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SUPERINTENDENTE DE INDUSTRIA Y COMERCIO
E. S. D.

REF: Expediente 06-064-910

TITULO SOLICITADO: PREPARACION FARMACEUTICA QUE CONTIENE
‘ GABAPENTIN.

PUBLICACION: Gaceta 592 de 30 de Mayo de 2008, namero de
publicaci6n 428. |

@ VPRIORIDAD: IT Mi 2003A002399 de 09/12/2003

) SOLICITANTE: . ZAMBON GROUP S. P. A.
APODERADO: DILIA MARIA RODRIGUEZ D’ALEMAN
TRAMITE: PRESENTACION DE OPOSICION

/

JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al

. pie de mi firma, abogado en ejercicio, fit r de la tarjeta profesional nimero 44655
del Consejo Superior de la Judicatupa, obrando en calidad de apoderado de la
sociedad TECNOQUIMICAS S.A., en ejercicio de lo dispuesto por el articulo 42 de
la Decision 486 de 2000, muy respetuosamente me permito formular la siguiente

. PETICION

Sirvase negar el beneficio patentario a la solicitud contenida en el expediente 06-
064-910, por no cumplir con lo dispuesto por los articulos 14 y 18 de la Decision
486 de 2000, con base en los fundamentos que se expondran a continuacién.

Carrera 17 No. 88-23 Of. 205 Tels.: +57 1 655 7795, +57 1 621 2631, Fax: +57 1 621 2542
- info@reyes-abogados.com - www.reyes-abogados.com - Bogota, Colombia.
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o A&ste a TECNOQU!M!CAS S A, Iegltlmo mterés para presentar esta oposrc:én :
pues la eventual concesion de la solicitud restringiria mjustlﬂcadamente el emp!eo-
" de c;ertas sustanmas denvados y pro que a nuestro juicio carecen de nivel -
'mventwo en detnmento de sus !egltlzaé(::tereses comerciales. De igual manera
"mts chentes éstan interesados, por su misma condtcnén de mdustnas '
farmacéutlcas en ev:tar la concesién de pnv;legios de patente que mcumplan los
o requtsﬁos matenaies de patentabrhdad estab!ecsdos en las norrnas vigentes, y que
- supongan un nesgo para la !tbre competenc;a ‘

FUNDA_\ME, O DE LA oao:sm’m o

| La sohmtud cotombiana en tramtte que rexvmdtca un granulado de gabapentma '
""obtemdo mediante la granulacsén de gabapentma con pohe’cxleno glicol, -que tiene
| ' un punto de fus:on comprendxdo entre 50°C y 80° C mcumple con Ios requss:tos;’

mdtspensables para otorgérse%e el pnvnlegro de patente de invencién tal y cOmo se-

: demuestra con los sxgwentes argumentos -

3.4 - Para comenzar el proceso de granu!acrén que descnbe la sohcntud

, 'coiombtana en trém;te es ampliamente conmc:do en el estado de ia tecmca

: como granulacxon por fusion” (meit granulainon) y es un proceso tamblen
amphamente usado cuyo objetwo €8 transfarmar una mezcla de poivos en
una masa o en conjunto compacto y homogeneo a través de Ia aphcacsén
'_de calor y agitacmn a ia mezcla de polvos, tos cua!es o al menos uno de

) ’enos tiene un punto de fusion bajo que permite formar una mezcla 0
B dispersion fluida (fundzda) que permite !a union de las pamculas de la
mézcla en grénu!os que postenonnente se dejan enfnar por- lo menos, a |
temperatura amblente ‘ ‘

'Los mecamsmos de la aglomeramon de Ias partxculas por este método de
\ granulacmn son similares a los de la granuiacxon por via himeda, de hecho 8
el (los),matenai(es) solido(s) dentro de la mequa de polvos que tiene(n) la
| cépacidad de fundirse a bajas temperaturas, cuandé se aplica la |
| vtemperatura adecuada, actGa como un agente o soiuc:on aglutmante |
clasica. Los equlpos predllectos para. este tipo de granulac:én son los’












en la eiaborac:én de dwersas formulacrones farmaceu’acas con pnnmp«os

actwos que presentan mconvementes para la granulacxon por via humeda

-Ademés es tmportante resaltar que en dos de Ias pubhcacnones se hace
‘mencion exphcnta del uso de pohetnlenghcoles que es preczsamente la clase
“de polimeros que rewmdxca la sohcltud colomblana en tramite para la

slaboracion de sus respectxvas formas fan‘naceutlcas a traves de esta |

' técmoa SI bien es crerto que no se. hace mencion exphc;ta de el uso de
| pregabalma como pnnc;plo actlvo para cualqu:er persona medlanamente'
versada en la- materia - queda claro ‘que para aphcar esta’ tecmca de -

granulacxon ‘gon - cualqu:er otro pnncxplo activo, basta con someter los

: componentes dela formulat:lén a los respectlvos ensayos de formulacién y -

preformulacnén que aseguren que dlChOS componentes bajo las condlcxones, _
del proceso constgan las caractensttcas finales' de segundad estabmdad |
efi icacia y efi mencxa que debe tener todo med:camento de este tlpo ' |

'En otras palabras al estar descnto deta!ladamente ‘bste metodo de
,granulamén ‘en el estado del arte, y SIendo este m;smo metodo el

argumento que sustenta todas las. rewmdlcaclones de la solicitud

- colomb;ana en tramlte ésta carece ;rrefutablemente de mvel mventlvo

: Como complemento es xmpoﬂante resaitar que segun el “Handbook of

Phannaceutxca! Exc;lpu:ents”8

' “ Polyethylene glycols are w:dely used ina varlety of pharmaoeuz‘:cal fonnulatfons

mcludlng parenteral, toplcal ophthalmlc oral and rectal preparatlons {:. )
“In solld—dosage fomulations, hfgher molecular weight polyethylene glycols can_
enhanoe the effectiveness of tablet binders and lmparl plast:ctly fo granules”( ) |

: “When used for thennoplasllc granulatlons a mlxture of the powdered constituents e
w:th 10-15% wiwv PEG 6000 is heated fo 70— 75°C. The mass becomes paste-like
’ and forms granules if stzrred While coolmg This technfque is useful the preparatzon;
- of dosage forms such as lozenges when prolonged dlszntegratlcn is requ:red” {(...)
: “Polyethllene glycols are chemlcally stable in-air and in’ solution although grades ‘ !
t _ w:th a molecular weight less than 2000 are. hygroscoplc Polyethylene glyclos do
T "not suppon‘ mlcroblal growth nor do they become ranc;ld (..

S At 1. Kibbe. “Handbook of Pharmaceutical Excipients”. Third Edition 2000, Pag 392, 393.
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(, m.

_ | mglycende and a solublhzer,

\ prepared by a proccss selected fromi

10 }"h-\@

o deseribed a&uw are mta%ﬁlﬁ for pw&umng subst rabe-bused | - \_ i
swbstrate-hase "r pmﬁ,lm In the lam case, the particulate maﬁem% zﬁmmt :
mciw;ie any swei mele (e g,, & mnmmal ﬁmgm*m&m additive gregate mei; or
sugar bead) Imad the mmmmam aw processed, and the mmmmts ave chosen,
) ”W:Ii& that & w&& mmgﬁmm is formed wﬁwmnm for a sibstrats bw% The pamm
| mslmﬁs gmmies, pellets, &m%!ﬁ&thaveaﬁ

= ) | e
In a preferred embodunent the oral dosag¢ form is compnsed of an encapsulated

composmon, wherem the pharmaceutlcal fonnulatlon is typxcally contamed m a capsule. |

()
1 A pharmaceuncal fonnulanon, compnsmg

L (a) an active agent havmg a ﬁrst fractlon a.nd a second fractxon, wherem the first
: 'fracﬂon is compnsed ofa plm'ahty of sohd pamcles and

(®) a phannaceutxcally acceptable vehxcle compnsmg at least one compound

selected from the. group cons1st1ng of a hydrophxhc surfactant a hpophlhc mrfactant, a

( )
8 The pharmaceutlcal fonnulatlon of cla:tm 1 wherem the solid partxcles are

;_.\-compnsed of powder, granules, pellets beads or combmanons thereof

(. )

E 1 l “The phannaceutlcal formulatlon of clalm 1, wherem the sohd pamcles are

‘ anoencapsulauon, lyophxhzanon

vsphcmmzatlon, coacervatxon, cryopelleuzatmn, crystalhzatlon, antisolvent prcc1p1tat10n,
. preclpxtatxon from expanded supercntwal fluid, spray drymg, spray coatmg, spray
"congealmg, and combmatmns thereof

‘(-..l)_ .



o polymers are selected from the group consisting o_

33 The pharmaceut:cal formulatmn of claun 32, wherem the synthenc hydrophlhc '

mono-

poly(oxyethylene)—subsututed propylene glycol, dl-(polyoxyethylene)-subsututed
propylene glycol mono-poly(oxyethylene)-subsﬂtuted glycerol dx—(polyoxyethylcne)—

e 'substxtuted glycerol; m—(polyoxyethylenz)»subsututed glyeerol polyoxyethylated sorb1tol
_ polyoxyethylated glucose, polyvmyl pyrrohdone, poly(N-vmyI caprolactam) and polymers |

and copolymers of acryhc acld methacxyhc acid and/or esters thereof,

( S
- 38. The pharmaceutlcal formulatlon of clalm 1, wherein the vehlcie 1s substantxally

free of added water

~ Como se puede apreciar, en esta anterioridad si bien es cierto se refiere a

composaclones en forma de suspensxon es 1mportante resaltar que se revela -
‘elusodela tecmca de granulado por. fusnon para la obtencién de grénulos '

que posterlormente pueden convertnrse en tabletas o capsulas ademas se
hace mencién exphmta del uso de pohetllengllcol durante este proceso de

W obtenc:ion y se menmona la mclusnon de gabapentma como: pnnctplo ac’nvo

~de dichas formulacrones ‘con lo cual el nivel inventivo dela Rv 1 y otras
(Rvs 5 a18) de la sohcltud colomblana en tramite. quedan deswrtuados

| 34 La pubhcacnon mternacuonal WO 2003/002151 pubhcada el 09 de Enero de
© 2003 y fitulada “ORAL PHARMACEUTICAL COMPOSITIONS WITH

MOD!FIED RELEASE OF THE ACTIVE INGRED(ENT” revela: -
1 Oral controlled-release phannaceuncal composmons compmsmg
a) a mamx consmtmg of amph1ph111c compounds either liquid or with
| m@lﬁng point below 60°C, possibly to _fOIm eutsctm m:lxm_re
- m‘eniﬁg. _ét 35-37°C, in which the active ingredient is at _1§a,st
| patﬁally"soluble and/or dispersed and/or inglobated or granulated :
o () |

P
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‘Asi las cosas y con fundamento en. los argumentos expuestos a Io largo del

"presente escrito, respetuosamente reltero la sohc:tud para que su despacho se
abstenga de conoeder el pnwleglo de patente - sohcxtado y ordene en
- consecuencia el archivo del expedlente respectwo

FU‘N‘DAM_E : ‘Tos__ DEDERECHQ

2

Son fundamentos de derecho el Capltulo l arhculos 14y 18 de (Requ:sﬁos de' :
Patentabmdad) y el articulo 42 (Oposmmnes) de Ia DectSIon 486 de 2000

V.o 'soucrr_u_p DE PLAZQ EXTRA RABAsusrgj NTAR LA Q‘Pos.i_cxon

En desarrolio de’ Io dlspuesto por el articulo 42 mcrso 2° de la Dec&snon 486"

: solicito comedldamente asu Despacho el plazo adncnonal de sesenta dtas para o

- sustentar la presente oposicion. Para los antenores efectos me perrmto anexar la '
'constanma de pago correspondlente '

I b’RuEsAs_ el

. ‘Rtjego"qu’e se tengan como tales, sin’ perjuicio de las qué puedan presentarse al |
\ vencnmiento de Ia prérroga sohcutada y de aquellas que el Despacho conssdere
oﬂcnosamente las sngu;entes ' ‘ '

| ¥ Portadas ' de las sngunentes patentes Patente amencana US 3263 006_

_-pubhcada el 26 de Julio de 1966; Patente americana us 3,405,208

publicada eI 08 de octubre de 1968 ‘Patente amencana us 3601 847

'pubhcada el 27 de octubre de 1969 y la Patente amencana US 3 700, 364_
pubhcada e! 24 de octubre de 1972. \

> 'Abstracts de todas las pubhcacrones c:entlf' cas mencronadas en. el acaplte

de fundamentos de la oposicién. '
> La pubhcaclon internacional WO 03/035040 pubhcada ei 1 de mayo de |

2003, titulada ‘METHODS OF TREATMENT USING A GASTRIC

© RETAINED GABAPENTIN DOSAGE”, paginas 1, 2, 14, 15.
> La publrcacnon internacional WO 2003/068186 pubhcada el 21 de Agosto de

12003y titulada “PHARMACEUTICAL FORMULATlONS AND SYSTEMS R
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FOR IMPROVED AISORPTION AND MULTISTAGE RELEASE OF
- ACTIVE AGENTS” pagmas‘i 19,69, 74 75, 80ycapttulo re:vmd;catono
> La pubhcacnon mtemamonal WO 2003/002151 publicada el 09 de Enero de

2003 y tltulada “ORAL PHARMACEUTICAL COMPOS!TIONS WITH

MODIFIED - RELEASE OF THE ACTIVE INGREDIENT”  capitulo

; rewmdncatorlo

VI 'ANExos |

o Para efectos del tramlte correspondnente me permnto anexar al presente escnto
los siguientes anexos | ' |

Certifi cado de extstencxa y representaclon legal de Tecnoqmmlcas S.A.
Poder para actuar o RIS \ ; b
Constanc;a de pago de las tasas de tramltamon de oposicnon

i

el articulo 42 mcnso 2°de la DeCIslon 486
Copia para correr traslado al sohc;tante

o o

. El mencton_ado en el acépite de. pruebas._ :

L, NOTIFICA_CIQNES_ g

. El suscnto recnblra notlf icaciones en la secretana de su Despacho o en mi oﬁcma

Iocahzada en la Carrera 17 No. 88-23, Oflcma 207, Fax (1) 621. 25 42 de esta

) *cnudad Tecnoqunmlcas SA., las recnbnra en la secretaria de su DeSpacho oensu.

sede iocahzada en la Calle 7-39 de la cnudad de Cali.

- JOSE LUIS REYES VILLAMIZAR
. _-C C. 79 152.473 de Usaquen
CTPA 44655delCSJ '

.': Constanma de: pago para sustentar la solrc:tud de prérroga a que se reﬁere "
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(54) T‘itle‘ ME’IHG _i' OF ‘I‘REATMIM USH\TG A GA&TRIC RIZ'IAINED GABAPBNTIN DOSAGE

(57) Abstmct. A meﬁxod of t:reatment for epﬂspsy and other dxsease states 1s dasmbed whwh compnses t’ne delivery of, gabapentin
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s 35% bxoavmlablhty fora dose of 1600 mg (Bou:rgeoxs Epzlepsm 36 (Suppl 5):81-87
S -(1995) Gram Epzlepsia 37 (Suppl. 6) SIZ 816 (1996)) The decrease in bmavaﬂabﬂny

= "Baekgound
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- Techuical Field

The: present mventmn télates to the use of gabapentm in a gastnc retamed dosage

; form More spemﬁcally, the mventxon relates to the use of such &osage form to treat
o epﬂepsy and othet d:scase states o '

Gabape.nﬁn (l{ammomethyl)cyclohexaneaceuc acld) isan antx—epﬂepuc dtug that is

‘ | \cmrmtly av:ulable in 100 g, 300 mg and 400 mg hani shell capsule as well ¢ as 600 mgand
_ | 800 mg tablet dosage forms, with recommended dosmg of 900 mg 0 1800 mg total dauly
. _dose in three divided dosagw The oral “bmavanlabihty i8 dose-dependent with

' .appmxmtely 60% bleavmlablhty fora dose in the Tange of 300-400 mg, but w1th only =

Sl W1th dose has been atmbuted tc camer-medxated absorptmn (Stewart, et aI Pharmaceuncal_ B i

R

T

' ‘Research 10(2):276-281 (1993)

In eariy work thh rats, Vollmer, et al Arznezm»Forsch/Dmg Research 36(1 Nr

5y 781-892 (1986) found that the absorption site for gabapentin was the duodcnum The
e absorptmn of gabapentm occurs relanvely slowly thh the peak plasma concantratlon

'eccumng appmxunately 26 hours after dosmg (Bourgems, pra) The elmnnanon of

o gabapentin is cxcluswely through renal pathways (Chadmck The Lancet 343:89-91 ( 1994);

Vollmer SUpri; Thomson, ef al., Clin. Pharmacokmet 23(3) 216—230 (1992) and vaa, et o

 al,, Clin. Pharmacokinet, 31(6y470-493 (1996)) with reported half-Jives of 57 houts
“{(Chadwick, supra) and 6-7 hours {Gram, supra). -

A once- or tvnce—dmly dnsagre: form of gabapentm would be expmted to xmpmve :
comphance and therefore a. controlled release dosage form Tas some distinct advantages

‘over the conventxcmai mlmcdxa.te release fonnu]atwns In addmon, a controlled release
T ,dosage form wmﬂd lower the maxumum plasma concentmtwn, and this may result in

' reduced side @ﬁbcts. Since gabapegmn mabsorbed high in the gastmmt_wt_lnal tract, by
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S means of a satumble transpart mechm:lsm, a gastnc retamed dosage form is pamoulaﬂy
. beneﬁcml for dtshvery of gabapentm gince the dosage form would be able to keep the drug o
. inthe regnon of absorption and show mproVed bmavaxlabﬂ:ty by virtue of the slower ' |
P ’ release rate that avoxds samratlon of the. camer mediated mnsport of convennonal dosages.; BN

» : Suminary Of T e_lnvenﬁon C :
_ One aspect of the mvenuen relates to'a method of u'eatmg epﬂepsy compnsmg :

adtmmstenng a therapcuncally effecnvc amount of gabapentm ora p Armacel tlcally

acceptable salt t.‘nereof ina gas’me retamed dosage fmm toa mammnl in, need of such -

Yet another aspect of the mvenuon relates to a method of treaung nenropaﬂuc painy

'_" compnsmg admmxstenng a ﬁlempautxcally effoctive ammmt of gabapemm ora
E B | _ phannaceuncally acceptable salt thereof in a gastnc retmned dosage form to a mammal in -
e needofsuchireatment ' o TR o
Still anoﬂaer aspect of the invention mlat&s toan: 1mproved method of adrxnmstenng o
2 mezapeuucally eﬂ‘ectave amount of gabapentin 1o a patient in need thereof the "
3 1mprovement compnsmg administering gabapentm ora phannaceutmally aocsptable salt
‘ thereof ing gash‘xc retamed dosage form \' e

: Sy : Dﬁcﬁ ﬁon‘()f The Inventmn 3
The mventlon relatas o a method of treaﬁng a discase state, such s epilepsy, by
admmlstenng gabapenan ina ohge- or thce~daﬂy gastnc retamed dosage form. The gastnc

retained dosage form is partmularly beneﬁcxal for delivery of gabapentm die to its
prolonged trans:t in the upper gastrom’cesunal teact, whlch allows the drug to be absorbed

adequately in the preferred ragmn ‘of abserpuon In addmon, a gasme retamed dosage form

| inereases the tm and allows for a smoother, more Prolonged anﬂ«spasmolytic effect. This = §

- ’ - dosage form also lowers the Crux and may result in reduced incidence and/or seventy of "
‘ \CNS side effects of the dmg, such a8 sonmolence, ataxna, faugue and dlzzmess

’I‘he mstam mve.ntmn is a method ef treahng a dlseasa state compnsmg

g i admmrstmng 3 therapeuﬂcany effecnve amount of gabapenun or a phannac«:uncany




" where: Actlve -—= ;'gabapenml
o \__PEOCoagulam

A _H.‘ g

grade, manufactured by Union CarbxdeiDaw Chemzcal

Campany e 4 " ‘

L hydroxypropyhneﬁlyleeﬂulosa, g;rade Melh@cel Kl SM
o prenuum, manufacture by Dow Chemwal Ccmpany

B

s MethocslKISM

| -M'.Stf.‘f i
e '*.-Compmy

atl 2 4and8hcurs

added to ths formulatlons ls presented in tabulaxed fazm below

s

Three Gastric Retenuve {GR ) gabapentm formulas were manufactured ut:hzmg a

c L e ';_- '_ ©standard granulatxon techmque The fommlauons manufacmi‘ed are shaantabulated
g G formbelow k e '

© 0 woomsseo o PCTIBO20SM

 polyethylene oxide), gradfe PolyOx Caagulant, NFFP |

= ‘magnasmm steemte, NF supphed by Spec’crum Chemwal i

R : The dxssolutxon was detemnned in USP apparams I (40 mesh baskets), 100 pm, in g
S 'fi’_of S demmzed water Samples, 5 ml at each t:me—pomt, were takm thhout medla raplacement x

The muitmg cumulatxve dzssolutwn proﬁ}e based un 4 thaorﬁtleal percent acuve e
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Fommlaﬁon for Clmical Tnal Maﬁufacmre

', Gabapentm 0‘128 300~mg
| (GRS, 300-mg) |

Gabapennn GR6 300—mg
| (Gs, 300-mg) -

Gdbapemm GR«S 600~mg
. (GR8 600~mg)

vy 76% Gabapmﬁ

"1 44 75% Gabapentm

T [61.11% Gabapentin

" 21 99% Methoeels K15M
prexmmn :

1.6 46% Methps:el K4M,
‘-‘ipremmm R

759%Methocef§1<1sM,_ iy
\ prennum '

[2155% Senn-y*%olyoﬁ@“

WSR Coagulani, NF PP

, ‘,21 99% SentryWPolyOxﬁ

WSR 303, NF FP

WSR 303, NF FP

27 09% Sentry Poly@x

i 745% AmeI@PH-lm NF

12, 98% Amel’@ PH—IOI

OOO%cheleH-wl NF

13 75% Memecef'f 55 prem

2759/Mthoce_l@E5prem

3 22% Methocalg ES, pmm

1. 00% Magaesmm Stearate,

| O s S, |

1.00% Magnesmn Stearate, '

o 670—mg (Tablet wexght)

-670-mg (Tablet wezght)

982—mg (Tablet we1ght) i

i 03937”}(06299”
' Mod()vax o

" ‘0 937X 0 62

0406 X 0.75”
_ _Mod Ca_p_

Mod Oval

N

_WSRCO,_‘L,

- Gabapentm was obtamed from Plentex US.A. (Englewood Cufts NJ’) Methocel® brand
, : hydroxypropyl meﬂiylceliuiose {also known as hypromellese} and. Sentry Poly0x® brand
: -polyeﬂuylene oxide were obtained from Dow Ccal (Mid]

and M:c!m gan). Methocel ES
premium is 2 usp type 2910 hydroxypropyl meﬂtylcellulose wﬂh number avemge L |
molecular we:ght of on the onzim of 6000 80@0 and a mcoszty of 5 ops asa 2% aqucous |

-+ solution at 20 °C. Methece1® K4M and Methoczelg K15M are USP type 2208 _
- hydroxypropyl methylcellulose thh v1scos1t1es of 4000 cps and 15 ()OO cps, respwnvely,
L e 2% aqueous solutwn at 20 C, and numbcr avcrage melecular we:ghts on thc orderof -

80,000 and 100; uo respecnv.aly Semry@ Polyox® WSR 301, NF FP, Sentry Po!y@x
’:-.t,_NF FP and Sem:ry Poly0x® WSR 303, NE FP bave wscosxty—avemge

e . molesular weaghts af approxnnataly 4,000,000, 5, 000, 000 and 7,000, 000, respecﬁvely

Avicel PH— 101 NF is mxcrocwstaume cellu}ose supphe.d by FMC Cmporaﬁen :

15 &
















o balhng in pelletizers or fluid bed granulators, and compaction or cxtruswn/

30

CWOOMOSSISS e PCI/US03/04195

Wurster process an air suspensmn teohmque is more suxtable for encapsulauons mvolvmg

5 veryﬁnepowders

Solvent~Free Coaung Thxs process entalls usmg ooatlng matenals that can be

g apphed in'a molten state. The selecuon of pmper coatmg matenals depends on meltmg ;
- point, meitmg pomt range, and the wscosxty in the hquld state. A ﬂmd:zed bed i is ideal for
- molten coatings of substrates that range ﬁom about 1(}0 mcmmeters 0 about 2000 | |
'."mwrometers in size. Fluidized bed coatmg using sprayed molten matenals mvolves _
_f achxevmg a proper balancc of process parmneters that allow proper encapsulatlon to occur
- Substrate part:cles that are suspended and separated from each other by f,hc ﬂuxdlzauon air

enter a zone of’ ﬂnely a:onnzed coatmg liquid. Coatmg occurs as the hqmd droplets '
which are substanuany smallar m mze than the: substrate, unpact the partwles, spread, and

‘solidify. Multlple layers can be coated, and the completmn of § spmymg is followed by a -
- product stabilization. or coolmg step. Some cntzcal success parameters include bed |
F tam}cramre, ato:mzanon atomlzatmn ﬂmd temperatuxe, dmplet size, spray type spray - \ o

15 rate, rate of coaung droplet sohdlﬁcanon on particle surfaces, particle size, shape, ete.

Inert. matenals such as sodmm chlende cxtnc aczd and potass1mn chlonde can serve as

.’ _ substrates One skﬂied in the art can readﬂy ad_}ust such parmneters to achleve a:
o .satlsfactory product o o '

: The processes descnbed above are suxtable for pmducmg substrate-based parucles g

ot non-substrate-based partxcles In the latter case, the particulate matenal does not '
: mclude any seed mcle (e g a corxvent;onal drug ar othcr addmve aggregate starch or -

sugar bead). Instead the composmons are processed and the oomponents are chosen,
such that & solid composmon is formed without need for a substraze bead. The partlcles :

 formed can be in the form of beadlets, beads, granules, pellets, etc., that have an -'
' approxxmately homogenous &smbunon Thase partlculates can be produced by means of

spheromzaﬂou -In'addition, these partzculates can be produced usmg solvent-free spray

, congealmg ptocegses or dropping (globuhzaﬂon) methods. Droppmg pmcedmes involve

conversmn of aqueous solutions or suspensxons toa sohd form Congcalmg of the hquxd
dmplets in coolmg baths can be aided by a chemlcal reacnon (e 2. msoluble saltor -









o WOOMess1Ss T PCT/USO304195

5 A phannaceutxcal fonnulauon, compnsmg |
(a) an acnve agent havmg a ﬁrst ﬁ'acuon anda secand fractmn, wherein the ﬁrst

' ﬁacuon is compnsed ofa plurahty of solid partxcles and i

~{b) a pharmacetmcally acceptable vehmle compusmg ax Ieast one compound

: selected from the group cons:stmg ofa hydrophﬂzc surfactam, a hpophlhc surfactmt, a oo )

10

15

20

: Mglyccnde and a solubxhzer, L

wherem the ﬂrst fraction of the actxve agent is suspended inthe vehmle and the i

: second fractmn of the active agent is solubﬂmed in the vehlcle, said ﬁrst ﬁ-actlon
reprcsentmg about 5 wi; % to about 80 wt, % of the actzve agent and said second fractmn '_ ‘

represenﬁng about 20 wt.% 1o abom 95 wt.% of the act:ve agent

2. The pha:maeeuﬁm 'fprmu;aﬁcm' of claim lfurther including an additional active

agent.

" '3. The phmaceuﬁcal fonnulatwn of claxm 2 whermn the addmonal actlve agent '

is(a) suspended in the vehlcle (b) parﬁally SOIUblllZCd and parnally suspended in the
-vehlcle, or (c) fully solubxhzed m the vehlclc :

4 The phannaceuucal formulatlen of clmm 2, wherem the addmonal actlve agent

o f isat least partlally SOIubmzed in thc vehlcle

25
" 20 wt.% to about 95 Wt % of the acnve agent

5 The phmna.ceuncal fonnulanon of claim l wherem the first fractxom represents
about 5. wt % 10 about 80 wt, % of the actlve agent, and the second ﬁ'acﬁon represents about

" 6. The pﬁaﬁnaceutiéai fonnmaﬁon of laim 5, wherein the first fraction rep-resentszx :

. about30 wt. % to about 80 wt.% of the actxve agent, and the sccond fraction represents
300

about 20 wt.% ta abaut 70 wt % of the acnve agent
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7 Ths pharmaccuucal fonnulanon of claun 6 wherem the ﬁrst fmct:on represents |

SR about 50 wt.% to about 70 wi.% of the active agent, and thc second fractlon represents
_about 30 wt.% to about 50 wt Y% of the actxve agent ER

8 The phannaceuucal formulauon of clalm 1 Wherem the sohd pa:ﬂcles are

e compnsed of powder, gmnules pellets beads or. combmat]ons thereof

9. Thae pharmaceutloal formulatlon of claxm 1 wherem the solid part:cles are

S .assocmted with each other to form at Ieast one dosage umt compnsed nf a granule, pellet,
'bead or tablet suspended in the vehxcle : ' ' : |

10 ’I‘he phannaceutical fomiulatlon of clann I wherem the sohd partwles are

| contamed vsnthm ot least om:- capsule suspended in the vehlcle

15
prepared bya process selected from melt exu'umon, nanoencapsulauon lyophxhzanon

1 1 The phannaceutlcal formulatmn of clalm 1, whexem the sohd partwles are

_sphemmzatmn, coacervahon, cryopellematxon, crystallmatwn, antlsolvent prec1p1tatmn

g prec1p1tatmn from expanded supercmzcal ﬂmd, sPray drymg, spray eoaung, spray -

20

25

. congealing; and combmauons thercof

| 12, The phannaceuﬂcal fomulauon of clmm 1 1 wherem the sohd partwles arﬁ

' subjected to ﬁmher prooessmg aﬁer preparatxon themof

13. The pharmaceutlcal fonnulanon of claam 12 wherem the ﬂmher processmg

compnses sma reducnon

14 The phannaceutical fomulatmn of claxm 13 wherem the size reducﬁon is

camed out bya process selected from grmdmg, mxlhng, m1cromzat10n nanesmng, and

30

comhmatxon ﬂlercof
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15 The p:;_\‘f i

mean dlameter in the range Qf about 0.1 pm to about 100 }Lm

16, The phamaceutzcal fofmiilét‘ion of' claim 13 whe’réin the. éize'-reduction is -
‘carried out in, the presence of a sutfactant a hydrophihc polymer, a hpxd, a gelann,

e \‘sacchande, ora m;txture thereof

15

17 The phannaceuncal fonnulanon of clalm 13 whcrem the size reductmn is’

camed out in the presence of the vehxcle
10 ‘ Ly '

18, Thc pharmaceuucai formulatmn of clmm 12, wherem the ﬁxrther processmg

comptises treatment w1th an mterfaclal modxfymg agant selected frmn the group cons;,stmg ‘
of surfa.ctants hydrophxhc polymers, Ilplds gclatms, sacchandes and mixtures thereaf o

| , 19, The phaxmaoeutwal fonnulauon of clann 18 wherem the trcatment compnses ,

'_coatmg the paxﬁcles w1th the mterfaclal modzfymg agent.

: -20. The pharmaceuucal formulauon of clalm 18 wherem the treatment compnses -
- | : ‘admxxture of the partlcles with the mterfacxal modlfymg agent ‘

21, The pharmaceutlcal forrmllanon of clmm 18 wherem the: treatment compnses;

E apphcanon of a dry powder of the mterfamal modlfymg agent to the partlcles

25

22, “The phannaceutwal formulatlon of claxm 18 wherem the treatment compnses

chenncal mteractwn of the pamcles wnh the 1nterfa01a1 modifymg agent

230 The phaxmaceutwal formulatmn of claun 20 whermn the chenucal mteracuon

» mvolves covalent attachment ionic bmdmg, hydrogen bondmg, complexatwn, adsorpuon,

30

o ora combmatlon tbereof \

ace & tlcal formﬂlatmn of claun 14 threm the sohd partlcles have a




w
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¥ 24 The pharmaceutlca} fonnulanon ofclaun 1 whercm th:e solxd pamcles comam

o at least one phaxmaceumcally aoceptable exclpxent

25, The pharmaceuncal fonnmaﬂon of clalm 1 ﬁmber compnsmg at’ ieast one

. pharmaceutxcally acceptable addmve sclected from the group wns:stmg of a stabﬂmng o
| agsnt an a.ntmmdam, a buffemnt an annfoammg agent, a detackifier, a preservative,a

i chelating agent, a wscomodulator, a tomcxﬁcr, a ﬂavorant, a colorant, an odorant, an e

15

opaclﬁer, abmder aﬁller, aplasncnzer, ataste-maslqng agent alubncant andanenzyme =
S \mhxbltor S ' \ '
10

26 The phaxmaceuncal foxmﬂaﬁon of claxm 25 wherem said at least one

o pharmaceuncally acceptable addmve isa stabﬂxzmg agent

\W

27. The pharmaceuﬂcal fomulanon of claim 26 wherem the stabzlmng agent isa '

, suspendmg agcnt.

28. The phannacauucal formula’aon of clalm 2‘7 wherem the suspendmg agent is

selected from 'the group consxsnng of mlcrocrystaﬂme cellulose, sodmm

. \carboxymethylcenulose powdered cellulose, hyd:roxypropyl eellulose, hydroxypropyl

20

| K carbomers, polyvmyl pyrrohdone starch, sodxum starch glycolabe tragacaaﬂl, magnesmm |
25

_methylcellulose methylcellulose, ethylcellulosc, ethyl meihylcellulose, ethyl
: hydroxyethylccllulose attapulg1te bentomte, hectonte, monunonllom'te, silica gel, ﬁlmed_
sﬂlcon dxoxxde aolloldal sxhcon dlomde, acae1a, agar, carrageenan, guar gum, lecust bean
= gmn, pectin, sodxum algmate, propylene glycol algmate, tamannd gum; xanthan gum,

alunnnum s:hcate, aiummum sﬂlcate, magnesmm sﬂlcate, gelatm, and glycyrrhmn

29, Thc phannaceutxcal fonnu]anon of claun 1, wherem the solid pamcles

S compnse at least one amorphous phase, at least one crystalhnc phase, ora rmxture of at’

el : least one amarphous phase and at least one crystalhnc phase
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30 The phaxmaceutlcal fomnulauan of clmm 29 wherem the sohd pamclcs ﬁ,mher o ‘ %ﬁ

: ':1nclude a stabthng agent

31 T’.he: pharmaceutical formulatlon of clalm 30, wherem said stabxhzmg agent s

- $ele»cted from the group oonmstmg of synthetzc hydrophﬂlc polymers, surfactants

f sacchandes, gelatm, and eombmatwns thereof

32 The pha:maceuncal fomulatxon of claxm 31 Wherem the synthctle hydrophhc :

| palymers are selected from the group. consxstmg of polyalkylene oxxdes, polyaucylene g

oxide-substituted C,-C diols and triols, polyalkylene oxide-substituted saocharides,

o pon(N—vmyl 1actams) and polymers of carboxywnyl monomers,

33, T,he phmnaceutlcal formulauan of clatm 32, wherem the synthetlc hydrophﬂxc '

polymers are selected from the group conmstmg af polyethylene glycol mono-

: _' propylene glycol mono-poly(oxyethylene)-substxtuted glycerol d:-(polyaxye‘thylene)—

30
' ‘wax matenals are selected ﬁ'om the group conslstmg of beeswax, paraffm, yellow wax,

\ poly(oxyethylene)»subsmuted propylene glycol di- @olyow@mylene)—subsumted

substltuted glycerol m-(polyoxyethylene)-subsnﬂzted glycerol polyoxyeﬂlylated sorbntol

‘ ‘polyoxyethylatedl glucese, polyvmyl pyrrohdone poly(N-wnyI caprolactam), and p@lymers
o ' __and copolymers of acryhc acld metha.crylxc acld and/or esters thereof -' o &
200 ' "

34 The phannaceutxcal fennulatmn of clazlm 31 wherem the sacchandes are

V cellulosic polymers :

35, Thc phannaceutlcal fonnulanon of clann 34 wherem the stabxlmng agem; is

| hydroxypmpyl methylcellulose B

36 The phannaceuncal formulatxon of cialm 1 wherem the velncle 1s substamxally

' free of wa.tenmdnspers:blc wax matcnals

37 “The phannaceumal formulatmn of claim 36 whercm the water-md:lsperslble E
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hydmgenated oﬂs, hydrogenawd vegetable 011 hydrogenated soybean 011 ﬂakes and

10

mixtures thereof

: 38 The phamaeeutwal formnﬂatlon of clajm 1, wherem the vehlclc is substantzally
free of added water.. RE [ :

39 The phaxmaceutwal formxﬂaimn of cla1m 1 wherem the vehicle contains less .

i than about 20 wt % water

than about 10 wi. % water

41 The phannaneuncal fonmﬂanon of claum 1, wherem the vehxcla compmses (a)

at Ieast one hydrophmc smfactant (b) at least ong hpophxhc surfactant or (c) at Ieast one
<15 ¢ '

hydrophlhc suxfactant and at least one: hpophﬂxc surfactant

42, The phmmaceuncal fonnulaﬁon of claxm 41 wherem the vehicle compnses at

T ieast one hydrophlhc suxfactant and at least one hpophxhc surfactant

i 43 'I‘he phalmaceutlcal fonnulanon of claun 1, wherem the vehxcle oompuses a

S tnglycende a solubxhzer, or a mlxture thereof

30

_ 44, The phannazeuﬁwl foxmulanon of c,latm 1 whe:rem saud at least one compound
o _represents about 1 wt.% to about 99 wt % of the formulaﬁon ‘ : L

45 The phannaceuucal formulatlon of claxm 44 wherem smd at least one

e compound represcnts about 10 wi. % to about 90 wt % of the fonnulatzon

' 46 The pharmaceuncal formulanon of claun 45 wherem said at Ieast one

-compound represents about 20 wt. % to about 80 wt.% of the formulanon

194
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56, The pha:‘maoeuncal fonnulatlon of clann 55 wherem the estrogen is 17 ﬁ

: estradlol

57 The pharmaoeutxcal fonnulatxon of claxm 52 wherem the active agent

T ¢ compnses a progcstm

58 The pharmaceuucal fonnulauon of claun 57 wherem the pfogestm is -

pmgesterone SR

- 59. Tlie pﬁéxmacémical fomiulaﬁon of claim 1, Wheféin either the ﬁrst fraction of

-the active agent the second fracnon of the active agent, or both the ﬁrst and second

fractions of the active agent are. formulated for mmedxate release, pulsanle release,
controlled release extended release, delayed release, targeted release, or targeted delayed

60 The phazmaceuucal fonnulaﬁon of clmm 59 wherexn the first fracuon of the -

- 'agent and the secand fractmn of the active agent have dzﬂ*‘erent release proﬁles

20

25 active agent compnses an 1mmed1ate release composmon

61 The pharmaceuncal formulauon of c]mm 59 wherem the ﬁrst fraonon of the

active agent further compnses a means for controllmg reiease of the acnve agent f‘mm the

| suspended parncles

62 The phannaceutmal fonnulatxon of claun 61 w}wrem the second fracnon of the

63 The pharmaceutmal fonnulanon of clamx 61 wherem the second fracﬁon of the '
active agent eXhlbﬂ'.S au unmedlate rclease proﬁle L |
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64. The phannaceuncal fonmﬂatwn of cIa:m 63, wherem the second fractmn

- provides for release of at least 50% of the active agent contamed therem w1thm 30 mmutes

"t 37°C as. evaluated usmg standard USP dlssolutnon test eqmpment

65. The pharmacautxcal fonnulatwn of clam: 64, Wherem the second ﬁ'acnon .

. provides for release of dt least 75% of the active agent contamed therem wzthm 30 mmutes :

- 10

o at 37"C as evaluated usmg standard USP dxssolutlon test eqmpment o

66. The phax:maceutmal fonnulauon of clalm 65 wherem the second fracnon -
prowdcs for release of at least 90% of the acuve agent contamed therem thhm 30 nunutes

- at37°C as evaluated usmg standard USP dxssoluan test equlpment

67 The P .ﬁ ,'eutlcal fonnulanon ofclaun 1 further mcludmg a means for

S physwally segregatmg the ﬁrSt and second fracnons 50 asto preVent contact therebetween

 en The pﬁaimc'euﬁeﬂ formulation of clsim 7, Whmin the moaas for physically

_ ‘segregatmg the first and second fracuons is compnsed of a vehlcle—lm;)ermeable coatmg on.

: -the sohd partlcles Lo

20

1 'second fraction are assocxated thh each other 0 fmm at Ieast one dosage unit oompnsed of e

69 The _”j at uucal formulaimn of clam:l 67 whermn the sohd pamaIes of the

‘ a granule, pellet bead or tablet, and the meatis for physwa.lly segregatmg the ﬁrst and

second fractwns is compnsed of a vehacle-lmpemzcablc coatmg on said at least one dosage

o unit

70 The phazmaceuncal formulatwn of clann 67 wherem the formulauon 1s housed

o mthm a dosage form and the means  for. physlcally segregatmg the first and second .
"fract:ons compnses a wall, a plug, a septum dmdmg the dosage form into a first’ regmn that ..
S 'contams the first ﬁ'acnon and a secand reglon that contams the second fracuon i
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7L The pharmaceutlcal foxmulah rmxs i

capsule e RN

. 7:2., A dosage form;céﬁxbrising the phatmaceuncalfomn!atton of claim 1.~ -

o The ‘dosage form of claim 71 ,»eonip?iééd of a capsule, egecoheentrateg drop, ejr‘ :

drink. -

: 74, Apharmacautwal systemf ad stratior pnsmg .

-._'1;0:-‘ | (a) anactlveagent and ‘ L

' () a phaxmaceutxcally acceptable

: s:elected from the group censxsting ofa h‘.:
e tnglycende and asolubilizer,
‘ SR : wheremthe relativé amourits ofth "aetlv Ti

' 15 sadmxxture thereof a first fractlon of the actxv -

g  second fraction of the active agent is solubxhz

> _' : represents about 20_ M.% to about 95_ w_t.%_.-__ ;

‘ - 75.. The phannaceuﬁcal systeme{'*__:am ;v.eﬁl‘e'sen'ts o
-2 about10wt%toab0u180Wt%ofthea-i iesis
| ”aboutzom%toabouwowt%ofmea, ' R

76. The phannaceutlcal system f claim 75 wherem the ﬁrst fractic
Coon o about30 Wt.% to about 80 wt % of the active: agem, and the second fracuon represents
b . 25 about 20 M % to about 70 wt % ofthe aetxve agent. o

e ' 77 The phannaceutlcal system of claxm 76, wherem the ﬁrst fractlon represents
i about 50 wt.% 1o about 70 wt.% ofthe”"f v
' ebout 30 wt._% to abcm_t 50_ Wwt.% _of the_

: agent, and the weond fraeu 1 represents
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78 The pharmaceutical system of clann ’77 wherem the sohd parucles ate

4 compnsed of powder, gramﬂes, pellets, beads, or combinatxons thereof

79 The phannaceuﬁcal system of claml 74 wherem the sohd partlcles are

* associated w1th each other to form at Ieast one dosage umt compnsed of a granule, pellet,
' bead or tablet - ' \

80. The pharmaceutlcal systcm of cla.nn 79, wherem the sohd parucles are

, | - contamcd w1thin 8 capsule
" \’ 81. The phceuﬁcal system of claam '79 whcrem the sohd partxcles dre prepared -
' by a process selacted from melt extrusxon, nanoencapsulatmn, lyophlhzmwn, |
: spheromzanon,, coacervauon, oryopelletlzaﬁon, crystalhzatmn antlsolvent precxpxtauon,
. precipitation fmm expanded supercntlcal ﬂmd, spray drymg, spray coatmg, spray '

congealmg, and cembmatmns thereof

82 The pharmaceutwal system of claxm 81, whcrem the sohd pamcles are

a subjected to further processmg aﬁer preparatlon thercof

83. The pharmaceutxca] system of cimm 82 wherem the further processmg

84 The pharmaceutxcal system of c1a1m 83 wherem the size reductlon is camed

out by a process selected from gnndmg, mnﬂmg, mlcromzanon, nanosxzmg, and

combmauon thereof

85..The pharmaceutlcal system of claim 84 wherem the sohd partlcles have a mean\

- dlame'sermthe rangcofabout(l 1 mntoabout IOOp.m
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| 86 'I'he ph" rmaceutical system of claim 83 wherem the size reducuon is camed

putin the presence of a surfactant a hydrophﬂlc polymer a hpxd, a gelatm, a sacchande, or

a mlxture thereof

87. 'I'he pharmaceutlcal system of claLm 83 wherem the size reducnon is cafned

' «out m the presence of the ve,hlcle ;

: 88 The pharmaceutical system of claun 82; wherem the ﬁmher processmg
compnses treatment with an mterfacxal modifymg agent selected from the group conmstmg

of surfactants, hydrophihc polymers, 11p1ds, gelauns, sacchandcs, and mixtures thereof

89 The pharmaceuncai system of cla:m 88 wherem thc treamxent compnses :

- coatmg the partmles with the mterfacml modxfymg agent

.90, 'Ihe pharmaceuucal system of clalm 88 wherem the treannent compnses\-'

\‘ \ _admxxnue of thf: partncles wath the mterfaclal modafymg agent .

91 The pharmaceuncal system of claam 88, wherem thc treamlent compnses

cEE e 'apphcatlon ofa dry powdcr of the mterfamal modifymg agent to the parncles

92 The phaxmaceu’acal system of clmm 88 wherem thc treaﬁnent compnses

- 'chemcal mte.ractmn of the partlcles W1th the mterfamal modlfymg agent :

25

93, The pharmacetmcal system of claun 92 wherem the chermcal mteractxon ’
mvoives covalent attachment, 1omc bmdmg, hydrogen bondmg, compIeXatxon admrpﬁon

SLofa combmatmn thereof

94 The pharmaceutlcal system of clmm 74 wherem the sohd parncles contam at '

S leastone pharmaceutxcally acceptable cxc1p1ent
30 | - |
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95 The phar

oat least one pharmaceuncally acceptable addmve selected from the group consisting of a

o stabilizing agent, an antioxidant, a bufferant, an annfoaxmng agem a detackzﬁer,

preservative, a chelating agent, a wmmodulator a tomxﬁer, a flavorant, a colorant an

odorant, an opac1ﬁer a bmder, a ﬁller a piasucizer, a taste—maskmg agent, a lubncant and 0

oan cnzyme inhibitor. .- .

15

96. The pharmaceuncal system of clann 95 wherem saxd at least one

e pha:maseuucally acceptable addltwe isa stablhzmg agent
10 . | O

9‘7 The pharmaceuttcal system of claim 96 wherem the stabﬂmng agcnt isa
suspendmg agetrt ‘ : e B , S

98 The phannaceuncal sysbem of cla.un 97 wherem the suspendmg agent is-
selected from the group consxsung of mxcrocrystallmc cellulose, sodmrn

e carboxymethylcellulose, powdered cellulose hydroxypmpyi cellulose, hydroxypropyl 7

S0

' \methylcellulose methylcellulose, ethylcellulose, ethyl methylcellulose ethyl
_ hydroxyeﬂxylcellulose, attapulgxte, bentomte, hectonte, monnnorﬂlomte, silica gel ﬁlmed
_ sxhcon dxoxzde, oolloldal sihcon dmxxde, acacza, agar, carrageenaa, guar gum, locust bean

: gum, pectin, sodxum aIgmabe propylene glycol algmate, tamarind gum, xanthan gum, -

\ _.:;carbomem, on\nnyl pyrmhdone, starch sodium starch glycolate, mgacanth magnesnun

alunnnum slhcate almnmum sxhca.te magnesmn sxhcaw gelatm and glycynhzm
99 Thé phannacéuﬁéal'éystem of clmm 74, whe:réin tlie séh"d \parﬁcles éompr‘-ise‘at
1east one amorphous phase, at least one crystalline phase or a xmxture of at least ong -

a.morphous phase and at least one crystalhne phase

100 The phannacéutxcal system of clann 99 whexcm the sohd partwles ﬁlrther

'mclude a stabmzmg agent

'eeutlcal system of clalm 74, wherem the velncle further comprises S
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101 T“he p':_ aceuucal system of clmm 100 wherem smd stabxhzing agent is A

| : selected ﬁrom the group conslsnng of syntheuc hydrophllxc polymcrs, surfactants,

B sacchandes, gelann, and combmat:ons thereof

w0

| 102, The pha:maceutlcal systam of claun 101 wherem the synthenc hydrophlhc

_polymers are seleched from the group canmstmg of polyalkylene omdcs polyalkylenc :

ox1de-suted Cz-C6 d:ols and mols, polyalkylene oxxda—substxtuted sacchandes, fr |

s -poly(N—wnyl lactams), and polymers of carboxyvmyl monomm's

103 The phmmaceuucal system of clalm 102 wherem the synﬂzletlc hydrophlhc |

. -polymers are selected from the group consxstmg of polyefhylene glycal mono- - -

'_“ 'poly(oxyethylene)-substzmted propylene glycol m«(polyoxyethylm)—subsumted

P pmpylene glycol mono-poly(oxyeﬂxylene)-subsututed glycerol, di- (polyoxyethylene)-

- p
e _-and copolymers of acryhc acld methacryhc acld andfor esters tbereof

subsututed glycerol m—(polyoxyethylem)—subsﬁtuted glyceml polyoxyethylated sorbxtol
polyoxyethylated glucase, polywnyl pyﬁohdone, poly{Nwmyl caprolactam), and polymers _

104, The pharmaceuncal sysbem of claxm 103 wherem the sacchandes are’

. 'celluloslc poiymers R

25

200

105 The pharmaeeutmal system of claun 104 whcrem the stabﬂxzmg agent 1s

3 hydroxypropyl methylcellulose

106 The pharmaceuucal system of cla;m 74 wherein the vehzcle is substaunally _' n

ﬁ-ee of water-mdlspersxble wax matena}s. :

107 Thc pharmaceumcal systam of cla:un 106 wherem the water-mdlspersmle wax __

S matenals are selected from the group conswtmg of beeswax, pataﬂin, yellow wax,

30

hydmgenated oxIs hydrogenaied vegetable 011 hydrogenated soybean oil flakes and : :

. rmxtures thereof
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g _from the ’roup wmxstmg of analge:sic agents, anesthetic a.gents anua-angmal agents
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123 i

. 108. The pharm‘aceuucal system of claun 74 wherem the vehlcle is substanually :

| free ofaddedwater

0

thanabout 20 wt%water

E f 109, The pharmaceutical system of claim 108, wherein the vehicle contains less.

110 The pharmaceuucal system of cialm 109 wherem the vehzcle contmns less

T thanaboutlom%water

111, The phaamacﬁuﬂcal system of clmm I 10 wherem the veh;lcle compnses (a) at

L least one hydrophalic surfactant, (b) at least one hpophﬂm surfactant or (c) at Ieast one - T
- hydrophihc sm*factant aﬂd at Ieast one hpoplulw surfactant o : o

15

L ,ant;arthntxc agents, anu—arrhytlmnc agents, ant;as._

1 12 Thf.a phaxmaaeutxcai system of claim 11 L wherem the veh.tcle compnses at

. least one hydrophlhc sm'factant and at Ieast one hpoph1hc smfactant

113 Thc phmmaceuucal system of clalm ‘74 wh;erem the ve?rucle compnses a
glycende 4 solubxhzer or a mlxmre thereof. : E '

114 The pf arimag 'utlcai system of claxm 74 wherem tha actwe agent 1s selected

'faue agents, anﬂbactenal agents, anti-

: \‘BPH agen’cs, anucancer agents anhcho]tmerglc agents, anncoagulams, armcenvulsants, k.

' : anudepressams, antxdxabetlc agents antxdlaxrheals, ant1~ep1leptlc agents an’aﬁmgal agents

25

30

antxgout agents antmelﬂnnﬂnc agents, anﬁhxstammcs antxhypertenswe agents

. \anmnﬂamnawry agents, antiralatial agents, antlmxgrmne agents annmusmmnc agents, -
g antmauseants, mmneoplasuc agents antz-obesxty agents antmsﬁmpomms agcnts N
annparkmsorusm agents, anﬁprotozoal agents, antlprunﬁcs, annpsychonc agents |
-'anupyrencs mﬁspasmodics antithyroid agents, auutubercular agents anuulcer agents
ant1 unnary mcontmence agents anthral agentS, anxlolyﬁcs, appehte suppressants, -
& attentmn deﬁcﬂ dLSO‘n‘der (ADD) amd attentxon dﬁ:ﬁmt hyperaonvnty dlsordar (ADHD) dmgs,
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; célciuni 'cha‘nnei Bxeckers; candwc ’mm ents, beta-blockers, ¢ us system
' honnonolyms hypnotzcs, hypoglycemlc

5 leukotnene mhlbxtors, 11p1d-regulanng agents macrohdes xmtottc mlnbxtors, muscle
L relaxants, narcouc antagomsts neuroleptzcagents mcotme, nutntxonal oils,

: arasympatholym agems, sedatives, sex honnones, sympathonnmenc agents tranthzers, ‘

: v'vasodllators, wtamm, and combnmmns thereof

SO0 115, The pharmaoeutxcal syste aunll4,wheremthe activ b,;;;tfisal"%pida

" ‘regulatmg agent

IR 1 : | 116 Thepharmaceuﬁcalsystem
. g selected ﬁomthe group cons1stmg of bez
B L 15 clmoﬁbrate, cloﬁbxate cloﬁbnc amd etoﬂ’f“-"
| fenoﬂbnc ac1d gemﬁbrole mcoﬁbrate p1"i

) .theoﬁbratc \ ' o
| 117 Thepharmaceutwal system ef 116, wherein ths lipid-regulating agentis
_ 20 fenoﬁbrate | ' | A

¢ active agentisasex

tis selected -

' _gegg; andmmbmtxons thereof.

: 120‘ 'Ihe pharmaceutxcal system of cla;m 118 wherem the actwe agent compnses
| ) pm ,‘tmselected from the gmup consxstmg of acetoxypregnenalone, allylestrenol
30 anagestone acctate, chlonnadmone acetate, cyproterone, cypxotemne acétate, desogestrel

' : dmydrogesterone dlmethlsterone, e‘thlsterone (17u-eﬁtynyltestostereﬁe) ethynodlol ‘
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| _\ dlacetate, ﬂurogestone acetaxe, gmtaden
: acetate, hydroxypmgesterone capmﬁe

" hydroxymeﬂiylprogestemne acetate, 3 .V,e_l'_"levonorgest  1 1 'estrenol

¢-3

"' _ medrog@stone medmxyprogesterone acetate, megestrol megestml acetate, melengestrol

5 acetate norethmdronc, norethmdrone acetaxe, noreﬁusterone, noreﬂnsterone acetate .
ﬁ‘ncrethynodrel norgesumate norgestrel norgesmenone, normeﬁnsterone, and progesteronc *
- and (b) 1 ’es‘tmgen selected from the group consastmg of 17&652:36101 17B-estrad101
“"benzoate 17B—esﬁ3.‘ad1ol valerate, 17B-estrad101 cypmnaxe 17B«estrad10£ heptanoate, 17B-
A estradiol decanoate, 17B-estradiol acetate, 17 ‘aestradnol dxacetate ethynylesﬂ'admll
10 _emynylestradlol 3 eweftate ethynylesuadx '
o -phosphate, estrona, estronc acetate,

SEE \and mestmnel

i . | | R 121 Thepharmaccutlca},syste”i
' 15 progesteronc and 17 [ii-esimdxol

it comprises

122 Thc pharmaceuﬂcal system of ; agent comprises |

~an estrogen.

*estradiol SRR ) ¥

124 The phamlaceutlcal system e e_nfco:ﬁpﬁses-a

; '_ : progestm

125 The pharmat:euucal system of cialm 124 Wherem the progestm vxsf

_progesterone

L ‘ 126 The phaxmaceuncal system of claun 74 wherem either the ﬁrst fxac:tlon of the
i 30 active agent the second fractwn of the :actwe agent or both the first and second ﬁactlons of

" the active agent are formulated for imme \ bate reiease, pulsatﬂe reiease, controlled release
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i extcnded release, delayed rclease, targeted felease, or targeted delayad reiease of the active

'.-agent .

127 The: pharmaceuucal system of claxm 126 wherem the ﬁrst fractmn of the

\ agent and the second ﬁ*aeuon of the actxve agent have dtfferam release pmﬁles

128 The phannaeeut‘xcal system of claum 126 wherem the ﬁrst frazctxon of thc

i c;txvc agent fu.rthcr compnses a means for comrollmg releasc of the active agent f‘rom the b

10

18

20

: suspended partlcles

B : 129 The pharmaceuncal system of claim 128 wherein ‘rhe second ﬁ*achon of the

H actwe agent compnses an mmadlate relaase composmon

130 The pharmacemwal system of claun 123 whérem the second ﬁ'acuan of the

actwc agent exlnbxts an xmmedxate relea.se pmﬁle

131 The pharmaceutical system of cla:lm 130 wherem the second ﬁ'acnon pmmdcs ,

- for felease of at least 50% of the ax:tWe agent contamed therem wzthm 30 rmnutes at 37"C

as evaluated usmg standard USP dlSSOlutlon test equlpment 2

132 The ]phmnaceutwal system of clarm 131 wherem thc sec:ond ﬁ'acnon prowdes

for xelease of at least 75%: of the active agent contmned therem wnhm 30 mmutes at 37°C

. as evaluated usmg standard USP dxssoiutlon ‘test eqmpmeut S

133, The phannaceutncal system of claun 132 wherem the second fracnon pmwdes '

o 'for release of at least 90% of the actlve age:nt contamed thermn thhm 30 mmutes at 3‘7°C

. -_as evaluated usmg standard USP dnssolunon test equlpment

S 134 A method of admmlstenng ati actwe agent to 4 mammahan patxent the method
_ campnsmg orally adlmmstenng tothe patzem an anwunt of the formulauon of clann 1

'suﬁiment to dehver a therapeutlcaﬂy eﬁ'ectlve mnoum of tl:ne actwe agen‘t to ﬂle patlent
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; 135;. The _iﬁétlzbd ofeia_im 134,

136 A method of adnnmstanng an active agent to a mammalmn patlent; the L
me . hod poﬁii‘a'risiing orally :administeﬁng to the patiantﬁ a drugdelivefry system compris‘ed of :
s ﬂ(a) ,aniacuve agent, and (b) a phannaceutxcally acceptable vehicle compnsmg at 1%31 one .
o compound selected from the grouy conmstmg ofa hydmpluhc surfactant a hpophlhc

10
: .actwe agent in the fonnulatmn

. I 137. frh,é_m_emodéfciaiml?&, wherein and the at least

15 one pompqund are administers& Si_rnultaneo

138 The method of clalm 137 wh 1l ive age le and‘hﬂatleast o

20

_ vchlcle and the at least one compound are housed in dxﬁ’erent dosage forms e

L 41“. In a method for reducmg mterpanent vanablhty w:th respect to absozptlon and
' bloavaﬂabﬂxty of an urally admmls’texed 'pharmaceutwal formulatton contammg an actwe ‘
0 agent, the mprovement compnsmg ad:m f'stenng the actlve agent inthe p me ceutical

o formulation of clalm 1
30 '
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 comprising administering the active agent

s
o  release, the tharapeutlc cffect of both com Y
Wi ;pat:em in the pharmaccum:al formuiation of cla

: WO 03/068186

i adnnmstrauon of an acuve agcnt to a pa

of any one ofclmms 12,13 0018,

145 A method for both mcreasmg € ¢

ad:mmstmtmn of an active agent to a panent

CTUS03/04195

d bioavailability of

_ __'utzc eﬂ’ Hassocxated w1th ‘
d duration of drug |

active agent to the - k
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1\.- Oral controlled—release pharmaceuncal composmons, conxpnsmg

a} 8 ma’mx oonslsﬁ.ng of ampthhmc compmmds e1ther hqmd or Wﬁ:h

meltmg pomt below 60°C posszbly to form eutectic mixture
| meltmg at 35—37°C i whlch the actzve mgredleﬂt is at 1east.
parﬁally soluble and/or dxspersed and/or mglobated or granuiated

with ampthhﬂlc compound prevzously selubﬂxsed or suspended in

o solvent (preferably water), e

b) a surface actmg component whmh 1s compauble mth the :

mspersed in the amphlphzhc matmx

o _c) a component based on cyclodextnns and/or polymers which can be .

dlSpersed in the surface—acﬂvated amphaph;hc ma‘mx or can in turh |

- to obtam a2 hqmd semzsohd or sohd fom, ‘

d) a hydmphﬂm matnx in whmh the complex amphlphlhc matnx 1s |

d1sperscd and part of the act:ve mgredmnt can be dlspersed

e) any othar exclpxents

2 Composﬁmns a8 cla:lmed in cla:lm 1 Wherem the ammehlhc'
_f'compounds compﬂse glycol alkyl ethers suoh as dxethylene glycols
-'monoethyl ether, macrogolglycends such as tmxmres of mono-of and
tnglycends and of mono~ and dlesters of polyethylcne glycols and of fatty :
"aclds polycthylene glycols hydroxystearates '

'3 Composmon as clazmed in- olalms 1 a:nd/or 2 wherem suxfaotants '

i _éamprjse phosphatxdes, “ phosphatldyl | cholmes, phosphatxdyl

o waxes, sodmm lauryl sulfate, sodmm dodecyl sulfata polysorbates, ch@hq

_dxethanolmnes, : sphyngomyelms, anionic and - non-xomc emuls1fy1ng -

‘be loaded on the ap’tzonally surface—actwated a.mPhxphllw matmx,‘ ,
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:"woos/doziﬂ e
i ac1ds; p@lcxamer, sodmm su éémoéi;;até,
' dmctylsodmm sulfosuccmatc v | |
4, Compcsitwn as clamed in the ,. ycélo&éxtrins

’icompnse alpha—beta—gamma 3 | .
5 \methylcyclodextrms, hydroxypropyloyciodexmns

s Composmou as claimed in the above ciarms, wherem polymers

. amberhtes , _ L ‘
B 6_. Composmon as claxmed in: fhe above olalms, threm the actma

10

15 '.

% : antmeoplasﬁcs and mnnunom ators‘ detomcant eompounds"for cytosta’ac _

' treatments, antx-mﬂammatones, analgeszcs and antxrheumaﬂos, drugs for the

.treatment of bone d:zseases antimsswes systemic annmgtammes

Na;a‘t,:.l@meucs; antmausea agents, ant;propuls;ve&, oral hypoglyeemmng

PCI/RPO2I06749

v fclodéﬁxtﬁiis,-_ :

v;jucompnse sodmm croscaramellose cross~hnked polyvmylpyrrohdone, |

o~

e
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.WQosJoozm e | e . pcTmRONSTS
i _'ant1d1abetics cathartws, antxhypertenswes, ace~mh1h1tors, betablockers and
: \coronarod:llators calczum antagomsts antlparkmsan drugs, m’testmal anti-
| fmﬂammatones, anxxolyucs ant:epﬂeptms, alpha-blockers,_ dluretlcs _
. hypohpemizmg agents, SHTI selecﬁve antagomsts anﬁcholmergws
5 lissives, anudepressants antlbmms . |
1. Composmons as clamled m clann 7 wherem the actwe mgredlent is ¢
5 . 'selected from etopnsme, calcmm folmate, meihotmxate cyclophosphamide
procarbamne ﬂuorouracﬂ 1darub1cm, glypzzlde giybenolamde, ﬂutamxde
X mmesuhde p1roxmam ketoprofen, 1buprofen gabapentin, 5—am1nosahcy11c, -
‘ \;o budesomde metformm, mesalamme S e ‘
o o1 A process for the preparatxon of the oomposmons of clanns 1 to 9,
| ' - : ; Wh.‘lch oompnses the followmg steps 2 e |
' & a) addmg surfactants to the amphlphﬂlc matnx to obtam a
i ' homogeneous soluﬁcm or dlsperswn, , |
,’ -'1_5__ e b) solubxhzmg, _suspendmg, dlspersmg, totally or partly embeddmg_
o iy \‘.one or more active principles; - i
" e . addmg cyclodextrms and/or polymers, or granulatmg or dlspersmg'
L “with cyclodextrms a.nd/or polymers
i d) addmgahydrophlho matrix;
'- 2‘0" s e) opnonally addmg exc1p1ents, s

") '\‘opﬂonally ﬁlm—coatmg W1th cellulose denva,txves or methacryhc :

. e polymers
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*,

Bogoté 1dcnuﬁn,ado con C.C. # 79 152 4’7‘ bl
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JRETIUUA. T

Jsaquén abogado en ejercxcxo. portador

‘de la misma ciudad, como su representante
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represente ante cualesquiera entidad o' persona, gjerzan 0 no ,jurisdiccién, especialmente
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8
bl X [
8 % concermente a los swuxentes asuntos a). Obtencxén, fonnulacxén de observacmnes y s
D b - .
&— z £ oposxmén a patentes de mvencxén, modelos y dlbU_]OS md%les y el registro de
g 23 licencias de uso “de esos derechos. b) Las acciones de oposicién, cancctacxén, nuhdad
— e o - e
g 2 ~medidas cautclares concesxén de hcencms y en acneral lo{\;ocesos }Mles, penales. e
w admmxstratwos o contencxoso-admlmstratwos relac:onados cof 5=l

dxf@rente naturaleza acc:loncs y procesos que promovamos 0 se
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