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EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 582 DE
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NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacion
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 Decisién 486/2000.
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(§7) Abstract: This invention is directed to a method for preventing or weating neurodegenerative disorders comprising administer-
ing to a subject in need thereof a therapeutically effective amount of a compound selected from the group consisting of Formula (I
and Formula (1), wherein phenyl is substituted at X with one 1o five halogen ators selected from the group consisting of fluorine,
chlorine, bromine and jodine; and, Ry, Ry, R3, Ra. Rs and Rg are independently selected from the group consisting of hydrogen and
C,-C, alkyl, wherein C,-C, alkyl is optionally substituted with phenyl (wherein phenyl is optionally substituted with substituents
independently selected from the group consisting of halogen, C;-C; alkyl, C;-C, alkoxy, amino, nitro and cyano).
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Accordingly, the present invention provides methods for providing
neuroprotection comprising administering to a subject in need thereof a
therapeutically effective amount of a composition that comprises at least one

compound having Formula 1 or Formula 2:

X, OH 1\‘1
Xy 0] N
\‘( \R2
0O
X
X, .
X4
Formula 1
Ve
N
\ R,
X4 0 R4 ‘
(o) N
X2 \[r \RZ
O
X3 Xs
X4
Formula 2

wherein Ry, Rz, Rs, and R are, independently, hydrogen or C1-Cq4 alkyl; and X4,
Xo, Xa, X4, and Xs are, independently, hydrogen, fluorine, chlorine, bromine or
iodine. The said Ci-C. alkyl group of Formula 1 or Formula 2 can be
substituted or unsubstituted. In one aspect of the present invention, the C4-C4
alkyl group is substituted with a phenyl group. The phenyl group can be
unsubstituted or substituted. In certain embodiments, the phenyl group is
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Formula (I) Formula (IT)
wherein

phenyl is substituted at X with one to five halogen atoms selected from the
group consisting of fluorine, chlorine, bromine and iodine; and,

R,, R, Rs, Ry, Rg and Rg are independently selected from the group consisting
of hydrogen and C,-C, alkyl; wherein C,-C, alkyl is optionally substituted
with phenyl (wherein phenyl is optionally substituted with substituents
independently selected from the group consisting of halogen, C,-C, alkyl,
C,-C, alkoxy, amino, nitro and cyano). |

Embodiments of the invention include a method for preventing or
treating neurodegenerative disorders comprising administering to a subject in
need thereof a therapeutically effective amount of a pharmaceutical
composition comprising a pharmaceutically acceptable carrier and a compound
selected from the group consisting of Formula (I) and Formula (I1).

Embodiments of the invention include the use of a compound selected
from the group consisting of Formula (I) and Formula (1) for the preparation of
a medicament for preventing or treating neurodegenerative disorders in a
subject in need thereof.

Embodiments of the method include the use of an enantiomer selected
from the group consisting of Formula (I) and Formula (II) or enantiomeric
mixture wherein one enantiomer selected from the group consisting of Formula
(I) and Formula (II) predominates. For enantiomeric mixtures wherein one
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enantiomer selected from the group consisting of Formula (I) and Formula (II)
predominates, preferably, one enantiomer selected from the group consisting
of Formula (I) and Formula (II) predominates to the extent of about 90% or
greater. More preferably, one enantiomer selected from the group consisting
of Formula (1) and Formula (II) predominates to the extent of about 98% or
greater. '

Detailed Description of the Invention

The present invention is directed to a method for preventing or treating
neurodegenerative disorders comprising administering to a subject in need
thereof a therapeutically effective amount of a compound selected from the
group consisting of Formula (I) and Formula (II):

R
0 N s 3
o R, J R R
o _N Y
N
A \n/ "R, .Y O\n/ AN
P O 7 0
Formula (1) Formula (II)

wherein
phenyl is substituted at X with one to five halogen atoms selected from the
group consisting of fluorine, chlorine, bromine and iodine; and,

R,, R, R, R,, Rs and R are independently selected from the group consisting
of hydrogen and C,-C, alkyl; wherein C,-C, alkyl is optionally substituted
with phenyl (wherein phenyl is optionally substituted with substituents
independently selected from the group consisting of halogen, C,-C, alkyl,
C,-C, alkoxy, amino, nitro and cyano).

The present method includes the use of a compound selected from the
group consisting of Formula (I) and Formula (II) wherein X is chlorine;

8
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preferably, X is substituted at the ortho position of the phenyl ring.

The present method also includes the use of a compound selected from
the group consisting of Formula (I) and Formula (II) wherein R,, R,, R;, R,, R;
and R, are preferably selected from hydrogen.

An embodiment of the present method includes the use of an
enantiomer selected from the group consisting of Formula (I) and Formula (II)
or enantiomeric mixture wherein one enantiomer selected from the group
consisting of Formula (I) and Formula (II) predominates wherein X is chlorine;
preferably, X is substituted at the ortho position of the phenyl ring.

The present method also includes the use of an enantiomer selected
from the group consisting of Formula (I) and Formula (II) or enantiomeric
mixture wherein one enantiomer selected from the group consisting of Formula
(I) and Formula (1I) predominates wherein R,, R,, R;, R,, Ry and R; are

preferably selected from hydrogen.

For enantiomeric mixtures wherein one enantiomer selected from the
group consisting of Formula (I) and Formula (II) predominates, preferably, an
enantiomer selected from the group consisting of Formula (I) and Formula (II)
predominates to the extent of about 90% or greater. More preferably, an
enantiomer selected from the group consisting of Formula (I) and Formula (1I)
predominates to the extent of about 98% or greater.

An embodiment of the present method includes the use of an
enantiomer selected from the group consisting of Formula (Ia) and Formula
(11a) or enantiomeric mixture wherein one enantiomer selected from the group
consisting of Formula (Ia) and Formula (Ila) predominates:
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Formula (Ia) Formula (1Ia)
wherein

phenyl is substituted at X with one to five halogen atoms selected from the

group consisting of fluorine, chlorine, bromine and iodine; and,

R:, R, Ry, Ry, Ry and R are independently selected from the group consisting
of hydrogen and C,-C, alkyl; wherein C,-C, alkyl is optionally substituted
with phenyl (wherein phenyl is optionally substituted with substituents
independently selected from the group consisting of halogen, C,-C, alkyl,
C,-C, alkoxy, amino, nitro and cyano).

The present method includes the use of an enantiomer selected from
the group consisting of Formula (Ia) and Formula (IIa) or enantiomeric mixture
wherein one enantiomer selected from the group consisting of Formula (Ia) and
Formula (I1a) predominates wherein X is chlorine; preferably, X is substituted
at the ortho position of the phenyl ring.

The present method also includes the use of an enantiomer selected
from the group consisting of Formula (Ia) and Formula (I1a) or enantiomeric
mixture wherein one enantiomer selected from the group consisting of Formula
(Ia) and Formula (IIa) predominates wherein R,, R,, R;, R,, R and R, are
preferably selected from hydrogen.

For enantiomeric mixtures wherein one enantiomer selected from the
group consisting of Formula (Ia) and Formula (11a) predominates, preferably,
an enantiomer selected from the group consisting of Formula (Ia) and Formula
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As used herein, the term “composition” is intended to encompass a
product comprising the specified ingredients in the specified amounts, as well
as any product which results, directly or indirectly, from combinations of the
specified ingredients in the specified amounts.

To prepare a pharmaceutical composition of the present invention,a o . . (... °
compound of Formula (I) or Formula (II) as the active ingredient is intimately
admixed with a pharmaceutical carrier according to conventional e st N E
pharmaceutical compounding techniques, which carrier may take a wide
variety of forms depending of the form of préparation desired for administration
(e.g. oral or parenteral). Suitable pharmaceutically acceptable carriers are well
known in the art. Descriptions of some of these pharmaceutically acceptable

carriers may be found in The Handbook of Pharmaceutical Excipients,

published by the American Pharmaceutical Association and the
Pharmaceutical Society of Great Britain.

Methods of formulating pharmaceutical compositions have been
described in numerous publications such as Pharmaceutical Dosage Forms:
Tablets, Second Edition, Revised and Expanded, Volumes 1-3, edited by
Lieberman et al; Pharmaceutical Dosage Forms: Parenteral Medications,

Volumes 1-2, edited by Avis et al; and Pharmaceutical Dosage Forms:

Disperse Systems, Volumes 1-2, edited by Lieberman et al; published by
Marcel Dekker, Inc.

Preferably, a pharmaceutical composition is in a unit dosage form such
as a tablet, pill, capsule, caplet, gelcap, lozenge, granule, powder, sterile
parenteral solution or suspension, metered aerosol or liquid spray, drop,
ampoule, autoinjector device or suppository for administration by oral,
intranasal, sublingual, intraocular, transdermal, parenteral, rectal, vaginal,
inhalation or insufflation means. Alternatively, the composition may be
presented in a form suitable for once-weekly or once-monthly administration or
may be adapted to provide a preparation for intramuscular injection.
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