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JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al 

pie de ml firma, abogado en ejerciclo, titular de la tarjeta profesional nUmero 44655 

del Consejo Superior de la Judicatura, obrando en calidad de apoderado de la 

sociedad LABORATORIO FRANCO-COLOMBIANO, LAFRANCOL S.A. dentro 

del trÆmite de la referencia, en ejercicio de lo dispuesto por el artIculo 42 inciso 20 

de la Decision 486 de 2000, por medic del presente escrito, procedo a sustentar la 

oposición presentada oportunamente ante ese Despacho, en los siguientes 

tØrminos: 

I. COMPLEMENTO DE INFORMACION 

Comedidamente me permito presentar los argumentos que demuestran que la 

solicitud de la referencia incumple los requisitos de patentabilidad establecidos por 
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los artIculos 14, 16 y 18 de la DecisiOn 486 de 2000, y que por ello no merece 

recibir el beneficio patentario. 

En primer tØrmino, es relevante mencionar que varios de los compuestos que 

reivindica la solicitud colombiana en trÆmite, son compuestos que se han descrito 

con anterioridad en el mismo estado de la tØcnica, tal y como se puede evidenciar 

a travØs de los siguientes documentos, veamos: 

La publicaciôn internacional WO 2004/098589 publicada el 18 de Noviembre de 

2004 y titulada "4-BROMO-5-.(2-CHLORO-BENZOYLAMINO)-1 H-PYRAZOLE-3-

CARBOXYLIC ACID NAMIDE DERIVATIVES AND RELATED CMPOUNDS AS 

BRADYKININ BI RECEPTOR ANTAGONIST FOR THE TREATMENT OF 

INFLAMATORY DISEASES" revela: 

Example 64 
Preparation of (R)-5-(2-Chloro-benzoy1amino’- I H-pyrazole-3-carboxylic acid (1 -phenyl-

ethyl)-amide 
AN 0-

[0433] The pyrazole acid, prepared as described in Procedure 8, was coupled 

with (R)-(+)-alpha-Methylbenzylamine (Fluka, 77880) using the method described in 

Procedure 10. 

MS+ = 369.1 
’H-NMR (CDC13) 8 7.63 (m, 1H), 7.31 (m, 6H), 7.11 (m, 1H), 6.62 (m, 1H), 4.57 (m, 

IH), 1.33 (d, 3 = 7.1 Hz, 3ff). 

GENERAL PROCEDURE 10 
Preparation of (R)-4-Bromo-5-(2-chlorobenzoylamino)-1H-pyrazole-3-carboxylic acid 

amides (25). 
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[0285] Compound 7 was prepared as shown in General Procedure 8. 

Compound 25 was prepared as shown in General Procedure 10. A mixture of 1.0 eq. of 7, 
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1.1 eq. of 2, 1.2 eq. of HOBT, 2.2 eq. of NMM, and 1.2 eq. of EDC’HCI in THF was stirred 

at rt. After a time sufficient for reaction completion, the reaction mixture was adsorbed onto 

silica gel and flash chromatographed using a mixture of EtOAc/hexanes as eluant to give 

product 25. 

Example 242 
Preparation of 5-(2-chlorobenzoylamino)-1 H-pyrazole-3-carboxvlic acid [2-(pyridin-4-

yl)ethyllamide "_p 
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[06101 General Procedure 8 was used to synthesize the pyrazole acid for the 

title compound. The amine was purchased (TCI, A 1264) and the coupling of the pyrazole 

acid and the amine was accomplished using General Procedure 3. 

MS+ = 370.1 
’H-NMR (DMSO-d6) 6 13.15 (s, IH), 11.06 (s, 1H), 8.67 (s, 1H), 8.45 (d, J=6.0 Hz, 

2H), 7.45 (m, 4H), 7.26 (m, 3H), 3.51 (m, 2H), 2.86 (t, ./=6.0 Hz, 21-I). 

GENERAL PROCEDURE 3 
Preparation of 4-Bromo-5-(2-chlorobenzoylamino)-1H-pyrazole-3-carboxylic acid 

amides. 
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[02721 Amide 3 was prepared as described in General Procedure 1. 

Compound 8 was prepared as shown in General Procedure 3. A solution of 1.2 eq. of Boc-

protected amide 6 in neat TFA was stirred at rt for 30 mm. The reaction solution was rotary 

evaporated and dried under vacuum to afford the free amine. The deprotected amine was 

dissolved in TI-IF. While stirring, 1.0 eq. of 7,13 eq. of HOBT, 2.2 eq. of NMM, and 1.2 eq. 

of EDC�HC1 were added in that order. After stirring the reaction mixture at it for a time 

sufficient for reaction completion, the mixture was rotary evaporated. The crude material 

was dissolved in MeOH and flash chromatographed using a mixture of EtOAc-hexanes as 

eluant to afford product 8. 



GENERAL PROCEDURE 8 
Preparation of 4-Bromo-5-(2-chtorobenzoyiamino)-1H-pyrazoe-3-carboxylic acid (7). 
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19. A pharmaceutical composition comprising a pharmaceutically acceptable 

carrier and a therapeutically amount of a compound of Claim 17, or mixtures thereof 

effective to treat or palliate adverse symptoms in mammals mediated by bradykinin B i 

receptor. 

Como se puede apreciar, en esta anterioridad se revelan tanto compuestos 

derivados de pirazol como los mØtodos de obtenciôn de los mismos; compuestos 

que resultan estrechamente relacionados a los reivindicados por la solicitud 

colombiana en trÆmite, especIficamente a los incluidos en las reivindicaciones 36, 

37, 42, 48 y 49. TamblØn se hace menciOn de la inclusiOn de dichos derivados de 

pirazol en formulaciones farmacØuticas. 



La publicación internacional WO 200410985901 publicada el 18 de Noviembre de 

2004 y titulada "4-BROMO-5-(2-CH LORO-BENZOYLAM I NO)-1 H-PYRAZOLE-3-

CARBOXYLIC ACID (1-(AMINOCARBONYL)ETH-1-YL) AMIDE DERIVATIVES 

AND RELATED COMPOUNDS AS BRADYKININ BI RECEPTOR ANTAGONIST 

FOR THE TRETAMENT OF INFLAMATORY DISEASES" revela: 

Example 5 
Preparation of (S)-5-(2-chloro-benzoylamino)- IF1-pyrazole-3-carboxylic acid [1 -(phenyl)-1 - 

(methoxycarbonyl)rnethvlamtci 

102471 The pyrazole acid, prepared as described in Procedure 5, was coupled 

with (S)-(+)-2-phenylglycine methyl ester hydrochloride (Aldrich, 30,867-6) using the 

method described in Procedure 7. 

MS+= 413.0 
’H- NIMR (CDCI3) 8.60 (br, IH), 7.70 (m, 111), 7.41 (in, 5ff), 7.15 (m, 2H), 5.44 

(m, IH), 3.98 (s, 3H). 

GENERAL PROCEDURE 5 

Preparation of 4_J3romo_5(2ch1orobenzoylamino)1H-PYraZ0te3carb0xYliC acid (7). 
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GENERAL PROCEDURE 7 
Preparation of acid 

amides (25). 
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[02231 Compound 7 was prepared as shown in General Procedure 5. 

Compound 25 was prepared as shown in General Procedure 7. A mixture of 1.0 eq. of 7, 1.1 

eq. of 2, 1.2 eq. of HOBT, 2.2 eq. of NMM, and 1.2 eq. of EDC’HCl in THF was stirred at rt. 

After a time sufficient for reaction completion, the reaction mixture was adsorbed onto silica 

gel and flash ebromatographed using a mixture of EtOAc/hexaneS as eluant to give product 

25. 

(...) 

Example 17 
Preparation of (R-5.-(2-Ch1oro-benzovlamino)-1H-pyrazole-3-carboxVlic acid jl-(piperidin-

1 -ylcarbonyl’)eth- 1 -vii amide 

102591 The pyrazole acid, prepared as described in Procedure 5, was coupled 

with Boc-(R)-(1-methyl-2-oxo-2-piperldin-1-yl-ethyl)-am (prepared repared as described in 

Procedure I) using the method of Procedure 2. 

MS+ = 404.1 
1H- NMR (CDCI3) ö 7.76 (d, J = 7.1 Hz, 1H), 7.63 (m, 1H), 7.34 (m, 4H), 4.33 (in, 

1H), 3.54 (m, 2H), 3.18 (m, 2H), 1.58 (m, 6H), 1.04 (d, J = 6.6 Hz, 3ff). 


