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1. Me refiero a mi memorial de 29 de Junio de 2005,

2. De conformidad con lo dispuesto en el Articulo 5.2.12 de la Circular
Externa No. 03 de 28 de Abril de 2003, y estando dentro del plazo de seis

- meses contados desde la fecha de la publicacion de la solicitud en la Gaceta

de la Propiedad Industrial nimero 573 de 28 de Febrero de 2007, solicito a
ese Despacho proceder a realizar el examen de patentabilidad de la presente

invencion.

3. Me permito recordar a usted, que tal como se informd en el Petitorio de

la invencién, la presente solicitud corresponde a Capitulo II.

4, Anexo me permito acompafar recibo nimero 07-62.669, expedido por
la Superintendencia de Industria y Comercio, que acredita el pago de la tasa

que dicho examen causa.

Sefor Superintendente,

\A |
it QU
LICIA LLOREDA RICAURTE ‘
T.P. 53.215






w1 o9

BURERINGENDENGEA OF INDUSTRIAY COMERCIO

BaEafagasti AN

il

No. 05-040024- -00003-0000

Fecha. 2007-08- H 17:12:36  Dep. 2020 NUECREACION
Tea. 11 PATENTEIYI] Eve: 379 FASENACIONALI
Act. 538 PETICION Folios: 2

- U PP PSS -

SUPERINTENDENCIA DE INDUSTRIA Y COMERTIG

RIT @ 200174089-2

RECIBD OFICIAL BE CAG @ 07 - 62,449
FECHA : ABOSTD 3 OE 2007

iy CONSIGHRHACTGR 3

LEOREBA Y CIA G, A COMSIGNACION  BANCE POPULAR - 0RO-00110-6 47999435 0370872007 3,232,500.00

112 L 9 N CE P T O fiNxg

CONCEPTO TOTAL COMCEPTO
1 50003-Gi-01 SGLICITUDES 114 PTC CAP-I1 EXAMEN DE PATENTIBILID 207,000.00
TATAL : $ 202,000.00

G0M:  DOSCIENTOS DOS MIL PESOS

REGPONSARLE :

RECIBD DE CAJA APLICADD AL EXPEDIENTE Ro.




Y 3




Industria y Comercio
SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No- 05-40024

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 5§73 DE
FECHA 28 DE FEBRERO DE 2007 EL TERMINO HABIL SENALADO POR LA
LEY EXPIRA EL 30 DE MAYO DEL 2007

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacién
en la gaceta de Propiedad Industrial, debera 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.
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WO 02/066422 PCT/EP02/01387

PHENETHANOLAMINE DERIVATIVES FOR TREATMENT OF RESPIRATORY DISEASES

The present invention is concerned with phenethanolamine derivatives, processes for their
preparation, compositions containing them and their use in medicine, particularly in the
prophylaxis and treatment of respiratory diseases,

Certain phenethanolamine compounds are known in the art as having selective stimulant action
at By-adrenoreceptors and therefore having utility in the treatment of bronchial asthma and
related disorders. Thus GB 2 140 800 describes phenethanolamine compounds including 4-
hydroxy-a'-[[[6-(4-phenylbutoxy)hexylJamino]methyl]-1,3-benzenedimethanol 1-hydroxy-2-
naphthalenecarboxylate (salmeterol xinafoate) which is now used clinically in the treatment of
such medical conditions.

Although salmeterol and the other commercially available 3,-adrenoreceptor agonists are
effective bronchodilators, the maximum duration of action is 12 hours, hence twice daily dosing
is often required. There is therefore a clinical need for compounds having potent and selective
stimulant action at B,.adrenoreceptors and having an advantageous profile of action.

According to the present invention, there is provided a compound of formula (I)

HOCH, R
R

HO (l.":HCHzNHCR4R5(CH2)m —Q—(CH,), ()

OH

R3

or a salt, solvate, or physiologically functional derivative thereof, wherein:

m is an integer of from 2 to §;
n is an integer of from 3 to 11, preferably from 3 to 7;
with the proviso that m + n is 5 to 19, preferably 5 to 12;

R' is -=XSO,NR°R’

wherein X is {CHa),- or Co4 alkenylene;

R® and R’ are independently selected from hydrogen, C,alkyl,

Cs.scycloalkyl, C(OINR*R’, phenyl, and phenyl (C,Lalkyl)-,

or R® and R, together with the nitrogen to which they are bonded, form a 5-, 6-, or 7- membered
nitrogen containing ring,

and R® and R are each optionally substituted by one or two groups selected from halo,

C,¢alkyl, C, ¢haloalkyl, C,.salkoxy, hydroxy-substituted C_salkoxy, .CO;RS, —SOzNRBRQ,
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-CONR®R’, -NR’C(O)R’, or a 5-, 6- or 7-membered heterocylic ring;
R®and R? are independently selected from hydrogen, C;.¢alkyl,
Cs.scycloalkyl, phenyl, and phenyt (C,.4alkyl)-; and

p is an integer of from 0 to 6, preferably from 0 to 4;

R? and R® are independently selected from hydrogen, C,.alkyl, C,salkoxy, halo, phenyl, and
C,shaloalkyl; and

R* and R’ are independently selected from hydrogen and C,.4alkyl with the proviso that the total
10 number of carbon atoms in R* and R® is not more than 4.

In the compounds of formula (I) the group R! is preferably attached to the meta-position relative
to the -0-(CH;),- link.

16 R' preferably represents -SO,NR°R” wherein R® and R are independently selected from
hydrogen and C,.calkyl, more preferably R' is ~SO,NH,.

R* and R are preferably independently selected from hydrogen and methyl, more preferably R’
and R’ are both hydrogen.

20
m is suitably 4, 5, or 6, and n is suitably 3, 4, 5 or 6. Preferably mis 5 or 6 and n is 3 or 4, such
that m + n is 8, 9 or 10, preferably 9.

According to a preferred aspect of the invention, there is provided a compound of formula (a)

25
HOCH,

° | .

HO ?HCHQNH(CHQ)S —Q _'"(CHz)q—@ (1a)
OH

or a salt, solvate, or physiologically functional derivative thereof, wherein
30 R' is as defined above for formula (1).

According to a further preferred aspect of the invention, there is provided a compound of
formula (Ib)

HOCH,
R1

HO (i‘,HCHzNH(CHz)7 —»—o——(CHz);—Q (Ib)
OH

35
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(571 ABSTRACT
Phenethanolamine derivatives are disclosed of formula

HOCH>
R
' |
HO (I:HCHZNHC(CHZ)M-'O"'(CHZ)A“A"
OH R?
wherein
mis?to &

n is 1 to 7 provided that m+n is 4 to 12;

Ar is phenyl or phenyl substituted by one or two halo-
gen atoms, alkyl or alkoxy groups or by an alkylene-
dioxy group;

RV and R? are hydrogen or alky!l provided that the sum
total of carbon atoms in R! and R2is not more than 4;

and the physiologically acceptable salts and solvates
thereof.
The compounds have a selective stimulant action at
Ba-adreaoreceptors and may be used inter alia in the
treatment of diseases associated with reversible airways
obstructions such as asthma and chronic bronchitis. The
compounds may be formulated in conventional manner
as pharmaceutical compositions with physiologically
acceptable carriers or excipients.

The compounds may be prepared, for example by alky-

lation of an amine:

ROOCH;

CHCH2NR3H
oH

R3O

where R3, R% and Réis hydrogen or a protecting group,
followed by removal of any protecting group.

12 Claims, No Drawings

19K
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PHENETHANOLAMINE DERIVATIVES

This is a divisional of co-pending application Ser. No.
07/397,664 filed Aug. 23, 1989 now U.S. Pat. No.
4,992,474, which is a continuation of 06/932,359 filed
Nov. 19, 1986 now abandoned which is a continuation
of Ser. No. 06/601,444 filed on Apr. 18, 1984 now aban-
doned.

This invention relates to phenethanolamine com-
pounds having a stimulant action at B2-adrenoreceptors,
to processes for their preparation, to pharmaceutical
compositions containing them and to their use in medi-
cine.

Certain phenethanolamine compounds are known to
possess either stimulant or blocking actions at S-adreno-
receptors. For example, British Patent Specification
No. 1200886 describes a group of such phenethanola-
mines of general structure: '

X)
CHCHNRzR3

OH
Ry

HO

where, inter alia, X is hydroxyalkyl, Ry and R is each
a hydrogen atom, and Rj is straight or branched Ci¢
alkyl, aralkyl or aryloxyalkyl. One compound from
within this particular group has been developed for
clinical use. This is salbutamo! [(a’-tert-butylaminomo-
thyl}4-hydroxy-m-xylene-a',a3-diol; ~ X;=CH:0H,
R;=—H; R;=—H; Ra=t-butyl, above] which at the
present time is widely prescribed for the treatment of
conditions such as bronchial asthma and chronic bron-
chitis, The success of salbutamol devolves from its pro-
file of action, in particular its potency, coupled with a
selective stimulant action at Bz-adrenoreceptors.

All By-stimulants currently used in clinical practice
suffer from the disadvantage that they have a relatively

short duration of action when administered by inhala- -

tion. A Ba-stimulant with a relatively long duration of
sction would therefore offer a significant advance in the
treatment of bronchial asthma and related disorders.

In a search for new B-stimulants with advantageous
properties, we have now found a novel group of phene-
thanolamine derivatives, which differ structurally from
the group of compounds described in British Patent
Specification No. 1200886, and which in our tests have
shown a potent selective stimulant action at 8;-adreno-
receptors, and, in addition, have an advantageous pro-
file of action.

Thus, the present invention provides compounds of
the general formula (T)

HOCH; m
R 1
|
HO ?l-lCH;NHC(CH:_),.—O*(Cﬂz).-M
OH RZ
wherein

m i5 an integer from 2 to 8 and

n is an integer from | to 7 with the proviso that the
sum total of m+n is 4 to 12;

Ar represents a phenyl group optionally substituted
by one or two substituents selected from halogen
atoms, C;-3 alkyl or C).3 alkoxy groups, or by an
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2
alkylenedioxy group of formula —O (CH2),0—
where p is 1 or 2; and
R!and R2each represents a hydrogen atom or a Cj_3
alkyl group with the proviso that the sum total of
carbon atoms in R! and R2is not more than 4;
and physiologically acceptable salts and solvates (e.g.
hydrates) thereof.
It will be appreciated that the compounds of general
formula (I) possess one or two asymmetric carbon
atoms, namely the carbon atom of the

—(':.'H—
OB

group and, when R! and R? are different groups, the

carbon atom to which these group are attached.

The compounds according to the invention thus in- .

clude all enantiomers, diastereoisomers and mixtures
thereof, including racemates. Compounds in which the
carbon atom in the

—(':H—'
OH

group is in the R configuration are preferred.

In the general formula (I), the chain —(CH3)m— may
be, for example, —(CH;3)3—, —(CHz)4—, —(CH2)5—,
—(CH3)¢— or —(CH3z)7—, and the chain —(CH2)r—
may be, for example, —(CH;)2—, —(CH2)3—, —(CHaz-
Y=, —(CH2)s— or (CH2)s—.

Preferably the sum total of the number of carbon
atoms in the chains ——(CH;)p— and —(CHz)pis 6 to 12
inclusive and may be, for example, 7, 8, 9 or 10. Com-
pounds wherein the sum total of m+n is 7, 8 or 9 are
particularly preferred.

Preferred compounds of general formula (T) are those
whereinmis3andnis6,ormis4andnis 3,4 or 5, or
mis5andnis2 3,4orS5,ormis6andnis2or3.

R1and R2, for example, may each be methyl, ethyl],
propyl, or isopropyl groups except that if one of R1and
R2?is a propy! or isopropyl group, the other is a hydro-
gen atom or & methyl group. Thus, for example, R may
be a hydrogen atom or a methyl, ethy! or propyl group.
R?, for example, may be a hydrogen atom or a methyl

oup. :

R! and R2 are each preferably a hydrogen atom or a
methyl group.

A preferred group of compounds is that wherein R1
and R? are both hydrogen atoms. In another preferred
group.of compounds R is a hydrogen atom and R?is a
Ci.3 alkyl group, particularly a methyl group. In yet
another preferred group of compounds R! and R? are
both methyl groups.

The chain

R!
|
—?(Cﬂz)mO(CHz)n'—
R2
in general formula (I) may be, for example —(CHz.

MO(CH)4—, (CH2).sO(CH2)— —(CH2)sO(CH3)3,
—(CH2)sO(CH2)4—,

195
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Hy CH;3
—CH(CH4O(CH2)3—, —CH(CH; 4O(CH2)4—,
CH; CH;
~=CH(CH2)sO(CH3)3. —CH(CH)sO{CH 4,

oo T
”?(CHZBO(CHZ):_- or =CH(CH)sO(CHz2)2™,
CHa ‘

methyl, ethyl or propyl.

Examples of the optional substituénts which may be
present on the phenyl group represented by Ar include
bromine, iodine or, in particular, chlorine or fluorine
atoms, or methyl, ethyl, methoxy or ethoxy groups. In
general, Ar is preferably an unsubstituted phenyl group.
According to another preference, Ar is a phenyl group
substituted by one substituent, particularly a fluorine or
chlorine atom or a methoxy or methyl group.

Suitable physiologically acceptable salts of the com-
pounds of general formula (1) include acid addition salts
derived from inorganic and organic acids, such as hy-
drochlorides, hydrobromides, sulphates, phosphates,
maleates, tartrates, citrates, benzoates, 4-methoxyben-
zoates, 2- or 4-hydroxybenzoates, 4-chlorobenzoates,
p-toluenesplphonates, methanesnlphonates, ascorbates,
salicylates, acetates, fumarates, succinates, lactates,
glutarates, gluconates, tricarballylates, hydroxynaph-
thalenecarboxylates e.g. 1-hydroxy- or 3-hydroxy-2-
naphthalenecarboxylates, or oleates. The compounds
may also form salts with suitable bases. Examples of
such salts are alkali metal (e.g. sodium and potassium),
and alkaline earth metal (e.g. calcium and magnesium)
salts,

The compounds according to the invention have a
selective stimulant action at B-adrenoreceptors, which
furthermore is of a particularly advantageous profile.
The stimulant action was demonstrated in the guinea-
pig, where compounds were shown to cause relaxation
of PGF2a-contracted isolated trachea. In another test,
compounds of the invention were shown to afford pro-
tection against. histamine-induced broncho-constriction
when administered by inhalation or by an oral route in
conscious guinea-pigs. In both tests, compounds ac-
cording the invention have shown a particularly Jong
duration of action. The selective action of compounds
of the invention was demonstrated in the rat or guinea
pig. Where compounds were shown to have little or no
effect on isolated rat or guinea pig left atria (8;-
adrenoreceptor tissues) at concentrations where they
cause relaxation of PGGFz4- contracted isolated trachea.
Compounds according to the invention have also been
shown to inhibit the anaphylactic release of spasmagens
and inflammagens from sensitised human tissues e.g.
lung fragments.

The compounds sccording to the invention may be
used in the treatment of diseases associated with revers-
ible airways obstruction such as asthma and chronic
bronchitis.

The compounds according to the invention may also
be used for the treatment of premature labour, depres-
sion snd congestive heart failure, and are also indicated
as useful for the treatment of inflammatory and allergic
skin diseases, psoriasis, proliferative skin diseases, glau-
coma, and in the treatment of conditions in which there
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is an advantage in lowering gastric acidity, particularly
in gastric and peptic ulceration.
A particularly important group of compounds by
virtue of the advantageously long duration of action
they have shown in our tests, has the formula (la):

HOCH; (1a)
R 1
|
HO (l:HCH;NH(':(CHz)m‘*"O*(CHz)u—A:
OH R2
in which

R! and R2 are as defined for general formula (),

m is an integer from 3 to 6,

n is an integer from 2 to 6,

and Ar is phenyl or phenyl substituted by a methoxy

or methy! group, or more preferably a fluorine or
chiorine atom, and the physiologically acceptable
salts and solvates thereof, in each instance the sum
total of carbon atoms in the chains —(CHz)m— and
~—{(CH3),— being an integer from 7 to 10 inclusive,
in particuar 7, 8 or 9.

A preferred group of compounds of formula (Ia) is
that wherein R} and R?is each a hydrogen atom,

In another preferred group of compounds of formula
(1a) R} is a hydrogen atom or a methyl group and R2is
a methy] group. .

In a further group of compounds of formula (Ta) R!
and R2 each is a hydrogen atom and Ar is phenyl or
phenyl substituted by & methoxy group, or more prefer-
ably a fluorine or chlorine atom.,

A particularly preferred group of compounds has the
formula (a) in which R! and R? each is a hydrogen
atom or a methyl group, mis4 or 5,nis 2, 3 or 4, and
Ar is phenyl or pheny! substituted by a chlorine or
fluorine atom or a methoxy or methyl group and the
physiologically acceptable salts and solvates thereof.

Particularly important compounds are:
4-hydroxy-a {[{[6-(4-phenylbutoxy)hexylJamino]me-

thyl)-1,3-benzenedimethanol; and the physiologically

acceptable salts thereof; :
4-hydroxy-a!-[[[6-(3-phenylpropoxy)hexyl]amino]me-
thyl]-1,3-benzenedimethanol; and the physiologically
acceptable salts thereof;
4-hydroxy-al-{[[6-(2-phenylethoxy)hexyljamino]me-
thyl}-1,3-benzenedimethanol; and the physiologically
acceptable salts thereof;
4-hydroxy-a!-[[[5-(4-phenylbutoxy)pentyl]amino)me-
thyl})-1,3-benzenedimethanol; and the physiologically
acceptable salts thereof;
4-hydroxy-al-[[[1-methy)-6-(2-phenylethoxy)hexyl-

Jamino}methyi)-1,3-benzenedimethanol;  and

physiologically acceptable salts thereof:
4-hydroxy-a!-[[[I-methyl-5(3-phenylpropoxy)pentyl-

Jamino}methyl}-1,3-benzencdimethanol; and  the

physiologically acceptable saits thereof;

the

4-hydroxy-a!-[[[1-methyl-5-(4-phenylbutoxy)pentyl-
Jamino]methyl}-1,3-benzenedimethanol; and  the
physiologically acceptable salts thereof;
4-hydroxy-al-{[[1-cthyl-6-(2-phenylethoxy)hexyl-
Jaminojmethyl}-1,3-benzenedimethanol; and the

physiologically acceptable salts thereof;
al.[[[1,1-dimethyl-6-(2-phenylethoxy)hexyllamino]-

methyl-¢-hydroxy-1,3-benzenedimethanol; and the

physiologically acceptable salts thereof;
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wherein mis 2to 8; nis 1 to pravided thatm+nis 4 to 12;
Ar is phenyl or phenyl substituted by one or two halogen atoms, alkyl or alkoxy groups or by an

alkylenedioxy group;

R' and R? are hydrogen or alkyl provided that the sum total of carbon atoms in R? and R? is not

more than 4;

and the physiologically acceptable salts and solvates thereof.

The compounds have a selective stimulant action at 8,-adrenoreceptors and may be used inter alia in
the treatment of diseases associated with reversible airways obstructions such as asthma and chronic
bronchitis. The compounds may be formulated in conventional manner as pharmaceutical compositions

with physiologically acceptable carriers or excipients.

The compounds may be prepared, for example by alkylation of an amine:

R6OCH;
R50 CHCHaNR3}
OH

where R3, R® and R® is hydrogen or a protecting group, followed by removal of any protecting group.
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Fecha de Presentacion Internacional  24-10-2003

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. Descripcion: | (Folios: 37 a 155) como se radicoé inicialmente.

1.2. Reivindicaciones: 1 a 21 (Folios: 156 a 168) como se radicod
iniciaimente.

1.3. Prioridad: 28/10/2002 y 28/10/2002, GB 0225022.3 vy
GB 0225028.0.

2. Analisis de la Prioridad:
La prioridad de la presente solicitud corresponde al objeto reivindicado.
3. Objeto de la invencion:

La presente solicitud se titula: “Derivados de fenetanolamina para el tratamiento de
enfermedades respiratorias”.

E! objeto de la presente solicitud se refiere a derivados de fenetanolamina, procesos
para su preparacién, composiciones que los contienen y su uso en medicina,
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particularmente en la profilaxis y tratamiento de enfermedades respiratorias.

De acuerdo con la descripcion, en la técnica son conocidos ciertos compuestos de
fenetanolamina como gue tienen una accién estimulante selectiva en los adreno-
receptores-f2 y por lo tanto, tienen utilidad en el tratamiento del asma bronquial, y
las enfermedades relacionadas. Por lo tanto, la patente GB 2140800 describe
compuestos de fenetanolamina que incluyen xinafoato del salmeterol, el cual es
utilizado clinicamente en la actualidad en el tratamiento de dichos padecimientos:
médicos.

Aunque el salmeterol y ofros agonistas de B2-adreno-receptor disponibles
comercialmente son broncodilatadores efectivos, la duracidn de la accién es de
aproximadamente 12 horas, de ahi que con frecuencia se requiere una dosificacion
de dos veces por dia.

En el capitulo reivindicatorio se reclama lo siguiente:

Reivindicaciones 1 a 14, 16 (folios: 156 a 163): Un compuesto de la féormula (1), o
una sal, solvanto o un derivado fisiolégicamente funcional del mismo.

Reivindicacion 15 (folios: 162 y 163): Un método para la profilaxis o tratamiento de
un padecimiento clinico en un mamifero, tal como un humano, para el cual esta
indicado un agonista selectivo del B2-adreno-receptor.

Reivindicacion 17 (folio: 163): Una formulacion farmacéutica qgue comprende un
compuesto de la férmula (I) o (la) y un vehiculo o excipiente farmacéuticamente
aceptable y opcionalimente uno 0 mas de otros ingredientes terapéuticos.

Reivindicacién 18 (folio: 163): Una combinacién que comprende un compuesto de la
formula (1) o (la) y uno o mas de otros agentes terapéuticos.

Reivindicacion 19 (folio: 164): El uso de un compuesto de la férmula (1) o (1a),... enla
fabricacion de un medicamento para la profilaxis o tratamiento de un padecimiento
clinico para el cual esta indicado un agonista selector del B2-adreno-receptor.

Reivindicacion 20 (folios: 164 a 168): Un proceso para la preparacion de un
compuesto de la formula (1) o (1a) o una sal, solvato, o un derivado fisiologicamente
funcional del mismo.

Reivindicacion 21 (folio: 168): Un intermediario seleccionado de un compuesto de la
formula (1) (1) (IV) (X) y (XIX).

El problema planteado en esta solicitud es la necesidad clinica de compuestos que
tengan una accién estimulante potente y selectiva en los B2-adreno-receptores, y
que tenga un perfil de accidén provechoso.

La solucion propuesta por la presente solicitud consiste en compuestos de
fenetanolamina de formula |.

El objeto de la solicitud definido anteriormente se clasificé en la IPC AG1K 31/145;
CO7C 317/22; A61P 11/00.
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4. De la solicitud de Patente
4.1. Descripcion (articulo 28 D. 486)
De acuerdo con lo revelado en la descripcion, el titulo de la solicitud se debe hacer

mas especifico al tipo de compuestos que se reclaman y no hacer alusion a su uso
terapéutico.

4.2.Reivindicaciones (articulo 30 D 486)

De acuerdo con lo revelado en el capitulo reivindicatorio, hay términos que no son
claros ni concisos como por ejemplo: "derivado fisiologicamente funcional del mismo"
(no se comprende cual derivado, qué formula quimica tiene, etc.), "anillo
" heterociclico" (no se dice cual o cuales heteroatomos tiene y en qué posiciones y
sitio de unién al nicleo principal), "combinacién farmacéutica” (no se encuentra la
forma farmacéutica en que se puede encontrar, 0 si se trata de dos formas
farmacéuticas en que en una esta un principio activo y en la otra, otro farmaco), "uno
0 mas agentes terapéuticos" (no se dice cual o cuales y cuantos exactamente).

La reivindicacion 21 (folio: 168) deberia hacerse dependiente de una reivindicacion
de compuesto para que no se vea desligada del objeto que se reclama.

5. Excepciones de Patentabilidad (articulo 20 D486 literal a)-d))

De acuerdo con lo anterior, la(s) reivindicacién(es): 15 (folios: 162 y 163), que se
refiere(n) a un método para la profilaxis o tratamiento de un padecimiento clinico en
un mamifero, tal como un humano, para el cual esta indicado un agonista selectivo
del B2-adreno-receptor, no es (son) patentable(s) porque es un método de
tratamiento.

6. Reivindicaciones relativas a un uso o a un uso distinto (articulos 14y 21 D
486)

La(s) reivindicacion (es) 19 (folio: 164), que se refiere(n) a uso de un compuesto de
la férmula (1) o (la),... en la fabricacion de un medicamento para la profilaxis o
tratamiento de un padecimiento clinico para el cual esta indicado un agonista
selector del B2-adreno-receptor, no se encuentra(n) dentro del campo de la
patentabilidad (productos y procedimientos).

7. Analisis de la(s) Oposicion(es): (articulo 43 D. 486)

No se presentaron oposiciones al objeto reivindicado.

8. Determinacion del Estado de la Técnica:

La fecha que se ha tenido en cuenta para determinar el Estado de la Técnica es:

Fecha de presentacion de la solicitud prioritaria 28-10-2002.

Teniendo en cuenta la fecha indicada, se buscaron documentos del estado de la
técnica relacionados, con fecha de publicacién anterior a esta.

Se encontré como anterioridades que pueden afectar la patentabilidad del objeto de
la presente solicitud:
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. Fecha de
N° Documento Titulo Publicacion
Phenethanolamine derivatives for | 29 de agosto de
D1| WO 02/066422 treatment of respiratory diseases 2002
D2| US 5091422 Phenethanolamine derivatives | 22 de{ggrzer o de
D3 GB 2140800 Phenethanolamine derivatives 5 de diciembre
de 1984

9. Analisis de patentabilidad (articulo 14 D486)

9.1. Nivel inventivo (articulo18 D486)

La presente Solicitud de Patente reivindica lo siguiente: Derivado de fenetanolamina
de formula |, o una sal, solvanto o un derivado fisioldgicamente funcional del mismo.

R"'R‘

Ar— EHCHZNHCR'R"(CHZ),"——-O —(CH,);
H

Donde

e R' es SR® SOR® SO,R% donde R® es un grupo cicloalquilo Cs7 0
cic|oalc4uenilo Csag.

o R?y R’ son seleccionados independientemente de hidrogeno, alquilo Ci.g,
alcoxi C1.6, halo, fenilo y haloalquilo C1.6.

e R*y R® son seleccionados independientemente de hidrégeno y alquilo 1.4
con la condicidon de que el nimero total de atomos de carbonoen Ry R® no
sea mayor de 4.

e Ares un grupo seleccionado de:

RV
R R /N' /o .
. \
. NH
10 i & HO
R R
[+]
(b) (c) @

(a)

La anterioridad WO 02/066422 (folios: 191 a 193) se relaciona con derivados de
fenetanolamina para el tratamiento de enfermedades respiratorias y que tienen la
férmula:

HOCH, R

R1
HOOEHCHZNHCR'RB(CHZ)M ——0——(CH1),,‘@
H
3
Donde:

e R'puede ser SO;NR°R’

e« R? y R® son independientemente seleccionados de alquilo C1.s, alcoxi Ci,
halo, fenil y haloalquil C+.6.

e R*y R® son independientemente seleccionados de hidrégeno y alquil Cq.4.
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El documento US 5091422 (folios: 194 a 196) se refiere a derivados de
fenetanolamina para el tratamiento de enfermedades asociadas con obstrucciones
de vias aéreas como el asma y bronquitis cronica.

HOCH;
rR!
' |
HO ICHCHzNHC(CHz)m—O“'(CH:z)n"'M
OH R?

Donde: Ar es fenil o fenil sustituido por uno o dos halégenos, alquil o alcoxi o por
alquilendioxi. ‘

Ei documento GB 2140800 (folios: 197 y 198) menciona derivados de
fenetanolamina que tienen actividad para el tratamiento de enfermedades tipo asma
y bronquitis y tienen la férmula:

HOCH:2 =4
|
Hp—@-CHCHz NHQ(CHzlr—O~—~(CHg)—-Ar
ClDH R?

Donde Ar es fenil o fenil sustituido por un metoxi o grupo metil, fluor o cloro.

Estos documentos revelan compuestos quimicos muy semejantes a los compuestos
de la presente solicitud; solo hay diferencia en la sustitucién del grupo fenilo de la
presente solicitud, que tiene los grupos R1, R2 y R3. No obstante, la actividad
farmacoldgica sigue siendo la misma por lo cual no se observa un salto tecnologico
importante gracias a estos sustituyentes, en especial, de R1. Ademas, ya estaba
sugerido por el estado de la técnica que este grupo R1 es un sustituyente que tiene
azufre y ni se observa a lo largo de la presente solicitud datos comparativos que
demuestren que hay un cambio significativo en la actividad farmacolégica de este
tipo de compuestos, frente a lo que se encuentra en el estado del arte.

El problema técnico planteado en esta solicitud: a necesidad clinica de compuestos
que tengan una accion estimulante potente y selectiva en los f2-adreno-receptores,
y que tenga un perfil de accion provechoso, se habia resuelto previamente mediante
derivados de fenetanolamina ya conocidos(as). Por esta razén se considera que las
sustituciones de las fenetanolaminas reivindicadas en la presente solicitud son
evidentes para una persona medianamente versada en la materia.

La reivindicacion 1 de esta solicitud no menciona una caracteristica que conceda un
efecto inesperado o especial a los compuestos, que pueda considerarse como un
aporte a la técnica, asi que son obvios para una persona versada en la materia.

Ademas, puesto que D1, D2, D3 divulgaban previamente derivados de
fenetanolamina (folios: 191 a 198), una persona conocedora de la materia motivada
por tal sugerencia lograria el objeto de esta solicitud derivados de fenetanolamina,
de manera que para una persona medianamente versada en la materia seria obvio
utilizar estos documentos. Por lo cual puede no haber Nivel Inventivo.
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10.Conclusion:

L os requisitos de patentabilidad de la presente solicitud se encuentran afectados asi:

N° Documento N° Rel\:?ec::;adc;:nes Requisito que afecta
D1 WO 02/066422 1a14, 16,17, 18, 20 Nivel Inventivo
D2 US 5091422 1a14,16,17,18, 20 Nivel Inventivo
D3 GB 2140800 1a14, 16,17, 18, 20 Nivel Inventivo

En cumplimiento del articulo 45 de la Decision 486 de la Comision de la Comunidad
Andina, se le indica que debe dar respuesta dentro del término de sesenta dias
contados a partir de la fecha de la notificacién 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 concesidn, se denegara la patente.

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

Jefe de la Division de Nuevas Creaciones

El anterior requerimiento fue nofificado por fijacion en lista, de

fecha 22 MAYG 2009

EXAMINADOR TECNICO

CONCEPTO TECNICO No. 1534 Codigo No. 202005







