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closed as ligands selective for the 5-HT, reccptors, and
hence of value in the trcatment or prevention of CNS
disorders, including Alzhcimer’s diseasc, Parkinson’s
disease, schizophrenia, depression and anxiety. A particular
class, 1-substituted-4-(w-N,N-dialkyl-aminoalkyl)indolcs,
are claimed as novel compounds.
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INDOLE AND INDOLINE DERIVATIVES AS
5-HT; SELECTIVE LIGANDS

FIELD OF THE INVENTION

The present invention relates to classes of indole deriva-
tives which bind selectively to 5-HT receptors, and hence
arc potentially useful in the treatment of a number of clinical
conditions belicved to be sensitive to the selective agonism
or antagonism of the 5-HT receptors. Certain of the com-
pounds are novel.

BACKGROUND OF THE INVENTION

The actions of the neurotransmitter 5-hydroxytryptamine
(5-HT) arc mediated through a number of receptor families
termed 5-HT,, 5-HT,, 5-HT;, 5-HT,, 5-HTs, 5-HT, and
5-HT, (sec D. Hoyer et al.,, Pharmacol. Rev, 1994, 40,
157-204). Although the functions of the S-HTg, 5S-HT, and
5-HT, receptors are Iess well understood than the functions
of the other 5-HT receptors, it is generally accepted that
compounds which sclectively interfere with 5-HT-mediated
signal transduction arc important novel drug targets. In
particular, 5-HT; selective ligands have been identified as
potentially useful in the trecatment of certain CNS disorders
such as Parkinson’s discase, Huntingdon’s discase, anxiety,
depression, manic depression, psychosis, epilepsy, obsessive
compulsive disorders, migraine, Alzheimers disease
(enhancement of cognitive memory), slecp disorders, feed-
ing disorders such as anorexia and bulimia, panic attacks,
withdrawal from drug abuse such as cocaine, ethanol, nico-
tinc and benzodiazepines, schizophrenia, and also disorders
associated with spinal trauma and/or head injury such as
hydrocephalus. Such compounds are also expected to be of
use in the treatment of certain GI (gastrointestinal) disorders
such 1s 1BS (Irritable Bowcl Syndrome). (Sce W098/27058,
W098/27081, Drug News Perspeclives, 1997, 10, 214 and
A. L. Sleight ct al., Serotonin ID Research Alert, 1997, 2(3),
115-8).

A wide varicty of S-HT analopues incorporating an indole
nuclcus have been prepared and tested for pharmacological
cflccts, but hitherto none has been shown to be a sclective
ligand for 5-HT, receptors. WO-A-98/27058 and WO-A-
98/27081 disclose, respectively, sulphonamides and car-
boxamides which are 5-HT receptor antagonists, but none
of the compounds disclosed comprises an indole or indoline
nucleus. Similarly, certain benzenesulphonamides of non-
indole nature arc disclosed as selective 5-HT antagonists in
EP-A-815861 and in Br.J.Pharinacol., 1998, 124, 556-562.

Many analogues of 5S-HT arc known, comprising a 1-acyl-
or 1-arylsulphonyl-3-(2-aminoethyl) indole nucleus (see, for
example, U.S. Pat. Nos. 3,481,953 and 3,489,429). Fused-
ring analogues, such as trans-4-dimethylamino-1-(4-
mcthylbenzencsulphonyl)-1,3,4,5-tetrahydrobenz{ cd]indol-
5-ol, arc also known (J.Chem.Soc., Perkin Trans. I, 1973,
438-42). Analogues comprising a 4-(2-N,N-
dialkylaminocthyl)indole nuclcus, unsubstituted in the
1-position, have been shown to be dopamine agonists (Eur.
J. Med. Chem., 1991, 206, 473-5;J. Med. Chem., 1984, 27,
386-9). Howevcr, the 1-substituted derivatives disclosed
hercin are believed to be novel.

SUMMARY OF THE INVENTION

The present invention, in a first aspect, provides the use of
a compound, or a pharmaccutically acceptable salt or pro-
drug thereof, for the manufacture of a pharmaccutical com-
position for the treatment and/or prevention of clinical
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conditions for which sclective agonism or antagonism of
5-HT, receptors is indicated, said compound being an indole
or indoline derivative having a structure in accordance with
Formula I, IT or III:

o
R. R?
NN
Ja
s
(RS)P | \ R3
N N
1,
(In
R R?
N
F A\
(R%)q ] /13—1{3
N N
1,
(11)
R R?
N
R
S
w— | N
N
l,
wherein
nis1or?2
pis 0,1,2 or 3;
qis 0,1,2,3 or 4,

R! and R? independently represent hydrogen, C, 4 alkyl
or aryl (C,_¢)alkyl, or together represent the atoms necessary
to complete a heterocycloalkyl group comprising the nitro-
gen atom to which R? and R? are attached;

R? represents hydrogen, C, ¢ alkyl, C,., alkenyl, C,. 4
alkynyl, aryl(C, ,)alkyl, aryl, heteroaryl, arylcarbonyl, het-
eroarylcarbonyl or C,_4 alkylcarbonyl;

R* represents arylsulphonyl, heteroarylsulphonyl, C, 4
alkylsulphonyl, di(C,_g)alkylaminosulphonyl, arylcarbonyl,
C,.¢ alkylcarbonyl, heteroarylcarbonyl or C, ; alkoxycarbo-
nyl;

each R® independently represcnts hydroxy, C,_, alkoxy,
aryl(C,_s)alkoxy, nitrile or halogen;

RS represcnts hydrogen, hydroxy or C, 4 alkoxy; and

-A-B- represents —C=C— or —CH—CH—.

Also in its first aspect, the invention further provides a
method for the treatment and/or prevention of clinical con-
ditions for which selective agonism or antagonism of 5-HT
rcceptors is indicated comprising administering to a patient
in need of such treatment an cffective amount of a compound
in accordance with Formulac I, IT or II1, or a pharmaccuti-
cally acceptable salt or a prodrug thereof.
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What is claimed is:

1. A method for the treatment and/or prevention of a
clinical condition for which selective agonism or antago-
nism of 5-HT, receptors is indicated comprising adminis-
tering lo a paticnt in need of such treatment an effective
amount of a compound, or a pharmacecutically acceptable
salt or prodrug thercof, having a structure in accordance with
Formula 1 or II:

®

1 2
R AR

N

)

(R |
x

whercein
nislor?2;
pis 0,1,2 or 3;
qis 0,1,23 or 4;
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R? and R? independently represent hydrogen, C, , alkyl

or aryl (C, alkyl, or together represent the atoms
necessary to complete a heterocycloalkyl group com-
prising the nitrogen atom to which R* and R? are
atlached;

R* represents hydrogen, C, , alkyl, C, ¢ alkenyl, C, 4
alkynyl, aryl(C,_¢)alkyl, aryl, heteroaryl, arylcarbonyl,
hetcroarylcarbonyl or C,_4 alkylcarbonyl;

R* represents arylsulphonyl, heteroarylsulphonyl, C, ¢
alkylsulphonyl, di(C,_s)alkylaminosulphonyl,
arylcarbonyl, C,_, alkylcarbonyl, heteroarylcarbonyl or
C,.¢ alkoxycarbonyl;

cach R* indcpendently represents hydroxy, C,_, alkoxy,
aryl(C,_g)alkoxy, nitrile or halogen; and

-A-B- represents —C=C— or —CH—CH—.

2. The method of claim 1 in which said compound is in

accordance with said Formula I or I whercin:

R’ and R? independently represent hydrogen, methyl,
ethyl, propyl or benzyl, or R’ and R? in combination
represent pyrrolidinyl, piperidinyl, piperazinyl,
4-mcthylpiperazinyl or morpholinyl;

R? represents hydrogen, methyl, cthyl, benzyl, allyl,
propargyl, benzoyl, phenyl, thiecnyl or furoyl;

R* rcpresents benzenesulphonyl, naphthalene-2-
sulphonyl, o-, m- or p-tolucnesulphonyl, o-, m- or
p-chlorobenzencsulphony!l, o-, m- or
p-methoxybenzenesulphonyl, methanesulphonyl,
dimethylaminosulphonyl, thienylsulphonyl, benzoyl,
acetyl, furoyl or tert-butoxycarbonyl; and
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RS represents hydroxy, mecthoxy, cthoxy, propoxy,
benzyloxy, nitrile, fluorine, chlorine or bromine.

3. The method of claim 1 in which the compound is

selected from:

(a) compounds of Formula I in which p is zero; R* and R?
are identical and represent hydrogen or methyl; R®
represents hydrogen or benzoyl; and R* rcpresents
arylsulphonyl or dimethylaminosulphonyl; and

(b) compounds of Formula Il in which R and R? are
identical and represent hydrogen or methyl, or together
complete a pyrrolidinyl, pi&)cridinyl, piperaziny! or
4-methylpiperazinyl ring; R rcpresents hydrogen or
methyl; R* represents arylsulphonyl, thienylsulphonyl,
benzoyl or tert-butoxycarbonyl; R” represents hydroxy,
methoxy, benzyloxy or nitrile; and q is zero or 1.

4. The method according to claim 1 in which the com-
pound is selected from:
2-[1-(benzencsulphonyl)-1H-indol-4-ylJcthylamine;
N,N-dimethyl 2-[1-(benzcnesulphonyl)-1H-indol-4-yl]

ethylamine;

N,N-dimethyl 2-[1-(dimethylamino)sulphonyl-1H-indol-4-
yllethylamine;

N,N-dimethyl 3-[1-(benzenesulphonyl)-1H-indol-4-yl]
propylamine; and

N,N-dimethyl 2-[1-(benzencsulphonyl)-2-benzoyl-1H-
indol-4-yl]ethylamine;

or pharmaccutically acceptable salts or prodrugs thercof.

S. The method of claim 1 in which the compound is in
accordance with Formula II(a):

(TI(a))
_CH,

ch,

N

RS

N\

N
L

R3

where R3, R* and R® arc as defined in claim 1.
6. The method of claim 5 in which said compound is

selected from:

N,N-dimethyl 2-[1-( benzenesulphonyl)-5-methoxy-1H-
indol-3-yl]ethylamine;

N,N-dimcthy! 2-[S5-mcthoxy-1-(4-
methylbenzenesulphonyl)-1H-indol-3-yl]ethylamine;

N,N-dimethyl 2-[1-(4-chlorobenzenesulphonyl)-5-
methoxy-1H-indol-3-yl]ethylamine;

N,N-dimethyl 2-[1-(3-chlorobcnzenesulphonyl)-5-
methoxy-1H-indol-3-yl]ethylaminc;

N,N-dimethyl 2-[5-methoxy-1-(2-naphthalencsulphonyl)-
1H-indol-3-yl]ethylamine;
N,N-dimethyl 2-[5-methoxy-1-(4-
methoxybenzenesulphonyl)-1H-indol-3-yl]ethylamine;
N,N-dimethyl 2-[1-(2-chlorobenzenesulphonyl)-5-
methoxy-1H-indol-3-ylJethylamine;

N,N-dimethyl 2-(1-benzoyl-5-methoxy-1H-indol-3-yl)
ethylamine;

N,N-dimethyl 2-5-methoxy-1-(2-thiophenesulphonyl)-1H-
indol-3-ylJethylaminc;

N,N-dimethyl 2-(1-benzencsulphonyl-5-methoxy-2-methyl-
1H-indol-3-yl)cthylamine;

N,N-dimethyl 2-(1-benzencsulphonyl-1H-indol-3-yl)
ethylamine;
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16. A compound according to claim 15 sclected from:
2-[1-(benzenesulphonyl)-1H-indol-4-yl]ethylaminc;
N,N-dimethyl 2-[1-(benzenesulphonyl)-1H-indol-4-yl]

cthylamine;

N,N-dimethyl 2-[1-(dimethylamino)sulphonyl-1H-indol-4-
ylJethylaminc;

N,N-dimethyl 3-[1-(benzenesulphonyl)-1H-indol-4-yl]
propylaminc;

N,N-dimethyl 2-[1-(benzenesulphonyl)-2-benzoyl-1H-
indol-4-yllethylamine;

and pharmaceutically acceptable salts and prodrugs thereof.

17. A pharmacecutical composition comprising a com-
pound according to claim 13 in association with a pharma-
ceutically acceptable carrier.

10
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18. A mcthod for the treatment and/or prevention of a
clinical condition for which selective agonism or antago-
nism of 5-HT6 receptors is indicated comprising adminis-
tering to a patient in need of such trecatment an cffective
amount of a compound, or a pharmaceutically acceptable
salt or prodrug thercof, having a structure in accordance with
Formula I as defined in claim 13.

19. The method of claim 12 in which the clinical condition
is selected from anorexia, bulimia, abuse of cocainc,
cthanol, nicotine, and benzodiazepines, and irritable bowel
syndrome.
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(57) Abstract

M

A chemical compound of formula (I) wherein Ry to R3 are independently selected from hydrogen and alkyl, R4 to R

arc indcpendently sclected from hydrogen, halogen, hydroxy, alkyl, aryl, amino, monoalkylamino, dialkylamino, alkoxy, aryloxy,
alkylthio, arylthio, arylsulfoxyl, arylsulfonyl, alkylsulfoxyl, alkylsulfonyl, nitro, cyano, carboxaldehyde, alkylcarbonyl, arylcarbonyl,
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbonyl, alkoxycarbonylamino, aminocarbonyloxy, monoalkylaminocarbonyloxy,
dialkylaminocarbonyloxy, monoatkylaminocarbonylamino and dialkylaminocarbonylamino; and Rg is selected from alkyl and alkoxy, and
pharmaceutically acceptable salts and prodrugs thercof, and the use thereof in therapy, particularly for the treatment of disorders of the
central nervous system; damage to the central nervous system; cardiovascular disorders; gastrointestinal disorders; diabetes insipidus, and
sleep apnea, and particularly for the treatment of obesity.
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S

further preferred embodiment, the term “substantially free of its (R)-enantiomer” means
that the composition contains at least 99 % by weight of the (S)-enantiomer and 1 % or
less of the (R)-cnantiomer. In another preferred embodiment, the term “substantially
free of its (R)-enantiomer” means that the composition contains 100 % by weight of the
(S)-enantiomer. The above percentages are based on the total amount of a compound of

formula (I) present in the composition.

According to a further aspect of the invention, there is provided a compound of

formula (I) for use in therapy.

The compounds of formula (I) may be used in the treatment (including
prophylactic treatment) of disorders associated with 5-HT, receptor function. The
compounds may act as receptor agonists or antagonists. Preferably, the compounds may
be used in the treatment (including prophylactic treatment) of disorders associated with
5-HT,p and/or 5-HTsc receptor function. Preferably, the compounds may be used in the
treatment (including prophylactic treatment) of disorders where a 5-HT,c receptor

agonist is required.

The compounds of formula (I) may be used in the treatment or prevention of

central nervous disorders such as depression, atypical depression, bipolar disorders,

anxiety disorders, obsessive-compulsive disorders, social phobias or panic states, sleep
disorders, sexual dysfunction, psychoses, schizophrenia, migraine and other conditions
associated with cephalic pain or other pain, raised intracranial pressure, epilepsy,
personality disorders, age-related behavioural disorders, behavioural disorders
associated with dementia, organic mental disorders, mental disorders in childhood,
aggressivity, age-related memory disorders, chronic fatigue syndrome, drug and alcohol
addiction, obesity, bulimia, anorexia nervosa or premenstrual tension; damage of the
central nervous system such as by trauma, stroke, neurodegenerative diseases or toxic or
infective CNS diseases such as encephalitis or meningitis; cardiovascular disorders such
as thrombosis; gastrointestinal disorders such as dysfunction of gastrointestinal motility;

diabetes insipidus; and slecp apnea.
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CLAIMS
1. A chemical compound of formula (I):
R
R6
\N R
/ 1
N \
R; N—R,
R, L(
R3
0y
wherein:
R, to Rj are independently selected from hydrogen and alkyl;
R4 to Ry are independently selected from hydrogen, halogen, hydroxy, alkyl,
aryl, amino, monoalkylamino, dialkylamino, alkoxy, aryloxy, alkylthio, arylthio,
arylsulfoxyl, arylsulfonyl, alkylsulfoxyl, alkylsulfonyl, nitro, cyano,
carboxaldehyde, alkylcarbonyl, arylcarbonyl, aminocarbonyl,
monoalkylaminocarbonyl, dialkylaminocarbonyl, alkoxycarbonylamino,
aminocarbonyloxy, monoalkylaminocarbonyloxy, dialkylaminocarbonyloxy,
monoalkylaminocarbonylamino and dialkylaminocarbonylamino; and
Rg is selected from alkyl and alkoxy,
and pharmaceutically acceptable salts and prodrugs thereof.
2. A compound according to claim 1 wherein R; and R; are hydrogen.
3. A compound according to claim 1 wherein R, is hydrogen and R; is alkyl.
4. A compound according to claim 1 wherein R; is hydrogen and R; is arylalkyl.
5. A compound according to claim 1, 2, 3 or 4 wherein R is alkyl.
6. A compound according to claim 1, 2, 3 or 4 wherein R; is methyl.

PCT/GB99/02875

&
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26.

27.

28.

WO 00/12481 33 . PCT/GB99/02875

A method of preparing a compound of formula (I) as set out in any one of claims
1to 15.

A pharmaceutical composition comprising a compound of formula (I) as set out
in any one of claims 1 to 15 in combination with a pharmaceutically acceptable

carrier or excipient.

A method of making a composition according to claim 27 comprising combining
a compound of formula (I) as set out in any one of claims 1 to 15 with a

pharmaceutically acceptable carrier or excipient.
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Folios

Fecha de Presentacién Internal.:

02-120620
011
379
411 )
$358
13
Patente de Modelo de Utilidad
Cap.| Cap. Il [ X
PCT/US03/17472
03/06/2003

Como resultado del examen de fondo, realizado con fundamento en el articulo 45
de la Decisidén 486 de la Comisidon de la Comunidad Andina, se le comunica:

1. Documentos estudiados

1.1. Descripcion: Folios: 56 a 114 como se radico inicialmente.

1.2. Reivindicaciones:

1 — 16. como se radicaron inicialmente. 1 — 11, Folios
115 a 125 modificadas en fase internacional.

1.3. Prioridad: US 60/385.695 del 04/06/2002.

2. Objeto de la invencidn

e Titulo de la

solicitud:

DERIVADOS DE 1-(AMINOALQUIL)-3-
SULFONILINDOL Y 1-(AMINOALQUIL)-3-SULFONILINDAZOL COMO
LIGANDOS DE 5-HIDROXITRIPTAMINA-6.
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El objeto de la presente solicitud de patente de invencion es
proporcionar compuestos derivados de 1-(aminoalquil)-3-sulfonilindol y 1-
(aminoalquil)-3-sulfonilindazol como ligandos de 5-hidroxitriptamina-6,
procedimientos para su para su preparacion y composiciones farmaceéuticas
que los contienen.

Reivindicacion 1. Compuesto de formula I.

SRy
SO
=
I \/w @
SA N
(R ! _
(CR3ROFNRsRg

Reivindicaciones 2 — 9: Modalidades especiales del compuesto de férmula I.

Reivindicacion 10: Composicion farmacéutica que contiene el compuesto de
férmula | y un vehiculo farmacéuticamente aceptable.

Reivindicaciones 11: Procedimiento para la preparacion de un compuesto de
formula |.

El problema planteado es la necesidad de agentes farmacéuticos utiles para
el tratamiento de trastornos del sistema nervioso central relacionados con el
receptor 5-HT6 o afectados por este.

Para resolver este problema técnico, la solicitud en estudio proporciona
compuestos  tipo  1-(aminoalquil)-3-sulfonilindol y  1-(aminoalquil)-3-
sulfonilindazol como ligandos del receptor SHT-6, composiciones que los
comprenden y procedimientos para su obtencion.

e Clasificacion Internacional de Patentes (IPC.): C07D209/30; C07D231/56;
C07D403/12; C07D409/12; CO7D513/04; A61K31/40; A61P25/00.

3. Determinacion del Estado de la Técnica

Fecha de presentacién de la solicitud prioritaria 04/06/2002

Teniendo en cuenta la fecha indicada se realizé la busqueda en €l estado de
la técnica de documentos relacionados con la solicitud encontrandose los
siguientes documentos mas relevantes:

N° Documento Titulo Fec-:ha (.j,e .
publicacion
Indole and indoline derivatives
D1 US6187805 as 5-HT6 selective ligands 13/02/2001
D2 WO00012481 Chemical compounds IV 09/03/2000

Documento D1 folios 145 a 148, D2 folios 149 a 151.

A



155
5. Analisis de patentabilidad (articulo 14 D486)

3.1.Nivel inventivo (articulo18 D486)

e La reivindicacion 1 se refiere a un compuesto de féormula I.

Ry
SO}
/
[ w ®
K 4
= ¥
R (CR3ROFNRsR,

El nivel inventivo de dicho compuesto de féormula | se ve afectado por el
siguiente documento encontrado en el Estado de la Técnica:

D1 que es el estado de la técnica mas cercano, ensefa derivados de indol e
indolina de formulas | y Il como ligandos de los receptores 5-HT6 y su uso en el
tratamiento o prevencion de desordenes del SNC (Folios 145 - 148).

2

R R?
;j/
/ N
\
ﬂ*"q—" I PR
™ N

Donde:

- R'y R, independientemente representan H, C1-C6 alquil, aril-(C1-C6) alquil, o
juntos con el carbono al cual estan unido y con los atomos de carbono necesarios
forman un grupo heterocicloalquil con un atomo de N.

- R representa H, C1-C6 alquil, aril, heteroaril.

- R®representa arilsulfonil, heteroarilsulfonil, (C1-C6) arilsulfonil, naftalen-2-suifonil;

- R’ representa (C1-C6)-alcoxi, nitrilo o halégeno;, .

- R®es independientemente seleccionado del grupo de H, (C1 CG) alquit o fenil;

- A-B representa - C=C-, -CH-CH-;

- nes1o2

- pes0,1,23.

El compuesto de la reivindicacion 1, se diferencia de D1 en la posicién del
sustituyente arilsulfonilo, ya que este se encuentra en la posicion 3, mientras que
enD1enla1.

Sin embargo, el efecto técnico conseguido por esta diferencia no puede
apreciarse claramente, ya que ya que los datos comparativos presentes en la
solicitud (folio 59) nos son suficientes, debido a que los compuestos del estado
de la tecnica con los que se compard, poseen una estructura que no es
suficientemente cercana a la estructura de los compuestos reivindicados. Por lo
tanto, teniendo en cuenta que en el estudio comparativo realizado, el conjunto de

125
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compuestos de prueba de la presente solicitud no es representativo, y que los
compuestos de la técnica previa no presentan una similitud maxima en la
estructura; no se evidencia de manera convincente que el efecto inesperado de
hecho tiene su origen en la caracteristica distintiva que se desea proteger, lo cual
deja ver la ausencia de nivel inventivo en los compuestos reivindicados.

El problema técnico objetivo de la solicitud es la necesidad de compuestos
adicionales ligandos del receptor 5-HT6 con un efecto inesperado con respecto a
los demas compuestos ligandos del receptor 5-HT6 ya conocidos en el estado de
la técnica.

D2 ensena derivados de indazol de férmula | como inhibidores del receptor 5-HT2,
composiciones farmacéuticas que los comprenden y su uso en el tratamiento o
prevencion de desordenes del SNC (Folios 149 - 152).

R, R,
R6
A\
/N R-\
R; N—R,
R4
RJ
D
Donde:

- Rj aR;sonindependientemente H y alquilo;

- R4 a R; son independientemente H, halégeno, ciano, carboxaldehido, alquil, aril,
amino, monoalquiamino, dialquilamino, arilsulfonil, alquilsulfonil, alquilcarbnil,
arilcarbonil, aminocarbonil, monoalquilaminocarbonil, dialquilaminocarbonil;

- Rg es seleccionado de alquil y alcoxi.

Teniendo en cuenta que en D1 se describe una forma para solucionar el problema
técnico, a saber, proporcionar compuestos ligandos del receptor 5-HT6 y que en
D2 se evidencia que también es posible tener un sustituyente aminoalquilo en el
atomo de Nitrégeno del anillo indazol sin perdida de la actividad; seria obvio para
el experto en la materia buscar ligandos de 5-HT6 adicionales para intercambiar la
posicion del sustituyente aminoalquilo con el sustituyente arilsulfonilo en los
compuestos de D1 y por lo tanto llegar a los compuestos reivindicados.

Por consiguiente, de acuerdo a las consideraciones expuestas anteriormente,
resultaria obvio el disefio de farmacos ligandos del receptor 5-HT6 de la
reivindicacion 1y sus dependientes 2 - 9.

e La reivindicacion 10 se refiere a una composicion que contiene el compuesto
de la férmula | segiun las reivindicaciones 1 a 9 y un vehiculo
farmaceuticamente aceptable.

Dicha composicion ve afectado su nivel inventivo por D1 y D2, ya que estos ensefan

\56

composiciones que comprenden compuestos que afectan nivel inventivo de los
compuestos de la presente solicitud. Por lo tanto, la composicion de la reivindicacion
B . RIS
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10, al contener los mencionados compuestos; también carece de nivel inventivo
(Folios 148, 152).

e La reivindicacion 11 se refiere a procedimientos para la preparacién de un
compuesto de la formula | segun la reivindicacion 1.

Dichos procedimientos alternativos carecen de nivel inventivo, puesto que los
compuestos obtenidos a través de los mismos no poseen nivel inventivo.
Adicionalmente, no se observa la ventaja comparativa de estos frente a otros
conocidos en el estado de la técnica, ya que as reacciones empleadas son
ampliamente conocidas en la técnica y no se evidencia tampoco el efecto inesperado
de los compuestos obtenidos mediante dicho procedimiento. Por lo tanto, debido a
que no se observa el salto inventivo pretendido por el solicitante, la citada
reivindicacion carece de nivel inventivo.

6. Conclusion:

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados

asi:
N° Documento N° Reivindicaciones Requisito que afecta
afectadas q q
D1 US6187805 1-11 Nivel inventivo
D2 wW00012481 1-11 Nivel inventivo

En cumplimiento del articulo 45 de la Decision 486 de la Comisién de la
Comunidad Andina, se le indica que debe dar respuesta dentro del término de
sesenta dias contados a partir de la fecha de notificacion de la presente
comunicacién. En caso de no dar respuesta al presente requerimiento, o si a
pesar de la respuesta subsistieran los impedimentos para la concesion, se
denegara la patente.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e),
del capitulo quinto del titulo primero de la Circular Unica N° 10 de 2001.

ALIX CARMENZA ESPEDES DE VERGEL
Jefe de Division d¢g Nuevas Creaciones

El anterior reguerimiento fue notificado por fijacion en lista, de fecha

¢ JUN. 2008

CONCEPTO TECNICO No. 1490 EXAMINADOR TECNICO
Cédigo No. 202071
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