e SR T I R 4R 2

[0014]  AS WK ) m] AL 2 30 FH T 20 2 ] A4 R R KIS I35 o T AR A 51 £y S 497 60, i
IRAEF CHIFERE ) 3 ) Rl A5 I 7 L 7 5 SR TS TR Bkl TR R R R
[0015]  J&i# FH T Bt A ARy T T 0 BRCEEDR) (30 S5 491) C, 58 LB M Y R B B L A BB B I iR
L BPE T | 2 2F B R A BRAS  ER S A R 4045 (calcium aluminometasilicate) o
R 751 TR () S A9 IS A 58 4T 4 2R AT AR, N T 4 25 BOR R 4T 4 25 L U L ERE VTR
AL TER (pregelatinized starch) Ay g i 20 « H 55 B EE LB R BE B L (L ROBE BT |
T KGR~ P KT S IO ML ER TR FR AT R A \ i R AT B R AT RIKS /A e RE T
(dextrates) 2 ZF BRI FIP] 45 (compressiblesugars) o Ff LG R] A8 F Wy Pl 51 22 Fif
FIRE R BRI VR S . H B BE RIS S T A R B R

[oo16]  J&G& H T ULALT B AR B FE A R 4T 4 4 (croscarmellose sodium) 5 Z
K5 SR MBI R S8R Ve UL UK « oK TR ek H B R AN B 4T 4 22 IR
AR TN S 4T o 22 R0 LAt L 20 16 3 ) o A akth, 35 4 T Bl 1 390 540 8 A1) DA A B F R
TYER

[0017]  J& & FH T S Ak FEURE A 500 0 S48 60 48 72 TR R 4 4 22 ROKTEMT  WIRS « TR AL e 4
CPE I TR OKUE R 58 LA SRS BE I R T 58 PR AL A 4 25 FLRE BT hAA i IR . S A i 52
BEIRATHE 3 5 & 1%, DA R AR &5 B3R RT / s L b sl o 2 Bl iR &4 . i, 3&
A AT AL AL S FA RN IR LT 4E 5 .

[0018] I A FH T Mo A A9 9] 33 300 (%) SI2 461 0, 58 B T 12 55 b IR PR 6 i T IR S T A T
A s AT PR AR A R R IR 2 B RN (sodium stearyl fumarate) . HREZEA IR Bh
(sodium laurelsulfate) iEAGEREAHE R H MRS (glyceryl palmitostearate) EEAHER . A
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RN E AW W . FEDUE I Sy Ferh, 1E A T Ak R T R A A R/ B IR
HEE IR

[0019] &4 FH T s A (10 2 10D vty A 300 1 S 4] 0, 0 T ol g 07 BRI 2 7K L Ly A 12 Mg 077
FR TG BB AR LA IR T BR G 38 £ e IR 7 IR 196« 28 48, £ 4 S BRI R 4R, & 0 ot RS Tk A IR
B T 107 BRI

[0020] I FH T IR AL I R 0 S48 A8 R Il w2 el PRVREJH T Tl R T el A el R
FEETH o

[0021]  3&EA T ILARIE RSB FE RS N R VBRE I s R . 2 O L
plicfufEaHERAA 2 M3 S . THERHE4 S 5. aHERZE 3 5. aHE
REA 1525 XU EHERNHBOAE (@luninun lakes) . =44 2RI (8 =S4k —
o

[0022] 3 - stk P OO 50 P SE 09 58 0 A R T A4 EL T o

[0023]  ARAEAK B, ik LG a) EY) () BRI W2 nT He 2 2hF0 b) —Fhal 2 Fi
YT IR UM, WE MR (RE, A4 () sdtgypanTies k) MEER
FIRIZ) 30 45 95 Him % JuBE W . FACIEH, 3P I EE A FIRZ 50 2490 EE %
TO T Yo ARTEH, BT s IS REROT ) CEIEDRL ) R A7) 9 AR v 500, IR Y Ao
7o

[0024]  FEA KB 55— St 7 2, Bk e 4E o) A& () st 2an #5234,
Hrh bk &4 (W) BT 2 DU I 30 &2 95 T % Ju [l P R AFLE sb) REH|
CaIFR ), AR ) SRR LR IR L) 0 22 70 FE i % YU N A7 LE o) R,
i G RILA R M2y 1 22 25 Ea % Ju B N I EAZLE ) g, b g R LU R 2 1 &
25 H i % Y B W I EARAE SH e) JEHE ), HAEig s LR £y 0. 25 &2 20 i % JuH W
[P RAFLE .

[0025]  {EARIEMISEHE 77 24, Bk A A HS a) (a1 (A) B2y el 220 b) ¥
AR PR AL W RN . AEIZSEHE T B Y (R LB (A) s Ziein 2 Eh)
IR IELE 2 30 222 95 F i % Yu P FEJLGEM, 75 M Rk B AE R I 50 2
2990 T % F N o BT F AT 0 AEE 5 AN 254 25 n] B S AN IR T R AR
AT, AT BT o

[0026]  FEANKR BT —ARIESLHE 7 £, Brid R 7l EFE a) Fridtb &4 (A) s 2 5:n]
Bz ih, b b &Y (M) s 258p2a T 252 3 DUR I 50 22 90 7 & % Y [ W I 2 A7 LE 5b)
WS (BRI ) , AR MR B8R DL FI ) 5 2 15 & % JH W B o) Kb
7, FRE AL T2 1 22 5 B8 % i [l N I EAFAE ) AR, b s s LU i
231 2 5 FEE % 0 H NI EAEAE 8 o) W], HrmEiE R LU R 2y 14 10 E& % 6
I A7 LE.

[0027]  TEAR R BH B HELE PR 1k S it 7y Ze b, Bk v A BLK T 7)) 65 & % & HE G
W (0 STz AR . EARR R — P Uk I St 75 2, BTk 3 LA R 7
¥ 65 22 90 F i % i [Bl PN K &  JLade s LA 5 65 &2 75 E i % Yo N 2 A &9 ()
BRI TR

[0028]  TEAS R BH ()L 1k St 7y Ze v, ik v I BL/ T 7 )i 25 B & % 1) AL RS RE
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FUBIERL . FEA R B R LE g — 3P ORI (W S0 77 22, Bk B mlLUR SR 5 22 20 FE i %
PP AR IE B DL IR 10 & 15 F 5 % Ju A A i S R R 7 s R
[0020]  FEA K BHI F—ARIE S 77 S, ik Ao GdE @) thE9) (A) B2y 2an #:52
#h Horp b &9 (A) St eEnl 52 5 VR I 70 £2 i % W SRAFLE sb) BIER (8
RL) , HA e R s B R LR FI 1242 FiE % EAFAE o) Kia7, Aok & 5Ll A7)
(1) 3+ 1 Fid % FIRATLE sd) AR, Jor g sl L IR 4+ 1 Fa % FRAFLE sF e) ¥
T, S E R LR IR 442 B % N EATLE.
[0030]  fLiEHE, MBI N D— H 8 B, A& R 0 FR TR R 4T 4 25, 7 f 50 A A B AR OR 47 4
FEH TR R T A R P RN
[0031]  ZEAS A& B SEARIE R St 77 2, Bk i e — D fs e 0. Brid e 50 LLAT
WA 0 22 25 T % HILE 0 22 15 HE % AP L 3 2 10 & % EHE N 2T
7E o
[0032]  FEAS & B SEARIE R STl 77 4, Bk R B HE a) (&9 (D) FKEY, Hdik
HE Q) FREDLLL 204mg KT EAFAE ;b) D— H B8, Horh D- H B BEEE LLZY 36mg [
{F1E s¢) RNEA Y5, L RN A 4 2 LL2Y) 8mg FEAFLE ;d) ACHCF R 4 528y, S
AR A Y LL 11, 2mg IRATAE se) WA, i 4 LLZY 2. 8mg I EAZLE sF1 ) it
BAE W SRR, o IR B IR DL Smg AT
[0033]  FEAS &I 5 — SEARIE R St 7 b, Bk B HE o) (&% () FBKEW, H
HALEY (B) FIKEDLLL 102mg [ EAFLE sb) D- H @i, b D- H 25 pE R LL2Y 18mg 11
HALTE s¢) RN, WhRNEA 4R LY dng WEAFAE ;d) SRR A 4E 224, I
HH AR R A 4 2N LLEY 5. 6mg (R AFAE se) 14, b A LA 1. dng M RAZAE s 1)
fif 2 ' S R, I P i I 2 ' L R B L2 Amg I A7 AE
[0034]  TEA A ) — AR L B St 77 S b, ik il a) (a4 () KRG, H
HFALEY (A) KAWL 5img (K BAFAE ;b)) D- H gt , Horb D- H ZE Bl LLZ) 9mg 11 &
1P s¢) RN YE R, RN A4 R LY 2mg FIEAFAE ;d) AT R A4 280, L
AR A A ZHILLY 2. 8mg FIRATLE se) 14, HAigAa AL 0. Tmg [ EA7AE s A £) fif
NEF = SRy, Sl a5 = DR e L2 2mg A7 TE.
[0035]  AKREHIIA FIRFREE T HAS & B EY (A) S AW 2En 82 8, iR
InFA b ARXS DR IR AEAF RS AR S RN R TR AR B FRURVE R g i (H
FHUN, RE 425, X SRR B E.
[0036]  J4b, AR¥E AR B, H T il A 0K K mT Fe Sk B 88 0, BT URT DAAE 6 il 8 2
HiG T (capping) MRS /MU, FHAEAFHIEE N T AR T H I B8AK. T4, AR BHIK)
A FRAE SRR i P R e T AR R
[0037] &5 B FR S SRR S B mT DA BRI £ 70 S % DL, BRR A £ 50% L
o
[0038]  7E5y—SKJtE /7 SHh, Ak B RAL T 45 25mg 22 600mg. U1, 50mg =2 400mg 1L &4
(A) BRILZGY)2EmT B2 2h i Frfle e toidth, MR 3 A U B ) 7 318 3. 55 £ 50mg AL &4 ()
s L2 2 T B2 B R LS 2 100mg 4k A4 (A) sREL 25 a v B2 B AR B 4
200mg A5 (A) s al B2 Eh A AR / BBl 5 2y 300mg 454 (A) L2547
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Al ER R A

[0039] A BH I F AT LB B0 48 an R I sk &« () TEREEEIL A (A) B2
W) R] 52 R DA 20 25 T 52 O IR B RORE, - (b) 5 i SR A IR 0k 3% [R) 2540 2 T 42 52 1)
AN I — IR A, (o) WK (b) hJAF RS R4k 1), FiAEEH (d)
BEZF

[0040]  iZFURALFEAL G (A) B2 2EmT 852 £, L — Pl 2 Frids nnl . PudkH, 1%
BORAREAY) () S nT B2 2k, DL —Fhalk 2 Fiokl & IR E ) (slIERL) o
firh— P 2 R SR B FINL 1 2 25 Ea Sk 1 220 EE S FERE L 2
15 T % B FE N A ok b —FhEk 2 AR (EIEORL ) SRS A FIZ 0 2 70
% 0L 0 & 60 FAE % AEALLE 0 & 50 FE % KT AL KA 7 Rk Sz £
RN R PR PR NEA AR E NI 12 16 T % 1 2 10 EiE %
Ak WRIEHR (SRIARL) LS SEBAEE D- HEEHEE . ORI D- H 28 B (1 2 0] M 5]
1129 0 22 70 EiE % FEAIH 0 2 50 Fa % 21k,

[0041]  SURL ] JE ok ARGURE AN A FI 5 1EH % o T V0 S A R Vs R T
gk EiE R (layering granulation) AR b A s ki o

[0042] 5, ¥ ALA A (A) B 2542 ] 45 52 3 DL R 2900 2 W HE 52 i IR A 17—
) P V2 e BY 1 R AL KR/ BORS & TR TOK IR G 0 & R, AT R R
(wet—granulates) o 2R J5 AT IAE HRALIR T HEATLRRIUR 158

[0043] )5 5] DUIE k4 ks 55 — Bl ER 22 RS A I ) (0 — e B3 2 Tl i g ) 0 — e
BRZ P ) IREFERAE TR G IR Ao 7 AR DU S 491 g A2 B PR 4T A 2280
VBRSNS I3 ) R AR i BB E R BRI 2 1 42 25 B f % SEALE 1 &8 20 B8 % 1975 N
AN, o Y TR TR DG S A A B A R TS o S IR o AR A A NN ) B3 ) ) AR
FFIIZ 0. 25 2 20 FEa % FLL 0. 25 & 15 Fa % KIVEE N L. S, 1A 0 E
6 B RIZ 0. 25 48 10 B & %, SEA0LE 0. 25 & 5 B & % 1970 [ N 284k, B R 5t & O I 1
HAENFTFIZ) 0. 25 22 10 FEa % AL 0. 25 &2 5 Fi % HITEHE AR L.

[0044]  HRHE A A B, 571130 b W SURE FHAR AN AS ISR VR A ) IR 46 SR T8 . mT LIS FH 3 0
JE A LA e % X 7 HIURH R LR i LSS, 7RI 20 1 22 30KN [ R 46 Hs ) F 1EAT R 46
[0045] T3t , tH 450 Grn iy b B FE  FE A v A L e AR e P 1 H 1, ] DAL 78 3. T AR
R AT AR, AT B E IR A WIS G (A) B AE v R
IR .

[o0461  fLikth, Fin B ZEME (WHFELE) 8 FRIEIZ 0 & 25 & % BALIE I
0% 15 FHi % MEHE N

[0047] EEWHTEBNRESYH LA ARERNETRAIHER R OAGE. LT Y
R TPERNBRRERESY R NET RGN . B8 2100 L% 55 Lidi ks 7
(anti-adherent) BKENTEF (glidant) 41 5AH —SEALREBKIE TR IR E: . 1R Z ] T L A5
FLUHF (opacifying agent) W1 —ARAERFNE B UIEALBRZEE ). w43 1AL 7
sz EOpadry® e filOpadry® 11,

[0048]  JyFfImTAETEAR EARAk, 8 0 Ky R IR BRAT AT SLAOE A TR . % ISR A )
(A) BRIL259) e n] 52 Bh i i, AR A I A 1) BRI AR T AT /D 224k

8
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[0049]  FEA K BHIIPLIE St 5 = rb, il kb 46 77 155645 1 7 ) 8 [RTE sOR R T2 . 41
an, BT AR BA LU RGE 4 3 & 14mm L 5 £ 120m BT EAR. FAIRIERAT LA 1.5
£ T LIk 2.5 %2 6mm.,

[0050] W] LUKEACKR B A ifliE— 0 & . &6 M TIbARE CREFEIREHE b= Ab
BRant s E.

[0051]  ARZEMH, FriFEM A RIS mib &4 () st 2anr izt (Wk&4 (A) K
EW) ) WIS RIRE R

[0052] W] DAAS H 1 25 B AT DL A A A5 S0 R B L 1R, B0 R DL aZob BBk SR Al 441 an
Remington’ s Pharmaceutical Sciences H it 2% 1B LE B2

[0053] 4 IEAR I AE, A BH A TAEATRE & 838 KGR KO T 2 M &=, AR e
REE A BRI 5 — R B M I 25 A& R R S BRI B

[0054]  AS BH () R AT AE et 55 — P sl 22 Ml LA v 7 550 a0 HE A OB JR w3 3] « e v A 711
i/ BCHAnE S v T 2R G 1 fR 2R T IR H 45 2.

[0055] At 0B PR 93 00 R iy o oA 00 1) S 49 A0 465 g & 2= L M B R 4 WA 8E 57 (insulin
secretagogues) \JJiE B Z W F (insulinsensitizers) BkE HAAE T SGLT I HIAI4E H
BLHI I ABBTRE PR L AARHE, 3 282850 (1) 524 0 XU B IR S o — S8 R )
I\ PPAR v @050 (i, WEMESE Wik 54 ) < PPAR « /v XUEEE5. PPARpan #3057 —
JIRZE KB TV (DPP4) 057 K 2128 (mitiglinide) (HBA%FIZE (nateglinide) (Eit&k 5127
(repaglinide) \ i & 2 JE S MR AT IR -1 (GLP-1) A H A2 AR 3Bh 5] PTPLB F 5] B IR
PR R AL B 51 RXR A 5] L A % 6 6— Wi Bl 4 1550 « GPRAO JBh 77 / F5417). GPR119 ¥
)35 GPR120 Fazh 51 e (GK) SRS 1, 6- —BEiREs (FBPase) #IHl5I.
[0056]1  HAth 325 1) ¥ 57 FH 24 3] () S A FE BT AT RS e i 1M Hs 590 P i /AR B sy ik ok
FEREAL RN M JEF -

[0057] W LMEIEHL 5 A4 K AL -S4 G A8 I PUIE BRI EE B 3 B BB Relssh ). g
DI BEN IR R e (P2 ) PRSI FAR IR RS2k B 254 IR 7). NPY 45
PR EZE (Leptin) KA. MCA FLBNFIFT CBL H5HT5

[0058] W] LIl 5 A4 & B4k &) 4G5 FH BB i /N ASGRIEL 5 T & B2 4T (abeiximab)
WESLULE (ticlopidine) KBk (eptifibatide) . X IE L (dipyridamole) - i 7] I
MLFIRKEES (anagrelide) EZHEHE (tirofiban) FIEMASE (clopidogrel) o

[0059] W] DML 5 A & B AL G- 4G40 FH I i i Hs 550 A B ACE Fa57) 85 5 57
a — BT R PRI (centrally acting agents) (IS B5KE ~1T 557,
B — EFBHFR 1 Z 00 L JOA PR ) 7 o

[0060] W] LAEIEHL 5 AR BHAL G- 20 A A8 F 5 B I TGS A0 6 MTP $7055) . HMG CoA 18 Jif
Bl F0 TR A R A T A R PR SR FD ) L £ 4E B AT A4 ACAT PR TR &
PR 57 L o] s A s e U500 (R Na'/ R B 3 [R) 2 s 0 05R)  LDL 52 A4y 1 b 1 571
(upregulator) \JHVRREE &5 MR K ILATAEA) . CETP 7 AT ABC AL _E3R7).

[0061]  JISLL 245 ()77 & W] LU B8 IO AR I8 AR B Ve 45 2 IR AR AR B A2 4k o
[0062]  EA & B 3l HoAt vl 7 AL A AT FH S 0 5 iZ A 5L & 4] BLLAL [A]
(RI¥6 7 A 0 A I B DA B P vk 25 25
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[0063] W] LAl 4nid ik WO 2005/012326 H1 Bl (1) 75 ke il 46 2 (A) 1 1- (B —D— ML g i
WL ) —3— (RFEMEM FEFFIL ) ZXAT44. Ll t WO 2008/069327 A BT tfiidk (¥ 77 V28 il
FEW W) FKEY. ED Q) 7T UARTE Ay ZIEFRAE 1- (B -D— Nk A 5 i 2% ) —4- H
5 -3-[6- (4= JASE ) —2- WEW FE AL ] 2Kak (1) —1, 5= Wik —1- (3—{[5- (4- AR IE ) —2- 1
WL ] 3L | -4 REROREL ) -D- A AT BRI .

[0064]  {E 5 —szfld, AT LLLLVELES 40 R B BRI 5 vE A1 % 5K (A) 18 1- B D~ nH i i pl R He
ARy 2R Wy FE F L 2R AT A

[0065]  (a) K3 (V) Witk &5 (V) (A A B, 71 R R A 7

[ooe6]  JITfFib &4 -

[0067]
a

Me TMSO OTMS

S OTMS

MgCl LiClI MsOH :
&) OH av)

[0068]  (b) ¥\ (IV) HIMLEY L TkAL, -
[0069]

HO AcO

[0070]  (d) B (I11) F4LEWL )5 .
[0071]

AcO AcQ

[0072]  F1 (e) 2\ (I1) ML &K AR -
[0073]

10
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[0074]  fH I S5 Y LAY b A =5 305 Bl SR AL B A6 DY SRR R AT o i R b A R b AR
FRALI BT AL G, g =X (V) b &9

[0075] L EEAk ] AYE SR B R ARIR T W AERR I N- AR — bRl 4— — AR g Btk e 14 47
FE N AEIE S R85 0 B 2500 1R 6P 5 LRI EAT

[0076] 3 i it 7R 1t 3 iod £ 33 =4 PRIV ) 0 CHACN K mf HTE R 7 0 = 25 b SR S A )
% 2 R W BE, » Bt,0 4bFE (T1D) (L& 4skitT.

[0077] 7K fift L 200l 308 o A0 > 0 50 e P D S e A 7 e R i A A 2 Ak 2 5
(1D BIHEPRELT .

[0078] L&Y (A) B HIHE & KIS FIAEFE, Wit T2 2K B W0 &5 A S, 9 7 35 1
HAIKED)

[0079]  fb&4) (A) BRILZ5¥2Em] 52 R It ml 48 A 40 40 US2005/0233988A1 BTk (1) 4y
W R G B AU, AN AT AT 18 A K A Rk e .

[0080]  FRAMDLF S 49 LAGE— 20 VAR IR A A BH o 3K 6 St ) 2 T U B AEAS R AR
i

[0081] St

[o082] St 1

[0083] 3 1 7% H T FIIAL A AL e MR T 3R J5 il 4 1% 5 7 o

[0084] K 1. 254K

11
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iy e mg/ %wlw | E/HK(g)

<PRAEL A A 5>
a4 (A) HapJR | 20407 71.33 4080
D-H E 4Bz A 36.0 12.59 720
AALAGE HE A F) 8.0 2.80 160
4k, 7K Am T Bh ) " "

“0085] <RA AN I F)>
RIKFRU L EMN AR AR 11.2 3.92 224
s VEpEE 2.8 0.98 56
BAGA S LA R 8.0 2.80 160
FPANY S2 270.0 94.4 5400
Opadry II *** &, 78 A 16.0 5.59 320
4, 7K Jm T8 n s .
B 286.0 100.0 5720

[0086]  * /KGWIHIE, #H5T 200mg Ja/K B K 2594 it
[0087] sk fEIE AL A BRI IA) AT 4K, ARLAE 458 20 BRI TR) o L o 22
[0088]  sekk15% [l 1A B R TF
[0089] HAk-54) (A).D- H i FEEE MR N AL LT 4E R AR S By VIR -G WL Cmrd iR S AL
FS-GS-25], Fukae Powtex Co., Osaka, Japan) 3LVRE 1 2080, AN KR & WiE k.
TENIK 5E 8 » FRERIE R 738
[0090] KRR B AL WAL IR T ML (Flow Coater ;FLO-5M, Freund Co., Tokyo, Japan)
W TR IIR), RS — BN R A R T L b O UK A o 00 4 0 TR 1) 5
7K AT I A o ) T B 2R (LOD)
[0091]  fH 22 H (710w m) fifiskfifist (sized) T4k, Bid{d/HEA 2. 5mm 1 1. Omm
LI New Speed Mill (ND-10S, Okada SeikoCo. Ltd., Tokyo, Japan) #f ]~} i A 43 ) it
K1, B G se g i 22 Hiff.
[0092] Kok AN NG (ATHE I IRET 4 2N I A AR SE B SR A ) EW RS 5 —
Ay TR RS, I W 22 B (710w m) 5. A0 S vRR A RN T8 4% 1) 57 0 Bk
1E V RHIEHL (SVM-50, Meiwa Kougyo Co., Nagoya, Japan) H3:E 4 735,
[0093] i H Bl % “H H 42 9mm ¥ [& JE XY # 3k (biconvex punch) [ g # A H Bl
(VIRGO0518SS2AZ, Kikusui Seisakusyo Ltd.,Kyoto, Japan) 5% 28 ({3 VR4 H 48 5 71 o
DA 4. 2KN 22 6. 5KN B4 K R4 004 s o i B 284 R AU T 1. 0%, Rl ife
PE/ANT 0. 2%0 J FEE A 67N 38 f11 22 99N, AHXT Y. (1) )7 570 JE B2 AN 4. 54mm F#AIC 42 4. 35mm. 3X
ot R BoR A ILIRY) R R 48 A RSt . S 4h, A3 R [ e A AE 75rpm R R (1)
1) H A2 8L XV (Japanese Pharmacopoeia, JP XV) 4% IT, Rl &4 25 VR H5 A
AT & 0. L%w/w SR WL ALEENS 80 (KR4I Eh 2% ik, pHE. 8 (JP XV 58 1k ) o 30
IR ALEY (M) HIVERREAEL) 90% & 94% 2 [R] o VA ARIE A2 s 46 11 i) 5200

12
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[0094] AT HHEET- 28 ZIAEEI) Opadry 1T 15% [ {42 8 LUK IR A8 R o078 s
i e AW SR B RAE B AL (coating pan) (Doria yRAWAL , DRC-500, Powrex
Co. , Hyougo, Japan) HEAT A AL, JEAEH IG5 R 1EAT o X0 A8 Mo oA 4T 1) 7
F H i B e A WAL (picking) FHRIES.

[0095]  SEjifs) 2

[0096]  HEHiE SEiifs] 1 ik i 7 VAR &4 102mg 4 &4 (A) FKEY (N T 100mg 1k,
Y W) R R A sicE 3% 2.

[0097] 3£ 2. FIM4L

[0098]
Moy mg/ Jr
w&Ew (A) 102. 0"
D- HER W 18.0
P E AR S S 4.0

AHRHRTYER M [5.6

WA 1.4

AR AL B SR 4.0

Opadry II 10.0

[0099]  * FIKAVIHIE, #1244 T 100mg JL/KAL &Y (A)

[o100]  SEjEf) 3

[0101] AR SEHEfE] 1 BTk 7 V514 & A blmg A& (W) PRSI F k4l
R AL TR 3.

[0102] 3% 3. K HIMI4 K

[0103]
Moy mg/
eEy (W) 51.0"
D- H ER W 9.0
SEYSE S aN S 2.0

AHRHR T YR (2.8

A 0.7

AR AL B SR 2.0

13
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Opadry II 5.5

[0104] S /KEWIE, A4 T 50mg TL/KILEY) (D)

[0105]  SCjffsl] 4

[0106] R TR J7 vkl & & A 306mg A (A) FIKEW (KR T 300mg 454 (A))
(R e T4 7 FZE s 8 T3k 4

[0107] 3 4. 4Rk

[0108]
H oy mg/ A
&Ew (A) 306. 0"
D- H 5k pE T 54.0
P E AR 3 S 12. 0

ERFRAT YN [16.8

A 4.2

TR AL B SR 12.0

[0100] = /KEWHIE, 124 T 300mg TR A (A)

[o110] ¥4k &9 (A)D- HEE FEBE MR N JL 41 4 R AE m By VIR & Ml (Virtical
Granulator ;VG—100, Powrex Co., Hyogo, Japan) H3LVR 1 7080 i N4t /K DLE RSk .
TENNZK S » REELIERL Y 43 B

fo111] il ik A8 Al A A 5.0mm [@ L § H New Speed Mill (ND-10S, Okada Seiko
Co. Ltd. , Tokyo, Japan) # ¥ Bl AL H5 #F, I F & & /8 WAL K T 8 AL CO iR Bl s
NFLO-30S]J, Freund Co., Tokyo, Japan) 9345,

[0112] 22 H (710 um) FfR I IETHEHRL . Wi HHEAT 5. Omm., 2. 5mm F1 1. Omm [¥]5]
FLIH I New Speed Mill (ND-10S, OkadaSeiko Co. Ltd., Tokyo, Japan) 4 ] s i A 43 ) it
W R, Bl A e g 22 B

[o113]  Kr il 2t B R W B LE W L K T 8 Hl Flow Coater sNFLO-30SJ, Freund
Co. , Tokyo, Japan) 9, JFF-R T4,

[0114] )5 S 1R], R R&— BL R) ATLAG R T AL B UK A o I T S TR ) 3K
2 AT A i ) TR 2% (LOD) .

[0115] ORI ANAS IR (AZHC PR A1 e 2l o A T 2 | SRy ) ek sh 5 —
T T E IR TR A, FR A m ZEad 22 H (710 um) 0. I e FyR Ry A RNl 4 1) 7 128 S0ks
16 W RIALVRHL (W-60, Tokujyu Kousakusyo Co., Kanagawa, Japan) H3LVRE 4 73%P.

[o116] A B A& A HEIE Sk (KBl 13, 5mm, %7%H 7. 70mm) SRS ML (Hs 5243 Hr
{% (Compaction Analyzer),KikusuiSeisakusyo Ltd., Kyoto, Japan) ¥ & 2 AL VR R 45
BTl LA 4. 2KN 2 5. 4KN AL R 48 8 Fr g o v 7088 R AN 99N J9 i %2 121N, A1

14
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XY TS AN 5. 12mm PR A 5. 00mm, IX &£k B i 7R Ay SR Y B AT w] R 48 M ]
JESEME . S48 B 2 A 7E 50rpm T HERL I A (1) HAZG 3L XV (JP XV) T4 1T, SRl & 1k
ANIRER o RN AT & 0. 1%w/w S (LAY EERS 80 IR #h2% 1P, pHE. 8 (JP XV H
(RIS AR ) o 60 238 ALEY) (A) IR RETEL) T7% 22 82% 2 [ . WEARIEARAS K46 )]
(130

[0117]  SKE

[ot18] (1) J7¥% -

[o119]  HR#E TR Tyl es Fofl, Hodr iy 20 40 FHA i id 3 38 5 e

[0120] LAY (A)D- HEsMERE MR N A A Y ZA B VIR A (FEIBEL
LFS-GS-1, Fukae Powtex Co. , Osaka, Japan) H 3R . W N4k LRGSR . EIN/K5E
S RIS R

[o121]  H MR B AWK T M (£ E#E (multiplex) ;MP-01/03, Powrex
Co. , Hyougo, Japan) HJfT5, B2 =WEE 1A F] 40°C,

[0122] A 22 H (710 wm) fife ik Tk . @it A 2mm AR 1. Omm [7 L
T BENL (Power Mill) (P-02S, Dalton Co. Ltd., Tokyo, Japan) & X ~F ik K550 B i
B AR, B e se a2 it 22 B

[0123] {50k ANAN INFR (ACHE B R AT 4 220 A IR R B8 1 A AN e 55 ' L R ) &7 i 42
H (355 um) o X ek AR GG MOR BN SRR h IR S 50 1K

[0124] i A L 4% A3 E 42 9mm [ [R] JE X0 sk () g % X ML (Collect 12HUK, Kikusui
Seisakusyo Ltd.,Kyoto, Japan) WA U H 4 e i) LA 0. 3 WA 1. 5 WEAZ A I Hs 4
J3¥s R A4, IR 500 R RE S SR AR EE B R T ) (e jectionforce) o

[0125] %5
[0126]
mg/k
d Z8 1 FY SR YT
(Ex 1) (Ex 2) (Ex 3)

1A H1(A) 200.0 200.0 200.0
D-H & A4EEs 44.7 447 40.0
HRAATETHE 11.4 - -
HRETHE - 11.4 8.1
RIKFRG hF 4 1.2 11.2 112
BB E B4R 2.7 - -
ARG RS B ER AN - 2.7 2.7
i - . 8.0
2t 270.0 270.0 270.0

[0127]  (2) 45%

15
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[0128] 5l S8 T s 3 0T 45 P 70 52 P TR 36 R FO 45 R T B 6.
[0129] Exl

[0130]
E45 5 () 0.5 0.7 [0.9 [1.1
JEFE (mm) 4.254. 12 [4. 09 [4. 07
i (N) 84 [109 (117 [119
[0131] Ex2
[0132]
=455 (ml) 0.4 lo.8 1.1 [1.5
JEFE (mm) 4.3714. 14 4. 07 [4.00
i (N) 77 137 (156 [174
Tt 7y (kg) 15 (20 21 |22
[0133] Ex3
[0134]
455 (ml) 0.3 0.5 l0.7 0.9 |1.1
JEFE (mm) 4.544.304. 15 [4. 08 4. 03
TEE (N) 51 (89 |120 [141 |[160
it 71 (kg) 4 |7 10 [t |12

[0135] &% .
[0136]  (1)2-(5— ff —2— FPFLTNIHL ) -5 (4- JAR3L ) WEW;

[0137]
e ]
S 8
(OO~ —— U DX~
Br |

[0138]  7E N2 S0 &3 N 2-(5- 1] —2- FEFRE ) -5-(4- HAE ) HEW (100g ;2L
WO 2005/012326 /MIFTF ) WA F 2 (300mL) F1, 2R ML (83g) JBUL AR (1)
(2.64g) N, N’ - “HE "Wz (2. 94mL) FHEE — F B (50mL) SMENEAED T . B
R VR IR BRI B 36 /NI . 40°C T4 418 2.1 (300mL) VR INEIREY), I
FIE TR T 7E L JE2s (pre—coated filter) DLUEVR G . VLIRUEW, SRJGZE R .. fEPIA
IREERE 75 o TSR A B T HEE (426mL) . B FTERRAHE 25°C, Ik 1
NI o T TE Wt IR RSV, SRJG TE 50°C T B T, M2t 2— (5— Tl —2— FILE

16
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F ) -5-(4- FARFE ) WEMY (94.9g) HEERBAK. m/z (APCI), 409 M+H) ;mp 109-110°C.,
[0139]  (2) AL 1-C-(3—{[6- (4~ F AL ) —2- WEMyIL | FFSL | —4- LIRS ) -D- nib g 7
e
[0140]

iy i-PrMg Cl/LICH

i)
LOTMS
0
T™MSO
Me < NOTMS

S OTMS
W F—
iiiy MsOH, MeOH

[0141]  #E 0-5°C.N, F, [[]J57K THF (200mL) rhf¥) 2— (5— it —2— FISENIEL ) 5- (4- FESRL)
WEWy (40. 0g) WWBOZEIEAN N THE ) e IR EALE: / SALEL (14, bwth, 76. 4g) « =i TH
RGP L /N, SRETE 0-5°C THHRAGMB I MAE 2, 3,4, 6- P4 —0- ( = PR PRELE
5 ) -D- bR IR IE -1, 5- PERRY JE/K THE (80mL) ¥y (54. 9g sZ WL U. S. £AH 6,515, 117
T ) o K RPREWFE 2 DI, FEAERH AT N R (11, 3g) B EE (400mL) %l
PER o LETE AN I, KRS UAEA EN AT N 2 /D, AR R AR SR IFHidE 4 /i,
TEVR HI A T 4E NaHCO, (4. 12g) (] H,0 (400mL) ¥ PR KIR G . ATIRG PRI LR R,
IR IEBRGEI MBIREW . B &5, H SR SBE N R A HUKAH . FH 5%NaHCo, /K%
WOEE & G HIHNUR, &0k MgS 0, 5, IF 1 98, I mde £t 2k 1-C- (3- {[5- (4- %
H5)—2- WEWy I ] AL | —4- FIEEARIE ) —D— NCb R TR £ 1) SR Sl AR AL o m/z (APCT)
443 (M'-MeOH) .

[0142]  (3) Ak 2,3,4,6- VU —0- & Wt 2E —1-C-(3-{[6-(4- # AR FL )-2- g Wy 3£ ]
5 b4 BEESEL ) D ntb i R

[0143]

NMM, DMAP
AcO

HO

OAc

[0144] =T i 2L 1-C—(3— {[6— (4— AREE ) —2- MWy ] AL }—4- AL ) D1t
e 6T B 1 (45T 10. 54g) 7E 2R A1 Z B2 ST I 08 0 5 8 s i N- AR 2RI bk (11, 9g)
A 4- G FEME 217Tmg) o« B WRA I E 0°C, KT 15°C FE AN 2 B B
(52. TmL) o ff X NIRA VIR AT IR FFHERE 16 /N o F 28%NH, 7K (49 31. 6mL) FF KR
EW), [FIRTARFE 6 22 7 1) pH G o /KNI R IREW I 08 . FKREKREANE, £76
7K MgSO, 5 I ik U o 1 JEVR L IRAR, T 25 B a9l (17. 59g) o m/z (APCI) 660 (M+NH,) o
[0145]  (4) (1S)-2, 3, 4, 6- P —0- ZWEEE —1, 5 MiisK —1- (3—{[5— (4— AR FE ) —2— WEMy FL ]
L 1 —4- FERIRAEE ) -D— i 2 W i

17
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[0146]

AcO

OAc OAc
[0147] =W N BRI AW (W 14. 25g) 7E LG (114mL) AR BRI N = 2.5
fEBE (7.74g) o B WBIAHIZR 0°C, 4 10 BB MBS =5 ALHH (9. 45¢) » £E0C
TR RNVAIREY) 4 /AN TEAREINAAF T AE 10%K,00, ZKH W (156. 8mL) RV - 7 KR
. AAIRAEWERE ZEIFHRE 15 8. BE, BAMIRIBERNEAHZE. H
HAKGEGANAR, FFL I8 HAPIRGIER . BT RRKRYEE T T IFZER (FIR) .
W ORI R T R, FHAE 50°C ¥ RGN 30 7080, RIS EKG A HL, o
JEVTIEY) I CBELR IR, ARG T8, W ga e (1S) -2, 3, 4, 6- V4 -0- L BEHE -1, 5- I
K =1=-(3={[5~ (4~ | AIE ) —2- MEMIL | L | —4- FRKE ) -D- &M A (k. m/
z (APCT) 630 (M'+NH,) ;mp. 160-170°C,
[0148]  (5) (1S)-1,5- Wi /K -1-(B3—-{[6-(U- L K )2-Em K ] FE 1 4-FRE R
55 ) -D- H A E
[0149]

AcO

OAc

OAc
[0150] =3 T (1S)-2, 3,4, 6- VY -0 ZWEFE ~1, 5= /K —1- (3~ {[5- (4- FAIE ) -2 M
WAL ] AR ) —4- FEEORIE ) -D- WA HE Y (5g) WAA(E A RE (35mL) AIPYEIVERE (25mL) s
20-24°C N4 30 438k LiOH /K-&4 (192mg) 7K (10mL) BN N 2R G . £
TR G 19 MG, ARG HRIRW IR L/ Ll (50mL) F7K (25mL)
W BEE 16 280, ARG AR S . FKBERANUZ . 4 NaSO, TEANUE, AF FHTE MR TR
W uERS LI R K . AE 40°C MR RR RYERE T LR S8R (11, 1mL) o, fEAHRNE T
K (241mL) MZBIREY) . 15 40°C M IEFEE (5. 6mL) W INRIRAY), 2R G EAH RV
TERETEM (seed) T (1S)-1, 5= WK —1-(3—{[6-(4- ALK ) —2- HEW L ] F
B4 RS ) -D- WA HERE . 7E 35°C R BERE L /DI, B IEBEE (2. 6mL) SRAEW AR
BEW. WHPIREY . SV I CIR OEE / IEBEGEH sk, SR 5 T4, 4
(18) -1, 5= K —1- (3~ {[6- (4- HL AL ) —2- WEmy L ] FIJE | -4 FISE2RTE ) —D- A A Bl e o)
KEW (2.93g) Bk, m/z (APCI) 462 (M'+NH,) ;mp. 106-107°C,
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