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(57) Abstract: Provided in the present invention is a joint product containing synephrine and topiramate, where the synephrine or a
salt thereof is administered in the form of an immediate-release preparation, preferably an immediate-release pellet, with a daily
dosage between 2 mg and 25 mg, preferably between 5 mg and 20 mg, and where the topiramate is administered in the form of a sus -
tained-release or controlled-release preparation, preferably a sustained-release pellet, with a daily dosage between 20 mg and 100
mg, preferably between 23 mg and 92 mg. The composition is for use in treatment of obesity and other diseases related to obesity.
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— 2 3 B ARFSE AL BE O B S 7

FARAR K,

AERFE—HEAFIRIA LB GBRES R, HHP
B—#eH EBERF pHRFE BRI E GRS &,

FEELR

JeREsE (obesity) RIBERABIRRITS R SHFRE, KE
T, —FHEEEHRBERBEER. EHBE. KAHESHRY
FRERICHER RRBERI. IR —F4F R oRiltE
B, RLEBRAH—FLRENRBALRBEYGATH, RELLEEFHE
fjE, Hhok. BRB. BCRFFAEWHRE (FA4LF, ei
it T AL AR AR, Bk E, 2011, 23(1):88-90) . B, 2
FEREEJATHRS Foils 7 R AFF ER4), BT Fig 7 ICME K
TEARREN . BHET. BWEFTAREFRE. A TREIHKE
#, BREPRRAH KT BEIA RKE; ot TP ELLRKEE
#, B —ANMRANEE, RERCPEFHFEEERRTLBE
A, EREAT, BT EELERN,

A ATHEfg TR EGm 2R8I, HHARAF
BEBHEN, XA, ZEER. Fhik. FREAA. BEHF Y
8 ( Sibutramine ) VA BRI ARE 4 P & REG T HF, LA 8 Mrsep 47
LA G (BRLAHARRT) F. RO LBBHHHARAREGIR
BEBESER, i hEZRART. SERERT. SERF.
ek E A, TRALEFEF.

# B F K (Synephrine hydrochloride) (1-(4-2EXK)2-(F
EARE)-oBiERd, SABATERE) (XN1), &k TFK=
HhpfEig, F—MHEFLRE o-ZAXESH, FOBRTARA—
AR, FERAUBLE . FAAZTLENER, LARE
W RAFRXAEQHER, BRATERXAEEFRBRATFAfPRER
Mk, BB . ek aERE. B, FHHABRREH
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RARHE. Wt K. REKEKE. EBH, ek, Fhike
FRAHBIREGHF HH RS . B 2004 £ £ B RN HEELHBIER
FEHEMAEK, FHRREBIERAIANFRTABRT REEZHEDHH
Kb, FRERE, SFPARIAZE, Hovdk B A4 85 F B
AR, SFARRKEER, G, BH. KA. CERE,
WA, WA, SBEREYRE, o
,faﬂflvmx
HDM HCl
N1

#otEs (topiramate) (2,3,4,5-R-0-(1-F AL ZX ) -p-D-bwf R
BRABME) (X 2), B—AY FDA F 1995 F3p 8 ) #4274
A, BRALLERASSF, ATHETXRLERBEMEREFTAERKRH
( E. Faught % (1996) Neurology 46:1684-1690) , &£H XL #KA
F T FeobB8 256 5T M A (UST109174B2 F= US6362220B1). #4338k
[ 75 (US6908902B2). #ARIE (US6627653B2). 45 (US6620819B2).
Sk (US6319903B1)F= & £ & (US6201010B 1) 7 & LA RIF 6 97 XK.

__~0OS0,NH,
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RAARE

BREFR, BMEILZABRSERAF RIS IebBE e A
BibTFROREE, ERRRE N, 400,

AEAGE—F BT E—FBRES TR, ©AFIARIALLE, i
g,

X 2
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ik, BAHHF LETHERGEHR,

ik, FriR &g ke 8 HRF Pk,

REAG R =5 @R —FH TR F ik 3 T 46 57 IR X

Seai kG Rk R T iE, BFEARFIAILEUARILR
BEBRA76 R 3| B B 9T AMKP.

BA—ALERWYERGT, FFRGFRARLEARIAEF X
AT B ERAET MY, [EREAFHERIILE, AR—Z
MR G A M nbls; KA AR E, AE—ZWREHEAF
PR,

Kk, FERGREA 0~24 JoBF, H—FREQGRBIENL 0~
18 N oF, FEARLG B REET A Y 0~ 12 JvBF, Fi#t— 4% 49 18] RSt e
H0~6 B, KAWL FERRHITA 0.1~3 ) BT,

RKEPRK R =ZFEPTEF PRI EEFHUERESA THERE
B Rk, SBESATHELTRMESSEHEAR X R A
AR,

EREAEG—AERT AT, REAAFR—F BFFRGBEE T &K
B_FERGERFTEBRRBRIEF k. REF=ZFEBAEGHE, R
P ATR G F RN RGO RERMF, Kk BEHH, ER
A RBMA, FAQRUEBHEEREEG T REKHAN, KER
BEIN, EBREAHBEMMN,

ik, FFAGELENEERLEGATZHRGFEARN: .2
QAE; bERBWE, ZHWETROHIHEN; ¢ BHARE,
EF, THEHELTRZOLCHEAE, ERORECEATUEY
VLB &8

Kk, FFRENEBEORETSHERCARMH (QEHEARRT
LAY %% .Eudragit NE 30D. Eudragit RS 30D. & Eudragit RL30D,
Rt TEEY 2% F= Eudragit NE 30D, RARLTEHLE) ;

ik, PFRAGEBOREXTAH—FaIEHBH (AR
BFHd. A, RL_8. 8RR &HE. HWRBR=CHE. £X
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—FREBAR R _TES, ALRZEREHE) . AN (e
ARETFRO-BX, Rafm. BB, $%X. 2AF4H44%E. BRATYH
BEF, KLEREM (PVPK30) ) . HHH (LIEERBRTEEH.
IR BRGE. MOAEE, RAFER) . HEN (QFERRRTE&E.
kir. MRARLL. AR, B H. REF) . BAHN (&2 RRT
—fAAKF) . FEN (LELRRTETEE. A2RSFHE. #TF
. kReTERE. THESE) . #h (a2 XRTHIesH. F2£.
LALE, HEB. ARERTF) F;

H—FRiLk, TEGEBROREFEA LA LT RER
K30;

X#t— PRk, TELFHLEFR PVPKI0 HAEH 1: 0.20~1:
0.45, $E3% 1: 0.25~1: 0.40, 43 4E%GE 1: 0.3~1: 0.35; £it—
Tk, PTRANSHEOREELAN 5%~ 15%, Kk 5% ~ 8%,
AR 6% ~ 8%;

Rk, PrRGFRRIALLEQGEBRAT C2FHREHF Ak
AEH. WAN (LHEERBRTHRALEE, LB, BEF) S
Hl (QFEEARRTEER. BX. ROHwARA (R4&8, PVP,
3 PVPK30) . FEAHALE (MC) . ZEH4E (EC) . FRAAE
HEALSEE (HHPC) . BALATFTEHLEL (HPMC) . RF L
e X, AKR. Maak. #R8RAF) ;

Rk, PTEGFhARRK L QGRBMIN G T HIESERY:
aZOHG; bERBWE, X7, THREDELTZOATKAT;

ik, PTRGEGHGEEZE 150um~ 1500 u m, ik 300
um-~ 1000 m, FHR%E 400 u m~ 850 u m, HALk 610 4 m~ 750 4 m.

BEREREG—ALRRET XY, RELAAR—F &R GIRE T K
FoFTEHRGERFTETY, FRAIALEGARAN TR 2mg 3|
25mg, ik Smg F] 20mg; FALES ) HIRZH E4 20mg 2| 100mg,
% 23mg %) 92mg.

Kk, FTEGFRAILLESGH TSN Smg. 10mg XK 20mg, AT
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R FerbBE g 23mg. 46mg X 92mg.

EREAHG—AEHRFTXNF, RELAR—F @AITRQGERE TR
Fo_FETRGAREY, FERGERIBHHOHNBRABRERN. KA K
A .

RENKBEOFT BT R —FEBMNL, AR TZHRSERG: a
ZHOHE; bERBBE, BHEWETREARLSN; c. BRORE,

A, THRBYELTFEZAOALLHEAT, BHRORECEAZER
B ENEE,

Wi, P &G7E M3 % FenbBs.

REARKR BT OH R —FEBMAGHEGT &, AF ke

a. REMRBHTZGALHFTORLEE, KFEHHIL;

b. & HFH a FRFHRG IARFTERCK,

Rk, PP &GE MM H FertEs;

ik, PrE6GE RIS ETLIEMHF ETHETHHHR,

Kk, TR a PHRAGERBHARTHETLNERT, A
EFENERBENHR, AERYGHRNZOLGHTORLESH;

Kk, THD FRAEZRE ORI UARE R ORE LI HE
BTEMNF, TR a T REGEG D ABTEEOR;

Rk, PrRGEMNAK. T, AR. A, KHREMNY
whY, RiE AR LBEGRESY, #—FHRiEH 50%-95% LERKE
B (Blde, TTIAE 50%TEERERE. 70%CERER. 95%TERE
) .

RARER, EEEFTHOEATIR:

a. BRIELEBETH TR/ R, AZFEHN, EABFRSE
ThhEm, REZGQASETALA—TFHBEORGEY, K LEHR
ESHRA Ti#AT LB G&K;

b. ¥ FOXMHUREHRORELMERERTEN T, EHR
HREFmER, B9, L7, PFEEORE;

c. REZREHMN, EARATHEBCRERRFTEH A
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28, FIHAUBEEMN.

REWAFRE “BEFR” RBREFPIRIA L f LB BRA A
A, EBRA BT AR d F AR 8 fedenh B8 5 & R SER
—FHBHHELY, LT ARG FRIRRK L fderbBE o 5§ R4 B
Bpmod. Kk, RAAHBBELSHIING: A FIARILEY
FAEN IR EARFIN, REEBFN, BHREHEBML; H R
B EFERERG O IRERFA, KEBZBFAN, EREHEBMA.
BEBRAERP, PR 8 kR 3 3 A B Ienb B T A F) Bt K 457 36 A
BERAEFTHANEY; RARAEANFHIARIAE, AR—ZNREAEH
6 FerbBE; R REA B, HE— 2K EEHEAFHRRRL
#.

EREAG—AEHEFTXY, FHARILLEL BRSO EAH
BREFHH, —RaR—K, A-TFEITIRMEE.

BERERAH—AREHGERFT Y, FhARALLELWERS
BRAHREFHH, —AulR—Kk, ATFhFIRMEE. £FFhR
KEHARBLHEHBX, LOMRANTH 2mg 3] 25mg; £UEBAHAER
BEFLHHN, LARAFKEH 20mg 2| 100mg.

EREPH—ANBEGRLEQGERFT KT, FhhIFAE S5
BB AR EFHHN, —BR—Kk, ATFAFRMERE. LPF
PARRALEHZBLEHX, LBRAMNES Smg 2] 20mg; FB
AHBRBREFLH BN, XBRAMNEN 23mg 3] 92mg.

EREPH—NFAGREGERFT T, FhARIEFAE S5
BB AR EFHHN, —BR—Kk, ATFAFRMRERE. LPF
PARRAESDZBFLEHX, LBMRAMNEN Smg; HUBAHAZER
BELHEHX, LARAHNED 23me.

BEREANF —ANEAGREGERTATY, FHhAIAXLE 5
WESBR A AHREFTHHN, —BulR—Kk, AFHTRME. £+
FhRIAALEHAEBFLEHBX, XORANERN 10mg; HUEHE
BREFLHHLX, LORAMNEN d0mg.
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BEREREYRX—AFAEYGREH ERHT X T, FhAIAESH
WERBEASEANRETHAN, —AuR—k, ATFHEFRMERE. LP
FARIAALLEARBLH BN, XORANEN 20mg; £UBHR
BRAEELBHX, LORAMNEN 92mg.

BEREAH—AREGREGEXAFTATY, FhARI AL 5
BBRAOEABBRAFTHAN, —OuR—K, ATFHETRME. LvF
FRRAEGERLH B X ARBEMNL, XARANEN Smg; 0
BHEBEXERLHHXALEMNL, LOBRAKEH 23mg.

RERBLH TP UBEBRIERLEB X, KRIMBEXES: 1
DI RRBIEAFTEE 35%, 4 DRAERRTELH 30%-60%Z 0, 8 -6
EAFTEY 60%-90%Z [, 16 ) RIEKTFHFTEEL 90%; Ak 1)
B ARBIEARTEL 25%, 4 DEEFTELN 35%-55%Z 4, 8 A
T EY 60%-85%Z 18, 16 I RKTHFTEL 90%; RMAEL 1
R ARBUEARTEL 25%, 4 DIFEFTEN 35%-55%Z 4, 8 A
HTEY 65%-85%Z 1, 16 N RE&THFTEL 90%.

RKEPRASFRTHFPIRILLERZBLHHBX, REEZHF
PR E R RSB, RINBEBEN 60 24 AEBEE D HiF
TEH 80%A L, RikHh 30 4 AB B EE D HARTEY 80%KA L;
RAEH SHHABEBEEVAETEL 80%A L,

REAABRLS TR G ELHAAN FRUBYSETARL 1mg ~
500mg, HBFHARNEFTUR Img ~ 40mg; RAFUEHLESH
Smg ~300mg, HBMF HHESEH 2mg~35mg; TR UESF
A 10mg~250mg, HBMFPHREGESEH 3mg ~30mg; RKALLIEAE
A¥Hh 20mg~ 100mg, LMFPHHRGESEN 4mg~25mg; KEHH
BLESAE A 23mg ~ 2mg, HEF B LEH Smg ~ 20mg.

EEREPHG—AREFTXNF, 2E4HNFSA0E 23mg, &
BFHk Smg; EFH—AERFX P, LK P oA B 46mg,
EBRFBHAK 10mg; EX—AZHFXFT, LEHMNFLEAIhE
92mg, #HIMF PR 20mg.
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#—i, REAPLERB|T —FSFhRIIKL LR BILEE L
BAFES, AR —FBAHNH, HHHN P OEF HARBBEMN I
BEBRMN, A PHELBERRALEZHATZHRHSERY: 2.2 9§
& bEME, BHEMWEFTREARASN, ¢ BHRARE. XV,
EFRBEYWELTEAALHEAT, EHRORECEAEZRRZWEN
2®. BAAERNL, IHEUEBEERILERHE T RA4RAH,
EAGRERME. RFZNE. HHRME. RERE., THEHEZR. EAH
FFRE.

REPBRLSFERTY, ZOACARBAEBERGLE, TIRER
ERBTFHEL, REFRERL. BRL. S-RLEAE, RiLEMHE
., ZOREHERTIAR 150um~ 1500 pm, £ 300 p m~ 1000
pm, FHE 400pm~850um, ZAK%L 610pm~750um. EZH
HETUANT LG REMF, ETUARAFEERD R, AREFLK
ARR LG 7 X H1 4%

AEPBEASF B4R BMA T RIEREHERL K
AH, AP afaizirbR. BX. RUHnsnm (R4
B, PVP, ®w PVPK30) . FEH 4L X (MC) . ZHEH 4% (EC) .
BRRENEALS R E (HHPC) . BREFAS % (HPMC) .
BRFEALEH. R, FEMABRF. EXSESH T2 MM itiT
FubBEE W, RHHEE, PABEEK, REL, §TELT
eSO ABEME, KXk T LD GE M,

AEPBRASFBITOAHRLEEEMALTHEEORECLSE
BaRMHE, aiEERRTFCEH 4% . Eudragit NE 30D. Eudragit
RS 30D. Eudragit RL30D FREMRASY, KL LE AL FH
Eudragit NE30D. RAK AL R E. CREZTAR—F OEHE
. BIUH . FEEH . FEM. BN, FEMN. HRANF. LP,
PrABH AR RTHH,. A=, RL_B. 8B bhE.
MR, SR _FREFMR _R-TEFREMNGRESY, £
HEZBREWE;, ZANCGKERR TR X, REF. A,
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BX. EZATHELE. BATHLEFREMNYRLY, RALRET
(PVP K30) ; #¥H CLELRRTHELH. RERE. BH2RSE
KM@ RLY, KEFTH, BANCEERBRTF _AMLET; #
EH QB RBRT4E. 4. MR, AEE. A% %, RESF;

FENOCEERRARTELSSNE., RS, RTHH. &8, TF
B, MR asarmTmaes#s. F2F&. LEHF. &,

AFHERECMGRAEY.

AEABELSF RO KUBEERLPEBOREE (25
HHECRERWGAET R, ww) SETURBEEZRAZ, —&
k3, BBROREELE D 2% ~30%, KL 3%~20%, LN
4% ~ 15%, T 5% ~ 10%.

REPHBESFERITOSKARBEREMATY, TG EEA
SHEFHN 10%~50%, ik 15% ~ 45%, FHRE 20% ~40%. £
A7) P B RS9GS2 ETAZ 0.1mg ~ 500mg, 4% 1mg ~ 300mg,
F MR 10mg ~ 250mg, KL 10mg ~ 50mg, &AL 23mg.

FH—Fh, PIRARZERFNELELN, 4k Lejiest
BB, RASH LA B EH PVPKI0 A NEBARE, 18
ST RAGBRBEMAGEORE, EAERARIGRITRR. B, RA
LEA R E FBILA PVPK3I0 4 85 @R EHHH AT 6] & 09 Frb B ik
HEIFOGREHREN, RBRIEERFRGRHE—HHE, RAEXEER
SHOREHEEFRETEATHGZERHR . AARNALT ARLTE,
ZERTORERARBIZXNHUWRAKYARE. ¥, TEHE
*/ PVPK30 69 F% 1: 0.20~1: 0.45, 48k 1: 0.25~1: 0.40,
HAKEEEZ 1; 0.3~1; 0.35,

EREREG— AL RETXF, RUBEERLGHYES
Fiwhds, EHRORERA AT REAHNEBECRMA, PVPK3IO K
HILA, TEHETHAPVPKI0OHAFILA 1: 0.20~1: 0.45,

BEREANF —AREGRET AT, HUEBEERALGEDE
SHIE, BROCRERA LA EEHERARMHA, PVP K30
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AHEIF, TELEEH PVP K0 WA EFILH 1: 020~1;: 045, &
BAORKELEH 5% ~ 15%.

BEREREF—AREYGERT AT, ZOALTHEN, b
BEBAUNBDEFLSRUE, BRORETLAHA/THEHG
ARAH, PVP K30 HE AN, TELLES PVP K0 A FIY 1:
0.25~1: 0.40, BHFARHEETEB N 5% ~ 15%.

EREPAHX—AREGERFTXT, ZEALEHERZS 610p
m~ 750 pm &9AEA, HUBEBBAFHE T OIRE, ERAR
Ev LA REAHBREORMA, PVPK3I0 HHELA, LA SR EF
PVP K30 ¢ Eh 1: 0.25~1: 0.4, BBREAREECEH 5% ~ 10%.

EREPAHX—AREGERFTXT, ZEAALSHERERHA 610p
m~750 pm SN, HUEEBMALTEHERALLEESFLY
Y, BHEOREFLEHEEAHAEHEORMA, PVP K30 A& ILH,
CEHRFAPVPK3I0 A FILA 1: 0.25~1: 04, BHRORHEER
B¥ 5% ~ 8%.

ERARPH—ANEFR ExBP, THAALSHERA 610um~ 750
pm &R, RUBEFEMALEWESILLE, EHFOREPTLEY
BEHEHEORMA, PVP K30 HKILH, TEHFLEHA PVP K30
GAFILH 1: 03~1: 035, EHRAOREELEN 6% ~ 8%.

EREAUBITRGBARRET X T, UBEREBALGHES
Fihll, BTRSE—F @SR MBHETEIHH, Sl TURELAD
EMA . BN . FEMN. HekH. RN BANF. X, AR
HEATHERMNOCERSTRRAGERN. METELAGERN. Al
BETRAGERMNEEZTAGELN, OELRRTF+REAR
. +XREARM. TNABERRMA. T REXBRA. —FEHEH
BRESARBR4N. —EAFAMAMA. TPBAS. BLR.L SLEENS By BR BS .
RETHBAKLEBRRAFRE. RALHBHRE. REATHKHE
B, RLHARARRLSY. RATH 40 LR ME. REATH 508
PRERES. RELE=ZREAEY. RAAR=ZRELREY. EKLE

10
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V& BE S AZAR B R (3] -40). BLAL ZLEE £ 5% N8 BR BE (5] &-60). LAENE
BRHEBE. RELHERREFRCMNGRSY,; FFAARN el
RREFHBTFRE. KRBRREARXL R TN, TRRTH AR,
BT EEBRM. BBARE. BER. . AEHARNFREMNY
BAY; B OELARRTHELER. HBRE. AR, HEF
Hr; BAFNCIHERRT_E8ALF; FHEHNOELRARTESF
. ATREHE. BTHER. &8, THERSF, [k aeEarmn
FHae#H. F2E. LEAN., HEH. ARTHF. Kk, 3
ERAR FREHILE.

ALK A b Ferb B R MU, 24 DETIRA —RET LA S| RIF A%
TR, KRB RE-FE, RRFERERE, BARFHERER
R, RAAIeabBERBMA, HWIMEBVEH: 1 RRT 35%, 4
JNBHAE 30%-60%2Z 07, 8 NBHAE 60%-90%Z 18], 16 N B RAKTF 90%;
ik 1 B RARIE 25%, 4 DBHIE 35%-55%Z 1), 8 BT E 60%-85%
Z g, 16 PBRKT 90%; R 1 M RBE 25%, 4 PETE
35%-55%2 18], 8 DNBTAE 65%-85%Z 1], 16 +JNBF RI&TF 90%.

REAGBERER LR E4H, By EHIHE 2010 FR =K
EBEABERNRFMWMEX DE—A TEEMHMNREZEHNN), A
EEGHE 2010 FRoFWFEBEMNZE (BHFE X C) Bk (X
) PHEE, K (500ml) HBHEAMNRK, 37 C, %5 H54 100
3, THEGIE B E RS

F—FE, RELALZRB,T —FrieB g E 859 ashs 4
Fik, BHFEAE:

a. REBEGBRISMNZOHLSHFTARLES

b. vk E&E D HBITRFOK.

Rikdy, REXAIABEREMALGHNET ECFUAT IR

a. RIEULBEE R Y E LM, mAZTEMNER, FEGHT
#AFARLEY;

b. vk L& D HBITERBEOK.

11
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BRI, REALAEEBBALGHET EQEAT FR:

a. RIELBERAHYEFLHEH, WAEFEMNER, RALRH
At E G HGHATER @K

b. ¥ BB OLRMHUARZEHEORELMERERTEN T, 2Tl
LR P ABFTEBEOR,

BRI, REALUEZBBALGHET ECEAT FR:

a. RIELBER Y E LM, mANEFEN, ERBFRE T
RER, REGHULSETARA—THBEORET, F LEABHRAED
FREFTHATLE K,

b. ¥ FORMHUREHRORELMERERTEN T, EHR
FRETFTRAER, 8849, L1008 7H, FHEEACRRE;

c. REZRBHMMN, EARATHEBRORERRFTEH A
A28, FE BB AR,

EF, RAAFEFEERQEMNAHR. LB, AR, A=, &
FREMNMHREY, RAERRFRTLBHREGY, #H—FHBEH
50%-95% LEERIE R (Flde, TR 50%TEBKER. 70% LEBKE
B 95S%HTEEKER) .

REPHUBEEBEBAGHET EF, BHEFTHERRI AR
wE, HMWEFRAEKESH, LRGBS, BX. R
vkl ER (R4AM) . FEAHLE. SRRAKGEZARLEE.
ERAETEAHRE. RTFTEALARH. AR, MEMEF. BHHEEL
TRB—F LA FTREIER, e TUAREGERN. HR
Fl. FAHH. oM. REEH . BANF. L, FFRGEGHEEA
CEAZTRERGERN. MEFREAGERN. ARETFREAEHE
BANZERTFEAGERN, OELERRT+oRERARE. TR
B4, TANBARRA. T oREFRRN. —FEAFARBRRA.
—CEFRAMABRE. M. PLRLABIARE. BROEHK
LELEERR B BREE . A THISHBRES. RACHBINE. RLH L
ARRSY. RETH 40 LN ME. RETH 50 BB M. K&

12
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LREZSHBEERY. FAAKZHEERY. £KL R LATH R
BE (5] £&-40). BLK L ZLEE £ 58 8 R BS (3] &-60). RS HHE. R
S UHEIEREEFRCMEGRSY; FTRERRN CIERRTMA L
BE. KRBRKERELEEH, IBRROHLARF. RTFERBH.
BB . HER. B, AEARNFRECMNGRESY; HHH
CRERBRTEES. R, MR, KAFk ek, BANG
HFERIBRT _RAKTF;, FHEHNOEARRTESETH. HESH.
RTEHERK. o8, THERE, [HRHeELRARTHIeH. &
2E. AR, HER. ASTHF. RARAHHERSAERLY
FerbEg.
REPHUEEBEMANGFET T, EROREFHERAR
MR @ERRRT LEL %K. Eudragit NE 30D. Eudragit RS 30D.
#2 Eudragit RL30D, kit Z X4 4% Eudragit NE 30D, &AL T
AR E. SBRORELETUAR—FOIZHHN . BN, FREH.
EEN . BN . FEH. HeRMF, KF, ARAEBHNCRERR
FHbh., A, RL_B. =B, MEBBR=CH. X
PTRERR R -_TERS, AL HE,; KLHNOEERRT
Ro—Bk. RAM. BB, X 2RAFHLE. 2ATHL LS,
R KL (PVP K30) ; #wEH CHERBRTEELE. HIMBRE.
WA, REF B, BANCERLRRT_AALLTF; FEHE
HERBTFE&E. 4. PR, L. 85 %, RESF; F5H
CHERBRTETER. RSN, BTHH. &8, THEHES;
M aEeRRTHaeH. F25. LK, HEB. ALHH
¥.
ik, REPAHELEZBERALGERORETSA LEL S
FAREM K30.
EREZAHG—AREEREREFT AT, HUBRALGHEZ LT
a. M EHICLES, R LBEREME, RAIRRKREN 20% (w/v)
BLEBORER, REGIUSCETALA—FHBEORET, FLiE

13
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BHRABHRETHALB AR, FRHAS.

b. REBRORMALELEETETLHRER, XREE 3-83%
(wiv) EBA, HEH 5-7% (wv) REA, FeAZEHFZHEIL
¥ PVP K30, EHFIFRAETFTmMAER, HH, X100 B R, $ALFR
RN RALR R L REB T G BA Ferb B B 4 B 6 | 3 A Lt AT
gRaR.

ERCKRA LB ORUABRE B R T L RBCT ARG L R A
HATAE, KLY TLREH:

LHOR-FJRBEN 50~70C (BBANBRERKE 4012T) ;
H#HREHH 0.3~0.5par; BAEDSN 1.0~2.0bar; "RRERH 5~
15g/min.

SHFOR-BERBEN 40~45C (BBARERIFE 30~35C);
H#REHH 0.3~0.5par; FAEDR 1.0~2.0bar; *RRERH 3-
12g/min.

REPBEAS R QG F bR A E BN RBEMI, 2 REHR
AR, LATRARFRERAMAS S ERATHE, Hle, TR
ABoHEE. HFHERNE. ARAMALE QRES.

Bk, TRAATHRHE: H 400 ZAEBASETECSR
BT, HRERFPRILEMIZENGEARE Y, RBEHSH L
R H R B ERTHELE, ST, RE, T%, HEFFH
ARRAERBEREMUMN; BTARARTF EHHE: HRRFPHRIL
%, BHANBELIHEHRLSHE, AL HFTER QKM #
BHMETHHBREAMNA, FHER, FFGRATR, Fo, BHF
PARRLERBRH MM, LETUARAATFEHE: HRRITFHHK
K, PEFESMNALIEH, AEENENER, ROBHaR
Bk, RBREGHE, ETALRARREORE T, EZ2GABLTA
HRET, ReHERERARREGFT XN RFTZHLEHET, LEH
SERE, WRBEERAAL S 24, B, FHFFRARIALLERBHGM
.

14
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REPBRAS TR T HFIHRILERBMRAY, @2FHREHHF
PARRFE . AANPHELSN, TRRAN QELRBRTRAELLE,
LB, BES;, BoNOEERRTREER. BR. ROHwEREH
(4B, PVP, 4« PVP K30) . FEH4EE (MC) . AL X
(EC) . BRARENZALLSRE (H-HPC) . ZRAEATESEE
(HPMC) . ZFESE54. AkKk. MEMHK. SERAF. Fh
BT ETRGE—F AR MBEZFTEIEH, HleTARRGE
MR . BN FAF. SR EH . BRHN . HEBEMNF. L+,
FrRA{EBERNCERAETARHENN. MEFREGERA.
AEETREHERMNAER TABENR, OELRRT+Ho0tk
B4, BB, T ABABRM. oA XBERM. —FH&
WA BRMA . — AR . PABEAR. BLAK L BB S A5 R
B, RELHPAOLREBIRMRE. RACHBHRE. REATHE
BrEisk. ROHEAHESY. BETH 40 RRERE. BRLH
50 EARBRES. KA LK=REBERY. KAAR=ZHKREERY. £XK
Wy BLE BE B AR AE B8R B8 (3] #-40). BLIK L BLEE £ 76 B3 B BS (5] #-60). £
RIS E. REALHERBREFRECMYGREY; TEAHRNG
FERRBRTHRBLEE. KRKEFETRTH, THRRTH AR
M. RFEEHH. TS, SRR, e, AEARNEFRE
ey ReY,;, RENCERLRIRTELE. BERE. Bk, £
HEkBE; BAN OEERRT_AALKTF; FHENOHEELRRTE
FTER. RS, BTEH. &8, THERF, #xAlazfax
RFFaes#. F2KX. LK. HEH. ARHFHE, HBEHNOE
AARBRTFHH., A=, RL_B. —#8RHHE. HER=T5.
AR —_FTREMBZ _R-TEF.

AEABELSF R GFhRBAL T ERRDFIARIZLLEEFH
AREAEBAEEETN 1% ~30%, Kk 2% ~20%, £Hhik 3%~
15%., 2EHANFERBSQOSETAR Img~40mg, Kk 2mg~
35mg, # ik 3mg ~ 30mg, KA L 3.5mg ~ 25mg, K4 R Smg ~ 20mg.

15
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AEAFPHRILEMAGERZEEND 30 SHFEREEV AT
TEMN 80%R L, KA 15 9B HEEY HARTEL 80%KA L;
BAEH SHHBEEEEZ S AIFTELN 80%A L,

AEAPTHE&HMAL, BATUAR 150 um~ 1500 p m, K% 300
pm-~ 1000 m, FAR%E 400 u m~ 850 u m, FAL%L 610 4 m~ 750 4 m.

A OA 8 AR L 2R A Fr et B AL T A HE— F B AR A
EEHHMN, e TRAEBREHERF R TREN, R4
BEF#BRAMNF.

W B L9

A1 EERMRNIEKT QBB G K

B 2 FHeLBESBMIAE LS KRN G2 RE & &

B3 FhHREBBRILUEKTEGHHERBE

B4 £kH)167HE—RIEUBEROLRMBIERBEBLNR P
8RR W &

B5 ZESI6FTE —RIEUEBELFORBAERRHELSFT
8RR W &,

BEREHF X

ATt R LT A RKARAFTH—F A, XEAERE
2, TEHREKEAFTXRARLARLA, RABREARAAR AR
RRRARAGITRT, TRRBERBERSR G AA E AR Fo > dnsa iR
STREARATHE LS, XBEBRFREBJFALRLAYTERZA. £
b P RENEARESAE, BREFALE XM & H 2 &484T.
FiRENIBLEREZREF B, HATABLEFTHEFQG TR

ERERAHRES T, RIEFNBE, HRAUTF R4
BR B R . B P B 3L 2010 SR FBEXEMNETEMRERX D)
F—RATEAEMNNREZERNHN), KA FEHIL 2010 FR MR
BEHEMZEME X OFR@EE)EE, K (500ml) HEXK
AN, 33k AHE54F 100 $, 37 C. FHEMMBAE smi(F 4L

16
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FENMR), R, REBRBABARER., RAGEAREE#E (P
B 253 2010 A=K FVD) , AFRESRESBBARALN, &
BH 35C, 50%FTHAAHM, TELNE, REHEHH 1.5ml,
BRALR SBIER 200 w1, ENRAME#, BREHILEGEDR,
F R R &, FERE, ShFETERE 6 E 246G KRR
BaE.

EREANEXRBF, RIEFFNBE, HIRAATFERAEZFH
AReE B E. B EHE 2010 FR-FRFEREMNZESE MW
F X C, Rik), 2AS500ml RAFEANK, 37 C, H&AHFL4 50
. THEN BB SmI(B AAFEANR), BT, BEIEZRNBX
o ER . R RS TILRASE & (F B I 2010 R—FMRIV A),
£ 225nm B KA R ZBME. FRERFHHBREFE, HER
B, MmRKEBRHAZEHFRBEAE Iml F 0.1mg &R, FEMNZT, 25
HERANEAEZHFRHRGEREL TS H.

ATEAEFAPRIEFINRE, FUAFLESHETE:
MALEHR (%) = (Warsesr— W zarss) /W gnznse X 100%
BREOREE (%)=(W snerenress — W anerinrees) W anerssrses
x 100 %

PAUKEIE B =(W erpmness = W anearees) W axesrser X 100 %

R#hH) 1 SREIEMN G S

&t

FotBs 400g
=P WS 600g
LA RE 60g
¥4mm (PVPK30) 20.25¢
LE-

BEHRUEBERIARETETHEN (v, T5%CTEHERER)
v, REBLSEH 30% (wv) HLEBARER, EZGHE (mh
ZETIO~SS0um EEGERALYL) L FALRET, REAERFTE

17
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RTFZOALGEERE, HFELBIBEALL. RERLEH L FTAES
B (PVPK30) BTEEFNTLEETRARETK (I, 95%TEEKIER )
b, REELSERAN 10% (w/v) QEREHGEOIR, THWEH
HAGHATEBE AR, FFARLEEEMN.

LHA) 2 BEIAEBALBRIUE R

ATRERRAHGBBRUEMARTEEGERANERIER, B
E#H 1 R FEEFTE, TAHE I HEFRLBEML, AR
BAE. R—ZENEFLUEMRAL (22 HIUEY 2mg) , &
vEHE 2010 FR-FHIAEXENZEMWRERX DE—FATL
B M REHEHHN), RATEHHE 2010 FRoFHFTE S ERZE
HFE X OF ZFEH)EE, UK (500ml) HBHENMNF, kS
548 100 3, 37 C. FHZEARM SmI(F HALFENK), &
it, RERBRAB/RBER. RAZGEZRME#E (TEHHHE 2010
MM FEVD), AFREASRESBBRAHALN, BEBH 35C,
50%FEEAHASIAR, TERRNE, AEAFH4 15ml. RERXER
B 200p ], ENRAEHN, R IHEWUEGEDR; HRILWE
SRS, BEMNE, SMrEtERANEHHEREXTSE. &
RELEB 1, TAREAVBZHHESHTHEBRLXREMRALELA B F KK
ShEREHCR.

LB 3 BEREBMAUKABRSGHFEAEHR

B dL: AEREH 1 FHEKIEBRGIE (EBMRL) b
RIHF, ARFEH 1 FEQRABBRMUNAYREHFN . RANE
VA £ 8 ek B39 4 23mg.

Rt £ Beagle X 6 R, #AEF, Beagle RIKEH 8.97+1.05
kg.

SR F R SEIE XA BN SGRE R 0N FHERA
2 R4 £ 3G IaEE 23mg # R H A £ I EE 23mg ¢ R b4
H, HAFXEER 15 RG%hAH, ERXRELHE 0.5, 1. 2. 3.
4. 6+ 8. 10. 12. 16. 24. 36. 48h 45| FHE# kR 2mL, E-FAH

18
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FARBLH R EZREF P, 4000r/min F X 10min, 9 F X, BK
X% 1mL 2 EP & ¥, #FERET. AKGHENT AR M,
X E-20CREFLELSHN.

o RHERLE: REFH KRR 100ul, E 1.5mL FFP, fe
20uL K, /m20uL WAFER (500ng/mL B EAFFIER ) , /= 0.5mL
FRH FEE, BA 3min, FH - 10min (9500r.p.m.), H-F B LFRE
20uL, #TREHEHRAT LCOMS/MS 547, wRE#E,

&M H4HEA Zorbax C8, 5um #42, 150 x 4.6 mm 1.D.,
£ 8 Agilent 23 ; AN CI18 K4, 4 x 3.0 mm LD. £E
Phenomenex 28] ; R A 25C; Azh48 % ¥ B5-0.5 mM T BR4( 75:25,
v/v) ; WikA 0.5 mL/min; WA= A R EAF#H (500 ng/mL ) .

R4 AP13000 & & BEWAT R #L. & TFTRAHKLENE
% F4&E (Turbo lonspray #& ) ; R & F4 RA&R; RELEN- 4200
V; BREBEH 450C; FK (NEB) % 8; AF4A (CUR) # 11;
BER (CAD) A 5; B#HFXASEAEER (MRM) , ATEZES
M EFEES>HNA m/z338 - m/z78 (#£4E, CE-55V) , m/z
307 = m/z229 (RAFREAFA], CE-20V) ; 230 H % 150 msec.

By R HIEAIE: KA DAS 2.0 ¥ f do 25 RE KB AT S
s

MEEF: Beagle RAF 0 REHNF (23mg) G RLHH (%%
#) 1 Fdeb B B A ) fo RN (RXF) 1 FBEBMNL) B,
REREEREYRERE (pgml) NILERELE 2, £ 2¥HHHH
FRELE 1.

A1 2REHFRK

. Tmax Cmax AUCO‘)TH *E’ﬂ'i*lﬁ']ﬁ]li
AR 5 4 .
(h) (pgml™) (h-pgrml™) (%)
A 2.33 +0.47 1.11 £ 0.13 9.39 +3.23 100.00%
2 XEN 7.33 £ 0.94 0.55 £ 0.07 8.72 £2.67 92.87%

B2k 1 &R, REAKXKTRALZPREHICLIEEFHL
# (KA&H 1 FERBEBMA, SHEALE 23mg) SRBILLER

19
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BHAE (RLHIH, LS 1IenBEHBEH Y, 2FEE 23mg ) M
W, Tmax 3B FRK, Cmax BFHBAK, ZHERNE, TR
st A W F) B BRI F 6 92.87%. A RE ARG HALBEE B
WAMEES RLENEHF R, RN XEARFHEBEHF 4L,
KKBARTERE, ERTHARNE,

LHP) 4 EBELERFHPARMBAGHE

2k 5

HBEF Ak 100g
=P 500g
k-

KREIHERTFPHREBIARETETHEN (o, R) ¥, BEH
B4EH 60% (wiv) LB ORER, EZAHITE (R E 710~
850 um EEHERELS) LTALRKRET, ¥EARETERTZES
S FE, BPARRAESRF PRI,

%#&H) 5 BRELBRFHARMBAGKIIESERE

HEERLR A EBLERF PHRBAATEESERGKRIEBER
R, BEXRD 4 R FHREEFTE, EEHE 3 RBEFPHRMA,
RMEHLELE. R—REHEEERT ML (S2HLARFHR
#20mg), B EHIHE 2010 FRFHFIERERNLERE FMWER
XC, Xik), vAS00ml RHEHMR, 37 C, #HEAFSH4 50 %#.
TR E B SmI(F W AALFENR), B, REBRAY R BE
o RABITRAEAER (FEHHE 2010 R=FHKIV A) ,
A 225nm W R KA R RZBE. FRERTF AR REE, HFHA
Z, MAEBRAZEHBAE 1ml ¥ 0.04mg Q%, BEAZR, &
AHAEREANEEZHFIARGREREE TSR, MEZLERLE 3, T
R, AERAHHELSH P HEELERT hARM AU EKRSSERRE, 5
SEPRP TR £35 90% A L, E&EMEIKIEBHE,

£#kB 6 AFFhHREUBEEREYNE

BRERH 1 H S B BB, foREb) 4 HEHRBETH

20
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A, BESFHE, ¥ FBER—ZHEFHARSPHY, BE
BE, #ELERELAWE 23mg, 2L BF P Smg.

£#k57 AFFHIAREURBEEREYGHE

BEHRH 1 HEN SR EHENL, o EXH 45 E0RBEFH
A, BESFHE, ¥ FBER—ZHEFHARSPHY, BE
BE, #ELERELIAWE 46mg, 2L BFHHK 10mg.

RHH 8 AFFhAEUBERREGHE

BREXN | FEHEBILEMI, PR 4S5BT H
A, BRASEFHE, RHFER—ZHEFHARSPHY, BE
Bk, #EEREAFLE 92mg, X BRF P 20mg.

L5 9

12 2K (BMI) >30kg/m2 BERE, FHIHELEFE, F
¥ 22-55 F. ML, RE. RFATHEICER B L RF BRI E.
Foif Brieub B MULR BA B B 7 S ¥ ket B R B E (&
B R F bR AE B B AL B A ) F 3 FrHIH S e
BE. AP RBEERT BHMAIKES Smg ¥ ERF K, L&
BE AL &4 23mg &hdevbBs, A7 EMF HkitbBEBRMIUKRE
Bl 64 Smg 09 B E RF DM 23mg (YR Bienbls, LREBER
F M. BRI ER LB | o ELHb) 4 HHEF
EREGHE REBALSEFHE, BEREBRTEANTHEARIKLE.

BHMRAH 24 B, BR—K, BABRA—BEEBEESN. &
12 A6, TUARBAREZRFEANMRAREGES, HERX—K,
Hhk 28 a8, ARBE, FTA QLKA RN S00kcal/ R g MARH#,
AR “BRHILF4L£FE” (Food Guide Pyramid) F &2 #H LA
ERGRAZRL BB ARSI ERE, RAEZSWHARFRE, FEHFRK
A 8K, BRZRAEWBARFEIE, HviazhE.

RBERE, BERXARFAREYHETLER. &R, AFER
F hRIAEE BB R AP H(SENVEHRER 5.45%(0.81% ),
HREUEBRFERARBABEDAR 2.01% (0.38%) , LAIehEE M E
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£H 1.35% (0.65%) . TRRALXARBHBEHESH (AFERF
PARILEER BN E) ARG RRER, LA BRERRHRT
RREBNFPIARIERAERNFLE. A24NTE, RAPRHE
HE e (AFERTFHIAREUBEEBEMLBKRE) AAALKIE
FHRREE, mEBLBRFHIHRBABEEFZE R EEMUBE
WEREERE: BFE. A, FEEFARRE.

A4 10

—4% 38 HRRpEE Al (4RE 115kg, BMI35Skg/m2) , XA
—BAZAKE MY (AFERFHHREUBEEMLBKE, A
A Smg R B L BRF Hkf 23mg HE BB ) , FE-ANABK
HEEME 24, BHERRA 2EEE. BF=ARE, RERRT
5.5kg, MAARRA Y ERMWEER “W” QREMBLERAWK, BA
REFAEAECFTEGIER. ZELARSGAHY 2 NAEZBET
15kg 9 Em BLEA SR .

£HH 11 RSN ERSELHNGLBERG LG O RILE

&5

/7 el (g)

¥»aHh (g) 50% Z 8%
HPMC PVP HPC RAFEAH) (ml)

230 6.9¢ - - - 1150
230 - 6.9¢ -- - 1150
230 - - 6.9¢ - 1150

AW =

230 - - - - 1150

#&F &

FREX 230g kB RH 440, 9540 50% CBEEF, £ 40C-50C
mBARAT B, B, F 554K HPMC(E5). PVP K30. HPC %
6.9g, WRRMAF—H. Z=M. REZHERY, FOORiEELS
H, £ 40C-50CHBRESTFTHFE, BB, W50%THE 1150ml, B
REOTRARELNGLBH ARER.

AFREX 500g BAEHAE (710~850um), EFRUCREKRELRAT,
ZEHRREEA 55C (REABERFE 40£2C) ; #HREHH

22
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0.35bar; FALE A 1.5bar; *HkiE R 5~ 15g/min (REBALRS
REEA%K) . ERBACKETALRET, ¥2BOREBRUAKRY
FARFTEZORBACERE, LHLRE VR T 45CHRERL 5 2
A STRARSHGESG AT, ERALK2.

ERERAN, R4BLNH TR TR B, &
B, PABEERK, THL, HTFRBLATHUBESESNLE
ER, KX¥TRUEBHHHREIHK.

A2 BN 5 RERON A HERN LHORER

& K44 271 #2752 27 3 $ 7 4
%K (%) 7.8 3.7 5.5 2.1
Lt #5618 (min) 71 62 68 54
BALEHER (%) 94.2 93.7 95.1 95.4

LG 12 ARREMNAHABRG LB ORERG LB ORER

FREX 230g FeuhEBE RH 440, SR mEFH 50% B, 70% LB,
95% LBE. ARAKTEE, £ 40C50ChRMBRESTHE, E®/, 4
AR B4R E 1150ml, BPARAREER AEHeg4 3 aRER,

FREX 500g BAEHE (710~850um), EFRULREKRELRAT,
BEHRRNBEH 55C (RENBERFAE 4022C) ; #RESS
0.35bar; FAEHH 1.5bar; "RHRFEEH 5~ 15g/min (RFALRS
METAE) . EEBARAETALKRET, FAREEMNHEKGS
BORERARBROFT A RFTEZGEBASERD, LHLE RE IR
F 45C e E R 5 24 F2AREER HEK L3 @ RGES |
HARE, ERALE 3. £REAN, 2HARERTELLE—RENKEA
AlFLEHER, FEPRASK, RERAULEE), GRIHELE, 2
LR, HHPERS. LHAREETEH 50%-95%E B 64K,
BAKEEABR QR NEFEERER, EHEZHT 90%, KL
AL,
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A3 URREAAERNGSFHORERG EHORLER

EZ =L 50% Z.B¥ 70% LB§ 95% Z. ¥ AT
& (%) 2.1 2.2 1.9 1.8

25 8% #] (min) 54 50 48 44
BALHE (%) 954 94.5 91.6 90.4

EHH) 13 REBRRT G NG IenhEE L BB EE thik
H MM F:

FHHG
. Feut g
& F
(g) BAEE (pm) ¥ (g)
5 230 300~ 400 500
6 230 500~ 610 500
7 230 610 ~ 750 500
EHOLRERF:
-5 PVP K30
&
(g) (g)
5 50 16.5
6 40 13.2
7 30 10.0

#&F &

(1) #RIX 230g FbBE BF, M 50%TEEEE, /£ 40°C-50Chek
RAETHEE, BB, 0 50%TEHEE 1150ml, AT ORER,

S H AR 300pm~400pm. 500 um~ 610 pm. 710 p m ~ 850
pm ERALEE 500g, ETAAMARRREORSE T, REHRREEH
55C (B4AABERFAL 4022°C) ; HREHH 0.35bar; FHES
A 1.5bar; "RREFEH 5~ 15g/min (REACREEAE) . AR
BHGELETFRAUERET, ¥2BLREBERURRG T XN RFTEEA
SR E, L RE MRT 45CHE R 5 040, FieabBed s M.

(2) HRBREFEHTLELHFE (EC), WmEE IS%ULHER, F
AL FEH PVP K30 BRGSO KR,
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(3) RA LREHZM LB AT E 500g, 28 E-FRMLK
BREORGT, REHRRBED 40~45C (BEABRERFE 30~
35C) ; #REHH 0.35bar; FHESHH 1.5bar; "RAEREEH 3-
12g/min, AFEH P AL TFRALRET, LA IANRFTHEBRORE
BARREF XN REFTHENARABRRIGES AT, HF
ARABRBRIGHRUBEERL, BHEOREES NN 10.9%.
8.8%. 6.7%. Z#F, MAKEESNH 2.2%. 2.1%. 1.8%.

ol ettt BERMANEDBIENZLERLE 4. R K
B, ZOASHERRINHRUEBRBEMANBDBEENGYhER
REEER,

A4 RAEBRASBRERNER

w5 g PG S BB (%)
1o8F 48 S8BT 1208 164N 20 B
5 300 ~ 400pm 21.6 55.5 88.1 98.5  100.4 101.2
6 500 ~ 610pm 16.7 49.5 80.6 92.4 98.5 99.6
7 610 ~ 750pm 19.4 56.8 85.4 96.2 99.8 100.4

£#kb) 14 XFAEABEEMACRGILABEERILY
#l &

SEBEORLT:
KT 8 9 10
M 500 g 500 g 500 g
Eudragit RS30D 133g( M & FF
#Ag 40g)
Eudragit NE30D - 167¢g (A& F
F# A8 S0g)
Eudragit RL30D - - 200g (A EF
F# A8 60g)
wEH 20 25 30
K 246 309 370
& F %

SR B4 F ¥4 Eudragit RS30D , Eudragit NE 30D, Eudragit
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RL30D K84k, mA— 28K, #9; BEFEHEEH AL
FEFHKP, AZTWHLMNYL 3min, HHRERERBA LK
Kao#kd, 889, T80 B R, FPRAEBARE.

BREHRS) 11 FRF 4 FEGESMA 500g ETRICRKET LR
G, RERREEH 25~30C (BERNBERKE 23~25C); it
REHH 035bar; BALE A A 1.5bar; "RZREFEH 3 - 5¢/min. £
B HAETFARALKRET, 98% LR 3 FEEQREZRUKRRGF N
RETFEHH AL, F3 379524 Eudragit RS30D , Eudragit NE
30D, #= Eudragit RL30D HBBAORMAGIUEBEBRMNIL, BFQ
REEHAH 9.7%. 11.9%. F= 13.9%. FiFiabBi BT 40C
BERBAPHAT 24 SRR E,. BE, MAREESRNHS
2.8%- 2.7%-. 3.0%.

BHYBEAERNZERLES.EREH, RARE XA Eudragit
ERAR 2 e 4 & 1 BB AE R F oG B R AL,

A5 REEMQ PR 44 R R NS R

FAE (%)
ab
1 /8¢ 4 SR 8 /J B 12 e 16 /B 20 B
8 19.6 44.6 70.2 88.3 97.7 99.7
9 155 34.4 66.3 77.9 92.2 94.8
10 16.4 36.5 68.3 79.4 95.1 98.5

k&S 15 HUBEBRALGHE

BHORET
w7 11 12 13
EC 30¢g 30¢g 30g
PVP K30 9¢g 9.6g 10.5¢
& F &k

MR BELRLEFRAEWRYS, BLEFEETAETE 5% TE, KR,
5 R mA s E6 PVP K30, BB, FHEEERR.
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REXRH 11 PARSEAHNGSHORBERHNESHEHMA
500g E FARAMEARTEOREGT, ZEHIEESD 40~45C (KN E
BRFE30~35C) ; #REHH 0.35bar; FHEHH 1.5bar; K
iR 3-12g/min. BB DAL TFALRET, 23K x4
5 PVP K30 REHIHEBRORER (BBRLRLEF 11-13) LA
R F R REFTRHG ARG, BROLRHEETSHIHF 6.56%, 6.65%;
F26.79%, R TELBREL PVP K30 RE b4yt Bs 8 B0,
B, BAKEEINH 2.3%. 2.4%. 2.1%. HWBXERNZ L
FRE 6. £R LA, PVP K30 EZBOARLAFTPHAERE Y At
WEERRBMA G B BEEE, EAFMAK, HHGESE RFMRE,
B b, drbB 8 B MK BB ET LA TFY PVP K30 AEBEAR

275 P W R EREATRE,
A6 A 11-13 HEHEnRE R MAUBR BTN S R
BB (%)
2’7
N 4 ] B¢ N 12 5B 16 /J B 20 /J5B
11 17.4 36.6 64.3 82.5 90.7 95.5
12 21.8 47.6 76.4 91.3 95.7 97.8
13 24.2 514 83.8 99.7 99.6 100.2

EHH 16 LELERABRETE

(1) Re-HAHnBREALSHHE

FRIX 276g JLUbEE BH, e 70% LEEEF, £ 40C-50ChHRE
THA, BB, MT0%TEHE 1380ml, RSB ORER.

FREL 710 u m ~ 850 u m MY 600g, EFRMLEKAR ORGP,
ZEHRREEA 55C (REABERFE 40£2C) ; #HREHH
0.35bar; FAEHH 1.5bar; "REZFEH 5~ 15g/min (RFEALRKS
BT ) . EEBASKETFALRET, BB AaRERARTN
FRARETZOERBALAT, LHLERE AT 45CH8ERIL 5
248, BE RSN BRAHAYE, RE, REXLBLEREMK
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HHEEEWE, T ERAYGLHRFERR, LK.

*7 REBAANGELBERA ALY L EARER
i # & 2HFH  BEALE  BBHALE  LE#E RPN 3

R (FF R4/pe)  F(@) F(g/#) Fo ¥ (g/3) (%) (%)
1 12000 276 600 864 95.7 98.6
2 12000 276 600 862 94.9 98.4
3 12000 276 600 863 95.3 98.5

Bik: HARARE QBB 23mg 3 5 BE G RIS ERURHAH S E

(2) #UEERCRBANYHE

HRERCUEL BT 48g, WwEF 95% B, E 40C-50CHhBRET
Bte, BB, FieA PVP K30 % 16.2g, £ 40C-50ChiRETH
¥, BB, B, MI5S%TEE 1152ml, FHFEBCRRE.

A LR &6 B MA 800g E T RAKRER QRGBT , REHR
BEH 40~45C(RBARBERFAI0~35C); HREHH 0.35ba;
FAE A H 1.5bar; "RREEH 3- 12g/min. LAHH DAL TFRAOR
AT, RERORERAKRRUGFTXRF TR ALE, A=
HUBEEMN, ZHEARBESNH 6.87%, 6.98%, F 7.08%,
B, BAKEESINH 2.1%. 2.0%. 2.1%. EFNES.

A8 RUBEBORALNTLELRXBER

B #HEF BB O CEAH  PVP  HE ARR BAE (%)

i) Fo# gt g gt

#1 10000 800 48 16.2 859 99.3 14.4 37.2 68.5 96.4
#2 10000 800 48 16.2 860 99.5 15.1 38.6 69.5 96.8
#3 10000 800 48 16.2 861 99.6 15.9 39.1 68.8 96.4

SREW, ARZHBELRNARES, BBHY—, AL LA
RIFEGER M,

K4 17 FREHMAT TRUBERBBABRKEYGYH

ATRERLAGEBBAGBRERT LR, REKRYGY A,
2% Be%l 0.1lmol/L HCI (pH1.2) % AA LT F#&, 0.2 mol/L BB %L
% (pH6.8) AHALINARZR, 4 A LA K FK (500ml) HB
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A, i HEHEN4 1005, 37 C. F 1. 2. 4. 8. 12. 16. 20.
24 BB SmI(F) BHANAF EANR), BT, RERBRAB/RBER.
RAGRBRMEEE (TEBE 2010 R_FKFZVD), AFits
ARSI AHEAR, 50% FEHAHAHAM, TEBLANE, ARAHFSH
4 1.5ml. BRAEERXBIER 2000, EANRAAEHP, X EHIE
HEDR, FREUENRRE, FENZ, Mkt ERRARE %S
HERBXTGOR., 24285 16 (2) PE—HHYHERELLINMR
PHBABE, £RB 4. HERTUEYE, BUBEEMALEAT
Bk, KABAT PR THH WG RER—Z (hTiuBEA
pH1.2 AT HRERHE, REARBRRLE, REBA LY RESE
BERITHIFREBRERTHofL) , HARBRETHERELN
R4 BEXEY, BB RIEZEARSIELEBABTHHERR.

P 18 FEHEAN TIRRUWREFERAEREY YR

HTRIERZAHEBEMBANGBRAERT T HESNY R, 2
SR BG4 505, 755 100 $693kik, vAK (500ml) hBEA
B, 37 C. F1. 2. 4. 8. 12. 16 20. 24 ) WIH smi(F i 4L
FENR), RiL, REERABRBER. RAGRARMEE#RE (P
B 2552 2010 R—3WF VD), AF X ez o h AN, 50%
WEhAshAR, TERRNE, REAHFH4 1.5ml. BAHRRER 200
w1, EARAEHEA, LR EIHIUENFER, FRICLEN RS,
e, SRR T ETEAN NS RRBEXT LR, L5 £4E6)
16(2)pF—HeyFREA EXR#HE L4 THEIBLE, £ XE 5,
WERTUAE, HREBEEMUNESI4 50-100 9 EEEH ALY
B BAHRERA—H, AAALRRETFHERRESIRETREEZRE
K, RBRIEZHRSIUBARTGHERR,

KAEH) 19 BH—BHEHR
BRAH 14 9 FERLEF 810 EF =3k, FRABH—3H,
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BRLE 9. BREAY, ALRRBHEUBBBELT LA RFHE

BH—3 k.
A9 RUBEBRRANBEY —HER (PR tHFAE)
& F REEHEHBERE (%) (FHEL4FRE)
148 4 o)~ B 8 o B 16 ]~ 8¢ 20 /8
&F 8 19.6+8.7 51.2+8.3 75.249.8 93.3+9.1 95.7+5.2
%9 15.1+7.1 38.8+7.4 68.7+8.7 92.9+9.8 95.3+4.1
& F 10 14.4+8.8 36.5+8.3 65.3+9.6 92.4+8.1 95.1+5.2
Lk 1 14.442.5 37.2+1.8 68.5+1.4 96.4+1.2 100.2+0.9
%4 20
& 7
HyE
. + A B
a7 FeutBs (g) (o) wki® 80 (g) wad (2)
g
14 230 3.45 - _
15 230 - 6.90 -
16 230 - - 11.5
BERBE
2R A¥
EC (g) 30
PVP K30 (g) 10.0
B AR (g) 3.0
95% 8 (ml) 720
#E&F k.

(1) HRBRALLEFEFHHBELERSY, W 50%TEHEF, £ 40TC
S0CHRBRETHIE, ER (&F 14, 15) XRE (&F 16) , M
50% B E 1150ml, BPASH ARER (&5 14, 15) ARER (&
F 16) .,

FRER 610 p m~ 750 u m EIEHSE 5008, BT RAMCKER @RS
¥, RESARNEBEH 55C (REARERFE40£2C) ; #HRAAES
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# 0.35bar; FALAE S H 1.5bar; "HRiER A 5~ 15g/min (ARE R
REMAE) . ERBASATARLRET, REHORERIR
BRARKG TR RFTEOACERE, LHLERE HHT 45CH 4L
AL 5 o047, FietBRIMA.

(2) HRBAFEHTELRE (EC), mEE 95%TH, £ 40C
S0CHBRATHEE, BB, A FEH PVP K30, £ 40C-50TC
mBORETHE, BF, B9, FARFTEHHBEE, M 95%T
BMEXLGE, B, PREEORR,

R Lk 3 A0 4 5008, 25 ETFRAAKE R CRE
v, REHRREE N 40~45C (BN BERFE 30~35C); #R
BEHY 035bar; FALEHH 1.5bar; "RRER A 3- 12g/min. E&K
BOALTFARAUKRET, R LEIANARFTHERORERAEBRIFRS
FARREGFT A HNRFTHEGRABRRERXIGEG LT, F
ARXRAEZRDGHRUBEBEMIL, OREET 6%. 27K, HAE
HENANH 1.9, 2.0, 1.7%. BREMNZLERLE 10. &R LW, £
B ENBRERERm—REHEEH, i EWN. FEMN.
REEHF, BRYadh B HE.

A 10 RF 1416 BHHBKXERNEER

4 BEE (%)
1 8t 4 B 8 /B 16 A~ B 20 A~ B
#F 14 9.60 39.6 66.3 95.7 97.1
#F 15 9.4 36.6 65.3 96.8 98.8
®F 16 9.2 37.8 68.2 96.9 99,7
EHA) 21 FEUBREEMNG S E

REHRS 11 PRF | $ &6 HELFEF HPMC &3trbEs
HHE 500g, ETRAMAREATAORESET. A 95%CTE 720ml E#]4
LA EF A PVP K30 5515 30g # 10g 9B B R% . X EH#H KB
B 40~45C (BB ERIFE 30~35C); #REHH 0.35bar;
FALEH H 1.5bar; "HEERHD 3- 12g/min. EHF DAL FRLR
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EAF4AF HPMC B E BMIL, BB ARH TS 6.86.
LHRA 22 FHAERR BN &

&
10000 A4~ 4 A 13 49
44 & # ¥ AEWL (%) (ww)
AE (g)
Fe uk B8 230 36.85
BAEHBEE (Avicel® PHI02) 324.9 52.05
WEHBE (Methocel™MAISLV) 20.1 3.22
LAY S E 34.14 5.47
K%&® (Povidone K30) 14.92 2.39
A& F &k

BEFEHEIHARBREANBRITETIRRESHY; A
70% LR F A 4 4 & (Methocel TMALSLY )B4 R E B IR E 6B %
YEFEAH, #HRM; BRHETHEMNA, BE—Z B KFRAfPHH
RE, FradERBEY,; FSHLgERFEEDETRERANY, £—R&
GREZET, BEE 3-5min, FIFHMIE 40CHAF T 2h, B
FIL B 3 A,

HBAEFEYGTELREARLET (Povidone K30) , A 95%T
BE 820ml, HLFEMR, FI/EFORZE. ¥ LEHSHHFRERE L
SETFARACREROREG Y, REHRRBRED 40~45C (RBREBHE
BIFAE30~35C) ; #REHH 0.35bar; FALEHH 1.5bar; HR
#EH 1-3g/min. EHHIALETFRUOCRET, $EBORER T
FTHRAHAALLEAT, FRRUBEEMNL, EBOGRHEEN 6.68%.

LA 23 BRI BRTEHR

e RHEH) 21 Fo LA 22 F S FHRBEBMI, AR KEH 16
HEGE R BEBMA, HFHRETALHEF NaCl RN F
HFREBEF, FHTREETSE 0OCHEAY, REFANSZIRFE
(60C, RH75%) &g &M, 8 F 0K, 5K, 10 R ZHERA.
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BEREBAERSAEHMAE, T 1omL 4y, AEEYF
BREEMR, AR SEEFAKBBENE, REHGRES S Smg/ml,
F045um AAARMILEBEITIR, FEmER, REBRIFAH{RS
Bk, BRHERME#E (TEHEHE 2010 =3KEXVD) , AFR
AARMAARAHALK, HEH 35C, 40%FHEAHAADME, TE24
RB, REAHEIH 1.5ml. BRAHRSBERE 200 p 1, ENRAEHN,
RREHBEZHRGIAEG 342, RARERALAE, RA¥%
BRE—EHERERAGESTE, ERLEA 1. TR, REXAMTH
FHLBRREHSY (FUBHDERSFTESOHHORBEEH AL, 5
H) 16 BB R THYK THUEZHELARLANGTREAESY
G (FHH 2288) PORBE AL (LH4 21 54R) .

A1l HABEBMAUGRIMER

REMHS Mg =% (R X%%) (%)
0 X 5k 10 X
REH 20 & 0.15 0.37 0.55
kHH 21 H B 0.15 0.38 0.57
EHkH 16 % 0.15 0.21 0.28

33



WO 2013/139292 PCT/CN2013/073024

PHEX

1. —FBRAF &, 2AFHARRLE, it

fEihi, LK HF ETHZ R,

Hitedh, PrE&FRHRGGED ERF Pk,

2. —F B T RICH F ik B T i I7 FE P& 3 & fe b 248 X 69 346
RAKT &, BFERAEFIRILEARKLERESER T R4
AT,

3. FhAIKFLEFEUEBRESATHESBICHE DG AL, XKES
F T #1836 77 RE B R 5 RE I AR R 69 oAb &R e B ey A 1.

4. BAVRR 2 8 F ik, FTRMF HARRL A R LB F ot R4
FHRRABEEETGONERY; RALEAFIARILE, HH—2
8] & FA6 A dembBs; RoH A fenkBs, B B— e EEFEAF R
AEHEH,

ik, FBRGREEH 0~24 JoBF, #H—FHREGEBIES 0~
18 N At, EARZLGERGETE S 0~ 12 i, Fd—F 42 699 FEat i
A 0~6 B, B REAE A 0.1~3 B,

5. A ERK 1 QIS T RIAMF|ZR 2 QT EIRAZLIGA
#, k¥, MENFHRARIRL LN RBG 2 REKFH, RitEFH
¥, EREHEBMA; PRGBS H R B REAEG o REKRHA,
REBREHF, BREHBHEBA;

Hikit, FrRdFELEBYEEMILEGATZHRSARY: 2.2
AL, bERBWME, BHWET ISR RASH; ¢ EHRARE,
AP, THEHELTEZOALLHEE, ERORECEAFTUSEY
L EOE S R

Kk, FFEHGEBORETSAERORMH (LB RRT
LAY 4 & .Eudragit NE 30D. Eudragit RS 30D. 3 Eudragit RL30D,
itk TR % & o Eudragit NE 30D, B h4H%F) ;

Rk, TENBBROREETAH—FOEHEBH (AR
RFHd., A—B. RC 8. =88R HEHE. MEBR=CE. 4%
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—YMEBRR R oTERY, KA ZEREWEE) . BN (e
ARFRO_BE. Raf. B, 3% 209494 F. 2ATFYH
SEF, KAREHT (PVPK30) ) . fEH (LB LRRTEZH.
RIS BREE. A, AR LR ) . FEH (e Tk,
Skér. MRRS4L. AT, BEFR. REF) . AN (A 2XRT
—fAEKF) . FEN (QELRRTESTEE. AR5 E. £TF
. AeetEE. THESF) . #h (e XRTHIes. FL2E.
LALEE, BB, ARERHTF) F;

H—F Rk, TEGEBROREFEA LA LT RER
K30;

X#t—Fhikih, TR EFR PVPKI0 HAEIH 1: 0.20~1:
0.45, $£i% 1: 0.25~1: 0.40, %3V 4E%EGE 1: 0.3~1: 0.35; Fit—
Tk, FrRMERORFELEND 5%~ 15%, Kk 5% ~ 8%,
A% 6% ~ 8%

Hikdb, PrREFRARRL L QGEBRALT QEFRBEHF HHk
REE. BAN (LR THRALEE, LB, BEESF) s
H (QEERBTFEER. BX. RLHwsrm (R4, Pvp,
% PVPK30) . FALLE (MC) . TEHAE (EC) . HRARE
HEALSEE (H-HPC) . BALATFEHLEL (HPMC) . RF L
Heid. AR, MEMAKR. HEBHTE) ;

Hik i, PTE&FRARRA L QGRBRI G AT HIRLSHERLY:
aFOHE; bERHWE, ¥, FREHELTFEEGALSHAD;

Hikdh, PTEMZEOHLHEZE 150pm~ 1500 p m, ik 300
um-~ 1000 u m, F4E% 400 u m~ 850 u m, FAL%E 610 o m~ 750 4 m.

6. A ZR 1 GBRAF RERFIER 2 9F ZIRAERK I HA
B, EPHEANTFIARLLYARAFN TS 2mg 2 25mg, Kik Smg
%) 20mg; $£ULES &G B IR H E 4 20me 3] 100mg, £k 23mg 3| 92mg,

7. BAER 1 HIRRAF REARF BRI GAE, LPHEG R
REWGH BB AR . R H RBEA .,

8. MAZR 1 YBRAF BB MABR 2 897 XA RRK I A
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#, APHENGFHARKXLESBDRANEH Smg. 10mg X 20mg,
B i #4 Femb B 69 & 5 23mg. 46mg R 92mg.

9. —FBBMMN, HIATFZHHSERYN: a.ZaHT; bERSE
BE, BHBETRLARLN; . BRLRE,

Eb, EREDELTZAALHEAT, BHRORECELEAER
B RN ARG,

ik, PTE&GE T H I,

10. RA|BR 9NBEMILNGHEEFT %, HFkais:

a. RERNGHFZHHASHFORLEY, KEFEHB A

b. & FH a FRFHEH MARFEBR AR,

R, Pk &97E M3 4 h FrkBs;

Rk, PR eGE NI Y ELOIERMH F ETRZHHH,

Hidh, T a PHRGERGHARTA TRGHERT, A
EFENERENH R, AERGHRTZOALTHFTOR LT,

Hitib, D FRELBORMBURLE B OREL b
BTEMY, FHEa P RFGHG PARTEBOR;

Rikb, PrRGEMNAK. T8, AR, A=K, KHEREMNG
BhY, Rk AR LEHEGREY, #—FHRiEHh 50%-95%LEEKE
B (Blde, TTIAE 50%TEERZERE. 70%CEBERIER. 95%CTERE
") .

RAARER, ZEEFE LA TIR:

a. RIEWERTH TR H R, wAZEFEN, EBRFRS
TFTheihEm, REQASETFALA—THBEORGY, K LEHR
EHHRAT#AT LS GK;

b. BB ORMHUARE R ORELMERERTEN T, ER
FRETHRER, B, TH, PFEBORE;

c. REZRFHMA, EANLKY REBORERRFTHG N A
A8, FEREBEEMRN.

36



WO 2013/139292 PCT/CN2013/073024

™
®
o/
®
i)
Bt
O ) | L] 1 ] L] L] 1
0 4 8 12 16 20 24
2t E Ch)
FIG. 1
1000 -
300
N\
= 600 7
+14]
E
£
E 400 1 —e— 23mg, EREWMA (CR)
=
—o— 23mg, AL IR)
200
0 . . . =3

0 6 12 18 24 30 36 42 a8
B ifin A 18] (h)
FIG. 2

1/3
BT (4IN55265%)



WO 2013/139292

B (%

100 ~+

[o.2]
<
1

FHRMNEHE O

20 A

100

80

60

40

20

PCT/CN2013/073024
—4= —5— —
—e— -4
——
—— =
30 45 60
I EFESI8) (min)
FIG. 3

]

—a— kN BRI
—e—pH6 SN LB BB
——pH12 A T BB AR AR

0 4 8 12 16 20 24
£ 250 - Ch)

FI1G. 4

23
BT (4IN55265%)



WO 2013/139292 PCT/CN2013/073024

100 A
80
L
S’ 60 -
i —a—100% /5T 9F
7
407 —o— 758 /434
20 - —a— 5035 /5Bt
0 ¥ v ) 1
0 a4 8 12 16 20 24
B Zigtml (h)
FIG. 5
3/3

Bl (4HN55265)



International application No.

PCT/CN2013/073024

INTERNATIONAL SEARCH REPORT

A. CLASSIFICATION OF SUBJECT MATTER

See the extra sheet
According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

IPC: A61K 31; A61K 9; A61P 31

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

Data base: CNKI; CNPAT, WPL; EPODOC; STN; ELSEVIER; EMBASE; ISI Web of Knowledge
Search terms: obesity, anti-obesity, weight loss, antiobesic, fat, synephrine, adrenoceptor, adrenergic receptors, agonist, adrenalin|
incitant , ephedrine, topiramate, topamax, microspheres, pellets, release, RN: 94-07-5, RN: 97240-79-4, RN:

5985-28-4

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X CN 102170874 A (GOSFORTH CENT HOLDINGS PTY LTD) 31 August 2011 (31.08.2011) 1
Y see claims 12-14 3,6-8
Y John C. Clapham et al., Anti-obesity drugs: a critical review of current therapies and future 3,6-8

opportunities. Pharmacology & Therapeutics 2001, vol. 89, pages 81-121

A Luciana Grazziotin Rossato et al., Synephrine: From trace concentrations to massive 1,3,5-8
consumption in weight-loss. Food and Chemical Toxicology. 2011, vol. 49, pages 8—16

X Further documents are listed in the continuation of Box C. X See patent family annex.

* Special categories of cited documents: “T” later document published after the international filing date
or priority date and not in conflict with the application but

“A” document defining the general state of the art which is not cited to understand the principle or theory underlying the

considered to be of particular relevance invention
“E” earlier application or patent but published on or after the “X” document of particular relevance; the claimed invention
international filing date cannot be considered novel or cannot be considered to involve

. o . an inventive step when the document is taken alone
“L”  document which may throw doubts on priority claim(s) or

e . o “Y” document of particular relevance; the claimed invention
which is cited to establish the publication date of another Y P Y M ’ v

cannot be considered to involve an inventive step when the
document is combined with one or more other such

“0” document referring to an oral disclosure, use, exhibition or documents, such combination being obvious to a person
skilled in the art

citation or other special reason (as specified)

other means

“P” document published prior to the international filing date &7 document member of the same patent family

but later than the priority date claimed

Date of the actual completion of the international search Date of mailing of the international search report
21 June 2013 (21.06.2013) 11 July 2013 (11.07.2013)

IName and mailing address of the ISA
State Intellectual Property Office of the P. R. China
No. 6, Xitucheng Road, Jimengiao XIAOQ, Jing

Haidian District, Beijing 100088, China
Facsimile No. (86-10) 62019451 Telephone No. (86-10)62411141

Form PCT/ISA /210 (second sheet) (July 2009)

Authorized officer




INTERNATIONAL SEARCH REPORT International application No.

PCT/CN2013/073024

C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

(18.07.2012) see the claims

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A ICN 1419444 A (ORTHO-MCNEIL PHARM INC.) 21 May 2013 (21.05.2013) see the claims 9-10
A CN 1646538 A (ORTHO-MCNEIL PHARM CO) 27 July 2005 (27.07.2005) see the claims 9-10
A CN 101291662 A (NOVARTIS PHARMA GMBH) 22 October 2005 (22.10.2005) see the 1,3,5,8
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Box No.II  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. X Claims Nos.: 2, 4 and 5-8(in part)
because they relate to subject matter not required to be searched by this Authority, namely:
claims 2, 4 and 5-8(in part) pertain to methods for treatment of the human body by therapy and thus relate to a subject matter,
under 39. 1(iv) of the Regulations under the PCT.

2. 0 Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. [0 Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

Group :claims 1, 3: drawn to a composition and its pharmaceutical uses;
Group :claims 9, 10: drawn to a sustained-release microspheres and its preparation.

The common technical featrue of the Group and is topiramate. Topiramate is the treatment drug of psychotic symptoms and obesity,
which is known in the prior art and can not fulfil the role of special technical feature (general inventive concept) in the sense of Rule 13.
2 PCT. Consequently the Group and lacks unity of invention.

1. [0 Asall required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. ¥ Asall searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of additional fees.

3. [0 As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. [} No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on protest [0 The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

[0 The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation.

[0 No protest accompanied the payment of additional search fees.
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