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WO 2007/ 074472PCT/ D12006/ 000319 MOUTH DI SSOLVI NG
PHARMACEUTI CAL COVPCSI TI ON AND PROCESS FOR PREPARI NG
THE SAME Field of the Invention 5 In general, this

wo eithRn relates to the field of drug del i ¥&fwa006/000319
systemand in particular to an inproved nout
di ssol ving pharmaceutical conposition. Mre

MOPSH ﬁlmLVIN@ll‘HKRMWEU‘T@éI\D COMIOSTTOPEAND PROCESS
particul ar enbodi nents hereinafter described in

accordance wi t h FORRRERARINGJHGEAMBCctice, this
i nvention provides a rapidly disintegrating and/or
di ssol vi ng pharmaceutical conposition having good

organol eptic propertEﬁELjﬂhQBMEmhgm of 10 making the
In gg' %{‘Ta?oﬂgﬁs kcgé rég(e ag?s t? gl c{lc{] YD g ?ﬂgegfgﬁrrsga Caul %I; %%’hcular fo an

lmpﬂbhai' mﬁmtmssslaingqmtammeﬁmal domnpisition A fofe bmﬁh:ally, but without
Conpli ance has becope_a major problem particularly

reshﬂ@tonp@e’@eaiam@ﬂamnhmh&rﬁmaﬁm déﬁwbeé An @gperdpnpce with

t:S rea ffIC

the 8310 B 410 ArRuRE 0 AVERGh wrofitt P BBttty sador
dissVi8 9 Qﬁﬁhﬁﬁmﬂhﬂ BsitibrCldvirpOivee %rgghaeﬁmwperﬁ&%d method of

devel oped as an alternative to tablets in order to

nt this problen1 however, suspensions are

often thernodynami cally unstable and may result in

aggregati on and sedlnentatlon duri ng storage.

Probl ens are of t e BaegE@GIA108 aedalse t he accuracy

e e [

th%g?e%gczfl §8§ﬁ%% cgqgsggoz n@?gl‘rz]g ﬁ%ﬁ a’e%'ilex‘} attd neﬁl{a@c%ﬁu&ﬁ active to
its sxprcé" p@lﬂf@m Corsplianee badrbeeimse 2maphr pmbﬂdme ppatcubdysfor paediagic and

S|rable to.have.a t,abl et nte
seriaffi BilopE B8 R B HERE ekl Mkt B AR Fing cote
mediaationwaOei HqﬁicBRﬁmﬁlaﬁ&ts ﬁd&hmstdaepdngbﬂqjhaﬁﬁa@wﬁhfal com osmons
aligﬁ. Such tablets are , 25 easier for, the eltgﬁ
have Jieg Ry TR\ ABITRRCHa EbIg iR et | FiFFIENER thy Broblems
howe 6 khsPwhsiths|add GRenGRRHISEATnAEakARMEbIS andRialy @85ult in ageregation
conveni ence | eads to conpliance with the prescribed

and sgdigiepgtion gurngstarage. Prblansasn eBeuensewntered beqarsabe gccuracy of
the dbSLAPRRMH! arpﬂﬁe&eﬁ u}smbgléﬁ b¥ thél'e@ ﬁ@ﬁfe%ﬁﬂ%ﬂsib&bét%é time the
are a viable 30 al ternatlve for conveni ent
prepaggiipng protadzinigared to e padent pati ents who have
difficulty in swallowing WO
2007/ 074472PCT/ | N2006/ 000319 Rapi dly di sintegrating
It is afteml depidlerackavici c@ablecthapdisintecois mH Qiﬂépdrshﬁmlcﬂiy m the mouth

v R 4905 008 R kSR ) 32 S e

casicAfozi thé eRieAY iaRg chAdbR whoith iive %ﬁﬁw@ fh & bt Bwallowing

within 60 secs, nore preferably in | ess tha 0 secs.
large papsitige8r tablsdy can be taken at any time or place

wi t hout the need for chewing 5 or drinking water or

any other liquid Wien placed in nouth, these tablets
Patierti @nm¢regpcatleads rio asofmpliarse cwithd $he presanilbbdl dgsing regiinek and, as a

absor ption of t e dr su [ou h t bucca
conseia ke, Hhatied Pmpests R, RIS il Riteg el 46 B viabre
alternbiiva V@ t@lvehiedty admbinBerhtione of ﬂgr@dbepﬁtﬁnﬂsthhmhavmmmﬂty in
first pass netabolism 10 Wdely known technologles
swalloWle have been devel oped in the formul 'on of fast
di sintegrating tablets enploy techniques of
freeze-drying, direct conmression and noul di ng.
Several fast dissolving/disintegrating drug delivery
systens have been develted to assist 15 pediatric and
geriatric patients. Cardinal Healthcare markets
Zydi .sTm which is a freeze-dried tablet (U S. Patent
Nos. 4,642,903, 5,188, 825, 5,631, 023, 5,827,541 and
5,976,577) having an oral dissolutiontinme of 2 to 5
seconds. The freeze-drying technology has limtations
due to factors such as tine, costly equi prent and
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Cma | abs markets Orasol vim (U. S. Patent No.
5,178,878) and DurasolvTm | (U S. Patent Nos 6, 221, 392
and 6, 024,981) where OrasolvTmis an effervescent
wdélbdo®6isBONPressi on tablet, that disperses i pepNsodbos1e
saliva wth the aid of aInDst hardlj/ noticeable 25
ef fervescence and di ssolves in | ess than one m.nute,
ving the co d._dru t
Rapidly Yokl G4 Rhpea R osiehe Ry R%GR pildsiOhastc,
good REEE fech ratdd %hﬁﬁﬂv@smm@ucﬂhelt nigj generdily ardut@mtza@ ghapfrapidly

s T B e b IR s e oy s

than 9 86 Beﬁ@éﬁ”ﬁﬂ:@? ShiPbe EaﬂQl flan' ditied phicg b@(ﬁaoﬁ&lié‘lﬁédq@aﬂ chewing
strength than” Orasolvm due to the use of h| r!

or dnnlgngm*etet orenrothes diguid. Whewpl aﬁiji ingpyuh.therg tablgissdisyplpgpaty in 2
few séf%ﬁ (1111918 1Mmc§%§%c9‘ét£ por ¢ QrBURbtincel tﬂb bu&ial and

us "a preparing chewabl e
oesopﬂagammu@sanbmmneﬂastmma@m@tmf agleyd mgredantﬁ tlam@nmal
ter- WD 20071074472PCT1l N20061000319 |

fﬁﬁf@ﬁ%?%%%?gnéxcipient (di sintegrant). The proces§
conpri ses applying ener gy (heat) to tablets to

chi eve s enjng ef fect 0. dj scl gse
wiidef; e PR Bt s Sots oapt (B, BB R Ron of fast
dlsmt'&:@atjfgt $abllty eeraﬂt,f | RBlididnley 6 Heessdtyhmn APéct &otﬁg&ssmn and
atent Application No. 20050019398 to Kothari, |

dagj eev; et al. discloses granules for preparing
_ flash melt oral pharmaceutical conpositions. The
formul ation conprises a suger di sintegrant, a

Severdli fag disspInipeaidriniegrating e debyRry ﬁbst Ve Qﬁgp ge\@ﬁga%po assist
pedtatg%ﬁan? Setial Lt%ﬁ gtgta&ﬁ%"‘%’ﬁ&%loﬁeaﬁm&ér@ iﬁgs oML, Qﬁnch is a freeze-

avouri n agent s. efere i ce
dried ehibee mSeBathlhtd‘ttost. H564Q;9931,Lﬂ 188, 83'?&5e 568 hp@&,é&%%ﬁ ol 51576,577)

ai d of ents,.and t [
having 53 &gl X RO HTEH t%?é %% deSt §% i'ST n'?dgg lte%mlogy has
Innﬂﬁﬂmglhxu&ﬂ@kmﬂﬁsﬁﬁ@@@d@neGmkﬂytamnyn&ntam$prqa§umseqh@Mpn&

_the dis ersin tol iS COo I .
Besidg ables LA Y B toclm oS P SRS Al P ipecial
hwmﬂﬁggh@ﬁﬁkg%ﬁgntegratlng phar maceuti cal compositions '

because of Tts negative heat of solution 15 and

sweet ness. According to Khanlcari et al. (U S. Patent

Cima'}?n dyﬁarﬁgr} ORIANAk SpatBAteNts, N% 378) Q24 DRBEMV EUISS @atent

rectly conpreSS|bIe ma wth |arge particle
Nos. §22B392n amhp;O@Fl)QSéi] wherec@resaly nngpmpﬁg@@qg@tC@ect compression

ta‘bletS %Fr% b?slllg Itelrs%g SinP %Eq%tﬁpg aﬁgep (k:{zlgﬁ{r‘;th% L€ Eofl Qﬁi’osﬁj 91 noticeable -

Ze qui C utes to a
efferve@Ba@tand indlvey lntlbgs than smedinutep i@tammg thyf caakpd dmg@pw@epr The

as t ha ceutical itio teqr S;
unplogeaah Ra¥eY 2F BF OHEVD AORRED Dhaopisd B BYf B powder and
efferv'eﬂ:@@dl eSQ‘[‘t@trﬂlaf&' dii@i&vdnl uagect;f wrmhﬁ?‘deﬁltb IrrEtc]ﬁan:tdalE BSéngth due to
I ncl udl ng_nmann| rticle.siz
light SogRRTEBIOR. UK nit & MU SPE TRt GPRPETIce Bt ving

hzghelf Jng&’laﬂ:ﬁgl SRAPNERA] OldsbIv dmaﬁ‘se St higher cbﬁ)ﬂﬁcthﬁ@li‘essures
abl e to produce tablets by direct 'ponpression also.

=

- during®@bleghing. of the described prior art teaches a solution

for the problens related fp the use of filler like
manni tol having | ar article size where the ptobl em

U.S. PaterPrgalicitioptNe 208 Hé 3 togBymick, iFeankedy ehals disel O%Paé Rrgcess
for pr%pha%ng é&&%leo& Sand agﬁ)ﬁﬂét%oﬂt%ngtﬁg ah 'al:t'iv%r a thrﬁt@ and a water-
rep a conpressi on mnet

therefore, an object of the present |nvent|on to

i mprove upon limtations Eﬂ the prior art.

Accordingly, the present vention provi des an

i mproved orally dissolving pharnaceutica

formul ation, which is able to dissolve rapidly in the

mouth of the patient, with mininmumof grit or other

or ganol epti c unpl easant sensati ons.
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Sunmary It is a principal aimof the present

di scl osure to provide an inproved orally

di si ntegrating and/ or dissol ving pharmaceutica
wéSHIPeakdd on, wherein sai d pharmaceutical cogpsidodiidosie

provi des good organol eptic properties |ike good nouth

feel and fast oral disintegration tine. Another aim

of the ent disclosure is t
T B S S e R U
to adhisve NBGRhihp Caffect.ONPaRbt distlosewhihe hpreparativine oif otablies s by whirect
i n about seconds s in t patient's nouth.
comprespiphelhe t%?‘a‘feﬁeﬁ"ﬁli’li@ st %ur eis to provide

an inproved orally disintegrating or dissolvi ng

phar maceutical co 03|t|on sai d_pharnmaceuti cal:
U.S. Baimjd@phmﬁﬁnhﬁwiz 081 93 9ierKgttar. syl chisclses granules for

prepaﬁﬂg HRGLmat géaf)%hﬂtrﬁgcégﬁgﬁ %Bﬁlggélﬁ&'lsoﬁgi%nhﬁlaﬁ& cﬂb\iﬂﬁﬂsg@a super

i mprove sintegrating or dissolving
d1smqagammaac eispersimig agﬂmnoal distotrptingh @gmtnalshlad bindam ol jdisglosed

bl
compi BB oMl ey 0 e st
that tEOpRASEES Ao Prepack dheiﬂmtthﬂai&ef scdvmmtamﬂtablﬁdSalh application

o 2 e S G 5 0 e

usedgigtﬁghigﬁé,lglﬁ%hgbnaccor dance with the best node of |
practice owever, disclosed disclosure is not '

restricted to the particul ar enbodi nents herei nafter

Genegﬁgcrfﬂ:fﬂggl is! Sy S&se@%?%ﬁtexcfplﬂﬁf ?dlhénﬁ rif\hé eghndficture of

I sI ntegr at ng conpr essed | et COI’TpOSI tion

rapzdlmhqmtagam@ pheahanticat conposiings ha@éﬁﬁ @fdﬁl neggaigtheat(a polgtion
b R TB 1 UTAE 14 P30 50010

No. 6;1)2@ gshptheige ofalidctly tdnepredsiblé mantuméMthyarg@ppﬁdssiZb lirerapidly

anul at ed, co acted.or a ed for
d151ntg P&gﬂgﬁ)q%on's g%g 8 efﬁ sgnoce%e&r(cgc) not solubilize
quickye 'Tfﬁﬁ%onﬂ’iﬁ@t’é@ toa Rl sehdatic® Bf thma;oweﬁu& diﬂthe mannitol as

surface of said filler and n
the pheersarertiead composionedigialograit %%ﬂﬁﬁﬂﬂ BetR oHied fipapfpcess of
inco ﬁhr%phbrpgﬁ’éét @&nﬁgﬂlé’elﬂfe@é“m@l@ﬂﬁ%emanﬂﬁbl aw&ﬂﬁhoh’@e fine
er

e’is provided a process for prepar, ng an
parudfr aﬂﬂtey BYsﬂmab@r aﬂjm@n@@mneg@,@apatm é’[foi??g{ﬁﬁo i bh gaw
( ep. 8fnpAsion
comp’ %}B’h ‘ingr e%ie%t?él a g%eel\}mg |cc%1fh%|ld8{u9%g rg‘%g P
also, convent i onal excipient, wher e| n t he anmount of SI l'icon
di oxi de is about 10 to 30% by wei ght and wherei n
silicon dioxide does not formany adsorbate with the

NoneSithe aGtiived pivarameathes aaolaigarfor, thé lproltems rajetedido the use of

ranul es gs_ohtained in ste IIer
ﬁﬂe’-'g@??v%ﬂ“t‘fﬁ pa\g&%llﬁqggnparggl ﬁﬁ% %Iéeirﬁ tg?lli’rg godit O%ann Bleptic
charaC@N®lcikk RusitifeP&R: 10fthe giittl & Sahdy texvhesfaha filllre when prepared
particle size of said f| Il'er is 150 m crons or above,
by a ogrprespien giewdt of said filler used is about 42 to 72%
by wei ght, wherein said filler is in the dlrectly

conpr essi bl e, granul ated, conpacted or onerét (tjn
q:yg]?:g.} e prior

It is, ﬁ!@mﬁqremobbd%c} of thepressal WYCRoB 1 BRIV EP
t nnRzEﬁ]l!] baldy gl &hbRYed OFRN S&@ﬂ)l
art. %E%F&El@l&l ntB%\c ance vvl(%nyh I%ne %r gfger rglg)gerrbom ?re ving

pharmdaeuqmbmmadms cifl‘uelurseﬁbéﬂ ovdisselyearpifilyip shecmowth ot |ﬂ§F patient,
dlSlnte?ra{&nﬁgﬂo%%n hﬂﬁ%ggﬂ SBREEMSI cal
ere arnmaceutical conposition
is a tablet fornulatlon The formul ati on conpri ses
one or nore active ingredignt, one or nore fillers, a
desi rabl e amount of silicoh dioxide acting as
cushi oni ng agent and ot her pharnaceutically
accept abl e exci pients. In accordance with anot her
enbodi ment of the present disclosure, said
formul ation conprises one or nore active ingredients,



- "Rapidly or orally disintegrating /dissolving” in
accordance with the present invention, neans that the
tabl et disintegrates or disperses preferably within

60 seconds or less, nost preferably within 30 seconds

or less. WD 2007/074472PCTBI N2006/ 000319 "Desired BN
mouth feel" in accordancesumrhdiyt he present invention:

TR e RS SRR P
andfor URplleiag @hmwdtichlrt&)ﬁ@,osﬂamdyhewm @Jildlpﬂayrrﬂaeelticagcon@osﬁmn

S RES iRkt g s 3RET AR febind e Gp! gsimegration

tinsanpl e of any ingredient in mhlch 50% of the sanple
i s bel ow and above that size. "Active pharnmaceuti cal
agents"” in accordance with the present invention
Anoeien Saian pf 11(he phresemacdistiosasd is ngr paivielat sn Ornpt(heﬂ r rapidly/orally
maceu acc abl e sa deri vat
PR S Ryt R STl SrpPiiof BheF R shlpin dissgive in
abhgspoaadodr lanyin thegraapattmaeutitat egory and i s usef ul
for the fornmulation of rapidly or orally
di si ntegrating oral phiarnmaceutical conpositions. 15
Futthercmm amnbe @i‘eﬁantdlstcl‘tSm&Ot it prop'hhramamﬁmb\iedairally dlsmtegratmg or
Cdi qgred nts fq % rgacesutlcg]Fl 1o t|on t %
SErELEn P MRAERTHCE "Blé‘ a8 E’Bﬂ & b‘if‘ ‘i‘“@ﬂ‘m fon " Gaving
mihinamh piil @ safdyreffeble pur pose of the invention
wat er - sol ubl e active pharmaceutical ingredients are
those, which require less than 100 parts of sol vent
Ariothetlias of the plespatr discddsuseCits ity @ro&dideﬁﬁ{:ﬂﬁrb@l orally disintegrating -or

diss g Rranb el RiTetiie ARG SR SoRRRAY S, caplovs a desicable

quargiy of elhrm’r diokhlanwhi pevitls lm‘ttes OIhs‘he:lmflngt ﬁffﬁi:t Hsﬁie\/c@m]:yosnlon
rt ctlv har maceu i ent
an @Bt AhisRF ¥ B S AP RRASE ol "RESHG SaNoNh 1 at e
for 1 the present invention include but are not
ed to

ThF g(malc{w&%g ?Iﬁggdlanz ag%lﬂ'eeg F‘%{C?{F%@]egﬂggg 88 S)Séﬁ%{rlr_ti (ﬂsedlosure in accor-
daﬂcydmdcthle_chesuieodsmﬁpﬁstaier boweet, adigct@pddiscloszaps net, restricted to
Rl B g S P TR et o an, T35
zoln1triptan nnntelukast desloratadlne and

In %) ﬁ'gs? Bspgg’tnﬁ'ter& i3 \Pé?ﬁlclle (;rr% plgs i qggatxgg CPIélPrets egstablet composﬂ:lon
coroEiyng ) sn allivet ;ﬂtahaacanmnﬂ) hgsit,db) pbHllgrdlaginigna lauctegdopHrticle size
of P uRirg T, 1 B RO Renp e o PofEy il 8hdWikrein sa
fillbras tn dibdctly eomtpiesdiblo) granulated compacted or agglomerated form; (c) silicon
dioxide ranging from about 10 to 30% by weight, wherein said silicon dioxide covers the
surface of said filler and does not form any adsorbate with the said active pharmaceutical

agent, and optionally an effervescent couple.



30 or maltitol. Said polyols have particle texture
that is crystalline or arnorphous or agglonerate in
nature. The nost preferred polyol is mannitol in
anmount of pneferably 30- 80% by wei ght having | arge
particle size of 100-450 m cron. Preferably average
Inpasdcbad asptiz eh@é m@mildedl a pacedshfer p@aﬁmg ah mmryt tisintegrating
Mamai tol i.s cbme

[ 150-
oA o ST YR BT i SFTaRl 44k pficing ranules of an
actienlifgadiaut @lonRoditietilieon Efo&hieeandlmd&iVeﬂldnﬁEé)eﬁmerbf ahetein the

Rt gt iscs B PTG Ao o3 om ki nd N2 ikisg dioxide docs
nobiPGny Béwitatd @lth ﬂﬁa&(ﬁd‘t&ewmemg@upwl hg@ite(b;nmeng)fhe granules

2 GBS B TG RSP SHOPOYt Ul i glion

dioidy eners ﬂhespﬁ‘@ctel vfesayd fillen whedin $hel sardidls aizavdi saiabfiker is 150

commer c aIIy er the an ane Pear ito D .
i BbdpiYa Sr S5 SFOUT AT S0 THRoTdoaO? Biire by weieht
widhdid e fitlerdiy pete Qliret’tl.ylm)irrtmdmlbai graqoiatedNq@ingiaed bﬁﬁgglomerated

Tolf RO SHTDRSVE N8° CURH B M Rgortt gyt orn . oraly

mmn&@emdgbnqma£@&&QMmrphous silicon dioxide, 10 which

is used in significantly higher proportion (greater

than 3% as conipared to the normally used anounts
In (@tadmde 194th f @fe prifiiretd bmbodimatt ahe prasege dma]btlirellz&Swdes an
. Sir crysta manni tol get fused together
- imiiest 0530 Sliie SeralTRe Ot ¢ Rl T Steh PR O porlin pherein said
phintgcanicallhveg@sitions astakld: famolation. IMHﬁKmhbﬁoﬁemdmmmsoneor

di gsol.ve slowy anld ate..qgi.ve .
magtal38 ieraruent Aiste FgSe debrEFBRRRTor SiPbCy s ping o
cudhdditiigg agedtanRrodise @hmmf:edﬂcglﬂy aoeptialile eztmpnelhtb.m dal _
~and/ or anor phous silicon dioxide in the tablet gives

a sandwi ch or cushioning effect between the mannitol

In mamrﬂmicesmt}r eﬁuihta:i pgbbdimsenlke lthep@retsé:ml disqdasute, chiel formulation

i nteractions si.on and nc¢e, quicker ” :
coryPaES Pl PO e A SRIBERr oUEAF BT der T s qerily size
praférablg rﬁ:nmn:dl,, ogher gﬂlmsna&gmt;cally hedepatitdi dxcipiennd alohglwith high and

ous licon .. .
e ARl Bl G Sp MR Prslea My BRI PLBY SpirBlsiofiPa ogice
- or conpletely nasks the gritty i or sandy nouth fee
due to the filler without affecting the nmouth-
di si ntegtati on of the pharmaceutical conposition as
the disintegration tinme of the pharnaceutica
(conposition is |l ess than 60 seconds. Further,
col I oi dal and/ or anorphous silicon dioxhle provides
25 hydrophilicity in the matrix, which inproves the
disintegration of the rapidly t disintegrating ‘
pharmaceuti cal conposition of the present invention.
The (use of high amount (5% to 30% of colloidal or
anor phous silicon dioxide inparts Mrel hydrophilic
and cushioning properties between the crystalline
mannitol, which iinproves the mouth i feel. 30

4a



Col loidal silicon dioxide is commercially avail abl e
fromthree different sclpurces under different brand
nanes |li ke Aerosil(r) from Degussa, Germany; Cab- O-
Sil(r)l from Cabot Corporation, and Wacker HDK from
Wacker-Chemie GrbH. Simlarly anorPhous silicon WO

w}ﬁﬂf)iﬁfcﬂﬁdbé?t%ﬂéfr LdINROAGY 6ffe3 ]lﬁ:txd&emxthd eused fdbemmpartialasl dnd hence
|on USA under the

R R kTieh AR e AT PR us si 1 cone

di oxide is also conmerci |y avallable I, as Syloie

SRS LSRN e 6, i i
comprsegnanepdro mwres pitiveoimgriidisxisd enaeanéochI@rpmbdsim) of 100-450
mir:rt&ﬁs ér ﬁﬁ'}% ﬁ&ld f eﬁﬁ/or%ﬁ{mﬁﬁ’)hg Bi‘ﬂ@oﬂ)nﬁlo 1'3@ 1rp%rf§1ﬁﬁlﬁnt of about 3to

I nventi on ar maceut i cal COHDOSItIOh
30 b aveight, rﬂﬂ@rﬂrl leﬁreaCII@@tegw@n& déento and ppticnHy eferseent couple.

TheXFhain8uicdl | KSinSHsiiont RB6aMcRides Wil @CEARERtioal AMULIIAG like
aids, lubricants, sweeteners, glidants, antjadherants

dlsgﬁ%er%ﬁts@tsmf@@artth dlaxgpring,pifly Hubricpaist swaskengrse ghighals. apfépdherants

or ﬁﬁkfu@é's”ﬂh@{éﬁﬁ Ig’rfleish&hé@x;ﬂeaﬁht@ﬂ Yihdi gekdehRgé abinpesi@b mentioned
ar conposi Ul

ceuti cal 0 ddltlona
he‘é‘i%’cﬁ gwf‘%‘}%&s phing ltg "f%ﬁﬁﬂg oAl sompositign gp formylation. For
pufpded bf gf@éiﬁtcﬁsckﬁ,u@ cagpsitahl gndl f@ﬁﬁulhﬁtﬂﬂsﬂdﬁ% be given the same
kf erably 5% of the total mass of the tablet.|l The
MRYPPi cant is used herein as an additi onal ex0|p|ent
t hat ban affect the perfornance of 15 an orally

In S EE PR bR RR o B BGRnL pBRIoon; Y Ftarion
compritealong os owbiral mt%eagrydlen‘lts,nmmatltgl h#isy hyeragd p}amnh size of 100
mighfEKEHS TRGRESHUDALPIGNS 58! MR AL CRUME SFShbiphous

enate nmonost

silipprefioxidedn hupmpwd ol pfederalip @b@lérﬁpic§|0% lpnweiight, st preferred is 5
S n d %

o BEER A AL UM LU TR, ol o

pharmaPWﬁﬁtlc agemppsijion  2¢poof inglhdespr efbent cqnm@wmab newments like

ANE Qe R, ﬁmﬂfngoafldsapﬁﬂtzar%s taﬁt: 2derbits V?i'd%’[g swebteners
tional effeénrescent couple lﬁqgresen

anci PAPERICE Bquoﬁcﬂ\%%%O%@Wh@@lpl%w &R ugsrbinle geesent wisglosure in

an Bingk o esbueider vescent coupl e evol ves gas by neans of
a chem cal reaction between soluble acid source, an

al kal i nonohydr ogencar bonat e or_other car bbnat e
In S@dFdagce? HitAnGlotvet embadicheh0b Gl prus'ent als&lbmm&ﬂa is Bﬁ@nded a

roduced by such . a hen1ca] tio rbon
g e PPRETBATY QO c R BE AR i Ao RiTE dapERAceutical
cothpusithurampeising theptdpepf:and may i ncl ude edi bl e aci ds,
itric ac

o 1 Btpatifly PR 1o iy Pteont AonB) e i e and
appacprihieaquiintities ¢fi doaveranhlonatpiensspwheein the lanthast of gilicon dioxide
is a%glllt@ to%%%bbwgght; '

(b) granules as obtained in step (a) are mixed with the filler and appropriate
quantities of conventional excipients, wherein the particle size of filler is 150 microns or
above and the filler is in- the directly compresmb]e granulated, compacted or

agglomerated form;



- and bicarbonate salts for exanpl e sodi um carbonate,
sodi um hydr ogen carbonate, 30 magnesi um car bonat e,
~cal cium carbonate and the Like. The preferred

ef fervescent couple for the"present invention is

citric acid n rous)/ SQdI gen car bgnha
b o6 et e i g B &) ﬁa%@&dﬁaswtegratmg
an@@raggga&%@%kgpout 10 to 30@6by melght

2007/ 074472PCT/ 1 N2006/ 000319 The d|S|ntegrant(s) used
in the present invention may be selected fromthe

It %P%a@?@{téﬂ%&%{ séip?etg% tﬁ%ﬁf%ht ?@%ﬁ§ {gfgtrﬁg kjﬁ:@éﬂ% df¥tosure
catlalso bt egnartemgltcamihbn dopageSuin alikeadigiesili¢ efleansniles and sachet
% har |cal conposition of the present
cop $% ﬁde but are not limted to
n1crocrystalllne cellul ose (avail able comrercially
under the brand nane AMICG from FMC Bi opol yner),
croscar nel | ose dodgilpghReserintionaf helpventian | abl e from
FMC Bi opol yner under the brand nane Ac-Di Solt),
crosslinked pol yvinyl pyrrolidone (conmercially
Whﬂﬂaﬂhsamemfaatzd(obdmcﬁmiﬁs @tith Hailodsi photncuBrlyMydintory BASEKd distinctly

Phar s XL, . XL- fromI|SP Pharma 6
CIoFE BBt oG By HEBARRAT SEaP BTyt o) UGl M B3 G pyon can
be aMéric Ireiail @meﬁtdmedulghfr@mmm Dohvieeddiatddanaérifdid of the
. glotab ry fromlRS harna) prolacrilin potassium
inyegy of theinrindesl exagplear aber | ite(r) 1RP-88 ),

pregelatlnlzed starch (commercially tilable from

col orcon under the brand nane starchl500) and | ow
In snoiogt dissed e hlydlraﬂxylp!h{mgrhti@ﬂabl@t temulptiondPEylatalitiey and smooth

moglﬁ%éeggl{s %?1%\% ne%% é?lntré S%g%ﬁo(?rfr#gglgld%oﬂ%ségaﬂgg op dlssoli]vmg oral

phaxlayatitiaxl deyipositibelGRigciDls ipRkeRfddlwith mteﬁts(ﬁmpm@@e that results in
conmbj nalion_ thereof. 15 Preferably

enng¢dn thepaiic( epe b T%hﬁewi@rfé%%ﬁtplqnﬁﬁv@ﬁw%@ﬁ dp gbe formulation of

rapfﬁarplcﬁég@ﬂnﬁo@ TR Ex et Hiknt ﬁacégc/&m WEhE Hbrmulation,
Suit abl e avouring ard (s) used in composi tion

impyfrt the desnet] of gruelepiiopropertibuate dyoduchefBeargt linmited to
‘strawberry, cherry, peppermnt, black currant and
caranel. Preferable flavoring 20 aid is shawberry or

The hereseyt afiventiangelags worbiapadly/omlly héik@edratby ebedabdlying oral
the 4avaring aids of the present inventions are used:
pharpagilical G ARPOSHOBRLERIRPTISE OB 6§ B&Pr‘?/\é?tljﬁt ingredigpisy g gr more

- filled bR pARlef s% otf h @0 Q90RASHE bP ﬁb&ffe 4 hgh Hﬁl@ﬁlﬁ'?)tf colloidal and/or
i nvent i on ‘i ndudel but are not limted to sodium

amplavhm}ﬂ sidig1p [atxade p@loylslumbag 128, Opglqrsmmatl@nmratmg agents,

optpci% ﬁ%é&%rp/gscgnt C%lel%l%%?le ﬁgslg% aevrm g{?? eglsl(% progertles like

ﬁm&mﬁhﬂﬁnk@hﬂ&ﬂuswhp@aﬁﬁmdﬁkﬂﬂeﬁﬁbly.the surfactants of
the present inventions are used in an anmount of about
1to 4 %by weight. Suitable sweeteners include, for

- “REDIAIRE @ralBS BRI AR oMt Svin b &t docoRBEENRHN thettesciPintntion,

- means that the tablet disintegrates or disperses preferably within 60 seconds or less, most

. preferably within 30 seconds or less.
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30 thereof,- acesul fame potassium sucral ose, sucrose,
fructose and the like. The preferred sweetner is
aspartane (Nutra sweet). Preferably the sweeteners of
the present invention are used in an anmounpcPinBERRIEI319
WO 3007/§7447204 by wei ght. WD 2007/ 074472PCT/ | N2006/ 000319

Sui tabl e anti-adherant and glidant of the present
i nvention include but are not limted to t

“Desi@R et el $h htwadaace wish thei RIgTens OVERIAR HFER %beephmaceumal

anpr phqus sjli.c asrg,_qi R lesdiiu e asil Iviigag eainimum of
compth@pé}l%%tpgaﬁﬁ ,1@2-%‘( gaoﬁﬁl ‘g?ﬁtal adher antlsgnar e anor phous
unplea§ R{ﬁegy g&ﬁﬁﬁ@rcﬁﬂ&ﬁfeﬂmm silicon dioxide or |

nat| on thereof. Preferably anti-a.dherant:and
glldant 5 are used in an anount of about 0.5 -!2 % by

p PI9GESRdHeE vilheparjragnainventiin ypeans yolume mean
Avﬁ%ﬁsﬁéggggﬁ3| ng and/ or di ssol VW ?@ﬁr%gj ?éjfs'%?dzw dabove
dismeteo bP @ samiploref ahy tipmedip 4 5 7 1°SES ' { P

.steps of: (a) preparing granules of an

that siZg.¢ | ve | ngredi ent along with di oxi de and appropriate
10 quantities of conventional excipients, wherein the

mount of _si.licon, d| Q Syiap 2] 'aasﬁgth;i gans any
“Act‘WEPWaceuma] agERs” g aﬁ{ﬂ es Ggs obt%é(flI n%g in st e ém vates
anrﬁ?@atlgél)iﬁﬁ'teﬂ%ﬁ{blo&h&ﬁ pliakm:-ceah@hl atsﬁ%ﬂpiﬁblq safte, %E‘HE;E e 0l
of conventjonal . exci pi ents Z&d i
or hyes WG oligt Aot e Ra oSt SF duf MergRulc plifhon aal i

al

LRt eprmpiensbbl @allyrdisivlegtating Q;wa@zr@aeum

useﬁﬁ %r B-g% ger)rerat ed 15%1?” m The foll ow ng

compdjmtmls.l mting exanples illustrate specific errbodl ment s
og the present 25 invention. They are, however, ; not

intended to be limting the scope rese "
In oﬂen\éﬁibbmmnt rthar@cumyphag;mm(@l 1111@8@3{5 ﬂﬁrmaceutxc

[ or al I Aissaol vbmgrateabﬂlsﬁtuble For the
compe%'g%g hecresa ﬁ‘gﬂ %‘%g‘%&d/ll\lzc?oaloooslg St hich
urpos6f @ liRbhSor Walet-dlilly astiverphanacertigeh HigE Fmse w

reqmr%o {elsso I’c}é\ja%l 5 l};!alqt(s) nofd so(fveng o (AELRR b ﬁzg'p)of active phbrmaccutxc&
mgredwnt whereas water-insoluble active pharmaceutlcal ingredients are fhose which

" require more than 100" parts of solvent to dissolve 1 part of active ph}mnaceuncal

ingredient. The preferred active pharmaceutical agents contemplated for the present
invention include but are not limited to olanzapine, risperidone, loperamlde loratadine,
hydrochlorothiazide, donepezil hydrochloride, ondansetron, clonazepam* clozapine,
mitrazapine, oxcarbazapine, tramadol, cetirizine, lamotrizine, alprazolam! rizatriptan,

Zolmitriptan, montelukast, desloratadine and paracetamol. , _7 1

The filler(s) used in the composition of the present invention are polyo]k or related

compounds Suitable examples of polyols include but are not limited ‘Eo mannitol,
dextrates, NF hydrated {Emedex™), sorbitol, xyhtol sucrose, fructose, lacutol erythritol
or maltitol. Said polyols have particle texture that is crystalline or amorphous or
agglomerate in nature. The most preferred polyol is mannitol in amount of preferably 30-

80% by weight having large particle size of 100- 450 micron. Preferably average particle

size of mannitol for the present invention is 150-350 micron. Mannitol ‘is cbmmerclally .
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3. Sodium stearyl fumarate ( :

Pr uv 4. O [
gPoI ypl asdone XL-10) 171.5 1 5. ?Aspartaneoﬁﬁlgr:rgone
weet) 6. Sodiumlauryl sulfate op 7. Pepperm nt

flavor 0,6 8 Bl ack curran
; . t flavor 9. Pubr £
WO nat/er472) i p 10. Dextrates NF hydrated (Emg(f)/ﬁiézg{%mgosm

avajlable from manufacturer Roquette, France, under different brand names like Pearlito!
160C, Pearlitol 200 DC, Pearlitol 300 DC, Pearlitol 400 DC and Pearlitol 500DC. Pearlitol
160C has average particle size of 160 sicrons. Similarly Pearlitol 300DC,:400 DC and

' 500DC have mean particle diameter of 250, 360 and 520 microns, respectively. Mannitol

is also available commercially under the brand name Peartitol SD 200 and i Pearlitol SD

300. All of the above mentioned different types of mannitols are contemplated for

pharmaceutical composition of the present invention. |

: |
In addition there is cushioning agent pemely colloidal and/or amorphous sﬂ;mon dioxide,

 which is used in significantly higher proporfion (greater than 3%) as compared to the

normally used amounts (around 1%) for tablet lubrication, Large particles or crystals of
mannifol get fused together during compression forming strong bonds at\the lines of
fusion. These compressed mannitol partiéles te;;ld to dissolve slowly aind being in
compacted state give coarse mouthfeel when ingested as a mouth-diSSfJilving tablet.
Presence of high amount of colloidal and/or amorphous silicon dioxide in fh%: tablet gives
a sandwich or cushioning effect between‘the mannitol particles, resulﬁn:g in weaker
particle-particle interactions én compression and hence, quicker dissolution a'nd smoother
mouthfeel when swallowed. '

i
i

1t is found, surprisingly, that addition of high amount of colloidal and / o amorphous

silicon dioxide covers the surface of filler, thus, improves or completely masks the gritty
ot sandy moutli feel due to the filler without affecting the mouth disiﬁfegil:gtion of the
pharmaceutical composition as the disintegration time of the pharmaceuﬁcallcomposiﬁon
is less than 60 seconds. Further, colloidal and/or amorphous silicon dioxflde provides
hydrophilicity in the matrix, which improves the disintegration of ithe rapidly

i
_ disintegrating pharmaceutical composition of the present invention. The liuse of high

amount (5% to 30%) of colloidal or amorphous silicon dioxide imparts inorg hydrophilic

i
and cushioning properties between the crystalline mannitol, which improves the mouth

feel.

Cotloidal silicon dioxide is commercially available from three different scivurces under
different brand names like Aerosil® from Degussa, Germany; Cab- O- Si1®§ from Cabot
Corporation, and Wacker HDK from Wacker-Chemie GmbH. Similarly amorphous silicon

1
!
!
i
3
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11. dCtric acid (anhydrous) 1.5 12 [ [

‘ : . . Runaric acid
3[;.0 13.  Sodi um hydrogen carbonate 8.)0 Total 110 *
vapor ates during processing Preparation method:

Par acet anol (5 ng), colloidal sili i
, con di oxige.
woggdiotdvst earyl fumarate (2 5ng), crospovi donem?%’o 319

ng) and aspartane (2 ng) were wei gheck a
nd
t hrough 80 nesh sieve screen and gere bIendggs?gd

diomd% %%ﬁn@fﬁ%ﬁrﬁxﬁlaebgb &otﬂﬂw(idr Hubemndompraiipn 154 r‘lﬁiﬂﬁrs@% Brand
name RmC{P(IEH?Eg ﬁl@@peﬁn{o\g)h@m % e U'Etloﬁ&r ¥l S%uoofnﬁﬁ&m 1y a\rr]aﬂable
N g

o S Syt b o st o

colloifagt yiben dm:gﬁECamﬂ arFphayp | BHCGy Soxpde, ars gmﬁ{a%i for the
wer e passed.thr

ham?@!?]?ﬁ@ﬁ ough .40 Butgieve scr*n. 5.

P HPOFHAVOF Q%BI Ben[rﬁ? blnack currant fI avor (0.4
ggélufr”qr:j? aCid (1.5 ng), fumaric acid (3 ng), '

The pHATGRPHE yfo%%)%sr,ll glgéf ﬁlﬁpgeiser(tq \f%%lon £19b 19:'1113%& ofhk# |tam@entional

eary umar at e n’g)

fehd IR0 VSR BE aktd OsuiBaptaiteey £ e fidants,
exclplg R 07, ( 71@@%%2%%?2;@%@%?@6%@; grem”
anhadaemms ainégﬂNFUIh%/ﬂ?e&‘to Ed¥. ségﬁ%pgh %r ough %60 of the
rap1d1§ﬁ&ﬁ %%S&Qlfﬁ% i o&iﬂdﬁs SPemdfBional excipients used in
end obtalned in S
said fhiiulldtion ahd prestetinsimail amegtsgf- grssnsgﬁ& s i 195 ﬁ{feferably 5%
(4) step
of the total mass of the tablet. g

The tubricant is used herein as an additional excipient that can affect the pegformance of
an orally disintegrating pharmaceutical composition, Suitable examples of lubricants
include but are not limited to talc, sodium stearyl fumarate (Pruv), calcium stearate,

magnesium stearate, zinc stearate, glyceryl behenate, stearic acid abd glyceryl
monostearate. Prefen‘ed Tubricant for the composition of the present mventlon is sodivm
stearyl fumarate or magnesium stearate or combination thereof Preferably ﬂ'ze lubricant (s)
of the present invention are employed in an amount of about 1to 5 % by welght.

E‘

Optional effervescent couple of the present invention includes compounds v‘yhlch gvolve
gas. The preferred effervescent couple evolves gas by means of a ohemlcal reaction
between soluble acid source, an alkali monohydrogencarbonate or other oarbonate source
and water and Jor saliva in the mouth. The gas produced by such a chemicdl reaction is

carbon dioxide, The acid source may be any which are safe for human consumption and

may inelude edible acids, such as, for example citric acid, tartaric acid, mahc acid, fumaric

acid, adipic acid, succinic acid and the like. Carbonate source includes dry solhd carbonate

“and bicarbonate salts for example sodivm carbonate, sodium hydrogen carbonate,

magnesium carbonate, calcium carbonate and the like. The preferred effervescent couple
for the present invention is citric acid (anhydrous)/ sodium hydrogen oarbonate Preferably

the effervescent couple is employed in an amouat of about 10 to 30 % by weight
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58. The lubricated blend of ste 7) was c

to tablets using suitable punchgs.( ) Tabl e;)g’p\r/v:fzed

conpressed using rotary conpression nmachi ne. The'

resulting tablets had hardness of about 6 tog N and
wohe7Ri4abi | ity was 1.2% The average in thGTﬂNZO"GmM?’w

d! s! ntegration 10 tine was 14-15 seconds and in vivo "

di sintegration time was 20-24 seconds. Exanple 2

The qx%ﬁ%@ﬂﬁt%g ds8Piifl| {6k Oprabdny inkrentiod eqayabé regledicd somi g group

| complrising mfgwaxerngotg%g; Izigagerﬁgsrcgeblqogwa gqgf}lféﬁgal}latm%i?%eht%coum

oo G ARy Uty ptnt i oot

of thk @P@éﬁﬁ@eﬁﬁ&m}:lude but are not limited to microcrystalline ceﬁ{ﬂese (available
commercially under the brand name Avicel® from FMC Biopolymer), croscarmellose
sodium (commercially available from FMC Biopolymer under the brand name Ac-Di-
Sol®), crosslinked polyvinylpyrrolidone (commercially available as Kolhdon CL,.
Kollidon CL-M from BASF Pharma and polyplasdone XL, XL-10, ﬁ'ornj ISP Pharma
Technologaes), sodium starch glycolate (commermally available as anogell from DMV
International and. Explotab® from JRS Pharma), prolacrilin potassium (cfemmerclally
available as Amberlite® IRP-88 ), pregelaumzed starch (commercially a\{mlable from
colorcon under the brand name starehlSOO) and low substituted hydroxypropyl cellulose
(L-HPC). The preferred dlsmtegrant(s) for the composition of the present mventmn are
crosshinked polyvinylpyrrolidone or polacrilin potassium or combmaﬁon thereof.
Preferably the drsmtegrant(s) of the present 1nvent10ns are employed in ah amount of

about 10 to 30 % by weight.

Suitable flavouring aid (s) used in the composition of present invention melude but are not
limited to strawberry, cherry, peppermmt black currant and caramel. Preferable flavoring
aid is sttawberry or cherry or orange or combination thereof, Preferably the ﬂavormg aids
of the present inventions are used in an amount of about 1 to 5 % by weight. l

- i
Suitable surfactants for the composition of the present nvention mclude| but are not
limited to sodlum lauryl sulphate, polysorbate 80, polysorbate 60, polysorbate 490,
polysorbate 20, poloxamers and glyceryl monostearate. The preferred surfactant is sodium
lauryl sulphate, Preferably the surfactants of the present inventions are used i 1n an amount

of about 1 to 4 % by weight. _ ; : |

Suitable sweeteners include, for example, aspartame (Nutra sweet), saccharin and salts
thereof, acesulfame potassiom, sucralose, sucrose, fructose and the like. 'IIhe preferred

sweetner is aspartame (Nutra sweet). Preferably the sweeteners of the present invention

are used in an amount of about 1 t0 5 % by weight. i

10
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5. ' Polacrilin potassium (Anberl i

, te | RP 88 6.
Aspartanme (Nutra sweet) 14 i 7. -Sodium | au)ryl
sulfate 0.3 56.15 8. Mannitol (Pearlitol SD 200) 9. '

Mannitol (Pearlitol SD 300) 30.60 To
- ' tal 1
WomEHarat i on Met hod 1. 4 an7api ne and Coﬁggﬂigmaéomny

silicon dioxide were m xed and
sifted throigh 80 nesh
sieve scieen. 2. Mcrocrystalline cell ul gse

' Smtzl%@%ﬁlﬁaih%bﬁﬁéﬂﬂ glfdamfaheepre@gmwrgwp insdpde opf {1 mot limited to

N R

calcium silicate. Preferable glidants and antiadherants are amorpbous silicon d10x1de

colloidal silicon dioxide or combination thereof. Preferably anti-adherant an,d glidant

are used in an amount of about 0.5 —2 % by weight.

The pro.cess for preparing an_orally disintegrating and/or dissolving -pfxarmaceutical
composition of the present invention comprlses the steps of: !

(a) preparing granules of an active ingredient along with dioxide an{d appropnate
quantities of convenﬁonal excipients, wherem the amount of silicon ledeE—| is about 5 to
30% by weight; 5 '

| (b) granules as obtained in step (2) are mixed with the filler and appropriate

_ quantities of conventional excipients, wherein the perticle size of filler is 1‘ 0 microns or

above and the filler is in the directly compressnble granulaied, compacted or hgglomerated

form;

(c) compressing the blend as obtained in step (b) to form orally disintegrating

3

and/or dissolving tablets. ' S

The pharmaceutical composition of the présent invention is prepared by employing
preferably wet granulation technique. However, the process is not lnmted to wet

granulation and other forms of processing, like, direct compression or dryg granulation,

may alsb be adopted. :
%
|

The following non-lumtmg examples illustrate specific embodiments oﬂ the present
invention. They are, however, not intended to be limiting the scope of the present

invention in any way. :
i

- Example 1

Paracetamol rapidly/orally disinteerating/dissolving tablet:

Composition:

11



80 nesh sieve screen and bl ended together. WO
2007/ 074472PCT/ | N2006/ 000319 3. The povvder bl end
obtained formstep (1) & (2) were further" sifter’

W(té%rﬂ% ?7 80 mesh sieve screen. 4. Mannitol Fgg)jlllv!oﬁ@doosm

Mas sifted through 50 nmesh sieve sc

The powder bl end obtained formstep (3) & (4) were
further bl ended and used for 5nmeking tablets Tabhlets

V\ErSi‘.N@mi)lI@&Eehtsti ng rotary conpression M gy The
regsul ti4jtablets had hardness of about 6 to;8 N and
the friability was 0.47% The averiage in vitr
di[S] It €01 @Eta8BamblT® WAS 6- 8 seconds. 10Exanrp| e$3

nepezill Hydrochloride rapLdLﬁLgLaLlu
di|s?-nt egf ﬂollﬁ@ﬁbﬁllmldw (Asrasid £00) Con'p03| 1 on:‘i9 Sr.

; 'i ngrey TR E¥ . negezil
hyd3r ochl 0r| uh%st%%fl ﬁdﬁ e(gofﬁg dal_si I i conldioxide
(Aet.osi | | ZDE8poGda: (Polyplasdone X1-10) 1'7!.5

5. Aspartame (Nutra sweet) 2

6. Sodium lauryl sulfate 09

7. Peppermint flavor 06

8, Black currant flavor 04

9. Purified water* qis

10. Dextrates NF hydrated (Emdex) 69.1

11. Citric acid (anhydrous) 15

12. Fumaric acid | 3D

13. Sodium hydrogen carbonate 8.0

Total : 120

* Bvaporates during processing

T
1

Preparation method: ' ' |

1.

Paracetamol (5 mg) colloidal silicon dioxide (8 mg), sodium stearyll fumarate (2
mg), crospovidone (7.5 mg) and aspartame (2 mg) were we1ghc3 and passed
through 80 mesh sieve screen and were blended for 5-10 minutes.

The powder blend obtained from step (1) was granulated with sodiumilauryl

sulfate solution in water to obtain wet mass. :

The wet mass of step (2) were passed through 20 mesh sieve screen and dried at
suitable temperature between 40-65°C. }

The dried granules of step (3) were passed through 40 mesh sieve scre{en

5. Peppermint flavor (0.6 mg), black currant flavor (0.4 mg), citric aGId (1.5 mg),

5
2,
3.

10
4,

15

fumaric acid (3 mg), sodium hydrogen carbonate (8 mg), colloidal sificon dioxide
(1 mg), sodium stearyl fumarate (1mg), crospovidone (10 mg) were s‘jﬂed through
1

80 mesh sieve screen.

12



3. Sodiumstearyl fumarate (Pruv) 3.00 4.
Cr ospovi done (Pol ypl asdone XL-10) 16.00 5.
Aspartanme (Nutra sweet) 2.00 6. Sodium | auryl

ulfate 1.00 7. Strawberry flavor 1.00 8
Wéﬁ‘}“”’f"{"é@ water* gq.s 9. Mannitol (Pearli toPC§WOWG3lg

6. Dextrates NF hydrated (Emdex) was sifted through 50 mesh swv}e screen and

mixed with step (5) ingredients.
7. Blend obtained in step (6) was further blended with drug granules z)[s obtained in
step (4). l :
5 8. The lubricated blend of step (’7) was compressed to tablets using smtable
punches. E
| N
Tablets were compressed using rotary compression machine. The resulting tablets had
hardness of about 6 to 7 N and the friability was 1.2%. The average in vitro disintegrdﬁon

10 time was 14-15 seconds and in vivo disintegration time was 20-24 seconds.

Example 2 ‘ ;
Olanzapine rapidly/orally disintegrating/dissolving tablet: '

Composition: ;i
' |

Sr. No. | Ingredients Quantity
_ ' inmg
1. Olanzapine . 5
2, Colloidal silicon dioxide (Aerosil 200) 4i
3, Microcrystalline cellulose (Avicel PH 112) 1(;
4. Sodium stearyl fumarate (Pruv) 3
5. Polacrilin potassium (Amberlite IRP 88) 10
6. Aspartame (Nutra sweet) _ 1.5
7. Sodium lauryl suifate 0.35
8. Mannitol (Pearlitol SD 200) 56.15
19 | Mannitol (Pearlitol SD 300) 30.00
Total 120
15 _ '
Preparation Method I
1. Olanzapine and colloidal silicon dioxide were mixed and sifted ﬂ:rm’lgh 80 mesh
~ sieve screen. |
2. Microorystalline cellulose, sodium stearyl fumarate, aspartamei', polacrilin
20 potassium, sodium lauryl sulfate, mannitol (Pearlitol SD 200) were sifted through

80 mesh sieve screen and blended together. :

13



26.00 Total 60 * Evaporates during processing 15
Preparati on net hod: 1. Donepezil (5 ng), coll oidal
silicon dioxide (5 ng), sodiumstearyl Ifumarate (2

_ spovi done (10 ng) and aspartame (2 \

Wé:gﬁgoaﬂ%é% and passed 20t hrough 80 nesh si eve@@%@hﬁmmw

and were bl ended for 5-10 nminutes. 2. The powder
bl end obtai ned fromstep (1) was anul at ed W 4%
TaqTonewda tendorbtaned Sarriep 4L 1 (A grore, Hsthep, Siigt gfpueh 80
el BPsiSve st 2007/ 074472 PCT/ 1 N2006/ 000319 3. The
wet nmass o step (2) was dried at suitable
4 eNpenil (Perliol SR 800)s0asaHiRd tarougini) meshatrvg Serae- ¢ es of

€0 10T
Tk paoc Bl RBRARI S A0 (20 (I ds RRieE bERa gD 12ea £
5 « sipgMEngtdbbn. 6. Strawberry flavor and renaining
quantity of colloidal silicon diopdde (1 nmg), seodium
stearyl fitmarate (1 ng) and crospovi done (6 ng) were

Tabw@iﬁé}s%ﬁ@ﬁbs@asm 1149 UgknpBRsioR Ihackiney Ehs cesalimzatablets had

bl ended t oget h d f
N e TR Rt i
d1smgrg‘?ug,1n%&m§c%ﬁds(7) was further bl ended W|t|

granul es obtained fromstep (4) to obtain

10 | ubricated bl end. 109. rlcated bl end of utep
i /Ioﬁaﬁ ikt BtatHiib/di dbilet!

1 0sTng rotary conpreSS|oh
machi ne. The resultlnggpamﬂsnsﬁhad hardness of about

o {85 Mo, pUESFIFbN ¢ e uas - 10 cebomaD goage "
Exanpl € 4 | Donepezil hydrochloride 5.00
2. [ Colioidal silicon dioxide (Aerosil 200) 600 |
3. Sodium stearyl fumarate (Pruv) 3.00
4, Crospovidone (Polyplasdone XL-10) 16.00
5. | Aspartame (Nutra sweet) 2.00
6. Sodium lauryl sulfate : 1.00
7. Strawberry flavor | 1.00
8. Purified water*® ' q.s
9. Mannitol (Pearlitol 300 DC) 26.00 z
Total ‘ 60
I

* Evaporates during processing

15
Preparation method:
1. Donepezil (5 mg), colloidal silicon dioxide (5 mg), sodium stearyl !fumarate 2
mg), crospovidone (10 mg) and aspartame (2 mg) were weighed::i and passed
20 ~ through 80 mesh sieve screen and were blended for 5-10 minutes.

2. The powder blend obtained from step (1) was granulated with 4% aqueous solution

of sodium lauryl sulfate to obtain wet mass.

14



Hydrochl oro ' azide rapidTy/braIIy
di sintegratinQdi ssol ving tablet: Conposition: Sr. No.
Ingredients Quantity in ng 1. Hydrochl orothiazi de

W%.%).O@%é.an Col | oi dal silicon dioxide (Aerosil 1)8'9/91)[2036%0?319

I"um stearyl fumarate (Pruv) 5.5 4.
Cr ospovi done (Pol ypl asdone XL-10) 30.0 5. Aspartane

SMrastent) 2 0 SR AL S 86 B B0

4. The dried granules of step (3) were passed through 40 mesh sieve scréen.

5. Mannitol (Pearlitol 300DC) was sifted through 50 mesh sieve screen. ;

6. Strawberry flavor and remaining quantity of colloidal silicon dioﬁlxide (1 mg),
sodium stearyl fumarate (1 mg) and crospovidone (6 mg) were weighei:d and passed
through 80 miesh sieve screen and blended together. |

7. The blend from step (6) was mixed with step (5) mannitol (Pearlitol 300DC).

$. The blend from step (7) was further blended with dried granules obtaihed from step
(4) to obtain lubricated blend. ‘

9, The lubricated blend of step (8) was compressed to tablets using suital:lfle punches.
i

Tablets were compressed using rotary compression machine, The resulting tablets had
hardness of about 6 to 7 N and the friability was 1.2%. The average in vitro @Eﬁsintegration :

time was 8-10 seconds.

Example 4 _
Hydrochlorothiazide rapidlv/orally disintegrating/dissolving table?::

Composition:

Sr. No. Ingredients Quantity in mg
1. Hydrochlorothiazide ' 12.5
2, Colloidal silicon dioxide (Aerosil 200) 11.5
3. Sodium stearyl fomarate (Pruv) 5.5
4. Crospovidone (Polyplasdone XL-IO) ' 30.0
5. Aspartame (Nutra sweet) : 2.0
6. Sodium lauryl sulfate 2.0
7 Polyvinylpyrrolidone (PVP K 30) 5.0
8. Strawberry flavor - 1.0
9. Purified water® q.8
10. Mannitol (Pearlitol 300 DC) 50.50

Total 120.006

* Bvaporates during processing

15
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25

8.. Strawberry flavor 1.0 9. Purified water* g.s 10.
Manni tol (Pearlitol 300 DC) 50.50 Tot al 120.00 *
Evaporates during processing WO

472PCT1I N20061000319 Preparation ne
W%QO%};—K/%? chl orot hi azide (12.5 ng), coll oidal }E? o) e

di oxide (10 ng), sodium'stearyl funmarate (4 ng),
crospovi done (20 ng) and aspartane (2 ng) were
wei ghed and 5passed t hrough 60 nesh sieve screen and

iBhenaed for 5-10 mnutes. 2. The povvder bI end
Egg{ﬁ'_d’m ne

fromstep (2) was anuI at ed VVI h soI
lof Hydrdphlenothiaridel (12| ma)s colgighl pdicpyidiny Pdpg)d pdiom gteary?

wat er t L
4 4 S P o P
4 pakied thiougld6@mash dies so:feews mﬂbw@@)blemév@fop &rd §anintles.ough

TSR BB SR artEn Tl B EErEL) oo
St taaMP il fa¥e dnld wwn(ylpya@hdmedn fxea ko bigin quetmasd yI of

st o5l Vbl s b oL W
Aethebadn @céptdjw&lr@rﬁas&ﬁtﬂﬁﬁ %ﬁﬁéﬁlﬁé%%efbeﬁnd

bl ended. to et her blend fromstep (6): was

5ni Meahitel (Rcadtt@léooayc)mmﬁ@th@%f@ meh Sl%@‘gefn 158.

T 7
A LA ) of PO
I ulg), Gadiech éjd:eeyidﬁmﬁratél' te5 mghrand mggomdqmdl@m@t@ge weighed

tabl e ble ;
RS SRS GRS D MRk 7
79 OTHY sl&rRd Bdin RBP Ii6)veas niiked with Lqiep |(5’}gna;nahbldfsarh*@di 300DC).

har d f ab 7 to. 9 bi l,i t
i o 0 IR o i <
1 O(‘4§-t% SR&8 NSicated blend.

" 9. The lubricated blend of step. (8) was compressed into tablets ulsmg suitable

punches.

Tablets were compressed using rotary compression machine. The resultin:g tablets had

hardness of about 7 to 9 N and the friability was 1.30%. The aver'@ge in vitro
f

disintegration time was 10-12 seconds. |

Example 5 |
Olanzapine rapidly/orally disintegrating/dissolving tablet:

Composition:

U EERY~- OO p—

Sr. No. Ingredients Quantlty inmg
1. Olanzapine 5.03
2. Amorphous silicon dioxide 5.00
(RxCIPIENTS GL 200).
3. Sodium stearyl fumarate (Pruv) 2.50
4. Crospoxddone (Polyplasdone XL-10) 17.97 '

16



10

15

20

* Evaporates during processing.

Exanple 5 O anzapine rapidly/orally
di sintegrating/dissolving tablet: 25Conposition: Sr.
. Ingredients Quantity in ng p 1. O anzapine 5.03
Aﬂg ,phoussi | i condi oxi de (RxClI Pl ENTS GL
w§2007 fum stearyl fumarate (Pruv). 2.50 4. #0ovaoiils1o
Cr ospovi done (Pol ypl asdone XL-10) 17.97" WO

2007Z,074472PCT/ 1312006/ 000319 5. Aspartane

( Nut r asweet ) Aspagigmg (Nutrasweet) 2.00
6. Sodium lauryl sulfate 1.00

7. |Tae ~ 350 |
8. Strawberry flavor 0.50

9, Purified water* qs.

10, Mannitol (Pearlitol 160C) Granules** - 25.50 t

Total 60 f

;

l

Preparanon Method : §
1. Olanzapine (5 mg), amorphous silicon dioxide (5 mg), sodivm stearyl; fumarate (2

mg), crospovidone (10 mg) and aspartame (2 mg) were weighed and passed
through 60 mesh sieve screen and were blended for 5-10 minutes. !
2. The powder blend obtained from step (1) was granulated using 4% aqueous
solution of sodium lauryl sulfate to obtain wet mass.
3. The wet mass of step (2) was dried at suitable temperature between 40165°C.
4, The dried granules of step (3) were passed through 30 mesh sieve screén.
5. The granules from step (4) were dry granulated and the resulting granules sifted
through 25 mesh sieve screen. E
6. Tale, strawberry flavor, remaining quan’uty of sodium stearyl ﬁlmarhte (0.5 mg)

and crospovidone (7.97 mg) were weighed and passed through 80' mesh sieve

screen and blended with mannito]l (Pearlitol 160 C) granules. !
7. The blend from step (6) was further blended with dried granules obta;inied from step
(5) to obtain lubricated blend, ]
8. The lubricated blend of step (7) was compressed to tablets using suitab{le punches.
**Preparation of mannitol (Pearlitol 160 C) granules:
a) Small quantity of Pearlitol 160C was dissolved in water, i
b) Pearlitol 160C was sified through 80 mesh sieve screen and loa;}ded into 2L
RMG,

17



Sodi um l auryl sulfate 1.00 7. Talc 0.50 8.
Strawberry flavor 0.50 9. Purified water* g.s. 10.
Mattnitol (Pearlitol 160C) (3ranules** 25.50 Tot al
* aporates during processing. Preparat
.W(?/gqoﬂ"g@% 1. danzapine (5 ng), anorphous S?‘F?@BZRMIOMSH
di oxide (5 ng), sodiumstearyl fumarate (2 5ng),

i.done (10 d t 2
e PhTBamE e A SO s R o8 & iR o1 cen and
vege hhandam i ip sk (& Witk Asied % trd@iR FWIER R (R8flon drying

obtained fromstep (1) was granul ated usi ng 14%]
aquedu®2%p| ution of sodium lauryl sulfate to obtlain

i b, (Bades abtained in Sop () SrolSlui FRARICA S AR M sorcen.

5 The dried granules of step (3) were passed throqgh 30
Tableeskersi wprastdeesing ftarfh@nressiohesadhiremThe apsultiig tablels had

hardgi?f,;gﬁg Ao 81207300t %d SEHilil GaS RS ﬁafgv%;ifge in vitro

disintegration time was 6-7 seconds.

Example 6
10 | Loratadine rapidly/orally disintegrating/dissolving tablet:
Composition:
Sr. No. Ingredients . Quantity inmg
L. Loratadine 10.00
2. | Colloidal silicon dioxide (Aerosil 200) - 11.50
3. | Sodium stearyl fumarate (Pruv) 4.50
4. Crospovidone (polyplasdone XL-10) 30.00
5. Aspartame (Nutra sweet) 2.00
6. Sodium lauryl sulfate 1.00
7. Strawberry flavor . _ 1.50
8. Purified water® q.s.
0. | Manmitol (Pearlitol 300 DC) 58.50
Total 120.00
* Evaporates during processing.
Preparation method:
15 1. Loratadine (10 mg), colloidal silicon dioxide (8 mg), were weighec# and passed

through 80 mesh sieve screen and blended for 5-10 minutes. }

2. Sodium stearyl fumarate (3 mg), crospovidone (20 mg) and aspartame i(2 mg) were
weighed and passed through 80 mesh sieve screen and blended for 5—1@) minutes.
3. Blend from step (1) & (2) was mixed and sifted through 80 mesh sieve;screen.
20 4. The powder blend obtained from step (3) was granulated with 4% aqueous
solution of sodium lauryl sulfaie to obtain wet mass.
5. The wet mass of step (4) was dried at suitable temperafure between 40-?65°C.

18 | !



6. Talc, strawberry flavor, remining quantity of
sodi um stearyl fumarkte (0.5 ng) and crospovi done
(7.97 ng) were wei ghed and passed through 8d nesh

. Sj screen and bl ended with man.nitol (

w&l%ogy/% }ér anules. 7. The blend fromstep (6) Wwa EE%MOBG%MH
further blended wth dried granul es obtained from

step (5).to obtajn |ubricated_ hlend. 8. The
Fullhe Sarsaenrien P Clugoprsehis fdrastass grom

1. a'ﬁhﬁnhﬁolt{%diﬁtowodrﬁ@ \ﬁas%mﬁﬁ%ugl?ﬁb o8 s@@/@rséfebﬁn of
manni tol (Pearlitol "160 C) granul es: a

fuahewbgnoflarseand, Itemwwm)q}lmgr of g@tﬂxdei@ﬂqcan Wharide, (16§ me),
Co St el it 7.4 1) cP0B0iBh O ) FYE weighed and

5 20 paysel ot 2R @U nddsk 66 6¢ 9062 bed blenddidogatherr i al - | n :RVG

nul.at e i4h ste | ut i
o TaPRRRY FRSR Doy e iR up [ Ao Blof onycy
100 The blead omittepr(9) was Arid%lended vithaniel granolos abtamed fiom step
st (dt)> _V\ﬁre dre\ﬂgf IIed t hrough 25 nesh sieve
scffgé%" i pleicatedie@de onpr essed using rotary
1G0TRS §SKYicafdd BI&dH BE- steEhQO?\lQ?%” dorifHedsaD b Stabla® using suitable
har dness of about and the friability was

10 1. BeghesThe average in vitro disintegration tine was
6-7 seconds. Exanple 6 Loratadine rapidly/orally
di si ntegrating/dissolving tablet: Conposition: Sr
Tablbte wire gqoe@r@mdsuz@mmtwycmmrmom machinea Thelireralting. @blets had
hard%e um A eg‘?;tf)s$ ngr;?;ht (tj.heoé-lz(tjoe &A%Esosd éS‘VZO%e 1a:kfera%e in vitro
disintegration time was 10-15 seconds.

15
Example 7

Olanzapine ravidlv/orally disinteeratine/dissolving tablet:

Comppsition:

Sr. No. Ingredients Quantity in mg
1. Olanzapine - 5.00
2. Colloidal silicon dioxide (Aerosil 200) 5.50
3. Sodium stearyl fumarate (Pruv) ' 2.50

4. Crospovidone (Polyplasdone X1.-10) 14.00
5. Aspartame (Nuira sweet) - 2.00
6. Sodium lauryl sulfate 0.50
7. Strawberry flavor 0.50
8. Purified water* q.s.
9. Mannitol (Pearlitol 300 DC) 30.00

Total | 60.00

20 * BEvaporates during processing.”

Preparation method:

19
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4.50 4. Crospovi done (polyplasdone XL-10) 30.00 5.
Aspartanme (Nutra sweet) 2.00 6. Sodium | auryl
sul fate 1.00 7. Strawberry flavor 1.50 8. Purified

* 4 S. 9. Mannitol (Pearlitol 300 DC) '
w(‘%{{oﬁuigo 0 O peSmidos/000319

*Evapor at es during processing.

Prepar at i 6n met hod: 151. Loratadine (10 ng),

col
pas
5-10

2)

3)

4)
5

6).

7
8)

9

O S 8 e s B T g RS G} famarae

@ Bith e&rospovidone (10) and aspartame (2 mg) were wwghq}d and passed
through 60 mesh sieve screen and were blended for 5-10 minutes.i

The powder blend obtained from step (1) was granulated wi’th! 4% aqueous
solution of sodium lauryl sulfate in water to obtain wet mass. ‘

The wet mass of step (2) was dried at suitable temperature betweeil 40-65"C.
The dried granules of step (3) were passed through 40 mesh sieve ;screen.
Mannitol (Pearlitol 300DC) was sifted through 50 mesh sieve screen.
Strawberry flavor and remaining quantity of colloidal silicon dio;%ide (0.5 mg),
sodium stearyl fumarate (0.5 mg) and cfdspovidone (4mg) Wereiweighed and
passed through 80 mesh sieve screen and blended together. !

The blend from step (6) was mixed with step (5) mannitol (Pearlitél 300DC).
The blend from step (7) was further blended with dried granules obtamed from
step (4) to obtain lubricated blend. i

The lubricated blend of step (8) was compressed to {ablets usmg suitable

punches.

I
i

Tablets were compressed using rotary compression machine. The resulting tablets had
hardness of about 6 N and the friability was 1.00%. The average in vitro (EISIHteg‘BIlOII

time was 4 seconds,

Industrial Application of the Invention

I
I
l
i

The drug delivery technology of the present invention would be applica‘b{le for active

ingredient of choice wherein the desired effect is a fast —dissolve on the tongue without the

" addition of liquid.

While this invention has been described in detail with reference to certdin preferred

embodiments, it should be appreciated that the present invention is not limiited to those

precise embodiments. Rather, in view of the present disclosure, which t?escribes the

current best mode for practicing the invention, many modifications and vari;htions would -

present themsslves to those skilled in the art without departing from the scope and spirit of

this invention.



2. Sodiumstearyl fumarate (3 ng), crospovidone (20
ng) and aspartane (2 ng) were wei ghed and passed
t hrough 80 nesh sieve screen and bl ended for 5-10
m nut es. 3. Blend fromstep (1) & (2) was m xed
and sifted through 80 nesh sieve, screen. 204. The
powder bl end obtained fromstep (3) was granul at ed
wi th 1% aqueous sol ution of sodiumlauryl sulfate to
obtain wet mass. 5. The wet mass of step (4) was

We g4 at suitabl e tenperature between 40165C. WD
2097/ 07%?&?&?&; 131%994%419%%31%ssed@ab1éﬂa@mg6§1@&1 @aidings
of step assed through 40 nesh sieve screen
7. Nhnn&ﬂam2¢ﬁeaphmﬁ@bm$©€E€$mMas sifted through 50

nmesh si _
ermi i 1) SR E R s ap SxambCRUERE K RO B0 o oo e
”g)amoﬁﬁd(bﬂJﬁBo&t aartysl 72 P/&Jlbﬁrmtght( 3111(5 w’ngbenam;ld ﬁller is in directly

crospOV|done wer e and ﬁgyfsed t hr ough
50 SHEBIT BuES REFORA B D get 9. The

?lpendl f tfcg'a IRbE R i) rafBiBie Hoke bl Q@t@g@]@ K}'Melﬂﬁnﬂhér@thl said
ear | i

300DC) 10. Thé blend from step d)
f urstlhem disixistectentensi th senfdoe o f grigritlics and Boes rp?é om eltﬁ adsorbate
ictg% %adf? Eﬁ%gtﬁg) n]fﬂllal,JC it F%%g %hc? borxrt%lrljé an %tgeréréscen-mguple

tablets uSi ng suitable 10punches Tabl et s mere
conpressed using rotary conpre55|8h machi n

resul APl s oo R BRIt § o Een g active
agetgqga {atePRLbIE Y %@er@ns%ﬁx% Op ag EmANEHAYednh Vitro

i'sintegratioon I'inme was seconds. 15 Exanple 7
A anzapine rapidly/orally disintegrating/dissolving

20 R SV PRI, OB SISO o i
phatrdRE@sdal 200Q%t 5. 80 olanzapine, risperidone, loperamide, loratadine,
hydrochlorothiazidé, donepezil, ondansetron, clonazepam, clozapine, mitrazapine,
oxétlrbazapine, tramadol, cetirizine, lamotrizine, alprazolam, rizatriptan, zolmitriptan,
montelukast, desloratadine or paracetamol or their pharmaceutical acceptable salt or

solvate.

4. The pharmaceutical composition according to claim 1, wherein the amount

~ of said filler is about 48 to 58 % by weight.

5. - The pharmaceutical composition according to claim 1, wherein said filler

is mannitol, dextrates, sorbitol, xylitol, sucrose, fructose, lactitol, erythritol or maltitol.

6. The pharmaceutical composition according to claim 5, wherein said filler
is mannitol.
7. The pharmaceutical composition according to claim 1, wherein the silicon

dioxide is used in an amount of about 10 to 20 % by weight.
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3. Sodiumstearyl fumarate (Pruv) 2.50 4.

Cr ospovi done (Pol ypl asdone XL-10) 14.00 5. Aspartane
(Nutra sweet) 2.00 6. Sodiumlauryl sulfate 0.50 7.
Strawberry flavor 0.50 8. Purified water* q.s. 9.
Mannitol (Pearlitol 300 DC) 30.00 Total 60.00 20 *
Evapor ates during processing: Preparation nethod:

8. The pharmaceutical composition according to claim. 1, wherein said

effervescent couple is citric acid (anhydrous)/ sodium hydrogen carbonate.

9, The pharmaceutical composition according to clam 1, wherein said

effervescent couple is used in an amount of about 5 to 20% by weight.

10 The pharmaceutical composition according to claim 1, wherein the

pharmaceutical composition dissolves in the mouth in 60 seconds or less.

11, The pharmaceutical composition according to claim 1, wherein said
comiposition further comprises a disintegrant, surfactant, lubricant, antiadherant, glidant,

sweetener or flavoring agent.

12.  The pharmaceutical composition according to claim 11, wherein said
disintegrant is polacrilin potassium, microcrystalline cellulose, low substituted
hydroxypropy! cellulose, carboxymethyl cellulose, croscarmellose sodium, sodium starch

glycolate or crospovidone {(crosslinked polyvinylpyrrolidone).

13.  The pharmaceutical composition according to claim 12, wherein said
disintegrant is crosslinked polyvinylpyrrolidone or polacrilin potassium or a combination

thereof.

14.  The pharmaceﬁtical composition according to claim 12, wherein said

disintegrant is used in an amount of about 10 to 30% by weight.

15.  The pharmaceutical composition according to claim 11, wherein said
surfactant is sodium lauryl sulphate, polysorbate 80, polysorbate 60, polysorbate 40,

polysorbate 20, poloxmers or glyceryl monostearate.



WO 2007/ 074472PCT/ 1N2006/ 000319 1). O anzapi ne (5
ng), colloidal silicon dioxide (5 ng), sodium
ste,aryl fumarate (2 ngy), crospovi done (10) and
aspartane (2 ng) were wei ghed4 and passed through 60
mesh sieve screen and were blended for 5-10 m nutes.
2) The powder bl end obtained fromstep (1) was
granul ated wi th 4% aqueous 5sol ution of sodium | auryl
sul fate in mater to .obtain.
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sieve screen 5) Mannitol (Pearlitol 300DC)

\svio fe IP%/ ;_jhr ough: 50 . eﬁ%lédne\é&o%ﬁ@ Ro claim 1) wherein said

vor . and r ining quantity of colloida
guﬁﬁmhtgg@aﬂmqmmdmquﬁBbmgﬂtoﬁGﬁddnun@Etearyl fumarat e
(0.5 ng) and crospuvi done (4ng) were wei ghed and
passed t hrough 80 nesh sieve screen and bl ended
oget hefy pharmaceuttcaﬁ):oﬁﬁﬁ@srt%rﬁﬁﬂco&dx@@tﬁtc&zﬁm( 6), whsrein said
' ntxed MAt% step manni t ol &pearlitol 300%% iﬁ
lubrithre il sedinf siomys aretr:; glugsryl behenate. Splghe diegiten Magnesium
ranul.es Cbtained fromstep (4) to obtain
Smmﬁ%ﬁ?ﬁ g?%gl%lend 159) The |ubricated bl end of step
(8) was conpressed to tablets nsing suitable punches.
Tabl ets were conpressed usi.ng rota r.essi,o . :
maéhi neﬁqip@am@sarttqaﬁgomﬁtlié?% 5?4%#8“@%‘? 3? Qbmdetm said
hﬁQON1§Q§h&ﬂ§w&&lﬁBﬁﬁﬁEy was 1.00% The average in
tro oisintegration 20 tine was 4 seconds.
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agent is a water-soluble or water insol uble

phar maceuti cal agent. 3. The pharnaceuti ca

conmposition according to claim2, wherein said active

phar maceuti cal agent is ol anzapine, risperidone,
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wherein the amount of said filler is about 48 to 58 %
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combinatign therepher ei n t he phar maceutical conposition -

di ssolves in the mouth in 60 seconds or |ess.

11. The pharnmaceutical conposition according to clai.m d

1, 2aher dha aimiaccotigd sioripesitiburacheRingoiep Fiates?/a Wherein sal

. disintegrara,. surf.actant, | ' o, LA Adher ant

elidgtiop apiadhergaids B3rdy™ g7 amogi\z/to%ég&gigﬁeﬁtb? il 12. The

phar maceuti cal conposition according to claim11,

wherein said disintegrant js polacrilin .potassium..

1 Goocr be ahamHASe ISR SSTRSEIOp B LBg  Feoh icrelf baid
sitichh SRR %FHAidﬁ %h&uh OftfideH Bl kot @lokide@s @ combination

croscarnel' T ose sodi um sodium starch glycol ate or
theresfospovi done (crosslinked pol yvi nyl pyrrolidone).

13. The pharnmaceutical conposition according to claim

12, wherein said disintegrant is crosslinked

polyvi nykpyrocedsi danereptripo! @c oidliyn diptegsaingmeomprssed  tablet

conbi nati on t her eof 14. The pharnmaceuti ca
composipor compisipe b sPhelit o ¢l ai m 12, wherein said

di si ntegf | ' RNt oRbieab Sldh e At Slid@ioxide

by meig%@ﬁyﬁﬁﬁhéﬁﬁﬁék#ﬁgg%ﬁarnacguticaL_conposthow}

ac cardh rgnieatichaiertipibnt, wherah thesamnaing of siliegmadioxidg is about 10

sodi um | auryl  sul phat e Lysor 0, e with
20,0 Bl S Mgt SR RET8h R chey T Y e

9l ygesxh a%fﬁﬁ%%hﬁﬁ’dc@ﬁt@qa% agent; (116 T[]e e
pharmaceuti cal conposition accardin 0 ai.

wher ei n @xinixingr thgcgrangies @54 ‘HﬁipgﬁF?Iéédf 4 fller and 2
7. Tt‘rc‘?nti%ﬁé‘ire'{%gé& L& Blat COIROSh iBRid866REHihB Quitacedfaiimfiller,
15, “Wnérei n sard surfactant is used in an anmount  of
abowherdintthe farficloysizneif ghid filler is 150 mgronygppabove, and the amount of
phar maceuti cal conposition according to claim 11,

wherein said lubricant is sodiumstearyl fumarate,

gl yceryl behenate, cal cium stearate, nagnhesi um

stearate or stearic acid.
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19. The pharmaceutical conposition according to claim
18, wherein said lubricant is sodium stearyl

fumar at e. - 20. The pharmaceutical conposition
according to claim 18, wherein said |ubricant is used
in an anount of about 1 to 5% by weight. - 21.

The pharnmaceuti cal conposition according to claim 11,
wherei n said sweetening agent is aspartame, saccharin
and sal ts thereof ] f.ame . ' : S :
cucHOtuegef fu g A 7N 5o BRSHIEGR: e diecty
CORRRRietIiIB, RafPited REmbacted ai MBghineratediforet ndsai d
sweetener is aspartane. ,%gh Thegshaﬁraceutufa
conposi {49 epmatessng thedisnd a8 ohfaRes 11 St PPty

sweet ener.. i s I amount of about | to 5%b
mgggﬂﬁﬁg&ngcmﬂéﬁgﬁ%ﬁgg%harnaceuticaI conposition d
according to claim 11, wherein said flavoring agent

is grape fruit, creamvanilla, black currant, orange
flavor, strawberry, cherry, pepperm nt or caranel.

25. The pharmaceutical conposition according to claim
24, wherein said flavoring agent is strawberry,

cherry or orange or a conbination thereof. 26.
The pharmaceuti cal conposition according to claim 24,
wherein said flavoring agent is used in an anmount of
about 1 to 5% by weight. 27. The pharnmaceutica
conmposition according to claim1ll, wherein said
glidant or antiadherant is talc, magnesiumsilicate,
colloidal silicon dioxide, anorphous silicon dioxide
or calciumsilicate. 28. The pharnmaceuti cal
conmposition according to claim27, wherein said
glidant or antiadherant is colloidal silicon dioxide
or anor phous silicon dioxide or a conbination thereof

29. The phar maceuti cal conposition according to claim

27, wherein said glidant or antiadherant is used in
an anount of 0.5 to 2.0% by wei ght. , 30. The
phar maceuti cal conposition according to claim1,
wherein said silicon dioxide is colloidal silicon

di oxi de or anorphous silicon dioxide or a conbination

t her eof 31. A process for preparing an orally
di si ntegrating conpressed tablet conposition
conprising the steps of: (a) preparing

“granul es of an active ingredient along with silicon
di oxi de and a conventi onal excipient, wherein the
anount of silicon dioxide is about 10 to 30% by

wei ght and wherein silicon di oxi de does not form any
adsorbate with the said active pharmaceutical agent;

- (b) mxing the granules as obtained in step (a) wth
a filler and a conventional excipient so that said
silicon dioxide covers the surface of said filler,
wherein the particle size of said filler is 150

m crons or above, and the anmobunt of said filler used
is about 42 to 72 % by wei ght, wherein said filler is
in the directly conpressible, granul ated, conpacted
or agglonerated form and (c) conpressing the
bl end as obtained in step (b) to forman orally

di sintegrating conpressed tablet. :



