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account in the case of the least reticent patients that the therapists have managed to
stabilize often after several months of a correctly followed treatment.
The reason for this is that it is accepted by the therapists of patients already
treated with amisulpride, in particular schizophrenic patients, that a simple change in the
35 appearance or the modes of taking of the medicament may resuit in a dangerous
destabilization of these patients.
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artl cle present In SOl | I’TpOSItI on accor
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rel ative e coated
invention consists of an amisulpride particle preferably between about 20 um and about

700 um in size, in particular between about 30 um and about 600 um in size and more

30 particularly between about 90 um and about 500 um in size, as measured by screening
after the process for preparing the amisulpride particle.

The amisulpride particle used for the composition according to the invention, as

already defined above, may be prepared according to methods known to those skilled in

the art, in particular by granulation or by crystallization.




am sul pride particle. These respective proportions of
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pol yV| n%/l pyrrolidone; PVP), in particular for wet
gledipdiaten, 15 such as povidone K30, cellul ose-based

PRLACTBIRG to aRothaF Einbbdirtent of th@fﬁésérﬂlﬁm@ﬁtl@'y the amisulpride particle may
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pol yet hyl ene glycols (PEG gel atin and

mat er i 4AKNY mte)a@cqunbthﬁrf@qespme i # R8PS Sk'i'?fﬂp Peihe AEHngprstands that
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t ﬁ@om-a@det magl teuiagier Oft HaisHaRde AOlR?é‘I'C“lﬁﬂliﬁll{"F?mE?P i other words,
30 CoERAMNg fdhhe ﬁv@%n\/ @Siﬂ atﬁﬂﬁﬁ%ﬁeh&a‘iéﬂ Eﬁfﬁuﬁmdé pEMBNE consists of an
to those skill In the art for their us
amisulpride parhc!e havmg at its surface a coating to mask the taste of amisulpride.
Preferably, such a coating does not have a significant effect on the immediate
release of amisulpride, i.e. the in vivo release kinetics of the active principle (amisulpride)
are not substantially modified with the composition according to the invention compared

35 with that of pharmaceutical compositions with immediate reiease of amisulpride already
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extrusi on-spheroni zati on, nention nay be made of
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particle may 25 be obtained via a process conpri sing
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UASIRIRS t@ sk titAastel TRnGOa@brdeditout Bsbstaaffimodifying the release of the
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25 {19 PR 1B PR e oBH B iy By i) gha cervaives
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derivatives thereof such regel ati ng
More particularly, the respectlv pr pOl"tIOI’!S of disintegrant, of salivation agent

and of diluent with binding properties that may constitute the pharmaceutically acceptable
excipient suitable for orodispersible administration of the composition according to the
invention are preferably:

35 - from about 2% to about 50% by weight (preferably from about 2% to about




20 nodified starches and carboxynet hyl starch,

sparingly substituted hydroxypropyl cell ul ose

derivatives, and aliginic acid and its salts, and
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coat ed am-sul pri east one
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beéweeg .
alsiaseosuchyas e RIGHE 895 KGR ihgHrame, Lugigress® andor glycine such as
30 P&iycirfeBR508®. Ludipress® is an excipient for direct compression, a mixture of lactose

(93%), PVP (3.5%) and crosslinked PVP (3.5%). Among the preferred lubricants that
may be mentioned is magnesium stearate. Finally, among the preferred flow agents,
mention may be made of colloidal silica, such as the product sold under the name
Aerosil® by the company Degussa. Among the preferred binders that may be mentioned
35 are polyethylene glycol, povidone (or polyvinylpyrrolidone; PVP), celiulose-based
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15% ﬁ? Lhoned 35 are pol yethyl ene glycol, povidone
yVi n I yrrol idone; PVP), cellul ose- based WO
2005/ oamblyotrﬁcspﬂmmmmmﬂlag@r%g ynthednapdian ggmprises, relative to
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hg/ﬁ :tgt)%g’% py+ce% %#gsg;lé”(aﬁ’g)( et hé/l gel | ul ose, acry
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form, as defined above, and in that it is in the form of a tablet.

The solid composition according to the invention is preferably in the form of an
orodispersible tablet comprising amisulpride in a dosage of between 50 and 800 mg and
in particular between 100 and 400 mg. More particularly, this orodispersible tablet may

35 comprise amisulpride in a dosage of 100 mg, 200 mg or 400 mg.




Preferably, the solid conposition according to the

i nvention conprises, relative to the total weight of
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conpri ses at Teast one coated am sul ticle,
acarinetibherefere ipRay wag batnterretpd g8 @@gﬁl@lb Ill@'t@ﬂdﬁS;ﬁC@@ﬁ
sui table for 30 orodi spersible adm nistration of the
conposition, and at | east one excipient for a solid
10 form as defined above, and in that it is in the form

Ioéxé\'nk%bi :eﬂmisﬁli%ﬁéoéé Hl‘cie‘rSﬂ%%h{nlga %ﬂg&éghﬂ&tkﬂ the
or odi spmissidoide paativles, in:tiwpio’rmiofganaiaﬁllamepsmhiaeoiﬁn are prepared by wet

dosa in particular
SR EE S ug A g ComBR B i 7 s

or odi spabisit bI e t abl et rmy 35 corrprl se am suI pri de in
a CIGS&"" of u 9 200 ffg—of IUU'—!-OOU
11 pﬁﬁ?@ﬁﬁ? 801792 Such orod| s er tiﬂé%egté Ssul pride
tabl et amieayprile 'prepared by direct conpdession, for
exanple on-a_SVILAC, |

wifh 5’0(‘,"9%?@% onlforce of Iess thani®00 daN fora 16

nmrpun reSENtConpoST t1Tom I
panti C‘J#%lpr%gfhas t he advant age of %ygéﬂggp@}ed 5

15 appear Hgazs)-aﬁnswp?aéwuvambu By ke eBmesyFana@gay t hat
of at which may, if certain patients desire,
be take'ﬁOWQ"I@ 80/d BMIBASEount of water. The exanpl es
that Tehl Qpse ik 'Be%ﬂﬁ i iR thé l1BiRdwiRg @nérlh%r Pheg &inchetta Roto P50

i nvention an cannot erefore In any wa

i Qltaéﬂbtcétdémﬁra@)ﬁ@biyiﬁﬁ)y ThenarmisHigride ds sf'&*‘ép‘@'xeioﬂ"ﬁkéﬂﬁ)lpe"'done K30
Agnuﬁmr)s Uh%r nfiRuRP %Pfame‘as isO ﬁ' ¥y ‘Q@tthgrf@mwgé | QBcessive steps:
sul pri de 2,

particle int orm of am sul
20 syhting wils isaprengmok gEaTBIAteY. rv;éterorg?aaﬁu 2112 |daﬁn£u§a regoveéhe solvent.

fol I owrRg AGRARRphetdidPleis DbtaidéPhie dalibrated in a screen, to a size of
between 125 um and 500 um.

A yield of greater than 75% is found for these amisulpride spheroids of between
125 um and 500 um in size (the yield is calculated by determining the ratio of the mass
25 of the calibrated spheroids to the sum of the starting masses of amisulpride and of the

excipients}.

Example 2: Amisulpride spheroids obtained by extrusion-spheronization

30 Amisulpride spheroids, in the form of amisulpride spheroids, are prepared by extrusion-

spheronization using the following components (tabie 2):




15 1 (R S)-am sul pride manufactured by the conpany
Finorga 2 Kollidon(r) sold by BASF The process is
performed in the follow ng manner, in a Zanchetta Roto
PWD 2005100486001 - dryer m xer (MSS)2 The ami sul pr PGE/RR2004/001792
first mxed wwth the povidone K30 (binder). The

m xt ur ggieteai ned i s then subjected to the foll ow ng
successive steps; 20 wetting with | sopropanol,

gr anul at iCOMPAABAEr oni zat i on and dr YYRightRereeteare t he
sol[vent . Anjlfp /8 SUI prijde spheroi ds thusy@btai ned are

calli br at ed |n a screen. to a size of between 125 m |
and F0draxyprapylceliudpsef” greater than 75%|s1 found for

thE‘?—&?—&W otds—ef—between m-ae—560
m i & ée("?' QoyEliiei s cal cul ated by d@pgm ning the

ratho ] f—the—catThrated rerords—to
the s s’dd"?hﬁ Plfat i ng nmasses of am SU|%YBI de and of

t he  EXCPpfifddwater EXanpl € 27 Am SUT Pgé gRansRAgh o ds
obtiai ned by extrusi on-spheroni zati on 30 Am sul pride
spher of (& S)-amidulrideonanutdctanet ylAdrgee spher oi ds, are

prepared b i on heron| zation using the
fol | ow %b‘ %’ﬁ@a%*ﬁ ¥% 2): Conponent s\Wei ght
per cent agieeAPH B4l qoid BEPAICABIYpsigner K3010 lSOlorOpanol qs
granul ati on WD 2005/ 004860 12 PCT/ FR2004/ QQ1792

52 Conpbhe RISRES Shperfsred in gefolowing mannge7ne amlsul%rlde is mixed with
Hitdr exorper9saling! déuhlawltr@ebumle@smmcmc hy@rbw;iroma"eaubse and the

Sodi umlauryl sul &5 Purifie waterq .%r | pp h
RO 50 SHTBiRe M oo W@ BN TRGPaTTS RPu oBlBined o then
Jgﬁﬁjécté@kdjglﬁhuﬁﬁélﬁ? HE@RdiRG\Yo B! foltiwWiRd s lsdeMSEMihrough a Fuji Paudal
Bi_opol yner The process is erforrﬁﬁnlnt efol

,ng,cpéﬂ eT‘HEd%fnﬁgrl!ﬁrB'P'F%t@"l ig INSEL eronizer and o%en drying to
10 Mhérh&@r that whtet. MFhet Bhnisuippiae  sphBRiduubi btkiMgd @fe chllbeated to between

hydr oxypropyl cel | ul ose ‘and the sodiumlauryl sulfate

i A2 ami égfnaf’fg@raaﬁbraﬁnng m xer. The mixture obtained is

t hen C n t. r.dij . - he .

foll OVVI n élg 3f ptgregtg)r( %3%35%? |%ﬁr8%rﬁo; ﬁo? atﬂ%q%é@grh%g(&hermds of between

THEE Lo md&ﬂﬂimn in sipkier oni zation in a Fuji Paudal Q400

spheroni zer and oven-drying to

15

Example 3: Amisulpride spheroids coated with hydrogenated castor oil
Coated amisulpride particles, in the form of spheroids coated with hydrogenated

castor oil (Cutina HR® sold by Sidobre Sinnova), are prepared using 1500 g of
amisulpride spheroids prepared according to example 1. The theoretical coating
20 represents 16.7% by weight relative to the weight of the coated spheroids.
The operating conditions are as follows, in a Giatt fluidized air bed machine of
GPCG1 type, with top spray configuration:
- total time: 40 min;
- air flow rate: 105 Nm®/h;
25 - air atomization temperature: 124°C;
- spraying pressure: 2 bar.
The operating yield is greater than 95%. It is observed on photographs of slices of
amisulpride spheroids before and after coating that the coating is uniform and very fine



10 renove the water. The am sul pride spheroids thus

obtai ned are calibrated to between 125 and 500 mon a
screen. A yield of greater than 95%is found for the

awe ab@3/004869pher oi ds of between13 125 pm and 50BCWIFR2004/001792
size. 15 Exanple 3: Am sul pride spheroids coated with

h ppEnatafickast or oil Coated am sul pride particles,
igéﬂ)?he fg’ﬁnm og)aspheroi ds coated with hydrogenated

cast or Adaste teshmakgs HRes§ibiedr @bEgveithad Miie cortingdasks thg bitter taste of
PLRRAIFEeUsi Ng 1500 g of am sul pride spheroids
prepared according to exanple 1. The theoretical
coating 20 represents 16.7% by weight relative to the
swei ght of the coated spheroids. The operating
conditions are as follows, in a datt fluidized air
b dkamplé idn AmisuipR€ESphergids coateld wi ke

; ' m Geedy ®
configuration.. - total .tjne; PRI N o " ;
705 NP RedHnisuighge Berilelnin B Phfiot sefbfoide' Qi WRh & mixure o
s pioayester agncedisstess ofpdiyathyldieeglpent méthimonoy| dit dnd riglycerides (Gelucire

g r thap 9°2% .1t .is _observed on.ph raphs of . . .
IbB5E" 5hi0° Ry, Galterpoesd’ e aronaie? ol Jof 5 B apptuipride spheroids
10 ggmtptagai édggtdugdﬂ&a smﬁ/ Fg'zl@g : ;rg% deaE@bMinggémeétme k1)m?% by weight,
51004 13 P F 4 17 about mthick). A
tffg?tlé(e&%%e ‘?‘i%lﬂ'%‘s"?i-{l?e &9 BPREre8S observe that this
coat i ngheepkatinG eohditib®y aftenss follolvs, mh SEIbMiuidzedSair bed machine of

%%gge 4: 1 sul pride ﬁghe[,oi_ds coated with

T Wpe) WIRRP SR FROST9WAHYE particles, in the form
of spher qingks 400aihed W th a m xture of nonoester and
di esters of polyethyleng glycol with nono-, di- and

Sirigl yceral'fof&“(%%l19)é"\"€ﬁhrso/ 02(r) sold by Gattefosse),

are prepai@dizaedmar dtHeratuad: 68r@ sul pride spheroids 10
prepared according to exanple 1. The theoretical

coati ng SPRYENGRIESSU S Hha), by weight, relative to the

wei ght ofrHedheptimgaield RIESlef than B59,.0per at i ng _

conditions are as faollows, in a @att fluidized aLr .

bed mabfHasie test m@@@pqsylg)@ tq,@t{sgrvfeotﬁatstapa%patlng masks the bitterness of
20 Camfdufpfigat ion: - time: 40 min; 15 - air flowrate: 105

N8/ h; - atom zation air tenperature: 65C

Example 5: Amisulpride spheroids coated with ethylcellulose
Coated amisulpride particles, in the form of amisulpride spheroids coated with a

25 solution comprising 23.40% solids, i.e. 16.54% of ethylcellulose, are prepared starting
with 700 g of amisulpride spheroids prepared according to example 1. The ethylcellulose
is used in the form of an aqueous dispersion containing

- hydroxypropylcellulose (HPMC),
- Aquacoat® (sold by FMC BioPolymer) , and

30 - Syloid®.

This dispersion is sprayed onto the amisulpride spheroids, in a Glatt
fluidized air bed machine of GPCG1 type, of Wrster configuration.
The coating film has the following composition (fable 3):



- spraying pressure: 2 bar The operating yield is

greater than 95% A taste test nmkes it possible to

observe that this coating masks the bitterness of 20
anicpbaErochBeoExanpl e 51 Ani sul prigle spheroi ds cpPETE®R2004/001792
with ethylcellul ose Coated am sul pride particles, in
the fofgpof am sul pride spheroids coated with a 25
solutiof conprising 23. 40%.solids | e 16 54% of

et hyl ce] | ul ose, ﬁﬁ@Psﬂ%fﬁared start|i ng wiWRiahbD ¢ seids
am sul pride bplll:‘l epared acqordinmg to € e I
The ethyl cel | ul osed %&éﬂg)sed in thg form of an@ggl?eous
di spersj on cdndiading ethylcelulaseoxy pr qpy| ceI | ul ose70(53|'PI\/C),
- AquaC IICI ], Clllu

Syloid(f). This di Gionis sprayed ont o thg\573

am sul pride—spter U$ Siqel T & & att [ frurdrzed akfgbed
machi ne] of GPCGL t % of WOrster |configuration. The
coating| filTmhas trretéu)l | owi ng conposition (tadds 3):
VO 2005/.004860 14 PCT/FR2004/ 001792 Table-3

Conmponent s\Vei ght % of solids Aquacoat(r) 78.52

i ncl udpngsiat Ry ﬁ‘%ké!s“ltoﬁ@s%%kﬁ?o lHBREAS - tﬁ@t fael tﬂttéi‘héééot? Bmisulpride is

Total : 100% A taste test kes it possihble to obsery

t Faskachavithi 22 84 %eky Vtﬁ‘lgfﬁn?fshh'ﬁmcp%t@gu gnclygiag e\p-8 rPf “ethylcellulose)
5 ?elétl%/otc?%ev\ﬁé@ﬁ‘ttof@rfe é&utéd §9RUIpHEe sbRebladi ng 15. 64% of

et hyl ce | ose) 5 relative to the weight of the

coated am sul pride spheroids. Exanple 6: Am sul pride

spheroi ds coated with an acrylic polymer Coated

am sul pri de partl cles, in the form of am suI pride

sExampleié: Amisulpride spheroid i A RO 0%

sol i dsCoéteﬁ an%?ulﬁ ?%%lg@grlﬁ%é f(ﬁfrr?‘ 8# Qm@blpﬁgg @bﬁer‘dﬁﬁscoated with a

are prepared am sul spher oi d
10 ps@Jptinre dortainingd23f Qde%xlaﬁTp'l%T@/o of r@%@ﬂlyﬁew@@dr %@""f‘ & Haas, are

Eére})af'e% SERRF10dd r{%glearﬁgﬁl i@ s r&gé‘ re?i %@Fﬁﬁ@ﬁ example 1.

al ning © nagnesi um s eara e, |um auryl fate
and di boé pblyseb&odtagit E® 1 ‘Shsedursp“afgrro@f a8 agpeweusnﬂﬁ@@n containing

e FoRRT et BEAT R oLl b SRS L 0

- The dispersion is sprayed onto the amlsulpnde spheroids in a Glatt fluidized

15 air bed machine of GPCG1 type, of Wirster configuration.
The coating fiim has the following composition (table 4) :
Table 4
Components Weight % of coating solids

Eudragit E® 68.5

Sodium lauryl sulfate 4.5

Magnesium stearate 17

Dibutyl sebacate 10

Total: 100%

A taste test makes it possible to observe that the bitterness of amisulpride is
masked with 14.5% by weight of this coating (including 10.25% of Eudragit E@ polymer),

20 relative to the weight of the coated amisulpride spheroids.
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10

The coating filmhas the foll ow ng conposition (table

4) . Table 4 Ataste test makes it possible to

observe that the bitterness of am sul pride is nasked
WMCh2a05/804869 wei ght of this coatd ng (includi ngPGUFR2004/001792
of Eudragit E(r) polyner), 20 relative to the weight
OExélhglema)mdiggl 'ﬁiblﬂﬂglﬁulmwﬁlds Con”gonenlt s\Wi Ight

% of coati ng sol| Eudragit E(r)68.5 ium | aur . .
Sul'f ot BaNS PGTIEeT i SORBEAPEIHIPHD, RS Bt JP fpeted amisulpride

TeirboiddPpHfedinekampean0 15 PCT/ FR2004/ 001792 Exanpl e
7: Orodispersible amsu e tablet In this .ex?r@ e, .
mpression, after

_ lprid
the coRTaSiPPaRsiRle) HRSHENOR tablelscares penars DY afitas

aRhErY Phbter tHPBRHSHrERtsd RN SeRc PR BXdMEH endthine with a 16 mm punch
O odi'spersi ble am Suflagﬁl de tablets are pr

82" ek Pving the followi
dank BtCORMRRTSNsfasee ohiesd thans6aR dalgthesg datiels thyghaving the tollowing
COR NS tabR5@ Sviac PRL2 rotary machine with a 16

nm punch S(and a)aconpressi on force of |ess than 600

daN, th2Bi@Stablets thus having the foll ow ng

gqompositTom (tabte 5)7 Tablre 5 [Component SVRSS (Ng)
Coat ed am sul pEomposgtier oi ds 440 (exidass ®B)
@ yci ne322 Lact ose/ PVP/ crosslinked PVP2276
Grospovi done23 Aspartanell.5 Cijtric aci d305 Magnesium
st ear dtesed smylprige gahersidsi cas5.|75 Fl avorings11.5
Total : 1150 ng,&hyeigje BN 500
Glycine' 322
Lactose/PVP/crosslinked PVP? 276
Crospovidone ° 23
Aspartame 11.5
Citric acid 34.5
Magnesium stearate 575
Colloidal silica 5.75
Flavorings 11.5
Total: 1150 mg

" Glycine BN 500
% Ludipress®
* Kollidon CL®
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PCT/ FR2004/ 001792 CLAIMS 1. A solid pharnaceuti cal
conposition for oral adm nistration of the active
pVoOZ0gsaD4a8eo sul pri de, characteriezed in that itPCT/FR2004/001792
conprises at | east one coated am sul pride particle

and at |east one pharmaceuti galdimsaccept abl e exci pi ent

suitable for an 5 orodisperSible admnistration of
t he cohpdspelidophapnaceniical oeryprgsitionnfagsow@ Admigisiration of the active

rﬁ‘n‘c@\elam%'ﬂjﬁfrﬁﬁt EidrzQerizdd hhaht i 8bApAdes AABhstUIR coated amlsulpnde

coat am sul pride particle consists of an am sul p

prartigle | anchaaf ﬂ@asat one sphanmpagrdically @@a@mtﬁ?}ecﬁzs@@ﬁntf rsaﬁ?ble for an
t&%@ﬁ&%te%ﬁﬁ]h%{ré% Hthé bOnFo&Gfa. 1 Ngs and pol ymer

coatin osition as clainmed in claim2

char aoZ e'lfheszmWthOnals daimeddp Alaimg! . ickaeacteriged jimpihgt said at least one
C S S e f
%&ép@goﬁs%@{db rpé}@?lé‘ clob%ﬂbt‘g &%J‘?%@nulﬁ'm Sé]'tuf:lé 3{3\’&'@ at its surface a
tedagihy ceosetidrom p'@l groly cemsystsngmﬁ b@ldtceatg\%mddqoégmegrogatmgs

pol yet?y-f-h%nﬁg %sﬁ%ln aé*&&ﬂ@% F\r Sifs! C‘Na?a%tttﬁ'rzé? in that said coating is a
propyl€ne gl'yco t acid esters of sucrose,

fiam yoatmgd@:mmmdwg‘ atlipig mlatﬁmlabclsoseplfmm thegeup eonisiating of fatty acid

55 YRGB oM RS EE R pniene e

cﬂnancua@ers @heldigstars, prepylene gliienl esters! fathpacid reiee ofgucrdss, fatty acids
f h 0

A B AL o i o e BORRR syt vares

tandynixberes theseofi t h pol yet hyl ene gl ycol nonoesters and

d| este a ' e [

5 ¢l ai ne%s'l’hﬁa éh%apéﬁtgwﬁ (g?lé'% eu‘r'? I%Zalera% Cﬁ%ﬁa‘t%ﬂg%? E\ tbég%]alélﬁpld material

i is chosé0frarl thergroupoainsisting: ohfydregengtes sty rarandioistres Of fatty acid

L@gfgn?é:}:g %gg @pﬁ/g&g&&%ymr SP%X/EQ@ %nlél 38/?r|e B‘@ﬁggs ers and diesters, and

caihoey tHengdf. pol yners, and mxturesthereof 6. The

conposton as cl.ained in c G . S
that sii I pETPREYIONSHFialne cﬁn‘%% s&%%g‘%ﬁidéﬁg"%ggg‘ | coating is a
ppdalyrﬁew c@d‘lmgensorﬁpr&mg hqao@cmmpcrmeaxs ifiimd e gfoup2&onsisting of cellutose-

l,cel ] ul et hyl cel |
FhRReGFRVS(R casy 8&@‘"%?,5?’@%aﬁ%&f’?%m%nﬁyfame@rvmm Folymers. and
amiktures trexsgatet hyl cel | ul ose, and m xtures thereof. 7.
T thek S FofBesTiet cHRMat e OA s Lo SEpg it {38 i potmer
PEIAABT cahes & ralulobe-bgsarl polyaiesi cdsen fvcﬁmameygnoup consisting of

oSk AT BRAE oL ARBIRE. Y §hrropsmeiny-

a@éilumséfahﬂ%&rﬁo&ﬁhémﬁrlceﬁjlos'él‘@n@ﬁﬂmmsﬁheﬂeofas claimed in

clai m% Tﬁg %%?n%toglrtllor% eads claln%ehda% gl%ing 5a tcha?aacfc’etrizgg €n that said polymer

coating comprises an acrylic polymer chosen from the group consisting of acrylic
polymers, methacrylic polymers, ammoniomethacrylate copolymers, polyacrylates and
polymethacrylates, and mixtures thereof.

8. The composition as claimed in claim 1, characterized in that said at ieast one
coated amisulpride particle may be obtained via a process comprising at least one step
of microencapsulation of the amisulpride particle.

9. The composition as claimed in any one of the preceding claims, characterized

35 in that said at least one coated amisulpride particle is between about 21 um and about



coated am sul pride particle may be obtained via a
process conprising at |east one step of ~
m croencapsul ati on of the am sul pride particle. 9. The \/

CWPR605/00MB60S Cl ai ned in any ongz of the precedppy/FR2004/001792
clains, characterized 35 in that said at | east one

cpgdoe%iggl pride particle is between about 21 m and

about 5/ 004860 17 PCT/ FR2004/ 001792 1000 min )
size. 10. Tﬁem_rmmﬂios iasiataimed ircanyl oneiof the arsceding ofims eharacterized
pfnet%Sfjl_:.@ lI@é %fe%cgrﬂ[sh@ﬁge Cdaﬂldéj%nsge?é ga ah An‘:ﬁéﬁlbride particle

one Coa am Su prl e par onsi sts
ahangng prdodingat {ts sbidacehdive pppartionaefi ¢ngting being kaiweert about 1% and

N

coat ed1 i reudgonpadigiop astdlaiined inldny dieofdtbenpoasiedingrelaims, characterized

cWab 4?98# o%%ecpgfgfj %Ftﬁﬁ@qce ﬁéeﬁ f:%éﬁéﬂ%eosa? Bﬁ)pomon of amisulpride

aof Bethen cibopasddeclral atooyprdiode by avgighdpelative ko tfe total weight of coated
am sulpprl de f between about 40% and about 99% by
V\Em&ﬁ‘ ”Pglpﬁﬂ e to the total weight of coated
10 am sul p2.ide gangdsitioa.asldaidhad inTaey mm‘rpfdﬂ'etp’rmdmg claims, characterized

ghg*hggfgibrazz st%rﬁl(eatt?ggltetcgamﬁr &{Sglé% c?e eﬁ%% £gn amisulpride particle
anbving grdodendar it slreaceotiri @mulpﬁd@pammesndum beteeen about 20 um and
particle having a coating at its surface, the
aRPAUI’BPiMIRINGHY i cl e being between about 20 m and

about 7@OTH@ d:d?n;%sﬁ%n a%%laﬁ@& I aRPesd bi 8 pAscedingi dl@ﬂwsl Eharacterized
claims, characterize

ne of precedi n
15¢ ifathas 5 aétieqiféeme ‘Eﬂ@éﬁcgefé'tsétpf'gﬁ%mcﬂﬁ FeRsigs .ae|9é“'SU'P"de particle

CROFAS taSccHiing ht 331 RitaBs | fP\% AELIPAEE palRé PG aﬁ%ﬁbﬁtﬁnde spheroid
at 1ts surface, the am sul pride particle being

apise AopIrigsg s Heassione sphetonEzation P§¢'Hgnta(ih0r5§%§ﬁ0"bﬁ@ group consisting
SBNSHA&H: Z&li’ubﬁi% mcguﬁba@htscm Biiktiires Mdrbst, gr oup

consi st n bi nders, diluents and surfactants
m xt ur &4 ositipn asTaiimed ime3in ﬂ%rphagacéqrgpﬁgdfhahsald at least one

20C ls éi‘bﬂéatlo?lh abapiét 384 chBsdmhafromal e algrd®as E:oﬁ%ﬂs@mg 2Qf povidone,

[
ron| zati on xmt ient 1s chosen from the gro
cbm@'omrwl@ﬂiulpwrd@ﬁ@wstaim@klylps%sw sedivm '6%" Sulfate, and mixtures
osrystalline cellulose and sodiumlauryl sulfate,
and m xtures thereof. 15. The conposition as cl ai nmed
i nany 1britheotorapesition as dlamed in snupar obelaimed! fonl4 rhgracterized in that

S ?élg aaftleds‘teaﬁé BB d AL G él@rcbﬁseiste%rf tah‘"drﬁis&lﬁ% &érﬁcle having a

am sul pride particle having coati ng
25 s godtingeat tt$1@uda¢ee uhprardeuipmlq partlsiepa@,@lhﬁr peirei @i@amed V'a a process
{fﬁﬁﬁi t one step
fh“ B'%PHQE%H |?g%t%%?%:f§fc su dtlég'&gaﬁsuip_‘l?_ﬁg conposi tion
as cl a|1 frethe mmmsntmmeaaﬁlalmeé imaey oo abthel paeeasiing claims, characterized

ﬂ‘g{hgﬂsz% 'a%?e @ ha%%nl: ﬂiaé&%ﬁblé’g)@clplent suitgble for orodispersible

rnmaceutt ca ciprent suit
oadmurs:patlsn taif ethe admmnsltmrr st choseoffranh éhec orapestansishing of disintegrants,

30C8R&0oh LIRS BRd 9N RtRs SR Binding Morticl, ShahRRLAR Rereof.

17. The composition as claimed in claim 16, characterized in that said at least one
pharmaceutically acceptable excipient suitable for orodispersible administration of the
composition is chosen from the group consisting of crospovidone, croscarmellose,
starches and derivatives thereof, sparingly substituted hydroxypropylcellulose derivatives,

35 aiginic acid and its salts, citric acid and its salts, and polyols, and mixtures thereof.
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properties, and m xtures thereof. 17. The conposition

as clainmed in claim16, characterized in that said at
Iweaszoosnmasptrar naceuti cal |y acceygt abl e exci pi erRCT/FR2004/001792
suitable for orodispersible adm nistration of the

conposid MR8 compeitseas Eﬁaﬂf@d Ihear@rr&iébeQI%ﬁﬂe‘éédhﬁg cRims, characterized
crospovi done, croscarnell ose st arches

JBthat seid atdeast ona @pang%u,’ng@q’yfcggmgiplptq;gg@nt suitable for orodispersible

hathies Py @Rl domhsRioflak ipféddnY @ a propdtien b GefifdeR about 2% and
and I1ts salts, citric acid and its salts, and polyols,

APPURBR Byereight selatire toine salayeignt @6 theigpmposition.
zﬁTl E ﬁ?) gﬁé%ﬂn{;%;t.a,&as 'Eféﬁm&p P CHeQS? 1S p;‘é'c@dlﬁs @Ia'lrﬁs characterized

receding clalins, characterized in
t;nahatslga@oapmp@aga, ﬁbsgﬁ@tﬁﬁsé@nemateg %{ar§glgfl%|p@rtlcle and said at

q?&ét@n@@%aﬁﬂéé&%ﬁl fa‘&Ee&EQIQ'e&@Efeﬂ Quﬁblé‘ﬂl‘rbfﬂdﬁpb?s%l@Edmlnlstratlon

osition’is present in proportion of
wtthe@ﬁmab%imn Zhdeast onaw@atmwlwlyw@pgnableeaxa»plemé syitable for taste
t hEs ik wei ght of the conposition. 5 19. The
cConpo t|on as clainmed in any one of the preceding
cI ai ms20. Jharcagipesitioreds claimedhiatclaim 1, sharecterizediedhatgaichat least one

a‘fjmgl:en{tﬁgtﬁ} ag%z)tgb?@teQ?P %Hitﬂlé 96r g%'ié 'n‘?a{sﬁlngng Sfs8n from the

I'ea rmaceu y accept abl e excl pi ent
saroup bbrsisting Qimmr@!rf@wglﬂlthe smihﬁatm faveangsoand siinthetie sweeteners, and
C X at |-east one pharmaceutically acceptabl e
eﬁ%&é{ﬁt Pegbl.fu table for taste masking. 10 20. The
conpos?t iTowe esnprsitionsrs claimadainnelaion 12 lea28c cearpgletzedin that said at

el)g(%élt ﬁ?‘g:ﬁ%a %ez,@?éll %@egtggl?ré%%ﬁl buﬁe}biseyfo ose ﬁ\??lklﬁ? is present in a
t freportjom op betmesh sbonlg.0% aradt abvault 604 aw weight selatbsprio e tagal weight of
f [ d het i d

tthg\rég%\l‘ogggiﬁn synthetic sweeteners, and mxtures

The conposition as clained in claim19 or
20, ch2i. ateavpedition as lckimsdirdart oneldf the petceding claims, characterized

BE?@%&E@&:%@& ; eg% e%ﬁ? Q & e%ﬁ&em %'Pt S%’fldtfgs"‘\ I{o%{an from the group

I'ha propor 1on o
admvststlﬁ)g bf Yilaends, dbioritan6flow agEndd) twettincpegerds,t dyesheH regulators and
t he .composition. 22. The conposition

t,at i ght = of . .
a@”@?rﬁ ?‘%%“1"”"3%9‘95‘?% of the preceding cl ains,
char ac2® rﬂhéeﬁmplomtlbxh at claima:il Bclaiong®, ickamcwrizédnthatoasdd at least one
exc:l f or rm osen fromthe up .
éﬁp @'ﬁ {% ebfs |§ &qjsﬁpl E%’Ht E1e group g%% tlgg of %gcrocrystalhne
Wﬁillt:lo@@ ageies, glmm mpghesign| siearate, antloidbi Bitlea, spolyettylene glycol,
The conpositiaon.as [

tur reo laimed ip .
chapi R ofRen selPisstiorad BRRTSta GOAF RBAGopgnt ois. gums and
eyelatii, and nf;ﬂ[,xrea therebfl form i s chosen fromthe group

consi s of m cr.ocr cell
gl yci n%‘i qﬂ)&d:ﬁ@moaﬁlpg éézlaﬁpgd Inany ¢e |tR rchalng c?a:rhs characterized
pia: iih@f hd gg@@rweqfs chasemdownhe/bmupr coristbting ,of (R,S)-amisulpride, the
cel | ul ose- base ol yners, acryli ol yners, plant. o
cprerStafis aa oo ardieen; saers 8 FREHPs aPsiyde rfighatves or
CAsanVds ﬁfbr%Sofq{sﬂbV@Stdtdry any dereotatbiyasdme@sethesg derivatives being
cl ai ms,. characterized
chosen from the addltlon salts with a pharmaceutically acceptable acid, the quaternary
ammonium salts and the oxides, of amisulpride or of one of its levorotatory and
dextrorotatory isomers, and mixtures thereof.

25. The composition as claimed in any one of the preceding claims, characterized

in that the amisulpride is (R,S)-amisulpride.



in that the am sul pride is chosen fromthe group

consisting of (R S)-am sul pride, the |evorotatory and
dextrorotatory isoners of am sul pride, am sul pride

A0 2605/0048601 30 derivatives ofione of its PCT/FR2004/001792
| evorotatory and dextrorotatory isoners, these

deri vagd, iee ddfipasitios B TRIME Wﬁrtyhﬁte&ﬂ’dhé bRftesinl tc%lm& tdharacterized
a phar nmaceut i cal I%p q%cretgt abl e acid, the quaternar
tase

At therAEusWRidg | RiRIGPOGPN BhDERR heutcie gnd about 80% by

AR gAY reiative tetrne rtéthﬂkélgb(t Ik célfpdgitnot atory i SOWEV S
and m xtures thereof. 25. The conposition as cla

! n any2’orl@espmpreitipn ag slimed i anvkne ¢fibe Reaceding é!f'meeharacteﬂzed
5 1A tharat isaglirelabiv i0dfe ttalWRight- A MeSehripdsiRn: WO

200510048 0 19 PCT/ FR2004/ 001792 26. The conmposit

as cl ai maboytni0gmio abrut 4% %wg;ggb@fcﬁ%@ @rp&pl@glde in the form of at least

char act eghg @8atel Andi defar@d@;sul pride is present in a
proportion o?a eet V\ééélﬁ&rebout 5% and about 80% by

wei ght- r ébewti \a%t & t AkoutoBale wei giveight efhexcipient for orodispersible
conposi ti Gﬁlnnﬁ%tnoﬂ—he conposition as clained in any one
of the preceél clains, characterized 5 in that it
10 conpri se@bomteﬂ“/atq eout §% heweighbot axsipignt fasftaste masking;
conpos; ti % Y opG! B rtn.
(RS)- amagﬁlljtpﬁbg(g%m% géo %@?’%Bg%fe&glﬁeegsto one coat ed
ani sul 2 iThe qempositipe as claipediin B ane eftibeipregsdingwlaims, characterized
Iyt i bl e
rhﬂér}lltsﬂnatﬁég%ﬂ?g-&%E'sgég%h t%tr)e%about 5% by wei ght
of excd$h |T@ntcorrmosmaetae clairoed itgany onexgfdle pPrecegling clayoet characterized
15 1ﬁ it hqti‘é fo%] oﬁ%ﬁeﬁsﬁ:ﬁe ?ab’f’é?ldoq}?frlglhg‘an%&lpﬂa%em a dosage of
nposi on as I'n any one of t ecedi n
cbeiwaenSQHadéﬁﬁmg zed in that it isin the form of an
orodi s r| O I h terized
n” any g ap AR ERaf s citined Farf AR, ho BRecBfing R, sharacterze
i in thatat givas imgnediate neledser o apfiswlpride. odi sper si bl e t abl et
conprising amsul pride in a dosage of between 50 and
800 ng. 30. The conposition as clainmed in any one of
the preceding clainms, characterized in that it gives
i medi at e rel ease of am sul pri de.



