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No. Solicitud Internacional

Fecha de Presentacion Internacional

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:

1. Documentos estudiados

Descripcion:
Reivindicaciones:
Oposicidn:
Respuesta del
solicitante:

Radicado No.
Radicado No.
Radicado No.
Radicado No.
Radicado No.
Radicado No.

Radicado No.

2. Analisis de la Prioridad

10-068719-00000-0000
10-068719-00000-0000
10-068719-00010-0000
10-068719-00014-0000
10-068719-00004-0000
10-068719-00006-0000

10-068719-00010-0000

La solicitante no reivindica prioridad.

3. Objeto de la invencion

08/junio/2010
08/junio/2010
21/diciembre/2012
0l1/agosto/2013
19/agosto/2011
14/diciembre/2011

21/diciembre/2012

De acuerdo con lo establecido en el numeral 1.2.2.2 del capitulo primero del Titulo
10 de la Circular Unica para efectos del examen de patentabilidad, se tendra en
cuenta la tasa pagada por el solicitante al momento de comenzar el examen para
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las reivindicaciones adicionales; esto es que cuando la solicitud contenga mas de
diez (10) reivindicaciones y no se haya pagado la tasa complementaria, sélo se
estudiaran las cubiertas por la tasa pagada. En el presente caso, se tiene en
cuenta la totalidad del nuevo capitulo reivindicatorio (Radicado No. 10-068719-
00010-0000) para el examen de patentabilidad.

Titulo de la solicitud: “LIPOSOMAS CON LIPIDOS PEGILADOS PARA
ADMINISTRACION TRANSMUCOSA DEL SILDENAFILO CITRATO” (modificado
la Resolucion N0.36946).

El problema planteado en esta solicitud consiste en la necesidad de suministrar
una composicion farmacéutica para el tratamiento de la disfuncion eréctil, donde
dicha composicién se administre via transmucosa.

Para resolver este problema técnico la solicitud en estudio proporciona una
composiciéon farmacéutica en la forma de emulsion, suspension o solucién para la
administracion transmucosa por atomizacion que comprende un inhibidor de
fosfodiesterasa V, sus sales o derivados, en un rango de concentracion entre 1y
40 mg/mL.

El objeto de la presente solicitud se relaciona con la Clasificacion Internacional de
Patentes (CIP): A61K31/505; A61K31/519; A61K9/127; A61P 15/10.

4. De la solicitud de patente
Reivindicaciones (Art 30 D 486, Art 22 PCT)

La reivindicacibn 1 carece de concision toda vez que abarca un numero
indeterminado de composiciones al no limitar el agente activo comprendido en la
misma, ya que la expresién “un inhibidor de fosfodiesterasa V o0 sus sales
farmacéuticamente aceptables” abarca cualquier agente conocido o que pueda
desarrollarse en el futuro que posea dicha actividad farmacoldgica. Del mismo
modo, la solicitud carece de informacion que permita establecer que todas las
formulaciones que comprendan un inhibidor de fosfodiesterasa V o sus sales son
igualmente una solucién al problema técnico planteado ya que el Unico ejemplo de
formulacién de la solicitud se limita a una formulacién que comprende sildenafil
citrato, siendo claro que los demas inhibidores de fosfodiesterasa V debido a sus
diferentes estructuras quimicas pueden poseer propiedades fisicoquimicas
diferentes que eventualemete puedan impidir el desarrollo de formulaciones para
administracion transmucosa (Fl. 19).

La reivindicacion 1 carece de concision debido a que los excipientes se encuentra
definidos mediante el uso de términos funcionales como son “agente controlador
de pH” y “agentes de tension superficial”. Del mismo modo, se aclara a la
solicitante que si bien las reivindicaciones son usualmente generalizaciones del
contenido divulgado en la descripcién, dicha generalizacién no puede ir mas alla
del alcance de este contenido. Una generalizacion es permitida siempre y cuando
cubra todas las variantes, o modos especificos divulgados en la descripcion. En
consecuencia se sugiere a la solicitante realizar una generalizacion racional de la
materia reivindicada con fundamento en los ejemplos y ensayos realizados, de lo
contrario esta Oficina considerara que el alcance va mas alla que el contenido
divulgado en la descripcién.

La reivindicacién 1 carece de sustento descriptivo ya que la solicitante establece
qgue el inhibidor de fosfodiesterasa V se encuentra en un rango de concentracion
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entre 1 y 40 mg/mL, sin embargo la descripcion no menciona dicho rango de
concentracion. Igualmente, la reivindicacion 1 contempla solventes no discutidos
en la descripcion como el glicerol, y el PEG y sus combinaciones con otros
solventes y por ultimo la solicitante establece un pH en el rango de 1y 5 en cual
adolece de soporte descriptivo y debe ser retirado de la reivindicacion como se
expuso en el primer requerimiento realizado a esta solicitud. Por lo anterior,
dichos rangos no seran considerados en el examen de patentabilidad. Igualmente,
se aclara a la solicitante que todo el contenido de la reivindicaciébn debe estar
comprendido de manera explicita en la descripcién para poder considerar a la
reivindicacion como sustentada. Del mismo modo, cuando la descripcion divulga la
mejor manera de llevar a cabo la invencion mediante ejemplos, estos deben
contemplar el alcance de la generalizacion de las reivindicaciones; toda vez que el
ejemplo presentado en esta solicitud no permite establecer la generalizaciéon
reclamada, se requiere a la solicitante para que explique como con el contenido de
la descripcion la persona capacitada en la materia puede extender la invencion al
alcance reclamado, de lo contrario se sugiere restringir la reivindicacion con
fundamento en la materia sustentada en la descripcion.

La reivindicacion 1 reivindica la presencia de polivinilpirrolidona K-30, sin embargo
la descripcion no divulga de manera especifica este excipiente en la composicion.
Igualmente la solicitante establece que la polivinilpirrolidona se encuentra en un
rango entre 1 y 5 mg/ml, lo cual carece de sustento descriptivo debido a que la
descripcion indica que este excipiente se encuentra en un rango de 1% y 2% (FI.
19, Reiv. 10). Lo mismo aplica para el atente de tension superficial en un rango de
0.1y 0.8 mg/ml y para el controlador de pH en un rango entre 1 y 5 mg/ml, ya que
estas caracteristicas no se encuentran divulgadas en la descripcion.

La reivindicacion 1 estable porcentajes de concentracién de activos y excipientes,
pero la descripcion no especifica la relacion a la que se refieren los porcentajes
divulgados ya que no se establece si es de tipo p/p, p/v, vlv, etc., por lo cual la
persona versada en la materia se veria enfrentada a un grave inconveniente si
quisiera llevar a cabo la invencion a partir de la informacion contenida en la
descripcion.

Esta Superintendencia considera igualmente una objecion por divulgacion
insuficiente para ser llevada a cabo la invencion por la persona capacitada en la
materia, toda vez que no se divulga el proceso de preparacion de la formulacién y
la condiciones de elaboracién de la misma y cédmo dicho proceso puede ser
aplicable al ilimitado nimero de formulaciones reivindicadas sin que la variacién
entre activos, excipientes y concentraciones signifique un inconveniente en
relacion con la estabilidad y utilidad de la formulacién final.

La reivindicacion 2 divulga el compuesto favorito de la composicién, sin embargo,
si bien esta nombre IUPAC corresponde al citrato de sildenafil, el mismo no se
encuentra divulgado en la descripcion.

La reivindicacion 4 divulga una formulacion de excipientes la cual carece de
sustento descriptivo ya que el rango de concentracion del polisorbato 80
reivindicado es de 0.1% a 1.5% el cual no se encuentra discutido en la solicitud
como un rango preferido, del mismo modo se indica que el polietilenglicol 12
gliceril dimiristrato estd en un rango entre 0.5 y 6% p/p mientras que el Unico
ejemplo de formulacién divulgado en la descripcién establece que este agente se
encuentra entre 0.5% y 1%, finalmente, la solicitante reclama agua cantidad
suficiente para 100% mientras que la descripcion indica que el agua purificada se
encuentra en un rango entre 15% a 20%. Se requiere a la solicitante para que
ajuste la solicitud con fundamento en la materia sustentada en la descripcion
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5. Analisis de la Oposicién
Argumentaciones de Lafrancol

Afirma la sociedad opositora que esta solicitud incumple los requisitos de
patentabilidad (Novedad, nivel inventivo y aplicaciéon industrial) puesto que las
composiciones y combinaciones farmacéuticas que comprenden inhibidores
de la fosfodiesterasa para administracion transmucosa, mas especificamente
una composicion liquida de tipo liposomal que contiene 1-((3-(6,7-dihidro-1-
metil-7-0x0-3-propil-1H-pirazolo [4,3-d]pirimidin-5-il)-4-etoxifenil)fenil)-4-
metilpiperazina, son practicas y eventos totalmente conocidos en | industria
farmacéutica y que no puede la solicitante pretender acceder a un beneficio
patentario sobre formulaciones farmacéuticas que comprenden moléculas
gue se encuentran descubiertas y plenamente identificadas en el sector
qguimico farmacéutico. Con el fin de probar su afirmacion el solicitante anexa
copia del libro 'The Merck Index" el cual hace referencia a las solicitudes de
patente EP463756 y US5250534.

La opositora establece que la formulacion farmacéutica reclamada no ostenta
ninguna novedad, ni nivel Inventivo porque este producto ya se encuentra en
el mercado y se basa en composiciones totalmente conocidas, para lo cual
anexa una copia del registro sanitario del producto Eroxim solucion oral, el
cual segun la opositora demuestra fehacientemente que ya existen
composiciones en el mercado que contienen la mismas caracteristicas de lo
gue se pretende patentar bajo la presente solicitud.

Respuestas del Solicitante

La sociedad solicitante argumenta que el hecho que el estado de la técnica reporte
la existencia del principio activo sildenafil desde el afio 1992, no significa que no
sea posible obtener el beneficio de patente para composiciones farmacéuticas que
lo contengan, para lo cual cita una interpretacién prejudicial del Tribunal de justicia
de la Comunidad Andina y establece que no es posible identificar composiciones
farmacéuticas como las reivindicadas que comprenden el agente activo sildenafil
en combinacion con excipientes farmacéuticos en las proporciones especificas
indicadas en la solicitud. El solicitante establece que ninguna de las referencias
citadas por el opositor (EP463756 y US5250534) revela que pueda lograrse una
composicién tipo suspension, emulsién o solucion que comprenda sildenafil- en
combinacion con lipidos pegilados y otros excipientes.

Respecto a la presentacion del permiso de comercializacién para el producto
EROXIM solucion oral que comprende el agente activo sildenafil no afecta de
manera alguna la patentabilidad de la presente solicitud porque la formulacion
reivindicada por los inventores precisa la adiciéon de un lipido pegilado con el fin de
obtener un sistema oleoso tipo suspensiéon, emulsion o solucion, la cual se aparta
de las soluciones liquidas orales objeto de permiso de comercializacién que fue
concedido por el INVIMA.

Respuesta del Examinador Técnico
En relacion con la oposicion presentada se debe considerara que si bien la
reivindicacion presentada con la radicacion de la presente solicitud reclama una

composicién gque comprende uno o mas inhibidores de fosofodiesterasa, dicha
reivindicacién igualmente comprende uno o mas lipidos pegilados, uno o mas
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solventes de tipo alcohol, uno o mas edulcorantes, uno mas saborizantes, uno o
mas agentes de tension superficial y uno o mas vehiculos farmacéuticamente
aceptables y puesto que no es posible establecer que el producto EROXIM
solucién oral contenga la composicion reclamada (ya que el permiso de
comercializacion anexado por el opositor solo permite determinar que tal
producto comprende sildenafil citrato en solucién, pero no que dicho producto
contenga también los demas excipientes de la composicién reclamada en la
presente solioitud, como lo son los lIpidos pegilados), el documento anexado por
el solicitante no afecta la novedad de la presente solicitud.

Finalmente respecto a los documentos EP463756 y US5250534 cabe establecer
gue tales documentos de patente no revelan composiciones que contengan los
excipientes establecidos en la reivindicacion 1 de la presente solicitud y por lo
tanto no pueden ser usados para afectar la novedad de la composicion
reclamada y puesto que se limitan a revelar al compuesto sildenafil y
composiciones que lo contienen de forma general, no se consideraran como
documentos cercanos del estado de la técnica, ya que a partir de lo revelado en
dichos documentos no es posible obtener la composicidon reclamada.

Los documentos y argumentos presentados en la oposicion no desvirtian la
novedad ni el nivel Inventivo del objeto de esta solicitud; por lo cual no se
consideraran dentro del examen de patentabilidad.

6. Determinacidén del Estado de la Técnica
El estado de la técnica se determin6 con base en la fecha de presentacion de la

solicitud de patente nacional: 8 de junio de 2010 y se encontraron los siguientes
documentos que anticipan el objeto de esta solicitud:

item Documento Titulo Fecha de Publicacién
D4 WO002/49617 “Self forming, thermodynamically stable 27/junio/2002
liposomes and their applications
Intranasal Microemulsion of Sildenafil
Citrate: In Vitro Evaluation and In Vivo 31/marzo/2009
Pharmacokinetic Study in Rabbits
“Liposomal composition Comprising an
Active Ingredient for Relaxing Smooth
D6 US2009/0324698 Muscle, the Production of this 31/diciembre/2009
Composition and the Therapeutic use
Thereof”

PharSciTech, Vol. 10,

D5 No. 2, June 2009

El documento D4! divulga una suspension de liposomas formada de manera
espontanea mediante la adicion de una composicion lipidica en una solucién
acuosa. La composicién lipidica comprende un lipido o mezcla de estos y es Uutil
para la liberacion de diversos agentes terapéuticos (Resumen).

El documento D5? da a conocer un estudio que comprende un sistema de
liberacion intranasal (lo que corresponde a un sistema transmucosa) para el
sildenafilo citrato mediante el cual se estimdé la biodisponibilidad relativa del activo
(Resumen). La anterioridad evidencia una biodisponibilidad relativa frente a las
tabletas orales de 112.89% y un Tmax Mas corto (0.75 horas) con lo que concluye
gue este aumento se debe a la ausencia de efecto de primer paso debido a la via
de administracion (Pag. 366, Col. 2).

1[JURL:http://worldwide.espacenet.com/publicationDetails/biblio?
CC=WO&NR=0249617&KC=&FT=E&locale=en_EP
2[ JURL:http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2690776/
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El documento D6° ensefia composiciones farmacéuticas que comprenden un
ingrediente activo inmerso en liposomas para aplicacion tépica, donde el agente
puede ser una fosfodiesterasa preferiblemente sildenafil (Resumen).

7. Examen de Patentabilidad (Art 14 D486)

Nivel inventivo (Art18 D486)

La reivindicacién 1 consiste en un una composicion farmacéutica en la forma de
una emulsion, suspension o solucion para la administraciébn transmucosa por
atomizacion que comprende un inhibidor de la fosfodiesterasa V, sus sales o

derivados.

Comparacion de las caracteristicas técnicas esenciales, con las del estado de la técnica:

Caracteristicas esenciales D4 D5 D6
Composicion farmacéutica | Una suspension | Composicién Una formulacion
para la  administracion | liposomal que se forma | farmacéutica para que comprende:

transmucosa por | de manera espontanea | administracion

atomizacion que | que comprende transmucosal que

comprende: comprende

Un inhibidor de | Un componente activo | Citrato de sildenafil | Un inhibidor de

fosfodiesterasa V, 0 sus

(Péag. 15)

(Resumen, Pag.

fosfodiesterasa

sales  farmacéuticamente 363 Microemulsion | particularmente
aceptables. de citrato de Sildenafil
sildenafil) (Pérr. [0005])
Uno lipido pegilados | Uno o mas lipidos | Acido oleico, Fosfolipidos,
preferiblemente pegilados entre los que | (Tablas | y IV) glicolipidos,
polietilenglicol 12 gliceril | se encuentran el PEG- cerebrosidos,
dimiristato 12 GDM sulfatidos o
(Tabla 1) galactosidos
(Parr. [0017])
Uno o mas agentes de | No lo divulga Labrasol No lo divulga
tension superficial, (Péag. 363, Col.
preferiblemente polisorbato izquierda)
80
Polivinilpirrolidona No lo divulga No lo divulga No lo divulga.
Un agente controlador de | No lo divulga No lo divulga. Buffer de &cido
pH, preferiblemente &cido citrico
clorhidrico 1N. intraliposomal.
(Parr. [0033))
Uno o mas solventes, | Agua Solventes: HCI Agua, etanol
seleccionados de agua, | (Pag. 6, lineas 5 a 8) 0.1N, solucién de
etanol, propilenglicol, acido citrico, (Parr. [0027] y
glicerol, polietilenglicol vy propilenglicol, PEG | [0032])
sus combinaciones. 400, DMI, agua
destilada.
(Péag. 362)

Los documentos D4 y D5 se consideran el estado de la técnica cercano a la
invencién definida en la reivindicacién 1 porque:

El documento D5 ensefia suspensiones liposomales Utiles para administracion
transmucosal que comprenden como agente activo el sildenafil, con las cuales se
establecié que se lograba un mayor Cmax Y un menor Tmax €n cOmparacion con las
tabletas lo que evidencia una mayor biodisponibilidad que se atribuye a que no se
produce efecto del primer paso debido a la via de administracion (Pag. 366, Col.
derecha). Del mismo modo, se evidenciaron pulsaciones rapidas de los cilios de la

3[ JURL:http://worldwide.espacenet.com/publicationDetails/biblio?
CC=US&NR=2009324698A1&KC=A1&FT=D&ND=&date=20091231&DB=&locale=en_ EP

Expediente 10-68719- -15

ler Art 45 Revoca vuelve a estudio



: Pros ad
Indusiria vy Comercio p S
SUPERINTENDENCIA

mucosa con la formulacién MEG6 al igual que sucede con la solucion salina (Pag.
365, Col. izquierda, citotoxicidad). Las formulaciones divulgadas en D5 estan
compuestas esencialmente por citrato de sindenafil, uno o mas lipidos como acido
oleico, tensoactivo (Pag. 363, Col. izquierda), y diversos sistemas de solventes
como HCI, PEG, solucion de acido citrico, DMI y agua destilada (Pag. 362 Tabla I).

La diferencia entre la invencién, definida en la reivindicacion 1 y la formulacién de
D5 consiste en que la anterioridad no especifica algunos de los excipientes
establecidos en la presente solicitud tal como que el agente oleoso corresponda a
un aceite pegilado.

Sin embargo, la presencia de dichos excipientes no parece conceder un efecto
técnico inesperado o una ventaja a la formulacion reivindicada, toda vez que la
solicitud carece de informacion que permita evidenciar alguna mejora en la
actividad, o biodisponibilidad de la formulacion de sildenafil reclamada con relacién
a las formulaciones transmucosales conocidas.

El problema técnico objetivo de esta solicitud consiste en la necesidad de una
formulacién liposomal para administracion transmucosal alternativa a las
previamente conocidas en el estado de la técnica.

Por su parte, el documento D4 da a conocer las suspensiones de liposomas que
se forman espontaneamente mediante la adicion de una composicién lipidica a
una solucion acuosa, las cuales son Utiles para administracion en la mucosa oral
por aspersion. Dichas suspensiones estan compuestas por liposomas que
comprenden un agente activo (Pag. 15) y un dnico lipido o una mezcla de estos
en donde dicho lipido es de tipo pegilado entre los que ese encuentra el PEG-12-
GDM (Tabla 1) el cual forma liposomas de manera espontdnea cuando es
mezclado en solucidén acuosa a todas las temperaturas ensayadas (Pag. 12).

En consecuencia, la persona del oficio normalmente versada en la materia,
utilizaria las formulaciones liposomales para administracion transmucosal oral del
documento D4 con la finalidad de desarrollar formulaciones de sindenafil
alternativas a las divulgadas en D5 para llegar asi al objeto de la reivindicacién 1
de la solicitud. Por lo cual se considera obvia.

De manera que la solucion propuesta por esta solicitud en la reivindicacion 1y en
las reivindicaciones 2 a 4 es obvia y no tiene nivel inventivo.

Igualmente, Los documentos D4 y D6 se consideran el estado de la técnica
cercano a la invencion definida en la reivindicacion 1 porque:

El documento D6 ensefia composiciones liposomales utiles para administracion
topica que comprenden como agente activo inhibidores de fosfodiesterasa
especialmente sildenafil, las cuales son utiles para el tratamiento de desérdenes
sexuales (Pag. 362 Tabla I). La anterioridad ensefia que el activo se encuentra
comprendido en un sistema lipidico (Parr. [0017]), y comprende un agente
estabilizador de pH tal como un Buffer de acido citrico intraliposomal (Parr. [0033])

La diferencia entre la invencion, definida en la reivindicacion 1 y la formulacion de
D6 consiste en que la anterioridad no especifica algunos de los excipientes
establecidos en la presente solicitud y de manera particular no establece que el
agente oleoso corresponda a un aceite pegilado.

Estas diferencias no parecen conceder un efecto técnico inesperado o una ventaja

a la formulacion reivindicada, debido a que la solicitud carece de informacion que
permita evidenciar la solucion a un problema particular en relacion con las
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formulaciones conocidas que tienen la misma finalidad.

El problema técnico objetivo de esta solicitud consiste en la necesidad de una
formulacion liposomal para administracion transmucosal alternativa a las
previamente conocidas en el estado de la técnica.

Sin embargo, el documento D4 ensefa suspensiones de liposomas que se forman
espontaneamente mediante la adicion de una composicion lipidica a una solucién
acuosa, las cuales son utiles para administracién en la mucosa oral por aspersion.
Dichas suspensiones estan compuestas por liposomas que comprenden un
agente activo (Pag. 15) y un unico lipido o una mezcla de estos en donde dicho
lipido es de tipo pegilado entre los que ese encuentra el PEG-12-GDM (Tabla 1) el
cual forma liposomas de manera espontanea cuando es mezclado en solucién
acuosa a todas las temperaturas ensayadas (Pag. 12).

En consecuencia, la persona del oficio normalmente versada en la materia,
utilizaria las formulaciones liposomales para administracion transmucosal oral del
documento D4 con la finalidad de desarrollar formulaciones de sindenafil
alternativas a las divulgadas en D6 para llegar asi al objeto de la reivindicaciéon 1
de la solicitud. Por lo cual se considera obvia.

De manera que la solucion propuesta por esta solicitud en la reivindicacién 1y en
las reivindicaciones 2 a 4 es obvia y no tiene nivel inventivo.
8. Conclusion

Los requisitos de Patentabilidad de la presente solicitud estan afectados asi:

item Documento Reivindicaciones afectadas Requisito que afecta
D4 WQ002/49617 1-4 Nivel inventivo
PharSciTech, Vol. 10, No. L .
D5 2. June 2009 1-4 Nivel inventivo
D6 US2009/0324698 1-4 Nivel inventivo
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En cumplimiento del articulo 45 de la Decision 486 de la Comision de la Comunidad
Andina, se le indica que debe dar respuesta dentro del término de sesenta (60) dias
contados a partir del dia siguiente de la fecha de notificacion de la presente comunicacion.
En caso de no dar respuesta al presente requerimiento, 0 si a pesar de la respuesta
subsistieran los impedimentos para la concesion, se denegara la patente.

Se invita al solicitante se sirva indicar, si asi lo considera, su renuncia al término faltante de
sesenta (60) dias para dar respuesta a este requerimiento y presentarla por escrito.

Finalmente, se le recuerda al solicitante que si como respuesta a este requerimiento llegara
a modificar el capitulo reivindicatorio y éste contenga mas de diez (10) reivindicaciones, no
pagard la tasa de modificacidbn voluntaria pero si la correspondiente al pago por
reivindicacion adicional.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del
capitulo quinto del titulo primero de la Circular Unica No. 10 de 2001.
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—

JOSE LUIS SALAZAR LOPEZ
Diractor de Nuevas Craaciones (c)
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Abstract. The purpose of the present study was to prepare intranasal delivery system of sildenafil citrate
and estimate its relative bioavailability after nasal administration in rabbits to attain rapid onset of action
with good efficacy at lower doses. Sildenafil citrate saturated solubility was determined in different
solvents, cosolvents, and microemulsion systems. For nasal application, sildenafil citrate was formulated
in two different systems: the first was a cosolvent system (S3) of benzyl alcohol/ethanol/water/Transcutol/
taurodeoxy cholate/Tween 20 (0.5:16.8:47.7:15.9:1:18.1% w/w). The second was a microemulsion system
(ME6) containing Oleic acid: Labrasol/Transcutol/water (8.33:33.3:16.66:41.66% w/w). The prepared
systems were characterized in relation to their clarity, particle size, viscosity, pH, and nasal ciliotoxicity. /n
vivo pharmacokinetic performance of the selected system ME6 (with no nasal ciliotoxicity) was evaluated
in a group of six rabbits in a randomized crossover study and compared to the marketed oral tablets. The
targeted solubility (>20 mg/ml) of sildenafil citrate was achieved with cosolvent systems S1, S3, and S5
and with microemulsion systems ME3-ME6. The saturated solubility of sildenafil citrate in cosolvent
system S3 and microemulsion system ME6 were 22.98+1.26 and 23.79+1.16 mg/ml, respectively.
Microemulsion formulation ME6 showed shorter #,,x (0.75 h) and higher AUC..) (1,412.42 ng h/ml)
compared to the oral tablets which showed .« equals 1.25 h and AUCg., of 1,251.14 ng h/ml after
administration to rabbits at dose level of 5 mg/kg. The relative bioavailability was 112.89%. In
conclusion, the nasal absorption of sildenafil citrate microemulsion was found to be fast, indicating the

potential of nasal delivery instead of the conventional oral administration of such drug.

KEY WORDS: bioavailability; intranasal; microemulsion; nasal; sidenafil citrate; solubilization.

INTRODUCTION

Erectile dysfunction (ED) is estimated to affect up to
50% of men between the ages of 40 and 70 years (1,2). ED is
frequently associated with depression, increased anxiety, and
poor self-esteem and compromises interpersonal relationships
(3). In diabetes mellitus, ED occurs at an earlier age and has
a higher prevalence. ED is a side effect commonly associated
with use of the selective serotonin uptake inhibitors to treat
depression (4). To induce penile erection, relaxation of the
smooth muscle cells of the corpus cavernosum and associated
arterioles is required. A major component of this relaxation
process is mediated by nitric oxide stimulation of cyclic
guanosine monophosphate (cGMP). In response to sexual
stimulation, the release of nitric oxide by nerve endings and
endothelial cells increases the levels of cGMP to induce the
erection. cGMP is readily hydrolyzed by phosphodiesterase 5
(PDES) resulting in restoration of quiescent muscle tone and
detumescence (5). Sildenafil citrate is selective inhibitor of
PDES with ICs, values of 3.9 nM (6). It is rapidly absorbed
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after oral administration with absolute bioavailability 40%. A
high-fat meal delays the onset of action for sildenafil (7). A
sublingual preparation of sildenafil has been developed, and
this will not be affected by food. An initial study with
sublingual sildenafil (20 mg) has shown that the mean onset
of action was 15.5 min and lasted for an average of 40 min
with 13/20 of subjects with ED achieving erections (8). Nasal
delivery has been paid attention as an alternative dosage
form. Nasal mucosa offers the possibility for simple and
comfortable drug administration. Nasal mucosa possesses a
total thickness of only about 100 pm and consists of various
cell types, which are ciliated and nonciliated columnar cells,
goblet, and basal cells (9). The nasal respiratory region, which
extends backward by approximately 6-8 cm to the nasophar-
ynx, is the primary site for drug absorption. The mucosa in
this region consists of an epithelium resting on a basement
membrane connected with two to four layers of submucosa
(10). Epithelial cells in the nasal mucosa are generally in close
apposition, and adjacent cells are extremely adherent.
Cohesion at the apices of epithelial cells occurs in specialized
regions collectively referred to as the junctional complex.
This structure controls the diffusion of ions and molecules
between cells and constitutes a barrier to the intercellular
movement of macromolecules across the epithelium (11). A
lipophilic component in the formulation seems to be advan-
tageous, but in case of nasal administration, incompatibilities

1530-9932/09/0200-0361/0 © 2009 American Association of Pharmaceutical Scientists
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can be indicated by impairment of ciliary movement. Use
of a microemulsion may minimize these side effects by
administering a lipophilic component in a transparent,
water-continuous system (12,13).

Advantages of microemulsion include its ease of prepa-
ration due to spontaneous formation, thermodynamic stabil-
ity, transparent and elegant appearance, increased drug
loading, enhanced penetration through the biological mem-
branes, increased bioavailability (14,15), and less inter- and
intra-individual variability in drug pharmacokinetics (16).
These advantages make microemulsions attractive drug
delivery systems.

The advantages of nasal route have been suggested as
follows: rapid absorption, higher bioavailability allowing
lower doses, fast onset of therapeutic action, avoidance of
liver or gastrointestinal metabolism, avoidance of irritation of
the gastrointestinal membrane, reduced risk of overdose,
non-invasive administration, ease of convenience and self-
medication, and improved patient compliance (17). Many
authors concluded that the nasal route has been found to give
improved bioavailability compared to the oral route as in case
of metoclopramide HCI (18), propranolol (19,20), and mid-
azolam (21). So, it would be valuable to develop a sildenafil
nasal delivery system to increase its bioavailability and hence
decrease the administered dose and also to attain rapid onset
of action.

This study aimed to develop a new sildenafil intranasal
formula and to study its relative bioavailability compared to
the conventional oral tablets after intranasal administration to
rabbits.

MATERIALS AND METHODS
Materials

Sildenafil citrate was a gift from Sigma Co, Egypt; hydro-
chloric acid (HCI), citric acid, propylene glycol, polyethylene
glycol 400 (PEG 400), ethanol, isopropyl myristate (IPM),
dioxane, benzyl alcohol, and isobutanol were obtained from
Fisher Scientific (Fair Lawn, NJ, USA); miglyol, Labrasol,
labrafil® M, and Transcutol were kindly obtained from
(Gattefoss[], St. Priest, France); oleic acid, taurodeoxycholate,
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and Tween 20 were purchased from Sigma Co. (St. Louis, MO,
USA), dimethyl isosorbide (DMI) was obtained from (Aldrich
Chemical Company, Milwaukee, WI, USA).

Preparation of Sildenafil Citrate Cosolvent Systems

Determination of Sildenafil Citrate Saturated Solubility
in Different Solvents

Excess amounts of sildenafil citrate were mixed with 2 ml
of various solvents viz. 0.1 N HCI, 10% citric acid solution,
propylene glycol, PEG 400, 10% hydroalcoholic solution,
50% aqueous PEG 400 solution, DMI, and distilled water in
separate vials. The vials were well closed and left to be
shaken at 25°C for 24 h in thermostatically controlled shaking
water bath. The suspensions were centrifuged at 5,000 rpm
for 10 min. The contents of each vial were filtered through a
0.45-pm filter, and the supernatant was assayed for the drug
content using high performance liquid chromatography
(HPLC) method.

Determination of Sildenafil Citrate Solubility in Different
Cosolvent Systems

Different cosolvent systems were used to determine the
maximum solubility of sildenafil citrate by the same method
mentioned in the previous step. Systems S1 to S5 were
prepared according to the composition listed in Table I.

Preparation of Sildenafil Citrate Microemulsion Systems

Determination of Saturated Solubility of Sildenafil Citrate
in Different Oils

This step was performed as previously discussed in order
to select the suitable oil which has a good solubilizing capacity
for sildenafil citrate. This oil can be used as the oil phase in
microemulsion system. The oils selected were isopropyl
myristate, miglyol, labrafil® M, and oleic acid.

Table I. Composition of Different Cosolvent Formulations (%, w/w) and Saturated Solubility of Sildenafil Citrate in these Solvent Mixtures at

25°C

S1 S2 S3 S4 S5
Composition % wiw % wiw % wiw % wiw % wiw
Benzyl alcohol 17.3 0.5 0.5 0.5 0.5
Distilled H,O 47.7 47.7 47.7 477 47.7
Transcutol 15.9 159 15.9 15.9 15.9
Taurodeoxycholate 1.0 1.0 1.0 1.0 -
Tween 20 18.1 18.1 18.1 18.1 19.1
PEG 400 - 16.8 - - -
Ethanol - - 16.8 11.8 -
Isobutanol - - - 5 -
DMI - - - - 16.8
Labrasol - - - - 10
Saturated solubility (mg/ml)+SD 34.90+2.25 18.88+1.20 22.98+1.26 19.35+1.99 20.05+2.13
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Formulation of Different Microemulsion Systems and
Determination of Solubility of Sildenafil Citrate in These
Systems

The pseudoternary phase diagrams of the oil (oleic acid),
distilled H,O and surfactant (Labrasol), and cosurfactant
(Transcutol, plurol or DMI) mixtures were constructed at room
temperature (25°C). Appropriate quantities of oleic acid,
Labrasol, and cosurfactant were stirred at high rate until it
formed clear solution, then water was added dropwise to each
mixture under vigorous stirring. The microemulsions were left
to attain equilibrium. The resulting microemulsions were tightly
sealed and stored at 25°C for further evaluation. The compo-
sition of each microemulsion system is shown in Table II.

The solubilization capacity of each microemulsion for
sildenafil citrate was investigated. Increasing amounts of
sildenafil citrate were added portion-wise to 2 ml of each
microemulsion system with stirring after each addition to
form a clear and transparent liquid till excess solid does not
dissolve. The mixture was stirred at 25°C for 24 h. The
solubility of the drug was determined as mentioned before,
but filtration was done without centrifugation.

Measurement of pH, Viscosity, and Droplet Size

The pH of cosolvent systems and microemulsions were
measured using pH meter (Model C G 820, Schott Gerate,
Germany). The viscosities of the cosolvent systems and micro-
emulsions were evaluated at 25°C using a viscometer (Brook-
field Viscometer, model LVT, USA). The mean diameter of the
droplets of the microemulsions was measured at 25°C using
image analysis software. Samples of sildenafil microemulsions
were examined microscopically for particle size analysis at a
magnification of x10 and x40 with a Leica image analyzer Model
Q 550IW equipped with Leica DM LB microscope (Cambridge,
England), which consists of binocular microscope equipped with
a computerized digital camera. A drop of microemulsion
preparation was placed on a microscope slide and then was
examined. The mean diameter of the microemulsion droplets
was measured after storage for 3 months at 25°C.

Nasal Ciliotoxicity

Nasal ciliotoxicity studies were carried out using in situ
toad palate model with minor modification (22). The upper
palate of the male toads (20-30 g, Animal house of College of
Pharmacy, Cairo University, Egypt) was exposed and treated
with 0.5 ml of tested microemulsion containing sildenafil
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citrate (20 mg/ml) or with solvent system containing sildenafil
citrate (20 mg/ml) for 30 min then rinsed with saline. The
palate was dissected out, and the mucocilia was examined
with an optical microscope (Leica Imaging Systems, Cam-
bridge, England). Saline was used as a control.

In Vivo Nasal Absorption
Animal Handling and Drug Administration

Six male New Zealand white rabbits weighing 2.30+
0.12 kg were housed individually in stainless steel cages, fed a
commercial laboratory rabbit diet, and allowed free access of
water. The rabbits were fasted for 18 h prior to and during the
pharmacokinetic study. The animals were conscious through-
out the duration of the experiments and were held in rabbit
restrainers during blood sampling. In a crossover study with
1 week apart as a wash-out period, the selected sildenafil
microemulsion was administered intranasally to each rabbit in
a dose of 5 mg/kg divided equally in each of the two nostrils
using a micropipette inserted 1 cm into the nostril. Sildenafil
citrate tablet (Viagra® 50 mg) was crushed and suspended in
5 ml of saline. The equivalent volume containing 5 mg/kg was
administered orally via gastric intubation for each fasted
rabbit. For all animal studies, the experimental procedures
conformed to the ethical principles of the Center of Applied
Research and Advanced Studies, Faculty of Pharmacy, Cairo
University on the use of the animals. All animals were treated
according to the principles of laboratory animal care
(National Institutes of Health publication #86-32) (23).

Sample Collection and Analysis

After administration of the different formulations, blood
samples (1.5 ml) were collected at time intervals of 0.00, 0.25,
0.50, 0.75, 1.00, 1.25, 1.50, 2.00, 2.50, 3.00, 4.00, 5.00, 6.00, and
7.00 h from the central auricular artery of the rabbits. Blood
samples were allowed to clot and then centrifuged at
3,000 rpm for 10 min. The obtained serum samples were
deep-frozen at —20°C, pending HPLC analysis. The plasma
analysis of sildenafil was performed using a well validated
HPLC-UV method after liquid-liquid extraction. Aliquots of
0.5 ml plasma were pipetted into 4-ml centrifuge tubes, 100 pl
of internal standard (Glimepiride) was added and vortexed
for 10 s. Then, 100 pl (1.0 M) hydrochloric acid was added
and then vortexed for 30 s. Ethyl acetate (4.0 ml) was added
and vortexed for 30 s, then centrifuged for 10 min at
4,000 rpm. The organic layer was decanted into clean

Table II. Composition of Different Microemulsion Systems (%, w/w) and Saturated Solubility of Sildenafil Citrates in these Systems at 25°C

ME1 ME 2 ME 3 ME 4 ME 5 ME 6 ME 7
Composition % wiw % wiw % wiw % wiw % wiw % wiw % wiw
Oleic acid 4 4 8.33 8.33 8.33 8.33 10
LabrasolLabrasol 40 30 40 33.33 40 33.33 20
Transcutol 10 10 10 16.67 10 16.67 20
DMI 20 26 20 16.67 - - -
Distilled H,O 26 30 21.67 25 41.67 41.67 50
Saturated solubility (mg/ml)+SD 16.83+1.78 18.44+1.70 23.58+2.34 22.30+2.48 21.12+2.11 23.79+1.16 15.36+1.10
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centrifuge tubes, then evaporated using vacuum concentrator
(Eppendorf Concentrator 5301, Germany) till dryness at
45°C. The residue was reconstituted with 100 uL of mobile
phase, and then 25 pl was injected into the HPLC system
using autosampler (SIL-10A Shimadzu, Japan). The station-
ary phase used was Discovery Cig (Supelco; 250x4.6 mm,
5 pm particle size). The guard column was Thermo Cig (5%
4.0 mm, 5 um particle size). The mobile phase consisted of
acetonitrile and (0.05 M) phosphoric acid (50%, 50%, v/v),
adjusted at pH 4.00 with phosphoric acid before filtration.
The mobile phase was delivered into the HPLC apparatus at
flow rate of 0.5 ml/min (isocratic pump, Model LC-20AD,
Shimadzu, Japan). The detection wave length was 220 nm
(ultraviolet variable wavelength detector, Model SPD-20A
Shimadzu, Japan). All assays were performed at ambient
temperature.

Pharmacokinetic Analysis

Pharmacokinetic analysis was performed by means of a
model independent method (noncompartmentally) using a
Kinetica™ 2000 computer program. The elimination rate
constant (Lz) was obtained as the slope of the linear
regression of the log-transformed plasma concentration
values versus time data in the terminal phase. The
elimination half-life (#,) was calculated as 0.693/Lz. The
area under the curve to the last measurable concentration
(AUC,.,) was calculated by the linear trapezoidal rule. The
area under the curve extrapolated to infinity (AUC,..) was
calculated as AUC_,+C,/Lz, where C, is the last measurable
concentration.

RESULTS
Cosolvent Systems

The saturated solubility of sildenafil citrate in different
solvents at 25°C presented in Table III could be arranged in
an ascending order as follows: 1.40+0.17, 3.20+0.11, 3.31+
0.22, 3.61+0.25, 4.05+0.23, 4.79+0.40, and 6.89+0.62 mg/ml
for 10% citric acid, distilled water, propylene glycol, 10%
ethanol in water, PEG 400, 50% PEG 400 in water, and 0.1 N
HCI, respectively. The maximum solubility was achieved in
DMI (9.98+0.79 mg/ml).

The solubilities of sildenafil citrate in different cosolvent
mixtures at 25°C (Table I) were 34.90+2.25, 18.88+1.20,

Table III. Saturated Solubility of Sildenafil Citrate in Different
Solvents at 25°C

Solvent Saturated solubility (mg/ml)+S.D
Distilled water 3.20+0.11
0.1 N HCI 6.89+0.62
10% Citric acid 1.40+0.17
Propylene glycol 3.31+0.22
PEG 400 4.05+£0.23
10% ethanol in water 3.61+0.25
50% PEG 400 in water 4.79+0.40
DMI 9.98+0.79
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Table IV. Saturated Solubility of Sildenafil Citrate in Various Oils at

25°C
Oil Saturated solubility (mg/ml)
IPM 3.18+0.33
Miglyol 4.23+0.39
Labrafil 2.34+0.21
Oleic acid 6.77+0.54

22.98+1.26, 19.35+1.99, and 20.05+2.13 for S1, S2, S3, S4,
and S5, respectively.

Microemulsion Systems

Solubilities of sildenafil citrate in different oils at 25°C
were presented in Table IV. They were 3.18+0.33, 4.23+0.39,
and 2.34+0.21 mg/ml for IPM, miglyol, and labrafil, respectively.
Oleic acid showed the highest solubility (6.77+0.54 mg/ml)
compared to other oils so it was chosen as the oil phase for
microemulsion preparation.

The formation of microemulsion systems (ME1-ME7)
was observed at room temperature. During the addition of
water to the selected oily mixtures (mixture of oleic acid,
Labrasol, Transcutol in addition to DMI in all formulations, a
continuous transition from water in oil systems (W/O) to oil
in water (O/W) systems was observed, a transparent, one-
phase and low viscous system was obtained. The O/W
microemulsions formed are shown in three-component trian-
gular diagram (Fig. 1).

The solubilities of sildenafil citrate in different micro-
emulsion systems at 25°C are shown in Table II. The required
solubility of sildenafil citrate (>20 mg/ml) was achieved in
microemulsion systems ME3-ME6 which contained 8.33%
oleic acid; there was no statistically significant difference in

Oleic acid

(0

INININININ

H,O

Fig. 1. Pseudo ternary phase diagram of a microemulsion system
composed of oil (oleic acid), surfactant (Labrasol), cosurfactant
(Transcutol), and water. Closed triangles microemulsion, closed circles
clear gel, and closed squares emulsion

Labrasol/Transcutol



Intranasal Microemulsion of Sildenafil Citrate

365

Table V. Droplet Size, Apparent Viscosity, pH, and Clarity of the Selected Microemulsion and Solvent Vehicles (Mean+SD, n=3)

Formulation Droplet size (nm) Viscosity (mpaes) pH Clarity
ME6 37.5+1.9 472433 6.0£0.5 Clear
MES (stored for 3 months at 25°C) 38.2+2.2 475+45 6.0+0.5 Clear
S3 - 265+23 45+0.5 Clear

solubilization for sildenafil citrate among these four micro-
emulsion formulations (p<0.05).

pH, Viscosity, and Droplet Size

All the prepared systems were transparent and clear
even after storage for 3 months. The pH, viscositi of cosolvent
system S3 and microemulsion system ME6, and the droplet
size of ME6 are shown in Table V. pH of ME6 was 6.0+0.5
compared to 4.5+0.5 for the solvent system S3. The droplet
size of MEG6 containing sildenafil citrate was not significantly
affected by incorporation of the drug when compared to the
droplet size of microemulsion prepared with no drug. No
significant droplet size change was found when these prepa-
rations were stored at 25°C for 3 months.

Nasal Ciliotoxicity

Optical microscope results showed that there were a
great number of cilia with fast rate beating on the edge of
mucosa that was treated with microemulsion formulation
ME6. The same effect was observed when treating the
mucosa with saline. In contrast, the effect of solvent system
S3 on ciliary movement was inhibitory, and no ciliary
movement was observed as shown in Fig. 2.

In Vivo Nasal Absorption

The mean percentage recovery of sildenafil from quality
control low and quality control high spiked quality control
samples was 95.33+3.16 and 99.3+2.65 (CV%=2.96 and 2.12,
respectively), and the mean correlation coefficient of the
standard curves was 0.9969. Within-day accuracy and precision

of the method and the reproducibility of the assay (tables not
shown) revealed that the mean CV % was <3.62.

The pharmacokinetics of sildenafil citrate was determined
for the selected microemulsion ME6 composed of Oleic acid/
Labrasol/Transcutol/H,O (8.33:33.33:16.67:41.67%) and was
compared to the peroral tablets. The sildenafil citrate content
was consistent in both formulations to achieve a dose of 5 mg/kg.

The mean serum drug concentration—-time profiles after
administration of the oral tablets as well as the nasal sildenafil
microemulsion are illustrated in Fig. 3.

From the plasma time profile, it is clear that nearly
twofolds higher serum drug levels were achieved in case of
the nasal microemulsion compared to the oral tablet. The
Chax values were 713.16+22.98 ng/ml for the nasal micro-
emulsion, while it was 346.50+18.72 ng/ml for the oral tablets
as listed in Table VI. Statistical analysis revealed that the
Cmax Was significantly higher in case of the nasal micro-
emulsion system. Concerning the rate of absorption, the
results showed that the nasal microemulsion had significantly
shorter t,,x values of 0.75+0.00 h compared to 1.25+0.00 h
for the oral tablets at P<0.05. Moreover, the AUC,_,, values
were 1,412.42+25.87 and 1,251.14+30.19 ng h/ml for the nasal
microemulsion and oral tablets, respectively. These values
corresponded to relative bioavailability values of 112.89%.

DISCUSSION

The saturated solubility study in different solvents
showed that 10% citric acid gave the lowest drug solubility,
while DMI gave the highest drug solubility. Although it has
been reported that solubility determinations in various
buffers showed a maximum solubility at acidic pH (24),
sildenafil citrate showed the lowest solubility in 10% citric

C '.-.* - ¢

Fig. 2. Optical microscopic images of cilia on the mucosa half an hour after treatment with a negative control (saline), b
microemulsion ME6, and ¢ solvent system S3
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Fig. 3. Plasma concentration—time curve of sildenafil citrate after

nasal administration of microemulsion ME6 and oral administration

of tablets to rabbits in a dose of 5 mg/kg

acid solution. This may be explained due to the salting out
effect exerted by citric acid. None of the tried solvents was
satisfying in achieving the required solubility (20 mg/ml) to be
used as nasal formulation.

The solubilities of sildenafil citrate in different co-solvent
mixtures showed that S1 attained the maximum solubility of
sildenafil citrate (34.90+2.25 mg/ml); however, this system
contains high amount of benzyl alcohol (17.3%) which is not
recommended in nasal route of administration as inhalation
of benzyl alcohol may cause headache, vertigo, nausea,
vomiting, and diarrhea. Overexposure may result in central
nervous system depression and respiratory failure (25). Both
S3 and S5 systems are considered suitable systems for
sildenafil citrate solubility as the solubilities were 22.98+1.26
and 20.05+2.13 mg/ml, respectively. However, S5 contains
high concentration of DMI (16.8%) which may be irritating if
used nasally. Since S3 showed higher solubility with lower risk
of nasal irritancy or toxicity, it was chosen for further studies.

In the preparation of microemulsion systems, oleic acid
was chosen as the oil phase because it gave maximum
solubility of sildenafil citrate. It was noted that the solubility
of sildenafil citrate was improved by the use of micro-
emulsion. Sildenafil citrate solubility reached about 23.79+
1.16 mg/ml in ME6, an approximately sevenfold increase
compared with intrinsic solubility in water (3.20+0.11 mg/ml)
and fourfold increase compared to solubility in oleic acid
(6.77+0.54 mg/ml).

Table VI. Pharmacokinetic Parameters of Sildenafil Citrate after
Nasal Administration of Microemulsion and Oral Administration of
Tablets to Rabbits in a Dose of 5 mg/kg

Pharmacokinetic parameters Nasal Oral
Ciax (ng/ml) 713.16+22.98 346.50+18.72
Imax (h) 0.75+0.00 1.25+0.00
AUC); (ng h/ml) 1369.11+23.60 1181.05+22.28
AUC)_, (ng h/ml) 1412.42+25.87 1251.14+30.19
Lz (h") 0.66+0.13 0.55+0.10
ti2 (h) 1.08+0.26 1.30+0.25
MRT (h) 2.46+0.08 3.04+0.16
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MES6 was chosen for further investigations as it showed
higher solubility of sildenafil citrate compared to other
microemulsion formulations, and it contains the higher
percent of water which is considered as a suitable carrier for
intranasal administration. Although ME3 and ME4 gave high
drug solubility, they were not chosen because they contain
DMI which might be an irritant to nasal mucosa.

pH of ME6 was 6.0+0.5 compared to 4.5+0.5 for the
solvent system S3 which indicates that less irritation effect of
the microemulsion system is expected when applied nasally
than the solvent system S3.

The viscosity of ME6 was 472+33 mpaes, and there was
no significant change when stored for 3 months at 25°C
indicating physical stability.

The droplet size of ME6 containing sildenafil citrate was
not affected significantly by incorporation of the drug. No
significant droplet size change was found when these prepa-
rations were stored at 25°C for 3 months, indicating that
sildenafil citrate-loaded microemulsion was physically stable.

The constituents of preparations intended for nasal
delivery should not adversely affect the mucociliary clearance
system. Therefore, a requirement in formulation develop-
ment is absence of nasal mucosal irritation and no inhibition
of ciliary movement. Results showed that there were a great
number of cilia with fast-rate beating on the edge of mucosa
when treated with ME®6. In contrast, no ciliary movement was
observed in solvent system S3.

Considering the solubilzation capacity, pH, viscosity, droplet
size, and nasal ciliotoxicity, the microemulsion ME6 composed of
oleic acid/Labrasol/Transcutol/H,O (8.33:33.33:16.67:41.67%)
seems to be an optimal formulation for nasal delivery of sildenafil
citrate.

In the pharmacokinetic study of intranasal delivery of
sildenafil citrate via a microemulsion system compared to the
oral tablets, the plasma time profile showed that nearly
twofolds higher serum drug levels were achieved in case of
the nasal microemulsion. It showed significantly higher Cy.x
and shorter .., with relative bioavailability 112.89%.
Knowing that sildenafil is well absorbed orally (7), the
significantly higher bioavailability of its intranasal micro-
emulsion compared to its oral tablets could be attributed to
escaping the first-pass metabolism attendant with peroral
drug administration.

Theoretically, it was expected that the relative bioavail-
ability of intranasally administered sildenafil will reach almost
the double or more, but due to the limited mucosa contact
time in the nose and extensive first-pass metabolism of the
swallowed fraction of the dose, the relative bioavailability was
112.89%. But, on the other hand, focusing on the shorter #;,.x
attained with the intranasal route of administration compared
to the peroral administration, this can be considered an
important pro.

CONCLUSION

In conclusion, intranasal sildenafil citrate formulated as a
microemulsion composed of oleic acid/Labrasol/Transcutol/
H,O (8.33:33.33:16.67:41.67%) represents a safe and viable
approach to achieving rapid-onset systemic drug levels and
higher bioavailability through bypass of the liver metabolism
for the management of erectile dysfunction.
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