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RESPUESTA AL AUTO NOTIFICAIDO POR FIJACION EN LISTA No.90 

DEL 12 DE MARZO DE 2010, OFICIO No. 3583 (EXAMEN DE FONDO) 

ALVARO CORREA ORD61JEZ, mayor de edad y vecino de Bogota D.C., identiticado tat como 

aparece at pie de mi firma, en mi carÆcter de apoderado de la sociedad en referencia, doy 

respuesta at auto ernanado por ese Despacho dentro del tØrmino legal: 

1. Objeciones del Examinador 

LI Novedad 

El Examinador plantea que, despuØs de realizada Ia biisqtieda de anterioridades, encontró ci 

documento Dl (W003059330) afecta la novedad de las reivindicaciones I a 16 de la 

presente solicitud. 

Particutarmente, el Examinador considera que ci documento Dl afecta la novedad de la 

presente sot icitud por cuanto: 



a 

"DI reveki nzcleos coinprinudos de una COnIj)OSiCiOfl farniaceulica es/able que conliene Ufl 

inhihidor c/C ACE y coinprende tin nzicieo recuhierto con una capa de inhihidor c/c ACEp ci 

proceso para su preparacion.. 

Revela que la cuhiertapuede contener de 2 a 90% en peso de inhibidor de ACE p4gina 3), 

que la dispersion, soluciOn o dispersiOn inhihidor puede ser preparado por adiciOn de los 

ingrethenles ac/i VOS en tin solvenle con agitacion o cualquier otro inetodo c/c ,nezciac/o y 

aditivos coino po/Inieros formadores de pelIcula pzieden set- adicionados a la niezela 

(pÆgina 4). 

En ci ejeinplo I, revela la secuencia de pasos que se realizaron parci obtener las table/as 

de la invención, y en base a dicho niØtodo presenta ejeniplos especIficos de /as table/as c/c 

la refrrencia que conhiene tin nucico, iIflCl czihierIa se//ante, una capa de niedicainento j, una 

cub ierta externa (pÆgina 7,) icily coma se reclaina en la presente solicitud. 

Se conclziye que la reivindicación 1 reclama inateria que podria carecer tie itoveclad c/ado 

que ci estado del ar/c ya anticipaba la lab/cia que se reclaina y los tue/ac/os que se 

presentan ". 

2. Argumentos a favor de la patentabilidad de la solicitud 

2.1 Modificación a una solicitud en trÆmite: 

De conformidad con el artIculo 34 de Ia Decision 486 que establece que el solicitanle en 

cualquier momento del trÆrnite puede presentar modificaciones a su solicitud siempre y 

ciiando no se presente una arnpliación de la invención originalmente presentada, me permito 

presentar Liii nuevo capItulo reivindicatorio coiiformado por 13 reivindicaciones. 

En particular se presentan las siguientes modificaciones: 

Se cancelaron las reivindicaciones 2, 6, 7 y 9 del capitulo reivindicatorio anteriormente 

presentado. 
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Las reivindicaciones 1, 15 y II se han moditicado de tal forma que incorpora Ia limitacioii 

"polIrnero basado en alcohol polivinIlico" (en parte) conlo Ia capa de revestimiento de sello 

interno, Ia segunda capa de revestimiento y La capa exterior de revestimiento protector. Esta 

rnodificaeión eI’ecivada en dichas reivindicaciones 1, 15 y 11 estÆii totalmente stistentadas 

en las anteriores reivindicaciones 2,6 y 7. 

El tØrmino PVA se reernplazó  pot alcohol polivinIlico en La reivindicación 8, que ahora 

corresponde a Ia reivindicación 5. El sustento para esta rnodificación puede encontrarse en 

Ia descripeión pÆgina 6 lInea 24 a Ia pÆgina 16 lInea 8. 

Sc agregó Ia reivindicación 13. El sustento para esta reivindicación puede encontrarse en el 

ejemplo de Ia pÆgina 21 de Ia descripción. 

2,2 Novedad 

La novedad de una solicitud estÆ legalmente definida en el ArtIculo 16 de Ia Decision 486 

asi: "una invencion se consiclerara nzieva, cuando no es/ti coinprendida en ci estado de Ia 

lØcnica. El es/ado de la teen/ca coniprender(i todo lo que haya s/do acces lb/c al pith//co 

por una descripción escri/a it oral, uiilización, coniercializacion o cualqziier otro inedlo 

an/es de la fecha de presentac/ón de la solici/ud de patente o, en su caso de Ia prior/dad 

reconocida.. 

En virtud de Ia anterior definiciOn, consideramos que el documento WO 03/059330 (Dl) no 

afecta Ia novedad de la presente invencion ya que con Ia rnodificaciOii efectuada al capIttilo 

i’eivindicatorio se supera dicha ohservaciOn. 

La reivindicaciOn I se lee de Ia siguiente forma: 

I. Una tableta recubierta que comprende tin nic1eo de tableta y: 

a) una capa de sello interno de recubriiniento que coniprende una forrnulación de 

recubrimiento de polImero que comprende tin polimero a base de alcohol polivinIlico que 

cubre el n6c1eo de Ia tableta; 

b) una segunda capa de recubrirniento que comprende tina forinulación (IC polIniero de 

recubrirniento que comprende Lin polIrnero a base de alcohol polivinilico y tin medicaniento 
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que eubre la capa de sello interno de recubrirniento del nUcieo de la tableta; y 

c) opcionaimente una capa protectora exterior de recubrinilento que comprende una 

forrnulación de poilmero de recubrirniento que comprende Lin polimero a base de alcohol 

polivinIlico que cubre la segunda capa del nCicleo de la tableta, en donde el niedicarnciito en 

dicha segunda capa es saxagliptina 

HO 

H2N 
0 NC 

o una sal farrnacØuticarnente aceptable del niisrno. 

Por to tanto, si se efect(ia la comparación elernento pot elernento entre la reivindicación I de 

La presente invencion y Dl se puede concluir que dicho docurnento no contiene todas las 

caracterIsticas especIficas reclarnadas por ci nuevo pliego reivindicatorio de la presente 

invencioll. 

Ahora bien, aunque su Despacho no objetó ci nivel inventivo, mi representada presenta los 

siguientes argurnentos con el liii de agilizar ci trÆtnite de la presente solicitud. 

El nuevo pliego reivindicatorio se relaciona con una forrnulación de tableta  revestida qtie 

comprende Saxagliptina la cual es till inhibidor de la DPP-1V. Contrario a esto, ]as 

ensefianzas de Dl se limitan a formulaciones de tableta revestidas que comprenden Lin 

inhibidor de ACE, tales corno ’rarnipril, quinapril, enalapril, spirapril, lisinopril, benazepril, 

y medicarnentos relacionados estructuralmente". Por favor ver pÆgina 1, lineas 10-13. La 

Saxagliptina no es Lin inhibidor de ACE y estructurairnente no estA relacionada con los 

inhibidores ACE revelados en Dl (ramipril, quinapril, etc). 



A 

HO   
1

 
0 

H° 

HO 20t? 
N 
)t,? N, 0,-,,? 

0 N 

Saxagliptina Ramipril 

� 
AdemÆs, Dl enseæa que los inhibidores de ACE se degradan via: ciclización intramolecular 

hasta formar dicetopiperazinas. Los iiihibidores ACE tambiØn pueden degradar via 

hidrólisis del grupo Ester de la cadena lateral y p01’ oxidación. Como medio para reducir la 

degradación, Dl enseæa ni:icleos de tahieta que son revestidos con tres capas donde una de 

las capas contiene el ingrediente activo. Ver tablas IN en las pÆginas 7-10. 

EspecIficarnente, Dl enseIia: 

(a) capa de sello 

(i) hidroxipropilrnetilcelulosa; yb 

(ii) hidroxipropilcelulosa 

(b) capa de med icamento 

(i) Rarnipril 

(ii) hidroxipropilmetilcelulosa; yb 

(iii) Ii idroxipropylcelulosa. 

(c) revestimiento exterior 

(i) hidroxipropilmetilcelulosa; yb 

(ii) hidroxipropilcelulosa. 

Las tablas VI, VII y VIII de las pÆginas 11-12, proporcionan datos de la degradación para el 

Raniipril para las formulaciones reveladas en las tablas I, IV, y V, respect ivamente. 
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La Saxagliptina se degrada hasta iiiia amidina ciclica diferente del producto de degradación 

dicetopiperidina de los inhibidores de ACE. Las formulaciones de la presente invención 

inesperadarnente reducen o inhihen la degradación de la Saxagliptina. Las presentes 

formulaciones se relacionan con: 

(a) Una cuhierta de sello interior que comprende: 

(i) poilmero a base de alcohol polivinilico; 

(h) Un segundo recubrirniento que coniprende 

(i) Saxagliptina; y 

(ii) poilmero a base de alcohol polivinilico; 

(c) Un recubrirniento exterior que comprende 

(i) polImero a base de alcohol polivinilico 

Con relac ion a las capas/recu brim ientos, todas las tres capas/rec ubrim ientos reivi nd icados 

contienen tin poilmero a base de alcohol polivinilico y no contienen 

hidroxipropilmetilce!ulosa ni tampoco hidroxipropilceltilosa tal corno lo eiisetado por Dl. 

Los solicitantes de la presente invenciOn enfatizan que las formulaciones reivindicadas 

reducen la degradacion de la Saxagliptina mÆs efectivaniente que la reducciOn dc la 

degradación del Ramipril que hacen las formulaciones de Dl bajo las mismas condiciones 

de tiempo, humedad, temperatura, tat como se muestra en la siguiente tabla No. 1: 

Tabla No. I 

1 rnes o 4 

semanas (%) 

2 meses o 8 

semanas (%) 

3 meses o 12 

semanas (%) 

6 meses o 26 

sernanas  

41 semanas 

Saxagliptina1 0.05 0.09 0.25 0,32 0.90 

a 40°C! 75% 

HR 

Ramipril2 1.26 1.92 2.88 4.92 ND 

a 40°C! 75% 

I-JR 

La tabla I original de la descripción, pÆgina 26. 
2 La tabla VII del documento WO 03/059330, pªgina II. 
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Los soiictantes de la presente invención respetuosarnente declaran que el area de actividad 

de las formulaciones Cs imprevisible. Dl sustenta esta afirmación  en la pªgina 1, lineas 17-

19. ’La estabilidad de las composiciones farniacØuticas que contienen inhibidores de ACE 

pueden tarnbiØn ser influenciados negativarnente por la escogencia de auxiliares en ci 

tableteado". 

Respetuosamente, mi representada afirina que la (mica manera de determinar la apropiada 

forrnulación para rediicir degradaciOn de cuaiquier niedicaniento es mediante 

experirnentación. 

Existen muchas diferencias entre las formulaciones de tableta reveladas en Dl y Ia presente 

invenciOn, se mencionan las siguientes: 

(1) La Saxagliptina es tin inhibidor de DPP-IV, y no tin inhihidor de ACE. 

(2) La Saxagliptina es estructurainiente diferente a los inhibidores de ACE de Dl; 

(3) La Saxagliptina se degrada a una arnidina ciclica, y no a una dicetopiperaina como 

se revela en Dl. 

(4) Las formulaciones de tableta de las actuales reivindicaciones abarcan 

capas/recu brim ientos conformados por polimeros a base de alcohol polivinilico, y no a base 

de hidroxi prop ilmeti Ice] ulosa y/o hidroxipropilcelulosa tal corno se revela en Dl. 

(5) Las forrnulaciones de tableta de la presente invención reduce la degradación de la 

Is Saxagliptina rnas efectivarnente que las formulaciones de tableta de Dl qtie reducen la 

degradación de inhibidores de ACE tal como Ram ipril. 

Por lo anteriormente expuesto, mi representada respetuosamente afirma que las 

formulaciones reclauiadas no habrIan sido obvias para una persona medianamente experta 

en la materia basÆndose en Dl, por las diferencias significantes entre las formulaciones 

reclaniadas por la presente invención y las formulaciones de Dl, y no se puede predecir de 

manera ohvia el area de activklad de forniulaciones farrnacØuticas tal como se argumentó 

anteriormente. 

En este orden de ideas, tenenios que la invención propuesta por ci solicitante Si cumple con 
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los requisitos de patentabilidad y de esta manera es susceptible de ostentar el tIttilo de 

patente de invenciOn. 

3. Solicitudes concedidas en otros palses para esta misma invención. 

A manera informativa, pongo en conocimiento del Examinador que la patente Peruana No. 

5275 (Anexo copia (let tItulo de patente y reivindicaciones otorgadas), equivalente a la 

presente solicitud colombiana ha sido otorgada. Min cuando entiendo que esta decisióii de 

niriguna manera obligan al Despacho para decidir de igual forma, coiisidero que por tratarse 

de una patente que se decidió de actierdo a lo estabiecido en la Decision 486, la cual 

corresponde a la niisma iegislación que rige a Colombia en materia de propiedad intelectual, 

si constituye una prueba de patentabilidad de la presente invenciOn. 

En virtud de lo anterior, solicito que se acepten las razones expuestas en el presente 

docurnento y en consecuencia, se otorgue ci privilegio de patente de invenciOn para el 

invento que se tramita en este expediente. 

Atentamente, 

7AVIf2 RO COP i RDOEZ 

C.2,No.79. 143.3 66 de IisaquØn 

40 T. 20.281 

Anexos: 
CapItulo reivindicatorio modificado 
Copia de La Patente Peruana No. 5275 y capitulo reivindicatorio otorgado. 

MGT/BOGDMS-9359930-V I -P2006 120205-07 0 nOr 



RE! VINDICACIONES 

Una tableta recubierta que comprende un nücleo de tableta y: 

a) una capa de sello interno de recubrimiento que comprende una 
forrnulación de recubrimiento de polimero que comprende un polimero a base de alcohol 
polivinilico que cubre el nücleo de la tableta; 

b) una segunda capa de recubrimiento que comprende una formulación de 
polimero de recubrimiento que comprende un polimero a base de alcohol polivinilico y 
tin medicamento que cubre la capa de sello interno de recubrimiento del nUcleo de la 
tableta; y 

C) opcionalmente una capa protectora exterior de recubrimiento que 
comprende una formulaeión de polimero de recubrimiento que comprende un polimero a 
base de alcohol polivinIlico que cubre La segunda capa del nücleo de la tableta, en donde 
el medicainento en dicha segunda capa es saxagliptina 

HO A 

S H2N 
N’ 

NC 

o una sal farmacØuticamente aceptable del mismo. 

2. La tableta recubierta como Se define en la reivindicación 1, en donde dicha 
segunda capa de recubrimiento comprende desde 0,1 hasta 70% en peso de medicarnento 
y de 30% a 99,5% en peso del polimero de recubrimiento, en base al peso de la segunda 
capa de recubrimiento. 

3. La tableta recubierta como se define en la reivindicación 1, en donde la 
formulación de polimero de recubrimiento en la segunda capa de recubrimiento es a! 
menos 2 mg con un nócleo de tableta de 200mg, y el medicarnento es a! menos 0,2 mg. 

to 

4. La tableta recubierta como Sc define en Ia reivindicación 1, que incluye adernÆs 
una tercera capa protectora exterior de recubrimiento dispuesta sobre dicha segunda capa 
de recubrimiento. 

5. La tableta recubierta como se define en la reivindicaciOn 1, en donde el polimero 
a base de alcohol polivinilico en La segunda capa de recubrimiento es sustancialmente el 
mismo polimero a base de alcohol polivinIlico en las otras capas de recubrimiento. 



\T. 

6. La tableta recubierta como se define en la reivindicación 1, en donde en la 
segunda capa de recubrimiento ci medicamento esta presente en una cantidad dentro del 
rango de 0,2 a 140 mg y ci poiIrnero de recubrimiento esta presente en una cantidad 
dentro del rango de 2 a 140 mg, y en cada una de la capa interna de seilo de 
recubrimiento y La capa protectora de recubrimiento exterior opcional el polimero de 
recubrimiento esta presente en una cantidad dentro del rango de 1 a 100 rng. 

7. La tableta recubierta como se define en la reivindicación 1, en donde el nücleo de 
la tableta comprende uno o mÆs reilenos, opcionalmente uno o niÆs agiutinantes, 
opcionalmente uno o mÆs desintegrantes y opcionalmente uno o rnªs lubricantes para 
forrnación de tabletas. 

8. La tableta recubierta como se define en la reivindicaciOn 1, en donde ci næcleo de 
la tableta comprende ceiuiosa microcristalina, monohidrato de lactosa, croscarineiosa de 
sodio, y estearato de rnagnesio. 

9. La tableta recubierta como se define en la reivindicación 1, que tiene la siguiente 
composición: 

Material de la tableta de placebo Rango 
% en peso para una tableta de placebo de 
200 mg 

Lactosa 20 a 750% / 40 a 150 mg 
Celulosa Microcristaiina 20 a 75% / 40 a 150 mg 
Croscarmelosa de sodio 2 a 10% /4 a 20 mg 
Estearato de rnagnesio 0,2 a 2% / 0,4 a 4 mg 

Primera capa de recubrimiento de sello % en peso para una tableta de placebo de 
interno nUcleo de 200 mg 
Poilmero de recubrimiento 

y 

plastificante 
y 

1 a 3% 
/ 2 a 6 mg 

deslizante opcionalmente  

Segunda capa de recubrimiento 
% en peso para una tableta de placebo de 
nücleo de 200 mg 

Inhihidor DPP4 (base libre o sal de HCI) 0.25 a 70% / 0.5 a 140 mg 
Poilmero de recubrimiento 

y 

plastificante 
y 

1 a 50 % / 2 a 100 mg 
deslizante opcionalmente  

Tercera capa protectora exterior de % en peso para una tableta de placebo de 
recubrimiento nücleo de 200 mg 
PolImero de recubrimiento 

y 

plastificante 
y 

1 a 5% / 2 a 10 rng 
deslizante 

y 

color opcionalmente  
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10. La tableta recubierta corno se define en la reivindicaciOn 1 en donde Para una 
potencia de 5 mg la segunda capa de recubrimiento comprende 5 mg de medicarnento y 5 
nig de poilmero de recubrimiento a base de poilmero y Para una potencia de 2,5 mg la 
capa de recubrimiento comprende 2,5 mg de medicarnento y 20 mg de recubrimiento a 
base de polirnero. 

11. Un mØtodo Para preparar la lableta recubierta de acuerdo a la reivindicación I que 
comprende: 

a) proporcionar Lin nÆcleo de tableta; 
b) recubrir la tableta con una formulaciOn de recubrimiento de sello interno 

la cual incluye al menos Lin polIrnero de recubrimiento que comprende Lin poilmero a 
base de alcohol polivinulico; 

C) secar la tableta recubierta Para formar una capa de sello interno de 
recubrimiento sobre la misma; 

d) recubrir Ia tableta asI cubierta con una segunda capa de formulación de 
recubrimiento la cual incluye Lin medicamento que es saxagliptina, y al menos Lin 

poilmero de recubrimiento que comprende Lin polIrnero a base de alcohol polivinIlico. 
. e) secar la tableta asi cubierta Para formar una segunda capa de 

recubrimiento sobre la misrna; y 
1) opcionalmente recubrir la tableta asI cubiei-ta con una tercera forrnulación 

do capa de recubrimiento protectora la cual incluye al menos Lin polIniero de 
recubrimiento que comprende Lin polIrnero a base de alcohol polivinIlico; y 

g) secar Ia tableta asI cubierta para formar la tableta de la reivindicaciOn 1. 

12. El niØtodo corno se define en la reivindicación 11 en donde las capas de 
recubrimiento se aplican como una suspension del polimero de recubrimiento. 

13. La tableta recubierta corno se define en la reivindicaciOn 8 en donde: 

(a) La capa de sello interior de recubrimiento que comprende alcohol 

polivinflico; polietilenglicol, talco, y dióxido de titanio; 

(b) La segunda capa de recubrimiento comprende saxagliptina; alcohol 

polivinIlico; polietilenglicol, talco, y dióxido dc titanio; y 

(c) La capa de recubrimiento protector exterior comprende alcohol 

polivinflico; polietilenglicol, talco, y dióxido de titanio. 
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CLAIMS 

1. A coated tablet comprising a tablet core and 

a) an inner seal coating layer comprising a coating polymer formulation 

comprising a polyvinyl alcohol (PVA) based polymer coated on the tablet 

core; 

b) a second coating layer comprising a coating polymer formulation 

comprising a PVA based polymer and medicament coated on the inner 

seal coating of the tablet core; and 

c) optionally an outer protective coating layer comprising a coating 

polymer formulation comprising a PVA based polymer coated on the 

second coating layer of the tablet core wherein the medicament in said 

second coating layer is saxaglipitin, 

S H2N 

0NC 

or a pharmaceutically acceptable salt thereof. 

2. The coated tablet as defined in Claim 1 wherein said second coating 

layer is comprised of from 0.1 to 70% by weight of medicament and from 

30 to 99.5% by weight of coating polymer, based on the weight of the 

second coating layer. 

3. The coated tablet as defined in Claim 1 wherein the coating polymer 

formulation in the second coating layer is at least 2 mg with a 200 mg 

tablet core, and the medicament is at least 0.2 mg. 

4. The coated tablet as defined in Claim 1 further including a third outer 

protective coating layer disposed on said second coating layer. 



Ir 

5. The coated tablet as defined in Claim 4 wherein said second coating
 

- layer comprises a PVA based polymer. 

6. The coated tablet as defined in Claim 4 wherein each of the inner seal 

coating layer and the outer protective layer comprises a PVA based 

polymer. 

7. The coated tablet as defined in Claim 6 wherein the PVA based polymer 

in the second coating layer is the same as the PVA based polymer in the 

other coating layers. 

8. The coated tablet as defined in Claim 5 wherein the PVA based polymer 

is comprised of polyvinyl alcohol. 

9. The coated tablet as defined in Claim I where in second coating layer 

to 

the medicament is present in an amount within the range from 0.2 to 140 

mg and the coating polymer is present in an amount within the range 

from 2 to 140 mg, and in each of the inner seal coating layer and 

optionally outer protective coating layer, the coating polymer is being 

present in an amount within the range from 1 to 100 mg. 

10. The coated tablet as defined in Claim I wherein the tablet core is 

comprised of one or more fillers, optionally one or more binders, 

optionally one or more disintegrants and optionally one or more tableting 

lubricants. 

11. The coated tablet as defined in Claim 10 wherein the tablet core is 

comprised of microcrystalline cellulose, lactose monohyd rate, 

croscarmellose sodium, and magnesium stearate. 

12. The coated tablet as defined in Claim I having the following composition: 

Material Range 
Tablet Placebo % by weight for 200 mg placebo 



tablet 
Lactose 20 to 75%/40 to 150 mg 

Microcrystalline cellulose 20 to 75%140 to 150 mg 

Croscarmellose sodium - 2 to 10%14 to 20 mg 

Magnesium Stearate 0.2 to 2%I0.4 to 4 mg 

First Inner Seal Coating % by weight of 200 
Layer mg placebo core tablet 

Coating polymer, and I to 3%12 to 6 mg 
optional plasticizer and 
glidants  

Second Coating Layer % by weight of 200 mg 
placebo_ core tablet 

Saxagliptin (free base or 0.25 to 70%/0.5 to 
HCI salt) 140 mg 
Coating polymer, and 1 to 50%12 to 100 
optional plasticizer and mg 
glidants  

Third Outer Protective 
% 

by weight of 200 
Coating Layer mg placebo core tablet 
Coating polymer, and I to 5%/2 to 10 mg 
optional plasticizer, glidants 

and color  

13. The coated tablet as defined in Claim 1 where for a 5 mg potency the 

second coating layer is comprised of 5 mg medicament and 5 mg 

polymer based coating and for a 2.5 mg potency the coating layer is 

comprised of 2.5 mg medicament and 20 mg polymer based coating. 

14. A method for preparing the coated tablet according to claim 1 comprising: 

a) providing atablet core; 

b) coating the tablet with an inner seal coating layer formulation 

which includes at least one coating polymer comprising a polyvinyl 

alcohol (PVA) based polymer; 

c) drying the coated tablet to form an inner seal coating thereon; 

d) coating the so-coated tablet with a second coating layer 

formulation which includes medicament which is saxagliptin and at least 



one coating polymer comprising a polyvinyl alcohol (PVA) based 

polymer; 

e) drying the so-coated tablet to form a second coating layer 

thereon; and 

f) optionally coating the so-coated tablet with a third outer protective 

coating layer formulation which includes at least one coating polymer 

comprising a polyvinyl alcohol (PVA) based polymer; and 

g) drying the so-coated tablet to form the coated tablet of claim 1. 

15 The method as defined in Claim 14 wherein the coating layers are 

applied as a suspension of the coating polymer. 

11 
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Claims 

1. A stable pharmaceutical composition for oral administration of ACE inhibitor(s) 
comprising a core coated with a layer of ACE inhibitor(s). 

2, The composition of claim 1, wherein the said layer is without plasticizer. 

3, The composition of claim 1, wherein the ACE inhibitor is selected from the group 
consisting of ramipril, quinepril, enalepril, spirapril, Ilsinopril, and benazepril. 

4. The composition of claim 1, wherein the layer of ACE inhibitor(s) comprises film 
fonning polymer, 

S. The composition of claim 4, wherein the film forming polymer is selected from the 
group consisting of hydroxypropylcellulose, hydroxypropylmethylcellulose, 
hydroxyethylceilulose, ethylcellulose, cellulose acetate, polyvinyipyrrolidone, gelatin, a 
combination of microcrystalline cellulose and carrageenan, and a combination of 
polyvinylalcohol and polyvinylacetate. 

6. The composition of claim 4, wherein the layer of ACE inhibitor(s) further comprises 
other additives. 

7. The composition of claim 1, wherein the core is a compressed tablet. 

8. The composition of claim 1, wherein the core comprises a sugar sphere or nonpareil 
seeds. 

9. The composition of claim 7 or 8, wherein compressed tablets, sugar spheres or 
nonpareil seeds are filled into hard gelatin capsules. 

0. The composion of claim 1, wherein the core Is Inert, 

J. The composition of claim 1, wherein the core has a pharmaceutically active substance 
other than the one which is susceptible to degradation by mechanical stress. 

2. The composition of claim 11 wherein the pharmaceutically active Substance is selected 
from the group consisting of hydrochiorothiazide, piretarnde, and dihydropyridines 

3. The composition of claim. 12, wherein the dihydropyridines are selected from the 
group consisting of felodipine, nitrendlpine, nifedipine and lacidipine. 

4. A stable pharmaceutical composition for oral administration of pharmaceutically active 
substance, comprising a core coated with a layer of pharmaceutically active 
substance, wherein the pharmaceutically active substance is susceptible to 
degradation by mechanical Stress. 

S. The composition of claim 1, wherein a seal coat separates the core and the layer of 
ACE inhibitor(s). 

6. The composition of claim 1, wherein the layer of ACE inhibitor(s) is further surrounded 
with an Outer coat. 

7, A process for the preparation of a stable pharmaceutical composition for oral 
administration of ACE inhibitor(s) comprising disposing a layer of an ACE Inhibitor 
dispersion, suspension or, solution Onto a core. 

S. The process of claim 17, wherein the layer Is disposed as a coating dispersion. 

9. The process of claim 18, wherein the coating dispersion is made in aqueous solvent, 

0. The process of claim 17, wherein the dispersion is sprayed on the cores. 

1. A method of treating a disorder selected from the group consisting of hypertension, 
congestive heart failure left ventricular dysfunction and diabetic nephropathy, the 
method comprising administration of a therapeutically effective amount of the 
pharmaceutical composition of claim ito a patient suffering from such disorder. 

collapse claims 

Abstract 

The invention provides stable pharmaceutical compositions comprising ACE inhibitor(s) 
and other pharmaceutically active substances which are susceptible to degradation, as 
well as processes for the preparation thereof, and methods of treatment involving 
administration of such compositions. 

States .-. . . S. 
AE AG AL AM AM AT ATAU’AZ’AZ BA 88 BE BF.BG BG 81 BR BY BY BZ CA CF CO CH CH CI 
CM ON CO CR CU CV CZ CZ DE DE DK OK 3M DZ EC EE EE ES ES Fl Fl FR GA GB GB GD GE 
OH OH GM GM ON GQ OR GW HR MU HU IDlE IL IN IS IT JP KE KE KG KG KP KR KZ KZ LC 
LK LR LB LB LT LU LU LV MA MC MD MD MG MK ML MN MR MW MW MX MZ MZ NE NIL NO 
NZ OM PH PL PT PT RO RU RU SC SD SD SE SE SG SI SK SK SL SL SN SZ TD TO Ti Ti TM 
TM TN TR TR TI’ TZ TZ UA UG UG US UZ VC VN VU ZA ZM ZM ZW ZW 
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J 
STABLE PHARMACEUTICAL COMPOSITIONS COMPRISING ACE INHIBITOR(S) 

Field of the invention The present invention relates comprising ace Inhibitor(s), which are susceptible 
to degradation, and processes for the preparation thereof, 

f Sackground Certain Angiotensin Converting Enzyme (ACE) inhibitors, which are useful as anti hypertensives, are susceptible to certain types 
of degradation. ACE inhibitors such as ramipril, quinapril, ensiapril, spirapril, hsinopril, benazepril and structurally related drugs can undergo 

/ cyclization via These drugs can aIsQ degrade via hydro!ysis (of the side 
’\ 

rou

 
and on to fQrmproclucts, hayjn wa1(’ed coloration It has been found that a slgniicant cause of such 

degradations can be the mechanicaL stress aocitd with,Lh maæFtuftnj process of pharmaceutical composition such as compression 
-4-.- The stab4ty of nittctrc5mposltions containing ACE inl1ibitQ,r can aiso be negatively influenced by the choice of tab letting 

j In view of the usefulness of ACE Fnhibitórs in treating hi?effension, a number of research endeavors have been directed towards 
overcoming the inherent instability problem associated with ACE inhibitor- containing compositions. 

For example United States Patent Nos. 4,743,450, 4,830,853, 4,793,998, internationFi patent application WO 99/62560, European patent EP 
468929 disclose stabilization with various agents. United States Patent Nos, 5,151,433 and 5,442,008 disclose polymeric film-formers as 
protection against stress, as well as the use of buffers, Thus, either addition of a stabilizer or a polymeric coat on the active ingredient is 
believed necessary to stabilize the pharmaceutical composition of ACE inhibitors, which are susceptible to degradation. However, the addition 
of such stabilizers can produce unwanted pharmacological effects, Coating the active Ingredient is quite cumbersome and low yielding 
moreover it requires specialized equipment. Summary The applicants of the present invention have discovered a process making the use of 
the above unnecessary. Active ingredient, for example, an ACE inhibitor, which is susceptible to degradation, is applied as a coat to the core, 
preferably to a compressed core, thereby avoiding degradation (such as cyciization to diketopiperazine) induced by mechanical stress, which 

. builds up during compression. Such an arrangement also avoids the direct contact of the tabletting auxiliaries with the ACE inhibitor, thereby 
avoiding degradation by any incompatible tablet auxiliaries. 

The present invention therefore allows greater flexibility in the choice of tabletting auxiliaries. Moreover, as stabilizers are not required, 
untoward pharmacological effects, which could occur with the addition of such additives, are nullified. The process can be easily scaled up 
using the conventional tabletting and coating equipment. 

Therefore the present invention can provide a stable pharmaceutical composition for oral administration of an ACE inhibitor comprising a 
core coated with a layer of ACE inhibitor(s) and process for preparation thereof. 

Detailed Description The core of the present invention Is preferably a compressed core, which could be inert or may Contain a drug other than 
the ACE inhibitor susceptible to degradation, such as hydrochlorotliiazide, piretanide; and dihydropyridines such as felodipine, nitrendlpine, 
nifedipine, lacidipine or other similar drugs. Alternatively the core may be a sugar or starch particle such as non-pareil sugar seeds, or 
pregeiatinized starch. The core can be of any convenient shape, such as an spheroidal shape. The cores can range from about 25 mg to 
about 1 gram, The compressed core may comprise diluent and other formulating agents such as binder, disintegrant, lubricant and glidant. 
The diluent may be, for example, any pharmaceutically acceptable, non-toxic dllijent, Particular examples include lactose, dextrose, sucrose, 
maltose, macrocrystaitne cellulose, starch, calcium hydrogen phosphate, mannitol and the like. Binders may be, for example, starch, sugars, 
gums, low molecular weight hydroxypropyl methylcellulose, hyd roxypropylcellu lose or the like. Disintegrant may be, for example, 
croscarmellose sodium, crospovidone, sodium starch glycolate, bentgnite, sodium alginate, hydroxypropyimethylcellulose or the like, 
Lubricants may be, for example, talc, magnesium stearate, calcium stearate, hydrogenated vegetable oils, steariC acid, sodium stearyl 
fumarate, sodium benzoate or the like. Glidants may be, for examplC, colloidal silicon dioxide (aerosil), talc or the like. 

The ACE inhibitor layer comprises ACE inhibitor(s), which are susceptible to degradation, including ramipril, spirapril, lisinopril, enalapril, 
quinaprli, benazepril and other structurally related drugs. The process is appqcie topther pharmaceutically active agents that are 
susceptible to mechanical stress-induced or mechanical stress-related deradar. The inhibitor can be micronized, and 
suspended/dispersed in a solvent to which film forming polym(s) is added,.the film forming polymer may be, for example, 
hydroxypropyicellulose, hydroxypropylmethylcellulose, hydroiethylcellulose, ethytcellulose, cellulose acetate, polyvinylpyrrolidone, gelatin, 

_.__- LustreCiear’ (combination of microcrystalline cellulose and carrageenan), combinations of polyvinylalcohol and poiy!lacetate, and the 
_ like. The amount of the film forming polymer(s) can be relatively low, to lirnTf the tablet/pelleVbeadlet size ari8The mancturingeffftbut 

would be sufficient to effectively coat the drug on to the core. The drug to polymer ratio may range from about 1 10 to about 10; 1. For 
example, drug to polymer ratio can be from about 1:2 to about 2:1, or from about 1:1.2 to about 1,2:1., or, for example, about 1:1, 

The polymer that Is used for binding properties can also protect ACE Inhibitors from atmospheric or chemical oxidation and degradation by 
agents such as atmospheric humidity through, for example, hydrolysis. 

The ACE inhibitor layer may optionally contain plasticizers, and is desirably without plasticizers. Stability can be undesirably lessened through 
the use of plasticizers. Plasticizers which may be excluded from the compositions include polyethylenegiycol, propylene glycol, triethyl citrate, 
triacetin, dibutylphthalate, diethyiphthalate, castor oil, tributyi citrate, glycerol, sorbitol, polysorbates, sorbitan esters and the like, The ACE 
inhibitor layer may also contain pigments, colorants, antifoaming agents, waxes, monoglycerldes, emulsifiers, surfactants or other additives. 
The layer containing ACE Inhibitor or other pharmaceutically active substance can contain such material from about 2% to about 90% by 
weight of the ACE inhibitor layer, and can also contain film-forming polymer from about 10°Ie to about 98% by weight of the ACE inhibitor 
layer. 

Drug coating solution can be prepared In water, non -aqueous solvents or mixtures thereof. However desirably in water as stability can be 
lessened through the use of non- aqueous solvents. Solvents that may be excluded are isopropyl alcohol, acetone andmethyiene chloride . A 
seal coat may optionally separate the core and the ace Inhibitor layer to completely seal the tabletting auxiliaries to come in contact with the 
ACE inhibitor. Similarly, an outer coat may optionally be given on the ACE inhibitor layer to improve the aesthetic appeal of the tablet and to 
protect it from the atmospheric humidity. The seal coat and outer coat may have the same composition as the ACE inhibitor layer except the 
drug, or it may have a different composition. For example, the seal coat may contain other polymers, such as Povidone. The seal coat can be 
prepared from aqueous dispersion of from about 2% to about 306/6’.by weight of film-forming polymer. 

The process of the present invention may be carried out in the follovhlng manner. The ornpressed core can be prepared by conventional 
techniques such as direct compression, wet granulation and dry granulation. 

The ACE inhibitor coating dispersion, suspension or solution can be preparedby . . 
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2001/052825 A2 (patent application) 
V COMBINATIONS COMPRISING DIPEPTIDYLPEPTIDASE - IV INHIBITOR / 

Front Peqe fLIII Text P1JF Version Patent Family & Status 

jflVntOrS Title 

BALKAN, Bork [US/DE], 70 Northern COMBINATIONS COMPRISING DIPEPTIDYLPEPTIDASE - IV INHIBITOR 
Drive, Madison, CT 06443 (US) 
HUGHES, Thomas, Edward (US/US), 76 Claims 
Fisher Drive, Somerville, N] 08876 (US) 1, Combination which comprises a dipeptidylpeptidase - IV inhibitor (DPP-IV) inhibitor in 
HOLMES, David, Grenville [CH/CH], free or pharmaceutically acceptable salt form, and at least one further antldiabetic 
Holeeholzweg 76, CH -4102 Binningen compound or the pharmaceutically acceptable salt of such a compound and optionally 
(CH) at least one., pharmaceutically acceptable carrier; for simultaneous, separate or 
VILLHAUER, Edwin, Bernard [US/US], sequential use, 
20 Dorothy Drive, Morristown, NJ 07960 2. Combination according to claim 1 wherein the further antldlabetic compound is 
(US) selected from the group consisting of insulin signalling pathway modulators, like 

Inhibitors of protein tyrosine phosphatases (PTPases), non -small molecule mimetic 
Applicants compounds and inhibitors of glutamlne-fructose-6-phopshate amidotransferase 

NOVARTIS AG [CH/CH], (GFAT), compounds Influencing a dysregulated hepatic glucose production, like 
Schwa rzwa Ida iiee 215, D-4058 Basel inhibitors of, glucose-6-phosphta’se (G6Pase), inhibitors off ructOse-1 ,6-
(CH) bisphosphatase (F-i ,6-Bpase), inhibitors of glycogen phosphorylase (GP), glucagon 

. NOVARTIS-ERFINDUNGEN receptor antagonists and inhibitors of phosphoenolpyruvate carboxykinase (PEPCK), 

VERWALTUNGSGESELLSCHAFT M.B.H. pyruvate dehydrogenase kinase (PDI-IK) inhibitors, Insulin sensitivity enhancers, 

[AT/AT], Brunner Strasse 59’ 
A-1230 insulin secretion enhancers, a-glucosldase Inhibitors, inhibitors of gastric emptying, 

Vienna (AT’ 
insulin,, and o’-adrenergic antagonists, or the pharmaceutically acceptable salt of 
such a compound. - 

Filing Date 3. Combination according to claim. 1 or 2 which Is a combined preparation or a 
pharmaceutical composition. 

Jan 19, 2001 
4. Combination according to claim 3 which is a combined preparation for simultaneous, 

separate or sequential use In the prevention, delay of progression or treatment of 

Publication Data

conditions mediated by DPP-IV. 
Jul 26, 2001 5. Combination according to any one of claims I. to 4 wherein the DPP -IV inhibitor is a N -

(N -substituted glycyi)-2-cyanopyrrolidine of formula I 
Agents wherein R is; a) R1RiaN(CH2)m- wherein 

BECKER, Konrad, Novartis AG, R-i is a pyridinyl or pyrimidinyl moiety optionally mono- Or Independently disubstituted 
Corporate Intellectual Property, Patent with lower alkyl, lower alkoxy, halogen, trifluoromethyl, cyano or nitro; or phenyl 
8 Trademark Department, CH -4002 optionally mono- or independently disubstituted with lower alkyl, lower alkoxy or halogen; 
Basel (CH) Ria is hydrogen or (0.8)alkyl; and m is 2 or 3; b) (C3.12)cycloaikyl optionally 

monosubstituted in the 1 -position with (d-3)hydroxyalkyl; c) R2(CH2)n- wherein either 
Application Number R2 is phenyl optionally mono- or independently di- or independently trisubstituted with 
EPO 100590 lower alkyl, lower alkoxy, halogen or phenylthio optionally monosubstituted in the phenyl 

ring with hydroxymethyl; or is (0.8)alkyl; a [3.1.1]blcyclic carbocycllc moiety optionally 
Priority mono- or plurisubstituted with (d.8)alkyl; a pyridinyl or naphthyl moiety optionally mono -

or Independently disubstituted with lower alkyl, lower alkoxy or halogen; cyclohexene; or 
US Jan 21, 2000 09/489,234 adamantyl; and n is ito 3; or 
US Jul 19, 2000 09/519,262 R2 is phenoxy optionally mono- or Independently disubstituted with lower alkyl, lower 

alkoxy or halogen; and n is 2 or 3; .d) ( 3)2CH(CH2)2- wherein each R3 Independently is 
� 

,PC

phenyl optionally mono- or independently disubstituted with lower alkyl, lower alkoxy or 
7A 61K 31/00 A halogen; e) R4(CH)P- wherein R4 is 2-oxopyrrolidinyl or (C2.4)alkoxy and p is 2 to 4; f) 

isopropyl opçionailyrnonosubstltuted In 1 -position with (d.3)hydroxyalkyl; g) R5 wherein 
R5 is; Indaflyl; a,pyrrolidinyl- or plperidlnyl moiety optionally substituted with benzyl; a 
[2,2,1]- or [3.1.1]bicyclic carbôcyc)lc.mpiety optionally mono- Or plurisubstituted with 
(d.B)aikyl; adamantyl;.or (0-8)alky.L optionally mono- or independently plurisubstituted 
with hydroxy, hydroxymethyl or phenyl optionally mono- or independently disubstituted 
with lower alkyl, lower allox or hlogen; h) a substituted adamantyl; in free form or in 
acid addition salt form,. , , ’ . 
6. Combination according to claim S wherein the DPP-IV Inhibitor a compound of formula 

I which is selected from 

($)-i -[(3-hydroxy-1 -adamantyi)amino]acetyl-2-cyano-pyrrolidine and (S)-i-{2-[5-
cyanopyridin-2-yl)amino)ethyl-aminoacetyl}-2-cyano-pyrrolidine, in free form Or In acid 
addition salt form, 

7. Combination according to any one of claims 2 to 4 wherein the Insulin sensitivity 
enhancer Is selected from the group consisting of antidiabetic thiazolidinediones and 
antldiabetic vanadium containing compounds. 

8. Combination according to claim 2 wherein the Insulin secretion enhancer Is selected 
from the group consisting of sulphonyl urea derivatives, antidlabetic phenylacetic acid 
derivatives and antidlabetic D-phenylalanine derivatives. 

9. Combination according to claim S wherein the antidlabetic D-phenylalanine derivative 
is a compound of formula X 

Ry; 

wherein Ph has the meaning of phenyl, 
Ry-i is selected from hydrogen, d to C5 aikyi, C6 to C12aryl, CS to C12 arylalkyl, 
-CH2CO2Ry3, -CH(CH3)-OCO-Ry3, and -CH2-OCO-C(CH3)3; Ry2 is selected from groups 
comprising C6 to d2aryl, a hetero six -membered ring, a hetero five-memberedring, 
cycloalkyl, or cycloalkenyl, any of which groups may have one or more substitutents; and 
Ry3 is selected from hydrogen and d to CS alkyl, with the proviso that when Ryl and Ry3 
are both hydrogen then Ry2 is other than substituted or unsubstituted phenyl or 
naphthyl; the pharmaceutically acceptable salts thereof and precursors which can be 
converted thereto in the human or animal body. 
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0. Combinatlod according to,dairn I. wherein the DPP-IV inhibitor is selected from (S)-1 - 
[(3-hydroxy-1 -adamarltyl)amlnoJcŁtyl-2-cyano-pyrroIldlne and (S)- 1-{2-[5-
cyanopyrldin-2-yl)amlflo]ethiaThinoacetyl}-2-cyano-pyrrolidine, and the further 
antidlabetic compound Is selected from the group consisting of nategllnide, 
repaglinide,, metfqrmth, fosiglltazdne, ploglitazone, troglitazone, gilsoxepid, glyburide 
gllbenclamide, atetoheximide, chioropropamide, glibomuride, tolbutamide, 
tolazamide, glipizide, cÆrbutamlde, gliquldone, glyhexemide, phenbutamide, 
tolcyclamide, glimepiride and gliclazide, or the pharmaceutically acceptable salt of 
Such a compound. 

1. Method of treating a condition mediated by DPP-IV comprising administering to a 
warmblooded animal in need thereof jointly therapeutically effective amounts of a 
DPP-IV Inhibitor in free or pharmaceutically acceptable salt form and at least one 
further antldiabetic compound, preferably selected from the group consisting of insulin 
signalling pathway modulators, like inhibitors of protein tyrosine phosphatases 
(PTPases), non -small molecule mimetic compounds and inhibitors of glutamine-
fructose-6-phopshate amidotransferase (GFAT), compounds Influencing a 
dysregulated hepatic glucose production, like Inhibitors of glucose-6-phosphatase 
(G6Pase), Inhibitors off ructose-1 6-bisphosphatase (F-i ,B-BPase), inhibitors of 
glycogen phosphorylase (GP), glucagon receptor antagonists and inhibitors of 
phosphoenolpyruvate carboxykinase (PEPCK), pyruvate dehydrogenase kinase (PDHK) 
inhibitors, Insulin sensitivity enhancers, insulin secretion enhancers o-glucosidase 
inhibitors, inhibitors of gastric emptying, Insulin, and oV-adrenergic antagonists, or 
the pharmaceutically acceptable salts of such compounds. 

2. Method of improving the bodily appearance of a mammal which comprises orally 
administering to said mammal a dipeptidylpeptidase - IV inhibitor in free or 
pharmaceutically acceptable salt form, and at least one further antidiabetic 
compound, preferably selected from the group consisting of insulin signalling pathway 
modulators, like inhibitors of protein tyrosine phosphatases (PTPases), non -small 
molecule mimetic compounds and Inhibitors of glutamine-fructose-6-phopshate 
amidotransf erase (GFAT), compounds influencing a dysregulated hepatic glucose 
production, like inhibitors of glucose-6-phosphatase (G6Pase), inhibitors of fructose -
1, 6-bisphosphatase (F-I. ,6-BPase) inhibitors of glycogen phosphorylase (GP), 
glucagon receptor antagonists and inhibitors of phosphoenolpyruvate carboxykinase 
(PEPCK), pyruyate dehydrognase KLnase (PDHK) inhibitors, insulin sensitivity 
enhancers, Insulin secretion erflien era, o-glucosidase Inhibitors, inhibitors of gastric 
emptying, insulin,

 
and -o2-adrenerglc antagonists, or the pharmaceutically acceptable 

salts of such compounds, in adpsage effective to influence the glucose metabolism, 
and to effect a cQ$rnticaiy beneficial loss of body weight. 

3. Aphar’mcØutical composition comprising a quantity which is jointly therapeutically 
effectivdagalnst a condition mediated by DPP-IV of a combination according to any 
one of claims ito 101 and at least one pharmaceutically acceptable carrier, 

4. Use of a combination according to any one of claims ito 10 for the preparation of a 
medicament for the prevention, delay of progression or treatment of a condition 
mediated by DPP-IV. 

5, Use of a combination according to any one of claims 1 to 10 for the cosmetic 
treatment of a mammal in order to effect a cosmetically beneficial loss of body 
weight, 

6. A commercial package comprising as active agents a combination according to any 
one of claims 1 to 10 together with instructions for simultaneous, separate or 
sequential use thereof in the prevention, delay of progression or treatment of a 
condition mediated by DPP-IV or in a method of improving the bodily appearance of a 
mammal. 

.6.01.1PiF ......0.5 

Abstract 

The Invention relates to a combination which comprises a DPP-IV inhibitor and at least 
one further anridlabetic compound, preferably selected from the group consisting of 
insulin signalling pathway modulators, like inhibitors of protein tyrosine phosphatases 
(PTPases), non -small molecule mimetic compounds and inhibitors Of glutamine-fructose-
6-phosphate amidotransferase (GFAT), compounds influencing a dysregulated hepatic 
glucose production, like inhibitors Of glucose-6-phosphatase (G6Pase) inhibitors of 
fructose-1,6-bisphosphatase (F-1,6-BPase), inhibitors of glycogen phosphorylase (OP) 
glucagon receptor antagonists and Inhibitors of phosphoenolpyruvate carboxykinase 
(PEPCK), pyruvatedehydrogenase kinase (PDHK) Inhibitors, Insulin sensitivity enhancers, 
Insulin secretion enhancers, dglucOsldase inhibitors, inhibitors of gastric emptying, 
insulin and 02 adrenerglc antagonists for simultaneous separate or sequential use in the 
prevention delay of progreslon or £teatment of conditions mediated by 
dlpeptidylpeptidase -IV,( P.P)æparticUar diabetes, more especially type 2 diabetes 
mellitus, conditions im’pld gltkose tolerance (IGT), conditions of impaired fasting 
plasm ketosls, arthritis, obesity and osteoporosis; and the 
use of sucH’combliiation fOthe cosmetic treatment of a mammal In order to effect a 
cosmetically beneficial loss of body weight. 

States 

AE AG AL. AM AM AT AT AU AZ AZ BA BB BE SE BG Si BR BY BY BZ CA CF CO CH Cl-I CI CM 
CN CR CU CY CZ DE DE DK DK DM DZ FE ES ES Fl Ft FR. GA GB GB GO GE OH OH GM GM 
ON GROW HR HU ID IF IL IN IS IT JP KE (6 KG KG KIP KR KZ KZ LC LK LR LS LS LT LU LU 
LV MA MC MD MD MG MK ML MN MR MW MW MX MZ MZ NE NL NO NZ PL PT PT RO RU RU 
SD SD SE SE SG 51 SK SL SL $N S7 TO TO Ti Ti TM TM TR TR TI TZ TZ UA UG UG US UZ 
VN YU ZA ZW ZW 
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Combinations Comprising a Dipeptidylpeptidase - IV Inhibitor 

The Invention relates to a.,combination, such as a combirecl_=Qwation orgliumaLvOcal composit espectively, which comprises a 
di eidy1pQtjse - I\ (rDPP-1V).Jnhibitor and at least one further an iabetic compgund,pre erably selected from the group consisting of 
Insulin signalling pathway modulators, like inhibitors of protein tyrosine phosphatase’(PTPases), non-small molecule mimetic compounds 
and inhibitors of glutamine-fructose-6-phosphate amidotransferase (GFAT), compounds’ Influencing a dysregulated hepatic glucose 
production like inhibitors of glucose -6-ph osph atase (G6Pase) Inhibitors off ruc(qse 1 6 bisphosphatase (F-1 6 Bpase) inhibitors of 
glycogen phosphorylase (GP) glucagon receptor antagonists end inhibltor ôf phosphoenoipyruvate carboxykinase (PEPCK) pyruvate 
dehydrogenase kinase (PDI-IK) inhibitors, insulin sensitivl.tyerihaflCers, insUlIn iiiiretion ehhncers, a-glucosidase inhibitors, inhibitors of 
gastric emptying, Insulin, and 2-adrenergic antagonists, for simultaneous, seprate or sequential use, especially in the prevention, delay of 

progression or treatment of conditions mediated by dipeptidylpeptidase - IV (DPP-IV), In particular diabetes, more particular type 2 diabetes 
mellitus, conditions of impaired glucose tolerance (IGT), conditions of Impaired fasting plasma glucose, metabolic acidosis, ketosis, arthritis, 
obesity and osteoporosis; the use of such combination for the preparation of a pharmaceutical preparation for the prevention, delay of 
progression or treatment of such conditions; the use of such combination for the cosmetic treatment of a mammal in order to effect a 
cosmetically beneficial loss of body weight; a method of prevention, delay of progression or treatment of conditions mediated by DPP -IV; a 
method of improving the bodily appearance of a warmblooded animal, 

DPP-IV is responsible for Inactivating GLP-1. More particularly, DPP -IV generates a GLP-1 receptor antagonist and thereby shortens the 
physiological response to GLP-1. GLP-1 is a major stimulator of pancreatic insulin secretion and has direct beneficial effects on glucose 
disposal. 

Non -insulin dependent diabetes mellitus (type 2 diabetes mellitus) is characterized by both increased peripheral insulin resistance and 
. abnormal insulin secretion. At least three abnormalities of Insulin secretion are recognized: in the first phase, insulin Secretion Is lost and in 

the second phase insulin is both delayed and Inadequate in the face of elevated circulating glucose levels, Several metabolic, hormonal, and 
pharmacological entities are known to stimulate insulin secretion including glucose, amino-acids and gastrointestinal peptides. The Diabetes 
Control and Complications Trial (DCCT) has established that lowering of blood glucose is associated with decreases in the onset and 
progression of diabetic mlcrovascular complications (Diabetes Control and Complications Trial Research Group; N. EngI, 3, Med, 1993, 329, 
977-986). IGT is an Impairment of glucose homeostasis closely related to type 2 diabetes mellitus, Both conditions convey a great risk of 
macrovascular disease. Therefore, one therapeutic focus is on optimizing and potentially normalizing glycemic control In subjects with type 2 
diabetes mellitus, conditions of impaired fasting plasma glucose, or IGT. Presently available agents need to be improved in order to better 

eet this therapeutic challenge. 

The present Invention relates to a combination which comprises a DPP-IV Inhibitor In free or pharmaceutically acceptable salt form, and at 
least one further antidiabetic compound or the pharmaceutically acceptable salt of such a compound and optionally at least one 
pharmaceutically acceptable carrier; for simultaneous separate’or equentIal use, 

Preferably, the antidiabetic compound is selected from the group consisting of insulin signalling pathway modulators, like inhibitors of protein 
tyrosine phosphatases (PTPases), non -small molecule mimetic compoundsandijhlbltOrs of giutamine-fructose-6-phosphate 
amidotransferase (GFAT), compounds Influencing a dysregulated hepatic giudose.prodüctiop, like inhibitors of glucose-6-phosphatase 
(G6Pase), Inhibitors of fructose-i ,6- bisphosphatase (F-i ,615Pase), lnhibitdrf glycogen phosphorylase (GP), glucagon receptor 
antagonists and inhibitors of phosphoenolpyruvate carboxykinase (PEPCK), pyruvate dehydrogenase kinase (PDHK) inhibitors, insulin 
sensitivity enhancers insulin secretion enhancers, o-glucosidase inhibitors, inhibitors of gastric emptying, insulin, and a- adrenergic 

antagonists, or the pharmaceutically acceptable salts of such a compound and optionally at least one pharmaceutically acceptable carrier; for 
simultaneous, separate or sequential use, particularly in the prevention, delay of progression or treatment of conditions mediated by DPP-IV, 
in particular conditions of impaired glucose tolerance (IGT), conditions of impaired fasting plasma glucose, metabolic acidosis, ketosis, 
arthritis, obesity and osteoporosis, and preferably diabetes, especially type 2 diabetes mellitus. Such a combination is preferably a combined 
preparation or a pharmaceutical composition. The DPP-IV inhibitor can be peptidic or non-peptidic. Preferably, the DPP-IV Inhibitor is non-
peptidic. 

40 Unless stated otherwise 
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The compounds to be combined can be present as pharmaceutically acceptable salts. If these compounds have, for example, at least one 

4 basic center, they can form acid addition salts. Corresponding acid addition salts can also be formed having, if desired, an additionally 
present basic center, The compounds having an acid group (for example COOH) can also form salts with bases. For example, the compounds 
to be combined can be present as a sodium salt, as a maleate or as a di hydrochloride. The active ingredient or a pharmaceutically acceptable 
salt thereof may also be used in form of a hydrate or include other solvents Used for crystallization. 

An antidiabetic compound, preferably selected from the group consisting of insulin signalling pathway modulators, like inhibitors of protein 
tyrosine phosphatases (PTPases), non -small molecule mimetic compounds and inhibitors of glutamine-fructose-6-phopshate 
amidotransferase (GFAT), compounds influencing a dysregulated hepatic glucose production, like Inhibitors of glucose-6-phosphatase 
(G6Pase), inhibitors of fructose-i ,6- bisphosphatase (F-i ,6-BPase), inhibitors of glycogen phosphorylase (GP), glucagon receptor 
antagonists and inhibitors of phosphoenoipyruvate carboxyklnase (PEPCK), pyruvate dehydrogenase kinase (PDHK) inhibitors, insulin 
sensitivity enhancers, insulin secretion enhancers, o-glucasldase inhibitors, inhibitors of gastric emptying, insulin, and 0C2- adrenergic 
antagonists, or a pharmaceutically acceptable salt of such a compound, will be referred to hereinafter as COMBINATION PARTNER OF THE 
INVENTION. 

A combined preparation which comprises a DPP-IV inhibitor in free or pharmaceutically acceptable salt form and at least one further 
COMBINATION PARTNER OF THE INVENTION and optionally at least one, i.e., one or more, e.g. two, pharmaceutically acceptable carrier for 
simultaneous, separate or sequential use is especially a "kit of parts" In the sense that the components, a DPP-IV Inhibitor In free or 
pharmaceutically acceptable salt form and at least one further COMBINATION PARTNER OF THE INVENTION, can be dosed independently or 
by use of different fixed combinations with distinguished amounts of the components, i.e. at different time points or simultaneously. The 
parts of the kit of parts can then, e.g., be administered simultaneously or chronologically staggered, that is at different time points and with  
equal or different time Intervals for any part of the kit of parts. Preferably, the time intervals are chosen such that the effect on the treatedy’ 
disease or condition in the combined use of the parts is larger than the effect which would be obtained by use of only any one of the 
components. Preferably, there Is at least one beneficial effect, e.g. a mutual enhancing of the effect of a 2.1iLJnkiibtQc in free or 
pharmaceutically acceptable salt form, and at least one further COMBINATION PARTNER OF THE INVENTION, additional advantageous 
effects, less side effects, a combined therapeutical effect in a non -effective dosage of one or each of the components, and especially a 
synergism, e.g. a more than additive effect, between a DPP-IV inhibitor in free or pharmaceutically acceptable salt form, and at least one 
further COMBINATION PARTNER OF THE INVENTION. 

The nature of conditions mediated by DPP-IV, especially diabetes, conditions of impaired fasting plasma glucose, and IGT, is multifactorlal. 
Under certain circumstances, drugs with different mechanisms of action may be combined. However, just considering any combination of 
drugs having different mode of action but acting in the similar field does not necessarily lead to combinations with advantageous effects. 

All the more surprising Is the experimental finding that the combined administration of a DPP-IV inhibitor and at least one further 
COMBINATION PARTNER OF THE INVENTION results not only in a beneficial, especially a synergistic, therapeutic effect but also in additional 
benefits resulting from combined treatment such as a surprising prolongation of efficacy, a broader variety of therapeutic treatment and 
surprising beneficial effects on diseases and conditions associated with diabetes, e.g, less gain of weight. 

Further benefits are that lower doses of the individual drugs to be combined according to the present invention can be used to reduce the 
dosage, for example, that the dosages need not only often be smaller but are also applied less frequently, or can be used in order to diminish 
the incidence of side effects. This is In accordance with the desires and requirements of the patients to be treated. 

It can be shown by established test models and especially those test models described herein that the combination of a DPP-IV inhibitor, 
especially (5)-i -{2-[5-cyanopyridin-2- yi)amino)ethyl-aminoacetyl}-2-cyano-pyrrolidlne (DPP728) or (5)-1 -[(3-hydroxy-I " adamantyl) 
amlno]acetyi-2-cyano-pyrroiidine (LAF237), and at least one further COMBINATION PARTNER OF THE INVENTION results in a more effective 
prevention or preferably treatment of conditions mediated by DPP-IV, in particular diabetes, especially type 2 diabetes mellitus, conditions of 
impaired fasting plasma glucose, and conditions of IGT. 

The person skilled in the pertinent art is fully enabled to select a relevant animal test model to prove the hereinbefore and hereinafter 
indicated therapeutic indications and beneficial effects. The pharmacological activity may, for example, be demonstrated following essentially 
an in -viva test procedure In mice or in a clinical study as described hereinafter, 
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The results of the studies show that the combination according to the present invention can be used for the prevention and preferably the 
treatment of conditions mediated by DPP-IV, in particular type 2 diabetes mellitus. The combination of the present Invention can also be used 
for the prevention and preferably the treatment of other condition mediated by DPP- IV. 

Furthermore, in a number of combinations as disclosed herein the side -effects observed with one of the components surprisingly do not 
accumulate on application of the combination. 

Preferably, the jointly therapeutically effective amounts of a DPP-IV Inhibitor in free or pharmaceutically acceptable salt form and at least one 
further pharmaceutically active compound are administered simultaneously or sequentially in any order, separately or in a fixed combination. 

The condition mediated by DPP-IV is preferably selected from the group consisting of diabetes, Impaired fasting plasma glucose, impaired 
glucose tolerance, metabolic acidosis, ketosis, arthritis, obesity and osteoporosis. Very preferably, the Condition mediated by DPP -IV is type 2 
diabetes mellitus. 

It is one objective of this Invention to provide a pharmaceutical composition comprising a quantity, which Is jointly therapeutically effective 
against conditions mediated by DPP-IV, in particular diabetes, more especially type 2 diabetes mellitus, conditions of impaired fasting plasma 
glucose, and conditions of IGT, of a DPP-IV Inhibitor (i) or a pharmaceutically acceptable salt thereof and (ii) at least one further 
COMBINATION PARTNER OF THE INVENTION and at least one pharmaceutically acceptable carrier. 

pharrnceutical cornposilone according to the Invention can be prepared In a manner known per se and are those suitable for enteral, 
Vsuch,s.,-er rectal, and parenteral administration to mammals (warm-blooded animals), including man, comprising a therapeutically 

effective amount of the pharmacologically active compound, alone or In combination with one or more pharmaceutically acceptable carries, 
especially suitable for enteral or parenteral application. 

The novel pharmaceutical preparations Contain, for example, from about 10 % to about 100 %, e.g., 80% or 90 %, preferably from about 20 
% to about 60 %, of the active ingredient. Pharmaceutical preparations according to the invention for enteral or parenteral administration 
are, for example, those In unit dose forms, such as "gar -coated taletstablets, capsules or suppositories, and furthermore ampoules. 
These are prepared in a manner known per 70r example by means of conventional mixing, granulating, sugar- coating, dissolving or 
Ivphilizing processes. Thus, pharmaceutical preparations for oral use can be obtained by combining the active Ingredient with solid carriers, 

,4F desired granulating a mixture obtained, and processing the mixture Or granules, If desired or necessary, after addition of suitable excipients 
V to give tablets r suqar-çoated tablet rore - 

In this composition, components (I) and (ii) can be administered together, one after the other or separately In one combined unit dose form 
or in two separate unit dose forms. In one preferred embodiment of the invention, the unit dose form Is a fixed combination. In a fixed 
combination the components (i) and (Ii) are administered in the form of a single galenic formulation, e.g. a single tablet or a single infusion. 
A further aspect of the present invention Is the use of a pharmaceutical composition comprising a DPP-IV inhibitor and at least one further 
COMBINATION PARTNER OF THE INVENTION, in each case In free form or in form of a pharmaceutically acceptable salt thereof for the 
preparation of a pharmaceutical preparation for the prevention or treatment of conditions mediated by DPP -IV, in particular diabetes, more 
especially type 2 diabetes mellitus, conditions of impaired fasting plasnia glucose, and conditions of IGT. 

A therapeutically effective amount of each of the components of the combination of the present invention may be administered 
simultaneously or sequentially and In any order, and the components may be Ædmlnistred separately Or as a fixed combination. For 
example, the method of treatment of the Invention may comprise (I) administration of a DPP-IV inhibitor in free or pharmaceutically 
acceptable salt form and (Ii) adminstratlon of at least one further COMBINATION -PARTNER OF THE INVENTION simultaneously or sequentially 
in any order, in jointly therapeutically effective amounts, preferably In synergistically effective amounts, e.g, in daily dosages corresponding 
to the ratios described herein. 

S The corresponding active ingredient or a pharmaceutically acceptable salt thereof may also be used in form of a hydrate or Include other 
solvents used for crystallization. 

Furthermore, the term administering also encompasses the use of prodrug5 of any of the anti -diabetic drugs that convert In vivo to the 
selective anti -diabetic drug. The instant invention is therefore to be understood as embracing all such regimes of simultaneous or alternating 
treatment and the term "administering" Is to be Interpreted accordingly. 

If the combination comprises nateglinide, a composition, in particular a pharmaceutical composition, comprising solely nateglinide can be 
produced by a process that comprises granulating in the presence of water to form granules, drying the granules, and optionally screening 
the granules, for example, through a wire mesh screen. All of the ingredients of the composition may be added prior to or during the 
granulation. Alternatively, all or a portion of one or more of the Ingredients may be added after the granulation step is complete. For 
example, all or a portion of anti -adherent (e.g., silica), all or a portion of lubricant (e.g., magnesium stearate) and/or all or a portion of 
disintegrant (e.g., crosca- rmellose or any salt thereof) maybe added after the granulation. In one aspect of the invention, all ingredients 
except the magnesium stearate and the colloidal silica are loaded into the granulator, then they are added later. The process of producing 
this composition, in particular pharmaceutical composition, may be performed without the need for a pulverization step. As used herein, the 
terms "pulverization" and "pulverize" refer to any process that involves the grinding or smashing cutting of particles to reduce the particles’ 
size. The composition, In particular pharmaceutical composition, is capable of being produced without pulverizing the granules between the 
granulation step and the drying and/or compression step used to form the granules Into a tablet. In one preferred embodiment of the 
invention, nateglinide Is used in the B-type or H -type crystal modification. 

The invention relates in particular to a commercial package comprising jointly therapeutically effective amounts of a DPP-IV inhibitor, in free 
or pharmaceutically acceptable salt form, and at least one further COMBINATION PARTNER OF THE INVENTION together with instructions for 
use thereof in the treatment of conditions mediated by DPP-IV, in particular diabetes, more especially type 2 diabetes mellitus, conditions of 
impaired fasting plasma glucose, and conditions of IGT. I 
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SUPERINTENDENCIA DE INDUSTRIA V COMERCIO 
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Abogado: 
ALVARO CORREA ORDOIIEZ 

ASUNTO: Radicación No. 06 120 205 
Tràmite 011 
Evento 378 
Actuación 430 
Oficio 4 

Folios 

Como resultado del Examen de Fondo, realizado con fundamento en el artIculo 45 
de la Decision 486 de la ComisiOn de la Comunidad Andina, se comunica: 

Documentos estudiados: 

Descripción: Folios 30 a 56 como se radicó inicialmente. 

Reivindicaciones: Folios 99 a 102 como se modificO en fase nacional. 
Folios 121 a 123 como se modificO 10-06-2010 

Prioridad: US 60/575.319 (2004-05-28) 

Objeto de la Invención 

Titulo de la invenciOn: "Formulación de tableta revestida y mØtodo" 

Problema TØcnico Planteado: "Necesidad de formulaciones farrnacØuticas estables 
que contienen medicamentos los cuales son sometidos a ciclizaciOn intra-
molecular." 

Solución: "Proporcionar una tableta revestida la cual puede incluir un medicamento 
el cual es sometido a ciclización intra-molecular, estable a condiciones e 
almacenamiento normal como 30°C y60% de humedad relativa" 

IPC: A61   9/24 AC; A61  31/403 AC; A6.1 P:4/1,0  

Se anota que se acepta el nuevQ capitulo para su estudlo. 

AnÆlisis de la Solicitud de Patente 

Reivindicaciones (Art 30 D 486, Art 22 PCT) 

Claridad, concisiOn y Soporte en la descripciOn: La reivindicaciOn 9 no menciona 
caracteristicas tØcnicas relacionadas con la reivindicación 1, se observa que la 
reivindicación 9 presenta rangos de porcentaje de un grupo de componentes en 
general, de manera que la reivindicaciôn 9 contiene materia mucho mØs amplia que 

Exp. 2006 120 205 - Segundo Art.45. 
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la reclamada por la reivindicación 1. 

Se requiere al solicitante para que ajuste el grupo de la composición presentada en 
la reivindicaciôn 9, definiendo los tØrminos: "PolImero de recubrimiento y 
plastificante y deslizante opcionalmente", "inhibidor DPP4", "PoUmero de 
recubrimiento y plastificante y color opcionalm’ente", de acuerdo a lo reclamado por 
Ia reivindicación 1. 

Determinación del Estado de la TØcnica 

El Estado de la TØcnica se determin6 con base en la lecha de prioridad 2004-05-28 
y se encontraron los siguientØsdocumeit’o que anticipan el objeto de esta 
solicitud: 

Item Documento Titulo 
Fecha de

 
Publicación 

DI W003059330 
Stable pharmaceutical compositions comprising 

24.07.2003 
ACE inhibitors(s)  

D2 WOOl 052825 Combinations comprising dipeptidylpeptidase 
- 26,07.2001 

IV inhibitor I

AnÆlisis de Patentabilidad (Art 14 0486) 

Nivel Inventivo (Arti 8 D486) 

La nueva reivindicación I dice: "Una tableta recubierta que comprende: 
- un nUcleo de tab/eta y: 
- a) una capa sell interno de recubrimie,to que comprende una formulaciOn de 
recubrimiento de polirnero que cornprendeuha poilmero a base de alcohol 
polivinIlico que cubre el ncicleo deJa’ table.ta;.e ’ 
- b) una segunda capa de recubrimiento que .comprende una forrnulaciOn de 
polirnero de recubrimiento que comprende un polirnero a base de alcohol polivinIlico 
y un medicarnento que cubre la capa de se/Jo interno de recubrimiento del nücieo 
dela tab/eta; y 

� - c) opcionaimente una capa protectora exterior de recubrimiento que comprende 
una formulaciOn de po/Imero de recubrimiento que comprende un polIrnero a base 
de alcohol polivinilico que cubre ía segunda capa del nUcleo de Ia tab/eta, en donde 
el medicarnento en dicha segunda capa es saxagliptina y una sal 
farrnacØuticarnente aceptable del misrno", folio 121. 

D2 describe formulaciones farmacØuticas que esencialmente comprenden un 
inhibidor de dipeptidilpeptidasa IV (DPP-IV) (portada; p6r.4, f. 134), que pueden ser 
preparadas como se conoce en el estado del arte, y que pueden tener diferentes 
formas galØnicas para uso oral con una cantidad efectiva del activo, con vehIculos 
adecuados, que pueden contener del 10 al 100% de activo, en donde las tabletas 
pueden ser recubiertas por azUcar (f.15). 

La solicitud Se diferencia de D2 en los poneos foçrnadores de pelicula y las 
diferentes capas que recubrn.e 

El Efecto Tecnico que logra la diferencia es reducir Ia degradacion de la saxagliptina 
en una tableta para administración del mismo. 

El Problema TØcnico Objetivo de esta solicitud. es la necesidad de formulaciones 
farmacØuticas que log ren evitar la degradaciôn de  la saxagliptina. 

Exp. 2006 120 205� Segundo Art.45. 
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Dl revela nücleos comprimidos de una composiciOn farmacØutica estable que 
contiene un activo (inhibidor ACE), con un nücleo recubierto con una capa de activo 
y su mØtodo de preparaciOn (p.2), en donde: la cubierta contiene activo del 2 al 90% 
p/p (p.3); la dispersiOn, solución o dispersion inhibidor es preparada por adición de 
activos en un solvente - o cualquier otrbmØtodo de mezcla - y polimeros 
formadores de pelicula (p.4).’En el ej 1, revela la secuencia de pasos que se 
realizaron para obtener las tabletas dela invenciOn presenta ejemplos especificos 
de las tabletas con nUcleo, una capa sellarite,una capa de medicamento y una 
cubierta externa (p. 7). Dl revela qüe.eI poIitherbforthador de pelicula puede ser 
combinaciones de polivinilalcphol 4 polivinilacetato 

El experto en la materia habrIa sido motivado porDi a administrar la saxagliptina - 
revelada en D2 - por medio de nUcleos inertes recubiertos para superar los 
problemas de degradaciOn del activo, por medio de una composición que consta de 
un nücleo inerte con una capa de revestimiento de sello interno, mÆs una segunda 
capa de revestimiento con la saxagliptina en elrevestimiento de sello interno y una 
capa de revestimiento protector exterior. 

Por otro lado, Dl habria sugerido al experto el empleo de polimeros como el alcohol 
polivinIlico en la formulación para la formaciOn de sus capas. 

Dado que el experto en la materia habria liegado a la materia acÆ revelada por 
medio de las enseæanzas de Dl y D2, se concluye que la reivindicaciOn 1 y su 
dependientes reclaman materia que carece de nivel inventivo dado que el estado 
del arte ya anticipaba enseæanzas sufjpientes para que Ilegar a la tableta que se 
reclania y los mØtodos que se present n., 

Conclusion . 

Los requisitos de Patentabilidàdde..Ia  presehte Sôlicitud se encuentran afectados 
asI: 

No Oocumento ReivindicacioneØ afectadas Requisito que afecta 

Dl W003059330 1-13 Nivel inventivo 

02 W001 052825 1-13 Nivel inventivo 

Respuesta a los argumentos del solicitante 

Frente a las objeciones de claridad el solicitante dice que se cancelaron las 
reivindicaciones 2, 6, 7 y 9; y que el nuevo capitulo se ha modificado de tal forma 
que incorpora la limitación "polimero basado en alcohol polivinilico" (en parte) como 
a capa de revestimiento de sello interno, la Segunda capa de revestimiento y la 
capa exterior de revestimiento protector. El tØrmino PVA se reemplazo por alcohol 
polivinilico. 

Se reitera que se ha aceptaclo el nuevo capitulo para su estudio. 

Con relaciOn a las objeciones relativas a la novedad de la presente solicitud el 
solicitante argumenta: "( ... ) Dl so puede concluir que dicho documento no contiene 
todas las caracteristicas especificas teciamadas pore/ nuevo pile go reivindicatorio 
do la presente invención" y dice: "El nuevo pliegà reivindicatorio se relaciona con 
una formulación do tab/eta revestida quo comprØnde Saxagliptina la cual es un 
inhibidor do Ia DPP-IV. Contrarlo a esto, las enseæanzas do Dl so Jim/tan a 
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formulaciones de tab/eta revestidas que comprenden Un inhibidor de ACE (...)D1 
ense lie que los inhibidores de ACE se degradan via: ciclizaciOn intramolecular 
hasta formar dice topiperazinas. ( ... ) pa?a lØduOir la degradaciOn, Dl enseæa 
nUcleos de tab/eta que son revestidds . con tres capas donde una de las capas 
contiene el ingrediente activo ( )" 

Se considera que a la luz del nuevo capitulo reivindicatorio el documento Dl 
no afecta la novedad de .,la presente solicitud 

AdelantÆndose a las objeciones de nivel inventivo, el solicitante dice: "( ... ) la 
presente invenciOn inesperadamente reducen o inhiben ía degradaciOn de ía 
Saxagliptina. Las presentes formulaciones serelacionan con: (a) Una cubierta de 
sell interior que corn prende: (1) polimero abase! de alcohol polivinIlico; (b) Un 
segundo recubrimiento que cornprende (i) Saxagliptina; y (ii) polimero a base de 
alcohol polivinhico; (c) Un recubrimiento exterior que corn prende (0 polimero a base 
de alcohol polivinhico Con relaciOn a las capas/recubrimientos, todas las tres 
capas/recubrimientos reivindicados con tienen un polimero a base de alcohol 

. polivinilico y no contienen hidroxipropilmetilcelulosa ni tampoco hidroxipropilcelulosa 
tel como lo enseæado por Dl." 

Frente a los comentarios del solicitarte, este Despacho observa que Dl 
presenta una solución para reducir Ia egradaciOn, Dl ensena nücleos de 
tableta que son revestidos con tres capas donde una de las capas contiene 
el ingrediente activo. De maneaq6eD1 sugiere una posible solución para el 
problema planteado por el solicitante. Se anota que el nuevo capitulo 
reivindicatorio reclama un grupo.m.ajectui.dp de formulaciones que el 
inicial, por lo cual hay caractedticas.stcuctu.rales que no son reveladas por 
Dl 

Dice adems: "... las formulaciones reivindlcadas reducen la degradaciOn de la 
Saxagliptina mas efectivamente que la reducciOn de la degradaciOn del Ramipril 
que hacen las formulaciones de. Dl, bajo las mismas condiciones de tiempo, 
humedad, temperatura, (...) y afirma que la (mica manera de determinar la 
apropiada formuiaciOn para reducir degradaciOn de cuaiquier medicarnento es 

is 

mediante experimentaciOn.". 

En el caso particular de la presente solicitud, Dl presenta una aproximación 
clara para la solución del problema que surge en los sistemas de entrega de 
fÆrmacos cuando estos son altamente inestables, incluso en especialidades 
farmacØuticas orales, como es el caso del .problema acª planteado. 

Se considera que part de Ia %or derutinadel formulador es eI hallar Ia 
forma de evitar Ia degradaciô  los principios activos bajo condiciones de 
tiempo, humedad y temperatura deterrfllpados, por lo cual la persona 
versada habia estado motivada p9rIasugrencIas de Dl, a intentar 
resolver el problema de inesabilid4or rdio de 1) un nucleo placebo, 
cubierto de una primera capa sellane c polimero, 2) una segunda capa de 
polimero mezclado con un principio activo y 3) una tercera capa sellante de 
pot Im ero. 
De manera que se ha mostrado que la forma de preservar un principlo activo 
altamente inestable en formas farmaceutica orales ya habia sido divulgado 
en el estado del arte. En consecuenci los resultados presentados por la 
presente solicitud no son inesp, rados en tanto ya el estado de la tØcnica 
sugerIa que una tableta con esas caracterIsticas tØcnicas esenciales lograria 
la disminución de  la degradación de activo. 
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Y muestra diferencias entre las formulaciones de Dl y la presente invención: "(1) La 
Saxagliptina es un inhibidor de DPP-IV, y no un inhibidor de ACE. (2) La 
Saxagliptina es estructuralmente diferente.a los inhibidores de ACE de Dl; (3) La 
Saxagliptina se degrada a una amidina ciclica, y no ,a una dicetopiperaina como se 
revela en Dl (4) Las formulaciones de tab/eta de las actuales reivindicaciones 
abarcan capas/recubnmientos con formados PQT polimeros a base de alcohol 
polivinilico, y no a base de hidroxipropilmatilca/ulosa y10 hidroxipropilcelulosa tal 
como se revela en Dl (5) Las formulaciones de tableta de Ia presente invención 
reduce la degradaciOn de la Saxagliptinarnas efeótivamente que las formulaciones 
de tab/eta de Dl que reducen la degradacion de inhibidores de ACE tal como 
Ramipril." 

Con base en todo 10 anterior se concluye que Dl no afecta la novedad de la 
presente solicitud, pues Is materia reclamada por el nuevo capitulo 
reivindicatorio no muestra exactamente la misma materia, aunque Si sugiere 
al tØcnico Is forma de evitar la degradaciOn de formulaciones que contengan 
otros activos, sin que esto indique que los estudios de estabilidad y de 
degradación sean extensivos entre formulaciones que coritengan multiples 

ow 

activos. 

En cumplimiento del aruculo 45 de la DecisiOh 486 de la Comisión de  la Comunidad 
Andina, se le indica que debe çar respuesta dentro del termino de 60 dias contados 
a partir de la fecha de notificaciOn de la ,presente, comunicacion En caso de no dar 
respuesta al presente requerimiento, o si a pesar de la respuesta subsistieran los 
impedimentos para la concesion, e dengaia la, patente 

Notifiquese el presente oficto con forme a o puesto en el numeral 5 2, literal e), 
del capItulo quinto del titu)o primØrô de la  Circular Cinica NO 10 de 2001. 

pf 
ALIX CARMENZA CJES’EDES DE .VERGEL 
Directors de Nuev Creaciones (C) 

El anterior requerimiento fue notificado por fijaciOn en lista, de fecha 
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