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Yo, ALICIA LLOREDA RICAURTE, mayor, vecina de esta ciudad, identificada con
la cédula de ciudadania nimero 39.690.713 de Usaquen, Representante Legal en Bogotd
para todos los asuntos relacionados con la Propiedad Industrial de las sociedades
GILEAD PHARMASSET LLC., organizada y existente de conformidad con las leyes del
estado de Delaware, Estados Unidos, domiciliada en Foster City, Estado de California,
Estados Unidos de América, atentamente manifiesto a usted que interpongo RECURSO
DE REPOSICION contra la Resolucién Numero 64471 dictada por el sefior
Superintendente de Industria y Comercio el 17 de Septiembre de 2015 y notificada por
fijacion en lista el 22 de Septiembre de 2015, por medio de la cual se niega el privilegio

de patente solicitado para la invencién contenida en el expediente de la referencia.

L FUNDAMENTOS DE DERECHO

Como fundamento de mi recurso, me permito manifestar ante ese Despacho que el
contenido de la Resolucién NUmero 64471 evidencia que durante el examen técnico
realizado a la solicitud denegada se realizé una evaluacion incorrecta del objeto de la
invencion alli reclamada, sin considerar su real alcance e importancia. En este sentido, no
se considero el verdadero y valioso aporte técnico que representa para el arte en
cuestion las composiciones farmacéuticas que comprenden una forma cristalina especifica
(Forma 6) del compuesto GS-7977 Yy una combinacion particular de excipientes, las

cuales son Utiles para el tratamiento del VHC y reveladas en la solicitud denegada.
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Es asi que, a pesar d2 los argumentos proporcionados por el sclicitante en
respuesta al Concepto Tecnico correspondiente al Oficio No. 5703 y emitido por ese
Despacho el 25 de Mayo de 2015, en la Resolucién impugnada este Despacno mantiene
las opjeciones frente al Nivel Inventivo de la solicitud, argumentando bésicamente que:

"(...) No se encuentra algun efecto o ventaja de la composicion reclamada (...) de la
forma de dosificacién ur.itaria reclamada (...) freate a las composiciones d’vulgaaas

en forma general er. el documento D1”,

De igual manera, el sefior Examinador resalta que:

“(...) el misma documento D1 sefala que las formas cristalinas dz2l compuesto (S, -
isopropil 2-((¢S)-(((2R, 3R, 4R, 5R)-5-(2,4-dioxo-3,4-di-hidropi-imidin-1(2H)-il,-4-
fluoro-3-hid-cxi-4-metiltetrahidrofuran-2-
il)metoxi)(fer.oxi)fosforil)amino)propanoato alli divulgadas se puecen incluir 2n
formulaciones sélidas como las divulgadas en otros documentos del sstado de la
técnica tal como el US20070059360 (documento D2) {...)".

Consecuentemente, el sefior Examinador afirma que:

"(..) la persona del oficio normalmente versada en la materia, se veria motivada
por la informacén divulgada en los documentos DI 'y D2 a formular una
composicion séiida en forma de tableta con las formas cristalinas civulgadas en el
documento D1 usando los excipientes divulgados 2n el documento D2 (..) para

llegar asi al objeto de (...)"” |as reivindicaciones 1, 4 y 9 ce la solicitud.

Aunado a lo anterior, concluye que:

Las reivirdicacicnes 1, 4 y 9 "(...) cumolen el requisito ce novedad (Art. 16). pero
no cumpl2n con el requisito de nivel inventivo (Art. 18), de la misma forma que sus

reivindicac.ones dependientes (...)".

Con base 2n las anzeriores consideraciones, a continuacion me permito demost-ar
ante ese Despacho que la presente invencién si cumple con el requisito de Nivel
Inventivo exigido por el articulo 18 de la Decision 486 de 2000, toda vez que la especifica
estructura y propcrcion de los componentes de las composiciones farmacéuticas que
incluyen la forma cristalina 6 del compuesto GS-7977 de ninguna manerz Fabrian pacido
ser predichas por la persona medianamente versadza en a meteria a partir de las

ensefianzas d2| estado de la técnica anterior.
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1.  PRINCIPALES CARACTERISTICAS DE LA INVENCION DENEGADA

Con el fin de contextualizar los motivos por los cuales ese Despacho realiza una
incorrecta valoracion y evaluacion del arte previo, me permito sefialar a continuacion las
principales caracteristicas y ventajas técnicas asociadas a la materia revelada en la

solicitud de patente negada.

En vista del capitulo reivindicatorio presentado junto con la Respuesta al Concepto
Técnico correspondiente al Oficio No. 5703, la presente solicitud reclama de manera
especifica y exclusiva una combinacién (composicién farmacéutica) de una forma
cristalina especifica (Forma 6) del compuesto GS-7977 y una combinacién especifica de
excipientes, lo cuales incluyen manitol, celulosa microcristalina, croscarmelosa de sodio,

dioxido de silicio coloidal y estearato de magnesio.

Con relacion a las caracteristicas esenciales estructurales (porcentaje o cantidad de
peso de los excipientes y el férmaco) de la composicion reclamada en la Resolucién aqui

impugnada, considero importante resaltar ante ese Despacho lo siguiente:

i) La composicion farmacéutica comprende de 25% a 35% p/p, sblo 33% p/p o

400 mg de un compuesto cristalina que tiene la estructura:

0

i) La composicién farmacéutica comprende 30% p/p o 360 mg (cuando es una

forma de dosificacién unitaria) de manitol.

iii)  La composicion farmacéutica comprende 30% p/p o 356 mg (cuando es una

forma de dosificacién unitaria) de celulosa cristalina.

iv) La composicidn farmacéutica comprende de 2.5% hasta 7.5%, 5% p/p o 60

mg (cuando es una forma de dosificacién unitaria) de croscarmelosa de sodio.

V)  La composicion farmacéutica comprende de 0.25% hasta 0.75%, 0.5% p/p o

6 mg (cuando es una forma de dosificacién unitaria) de didxido de silicio
coloidal,
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vi) La composicidn farmacéutica comprande de 1.25% hasta 1.75%, 1.5% p/p o

18 mg (cuando es una forme de dosificacidn unitaria) de estereato de
magnesio

vii) La Forma 6 cristalina del compuesto GS-7977 tiene reflex ones 26 (=) de
XRPD en (£0.2°) en 6.1, 8.2, 10.4, 22.7 y 17.7.

Ahora, con respecto a los beneficios de la presente invenciéon, m2 permito traer a
colacion que “"el GS-7977 (también denominado sofosbuvir 5 y antes cenominado como
PSI-7977) es un profarmazo analogo nucledtido actualmente en ensayos de Fase2/rase 3
para el tratamientc de !a infeccion cronice por VHC. Se han realizado varios ersaycs
clinicos de Fase 2 para evaluar la eficacia, seguridad y tolerabilidad de 400 mg ce GS-
7977 administrados durante & o 12 semenes 10 con o sin ribavirina y opcionalmente
peginterferon en sujetos con VHC GT1, GTZ o GT3”.

"Los resultadcs de estos ensayos, junio con los resultados de estudios ‘n vitro,

revelaron varias ventajas potenciaies y hasta el momento desconocidas ae los regimenes

de tratamiento de VHC gue utilizan GS-7977 en_combinacion con_ribavirina. Estos

resultados proporcicnan una base para el método y la composicién que se divulgan y 15
reivindican para el tratamiento de la infeccion por VHC” (Resaltado fuera del texto -

Lin2gs 5 a 15 de la pégina 8 de la memoria descriptiva).

De acuerdo con lo estipulado por el solicitante, las compos cion2s farmacéuticas
cue comprenden ura forma cristalina esoecifica del compuesto GS-7977 y una
comtinacidon particLlar de excipientes y que con utiles para el tratamiento dz| VkC,

presentan las siguientes ventajas:

v "La composicicn divulgada comprende la Forma polimorfica 6 de GS-7977. Se ha
encontrado que la Forma 6 comienza su fusién a alrededor de 121°C y no es
higroscépica, —on menos de 0,2% de 3absorcion de humedad a temgeratura
ambiente y 90% de humedad relativa. La Forma 6 es quimicamente estable cuando
se almacena en conaiciones abiertas a 40°C/75% de HR durante 30 dias” (Lineas

19 a 23 de la pagina 14 de la memoria dascriptiva).

v El compuesto "GS-7977 en combinacién ccn ribavirina mostré un volumen sinergia
de 35,3 * 3,2%nM2, lc aue indicg una interaccion sinérgica. Un estudic de
citotoxicidad que analiza el efecto combinedo de GS-7977 y ribavirina mosiro une
viabilidad celular mayor aue 85% en ‘as concentraciones més altas de farmacos
combinados (G5-7977 320 nM ribavirina 1.600 nM, 14,0 + 4,4% de inhibicion scbre
el crecimiento celular) (...) Estos h&llazgos apoyan el potencial de G3-7977

administrado en zombinacior. con ribavirina para lograr un aumento de la supresion
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viral en comparacion con la_monoterapia con ribavirina o GS-7977” (Resaltado

fuera del texto - Lineas 4 a 12 de la pagina 56 de la memoria descriptiva).

v Ademas, considero preciso resaltar que, a lo largo de los Ejemplos de las paginas
58 a 73, se presentan los resultados de los estudios mas relevantes de las
composiciones de la invencion. Asi las cosas, en las distintas Tablas de la
descripcion se evidencian los favorables resultados referentes a la Resistencia a GS-
7977 en Estudios Clinicos en Humanos, la Susceptibilidad in vitro de Mutantes
S5282T a GS-7977, Ribavirina, y a la Combinacion de GS-7977 y Ribavirina, la
Cuantificacion de ARN del VHC en Estudios Clinicos en Humanos, y los Regimenes
de Tratamiento en Estudios clinicos P7977-0221, PROTON y ELECTRON.

A la luz de las anteriores consideraciones, me permito concluir ante ese Despacho
que las composiciones farmacéuticas que comprenden una forma cristalina especifica
(Forma 6) del compuesto GS-7977 y una combinacidn particular de excipientes con
actividad antiviral para VHC constituyen una alternativa para proporcionar composiciones
farmacéuticas estables y sélidas que logran combinar exitosamente en una dosis fija los

compuestos Utiles en el tratamiento del VHC.

2. CONSIDERACIONES TECNICAS FRENTE A LAS ENSENANZAS DEL ARTE
PREVIO

Ahora, habiendo resaltado el verdadero alcance del capitulo reivindicatorio
actualmente presentado de la invencidén en cuestion, me permito manifestar ante ese
Despacho que las composiciones farmacéuticas que comprenden la Forma cristalina 6 de
GS-7977 reveladas en la solicitud de patente denegada presentan un inequivoco caracter
novedoso frente a la combinacion de las ensefianzas de los documentos US
2011/0251152 (D1) y US 2007/0059360 (D2).

En la Resolucion aqui impugnada, el sefior Examinador considera que la
composicion reclamada en la solicitud (incluyendo la forma de dosificacidn unitaria) no
tiene nivel inventivo puesto que, a la luz de las ensenanzas de los documentos D1 y D2,
la persona del oficio normalmente versada en la materia podria derivar de manera

evidente el objeto de las reivindicaciones 1, 4y 9 de la solicitud.

Frente a tal consideracion, me permito sostener que las ensefianzas de los
documentos D1 y D2, solas o en combinacién, de ninguna manera anticipan o
sugieren de manera obvia las composiciones farmacéuticas de Ia invencion, con
la particular combinacién de excipientes y la exclusiva definicién de los

porcentajes o cantidades en peso correspondientes,
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Ahora bien, con & &nimo d= demostrar ante ese Despacho que la anterior
afirmacion es complatamante correcta, a zontinuzcidon me permito rezlizar un zndlisis
comparativo detallado entre la informacion reveladea en la presente solicittd y las

ensefanzas brindadas por dichas anterioricaces.

a) Los documentos del arte previo no proveen la informacion o
ensefianza necesaria para derivar de manera evidente la invencién reclamada.

De conformidad con lo sefizladc por e sefior Examinador en a Resolucion Numero
64471 aqui impugnaca, el documentc C1 divulga nucléosidos derivados d=2
fosoramidatos, los cuales se usan como agentes perticuleres en el tratamienic de
enf2rmedades de naturaeza viral. Eszecificamente, 05 compuestos del documenzc D1
son inhibidores de la replicacion virzl ARN-deperdiente de ARN y son utiles como
inhibidores de la peolimerasa VHC NS53B, inhibidores de la replicacion de VHC y como

agentes exclusivos en el tratamiento ce infecc 6r por Hepatitis C en marni‘eros.

Sin embargo, como se explicé en la respuesta z| Concepto Técnico correspondiente
al Ofcio No. 5703, dicho documento D1 ro tiere ensefianzas concr2tas sobre los
particulares componentes de la compes ciér reclamada. Si bien en los parrafos [C120] &
[0124] de D1 se propcrciona unz lista d2 posibles excipientes para posibles
composiciones, tal 'sta no_incluye los exc pientes manitol. celulosa microcristalina,
croscarmelosa de scdio ¢ didxido de silicic cooidzl. Es decir, tal lista no revsla los

particulares componen:es de |as composiciones reclamacas por la presente invencidn.

Por otro lado, el documento DZ hace refarencia a composiciones farmacéuticas
dispersables en aguz jue comprenden una combinaziéon de uno o mas medicamentos

anti-retrovirales, Gtiles en el tratamiento de infecciones por VIH.

Frente a las anterioras ensefiznzas, el sefior Examinador declera en la Resolucion
aqui impugnada que "(...) €' documento D1 si divulga 2 forma cristalina denominada en la
presen*e solicitud como ferma 6 (Parr.{0108) cel documento DZ) y a p2ser que no
mencione un ejempio especifico que comprenca los excipientes y las proporziones
reclamadas, el documz=nto D1 incorpora fa informacior divulgada en el documento D2, el

cual si sugiere todos 'os excipientes de 1as comoposiciones reclamadas y sus prcporcicnes

(..)"

No obstante, anze tal afirmacion, es neczeserio reszltar que, en dicho documento
D2, cada excipiente se proporciona en una large lista de posibles agenzes candidetos
para cada tipo de excipiente. Por ejemplz, con respecto a manitol, D2 ndica:
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"[0101] Los diluyentes adecuados incluyen sacdridos, como por ejemplo, lactosa,
dextrosa, sacarosa, fructosa, maltosa o mezclas de los mismos, azucares, como por
ejemplo, manitol, eritritol, sorbitol, xilitol, lactitol o mezclas de los mismos;
derivados de celulosa, como por ejemplo, celulosa en polvo , celulosa
microcristalina, celulosa microcristalina silicificada, fosfato dicélcico, fosfato calcico
tribdsico, sulfato de calcio, carbonato de calcio y similares, o sus mezclas.

Particularmente diluyentes adecuados son lactosa, celulosa microcristalina, celulosa

microcristalina_silicificada o mezclas de los mismos. El diluyente puede estar

presente en una cantidad de aproximadamente 25% a aproximadamente 75% en

peso de la composicion farmacéutica” (Resaltado fuera del texto - pagina 5 de D2).

De lo anterior, es claro entonces que el diluyente manitol es sélo uno de mas de 15
candidatos diluyentes que pueden ser utilizados para una formulacién farmaceéutica. Mas

importante aln, manitol ni siquiera estd en la lista corta preferente, es decir, la lista de

los "diluyentes particularmente adecuados”. En vista de tal evidencia, me permito sefalar
que D2 no proporciona ensefianza, ni mucho menos orientacién o guia, para la
formulacion de un medicamento antirretroviral, ya que el exclusivo uso de manitol -y la

especifica combinacion con el resto de excipientes- no esta explicitamente sugerida.

Teniendo en cuenta que la reivindicacion 1 actualmente presentada recita
explicitamente cinco excipientes diferentes y cada tipo de excipiente se define con un
rango especifico de porcentajes en peso, para llegar a la invencién reivindicada la
persona versada en la materia requeriria pruebas y analisis de casi un nimero infinito de
combinaciones de los diversos excipientes en D2 y las concentraciones correspondientes.
En este sentido, es claro que la misma derivacién de la particular formulacién requiere de

una inversion académica no evidente, y por lo tanto, representa una inequivoca actividad
inventiva,

Junto a lo anterior, me permito manifestar que, a pesar de presentar una lista con
excipientes cominmente utilizados en el campo de la tecnica de la invencién, D2 no tiene
ensenanzas particulares que motiven a la persona versada en la materia a escoger un
excipiente sobre otro y asignarle un porcentaje de peso especifico. En realidad, D2 no
motiva a dicha persona a combinar particularmente manitol, celulosa microcristalina,
croscarmelosa de sodio, diéxido de silicio coloidal y estearato de magnesio con los

porcentajes que se reclaman para obtener una composicion es exclusivamente Util en el
tratamiento de infecciones por VHC.
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Como parte de su corocimiento en la tecnica, la persona versada en a matara
sabe que existen excipi2ntes que se pueden combinar 2n formulaciones farmacéuticas.
Sin embargo, su actividad inventiva surge cuando dicha persona evalia y analiza jué
combinaciones son adecuadas, qué porcentajas sirven pare dar estabilidad farmacéutica

y qué resultados satisfacen los interese en el campo de la técnica

Esencialmerte, ura cosa es afirmar que existe una lista ccn candicatos para
ciluyentes, pero otra cosa es afirmar que el documento D2 me sugiera que debo esccger
ce tal lista 5 candidatos y combinarlos de ciarta manera (estableciends porcentajes de
peso especifico) para obtener una composicion farmacéutice quz es eficaz en el
tretamiento de infecciones por VHC. En este caso y por 2jemglo, el documento D2 si
menciona manito/ como posible candidato pero no incentiva a la persona versada en la
materia a usarlo exclusiva u obligatoriamente en la composicion. Es mas, como ya se
menciond, D2 ni siquiera lo ubica en la listz que de lcs excipientes que ellos resaltan

como utiles.

Aunado a lo anterior, me permito llamar la atenciér al hacho de que a persona
versada puede entender que el documento D2 ensefia c erto reango d2 proporciones para
-odos los_diluyentes que menciona. Sin embargo, D2 no sugizre la aplicacion de las
sroporciones particulares de la invencion; es decir, no divulga explic tamente que para
manitol, celulosa microcristalina, etc. Se defina el porcentaje XX o YY que permiten que
a formulacién sea eficaz contra el VHC. Asi las cosas, la unicz forma en que la persona
versada en la materia puede determinar la composicion adecuada es a partir de su
aplicacion de corocimientos en el campo de |a técnica, y por lo tanto, a partir de una

actividad inventiva que ro es obvia.

b) La formulacién de la presente composicion es el resultado de un éxito
inesperado al balancear y combinar los requerimientos de los diferentes
excipientes reclamados.

En la Resouciéon ajui impugnada, el sefior Examinacor ademas sefiala que "(...) a
pesar que el documents D2 no mencione especificamente cuales de los excipientes alli
divulgados se deben combinar, dicha labora corresponde & la 'abor rutinaria de la etapa
de formulacién y la persone del nivel medio versada en la materia se veria motivada a

usar los excipientes sugeridos en la anterioriaad y en las proporciones aili sefialadas”.

Para desvituar la anterior afirmacién, me permito traer a3 colaci¢n algunos
argumentos presentadcs en la respuesta al Concepto Técnico corresdondiente al Oficio
No. 5703 para enfatizar que la combinacion de las ensefianzas de D1 y D2 no son
suficientes para derivar de manera obvio la invencién, daco que las composiciones

reclamadas son groducte de la inequivoca actividad inventiva dzl solicitante.
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De acuerdo con lo anterior, me permito reiterar que la formulacion reivindicada es
el resultado de un proceso de desarrollo de prueba y error que requeria equilibrar en una

composicion las necesidades contradictorias de diferentes excipientes. En este sentido, la

combinacion del farmaco y el excipiente es el resultado de ensayo, error y esfuerzo
inventivo y ofrece ventajas inesperadas en términos de disolucion, dureza y uniformidad

del contenido de la formulacion.

Frente a las necesidades contradictorias, en la descripcion de la solicitud se
establece que la "/a incorporacion de manitol como el unico diluyente (Formulacion C) y
sin un desintegrante dio como resultado una menor compresibilidad y un tiempo de
desintegracion mas largo” (Lineas 5 a 9 de la pagina 51 de la memoria descriptiva). Tal
hallazgo habria “"desmotivado” o “desincentivado” a la persona versada en la materia a
investigar mas a fondo el uso de manitol como diluyente. Por otro lado, los datos
demuestran que el manitol es un diluyente importante a incluir, pues sefalan que "la
reduccion de los niveles de manitol produce un comprimido més duro y mas robusto”

(Lineas 10 a 12 de la pagina 51 de la memoria descriptiva).

Entonces es claro, que a pesar de que el documento D2 no sugeria el uso exclusivo

de manitol como diluyente preferido, se encontré que uso, en combinacidn especifica con

otros excipientes (D2 no especifica cudles), es favorable. Por lo tanto, la particular
formulacién resulta ser un producto de la aplicacion inventiva de la persona versada en la

materia, y en ningun momento es un resultado obvio o evidente.

Ahora, de manera sorprendente, inesperada y afortunada, se encontré que cuando
manitol se usa en “combinacidn con celulosa microcristalina, los niveles de manitol tan
altos como un 75% de la cantidad de relleno total (Formulacion G) produjeron un
comprimido aceptable a condicién de que se afiadiera un desintegrante a la formulacion”
(Lineas 8 a 10 de la pagina 51 de la memoria descriptiva). Ademas, se descubrié que el
fosfato dicalcico no es adecuado como un excipiente, pues "(...) utilizado en combinacidn
con manitol (Formulacion H) no logré producir un comprimido aceptable en lo que

respecta a disolucion y dureza” (Lineas 12 a 14 de la péagina 51 de la memoria
descriptiva).

Por lo tarto, la inclusion de tanto el manitol y la celulosa microcristalina y la
exclusion de otros excipientes comunmente utilizados, tales como fosfato dicalcico,
reflejan la verdadera actividad inventiva de la composicion reclamada. En realidad, sin
estar sugerida tal accidn (seleccién especifica de manitol con celulosa microcristalina y
exclusion particular del fosfato dicdlcico), la persona versada en la materia no podria

basarse en D2 osara obtener las formulaciones de la invencion.
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De lo anterior, se puece observar que la invenzién r2ivindicada se hace posible sd'o
después ae superar los requisitos conflictives de ciferentes tipos de excipientes en |a
formulacion. En consecuenzia, no existiria una expectativa razonable de éxito en el
desarrollo d= una formulacion adecuada, por lo que la invenz 6n reivindicada no =s el

resultado de un trabajo de rutina, como el sefior Examinador aiega, sino es el rasuitado
de la actividad inventiva cel zolicitante.

Ahora bien, 'o que si es rutinario para la persona versada en la materia es el nechc
de genera zomposiciones farmacéuticas a partir de novecosos compuestos. Pero, para
ello, debe: &) basarse en el arte previo para derivar la invencién o b) aplicar sus
conocimienzos, junto a lz literatura, para establecer posibles cpcones y evaluar su
validez. En ecte caso, D2 proporciona una lista de excipienzes con ur rang» aplicable de
manera general. Sin embargo, no hay m=2ncion explicita sobre la combinaciér
correspondiente o las propo-ciones adecuadas para lograr el objetivo de obtener
composicion farmacéuticas con actividad contra 2l VHC.

En pa abras simples y e_.emplificativas, D2 nc da respuestas a las preguntas: épor
qué tengo que combinar manital con otros 4 excipientes especificos para obtener una
composicién zocmo |a reclamada® ¢Por qué comktinar manitol en tal oroporcidn con otras
proporciones para los otros excipientes? ¢Por qué debo realizar tal accién y no esccger
otros excipientes y otros porcentajes de peso? La persona en la materia puede real zar

tales combinaciones (como es rutinario), pero lo anterior no es evidente a partir de D2.

En conciusidn, la persona varsada en la materiz no podria derivar de manera obvia
la formulaciéon aqui reclamada a la luz de las ensefanzas de los documentos D1 y D2
porque: a) la lista d= excipientez de D2 nc especi‘ica que elementos son ventajoscs para
obtener comgasicicnes farmaceuticas con actividad anti-VHC y b) las formulaciones
reclamadas, junto con las especificas combinacicnes de excipientes y proporciones, si
demuestran resultadas sorprendantes e inesperado, os cuales no se encontraban

sugeridos por ningun documento de la anterioridad.

En vista de todas las ante-ores consideraciones, me permito también afirmar
que se descarta cualquier indicio de obviedad en las seleccién de diversos
excipientes y establecimiento de las correspondientes proporciones en peso a
partir de D2 a las composiciones de D1, evidenciando asi el nivel inventivo de
las composiciones farmacéuticas que incluyen la Forma cristalina 6 del

compuesto GS-7977 reclamadas en el capitulo reivindicatorio actualmente
presentado.

10
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Ahora bien, el punto no es si un experto en la materia podria haber llegado a la
invencion mediante la adaptacion o modificacion de las ensefianzas del documento D1
sino que si lo hubiera hecho de esa manera, épor qué las composiciones del documento

D2 le motivaron a hacerlo con la expectativa de resolver e problema técnico objetivo?

Es mas, équé razon tendria la persona versada en la materia para que, a la
luz del problema resuelto por la presente invencién, decidiera modificar las
composiciones de D1, a partir de las ensefianzas de D2, de manera que las
formulaciones resultantes comprendan una combinacién particular de
excipientes como la reclamada, y no otro tipo de combinacién, si no existe
sugerencia alguna sobre una mejora o efecto sorprendente con dichos cambios
en el estado del arte previo?

=n conexion con lo anterior, muy respetuosamente me permito sefalar que la Unica
motivacion que tendria la persona versada en la materia para hacer esta particular
modif cacidn seria la revelacién hecha por la presente invencion, por lo que el analisis de
nivel inventivo realizado por el Sefior Examinador estd enmarcado dentro de lo que en el
ambito de las patentes se conoce como “hindsight” o analisis "Ex post facto"”. Conociendo
de aatemano la invencidn, el Sefior Examinador esta seleccionando excipientes
especificos dentro del documento D2, los cuales selecciona y combina con otros
excipientes de forma que permiten construir la materia reclamada por la reivindicacién 1
de la presente solicitud. Dichas modificaciones de ningin modo podrian ser evidentes

para la persona versada en la materia en el momento en el cual se desarrolld |a
invenzion.

En este sentido, vale la pena resaltar que, al tener conocimiento de la invencion, es
de esoerarse que dichas modificaciones particulares de las ensefianzas de D1, a partir de
D2, parezcan obvias, toda vez que ya se sabe de antemano que efectivamente estas
combinaciones resuelven el problema planteado. Sin embargo, esta informacion no era
conocida por el inventor en el momento de desarrollar la invencion, por lo que no podria
tener certeza de la utilidad de realizar estos pasos.

En vista de este sefialamiento, y a la luz de lo discutido en el presente memorial,
me permito resaltar que al no “saltar a Ja vista de manera clara y directa” a partir de la
las ensefianzas de D1 y D2 composiciones farmacéuticas de la forma cristalina 6 del
compuesto GS-7977, como las considerados en la presente invencion, y al no tenerse
“certeza clara y manifiesta” de que dichas composiciones representarian un alternativa
exitosa para tratar infecciones por VHC, es claro que ni el documento D1 ni el documento

D2 pueden de ninguna manera afectar el Nivel Inventivo de la solicitud en estudio.

11
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3. CONCESION DE LA PRESENTE SOLICITUD EN OTRAS OFICINAS DE
PATENTES

Finalmente y aparte de lo mencionado hasta e mcmento en el present2 recurso,
atentamente me permitc reiterar ante ese Despackc cue la meteria revelada en la
solicitud de patente en cuestion ha sido consideraca como materia patentablz por parte
de los examinadores dz la Oficina Estadounidensz de Patentes, USTPO, y como
consecuencia de ello ha sido concedida la patente U.S. 8,889,159 (App. No. 13/686,664)
(El anexo I del presente recurss corresponde a un3 copia ce la portada y reivindicaciones

de dicha patente americana y ¢z la decision de conceGer una patente americara).

Ahcra bien, ante todo es preciso sefialar guz ccn la informacidn mancionada
anteriormente de ninguna manara pretando desccnocer lz indepencencia de la que goza
la Superntendencia de Indust-ia y Comercio al momento de analizar los meritos de
patentab lidad de una so ctud, de acuerdo con I3s cispcsiciones del Convenio de Paris

para la p-ozeccion de la propiecad industrial.

Sin embargo, si considerc de gran importanzia resaltar el hecho de que la materia
técnica revalada en el actual caditulo reivindicatorio de la solicitud de patente en cuestion

corresporde a materia gue ha sido catalogade cxmo novedosa, irventiva e

industrialmente aplicable por lcs Examinadores de la USPTO, hecho gue evicentemenie
representa un claro indicio de que la materia técrica revelada en la solidtud de patenze
en estudio cumple a catalidad con los requisitos de oatantabilidad establecidos en la
Decisiéon Andina 486 de 2000.

-

II. CONCLUSION

Con base en los argumentos técnicos mostradas previamente me permito
manifestar ante ese Despachc que el capitulo rzivircicatorio actualmente p-esentado
goza de un inequivoco caracter inventivo frente a las ensefianzas de los documentos C1

y D2, razon por la cuales dicha materia es clara me-ecedora del privilegio d= patente
solicitado.

III. PETICION

En vista de todo lo anterior, ruego a usted proceder a estudiar nuevamerte la
solicitud a |a luz de las argumertaciones presentacas, y proceder a revocar la Resolucion

Numero 64471, con el fin de que se conceda el privilegiz d= patente para la presente
invencion.

12
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IV. PODER

En este punto me permito mencionar ante ese Despacho que el documento que
acredita mi calidad de Representante Legal en Bogota para asuntos relativos a la
Propiedad Industrial de la sociedad peticionaria, fue presentado junto con mi memorial

del 28 de Septiembre de 2015.

V. ANEXOS

Anexo al presente recurso me permito presentar:

i) Copia de la portada y reivindicaciones del documento de la patente americana

US 8,889,159, y

i) Copia de la decision de conceder la patente US 8,889,159 (Notice of
Allowance) por parte de la USPTO.

VI. DOMICILIO

Mi direccion es Calle 72 No. 5-83, Piso 6°, Bogota D.C.

Del Senor Superintendente,
ATLOREDA RICAURTE

T B, 53,215

Direccién para Notificaciones: notificacionespatentes@lloredacamacho.com

13
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(57) ABSTRACT

Disclosed herein are a camposition and unit dosage form for
the treatment of hepatitis C virus (HCV) infection comprising
Gi8-7977 and at least one pharmaceutically acceptable excipi-
ent, as well as methods for making said composition and unit
dosage form. Also disclosed herein 1s a method of treating a
subject, preferably  human, infected with hepatitis € virus,
said method comprising administering to the subject for a
time period an effective amount of GS-7977 and an effective
amount of ribavinn. In one aspect, the method comprises
administering to the subject an interferon-lree ireatment regi-
men comprising an effective amount of GS-7977 and an
effective amouat of nbavirin. In a particular aspect, the
method is sufficient to produce an undetectable amount nf
HOV RNA in the subject for at least 12 weeks after the end of
the time period.
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have experienced viral relapse after cessation of GS-7077-
containing treatment. Population sequencing of the viral
relapse samples showed that S282T was detected in only one
ol'the 33 patients, who was GT2b and relapsed 4 weeks after
completion of 12 weeks of GS-7977 monatherapy. Deep
sequencing revealed 99% S282T in this GT2b patient at
relapse. Population and clonal phenotypic analysis demon-
strated that the (iT2h S282T-containing sample was 8- 1o
13-fold less susceptible 1o GS-7977 compared to correspond-
ing baseline virus. For the other 52 paticats experiencing
relapse, deep sequencing at baseline and relapse showed no
S2827T. and no specific NS5B mutation at other residues was
identified by population or deep sequencing as being associ-
ated with G8-7977 resistance. (See alse Svarovskaia et al,,
63" Annual Meeting of the American Association for the
Study of Liver Diseases, Poster 753, Nov, 11, 2012,

[he foregoing illustrates that G8-7977 has a high resis-
tance harrier. Notably, the S282T mutation has not heen
observed in any patient receiving a treatment regimen com-
bimng GS-7977 and rihavinn.

Concordance of SVR-4 with SVR-12 and SVR-24 for Treat-
ment Regimens Combining GS-7977 with Ribavirin and
Optionally Peginterleron

Florian et al. have reported that SVR-12 and SVR-24 were
coneordant across a large population database of HCV clini-
cal trials including trials involving peginterferon/ribavirin
combination treatment and treatment regimens combining
peginterferon, ribavirin and telaprevir or boceprevir, with
SVR-12 having a positive predictive value of 98% for SVR-
24 (Florian et al., AASLD 2011, Abstract [.B-28: see also
Martinot-Peignoux e al., Hepatology (2010) 51(4); 1122-
1126.)

HCV data from treatment-naive GT1, GT2 and GT3
patients in the PROTON, ELECTRON and ATOMIC Phase 2
studies who received at least 12 weeks of treatment with
(38-7977, either alone or in combination with rbavirin and
optionally peginterferon, were evaluated, Only patients
treated for at least 12 weeks with 400 mg GS-7977 who had
SVR-4 and SVR-12 or SVR-4 and SVR-24 data were
included in the analysis (259 of 596 patients). The analysis
found 99-100% concordance between SVR-4 and hoth SVR-
I Zand SVR-24 ucross all regimens for patients who achieved
SVR-4 and for whom post-treatment week | 2 data were avail-
able. These results show that SVR-4 is highly concordant
with SVR-12 and SVR-24 for GTI, GT3 and GT3 HCV
patients treated with 400 mg GS-7977 and ribavirin, and
opticnally with peginterferon. (T awitz et al., GS-7977 Phase
2 Trials: Concordance of SVR4 with SVR12 and SVR24 in
HCV Genotypes 1-3, EASL (Apr. 18-22, 2012).)

The [oregoing suggests that the SVR data presented herein
may have predictive value for longer-term SVR rates includ-
ing SVR-24, SVR-36 and SVR-48,

The compositions and unit dosage forms comprising
GS-7977 disclosed herein provide good stability to moisture
and degradation, as well as desirable dissalution and disinte-
gration profiles. They may be used to treat HCV infection
optionally in combination with fbavinn, peginterferon orany
other antiviral agent,

Additionally, the foregoing data illustrate that GS-7977
administered in combination with fbavirin (with or without
peginterteron) elicited a rapad decline in HCV RNA and end
of treatment response (EOTR) in patients with HCV GT1.
GT2 and GT3. No viral breakthrough has been observed
during the caurse of treatment with GS-7977, including when
combined with ribavirin and optionally peginterferon. SVR-
[ 2was 100% for HOV GT2 and GT3 treatment-naive patients
wha received a combination of GS-7977 and ribavirin for 12
weeks and 84% for HCV GT1 treatment-naive patients who
received a combination of GS8-7977 and ribavirin for 12
weeks, compared 10 60% SVR-12 for HCV GT2 and GT3

-
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treatment-naive patients who received GS8-7977 alone, Given
that ribavirin, alone, has been shown to have little to no effect
an HOV RNA levels in human clinical trials, the foregoing
clinicaland in vitro data demonstrates that the combination of
GS-7977 and ribavirin produces a synergistic reduction in
HCV RNA levels.

Further, treatment arms in the ELECTRON trial receiving
(i8-7977 in combination with ribavirin, compared to treat-
ment arms also receiving peginterferon, reported reduced
incidences of side cffects, suggesting that interferon-free
treatment with & combination of GS8-7977 and ribavirin may
offeradvantages over treatment regimens involving peginter-
feron.

[ven further, in vitro results showing that HCV replicons
with the S282T mutation, which show reduced susceptibility
o GS-7977, display increased susceptibility to ribavirin sug-
gest that the combination of GS-7977 and ribavirin may pro-
vide a treatment regimen resulting in reduced rtes of resis-
tance compared to monotherapy with GS-7977, Thus far, the
S282T mutation has not heen observed in a patient receiving
(8-7977 and ribavinn combination therapy, compared to the
cbservation of the mutation in one patient receiving (i5-7977
monatherapy.

The ability to provide effective therapy without peginter-
feron according to the methods described herein has the
potential to significantly improve therapeutic options for
individuals living with HCV infection,

The foregoing description of the present invention pro-
vides illustration and description, but is not intended 1o be

+ exhaustive or to limit the invention o the precise one dis-

closed. Modifications and variations are possible in light of
the above teachings or may be acquired from practice of the
invention,

What 15 claimed is;

1. A pharmaceutical composition comprising;

a] about 25% to about 35% wiw of crystalline GS-7977
having the structure

o) 0, N7 g,
0 i ‘\“..P—-O
Y\ﬁ N, /\mm

b) at least one pharmaceutically acceptable excipienl,
wherein the crystalline GS-7977 has XRPD 260-reflections
() at about:

6.1and 12.7.

2. The composition according to claim 1, wherein theerys-
talline G8-7977 has XRPD 20-reflections (%) at about:

6.1.8.2,104.12.7,17.2,17.7,18.0. 18.8, 19.4, 19.8. 20.1.

20.8,21.8, and 23.3.

3. The composition sccording 1o claim 1, wherein the a1
least one pharmaceutically acceptable excipient comprises at
least one of'a diluent, a disintegrant. a glidant, and a lubricant,

4. The composition according to claim 3, wherein the at
least one pharmaceutically acceptable excipient compriscs a
diluent selected from the group consisting of dicalcium phos-
phate, cellulose, compressible sugars, dibasic caleium phos-
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prate dehydrate, lactose, mannitol, ricrocrystalline cella-
lcse, starch, tnbasic calcium phosphate, and combimatior s
ttercof.

5. The composition accordiag to cla:n 4, wherein the dilu-
et is selected from the group consisting of mannitol, micro-
crystalline cellulose, and combimations taereof.

6. The composition according to claim 3, wherein the ai
least one pharmaceutically acceptable 2xcipient comp-ises
d simtegrant selected from thz group coasisting of croscar
mellose sodium, crospovidome, micrzcrystalline cellulose.
mwod fied com starch, pov dene, pregelatinized starch.
sadium starch glycolate, and combinatioas thereof.

7. The composition according to clain: 6, wherein the die-
irtegrant is croscarmellose sodivm,

8. The composition according to chim 3, wherein the a1
least one pharmaceutically aczeptable excipient comprises &
g ident selected from the groun eonsisting of colloidal silicom
d.ox de, talc, starch, starch dervatives, and combinatiors
tkercof.

9. The composition according to cleim 8, wheren the
gidant is colloidal silicon dioxice.

10. The composition according to claim 3, wherein the &t
least one pharmaceutically aczeptable excipient comprises a
Icbrizant selected from the grcup conswsting of calcium stear-
ake, nagnesium stearate, polyethylene glveol, sodium stearyl
fumerate, stearic acid, talc, and combina-ions thereof.

11. The composition accordicg to claim 10, wherein the
lubrizant is magnesium stearate.

12. The composition accorcing to clain 1 further compris-
irg a coating agent.

13. The composition according to claim 1, wherein the at
Jeast one pharmaceutically aczeptable excipient comprises

a)about 55% w/w to about 65% w/w of a diluent;

b) about 2.5% w/w to abouz 7 5% w!'w of a disintegrant;

¢)about 0.25% wiw 10 aboat 0.75% w'w of a glidart; and

d) about 1.25% w/w to about 1.75% w/w of a lubricant.

14. The composition according to claim 1, wherein the at
Jeast one pharmaceutically aczeptable excipient comprises

a) about 30% w/w of manmni-ol and 1bout 30% wiw cf

microcrystalline cellulose;

b) about 5% w/w of croscamellose sodium;

¢) about 0.5% wiw of colloids] silicon dioxide; and

d) about 1.5% w/w of magmesium sizerate.

15. The composition according to claim 1, wherein the
composilion comprises:

a) about 33% w/w of crystelline GS-7977;

b) about 30% w/w of manni-ol and about 30% wiw cf

microcrystalline cellulosz;

¢) about 5% w/w of croscammellose sodium;

d) about 0.5% w/w of colladde] silicon dioxide; and

¢)about 1.5% w/w of magresium stearate.

16. A unit dosage form comprising:

a) about 400 mg of crystalline GS-7977 having the struc-

ture
0
| NH
0
¢ | o v
0. 5 ““P—'-‘O
ﬁ‘ \] /UJHJ
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and

b’ at least one pharmaceutically acceptakle excipient,
whe-ein the crystallice GS-7977 has XRI'D 26-refl=c:ions
() at about

61 end 12.7.

17. "he unit dosage “orm according to ckim 16. wherein
the crystalline GS-7977 has XRPD 20-reflec:ions (°) a- about:

61,3.2,104,12.7,17.2,17.7,18.0,18.8,19.4,19.3,20.1,

20.8,21.8,ard 233.

18. The unit dosage jorm according to ckim 17. wherein
the ¢t lzast one pharmazeutically acceptable excipizrt com-
prises £t least one =f'a diluent, a disintegrant, a gliden-, end a
lubrcaat.

1Y, The unit dosage form according to ckaim 18, wherein
the ¢1 ]zast one phrrmaceutically acceptable excipizrt com-
prises a diluent selectec from the group consisting o~ dical-
cium paosphate, czllulose, compressible sugars, dibasic cal-
cium  phosphae  dehydrate, lactose,  mennitol,
microc-ystalline cellulese, starch, tribasic calcium phos-
phatz, and combirztions thereof.

2(. The unit dosage $orm according to claim 19, wherein
the cilvent is select=d from the group consis ing of mennitol,
microc-ystalline cellulose, and combinations therecf.

21. The unit dosage form according (o clzim 18, wherein
the £t l2ast one phermaceutically acceptable excipizrt com-
priscs a disintegrent se ected from the groap consiing of
croscamellose sodium, crospovidone, micmocrysta line cel-
lulose, modified can sterch, povidone, pregelatinized starch,
sodinm starch glyeslate, and combinations thereof.

2%. The unit dosage form according to claim 21, wherein
the cismtegrant is croscarmellose sodium.

22, The unit dosage form according to claim 18, wherein
the £t l=ast one phermaceutically acceptable excipizrt com-
prises & glidant sekected from the group consisting of eclloi-
dal silicon dioxide, tale starch, starch derivatives, end com-
binatioas thereof.

2¢. The unit dosage form according to claim 23, wherein
the glicant is collcadal silicon dioxide.

2%, The unit dosage form according to claim 18, wherein
the ¢t l2ast one phermaceutically acceptable excipizrt com-
prises & lubricant szlectzd from the group consisting of cal-
ciur. stearate, magnesium stcarate, polyethylene zlveol,
sodinm steary] fumarate, stearic acid, talc, axd combinations
thereof.

2€. The unit dosage form according to claim 25, wherein
the Lab-icant is megnesmm stearate.

27. The unit desage form according to elaim 17 fucther
comorising a coatimg agent.

2¢. The unit dosage form according (o claim 17, wherein
the &t lzast one phermaceutically acceptable excipiart com-
prises:

a) about 660 mg to about 780 mg of a dilsent;

b} akout 30 mg 1o about 90 mg of a disinsegrant;

¢) about 3 mg to about 9 mg of a glidant; and

dyatout 15 mg 12 about 21 mg of a lubricant.

25. The unit dosage form according to ¢laim 17, wherein
the vnit dosage form comprises:

a) about 400 mg of crystalline GS-7977;

b) atout 360 mg of rannitol and about 356 mg cf micro-

crystalline ce ulosz;

¢) about 60 mg of crescarmellose sodiunx

d) about 6 mg of colloidal silicon dioxide; and

¢) about 18 mg af magnesium stearate.

3(. The unit dosage Hrm according to claim 17, wherein
the unit dosage form comprises a capsule or a table'.

31. A process for preparing a tablet composition ecandris-
ing the unit dosage form of claim 28 comprising:

blending an intragranalar composition and an extragranu-

lar composition to obtain a blended compositicn,
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compressing the blended composition to obtain the tablet

composition: and

optionally coating the tablet composition;

wherein

the intragranular composition comprises GS-7977, a first

intragranular diluent, optionally a second intragranular
diluent. an intragranular disintegrant, an intragranular
glidant, and an intragranular Jubricant; and

the extragranular composition comprises a first extra-

granular diluent, optionally a second extragranular dilu-
enl. an extragranular plidant, an extragranular disinte-
grant. and an extragranular lubricant.

32. A mablet composition compnsing about 400 mg of
(15-7977 made according 1o the process of claim 31,

33, A methed of treating a human infected with hepatitis C
virus comprising administering to the human the composition
according to claim 1,

34. The method according to claim 33, wherein the com-
position is administered to the human in combination with
rihavinn.

35, A method of treating a human infected with hepatitis C
virus comprising administering to the human the unit dosage
form according o ¢laim 17,

36. The method according 10 claim 35, wherein the unit

dosage form is administered to the human in combination 2

with ribavinn.

37. The method according to claim 36, wherein the unit
dosage form Is administered to the human in combination
with ribavirin as part of an interferon-free treatment regimen.
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NOTICE OF ALLOWANCE AND FEE(S) DUE

I EXAMINER |
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l APPLICATION NO FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO CONFIRMATION NO.
1 2/686.664 1142712012 Dareyl G, Cleary ITID-197436-178 5252

ITTLLE OF INVENTION: COMPOSITIONS AND METHODS FOR TREATING HEPATITIS € VIRUS

APPLN, TYPE ] ENTITY STATUS ISSUE FEE DUE ‘PLIBLJL'.»\TIONFEE DUE | PREV. PAID ISSUE FEE | TOTAL FEE(S} DUE l DATE DUE |

nonprovisional UNDISCOUNTED 5960 50 50 3960 1072004

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGIHTS.
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
Y TATUTORY PE D OT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. [IF AN ISSUE FEE HAS
PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM

WILL BE CONSIDERED A REQUEST TO REAPPLY TIHE PREVIOUSLY PAID ISSUE, FEE TOWARD TIIE ISSUE FEE NOW
DUE.

HOW TO REPLY TO THIS NOTICE;

L. Review the ENTITY STATUS shown above. If the ENTITY STATUS is shown as SMALL or MICRO. verify whether entitlement to that
enlity status still applies.

[f the ENTITY STATUS i1s the same as shown above, pay the TOTAL FEE(S) DUE shown above,

Il the ENTITY STATUS is changed from that shown above, on PART B - FEE(S) TRANSMITTAL. complete section number 5 titled
“"Change in Entity Status (from status indicated above)",

Ior purposes of this notice, small entity fees are 1/2 the amount of undiscounted fees. and micro entity fees are 1/2 the amount of small entity
fees.

1. PART B - FEE(S) TRANSMITTAL., or its equivalent, must he completed and returned 1o the United States Patent and Trademark Office
(USPTO) with your ISSUE FEE and PUBLICATION FEE (if required). If you are charging the fee(s) to your deposit account, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a
request 1o reapply a previously paid issue fee must be clearly made, and delays in processing may occur due to the difficulty in recognizing
the paper as an equivalent of Part B,

I, All communications regarding this application must give the application number. Please direct all communications prior o issuance to
Mail Stop ISSUE FEE unless advised to the contrary.

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of

maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due.
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Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE
Commissioner for Patents
P.O. Box 1450
Alexandr:a, Virginia 22313-1430
or Fax (571)-273-2835

INSTEUCTIONS: This form should be used for transmitting e ISSUE FEE and PUBLICATION FEE (it required). Blocks 1 through 5 should be comoleted wh=re
appropriate. All further correspondence including the Patent, advance orcers and notification of maintenance “ees will be mailed to the cu-reat correspordence address as
incicaled unltt:ss corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/o- (b) indicating a separate "'FZE ADDRESS" for
maziatenance fee notifications.

Note: A cerificete of mailic2 can only be used for domestiz mailings of ihe

Fee(s) Traasnittal. This certificate cannot be usec for an¥ other accompanying

CURRENT CORRESPONDENCE ADDRESS (Nae: Use Block 1 for any change cf addresss apers. Each adéilional paper, such as an assignment or “ormal drawing, mast
ave its own certficate of mz ling or tramsmission.

Certificate of Mailing or Tramsmissien

. L1776 . 7590 07172014 [ hereby certify that this Fee’s) Transmi:tal is being depcsited with the United
Gilead Sciences, Inc. Séz:ilr? %sral ervice ‘Tubh s lgelil{:pgsﬁﬂgcgu frst class mzil in an envelzpe
W . . . al ssed to the Mail Stop ISSUE FEE address above, or beiag facsimale
¢/o Sheppard Mullin Richter & Hampton LLP transmitted to the USPTO (571 273.2885, on the date indicated below.
379 Lytton Avenue —
Palo All(), (‘A ';4301 (Depasitor’s namc)
(Signatme)
(Dae)
I AFPLICATION NO. ‘ FILING DATE I FRRST NAMED INVENTOR ATTORNEY DOCKET NO. 1 CONFIRMATION ND.
13/686,664 1112502012 Darryl G. Cleary TID-197436-US 5252
TITLE OF INVENTION: COMPOSITIONS AND METHODS FOR TREATING HEPATITIS C VIRUS
r AZPLN, TYPE ENTITY STATUS |  ISSUEFEEL'JE [PL'BLICAT]ON FEE DUE | PREV. FAIDISSUE E'EEJ: TOTAL FEE(S) DUE DATE DUE J
nanprovisional UNDISCOUNTED $960 $0 $) P60 10/17/2014
[ EXAMINER l ART UNIT l CLASS-SUBCLASS l
CHANG, KYUNG SOOK 1613 424-400000

i Chan]ge of correspondence address ar irdication of "Fee Address' (37 2. For printing on the patent frort page, list

ChE LR ‘1) The names of up to 3 registered patent attormeys 1 - —
[ Change of correspondence address “or Change of Correspondence or agents OR, alternatively,
Address form PTO/SB/122) attached.

(%]

2) The name of a single firm (having as a membzr a -

[ “Fee Address” indication (or "Fee Address” Indication form registered attorney or agent) and the names of up to
2T0O/SB/AT; Rev 03-02 or more recznt’ attached. Use of a Custemer 2 registered patent atlorneys cr agents. If no name is 3
Number is required. _sted, no name will be printec. = =

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED DN THE PATENT (print or type)

2 EASE NOTE: Ualess an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below, the document has been filed for
recordation as set fo-th in 37 CFR 311 Completion of this form is NOT a substitute for filing an assignmeat.

1A) NAME OF ASSIGNEE (By RESIDENCE: (CITY and STATE OR COUNTRY)

Please check the approgriate assignee Galegory or categories (will not be printed on the patent) : (J Individual O Corporation or other privatz group en ity [ Goverr meat

4a. The following fee(s are submitted: 4b. Peyment of Fee(s): (Please first r2apply any previously paid issue fee showr sbove)
[ I5sue Fee = A check is enclosed.
(3 Publication Fee (No small entity discount permitted) =) Payment by credit card. Form FTO-2038 is attached.
[ Advance Order - # of Copies __ JThe Director is hereby authodized tc charge the rzquired fee(s), any ceficiency oc credits any
overpayment, to Deposit Account Number _ (enclase an extra copy of this form)
5. Change in Entity Status (from stats indicated above)
a Applicant certify ng micro entity stetus. See 37 CFR 1.29 NOTE: Absent a valid certification of Micro Entity Status (see forms PTO/SB/I5A and 15B), issus
“2¢ payment in the micro entity emoun’ will not be accepted at the risk cf appliction abandonment.
a Applicant asserting small entity status. See 37 CFR 1,27 HOTE: If the application was prev:ous y under micro entity stztus, ckec<ing this boz will be taker
12 be a notification of loss of ent tlement to micro eatity status.
a Applicant changiag to regular urdiscounted fee status. NOTE: Checking this box will be taken to be a not:fication of .o0ss of en.itlemert ‘0 small or mxro

ently status, as applicable.

NOTE: This [orm must be signed in uceordance with 37 CFR 1.31 and 1.33. See 37 CER 1.4 for signature re juirem ents and certilications.

Authorized Signature Date

Typed or printed name _ Registrat on No.
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Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(Applications filed on or after May 29, 2000)

The Office has discontinued providing a Patent Term Adjustment (PTA) calculation with the Notice of Allowance.

Section 1(h)(2) of the AIA Technical Corrections Act amended 35 U.S.C. 154(b)(3)(B)(i) to eliminate the
requirement that the Office provide a patent term adjustment determination with the notice of allowance. See
Revisions to Patent Term Adjustment, 78 Fed. Reg. 19416, 19417 (Apr. 1, 2013). Therefore, the Office is no longer
providing an initial patent term adjustment determination with the notice of allowance. The Office will continue to
provide a patent term adjustment determination with the Issue Notification Letter that is mailed to applicant
approximately three weeks prior to the issue date of the patent, and will include the patent term adjustment on the
patent. Any request for reconsideration of the patent term adjustment determination (or reinstatement of patent term
adjustment) should follow the process outlined in 37 CFR 1.705.

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of
Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be
directed to the Customer Service Center of the Office of Patent Publication at [-(888)-786-0101 or (571)-272-4200.
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OMB Clearance and PRA Burden Statement for PTOL-85 Part B

The Paperwork Reductior Act (PRA) of 1995 requires “ederal agencies to obtain Office of Management and
Budge: approval before requesting most types of informetion from the public. When OMB approves an agency
reques: to collect informaion from the public, OMB (i) provides & valil OMB Control Number and expiration
date fer the agency to display on tae instrument that will b2 used to coliect the information and iii) requires the
a%;r.cy to inform the puklic abou: the OMB Control Nurber's legal significance in accordance with 5 CER
1320.5b).

The information collected by PTOL-85 Part B is required by 37 CFR 1.311. The information is required to obtain
or retain a benefit by the public which is to file (and by the USPTC o process) an applization. Confidentiality is
governed by 35 U.S.C. 122 and 37 CFR 1.14. This ccllection is estimated to take -2 minutes (0 compete,
inclnding gathering, preparing, and submitting the completed application form to the USPTD. Time will vary
depending upon the individual case. Any commerts on thz amoun: of time you require to complete this form
andror suggestions for reducing this burden, should be sent to the Chizf Information Dfficer, U.S. Patent and
Trademark Office, U.S. Department of Commerce, P.O. Box 1450 Alexandria, Virginia 22315-1450. DO NOT
SEND FEES OR COMPLETED FORMS TO TH-S ADDRESS. SEHD TO: Commissioner for Patents, P.0. Box
1451, Alexandria, Virginia 22313-1450. Under the Paperwork Reductior Act of 1995, no persons are required to
respond to a collection of information unless it disolays a valid OMB con:rol number.

Privacy Act Statemert

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in coanection with vour
submission of the attacted form. related to a patent application or patent. Accordingly, pursuant to the
requirements of the Act, please be advised that: (11 the gereral authorit¥ for the collecton of this information is
35 U.S.C. 2(b)(2); (2) furnishing of the informaticn solicited is volurtary; and (3) the principal purpose for which
the information is used by the [1.S. Patent and Trademark Office is to process and/or examine your submission
relatec to a patent application or patent. If you do not furnish thz requested information, the 1J.5. Patent and
Trademark Office may not be able to process and/or examine your submission, which mey resclt in terminaticn of
procecdings or abandonment of the application or expiratior. of the pztent.

The irformation provided by you i1 this form will be subject to the fellowing routine uses:

1 The information on this form will be treated confidentially  the extent allowed under the Freedom of
Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of records
may be disclosed to the Department of Justice to determine whether disclosure of these rzcords is rzquired
by the Freedom of Imformation Act.

2 A record from this system of records may be disclosed, as a rcetine use, in the course of presenting evidence
#0 a court, magistrate, or adrministrative tribuaal, inzluding disslosures to opposing counsel in the ccurse of
settlement negotiations.

3. A record in this systzm of -ecords may be disclosed, s a routire use, to a Member of Congress submitting a
request involving au indiv.dual, to whom the record pertains. when the individua has requested assistnce
from the Member with respect to the subject matter of the record.

4. A record in this sys.em of records may be disclosed, as a routine nse, 1o a contractor of e Agency having
need for the information in order to perform a cortract. Recipiznts of information shal. be required to
comply with the requirements of the Privacy Act of 1974, as amenced, pursvant to 5 U.S.C. 5352a(m).

5. A record related to an International Appliczton filed under th= Patent Cooperation Treaty in this system of
records may be disclosed, as a routine use. 1o the Irternational Bureau of the World Tniellectual Property
Drganization, pursuant to the Patent Cooperation Treaty.

6. A record in this system of records may be disclosed, as a routiae use, to another federal agency for purposes
of National Security review (35 U.S.C. 181) and for review parsuant to the Atomic Enerzy Act (42 U.S.C.
218(c)).

7. A record from this syster of records may be disclosed, as a rcutine use, to the Admunistrator, General
Services, or his/her designee, during an inspectior of records conducted by GSA as part of that egency's
responsibility to recommend improvements in recozds managemert practices and drograms. under authority
of 44 U.S.C. 2904 and 2906. Such disclosure shal be made in accordance with the GSA regulations
governing inspection of reccrds for this purpose, and any othe- relevant (i.e., GSA or Commerce) directive.
Such disclosure shall not be used to make determinations abous individuals,

&. A record from this system of records may bz disclosed, as a roatine use, to the public after either publication
of the application parsuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a
record may be disclosed, subject to the linnations of 37 CER 1 14, as a routine use, o the publ ¢ if the
record was filed in an application which became abandoned or in which the proceedings were terminated
and which applicazion is referenced by either a published application, an applicaticn open to public
inspection or an isseed patert.

€. A record from this system of records may be disclosed, as a routine use, to a Fzderal, State, or local law
enforcement agency, if the USPTO becomes aware of a violation or potential violation o law or regulation.



Application No. Applicant(s)
13/686,664 CLEARY ET AL.
TH AlA (First Inventor to
Notice of Allowability E{(TJ':‘S"S'OOK — ?; g"“ Ello) Statee
No

- The MAILING DATE of this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application, If not included
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308,

1. [ This communication is responsive to 06/18/2014.
Oa declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2. [0 An election was made Dy the applicant in response to a restriction requirement set forth during the interview on : the restriction
| requirement and election have been incorporated into this action.

3. & The allowed claim(s) is/are 7-21,27-40 and 43-50. As a result of the allowed claim(s), you may be eligible to benefit from the Patent
Prosecution Highway program at a participating Intellectual property office for the corresponding application. For mare information,
please see hifp://www uspto.govipatentsiinit_events/pphfindex.jsp or send an inquiry to PPHfeedback@uspto.qov .

4. [0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or {f).
Certified coples:
a)[d Al b)[JSome *c)[J None of the:
\ 1. [ Certified copies of the priority documents have been received.

2. [ Certified copies of the priority documents have been received in Application No. o
3. [J Copies of the certified copies of the priority documents have been received in this national stage application from the
International Bureau (PCT Rule 17.2(a)).
* Certified copies not received:

Applicant has THREE MONTHS FROM THE “MAILING DATE" of this communication to file a reply complying with the requirements
noted below. Failure to timely comply will result in ABANDONMENT of this application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE,

| 5. [J CORRECTED DRAWINGS ( as "replacement sheets") must be submitted.

O including changes required by the attached Examiner's Amendment / Comment or in the Office action of
Paper No./Mail Date .

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings In the front (not the back) of
each sheel. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

6. [J DEPOSIT OF andfor INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)
[ 4, [J Notice of References Cited (PTO-892) 5. [ Examiner's Amendment/Comment
2. [ Information Disclosure Statements (PTC/SB/08), 6. [ Examiner's Statement of Reasons for Allowance
Paper No./Mail Date 01/07/2013
3. [ Examiners Comment Regarding Requirement for Deposit 7. X Other updated BIB.

. of Biological Material
| 4. Interview Summary (PTO-413),
Paper No./Mail Date .

/ERNST V ARNOLD/
Primary Examiner, Art Unit 1613

U5 Patent and Trademark Cilice

PTOL-37 (Rev. 08-13) Notice of Allowability Part of Paper No./Mail Date 20140626



Apoalication/Control Numker: 13/686,664 Page 2
Art Lnit: 1613

The present application is being 2xamined under the pre-AlA “irst to invent
prov sions.
Detailec Action
Claims 7-21, 27-40 and 43-50 are pending and ¢ aims 44-50 were withdrawn.
Applicants’ rasporse and Terminal Discleimers filed on 06/ 8/2014 are
acknowledged.
Withdrawn Rejections
Applicant's response along with Terminal Cisclaimers filed 06/18/2014 is
acknowledged and have been fully considered. The =xaminer hes re-weigned al the
evidence of record. Any rejection and/or ctjection not specfically addressed below is
herein withdrawn.
In particular, by way of Applicents’ submission of the Terminal Disclaimers. the

non-statutory doubl2 patenting rejections have been withdrawn.

Rejoinder
Since claim 8 is cirected to an allowable oroduct pursaant to the procedures set
forth in MPEP 821.04(0, previously withdrawn claims 44-50 from consideraticn as a
result of a restriction requirement are herety re oined and fully examinz2d for
patentability under 37 CFR 1.104.
Because all claims previously withdrawn from considzsrat o1 under 37 CFR 1.143
have been rejoined, the restriction requirement as set forth 'n the Office Action ma'led

on 07/03/2013 is hereby withdrawn. In view cf the withdrawal of the restriction
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requirement as to the rejoined inventions, applicant(s) are advised that if any claim
presented in a continuation or divisional application is anticipated by, or includes all the
limitations of, a claim that is allowable in the present application, such claim may be
subject to provisional statutory and/or nonstatutory double patenting rejections over the
claims of the instant application. Once the restriction requirement is withdrawn, the
provisions of 35 U.S.C. 121 are no longer applicable. See In re Ziegler, 443 F.2d 1211,

1215, 170 USPQ 129, 131-32 (CCPA 1971). See also MPEP § 804.01.

Further, the Examiner contacted Applicant's representative Neeta Thakur to
discuss the below Examiner's Amendment on 06/26/2014. Applicant agreed to amend
the claims as noted below and authorized the Examiner to enter them by way of the
Examiner's Amendment.

As a result, the application places the case in condition for allowance and

therefore the objection/rejections are withdrawn.

EXAMINER’S AMENDMENT
With respect to the proposed claims, an examiner's amendment to the record
appears below. Should the changes and/or additions be unacceptable to applicant, an
amendment may be filed as provided by 37 CFR 1.312. To ensure consideration of

such an amendment, it must be submitted no later than the payment of the issue fee.
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In claim 44,

after "comoarising” (line 1), please delste 'atout £00mg cf GS-7977" and insert -—

the unit dosage form of claim 2§ ---.
after “to ootain” (line 5), please delete "a" and inser: -—the ---.
In claim 47,
after “the composition” (.ne 1), please delete “accerd ng to claim 1”.
In claim 49,
after “tne unit dosage form” (I're 1). please delete “according to claim 28"
In claim 50,

After “the unit dosage form” {line 1), pl2ase delete “accordirg to claim 28".

Reasons icr allowance

The foliowing is an exaniner’s statement of regsons for allowance:

The oror art including the appliec refarenzes dogs not disclose or suggest the
claimed polymorph: the crystalline GS-7977 has XRPC 28 -reflections (%) at about: 6.1
and 12.7 as recited in claim 3. For example, while the closest prior art of Ross (US
pJblication application no. 2010/0298257) does teach crystalline GS-7977 has XRPD
26 —reflections (?) at about: 5.0, 7.3, 9.4 and 18.1, it requires different polymorph.
Further, submission of Terminal D sclaimars wizh raspect to copanding application ro.

13/661509 and patent no. £633209 obviates e CCF rejections and the remaining ODP
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rejections are also withdrawn with respect to the earlier filed copending application nos.
13/875252 and 13/732725.

Now pending claims are free of art and no other outstanding issues are
remaining.

Any comments considered necessary by applicant must be submitted no later
than the payment of the issue fee and, to avoid processing delays, should preferably
accompany the issue fee. Such submissions should be clearly labeled “Comments on

Statement of Reasons for Allowance.”

Conclusion
Claims 7-21, 27-40 and 43-50 are allowable.

Any inquiry concerning this communication or earlier communications from the
examiner should be directed to KYUNG SOOK CHANG whose telephone number is
(571)270-1392. The examiner can normally be reached on Monday through Friday from
8:00 AM until 5:30 PM.

If attempts to reach the examiner by telephone are unsuccessful, the examiner's
supervisor, BRIAN YONG (BRIAN-YONG) S. KWON can be reached on (571) 272-
0581. The fax phone number for the organization where this application or proceeding
is assigned is 571-273-8300.

Information regarding the status of an application may be obtained from the
Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public
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PAIR. Status information for unpublished applications is available through Private PAIR

only. For more information about the PAIR system, see httr:/pair-diract usgto.qov.

Shoula you have questions on access to the Private FAIR system, contaz: the
Electrcic Business Center (EBC) at 866-217-8197 (tcll-free;. If you would like
assistance from a USPTO Customer Service Reprasentative or access to tre

automared informaton systam, call 80-786-9199 (IN USA OS5 CANADA) or 571-272-
1000.

Kyung Sook Chang

Examiner | Art Unit 1613

United Sta-es Patent and Trademark Office
Office: (571) 270-1392 | Fax: (571) 270-2392

/ERNST V ARNOLD/

Primary Examiner, Art Unit 1€13



