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MOUTH DI SSOLVI NG PHARMACEUTI CAL COVPOSI TI ON AND
PROCESS FOR PREPARI NG THE SAME Field of the Invention

wo poogenaral , this invention relates to the fi ePdI/n§2006/000319
drug delivery systemand in particular to an inproved
nmout h di ssol vi ng pharmaceuti cal conposition. Mire

MOREEH D ISSIO LYY INGGHP Hh R NAAICEUESICA Ic GOV POSITHON AND PROCESS
parti cul ar enbodi i bed in
accordance with t@&ﬁ‘%@b&%{#ﬁﬁrg‘g this
i nvention provides a rapidly d|S|ntegrat|ng and/ or

di ssol vi ng pharmaceutical conposition having good
or ganol eptic propert @sld.azi@bmhmmmm maki ng the sane.

In gg ralggﬁéjmgrﬁ Eo&%ﬁa{esq%ﬁg eﬁgnog g 1S/§rty: sS/% regp a&fi ig particular to an
lmpﬂﬁ}@ﬂ AR HisSethin %%bz\f@w%@tldal §or§p(§§t16ﬁ MSfeeﬁ:ﬁ:@lﬁcallyr but without

Conpl i ance has becone a major problem particularly
restﬁo‘uop de dhapaitcculadegbodiaents hprainafiersdescribed ualancordance with

at | o already. have djfficulty in swallow
the B#t 4 ‘Pfi“dvggaﬁﬁaéﬂ%ea él%lm‘fq \TAPTaSided aTmRAl distteasting and/or
dlssélk’ﬁ%‘*ﬂoﬁéﬁg%e?“g%'581%?@%1%%1?%@9%‘89? ARt SRt apa metod of
Inﬂdngﬁwﬁwﬁﬁt this problem however, suspensions are
often thernodynanically unstable and may result in
aggregation and sedi nentati on during storage. Problens
are of ten encount eikge heGRUSERS DR AGGHT acy of the dose
depends on the even distribution ggﬁpartlcles in the
Phalme@p@tmi omspeditiotsecxist e optimizerthpdehvarp g aapharmaceutlcal active to
stered to th at ents.
s oL A Rt EulBeoril rapetraRleupEpish Ry Poegiic and
geridtflc t a€ieAl USrh ctdil) QlatiedtO M atBaBNHa WA HETICUIR) aK8wallBRing solid
than the nornmal flow of saliva. Such tablets are
med@&@%ﬂr g} ligwd Brasletignsperhcpy FeRpension @hma@nutmb gompositions
r capsul e
have %{ e{iweﬁcﬁ) | en%}ie\éﬂot%g%tﬁs{eeﬁ)\é\galbkegsa L ée? t ll'cu%vglét ﬁui IQroblem

howem quspasidnb etk ofte theniodgharmitakiy dnstaﬂe andL‘ 0y eeRuBrifa @ggregation

to. enhanceg_‘t her apeuti ¢ benefit, Orally disintegrating
and sedientation rglqut%g% Problems are often encouritered because the accuracy of

the dose depends on the even distribution of particles in the suspensions at the time the

preparations are administered to the patients.

It is often desirable to have a tablet that disintegrates and disperses rapidly in the mouth
without requiring any water intake other than the normal flow of saliva. Such tablets are
easier for the elderly and children who often have difficulty in chewing or swallowing

large capsules or tablets,

Patient convenience leads to compliance with the prescribed dosing regimen and, as a
consequence, to enhanced therapeutic benefit. Orally disintegrating tablets are a viable
alternative for convenient administration of drugs to patients who have difficulty in

swallowing.
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alternative for convenient adm nistration of drugs to
patients who have difficulty in swall ow ng. Rapidly
walz@or4agr ati ng oral pharmaceutical conpositi oPGST/sNpoed/@0319
have a pl easant taste, good nouth feel and shoul d
di ssolve quickly. It is generally recognized i that
. . b:Si g ' I d
RapidiRhhiathifl UrROpRtalel Ehdpdiiins| RRR) 18yd B flnfant taste
good gresth fBels btk shoultedissoave chklakémmagemgll}t rrmgmrzerbltb@erapldly

i A RS ke SO B B B Pl o 1

than ﬂ}bﬁcgtﬁ’&fcﬁzﬁ ahbcdh E@éﬁlkér?&t ?f’u,mdr &splhdd Wihd tehé for chewing
sorption of the drug substances through thle bUIccaI

or driakigg veda s agg atherrliguidaWhea placed iymionth; thepefablets d1s1ntegrate ina

few s?? 3 va| I@E ggl(g{( a %%rh\ﬁnd ¢ El%oﬁmgﬁlfseawﬁ%% g&gd}ig%% ¥ca1 and

oesophay&l hﬁﬁﬁsad eyeltaped faget llﬂea\faﬂabilllltﬁbf adtivefinfradients meh minimal
di si nt egﬂ;atl ng tabl ets enploy techni ques of

first apemglab ilng, direct conpression and noul ding. |
Several fast dissolving/disintegrating drug deli v.ery
systenms have been devel oped to assist pediatric and

W1degerklnai‘zvnl cechaslogies sthaCdrade rtaden Héeuleldpedr & rthe kiotrsulation of fast

TG DR ST T UG T

moul@ng 76, 577) having an oral dissolution tinme of 2 to 5
seconds. The freeze-drying technol ogy has linitatjons
due to factors such as tine, costly equipment and

d
e PGB LI APl APt
pedlagﬁ,ggrz)dla\h/ertﬁ@ﬁ@i bf‘@lt@r(de;r@ﬁtélkﬂealﬂ@areﬁnﬁﬂcetsabﬁdlﬁwr h\&ﬁdl is a freeze-
Pat en

dricdRsibl S RA NG SPGB KBS 663010 5o B AR 41 and 5,976,577)
havm%oa%zgra?sciligso %éetlrg ac?fﬁ& Vi ke doRid &N TR fﬁ%‘éi’@ﬁﬁ%@s té%hflﬁ%éy has

ressi on | Sperses i n nout
11m1taﬂohb1 dusetoafadtars sabhtrmsttuhe,r cisjly nexuiijore | mdeﬁofcmemg: @nn,d;tlons

and di ssol ves | ss t ute, leavin
BeSld@&at@@GtsdﬁOHﬁuB&ﬂd S PR e Rt SO0 bl Gyt
handl'n?% 3{ by coat i ng of the drug powder and :
escence. The mj or disadvantage of O asol v(trr)

is its nmechanical strength due to
Cima labs markets Orasolv™ (U.S. Patent No. 5,178,878) and Durasolv™ | (U S. Patent

Nos. 6,221,392 and 6,024,981) where Orasolv™ is an effervescent direct compression
tablet, that disperses in mouth’s saliva with the aid of almost hardly noticeable
effervescence and dissolves in less than one minute, leaving the coated drug ioowder. The
unpleasant flavor of the drug is addressed by coating of the drug i)owder and
effervescence. The major disadvantage of Orasolv™ is its mechanical stre‘;ngth due to
light compression. Durasolv™ is a recently introduced direct compression tablet having
higher mechanical strength than Orasolv™ due to the use of higher compacti;)n pressures

during tabletting.

U.S. Patent Application No. 20030175339 to Bunick, Frank, J.; et al. disclosies a process

for preparing chewable or disintegrable tablet comprising an active, a hydrate and a water-
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i ght conpression. Durasolv(tn) is a recently
i ntroduced direct conpression tablet having higher
wore@hani4cal strength than Orasol v(tn) due to tPET/IN00600319
hi gher conpactipn pressures during tabletting. U S.
Pat ent Application No. 20030175339 to Bunick, Frank,
I
ety 585p Ryt (S5 36L AR T; BROESSSHEASAPANEL BRrE PR e
to acﬂty@l/reatsm@mg affret eltsalsd | dnb¢lesesxthepp@@ﬁra(flonsoﬁtt@@ﬂanby direct

compfesgcBy L GO b8 ORI BHAERaFPERP. 1 a1 sb di scl oses

the preparation of tablejts by di rect conpression. The
tablets have a friability of less than 2% , U S.
U.S. Patcsmippiisptiorcpi 15001939806 Gotigsio Saniee kst nlarhscloses granules for

e s SRR SR ORbE Tk R B o e

disinfepFafitl| At diOFer§iNEPIdeRES a adiStdafingi jent @gdant binder. Tbe disclosed
drspersing agent, a distributing agent and_a bi

nde
compPpRisioniondensdlssonisrsssIceicaedpd leNaie %&HtSaTh%reference discloses
that tﬁg\?ﬁnﬁw gpei ﬁﬁ%galfe %%ru't 48 %?EélverEQ @nd gf'eeé'tgcﬂg €Said agphca’aon

ose granu es are prepare
also disclogk tbai)lthefabﬁetaadmmﬁ@atshmhlcmth EadanSmpbmdsaﬂabmmlsdmate is
di scl oses that the tablets disintegrate in nouth Under
used ps5the daspREiS 48§ %i um silicate is used as the di spersing
agent. ! Generally mannitol is commonly used as an
exci pient (diluent) in the manufacture of rapidly
Genettillyi miamgt(ﬂtls rgmphar yrased @b cal emmﬁsodﬂu@mé it éhfaw@ufﬁcture of

rap1dlyo 1 #éeg%@atcegtft §c|> Utggﬁ?tg 3 usg%gggﬁg@ﬁﬁ%%ggtﬁfgglutmn
and sRkBREs. D’Qcox@u%zt‘b ﬁﬁéﬂkahhﬁ alS@J. S’fPader[ta% | 6,22Q592 e&BUkS ePatent
manni t ol arge particle size in rapidly

No. @024, 9812 reatse 9§ dgn@}m@ssam megmi SYith fovee Rl sizg in rapidly
dlsmﬁegﬁa? ing Qu%r?gll n 1caT' ggm? s1t§dn%;pa ahid *})&#Bléﬁs k€ ley-dok t%olublhze

a nou sen on o ritty or “san

quickl@XItHi¢ eordfibdteetonmmbithalensation bé gptip brrmmlgrttexrate of the manmtol as
conposi tion disintegrates.

N R TN s T
1ncor? %Sncb'nbc!hfegﬂg: tShfresdinl6! MR iPRIIME Phanni¥], CWhit@VBave fine

artic By suitabl’e adj ustnents in !
partide m;me;l tB}o nsu[tabip e IaﬂJUQSHantSk enf conpasitior ompesiss biike t flow and

coﬁll.'g?%g)@ gﬁfﬁ.l@gs?toaﬁ gervg ee@n% eetotporo cquﬁgtstb%phﬁéc‘ct c@ﬁpressmn

also. i
: {
4

None of the described prior art teaches a solution for the problems related ﬂto the use of
filler like mannitol having large particle size where the problem is forganoleptic
characteristic like mouth feel due to the gritty or sandy texture of the filler, Wl%len prepared
by a compression method. :

It is, therefore, an object of the present invention to improve upon limitations in the prior
art. Accordingly, the present invention provides an improved orally dissolving
pharmaceutical formulation, which is able to dissolve rapidly in the mouth of the patient,

with minimum of grit or other organoleptic unpleasant sensations.
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I'l 1 None of the described prior art teaches a
solution for the problens related tjo the use of
WO pdo7er44hi2 ke manni tol having large particle siPeT/mWeo@00319
the problemis jorganol eptic characteristic |ike nouth
aﬁel due to the gritty or sandy texture of the filler,
en prepared by acgol i hod. j It is,
therefore, an obj e§ g] }?ﬁg{hg?réi%%?ﬂi nvention to
It is dAﬂfﬂfcgz\c?ﬁi obﬂllaaibﬂthmrta@dn't trvention toheoyide en imaproved orally disintegrating
ccordingly, the pr t ] i ,QVi . "
andlck gpVRE BRI G SORRSSH T R R G P iacButioa composition
provil&y gﬁ({da?fg%ﬁole%ﬂ Pﬁ‘)ﬁbﬁie@mk‘% 3RAdhe9al 16l arpfadt Wrdl WidiM@gration
~nmouth of the patfent, with mninumof grit or ot her
time.or ganol epti ¢ unpl easant sensations. Sunmary of t he
Invention It is a principal object of the pr esent.
invention to provide an inproved orally disintegrating
AnotRd68ecdiot SRV hRSe Ak BREAUtS GBl pRATEROSh t indsrovedh etpidly/orally
~_said ‘pharmaceutical | conposition provides good . )
disintegrptingloe disselvingopel phasmatqukieal gospositignnwhich s ablg é;f’ glissolve in
oral disintegration..ti ot her object of the
aboutpé(&e@ﬂ’?dgsi (ﬁ\t}‘:ésgtlril %lr? plgg&#tge IB?@\QI de an i nproved |
rﬁpl dly/orally disintegrating or dissolving oral
phar maceuti cal conposjtion, which is able to dissolve..
Furthiep, obijiseiue! the Pssewriaeniion ia 4@ prayidehan paprsH O@Hkhfﬁﬁlﬂt.egljaﬁng or
. h ' f seqt: qi | Qi d h#le havi
dissofff4 " BhyBERkal iR ORI PHERMGMGLE ) COmpOANbAC having
minimtargraoe sdridyadfectonmposi ti on, wherein said conposition
enpl oys a desirable quantity of silicon dioxide, which
pr ovthdes better cushioning effect to the conpositjon
Anot@ﬂ'do 8RG8 LRI irleaBe 14tth GRoAas a® Mapohed orllyt disihgtating or
_ .eanvvaI Ilgal\/J\%d. ' The foll o&?ng e.rrbodllgﬁr(r)e,n_t S fgrt hiell%g+ . s
dissotidsg phiwenachetiasbjcempesition.t Whergine saifhtcompesien giplAyhecrsirable
dance. with.the hest [ I it
avanfy el o it 118 g oo B PRATNS e composition and
hencP@hitk&WikbluBioh aad smosthehaoethfed] vefendestiowbed. In |
accordance with one preferred enbodi ment, the pr esent
i nvention provi des an i nproved ‘

The following embodiments further describe the objects of the present invent%ion in accor-

dance with the best mode of practice, however, disclosed invention is not res;tricted to the
particular embodiments hereinafter described. I
|
}
In accordance with one preferred embodiment, the present invention provides lan improved
orally disintegrating or dissolving pharmaceutical composition, wberein said
pharmaceutical composition is a tablet formulation. The formulation comp:rises one or
more active ingredient, one or more fillers, a desirable amount of silicon dioxf;ide acting as
cushioning agent and other pharmaceutically acceptable excipients. 5

| |
In accordance with another embodiment of the present invention, said l formulation
comprises one or more active ingredients, one or more fillers having large Ii)article size,

preferably mannitol, other pharmaceutically acceptable excipients along W11th high and

desirable amount of silicon dioxide, preferably colloidal or amorphous sili%:on dioxide,
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orally disintegrating or dissolving pharmaceuti cal
conposi tion, wherein said pharmaceutical conposition
WO 300a/0talt et formul ati on. The fornul ati on conpPCEFER0GN®0319
or nore active ingredient, one or nore fillers, a
desi rabl e amount of silicon dioxide acting as

Whicli ﬁﬁo%?e@ 'b@gexa«’%ggl]i%{lﬁ@%f@wb%fw@mﬁgﬂ lﬁlﬁéf%’aﬂ%léé%ﬁﬁ BeAk cﬁucker

ent accordance anot enmbodi'ment

d1ssoﬁftlohfmﬁd|@m©6mef miotthefoélivaren ssaildwed.f or mul ati on conprl ses
one or nore active ingredients, one or nore fillers
having large particle size, preferably mannitol ot her

In a&&gxag&c%h' il Aﬁeu?e%%moaﬁheu DFChP iRkt ﬁllv&ﬁw)rﬂ\ﬂsbld foir@blation
esirab

e anmount of silicon dioxide, preferabl
compeiskd ondair mroramotiysh igsedients,cmanuital xhavéngperic] Pistrgi @fed 00-450

mlcrcglgﬁc{rleai)f)‘zgscghaﬁﬁg cﬁr&%‘%oé‘gg s\gsiﬁleé]o&t cgf)mg?] ?12 n% aHoﬁfltt %f about 3 to
30% BDWdigltegle WhRPresMBhteSWRAg afentdarRCSRIoNANE effwiveduest ¢duple. The

anot her enbodi nent of the present |nvent|on Se@?ezh
phanﬂmentzcaétcpmos:laﬁ@ plsg drcledss oger gonentionsl \ﬁéCHPFF‘QF pigtegrants,

f
w30 L B PASEB4 Shetl, dFRSRSERRg oo
theregﬂ Buledsndtherivigdosibtied 3the @eBdtbaay cm1|p|gklt101flsf)mnbonadohle¥eln refer to
i sintegrating agents_an tion ef fervesce
percegingss ef %h%@tﬁ%‘aelgh%%ﬂlﬁég}a?ge%egr@ SF, e {Hgbggrpose of -
preself H#Q/ ?oqpc%’o%%c#sﬁﬁﬁlanﬁ ?f&hﬂﬂ&gﬁu%hbhlﬁ%e%%n%é S4B R aning.
Surtactants. S,

avouring al l'ubricants, sweetengrs,
gl i dant s, antiadherantsj or m xtures thereof. Unlbss

In aq%tg%g{rxgv)\%qgfgthﬁsté ?.I}?ﬂ'lletép e ¢ C%gt%gtﬁ%co n oi;ntVFﬁtgosr% O%Fud{ formulation
ompiRkEBhe 8F di8 abliN@inePaes irhdrRitoD ha‘flﬁg vbpé @Brtlcl_'d)ﬁlze of 100
purpose of present invention conposition_and

micrdrsr boult50 iroisrastso preferpllygl Mk te 336 migrensEaHPidg! apg/of gmorphous
s111co&c§g)é ? qﬁ? ﬁr\}gﬁ{ounts 5f' prefeg%?)%% Ql%ut %n@%b/’@gtwe‘?%htt R8st npre%a}rred is 5

Ion, *sai ormulation ¢
to 159} ®nacCéd Yeore rtﬁﬁlﬁtég&nhg ageﬁfsnaﬁcblophaﬂalhg effemeageat panple. The

clej size of 100 mc 450 mcro refera
pharmagsutieal POOPRFIEPD AlSO leﬁvffeéuoal%ﬂr C&Wn&f’naﬁ%ﬁ {1‘%@: ‘#@6‘?& ants,
surfagfaﬁ%' ?gv %nam'l’é"? s aﬁg Qfﬁtﬁgﬁ{eff‘gité’ AR, @véé@e&@so/éxm’ mixtures
thereof These conventlonal excipients are used in the present invention in an amount of

about 10%.

In accordance with another embodiment of the present invention, there is provided a
process for preparing an orally disintegrating and/or dissolving pharmaceutical
composition comprising the steps of:

(a) preparing granules of an active ingredient along with silicon dioxide and

appropriate quantities of conventional excipients, wherein the amount of silicén dioxide is
about 5 to 30% by weight;

(b) granules as obtained in step (a) are mixed with the filler and' appropriate
quantities of conventional ex01p1ents, wherein the particle size of filler is 15(:) microns or
above and the filler is in the directly compressible, granulated, compacted or a![gglomerated

form;
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to 15% one or nore disintegrating agents and
optionally effervescent couple. The pharnaceutica
W@ ivpo%i4r: on al so i ncl udes ot her conventi onal PCT/IN2006/000319
exci pients like disintegrants, surfactants, flavouring
aids, lubricants, anti-adherents, glidants, sweeteners
a ] . t I | -pi i
D) Dl W sRal oo CIPRRCERTRR, (7121 ol rptf M ntcgrating
and/oaBizedlvib@%abléts. accor dance wi t h anot her enbodi ment 'of
the present invention, there isj provided a process
for preparing an orally disintegrating and/or {
It wilfbe %@ﬁfébia&_dn{i%mmqéd%lth@ QARSI dohRsiEOHRI isd Pisgnd énvention
steps of: | (a) preparing granul es of an active .
can alsndreaditeertedahtmethed ddsags forme Hke dispsisthée tehtets gprnulnsiang sachet
uantities of conventional excipients, wherein t he
ComagﬁﬁﬁﬂF’é?a@ﬁ%%con di oxi de is about 5 to 30% by mgight;
(b) granules as obtained in step (a) are mixed wiith
the filler and! appropriate quantities of convenﬂiona
exci pi ents, [Petaited IDescrplign o th 3 .

. itae fpveglioR fi|ler i's 150
m crons or above and the filler is in the directly
conpressi bl e, granul ated, conpacted or aggl oner at'ed

Whilé aliis1spedificatign eariudgs twith blagmsl pasicobirlyi pedting ost epd (distinctly

PN CEOENRE T T TR AT -

more! ‘ﬂeaﬂﬁ‘f Wderstat 16:80BPSELdRN tRE fohewRied8flled MEBRIMRA of the
can also b e converted into other dosage forns |ike

inventios ped study ef theldhdtded exampleses and sachet contai ni ng
such granules. ] Detailed Description o f the :
I nvention Wiile this specification concludes wth

In m&HRidiToRAMd bE Bl disiBREitihg Jatled formdiadosd, ipatitdbylity} and smooth
cl ai m ng that, ich i s regarded as _the inventigh, it
mouth deedris pa¢ phthedessendiel propertisy ehrirapidbiadishicgraimeeor gl ige oral
pharrﬁagc%gﬁc?a t%lgrgn %gl i?lli',?\ﬂ}éircﬁ ‘riléjin@gretlﬁgd fvmhI &Meﬂg c&ﬁfﬂ?&iﬂcg ‘{ik;}at results in
enhanced therapeutic benefit. The role of excipients is important in the formulation of
rapidly dissolving oral tablets. The excipients when incorporated in the %formulation,

impart the desired organoleptic properties and product efficacy.

The present invention relates to a rapidly/orally disintegrating or dis%olving oral
pharmaceutical composition, comprising one or more active ingredients, ci)ne or more
fillers having particle size of 100-450 micron or above, a high amount of coli{oidal and/or
amorphous silicon dioxide as cushioning agent, one or more disintegrating agents,
optionally effervescent couple said composition having good organoleptic properties like

fast oral disintegration time and desired mouth feel. |

|
{
t

“Rapidly or orally disintegrating /dissolving” in accordance with the preserglt invention,
means that the tablet disintegrates or disperses preferably within 60 seconds or less, most

preferably within 30 seconds or less.
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i nvention and study of the included exanples. In nouth
di ssolving or orally disintegrating tabl et
wo coomorert ons, pal atability| and snoot h nout h PERIN2066/000319
one o f the essential properties of a rapidly
di sintegrating or dissolving oral pharnaceutica
DR KA, U5 RS 0 B BB by BRBAE I ptamacoutcl
comﬂb@ﬁ]@hl disintBaeatésoirettef mexdi \pitle at snooth feeRr dr@ntvithna kdikimum of
formul ation of rapidly dissolving oral tablets. The
unplesst gridiiess, whrdy er?éléu(i‘zié?eéméd in the formlation, |
i npart the desired organol eptic properties and prbduct
ef fi cacy. The present invention relates to a !
“Averapei pHriitle m:td”ymdac&ordaegsr amthn@e Qurestint Stention noaak volume mean

har paceut j cal conpo | Si one ofr,
i PR SEiglecch it SR 8T WHERERPh o i SR i BEoR and above
that gy ticle size of 100-450 micron or above, a high

anmount of colloidal and/or anorphous silicon dioxide
as cushi oni ng agent, one or nore disintegrating

AR g RO RO b b L U B RRRO B oo

pharrﬁmdtléﬁl dagelirpts ¢ e phintasutidak acdeptblesas, derlvan‘ves solvates
disintegration tinme and desired nouth feel " Rapi

or hygrates mo}a oJtigif ﬁ@se@dathwﬁgewh@.@%mW Agany thestncuhls & éory and is
ey
useﬁl\é\n goyntﬂeggr a es g rdé}ggo pre @fg%h&%%%ﬁﬁ% ag%%harmaceutlcal
comppeitionsls or | ess, rmst preferably wt h| n 3 0 seconds or
| ess."Desired nouth feel” in accordance with the .
present invention neans the pharmaceutical conposition
In oHé SérHB&ﬂﬁ@ﬁtesthé na&l% %Qcé’ﬂtk@l Ein?’@@t@ﬁt@ fge |tlh@ Q)h@ﬂﬁiaceutwal
| m ni mum of unpl easant grittiness, sand
comnohlallokyoff ‘éaelprn@nt JmV'eAvem e bpaw@tpryscéulglpz@'wmm 1nsoluble For the

accardance wth esent i,nventi
o G R U Bl BB RERs PN PR e woien
requird) 16s81 thah €1 GRRAIPRKS dfS sdledetoadiiselbeve faftabf Sicee pharmaceutical
"Active pharmaceutical agents" in accor dance with' the

ingregieat eHberpasy Water-sipokiblh gcta/ﬁypfawwélé@h esdisnty ﬁ%’d{h@% swhich
requﬁ;)er ¥ Va?'tﬁm?ﬁ% GRULFGE WL %Iﬁﬁgiv% ??atrts’of de 1’vé’ HaiMfifoeutical

es or rates Icit d |redt peuw
ingredi2an ollse p@éfeﬂad( dctiee q:ﬂnetrhaoeutm@ﬁ j @nﬁsycmdnp]sateds ﬁfruthe present

1nver{g1|%r§|1%$1§6$ gpﬁ%a%étglpmg?papqﬁ]@g{%pge;|r1%1rogrl1<io\41e loperamlde loratadine,

hydrochlorothiazide, donepezil hydrochloride, ondansetron, clonazepam,: clozapine,

mitrazapine, oxcarbazapine, tramadol, cetirizine, lamotrizine, alprazolam,& rizatriptan,

zolmitriptan, montelukast, desloratadine and paracetamol.

The filler(s) used in the composition of the present invention are polyolls or related
compounds. Suitable examples of polyols include but are not limited t%o mannitol,
dextrates, NF hydrated (Emedex™), sorbitol, xylitol, sucrose, fructose, lactitiol, erythn'ﬁol
or maltitol. Said polyols have particle texture that is crystalline or an'%lorphous or
agglomerate in nature. The most preferred polyol is mannitol in amount of prfeferably 30-
80% by weight having large particle size of 100-450 micron. Preferably aveirage particle

size of mannitol for the present invention is 150-350 micron. Mannitol ‘is ciommercially ‘
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conpositions. In one enbodi nent the active
phar maceutical ingredients for the pharnaceuti cal
W@ w0344t on of the present invention can be PCT/IN2006/000319
wat er - sol ubl e or water insoluble. For the purpose of
the invention water-soluble active pharnmaceuti cal

e 95 SO0 085 S QS R P

ven

160C rarlivaC 2o DGaPearriwl ed0 &, Pemﬁh&ﬂ@@@ D@bed Peartitll 5B0BC. Pearlitol
active pharnaceutical ingredients are thgs

160C thag @ erassrpraiclensine 96é6%51?1€r§>n6f S@Blﬁ&@n?ﬁﬁf@ﬁ?@@@iﬁﬁgoq DC and
SOOD%aﬁ%ve%e C}%dr%{ae% JRCSHUISHC 860 Fﬁk%%jhﬁ%ns L ectivel}a Mannitol

preferre 've phar maceui i cal agents conte
is alsbcavmlaﬂie cpmaﬁaemlly nmmntth@ brandaiambePdmnhtohrS@ aoq ahdl ﬁ’earébbl SD

300, P BERERLRS: RS RS OB B B G o

hanﬁ&b@ﬁﬁ&%éﬂﬁomﬁ&%ﬁtﬁ@@?éélnt%%ﬁ@hne m‘ trazapi ne, ;
oxcar bazapi ne, tramadol , cetirizine, |anotrizine,!

al prazolam' rizatri ptan, zoI m tr| pt an, nont el ukast

i o8 OA R R0 RBRE SRR RS O bE RS o gioice
whiclPlis Sddaire 6 R IIERRUN ﬂﬁghelspfdp@b;i(ﬁl @gfeena{ g#and%pas yompared to the
i nclude but are not |limted itol, dextrat e's NF

nomhl}ld Flmde@n@mfé Geapacy ) faoialet émb?%VPm therge gaiicls ot orystals of
mannltro %‘éf sﬁ?sﬁd tggéthérohu rg X&H{) Jebfbn %nﬂﬁgtétltoﬁgtb ak Cittithc; lines of

ave“partic texture that cry I ne
fusmﬂ.nﬂhesreph&tm;srdgﬁedagginﬁmelr atrticlen tead utoe disTdlee ndewly and being in

compgétgg Sqryé;g Sg:gggo%#pl %85&‘?@5 }\721'}661:3 ?Iﬁ??tga 22% gf lrét?locflSSO“PVng tablet.
Presehf0ofh %P"%r‘&{u £ ESIRi 8N aRd/¥r ENEFABEs RAESA Gioﬁl(ﬁz' iAhfablet gives

manni t e present invention is 150-350 m cron
a saridsvich tool cushlonum”re)?fmt detweenatheatlagnitolopartielesif eesvltingrin weaker

under di ffe nt
partlclkég?xﬁc{edlnte{ ns gggmnpfeg)fm% o) Ee‘lcepgglcf(i o?%%](?n%%d smoother
moutRRRr WhéobwARRRC and Pearlitol 500bC. Pearl itol 160C
has average particle size of 160 microns. Simlarly

Pearlitol 300DC, 00 DC and 500DC have mean particle
It is ?éa %%&@nglfnglgll?(ehatgﬁgltfﬂ)ﬂd?f% %uﬂf‘% cbﬁ&eﬂcﬁﬂd’ ? |0Y amorphous

SO aval OﬁﬂEfCIa under
silicoardioglde aowerPdar durfaot 0SB0 thuentnproees dm ¢ommp1sam@sksAh¢ gritty

o s R TP T S S B G ent e
pharfA&RESH oMpBRitibAMs the disintegration time of the pharmaceutlcalgcomposﬁion
is less than 60 seconds. Further, colloidal and/or amorphous silicon dioxéide provides
hydrophilicity in the matrix, which improves the disintegration of éthe rapidly
disintegrating pharmaceutical composition of the present invention. The iuse of high
amount (5% to 30%) of colloidal or amorphous silicon d10x1de imparts more hydrophilic
and cushioning properties between the crystalline mannltol which 1mproves the mouth

feel.

!

Colloidal silicon dioxide is commercially available from three different sci)urces under
different brand names like Aerosil® from Degussa, Germany; Cab- O- Sil®f from Cabot
Corporation, and Wacker HDK from Wacker-Chemie GmbH. Similarly amoqiahous silicon

i
|

!
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In addition there is cushioning agent nanely coll oi da

and/ or anor phous silicon dioxide, which is used in
wak@niofd44cant | y hi gher proportion (greater thanPGegN2a66/000319

conpared to the normally used anmobunts (around 1% for

tabl et lubrication. Large particles or crystals of

. _.manni tol get. fus t dpr ' '
dionldf 16 g e At Rt Pk o HhbRecO LRy SR AL U Porand
name{‘%ﬁ@%FIENTtSQ?E%UOt@ Anh@PHodssilidons @ﬁo&&d?isaa}M%@mdekM?l]ygavgﬂable
acted state give coarse t i
o5 Syloidl T i o Sone GiOFBEPETPALLEhAE B1oVRITGSRHGY ads of

collo?cfg})cs?lltiéo%! ARl "6 ralﬂ%lil&lilso Usic3h! bfoRMedlafX i dfichbIA&E for the
I"'et""gi ves a sandw ch or cushioning effect between
pharthiceutiedd Bompbsifian bf the @seseitdsvantiong i n weaker ‘
particle-particle interactions on conpression and
hence, quicker dissolution and snoot her mout hf eel! when
The hQE e cbﬁ-ipoﬁiﬁoh f tRYREsen HvBAticH 4186 ¥hclide@bther lconventional
Itron of hrgh amount of colloidal and / or
excipierns jike disirdegrantonswiaokintte flovernss aidhelubricdns esw@btenLers, glidants,

filler, thus, inprov r.conpletely ma?ks the gritt
antinlhespis 4 PRSI S GTRATS (1 9EBDHufth gt ool of the
rapid®f &i8tdgPdinkRalPHatAactuib A cBpatitions. Thetali@itional excipients used in
~_pharmaceutical conposition as the disintegration tine
said fotmplatiop Areernressatin sadll ansenns i gererally lessthan 4 e, gpeferably 5%
S nds, r ., colloidal and/or anorphous silicon
Ofthfaﬁ’g%ji%aés Brf%‘\?itta g%" hydrophilicity in the matrix, whijch
i mproves the disintegration of |the rapidly :
The BbsitdH @OnRHI Hegein A8 aRdaitiohsladx cipder alsdt toannffett theeerformance of
present invention. The_ juse of high_amunt (5%to: 30%.
an ogilyc disingearatingo Pharmncpings comppeba.dSBitle q%&iqss@ﬁgf%cams
: rophi Lig i .and. cushi oni i en, it
el SRPIRY e SR, LS SRR, PRy s
magrf@@iuhol aﬁ@dratﬁ,:j | dinonstdirae] dglycayl draenate,alsteariav acidabind  glyceryl
romthre iff t i (
monesigRE. | ITRGTAGBSHSAGE orr b i DRGUSSROT s et IRgBhoRis sodium
stearﬁi fufdadatd 5%&@9&% stearate or combination thereof. Preferably theg lubricant (s)

t
of the present invention are employed in an amount of about 1 to 5 % by Weigpt.
}

1
i

Optional effervescent couple of the present invention includes compounds, v{vhich evolve
gas. The preferred effervescent couple evolves gas by means of a chemljcal reaction
between soluble acid source, an alkali monohydrogencarbonate or other carbionate source
and water and /or saliva in the mouth. The gas produced by such a chemica;xl reaction is
carbon dioxide. The acid source may be any which are safe for human consillmption and
may include edible acids, such as, for example citric acid, tartaric acid, malic a}tcid, fumaric
acid, adipic acid, succinic acid and the like. Carbonate source includes dry solid carbonate
and bicarbonate salts for example sodium carbonate, sodium hydrogeﬁ carbonate,
magnesium carbonate, calcium carbonate and the like. The preferred effewescent couple
for the present invention is citric acid (anhydrous)/ sodium hydrogen carbonatie. Preferably

the effervescent couple is employed in an amount of about 10 to 30 % by Weigiht.
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Cor poration, and Wacker HDK from Wacker - Chem e GrbH.

Simlarly anorphous silicondioxide is commercially
war@loalale fromJ . M Huber Corporation USA uPOBIN2001000319

brand name RECI PI ENTS (r) G.200, Anorphous silicone

di oxi de is also connlerC|kIIy avai |l abl e as Syl oi d(r)

44 Fp f Q.
The ZHueEmRie) Bidd b deosgr G urhar Lo aectefl digmgthe grow
compHeh2hDR REPbsTuble) waen itblwbidler waer swatﬂaéxhqo bt cerch]f dhlchmcount

h t |
for tﬁa@ﬁgam?gﬁq{féﬁamwrggié%ﬁ&n%ﬂ%? b1 8% it Binpositon
of th? p{( g@&& i fﬂn’? fhel lﬂ'ﬂl‘# G I%hl%lt@ﬁQG}";ﬁ%'C%&hh%lﬁl@%@(§Vallable
egrants, surftac an S avoring aids, !
comﬂlbl’léfalllt_i?auiﬁc&r tISGNandnmISe Ag,hc ity FAICi Bifipelvamary eipgbarmellose
e ele

m xtur th f f
sodivsg r(pq;p%;wéaé?/g@e&aglﬁ@e dlﬁvcgﬁéqpﬁ }g@qralfrﬁf% ?%ei, gfand name Ac-Di-
301®j3h E@ﬁ&u&' 5 #mﬁﬁ ShddreNs (coh@erdlivt aoMBiblexs Botiddn CL,

i n sai ation are presenf in snmall anounts
Kolhelog CIgM droa [B)ASFeghamtaamCUQ%}’PbBMr a‘?éLyX@;% QffremdSP Pharma
t ot al S The

Techpalogionh 30014 itk ENGAL® GREFITEALY AHFED et 368 s DMV
InterRS{dn3l TR CxRStal® fRId! RS @hﬁhﬁ&)e%ﬁ“@lhctrﬂﬁl poaksaee Wongadrcially

conposi tion. SUI t abl e exanpl es "of |ubricants incl |ude
availbble @r Ambetlite HRPS b,opnegﬂetlmg@fd istarabs ey ercialliesyailable from

cotorgp §ikixdfie G Gatb hi T A8G TRk bR Ay ropShityt cellulose

(L-HPCY CehY k)rd?&fwsﬁlﬁﬁfégfrﬁ}t(sﬂf@f fer @ehposivioh adrthe fpmdfsenﬂﬁmventlon are
COlTpOS| ion of the pr esent_invention.is sodi um stea

crossﬂmk@d apdyony g AidnEmast ealestln oPORBHBR n&t i B9 W@?%‘bftlhere(’f
Prefer q§/ %ﬁ@%ﬁnt%&ﬁ&ﬂ(%b(g Eé]rtegezl% x?\{)enhbﬁ‘s RfeesEploybdE R aﬁﬂount of

out 1 to 5 %by wei ght .
abou@)@tcom%lgf\ﬁ/eughescent coupl e of the present invention
i ncl udes conpounds, which evol ve gas. The preferred

ef fervescent couple evolves gas by neans of a chem cal

Sultdrb?eaﬁ%\}ogﬁn beidRiked Gh Ul &nﬁﬁsﬁloﬁwlpﬁe@entdﬁvéﬂtlbﬁ|11hclude but are not

rogencar bonate or other carbonate source_ an
hmltwdatcestraaﬁubrﬂyochw popparmintHelagkoerTrant Th cagich rPéﬁif[?Ea@éP figvoring

METEN RLCONT R Y R e

of thd ReksBRYnidhGbakige esddinenaeidiss ofabot aso 5 Voby eeigipl ¢
citric acid, tartaric acid, malic acid, fumaric acid,

adi pic acid, succinic acid and the Ii ke. Car bonaté

SuitdhPe!sGadtAHE lfgre%ed[i(ymﬁ@iﬂi& 6RHRODAENt invention include| but are not
limited to sodium lauryl sulphate, polysorbate 80, polysorbate 60, poliysorbate 40,
polysorbate 20, poloxamers, and glyceryl monostearate. The preferred surfacté.nt is sodium
lauryl sulphate. Preferably the surfactants of the present inventions are used in an amount

of about 1 to 4 % by weight.

Suitable sweeteners include, for example, aspartame (Nutra sweet), saccharin and salts
thereof, acesulfame potassium, sucralose, sucrose, fructose and the like. The preferred
sweetner is aspartame (Nutra sweet). Preferably the sweeteners of the present invention

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

10
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and bi carbonate salts for exanpl e sodi um carbonat e,

sodi um hydr ogen carbonate, magnesi um carbonat e,
wa@alociomarzar bonate and the |ike. The preferredPCT/IN2006/000319

ef fervescent couple for the present invention is

citric acid (anhydrous)/ sodi um hydrogen carbonate.

.Preferahbly the.ef o) N '
s FE R 81t B 8 YPS SOl i S S A0 e
talc, GhapinBdia@ st fdates tolséd silivoh divxides ampiphony siticémdiorly ahé
selected fromthe group conprising of water sopl ubé.e,.
calcipgy gHcatn Saelgrble gidapigead aatpdhempisareapambqrssiiper,diokide,

coll aﬁ%ﬂ{&nfd%xi& 'Jonﬁéar%'tie Gty P&%fe’a‘&?l&' bitti-adiHrAR 2h8 glidant
Isintegrants for the pharmaceutical; conposition of

are usb@inparesrnint ofivlent DOn- 2 Aebydeightit are not limted to

m crocrystalline cellulose (available comercially

under the brand nane Avicel (r) from FMC Bi opol yner),

A inpOsh Wil iRk Siatht Yandet Hiskdleinkr piiarmbEeutical

The grgiéo%?y%rﬂrglﬁﬁgr% %%r}gnd 'na%le A%- D - Sol (r)),é ﬂm
compositsey] Pheresshiimienfiopyrompriseiohe siepodfrercial |y

AT B UL G R i
quanfiéiel B befieRtonal eRelpieMmssivaceth Gleyantuat of filicomdiogidal ik wbout 5 to

avai l able as Prinmoge! from DW International and ;
30%ebypveighlb(r) from JRS Pharma), prolacrilin potassium

e RTELfuR X A S TR i€l HEPHAE: hnd approprie
rETpAEL L AU Sl TRE Ll WP, b, o
quartitie® b€ oonwentetal eRepienandharirethet mriadié S0 pf dibldr isowio microns or

substituted hydraox gpy!l cellulose. (L-HPC). The .
aboxsiagche BT 81 e QUPAR (IPIF ool HE AP EPBHCD P ppglomerated
formP’ €Sent invention are crosslinked polyvinylpyrrolidone

dr polacrilin potassiumor conbination thereof. | | )

Pr &f) evomiiryssirigethdi Wemt ey ohtaies)) inostep Kb) pr éyenprally disintegrating

d/i ny.en i.og\gqb re enployed in ajn anmount of about 10'to
an R o) g‘ﬁ'. Suitable flavouring aid (s) used in
the conposition of present invention include but are

not limted to strawberry, cherry, peppermnt, cEI ack .
The hermegevtied eumpasiion pf dhepagsert 1150081 ¥y PAPRATY by employing
r & OFRRAR LT theOPIcBAt 100t NBARES to wet
pref%%@?:?’ggl%{-aﬂaet g({/dérrl@&% al ds gf’ theﬁ%lrcesent ° ! _
granilatientandnehar forms ed provessing nikentdireét etmopressiont or grygapulation,
i ght. ui tabl e surfactants for the conposition of
maygﬁség"ﬁraélgﬁ‘i‘f? invention include jbut are not linmited to
sodi um | auryl sul phate, polysorbate 80, polysor bat; e

60, polysorbate 40, ‘ . |
The following non-limiting examples illustrate specific embodiments of the present

invention. They are, however, not intended to be limiting the scope of!' the present

i

invention in any way.

1
\

Example 1

Paracetamol rapidly/orally disintegrating/dissolving tablet:

Composition:

11



pol ysor bate 20, pol oxanmers, and glyceryl nonostearate.
The preferred surfactant is sodium |l auryl sul phate.
wee@ierabt y the surfactants of the present i nvROT/IN2086/000319
are used in an anount of about 1 to 4 % by weight. i
Sui t abl e smeeteners i ncl ude, for exanple aspartane
( Net+p—sw acchartn—and——satts—thereof; an
potgarsgl unﬁﬁ‘gffélieélfsose sucrose, fructose and tﬁﬁ%ﬁﬂk
T||he preflerred sweetner is aspartane (Nutra smeﬁg)

Prieferablly the sweeteners of the present inveation are
usetl in aanmtmolof about 1to5 % by wei ght . Sur'?-t abl

ant—adher the SEemt— T TIVENTT@n
i nctude bu?olllﬁlgair?g& Xédeo(lAteéostl a%ﬁoy nmagnesi Um ?
siffgcate, g&&lﬁlglsga@fyl%ﬂm@mpm‘gm de, anor phous SBI ico
diloxide! @and calcitimsilicate Preferable glldants-an

ant #adher aGI@p‘aﬁrléor@rfBﬁbnk@Q@O@XL'th di oxi de, CO|17(§I da
Sl |uc mhiatton—thereof—Preferab Y
ant$=adhe arigmg @%ﬁ@§WF'Qre used in an amolnt gf
abogt 0.5 So(gun@wymnfg{ét The process for prep&l{ﬁ)ng

an_orallyl disintegrating and/or dissolving i
phaV.m_aceuthlenm@hﬁ@j@rtl on of the present “i nyentd®n

cofpr+Ses \a) preparTnggranur £s drl
act Pve i ngP-é‘fi%(sW@ﬂ&}’&f wi th di oxi de and appropﬂ%t e
quagti t1 espglifopment i onal excipients, where|n tdle
amopunt_of| silicon dioxidej is about 5 to 30%by |

weii g0 ; (blPeiqmqvﬂlﬂEbyégted&Emdﬁéb in step (a)|ar 894 xefd

W th—the ;.c. rate—quanttties o

convEnt i op tn‘éﬁ%‘?é?“@?fg’gm%er ein the particle siR of

filher 1s| gaBaka &i@ns or above and the filler is3.0n

the directly compressible granulated, conpatted-or

aggldmer at&@ﬂlﬁmrh’}'firc(g@)\c@fbﬁmt@s& ng and/ or di 5s0l%9 ng

t aptets—Fhe—pharfaceuticat—conpositiTomof—the H?iﬁsen
we

(0]

[@Ni]

i nventi on T%wprepared by enpl oyi ng preferab
granul ation techni que. However, the process is not
limted to wet granulation and other forns of {
*EVQWﬂ@@Sduh@gPKW%ﬁﬂ%dlrect conpressi on or drvj ‘

Prepafioy Imae"tho%n ‘

1. Paracetamol (5 mg), colloidal silicon dioxide (8 mg), sodium stearyl! fumarate (2

mg), crospovidone (7.5 mg) and aspartame (2 mg) were weighe(;i and passed
through 80 mesh sieve screen and were blended for 5-10 minutes.

2. The powder blend obtained from step (1) was granulated with sodium@lauryl
sulfate solution in water to obtain wet mass.

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

4. 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 at|:1d (1.5 mg),
fumaric acid (3 mg), sodium hydrogen carbonate (8 mg), colloidal sitlicon dioxide
(1 mg), sodium stearyl fumarate (1mg), crospovidone (10 mg) were siifted through

t
i

80 mesh sieve screen.
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may al so be adopted. i The follow ng non-limting
exanples illustrate specific enbodi nents of the

w@e@s®m47t nventi on. They are, however, not i nteoTEt006000319
be limting the scope of the present invention in any
way. Exanple 1 Paracetanol rapidly/orally

ECnfhr S DT TR0 00Nl S e sen

n&@ﬂ@ﬁg{ﬁ hgﬁéygﬁhﬂ300||OIda| silicon d|0X|de‘(8
), sodlun1steary ' funmrate (2 ng), crospovi done

7 7BBnfyptained iastier (@rieas(Drihey) blgrded Wih g sandlcp 8 oBfpined in
t hrou 80 nmesh sieve screen and were bl ended foq 5-10
m HER 89 2. The powder blend obtained fromstep (1)

5 Wash@hdrigitad BlénWiof ke O iveasl cohmpugsydd ts)uhrﬁlaitselsmglsuitahim in
water to obtain wet nmass. 3. The wet mass of step4(2)
meﬁ@nbﬁ%sed t hrough 20 nesh sieve screenl and dried at
suitabl e tenperature between 40-650C. ! 4. The dried
granul es of step (3) were passed through 40 nesh ssieve

Tablets rfera. compré¥spp esimg nbtafy avmprasdios mg)mnebrlamkreelutmamblets had

hal‘dlifLFlg? \(/) gﬁp:}g&a&}él ; r%lgplilg%g/taé:l‘@g/ ;@ge avfgngalré?gn Czé;aocﬂlgm e%,ratmn

10 time %da'sllws Rbsdsdad bn HiveBsintERabcHMiRE §ak 2b-Furesrse |
(I'mg), crospovidone (10 ng) were sjifted through 80

mesh sieve screen. '6. OBsampleds NF hydrated (Endex)
was sift throu h ed with
toes’ (5 B oS iR SRS R A B o A
was further blended MAtGmﬂpgg tig:anul es as obt ai ned in
step (4). j 8. The lubricated blend of step (7)
conpressed to tablets using suitable

Sr. No. | Ingredients Quanti Lty

inmg
1. Olanzapine 5
2. Colloidal silicon dioxide (Aerosil 200) 4i
3. Microcrystalline cellulose (Avicel PH 112) 10
4. Sodium stearyl fumarate (Pruv) 3:
5. Polacrilin potassium (Amberlite IRP 88) 10
6. Aspartame (Nutra sweet) 15
7. Sodium lauryl sulfate 0.35
8. Mannitol (Pearlitol SD 200) 56.15
) Mannitol (Pearlitol SD 300) 30.00
Total 12(2)
15 : 1
Preparation Method i
1. Olanzapine and colloidal silicon dioxide were mixed and sifted thr01§1gh 80 mesh
sieve screen. |
2. Microcrystalline cellulose, sodium stearyl fumarate, aspartame, polacrilin
20 potassium, sodium lauryl sulfate, mannitol (Pearlitol SD 200) were si;fted through

|
80 mesh sieve screen and blended together. '

13



punches. ! Tablets were conpressed using rotary

conpression machine. The resulting tablets had j
whasodnesis2 of about 6 to 7 N and the friabilityP@BEEN2006/000319

1.2% The average in vitro disintegration tine was

14-15 seconds and in vivo disintegration tinme was

04 e | r rth@ §ikted through 80
;ﬁ gﬁ% §§ﬁ§€?ﬁmfgm%ﬂﬁiué%f%g$¥ﬂtR%?Qﬁg?ggyon Met hod 1.g
Ciﬁmﬂapbmemmam col loidal silicon dioxide were ntxed

A1 ey Pl SHLuth e Sh A BeRaR LR oBs et

535 @ﬁé %@%er ReAREbthinkd farat §t§1|§ 3gr& (sp%wmuttawmbnded and used for
sul t mannitol (Pearlito D 200) were sifted |

5 thnmk@@tﬂﬂehesh si eve screen and bl ended together. 3.
The powder blend obtained formstep (1) & (2) mere
further sifted through 80 nesh sieve screen. 4.
Tabl%n@éﬂe%onﬁﬁéﬁéﬂ Ittsmlg rsarﬁwa)npmloau fhheiing. hﬂmug:lsulﬁﬁg rtetsthts had
Si eve screen. Efmder bl end obt aj n form

hardpesp af (puinér éo o t?élld ce HaRhtYa s USE47% o %&V?‘Hée W vitro
d t |
U e e T LA

10 har dness of about 6 to 8Ehhm m@ dthe friability was
0. 47@6_ he &@P

rapldly/orally d|S|ntegC@ﬁiaghghssoIV|ng tablet
Conposition: * Evaporates éurl ng processing

Pr dfar Hbi on| hetddoohts Quantity in mgl
1. | Donepezil hydrochloride 500 |
2. Colloidal silicon dioxide (Aerosil 200) 6.00 S
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* ' as |
0. Mannitol (Pearlitol 300 DC) 26.00 »

Total | 60
t

* Bvaporates during processing

15
Preparation method:
1. Donepezil (5 mg), colloidal silicon dioxide (5 mg), sodium stearyl ffumarate 2
mg), crospovidone (10 mg) and aspartame (2 mg) were weighedtz 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
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15

1. Donepezil (5 ng), colloidal silicon dioxide (5 ng),
sodium stearyl ifumarate (2 ng), crospovidone (10 ny)
wane7aspart ane (2 ng) were wei ghed and passed poT/aNemhs/000319

80 nmesh sieve screen and were bl ended for 5-10
m nutes. 2. The powder blend obtained fromstep (1)

I ' 9 | PtuRfbesPetini-65°C.
R O e S Rt aetoutg s
4t The (834 pmsulds pEdem(3) suere passed theonsbridtoesh sipvesersan.

40-650C.. 4. T i I f d

3 b grouBenbil BpRGEwet Mt Belen &0 fRut b EERl or ©
08P bLMRP faivbl afd rbmheiety qlariRy bfsidtlealab Gilken, dioxfle (1 mg),
Strawberry flavor and remaining quantity of col|ojda

si bodiem stiaryl ifemanater(1 mag), and saospaviseea(6me} Weker Heighyd and passed

"l ARG eh B BenlE] BaiRbgned and passed

Si'evVe screen an eénded t oget her,

TherhbbRAd Hob0shs (6 e Bixiedisyithistepd 5 yinkhnisd] €Peaf Bipl 300DC).
manni t ol Pearlit

Sadhe bibnd Sovitahtioc iR aided PR BB Red o step

st ' ricated blend. | 9. The :

Iuggféé%ggpgpgﬁgagwgg?ep (8) was conpressed to tablets

Qs The lubuichiab bieng ufistep $8) Wastdoatpsessed & toblefsrusitgeuitalsie pynches.

rotary conpression machine. The resulting tablets)had

har dness of about 6 to 7 N and the friability vvas]
Tablt]:tsZx%reT%nﬁ¥§E@91‘§ingrkonr§ r@nir&skioheaneHihd MTHd fBUMME tablets had

8-10 seconds. ! Exanple 4 Hydrochlorothiazide | | )
hardnesgiod layswréatiol A/ Ndind ithe &fabildy ivag /LA sBhadvispgedn Veto <;11i31nt381” ation
i Conﬁgogdt i on, Evaporates during processi ngPreparation
ime, astR5 L0 $°°°R8Rar ochl or ot hi azi de (12.5 ng). col | oi dal

silicon dioxide (10 ng), sodiumstearyl fumarate (4

ng), crospovidone (20 nygx edspartane (2 ngy) were

wei ghed and passed throu 60 nesh sjeve screen_and
wer e Hlvdrashlprethiazide rapidhyfosalisdisintegrating/dissolving tablet:

Composition:

Sr. No. Ingredients Quantity in mg
1. Hydrochlorothiazide 12.5
2. Colloidal silicon dioxide (Aerosil 200) 11.5
3. Sodium stearyl fumarate (Pruv) 5.5
4. Crospovidone (Polyplasdone XL-10) 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.s
10. Mannitol (Pearlitol 300 DC) 50.50

Total 120.00

* Evaporates during processing
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2. The powder bl end obtained fromstep (2) was

granul ated with solution of sodiumlauryl sulfate and
w@oeloyoi4ayt pyrrolidone in water to obtain wet NMREEIN2806/000319
The wet nmass of step (2) was dried at suitable
tenperature between 401-650C. 4. The dried granul es of
step (3) were passed through 30 nesh sieve scre'en. 5.

Mannitol (Pearlitol 300 DC) was sifted through 50 nesh
Pse@:ﬁmtmmahod 6. Stravvberry flavor ( 1 ng) and

mg y:ilg;ggll% 11%91%1'8:(3//:% g fr{lé)g ‘éﬁ%gﬁ (sil%cliooln:,éo r‘igg'é?d( 'rrgg3 gold'h?m stearyl
Crﬁﬁ'x%’é(tbd Bigf, KPospBYidvad ﬁé}iﬂﬂi papagede (Dh)oher8veighed and

nmesh S|eve sCreen and bl ended together. i 7. The bl end
f r passest dpough)60wasshrsiove dcrgpn hndsWéli@ Hleydefdori-1 @ minutes.

Pear | it Th l
B8 LB Ao gIE B P LA ) 8 o
éffﬁa s?l@ét?hﬂd b(blb(llhl?@tyﬂdh@(brfeﬁﬁ wdterQo olﬁam Wwetmbassat 1ed

end of ste

5 was conpressed into tal%ﬁets uf! e‘%g
SouRbePEp s (B 16! ok aTo HTRESEsd T g Ao Ry
' I
TR 8381 AAnIBE0R 05 :T0G{ PR b loflsh ofl40 scrcen
51. BOmitdineealiel po@ed) wvasistftad tﬂioslghﬁégmeah isisMe séraen.was
10-12 .. ad dl.y/ orall:
o Bl o o e EhpL e IS e .
T dfifn ?feﬁf;% FuRbRELESS Ak) a'ﬁﬂ@;ﬁ‘@sfp@(/id@ﬁe g’ﬁ? H%J were weighed

O anzapi ne anor phous™ si li con di oxi
s oaimdmassctc@hrqugh 80 wmash sieye sreeryynd ldcm@édvg@b%e ( 10' rrg)

ST TR e

8m THE BRend frod stdh€y) Rewdathd bisnded bithidnied gtannbessibeginddlfrom step
was granul at ed usi ng c1514% aqueous sol ution of sodi um
| a(f)yo oblgirf lgbdcaied Bt n wet mass. | |

' 9. The lubricated blend of step. (8) was compressed into tablets u!sing suitable

punches.

Tablets were compressed using rotary compression machine. The resultmg tablets had
hardness of about 7 to 9 N and the friability was 1.30%. The average in vitro
disintegration time was 10-12 seconds. .
Example 5 ,
Olanzapine rapidly/orally disintegrating/dissolving tablet: |

Composition:

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

16



3. The wet mass of step (2) was dried at suitable
tenperature between 40r65C. i 4. The dried granul es of
wat@p/0(4y2 wer e passed t hrough 30 nesh sieve SCPERIN2086/000319
The granules fromstep (4) were dry granul ated and the

resul ting granules sifted through 25 nesh sieve

scr
of

ez 6
sodi"Um sf

AAKD.

P Ea‘l?é :fﬁ“ﬁﬁ%e%' avor, T TTTi IISQ @d,la T
ea

] at e ) and cr ospow done

And h') rf'\ll

(7.
sie
C)

= vvn

1 / LAAYYS
Ve creen
granul es

SERLRERABAIN | h manni tol (Pear 0Bl 160

7. _The blend fromstep (6) was further

bl e

obt@ai n | ubri

nded- wi t

WTald ed granul es obtairied ffom st (5) tlo

cated blend. ! 8. The lubrilated bl end of

ste

p (B was

s Seawpereg fievbrt 0 t abl et s using sui ttaff e
punches. **Preparation of mannitol (Pearlitol 160 :C)

granul es: phripERhteptUant 1 ty of PearT1 ol 1696 was

di ssolved in water, | b) Pearlitol 160G was si fteql

t hr jpughz80—resh d—ntoset ﬁﬁa )
t he rmtigrl al R}fﬁm R}‘g?&%ﬁsifoéﬁgggfg{angijﬁfh st ep?‘i50

so| Iyt on; d g an-es-—obtained-i-n—st ep (r\\ were r*lr;l e
inftray dri edor 1 hour (loss on drying 0.4268 e)
granul es obtained in step (d) were dried mlled

*E\tapomtﬁgrduﬁﬁgMSsm@ve screen. Tablets were conpr esised

using rotary conpression machi ne. The resulting
tabl ets had hardness of about 5 to 7 N and the

PredatdtidBiNibthydwas 1. 32% The average in vitro [

disintegration time was 6-7 seconds. nple 6

|
i

LoQlerzapine (p apg)drpemhars siliennsdintidg K%mg)gqodug@ éﬂe@M gpmarate (2
5 talﬁ]lggf cro(éBH%ﬁéﬁé (P(p’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
1

solution of sodium lauryl sulfate to obtain wet mass.

3. The wet mass of step (2) was dried at suitable temperature between 40L65°C.

10 4, The dried granules of step (3) were passed through 30 mesh sieve screen.

5. The granules from step (4) were dry granulated and the resulting gf;anules sifted

through 25 mesh sieve screen. ;

6. Talc, strawberry flavor, remaining quantity of sodium stearyl fumaréate (0.5 mg)

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

15 screen and blended with mannitol (Pearlitol 160 C) granules.

i
¢

7. The blend from step (6) was further blended with dried granules obtalned from step
(5) to obtain lubricated blend. ?

8. The lubricated blend of step (7) was compressed to tablets using suitable punches.

20  **Preparation of mannitol (Pearlitol 160 C) granules:

a) Small quantity of Pearlitol 160C was dissolved in water,

i
I
|
1

)
'

b) Pearlitol 160C was sifted through 80 mesh sieve screen and loaided into 2L

RMQG,
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* Evaporates during processing. Preparation nmethod: 1.
Loratadine (10 ng), colloidal silicon dioxide (8 ng),
woweg/ongrghed and passed through 80 nmesh si evePGTIN2B06/000319
* and blended for 5-10 m nutes. 2. Sodium stearyl
fumarate (3 ng), crospovidone (20 ng) and aspartane

| (2) Mgk Mﬁéﬁl‘i\@k@i@%@%ﬁ%&?&itﬁ bi-pUMBLERnTESh Sieve

scréen and ended for 5-10 mnutes. 3. Blend from
st ep grbpules EBRingddn stiex €¢) wierd dsied tie tray drioufpn 1g®@umélobs on drying
si eve 255 en. 4. The powder blend obtained from step
(3) V\% anul ated with 4% aqueous sol ution of sodi um
| gy ybragblleé 8b1Bink@ iPRER(D) WS IABSSilISH thidhigh W8 tnd¥BSfeve kereen.
step (4) was dried at" suitable tenperature between
40-1650C. 6. The dried granules of step (5) were pqssed
Tablehyr werghcarOpresst wsingy oty @amprestionvimnhinel TiiPeesnltingotablets had

00DC i ft h h h sj .\i8 .
narRRRGh AR 3 el S B FR RS et S5 D bl i v
disifftedraGONtifhle Wesj6IPsdcdnds. M), sodi um stearyl fumarate

(1.5 ng) and crospovi done (10 ) were iweighed and
passed t hrough 80 nesh sﬁéﬁﬁﬁkg?een and bl ended

Logethet 1 Soradiie bR I RLER LR HRR e W L1

step (7) Tranmrtofr (Pearfrtor 3J0 e bl end
fromstep (9) was furth&€onfogiided with dried granul es
j Hn--Lubricated-blend. 11.

St. Nove ||JBgicdigntd bl end of step (10) QuaBtiydABIEssed into

fant thorfi%hiﬂg sui tabt e punches:— Tabt ety jEr e
conpriessed uUsing rotary conpression nachine. The

2esul {tCallpidadbilieds divatlielfAraRi2e0pt aboutl.50 to 8/ N and
O B0 5 . .

the fi1 >

rabiHty was 0.95% The -avérage—i-d-Vvitro
#i si nrogiue sisAr fureargig sPY) 15 seconds. 4BQanpl e| 7

gtgaglne@Ogo%%ﬁ%{#mﬁohgﬂ_%)m sgrat i3|6gj'0di 3$350]| Vi ng

5. Aspartame (Nutra sweet) 2.00
6. Sodium lauryl sulfate 1.00
7. Strawberry flavor A 1.50
8. Purified water* g.s.
0. Mannitol (Pearlitol 300 DC) 58.50
Total 120.00

* Evaporates during processing.

Preparation method:

1. Loratadine (10 mg), colloidal silicon dioxide (8 mg), were weighed and passed

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

i

2. Sodium stearyl fumarate (3 mg), crospovidone (20 mg) and aspartame |(2 mg) were
weighed and passed through 80 mesh sieve screen and blended for 5-10 minutes.

3. Blend from step (1) & (2) was mixed and sifted through 80 mesh sieve:screen.

4. The powder blend obtained from step (3) was granulated with 4% aqueous
solution of sodium lauryl sulfate to obtain wet mass.

5. The wet mass of step (4) was dried at suitable temperature between 40—?65°C.

|
18 | |
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W@ o@i7om43t Nar yl

TabR& GRS So

* Evaporates during processing. Preparation nmethod:1).
A anzapine (5 ng), colloidal silicon dioxide (5 ng),
fumarate (2 ng), crospovi done PADINANH000319
aspartanme (2 ng) were wei ghed and passed through 60
nmesh sieve screen and were bl ended for 5-10 m nutes.

) | |
O PR oL Hsgel MRk o bkt 1R sorecy
gulNlahratol (Peaditel 3G0D @bt i siftatethravgh S0 m3dsh Frewe \wtbemass

f ste 2) ,was dried at swtalete er re
o Srstehd) 1an 201 e Gio Gredto et solpopsiiliieh SRsicbns me),
t hrS@Hﬁlh’l $Q@aiye Fim&aRVE. 53%@%1 é}bsﬂ%mhé qh0 @RaFLiet: ?Eghed and

300DC) was Sifted through 50 nesh sieve screjen.
St rasvsd thrpugh 80 oveslasidve smesnrind hlepdadtagethenf col | oi-dal

St 683583 P gy SRR S L PR af b0

I(D'IVIQiégﬂlerﬁlQ:rchﬁ sttpgOeves methecsleaitd vakieasar %lrhﬁhﬂeé JSlﬁﬁmedi from step
7) The blend fromstep (6) was m xed wt tep (5)

nar(ﬁ)fﬁocﬂbtﬁ(lpél&’:ﬂcﬁtﬁéble@éor[])c) 8) The blend fromstep (7)
Y‘P%‘heu%%ﬂgéte&’ Heaeds Webh 'vgéjsb?&ﬁg}ég%)ﬁ £ aldied %g@ggultable

bl gudclek. step (8) was conpressed to tablets ing
sui tabl e punches. ! Tablets were conpressed using
rotary conpression machine. The resulting tablets had

BpredeaUsid Nt&lﬁfgdc&ﬁ}ﬁ'egsfdrxaﬁiabﬁlh¥ ’Y‘ﬁéré‘sugglé’ tablets had

Teaverageln vitro Integration time

hardgessondsaboht |'ndiest iV aandApi |fnabllltyn vols 0196%d. ni?bentaver?gp in vitro

d1s1%¥_g§'p§o

dell%gry tec nology of the present invention
ap

5;%915 1€°YSF active ingredient of choice
wherein the desired effect is a fast -dissolve on the
tongue w thout the

Example 7

Olanzapine rapidly/orally disintegrating/dissolving tablet:

Compqsition:

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 XL.-10) 14.00
5. Aspartame (Nutra sweet) 2.00
6. Sodium lauryl sulfate 0.50
7. Strawberry flavor 0.50
8. Purified water* g.s.
9. Mannitol (Pearlitol 300 DC) 30.00

Total 60.00

* Evaporates during processing.’

Preparation method:
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addition of liquid. Wile this invention has been
described in detail with reference to certain
wee@or«er enbodi nents, it shoul d be appreci at BAT/IN?A06/000319
~the present invention is not linmted to those precise
enbodi nents. Rather, in view of the present
dis e t
0 o0} oM ISR P M 8 B ShORBAH fumart
vari at(2 ang), wmspdvmomélr&) andeaspattanes (2 ong)hwse wlzlghbckczind passed

Spi 11 e P EPRvaH Rare v oy Rienda R afes.

di spnte@rgivded bidhd/ astaﬂb@sf&rﬂlsfe@ (Q')‘%a&%xﬁh’&lbt%@'wﬁhl 4% aqueous
conposi tion conprising of: (a) one or nore active

phar msekition e&so lgmlmgyl S(utfyiteon@vamr torobteinf wetinaass. havi ng

o oh RG220 S WO L RER iR b gp o5
from atheldhea gtUROYF btyp w \@éﬂe padBd tepioftinksh sieve soreen.

effer escent coupl e. har maceut i cal
3 Al Q’@é@f@ﬁ@)@a s é}fF?BIhTOME]é é@ ffri?sg gieye a%r@ﬁm«/e
age t S‘tr%wﬁgxllrﬁ GhE afnﬁqgllnﬁf?)ﬁlég%lﬁﬂg f&’l’(ﬁ)‘ll‘oﬁiaf‘ Gi1i@bn d oxide (0.5 mg),

r-sol uble and wajter Pmaceut cal
agent sodisaf ﬂéa@lMaquar(%sng)darphanmmmjec(éing) were|weighed and

t h t t %
accor dFRGH iSOt Gpesh ARG ersmey Bladed paeder.
phan)age bidnd Hond @ ﬁmtsyv&asr}ﬁ&%@ Kadpl syepS(%b ﬁﬁ}ﬁ@olf(PQéﬂlEd"QOODC)

group conprising ol anzapi ne, risperidone, |operam
| or&t d4e b ndrfm seh I(armﬂwfuatizlﬁﬂ@lencthdn@pb diied granules obtamed from

I ondagtsegg@qn b?a% uﬁagﬂam,l cl.ozapi ne® mitrazapine,

oxcar e@lrlzmej | anotri zi ne,;
al pazak dgbri¢atetiablen®t @steg qBivEas | (Uinditesso® 1tb elablles hsm suitable
desl orat adi ne and paracetanol or their pharnaceutiica
accepPEM&Ssal ts or solvates. | 4. The pharmaceut |’cal
conposition according to claim1, wherein the anount
|
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 disintegration

time was 4 seconds,

Industrial Application of the Invention

|
The drug delivery technology of the present invention would be applicabile 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 certain 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 (ziescribes the
current best mode for practicing the invention, many modifications and vaﬁiations would
present themselves to those skilled in the art without departing from the scopez and spirit of

this invention.
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used of said filler is about 30 to 80% by weight. 5.
The pharnaceutical conposition according to claiml,
wobererarsaid filler is selected fromthe groupCT/IN2006/000319
conprising mannitol, dextrates, sorbitol, xylitol
sucrpse, fructose, lactitol, erythritol or maltitol.
We?laiéﬁ.e phar maceuti cal conposition according to claim
) erein said filler is preferably mannitol.7. The
phal. macednt i arally clisipegiating naraléaro dgseigingopldraianeitical. composition
_the silicon dioxide is preferably used in an
Olof about 5 to 15% by weight. ' 8. The |
phar mac g} difedr ROV PHaPmACKRAEAl aBents,0 claiml,
wherein said effervescent couple iS citric acid |
(anhydr dbk phe swdnore fillehs dping: avdrageapaticly. sizeef 150 microns or
ph%g)naceuti cal conposition according to claim1, |
j wh PePn sai d effervescent couple is used in an anount

of about(cPhigh aa8%ebiYabICatdlunt of dilicdDdibARle ranging from about 5 to
pharmaceuti cal composition according to clain1%, !
| WHE eby weight, srd orvaenallyias fifeewresst reumd®h di ssol ves 'in
nmouth in 60 seconds or less. 11. The pharmaceuti cal
conmposition according to claiml1, wherein said i
corgposi tTherphirmadeeticat composiden dewirdihg ¢o alaim 1, wherein said active
surfactant,.lubricant, antiadhejrant,. glidant, L
agetdyise SERAR GO oBiOHY cRyBpising T Wﬁ@r-gﬂaﬁlﬁae%twaq insoluble
pha@OIEBRRdal betARERA i A8phie selidihBntdocuttt® e&hgoﬁam_ |
disintegrant is selec?ed fromthe group conprising
polacrilin potassium mcrocrystalline cellul ose, ;| ow

sulystit uted,hydr ox opy! cellul os ar box hyl: . .
el ul oSt RIPULAETHEY BRbeoShm tiptEa FHRE 2 Gipetein said actve
phaigace@tical Eagliit & @sdTOMbHOREetteEr RGE! tHekefbup comprising olanzapine,
pyrrolidone). | | 13. The pharnmaceutica

. pol yvinyl . . i :
risperislopesi témm@%orlawa#ﬁghne@ diydraehippothigpideei Aorapedil, londansetron,

clonazepam, clozapine; mitrazapine, oxcarbazapine, tramadol, cetirizine,| lamotrizine,

wher ei
COMES

alprazolam, rizatriptan, zolmitriptan, montelukast, desloratadine and paracetamol or their

pharmaceutical acceptable salts or solvates.
|
4, The pharmaceutical composition according to claim 1, wherein the amount

used of said filler is about 30 to 80% by weight.

5. The pharmaceutical composition according to claim 1, whereiril said filler is
selected from the group comprising mannitol, dextrates, sorbitol, xylitol, sucrgf)se, fructose,

lactitol, erythritol or maltitol.

6. The pharmaceutical composition according to claim 5, wherein said filler is

preferably mannitol.
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disintegrant is preferably selected fromcrosslinked

pol yvi nyl pyrrolidone |or polacrilin potassiumor a
wa@oemionart on t hereof. 14. The pharmaceutical  PCT/IN2006/000319

conposition according to claim 12, wherein said

di sintegrant is used in an anount of about 10 to 30%

by mei ghthe pharmadagtie QBﬁSﬁHBﬁ a&dor&REROSlalthON wherein the silicon

according to claim11, ereln said Surfactant Is!
dioxédd is preferablyowed neanggrooymnt of At Sitnd 5¥dui weightwur yl ‘

sul phate, pol ysorbate 80, polysorbate 60, polysorbate

40, polysorbate 20, pol oxnmers or glyceryl nonos

ar @ e. 1&he ThiearpladutRele wbinpokitie® "iReidingOno aglglh di NeHeRin said

claim 15, wherein said surfactant is preferably sodi um
effervgsgept cappleip sitdc adig (anhydrqus sedisetyideegencarhensiet | on

according to claim1l5 , wherein said surfactant is

used in an amount of about 1 to 4 %y weight. i 18.

Th@. phaflimcghirinaeduticalmeosipbsition ameorditighdo t claih ai ,nWTﬂerein said

wherejn said |ubricant is |l ected fromthe group:
ofFerghpsPI RIS 1S BRROLITAS B ofAhRHF 5020% DY CURBAL behenat e,

cal ci um stearate, nmagnesium stearate or stearic atid.

, , 19. The pharnaceutical conposition according to

cl d0m 18hewplmarmiaceutiabld comipokitivn amtcoidingrtef etaal yt, {wherein the

sodiym stearyl. fumarate. ! 20., e phar eutical
pharf Rt E e boftion iR of in e in b0 Se Rl B fotal o
| ubricant is used in an anpbunt of about 1 to 5% by
wei ght. 2 1. The pharnmaceutical conposition according .
t o1& ai fha 1phapnaseitinals sprpesiben exrorginggdént clhis skl whewsin said
: r S : C ri .
complfit ARt Wi ERAP Hl-PlOg o RAAARR, 13BN dollailent, gidan
sweatarer os favrinfgragetitose. ' 22. The pharnmaceuti cal |
conposition according to claim?21, wherein said
sweetener is preferably aspartame. 23. The '
phas mac [ itd or,di cl.ak o : :
horel o T ARTRAE S AR R Rling ol K, P whercjn seid
disintegra%oip yelogedyfiom the group comprising polacrilin potassium, microcrystalline

|

cellulose, low substituted hydroxypropyl cellulose, carboxymethyil cellulose,

croscarmellose sodium, sodium starch glycolate or crospovidone | (crosslinked

polyvinylpyrrolidone). |
{

|
13, The pharmaceutical composition according to claim 12, Wwherein said
disintegrant is preferably selected from crosslinked polyvinylpyrrolidone or polacrilin

|

potassium or a combination thereof. !

14,  The pharmaceutical 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 selected from the group comprising sodium lauryl sulphate, polysorbate 80,

polysorbate 60, polysorbate 40, polysorbate 20, poloxmers or glyceryl monost;barate.
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24. The pharnmaceutical conposition according to claim

11, wherein said flavoring agent is selected fromthe
w@e@ap7aonpri sing grape fruit, cream vanill a, pO/acd06/000319

currant, orange flavor, strawberry, cherry, pepperm nt

or caramel. 25. The pharnmaceutical conposition

accor di to claim24, ' wherein 1d. flavori.ng .agent . .

08 e e Pyl Bt coRBREeT 8kRng RS 137 Wherein said
surfidtaigepreferatdy 6odTlinNaddyDsulpies eof . 26. The

phar maceuti cal conposition according to claim 24,

wherein said flavoring agent is used in an anount of

abgyt 1 o i .gh ' C i gal . .

comosi A rPmbedficalvomppdton HFora IR fM 1, wherein said
surfacthdt @d whet irsant ai@ountdifakowte, toalnFrhyheeightsi | i con di axi de

or calciumsilicate. 28. The pharnmaceuti cal 's

conposition according to claim27, wherein said:

gl higant 106 AM-AMRELANLoSo bRk Qobbind! 1 Cltm X Ivifrcin said

or anor phous silicon dig§P%§90r a co1 iﬁ%gggﬁlgabreo{?n sat
lubrjca@9 is Fhlectpd afromc ¢het igealp compdsing i sodivwm cgteatiyh futarate, glyceryl

claim 27, wherein said glidant or anti.adherant is used
behgtie, fRIGHI TP Bege BT fernEcida0, The |

phar maceuti cal conposition according to claim1,!

wherein said rapid disintegrating oral phar rmceuiti cal '

cortPosi iTherphasmaceusibple compasitioh acghdingntoe wldiwall8, wherein said

*lubﬂﬁ%@?B}GYér%ggﬁﬁigﬁlgsg aq’glitﬁﬂm%'r 2im1, whef in said silicon

€1s "E6h "di oxi de or anmor phous
silicon dioxide or a conbination thereof. 32. A’
praocess, for preparing an orally djsintegrating and/or

di 8ol VheBNasmarTiicel fomnesition persfing dn clesr i wheigm 8
1ubrﬁ5&n§g§éfdim Qﬁ‘)am%%ﬁt\?w&ﬂgegﬁ g{o%*bg%ve@%an active |

I ngredi ent al on I con di oxT de and appropyiate
gquantities of conventional excipients, wherein the

mgunt .of silicon. dioxide.is about 5 to .30% by weight;
Foy gPamle il PG AP e il P TR
swedt@fing laféiftlis 3BKRcRB AT th@lefoup comprising aspartame, sace arin and salts

i

thereof, acesulfame potassium, sucralose, sucrose or fructose. ;
22. The pharmaceutical composition according to claim 21, where%in said
sweetener is preferably aspartame. ’
o
23.  The pharmaceutical composition according to claim 21, Whelirein said
sweetener is used in an amount of about 1 to 5% by weight. |
|
24.  The pharmaceutical composition according to’ claim ll,i wherein said
flavoring agent is selected from the group comprising grape fruit, creami vanilla, black

currant, orange ﬂavbr, strawberry, cherry, peppermint or caramel.

25.  The pharmaceutical composition according to claim 24,) wherein said
flavoring agent is preferably selected from strawberry, cherry or orange oria combination

thereof. -
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quantities of conventional excipients, wherein the
particle size of filler is 150 mcrons or above and

wWo b@7ford4rer is in the directly conpressibjle, PCI/IN2006/000319
granul ated, conpacted or agglomerated form and (c)
conpressing the blend as obtained in step (b) to form
orally disintegrating and/or dissolving tablets.

26.  The pharmaceutical composition according to claim 24, wherein said
flavoring agent is used in an amount of about 1 to 5% by weight. :

27.  The pharmaceutical composition according to claim 11, wherein said

glidant or antiadherant is selected from the group comprising talc, maénesium silicate,
l

colloidal silicon dioxide, amorphous silicon dioxide or calcium silicate. |

28.  The pharmaceutical composition according to claim 2?, wherein said
glidant or antiadherant is colloidal silicon dioxide or amorphous siliC(i)n dioxide or a

combination thereof. ;
i
|

29.  The pharmaceutical composition according to claim 27[, wherein said
glidant or antiadherant is used in an amount of 0.5 to 2.0% by weight.

!

|
30.  The pharmaceutical composition according to claim 1, wherein said rapid
|
l

31.  The pharmaceutical composition according to claim 1, wher;bin said

disintegrating oral pharmaceutical composition is a tablet.

silicon dioxide is colloidal silicon dioxide or amorphous silicon dioxide or a combination

thereof,

32. A process for preparing an orally disintegrating ancil/or dissolving
pharmaceutical composition comprising the steps of: - ‘

(a) preparing granules of an active ingredient along with siliéon dioxide and

appropriate quantities of conventional excipients, wherein the amount of silicon

i

dioxide is about 5 to 30% by weight; !

(b) granules as obtained in step (a) are mixed with the filler émd appropriate
quantities of conventional excipients, wherein the particle size ci)f filler is 150
microns or above and the filler is in the directly compressib}le, granulated,
compacted or agglomerated form; and |

(c) compressing the blend as obtained in step (b) tc§> form orally

disintegrating and/or dissolving tablets.
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