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Sefiores
DIVISION DE NUEVAS CREACIONES

ABOGADOS j
SUPERINTENDENCIA DE INDUSTRIA Y COp= i
Bogoth, D.C. mmﬁﬁ‘l-

Re.: Cddigo 02-01-444
Expedients No. 04-7.581
Fase Nacional de Solicitud
de Patente PCT
R.P. SCHERER TECHNOLOGIES, INC.

En relacién con el expedients de la referencla y con el propéeito de dar respuesta
a las oposiciones presentadas contra esta solicitud de patente por las sociedades
Procaps S.A., Lafrancol S.A. y Tecnoquimicas S.A. con fundamento de falta de
novedad y nivel inventivo de la matoria que mi representada desea proteger por
medio de patente de invencién por medio del presente escrito me pemnito
manifestaries lo siguienta:

1. Dentro del trémite de la solicitud estadounidense No. 08/608,313 presentada el
20 de Julio de 2001 y de la cual se deriva la presente solicitud con fundamento
en el ejercicio del derecho de prioridad, la Oficina de Patentes de los Estados
Unidos tuvo en cuenta y analiz6 todas y cada una de las anterioridades
mencionadas por las sociedades opositoras.

2. En ningin caso de las anterioridades citadas por las partes opositoras se
consideré por parte de la Oficina de Patentes de Estados Unidos que ellas
afectaban de manera alguna la novedad o et nivel inventivo requeridos para
que s& le otorgara proteccién por via de patente a la materia de esta solicitud.
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3. Con fundamento en lo expuesto en el punto anterior, la Oficina de Patantes de
Estados Unidos concedid proteccién para eeta invencién cuyo ndmero de
certificado es el 8,720,002 de Abril 13 de 2004.

4. Para mayor ilustracién, acompatfio una copia de la citada patente en ia cual se
mencionan, como anterioridades y referencias citades todas y cada una de las
mencionadas en las oposiciones.

5. De otro lado, por expresas instrucciones de mi representada, me pemito
modificar el capitulo relvindicatorio originaimente aportado el cual es idéntico al
admitido por las autoridades estadounidenses. En este sentido vale la pena
resaltar que ninguna de las anterioridades reclaman una cantidad critica de
8.3% por peso del total de la composicion de loratadina y sus derivados.

6. Méas aln, la especificidad de las Reivindicaciones 17 y 19 no se encuentra en
las anterioridades citadas en las oposiciones.

7. Acompafio el comprobante de pago por concepto de la modificacién de la

soliciud, recibo No. 24 ~ 4/ 4/ fﬁl-?—

Renuncio al término faltante de traslado, y les solicito otorgar e! privilegio de
patente de invencion agquf tramitado.

De Ustedes Atentamente,

LUIS F

T.P. No. 68.995 del C.8.J.
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4990328 A 21991 Cho gt al. ...ocnvemserenn 514/556
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ANTIIIISTAMINE FORMULATIONS FOR
SOFT CAPSULE DOSAGE FORMS

FIELD OF THE INVENTION

The invontion relates o the fiekd of pharmacoutical com-
pulnll. In particulsr, tho invention pertaine lo pharma-
feal formulatkms conwdining antibisismines, wuch s,
Innlldlmu:liluhnulwulhtm!ornlhhdfuum
conjuaction with soft gelatin cxpsulen,
BACKOROUND OF THE INVENTION

Two identified bistamine are the H-1
and H-2. The II-1 mmm the mﬂq?'nllw-
nized by cuoventional agthistamings. H-1 morptoms amw
pluenllnlhnmlmnlun.ihnmmdhmddnlmh

Nm-nllwﬂnum-d hydrophobic antihisamine
mpnubueh-hilduldmmmm
Loratadine was first described in US. Pat. No. 4,262233 to
Vilani. Loratadine is an H-1 histamine receptor proiein
apagonist which binds to peripheral H-1 recoptors as dis-
cussed in Quercls ot al, Jlasp Formal, 28, p.137-53
(1993). | nraizdine in unaful as an antfhistamine and has Hhila
or oo sedative offects. Tis, loratadioe providos an antihis-
{amino offzct whilo still allowing (e wser to periorm mental
or phynical functions requiring high lovels nfmmnllm
A variety of other therapsutic treatments using Joraladine
lhmumuuﬂmnlmwnhdbrdminmuhw

beeo suygesicd, vuch as treaiment of masnal or perconial
rhinitls, allergic asthma, and motion sickness. Ses Aberg et
al, US. Pat. No. 5,731,319, for exampla. Antlarchythmic
uses, such ss trsalmenil of wrisl Obrillaliog (AF), bave abu
been s described in Buckland et al, U.S. Pat.
No. §110,927.

Loratadips derivatives which share antihisiamtine proper-
ties of loratadine have also beon dovuloped. Active metabo-
litcs such as Iated forms of loretadine bave
baon of interest. One such metabolite derivativa is 8-chlom-
6,11-dilydro-11-{4-piperidylidine)-511-bezxu-{5,6]-
cyclobepta{1.2-b] pyridine, also known as

loratadine (DCY.) which ix deacribed in U.S. Pai. Nu.

716. US. FaL No. 5595997 o Aberg o ol disciosss
mothods of utilizig DCL for the treatment of allorgic
rhimitis and ather dirordem withoul advere side effecm.

Othar patcatts relating o loratadine or a chomically related
antihistamine, including amy pharmaceutically accepisble
m:mt.lnvmmbmimmu.s Pat. No.
5,100,675 to Cho ot al; US. Pal. No. 4,990,535 to Cho et
al; and US. Pai. No. 5,314,697 to Kwan ef al.

Oral dosaga forms, such a5 lomtadine-containing tablets
axi syrups, are known and marketed under the names
Claritin®, Clamstin Reditsha® and Claniin-D® 24-Hour
ole. (commercially svailable from Schering-Plough

Corporation, N1.).
These commercial are described in U.S. at. No.
4,282.213 o Villani; U.S. Pat. No. 4,659,716 to Villani; U.S.

PiL No. 4,863,931 w Schumscher of sl; US, il No.
6,132,758 to Mumayyer et al. US. Pat. No. 6,132,758
discloses an myrup siabilized againg! degra-
dnbndﬂnulnmdumbylhlddimoflhmo.os

to 3 mg/ml. of m He scld. This pateat
Saches that ader e orage condocn Eemesof wetivs

ageut can occur.
US. Pat. No. wlmhhlnnulld-hllll
transdermally scceptable compesition co an offec-

tivo amount af Joratadine or itn decarbalhoxylation product,

2

hils s mlnludﬁndllnlvmldulpbmm_

mnlhh tacine 1ype anifhistamines, “gmunll
exists a peed for a soft hﬁwn The
dulp has meany 1o thoso in

the art, however, ftI'lI'IIIIlIlI‘lllI ic drogp intn antu-
uuu[olenupﬂhlmhmlunuphun meny
probloms. Oral delivery sysioms [or hydrophobic drugs sre
known. Lacy et al. US. Pul. No.ﬁ.ﬂ!ﬁ.!:lld.:lbu&bllﬂvl-
Mlﬂhﬂu‘slnﬂllﬂlhﬁm The carine sysioms
disclosed inclds a digestible oil, preferably mixiures of
plmﬂormﬂmemotmdhmehlnhnyldﬁ,lnl

pnln;lll ey %mmmmaﬂ-

tioa product of pol ne glycol with glycerol esters
ofa%d:ndlwp Egmudmmmm
vil in vivo withuut sebeiantially lohibiting in vive 1

of the oil The mlarence does nol, huwever, Ly
addrom the problemy smocizied with sozage ity and
recrysiallization of loratadine and its derivazives in eoft
capsule dosage forms,

Tlydrophobkc solvenis are preferved for ume in soft cap-
miles 50 a8 (0 reduce the bydrophilic naiere of the Al
Mnmnﬁonofmwhnﬂ ar mate-
rial into the Aill itho) CAN CELSS rOCTYSA ion and
procipitation of the active ingredient undar stomge condl-
tions. One problem associated with ydrophobio solvents,
howover, ia thal they are known o adversely aflect bicavail-
shility of the drug Componnds much as lorstadioe are
sumcwptible to recrysiallization and therelore ieoce (he
dm:mﬂkmmhﬂm:gewlﬂ.
Ideally, s solvenl systam for loratadine sud (s derivatives Is
m!ﬂll:hnhydnphnhc.mndﬂm

There thus oxisiy & newd for i phurmaceutical
Immﬁlhmmdnluhmdmudddwﬂuw
for wee in sof) capsules which solubilize loratadine and
exhibit Jong-tsrm storage stability it ambient conditions
without allization. There is also & need for a solvent
sysiom which does not adversely affect binavailahility of the
active ingrediend, Ennmud-nbhwnldlnlﬁurm
Tation which sajiafles both of thess criteris and also increase
the il conocntratioa of loratadine. This woukd peamit the
use of emaller siwe capsules [or & given dose of active,

SUMMARY OF THE INVENTION

‘I'ie invention provides for & pharmaceutical compaaition
comprising Joruiadine and its derivatives togetber with &
mlmmﬁrlnlnnnapﬂh Loratading eompo-
mitions of the invention exhibit wnexpecied snd improved
wolubilization properties at ambicnt siorage conditions over
extended pericd of time without recrystallimtion and pre-
cipitstion of lorsindine. The inventive composition alsw
permils higher concenirations of loratadine to bo dalivered
within a given fill volume. As 2 remult, the intal amaunt of
ﬂﬂwhnmhlbdmhulh-nw&hn-

tadine i rodocod, and smallor capsulo sisoa can bo wwed
thereby improving patient eomfort and rechicing manufec-
turing costs.

The iovention idos a pharmacentical ition for
e In soft elpn’l:'ﬂ- hnndhsmmduhlﬁm
thereol and 2 salvent aystem comprising a mixtare of mono-
and diglycerides of medium chain [stty acide. 1n 2 more
preferred embodiment the lnvention provides a phanmacen-
tieal composition Lhat sdditionally comprises & dispersant. In
ammmuhdwmwﬂ
l:dhllllhlll
There i forther d-dnled a pharmaceuticel

composilion
about 40-70% weight % of a volatile solvent, shout 5-.50% a5 for uso in soft cepsule dosago fonn consisting esseatially of:

by weight of a falty acid cster snd abowt 2-60% of m
assential oll.

o) umixtine and decivatives thereof presont in an amount
of abowi 6.3% by weight of the tofal compoaition;
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b) mowo- and ‘di-glyceridas of medinm chain faity acids
prosant {n an amown of about 879 by weight of the
total composition:
<) povidons preseni in an amount of about §.3% by welgin

of the unal compoultion; amxd

) Polysurbatu™ BO prescat in au amvout of sbout 0.3%
by waighi of the total composition.

There is alsa dinclosed & tical compositica for

uss in soft capmnle dosage mubuqmthllyd‘:

2} decarbalkoxyhuied lumiuline detivative in a pharma-
coutically effective amount;

b) CAPMUL™ MCM C-8;

) povidone; ad

) Pulysorbaie™ B0,

‘There is further disolosed & soft capsule dosage form
comprising a fill composition consisting sasantially of:
2) loraladine and derivalives thersof in 2 pharmaceytically
effective amauat;
b) a mixture of mooo- and diglycorides of madium chain
fany acids;
) puvidous;
d) Polysorbate™ 80; and
whtnldnﬂuphh.nupﬂeindimhh
of
Loratadine ia the drug name o I compound
imown s ethyl 4 B-uhlnm-&.ﬁ-ﬂ.ylal!m-lm-bann[s,ﬁ]
clnh.pufl 2-blpyridin-11-ylidene)-]-
necarhoxylste. A structure for thin cnmpmuind ix:

m

|
COLULH,

Loniadine derivalives include com Ewnt having the
stroctural formula of Joratadioo and having substitucnis
differing from that of loratadine and having mibatantially the
same chemica] and therspeutic propertics. Loratadine
dorivatives inchude, but arc not limited to, docarboalicey-
(b pipefdylidine-SH byato [5.8]-eyelebepti 2.1
r ne -benzo: ~cyclo 1,2-
(4 plpeidyition) 51t bones (3, eylobepin {120

ant axaiadinw, Ay veed berein and in the cleims G phas
*loruadine and decivatives thereof™ means loratadine ot any
ebmlllyldﬂdmﬂmlma.m:hmqu pharmeceu-

tically acceptabie salt theroof. Chemically reacted aptihis-
lamines include any balogensted II-benzo-cyclobepia-

Loratadioe am] derivatives thercof can be o io an
amount of shout 5,3% or less by weight of the tonal il
ition. Typically, loratndine and dorivatives Iberoof
Emlnumdubulﬁjﬁbmsﬂby
welght of the total 11l compasition.

Soivent systems which can be used in socordance with (he
imvention aro thoss witich aro both moderately lipophilic and
have hydrogen bandiog aﬁlhlllly Prefonably, the solvem
sysiem bns 4 demgnhs balance (EILD) value
ranging from sbout Inllnul?mm sbly mnging
from about 4 to abow 5, The preferred soivent sysiem of the

15
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jovention contsins a mixtem of mono- and diglycerides of
mextium chaln fatty scids. Prefarna mixtores of monn- and
digl are mixtures of caprylats and Most
pnmmmllnnofmmdtdym':diun
chain faity acida s CAPMUT,™ MCM-CR (avaflahle from
Abiiec Corponstion, England), The mono-
and diglycoride mixiure can bo proscnt in an smoum of
sbout 89.0% by weight ur less of the tutal Ml compusition.

When CM'HUL‘" MCM-CB is used, it lz;delbly
presont in an wmount ranging from abont 89.0% o about
T0.0%, mure prefenibly aboul 89.0% W aboul 80%, by

weight of the total fill composition.
The solven! systom can Further a dispsreant
culrpusition by cobance unlform Ji y of the [l in

mm;lﬂrhjnh.mmumoflblddﬂmd
t, bowever, s present in amoumt sufficient o
§ hﬁmwwum-:m:‘t fin,
i ume
Whaz & dispersant jy used, it is prefesred that the digpersant
be present i an amount of 8.0% by weight of the fill or lem.
More | 1 present in az aosount of from
about 7.5% to about 5.0%, most preferably from sbout 7.5%
1o about 7.0%, by weight of the total ill compositien.

A preferred dupunm is a mu:'n; of povidone
(polyvin lidoge) and Polysorbato (lpolvolwh
yhem hllylndaus;“ of povkione and
Polyuhm“loﬂn nhnhlyhpmmluwgumh
of aboul 10:1li 15:1, respoctively.

Compositions according to (e invenlion do nol require
the preaance of additional ingredients such as additives und
slabilizers typically mmociated with sofl capsuls {1l formm-
Intians. theae additional ingrediznts higher concen-
tratlons of kzatadine and derivatives thereof can be abtained
;iﬂinlmalluﬂllvulumu-wmplndmuhh;&tmu-

tioms.

mmmmmmm-mwmmg

a pharmaccatical composiilon comprising loratadine
derivalivos thersol and a solvent sywiem having s mixiure of
llnIm;.nluln.'mInlrlnd-.III ls A

a molt capmsu anpbln;uw
ntable baving lom;utlnnlldm m solubilized
siate ip & capmle size as amall s 3 minima

DETAILED DESCRIPTION OF THE
INVENTION

The luratudine compounds of (he invention cun be
pudamdb;wlhmﬂhndduuﬂndh“lhdu.s.m
No. 4,282,231, the entire texi of which i incorporsted
herein by reforence. The starting materisls and reagents o
prepare loniadios and [is derivatives are well known o the
art and roadily available, and lomtadine and its derivativos
can be synthasized using cooventional organic synthesis
techndques. Meiabolic derivatives of lomiadine, mich s
dmxhllh:yhud&n-ofbnudmo.mhp lbuz

mulely

Imown in the art and as desarfbed in U S. Plt.No 4,659,716,
the entire texi of which is incorporaied berein by reference.
For cxmmple, lorstadine can be reflused in the prosenco of
sodinm hydmudde and ethanol to remove the carbethoxy
moisty from the piperidine ring of (he compound structore.
Solvenl sysiems which can be used in accondance with (ks
invention are thoss which are both moderately lipophilic und
have hydrogen bnud:ng capability. P:?nnl:ly&ﬁﬁ;) -,lv:?u-m
systam has a bhydrophilic Hpophillc
mmuﬁ'shmn.mpnw,m
from about 4 to shout 5. Suitabls anlvent systcoms incinde,
but are oot limiiod to, polyglycolyned glycarides (snch as
LABRAHIL® WL 2609HS available from Gattefosaé,
Binflold, UL), propyleno glycel montlaucate (such as
LAUROGLYCOL™ 90 svailsble from Gattefoss€), propy-

W
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sne manocaprylate (such a8 CAFRYOL™ 90 awail-
abis Ganefosat), and mono- and diglycerids medium
dmnrlnynldlhlm?nﬁndnhmm-.dﬂjyumb
medium chain fatly scid mixiwe CAPMUL™
{commercially availahle from Ahltec Cosporatinn).

The solvent syatem can furthor a dispomant
mpummwhmuﬂfnmd-pglydlhﬁllln
wator. Tln mumolﬂwlddlﬂmnldmt.hmr.h
prescal in amount sullicient to enhanco vniform

of the 8] in water or jnlulwlﬂnuslgnmm
increasing the vodume of the fill. When a di
nllpufm'dlhnbd-p_ube lmnnmunntot

&lﬂbyul;hldlbnllwh Mont' proferred Js 2
mant pressat in au amount of from sboul 7.5% to about
by weight of the tofal fill composition.

mmummummmm
invention can be a combination of witha
surfactanl. Sullable surfectanis which can be used inchude,
but are not limited to, non-lonic surfactants having an HLB
vulus ranging from abomt 14 to shout 17; polyoxyetirylsas

sochlian fatty acld esters, such as e™ 40, Polysor-
bate™ &0, Polysorbate™ 20, and- Pol w120,
elbxyhhddlﬂm::dmholl.ﬂuhn =20 (Vblpo™ 20

avalishls from Croda, Inc., l'lnlppuy, NJ). Cateareth-20
(Valpo™ C$-20 svailshle [rom Crods, y, NJ);
and caprylocaproyl macrogol-8 glycerides
(LAUROGLYCOL™ 90 gvailable from Gattefopes).

6
oval soft capsale. Capuule slze volnmes of the irventlon are
herein exprasnad In terms of minime, A minim ix 2 pharma-
ceutical volumetric unit of measare wherein 1 minim-
0.0616 cc.

Soft dosage forma, such ss sofi golatin capsules, contain-
ing tho loratadins compusitions of the invention can be
orally administered to petients in need of Hi receptor antago-
nist or antihistamins treatmont.

"Ite invention can be further illustrated by the following

10 Examples:

BEXAMPLE 1
Process of Loratadine Pormuistion
CAPMUL.™ MCM (A, povidons, and Folysorhate™ 80

18 were combined. The mixture was heated to about 60* C.

umit the povidone was completaly dimnlved. Laratadine
wan edded to the mixture and the rosulting mixture was
sticred until 1be loraiadine was complotely dissolved. The
ralxture was cooled to room temperuture. The formmlations

an Freparsd are summarized in “Yable 1 below:

TANLE 1
Lomiadise Formolatioss with Moso-diglycarids of

A prefemad dispersant is 3 mixture of puvidune amd  ——— wie wiw)
Polyrorban™ 80. Mixtures of povidone and Polysorbase™ - ::‘M :1.! d : )
H mg
2:;1;:';!-@:1“::& about 1{x1 1o aboul 15:1.0, o c,‘l"“l:"m m";) %  gea
. Povidons Uy 15my 30 mg
Sofl capsules conlsining pharmaccutical compositions {6.3%) (6.695) (san)
cap be prepared Hngmnvununllmdhnwnumpﬂl- Tolypiaio ™0 1ng 15 mg img
tion technigues, such ss that described in Stroud et al., US. ax ﬂ:-:') mmw )]
Put. No. 5,735,105, the entire toxt of which i» incozporated lomede T OB win® o
herein by cofercaco. [o gemenal, llnﬁ:mulnhnhmud o oy 1600 uy Mimg Wimg
between two dbboos of & gel composition. The  welgk (10008) (000B) (0.0
composition may inciude gelatin, modifiad MU L60minim 370 mistn A8 mintm
starches, gu cu o8 and mixtures thercof. Thoss =~ Vol
lhlldlnlhmwl sppreciate what compositions are {mizlm)

OppoN
rollers baving die pockeis thereon the surface of which
muﬁuﬂ:mnﬂg:mhnoﬂhednndnﬂupnh
The cumposition is sealed within the fsed casing.
When formulated In accordapes with the invention, a 10

mg loratading doso can be aceommodated by a 5 minim or 4

Tosy alee oval sull capeulo. A 10 my lomtadine dosc can bo
contained within a capsule aize ss amall as 2 3 minim airo

ing ibbons are then run betweon twa dis 40 |ty = 10 giml

EXAMPLE 2
Prepartion of Cumpaniive Lomtedine Formulaifums

In & mannor similar to that of Examplo 1, the following
ulsiions were prepared In swxordance with s curre-

sponding ingrediants and proportions:

TABIE 2

Lowadise Fonmbtion with PR (Mamogs] ™ 400)Fropylas
Glyeel Solvext Sysicm

Famzls 1-1 Formie1-2  Foroule 19 Vel 14

(mgspmb) (mpcpmis)  (apimpmin) (mpreapaiie)

byt (Wwer (o) (Bum) (Swiwm
FEQ 400 Wy sy MO mg 4R mg
mw = g () Es) (I
Propytess oy Moy 36 mg 4l =g
Qlycel @) am) Qo) (arm
Larsindine 10y X ng 10 mg 10 mg
CAK Am) @) b ] (22m)

M 206 mg Mimg 400 oy 459 mg

weight (100%)  (1000W) {1000%)  (200.0%)
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'TABLH 2-continued
Lomindise Fermulatioos with PBO (Matrogol ™ 400§Fmpyles

Faxub 11 ?—IIH Foreln 13 P-h:l-‘)
(mgirapmls) (mp/mpuels)  (mp/espeule) (Wngleapuuils
Ingrediest ™ ww) (5 wpe) mww) (v

Copaile A winim § minlm 75 mizin A5 minkn
sl owd aval oval oval
(rodalm)
Dusslly = 108 piml ,

TABLI 3

Ingrediant wiw)  (Rww) (% ww) wiw)

FHG 400 a0 - L] 6 k]

Qleogi ™ B128) ) med)  (uom)

Propyiese E s ta) n

o S v 7 S Ty

Povidora - N mg U mg oy

(5om) ) 4 (i)

Lorvindiss 10 10mg Wmg

ik am) ] . e )
nu i MImg Limg B
wigit Qo) (00 w10m)
Cuparla S wiaim f minim 75 mhin R mivhn
[ oval oval oval oval
(sainim)
Deaally = 1.1 gl

TAHLE 4

Forawla 3A-1 Fommis 3A-2 Feamis 33-1 Forvsls JB-2

P e e e

] - 108 9 14

- 23 BY A3 B

Prpyis -} 16y 13 Yng

O N N X

fe %% w3 ad of

@K @iy M @) (e
L] 48 06 mg us 204 my
weght amok) (1o 3 (maw
Capsuile Amistn  Sakim 4miim 5 minin
™ oal ol ol onl
(inkm)

EXAMPLE 3 acrew-capped brown glass bollle. Some of U samples were

Comparaiive Siorage Siabilily Stody of Loraialine Compo- lundmpwclullnlwnumdd.mdmoflh:
sitlons nmphﬂdmnﬂdmﬁuhpl Each pouch
The sloruge lllhhyluw-mdluldunud:ollha sample was subjocted (o the following conditions 1) 22° C.

ll:ne[umull 3 subjecting samples ol cach foomula-  under ambienl bumidity, 2) 30* C. umdar 75% nlative
ton o varying ps. Each sampls was prepared by  humidity (comrespotding 1o scceleraied solsUion stabiHiy test
ither filing 3IDX11B gal pouches with the formulation ora  couditions), and 3) 5* C. unter ambisat bunidity.
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did not prevent iration from occurring io elther
TABLE § svulsd or upen gel
TABLE 9
Formiions  Comlow:  Buage Pubod N N uiaioa i FE 404Propyiems OiyeolTa(cchut 80
14 Cppedvial 8 moatin Cloy/ao eryuiale
11 Opth gri g 8 mmnlin Coymallloaikon j — M1 LYY ] B1 B2
As cn bo seem fom the data in the sbove Thble, 00 | hamn,, 0T BAP Ban Dip
tion oocurred in the conventional Mac-  (sealed gal beng) )
™ 400 i 1o the vidks al 5° C. and
Immidily conditions. On the other hand, the Mac-

™ mmnmmm-d

open gal bag. The resulis demonstrute that exposuro of
lorstadine formalalions 1o ambicn! moisture causss cryslal-
lizntjon over time.

TADLE 6

formul na
15 Macrogoel™ 400 solvent system and Polysorbeis™ 30 did

TABLE 10

Somge Stahilily Bt 22° CJAmbkent Shenidity of
——l Fruietonn

Poramintion:  Cootploer: Somge Pezled: Romi:

Coppcd vl 80 Cleagiw crystale
Copped vial 2 mouthe Clmrioo rysisls

E

[

As can bo seen in the shove Tablo, none of the formmts-
toow tested had observabls crystallization 1 slorage
period of A0 days when contained in the eapped vial at 22°
€. and ambinet bumidity conditions.

TABLE 7
Senge Stubilvy st 30~ C./75% Refative Viomidisy of Lomedine
~eemniiios sk TR0 ANTropyiess Dixcol Sobum Enbn

Harmmla: 11 -2 13 14

Doy il fda 11 dayn 13 16
-'“" ™ L L

Daye ol S dapn 10 duys Notiosled  Noc besied

arytinlzntion

(opm gol bag)

As can be sten from the above data, storage at 30° C, md
75% relative humiclily resulled in observable
of the conventional lorstadine formmulations in the Hm-
rogpl™ 400 solvent aystem, and crystallization occurred in
both sealod and open gel bag containment. In the casc of
Formalas 1—1 and 1-2, cryntalization nccurred more rap-
idly in the open gel bag than the sealed gel bay.

TABLE 8
Biarage Sublifty at 21* C/75% Ralative Hnidlly of

Lactindine Foziainio with PEG AXVPropylos Glycal

Haremin: 31 33 13 4
Days umil S hp 10 days 13 days 15 e
copinllisntion
(oendend el bug)

Days nail Sdap l0dap Notweied  Noxtemed
(open gl beg)

Aa the data shows, condittons of 30° C, and 75%
relative humidity of lorsladine formulations with a solvent

systom of Macrogol™ 400 in comhination with povidons

wuﬁuvcmsuhm,dm
Mono-, Dighyearidn of Modiom Chuin Faity Acld
Formmin: 41 41 +3

5 nepunn Mo crystals aliey  No oryusi afier  No crystals afior
erptallisation 1 year and 4 71 deyn U dam
(emaled gal bag) mosthe
Duys omill Mot lesaed No crystals afiex mqu-m

T3 dapm 92 dam

erywalibmtion
(open gl tmgd

Alunhuuﬁomlhllbwudm.hnhllmtwmh-
tions prepared in socordance with Formula 4-1 of the
loveation s described sbove exhiblted no obscrvable
tallization evan sfter 71 dlylmnunpltaﬂ'(.wimsl‘;
» nhmhmdhymdﬂhnlnehhrﬂw or scaled gel
bag containmeni. Purther crysials were
presont io Formulation 4- oflhmwnhwullhrlﬁ
mouths in the sealed gol pouch contaioment.

- INDUSTRIAL APPLICARILITY
The of the jnvenition provide
lhmofhnhdmmrn:lﬂm dmmfmnllulul
scfh gelatin thlhylmmu its sol undor stor-
.pmmpllﬂnnlnhh w ddilnnl
inveation the a
] bunﬂluf the concertration of sclubilized lora-
tadine per total volime, which permits smaller fll
volumuhbomdmdclmrlhnm of the drug.
the dru gﬂ,bmmmh o mfert and
16 patients, 1 I fient o 4
m';mp;unm; P
compictc disclosurcs of all patonts, patoni
IlllE:::plbﬁﬂlmm'nl]Il’:‘d P. rgm_n;..
l:vudnn m.beu m m:y“ o various
specific and preferred embodiments nd techniques.
sl .luhnuklbcuhmuodthllnwvmmul
T
1. Ammnmﬂcd companition for use in rolt capmule
oo dosage forms comprising:
a) loratadine and derivatives thereof in s pharmaceutically
ellsctive amoval; and
b} a solvent sysiom comprining a mixture of medium
chain faily acids;
o5  whemin said lorajadine and derivatives thereof s presenl
in an amount of sbout 6.3% by weight of the iotal

componition.
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1
I.Agmmmﬂul mmpullwnfwmmuﬁew

q)ln‘md:mlnl&ﬂvnlvuﬁl:wﬁnlphnmmﬁﬂlly

eflective amount; and

b) & solvemt systern comprising & mixture of medinm

chain fanty acide;

wharin tha mixture of medinm chein fally acile is

presant in an emount of about 89.0% by weight or less
of the total compoasition;

snd wherein said loratadioe and derivatives thereol is

pmnmmmdlhnlﬁjibymdnuflh:
iotal ition.

3. A plurmacestical compeaition for vse in sl capsuls
dosage forms comprizing:

a) loratadize and derivalives Unyeof in a pharmucoutivally

effoctive amount; and

b) » wolvent sysiem comprising 2 mizture of medium

chain fatty acide;

md [urther compriaing a disporsant;

and wharein said loretadine and derivatives therof is

presont in an amount of about 6.3% by weight of the
tolal composition.

4, The compuition of daim 1 whersin sald loraladine
derivatives are deoarballkoxylated forma of lorstadine.

8. The compoaition of claim 4 whorein the decarbalieery-
latax! lominlins derivalive is doscarbuoctboaylon tadino.

6. The composition of clalm 1 wherein sald loruiadine snd
derivatives thereo! is preasut in an amount of less (G §.3%
of the total cumpusilivn.

7. Tha compesition of clalm 1 whereln siid mixture of
medium chain faity acids is a mixture of mono- and diglye-
erides of medium chain Ealty acids.

8. The compusition of clalm 7 wherein sid mixtare of
mono- and diglyceriies of medium chain falty acide com-
prises & mixture of caprylic acid and capric acid.

9. 'l‘hempnlnnnfdllmzwmhllnmlnnmnt
medium chain fatty acids is ot in an amoust of from
nhuull!ﬂlommr;- weight of ibe (olal compo-

10 The of claim 3 wherein the dispemant is
mlhmnmnlduhlll.ﬂbywihqh-dlh
intal fill composition.

11. The compusition of claim 10 wherein thw dispomant is
prosont in an amount moging from about 7.5%: to shout 7.0%
by welght of the intal composltion.

12. Tho compoaltion of claim 10 wherein the dispersant
mpvlhnoudpnlyamhyhumnmhnynd

IJ ‘The compoaltion of claim 12 wherein the povidone to
ylens scxbitsn fatty scid ester ratio is from sbout 3

polyoayeth!
1051 & about 15:1.

L]

i

12
14, The composition of claim 13 whereln the mtio of
povidone to polyoxyethylene sorbitan faty acid estor is
sbomt 10:1.

18, The compasition of clsim 1 wherein sald soft capsule

dosage form is a soft gelatin capsule.

1s. Aﬂmmmhulmpﬂdmfmmhmw

donzge forms conaisting exsoatially of:

1) lomatadine and derivatives thereol pmununm amouni
of abuat 6.3% by weight of the (vlal conpusition;

b) mumy- o diglyrewriies of medivm chato ity ackls
present in sa wmount of sbout 87% by weight of the
total composition;

c) povidone presont in an amount of about 6.3% by weight
of the wial composition; and

sorbitan fatly acid csicx pressnl in m
amoun! of about 0.8% by weight of the total compo-

1. A tioal composition for uss {n saft gelatin

wmmﬂyi w

1) decarboalkorylaied loratadine dorivative in a pharma-
coutically ellevtive uumount;

b) & mixture of mono- and d-glycerides of medium chain
mldﬁmm:minmotullﬂklﬂupﬁc

<) povidonc; and
d) polyowrysthylens sorbitan fatty acid sstoes;
wherein st locatadine dedvative is preseat in an amount
of ehomt 6.3% by welght nf the tatal ecnmpanition.
18. Ihe compositivn of claim 17 wherein le decar-
bllhnylllﬂl koruiadine derivative s descarbocthoxykoaia-

1! Asoflt capau form comprising a H compo-
llt.hmlmg cxsantially oft

&) Jorstsdine and derivatives thereo! in a pharmacoudcally
eliedtive amouni;

&) & mixtare of moso- and diglycerides of wmedium chain
fatty achig

€) povidone;

d) palyoxyethylcas sorbitan fatty acid eater; and

wherein said lortadine and dorivatives ihereol is present
in an amoumt of sbout 6.3% by woight of (be total
compasition, and

wherein smidd sull capsule haw a capsule size ol 5 minin or
lem.

29. The solt capsule of claim 19 wherin tho capwule size
is a 3 minim oval

. * ¥ ¥ »



REIVINDICAC] NES:

1. Una composicién farmacéutica para uso en formas de dosificaciéon de
cdpsula blanda, que comprende;

a) loratadina y sus derivados, en una cantidad farmacéuticamente efectiva, y

b) un sistema de solvente que comprende una mezcla de 4cidos grasos de
cadena mediana;

en la cual, dichos loratadina y sus derivados estan presentes en una cantidad
aproximada de 6,3% por peso de la composicion total.

2, Una composicidn farmacéutica para uso en formas de dosificacion de
cdpsulas blandas, que comprende:

a) loratadina y sus derivados, en una cantidad farmacéuticamente aceptable; y

b) un sistema de solvents que comprende una mezcla de é&cidos grasos de
cadena mediana;

en la cual, la mezcla de 4cidos grasos de cadena mediana estén presentes en una
cantidad aproximada de 89,0% por eso 0 menos de la composicion total,

y en la cual dichos loratadina y sus derivados estdn presentes en una cantidad
aproximada de 8,3% por peso de la composicion.

3. Una composicién famacéutica para uso en formas de dosificacién de
céipsulas biandas, que comprende:

a) loratadina y sus derivados, en una cantidad fammacéuticamente aceptable;
y .

b) un sistema de solvente que comprende una mezcla de écidos grasos de
cadena mediana;

y que ademés comprende un dispersante,

y en donde dichos loratadina y sua derivadoe estédn presentes en una cantidad
aproximada de ,3% por peso de la composicién total.

4, La composicion de la reivindicacion 1, en la cual dichos derivados de



6. La composicién de la reivindicacién 1, en la cual dicha loratadina y sus
derivados estdn presantes en una cantidad no menor 8,3% de [a composicion total.

7. La composicién de la relvindicacién 1, en la cual dicha mezcla de édcidos
grasos de cadena mediana es una mezcia de mono y diglicéridos de dcidos grasos de
cadena mediana.

8. La composicién de la relvindicacién 7, en la cual dicha mezcla de mono y
di-glicéridos de édcidos grasos de cadena mediana comprende una mezcla de #écido
caprilico y écido céprico.

9. La composicién de la reivindicacion 2, en la cual la mezcla de écidos grasos
de cadena mediana estd presente en una cantidad entre 88,0% y 80,0% por peso de la
composicion total.

10. La composicion de la reivindicacién 3, en la cual el dispersante estd
presente en una cantidad aproximada de 8,0% por peso o menos de la compoeicién
completa de relleno.

1. La composicion de la reivindicacion 10, en la cual el dispersante estd
presente en una cantidad que varia de 7,5% a 7,0% por peso de la composicion total.

12. La composicidn de la reivindicacién 10, en la cual el dispersante comprende
povidona y éster de dcido graso de sorbitdn y polioxietilen.

13. La composicién de la reivindicacién 12, en la cual la relaclén povodina a
éster de 4cido graso de sorbitan polietoxietilen es entre 10:1 & 15:1

14.  La composicién de la reivindicacién 13, en la cual la relacién de povidona a
éster de Acida graso de sorbitan polioxietilen es de aproximadamente 10:1

15. La composicion de la reivindicacibn 1, en la cual dicha foma de
dosificacién de cépsula blanda es una cédpsula de gelatina blanda.

16. Una composicién farmacéutica para uso en formas de dosificacién de
cépsula blanda, la cual consiste esencialmente de:

a) loratadina y sus derivados presentes en una cantidad aproximada de 6,3%
por peso de la composicion total;

b) mono y di-glicéridos de Acidos grascs de cadena mediana presentes en

A
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d) éster de écido graso de sorbitan poliaxietiien en una cantidad aproximada
de 0,8% por peso de la composicion total.

17. Una composicién farmacéutica para uso en formas de dosificacion de
gelatina blanda consistents esenciaimente de:

18. La composicién de la reivindicaclén 17, en la cual el derivado de loratadina
descarbalcoxilada es un descarboetoxi loratadina.

19. Una forma de doslificacién de cépsula blanda que comprende una
composicién de relleno que consiste esenciaimente de:

a) loratadina y sus derivados en una cantidad farmacéuticamente afactiva;
b) una mezcla de mono y di-glicéridos de écidos grasos de cadena mediana,
C) povidona;

d) éster de &cido graso de sorbitan polioxietilen, y

en donde dicha loratadina y sus derivados estén presentes en una cantidad
aproximada de 8,3% por peso de la composicion total, y

en donda dicha cépsula bianda tiene un tamafio de cédpsula de 5 minimas o
menos.

20. La cdpsula blanda de la reivindicacién 19, en la cual el tamafio de la
cdpsuia es de 3 minimas ovalada.

X
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