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(EXAMEN DE RONDO) 

CARLOS R. FEAR IL, mayor de edad y vecino do Bogota, identificado tai corm apar000 al 

pie do ni firma, en mi Caracter do apoderado do Is sociedad solicitante, me permito 

nianifºslar to siguiente ante ci auto emanado par one Despacho, dentro  del plaza legal 

previsto an at articulo 45 do to DecisiOn 486: 

I To primer Is y con el Ænimo do brindar mayor ciaridad a Is materia reivindicada, 

me permito presentar un Capitulo Reivindicatorio Modificado quo reemplaza on so 

totalidad at Capitulo Reivindicatorio presentade al memento do radicar osLo solicitud. Para 

ml ecto, adjunto un rocibo do page quo cubre Is tasa de modificaciOn correspondionte. 

2 Asi cntonces. ci Capitulo Reivindicatorio Modificado contiene loss siguientes 

cambios: 

Reivindicación 
Mod ificaciones 

original 

He side modificuda Farm indoor rise Is tableta esta recubierta con una 

cubierta especifica de Opadry II 
y 

Opadry Clear- La base do esta 

Wallis Center - Torre A Colic ICC No  8A-37 Pjse 10, Bogota DC, Colombia 
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modificaciOn se encuernxa en los Ejemplos I 
y 

2. - 

4 
y 

S Nucvas Reivindicaciones 2 
y 

3. 

7 Nueva Reivindicacion 4. 

3, 6 Eliminadas. 

Valga anotar que us moditicuciones efectuadas ai Capituic Reivindicatorlo cumpien a 

cabalidad con In estipulado en ci Articulo 34 do is Decision 486, ya que Østas de ninguna 

manera implican una ampliacion de Ia protecciOn correspondiente ala divuigacion contenida 

� en Ia solicitud inicial, por ci contrario, la materia ahora reivindicada es una franca limitacion 

del aicance originaimente pretendido. 

3. a- El examinador arguments  quest titulo deja invenciôn debe hacer referencia 

il compuesto activo incluido on las formulaciones de In invenciOn, 

Con ci fin de facilitar ci trmitc de a presente solicitud, me permito modificar 

el tinulo como sigue: 

"COMPOSICIONES FARMACEUTICAS DE LASOFOXIFENO QUE 

PRESENTAN DISTRIBUCION Y POTENCIA LrNrFORME," 

4. a- El Examinador argumenta in reivindicación no Cs concisa par cuanto no 

precise los diferentes ingredientes de 14 cornposiciOn. Adicionalmente, Ia ReivindicaciOn en 

Illenciôn commence el termino anpIio y ambiguo aproximaciamente’. 

Con ci fin de facilitar ci trÆmitc de a presents soiicitud, ci termino 

"aproxirnadamente" ha sido elirniriado del Capitulo Reivindicatorio Modificado. 

ii) Adicionalmente, me permito subrayar que la nueva Reivindicacion 

recla’na una cornposiciOn en a quo so dcfincn cada uno de sus ingrodientes, asi cotno so 

proporciOn on In formulaciOn. 

5. a- El Exarninador establece que Jos siguientcs documentos afectan is novedad y 

cI five] inventivo de In presente invenciÆn. 

No. Docunientri Fecha 
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53 EP0700680 13-03-1996 

1)4 EP 0503521 16-09-1992 

El Examinador arguments quo DI revel composiciones farmaceuticas one comprenden ci 

compuesto (-) cis-6(s)-tŁnil-5-(r) [4-(2-pirrolidin-etoxi) fenilj -5. 6, 7, 8-tetraliidronaftalen-2-

ol (lasofoxifeno), e ingredienles connotes wino desintegrantes, lubricates y diluentes. Dc 

esta fornia ci Exarninador concluye que los elementos tecnicos esenciales de la presente 

invenciOn ya habian side divulgados per DI. Adicionalmente, el Examinador establece que 

D2, D3, y D4 rcvcla tabletas farmacØutic,s que prosentan Ia misma combinaciOn de 

excipientes propues(os on la presente solicinid (Dl: Ej mplo I). 

De acuerdo con to anterior, ci problema ic proveer composiciones fprmacØuticas eon 

adhereucia reduciS a las superficis metalicas para ingredientes arrives de bajas dosis, file 

previamente solucionado en el estado de la tºcnica. Per to  tarito, ci Exaiflutlador conclave 

que las formulaciones de la presente invenciOn no soil inventivas a Ia Liz del are provia. Dc 

hecho, el Examinador anota quo Ia Reivindicacion I no contiene ninguna caracteristica en 

particular que proven un efecto inesperado o sorpreridente. 

AS cuando DI describe In posibilidad de aplicar u’rn cubierta acuosa 

or la tableta alli descrioa. Jicho docurnento no divulga Ia cubierta espeeffica tal como Sc 

roivindicada en Ia nueva Reivindicacion I. DI, para poder afectar Ia novedad de In presente 

’nve’lc’æn, tendria one revejar los mismos constituycntes, asi coma Ia misrna proporción de 

Iris compuestos en In lbrmulaciOn. 

Ahora bien, Ia informacióii divulgada en D2 no se relaciona con ci objeto de Ia presente 

invenciOn per cuanto las formulacianes one At se revelan Se dirigen a piran-4onas 

anlialØrgicas que tienerl actividad similar al croinoglicato. Aunqtie D2, enseæa 

composiciones farniacØuticas solidas convencionales que comprenden diluontes, lubricantes 

etc.., nada on D2 riniere coniyosiciones de Lasoxifeilo con distribución V uotencia unifoime. 

D2 se rcfierc cspccificamente a tabletas que no comprenden abandon, lactosa an dextrosa, 

que son materiales consideradas en hi presente invenciOn. De acuerdo con Ic anterior, una 

persona rnedianamcnte versada en to materia atendiendo las sugerencias de D2, no 

encontrarla Ids elernentos suficientcs pan desarrollar las composiciones de Ia presente 

iIlv elic iou. 
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Asimismo, 1)3 no tiene rolacion Sigurd con Ia niateria rdvindicada en la presento soUcitud, 

presto quo dicho documents rovola do manera general composiciones farmaceuticas salidas 

convoncionales, opeionalmente cubiertas, on las que se emplean oxoipientos comunes 

(desintograntes, diluenies, lubricantes), y de manera especifica, a formulaciones de 

liberacion controlada de Gepirona, Is cual dobido a so tiompo do vida media ha side 

tbrrnulada repetidamente en dosis bajas. Mi press, one persona medianamente versada on Ia 

caters atendiendo las sugerencias do D3, estrous motivada a desarrottar ma forurniactØn do 

Iiheracicn controlada. mÆs no una formulacian come la reclaniada en la nuova 

ReivindicaciOn I. 

D4, so refiere a composiciones farrnaceuticas salidas convencionales, opcionalmonte 

cubiertas que usan excipientes convoncionales. Sin embargo, D4 hubiera conducido a to 

persona medianamento versada en Ia materia al ompleo do agentos activos micronizados y do 

on exeipiente prirnario con una alta afinidad do union y tin potoncial do de-mezola bajo, 

caracteristicas que no so contomplan an Is presence invenciOn. 

ii) Mi, Dl a D4 per so pane, no onsoflarl tabletas recubiertrts de cal-tram 

do lasoxifeno con los excipientes especificos quo se reclaman en las reivindicaciones. En 

ese sentido, Ilarno la atencion del Examinador al hecho que ci Manual Andino do Patentes 

establoce quo para etctuar ma afectacian per novedad, Is referenda citada debe divulgar 

todas y cada was de las caracteristicas tdcnicas esenciales No In invenciOn . Per In tarito, las 

composiciones rec!amadas son nuovas ala luz do Dl, D2, D3 y 1)4. 

iii) Per ultimo, debo mencionar can on ninguna do las referencias citadas 

por ci Egarninador so nlonciona, o siquiera sugiere quo Ia triacetina send and material do 

recubrimiento ventajoso, en tanto quo disminuye Ia degradaciæn oxidativa del ingrodiento 

active (Capitulo Descriptive pªginn 20, lineas 6-13). La Tala II do In Doscripcion presents 

ventajas basadas an ostahilidad quimica del ingrediente active del uso de c.roscarmelosa 

sOdica on comparaciOn con glicolato do almiddn sodico y polivinil pirTolidona. La tabla Ill 

(pagina 22) niuestra la vontaja do emplear triacetina sobre la ostabilidad del ingrodiante 

activo, en comparaciOn con composiciones en las quo so omplea polietilenglicol. 

Do esta foima, las formulaciones particulares reivindicadas en IS presence 

solicinid fueron desarrolladas nara obtener una estabilidad puimica Optima y Para disminuir 

Manual Aiidino de Patentee  OMPI, 2004 ISBN, 9978-43-855-6. Soccidn 9.4. 
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Is dezradaciOn oxjdatjva del ingredients activo. Problemas quo no se pueden solucionar a 

apartir do his divulgaciones de Dl a D4. Por to tanto. Is prescilte invenciOn representa on 

salto cualitativo sobre ci estado del are y cumpic a cabalidad con los requisitos do 

patantabilidad. 

Finalmonte, desco poner bajo so conocimiento qLIe Nara ci concepto inventivo 

comprcndido an Ia presente 5olicitud, no sido otorgado hosts ci momento ci privilegio de 

patente par pane do Oficinas de Patentes on Bangladesh, Bolivia, China, Puroasia, Hong 

Kong, Libano, Malta. Nueva Zelanda, Nigeria, Singapur, Sur Africa, Korea del Sur- - 

Si bien es cierto quo las concesiones de patentes on olicinas do otros paises no son 

vinculantes en ci sentido quo obliguen ala SIC a Sonar war decisiOn an ci mismo sentido, sI 

considers are diclias concesiones sugieren ci cumpiimicnto do [us requisitos do 

palenlahiiidad do la maicria revindicada, ya one loo criterios do evaivaciOn y cstudio 

npiicados Para conciuir Ia aceptaciOn dc dichas patentcs resuitan equivalentes a los qua la 

SIC debt e’nplear. Tan cierto is to anterior, quo el Manual Andorra do Patches, al comentar 

ci Artfcuio 46 do Is DecisiOn 486, estabiece quo una Oficina nacionai competente podrÆ 

r000n000r Its rosuitados do cxÆrnenes do novedad o do patentabilidad efectuados respecto a 

Is solicitud oxtranjera equivalente, como suficicntes para acrcditar ci cumpiimicnto Is as 

condicioncs do patcntabiiidad.2 

Par todo In anterior. considero quc las ablations; presenradas por ci Examinador Iran 

sSdo rtsueWaN y it no haber objocionos adicionales en materia de palentabihdad, 

res-petuosamente soiicilo so proceda con to concesiOn del privilegio do patente Cara Is 

preterite inveiiciOn, 

Alentarnente, 

CA OLARTE 
C.C. No  79782A47 do Bogoth 
Ii’, 74.295 

2 MaIILI9L Anjuio dc P9Lcntcs. Secc’on 7.3. 
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Exomn defondo 

CAPITULO REIVINDICATORIO MODIFICADO 

1, Una tablets farmacØutica recubierla con pelicula que consiste de one tableta niatriz, una 
cubierta opaca V Una cubierta brillante, donde: 

Is tablets matriz contiene, 

entre 0,3% -14% w/w do (-) cis-6(s)-fenil-5-(r) 14-(2-pirrolldln-1-lletoci) tofu] -5, 6, 7, 8-
tetrahidronaftalen-2-ol , on pro frniaco, was sal, solvato 0 bidrato tarmacØuticamente 
aceptable del carnpuesto o del profÆrmaco; 

3,0% w/w de on desintegrarte que es croscarmelosa sodica; 

05% w/w do on antladl,ereote qua as dioxide de sihcio; 

1,0% w/w do on lubricants qua esterato de magnesia; 

I 81-95% w/w do on dlluentej filler quo as lactosa/celulosa microcristalina. 

Sla cuhierta opaca as Opadryll, In coal convene lactosa monohidrato, bidroklprapEl metil 

5 celulosa, diOxido do titanlo, triacetina V amarillo No 5 (FD&C) laca do aluminio 

Ia cubierta brillante as apathy clear, Is coal contlene Hidroxipropilmetil celulosa 
tnatetlna. 

2. La ComposiciOn formaceutica do acuerdo con la ReivindicaciOn 1, dande la matriz 

commands 

0,3% why do (-) cis-6(s)-fenil-5-(r) (4-(2-pirrolidin-1-iletoxi) fenil) -5, 6, 7, 8-
tetrahldranaftalen-2-o1 , 0 ala sal, farmacØuticamente aceptable del mismo; 

7M W/W do lactosa 

25% w/w de celulosa microcristalina; 

3% w/w de croscarmelosa sódica; 

0,5% w/w do diOxido de silicio; 

1,0% w/w do esterato de macneslo; 

3. La ComposiciOn farmaceutica de acuerdo con Is ReivindicaciOn 1, donde In matdi 

cornprende 

0,7% w/w do (-) cis-6(s)-fenil-5-(r) [4-(2-pirralid1n-1-lIetoxi) fenil] -5, 6, 7, 8-
tetrahidronaftalen-2-o1 , o ups sal, farmacØuticamente aceptable del misnlo; 

70% w/w de lactosa; 

25%wfw decetuloca mtrocristuUna 

3% w/w do croscarmelosa s&dica; 

0,5% w/w de diOxido de 5iIicio; 

1,0% N,1w do esterato de magnesia 

Pagina -I de 2 
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jr) ABSTRACT 

This Invention reins to In improved polymeric film 
coating for a ranitidine Hydrocholddo (ICI) tablet in 
which the plasticizer otaottim lied been added to the 
polymeric no coatlog medium, A tablet of this ill.,-- 
ion has been found to have great atahility than a tablet 

coating with a polymeric ifim which dora not Contain 
tslaoet’ln, 

5 ClaIms, No Ornings 
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1 
480,636 

2 
unacceptable for us with ranitidine MCI tablets. Such 

FILM COATED FABLEr OF RANITUMNE Ha commonly used plssticizers either tend to react with 
ranitidine MCI or promote degradation at the tablets 

This invention relates to an improved coated reinh- sorfaces resulting in pronounccd discoloration which 
One hydrochloride (BC!) tablet and it. preparation. In S renders the teblcts unmarketable. In addition, some 
Frobisher the invention relates to the indoaroralion of conventional film coating polymers are also ineompati-- 

certain p3ssttcimv htn mm cos*.s ttmpoatinn bid -with tidine fiC’ and thus acoeXerate ha erada-- 
which increases the stability If the rtitidine HCI tablet don. 
and also prevents the For coating from subsequently U.S. Pat. No 4302440 (incorporated herein by refer- - 
obtewing distinctive engravings and enhoasmeots 10 an,, and refeated to hereinafter a. 440") provide. 
which may be present in and on the tablets suttaoe review or the art of tablet fbi coadng, and discloses a 

BACKGROUND OF THE INVENTION number
. 

15 

20 
of 

are 
.44( 

25 the 

30 organic systems. Furthermore, 440 addresses degrada-- 
lion during the actual coating process only and makes 
no mention of ti", subseqocet problem of film roIstert 
degradation upon aging of they tablets which is a con-- 
I. in been It of ranitidine flcl. --

31 Patent No. 440 leaches a method for prepariitg 

40 The term tablet Inner refer to a compreasad tablet 
prior to coating. 

It has now been round that its the case of ranitidine 

45 While 440 teaches triacetin as to, pls.tici2cr of ohoicc 
for aqurnus film coatim or waphin. it aLso resources the 
we of the alternate plasticizers. tool’ a. propylene sly-- 
col and polyethylene glycola, which arc unsuitable for 
use with ranitidine HO beoausc they promote degrada-- 

50 lion, Further. unlike the saDillo tablet corns desorThed its 

of 

53 

SUMMARY OF THE INVEWrION 

It has now been found that the diacoloration of 
HPMC film coated ranitidine HCI tablets man be mini 
mized by including triacetin (also known sa triacetyl 

65 glycerol, glyceryl triacetete end l,2,3.propsnctaio] si 
acciatt) in the Thm. Surprising’y, a rnoitidine HO tablet 
coated with an HPMC film coating containing triacetin, 
shows a significant improvement in protection againat 



a 

daug migration into the tflm coiparsd with a like tablet 
coated with siilar but uoplasticized HPMC films and 
1th one coated by HPMC film coatings coflt*ifling 

other commody used pLsbniiea. 

flTAlLED DESCRIPTION 
The prctnt inveittion aVows an earaved Or cm. 

bossea ranitidine HO tablet corc to be ooamd to an 
acceplablc thickneas for protectioe from detrimental 
environmental elemerns and for taste masking while 

EXAMPLES 

The following exenpks are presented to further ilius-
state the invention and ,hovld in no way be construed as 
I limitation thereof. 

EXAMPLE I 
. Cast Film Plsaucizer, Compaeison Study 

Cast mm studics are perfoemed using a typical film 



4. go. �3� 
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as the plasticiaet. After two weeks, the cast jima are continued 
removed and visually examined for discoloration. The INGEtODEENTS resa,lts of Isis study are shown in Table I. 1/555 

TABLE 
5 

seassar, cc Rnend.es MCl/P I 54ta12,r Sthdy Embossed (raised iodil uncosted ranitidine HO 
An tablet cores containing the squivalent of Ads me of the 

IreIar esuiag Raab]thet MCI Pita free base are prepared by toising the active ingredient 
wd&e Psb.l SeIrt4Liiv neser- lobrican’ P.orerr. {O/N' bag C) rsg/aI StIOS 

Both a p3ma,maetajical)y sotlable bicaer and 
tIme into 

T�je 215.20 BK a042 
and compressing mixture tablet cores weighing 
33 mg each is a manner similar to that taught in US. 

T.isthyl 176.25 294 tUSI 3 Pat, No, 4429,65S. One kg of the tablet cores 0t 
uocoated 

in 3001 PE04c0 Ists-42a 235’ 517 4paeiatto 
a1 placed an UCT COATER (trademark) 

mavy5e.a 7t 55 9&5 2 cnssiz pan esreotot CoIp., Marion. IA). 
Gusto] The eoatb solution it applied using us air atomizing 
Olya.rd 92.09 250 5e1.2 5 noxala. Twelve milligrams of film coating solids are 
sai applied per tablet- The embossed indicia are essentially 

tnmm dmeae as distinct and easy to read as these on the cocoaled 
tabletcore.Thtsblats src thund tebe subatantli? tet 

B. Retardies of Ranitidine MCI Tablet Discoloration 
of discoloration after prolonged periods of storage 

20 under nornisi condutiont 
�with 

EXAMPLE 3 
Four batches ofr.nitidine MCI tablet cores art coated 

comig A pso?t*2rt scooldtiig to That desciibe6 in exam. Hydroxypropyl metlsylcellutose, 276 to 6 ops is agi. 
tated in a combination 01 136.9 g of isopropyl alcohol 

plc 2. vide infra. The costing composition of each hatch 25 and 319.9 of dichloromtetlrnne until dissolved. Triace-
see tained Opaspray Pink M  - 1-1457 as the colorant, and tin, & I g, is added to the polymer solution and rile. 
Budnounr. of triaccim vanes from 0% 0 15% (by 5% persed. Colorant suspension (Opaspray Apricot K-I-- 
increments) All of the tablet cores are coated at the 1173), 22.5 g, coetsieing 37% w/w solids is than added 
’evel or 2.5 parts broad film solids per 1W parts by and dispersed in the solution. The resutting Coating 
weight of the ranitidine tablet core. Tablets are stored do olution has the following composition; 
for I month in high density polyethylene bottles at 50-

0C./75.9% C.,‘78 9%RH and then visually eiamh,ed for appear- immi 
% 

Ac 
atace changes, Ic, to, darker the appearance, the greater 
L, decomposition. The results of this study are shown Erthmyprepyi namimyslaless 5 4 

TdsStL5 
in Table 2. 35 coLossal easpeasisa 4.4 

tiopropyl sk,hst 
TABLE 2 DimbIs_thase 62.6 

Ssaaaan of aetia Iseat egress em HPatC sealed tsbat 10111 ____________________________________________________________ 
sçpraare aI,r C]555Z, Sm MOPE bottkS at 0 0.175.9% OR 

Engraved (Indeed set 0.214 mm into the surface), 3(10 
ldaed]a L4a APPssisasa5 40 nitiditiHQH tablet cores continuing et ng the uiva. nag rant ass 

55’ le of ISO nag of fret, bar, me prepared]prepared]by the method 
10% 2 described in example 2. One as of the tuacoated tablets 
192 5 Alt placed in an HOT 30 HI COATER costing pan. 

1 The coating solution It applied naiutg an It atomizing 
� 

4 . -worm d,as,remI,i,, 45 nossle. Twelve milligrams of flInt coating solids are 
applied per tablet. The engraving is substantially her of 
edge erosion and filling in and the coated tablets all 

EXAMPLE), round to be substantially free of discoloratioa, after 
Hydrosypropyl methylcel]uloae, 6 If 74,14 g, is prolonged pCtiOd of normal storage. 

aitated to approximately 150 AD 
p 

of hot purified was. 50 I claim: 
tee. Cold purified Water. 124.43 g, is added with agita- I. A rscitidine UCI tablet coated with a polymeric 
lion to disiolve the polymer. Upon complete dissolution film comprising; laydroxyptopyl merhytcellulote 

� of the hyd roxyprupyl metlaylcellqalcse, he solution a (EPMC). 5% to 25% drawn on the weight of said 

allowed to cool to ambient conditions. Terrorist, 3.65g. 
HPMC) triacetin and optionally 5% to 65% (based on 

55 
he weight ofsaid FIpMC) colorant or opacifying agent. 

I added to the polymer solution and dispersed, Color IA tablet Of claim I wherein the çolymneric coat is in 
ant saspenmon, S lOt g. in the foam of ala Opaspray the range of 2.1 so 5.0 pans by weight per had parts by 
White M-I.7120 (trademark) colozaat eviefewoms(Cet- waipt on nsa tab’et. 
Orcon Inc., West Point, PA) which contains 39.151 3. A tablet of claim I a,herein the polymeric coat is in 
solids by weight is then added mid dispersed in the the range 0(3.5 to 4.5 paris by weight per, ICO parts by 
HPMC/t.riscetin solutina. The resulting coating 501w weight of the tablet, 
don has the following composition: 4 A tablet of claim I wherein the polymeric film 

cosxtttg situ contatna one o meet opnu4cying agtMs. 
5. A tablet of claim I whorein rile polymeric also 

INnagnIeseTs as ada’ coating also contains site or more colorants. 
Hysirsayprotast Isashy alsse saps 65 6. A tablet of claim I wherein the polymeric film 
rSssfie 5.t costing also contains one or more coloranas and one or 
ealarant ’eapaIssien 9.s more npacifyttg egeasta. 

ujutedwasa, tu * 
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inyct I With lime in etteb subicet (fed and Ibsted f as described 
ahtsvc. detcrrnni J tile ILrCa under ILI Orion (Otto vent tonally, 
Tiir etsmp)e by dmrnle tnttcgrattnil) and linaily determine 
whether ILL  ntnotti: not art c)/(AUc1) I a recils 080, and 
wactlter the 1111W 90% cii iifldenre Limit eud, Or exceeds 
(1.i 5. 

ho] ave!d LiLa] the Milt veiit dosaae form  or in, 

c (It uttott. Wttte itot Wish: 
be]ieved that if an ttzitl 

azithfomyci II immediately 
Jon in the 0] traCt, or 
dissolution within a Cort ml 
the azithrnmyeto will hr a 
,,to which results in suhst 
order for an atluqit ate 
hetiavad dill] the t]oaage 
itt A an, stich that at I... 
sttssoivns witttiti shout 
prefcrah]v within tttataiit 
Olin cajtt I  litttagte lbnn 
etntistilerat LII rat] wiLbiti it 
IL stitiafita the In vitrtt 
crxinrcilirat ’eccin. he  

I an the ir.ventjtnn epiiihits 
I’LL linrsriiycun aithin tihin’,ti 

6 
lets. For example, capsules and tabteLs thinh exhibit ’Italian 
I Ion dissu] ution talon lara.earL Little borIonCeS in itt 
I  dissolution nate. While such subt tr nation""’ may 

havc no therapeuticalLy sigh lie ant e Ifacs Inn 011 111 on,  
asailitbihity of an orally dosed dreg, there arc sitanstiuns in 
a,] tEch a significant cornet If occur. E Or exanipl r, if a disig 
If the potenhi a] to exhibit an a(lvcrae field effect t trug-- 
cuintaltirng eapsut as and tab]cts which cx blat ImIld in vitro 

issn]utioo roles may actual] y differ with nCaptrt to  whether 
uc stiverse food Grant is obserred when Etc dii.stage forms 

to are orat]y doted In fact, this ltns been ii bscrvcd for asit]trn- - 
myd n. as exempti Sed in the Examp]ca beret 

For the in vitro dissolution studies disdinaurt herein, 
aslibroistycitl was assayed or OPEC, totilizing a S nlidrOtt 
alnandea based hydrocarhonaceous aphedeal Nixon, dare- - 

to matographic column (IS cmx04 em), anti a 5 micron 
a]unnina based hydrecasbotasheeous aaitericah panio]e preen]-
umni (5 tn9l,4 em (W availae from ES Indasthes, 
Marlton, NJ A mobile phase consisting of 71% phosphate 
huIferü9% acetordlrile (pfl fl) was used. with cicctru-

20 chemiCal detection (ag nontraditional Sy stems, West LaSay-
cite, md., LC’413 annperonlesd C detector with dual send 
g I stay carbon cite trodea). 

For in and rood efteet statueh serum arithromyci It IS 
itsaayed using an H]’J £ as say desed het] by R V - S ILe [tart] 
et or (1991) J. Chromatog. Biomcd Appt SftS, 321-337, 

tth a.Il peruroc’uie e]ectocheniical detacitijo. Alternatively, 
oty tataa’j nucaixtad that pyfal naol( s]dl\t atasatta, It 

Lea, preferaht y \v itlnint IS tabi 
tsage linrm eqnnvaleft g2 

or 
 I ngrcd 

as set frartlt in USP cat - tablet  
raton nuder Gordon" at starch 

91111 ml opens. 0. IM cmss]i 
pH 6.0, 37  C. with earinet 

test is ntesedbnd to US tritairn,; 
79 III sa r,,rnni which 35 nloss I 

above dettnition. Any motEl] ioatioos so this test sat also 
de,scd heti herein, ’cite lime required for rns solutitm of a 40 
particular atitttroinyetn dosage fonn in this in vi Ito an is 
hale ’IXI to be an indicator or the lime reread for disso. 
luilort of the dtssazc lotus or the (it easincasucut rite 
following dtaeussi tin in holicvcd pertinent itt this regard. 

It in generalty astumeti and nhiserved titat the in vitro 41 
diaa otuttoli .In ’if dosage forms exhibits a nank order 
rorruiatit,n with in one thssoiutioo, pamicularly for a sitiglo 
iLusage form typo, a . tabicta, which vaq systematically in 
ci] mpttsi iinni. ’t hijs in vitro ttissottttion evaluation starves an 
important ro]e in cnntrot or the quality of tinartolaeLured 10 
I ttisage forma It is tttt ntnressari]y true that tim in vitro 
rtiStation rate is exart ly liLa smile as the in vi so dissolution 
isLe- t)ds is ntnt surpiesi n g since the aol El aid tondidons of 
In in vitro d isatli uttoti teat (ee. vesset geomeby, sLirdng rate, 
atininp, method, and an iEtnh) Me OIL identical to the 
roodtltanis tim tier which a dttnsgil fiji01 d iaintegtlstos and 
tliatintvtia in the Cl tract. 

When LIED insidntg dstaso driber, nil tlilrrrcnt typo, e.g. 
- 

capsules 131d tablets, in vitro di sststo Lion rate ahoutd dorm-
III losigts]’J noah be viso tixtootaturm We,  however, more 
at aurennes ant betwer n lbs anemograph machmusnn or 60 
rttpsu lea siad tablets. E :or csapsttl Cs � itt] ass’ pool at ala so] ution 
of the gel Olin 511111 ore t precede eitmplctc dissolution of the 
anetsmned dreg. t’uahermsnie, capsule shells generally ON  
Loan tirat at the taps tt]s ends, and later It the eapaute ectiter, 

tstt the other html], disintegrate honingenronisly. 65 
Iltu a ,ad, differences entty exist in the in vitro/in vivo 
distoteti on rorret stiott when compasi tig capsules and tab-

go mlii. silrrsccajtca, ctrerveaernt music res, nythmnn It t,mitajta 
si]ieaten cross -linked polyvinylpyrro]idtnnc. (avsi]ah]e com-- 
mercially tmtler the regissorcol trademark PVT XL froni, 
Intennaitonal Speetalty Pnlduets, Ina), and others as blown 
10 the art thE nedd(ataaatgnaru rot ’a3vot3estsblatare 
sodium croacaunsahloso JA, ’fls-Sul), And utamn starch glyco. 
hale (available commercially older the registered tsaden,Mks 
Primojel from Avebe (Union, N.J.) or Generichean, (Lithe 
Psi’s, N.J.) and Explotab frover Mendell Cntp.), naicrocryn-- 
blunt cellulose (Avicel), and cross -linked polyvinylpytiohi-
iliac (PVP-XL). Azithromyein nabtets Of this inventists 
comprise asithromycin and 1-25% disi’ttogrant, preferably 
.3_ .5% disintegrant based ott total tsbtea wright. 11n 
cxuen1,lc, a 463.5 had tablet (250 fig activity asitlmntntycm 
any cuntain V no primr cfoscannel lii se and 27 ing prego-
tm[ti n,izrd starch. 

Ili addition in the active ingredient szithrnntyc in and 
disintegrani, tablet’ acetirding to lids i nvcntitin slay Etc 
tonnulated In naptionati y ineLu be a varictv If con as ntti tin 
eseipiants, de1tandl ng iso die exar t form at shun, tush as 
Isistiers, E]al buffers, di] iicnta, LOG DOTS  tttbticttnx. 
awucsettin ugcfls. tlrtu coline ageuta. and gatisanta. SonIc 
to, cipioil, can terse multiple fijnttioas, for example as boor 
hinder and di iimltcgtoiim. 

Examples of binders are Macia, cellulose dens anivc 
(such as methyleet oboe and carhoxymethylcellnttsae, 
hydruayprupylmethytceticlttse, hydroxypropy[eellclnne, 
itytirogyethylc mll]ulosa), gelatin, glucose, dean-nsa, sylitol. 
ptt]ymethacmyl ates, prtiyvinylpy rrolidone, starch paste1 

stienoac, sor’oitul. pregelatinttzed starch, gum iragacsnth. 
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A variety no  materia]a clay be used as John or di] uents. 
uxainp] Cs are pay amid fir anhydroos lactose, sUCtOsr, 
dextrose, manttitol, sorhi teL starch (e.g. starch good. cat-
luletsi. snieroerystallinc reltulose; Avicel), dthydrated or 
achy drttos pill esletom phosphate (available comfier- 21 

ally under the registerr4 trademark I]mrompress from 
pral M Arra’D all Di-Thb from Rhonelnulenc, me, 
M ttmnooth Junction NJ.), calcium carbonate Calcium sot-
fats, and others as knnqi in ilse an  

Lubricants earl sistt hr cmp]tsye4 herein in the nianofac- as 
turn or certain dosage fonns, and will ostially he enipLt,yol 
chess orcxlocmnt’ tablets Escamn!eN of Iiib,i,srne my nls.’,e. 

5,605,889 
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lie an Lhromyctn dosage lbnn this in an, aLso 
i neI’d, powders In make oral KuSpcn ens. and son the ore] 
put lensi one theniselves. (jeneral Ly the powder a non-
caking free 101m; powder which is solti di reel to phar-
macic or other retail outlets and then made on into the 
octual suspension by a pharmacist. The oral suspension 
thu the actual dosage ftsrm ingested he attittenca. ’Ote typical 
gulf lire for a suspension is aboot live days because 
aziUtrolltyern therapy is generally Of It ye lily, donatt on. 

A2ithromycin suspensions according to the invention 
contain, as necessary ingredients its addition to nzilhroml 
em, one or moor titickeping agents in a total amount or o. I 
Co 2%, and a buffer or pta-altering agent in an amount of at 
so 2.5%. With pco100tagea being based on the weight of Use 
dry powder fonnot ation Dispersing agants may also be osed 
in m, asnoont of from 0.05 to 2%. Prcrrvatives nsay also hr 

as oacd in an amooni from 0  to 2%. 
Suttable thickening agents flinctiosi as suspending agents 

and inclode, for escample, hydrocotluid Bonn known for 
such purpose, esantplca of which inclode xanthan gum, guar 
gum, Incest henas glInt. gunl ragacanth. and the like. Alter-

o natively, synthetic as spending agents may to osed sueb by 

aista he adrlrd to asthromye]n tabtets. Coloring agents may 
ir.rttsde dtanittut (iLoa1e aldjor (Sacs suitttc rot fuu each 
as those hooss, as l. D d, C. dyes and ttalura] coloring us 
ages1t5 "In as may skin entotet, heat ret] powder, beta 

50 

As known in she art, tablet blonds may be d"granotas rd 
us all ataralsarsi beinse lab)etinp Allesnati vely, taNet 
part, may be  directly ensnpretseel The ehssice of process-
is [p stppnsach dsrpcsids opnn she propertiei If tim thug and 
’�h,�,a,w f’’I’ l..,,.,,i,i, �... t_]_At.,,._ 55 

tivdly, anmrtamycin and One or morn axcipiettta may he GO 
wc -graruhle& In addition, tablets may altoe coated, with A powdaT used to make a suspension herein may also 

coating that exhibits little or no effect on or Interference contain conventions] optional ingredients such as (1) wet-
wish tablet dissolution, to assure ewe of swallowing or to sing agents such as aeshitan tnonolaurato, polysorbace SO, 
protdde an e]egsn( appearanee and soditini latlryl solfale; (2) and -foaming agents and (3) 

Its a prefeired embtxtisstent, tablets or his invention are as sweeteners and fillers such as glucose. lire powder may also 
filmm-coated to prttvide case of swallowing and an elegant contain a boffer to maintain a high pH upon reconititotion. 
appearance. Many polymeric litre-coaling materials are as discussed of Suitable buffers and pit homeagents 
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Patente de Invenci6m rn Patente de Modelo do Litilidad 

Via Nacional El 
Via PCT (fase national) Cap,] Cap. It 

No. Sal. Internacional P0111B2003/003074 
Fecha de Presentación Internacional 30-062003 

Como resultado del examen de fondle, realizado con fundamento on el articulo 45 de 
Is Decision 486 de Is ComisiOn de La Comunidad AndLna, Se Is cornunica: 

1. Documentos estudiados: 

� 11. QçiciOn: (Folios: 40 a 73) come Se radico inicialmente. 

1.2. Reivindicaciones: I a 7 (Folios: 74 a 76) come Se radicO 
Lnicialrnente. ModifLeadas: I a 4 (folios: 120 y 121). 

1.3. Prioridad: 10/07/2002 US 60/395090, 

2. Analisls de Is Prioridad: 

La prioridad de Is presents solicitud corresponds al objeto reivindicado on Is 
presents solicitud. 

3. Objeto do lo invention: 

El titulo de la presents  solicitud as modifico de Is siguierite manera: Composiciones 

farmaceuticas de lasofoxifeno que presentan distribucion y potencia uniforms (var 
folio: 115). 
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El objeto de Is presents solicitud Se notice a composiciones farmaceuticas qua 
tienen una distribuciOn y potencia de fÆrmaoo uniforms, qua utilizan lasofoxifeno 
como ingrediente active y qua contienen on dioxido do silicio pare red now Is perthda 
de ingredients active durante at proceso de fabricaoion. 

Segthi ía desoripciOn, of documento US 5552412 describe una case de moduladores 
poteiltes, selectivos y activos per via oral do los receptores de estragenos (SERM) 
(par ejemplo derivados de tetrahidronaflalen-2-oI) qua son de utilidad on el 
tratarniento 0 prevenciOn del cancer de mama, osteoporosis, obesidad, 
entermedades cardjovasculares, hipercolesterolemia, ondometriosis y enferruedad 
prostatica. Estos SERM tienen biodisponibilidad oral mejorada con respecto a los 
SERM disponibles actualniente an el oomercio (p. of  Raloxifeno). Los SERM 
dosoritos an of documento US 5552412 son muy potentes, permitiendo do este modo 
formes de baja dositicaciOn. Sin embargo, Is forrnulacion de composiciones an el 
intorvalo mas bajo de dosificaciOn presents el desafio de mantener una potence y 
uniforniidad oonsistentes an el proceso do fabricaciOn del producto farmacolOgico. 

En el capitulo reivindicatoric Se reclama lo siguiento: 

� Reivindicaciones I a 4 (folios : 120 y 121): Una tablets farmaceutica recubierta con 
pelicula qua consists its one tableta matria, una cubierta opaca y una cuberta 
brillante, donde: 
La tableta rnatriz conGeno: 
Entre 03% - 14% wtw de (-) cis-5(s)-fenil-5(r) [4-(2-pirrohidin-1-iletoxi) fenil]-5, 6,7,8-
tetrahidronaflalen-2-cl, Un profØrmaco, una Sal! solvato 0 hidrato farn,aceuticamente 
aceptable del compuesto 0 del profÆrmaco. 
3,0% wiwde up desintegrante qua as croscarmelosa sadica; 
0,5% wM de on antiadhererite qua as dioxide do silicio; 
1,0% wlw de un lubricants quo as estearato de magnesia; 
81-95% wlw its Un diluente/filler quo as lactose/celulosa microcristalina. 
La cubierta opaca es Opadry II, Is coal contiene lactose monohidrato, bidroxipropil 
metil celulosa, dioxido de titanic! triacetLna y amarillo W S (ED&G) lace de alum inio 
Is cubierta brillante as Opadry clear, Is cual contiene hidroxipropil mdil celulosa 

i seMi p a - 

El problems planteado on esta solicitud as Is necesidad de una tormulaciOn 
proceso mejorados, capaoes de minimizer Ia adherencia de los ingredientes activos 
sabre superficies metÆlicas durante Is fabricacion de medicamentos en especial de 
aquellos one tienen Un bald contenido an dosificacion. 

La so!uciôn propuesta par to presente solicitud corisiste an una tablets tarmaceutica 
recubierta con pelicula qua consiste de una tablets matriz, one cubierla apace y una 
cubierta brillante, donde Is tablets matriz contiene: (-) cis-6(s)-fenil-5(r) (4(2 
pirrolidin-1-iletoxi) fenil]-S, 6, 7, 8tetrabidronatlalen-2-ol, croscarmelosa sOdica, 
diaxido de silica, estearato de magnesia, laotosalcelulosa microcristalina, apathy. 

El objeto de Is solicitud detinido anteriormente Se clasifico en Is PC A6IK 9/30! 
31/40: AOl P5/00. 

4. Determinaciôn del Estado de Is Tecnica: 

La fecha qua as he tenido an cuenta para determiner el Estado de Is Thcnica es: 

Fecha de presentaciOn de Is solicitud prioritaria 10-07-2002 
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Teniendo an cuenta Is fecha indicate, so bucaron documontos del eatable Be Is 
seance relacionados, con fecha be publication anterior a esta. 

Se encontrO coma anterioridades qua pueden afectar Is patentabilidad dol objeto de 
Is presents solicitud: 

N° Documents Tituic) 
Fecha de 

Publicacióri 

(-) cis-6(S)-phenyI-5(R)[4(2-

D1 WO 97/16434 pyrrolidin-1-yletboxy)phenyl]- 9 de mayo de 
5678-tetrahydronapbtbalen-2-ol 1997 

D4artrate  

D2 US 4880636 Film coated tablet of ranitidine 14 do noviembre 
do 1989 

I D3 us 5605889 Method of administering 25 de tebrero de 
azjrcmcin 1997 

04 Lbro 
_____ 

Remington Farmsoia’ 1995 

� 5. Analisis de patentabilidad (articulo 14 

5.1. Nivel inventive (articu/ola D486) 

La presents Solicitud de Patente reivindica lo siguiente: 

Una tablets farmaceutica recubLerta con pelicLila qua consiste do one tablets matriz, 
one cubierta apace y one cubierta brillante, donde: 
La tablets matriz contiene  
Entre 03% - 14% wM do (-) cis-6(s)-fenil-5(r) 4-(2pirrolidin-1-iletoxi) fenil]-5, 6,78-
tetrahidronaftalen-2-ol. on profÆrmaco, una sal, solvato o hidrato farmaceuticaniente 
aceptable del compuesto o del profÆrmaco. 
3,0% wIw de u  desintegrante quo as croscarmelosa sOdLca; 
0,5% w/w do j  antiadherente quo as diOxido do silicio; 
1,0% wfw do an lubricants quo as estearato do magnesia; 
61-95% wlw do u  diluente/fihler quo as lactosa/celulosa microcristalina. 

� La cubierta  opera as Opacity II, Is cual contiene lactose monohidrato, hidroxipropil 
metil celulosa, dioxide de titanio, triacetina y amarillo W 5 (FD&C) face do alLlminio 
Is cubierta brillante as Opacity clear, Is cual contiene hidroxipropil metil cellulose 
triacetina. 

La anterioridad: WO 97/16434 (folios: 94 a 97), so relaciona con: of compuesto 
cis -6-fenil-5-[4-(2-pirrolid in-I -ilI_etoxi)tenill-56,7,8-tetrahidronaflalen-2-ol 
(lasofoxifeno) y formulaciones del misnia coma PCI ejemplo: cØpsulas, tabletss. 
granules etc.; Ids excipientes empleados son [as convencionales tales como: Un 
desintegrante come carboximetilcelulosa, almidon; lubricants (come of estearato de 
magnesia, auril sulfate do sodb), on diluente (par ejemplo, hidroxipropilmetilcelulosa, 
lactosa, glucose, entre clubs). 

Los documentos US 5605889 y VS 4880536 (folios: 123 a 129) ,nencionan 
formulaciones recubiertas do pelicula y qua emplean los excipientes convencionales 
do las composiciones de Is presents solicitud tales coma: croscarmelosa sôdica, 
celulosa microcristalina, bidroxipropilmetilcelulosa (HPMC), opadry (quo contiene 

a GENARO, Airoriso ft "Remington Farrnsoia’. IC ed. Ed- Mealca Panarnericana. Buenos Aires. 
199. 
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entre otros componentes la triacetina), el dioxido de silicio, estearato do magnesio. 
Los porcentajes an que as pueden encontrar dentro de Is forrnuLaciOn, tambien 
concuerdan con las candidacies an que as encuentran an las cornposiciones do Ia 
presente solicitud. Por ejernplo, en US 5805889 Se dice que Is proporciOn de 
desintegrante (entre Ids cuales el preferido as croscarmelosa sOdica) as de 1 a 25% 

an Is presonte solicitud es do 3%, do estearato de rnagnesio (lubricants) an dicho 
documento as S 0.5 a 70% yen Ia presents solicitud as de 10%. 

En of documento Remington Farmacia (folios: 130 a 132) as mencionan excipientes 
comLnmente empleados an Is fabricacion de tabletas coma PCI ejemplo: HPMC que 
Se emplea para former pelicula an las tabletas, como lubricante so puede emplear el 
estearato de magneslo et cual Se ernplea en concentraciones rnenores all % aunque 
Is cantidad duets varier entre 01 al 5%: tarnbien as encuentra el diaxido de silioio 
como deslizante en bajas concentraciones del 1% 0 nienos: coma desintegrante 
puede ester encontrarse la croscarmelosa en proporciones entre 2% y 4%. 

El problems tecnico planteado an esta solicitud: Is necesidad do Una formulaciOn y 
proceed mejorados, capaces de mininlizar Is adherence its as ingredientes activos 
note superticies metalicas durante Is fabrication its medicamentos an especial de 
aquellos quo tienen on bajo contenido en dosificacion Se table resuelto previamente 
mediante tormulaciones que contienen on disgregante, un deslizante, un lubricante y 
un diluyente ya conocidas(as). Per esta razan Se considera qua las formulaciones 
que tienen estos tipos do oxcipientes roivindicadas an Is presento solicitud son 
evidentes para una persona mediananiente versada en la materia. 

Las reivindicacione 1 a 4 (folios: 120 y 121) do esta solicitud no mencionan una 
caracteristica que concede un efecto diferente a especial a tabletas farmaceuticas 
recubiertas do lasofoxifeno, que pueda considerarse como un aporte a Is tecnica asi 
quo son obvias pars una persona veranda en Is materia. 

AdemÆs, puesto que Dl junto con D2-D3 o Dl junto con D2-04 divulgaban 
previamente formuleciones de lasotoxiteno con un disgregante, un deslizante, on 
lubricante y un diluyente y otras tormulaciones con Is misma base de excipientes do 
Ia presenle solicitud, atm cuandc no mencionen of mismo principle activo do Is 
presents solicitud (folios: 126 a 132), una persona conocedora do Is materia 
motivate por tal sugerencia lograria el objeto de esta solicitud as decir, tabletas 
farmaceuticas recubiertas con pelicula de lasofoxifeno: de manera que para una 
persona medianamente veranda en Ia materia serla obvio combiner estos 
docunientos. For Ia cual puede no baber Nivel Inventivo, 

B. Conclusion: 

Los requisitos do patentabilidad de a presents solicitud Se encuentran afectados asi 

cumento N 
Reivindicaciories 

afectadas  
I - - 
I Requisito que afecta 

 Nivel Inventivo O97/1 6434 1a4   
S 45636 I a4 

t-D4LOro

Nivei nventivo 
NijeInsentiso S5505589 1 a 4 

emington FarniaciaJ 1 a 4 Ni’jel Inventivo 

En cuniplimiento del articulo 45 de Is Decision 486 de Is Comision de Is Comunidad 
Andina as Is indica quo debe dar respuesta dentro del termino de sosenta dias 
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contados a parlirde Ia techa de Ia notificaciOn de Ia presente comunicacion. Encase 
do no der respuesta at presente requerimiento a si a poser do la respuesta 
subsistieran los impedimentos pare la concesiOn, Se donegarS la patents. 

Notitiquese el presente oticio cantor lo dispuesto an el numeral 5.2, literal s) del 
capitulo quinto del titulo primero Ia rcular Unica N 10 do 2001. 

ALIX CARMENZA cE EDES DE ERGEL 
Jets de Ia Division de uevas Greaciones 

El anterior re uerimiento tue notiticado par fljaciOn an lista, do 
fecha �1 ¶ "II.. 2000 

CONCEPTO TECNICO No. 1852 
EXAMINADOR TECNICO 

COdigo No. 202005 


