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Comedidamente le solicito presentarse a este Despacho ubicado en la Carrera 13 No. 27 - 
00 Piso Quinto (5), de la cidad de Bogota D.C., dentro del tØrmino de cinco (5) dIas hÆbiles 
contados a partir del enviq de la presente citaciôn, en horario de 8:00 a.m. a 4:30 p.m. 
jornada continua, con el fin de notificarle personalmente el contenido de la resoluciOn de la 
referencia proferida dentro del expediente tramitado con el nUmero de radicación citado en 
el asunto. 

De no hacerse presente en el tØrmino indicado anteriormente, la providencia en menciOn se 
notificarÆ por edicto, el cuI se fijarÆ por el tØrmino de diez (10) dias en el Centro de 
Documentación e lnformaciôn. 

Para su comodidad el texto completo de la resolución se encontrarØ disponible en la pÆgina 
web de la Entidad desde el dia hªbil siguiente al de su notificación, la cual podrÆ ser 
consultada desde un computador con acceso a Internet, en la pÆgina www.sic.gov.co, con el 
nUmero de resolución a travØs de la opción servicios en IInea - caracter general - consulta 
actos administrativos. 

Secretarla General 

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 

Sede Centro: Carrara 13 No. 27-00 Pisos 2, 5, 7 y 10 
Al contester favor indique el nOmoro de Sede CAN: Cra 50 No. 26-55 mt 2 PBX: 3820840 
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industria y Comercio 
SU PER INTENDEN.CIA 

REPUBLICA DE COLOMBIA 
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 

RESOLUCION lb I 

Por Ia cual se niega una patente de invención 

Rad. PCT/04-38164 

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO 
en ejercicio de sus facultades legales, en especial de [as que se confirieron en el articulo 

4, numeral 5 del decreto 2153 de 1992, y 

CONSIDERANDO: 

. PRIMERO: Que mediante escrito radicado en esta Superintendencia el 27 de abril del 2004 
bajo el nUmero 04038164, se presentó la solicitud de patente do invención titulada 
"COMPOSICIONES POLIMERICAS DE LIBERACION CONTROLADA DE COMPUESTOS 
QUE PROMUEVEN EL CRECIMIENTO OSEO", para los efectos do que se dØ comienzo a 
la fase nacional, en virtuddeI Tratado de CooperaciOn en Materia de Patentes (PCT). 

SEGUNDO: Que efectuacIo el examen de forma en cuanto a los requisitos que debe Ilenar la 
solicitud y cumplidas las exigencias legales, se ordenô publicar el extracto sin que se 
hubieran presentado opo$iciones por parte de terceros. 

TERCERO: Que el articulo 45 de la DecisiOn 486 de la ComisiOn de la Comunidad Andina 
establece que: "Si la ofcina nacional competente encontrara que Ia invención no es 
patentable o que no cump!e con aiguno do los requisitos establecidos en esta DecisiOn para 
Ia concesiôri do la patente, /0 notificarÆ a! solicitante. Este deberÆ responder a ía notificaciOn 
dentro del plazo do sosenta dIas contados a partir do la fecha de ía notificaciOn. Este plazo 
podrÆ ser prorrogado por una so/a vez por un perlodo do trointa dIas adicionales. (...) Si ol 
soilcitante no respondiera a Ia notificaciOn dentro del plazo soæalado, o si a pesar do la 

4 respuesta subsistieran los impedimentos para Ia concesión, la  oficina nacional competonte 
denegarÆ la patente". 

CUARTO: Que realizado el examen do fondo, se requirió al solicitante en los tØrminos del 
articulo 45 de la DecisiOn 486 de la ComisiOn de la Comunidad Andina, para que presentara 
respuesta a las observaciones de carÆcter tØcnico visibles a folios 98 a 107 del cuaderno 
administrativo, relaciondas con Ia patentabilidad o cumplimiento de los requisitos 
establecidos por esta Decision para la concesión de la patente. Frente a dicho requerimiento 
no hubo pronunciamiento alguno por parte del mismo, por lo cual es procedente negar el 
privileglo de patente solicitado con fundamento en lo dispuesto en el articulo 45 de la 
Decision 486. 

RESUELVE: 

ARTICULO PRIMERO: Negar el privilegio de patente de invención para la solicitud 

Sede Centre: Carrera 13 No. 27-00 Pisos 2, 5, 7 y 10 
Sede CAN: Tr. 40A No. 38-50 Conmutador: 3820840 

Fax: 382 26 95. Llnea 9800-910 165 
Web: www.sic.gov.cQ e-mail: jflf9ic,v.co 

Bogota D.C. - Colombia 
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Industria y Comercio 
SU P E R I N T E N D E N C I A 

REPUBLICA DE COLOMBIA 
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 

RESOLUCION .16  

Por la cual se niega una patente de invenciôn 

Rad. PCT/04-38164 

correspondiente a "COMPOSICIONES POLIMERICAS DE LIBERACION CONTROLADA 
DE COMPUESTOS QUE PROMUEVEN EL CRECIMIENTO OSEO", que entró en fase 
nacional en virtud del Tratado de Cooperación en Materia de Patentes (PCT). 

ARTICULO SEGUNDO: Notfficar personalmente el contenido de la presente resolución 
al doctor Carlos Reinaldo Olarte Garcia, o a quien haga sus veces, en su calidad de 
apoderado de Pfizer Inc., entregândole copia de la misma, advirtiØndole que contra ella 
procede el recurso de reposiciön interpuesto ante el Superintendente de Industria y 

� Comercio, al momento de la notificaciôn o dentro de los 5 dias hÆbiles siguientes a ella. 

NOTIFQUESE Y CUMPLASE 
Dada en Bogota, D.C.,  a los 

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO, 

AAVO  QUIfONES 

Doctor 
CARLOS REINALDO OLARTE GARCIA 
CalIe 100 N° 8A-37, Piso 10. 
World Trade Center - Torre A. 
Bogota D.C. 

ii’, 
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Sir 

WO 99/19300 -92-

Reichert-Jung Polycut microtome in 8 pm thick. Masson-Trichrome stained mid-

frontal sections (including both tibia and fibula) are used for visualization of the 

cellullar and tissue response to fracture healing with and without treatment. Sirius 

red stained sections are used to demonstrate the characterisitics of the callus 

S structure and to differentiate between woven bone and lamellar bone at the 

fracture site. The following measurements are performed: (1) fracture gap - 

measured as the shortest distance between the cortical bone ends in the fracture, 

(2) callus length and callus diameter, (3) total bone volume area of callus, (4) bony 

tissue per tissue area inside the callus area, (5) fibrous tissue in the callus, and (6) 

10 cartilage area in the callus. 

Biomechg’nical Analysis: The methods for biomechanical analysis have 

been previously published by Bak and Andreassen (The Effects of Aging on 

Fracture Healing/
 
in Rats. Calcif Tissue mt 45292-297, 1989). Briefly, radiographs 

of all fractures are taken prior to the biomechanical test. The mechanical 

15 properties of the/ healing fractures are analyzed by a destructive three- or four-

point bending procedure. Maximum load, stiffness, energy at maximum load, 

deflection at maximum load, and maximum stress are determined, 

ASSAYFOR EFFECTS ON FRACTURE HEALING AFTER LOCAL 

ADMINISTRATION 

20 Fracturo Tech iue: Female or male beagle dogs at approximately 2 years 

of age are used under anesthesia in the study. Transverse radial fractures are 

produced by slow continuous loading in three-point bending as described by 

Lenehan et al, (Lenehan, T. M.; Balligand, M.; Nunamaker, D.M.; Wood, F.E.: 

Effects of EHDP on Fracture Healing in Dogs. J Orthop Res 3:499-507; 1985). The 

25 wire is pulled through the fracture site to ensure complete anatomical disruption of 

the bone. Thereafter, local delivery of prostaglandin agonists to the fracture site is 

achieved by slow release of compound delivered by slow release pellets or by 

administration of the compounds in a suitable Formulation such as a paste gel 

solution or suspension for 10, 15, or 20 weeks. 

30 Histological Analysis’. The methods for histologic analysis of fractured bone 

have been previously published by Peter et al. (Peter, C.P.; Cook, W.O.; 

Nunamaker, D,M.; Provost, M. T.; Seedor, J.G.; Rodan, G.A. Effects of 

alendronate on fracture healing and bone remodeling in dogs. J. Orthop. Res. 



WO 99/19300 -116- PCT/1898/01540 

Example lx 

(3-(((4-Cyclohexyl-enzyl)-(pyridine-3-sulfonyI)-anhino)-methy-phenoxy)-acetic 

acid 

Step B: NN-diisopr4pylethylamine was replaced by triethylamine. ’H NMR (400 

5 MHz, CDC13) 58.95 (s, IH), 8.73 (d, IH), 8.00 (d, IH), 7.39 (m, 1H), 7.17 (t, 1H), 

7.13 (d, 2H), 7.08 (d, 2H), 6.81 (d, IH), 6.73 (d, 1H), 6.61 (s, IH), 4.54 (s, 2H), 

4.34 (s, 4H), 2.43 (m, 1H), 1.81 (d, 4H), 1.37 (t, 4H), 1.23 (m, 1H): MS 495 (M+1), 

493 (M-1). 

Example lv 

10 (3-(((2-(3,5-Dichlorphenoxy)-ethyl)-(pyridine-3-5uIfonyl)amino)methyl) 

phenoxy)-acetic acid 

Step B: NN-diisopropylethylamine was replaced by triethylamine. 1H NMR (400 

MHz, CDC3) 59.07 s, IH), 8.78 (d, IH), 8.12 (d, IH), 7.47 (m, IH), 7.25 (m, IH), 

6.82-6.91 (m, 4H), 653 (s, 2H), 4.81 (s, 2H), 4.47 (S, 2H), 3.91 (t, 2H), 3.54 (t, 2H); 
15 MS 511 (M+1), 509 M-1). 

Example lz 

acetic acid 

Step B: NN-diisoprpylethylamine was replaced by triethylamine. 1H NMR (400 

20 MHz, CDCI3) 8 8.91 s, IH), 8.79 (m, IH), 8.04 (d, IH), 7.43 (m, 1H), 7.16 (t, 1H), 

8.94 (d, 2H), 6.81 (, 2H), 6.64 (d, 2H), 6.49 (s, 1H), 4.51 (s, 2H), 4.28 (s, 4H), 
. 2.91 (s, 6H); MS 456 (M+1), 454 (M-1). 

Example laa 

(3-(((4-tert-Butyl-benzyl)-(yridine-3-sulfonyJ)amjno)methyl)phenoxyetic acid 
25 Step B: N,N-diisopropylethylamine was replaced by triethylamine. ’H NMR (400 

MHz, CDCI3) 5 8,95 (S, IH), 8.74 (s, IH), 7.99 (d, 1H), 7.39 (m, IH), 7.25 (m, 2H) 
7.15 (t, IH), 7.04 (d, 2H), 6.81 (d, 1H), 6.72 (d, 1H), 6.62 (s, IH), 4.55 (s, 2H), 4.35 
(s, 4H), 1.27 (s, 9H); MS 469 (M+1), 467 (M-1). 



WO 99/19300 -225-
PCT/1B98/01540 

PRODUCT CLAIMS 

1. A compoLnd having the Formula 

GAQZ 

5 M 

Formula I 

prodrugs thereof and the pharmaceutically acceptable salts of said compounds and 

said prodrugs, wherein 

A is $02 or CO; 

10 G is Ar, Ar’-V-Ar2, Ar-(C1-C6)alkylene, Ar-CONH-(CI-C6)alkylene, R1R2-amirio, 

oxy(C1-C6)alkylene, amino substituted with Ar, or amino substituted with Ar(C1-

C4alkylene and R11, Wherein R1’ is H or (C1-C8)atkyl, R1 and R2 may be taken 

separately and are independently selected from H and (C1-C8)alkyl, or R1 and Ware 

taken together with the nitrogen atom of the amino group to form a five- or six-

15 membered azacycloakyl, said azacycloalkyl optionally containing an oxygen atom and 

optionally mono-, di- or tn-substituted independently with up to two oxo, hydroxy, (C1.. 

C4)alkyl, fluoro or chiaro; 

B is N or CH; 

Qis 

20 -(C2-C6)alkylene-W-(C1-C3)alkylene-, said alkylenes each optionally substituted 

with up to four substituents independently selected from fluoro or (C1-C4)alkyl, 

-(C4-C8)alkylene-, said alkylene optionally substituted with up to four 

substituents independently selected from fluoro or (C1-C4aIkyl, 
-X-(C1-05)atkylene-, said alkylene optionally substituted with up to four 

25 substituents independently selected from fluoro or (C1-C4)alkyl, 

.C,..C5)alkylene..X.., said alkylene optionally substituted with up to four 

substituents independently selected from fluoro or (C1-C4)alkyl, 

-(Cl-C3)alkylene-X-(Cl-C3)alkylenle-, said alkylenes each optionally substituted 
with up to four substituents independently selected from fluoro or (C1-C4)alkyl, 

V 
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Chandrashekar et at, [45] Date of Patent: Nov. 7,20M 
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6,143,314 
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included in each polymeric composition at 10 wt %. About 
50 0 of each polymeric composition was injected into five 
rats. After 24 hours, the rats were terminated and the 
implants removed. The amo4nt of fioxuridine released from 
the polymeric composition vas measured as described in s 
Example 3, above. The results are shown in Table 7, below. 
The amount of PLG/PEG block copolymer added to the 

polymeric composition appars to affect the reduction in 
initial burst of release of biologically active agent. The 
optimum amount at which maximum burst reduction is 10 

achieved is from about 1% to about 5%. For the polymeric 
composition in this experiejient, the optimum amount is 
about 2.5% percent of the total polymer amount in the 
polymeric composition (Table 7). It is possible that such 
optimum amount may vary for different polymers or differ- 15 

ent biologically active agents used in a given formulation 
’ depending upon the hydrophilicity of the base polymer or 

biologically active agent, the molecular weight of the base 
polymer, and diffusion chailacteristics of the biologically 
active agent within the polyilieric matrix. 

18 

TABLE ft 

Percentage of Anesthetic released in 24 hours after intramuscular 
injections in rats for formulation with and without 

50150 PLO/PEG-S000 (0.401 

Polymer! Initial 
Additive Drug Solvent Burst 

Base Polymer Additive Drug (WI %) (%) 

65/35 PLG (0.23) 
- Lidocaine 40 PLO 54.0 

Base 60 NM? 
65,135 PLO (0.23) 5050 PLO! Lidocaine 35 PLO 46.0 

PEO-5000 (0.81) Ease 5 PLO/PLO 
60 NMP 

75/25 PLO (0.20) 
- Lidocaine 40 PLO 70.0 

Base 60 NM? 
75,125 P1.0 (0.20) 50/50 PLO! Lidocoine 35 PLO 57.0 

PEG-5000 (0.81) Base 5 PLO/PEG 
50 NMP 

50/50 PLGH (0.30) 
� 1/docaine 40 P1,011 63.0 

HCI 60 NM? 

TABLE 7 

Percentage of floxuridinp released in 24 hours after subcutaneous injection 
in rats for formulations ntajnin varied amounts of PLO/P50O0 181 

Polymer/Solvent Ell Base Polymer Additive (ci %) Initial Burst (Si) 

50/50 PIn (0.26) �.- SO PLG 71.1 
511 NMP 

50,513 PLO (0.26) 50/50 t’0/PEG-5000 (0.81) 49 PLO 43.9 
I PLO/PEG 
50 NMP 

.50/50 PLO (0.2s) 50/50 P1JPfPl/0-5000 (0.81) 47.5 P1.0 29.1 
2.5 PLO/PEG 
50 NMP 

50/5)1 t’lXt (0.26) 50151) (’Lc9/PEO-5000 (0.81) 48 PLO Su.1 
5 PLO/PEG 
50 NMP 

Example 8 

The Effect of PLO/PEG Block Copolymer on the 
Initial Burst of a Local Anesthetic from Various 

Polymeric Formulations 

The polymeric compositions shown in Table 8 were 
fctrmcd using the method described in Example 3. 10% 

It 

(w/w) of a local anesthetic (either Lidocaine Base or 
Lidocaine IIC1) was included in each polymeric composi-
tion. 

40 

TABLE 8-continued 

Percentage of Anesthesia ruleased in 24 hours after intramuscular 
injections in rats for formulation with and without 

43 ,___. 5050 PLO PEG-5000 (0.811 

Polymer/ Initial 
Addilivc Drug Solvent Burst 

Base Polymer - Additive Drug (wt 115) (Si) 

50/50 PLGIT (0.30) 50/50 PLO! Lidocaine 35 PLGII 30.0 
50 PEG.5000 (0.81) 110 S PLO/PEG 

60 NM? 
65/35 PLO (0.23) 

� Lidocaine 40 PLO 82.0 
HC! 60 NMP 

65/35 PLO (0.23) 50150 PLO! Lidocaine 35 PLO 30.0 
PECS-5000 (0.61) HCI 5 PLO/PEG 

55 60 NM? 

About 100 d of each polymeric composition was injected 
intramuscularly (IM) into the hind leg of five rats. The 
implants were retrieved after 24 hours and analyzed for drug 

60 
content by RP-IIPLC. The results shown in Table 8 dem-
onstrate that the PLO/PEG additive reduces the initial burst 
of both biologically active agents. A more dramatic reduc-
tion is obtained with the more hydrophilic hydrochloride 
form of the drug. Table 8. Percentage of Anesthetic released so 
in 24 hours alter intramuscular injections in rats for formu-
lation with and without 50/50 PLG/PEG-5000 

What is claimed is: 
1. A polymeric composition for forming a controlled 

release implant within a body, comprising: 

about 10 wt % to about 80 wt % of a biocompatible, 
biodegradable thermoplastic base polymer that is 
insoluble in aqueous or body fluids; 

a biocoenpatible, organic solvent that is soluble to dis-
persible in aqueous or body fluid; 
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ASUNTO RadicaciOn 04-38164 
Trªmite 002 
Evento 001 
ActuaciOn ,,, 430i 
Oficio 135 
Folios 010 

Patente de lnvenci5n FXI Patente de Modelo de Utilidad 

VIa Nacional 

Via PCT (fase nacipnal) Cap.l F7 Cap. II 

No. Sol. lnternacioral PCT/102/04965 
Fecha de Presentai6n Internal. Noviembre 20 de 2002 

Como resultado delexamen defondo, realizado con fundamento en el artIculo45 de 
la DecisiOn 486 de la ComisiOn de la Comunidad Andina, se le comunica: 

1. Documentos e$tudiados 

1.1. DescripciO: Folios: 48 a 73 (como se radicó inicialmente) 

1.2. Reivindicaciones: Folios: 74 a 76 (como se radicó inicialmente) 

1.3. Prioridad: 

2. Objeto do la invención 

US 60/337.255 de Noviembre 30 de 2001 

� Titulo de la olicitud: COMPOSICIONES POLIMERICAS DE LIBERACION 
CONTROLAIA DE COMPUESTOS QUE PROMUEVEN EL CRECIMIENTO 
OSEO, folio 1, campo 54. 

� El problema planteado en esta solicitud es la necesidad de una composiciOn 
de IiberaciOn controlada de ciertos compuestos que promueven el crecimiento 
Oseo, especiImente de un compuesto que requiere liberaciOn continua a Ic 
large de un priodo de tiempo prolongado. 

� Como solución al problema planteado,  la presente invenciOn se refiere a un 
sistema mejorado para liberación controlada de un compuesto que promueve 
el crecimiento Oseo y una composiciOn fluida para su formaciOn in situ. Para Ic 
que se presefltan 15 reivindicaciones asi: 


