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1.0% —60%.

4. BFIER1.28(3 E’J*’JWEA#% HPBREASEL—MESY FFRRSWEIE
FHEHARBREREREAARZELRY, REENARIEFENGRFELRY, 3G
FEZEARE, EFERE 32% 44% ZHEKFH ZRA R, HBFENNRED.

5. WAIENR 4 WA SY, b BBRESYk E BA 75000-200. 000da P4 F &
FEAE 6% -14% KPR PREFNBRE SR LT 1 PENGRE S EBRNNGR L5
LY B R AR B BE SR B 2R 2: 1 3 B BH 500000-1000000 145> F B B R 5 B Z. B R0
FEFHR P USHILED) .
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8a 2- F -1- BMGEITE WA KRR AU 7

[0001] AHFREIFEFHN20094E 11 A 17 H. 81554 200980145588, 7. K IHAZFR A “ 4,
B 2- B A -1- R AT AR EKBRCEIT) P ERHER HIER S RBIE.

AR
[0002)  Z KB K 2~ EMR -1- MR EAT AR DR Y59 Fod & 075 KI8T N
M.

BHERA

[0003] AT W001/62726 HIEFR TR EIE A TF T 2- EAR —1- bR e AT A4 S L) 2%
HiE. % AT TS (2S)-2-[ (4R) —2- S AK —4- A2 - kgt —1- 3% ] T lER%,
HosmpErIEEH B LPEE,

[0004]  AFF 52 W02005/121082 (9 E B5 & F G H#IA T 2- EAR -1- ML LT A Wi
BRI AFT (25)-2-[(4S)-4-(2, 2- ZH ZHEFE ) -2- E A - kst -1- % 1 TBE
FEBH &, RO EFRIESEH 200 2 divgiE.

(00051  2- AR —1- MEREBERTAY) B S ) T 25 Tk

[0006] A L PYIEAT WA WA . IR RIE VP T An 370G HE F BT o [ M 43 R AR T
TR BREA SR L 8 RERI RS BE HBNAT PIThRmZ £ (5,20 A 50mg/ K ) .
ALY EARE VAT RS R MR B .

(o007] 2 il PHEE T VA TT A . (i P ZE ity P SELZE U P sk AT PR AP T, BALUPA ZE I VE R
FE 5 Bh 16 9T 5 R E M A R R S R AE MU P R Thag RN e, Brid B B AT
TR = MFEI TR E .

(0008]  ZEKIETEAHIFING — L B H WA AT 5 FF HIEAR . BRI AT LAA R A T
N Cons 5 Coin 2 ELBEJR D BIVER - IRAN, SE BRI 3 i R M, (R A 25
AR AT LIS B PR

[0009] 5 Fi&E& T ARE A7 FIE A R H0 5 2 B E R .

[0010]  ph4t, 5 FHEABHIFUXT JLELA 25T 5 5 AR AR B — Lo 25 i B E s
BIERAE,

[0011]  AFR— IR B AT AR 7R A SR AR,

[oo12]  [EFREF| i W02006,/088864 F15E [H #iE US2007/298098 ~ FF T LARK B 77 :Nidix
EZHTEEE (S)-(-)-a - & —2- 8 -1- e ZER IR EE Y, KA S8 F 8
—Fh 2 22 2.1 T 4B B (0 38 — Fl o BB 7 B JE PR I £ R v SR 0K D B8 — A
B iR B J& P2 1 22 204 P SR ORI A SO B T L AR B AR

[0013]  H#T-4 A B b R ILEEAT AW LAIR B 298 /N R~T RN BLRS # RO T4z il m]
IEE A BRAKZEST.

foo14]  AKBHKEKZ —E T LUED DR F LT H W E YRR A &
Yy, AR UL LM BRI RS T, BEMNEUS—HRRS T, dbEx E& L2 47
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E /b 16 /PEFHITRTT R

[0015] =% FE B4 5L PG HUFN 28 p FE B4 42 260 BCS 1, B LAk TR B 1R yT M 25KF, B
BREER KN FRBRABSNE R USPKTIL (X388 n° 2) LR REH 1 /M EAET
40% HIZE IR IR VS 4 /TS 25% —80 % MR BRI 16 /M S AR T 80 % HIZ59)
B, MR H 1 /BB AT 35 % IR M 4 /T 35% ~T5% A H 16 N EART
80 % HIBE MU M . TR K 1 /DEHE AL 30% A H 4 /BT JE 456% —TO% RO H 16 /)
B JE A T 80 %6 B R T4 o o

foo16]  4ATH ., BR A7 3L PG 4E F 28 il R IR MUK (LS AT 500mg/ml) , (Al
M, RSB W EXMEREFEE TS N, L2 FHIEED (non-monolithic) BT,
F b B EFRE LT SZER M. ATEENE BT SRR 4R RRE.

EHAR

[0017] [, AR BEHRAE B NGYHESY, FiRFRASEERT IFERERE
AR, FriRiE S B (1) 1 2- 848 -1- i ELRT £,

[0018]

foo19]

[0020]  R' /& Cy.po SEEEEK Coos 1E

[0021]  R® /& Cy_yo $TEEE Coog M 2E

[0022] X /& -CONR‘R®. ~COOH. —COOR® BY ~CN ;

[0023] R® & C,_, BitdE ;

[0024] R'RBREIC o HtEE;

[0025] R® RREEK C,.\ EdEo

[0026] K EAVFAR .

[0027) A SCHTFHMIARTE “IEM RS & XA BB HRIT MR NY Y. BEr LR
BT AR RARREY .

[0028) TEHE T A KHAMAESY P HIEER T FE R URX LA S Y Pres T 1S
BT V67T BB B AN R T 532 ,

[0020] AXFTRAMARE “HE”RFRNAFES (XH) HEIRER S e —40
BESHEAE. MENEEAE 1-10 M. BERIEAKESE 1-4 Mk. (B, K&
AT LARE 1-5 DEREEAS, R B E A Hhik B X R BE . Sre s M R BE R
BB BRESEE. BRAREREFRE.CE . ERE . ZRAFEM=ZR2E.

[0030] A CHTRIMIARTE“HE" RoR A 20— AR R EABER IS8 oAk
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HREZEFEAE. RENHEDE 2-6 M. FRIERBEEAE 2-4 M. “HE"HS
AT LE s a4 1-5 DN EUREE R, FrR B EMI ik B KR AR S EE R . &
N N

(00311  AICATHMIARIE “KE” KRR & IRBR T,

[0032] ACATHIMIATE “BE” KR -OH WEH.

[0033] ZAICATHMIAIE“HREE” RnX -OR MR, K R En EATE XK C,, itk
[0034]  ACATARIATE “Bi2” R R°CO- HIEER, Hh R® 2 LB E XK C, br .
[0035]  AXICATRHIAEE “fig” R ~COOR HIZEF], Hodh R® Bt b8 K Cp, fi 2.
[0036]  ASCATHIRIRTE “H & - -CN WEH.

[0037] ﬂ:IﬁTﬁEE’M\lﬁ“ﬁﬁEﬂ%”i‘iTiﬁ -0-COR® WZE [, Hp RY B b Arse XA C %
BT

[0038] ACETHMIARE “FH” RARBEBRE—ANEMITE B FEIEIED, Flinzx
[0039]  ASCATHIEIARTE “FRER” R\ -COOH KIZEE .

[0040]  ASCATFIIARTE “E A" R n3\ ~NH,. NHR® 5 NRR® (925 [, H A R FIR® Ui 8
dan BT E Xk .

(00411  ZR3CHT IV ARTE “BtiE” 22 -CO-NH,.~CO-NHR® 8% ~CO-NRR" ff)ZE [, F b R* A0
R™ 2 18 B A5 Fh i b BT B e .

[0042]  ZACATFHIARTE “BEBREE 2" "R -0-S0,~R' fOZEE, Frp R ULHA F b tn L AT
BN RS SR, MR N 2 FREREE X P AR ES =R PR
[0043] X (I) MU EWERLEW EREEEDFHALAERFER SO, LERN (1) F
(2%) o 1K L6 7 RS IR A PO RTBA L R 8RS M BLAZ 4, TR R A0S 45 5 4R 4 Pure. Appl.
Chem. , 45 (1976) 11-30 F BTk ) 30 0045 A o

[0044] FEXREFAE—DHEM—DEEH R, R E C, e €, HiTk. TERRHSE
—ANHHEEI S —ANERETRF, R BIERER 2, 2- ZHIE%E.

[0045] ERRPE—DHEH—DERHH RSP, R R C EE. ERKWAE—NTTHER
FH—ANEHEAEF, R RZE.

[0046]  TEAK IS —A 75 MK — A SERE T SR, X & ~CONR'R®, ~COOH B} ~COOR®, H H R’ &
Crs ik, HEARAE—ADFEE S —NEHEHRP, X £ -CONRR,

[0047] EARBEE—ADH M —ADSEREF FH, X & -CONR'R® 5 -COOR’, o R® /2 C,-, %t
. ERRPE—ANFEE R — LR RSP, X & COOR’, o R & C, ki

[0048]  FEAKBHE— D H K —ASEREHT R, X & ~CONR'R® B2 ~COOR®, i R’ &2 C,-y %t
. ERRHALE—ANFHEE S —ADELHEH RS, X & COR’, HF R £ C, L"ff%

[o049] ZE—NEMAKISELHEATRP, R BFE.

[0050] AEXREBHBE—ANHEHHI—NEHEHRF, R BEAKC., E. EXRRKHAFE—NF
T B —AN LA R+, R BE

[0051] HAREHB—NHEH—NELHHTREP, AW C., E. AXRHE—NH
5 — LA R4, R ES.

[0052) fRiER BIFRER 2 2- “HZEE R £ 2% ;X & ~CONH,.
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[0053] B4 AALFAHFE HTEIESE S T RERR.
l0054]  [Ek, AR REE B HGWAESY, R B A8 FEERS I B3ERE
AXk. BEBRENEERES U SEYEASYERN 1.0% -60%. MEBBEENEES
SHHE2.0% -50%. ERMSGBERENEEG AL SAYASYEERER 5. 0% -40%.
[0055] MREEXEH, BREGEEL—MEBRESY. FERBERAYNIEMR AR HE
IR TR YA AR B / V8B MM T BRSPS R A B E R A
[0056] —MTE,. BEREASVEEFERNGRENREGEAGRZEXRY REENE
BMZEEFERGBRPAELRY, ROELETER, BEAE 32% -44% LBEEKF R
ZEBBAHE, BAETIINRSY. MiEHEBREESYE AT 75000-200. 000da 37> F
EREH 6% -14% /K FH P ERBREGCERET S K P ER GRS EIRN NG R LB
HoFLEEY) s SR AR SR AR RO BE/R EL R 211 3 H B 500000-1000000 P35 4> F B i 77 1% 8L Z B
AR AR TE R RY. HAURRA%L Budragit® RS = Budragit® RL 4583
H /i Evonik Industries AG 244 B BN MR E BT 1A 8L ZBEIL R Y AN LARS & 4
'Eud,r-a‘gti't‘@ NE 30D 4454 3+ H /B Evonik Industries AG Z4HEIVEN 30% & K B Y
IR LB R TR IR PR R DB B T SAERR
[0057] BHEBEREEEZE DR, GluBkEE R (co- blnder) ikt IR
BRF B 0 B an g B ) HLAL I s B
[0058] —RTI =, WBRECEBAT. BAEH—ik A AL ZITEY B LIGEBER
ZIEH M IS RS Y. B S FIR A U BATEY . EMEHARNEREAER
(HPMC) . 1% FHFRTRZE R LT 45 USP 28 f5E 287 2910 fENBIRE & FIE B T AR
[0059] —MRTIE, BREASIAH. B —RiE BEah RS TS ZEIRE.
R R =R EAY . IEHAEER.
[0060] EHARPHZMASHEE FERERTE-100%EBNIERESY. Nk
KEFAHEYHASYES SEBRERTE O ONERNEREAY, ERERS HER
ERFEO-SUEBNEERERES
[0061] BEEAEHWEHDASDES SERELETE-15%ERMBMEHN. MiLA K
WA S-S ERBELRTE I-I0%EBNBEH, EREEESBREERTE
3-5% EEMBEEF.
[0062] BEHEARWNAYWASYWEE EHEBELTE 0-50% EEMBIMT. L4k
HEMASYes EBRERTFE 10-46%EEHPN, EXMEAS SR BRELTE
25-35% E & 1B G
[0063]  ARIZA K B, BT TURL R A& 75 MR o N 2 2> — FhIBOE 71 7 M 8
[0064] —MRTI =, EMAF 0.5-1. 0. fLiE 0. 6-1. 0 IFRTL . — IR &, IE M NHIE 3
o1 A 75-1400 b mo ALIETEME TR B A 400-1100 1 mo EALIETE S HSE IR K
500—1000 W me
loo6s] W EMGEE —FEUJLMEEEFIESBIER . A ARARE “Rah” 2 X
S F T 18 0 5kE P 38 0 sl VE TR A AP A in TBAFIVE B B0 KA A LALLR —4b &
MBAEYHR SR IFE THMAEYT . REFIM LA AR Fiek UL IE
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WA B AR PRAU R AREFEALEE ARNEFER RPEAYER
W ZEARER MEAER B MENHEI R, S TR REE B RN
LR BB ZIRTEMEHE (polyvinyloxoazolidone) \BR LIHEF R R LR G IR AR - 2
R 2Bl MR EFRRZAENS G ENEPEAERIMRTHEE.

loos6] i HVEH M A — R E LA B FIEA BRI . ASCATABRIARE “WMBER” EX
h BRI F TR /R B LA B H B AR B E B AR T . ST LLLL s — S Y BidL &1
BEMEREETHYASYT . WBEFIERT LIS HRBERRRTHER. HE
B SEA) 2 B PR T FUBE R TUBRIE M R A R B AR R R ER
EHE . H B BER YN BRER AT BEERAS . RAE . AN LAY BURERE . DL RO R R R AN
s AT LB FIUEN

[0067] AFMEIEMESEEBHER. BRI EEA B R R — 40 R AR ERE 4
PUA MR ATAR R SR 5

[0068]  AFikiE M S B HLE TNV AR BRI o BT B IR 15 70 R B A Oy B EL %o
PR B A ) ME R S M R BT AT LA TV MR A B IR A o BRI SR BN FR T
BEWR AL AT L DR Eh Bk &AL

[0069]  ATIEIEM A S PR BIRSFIAISEE N EARR T8 Ak BS ZE e =
BREE R =S B LR A

[0070] EHEAKRBENYWAESYES FEESETE-98% ERIKKEF. k4K
MZAAE A MRS SEETSTE 0. 5-80 % EE K&,

[0071) EHEAKWAMNAWASYES HEELTE-98%ER KB k4 KA
EAYEE EEEGTE0.5-80 % EEMRER, EMERE SIEHETTE 1-60%
ERBREEA .

(0072] @mﬁi?ﬂ%ﬁJe’jWHA%@"EéﬁuTﬁo -40 % B B RIS o ik A % B Y
YA SENEGTE-30% EEMHT, BRECSESFEENTE 10-20%E
BB R

[0073] fEEAKRAKMASYES HEMSTE 0-5%ERBMBRH . UEA KWK
HYAEWEE EEEDTE - SYERMPBBN, EMEEE HEESTE 02%EER
B 55

[0074] ARt K YA EE HIEHELTE 0-80% EEMBHOIR M. MEL
RUPAKZEYASDEE SIEEGTE 0-60% ERMBROAT R, EMEa s 5t STE
0-40 % ZE & FI B ORI 7

[0075] ZEAKBRH B — DS R, EEBRERMAFEE, AR LS ER S EEYT
HANBRE, RE TR bSR3 K2R E. APREEBRER. —&m
=, PR EAE KA BAREF B ER / S0 TR a3 a5

[0076] BEETAENEBTALLESHNE-—ZLEERL.0% -30%. |

[0077] RETHEMEREHLLSEHNE—ERERN2.5% —20%. EREFEHZEHNE
BESLHESHE—ZEBERN % -156%.

foo78] MHFEHEKEATHET. —BME, HEF®TERTEY RLHE K
ZAEM SRR S Y. IMEKESFIRAERTEY. EREHARNERELTYER
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(HPMC) . 1§ FHIRTREL A 4 USP 28 $5EKA 2010 B3 T HEEHR.

[0079] EEHABEEEPIR. —IRT S, PiFIE BB AR RS R AR ZREEREL.
R BB ESERAEAY. REHAEER.

[0080] AT [A)EE & MMEH. — R E, WIBFHIGE B H M. IR ITER 48 — IR [ 5)
FERZ E ATERESLBESY. KEHAIRL T

[0081] FREEAFEEC _HNIEM N EHKT 12000da 5 FEHRS

[0082] BEARHMAYWASYEE ETRAETEN-9B%ERKMEEH. LiESF
RE\MGEMASYES SPEETE 40-0%EBNHEEGH, EREQE STRETE
60-80% & & KK & 7.

l0083] EEARPHHMASYEE & HIEEZETE0-40% EEIIPIRF . LA KW
AL YL S PRAETE -3 % ERBNBT, EREEE 5 PRETE 15-255%E
B HBH AT o

[0084] BE AR BEHWAYHESWEE FFEZETE-30% ERKIGWH. LA KA
YA SYAS ShEBEFE -6 % ERENEEN, EREE S SPEETE-I5%E
B8R, ‘

[0085] HARHAMA—NMELRHFER, EBBEFMARKE (final layer). HEEE
ARGERE— S EARRERK. BRARBAETHET. PTG / 80mTEhF.
[0086] BESRKEHMEBESLSHMASYREN1.0% -30%. MERRKENEER
B4 E 2.6% -20%. BREHRRKENEEE 4L SAWHEWEER 5% -15%.
[0087] ZEXRKHRIE AL ED, I (external phase) MAFIBEARFHRI . ]
L2820 R N LRI 25 22 T8 52 (R T U8 A S AR A3 » ) 6 3R L B SR TR s T B
[0088] L BhFIRYT2HI A vE Ak IER TR fRBR A T K IR A — A RE . AR BRI R n T

B2 T K BieAS AL RE, 4141 AEROSTL 200,

[o080] EEAKBEMZIMASYWEE0.0-3. 0% EBMIMTEIF. WiLEAKRBHRZYH
SMAE FAESYRE. 0-2. 0% EB MM T BN, EMiEEE HSHEYEE0.25-1.0%
EEMIMIBF .
[0090]  RIEA K B, L H A YA S EHERF . FRRA & D F.
[0091] HEARBH—NEHITRT, HWHENES
[0092] - A& A7 L PHH B ZE H TG E HF BB 75 1 m—1400 u m PR HVE MO
[0093] -BRBRE, HAEFSHMAEGYEE 1L.0-0OXMNEEESIIFHES HIERE
ME 30-100% BB 1-15% M & . 0-60 % BiAEFI H R 2
(0094] - A2 HEZEYEAYEE 0.0-3. 0% /KFHII T BIFIFIFME .
[0095] R, &KW RAYAEY, HEE -
{00961 - & A 37 7 1H B 2 Hh 75 4H 3 H B 400 1 m—1100 u m PR ERIE TS
[0007] -HBBRE HARGEAWASYEE 2 0-50%NEEHFIIFHES HERE
R 40-90 % SRR ILERY) . 1-10 % K5 B F L 10-45 X BT AEF K R 2
[0098] - A4 HASYMRE 0.0-2. 0% KFHIIN TEIFIRISE
[0099] FEAMIN, ARAW RAGYAEY, HET .
[0100] = 454 75 37 754 SR & ph 3 9 BB 500 u m—1000 u m SEXIHL R 195 M
8
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lo101] -BBRE HAEEHSEYHEASYMEES 4AOXNEET I AAE SERE
BE 60-75% R ILEY . 3-5% k571 25-35 % B AL IR B 2 A0

0102] - A& SASYEE0.25-1. 0% KN T BHFIKISME .

[0103] HE—NEMKZHET RS, XEHS RAYEEY, HET .

[0104] - AEASLTEINERZE MTEIEH HAF 751 m-1400 v m PR B HVEMET:

[o105] -BERE, HAAASAMASYLEE L0-0XNEET T ILHERE SERE
BE30-100% HHR 0 - FENGRFEEEREY . 1-16% R NEPETHR.0-50%1F
AR E

[0106] - B4 5HSWRE0.0-3. 0% KFHK TKBIA T EAERSME .

[0107] FERB—ANEAKMLEAEP, KREY RADHEY, HEE .

(o108] - A& AL UGIE B ZE MPEIE I BLAH 400 u m—1100 » m PRI ERIEML

[o100] -HBRE, HAEHESAYHEGYWEE 2.0-50%MNEEFT LI BEE SEEE
RE40-900% RIHIE L8 - FRENGHER PELRY . -0 BRERERTYER  10-45%1F
ERREEE

[0110] - A% HHAYERE0.0-2. 0% /KFH TKBA ZEFMAERSME.

lot11] R, A KB RAMAEY, HEE

lo112] - 404 A 3 VG B 28 M 9 3H 3 H AL A 500 u m=1000 p m S50 B R0 P

[0113] -BBRE, EAEESAMWASYEES 0-0%MEEFTALHAAE SBERE
HE 60-T5%RIHRER 28 - FERGER PR REY -5 RNERELTYER . 25-3%1 40
MHERE F

(0114] - B4 EHSWEE 0. 25-1. 0% K P TKRA “EAERI SN,

0115]  AJLAEIE A SURE AR AR A MRERFE AR & AR AW AWESY, vk
NG I 2 ) e R 11 VAN i U N 1 e B G DU LI Sy 2 1 VA A T 7 N VA

[o116] /R ETEL 20°C 75 CHIEE TRtk 1h-5 RIVEAMR. MEEBREFELE
30°C -70°C IR T E L 2h-3 REHAMR . FMEBBERELL 40°C -65°CHIEE T B
8h—1 K AIHARR -

[0117] HER—DMEBHOEHA RS, AR\ LAVAEY KOS ZASHNEE
0.20-70% EE A LFEH,

[0118] WHEESH MRS, ZARBEE ELHYEEY, LAE S ZAGYUE
E0.40-60% EERM LI,

[0119]  Hp5HL, 7S — D EAKEHE S R, ZEAB RANAEY, HAES 5 ZAE8Y
R 0. 60-50% E B AF LTI,

[o120]  fRikiBid ORA TREKAKAYAEY .

lo121]  {RIEUIRE . DNEERAFIERNE T REANADLEY .

[0122]  fFE A& BR B0 2544 &4 AT LA & 4 ERAR I IS TEO R, Bl (BANERT) 3
W FLRE AR AR IEEH

[0123) /T2 & BH i 20 4 & WD T LA, 25 FH R 57051 G R0 EROE G L o (2 70 B OR 77
(0124] Tk AR BH 254 & YR & R B FERGH .

[0125) FERB—AMEAKSEHTEF, AP RGNEESY, B S ZHAENEE

9
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0. 20-70% E & {1 2 HTEiHE.

[0126] BEES—NEEHELES RS, ARABRAVAEY, HEE S ZHEGWE
F0.40-60% EEREHMTEE.

l0127]  #5%H, £ R — A BARMEIET B, A RHH R GYAEY, L& HZAEY
SE0.60-50% EEHIEMTEHE,

[0128] {RikiEIE OARA FARKHMAYAED.

[0120] RIS NEESAFFRETFERKANADHSY.

[0130]  {Fi%7 % B HIZ5 AR &9 aT LLAA A FIE N TRV, #lin (B F) R FL
PE MR ER IBAR

(01311 47 % BH 25D 20 & W0 AT LA AL & BH R T3] S R BROBE G - 36 G BRFR R AT o
[0132] AFkA KA WS WIEERT .

[0133) ARBIEH RAMAEWERTFMAPHNA.

[0134] AR F—ADHEB R T EIT I RIS RS W AYHEY
[0135)  FTiEARIE “M " BAVHM AL G0 F FEMR MK E (epileptogenesis) i
WEVE R MEHR. 2 CIRBRTEFRNESNES FETHEZEHNFTRIVEXK
M B B RS | B 1 U TS A A Ak 2 5 L T U 1 AR R S L R A IR L B RIE
S GREE L 2 SRS (ADHD) « fR-Sk 8 « = XA 2 f 0 At e 25 80 L 18 Tk T 4 8 ME R L I BR
IOV R ULBRERE AT R LA L R RG VLR ZE RS R R MR B A B R e i L
AL AT 2 B R 4 A I R E AR IS B RS 4T A2 ) L HH o L8 4 1 (M R B AL I ZEIRES
FIEAT I o ,

[0136] A SCHTRIRIARTE “10y7” A IEEE IR VAT FITRBG VT T .

[0137) “Eiai:” BISTEIRIT FRIESTER I A aTER K IE _ ERThAL.

[0138]  “FiRy " RFemEBCER M & A BUE K AR TR .

[0130] AR HIEH Rl i ik A &M iRT N BER T,

(0140] A RBIEY K A1ER AR ERLEDH DAY

[0141]  ARBIEH RITR WA G W& T IR Emia T A+ IR A .

[0142] R ¥EFTARER 2 B RRE . SR . IS 2B R EDLS R MR T XUH
15 RIS I8 A B MR . TR TR YN R URRIE

[0143] AR BIIEW K652 T EEBTIR M TP VAT HE A 25 M0 6 48 77 v, SLRP A A2 T4
HA&RAMHASY.

[0144) T LLE S AREZHASYH BRSNS EEEERFEEE. TR
BAE (IR) ST (PR) 45M, BN IR A &Y PRASYWHTNR. B, 5Tl s
PR AL E NI E R TI HAE. BhAh, KT R 22 40 7 2R — MRV B R T 4
4L 3898 f i PR SEVE

[0145]1 2% BRI 2440 A 07E 8 /NBT LA PO RRIRZE 2> 50 %6 HITE ML L2, LUIA B s o AT 48252
2R AR

[0146] R 5 SR 4 K B B IRHIA K TS

RBEXLHEA N
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[0147]
[0148]
[0149]
[0150]

SR 1. 28 i PR E SRR U
MRIFR 1 A B4 R 45 32 o TR SELL
1.2 TR TN A LK

R

AE

S 1

be i RXAY

EwHis

20%

Bt R

T9%

Pharmacoat 606

1%

5 2

BRORE

.'*éﬂﬁklﬁﬁﬁ;

20, 0%

Eudragit NB 30D
BEH

WW'~{$;f63&

[0151]

Pharmacoat 606

Simethicone

1,12%;

0.1%

F® 3

$h-3gAn L8h H)

B AR AR Rl

ERATHEEY
0. 50%

R 4

B

B SR GFTBRETF60C 24 h

f0152]

EHE SR 770 un B FHRE . TERAT Phatmacoat® 606 i K

NE R R R ARG, ik 606 K.

[0153]
f0154]

[0155]

TR YR AER R .
RSy Uk T

R 2,08 - B RPELR YR 7 Budragit® N 30D FaitE, A

EEBEREY.

[0156]
[0157]

[0158]
[0159]
[0160]

FERI AT Simethicone TAY4E 2 FF AR R A AEHIEH

TS — BRI Aeras11® 200 THI%E. JLAMERREAITBITA.
18 B R S 9 I 7 4 SRR, 4 (RS0 TSR

# 10 : L% FRRHILE R

B[] /N B 1. 00. 00 4. 00. 00 16. 00. 00
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EETERER 3% 45% 90%

[0161] R4 USPC711> (1% 5E n° 2, 50rpm, 7K1/ BT 900ml) 7E 16h ki 7] [&] B PY il E 7E7K
oSN . 78 37°C 7 pH 6. 4 BEERER S TR .

[0162]  ZCHfs] 2: MBIE LY LB HEE RS MRS RUHITLEELR.

[0163) ZEHE T E0 5 P BRI AENa N 2 Z A P B THER KBSV A P ROEE BT
B -K+/ 1 —Ca2+ IR R B RIAT 4L FHEAA S ROBRAE IR . ARHE 2 AT HRIE ROMRE T,
#E i1 Sprague-Dawley K B 14 i ¥g DA H AR 30 A7 L PG ST & —K+/ 1 -Ca2+ IRBLEL
T IR B R R N S R AR . BT A A TR S (ACSF) B IE BT (K+3mM ;
Ca2+2. 4nM) A E B —K+/ 1 —Ca2+ 4k (HKLCF) (K+7. 5mM ;Ca2+0. 5mM) Bk A2 oM il
A4t P (BMI) 9 ACSF % SRR AL MR .

[0164]  {#FH 2M NaCl- ¥EVF MBI AR R U A CA3 K F IS 7 AL (FPs) . B
10-min [E)FE 255 A2 B FPs VE g 3o 4 A AE 2 B8 SR BT Ak v (4 < A RISFT WA L, BTk 1B 7 R
RSB Bk 20 1 76 ACSF o i 51 32 5 K HRIE 19 50-75% [ S BFUE B A7 (PS) . 7 HKLCF A%
HYch | YRAE B R B R (KRR Z [ 1 4% 10-min [ FEAIFIE], IR T 2min BB RIEM .
[0165]  7EM ACSF 2{ZFZ HKLCF B4 5M BMI A ACSF B 20min, ¥ A7 3 VG H 8 /& ZH7 g
HMABY A BB RAATD, B HEARLRK BB ARFAEERT.

[o166] /I B AP A W B M AR R 1 - 45 X O R R W R B A R B ZE M A 08 L M
JBR S A R SRR /N B, (16-28g 5n = 10/ 41 ) . (B0 30s FWT BE I
(90dB, 10-20kHz) i & Wi R YL & fE. FI2h/K AL (i.p., 30min) BNE ZiuFE
(i.p., 60min) FRALTE /N B, K54 FEZE M 00 R 4 /0> BRUAG B4 ARV VR B IR BRVE T O 48
[0167]  AL2iBE SR/ RBUEZE RIUE 83mg keg-1s. c. AT IPINATILTGE RTINS
Mo BT KA B B P 05 BN K R B B S 97 % 3 T TO SR R I
TR BRI B . 4 TR R 25 5 B Z0K /N R & BN /DIERLE (25138em) , WL T A
U0 fit o 2 P R B AR 2, BE4T 60min. BZEX —(AIRRFE o R T HEEMIREK ()5 H{F
) BIRAERMIET- R, HEHIREE MR R/ R B IF B AESUIR BE R E .
[o168) 45 &

[0169]  7E¥ T A h MU ERA AL W N A% K SR S V) I LB IE % ACSF 5032 22 HKLCF
7 CA3 R I F B 25 7= A T MR AE FPss, V8 4 5918 X2 RV e AT 00 O A R o 258 0 1 1A 4 e
H HKLCF Bt BB 20 7R, PS1 YRiE i1, 7F 20min P IS FITME (4. 250. 77mV) , 3545 T7E ACSF #
FRTFIDFHER 2 %5 (2.180. 15mV ;5FHE . d. ,n = 10 M A ) o MAh, fHE BRE—H
3 | FE AR E M PSs ( B PS2. PS3 %5 ) %R E HKLCF JERIAIAT 30min N YESE - B & 1%
B, B —PS1 B INZE Y14 7. 62. 3PS/ BIRR MK KR, 3 HEFLLE B I N 2 1d R4 W, 78 HKLCF
VEVR 80min JFIA % 8. 81. 6PS/ A Z I FIME . AL AL Z A FEIE D T IX LR
FRREMRY . 15min HKLCF VRS, 7835l 8 HKLCF /9 10 M3t A F ) 4 NP HILE &
¥R, T M HKLCF F# 25min B3R E R, £ WAV) F &S WA MW EH R K . 1L
FHHE (3. 2M) (TAELA ZHTEIE (32M) WD T XM B RBER FILLF] .

[0170] EATFR ERERIER PR A, AL FEHEM 21 2ng kg-l FIEFHFH S
EBE) - O EN R B, A LB IEEM 170mg kg-1 FEH 5 SRR A
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STTGIEIRZEE B E IR A E T (212, 3mg kg-1) BFRL T EMIMR. MEZNAEEEES
1700mg kg-1 T XTiXFSHTLEE.

[0171)  FAAA L PG IEAAN 22 Z R PG3E B 10 T W7 SR MR R AE — 1) /) BRI PEZE P I BR SEDS0
K 2 FHR. DMRFHESHBREEN 30min i p. B FAMLFAEIEN LT RERFES
% 28 MR BR 3F ELRA AR T/ R B K AR T S AR EL M R iR A&, AT, EDSO (BB -
[0172)  #iSLEGHM 2. Img kg-1 FUBE FF 1R B ZEHDH T GAERS K5 4 9 E 4 SWDs, HPFE &
FIRFIRT (67. 9mg kg-1) B aiNEl. B—HH, £ZRFEHEMN 5. 4mg ke-1 FIRIT
46 5.3 i SWDs.

[0178] ZE/NRARE KT AR FERTAT SRS BMM A ERNRAEES
ZRBE, BAER L Z AR ETE TRER T RUNRRE TR, ELLETERE
o RS0 0 8 7 E TS FH B R ) B A S T SRR T I P 4 BB B MR R 1R B R R R R
Bf o
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IHC140835 ABSTRACT

The present invention relates to a pharmaceutical composition comprising
Brivaracetam or Seletracetam as active ingredient, the invention relates
specifically to a prolonged release formulation made of granules
containing the active ingredient in their inner core.



