
World Trade Center - Torre OLARTERAISBECK Calle 100 No. 8A-37, Piso 1S’ ’1 
OLARTE RAISBECK & FRIERI LTDA. Bogota D.C., Colombia 

Tel +57 1 601-7700 
Fax +57 1 601-7799 

offlce@olarteraisbeck.com 
www.olarteraisbeck.com 

Seæores 

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 

DIVISION DE NUEVAS CREACIONES 

E. S. D. 

Suf’Rj"DLLSTRjA I cU1ERC10 

iadicaciO114 
Fi1ic: a 

F,61f%IiD) -12-14 11:44:.1 

Tvaite ti PtT4Tt41 373 FE t4U SA
 ITICIGt4 

CREfC10t4E5 

Ref: Expediente No. 03.107.408 
MU1S1UOepelldL E uxs  

0 Solicitud de patente de invención 

"DERIVADOS DE PIRROLIDINA COMO INHIBIDORES DEL FACTOR XA". 

Solicitante: GLAXO GROUP LIMITED 

SOLICITUD DE EXAMEN DE PATENTABILIDAD SEGUN 

EL ARTICULO 44 DE LA DECISION 486, GACETA No. 554 

CARLOS R. OLARTE, mayor de edad y vecino de Bogota, D.C., identificado tal como aparece al 

pie de ml firma, en ml condición de apoderado del solicitante, respetuosamente me permito 

solicitar, que se examine si la invención reine los requisitos de patentabilidad previstos en la 

misma. Dando cumplimiento a lo establecido en el articulo 44 de la Decision 486 de la comisión de 

la Comunidad Andina de Naciones. Adjunto recibo por el monto de $ 186.000 pesos para cubrir la 

tasa correspondiente, segün la ResoluciOn 31980 del afio 2004. 
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hidustria y Cornercic 
SUPERINTEND EN CI, 

DIVISION DE NUEVAS CREACIONES 

RADICACION EXPEDIENTE No. 03- 107408 

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION - 

PCT, FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 554, 

DE FECHA 29 DE JULIO DE 2005, EL TERMINO HABIL SEfALADO POR LA 

LEY EXPIRA EL 25 DE OCTUBRE DE 2005. 

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de 
publicación en Ia gaceta de Propiedad Industrial, deberÆ solicitar y cancelar el 
examen de patentabilidad so pena de que la solicitud caiga en abandono, de 
acuerdo con lo establecido en el ArtIculo 44 de la Decision 486/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SI NO X 
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(57) Abstract: The present invention is directed to non-peptidic factor Xa inhibitors which are useful for the treatment of arterial 
and venous thrombotic occlusive disorders, inflammation, cancer, and neurodegenerative diseases. The factor Xa inhibitors provide 
compounds having Formula (1) or pharmaceutically acceptable salts thereof; wherein Q is phenyl, benzyl, pyridyl, thienyl, indolyl, 
quinolinyl, benzothienyl, biphenylyl, or imidazolyl; any of which can include one or more optional substituents independently se-
lected from halo, trifluoromethyl, hydroxy, amino, nitro, cyano, C13 alkoxy, C1.3 alkyl, methylenedioxy, carboxamido, acetamido, 
or amidino; Xis methylene, carbonyl, or sulfonyl; Z is methylene, ethylene, or propylene; M is methylene or ethylene; and R’, jt2t 
and R3 are independently hydrogen or C1.3 alkyL 
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Azacycloalkanone Serine Protease Inhibitors 

Background of the Invention 

Field of the Invention 

The present invention relates to novel compounds that function as 

5 proteolytic enzyme inhibitors, and particularly to a new class of inhibitors of 

thrombin production via factor Xa inhibition, their pharmaceutically acceptable 

salts, and pharmaceutically acceptable compositions thereof. 

Related Art 

Proteases are enzymes that cleave proteins at single, specific peptide 

10 bonds. Proteases can be classified into four generic classes: serine, thiol or 

cysteinyl, acid or aspartyl, and metailoproteases (Cuypers et al., J. Biol. (item. 

257:7086(1982)). Proteases are essential to a variety of biological activities, such 

as digestion, formation and dissolution of blood clots, reproduction and the 

immune reaction to foreign cells and organisms. Aberrant proteolysis is 

15 associated with a number of disease states in man and other mammals. The human 

neutrophil proteases, elastase and cathepsin G, have been implicated as 

contributing to disease states marked by tissue destruction. These disease states 

include emphysema, rheumatoid arthritis, corneal ulcers and glomeruiarnephritis. 

(Barret, in Enzyme Inhibitors as Drugs, Sandier, ed., University Park Press, 

20 Baltimore, (1980)). Additional proteases such as plasmin, C-i esterase, C-3 

convertase, urokinase, plasminogen activator, acrosin, and kallikreins play key 

roles in normal biological functions of mammals. In many instances, it is beneficial 

to disrupt the function of one or more proteolytic enzymes in the course of 

therapeutically treating a mammal. 

25 Serine proteases include such enzymes as elastase (human leukocyte), 

cathepsin G, plasmin, C-i esterase, C-3 convertase, urokinase, plasminogen 

activator, acrosin, chymotrypsin, trypsin, thrombin, factor Xa and kallikreins. 
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What Is Claimed Is.-s:

1.1. A compound having Formula I: 

R1 0 R2 R3 

QNIk.J&.NR4R5 

)n 0 NR6 

PCT/USOO/25006 

5 or pharmaceutically acceptable salts thereof; wherein 

Q is C14 aryl, C14 ar(C1)a1kyl, C14 ar(C)alkenyl, pyridyl, thienyl, 

indolyl, quinolinyl, benzothienyl, or imidazolyl; any of which can include one or 

more optional substituents independently selected from halo, trifluoromethyl, 

hydroxy, amino, nitro, cyano, C,-3 alkoxy, C13 alkyl, methylenedioxy, 

10 carboxyamino, C alkoxycarbonylamino, C10 aryloxycarbonylamino, 

C7.11 aralkoxycarbonylamino, aminocarbonyl, mono- or di-

(C1)a1ky1aminocarbonyl, acetamido, amidino, pyridyl, naphthyl, pyrimidinyl, 

alkenyl, mono- or di- (C1)alkylamino, or combinations thereof; 

X is methylene, carbonyl, or sulfonyl; 

15 R’ is hydrogen or C13 alkyl; 

nis 1,2or3; 

m is 1-4, preferably 1 or 2; 

R2 is hydrogen or C1.3 alkyl; 

R3 is hydrogen or C1..3 alkyl; and 

20 R4, R5 and R6 are independently hydrogen, hydroxy, C1a1kyl, C alkoxy, 

cyano or _CO2Rw, where Rw, in each instance, is preferably one of C14alkyl, 

C.1..7cycloalkyl, benzyl, or R’ is one of 
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or Rg 0 

Rd R 

where Rd, Re and R8 are each hydrogen, R is methyl, and Rh is benzyl or tert-

butyl. 

2. The compound of claim 1, wherein Q is aryl, aralkyl or thienyl, 

5 any of which can include one or more optional substituents independently 

selected from the group consisting of halo, trifluoromethyl, bydroxy, amino, nitro, 

cyano, C alkoxy, Cl.1 alkyl, methylenedioxy, carboxyamino, C14 

alkoxycarbonylamino, C0 aryloxycarbonylamino, C7-, 1aralkoxycarbonylamino, 

aminocarbonyl, mono- or di- (C1)allcylaminocarbonyl, acetaniido, amidino, 

10 pyridyl, napbthyl, pyrimidinyl, alkenyl, mono- or di- (C1)allcylaniino, and 

combinations thereof. 

3. The compound of claim 2, wherein Q is phenyl or biphenyl, any 

. of which can include one or more optional substituents independently selected 

15 from the group consisting of halo, trifluoromethyl, hydroxy, amino, nitro, cyano, 

C alkoxy, C13 alkyl, methylenedioxy, carboxyamino, C,-4 alkoxycarbonylamino, 

C.10 aryloxycarbonylamino, C7.1 1aralkoxycarbonylamino, aminocarbonyl, mono-

or di- (C1)a1ky1aminocarbony1, acetainido, amidino, pyridyl, naphthyl, 

pyrimidinyl, alkenyl, mono- or di- (C1)alky1amino, and combinations thereof. 

20 4. The compound of claim 2, wherein Q is naphth-1-yl, naphth-2-yl, 

5-dimethylaminonaphth- 1-yl, 6-chloronap4th-2-yl, 6-bromonaphth-2-yl, benzyl, 

2-nitrobenzyl, phenyl, 2-methyiphenyl, 3-methylphenyl, 4-(n-propyl)phenyl, 

4-(t-butyl)phenyl, 4-(t-amyl)phenyl, 4-methoxyphenyl, 4-iodophenyl, 

4-fluorophenyl, 4-chiorophenyl, 3 ,4-dicblorophenyl, 4-nitrophenyl, 
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[571 ABSTRACT 

2-Substituted 3-(4-amidinophenyl)propionic acid deriva-
tives of the formula 

CO-A 

Ar-SO2-NH--B-H NH2 

ff2 CNH 

in which A Ar and B have the meanings stated in the 
description, and the preparation thereof are described. The 
compounds are suitable for controlling diseases. 

4 Claims, No Drawings 
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2-SUBST1TUTD 
3-(4-AMIDINOPHENYL)PROPIONIC ACID 

DERIVATIVES 

The present invention relates to novel 2-substituted 3-(4-
amidinophenyl)propionic acid derivatives, the preparation 
thereof and the use thereof for controlling diseases. 

Thrombin belongs to the group of serine proteases and 
plays a central part in the blood coagulation cascade as 
terminal enzyme. Both the intrinsic and the extrinsic coagu-
lation cascade lead via several intensification states to the 
production of thrombin from prothrombin. The thrombin-
catalyzed cleavage of flbrinogen then initiates blood coagu-
lation and thus also possible thrombus formation. Thrombin 
additionally stimulates the aggregation of platelets which in 
turn, owing to the formation of platelet factor 3 and coagu-
lation factor XIII as well as a whole series of highly active 
mediators, intensify thrombin formation. 

The formation and action of thrombin are central events 
in the development both of white, arterial and of red, venous 
thrombi, and therefore potentially effective sites of attack of 
drugs. Thrombin inhibitors are, in contrast to heparin, able 
completely to inhibit, independently of cofactors, simulta-
neously the actions of thrombin both in the coagulation 
cascade and on platelets. They are able in the acute phase to 
prevent thromboembolic events after percutaneous translu-
ininal coronary angioplasty (PCTA) and lysis and to act as 
anticoagulants in extracorporeal circulation (heart-lung 
machine, hemodialysis). They can also be used generally for 
thrombosis prophylaxis, for example after surgical interven-
tions. 

Two classes of compounds have to date been described 
as low molecular weight thrombin inhibitors, namely 

a) substances of the benzamidine type (DD 155,954, 
FR 2,593,812, FR 2,593,813, EP 236,164 and C.A. 113, 

(1990) 6182j) and 
b) substances of the arginine type (U.S. Pat. No. 4,258, 

192, DE 2,801,478, EP 293,881, EP 185,390). 
We have now found that 2-substituted 3-(4-amidinophe-

nyl)propionlc acid derivatives of the formula 

where 
A is 

CO�A 

H2 

CH2 C=NH 

R1 

or �OR3 in which R1 and R2, which can be identical or 
different, are each hydrogen, saturated or unsaturated alkyl 
with up to 6 carbons or aralkyl or aryl, or R’ and R2 together 
with the nitrogen to which they are bonded are a 5- to 
7-membered saturated ring which is unsubstituted or sub-
stituted by alkyl radicals with up to 4 carbons and can 
contain an oxygen atom, where the nitrogen and oxygen 
atoms are in the 1.2 or 1.4 nositions. 

�cr1�CO�N�
\ 

(cr12), 

(where nis 1, 2,.3, 4or5)or 

�C - CO - N�
II I 
CH�cH=cH 

10 
Ar is phenyl or a- or -naphthyl which is unsubstituted or 

substituted by one or more halogen atoms, nitro groups, 
amino groups, C1 -mono- or bisalkylamino groups, 
hydroxyl groups, C1 -alkyl radicals, C1.-a]koxy 
groups, a methylenedioxy or ethylenedioxy radical, or 

is Ar is pyridyl, quinolyl or isoquinolyl which is unsub-
stituted or substituted by one or more C1...,-alkyl groups 
or C17alkoxy groups, 

and the salts thereof with physiologically tolerated acids 

20 
have an improved action. 

Preferred compounds are those where B is a pyrrolidi-
none, a piperidinone or a piperidone group, A is �NR1R2 
where R’ and R2 together with the nitrogen atom are aS- to 
7-membered ring which may be substituted by C17alkyl 

25 
radicals, and Ar is -naphthyl which is substituted by one or 
more C1-alkoxy radicals. 

Particularly preferred compounds are those where A and 
B have the abovementioned meanings and Ar is -naphthyl 
which is substituted by 1 or 2 methoxy groups in position 4, 

30 
5, 6, 7 and/or 8 or by a methylenedioxy or ethylenedioxy 
group in these positions. 

The novel compounds have one or two asymmetric cen-
ters. They may be in the form either of the racemates or of 
the antipodes with respect to the two asymmetric centers. 
Compounds which have the R configuration and the phe-
nyialanine moiety are preferred. 

The novel compounds can, if required, be in the form of 
their salts with physiologically tolerated acids. Examples of 
suitable physiologically tolerated acids are: hydrochloric 

40 
acid, hydroiodic acid, sulfuric acid, phosphoric acid, acetic 
acid, citric acid, malonic acid, salicylic acid, maleic acid, 
fumatic acid, succinic acid, ascorbic acid, malic acid, meth-
anesulfonic acid, lactic acid, gluconic acid, glucuronic acid, 
sulfamic acid, benzoic acid and tartaric acid. 

45 
The novel compounds are prepared by reacting a corn-

pound of the formula H 

CO�A 

X�R4 

50 cn2 _-\/_-C=:NH. 

where R4 is C,3-alkyl or benzyl and X is oxygen or su1fur, 
with ammonia or an ainmonium salt, and converting the 

ss 

resulting compounds where appropriate into their salts with 
physiologically tolerated acids. 

The reaction of II is normally carried out at 400 to 80° C. 
in a polar organic solvent such as tetrahydrofuran, acetone, 
dioxane, methanol or dimethylformamide. It is usually com-
plete after 1 to 10 hours. 

The starting materials required for the preparation of the 
novel compounds have not previously been described. They 
can be obtained as follows: 

I Synthesis of the p-cyanophenylalanine moiety 
and where R’ is hydrogen, saturated or unsaturated 65 a) The preparation of p-cyanophenylalanine is described 
alkyl with up to 6 carbons, cycloalkyl or aralkyl, in DD-C 155 954. After alkylation of acetaminoma-

B is Ionic ester with p-cyanobenzyl halides, the resulting 
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63) 3-(6,7-Methylenedioxynaphthalene 
-2-sulfonylamino)-

1-[2-(4-amidinophenyl)-1-ethoxycarbonylethylj-
2-piperidinone 

64) 3-(6,7-Methylenedioxynaphthalene 
-2-sulfonylamino)-

1-[2-(4-aniidinophenyl)-1-carboxyethyl]-
2-piperidinone 

65) 3-(6,7-Methylenedioxynaphthalene-2-
su]fonylamino)-

1-[2-(4-amidinophenyl)-1-piperidinocarbonylethyl]-
2-pyrrolidinone 

66) 3-(6,7-Methylenedioxynaphthalene 
-2-sulfonylamino)-

1-[2-(4-amidinophenyl)-1-ethoxycarbonylethyl]-
2-pyrrolidinone 

67) 3-(6,7-Methylenedioxynaphthalene 
-2-sulfonylamino)-

1-[2-(4-aznidinophenyl)-1-carboxyethyl]-
2-pyrrolidinone 

68) 3-(6,7-Ethylenedioxynaphthalene-2-
sulfonylamino)-

1-[2-(4-amidinophenyl)-1-piperidinocarbonylethyl]-
2-piperidinone 

69) 3-(6,7-Ethylenedioxynaphthalene-
2-sulfonylamino)-

1-[2-(4-amidinophenyl)-1-piperidinocarbonylethyl]-
2-pyrrolidinone 

We claim: 
1. A 2-substituted 3-(4-amidinophenyl) propionic acid of 

the formula 

where 
A is 

CO�A 

Ar�S02--NH�B�cH - 12 

CH2 _<()_. c=NH 

RI 

32 
different, are each hydrogen, alkyl or alkenyl with up to 6 
carbons, or R’ and R2 together with the nitrogen to which 
they are bonded are a 5-to 7-membered saturated ring which 
is unsubstituted or substituted by alkyl radicals with up to 4 
carbons and can contain an oxygen atom, where the nitrogen 
and oxygen atoms are in the 1,2 or 1,4 positions, and where 
R3 is hydrogen, alkyl or a]kenyl with up to. 6 carbons, 

B is 

�CH�CC)�N-
10 \ / 

(cH,J, 

(where nis 1, 2, 3, 4 or 5) or 

15 
11 1 
CH�cH=cH 

Ar is phenyl or a- or -naphthyl which is unsubstituted or 

20 substituted by one or more halogen atoms, nitro groups, 
amino groups, C1 -mono- or bisalkylamino groups, 
hydroxyl groups, C1-alkoxy groups, a methylene-
dioxy or ethylenedioxy radical, or Ar is pyridyl, 
quinolyl or isoquinolyl which is unsubstituted or sub-
stituted by one or more C1-a14l groups or C1-

25 alkoxy groups, 
and the salts thereof with physiologically tolerated acids. 

2. The 2-substituted 3-(4-amidinophenyl)propionic acid 
of claim 1, wherein 

Ms 
30 

RI 

�N’ 
R2, 

35 where R’ and R2 together with the nitrogen atom are a 5-to 
7-membered ring which may be substituted by C1-C4-alkyl 
radicals; 

B is a pyrrolidone, a piperidinone or a piperidone group; 
and 

40 Ar is -naphthyl which is substituted by one or more 
C1-C4-alkoxy radicals. 

3. The 2-substituted 3-(4-aniidlnophenyl)proprionic acid 
of claim 2, wherein 

Ar is -naphthyl which is substituted by one or two 
45 methoxy groups in position 4, 5, 6, 7 and/or 8 by a 

methylene dioxy or ethylenedioxy radical. 
4. A method of treating thromboembolic disorders in a 

patient in need thereof which comprises administering to the 
patient an effective amount of a 2-substituted 344-amidi-

so nophenyl)propionic acid as defined in claim 1. 

or �OR3 in which R1 and R2, which can be identical or * * * * * 
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Como resultado del examen de fondo, realizado con fundamento en el artIculo 45 de 
la DecisiOn 486 de la ComisiOn de la Comunidad Andina, se le comunica: 

1. Documentos estudiados 

1.1. DescriDciOn: Folios: 50 a 122 como se radicó inicialmente 

1.2. Reivindicaciones: Folios 123 a 130 como se radicO inicialmente 

1.3. Prioridad: Se reivindica pnoridad de nümero 0114005.2 presentada en el 
Reino Unido de fecha 08/06/2001 en el petitorlo (folio 1) y cumple con to 
establecido en los artIculos 9, 10 y 11 de la Decision 486 de la Comisión de la 
Comunidad Andina. 

2. Objeto de la invenciôn 

TItulo de la solicitud: DERIVADOS DE PIRROLIDINA COMO INHIBIDORES DEL 
FACTOR Xa. 

Objeto de la invenciOn: 

La invención se refiere a compuestos inhibidores del factor Xa de fOrmula general (I), 
a sus derivados farmacØuticamente aceptables y a procesos para su preparaciOn: 

A 

00 

w.. 



V 

Reivindicaciones I a 10: Compuestos de la fOrmula (I) y sus derivados 
farmacØuticamente aceptables. 

ReivindicaciOn II: Una composición farmacØutica que comprende compuestos de 
la fOrmula (I) o sales de los mismos, junto can un vehIcuto farmacØutico. 

ReivindicaciOn 12: Uso de compuestos de la fOrmula (I) para la fabricaciOn de un 
medicamento para el tratamiento de un paciente que sufre una enfermedad 
susceptible de mejorar par media de un inhibidor del factor Xa. 

Reivindicación 13: Un mØtodo para tratar a un paciente que sufre una enfermedad 
susceptible de mejorar par media de un inhibidor del factor Xa, que comprende 
administrar una cantidad terapØuticamente efectiva de un compuesto de formula (I). 

ReivindicaciOn 14: Procedimientos para la preparaciôn de compuestos de fOrmula (I). 

El problema tØcnico planteado es la necesidad de proveer nuevos compuestos y 
formulaciones de los mismos para que funcionen como inhibidores del factor Xa y 
sean ütiles en terapia para el tratamiento de enfermedades vasculares agudas, en el 
tratamiento de metastasis tumoral y de enfermedades neurovegetativas 

Para solucionar este problema tØcnico la solicitud en estudio praporciona 
compuestos derivados de pirrolidina, sus procesos de preparación y composiciones 
farmacØuticas que contienen estos compuestos. 

De acuerdo a las caracterIsticas de los compuestos, se catalogO segün  la 
ClasificaciOn Intemacional de Patentes (I PC) en las categorias C07D 207/267, A61 K 
31/40 y A61 P 7/02. 

3. Excepción a la patentabilidad (artIculo 20 D486 literal d) 

La reivindicación 13 se refiere a un mØtodo de tratamiento y estos no son 
patentables de acuerdo a to contenido en este artIcuto. 

4. Reivindicaciones relativas a un usa o a un usa distinto (artIculos 14 y 21 
D486) 

Las reivindicaciones 10 y 12 indican el usa de los compuestos de la formula (I), Ia 
cual no se considera coma invenciOn y por lo tanto no es patentable. 

5. Determinación del Estado de la TØcnica 

Considerando que la fecha de presentaciOn de la primera solicitud de patente de la 
cual se reivindica prioridad es 08/06/2001, se buscaron documentos del estado de la 
tØcnica relacionados, con fecha de publicación anterior a esta: 

No Documento TItulo Fecha de 
publlcacion 

Dl WO01/19795 AZACYCLOALKANONE SERINE 22/03/2001 
PROTEASE INHIBITORS  

2-SUBSTITUTED 3-(4-
D2 US 5489583 AMIDINOPHENYL) PROPIONIC 06/02/1996 

ACID DERIVATIVES  



’a’ 

6. AnÆlisis de patentabilidad (segün requisito) (artIculo 14 D486) 

Se procedió a evaluar los requisitos de novedad, nivel inventivo y aplicación industrial 
con el fin de establecer la patentabilidad de la invenciOn reivindicada en la solicitud 
en estudio. 

6.1. Nivel inventivo (articu!618 D486) 

La presente Solicitud de Patente reivindica lo siguiente: Compuestos de fOrmula (I) 
(ver folio 123). 

En el documento Dl (folios 157 a 160) se describen compuestos inhibidores del 
factor Xa asI como sus formulaciones y procesos de elaboraciôn. Dichos 
compuestos, al igual que los de la presente solicitud, tienen un nücleo bÆsico de 
pirrolidin-2-ona sustituido en la posiciOn 3 del anillo con una sulfonamida yfuncionan 
como potentes inhibidores del factor Xa, la diferencia en la estructura quimica con 
respecto a los de la presente solicitud, se encuentra en los sustituyentes de la 
carboxamida unida al nitrOgeno del anhllo de pirrolidina. 

El documento D2 (folios 161 a 163) menciona compuestos inhibidores de la 
trombina, que solo se diferencian de los compuestos reivindicados, en que, 
asumiendo que R2 es HidrOgeno, el radical R3, representa HidrOgeno, Alquilo Ci a 
C3 o CF3, mientras que en 02 este radical corresponde al siguiente grupo: 

/=’\r2 
C=NH 

Por lo tanto, los compuestos reivindicados en esta solicitud se pueden considerar 
como compuestos semejantes a los de D2 ya que ademÆs de su similitud estructural, 
tambiØn son Otiles para el tratamiento de enfermedades vasculares. 

Teniendo en cuenta el problema tØcnico que soluciona la presente solicitud, el cual 
. es proveer nuevos compuestos inhibidores del factor Xa, vemos que la información 

de cualquiera de las dos anterioridades citadas le sugieren al experto en la materia, 
de acuerdo a sus conocimientos generales, a realizar procesos de smntesis para 
obtener compuestos como los reivindicados en la presente solicitud de patente con 
las mismas propiedades farmacolOgicas como inhibidores del factor Xa y funcionar 
en el tratamiento de enfermedades vasculares. 

De acuerdo a lo anterior, los compuestos reivindicados no brindan un efecto tØcnico 
inesperado ya que debido a su estructura y a su actividad farmacolOgica, siguen 
siendo ütiles para el tratamiento de enfermedades en las cuales estÆ indicado un 
inhibidor del factor Xa, y por lo tanto son considerados compuestos altemativos a 
los ya conocidos. 

AsI mismo, esta solicitud no menciona una caracterIstica de los compuestos 
reivindicados, que conceda un efecto diferente o especial que pueda considerarse 
como un aporte a la tØcnica, asi que resultan obvios para una persona versada en la 
materia, y por lo tanto el objeto reivindicado no tiene nivel inventivo. 



En cumplimiento del artIculo 45 de la Decision 486 de la Comisión de la Comunidad 
Andina, se le indica que debe dar respuesta dentro del tØrmino de sesenta dias 
contados a partir de la fecha de notificaciOn de la presente comunicaciOn. En caso 
de no dar respuesta al presente requerimiento, 0 Si a pesar de la respuesta 
subsistieran los impedimentos para la concesiôn, se denegarÆ la patente. 

NotifIquese el presente oficlo conforme a lo dispuesto en el numeral 5.2, literal e), del 
capItulo quinto del tItulo pnmero de la Circular Unica NO 10 de 2001. 

ALIX CARMEN CESPEDES DE VERGEL 
Jefe de DivisiOrlde Nuevas Creaciones 

El anterioj/equerimiento fue notificado por fijaciOn en lista, de fecha 

JJL ZØ7 
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