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IR JERE, HL29 90% [ 3 R iUk (FRLAR K F 10 FORIE/ DT 90 K.

[0244] A B AR A H6 A0 5 S i I 250 416 4, FLrP oz 35038 1V R, i D
TP, A FH —Fh a2 P R R &, IR BRI S A EA S A G B / B A EA
P JEORE, H.2 90% 1R 3 T IAMIURL KR4 K T 10 BCKAR/N T 90 BeK, @A HK T 20
KA/ T 50 Tk

[0245] A% BH A 6 4 2 S A X 25 W 46 ) » L rP ez R R0 T8 eV R RV 3 A i DA
MV, A FH —Fh sl 2 PR R &, TR BRI A EA S & B / s A B
Prid IR Bk, HL.25 50% 3 s Aok R AR T 5 TCKAE/N T 50 ek, &AL K T 5 ek
BN 20 Bk

[0246]  {EA R BHI)—AN Sl 77 S, AR B R A &

[0247] (i) £y 2% 22 65% [ My

[0248]  (ii) £ 25% &4 89% HIFHREF ;

[0249]  (iii) B2 8% KIALAH, A H IR 2 24 5%, G A HI R 2 40 4%

[0250]  (iv) HZ 4 2% WIS, SR 2 4 1. 5%, Tm AR Z 2 1% ;1

[0251]  (v) 4% 222 12% I 3 5], 0 G b 6%—10%, 155l 7%-9%.

[0252]  J&A FRIEHIRL R RS, DU I B R TE, 20 10% 2229 95% [ 3 B e 1
WML (intragranules) F1Z) 5% 229 90% AR 5 Fo A 3 M imyE Pk ki 5, PA
RORL (T

[0253] (i) 2 2% A2 88% 3L M

[0254] (i) £ 10% &2 96% HIFEEH 5

[0255]  (iii) % 2% B2 5% KIRGE 7 A

[0256]  (iv) Tk 0% 22 4% [0 fE55)

[o257]  H., HrhaMRER S, LR R ER -

[0258]  (v) 0% F £ 70% [KIFHREF 5

[0250]  (vi) £ 0.25% FE4 2%, i A HLZ 0. 25% 4 1. 25% [KIEE 5 1

[0260]  (vii)4% FZ) 10% 7 il o

[0261]  7E Bl sl S, MR RE & 8 B s BEA i 2T 4E 2 (204 (combination), 3E
SRS A H B, WA S G o0 3R IR e/l , YT 158 A e il B e e, B vl h)id
HNTER R CIRAN . G, Vﬁ%ﬁﬂuiﬁﬁ%wﬁ%@%ﬂﬁz BE YRR IR G, HAMARFIN
AT Y

[0262]  FEAN KB —AN S 7 2, AN S KO RA SR EAREE. &
A T AR B )5 K A A4 4 6 W A 46 O 26 6 A D 28018 B 7K R i — i 8 22 ol )
3], QIAE FR AL AU AN IR . AR SC BT IR B A 0 5 e A7 & B, e & @ i & K
LT/ TAEY B 1 0. 025 4.

[0263] k¢RI S A W) LY G B A WA B (49l an, LB, BaE) IR LARE &
PEREE K, ﬁn?ﬁ%%ﬁﬁﬁﬂ%%ﬁm%ﬁ% (1 un, 76 B o A T B e R ), F0/ BOH
WU EE ) o 18 G 10 R 58 G W) I S 0 A0 6 5 4 32 3R G (49t 2 4k = K, Qi
HPMC, HPC, MC, EC, HEC, CAP, ZILET E M I , R PILA4E RS ) 5 LML befld ; koK
HH MNERESY (B, PENGER / PRENGRIEILEY, i PENGER / FEN
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IR P ERILERYSE ) o AR PIRILET R TR AW, OIS 4T 4 = mE, H 35 JCIH 2 HPMC Al
HPC, ZE-EW)i8 5 LK BCA AL I R B &K o Bukde it o 2R, AW LLE/KIE
A, MBS Ry (i, SRR/ 808 ) B RIBSW4et, Bl 5 &K
BRIR A ORI B 3 B

[0264]  F/KIBALA A AW DAL E X T H & s VE BRI K, DUE R e AT I f ik
[ IE o SR PTAE e — DA & — P B POKES ), e Can iz, RINEE , V)
FOEE 0, TR ) o ASAIEH AR N 53 P 8B 12 R i A3 DA A 2R A RN AR 2 [17)
() RUF AR BAE A, DA AR R U pg R bE . 5, Bk R a9 - B EAER L A oK
AW IE K LIS B A S URh 50 B HL A e LA HURRRR T IR P o e 48 1 o) 43 381 e e 5
EAE R IR RN, 15 BIURG A TR 5

[0265]  EKIEAA A G Y IAEE AL & —Phel 2 AR b A Bh ), WG 25, A
F, BURNH), BB REERAY, B, RIS CEan, RN ), 2 RIS R
AR .

[0266] M IAF 25 B4R AL T Hark, HomT DARRACIE A 2 FF 42 mr 5 7 ARG B o 385 1) 358 28 571
BE 5 RRE S RA AR I A S0 R AN, AR ri);’?ijtfztiﬁ%ﬁ EA
(1) 365 8 500 PR S AL vl T BB 4 R (N4 - £ 200 2 20, 000, £4.4% Union Carbide
) PEG 400, 4000, 6000, 8000, #1120, 000) . H i = Z MRl (tLFR=BEAS ) - SEAL A ER H
fig (acetylated monoglyceride) FrixBRAE (7140, 74818 — L lE , LBEEATHEIR — L8R,
IR =T, CBEEMTER =T 8 ) AR IREs (a0, S8 — P — L8E) )
M E R IR o AEAR I — A SEH 7 22, SR 5018 B 28 & 1 H i = Be IR R A
ZREH W AR EY)

[0267]  EIKIEAARAGWEGHA S —MEZ Mg R B T4, & et
PRI . 18 A R ORI HE FDA HEVEFIESE AR 4L, £ 48 FD&C FH D&C HEVE ) Gkl |
g A AR, e PR AR AN SO &8, B S B KA %S T el FAL A9 B 1
0. 025 43 AL 82 )&

[0268]  I&AHE, A& R — R ELEZ Pk B T AR ) A ERLL R DR ETE VA
AT QR BRI A E AR RIBE IR IE o 91 4, TT AR B R LB A oK B i A
BIANEEAR TR AR ) SFALBRL YR R/ BRESELL , b) AR T Rl o R
/ BREATERT, o) ZAALER. B3, T LGRS () DA Ak (ki (i, ZEA b —
FAER R AL R AL Y B2/ BETE AL AL ) ik S B d (o, R4S b i e ko
PR A/ BETE S HEMRNR R A ER AL ) s VR (ARG (9, JEAR bl AR
FGEHARA R ) s BRE G siic) (n, A b i AR A ER R H VR B ARk ) o

[0269]  bIRSAHEAL&RBIE CRTELE KOS TFE/NTALEY B 1 0. 025 4 B2 nl
Z o

[0270]  FEiEA I H B LT 9, AR T T EKEAAR A G aE -

[0271] (1) 4= IR EY) s

[0272]  (ii) HY¥E,

[0273]  I&& M, AGWUH— PO EEOH . ZAGYEES PSS i
B BIF, GnPTRL T B 2R v PR RS B R A
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[0274] AT RIPUR T R S0 G 45 5P I S Al IR IR 0™ 42 1ol 5 O AR A PR e K~ AR M0

FEFIER O AT 1558 I SR A 000 S A9 A Rty 5 IR TR T vl VAR R T 1 3R L Jd b s

ot B o AT 1 2 Ty ) 1 S48 22 2 I R 58 L L B 5 80 ATk 1 B WAL 3R 1y S 49 0 5 0

A~ R AR R SR IR RS (stearines) A

[0275] K EALAC LA )18 B AR AR TR AL 20 5% 2224 25%, 36 5% 22 20% ALK
[ Ao AESE G 1 SE 7 S HP, 2 BRI A 24 25% B2 T0%, A HBZT 60% FZ4) 70% 11K
JREE W), 2 5% 220 10%, 1E A HLZT 6% 224 8% [ ¥HFR, 12 20% 22 35% K155 (057, DL

EVI‘D

[0276]  VFZiE & KIS AKIAARHEW AT ER . KA SV DL B 5UA R
ﬁkﬁ‘%%ﬁ%A%Tu$&Wﬁ%Lﬁiwﬁﬁfﬁm%%%ﬁﬁﬁﬁﬂzw
IR RE . EEH, SKEAKRAEY T H Colorcon, Inc. of West Point, PA,

R A5 4 KR ELAX (OPADRY) FHER EXAL TT (OPADRY TT) ( F PR il 1 548 B0 K& R E2AR YS-1-7706-G
H, RKEACHE 03892357, Rk EEALWE 03B90842) [KIHFLE, X 4baq &4 UL T I A 41 54

133, 7EAE AT KRR o R EARFNRR B AR LT R0 E 75 41 4 3 iS85 4 (4340, HPMC A1

/ 8¢ HPC) , HLAJ %%%ﬁi%ﬁﬂﬁiﬁﬁﬂ(mthHE%ﬁbﬁa i) F

*%wO%éﬂ(mw:ﬁﬂ%t~ﬁ&%ﬁ JURlERGEE ) R/ BRI E TS A T IR R S )
(g0t IR G — ARG IR IR L B ) o 1A B RR ERARBORR B TT il 300 m A5 1 2 51

i B 2 Fh 22 2 HBTAS T R %%ﬁ(@%ﬁf@?)ﬁﬂ T 15 TS R 28 7] 2 B B2 2

BIRG BRFLBE, 5 b) 58 & TR 50 i 26 il B2 28 BERIRS ) o

[0277] 3Rl I8 A5 Mol G g AR BE A 38 A1 B A o B A SR 75 37T B

Ny 2% 222y 5%, i G 3% 2 4%.

[0278] AR A IR 7 3705 FH 2 K A 4 20 & A 3 ok A Ak rp 2 SR 1 A T 1 A
(#41, Thomas Accela—Cota, Vector Hi—Coater, Compu—Lab 36) HA¢. % 1% /7 18 % A

FELE B PO SRR ), B0 R RIRTRAE AR (ALK B, R Eth Bk St (JRikiE

Sl ) KA ACL G A Z0IR I 2 AR IR R 25 B R b VR O SR 45 E A R

N LU BORG & FURG B REALAC . J8H A 7 FIIN#AER 2 40 22 50° C, 152 45 £ 50° C,

BlnE SRR R 2L 75° CIEAHZA) 65 £ 70° C 1S mk.

[0279] ﬁl é Eﬁ”@ﬁ {jé‘

[0280] A BV IR IR 24540 v 3 W] A0 It s 25 A 1 1R 7 V2 4%

[0281] 1) il fup s HAS M RPE

[0282] &) WHALS L MR A FRRES R A SRR I8 B9 T B T RR A AR 2 DUAE

YIRS ST T]

[0283]  b) [l FHEHRES Y T ISR, Lk RINRE

[0284] ¢ RIS T YRR G PR A L LIIEA L33 T ke i 18], {157

B RRL 5

[0285]  d) Y BEAZR R

[0286]  e) TR iZIE B HIRURL LAY BTk 5 A

[0287]  ©) FEEZ RO LU RO /5 K /N IRORE 5

[0288]  IT) dil#& Jv 3 s HLAUHE TR IR
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[0280]  a) KEADIR 1) £) o il o Ft) RIUKE L5 60, 25 45 70 501 3 V5 700 A0 38 At 59 ) S MR VR &
DAASE UL AN & M 751 25350 BRIk ) 5

[0290]  b) HsililliZ A & MURLAI S MR TE R VRS 2 LU R 71 o

[0201]  FEGHL, Ak — P A, U2 B /KR A .

[0202] 75 il 2% W V2 i ASE P RIURE N, 1420610 AT A AS 98 b O 0 B0l A 1 v A (4
Niro-Fielder Blender/Granulator, Bear Varimixer, Key High ShearMixer/Granulator)
TRA L LTRSS I 1), Al an 2y 3 438

[0203]  SRJEHHIRLTL A IIABITIR G, DU RN VR G o SRR RIS S A 7K, BAR]
LIAE /K 5 — Rk 2 Rk 4500 (1 PVP I HPMC) FIVRA ), 18 & A FH 3 1 By R R
G, 29 10v/wih 229 30v/wih B HIRLR AR HIPRLAL AR TPk ] A8 A A S O 0 B A
144 (U Niro-FielderBlender/Granulator, Bear Varimixer, Key High Shear Mixer/
Granulator) VE-G & EAMET-4RL AR 13 508 LUTE s URL i s N A) , 6 5 2y 3 224
15 43 %P EHRAMAZ TR P RIREY 1| 245 15 8, R ek (R 54
0.5 73 5P 22 6 S3 B R CRPRLAL AR I S5 IR 18] (post—granulatingfluid-addition
time) ),

[0204]  FE3E A HISEHETT G, A FHZY 10v/wh 2249 30v/wh K HIRLR A NIZY 6 43 Bhag 520
3SR AL AN N I DKL B T8) o 338 L, A FH 24 24 /woo PR AT A4 EL AR 844 I N IS iR B
[f] (post—granulating fluid-addition granulatingtime—)/NT*3 %0, 1) 2. 5534,
W Hh, A2 16v/wh HFRER A BRI R I i RL IS TR KT 2.5 40 8h, il 2y 4 43
B

[0295] 4 Jim 28 ik A S0 I, O 60 1) 77 VAN B T URE DL (IR L AR IS S R /N VR A B (43
RURETBRAHNT 5 ) o 18 G NS BRI AL 460 (i, 5100 ) B et AL (41 Co-mil,
AFEHEARRT 0. 3757 5 ), skBFH AL

(02961 Vi J& () S0RL 1 b AR s b L ) D7 v I DR AR R AT S I T8, 19 B AR 2
[FIHIRIREAR (PEIEZ) 0. 5% 24 1. 0%) o VALK TIRA B A TR & .

[0207]  SRJE TR RRIUREAE H O 0 75 VAT B8 DARR LI AR B35 /NI RORE (i 534 )
& BRI T 240 oK ORISR T SCEERI N S35 ) o & & 1T B & dE
Co—mils, AAFFHAMR T HA 0. 0947 fifi .

[0208]  Jdi 5, Fs il VRS ) RV RIDRE A 008k ERRE A7 73 AT 3 Ry B 43 A, DA 10E T i)
SRR G YT Hil R G R IR G B 70 8. I 552, TRkl Pl 5 AR (it i 7 ki
FEo3 A o I IV ST T A5 Y R B AT 5 B mT B e ) T

[0299]  FEHI#S H VR G4, BORL JH A8 IR fRFI 2208 & N TR], 29 5 22 15 I 8hiR G .
SR TGN IIVE T R R G E A BIINA], 29 1 22 4 508 SR A8 G A 4 rh L i e & (431
an, BEe A AL ) KR AW T

[0300] &R IR bR kLA A S B thRL B T AR AR A T 8 1 n 1

[0301] K%

[0302]  wh4% R AR AN E S RIE ], BT H AR e g 2 R A B e 3 32 it i A0 T 5] F)
FCE MR, Wrn] IR RSN PE REAR AR MRS BT TR P URR i A S L R T vk 4
PR B WA 750 B 32 om0 35 b L 7 o o 9 ol D P P 2, PRI HR 40 A e D i) % B RIORE 3 5
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M TS AR A T BH e IR 2, 3 S L LAIE A D28 AR AT . AR E A I E A
B2 SO A 5 22 A R 28 ) RS R A ) 0 RORE , G A R B HC A R AR R
AR RN/ BORETE FNR S DO SR 78 2 I R K ORLTR S

[0303] ﬁﬁ%@%&%ﬁKm%%@%@mﬁ%ﬂulﬂﬂ&%%u\ B3, B
HAZ IR FAT H — P B2 R ARORE R 1 &, TR MR RIZE AR EA SR S @R / BUEAR EAE
OB o

[0304] ANk B AL FEEL & S i M) 29 4540, e rp e B 5 A i DL T MY AR s FH — Fof
B2 PR RE R &, T IR RE R ZE A EANERLAL & @A / BIEA EANE I J5op, HL.Z7 90% (1)
S MAROR FRLAE K T 10 TCKAE/ N T 90 K.

[0305] Ak BHIAALFE A5 S MR A 6 25 4G4 » 1 AR e B 5l A b DL T MY RS ASE ] — Fof
B PR RERI R &, T IR RERZE A EANEBLAL & @A / BRIEA EANE IR J5opE, HL.Z5 90% (1)
SCHTBIROR ORI AR R T 10 FCRAR/N T 90 TCK, 3d-A K T 20 BoKAHZ N T 50 30K
[0306] A& BHIEALFE & L M M 29 4L &40, Forp e B2 5 4 M DL MY RUASE A ] — Fof
B PR RERI R &, T IR RERZE A EANEBLAL & @A / BRIEA EANE IR J5op, HL.25 50% [#)
CHTBIAURL R AR K T 5 SCKAE/N T 50 Sk, il A HK T 5 TOK(EZN T 20 TeK .
[0307] A< BH FRY SRS 0[] 4 11 Al 245400350 2 nT LA CLYR 7 A 280 4 25 LV T BB 2 03 R
A, R T Fk E Br H13% PCT/US01/16863, PCT/US03/16255 F1 PCT/US04/013468 H1f¢]
AL, N N BAEI G IAME RN S5 o ARGURE AN GRS B S 39 WA o) 50 P A4
) e 1) e A ) B AR 0 ¥ 7 TR Ty T SRR i DL Ry | EL g N i o, Bz
FESAF AT DB MR 2 o ASUE AN G i n] BEARVR T B S A7 R RIS T2 1)
REUEFR 25 T B9 3L B e B3] & (R IR B0 AT R A S AR N S A FH s T 7 0 2 X 0 1o
g .

[0308] AR B 5 A TPO SN T 1 5 5 A 4 o) A 120 T 75 SR I 2 9097 & 45 259
I7 A R 1A B I ] A4 IR 25475 2

[0309] A/ BHIAHR L 1 3 B MATE il 2% A e BH (3% [ 4 11 e 245 ) 28 v 1 FH e

[0310] AR IR HRE 1 S s A e il & A< B T 385 b /S AR A 1R ] 4 11 iR 25 4)

il i) be

[0311] A BIE R 1 3L il A 78 il 26 A B IV A 1387 /S A o2 1 ] 4% 11 e 2442
il i) be

[0312] AR HIAERAE T HIME TPO SBR[ 14 11 R 25050 2, JFG A 38 A T 1) S 8 i
EUESE Rl i N

[0313] AR USRI T 1G5 7 /MR (1 4 0Bk 2590500 A, A5 A T 6 3
PR 22 ] A2 (AR

[0314]  ASBIAERAE T AT T80 /S50 Az Py ] 44 1B 25 405 2, A 35 AR S BT 1 St
PR 22 ] A2 (2R

[0315] AN BHIEHR AL T il w8 [ 1 C1 R 25 070 28 (%) 5 1 A ] A 1 iR 4 50) 28 A5 — sk
Z R R IR TT A SR I S, PR R AR A SR SR/ BEA EAY
5, 2T B FRRE SO S — A e MR RIS (association) .

[0316] YR A BH 45 25 Ak BH AL A W0 INF, TV AN vl 252 s e VE o
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(03171 ANHIEE— B HITFAIREIR , AT EARN 53 e A ] L3R Ut WK A< B B H] 2
Hof e IR . BRI, DA 38 S 1) D2 P v AN 2 6 A 25 P ) PR o

[0318]  ASCAR i BT W i A vk 29 S0 T, ) F A S AR 51 ELn Y %2
AR o

SE it 151
[0319]  SZjEfs] 1-7— F 7
[0320]  FHVRYAHIRL , 48 E LM AR | A R s 5 R 7

[0321] X 1

[0322]
BRA R RE 125mg | 25mg | 25mg | 50mg | 50mg | 75 mg | 100 mg
e Fd0% 2589854 | (39.9) | (79.7) | (79.7) | (159.4) | (159.4) | (239.1) | (318.8)
St th, RN 1595 | 319 | 319 | 638 63.8 957 | 1276
Phantt A 7.45 149 | 149 | 298 298 | 447 59.6
HE B 14.9 297 | 297 | 595 59.5 892 | 1189
B4 1.6 32 32 6.4 6.4 9.6 12.8
o 14K - - - -
B %
wSh £ 1194 | 2388 | 2388 | 159.1 | 159.1 | 793 NA
AR LAY 14.0 280 | 280 | 280 28.0 28.0 27.6
R ERAR 1.75 35 3.5 35 3.5 3.5 3.5
HE & KA %
5K - - . -
REA® & 8.9 14.0 14.0 14.0
BR & X #E (orange) 14.0
BR EAR AR (Brown) 14.0
B €K 3 (Blue) 14.0
EHE (mg/h) 183.9 364 364 364 364 364 364

[0323] .t 5 R AT 0 1 5 W Bl T 4 5 R B 4 B v o) 5 ROOR

[0324] W55, F5% r SIS T R, AR R 4B ARE SR (£E Rl (i@
TRHURIAL ) o REGERIURE R B , AR5 AE AL R Tt o I8, JRRI B TR TR »
[0325]  SRJEREBURLAN 7y (ol ET 4 38, AR 75 2, ek 2 SR8 ) 73 il Bk B, i i JF
5 ERRBRNR G o MAEARIR I SR SR G ISHR G, K5 H R AT R A
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AA

et

20/20 1T

FH R LA A A 150 7% K e A T i AR

[0326]  SZJf5] 8 F il

[0327] A5 AT A <5 J T /I B 1 U8 0 R ) 1 S ath B i F A5 SR ARADURS) vk ol

Feo W T RATEAL & RBREN A 1A A SR 2 it

[0328] £ 2
B R &R 50 mg
A2 F 0% 25 4 55 B A (1594)
Sk pa, BRE# 538
T RBEBE 245 89.3
IR 6.4
Y gk -
[0329] BALI K5
LSEE T 159.1
A LB 28.0
AR R B4R 3.5
RO RS
sh K
REA® & 14.0
EHE (mg/h) 364

[0330]  FEIE 1A, HIAN T B <5 Jee RO RE TRl 25 PR P 7). (s A © PN 25 RO ASE <6 e PR R R

)7 At B 1 e BT IR — e i A 1 S BN 50mg v, B ST BCAL G JE - LUK BERR A A
(A REF 24 R 3R b i ST AL 4 B I ARRERN™) D dn B3R 2 ol — e il 25 1) 32
i 50mg . f#H USP Apparatus 11, 50rpm, £F pH 6.8 £ 0. 5% M35 80 [ 2h 4% i
AT H L

[0331]  Sjife] 9

[0332] || 2 #IR | APT RiAT o Afad T3 B i th B o SChpeia 75mg Jy— M LA SE
g 5 H ETIR I T v, A AN EI R AR 25 o kAR R AE T B A R 250 B0k TR A2
[0333]  f#iH] USP Apparatus I1I,50rpm, £F pH 6.8 & 0. 5% M-y 80O [¥ iz £h 2% iy -p itk
ATV R LR
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Lekta A Al RA SRR RLSE BB G A A48 E B

B R RS AGRENG I HAME R
o LA G HAZE AR 6 LA A A

2 10 20

3 40
B 1) (9-4F)

K1
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Shikth Tomg B ¥ : APl Rt Bdhin B 69 ¥k

120

100

Bk g o

0 10 20 30 40 50 60 70
o (a4
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