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Description
"TOPICAL composition for dermatological use as restructuring of the cutaneous

barrier.
FIELD OF'
[0001] The present invention relates to a combination comprising at least one

ceramide, at least a saturated fatty acid C12-C2?, cholesterol and
cholesterol sulfate in particular for use as restructuring of the cutaneous
barrier altered following cutaneous pathologies such as atopic dermatitis,
contact dermatitis, allergic irritativa and seborrheic dermatitis, xerosis,
ichthyosis and psoriasis and the relative topical compositions containing
the above mentioned combination in combination with suitable excipients
and/or diluents suitable for topical formulations.

State of the art
[0002] the present topical formulations emollients/hydrating agents or protective

available on the market, in most cases when they are applied to the skin
altered by cutaneous pathologies exert their activity emollient creating a
relatively impermeable layer on the skin surface on which they are applied,
causing an effect more or less occlusive device comparable to that exerted
by a plastic film applied on the same cutaneous surface to be protected
and to treat. Moreover, this layer can be absorbed by the skin difficult is
easily removable by the use of common detergents in addition to
unintentional mechanical action.

[0003] An improvement with respect to this type of formulation is represented by
topical formulations described in patent Iti 363475 in the name of the
Applicant.

[0004] The topical formulations described in this patent, characterized in that
contain ceramide, cholesterol, fatty acids of not specified chain-length and
of which are not given in the case of saturated fatty acids or if they contain
one or more unsaturations penetrate more deeply and are therefore able
to integrate the lipid content of the epidermis damaged in its barrier.

SUMMARY OF THE INVENTION
[0005] The applicant has now surprisingly found that a combination comprising:

a) at least one ceramide,
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b) at least one saturated fatty acid C12-C22,
c) cholesterol,
d) cholesterol sulfate,
is able to penetrate more deeply and more effectively within the skin not
only reintegrating the supply of lipids of skin with impaired, but also
acting on extracellular matrix at the protein level (on) barrier filagrina
activity, totally absent in combination described in IT1363475.

[0006] The effectiveness of the above combination causes the corresponding
topical compositions that contain can be used not only for the treatment of
atopic dermatitis, contact dermatitis, allergic and irritativa xerosis and
Ichthyosis but also for the treatment of seborrheic dermatitis and psoriasis.
A further object of the present invention are therefore topical compositions
comprising the above mentioned combination in combination with suitable
excipients and/or diluents.

DETAILED DESCRIPTION OF THE INVENTION.
[0007] As is known the ceramides are amides of monocarboxylic saturated with

sphingosine, characterized by the following formula:

or with the Phytosphingosine or the corresponding saturated.
[0008] According to a preferred embodiment of the combination according to the

present invention, ceramide is preferably selected from ceramide 2 or
N-acetilsfingosina (Ceramide NS), or ceramide 3 or the amide of
phytosphingosine (Ceramide NP) with stearic acid.

[0009] According to a particularly preferred embodiment the ceramide used in
combination according to present invention is ceramide 3.

[0010] Preferably, the saturated fatty acid or component b) of the combination
according to the present invention is a Ctò-Cis and, in one embodiment,
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particularly preferred is stearic acid.
[0011] Cholesterol sulfate or component d) of the combination according to the

present invention is preferably in the form of salt and even more preferably
is in the form of sodium salt characterized by the following formula

[0012] The topical compositions further object of the present invention are
preferably in the form of oil in water emulsions or water in oil emulsions.

[0013] Thanks to the particular combination of the present invention is possible to
prepare formulations oil in water substantially hydrophilic such as for
example hydrogel, or water in oil emulsions substantially lipophilic such as
for example ointments, oils, etc.

[0014] For the purposes of the present invention is meant as an emulsion
substantially hydrophilic that oil in water emulsion in which the aqueous
phase is exclusive or predominant, while with the definition of emulsion
lipophilic substantially used to mean that water in oil emulsion, wherein the
oily phase is predominant.

[0015] The topical compositions in the form of oil in water emulsions and water in
oil according to the present invention preferably contain excipients such as
emulsifiers, stabilizers of steps emollients, polymers viscosifiers and
rcologici modifiers oils, varying polarities, naturally occurring waxes or
hydrocarbon, siliconic derivatives variable chain and their polymers
commonly used for the preparation of emulsions of this type and as
described in Remington The Science and Practice of Pharmacy 21 th
edition. The water in oil emulsions and oil in water according to the present
invention are preferably in the form of creams, lotions detergents,
ointments, lipogeli or hydrogels, ointments, milks.
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[0016] Preferably the topical compositions object of the present invention contain
each of the components (a)-( d) at concentrations by weight calculated on
the total weight of the topical composition comprised between 0.1 and 5%.

[0017] The topical compositions object of the present invention can be used both
as a sole therapy or as a therapy complementary to therapies for systemic
administration and can be

[0018] administered one or more times per day depending on the severity of the
pathology.

[0019] We report hereafter topical compositions particularly preferred according
to the present invention. The active principles are part of the association of
the invention are shown in bold type

1- water in oil emulsion:
[0020]

water 58,714-67,011
liquid paraffin 6,440-7,350
Polidecene hydrogenated 1 ÷ 8
ISOHEXADECANE 1 ÷ 10
pentylene glycol 4,600-5,250
PETROLATUM 4,600-5,250
Squalane 0.1 ÷ 5
Butyrospermum parkii 3,680-4,200
GLYCERIN 3,662-4,179
polyglyceryl-3 poliricinoleato 1,840-2,100
sorbitan isostearate 1,840-2,100
magnesium solfate 0,644-0,735
lymphocyte-associated ceramide 3/2 0.1 ÷ 5
magnesium stearate 0,460 + 0.525
cholesterol 0.1 ÷ 5
Colesterol sulphate 0.1 ÷ 5
acid, stearic acid 0.1 ÷ 5

2-oil in water emulsion
[0021]

water 56,548-64,538
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Urea 18,400 + 21000
Polidecene hydrogenated 7. 360 ÷ 8,400
Butyrospermum parkii 3,680-4,200
GLYCERIN 2,746-3,134
ammonium Acriloildimethiltaurate/copolymer VP (vinyl pyrrolidone)
0.920 + 1.050
Palmitamide MEA (monoetilammina) 0.920 + 1.050
caprylyl glycol 0,460 + 0.525
copolymer hydroxyethyl acrylate/sodium acriloildimetil taurato 0,368 +
0.420
xanthan gum 0.184 + 0.210
o-Cimen-5-ol 0. 092 + 0.105
polysorbate 60 0, 092 ÷ 0.105
Squalane 0.1 ÷ 5
Ceramide 3 0.1 ÷ 5
cholesterol 0.1 ÷ 5
cholesterol sulfate 0.1 ÷ 5
Stearic acid 0.1 ÷ 5
3. Detergent face (formulation hydrogel)
Water 79,525-90,762
GLYCERIN 4,577 ÷ 5,224
dimethicone 2,300 7 2,625
dimethicone crosspolimero 1,380 1, 575
Tocopheryl acetate 0. 920 + 1.050
copolymer ammonium acriloildimetiltaurato/VP (vinil0, 736 ÷ 0,840
pyrrolidone)
Allantoin 0,460 + 0.525
caprylyl glycol 0,460 + 0.525
copolymer sodium acrilat/sodium acriloildimetil taurato 0,368 + 0.420
Sodiom hyaluronate 0,368 + 0.420
ISOHEXADECANE 0.230 + 0.263
rubber deidrodroxantano 0.184 + 0.210
Capriloil glycine 0. 138 + 0.158
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lauryl glucoside 0.124 + 0.142
arginine 0.110 + 0. 126
polysorbate 80 0, 092 + 0.105
Squalane 0.1 ÷ 5
Ceramide 3 0, 1 5
cholesterol 0.1 ÷ 5
cholesterol sulfate 0.1 ÷ 5
stearic acid 0.1 ÷ 5
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