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Figure 1

(57) Abstract: The present invention relates to a dermocosmetic composition comprising natural substances for topical use, to im -
prove the appearance, protection and strengthening of nails as well as assisting in the recovery of nail disorders. Additionally, the
O present invention also relates to a process for preparing said composition, a method for strengthening of fragile nails, and the use of
this composition in the preparation of a topical composition for the treatment of nail disorders.
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DERMOCOSMETIC COMPOSITION, PRODUCTION PROCESS OF THE TOPICAL
COMPOSITION, METHOD FOR STRENGTHENING FRAGILE NAILS AND USE OF THE
COMPOSITION

FIELD OF THE INVENTION

(0001 ] The present invention relates to a topical dermocosmetic

1ot

composition comprising at least one extract of the genus Paincum,
at least one extract of the genus Oryza, and at least one film
forming agent and its topical use to improve the appearance of the
ails. Additionally, the present invention relates to the use of
said composition to treat disorders / alterations of the nails

such as reduced resistance, onychoschizia, onychorexis and nail

Ffundamentals of the Invention

{00021 As part of the integumentary system, the nail apparatus is
of great importance, both functional and aesthetic. Naills are

cover the distal porticn of the phalanges.

00021 In addition to the aesthetic function that the nails
exercise 1n our body, especlially 1in women, they act 1in the

protection against trauma to the distal phalanx and adjacent soft
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tissues and also assist in the performance of al
activities performed in daily life. The functions of the nails can
be summarized as: defense, holding/clamping, protection, tactile
and aesthetic. When combined with a physical xamination, the

aspect of the nails can also be indicative of the health of the
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0004 The nails are basically composed of protein, especially

keratin, as well as water, minerals and lipids. The maln component

[0005] Repeated assaults, such as the use of glazes, solvents and

ted manipulation of the nails, poor
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diet, inijury, fungus and ilnfections, and even excessive contact
with water, are some of the important factors that influence

appearance, strength and nail growth, often promoting significant

-

changes in the appearance of the nall plate,.

{

[000s] Weakening of the nails is a universal complaint. Aspects

cracked or split nails, dry and brittle nails, peeling o

tip and poor growth are characteristic of fragile nail

.
syndrome (FUS) .,

(00071 According tc epidemiclogical data, it is estimated that

o

population, and

may reach 40%, considering conly the female populatiocn. The main
nall disorders / nail changes that can be observed in patients

suffering from FUS are: onychoschizia and onychorexis, followed by

cther alteratiocns such asz distal horizontal fissure of the nail

f‘?\

[0008] More specifically, onychoschizia is observed in a lamellar

peeling of the free edge of the nail, i.e., fragile nails with
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peeling., COnychorexis 1s observed in a thinning of the nail plate

with the presence of cracks or fragmentation that may reach the
cpossibility of breakage.

f0009] Several treatments are indicated for strengthening of the

nalls. The freatments range from a simple change of habits,

increased consumption of foods rich in wvitamins (e.g. biotin -

vitamin By}, proteins and minerals, improved hygiene habits such

as waszhing of the hands, having clean and trimme nalls, use of
moisturizers without acetone nail polish remover, the use of gloves
when performing tasks with detergents and abrasives, to the use of

) = 4 »
(0010 According to medical practice, the
brittle nails 1s often made with Dbiotin-
supplementation {(vitamin Br).

Biotin is an eszential, water

as Vitamin Bs Vitamin H or coenzyme R,

14

also known

il

coenzyme, Biotin has action in the metabolism of proteins and
carbohydrates and acts directly in the formation of skin and nails,
(00121 treatment with Dbioctin is found in the
document Said document discloses a formulation for
toplcal use comprising biotin assoclated with wvarious chemical
substances to treat naill disorders. More specifically, said
document is a method to treat nall disorders through the use of a
toplcal compesition comprising a guantity of kictin and a
pharmaceutical ly acceptable salt thereof.
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{0013] Although biotin presents no toxic risks cor 1s associated

with unwanted side effects, its constant use can trigger allergilc
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[0014] When locking for product options focused on naill
strengthening, the cosmetics industry developed product lines of
bases and enamels containing Ynaill strengthening complexes.® The

components of these complexes vary according to industry and range
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Keratin iz a protein synthesized naturally by many animals
for the formation of wvarious body structures. Keratin synthesis

occurs  in  gifferentiated cells, called keratinocytes from

(“,

spithelial tissue (skin) and invaginations from the epidermis to

the dermis (such as the hair and nails) of terrvestrial animals.
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skin and hair and is part of the formation of the nails,

(00161 In order to find alternatives to develop products with
greater effectiveness and fewer unwanted user side effects,

researchers have been working on new formulations, as it 1is

vossible to verify in the prior art; these formulations being for

oral or topical use containing in their composition isclated plant
7

extracts and / or being associated with vitamins and specifii

forming agents seeking an improvement in nail gquality.
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[0017] Deocument WO9505146 discleoses the use of an oral compositi

for the treatment of hair loss and fragile / weak nails. Among the

various components present in the feormulation, are some plant
=xtracts, such as dried sesame extract and seaweed extract,

assoclated with vitamins and other compounds.

5

i0018] In the search for natural active ingredients, the teachings
described in FR 2 610 523 disclose a bilogenic extract, cbtained by
means of Eguisetum arvense, a&associated with an appropriate

excipient, in a preparation for therapeutic application in

[0018] Document W0C2002/007683 discloses a composition comprising

at least one antimycotic agent and at least one film forming agent

—

film derived from chitosan - preferably with the use of hydroxy
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{00201 Document US 5,910,383 discloses the use of a colloidal

gilicic acid in & nail varnish compositicn. However, because it is

.}

an acid, 1t is not possible to rule ocut the fact that some people

have intolerance to this type of compound.

[0021] Therefore in spite of existing alternatives in the
technigque for the treatment of nai
are not widely satisfactory, and it 1s clear that there is still

a need for improvement and tLhe search for new active ingredients
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that solves the problems related to the appearance of the nails,

fragility, and which acts in the treatment of

. and

changes, which overcomes the aesthetd

F_(

dermatclogical disadvantages which still exist.

SUMMARY OF THE INVENTION:

>
0]

[0022] The present invention relates to a topical dermocosmetic

composition comprising at least one extract of the genus Paincum,

.

at least one extract of the g

o)

nus COryza, indicated as a fragile

)

nail enhancer, having the effect of restructuring, hydrating,

hardening and strengthening the nail and, conseguently, ilmproving

[

its guality and appearance, and favoring the recovery of naill
discrders. FTurther aspects of the present invention consist of a
method for preparing said composition, a method for strengthening
fragile nails and the use of the present compoesition in the

preparaticn of a dermocosmetic agent for treating nall disorders,
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THE DRAWINGS
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] Figure 1 refers to comparative data in percentage ©
when evaluating c efficacy for nail desquamation. The graph
r

shows the percentage of peeling at the start of the study (befo

h

-
%]
o

of the investigated product) (D0} and after 07 (D7) and 28

{D28) days of study.

DESCRIPTIOL

b

]

0024] The present invention relates Lo a dermocosmetic
use based on plant extractsand a film

forming agent. In general, said composition acts as a nail



WO 2017/177295 PCT/BR2017/050085

improving qualiity and appearance and favors the

[0025] More specifically, the composition of the present in
has a dermocesmetic functicon and comprises as 1ts actlve ingredient
a combinatiocon of at least two plant extracts of plants selected

from the genera Panicum and OCryza.

100261 Additicnally, the present compesition comprises at least

one film forming agent and pharmaceutically acceptable exciplients.
00271 Optionally, the present compositicn may further comprise

may be in the form of a gel, enamel, lotion, solution or
suspension. Such forms facilitate the application of the

dermocosmetic composition in the nail and improving the
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gredients in the nail plate due to the
<

[0029] The present composition is especially suitable for fragile

h
T

nalil syndrome, acting as a nail strengthener, and having the effect

1%

h

s

‘engthening o ails,

)

of restructuring, hydration, hardening and st:

]

00301 Another aspect of the present invention compriseszs & process

h

Oor preparing sald composition
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[0031] Ancther aspect of the present invention comprises a method

-
0

of said composition.

r strengthening of fragile nails comprising topical application

e
<

invention comprises the use

of a dermocosmetic to treat

naill disorders, vparticularly those related to fragile
syndrome {onychoschizia, onychorexis, etc.) resulting from nail
diseases or exogenous causes as, for example, c¢hemical agents or

]

00331
romprise

of the

oy - 4 - g P B S - o - ~ - o -
aguaticum, Panicum arechavaletae, Fanicum barftowense, FPanicum
bergii, Panicum bisulcatum, Panicum brachyanthum, Panicum
Iy 5 e ENT 5 ) : . U B . ~ 7 - S Y 2 Y
previtfolium, Panicum bulbosum, FPanicum campestre, Panicum
~ S B RSN - ~ Y PR
capillare, Panicum capillarioides, Fanicum
- - o S gy ey £ T . ~ Y - > - T
coloratum, FPanicum curviflorum, FPanicum decolorans, Panicum
J PR ) : - J o - Y
gqecompogsitum, Fanicum qeustum, Panicum
g 4 4 [ SN - - o ‘ar AFE a1 R
Jichotomiflorum Panicum dregeanum, Panicum effusum, Fanicum
£ - - - - Lo o . p . s o 7 - —
flavescens, Panicum fluviicola, Panicum fulgidum, Panicum
v - » PR Eos) < o} -~ v I -
gattingeri, Panicum ghiesbreghtii, Panicum
aglabripes Parnicum aracilicaule Panicum Crumosum Canioum
JLadoripes, anicun gracir.iicauie, Fanicun Jgrumosuin, ~anicum
- - - - 7 - o oy
gyvmnocarpon, Panicum hallii, Panicum havardii, Panicum
T e et > e 77 ~ 5 - 7 - - L.
nemitomon, FPanicum hillmanii, Panicum hirstii, Panicum
by 5 amev37d 77 P 4 R T 3 - - - } + 1 o -
2Lrgutum Panicum hirticaule Panicum hochgtetteri Fanicum
I £ I
kalaharense, Panicum lanipes, Panicum larcomianum, Panicum
7 R Do D » o T A - Y
laxum, Panicum massaiense, Panicum miliaceum, Panicum

T T ioddea o 5 i1 ey =3 oy i SO e Sy f N7
milicidaes, Panicum miiiegrand, Fanicum IT!.J_.IAdx:uAdc.uéc, Fanicum
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ey - PR o o - P PR 1 ; N 4 y
missionum, Panicum monticoela, Panicum nephelophilum, FPanicum
PO bl Il =38) v 3 > = o F bl I 7 N > Prec ;o bl I 7 N 7 - bl

niihauense, FPanicum notatum, Panicum numidianum, Fanicum obtusum,

Panicum olyroides, Fanicum paludosum, Panicum pernambucense ,

Panicum philadelphicum, Panicum phragmitoides, Panicum pilosun,

Falie ¥4
Fa

Panicum plenum, Panicum plicatum, Panicum poaecides, Panicum
polygonatum, prioniti Panicum, FPanicum psilopodium, Panicum
guadriglume, FPanicum queenslandicum, Panicum racemosum, Fanicum
radicans, Panicum repandum, Panicum repens, Panicum reverchonii,
Panicum rigidulum, FPanicum schinzii, Panicum scopuliferum, Panicum
sellowii, Panicum seminudum, Panicum serratum, Panicum stapfianum

Panicum stipitatum, Panicum stramineum, Panicum subalbidum,
Panicum sumatrense, Fanicum Panicum trichanthum,
Panicum tricho i, Panicum trichoides, Panicum turgidum

Panicum urvilleanum, Panicum validum , Panicum verrucosum ,

Panicum versicolor, Fanicum virescens, Panicum virgatum, Panicum
whitei. It should be noted that there are now more than 60 known

h
3
A
3

types of nicum and therefore those skilled

in the art will
recognize that while not all are cited in this report, as mentioned
above, the Panicum extract present in the composition, can be

selected from any species be

i0034] Preferably

[
-
ot
0]

extract of the genus Panicum used in the

present invention is the extract of the species P

sometimes also called Millet cor Proso Millet,
00357 The extract of Fanicum miliaceum, alsc known as Proso

Millet, is a rich source of: (a) proteins; (b) complex B vitamins,

more specifically thiamine, niacin {(nicoctinic acid}, riboflavin,
pantothenic acid and choline; and {(c) amino acids, more
specifically lysine, and tryptophan (Duane
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RB; Proso Millet in North Dakota A-805 (revised), July 2087, NDSU
- Www.ag.ndsu, e )
00361 Preferably, the Panicum mil eum extract of the present
invention i1s obtained from plant seeds and may ke a dry, alcoholic,
hydroalcoholic or glycolic extract, and may be present in the range
of about 0.01% to about 10% of the total welight of the composition.
Preferably in the range of 0.1% tc about 5.0% of the total weight
of the composition,
[00371] The extract of Panicum miliaceum used in the present
invention is preferably a glycolic extract, composed of 1-10% Fluid
Extract, obtained from a 1:10 plant-ethanol ratio and Glycerin
twaeen 40-60%, purified water between 40 - 60%, Sodium Benzoate
between 0.2 0.3% and Potassium Sorbate between (0.Z 0.3%. The
glycolic extract may be based on glycerol or propylene glvcol.
[0038] Additionally, the composition of the present invention
comprises at least cne Orvza extract, selected from any species of
the genus Cryvza, consisting of: Orvza abromeitiana, Orvza alta,
Oryza angustifolia, OQOryza aristata, Orvza australiensis, Oryza
barthii, Oryza brachyantha, Oryza breviligulata, Cryza caudata,
Oryza ciliata, Oryza clandestina, Oryza coasrctata, Oryza collina,
Oryza communissima, Oryza denudata, COryza dewildemani, vz
eichingeri, COryza elongata, Cryza fatua, Oryza filiformis, Oryza
formosana, Oryza glaberrima, Oryza glaberrima subsp. rarthii,
Oryza glauca, Oryza glumaepatula, Oryza glutinous, Oryza
grandiglumis, Oryza granulata, Oryza guineensgis, Cryza hexandra,
Oryvza hexandra var. grandiflcora, Oryza Iindandamanica, Oryza
dJevporensis, Oryza latifolia, Oryza latifolia var. breviaristata,
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oryza latifolia var. grandispiculis, Oryza latifolis var.
roschevitzi, Oryza latifolia var. submutica, QOrvza leersioides,

Orvza longigiumis, Oryvza longistaminata, Oryza madagascariensis,

Oryza malampuzhaensis, Oryza manilensis, Oryza marginata, Oryzs

{

meridionalis, Oryza Mexicana, Oryza meyeriana, Oryza meyeriana

var. indandamanica, QOrvza meveriana subsp. tuberculata, Oryza
mezlii, Oryza minuta, Oryza minuta var. silvatica, Oryza monandra
, Oryza monandra var. grandiflora, Orvza monandra var. parviflora,
Oryza montana, Oryza mutica, Oryza neocaledonica, Oryza

nepalensis, Oryza nivara, Oryza Oryza oryzoides,
Oryza palustris, Cryza paraguayensis, Oryza parviflora, perennis
Orvyza, Oryza perennis var. breviaristata, Oryza perennis var.
ryza perrieri Oryza platyphyla, full Oryza, Oryza
‘ryza prehensilis, Oryza pubescens, Oryza pumila, Oryza
punctata, Orvza reperns, Cryvza rhizomatis, Orvza ridleyi, Oryza
rubra, Oryza rubribarbis, Oryza rufipogon, CQrvza sativa, Oryza
tiva var. fatua, Oryza sativa var. grandiglumis, Oryza sativa

Ja T oot 5 £~ T 5 = e i . - - 4 - P T NPV o g
var. latifolia, Oryza sativa var. paraguayensis, Oryza sativa var.

sundensis, Oryza sativa 2je) ’, Oryza sativ subsp.
rutripogon, Oryvza schlechteri, Oryza schweinfurthiana, Oryza
segetalis, Oryza sorghcidea, Oryvza sorghoides, Oryza stapfii,
Oryza subulata, Oryza sylvestris, Oryza ti1sseranti, Oryza

triandra, Orvza triticoides, Cryza ubanghensis.
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> 1 extract of the genus Cryza used in the
present inventicn is the extract of the species CQOryza sativa,
obtained from plant seeds and may be a dry, eglcoholic,
hydroalcoholic or glycolic extract, and be in hydrolyzed or non-

hydrolyzed form, and may be in the range of about 0.001% to about

4



WO 2017/177295 PCT/BR2017/050085
12

I

range of 0.005
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weight of the

composition,

[0040] The Crvza sativa extract 1s also a rich source of protein

proline, serine, threonine, tryptoghan, tyrosine and valine,

0041] The extract of Cryvza sativa used in the present invention
is preferably a glycolic hydrolyzed extract, composed of
;10 plant-ethancl
ratio and Glycerin between 40-60%, purified water between 40-60%,

Sodium Benzoate between 0.2-0.3% and Potassium Sorbate between

0.2-0.3%. The glycolic extract may be based on glycerol or

ferming agent in the compesition of the present

ected from the group of water soluble fiim forming
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agents. Non-limiting examples of water soluble film forming agents

may be selected

-t
=
Q

from cellulose derivatives, polysaccharides (e.qg.

n

pullulan), gum arabic, or any other known water oluble film

forming agent in the art, and mixtures thereof. In the present

invention, the compositicn contains at least cone film forming agent

fand
@3]
SO
O
h
“+
=
0]
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O
¢t

present in the range of about 0.5% to about tal weight

of the composition.

{0043] According to the present invention, at least one film

forming agent comprises a mixture of a polysaccharide and gum
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arabic. More specifically, a mixture of pullulan and gum arabic,

the pullulan may be present in the range of about 7% to about 13%

e

»j
h

of the total weight of the composition, and may be

in the range of about 0.5% to about 2% of the total weight of the

[0044] In addition to the plant extracts, the film forming agents

and pharmaceutically acceptable exciplents, the composition,

O
&
-
0

of the present invention, may further contain optionally at

¥

least one keratin and/or biotin.

]

0045] Keratin is a structural protein compesed of 20 amino acids

{(glycine, alanine, serine, cysteine, tyrosine, aspartic acid,
glutamic acid, arginine, histidine, asparagine, glutamine,

proline, phenylalanine, valine, tryptamine, lysine, leucine,

()

iscleucine, methionine and threonine} with special characteristics
such as, for example, microfilaments having resistance, elasticity

and water impermeabllity.

{0046] The keratin present in the composition, object of the
present inventicn, can be in its hydrolyzed cr nen-hydrolyzed form,

and in the range of about 0.1% to about 1% of the total weight of
the composition., Preferably, the keratin is in its hydrolyzed form

and is in the range of about 0.3% to about 0.6% of the total weight

of the composition.
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{0048] The pharmaceutically acceptable excipients included in the
composition of the present invention include, but are not limited

to, a wviscosity agent, wetting agent, preservative, organic

solvent and an aguecuys vehilicle.

{0049] Examples of viscosity agents include, but are not limited

to, the compounds selected from the group consisting of: alginic

acid, bentonite, carbomer (carbopol), methylcellulose, dimethyl

Fh

and mixtures thereof

.-‘-v
—

sulfone, sodium alginate, gum tragacant

.

[0050] The wviscoslty agent may be present in the range of about 1%
to about 10% of the total welght of the composition. Preferably,
the viscosity agent is dimethyl sulfone and 1s present in the range

of about 4% to about 6% of the total weight of the compoesition.

_O
e
e
T
’_<
—
—
@}
’._..
jo
O
®
-
i
A
o
—
Qs
=
®
-
e
o
+
l_._
’.J
=3
=)
,._l
ful
®
2
@]
~

{00511 Examples of wetbing ag

°

ompounds selected from the group consisting of: glycercl

{(glycerin), propyiene glyccl, sorbitol, +trehalose, triacetin,

‘i

cyclomethicone, and mixtures thereof.

[0052] The wetting agent may be present in the compositicn in the
range of about 0.5% to about 10% of the tota
composition. Preferably, the wetting agent 1is glycerin and 1is

present in the range of about 1% to about 4% of the total weight

of the composition.

D053] Examples of preservative agent include but are not limited

—

-

to, compounds selected from the group consisting o)
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phenylpropancl, bronopoel, butylparaben, ethylparaben,

-

_\
L

,_u .

imidazo

H
o
-
.
c
B
o
js})
N

thylparabern, phenoxyethancl, godium

0]
3
D
o
h
.

benzoate, potassium sorbate and mixtures therx

,..4

weight of the composition. Preferably, the preservative agent 1is

o~

a mixture of sodium benzoate and potassium s

¢
O
n
rs
o
T
)
o
K._
%5}
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=
)
w
0}
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T

in the range of about 0.2% to about 0.6% of the total weight of

()

ol

ct

i0055] Examples of organic scivents include, but are not 1limi

-

to, compounds selected from the group consisting of: short chair

5
1
}

1, ethanol, isopropancl, etc.}, short chain
ketones {acetone, methyl ethyl ketone, etc.}), light hydrocarbons
or a mixture of light hydrocarbons (hexane, petroleum ether, etc.},
light chlorinated hydrocarbon {chloroform, methylene

hydrochlioride, ethylene tri chloral hydrate, etc.), and mixtures

[0056] The organic solvent may be present 1n the composition of
~he present invention in the range of about 5% to about 40% of the
otal weight of the compoesition. Preferably, the organic sclvent
is ethancl {(ethyl alcohcl) and is present in the range of akout

20% to about 30% of the total weight of the composition.

0057] An example of an agueous vehicle is water used as the base

osition in an amount sufficient for the final volume of the
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[0058] Anocother relevant aspect of the present invention relates to

the method of producing the topical composition for use on the

phase, comprising:

(i} In a suitable container and under slow and
constant stirring, add water and mix the plant
extracts, film forming agents and other compounds
of the agueous phase, such as viscosity agents,
wetting agent, preservative and optionally, adding

)

biotin and / or keratin;

Q&
e
o
1@l

y Finaily, under constant agitation slowly

(=N

(1

he organic solvent and;

)

o

(b)) Maintain under moderate agi

w
o
N
@
h
O
=
&3]

kel
0]
[t
o
O
[»]
=h
=

(¢} Maintalin the mixture under slow agitation for a periocd

of about 3 to 5 hours;

{d} Packaging of the composition.

EXAMPLES:

f0059] 1t should be understocd that the examples and embodiments
described in detail herein illustrate the invention without,
imiting 1ts scope, and that wvarious modificatiocns or

d in

£

v

will be suggestive to those sgkil

£
the art. Such equivalent achilevements should be icluded within

Example 1: General formulation of the topical compositio
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least one plant extract of the g
least one plant extract from the
least cne film forming agent, and

~ad
cali

rmaceut i

genus
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enus Panicum,

Orvza,

acceptable exciplents.

i0060] Cpticnally, the composition, object of the present
invention comprizes: (&) at least one keratin and (f) kictin.
Example 2: Production method of the compositions of formula 1 and
2

=

{0061] The production process of the compesitions of formula 1 and
formula 2 (Table 1) consists of the steps described below:

Table 1:

Compositions of formulas 1 and 2

Feedstock

FORMULA 1

% w/w total

FORMULA 2

% w/w total

Hydreolyvzed glycolic extract of 0.500 0.010
Oryza sativa

Glycolic extract of Panicum 5.000 0.100
miliaceum

Biotin 0.010 0.010
Hydrokeratin 0.500 0.500
Dimethyl sulfone 5.000 5.000
Fullulan 8.000 3.000
Gum arabica 1.800 1.000
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Glycerin 2,680 2,680
jodium benzoate 0.186 0.200
Potassium sorbate 0.186 0.200
Ethyl alchohol 25.000 Z25.000
Water gsp 100 gsp 100
(51,938) {(57,300)
i) Preparaticn of the colloidal soluticn
a} In an appropriate container under slow and constant
stirring, add the total water calculated to gsp of the final
volume (100%) and digsclve the biotin and preservatives,
sodium benzoate and potassium sorbkate;

b) After dissolution, add the pullulan to the mixture under
slow stirring until complete dissolution.

¢} In sequence add the GUM ARABIC under slow stirring until
complete dissolution;

d) Add the dimethyl sulfone to the mixture under slow stirring
until complete dissolution;

e} Add the hydrokeratin, the extract of Panicum miliaceum,
the extract of Crvza sativa and glycerin slowly to the mixture
under stirring until mplete dissclution;
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£} Finally, add the ethanocl slowly to the mixture and stic
until complete homogenizaticon of the mixture;
g} If necessary, adijust the final volume with water {(gsp);

h) maintain the mixture under moderate agitation for a pericd

about 40 to 60 minutes until comp!

O

ation and

o)
>
h
o}
o8
\1

)

te homogeniz

uniform phase formation; and

-
1
.

i) After complete homogenization, maintain the mixture under

slow agitation for a period of approximately 4 hours.

N

of the composition.

-
e
ey
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{0062] The compoesitions of formula 1 and 2, obtained according to

‘bed above, are indicated for topical usze con the

[

the process de

nail, and present a clear and homogeneous appearance and a slightly

sl

vellowish color. The compositions of formula 1 and 2, after applied

H

apable of forming a transparent and non — glossy

ﬁ
O
)
)
@D
o

~
=
M
=
o

film and strongly adhered to the nail, and did not cause irritation

Y
Ded .

to the adiacent skin or the periungual

3: Efficacy study of the composition of formula 1

(0063] A clinical study with the composition, object of the present
invention, was performed in women and / or men with nail changes,
such as those described 1in the syndrome of fragile naills
{(onychoschizia, onychorexis, etc.) resulting from nail diseases or

excgenous causes such as, for example, chemical agents or trauma.
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{0064] In the study was used the composition of formula

[E

described in Example Z as well as compositions with variations in
components (table 2). These compositions were applied to

volunteers to evaluate the effectivensss of the complete
na

ot
<
D
-
3
O
i
D
1)
D
-
-+
U
O
[
o}
Q
Q
=
i"
3

composition, and the isolated ac

ith and without the presence of film forming agents, during a

Table 2: Altered formulas used in the study
Group 1 2 3 4 5
Ingredient % % % % %
Gum arabica 1 1 nor non non
Ethyl aicohol 25 25 25 25 25
Agua gsp qasp gspe qasp gspe asp
Hydrolyzed
glycolic extract nen 0.5 0.5 nor 0,5
of Oryza sativa
Glycolic
of Panicum non 5 non 5 5
miliaceum
Glycerin 2,68 2,68 2,68 2,68 2,08
Potassium sorbate
and sodium 0.4 0.4 0.4 6.4 0.4
nzoate
Pulliulan 3 8 non non non
otal 100 100 100 100 100

Legend: non - indicates absence of the ingredient

[
‘.1
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criteria

Inclusion Criteria

Exclusion Criteria

years;

weak ils

na
without

cause

FPregnancy or risk pr

Lactatio

5

nf
oxX

stern transverszse partl

fingernails {onychomycos
psoriasis, etc.);

deficie
or vitamin

O L 2rs r

6.

laminar sep

us medic

egnancy;

tio

Q

(\

n;
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{z) day {s) and time {(s)
set (s) for evaluations;

ndlitions considered by

)

51 (fifty one) completed t

or reported reaction in the

g
}.A
i
5
3
)
=
o
ke
}._.X

P2 = FF 4+ PA + 08 - Group

P3 = 08 - Group 3
P4 = PA - Group 4

P5 = PA 4+ 08 - Group ©

g
3]
i

,___
<
<
N
\\e/

—

Tt

on the nails and cuticles

none presented

uate

Formula 1 of Example 2 - Groug

e volunteers were

in the study was from 18

57 velunteers screened,

Q
Q
e
o}
h
3
D
0

]
Q.
Fa}
&
—

3
—
o

O
1
.
D
W
park
o
=

y
3

standardized with a label

. e . 5
le, validity, sample lot,

: i o~ £ R
Lo extract of Fanicum

apply the sample evenly

{

day with the aid of the brush and
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~apply after the washing of hands. For

£~
»
O
P
\
193]
o
]

U

193]
pe
.
l_._
ot
[61]

-

W
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3
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e
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e use of enamel during the use of the product,

i{0070] During the first wvisit, called D0, the veolunteers are

who checks the criteria for inclusion and

QJ
-
D
n
Ui
3
0]

study and eval signs that

characterize weak nails such as delamination, flaking, transverse
and longitudinal separation, the presence of ridges and grooves,

nail thickening or thinning and hydration.

0071 Following the clinical evaluation, the cligible

participants were referred to the instrumental efficiency area to

perform the photographic record of the nails.

i0072] At the end of the photographic record, the participant

were kept in the area and remal

of 20 nminutes under controlled

3
Il
)
)
-4

{Temperature: 2°C and Relative Humidity: RH = 50 & 5%)

{00731 The study participants were randomly divided into six
groups. After randomization, the participants were dischargea and
received the samples relative to theilr group, which would be used
£ the study, along with a copy of the form containing all

to the use of the product. In addition, they

were informed of the dates of return toe the Research Center for

the next visit.

O
<
~
s
T
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=
t
}._4
Q
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T
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a
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after 07 (D7) and 28

(W)
No
o0
@]
O3
|~<:
n
O
h
3
[
O
O
o
@]
~t

use for new evaluaticns. During the



WO 2017/177295 PCT/BR2017/050085
24

intermediate visit (D7) were reinforced the guidelines for non -

n

D

Lte tc

<

use nail polish or removers or any other products at the

On the wvisits of D7 and D28 the participants returned to

r--.
[w]
(@]

.
Lrl
N

Research Center for a new clinical valuaticn, instrumental

ot
=2
D

and photographic record, in the same way as the initial visit., At

the end of the evaluations, the participants answered a subjective

guesticonnaire and were dismissed, and during the D7 wvisit, the

th
j
i
O
O
h
ot
-

o

{

{

volunteers were asked to return after 28 davs of

preoduct. The study was completed after the 28-day visit.

clinical evaluation performed on return visits

<
O
~d
[}
—
-
oy
o
=
9]
et
jon
0
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=
ot
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=
M

{(visual analysis), it can be concluded that:

5

Group I - Improvement was observed between the experimental time

D28 in relation to the initial time (D0} for the parameters:

delamination, transverse separation, spontaneous Dbreaking and

o
&
€G]
®
[}
<
®
(R
O'
(.,
&
o)
o}
-+
o

Group II - Significant improvement was

experimental time D28 in relaticn to the initial time (DO} for the

parameters: delamination, spontaneous breaking and aspect of the

cuticle.

Group IITI - No significant improvement was observed in any of

h
ot
-5
O

parameters.,
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4
1
~~

Group

- Significant improvement was observed between the

{

experimental time D28 in relaticn to the initial time (DO} for the

i}

parameters: de.

-

lamination anc spontaneous breaking.

Group V - No significant improvement was ocobserved in any of the
parameters,
Group VI - Significant improvement  was observed Dbetween

-
I
i

experimental periods D7 and DZE at the initial time (D0) for the
parameters: delamination, peeling, transverse partition
longitudinal separation, thickening / thinning of the nail and

spontaneous nall breakage. For the aspect parameter of the cuticles

there was significant improvement in D7.

Instrumental Evaluation of Degree of Nail Desgquamation

4

Luation o©of peeling of the nails

ja—
b

(00771 For the instrumental eva
after the capture of photographic records at days (DO, D7 and D2
days), the chosen nall image was analyzed using the Image Pro

software: the chesen nail for the analyvsis was that which had the

oy

highest numbe of scales in order to show the acticon of the

proauct.

\age analysis, the degree of peeling was

quantified and compared Dbetween the experimental periocd
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lts

reduction

study
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expressed  as

visit)
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was considered as

n visits D7 and D28
an increase of nail

ercentages

results below 100% emonstrating an  ilmprovement in nail

desguamation and results abeove 100% demonstrating a worsening of

nail desguamation.

Tablie 4: Desguamation of nails by time of use of the product (%)
GROUP 1 | GROUP 2 GROUP 3 iGROUP 4 |GROUP 5 GROUE 6

Days (FF FFP+PAFOS [0S BPA PA+OS Formula 1

Do 100.00041100.000 {100.000 $100.000 |100.000 100.000

D7 92.045 178.869 98.624 50.391 45,316 48,122

D28 80.742 162.523 836.314 68.200 50.38¢ 26.481

{00721 A reduction of deszguanation of the nails after 7 (D7) and

28 days (D28) of use o©of the products in the tested groups was

0080] Group V impro

I
H
H
L

when compared with groups I

330
(D2

o~

davys 3) using the pr

{0081] Group VI presented a significant
of the nails after 07 (D7)

this group

vemen

T, TII,

and 28

being far

days

in desguamation

v

after

desguamatiocn
the oduct

the ©



WO 2017/177295 PCT/BR2017/050085
27

particular feature introduced herein is to be understocod only as
something that has been described for ease of understanding and
has hbeen performed without departing from the described inventive
concept. The limiting features of the object of the present

invention are related to the claims which form part of the present

report.
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CLAIMS
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(a) at least one plant extract of the gernus Panicum,
(b} at least one plant extract from the genus Oryza,
{cy at least one film forming agent, and

(d} pharmaceutically acceptable excipilents.

2.

Dermocosmetic composition according

o
O
o
QD
o
':’3
.
~
\’-: )
o]
M
®
e
o
=

comprises optionally:

{e) at least one keratin; and/or

P
O
o
5

Dix

o

~laims 1 or

=N

3, Dermocosmetic composition according to any one of

2, wherein it 1s for topical wuse and 1is 1in the form of a

o

pharmaceutical gel, enamel,

T oms v . = rrs - - N T -~ NN oS N Y i 1 ~ 3w I
4. Dermocosmetic composition according to claim 1, wherein the

anicum extract be selected from any species o¢f the group

consisting of: Fanicum amarum, Panicum ambiguur, Fanicum
anabaptirstum, Panicum anceps, Fanicum antidotale, Panicum
agquaticum, Panicum arechavaletae, Panicum bartowense, Panicum
bergii, Panicum bisulcatum, Panicum brachvanthum, FPanicum
brevifolium, Panicum bulbosunm, Fanicum campestre, Panicum
capillare, FPanicum capillarioides, Panicum

i L S e ey T P PR . i o~y e - -
coloratum, Panicum curviilorum, Panicum decolorans, Fanicum



WO 2017/177295
29

PCT/BR2017/050085

decompositun, Panicum deustum, Panicum dichotomifiorum
, Panicum dregeanum, Panicum effusum, Panicum flavescens
, Panicum fluviicola, Panicum fulgidum, Panicum gattingeri
, Panicum shreghtii, Panicum glabripes, Panicum
racilicaule, Panicum grumosum, Panicum gymnocarpon, Panicum
hallii, Panicum havardii, Panicum hemitomon Panicum
hillmanii, Panicum hirstii, Panicum hirsutum , Fanicum
hirticaule, Panicum hochstetteri, FPanicum
kalaharerise, Panicum lanipes, Fanicum larcomianum , Panicum
laxum, Panicum massaiense, Panicum miliaceu , Fanicum
milicoides, Panicum millegrana, Panicum mindanaense, Panicum
missionum, Panicum monticola, Fanicum natalense, Panicum
niihauvense, Panicum notatum, Fanicum
btusum, Panicum olyroides P Panicum
paludosum, pernambucense Panicum, FPanicum philadelphicum, Panicum
phragmitoides, Panicum pilosum, P
Panicum poaecides, Panicum polygona

arnic

P

o

trachvrachis Panicum trichanthum, Panicum trichocladum, Panicum
trichoides Panicum  turgidum, Panicum U, validum
Panicum, Verrucosumn Panicum, FPanicum lor, Panicum
virescens, Fanicun vergatum, Panicum whitei,

5. Dermocosmetic composition according to claim 4, wherein the
=xtract of the genus Panicum 1s the extract of Panicum miliaceum,.
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6. Dermocosmetic composition according to any one cof claims 4 or
5, wherein the extract 1s dried, alccholic, hydroalcoholic or

7. Dermocosmetic compesition according to any one of claims 5 or

)

is obtained from plant seeds and is

[0
]
Q
3
QO
o
3
[
X
ot
W
O
o

5, wherein the
t

present in the range of about 0.01% to about 10.0% by total weight

m
{

of the compositic

L

8. Dermocosmetic compozition ccording to claim 7, wherein the
Panicum extract 1s present in the range of about 0.1% to about

5.0% of the total weight of the composition.

2. D wceosmetic composition according to claim €, wherein the
Panicum extract 1s preferably a glycolic extract.
10, bDermocesmetic compositicon according to claim 1, whereln the

N
N
A
—
¥
>

Oryza extract is selected from any group of species consisting of:

Oryvza  abromeitiana, Cryza alta, Oryza angustifolia, Oryza
aristata, Oryza australiensis, Oryza barthii, Oryza brachvantha,
Oryza  breviligulata, Oryza caudata, Cryza ciliata, Orvza

Oryza, (Oryza denudata, Cryza dewildemani, Orvza eichingeri, Oryza

elongata, Oryza fatua, Oryvza filiformis, Oryvza formosana, 0ryza
glaberrima, Oryza glaberrima subsp. barthii, Cryvza glauca, Oryza
glumaepatula, Oryza glutinous, Oryza grandiglumis, Oryza

<
O}
~
.

0
I
)

Q
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%
ey
Q
-
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138, Oryza latifo
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Oryza longistaminata, Orvza madagascariensis, Oryza
malampuzhaensis, Oryza manilensis, Oryza marginata, Oryza

meridionalis, Mexican oryza, Cryza meyeriana, Oryza meyeriana var.
indandamanica, QOryza meyeriana subsp. tuberculata, Oryza mezili,

inuta var. &

b

{

)
N
jSH)
)
=3
-
o]
o
&
+
I
s

Y
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N
jSH)
)
=3
-

lvatica, Oryza monandra, Oryza
monandra var. grandiflora, Oryza monandra var. parviflora, Ory
neocaledonica, CQOryvza nepalensis,

Crvza oryzoldes, Crvza palustris,

P

Oryza paraguayensis, Oryza parvifiora, Oryza perennlis, 0Orvza
perennis var. breviaristata, Oryza perennis var. fuscella, Oryza

perrieri, Oryvza platyphyvla, Orvza plena, Oryza praecox, Oryza

37 ;7 - 1 s N s
pumila, Oryza punctata, Oryza
N B s e o o
ridleyi, Oryza rubra, Oryzs

rubribarbis, Oryza rufipogon, Oryza sativa, Oryza gativa var.

fatua, Crvza sativa var. grandiglumis, Cryza gativa wvar.
latifolia, Oryza sativa var. paraguayensis, Oryza sativa var.
sundensis, CQOryza sativa subsp. fatua, Orvza sativa subsp.
rufipogorn, Oryza schlechteri, Oryza schweinfurthiana, Orvza
segetalis, COryza scrghoidea, Oryza sorghoides, Oryza stapfii,
Oryza subulata, Oryza sylvestris, Oryza tisseranti, Oryz

triandra, Oryza triticoides, Qrvza ubanghensis.

il. Dermocosmetic compositicon according to claim 10, wherein the
=xtract of the genus COryza is an extract of COryza szativa.

12, Dermocosmetic composition according to any cne of claims 10 or
11 , wherein the extract 1s dried, alcoholic, hydroalcoheolic or
glycolic, either hydrolyzed or non-hycdrolyzed.
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13, Dermocosmetlic composition according to any one of claims

12, wherein the extract 1s obtained from plant seeds and is in the

range of about 0.001% to about 5.0% of the total weight of the

composition.

1.0% of the total weight of the composition.

e

15, Dermocosmetic composition according to <

Laim 12, wherein the

extract of Oryza is vreferably a hydrolyzed glycolic extract.,

i6, Dermocesmetic compositicon according to claim 1, whereln the

film forming agent is selected from the group of water soluble

film forming agents consisting of cellulose derivatives,

3

olyseccharides, gum araklc, or any other f£ilm forming agent

soluble in water and mixtures thereof.

17, Dermocosmetic composition according to claim 16, wherein the

film forming agent comprises a mixture o©of gum arabic and

polysaccharides, and is present in the range of about 0.5% to about

s of the total weight of the composition,

)

18, Dermocosmetic composition according to claim 17, wherein the
polysaccharides is a pullulan and in the range of about 7% to
akbout 13% of the total weight of the composition and gum arabkic in

the range of about 0.5% to about 2% of the total welght of the
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19, Dermocosmetic composition according to claim 2, wherein the

=y

keratin is in its hydrelyzed or non-hydrolyzed form, and is pre:
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in the range of about 0.1% to about 1% of the total weight of

composition and biotin is present in the range 0.001 % to 0.1% of

20. Dermocosmetic composition according to claim 19, wherein the

the range
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of about 0.3% to about 0.6% of the total welight of the composition
and biotin is present in the range of about 0.007% to about $.02%

of the total weight of the composition.

21. Dermocosmetic composition according to claim 1, wherein the

pharmaceutically acceptable excipients i1nclude, but are not

e)

limited teo, viscogity agent, wetting agent, preservative, organic

solvent and an agueocous vehicle.

!

acid, bentonite, carbomer (carbopol), methylcellulose, dimethyl
sulfone, szodium alginate, tragacanth and mixtures therecf and are

% to about 10% of the total welight
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23. Dermocosmetic composition according to claim 22, wherein the

I )

viscosity agent is dimethyl sulfone and 1s present in the range of

i e

about 4% to about 6% of the total weight of the composition.
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24. Dermocosmeti composition accordil Lo ¢

ing
=

[

etting agents are selected from glycero {

giycol, sorbitol, trehalose, triacetin,
mixtures thereof and are present in the

of about fotal

25. Dermocosmetic composition accordl

ing
=

weltting agent

to about 4% of
26, Dermocosmetic composition according to

prezervative agent is
ethylpar
oxyethancl, sodium

1

mixtures therec

the total weight of

to

preservative agent is a mixture of sodium be
g s a5 N 2y P . ~ 4 alveyta 0o
sorbate and 1s present 1n the ange CL about 0.2
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28. Dermocosmetic composition a

organic solvent is

welgh
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laim 21, wherein the
glycerin}, propylene

c,s

composition

aim 21,

aben,
benzoate,

and is 1in range

nzoate and potass

Lo

ethanol, isopropanol, etc.), short chain keto
ethyl ketone, etc.), Llight hydrocarbons or a

weight of

O

etc.),
hydrochloride,

thereof and is in

rclomethicone,

frc

in the range

of the composition

wherein the

from the group consisting of: phenyl

imidazo

potassium

cm abo 0.1% to
26, wherein the

% to about 0.6% of
m 21 whereln the

{methanocl,

methyl

ight <chlorinated

ethylene tri
the range of
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29, Dermocosmetic composition according to claim 28, wherein the

.

organic solvent is ethanol ({ethyl alicchol} and is present in the
range of about 20% to about 30% of the total weight of the

composition,

30. Dermocosmetic composition according to claim 21, wherein the
agqueous vehicle is water in sufficient gquantity for the final

volume of the composition.

31. Dermocosmetic composition according to any one of claims 1 to

30, wherein it acts on the nail protection, n

js3}

strengthening and

recovery of nail

O
w0
K._
o+
}_.: -
O
w

32. Dermocosmetic comp: ccording to any one of claims 1 to

30, wherein it iz a composition for topilcal use.

. A process for producing the topilcal composition as defined in

L

any one of claims 1 to 32, compriszing the steps of:

-

a} In an apprcopriate container under slow and constant
stirring, add the total water calculated to gsp of the
final wvolume (100%) and dissolve the Dbiotin and
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b) Add the pullulan to the mixture with slow stirring until

complete dizsolution,

S

O

-

disgsclution;

(.
o+
0

i,
h

\dd the gum arakic under slow stirring until comp

put i

d) Add the dimethyl sulfone to the mixture under slow

mixture under stirring until complete disscoiution;

£} Add the ethancl slowly, stirring the mnmixture until

complete homogenization of the mixture;

N
o
O,

[
o
U
ot
ct
-y
0]
h

“inal volume with water (gsp;);

h) Maintain the mixture under moderate agitation for a period

el

sbout 40 to 60 minutes until complete homogenization

of

¢

8]

and uniform phase formation; and

Py
s
{

i) After complete homogenization, maintain the mixture under

slow agitation for a period of approximately 4 hours,
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of fragile nails comprising the
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toplcal application of the compositicn as in any one of

35, Use of the composition as defined in any one of claims 1 to

3

32, wherein it is in the preparation of a toplical composition for

the treatment of nall discrders.

z o

36. Uszse of the compositicn according to claim 35, wherein the naill

discrders are related to fragile nail syndrome, onycheschizia and

onychorexis,
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