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rfC lC L O P R O P lL A M IN O K A R B O N im -2 -M E T IL F E N lL V 3 -F L U Q R O -4 -  

fP IR ID IN -2 -IL M E T Q X n B E N Z A M ID A ” -a a s e  A 61 K  g /1 6 -E x n e r iie o te  

núm ero 1 3 -1 5 3 ,1 2 6 .-

1. Me refiero al auto dictado por ese Despacho notificado por fijación en lista de 17 

de ju n io  de 2014, así como a m i solicitud de plazo de 11 de Agosto de 2014 para dar 

respuesta al auto arriba mencionado.

2. Con el fin  de responder a las objeciones expuestas por el Señor Exam inador bajo 

los acápites de claridad de las reivindicaciones y  nivel inventivo, me perm ito  presentar 

los siguientes argum entos técnicos por medio de ios cuales se superan com pletam ente 

dichas objeciones.

3. C laridad del cap ítu lo  re iv ind ica torío

El señor Exam inador afirm a lo siguiente en relación con la claridad del capítulo 

re iv ind icatorio ;

"De acuerdo  con lo  reve lad o  en  e l  cap ítu lo  re iv in d ica to rio , se  está  

defin ien d o  e l depósito  fa rm acéu tico  p o r sus com ponentes princ ipa les  y  

tam b ién  se m enciona un rango  am plio  de la  re lac ión  m o la r  en  que  se  

en cu en tra  e l copolfm ero de ácido láctico -g licó lico  b io d eg rad ab le  (PLG A ). 

D e ig u a l m an era , e l té rm in o  "depósito fa rm acéu tico " no  es conciso. Favor 

a c la ra r ."
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En respuesta a lo an te rio r me perm ito  m anifestar lo siguiente:

•  De acuerdo con lo señalado de manera puntual en la página 4 de la descripción de 

la presente invención, un depósito farm acéutico se define como una composición que 

libera un agente farm acéutico, especialmente una cantidad farm acéuticam ente efectiva 

de dicho agente farm acéutico en el tiem po (e l cual, que para e l caso que nos ocupa 

corresponde a l compuesto químico N- {5 -[(c ic lo p ro p ila m ln o )ca rb o rill]-2 'm e tilfe n ll}-3 -  

fluoro-4-(p irid in -2 -ilm etox l)benzam ida  o una sal farm acéuticam ente aceptable del 

m ism o), con el fin  de proveer una adm inistración controlada y /o  Sostenida de dicho 

agente farm acéutico allí comprendido.

Con base en lo an te rio r atentam ente me perm ito  m anifestar ante ese Despacho 

que el té rm ino  "depósito farm acéutico" que hace parte del preám bulo de las 

reivindicaciones de la solicitud de patente en cuestión se encuentra plenamente definido

en la descripción de la solicitud, y  por lo tan to  resulta ser claro y conc 

m edianam ente versada en la m ateria técnica en cuestión.

so para la persona

•  De o tro  lado, en relación con la relación m olar de los ácidos iáctjco y giicólico en ei 

copolímero que hace parte del depósito farm acéutico de la presente invención, 

a tentam ente me perm ito  señalar ante ese Despacho que los rangos definidos en la 

reivindicación 1 para el copolímero de ácido láctico-glicólico biodegradable encuentran 

pleno sustento en ia descripción de ia solicitud, particularm ente en los ejemplos 

d ivulgados por el solic itante, a pa rtir de los cuales se pudo establecer que la ventaja 

técnica lograda se observa al em plear desde una relación m olar de ácido láctico:ácido

giicólico de 95 :5 , hasta una relación m olar de ácido láctico:ácido glicó Ico de 50:50.

Como consecuencia de lo an te rio r me perm ito  m anifestar que úna relación molar 

de ácido láctico:ácido giicólico en el rango de 100:0 a 50:50, tJ l y como aparece 

defin ido en la re ivindicación 1 de la presente invención, de ninguna manera representa 

una fa lta  de concisión y /o  claridad de la invención, toda vez que dicho rango 

corresponde a una generalización absolutam ente razonable ai tener en cuenta los 

resultados experim enta les divulgados por el solicitante.

En vista de lo arriba mencionado me perm ito  m anifestar que el capítulo 

re ivind icatorio  de la solicitud de patente en cuestión cumple a |Cabalidad con las 

disposiciones de patentabilidad establecidas en el Artículo 30 de la Decisión 485 de 

2000, toda vez que es claro, conciso y  encuentra pleno sustento en la descripción de la 

invención.
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4. N ivel inventivo  de la invención

De acuerdo con el señor Examinador, la materia revelada en las reivindicaciones 1 

a 3 de la presente invención no son inventivas en vista de la com binación de las 

enseñanzas de los siguientes documentos:

( D I ) WO 2005/061465

(D 2) -+ R,A. Jain e t al., "The m anufactura ting  techniques o f  varíous d rug loaded  

biodegradable po ly(lactlde-co-g lyco lide) (PLGA) devices"-, B iom ateria ls (Im pact 

Factor; 7 .6 ); 21 (23 ):2475-90 .

(D 3 ) Horisawa E. e t a l.; "Prolonged an ti- in flam m ato ry  actlon o f  D i-  

lactide/g lyco lide copolym er nanospheres conta in ing betam ethasone sodium  

phosphate fo r an in tra -a rticu la r de livery system  ¡n antigen-induced a rth r itic  

rabbit"-, Pharmaceutical Research, (Im pact Factor; 4 ,7 4 ); 19(4 ):403-10 .

En este sentido, el señor Exam inador a firm a que era obvio para la persona del 

oficio norm alm ente versada en la m ateria referirse a las enseñanzas divulgadas en los 

docum entos D2 y D3 con el fin  de u tiliza r el copolímero PLGA en composiciones como las 

descritas en el documento D I para llegar así al objeto  de la reivindicación 1 de la 

solicitud.

En respuesta a lo ante rio r y  con el ánim o de dem ostrar ante ese Despacho que la 

solicitud de patente en cuestión es inventiva frente  a las enseñanzas de dichas 

anterioridades, atentam ente me perm ito  presentar las siguientes consideraciones 

técnicas;

a ) P rincipales caracterís ticas  de la Invencién  denegada

La presente solicitud se relaciona de manera específica con composiciones de 

m icropartículas o nanopartículas del compuesto N -{5 -[(c lc lop rop ilam íno )ca rbon ll]-2 - 

m e tilfen il}-3 -fluo ro -4 -(p lrid ln -2 *iIm e tox i)benzam ida  en un copolímero de ácido láctico- 

ácido giicólico (PLGA), y  donde composiciones están diseñadas para ser adm inistradas 

parenteraim ente.

Ahora bien, como puede observarse en ios ejem plos 1 a 5 de la presente solicitud, 

las m icropartículas con PLGA 50:50 proporcionaron altas eficiencias de encapsuiación, 

produciendo cargas de princip io activo de aproxim adam ente 13%, m ientras que los 

datos de liberación In vitro  a llí revelados evidencian que el compuesto N -{5 -

[(c ic lop rop llam ino)ca rbon il]-2 -m e tilfen il}-3 -fluo ro -4 -(p irid in -2 -llm e tox l)benzam lda  en

m icropartículas de PLGA 50:50 y PLGA 95 :5 , tenían una explosión aceptable en el día 

uno y se liberaron durante 1 mes y  3 meses in vitro, respectivam ente (Págs. 20 a 23, 

Ejemplos 1 y 2).
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Adicionalm ente, cuando se estudiaron las características de liberación de N *{5 - 

[(dc iop rop ilam ino )ca rbon li]-2 -m etiifen il}-3 -fiuo ro -4 -(p ihd in -2 -llm e tox i)benzam ida  en 

m icropartículas de PGLA 50:50 inyectado in tra -a rticu iarm ente  (2Ó0pg) a ratas, se pudo 

establecer que el princip io activo puede liberarse sostenido en el flu ido  sinovia! por hasta 

21 días y que conduce a concentraciones en plasma m uy bajas poco después de la 

dosificación, debido a un efecto de explosión reducido (Págs. 24 a|27, Ejemplos 3 y 4).

Así m ismo, el so lic itante com probó que hay una eficacia inm ediata  y sostenida 

después de la inyección del compuesto N -{5 -[(c ic lop rop ilam ino)ca rbon iI]-2 -m etilfen il}-

3 -fluo ro -4 -(p irid in -2 -ilm etox i)benzam ida  form ulado en el depósito farm acéutico de la 

invención (lo  contrario  se observó al adm in is trar el m ismo princip io activo no 

form ulado), m ostrando además que hay un requerim iento absoluto para depositar el 

princip io activo en la form ulación de la invención en la articulación por períodos 

sostenidos para realizar un efecto farm acodinám ico (Pág. 27 y 28| e jem plos 5 y  6).

En este sentido me perm ito  resa ltar que estas propiedades mejoradas de la 

composiciones de m icropartículas o nanopartículas del| compuesto N -{5 - 

[(c ic lop rop ilam ino)carbon il]-2 -m etilfen ií}-3 -fluo ro -4 -(p irid in -2 *ilm e tox i)benzam ida  en un 

copolímero de ácido láctico-ácido giicólico (PLGA) corresponden a un avance significativo 

en el campo técnico en cuestión, y de ninguna manera habrían Sido evidentes para la 

persona m edianam ente versada en la m ateria a pa rtir de las enseñanzas del estado de 

la técnica anterior. j

b ) La com binación de las enseñanzas de los documentois D I  a D3 no hace
I

evid en te  la m ateria  reve lada en ia p resente  invención

Con respecto a lo anterior, considero de gran im portancia aclarar ante ese 

Despacho que el docum ento D I se refiere a un gran núm ero de amidas sustitu idas 

cobijadas bajo la fórm ula ( I) :  i

Q, 0 - Q .

Consecuentemente, el documento D I revela una alta cantidad de compuestos 

dentro de los que se Incluye la N -{5 -[(c ic lop rop ilam ino )ca rbon il]-2 -m e tilfen il}-3 -fluo ro -

4 -(p ihd in-2-tlm etox i)benzam ida , y  si bien D I señala que se incluyen las composiciones 

farm acéuticas de las moléculas allí reveladas, dicho docum entol no ilustra la m ejor 

manera de fo rm u la r ninguna de ellas y mucho menos cómo fo rm u la r el principio activo 

que es parte del depósito farm acéutico de la presente invención para una adm inistración 

parenteral. ,



LLOREDA CAMACHO & CO.

Calle 72 No. 5-83 Piso 5, Bogotá. D-C, Tel: 6069700 Fax 6069701

En efecto, D I no se refiere a composiciones de PLGA que puedan ser empleadas 

como inyecciones parenterales, in tra -articu lares, sino que dicho docum ento señala de 

form a general que los compuestos allí enseñados se pueden adm in is tra r "como una 

solución estéril acuosa u o leosa" (página 29, línea 17, D I,  resaltado fuera de tex to ), lo 

que claram ente se diferencia de las composiciones de m icropartículas o nanopartículas 

de PGLA de acuerdo con la presente invención, las cuales son adm inistradas como 

suspensiones.

De o tro  lado me perm ito  destacar que tan to  el documento "The m anufacturing 

techniques o f various drug loaded biodegradable poly(lactide-co-glycolide)(PLGA) 

devices" (D 2), como el docum ento "Prolonged an ti- in flam a to ry  action o f DL- 

lactlde/g lycolide copolym er nanospheres containing betham etasone sodium phosphate 

fo r in tra -a rticu la r delivery system In antigen-induced a rth r itic  rabb it" (D 3), tampoco 

sugieren el depósito farm acéutico de la presente invención.

En efecto, el documento D2 sim plem ente constituye un documento de revisión en 

relación con form ulaciones de PLGA, describiendo las propiedades de este tipo  de 

form ulaciones y sus métodos de preparación. Sin em bargo, es claro que en dicha 

anterioridad no se brindan enseñanzas acerca de form ulaciones de m edicam entos 

dentro  de depósitos de PLGA para la adm inistración in traarticu la r, razón por la cual el 

docum ento D2 no subsana las deficiencias técnicas del docum ento D i para que la 

persona medianam ente versada en la m ateria hubiera podido llegar de manera evidente 

a ia m ateria revelada en la presente invención..

Por su parte, el docum ento D3 da a conocer que la betametasona puede ser 

form ulada en un depósito de PLGA para su adm inistración in tra -articutar, a firm ando de 

ésta manera que una form ulación de nanopartículas de betametasona fue segura 

cuando se adm in istró  a una articulación a rtrítica  de conejo.

Sin em bargo, es claro que en dicha anterioridad de ninguna manera se menciona 

que todos los compuestos an ti-a rtríticos  en general son seguros cuando se adm inistran 

por vía in traarticu la r, y adicionalm ente los autores de D3 mencionan de manera explícita 

una serie de problem as encontrados con las form ulaciones de PLGA, resaltando que éste 

tipo  de form ulaciones causan do lor inducido por los crista les, sin que fuera conocido su 

mecanismo de acción.

c) Enseñanzas adicionales del estado de la técnica a n te rio r que d em uestran  

el n ivel Inven tivo  de la presente  Invención

Sumado a lo ante rio r, me perm ito  resa ltar que para la persona m edianam ente 

versada en la materia sería claro que existe un a lto  grado de im predecibilidad cuando se
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form ulan composiciones inyectables de nanopartículas o m icropartículas, la cual en 

cierto grado depende de la naturaleza del principio activo en la composición.

Para Ilustrar este hecho me perm ito referirm e ai documento W 02007024719, el 

cual se refiere a form ulaciones inyectables de acción prolongada y señala las dificultades 

que se encuentran al fo rm u la r principios activos en este tipo de formulaciones;:

"M ientras que los agentes bioactivos individuales son bien conocidos en e i arte, 

han existidos en el a rte  d ificu ltades para proporc ionar una form ulación inyectable 

de acción prolongada viable y fácil de usar que contenga dichos agentes 

b ioactivos." (Página 4, líneas 30 a 32, docum ento W 02007024719).

De hecho, este docum ento indica que: "resulta particu larm ente problem ático el 

uso de polím eros bio lógicam ente aceptables (po r ejemplo, copolímero de \poli(ácido 

iáctico-ácído giicólico) (PLGA)) para form ulaciones inyectables las cuales son útiles para  

induc ir una liberación a largo plazo del agente b ioactivo" (Página 4, líneas 32, 34, 

W 02007024719),

Así m ism o, el docum ento W 02007024719 indica que un problema significativo con 

las form ulaciones de PLGA del estado del arte es que ellas "form an una masa sólida, en 

gel o coagulada" cuando se form ulan para adm inistración Inyectable (Página 6, líneas 26 

a 29, W 02007024719), y por lo tan to  en dicho documento se tra tan  de solucionar estos 

problemas form ulando el agente bioactivo en un "solvente vo lá til subcutáneo" y un
i

polímero bio lógicam ente aceptable:

"...e l so lvente subcutáneo vo lá til disuelve el polím ero bio lógicam ente activo y el 

agente bioactivo m anteniéndolos en solución antes de la inyección." (Página 7, 

líneas 35-38, resaltado fuera de texto ).

I
I

Con base en lo ante rio r me perm ito  señalar entonces que para ia persona versada 

en la m ateria resultaría evidente que este tipo de soluciones solubles! para la 

adm inistración parenteral serían sim ilares a las que son consideradas dentro  del
I

docum ento D I.

d ) Concesión de la p a te n te  en otros países v regiones

Aparte de todo lo planteado previam ente, me perm ito  señalar que los m éritos de 

patentabilidad de la solicitud de patente en cuestión ya han sido reconocidos por la 

Oficina Europea de Patentes (EP 2 271 318), la Oficina Japonesa de Patentes (3P 

5485261), la Oficina Australiana de patentes (AU 2009235240), la Oficina del patentes 

China (CN102056594) y la Oficina de patentes Rusa (RU2010143985). Para una pronta
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referencia, anexo al presente m em oria l me perm ito  presentar una copia de la carátula y 

del capítulo re ivindicatorio  de la patente europea correspondiente.

Ahora bien, ante todo es preciso señalar que con la inform ación mencionada 

anterio rm ente  de ninguna manera pretendo desconocer la Independencia de la que goza 

la Superintendencia de Industria  y Comercio al m om ento de analizar los m éritos de 

patentabilidad de una solicitud, de acuerdo con las disposiciones del Convenio de París 

para la protección de la propiedad industria l.

Sin embargo, sí considero de gran im portancia resa ltar el hecho de que la materia 

técnica revelada en la solicitud de patente en cuestión ha sido catalogada como una 

invención susceptible de patentabilidad, que es novedosa, inventiva e industria lm ente 

aplicable por los Examinadores de las Oficinas de patentes arriba mencionadas, hecho 

que evidentem ente representa un claro indicio de que la m ateria técnica revelada en la 

solicitud de patente en estudio cumple a cabalidad con los requisitos de patentabilidad 

establecidos en la Decisión Andina 486 de 2000.

5. Conclusión

De conform idad con los argum entos técnicos presentados para dem ostrar la 

claridad, concisión y  nivel inventivo de la m ateria revelada en la solicitud de patente en 

cuestión, resulta com pletam ente claro que dicha invención es merecedora del privilegio 

de patente solicitado.

6. Anexo al presenté m em oria l me perm ito  presentar una copia de la carátula y el 

capítulo re ivind icatorio  de la patente europea EP 2271318.

7. En vista de lo anterio r, ruego a usted proceder a estud iar nuevamente la solicitud 

a la luz de los argum entos presentados y conceder el priv ileg io de, patente solicitado.

Señor Superintendente,

.LOREDA RICAURTE 

T.P. 53.215

Dirección para Notificaciones: nctiflcac lonespatentes@ iioredacam acho.com
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D escríp tion

[0001] The present invention relates to a pharmaceutical depot comprising N-{5-[(cyclopropylamino)cart>or)yl]-2-meth- 

ylphenyl}-3-fluoro-4-(pyrídin-2-ylmethoxy)benzamlde, o r a pharmaceutically-acceptable sa it thereof, and tO|Uses o f the
s pharmaceutical depot.

[0002] W O-A-2005/061465 discloses amide derivativas, Including N-{5-[(cyclopropylamlno)cart>onyl]-2-methylphe- 
nyl}-3- fluoro-4-(pyridln-2-ylmethoxy)benzamlde, and pharmaceutically-acceptable salts thereof. and teacfies that the 
amide derivatives are Inhibitors o f the productlon of cytokines such as Tumour Necrosis Factor (hereinaftér TNF), for 
example TNFo, and various m em bersof the interleukin (hereinafler IL)fam lly, for example IL-1, lL-6 and lL-8,(especlally 
!L-1). In particular, and w ithout wishing to Imply that the amide derivatives disclosed In W O -A-2005/06U65 possess 
pharmacological activity cn ly by virtue o f an e ffecton  a single bbloglcal process, it is believed that Ihe amide derivatives 
inhibit the effects of cytokines by virtue o f Inhibitlon o f Ihe enzyme p3B kinase. p38 kinase (otherwlse known as cytokine 
suppressive binding proteln. hereinafler CSBP) and reactlvating kinase (hereinafler RK) Is a member of the mllogen- 

actlvated proteln ¡hereinafler MAP) kinase family o f enzymes which Is known to be activated by physiologlcal stress 
suoh as that Induced by lonlslng radlatlon, cytotoxic agents, and toxins, for example endotoxins such as isacterlal II- 
popolysaccharlde, and by a varlety o f agents such as the cytokines, for example TNFa and IL-1. It Is known that p38 
kinase phosphorylates certain intracellular proteins that are Involved In the oascade o f enzymatic steps whIch leads lo 
the biosynthesis and excretlon o f cytokines such as TNFa and IL-1.

[0003] The amide derivatives disclosed in WO-A-2005/06146S therefore are believed to be useful in the treatment of 
!0  d iseasesor medical conditions in which excessive producüonof cytokines occurs, for example excessive productlon of

TNFa or lL-1. Suchd lseases and medloal conditions Include inflammatory and allergicdiseases, such as Inflammatlon 
o fthe jo in ts  (especiallyrheumato¡darthrltis,osteoarthrltis and gout).Forthe  treatment ofdiseases and medical conditlons 
such as Inflammatlon of the joints, Itw ou ld  be desirable to administer the amide derivative directly to the site (such as 
the jolnt) requiring treatment, preferably so as to achieve a controiled- and/or sustained-release o f the amide derivative 

75 a t that site. Thus, thereexis ts  a needfo r aform ulatlon or composition comprising N-{5-[(cyclopropylamlno)carbonyl]-2-
methylpheny!}-3-fluoro-4-(pyrldln-2-ylmethoxy)benzam¡de, or a pharmaceutically-acceptable saIt thereof, In á form suit- 
able for such administration, fo r example for a pharmaceutical depoL
[0004] Although W O-A-2005/061465 suggests that the amide derivativas disctased therein may be Induded in a 
pharmaceutical composition, for example in a form suitable for oral o r topical use, for administratlon by inhalatlon or

30 insuffiatlon. o r fo r parenteral administration, there Is no disctosure In WO-A-2005/061465 o f a pharmaceutical depot
comprising an amide derivative as disclosed therein, let alone of such a pharmaceutical depot comprising N({5-[(cyclo- 
propylamino)carbonyl]-2-methylphenyl}-3-fluoro-4-(pyrldln-2-ylmBthoxy)benzamlde, or a pharmaoeutically-aoceptable 
sait thereof.

[0005] Acoording to  the present Invention. there is provided a pharmaceutical depot comprising (I) N-(5-[(cyclopro- 
35 pylamlno)carbonyl]-2-methylphenyl)-3-fluoro-4-(pyridin-2-yimethoxy)benzamide, or a pharmaceutically-acceptabie sait

thereof, as a pharmaceutical agent (PA) and (il) a polymer which degrades to create an acidic m icrodlmate, wherein 
the PA Is released from the polymer upon polymer degradatlon.
[0006] In the pharmaceutical depot o f the present Invention, the pharmaceutical agent (hereinafler the PA) Is N- 

{5-[(cyclopropylam lno)carbonyl]-2-methylphenyl)-3-fluoro-4-(pyrldln-2-ylmethoxy)benzamide,ora pharmaceubcaliy-ac-
<0 ceptable sait thereof. Thus, references herein to the PA inciude the oompound N-{5-[(cyclopropyiamlno)cárbonyl]-2- 

methylphenyl)-3-fluoro-4-(pyrldln-2-ylmethoxy)ben2amldepense, as well as pharmaceuticaily-accaptable salts thereof.
[0007] As theskilled  person would appreclate, a pharm aceuticaldepot Isa  composition tha tre leasesa  PA.'especlally 
a pharmaceutlcally effective amount o f a PA (herein N-(5-[(cyclopropylam lno)carbonyl]-2-methylphenyl}-3-f u0ro-4-(py- 
rld ln-2-ylmethoxy)benzam ldeora pharmaceuticaily-acceptablesaltthereof) ove rtlm e .soastop rov lde fo rthecon tro lied-

^5 and/or sustalned-reiease administration ot the PA comprised therein.

[0008] N-(5-[(cyciopropylamlno)carbonyí]-2-m6thylphenyl}-3-fluoro-4-(pyrldln-2-ylmethoxy)ben2amlde has the struc- 
ture:

so

5 5
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and is disclosed as example 5-y In WO-A-2005/061465.
[0009J Suitable pharmaceutically-acceptable salts o f N-{5-[(cyclopropylamlno)carbonyl)-2-methylphenyl)-3-fluoro- 

15 4-(pyrldln-2-ylmethoxy)benzamide fo r Including in the pharmaceutical depot o f the present Invention are based on rea- 
sonable medical judgement as being suitable fo r administration to a subject, for exampie a warm-btooded animal such 
as man, w ithout undesirabie pharmacological activities and w lthoul undue toxiclty. Suitable pharmaceutically-acceptable 
salts Inciude acid-addition saits, for example acíd addition salts w lth an Inorganic or organic acid such as hydrochioric, 
hydrobromic, sulfuric, phosphoric, trifluoroacetic, citric, maleic, tartaric, fumarlo, hemifumarlc, succinic, hemisuccinic, 

20 mandellc, methanesutfonic, dimethanesutfonic, ethane-1,2-sulfonic, benzenesutfonic,sallcyilcor4-to luenesutfonicacid. 
A  preferred acId addition sait Is an acid addition sait w ith hydrochioric acId, l.e. to provide W-{5-((cyclopropylamlno) 

carbonyl]-2-m ethylphenyl)-3-fluoro4-(pyrld ln-2-ylmethoxy)benzam ide hydrochtoride.
(0010) The A/-{5-|(cyclopropylamlno)carbonyl)-2-methylphenyl}-3-fluoro-4-(pyridln-2-ylmethoxy)benzamide, and 
pharmaceutically-acceptable salts thereof, may be synthesised from  suitable starting materlals using standard proce- 

25 dures o f organic chemistry, for example as discussed In WO-A-2005/061465. For exampie, N-{5-[(oyclopropyiamlno) 
carbonyl)-2-methylphenyl)-3-fluoro-4-(pyrldln-2-yimethoxy)benzamlde may be prepared by reaction o f W-{5-[(cyclopro- 
pylam lno)carbonyl)-2-methyiphenyl}-3-ruoro4-hydroxybenzam ide with 2-chloromethyl-pyrldlne hydrochioride in the 
presence o f a suitable base (such as potassium carbonate). Reaction o f N-(5-{(cyclopropylamlno)carbonyl}-2-methyl- 
phenyl}-3-fiuoro-4-(pyridin-2-yimethoxy)benzamlde wlth hydrochioric acid provides the hydrochioride sait.

30 [0011] The pharmaceutical depot o f the present Invention enables the administration o f the PA usIng a controiled-
and/or sustalned-reiease formulation so as to maintain a therapeutic level o f the PA over an extended perlod o f time. 
This Is advantageous because II reduces the frequency o f dosing and provides a convenlent mode o f admlnistratlon of 
the PA, which Is particularly desirable for the admlnistratlon o f the PA directly Into the Jolnt, l.e. by Intra-articular admlrv 
istratlon. Controiled-and/or sustalned-reiease formulatlons aiso can reduce the severlty and frequency o f any undesirabie 

35 s ideeffectsassoclated wlth 3 particular PA. Improvements in the oonvenlenceof admlnistratlon and reducedoccurrence 
and severity o f side effects In turn enhance patlent compllance.
[0012] M anycom poundstha trepresen taP A are foundtobeunsultab le fo rinc lud ing inpharm aceutica ldepots. prlmarlly 
due to factors su ch a s  Instabllityof thecom pounds In the formulatlons requ iredfor controiled- and/or sustalned-reiease 
and/or for Intra-articuiar admlnistratlon. The present Inventors have surprising lyfound that the PA Included In the phar-

30 maceutical depot o f the present Invention Is hydrolytlcally stable In the acidlc m icrodlm ate created upon the degradatlon 

o f the polymer included therein and therefore that the p a ís  su ltableforincluding in the  pharmaceutical depot. Furthermore, 
the present Inventors have surprisingly found that the PA Included in the pharmaceutical depot o f the present Invention 

can be provided at a sustalned hígh local conoentratlon o f the PA at a site o f admlnistratlon, for exampie at a joint. to 
provide for the effective controiled- and/or sustalned-reiease o f the PA. In other words, the pharmaceutical depot Is 

«  effective to slowly release the PA so as to achieve a long acting effect.
[0013] Advantageously, the PA may be Included In the pharmaceutical depot o f the present invention w ithout any 
Chemical modification beIng requlred prior to Its Inclusión therein.
[0014] As the skllled person would appreclate, a "pharmaceutical agent" (or PA) Is an agent that causes a pharma- 
cologlcal effect in a subject to which it Is administered, for example In a warm-biooded animal such as man, for example

50 so as to treat o r prevent a disease o r medical conditlon. As discussed above, the PA In the pharmaceutical depot o f the 
present Invention Is N-{5-[(cyclopropyiam lno)carbonyi]-2-methylphenyl}-3-fluoro4-(pyrldin-2-ylmethoxy)benzamide, or 
a pharmaceutically-acceptable sait thereof, which isbelleved to cause a pharmacological effect b ym eanso f the Inhlbltlon 
o f the effects o f cytokines (such as TNF, fo r example TNFa, and various m em berso f the IL family, fo r example IL-1, IL- 
6 and IL-8) by virtue o f inhibition o f the enzyme p38 kinase.

55 [0015] The PA that Is included In the pharmaceutical depot o f the present Invention Is effective In the treatm ent o fa n
Inflammatory disease o r conditlon. fo r example a conditlon causad by Inflammatlon o f a jolnt, such as osteosrthritis In 
which both acute and chronic synovial Inflammatlon may occur. Osteoarthritis (aiso known as degenerativa arthritis or 

degenerattve jo lntd lsease)is the mostcommon form ofarthrltis .w lthm anysufferersw orldw ideandlm provedform ula tlons
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fo r delivery of PAs fo r treatment o f osteoarthritís are nigfily desirable.

(0016] A s  the skilled person w ill appreclate, the PA Is present in the pharmaceutical depot o f the present invention in 

a  therapeutically effective am oun t A 'therapeutica lly effective amount" is any am oun to ftheP A  (for exampié ascontained 
In the pharmaceutical depot) which. when administered to a subject suffering from  a disease o r medical cortdltion against

5 which the PA is effective, causes reductlon, remission, or regression of the disease o r medical conditlon.

(0017] The therapeutically effective amount o f the PA that Is Included Inthe pharmaceutical depot will necessarllyvary 
depending upon the nature and severlty of the disorder to be treated and the particular patlent treated. according to well 
known principies o f medicine. Additionally, the therapeutically effective amount o f the PA that is included In the phar­
maceutical depot w ill necessarlly vary according to  thedesired controHed-and/or sustained-release profile, for example

fo  depending on the perlod o ftim e over which re leaseof the p a ís  requlred and the concentrationofPAdesIredóver that time.
(0018] In addition to th e P A , the pharmaceutical depot o f the present Invention oomprises a polymer which degrades 
to create an acidic microctimate, for exampte a  potymer which degrades tn the presence o f water to  create an acidic 
m icrociimate. By this, we mean a polymer that degrades o r breaks down chemically to provide an acidlc pH In a small, 
locallsed area (such as a jo ln t) to which the pharmaceutical depot is administered. Preferably, the acidlc ph lis essentlaily

’ í  uniform In the locailsed area and differs from the surrounding area, which may be at a physiologlcal pH (typically of
about pH 7.4). The acidlc pH Is typically a pH o f less than about 7.4, fo r example a pH In the range o f fróm about I to 
about 7, such as from  atrout 3 to about 7; conveniently from about 1 to less than 7 <x from about 3 to less jhan  7.
(0019] Typically. the PA Is díspersed or encapsulated In the polymer, such that the PA Is conUnually réleased from 
the potymer as the polymer degrades over titrre to  create ttre acidic microctimate. The P A  tha t is included, iri the  phar-

20 maceutical depot o f the present invention has been found to be hydrolytically stable in the acidic m iaoclím ate that is
created by the degradatlon o f the potymer. The reiease of the PA from the polymer próvidas (or the controiled- and/or 
sustained-release o f the PA from  the pharmaceutical depot into a subject. fo r example a warm-blooded animal such as 
man, to which the pharmaceutical depot Is administered. Preferably, a high local concentralion (l.e. In the area to which 
the pharmaceutical depot Is administered, such as a joint) to ellcit the desired therapeutic effect and a low systemic 

25 concentralion lo  m itígate against any undesired systemic toxicity o f the PA Is achieved upon polymer degradatlon and 
release of the PA. Thus, the pharmaceulical depot óeVwersthe PA to  the  subject at concentratlons effective for treatment 
o f the particular disease o r medical conditlon over a sustalned perlod o f time.
(0020] Any suitable poiymer may be used in the pharmaceutical depot o f the present Invention. provided that the 
polymer degrades to create an acidlc microctimate, l.e. uponadm inistratlon to a  subject, fo r example to a  warm-blooded

30 animal such as man, and Is biodegradable and blocompatible.
(0021] As the skllled person would appreciate, b y the te rm  "bíocom pa(ible"we mean a material that ts compatible wlth 
living tissue o r a llving system by not being toxic, Injurlous, o r physiologically reactive and not causíng Imfnunologlcal 
rejeclion,
(0022] By the term "biodegradable" we mean a material that is degradad in a bloioglcal environment.

35 [0023] For example, a potymer may be "blodegradabie” such that the entire polymer blodegrades and does not need
to be removed after use. l.e. once all o f the PA has been released. Such polymers may comprise hydroiysable and 
enzymatically cleavable ester linkages that break down under bloioglcal conditlons (for example in the presence o f water 
and bloioglcal enzymes found Intissues ofw arm -bloodedan im a lssuchashum ans) to produce non-toxic, blocompatible 
and/or biodegradable producís. Alternatively, a polymer may be "biodegradable" by virtue o fhav ing  a finite ha tf-life ina  

40 biologlcal environment. For exampie the polymer may have a ha if-lifeo f from 1 to12  months, such as from 1 toSm onths.
[0024] Typically, the polymer Includes at least one a d d lc  functlonal group or a t least one íunctlonai group that may 
react to  produce an acidlc functional group. l.e. which acidic functlonal group Is a group that Is capable o f donating a 
proton to a baslc functlonal group such as an amine. Examples o f suitable acidlc functional groups inciude carboxyllc 
acid groups ( l.e .-C O 2H) and sulfon icacid groups (l.e.-S(O)20H). Examples o f suitable functlonal groups that may react 

45 to produce an acidic functlonal group Inciude esters (Le. R C (0 )0R , where R may represent a lky lo ra ry l), wfilch esters
may react wlth water to produce a correspondlng carboxyllc acid group and an alcohol.
Preferably, the polymer Is selected so as to degrade and reiease the PA over a perlod o f from  30 to 90 days. Frx exampie, 
the polymer may degrade and release theP A  over a period o f 30 ,60  or 90 days, For example. the polymer may degrada 
and release the PA over a perlod o f 120,150 or 180 days.

50 (0025) Suitable polymers Inciude a polyester o f a hydroxyfatty acid and derivatives thereof (for exampie polylactic
acid, polygfycollc acid. polycllric acid, polymalic acid, poly-|l-hydroxybutyrlc acid, £-capro-lactone ring openlng polymer. 
lactlc acid-glycollc acid copolymer. 2-hydroxybutyric acid-glycollc acid copolymer, poiylactlc add-polyethyieneglycol 
copolymer or polyglycoüc acid-polyethyienegiycoi copolymer), a polymer o f an alkyl a -cyanoaayia te  (for example poiy 
(butyi 2-cyanoacrylate)), a poiyalkyiene oxaiate (for example poiytrimethyiene oxalate o r polytetramethyiene oxalate). 

55 a poiyortho ester, a polycarbonate (for example polyethyiene carbonate o r polyethyienepropyiene carbonate), a poiy-
ortho-carbonate, a poiyamino acid (for example poly-y-L-aianIne, poly-y-benzyl-L-glutamlc acid o r poiy-^-methyl-L- 
glutam lc add), a hyaluronic acid ester, and the ilke, and one or more o f these polymers cen be used.
[0026] If the polymers are copolymers they may be any o f random, biock and graft copolymers. W hen the above a-
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hydroxycarboxylicacids, hydroxydicarboxylic acids and hydroxytricarboxylicacids have aplical activity in their molecules, 
any one o f D-isomers, L-lsomers and DL-isomers may be used. Among others, a-hydroxycarboxylic acid potymer (pref­
erably lactlc acíd-glycotic add  polymer), Its ester, poiy-o-cyanoacryllc acid esters. etc. are preferred, and lactic acld- 
glycolic acid copolymer (aiso referred to as poly(iactlde-co-glycolide) or poly(lactic-co-glycollc add), and hereinafler 

í  referred to as PLGA) are most preferred. Thus, in one aspect the polymer Is PLGA. As used herein, the term  PLGA 
Includes polymers o f la d ic  add  (also referred to as polylactide. poly(Iactic acid), or PLA).
[0027] Suitable PLGA polymers may have a molar ratio o f lactlc add:glyco!ic add  in the range o f 100:0 to 50:50, 
converiientiy In the range o f 95:5 to 50:50, For example. the PLGA polymer may have a molar ra tioo fiactlcacíd :g lyco lic  

a d d  o í 95:5 o r o f 50:50.
(O J0028] Suitable PLGA polymers may have a block iength In the range o f from 1 to 5, preferably o ffro m  2 to 4.

[0029] Suitable PLGA polymers may have a weight-average molecular w eight o f from about 3,000 to about 50,000.
preferably of about 4,000 to about 40,000, and more preferably o f about 5,000 to about 30,000 Daltons. The degree of 
dispersión (weight-averagemolecularweight/num ber-average m olecularweight, hereinafter referred to a s  polydispersity) 

may range from about 1.2 to about 4.0, preferably from about 1.3 to about 3.5,
15 [0030] As the skllled person would appreclate. the weight-average molecular weight, number-average molecular weight

and polydispersity may be determ inad by any suitable method or means, for exampie bys ize  exclusión chromatography 
(SEC) wlth narrow polydispersity potystyrene reference substances with peak molecular w eighls o f 1,000.000,130,000, 
50 ,000 ,20 ,000 ,10 .000,5 ,000 ,2 ,000 , and 580 respectively. Thedeterm lnatlon may be carriedou t using a SEC column 
MIxed Bed D 5ftm  (manufactured by Polymer Laboratories Ltd., UK) and using 5% methanol in tetrahydrofuran as the 

20 moblle phase.
[0031] The PLGA may be prepared by any conventional method, or may be commercíally avallable. For exampie, 
PLGA can be produced by ring-opening polymerisatlon with a suitable cataiyst from cycllc lad ide, glycollde, etc. (see 
Encyclopedlc Handbook o f Biomaterials and Bloengineering Part A: Materlals. Volume 2, Marcel Dekker. Inc. (1995): 
EP-0058481B2; Effects o f polymerlzatlon variables on PLGA properties: m olecularweight. composition and chalnstruc-

25 ture and Dorta e l al. Int. J. Pharm.. 100, pp9-14 (1993)).
[0032] it is believed that PLGA is biodegradable by m eanso f the degradatlon o fth e  entire solid polymer composition, 

due to the break down o f hydroiysable and enzymaticallycleavabie ester linkages under biologlcal conditlons (for example 
in the presence o f water and biologlcal enzymes found in tissues o f warm-blooded animals such as humans) to form 

iacticacid and giycollc add . Both lactlc acid and glycollc acidare  water-soluble, non-toxicproductsof normal metabolism,
30 which may further biodegrade to form  carbón dioxide and water, in other words. PLGA Is believed to degrade by means 

o f hydrolysls o f Its ester groups In the presence o f water, fo r example In the body o f a warm-bkooded animal such as 
man. to produce iacticacid and glycollc acid and a e a te  the acidic m icrodlm ate. Lactlc and glycollc a d d  are by-products 
o f various metabollc pathways in the body o f a warm-blooded animal such as man under normal physiologlcal conditlons 
and therefore are w eli tolerated and produce minimal system ic toxiclty.

35 [0033] The polymer Is provided in any suitable form in which the PA may be dispersad or encapsulated therein prior
to the degradation o f the polymer. For exampte, Ihe pharmaceullcat depot may comprise Ihe polymer in the  lorm  oí 
m icroparticles or nanoparticles, or In a liquid form. wlth the PA dispersad o r encapsulated therein.

[0034] Suitable m icropartícles typically have an average partióle size in the range o f 0.1 to lOOOiim. preferably 1 to
750(xm and more preferably 10 to 500(xm.

40 [0035] Suitable nanoparticles typically have an average partióle slze in the range o f 1 to 2000nm. preferably 10 to
lOOOnm. and m ore preferably 50 loSOOnm.

[0036] In parl'cular, the micropartícles are substantlally spherical in shape (le. are microspheres).
[0037] W hen the polymer Is In the form  o f mlcroparticles, the m icroparticies may be prepared using any appropriate 
method, such asby asolventevaporatlon o rso tven textrac tbn  method. For example. in thesolvent evaporatlon method.

45 the PA and the polymer may be dissolved In a suitable voiatile organic solvent (for exampie a ketone such as acetone, 
a halogenated hydrocarbon such as chloroform or methyiene chloride, a halogenated aromatic hydrocartxcn, a  cycllc 
ether such as dioxane, an ester such as ethyl acelate, a nitrile such as acelonitrile. or an alcohol such as ethanol) and 
dispersed in an aqueous phase containing a suitable emulsión stabiliser (for example polyvinyl alcohol. PVA). The 
organic solvent Is then evapcrated to provlde micropartícles wlth the PA encapsulated therein. in the so lvent exlractlon 

50 mebiod, the PA and polymer may be dissolved in a polar solvent (such as acetonitrlle, dichioromethane, methanol, ethyi 
acétate o r methyl fórmate) and then dispersed in an aqueous phase (such as a water/PVA soiutlon). An emulsión Is
produced to provlde micropartícles w lth the PA encapsulated therein. Spray drying is an alternative manufacturing 
technique for prepahng the micropartícles.

[0038] In one aspect. the pharm aceuticaldepot may comprise the potymer (such as PLGA as described above) In the 
55 fo rm o f micropartícles with the PA encapsulated therein. For example, the pharmaceutical depot may comprise a PLGA

poiymer having a lactide:glycollde m olar ratto o f 50:50 In the form o f m icropartícles w lth the PA encapsulated therein. 

Such a pharmaceutical depot may be suitable fo r controiled- and/or sustained-release o fth e  P A over a perlod o f about 
30 days. Further. as an example. the pharmaceutical depot may comprise a PLGA poiymer having a iactlderglycoiide
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molar ra llo  o f 95;5 In the form  o f micropartícles w ith Ihe PA encapsulated therein. Such a pharmaceutical depot may be 

suitable fo r controlled-and/or sustained-release o fthe  P A overa  period offrom  about60 to90days. Such a pharmaceutical 
depot may also tie su ilab ie fo r controlted- andíor sustained-release o f t l ie  P A over a period o fu p  lo  120, u p lo  150, or 
u p to  180 days.

5 [0039] The pharmaceutical depot mey comprise the PA and the polymer In any suitable amounts. For e iám ple, the
pharmaceutical depot may comprise from 1 to 30% by w eight o f the PA and from 70 to 99% by weight o f the polymer. 
[0040] For example. when the pharmaceutical depot of the present Invention comprises PLGA micropartícles. the 
PLGA may be present In an amount ranging from about 70% to about 99% by w eight o f the micropartícles. This amount 
o f PLG A may be used when a tjout 1% to about 30% by w eight oí the PA is  loaded into the micropartícles., Also, this 

to  amount o fthe  polymer Iscalcuiated for the m icropartícles comprising the PAand the PLGA .b u tno to th e r pharmaceutical
excipients. fo r example used for suspending the mlcroparticles before lyophlllsatlon. The PLGA may be used In an 
amount o ffro m  about 88% to about 90% by w eight o f the mlcroparticles, when about 10% to about 12% by weight of 
the PA ts loaded In the micropanicles. The proportion of the polymer typioally dependa on the strength o f pharmacological 
activity o f the P A used  and the ra teand  duratlon o f release o fth e  PA. 

ts  [0041] The pharmaceulical depot may further com prisea suitable pharmaceutioally-acceptabledlluent or carrler. which
should be water miscible. Suitable dlluents orcamiers Inciude. fo r example, suitable poroslty-modifying agents (such as 
sodium chloride] that rapidly dissolve leaving pores and/or suitable plasticisers to modify the rate o f diffusion and/cx 
reduce poroslty (see. fo r example, Burgess, D. J., HIckey, A. J.. Drugs and the Pharmaceutical Sciences (U 9 )  pp 
305-353).

20 [0042] The dlluent o r carrler may be Induded In the pharmaceutical depot in any suitable amount. For example, the
dlluent o r carrler may be Included In en amount o f from O to 50% by w eight o f the total composition. Preferably, the 
pharmaceutical depot does not contain an additlonal dlluent o r carrler.
[0043] The pharmaceutical depot typically is provided for local delivery a t a desired site of treatment. such as a t a Jolnt.
[0044] Thepharm aceutica idepot may be formulated for admlnistratlon by Injectlon, such a sb y  Intra-articular lr(jectlon. 

25 Thus, In particular, the pharmaceutical depot may be provided in a n  Injectabieform  (l.e. asan in jec tab le  pharmaceutical
depot). By "injectable" we mean that the pharmaceutical depot can be drawn Into a syringe and Injected Into a subject, 
for example a warm-blooded animal such as man, without oausing adverse effects due to the presence of solid rtiaterial 
in the depot. For exampie, the pharmaceutical depot may be injectable into a jolnt, such as an inflamad jolnt. Ih other 
words. there Is provided a pharmaceutical depot for Intra-articular Injectlon. Suitable jolnts Inciude knee, hip, shóuíder, 

30 ankie, elbow, wrist. toe. finger and sp ina lfacet jo lnts. The pharmaceutical depot remains In the jo ln t after Injectlon thereto 
and achieves a local delivery o f the PA In a controiled and sustalned manner. preferably over a perlod o ftim e  ranging 
from  30 to  90 days. Pharmaceutical depots that achieve a local delivery o f the PA in a controiled and sustalned rrianner 
over a perlod o f up to 90 days are advantageous because this m inimises the number o f local Injectlons requlred to  be 
made to a  joint, which enables the depots to m eetcum ent reoommendatlons fo r Intra-arllcularlherapy which advise not 

35 to exceed three to four small (about 2 mi) local Injectlons Into a jo in t per year due to posslble adverse effects.
[0045] The pharmaceutical depot may be formulated for Injecüon Into the Intra-articular space o f an affected jolpt, for 
example Into the synovial flukf-contalnlng porllon o f an affected jolnt, such as at an osteoarthritís site. As skllled person 
would appreciate the synovial fluid Is contalned wlthln a central jo ln t space defined byopposing bones o fthe jo in ts . The 
present Inventors have found that upon Injectlon o f the pharmaceulical depot Into the synovial fluid, the PA Is released

*0  and substantlally enters the sumoundlng tissue wlth ontym inor amounts enterlng the bloodstream, l.e. to achieve a high 
local concentralion o f PA In the area lo which the pharmaceutical depot is administered (such as a jolnt) and a low 
systemic conoentratlon. Additionally, the pharmaceutical depot próvidas an acceptable "burst" (l.e. release o f PA) on 

the firs t day followlng admlnistratlon, which is advantageous In use and Is unexpected in v iew o ftha teach ing  o fth e  prior 
art. such as In US-6,217,911. which teaches that llttle o r no burst release ¡s preferred. The efficient release prOfile 

45 provided by the pharmaceutical depot o f the present Invention would not have been predicted from the prior art and alds
In the effectiveness o f the pharmaceutical depot.

[0046] Preferably, the pharmaceulical depot provides a sustalned high tocai concentralion o f the PA In an articular 
jo ln t upon administratton by Injectlon thereto, such as above 100 nanomolar.
[0047] Injectable pharmaceutical depots may comprise a suspensión or dispersión o t the PA and polymer combinatlon 

50 ¡n a pharmaceutically-acceptable dlluent o r carrler, which should be water miscible. Suitable dlluents o r carriers inciude
aqueous dlluents or carriers such asa n  Isotonic aqueous soiutlon o f a viscoslty improver (such as sodium carboxym^th- 
ylcellulose), a surfactant (such as polysorbate 80) and/or a tonlcity adjuster (such as sodium chloride), Injectable phar­
maceutical depots may comprise further active agents, such as a local anaesthetic.
[004B] The pharmaceutical depot of the present Invention may be formulated for human medicine o r veterinary uSe. 

55 For example, there may be provided a pharmaceutical depot.formulated for Intra-articular Injectlon fo r human medicine 
o r velerinary use.
[0049] The present Invention further provides a pharmaceutical depot as defined herein fo r use In inhibiting the effects 
o f cytokines, for example by virtue of the Inhibllion o f the enzyme p38 kinase, In a subject.
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[0050] According lo  anotfier aspecl o f the present ¡nvenlion, there ts provided the use o f a pharmaceutical depot as 
defined herein for ínhibiting the effects o f cytokines, for example by virtue o fth e  Inhibillon o fth e  enzyme p38 kinase, In 

a subject.
[0051] According to another aspect o f the present Invention, there Is provided the use of a pharmaceutical depot as 
defined herein In the manufacture o f a medicament for use In Inhibiting ihe effects o f cytokines. for example by virtue of 

the inhlbltlon o f ¡he enzyme p38 kmase, In a subject.
[0052] According to another aspect o f the present invention, there Is provided a method for InhIbItIng the effects of 
cytokines, for example by virtue of the Inhlbltlon o f the enzyme p38 kinase, In a subject in need thereof, which method 
oomptises administering to  saití subject a pharmaceuticat depot as defined fie ie in.
[0053] The present invention further provides a pharmaceutical depot as defined herein for use In the preven lon  or 
treatment o f an inflammatory disease, such as osteoarthritís, In a subject.
[0054] According to another aspect o f the present Invention, there is provided the use o f a pharmaceutical depot as 
defined herein for the preventlon or treatment o f an Inflammatory disease. such as osteoarthritís. In a subject.
[0055] According to another aspect o f the present Invention, there Is provided the use o f a pharmaceutical depot as 
de fned  herein In the manufacture o f a medicament fo r use In the preventlon o r treatment o f an Inflammatory disease, 
such as osteoarthritís, In a subject.
[0056] According to another aspect o f the present Invention. there Is provided a method for the preventlon o r treatment 
o f an inflammatory disease. such as osteoarthritís. In a subject In need thereof, which method comprises administering 
to said subject a pharmaceutical depot as defined herein.

[0057] The "subject" to which the pharmaceutical depot o fth e  invention Is to  be administered isa n  animal, especlally 
a warm-blooded animal, such as a domestic animal or man, particularly man.
[0058] The invention w ill now be lllustrated by the followlng non-lim ited examples.

25

Exam ple 1

[0059] A  pharmaceutical depot was prepared that comprised PLGA m icropartícles encBpsulatll^g N-{5-[(cyc!opro- 
pylamlno)carbonyl]-2-methylphenyl}-3-fluoro-4-(pyridln-2-ylmethoxy)benzamide as the PA.

30

35

40

(I) MIcropartIcle Preparatlon

[0060] 60 mg o f N-(5-[(cyclopropylamlno)carbohyl]-2-methylphenyl}-3-fiuoro-4-(pyrldin-2-ylmethoxy)benzam¡de and 
340 mg o f PLGA (molar tactlde:glycollde ratio o f 50;50 and a  molecular weight o f 19.5 KD) were dissolved In dlchlo- 
romethane/Methanol 3:1 ratio (2 mi). This soiutlon w as then dispersed In an aqueous phase o f 0.5% PVA w /v under 
hígh shear to form an emulsión. The high shear was created by using a static m ixer with a high flow  rate o f aqueous 
phase e.g. lOOOmlsfmin. The resulting emulsión w as added to water (1250 mi) at SC C  and stirred at SOOrpm (using a 
Heldolph RZR1 stirrer) for 1 hour. The resulting suspensión was cooled in an ice bath and the m lcroparticles allowed to 
sediment for 45 minutes. Approximately 90% (by volume) o f the supernatant was removed, taklng care not to disturb 
the sedimentad mlcroparticles. W ater (1 L) was added and the process repeated. Approximately 95% (by volume) of 
the supernatant was removed and the m lcropartlc lestransfe rred loag lass test tube. The wash/sedimentation cydew as 
repeated a further 2 times and the m lcroparticles were transferred to a fre e z e d ry  vial with the mínimum volume o f water. 
The vial was flash frozen in llquid nitrogen and the m iaopartic les were freeze-dried for 48 hours.

(II) In Vitro Release Protocol

45

50

[0061] 0.8 mg o f míCToparticles containing N-{5-[(cyclopropylamlno)carbonyi]-2-methylphenyl)-3-fluoro-4.(pyrldin-2- 
ylmethoxy)benzamlde In 50:50 PLGA were suspended In PBS containing 0.1% w .v Tween 80 (20 mi). The resultant 
slurry was kept static a t 37 'C  and samples were taken at 24 hours by removal o f media (1 mi) followed by addition on 
media <1 mi) to ensure the volume o f media wlthln the experiment remalned constant. Samples w ^ e  taken at regular 
Intervals (see Figure 1) untll the depot was no longer releasIng W-{5-[(cyclopropylamlno)carbonyl].2-methylphenyl}-3- 
fluoro-4-(pyrIdin-2-ylmethoxy)benzamlde and analysed by HPLC. The results are shown In Table 1 below.

55

T ab le  1

P o lym e r lac tide ; 
g lyco lld e  m o la r 
ra t lo /M W  (KD)

PA load  (% by 
w e igh t)

E ncapsu la tlon  
E fflc le n cy  (%)

In  v itro  B u rs t (%) In v itro  R elease (%]

50:50 13.33 88.87 16.33 Day 1 4 -8 2 .3
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(continued)

P o lym er lac tide : 
g ly c o lld e  m o la r 

ra t io /M W  (KD)

PA load  (% by 

w e igh t)

E ncapsu la tlon  

EfTIclency (%)
In v itro  B u rs t (%) In v itro  Release (%)

1
11
1

19.5 Day 2 5 -9 2 .3 8

50:50 13.60 90.67 18.35 D a y 1 5 -7 9 i5 2
19.5 Day 25 - 86.23

w

15

20

[0062] The micropartícles wlth 50:50 PLGA provided hígh encapsulatton efficiencies, producirig W-{5-[(cycbpropylaml- 
no)carbonyl}-2-methylphenyl}-3-fluoro-4-(pyr¡din-2-ylmethoxy)benzamideloadsof about 13%. The//? v/trorelease profile 
data Is shown In Figure 1. The in vüro release studies show that the N-{5-[(cyclopropylamlno)oarbonyll-2-methylphenyl}-
3-fluoro-4-(pyrldin-2-ylmethoxy)benzamlde in 50:50 PLGA mlcroparticles had an acceptable burst on day one and re­
leased over 1 m onth ir? vitro. The two balches produced using 50:50 PLGA (Table 1) showed good reproduclbllity.

Exam ole  2 '
I
I

10063] A  pharmaceuticat depot was prepared that comprised PLGA micropartícles encapsulatlng W-(5-[(c^clopro- 

pylam lno)carbonyl]-2-methylphenyl}-3-fiuoro4-(pyrldln-2-ylmethoxy)beri2amide as tne PA. 1

(I) MIcropartIcle Preparatlon

25
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(0064) 60 mg o f N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl)-3-fluoro-4-(pyrld¡n-2-ylmethoxy)benzaml0e and 
340 m go f PLGA (molar iactide:glycolide ra tioo f95 :5  and a molecular w e lgh to l23K D )w ered isso lved  indichlorom elhanei 
Methanol 3:1 ratio (2 mi). This soiutlon was then dispersad In an aqueous phase o f 0.5% PVA wAr under high shear to 
form  an emulsión. The high shear was created by using a static mixer w lth a hlgh flow rate of aqueous phase e.g. 
lOOOmIs/mIn. The resulting emulsión was added to water (1250 mi) at 30°C and stirred at 500 rpm (using a Heldolph 
R Z R I stlrrer) for 1 hour. The resulting suspensión was cooled in an ice bath and the m icroparticies ailowed to secllment 
for 45 minutes. Approximateiy 90% by volume o f the supernatant w as removed taklng care not to disturb the sedimented 
mlcroparticles. W ater (1L) was added and the process repeated. Approximateiy 95% by volume (of the supernatarft was 
removed and the m lcroparticles transferred to  a glass test tube. The wash/sedimentatlon cycie was repeated a fünher 
2 times and the m lcroparticles were transferred to a freeze dry vial wlth the mínimum volume o f water. The vial w asflash 
frozen in liquid nitrogen and the microparticies were freeze-dried for 48 hours. ;

(II) In Vitro Release Protoool
I

(0065] 0.8 mg o f m lcroparticles containing N-{5-[(cyclopropylamlno)carbonyl]-2-methylphenyl)-3-fluoro-4-(pyridin-2- 
ylm ethoxyjbenzam lde In 95:5 PLGA were suspended inPB S containing 0.1% w .v Tween 80 (20 mi). The resulting slúrry 
w as kept static at 37’ C and samples were taken a t 24 hours by removal o f media (1 mi) followed by addition on media 
(1 mi) to ensure the volume o f media wilh in the experiment remalned constant. Samples were taken a t regular intervals 
(see Figure 2) until the depot w as no longer releasing N-(5-Ucyclopropy)amlno)carbonyl]-2-methylpheny)}-3- fluóro-
4-(pyrldln-2-ylmethoxy)benzamide and analysed by HPLC. The results are shown in Table 2 below. 1

45 Table  2

P o lym er lac tide ; 
g ly c o lld e  m o la r 
ra t lo /M W (K D )

PA load  (% by 
w e igh t)

E ncapsu la tlon  
E fflc le n cy  {%)

In v itro  B u rs t (%) In v itro  Release (*/«)[

1
1
t

95:5

23

12.95 86.33 12.78 Day 4 6 -3 9 .8 4  1 

Day 91 - 90.02 1
so

55

[0066] The m laoparticles with N-{5-((cycioprQpyiamlno)carbonyl]-2-methylphenyil-3-fluofo-4-(pyridln-2-ylmethoxy)‘ 
benzamide provided hígh encapsuiation afflclencies, producing PA íoads o f about 13%. The fu ii in vitro release profile' 
data is shown in Figure 2. The in vitro reiease studies show that the W-{5-[(cyclopropylamino)carlX3nyl]-2-methylphenyl)-' 

3-fiuoro-4-(pyrldin-2-ylmethoxy)benzam idein 95:5 PLGA microparticies hadan acceptable burst on day oneand re leased ' 
over 3 months in vitro. 1
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E xam ple  3

1

fO

(0067] There leasecharacterlstlcsof N-{5-[(cyciopropylamlno)carbonyí]-2-methylphenyl)-3-fíuoro-4-(pyridln-2-ylmeth- 
oxy)benzamide in 50:50 PLGA mlcroparticles in vivo In Ihe ra l were Investigated.
[0068] Unformuiated N-{5-[(cyclopropylamlno)carbonyl]-2-methyIphenyl)-3-fluoro-4-(pyrldln-2-ylmethoxy)benzamlde 

was Inira-articularly Injected (15ng in 5 p l Injectlon In PBS) to rats and synovial fluid concentratlons were determ inad at 
15,30 and 60 minutes post dose. The synovial fluid from  the ra l knee jo lnt was sampled using a knee wash methodology. 
The knee was exposed and a transversa cut made to the patellar tendón proximal to the tibia. The knee cavíty was 
opened up by dissectlon, and the knee lavaged between the tibial and femoral condyies with 3x25(i1 PBS using an 
eppendorf pipette. Pharmacokinetic parameters o f the PA In synovial fluid calculated from this experiment are shown 
ín Table 3 below:

Tab le  3

15

20

25

30

35

40
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Parameter Valué Units

Clearance (Cl) 61 pl/hour

Volume c f distrlbutlon (Vdss) 9 Pl

Half-lífe ( t ,^ ) 0.2 hour

(0069] N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyI)-3-f!uoro-4-(pyrldln-2-ylmethoxy)benzamíde as the PA In 
50:50 PLGA miCTopartIcles (as prepared in Example 1) was then dosed intra-articularly (200 ng in 30p l) to rats and 
synovial fluid concentratlons were determ inad on days 1, 4, 7, 14 and 21 post dose, Data obtained In this study Is 
graphically shown In Figure 4, together wlth a simulatlon o f the expected synovial fluid concentratlons based on the ín- 
vífro release characteristics o f this formulation (see Example 1) and the calculated clearance o f released drug out o f the 
synovial fluid (C1 = 61 p.l/hour),

(0070] Thisda tac learly  demónstrales that the W-(5-[(cyclopfopylamino)carbonyl]-2-melhylphenyl}-3-fluoro-4-(pyridin- 
2-ylmethoxy)benzamlde as the PA in 50:50 PLGA micropartícles when Injected Intra-articuiarly to rats can sustain release 
In the synovial fluid for 21 days. in addition, the good agreement between the predicted concentra tbnsandthe  measured 
concentratlons, suggests that the in vrí/o release assay Is a g o od  prediclor o f lh e /n  v;Vo behaviour fo r this formulation,

(0071] A/-{S-[(cydopropylamlno)carbonyl]-2-methylphenyl}-3-fluoro-4-(pyrldin-2-ylmethoxy)benzamlde as the PA In 
50:50 PLGA mlcroparticles (as In Example 1) was then dosed Intra-articularly (200 (ig) lo  rats and plasma concentratlons 
were determ inad up to 24 hours and 21 days post dose. The data obtained is graphically shown ín Figure 4 and Figure 
5 respectiveiy, together wlth a simulation o f the expected plasma concentratlons based on the In vitro  burst release 
characterlstics, the calculated clearance o f released drug out o f the synovial fluid (C l = 61 (il/hour) and the systemic 
pharmacokinetic parameters o f this compound in the rat (Ci = 14 ml/min/kg, Vdss = 1.71/kg)
(0072] As shown In Figure 4 and 5. the plasma concentratlons o f the PA were in the nanomolar range {compared to 

the micromolar range for synovial fluid, as shown in Figure 3) confirm ing the concept that Intra-articular delivery by 
means o f the pharmaceulical depot o f the present Invention can effectively buffer systemic exposure even during peak 
effiux o f the PA from depot formulatlons. A  summary o f Ih is data Is presentad on the same scale In Figure 6 (wherein 
"predicted SF" Is the upper Une and "predicted plasma" Is the lower f in e ). The m lcroparticles Injected Intra-artlcularly 

showed oniy a small amount o fP A  lossdue to burst effects lead ingto  low plasma concentratlons and therefore minimizing 
the risk for toxiclty.

(0073] In summary, the pharmaceutical depot comprising PA In PLGA microparticies when Injected intra-articulariy 
(200 ^ g )  to rats can sustain release ín the synovial fluid for up to  21 days and leads to very low plasma concentratlons 
shortiy after dosing due lo  a reduced burst effect. Moreover, the in vitro release assay Is a good predictor o f the in vivo 
behaviour for 50:50 PLGA mlcroparticles.

50
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E xam ple 4

(0074] The release characterlstics o f A/-(5-[(cyclopropylamlno)carbonyl]-2-methylphenyl }-3-fluoro-4-(oyrldin-2-yl- 
methoxyjbenzamlde in 50:50 PLGA microparticies in vivo In the rat were Investigated.

(0075] W-{5-¡(cyclopropy1amino)oarbonyl]-2-methylphenyl}-3-fluoro-4-(pyrldln-2-ylmethoxy)ben2amlde as the PA In 
50:50 PLGA microparticies (as In Example 2) was then dosed íntra-arLcularly (200 p.g) to rats and plasma concentratlons 
were determ inad up to 91 days post dose. The data obtained Is graphically shown In Figure 7 (which shows the in vivo 
release profile of Ihe PA In 95:5 PLGA m clropartides In rats).

(0076] In summary, the pharmaceutical depot comprising PA In PLGA m icroparticies when Injected Intra-artlcularly
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(200 p9 ) to rats demónstrales a release profile within plasma for 91 days giving very low plasma concentralions shortiy 
after dosing due to a reduced burst effect. i

I

Exam ple  5 '
5  I

(0077) T tie  sustained efficacy o f N-{5-[(cyclopropylamlno)carbony1-2-mettiylphenyl]-3-fluoro-4-(pyrtdin-2-ylrnethoxy) 
benzamide as ttie PA In a pharmaceutical depot was investigated.

(0078) A ll studies were carried out In a rat mono-iodoacetale (MIA) model o f jo in t pain as a screen for analgesia of 
pain driven by jo ln t Inflammatlon and destruction (see Ivanavicius e t al., 2007 Pain 128 p272). The MIA modellinduces

10 an  eaily synovitis (day 3) fo llowed by ptograssive loss o f articular cartilage, arid subchondral bone pathology by.day 14,

(0079) N-(5-[(cyclopropylamlno)carbonyl)-2-methylphenyl)-3-fluoro-4-(pyridin-2-y1methoxy)ben2amide was formulat­
ed Into PLGA mlCTOspheres (50:50 PLGA as in Example 1) and tested In the MIA model. Rals were injected intra- 
articularly w ith M IA o n d a y  0. Three days post MIA (to allow disease to progress) animals were injected Intra-artlcularly 

w lth formulated N-{5-[(cyclopropylamlno)carbonylJ-2-methylphenyl}-3-fluoro-4-(pyrldln-2-ylmethoxy)benzamide in 50:50
15 PLGA (200 jig /30  (il) o r w ith mlcrosphere formulation (30 ji l) .  The data are shown In Figure 3, which data clearty show 

that there Is an Immedlate and sustalned efTcacy followlng the Injectlon o f the formulated N-{5-((cyolopropylamlno) 
carbonyll-2-melhylphenyf}-3-fluoro-4-(pyrld¡n-2-ylmethoxy)benzamlde. This norm allsatlonof weight bearlngasym melry 
Is statistically significant 48 hours post dose and from  day 6 post dose untll the term inatlon of the study (18 days post 
dose) Is shown graphically in Figure 8.

20 [0080] This demonstrates a sustained efficacy is achievable using formulated N-(5-[(cyclopropylamlno)carbonyll-2-
methylphenyl}-3-fluoro-4-(pyrldln-2-ylmethoxy)benzamlde In PLGA microspheres. There w as complete revefsal of 
weight bearing asymmetry. [

Exam ple 6

[0081] A comparable Study to Example 5 was carried out toassess the effects o f unformuiated N-{5-[(cyclopropylarnlno) 
carbonyl)-2-methylphenyl}-3-fluoro-4-(pyridln-2'ylmelhoxy)benzamlde- A dose o f 29 pg/m l (69 pM> o f N-{5-[(cycibpro- 
pylam lno)carbonyl}-2-methylphenyl}-3-f uoro-4-(pyridin-2-ylmethoxy)benzamlde was dellvered in a 5 p l Injecüon voiume 
to glve a Cmin concentration o f 1 at 1.5 hours. The dosing was carried out 3 days post MIA at the same time point 

30 that formulated N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl}-3-fIuoro-4-(pyrldin-2-ylmethoxy)ben2amlde as the 
PA were dosed. Data is shown in Figure 9, which clearly show no efficacy of unformuiated N-{5-((cyclopropyIanílno) 
carbcnyl]-2-methylphenyf}-3-fluoro-4-(pyrldln-2-ylmethoxy)ben2amlde in the MIA model at day 3 Indicating an absplute 
requirement to depot formulated N-{5-[(cyctopropylamlno)carbonyll-2-methylphenyl)-3-fluoro-4-(pyriain-2-ylmeth6xy) 
benzamide In the jo in t for sustalned perlods to reallse a pharmacodynamtc effecL |

35

C la lm s I

I

1. A pharmaceutical depot comprising (1) A/-{5-[(cyclopropylamlno)carbonyl¡-2-methylphenyl}-3-fluoro-4-(pyrldln-2Vl-
30 methoxy)benzamlde, o ra  pharmaceutically-acceptable saltthereof, as a pharmaceutical agent (PA) and (II) a polyrrier

which degrades to create an acidlc m iaoclím ate, wherein the PA is released from the polymer upon polymer deg- 
radalion. '

I
1

2. The pharm aceutica ldepot according to clalm 1, wherein the polymer Is seíected from a po lyestero f a hydroxyfalty
45 acid and derivatives thereof, a polymer o f an alkyl a-cyanoacrylate, a pofyalkytene oxalate, a poiyortho ester,|3

polycarbonate, a polyortho-carbonate, a poiyamino acid, a hyaluronic acid ester. and mixtures thereof. i
I

3. phdfmaceutícdl depot according to ddím  2, wherein the poiymer ís a iactíc add-glycolic acid copolymer. ^
I

50 4. The pharmaceutical depot according to clalm 3, wherein the lactlc acid-glycolic add  copolymer has a molar ra tio o f
lactlc acid:glycolic acid In the range of 100:0 to 50:50.

1

5. The pharmaceutical depotacoord ing to  clalm 4, wherein the lactlc acid-glycolic acid copolymer has a molar ratio o| 
lactlc ac¡d:glycolic acid o f 95:5.

55 I

6. The pharmaceutical depot according to claim 4, wherein the lactic acid-glycolic acid copolymer has a molar rabo of|
lactic acid:glycollc add  o f 50:50. ^

I

I
I
1

10 I
I
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7. The pharmaceulical depot according to any one o f clalms 1 to 6, wherein the pharmaceuticai depot Is formulated 

for controiled- and/or sustained-release o fth e  PA over a period o ffro m  30 to 90 days.

8. The pharmaceutical depot according to clalm 7, wherein Ihe pharmaceutical depot Is formulated for controlled-
5 and/or sustained-release o f the PA over a period o f 30 days,

9. The pharmaceutical depot according to claim 7, wherein the pharmaceutical depot Is formulated for controlled-
and/or sustained-release o f the PA over a perlod o f 60 days.

10 10 . The pharmaceulical depot acoording to clalm 7, wherein the pharmaceutical depot Is formulated for controlled-

and/or sustalned-reiease o f the PA over a perlod o f 90 days.

11. The pharmaceutical depot according to  any one o f clalms 1 to 10, which Is formulated for admlnistratlon by Injectlon. 
for example by intra-articular Injectlon.

Í5

12. The pharmaceutical depot according to any one o f clalms 1 lo  11, which Is formulated for human medicine use.

13. The pharmaceutical depot according to any one o f clalms 1 to 11, which is formulated for veterlnary use.

20 14- The pharmaceulical depot according to any one o f clalms 1 to 13, for Ihe preventlon or treatm ent o f osteoarthritís.

15. Pharmaceutical depot according to any one o f clalms 1 to 13. fo r use In a melhod for the preventlon o r treatment 
o f osteoarthritís.

25

P aten tansprüche

1. Pharmazeutisches Depot, umfassend (i) N-{5-ltCyclopropylam ino)carbonyl}-2-methylphenyl)-3-fluor-4-(pyridln-2- 
ylmethoxyjbenzamid Oder ein pharmazeutisch akzeptables Salz davon ais ein pharmazeutisches Ivllttel (PM) und

30 { ii)e in  Polymer. das unter Erzeugungeines sauren Mlkrokiimas abgebautw lrd, w obe ldas PM belm Polymerabbau
von dem Polymer freigesetzt wird.

2. Pharmazeulisches Depot nach Anspruclt 1. wobel das Potymer ausgewáhtt ist aus eiriem Polyeslet von einer 
HydroxyfetisSure und Derivaten davon. einem Polymer von einem Aikyl-a-cyanoacrylat. einem Polyalkylenoxalat.

3S einem Poiyorthoester. einem Polycarbonat. einem Poiyorthocarbonat, eIner Poiyaminsaure, einem Hyaluronsaure-
ester und MIschungen davon.

3. Pharmazeutisches Depot nach Anspruch 2, wobei das Polymer ein M llchsáure-GlycoIsSure-Copolymer Ist.

30 4. Pharmazeutisches Depot nach Anspruch 3, wobel das Mllchsaure-Glycolsaure-Copolymer ein Molverhaitnis von
Mllchsaure : G lycolsaure Im Bereich von 100;0 bis 50:50 aufweist,

5. Pharmazeutisches Depot nach Anspruch 4. wobel das Milchsáure-Glycolsáure-Copolymer ein Molverhaitnis von
tvlilchsaure : G lycolsáure von 95:5 aufweist.

45
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6. Pharmazeutisches Depot nach Anspruch 4, wobei das M llchsáure-Glycolsáure-Copolymer ein Molverhaltnis von 
M ilchsSure: G lycolsáure von 50:50 aufweist.

7. Pharmazeutisches Depot nach irgendeinem der Ansprbche 1 bis 6, wobei das pharmazeutlsche Depot fü r dte 
kontrollierte und/oder verzdgerte Frelsetzung des PM über elnen Zellraum von 30 bis 90 Tage form ullert ist.

8. Pharmazeutisches Depot nach Anspruch 7. wobel das pharmazeutlsche Depot für die kontrollierte und/oder verzd­
gerte Frelsetzung des PM über elnen Zeltraum von 30 Tagen form ullert Ist.

55 9. Pharmazeutisches Depot nach Anspruch 7, wobel das pharmazeutlsche Depot für die kontrollierte und/oder verzd-
gerte Frelsetzung des PM Über elnen Zeltraum von 60 Tagen form ullert ist.

10. Pharmazeutisches Depot nach Anspruch 7, wobei das pharmazeutlsche Depot für die kontrollierte und/oder verzd-

11
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gerte Frelsetzung des PM über eínen Zeltraum von 90 Tagen formullert ist.
I

11. Pharmazeutisches Depot nach irgendeinem der Ansprüche 1 bis 10, das zur Verabreichung durch Injektion. z.B. 
dufch inlraartikuiáre Injektion, form ullert ist.

® I
12. Pharmazeutisches Depot nach Irgendeinem der Ansprüche 1 bis 11, das für die humanmedizinische Veív/endung 

form ullert Ist. ^
i

13. Pharmazeutisches Depot nach Irgendeinem der Ansprüche 1 bis 11, das fü r die veterinármedizinische Verwendung 
10 formullert Ist. '

I

14. Pharmazeutisches Depot nach Irgendeinem der Ansprüche 1 bis 13 zur Vermeidung oder Behandlung von'Osteoar- 
Ihritis.

1

15. Pharmazeutisches Depot n a tíi Irgendeinem der Ansprüche 1 bis 13 zur Verwendung In einem Veríahreh zur Ver­
meidung Oder Behandlung von Osteoarthritís.

I

R evend ica tlons i
I

1, Prodult pharmaceutique á effet retard comprenant (i) du W-{5-[(cyclopropylamino)carbony[]-2-méthylpriényl)-3- 
fluoro-4-(oyrid[n-2-ylméthoxy)-benz-amkle. ou un sel pharmaceutlquement acceptable de celui-ci, en tan tqu 'agen l 
pharmaceutique (AP) et (11) un polymére qui se dégrade pour créer un m iaoclím at acíde, dans lequel l'AP est llbéré 
du polymére aprés la dégradation du polymére. l

I
2. Prodult pbarmaceutlque á effet retard selon la revendicatlon 1. oú le polymére est cholsl parmi un polyester'd’acide 

gras hydroxylé e t des dérlvés de celul-ci, un polymére d ’un a-cyanoacrylate d'alkyle, un oxalate de poiyalkyléne, 
un poiyorthoester. un polycarbonate, un polyorthocarbonate, un potyacide aminé, un ester de l'acide hyaluronique, 
e t des mélanges de ceux-cl. '

3. Prodult pbarmaceutlque é effe t retard selon la revendicatlon 2. oü le polymére est un copolymére d ’acide lactique- 
aclde glycollque. ,

I

4. Prodult pharmaceutique á effe t retard selon la revendication 3, oü le copolymére d'ackJe lactique-acide giydollque
35 présente un rapport molaire d'aolde lactique/acide glycollque dans la plage de 100:0 á 50:50. '

I
1

5. Prodult pharmaceutique á effe t retard selon la revendication 4, oú le copolymére d'acide lactique-acide glycollque 
présente un rapport molaire d ’acide lactique/acide glycollque de 95:5. i

I
30 6. Prodult pharmaceutique é effet retard selon la revendication 4, oü le copolymére d'acide lactique-acide glycollque

présente un rapport molaire d'acide lactlque/aclde glycollque de 50:50. i

7. Prodult pharmaceutique é e ffe t retard selon l'une quelconque des revendicatlons 1 á 6. oú le prodult pharmaceutique 
á effet retard est formulé pour la llbération contrólée et/ou prolongée de l'AP sur une pérlode de 30 á 90 jours.

35 1

8. Prodult pharmaceutique á effet retard selon la revendication 7, oü le prodult pharmaceutique á effet retard est
formulé pour la llbération conlrélée et/ou prolongée de l'AP sur une pérlode de 30 jours. '

I

9. Prodult pharmaceutique á effet retard selon la revendication 7, oü le prodult pharmaceutique é effet retard est
50 form ulé pour la llbération contrólée et/ou prolongée de l’AP sur une pérlode de 60 Jours. |

10. Prodult pharmaceutique á effet retard selon la revendication 7, oú le prodult pharmaceutique é effe t retard^ est
form ulé pour la llbération contrdiée et/ou prolongée de l’AP sur une pérlode de 90 jours. ,

i
55 11. Prodult pharmaceutique á effet retard selon l'une quelconque des revendicatlons 1 á 10, qui est formulé pour Une

admlnistratlon par Injectlon, par exemple, par Injectlon Intra-articulaire. '
i

12. Produil pharmaceutique á effet retard selon l'une quelconque des revendications 1 á 11, qui est formulé pour'un

12
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usage en médecine humaine.

13. Produit pharmaceutique á effet retard selon l'une quelconque des revendicatlons 1 á 11, qui est formulé pour un 
usage vétérinaíre.

s

14. Produit pharmaceutique á effet retard selon l'une quelconque des revendicatlons 1 á 13, pour la prévenllon ou le 
traitement de l'arthrose.

15. Produit pharmaceutique á effet retard selon l'une quelconque des revendicatlons 1 é 13. pour son utlllsatlon dans 
’ o une méthode de prévenllon ou de traitement de l'arthrose.

15
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Figure 3

Figure 4
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Figures

Figure 6
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Figure 7

Figures
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Figure 9
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