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1. Me refiero a mi solicitud de patente de 7 de Septiembre de 2007.

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 582 de 30 de Noviembre de 2007, solicito a ese

Despacho proceder a realizar el examen de patentabilidad de la presente ‘

invencion. ‘
_ \

3. Por otro lado, atentamente me permito manifestar a usted que en el

extracto de la solicitud arriba nombrada, publicado en la Gaceta de la Propiedad |

Industrial nimero 582 de 30 de Noviembre de 2007, pagina 472, el titulo de la

invencién aparece publicado en forma equivocada, el titulo correcto de la

invencion es COMPOSICIONES PARA EL CUIDADO DEL CABELLO Y/O CUERO

CABELLUDO QUE INCORPORAN COMPUESTOS FLAVONOIDES.

4, En vista de lo anterior, muy comedidamente solicito a usted que las
aclaraciones correspondientes sean incluidas en la Fe de Erratas de la préxima

Gaceta de la Propiedad Industrial.

5. Me permito recordar a usted, que tal como se informé en el Petitorio de la

invencion, la presente solicitud corresponde a Capitulo II.
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METHODS FOR TREATING WOUNDS
FIELD OF THE INVENTION

[0001] The present invention relates to methods and com-
positions for increasing mammatian cell proliferation.

BACKGROUND OF THE INVENTION

[0002] Damage or injury to tissues and/or organs is a
common occurrence. The body is most often able to isolate
the damaged area and then repair itself by removing and
replacing damaged tissue. Injury to tissues and organs can
originate from a great variety of sources such as, for
example, trauma, UV degradation, toxic and/or pathogenic
degradation, thermal degradation (e.g. excessive heat or
cold) and so forth, While the body has an impressive array
of response mechanisms that limit tissue damage and pro-
mote repair, methods of increasing the speed and degree of
repair are continually being sought out. In this regard,
increasing the speed and/or degree that injuries are healed is
beneficial in that it (i) decreases the pain and discomfort
commonly associated with the wound and wound healing
process; (ii) decreases the chances of developing an infec-
tion or other ailment during a period when the tissue or organ
has a reduced capacity to ward of illnesses; and (iii) reduce
health costs associated with trcating such conditions.

[0003] In this regard, and by way of example, the skin is
the largest organ in the bedy and, not surprisingly, wounds
and injuries to the skin are a common occurrence. Healing
of wounds in the skin has three general phases including (1)
inflammation, migration and proliferation; (2) repair which
includes the formation of collagen and other compounds; (3)

wound closure. Initially, inflammatory cells and other cells -

migrate into and fill the damaged area. Then, in the repair
phase, new connective tissues are formed from fibronectin,
which in turn results in the production of collagen fibrils and
eventually larger collagen fibers. The wound is thereafter
closed by wound contraction which results, in part, by the
modified fibroblasts present in and around the wound.

[0004] Fibroblasts, endothelial cells and keratinocytes are
indispensable in cutaneous wound repair. All three cell types
play vital roles in the initial phase of wound healing.
Fibroblasts migrate into the wound sile within about 24
hours after injury. During a later phase of healing (typically
about 4-21 days), fibroblasts are activated and undergo a
burst of proliferative and synthetic activity. They produce
high amount of fibronectin and synthesize other proteina-
ceous components of extracellular matrix, including col-
lagen, elastin and glycosaminglycans. Fibroblasts are also
knowa to contribute in contraction of the wound. Accord-
ingly, fibroblast proliferating agents have therefore been
shown to increase the wound healing process. See, for
example, S. Casadio et al., On the Healing Properties of
Esters of D-panthenol with Terpene Acids, with Particular
Reference 10 D-pamotheny! Trifarnesylacetate, Arzocimit-
telforschung., 17, 1122-1125, (1967); M. Aprahamian et al.,
Effects of Supplemental Pantothenic Acid on Wound Heal-
ing: Experimental Study in Rabbilt, American Journal of
Clinical Nutrition 41, 578-589 (1985); B. J. Weimann and ¢t
al., Studies on Wound Healing: Effects of Calcium D-Pan-
tothenate on the Migration, Proliferation and Protein Syn-
thesis of Human Dermal Fibroblasts in Culture, Interna-
tional Journal of Vitamin Nutrition Res., 69, 113-119,
(1999).

Jul. 3, 2003

[0005] The body produces many substances generally
known as growth factors such as, for example, platelet-
derived growth factor (PDGF), platelet-derived angiogen-
esis factor (PDAF), vascular endothelial growth factor
(VEGF), platelet-derived epidermal growth factor
(PDEGF), platelet factor 4 (PF4), transforming growth fac-
tor .beta. (TGF-B), transforming growth factor a (TGF-A),
insulin-like growth factors 1 and 2 (IGF-1 and IGF-2), .beta.
thromboglobulin-related proteins (BTG), thrombospondin
(TSP), fibronectin, von Wallinbrand’s factor (vWF), angio-
genin, keratinocyte growth factor (KGF), epidermal growth
factor (EGF), fibroblast growth factor (FGF), and so forth.
One of the important characteristics common to each sub-
stance is that each such substance is known or believed to
enhance cell or tissue growth. Other cell proliferating agents
have also been reported such as, for example, those
described in EP 0953354, JP 09-227413, JP 53-062815 A2
and EP 0560845 Al. However, there exists a continuing
need for additional and/or improved cell proliferating agents
and compounds. In particular, there is a continuing need for
compounds that promote controlled cell growth without
promoting or inducing deleterious or uncontroiled cell
growth such as, for example, cancerous growth,

[0006] TFlavonoids are active molecules having a variety of
important functions within the plants they are found. By way
of example, certain flavonoids are believed to act as anti-
fungal agents, anti-bacterial agents, UV-B protecting agents,
and so forth. In addition, certain flavonoids have been found
to have various medicinal applications such as, for example
anti-virals, anti-inflammatories, antihistamines, anti-cancers
and anti-oxidants. These and other uses or functions are
described in the following books and articles: B. Bohm,
Iniroduction To Flavonoids Chapters 7-8 (1998); J. Har-
bourne et al., Advances In Flavonoid Research Since 1992,
55 Phytochemistry 481-500 (2000); A. L. Miller, Antioxi-
dant Flavonoids: Structure, Function and Clinical Usage,
Alternate Medicine Review, 1, 103-111 (1996); R. Nijveldt
et al., Flavonoids: A Review Of Probable Mechanisms Of
Action And Potential Applications, American Journal Of
Clinical Nutrition, 74, 418-425 (2001). Previous studies
have focused significantly on the inhibitory action of fla-
vonoids against enzyme systems, inflammation and cancer
sce, for example, J. Harborne, Editor; The Flavonoids:
Advances in Research Since 1986, (1994). Moreover, fla-
vones, flavonols, flavanones and isoflavones have been
shown to possess anti-proliferative activity for numerous
cell lines in vitro. See, S. Kuntz et al., Comparative Analysis
Of The Effects Of Flavonoids On Proliferation, Cytotoxicity
And Apoptosis In Human Colon Cancer Cell Lines, Euro-
pean Journal Of Nutrition 38, 133-142 (1999). The authors
of the aforesaid article demonstrated that this inhibition was
not a consequence of cytotoxic effects and concluded that
these four classes of flavonoids inhibit in vitro growth by
cell cycle arrest.

SUMMARY OF INVENTION

[0007] [t has been surprisingly found that flavonoids,
when used in the proper dosages and/or amounts, signifi-

cantly increase cell proliferation and thus can be used to treat -

wounds as well as other conditions or maladies where
increased cell growth would be beneficial. In one aspect, a
cell proliferating composition is provided comprising a
therapeutically effective amount of a flavonoid selected from
the group consisting of flavones, flavonols, flavanones,
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isoflavanones and isoflavones. In one embodiment, fla-
vonoid is present in the composition in an amount between
about 0.00001% and about 5% (by weight). In a specific
embodiment, the flavonoid is selected from the group con-
sisting of quercetin, rutin, naringin, hesperidin, silybin,
daidzin, genistin and genistein. In a further embodiment, the
cell proliferating composition can include one or more
pharmaceutical carriers. '

[0008] In an additional embodiment, a composition for
treating wounds is provided comprising (i) an effective
amount of a flavonoid selected from the group consisting of
flavones, flavonols, flavanones, isoflavanones, and isofla-
vones; and (ii) a pharmaceutical carrier. In one aspect, the
flavonoid is present in an amount between about 0.00001%
and about 5% (by weight) of the composition. In a further
aspect, the flavonoid is present in an amount sufficient to
increase fibroblast cell growth at least 2%. In one embodi-
ment, the pharmaceutical carrier is selected from the group
consisting of ointments, creams, gels, foams, sprays, salves,
films, and fabrics. In a further embodiment, the composition
is a semi-solid material and includes a base selected from the
group consisting of hydrocarbon bases, absorption bases,
waler-removable bases and water-soluble bases. In still a
further embodiment, the composition can include one or
more active agents selected from the group consisting of
emollients, ant-infective agents, preservatives, pH modifi-
ers, mechanical protectants, chemical protectants, adsor-
bents and humectants. In a further aspect, a method of
treating wounds and/or increasing fibroblast cell prolifera-
tion is provided comprising the steps of applying to and/or
treating tissue containing fibroblast cells with one of the
pharmaceutical compositions described herein.

DESCRIPTION OF THE INVENTION

[0009] Reference will now be made in detail to embodi-
ments of the present invention, various specific examples of
which will be discussed herein. Each embodiment is pro-
vided by way of explanation of the invention, and not meant
as a limitation of the invention. For example, [calures
illustrated or described as part of one embodiment may be
used with another embodiment to yield still further embodi-
ments. It is intended that the present invention include these
and other modifications and variations as come within the
spirit of the invention. In addition, throughout this disclosure
various theories or mechanisms relating to the -present
invention are provided. However, the inventor does not wish
to be bound by the same and the theories or mechanisms are
provided solely to better understand the present invention
and are not intended to limit the effective scope of the
claims. Further, as used herein, the term “comprising” is
inclusive or open-ended and does not exclude additional
unrecited elements, compositional components, or method
steps. Accordingly, the term “comprising” encompasses the
more restrictive terms “consisting essentially of”” and “con-
sisting of.”

[0010] As indicated above, certain flavonoids have been
found to have a cell proliferating effect on mammalian cells
and, in particular, upon the proliferation of connective tissue
cells such as, for example, fibroblasts. Desirably, the cells
and conditions to be treated with the therapeutic composi-
tions and methods of the present invention are those of
mammals. Mammals include various classes and families of
animals including, but not limited to, primates, bovirnes,
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canines, equines, felines, etc. As specific examples, mam-
mals include humans, certain farm animals (e.g. cattle,
borses, pigs, ¢tc.), certain lab animals (e.g. mice, rats,
rabbits, etc.), many pets and zoo animals (e.g. dogs, cats,
monkeys, etc.).

[0011] The compositions and methods described herein
are believed generally suitable for use in treating conditions
where cell proliferation is desirable. By way of non-limiting
example, increased proliferation of fibroblasts would be
highly beneficial in the treatment of wounds. As a further
example, increased proliferation of fibroblast cells would be
beneficial in the treatment of the skin by improving the
extra-cellular matrix thereby tightening and/or strengthening
the skin, More particularly, collagen, the predominant
matrix skin protein, is known to impart tensile strength to
skin. It has been shown that collagen is significantly reduced
with age and UV exposure. The degradation or destruction
of the architecture of these proteins decreases the tensile
strength of the skin causing wrinkles and laxity. Many
studies involving human subjects have shown that collagen
type I is decreased with increasing severity of photodamage.
See, for example, A. Kligman, Early Destructive Effect Of
Sunlight On Human Skin, JAMA, 210, 2377-2380 (1969); R.
Lavker, Structural Alterations In Exposed And Unexposed
Aged Skin, Journal of Inv. Derm., 73, 59-66 (1979); J. Smith
et al., Journal of Investigative Dermatology, 39, 347-350
(1962); and S. Shuster et al., The Influence Of Age And Sex
On Skin Thickness, Skin Collagen And Density, British
Journal of Dermatology, 93, 639-643 (1975). In addition,
some correlation in the histology of wrinkles and reduction
in collagen levels in the sun-exposed skin has been reported.
See, for example, S. Chen et al., Effects of All-Trans Retinoic
Acid on UVB-Irradiated and Non-Irradiated Hairless
Mouse Skin, Journal of Investigative Dermatology 98, 248-
254 (1992). The restoration of collagen type I in photo-
damaged human skin by a topical treatment has also been
reported. See, for example, C. Griffiths, ¢t al., Restoration of
Collagen Formation in Photodamaged Human Skin by Ire-
tinoin (Retinoic Acid), The New England Journal of Medi-
cine, 329, 530-535 (1993). Thus, it is believed that the cell
proliferating compositions and methods of the present
invention would also be beneficial to the repair and/or
prevention of cutancous tissue damage associated with
exposure to the elements as well as time itself due to the
ability to increase the number and/or potency of fibroblasts.

[0012] As indicated above, the present invention also
provides methods and therapeutically effective compositions
for treating wounds. The wounds can be external or internal
and as used herein the term “wound” includes tissue that has
been incised, lacerated, perforated, abraded, burnt or other-
wise degraded. Within the larger class of wounds are acute
wounds, chronic wounds, minor cuts and burns. As a par-
ticular example, the therapeutic compositions and methods
of the present invention can be used to promote the healing
of wounds in cutaneous and/or subcutancous tissues. Epi-
dermal, dermal and underlying subcutaneous tissues suffer
from various wounds and healing can be improved in any or
all of these tissues utilizing the therapeutic compositions and
methods of the present invention. The increased prolifera-
tion of fibroblasts, endotbelial cells andfor Keratinocytes
increases the availability of fibronectin and other proteina-
ceous components which are necessary for the production of
collagen, elastin and glycosaminglycans. In addition, it is
noted that collagen is a major component of connective
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tissue matrices, not only in skin, but also in other tissues
such as, for example, lungs, bone, synovium, eye, tendons,
cartilage and gingiva. In this regard, there is a high corre-
lation between proliferation of fibroblasts and tissue healing.
Thus, while the invention is often described with relation to
wound healing and/or general strengthening of coetaneous
and subcutaneous tissue, comparable beneficial cell prolif-
eration effects would be expected in other cells and tissues
and in particular those containing fibroblasts and/or col-
lagen. Therefore, the therapeutic compositions and methods
of the present invention are believed useful in treating any
traumatized or degraded body tissue in which the increased
growth of fibroblasts, epithelial cells or similar cells is
beneficial to or otherwise improves healing and/or mainte-
nance of the tissue.

[0013] Flavonoids

[0014] As indicated above, the present invention relates to
the use of therapeutically effective compositions and meth-
ods comprising certain flavonoids in order to increase cell
proliferation and thereby treat and/or prevent various mala-
dies. Flavonoids are aromatic, heterocyclic compounds
commonly found in many higher plants. Flavonoids occur
naturally in various parts of plants and, by way of example
only, are commonly found in fruits, vegetables, flowers,
leaves, bark, roots and so forth. Flavonoids are commonly
associated with those compounds within plants that impart
color thereto, ¢.g. yellows, reds, blues, and so forth. How-
ever, flavonoids generally refer to the thousands of com-
pounds, whether synthetically manufactured or naturally
tound within plants, that have a similar skeleton structure. In
this regard, many flavonoids (i.e. flavones, flavonols, fla-
vanones, isolfavones, and isoflavanones) comprise a O-het-
erocyclic ring fused to an aromatic ring with a third ring
system attached at cither the C-2 or C-3 of the third
heterocyclic ring (sece Formulas [-IV below). Some
examples include genistein, found in soybeans and some
other legumes; quercetin, found in apples and onions; PCOs
(procyanidolic oligomers, also known as proanthocyani-
dins), found in abundance in pine bark and grape seed
extract, as well as in red wine; citrus flavonoids, including
rutin and hesperidin, found in oranges, grapefruits, tanger-
ines and other citrus fruits; and polyphenols, particularly
EGCG (epigallocatechin-gallate), found in green tea as well
as legumes, grains and nuts. More detail regarding the
history, source, uses as well as flavonoid structure can be
tound in B. Bohm, Introduction To Flavonoids, (1998). The
particular flavonoids suitable for use in the present invention
include those in the following subclasses: flavones, isofla-
vones, isoflavanones, flavanones, flavonols and derivatives
thercof. Flavonoids arc commercially available from various
manufacturers including, for example, Indofine Chemical
Company, Inc., Sigma Chemical Co., and Aldrich Chemical
Co.

[0015] Flavones are generally characterized as having a
closed three-carbon bridge (i.e. a third ring structure)
wherein the second or B-ring is attached at the carbon
adjacent the ketone (i.c. the C-2 carbon) and as further
having a double bond between the C-2 and C-3 carboos.
Flavonols comprise an additional subclass of flavonoids and,
while similar to flavones, differ from flavones in that they
have a hydroxyl group at the middle carbon of the three-
carbon bridge (i.e. the C-3 carbon). By way of non-limiting
example, flavones and flavonols believed suitable for use in
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the present invention include, but are not limited to, the
following: Acacetin; Amentoflavone; Sciadopitysin; Apige-
nin; Aspigetrin; Apiin; Avicularin; Baicalein; Baicalein tri-
methyl ether; Baicalein-7-O-glucuronide; b-Naphthofla-
vone; a-Naphthoflavone; 3'-Benzyloxy-5,7-dihydroxy-3,4'
dimethoxyflavone; 3'-Benzyloxy-5,6,7,4'-
tetramethoxyflavone; 6-Bromo-4'-chloroflavone;
6-Bromoflavone; 8-Carboxy-3-methylflavone; 4'-Chloro-6,
8-dibromoflavone;  4'-Chloroflavone  6-Chloroflavone;
4'-Chloro-6-methylflavone; 6-Chloro-7-methylflavone;
Chrysoeriol; Cupressuflavone; Datiscetin; Datiscoside; 6,8-
Dibromoflavone; 6,4'-Dichloroflavone;  6,8-Dichlorofla-
vone; 6,4'-Dichloro-7-methylfiavone; 3,7-Dihydroxy-3',4'-

dimethoxyflavone; 3,5-Dihydroxyflavone; 3,6-
Dihydroxyflavone; 3,7-Dihydroxyflavone; 3,2
Dihydroxyflavone; 3,3-Dihydroxyfiavone; 5,7-
Dihydroxyflavone; 5,2'-Dihydroxyflavone 53-
Dihydroxyflavone; 5,4'-Dihydroxyflavone; 6,7-
Dihydroxyflavone; 6,2'-Dihydroxyflavone; 6,3'-
Dihydroxyflavone; 6,4'-Dihydroxyflavone, 7.8-
Dihydroxyflavone; 7,2'-Dihydroxyflavone; 7,3'"-
Dihydroxytlavone; 7,4'-Dihydroxyflavone; 2\3.
Dihydroxyflavone; 2'4'-Dihydroxyflavone; 34

Dihydroxyflavone; Baicalein-7-methyl ether; Genkwanin;
3',4'-Dihydroxy-a-naphthoflavone; 3',4'-Dihydroxy-b-naph-
thoflavone; Gossypetin; Robinetin trimethyl ether; Eupa-
torin; 5,7-Dihydroxy-3',4',5'-trimethoxyflavone; 3,5-

Dimethoxyflavone; 3,6-Dimethoxyflavone; 3,7-
Dimethoxyflavone; 3,2'-Dimethoxyflavone; 3,3-
Dimethoxyflavone; 3,4'-Dimethoxyflavone; 5,7-
Dimethoxyflavone; 5,2'-Dimethoxyflavone; 53-
Dimethoxyflavone; 5,4'-Dimethoxyflavone; 6,7-
Dimethoxyflavone; 6,2'-Dimethoxyflavone; 6,3'-
Dimethoxyflavone; 6,4'-Dimethoxyflavone; 7.8-
Dimethoxyflavone; 7,2'-Dimethoxyflavone; 7,3

Dimethoxyflavone; 7,4'-Dimethoxyflavone; 2'3'-
Dimethoxyflavone; 2'4'-Dimethoxyflavone; 3'4'-
Dimethoxyflavone; 3-Hydroxy-3',4'-dimethoxyflavone;
2',3-Dimethoxy-3-hydroxyflavone; 2',4'-Dimethoxy-3-hy-
droxyflavone;  3',4-Dimethoxy-a-naphthoflavone;  3'4'-
Dimethoxy-b-naphthoflavone; 3,4'-Dimethoxy-5,7,3'-trihy-
droxyflavone; Diosmetin Diosmin; Eupatorin-5-methyl
ether; Fisetin; Flavone; Fortunellin; Galangin; Gardenin;
Geraldol; Gossypetin; Gossypin; 5,6,7,3',4',5'-Hexam-
cthoxyflavone; Hinokiflavone; Homoorientin; Scutcllarein;
Eucalyptin; 3-Hydroxy-6,4'-dimethoxyflavone; 3-Hydroxy-
7.4'-dimethoxyflavone; 3-Hydroxy-2',4'-dimethoxy-6-meth-
ylflavone; 3-Hydroxyflavone (Flavonol); Primuletin; 6-Hy-
droxyllavone;  7-Hydroxyflavone;  2'-Hydroxyflavone;
3-Hydroxyflavone; 4'-Hydroxyflavone; 6-Hydroxyflavone-
b-D-glucoside; 7-Hydroxyflavone-b-D-glucoside; 3-Hy-
droxy-S-methoxyflavone;  3-Hydroxy-6-methoxyflavone;
3-Hydroxy-7-methoxyflavone;  3-Hydroxy-2"-methoxytla-
vone; 3-Hydroxy-3'-methoxyflavone; 3-Hydroxy-4'-meth-
oxyflavone; Tectochrysin; S-Hydroxy-2'-methoxyflavone;
5-Hydroxy-3'-methoxyflavone; 5-Hydroxy-4'-methoxyfla-
vone; 6-Hydroxy-7-methoxyflavone; 6-Hydroxy-2-meth-
oxyflavone; 6-Hydroxy-3'-methoxyflavone; 6-Hydroxy-4'-
methoxyflavone; 7-Hydroxy-2'-methoxyflavone;
7-Hydroxy-3'-methoxyflavone; Pratol; 8-Hydroxy-7-meth-
oxyflavone; 4'-Hydroxy-5-methoxyflavone; 4'-Hydroxy-6-
methoxyflavone; 4-Hydroxy-7-methoxyflavone; 4-Hy-
droxy-3'-methoxyflavone; 3-Hydroxy-4'-methoxy-6-
methylflavone; 3-Hydryoxy-6-methylflavone; 7-Hydroxy



Patent Lens
enabling INNDVATION

hitp/iwww.patentiens.net/
US 2003/0125264 A1l Jul. 3, 2003
-3-methylflavone;  7-Hydroxy-5-methylflavone;  2'-Hy- Dihydroxy-3',4',5"-trimethoxyflavanone;  2',3'-Dimethoxy-

droxy-a-naphthoflavone; 2'-Hydroxy-b-naphthoflavone;
4'-Hydroxy-a-naphthoflavone;  4'-Hydroxy-b-naphthofla-
vone; Quercetin tetramethyl ether; 3'-Hydroxy-5,6,7,4'-tet-
ramethoxyflavone;  3-Hydroxy-3',4,5'-trimethoxyflavone;
3-Hydroxy-6,2',3'-trimethoxyflavone 3-Hydroxy-6,2',4'-tri-
methoxyflavone; 3-Hydroxy-6,3',4"-trimethoxyflavone;
3-Hydroxy-7,2',3'-trimethoxyflavore; 3-Hydroxy-7,2',4'-tri-
methoxyflavone; Hyperin; Isoquercitrin; Isorhamnetin;
Isorhamnetin-3-glucoside; Narcisin; Isorhoifolin; Isovi-
texin; Kaempferide; Kaempferol; Astragalin; Kaempferol-
7-neohesperidoside; Kaempferol-3-rutinoside; Kaempferol-
3,7,4'-trimethylether; Karanjin; Linarin; Liquiritigenin;
Luteolin; Luteolin; Luteolin-7,3"-diglucoside; Luteolin-4'-
glucoside; Luteolin-7-glucoside; Maritimein; 3-Methoxyfla-
vone; 5-Methoxyflavone; 6-Methoxyflavone; 7-Methoxyfla-
vone; 2'-Methoxyflavone; 3'-Methoxyflavone;
4'-Methoxyflavone; 4'-Methoxyflavonol; 6-Methoxyluteo-
lin; 2'-Methoxy-a-naphthoflavone; 2'-Methoxy-b-naph-
thoflavone;  4'-Methoxy-a-naphthoflavone;  6-Methylfla-
vone;  8-Methylflavone;  6-Methyl-4'-methoxyflavone;
8-Methyl-4"-methoxyflavone; Morin; Myricetin; Myricitrin;
Neodiosmin; Orientin; Peltatoside; Robinetin; Sinensetin;
5,7,3',4\,5"-Pentamethoxyflavone; Quercetagetin; Quercetin;
Quercetin-3-0-b-D-glucopyranosyl-6"-acetate; Quercetin-
3,5,7,3' 4" -pentamethy! ether; 3,5,7,3',4'-Pentamethoxyfla-
vone; Quercetin-3-O-sulfate potassium salt; Retusin; Quer-
citrin; Rhoifolin; Robinin; Rutin; Saponarin; Scutellarein
tetramethyl ether; Spiracoside; Sulfuretin; Syringetin-3-ga-
lactoside; Syringetin-3-glucoside; Tamarixetin; Syringetin;
3,6,2'4-Tetrahydroxyflavone;  7,8,3',4"-Tetrahydroxyfla-
vone; Rhamnetin; 3,6,3',4'-Tetramethoxyflavone; 5,7,3',4'-
Tetramethoxyflavone; 7,8,3',4'-Tetramethoxyflavone; Tiliro-
side; 6,8,4"-Trichloroflavone; 3,6,4'-Trihydroxyflavone; 3,7,

4'-Trihydroxyflavone;  3,3',4-Trihydroxyflavone; 5,7,8-
Trihydroxyflavone;  5,7,2-Trihydroxyflavone;  5,3'4'-
Trihydroxyflavone; 6,3',4'-Trihydroxyflavone; 78,2~
Trihydroxyflavone;  7,8,3-Trihydroxyflavone;  7,8,4'-
Trihydroxyflavone; 7,3 4-Trihydroxyflavone,  3.5,7-
Trihydroxy-3',4',5'-trimethoxyflavone; 57.4-
Trimethoxyflavone;  7,3',4-Trimethoxyflavone;  Vitexin;

Vitexin-2"-O-rhamnoside and so forth.

[0016] Isoflavones comprise another class of flavonoids
and they are generally characterized by having a closed
three-carbon bridge (i.e. a third ring structure) with the
second or B-ring attached at the middle carbon of the
three-carbon bridge (ie. the C-3 position) and as further
having a double bond between the C-2 and C-3 carbons. By
way of non-limiting examples, isoflavones believed suitable
for use with the present invention include, but are not limited
to, the following: Daidzin; Daidzein; Biochanin A; Prunetin;
7,4'-Dimethoxyisoflavone; Equol; Genistin; Glycitein; Gly-
citin; 5-Hydroxy-7,4'-dimethoxyisoflavone; Formononetin;
Formonetin; Ononin; Osajin; Pomiferin; Puerarin; Sissotrin;
Genistein; 6,7,4'-Trihydroxyisoflavone; 7,3',4'-Trihydroxy-
isoflavone; 6,7,4'-Trimethoxyisoflavone and so forth.

[0017] Flavanones comprise a still another class of fla-
vonoids and they are generally characterized as having a
closed, saturated three-carbon bridge with the second or
B-ring attached at the carbon adjacent the ketone (i.e. the
C-2 position). By way of non-limiting ¢xamples, flavanones
believed suitable for use with the present invention include,
but are not limited to, the following: Bavachinin A;
Didymin; Dihydrorobinetin; Pinocembrin; Sakuranetin; 5,7-

flavanone; 5,7-Dimethoxyflavanone Eriocitrin; Eriodictyol;
Eriodictyol; Eriodictyol-7-glucoside; Neoeriocitrin; Fla-
vanomarein; Flavanone (2,3-Dihydroflavone); Flavanone
azine; Flavanone diacetylhydrazone, Flavanone hydrazone,
Hesperetin; Neohesperidin; Hesperidin; Homoeriodictyol;
4'-Hydroxy-5,7-dimethoxyflavanone; 6-Hydroxyflavanone;
7-Hydroxyflavanone; 2'-Hydroxyflavanone; 3'-Hydroxyfla-
vanone; Pinostrobin; Isosakuranetin; 5-Methoxyflavanone;
6-Methoxyflavanone; 7-Methoxyflavanone; 4'-Methoxyfla-
vanone; Naringenin; Naringenin-7-glucoside; Naringin;
Narirutin; Taxifolin; Pigostrobin; Poncirin; Silybin; Fustin;
Farrerol; 6,2',3'-Trimethoxﬁavanone; 6,3',4'-Trimethoxy-

flavanone and so forth.

[0018] In a particular embodiment, flavones and flavonols,

and including glycosides and other derivatives thereof, are
believed suitable for use in the present invention. More
particularly, flavones and flavonols having the following
formula are believed suitable for use in the present inven-
tion:

[0019] Wherein:

[0020] at least one of R,-R, is OH, sugar, or OR
(where R is an alkyl or aryl);

[0021] at least one of Re-R is OH sugar, or OR
{where R is an alkyl or aryl);

[0022] R;-R,, can be selected from H; OH; halide;
CHO; OR (where R is an alkyl or aryl); alkyl with
C1-C20; COOR (where R is an alkyl or aryl); COR
(where R is an alkyl or aryl); amine; amide,
RCONH2 (where R is an alky! or aryl); RCONR R,
(where R, is H or alkyl C,-C,,, and Ry =H or alkyl
C,-C,0); aryl (substituted or unsubstituted).

[6023] With regard to the foregoing, in one embodiment
the alkyl groups extending from one of the three rings
forming the flavone or from a functional group thereon, have
less than 20 carbons. In a further embodiment, the sugar can
include mono, di and trisacharides selected from hexose and
pentose. Still further, the sugar moiety can be directly
attached to one of the three main rings or via a Cor O, e.g.
C-glycosides or O-glycosides.

[0024]) In a further embodiment, flavanones, including
glycosides and other derivatives thereof, are believed suit-
able for use in the present invention. More particularly,
flavanones having the following formula are believed suit-
able for use in the preseat invention:
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[0025] Wherein:

[0026] at least one of R,-R, is OH, sugar, or OR
{where R is an alkyl or aryl);

{0027] at least one of Rg-R,, is OH sugar, or OR
(where R is an alkyl or aryl);

[0028] R,-R,, can be selected from H; OH; halide;
CHO; OR (where R is an alkyl or aryl); alkyl with
C1-C20; COOR (where R is an alkyl or aryl); COR
(where R is an alkyl or aryl); amine; amide,
RCONII2 (where R is an alkyl or aryl); RCONR.R,,
(where R, is H or alkyl C,-C,, and R,=H or alkyl
C,-C,y); aryl (substituted or unsubstituted).

[0029] With regard to the foregoing, in one embodiment
the alkyl groups extending from one of the three rings
forming the flavone or from a functional group thereon, have
less than 20 carbons. In a further embodiment, the sugar can
include mono, di and trisacharides sclected from hexose and
pentose. Still further, the sugar moiety can be directly
attached to one of the three main rings or via a Cor O, e.g.
C-glycosides or O-glycosides.

[0030] In a further embodiment, isoflavones, including
glycosides and other derivatives thereof, are believed suit-
able for use in the present invention. More particularly,
isoflavones having the following formula are believed suit-
able for use in the present invention

[0031] Wherein:
[0032] at least one of R,-R; is OH, sugar, or OR
(where R is an alkyl or aryl);

[0033] at lcast one of Re-R,o is OH sugar, or OR
(where R is an alkyl or aryl);

[0034] R,-R,, can be selected from H; OH; halide;
CHO; OR (where R is an alkyl or aryl); alkyl with
C1-C20; COOR (where R is an alky! or aryl); COR
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(where R is an alkyl or aryl); amine; amide,
RCONHZ2 (where R is an alkyl or aryl); RCONR,R,
(where R, is H or alkyl C,-C,,, and R,=H or alkyl
C,-C,.); aryl (substituted or unsubstituted).

[0035] With regard to the foregoing, in one embodiment
the alkyl groups extending from ome of the three rings
forming the flavone or from a functional group thereon, have
less than 20 carboos. In a further embodiment, the sugar can
include mono, di and trisacharides s¢lected from hexose and
pentose. Still further, the sugar moiety can be directly
attached to one of the three main rings or via a Cor O, e.g.
C-glycosides or O-glycosides.

[0036] 1In a further embodiment, isoflavanones, including
glycosides and other derivatives thereof, are believed suit-
able for use in the present invention. More particularly,
flavanones having the following formula are believed suit-
able for use in the present invention:

[0037] Wherein:

[0038] at least one of R;-R, is OH, sugar, or OR
(where R is an alkyl or aryl); \

[0039] at least one of R4-Ryo is OH sugar, or OR
(where R is an alkyl or aryl);

[0040] R,-R,, ran be sclected from H; OH; halide,
CHO; OR (where R is an alkyl or aryl); alkyl with
C1-C20; COOR (where R is an alkyl or aryl); COR
(where R is an alkyl or aryl); amine ; amide,
RCONH?2 (where R is an alkyl or aryl); RCONR,R,,
(where R, is H or alkyl C,-C,,, and R,=H or alkyl
C,-C,,); aryl (substituted or unsubstituted).

[0041] With regard to the foregoing, in one embodiment
the alkyl groups extending from one of the three rings
forming the flavone or from a functional group thereon, have
less than 20 carbons. In a further embodiment, the sugar can
include mono, di and trisacharides selected from hexose and
pentose. Still further, the sugar moiety can be directly
attached to one of the three main rings or via a Cor O, e.g.
C-glycosides or O-glycosides.

[0042] While it has been found that flavonoids can be used
to increase mammalian cell proliferation and, as a specific
example increase fibroblast proliferation, it is important to
note the well documented and known inhibitory effects of
flavonoids. In this regard it has been found that the cell
proliferation effects of flavonoids are dose dependent. When
flavonoids are utilized to treat tissues and cells in certain
ranges an inhibitory effect, i.e. a decrease in cell growth or
proliferation, can be seen. Thus, the compositions and
methods of the present invention utilize flavonoids in a
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therapeutically effective amount to increase cell prolifera-
tion. In a particular embodiment, the flavonoids are utilized
in a therapeutically effective amount to improve healing in
tissues such as cutaneous tissue and other tissue. As used
herein an “effective amount” or a “therapeutically effective
amount” refers to an amount that is sufficient o increase cell
proliferation. In this regard, increased cell proliferation is
relative to normal cell growth rates for like tissue, i.e. similar
in age, nature or degrec of damage, cte. In a particular
embodiment, the desired tissues and/or cells are treated with
one or more of the aforesaid flavonoid compounds in an
amount sufficient to increase cell growth rate by more than
2%. Desirably, the tissues and/or cells are treated with one
or more of the aforesaid flavonoid compounds in an amount
sufficient to increase cell growth rate at least about 5% and
still more desirably at least about 10% or more. In a
particular embodiment, cutaneous, subcutaneous and/or
other tissues are treated with one or more of the aforesaid
flavonoid compounds in an amount sufficient to increase
fibroblast growth rates at least 2% and, still more desirably,
in an amount sufficient to increase fibroblast growth rate at
least about 5% and, even still more desirably, in an amount
sufficient to increase fibroblast growth rate at least about
10%.

[0043] Pharmaceutical Preparations and Compositions

[0044] The therapeutically effective compositions of the
present invention can be applied systemically, topically,
intramuscularly, and/or locally. The therapeutically effective
compositions may be stored for future use or may be
formulated in effective amounts within pharmaceutically
acceptable carriers to prepare a wide variety of pharmaceu-
tical compositions. Examples of pharmaceutically accept-
able carriers are pharmaceutical appliances, topical vehicles
(non-oral and oral), ingestible vehicles and so forth. In
addition, the pharmaceutical compositions of the present
invention can be made using manufacturing techniques and
processes readily known to those skilled in the art.

[0045] Examples of pharmaceutical appliances are
sutures, staples, gauze, bandages, burn dressings, artificial
skins, liposome or micell formulations, microcapsules,
aqueous articles for soaking gauze dressings, and so forth.
As specific examples thereof, various pharmaceutical appli-
ances suitable for use with the compositions of the present
invention are described in Remington: The Science and
Practice of Pharmacy, 20th Edition, Editors, A. R. Gennaro
et al,, Lippincott Williams & Wilkins, PA, USA (2000).

[0046] In addition, ingestible compositions desirably can
employ ingestible or partly ingestible vehicles such as
confectionery bulking agents which include bard and soft
vehicles such as, for example, tablets, suspensions, chew-
able candies or gums, lozenges and so forth. Exemplary
ingestable vehicles and compositions for use therein are
described in Remington: The Science and Practice of Phar-
macy, 20 Edition (Lippincott Williams & Wilkins 2001);
Goodman & Gilman’s The Pharmaceutical Basis of Thera-
peutics, 10'*® Edition (McGraw-Hill Professional, 2001) and
The United States Pharmacopoeia: The National Formulary
(US Pharmacopoeia Convention, Inc.).

[0047] Topical compositions may employ one or more
carriers or vehicles such as, for example, creams, gels,
foams, ointments, sprays, salves, bio-adhesives, films, fab-
rics and so forth, which are intended to be applied to the skin
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or a body cavity. Topical compositions may also be adapted
for use as an oral vehicle such as, for example, mouth-
washes, rinses, oral sprays, suspeasions, and dental gels,
which are intended to be taken by mouth but are not intended
to be ingested. Exemplary topical compositions and com-
ponents thereof are described in Remington: The Science
and Practice of Pharmacy, 20th Edition, Editors, A. R.
Gennaro et al, Lippincott Williams & Wilkins, PA, USA
(2000); Goodman & Gilman's The Pharmacological Basis
of Therapeutics, 10th Edition, Editors, J. G. Hardman and L.
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E. Limbird., McGraw-Hill Professional, (2001). The United
States Pharmacopoeia: The National Formulary, United
States Pharmacopoeial Convention, Inc., Rockville, Md.
Topical ointments and other semi-solid compositions com-
monly employ one or more bases as a vehicle for drug
delivery. Exemplary bases include, but are not limited to,
hydrocarbon bases (e.g. white petrolatum, white ointment,
vegetable oils, animals fats, etc.), absorption bases (e.g.
hydrophilic petrolatum, anhydrous lanolin, lanolin, cold
cream, etc.), water-removable bases (e.g. hydrophilic oint-
ment USP, ethoxylated fatty alcohol ethers, ethoxylated
lanolin derivatives, sorbitan fatty acid esters, etc.), and
water-soluble bases (e.g. polyethylene glycol ointment,
etc.). As further specific examples thereof, topical compo-
sitions believed suitable for use with the present invention
are described in U.S. Pat. No. 6,046,160, the entire contents
of which are incorporated herein by reference

[0048] A variety of traditional ingredients may optionally
be included in the pharmaceutical compositions in effective
amounts. By way of non-limiting example, the pharmaceu-
tical compositions can contain one or more of the following ;
materials: fillers, diluents, cleaning agents, buffers, preser-
vatives, pH and toxicity modifiers, mechanical protectants,
chemical protectants, adsorbents, antioxidants, viscosity
modifiers, extenders, excipients, astringents, emollients,
demulcents, bumectants, emulsifiers, transdermal delivery
cohancing agents, controlled-rejcase agents, dyes or colo-
rants, stabilizers, lubricants and so forth. These and other
conventional pharmaceutical additives known to those hav-
ing ordinary skill in the pharmaceutical arts can be used inj
the pharmaceutical composition as dictated by the nature o
the delivery vehicle.

[6049] The amounts of additional components within the
compositions are readily determined by those skilled in the
art without the need for undue experimentation and will vary
with the nature of the vehicle (e.g. a gel versus a spray), the
wound to be treated, frequency of treatment and so forth.
Thus, the amount of therapeutic wound healing composition
may be varied in order to obtain the result desired in the final
product and such variations are within the capabilities of
those skilled in the art without the need for undue experi-
mentation. In a particular embodiment, the pharmaceutical
composition can comprise a pharmaceutical composition
having one or more flavonoids present in an amount less
than 50% and in a further embodiment in an amount less
than about 20% by weight of the pharmaceutical composi-
tion. In a further embodiment, the pharmaceutical compo-
sitions can contain one or more of the aforesaid flavonoids
in an amount between about 0.00001% to about 5%, by ¢
weight of the pharmaceutical composition. In an alternate
embodiment, the pharmaceutical composition comprises
one or more of the aforesaid flavonoids in an amount
between about 0.001% to about 1%, by weight of the
pharmaceutical composition.
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[0050] Test Methods

[0051] The proliferative response of flavonoids to the
human skin fibroblast cell line (ATCC, Manassas, Va., cell
line CRL-2522 human foreskin fibroblast) was determined
in a 96-well assay system using serum-free medium as a
control. Stock solutions of flavonoids were prepared as 1.0
mole/L solutions in Dimethyl sulfoxide (DMSO, Sigma
Chemical Company, St. Louis, Mo.) then diluted with Dul-
bececo’s Modified Eagle’s Medium (DMEM, Sigma Chemi-
cal Co., St. Louis, Mo.) to 1074, 10°%, and 10~® M solutions
with a final DMSO concentration of 0.1% (v:v). Cells were
seeded into 96 well plates at a concentration of 2x10® cells
in 100 ul of DMEM containing 10% fetal bovine serum
(FBS, Sigma Chemical Co., St. Louis, Mo.). Plates were
incubated for 24 hours at 37° C. in a humidified, 5% CO,
atmosphere. After incubation, the medium was aspirated and
the wells were rinsed twice with 100 gl of serum-free
DMEM. The final rinse was aspirated and 100 ul of the
10 -10"° M of each solution was added to 6 wells. In
addition, 100 g of vehicle (serum tree DMEM with DMSO
at 0.1% v:v) was added to 6 wells as control. In addition,
duplicate wells of each test and control solution were placed
in wells without the human fibroblast cells to serve as blanks
for each treatment. All wells were incubated for 28 hours at
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37° C. in a humidified, 5% CO, atmosphere. After incuba-
tion, 20 ul of Cell Titer 96 Aqueous One Solution Reagent
(Promega, Corp., Madison, Wis.) was added to all wells. The
plates were swirled gently and place back in the incubator
for 45 minutes and spectrophotometric absorbance was read
at 490 nm. Absorbance of the wells without cells was
subtracted from the absorbance of the wells with cells to
give the true absorbance.

[0052] Cell growth rates for other cell lines may be
determined in a similar manner. However, one skilled in the
art will appreciate that various aspects of the test will change
in accord with the particular cell line being evaluated.

EXAMPLES

[0053] Various compounds of present invention were
tested for their cell proliferating effect on human skin
fibroblasts. The effect of flavonoids naringin and quercetin
on cell proliferation in human foreskin fibroblasts (ATCC
cell line CRL-2522) was measured and data is presented in
FIG. 1. The control and all test materials contained a final
concentration of 0.1% DMSO in DMEM with n=6. Sample
concentrations were 1074, 10~ and 10-5 M.

[0034] Table 1

Cell Proliferation

P<0.01
14 P<0.01

Absorbance at 490nm

3|
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[0055] Statistical analysis was done by using one-way
ANOVA. Statistically significant ‘difference (P<0.01 and
0.05) was observed between controls and naringin and
controls and quercetin, Based on this significant statistical
difference, quercetin and naringin are good cell proliferating
agents at lower concentrations. However, at higher concen-
trations, quercetin appears to show cell inhibition as evi-
denced by the decrease in cell growth relative to the control

What is claimed is:

1. A cell proliferating composition comprising a thera-
peutically effective amount of flavonoid selected from the
group consisting of flavones, flavonols, flavanones, isofla-
vanones, isoflavones and derivatives thereof.

2. The cell proliferating composition of claim 1 compris~
ing wherein said flavonoid is present in an amount between
about 0.0001% and about 5%.

3. The cell proliferating composition of claim 1 wherein
said flavonoid comprises a flavonol.

4. The cell proliferating composition of claim 1 wherein
said flavonoid comprises a flavanone. ,

8. The cell proliferating composition of claim 1 wherein
said flavonoid comprises a flavone.

6. The cell proliferating composition of claim 1 wherein
said flavonoid comprises an isoflavanone.

7. The cell proliferating composition of claim 1 wherein
said flavonoid comprises an isoflavone.

8. The cell proliferating composition of claim ! wherein
said flavonoid is selected from the group consisting of
quercetin and rutin.

9. The cell proliferating composition of claim 1 wherein
said flavonoid is selected from the group consisting of
naringin, hesperidin and silybin.

10. The cell proliferating composition of claim 1 wherein
said flavonoid is sclected from the group consisting of
daidzin, genistin and genistein.

11. The cell proliferating composition of claim 1 further
including a pharmaceutical carrier.

12. A composition for treating wounds comprising:

(i) an effective amount of flavonoid selected from the
group consisting of flavones, flavonols, flavanones,
isoflavanones, isoflavones and derivatives thereof; and

(ii) a pharmaceutical carrier.

13. The composition of claim 12 comprising wherein said
flavonoid is present in an amount between about 0.00001%
and about 10%.

14. The composition of claim 12 wherein said flavonoid
comprises a flavonol

18. The composition of claim 12 wherein said flavonoid
comprises a flavanone.

16. The composition of claim 12 wherein said flavonoid
comprises a flavone.

17. The composition of claim 12 wherein said flavonoid
comprises an isofiavanone.

18. The composition of claim 12 wherein said flavonoid
comprises an isoflavone.

19. The composition of claim 13 wherein said carrier is
selected from the group consisting of ointments, creams,
gels, foams, sprays, salves, films, and fabrics.

20. The composition of claim 12 wherein said composi-
tion is a semi-solid material and includes a base sclected
from the group consisting of hydrocarbon bases, absorption
bases, water-removable bases and water-soluble bases.
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21. The composition of claim 20 further comprising a at
least one active agent selected from the group consisting of
cmollients, anti-infective agents, preservatives, pH modifi-
ers, mechanical protectants, chemical protectants, adsor-
bents and humectants. )

22. A method of increasing fibroblast cell proliferation
comprising:

treating tissue containing fibroblast cells with a therapeu-
tically effective amount of flavonoid selected from the
group consisting of flavones, flavonols, flavanones,
isoflavanones, isoflavones and derivatives thereof.

23. The method of claim 22 wherein said tissue is treated
with a pharmaceutical composition containing said fla-
vonoid and wherein said pharmaceutical composition
includes less than about 20%, by weight, of said flavonoid.

24, The method of claim 22 wherein said flavonoid
comprises a flavonol.

25. The method of claim 22 wherein said flavonoid
comprises a flavanone.

26. The method of claim 22 wherein said flavonoid
comprises a flavone.

27. The method of claim 22 wherein said flavonoid
comprises an isoflavone.

28. The method of claim 22 wherein said flavonoid
compriscs an isoflavanone.

29. The method of claim 22 wherein said flavonoid
comprises onc or more flavonoids selected from the group
consisting of naringin, hesperidin, silybin, daidzin, genistin,
genistein, quercetin and rutin.

30. The method of claim 22 wherein said flavonoid is
administered orally, topically, intravenously, intramuscu-
larly, transdermally, transnasally, transmucosally or rectally.

31. The method of claim 22 wherein said tissue comprises
cutaneous tissue.

32. The method of claim 31 wherein said flavonoid is
treated by topically applying said therapeutically effective
amount of flavonoid.

33. A method of treating a wound comprising:

(i) providing a pharmaceutical composition containing a
therapeutically effective amount of flavonoid selected
from the group consisting of flavones, flavonols, fla-
vanones, isoflavanones, isoflavones and derivatives
thereof’;

(ii) treating the wound with said pharmaceutically com-

position.

34. The method of claim 33 wherein said wound com-
prises an acute wound.,

35. The method of claim 33 wherein said wound com-
prises a chronic wound.

36. The method of claim 33 wherein said wound com-
prises a burn,

37. The method of claim 33 wherein said flavonoid
comprises between about 0.00001% and about 10%, by
weight, of said pharmaceutical composition.

38. The method of claim 37 wherein said flavonoid
comprises oue or more flavonoids selected from the group
consisting of naringin, hesperidin, silybin, daidzin, genistin,
genistein, quercetin and rutin.
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3. Reivindicaciones relativas a un uso o a un segundo uso (Art 14y 21D
486)

Se observa que las reivindicaciones 1, 2 y 4 a 9 se refieren al uso de un
compuesto flavonoide. Dado que los usos no se consideran materia susceptible
de patentabilidad, se sugiere que sean retiradas del capitulo reivindicatorio.

4. Analisis de la Solicitud de Patente
Reivindicaciones (Art 30 D 486, Art 22 PCT)

La reivindicaciéon 3 se refiere a una composicion que contiene un flavonoide, se
observa que esta carece de concisibn ya que no muestra cuales son los
componentes de la composicion, ni muestra las proporciones de los mismos,
sino que reclama una composicion que contiene al flavonoide.

Por otro lado, de los ejemplos presentados solo el 6 muestra una composicion
que contiene una serie de excipientes con ciertas proporciones, de manera que
la composicién reclamada por la reivindicacién 3 carece de soporte en la
descripcion puesto que lo que esta reclamando es mas general de lo que esta
soportado. Se sugiere especificar cuales son los componentes de la composicién
de interés y las proporciones de los mismos dentro de la composicion.

Adicionalmente, se sugiere que la reivindicacion 3 se modifique para ser
independiente, ya que la manera en que esta ha sido presentada ésta depende
de una reivindicacion que se refiere a usos.

5. Determinacion del Estado de la Técnica
El Estado de la Técnica se determiné con base en la fecha de presentacién

Marzo 12, 2005 y se encontraron los siguientes documentos que anticipan el
objeto de esta solicitud:

Fecha de
item Documento Titulo Publicacién
D1 US 20030125264A1 Methods For Treating Wounds Julio 3, 2003

D1 revela que los flavonoides en dosis apropiadas ayudan el tratamiento de
heridas en la piel o de la piel desgastada (par.12) y que han sido reconocidos
como agentes inhibidores de la inflamacién (par. 6). Revela que ‘la
concentracion efectiva varia entre 0.00001 vy 5 % de flavonoides en la
composiciéon” (par. 7) 6 entre “0.00001 % y 10 % del flavonoide en la mencionada
composicion farmacéutica” (rev.37). Ensefia que las composiciones pueden
contener de manera particular pinostrobina (par. 17), para ser usadas
topicamente (par44) y que pueden contener uno o mas vehiculos para la
formulacién de cremas, geles, espumas, unglentos y peliculas entre otros (p.47)
como lo diluentes, aglutinantes, buffers, antioxidantes, y excipientes en general
(par. 48).

6. Analisis de Patentabilidad (Art 14 D486)
Nivel Inventivo (Art18 D486)
La reivindicacion 3 dice: “Una composicion de acuerdo con la reivindicaciéon 2

caracterizada porque el compuesto flavonoide de formula general (I) es
pinostrobina (5-hidroxi-7-metoxiflavanona).”

Exp.2006 056 310 — Segundo Art. 45.
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. - D1
Caracteristicas esenciales de la Solicitud US 2003012526441
Composicion para tratar las condiciones inflamatorias de la piel J

Que contiene pinostrobina (5-hidroxi-7-metoxiflavanona)

Ry
e

Ry 0

Se observa que las caracteristicas esenciales de la materia reclamada ya habian
sido reveladas por la anterioridad D1 de la siguiente manera; Una composicion
[par.12, 6] caracterizada porque el compuesto flavonoide de formula general (1)
es pinostrobina (5-hidroxi-7-metoxiflavanona) [par.17].

Se concluye que la materia aca reclamada carece de Novedad.
7. Conclusion

Los requisitos de Patentabilidad de la presente Solicitud se encuentran afectados
asi:

Documento Reivindicaciones afectadas Requisito que
afecta
D1 US 20030125264A1 3 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 60
dias contados a partir de la fecha de notificacién de la presente comunicacion.
En caso de no dar respuesta al presente requerimiento, o si a pesar de la
respuesta subsistieran los impedimentos para la concesién, 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 NO 10 de 2001.

E i‘ 2
rd ra S
JOSE LUIS SALAZAR LOPEZ
Director de Nuevas Creaciones (C)

El anterior requerimiento fue notificado por fijacibn en lista, de fecha
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NUMERO: 269 Cédigo:202092

Exp.07 092 472 - Primer Art 45.



