EP 2 311 454 A2

(1 9) Europiisches

European
Patent Office

Office européen
des brevets

(11) EP 2 311 454 A2

(12) EUROPEAN PATENT APPLICATION
published in accordance with Art. 153(4) EPC

(43) Date of publication:
20.04.2011 Bulletin 2011/16

(21) Application number: 09765946.0

(22) Date of filing: 19.06.2009

(51) IntCl.:

AG1K 31/405(200601)  AG1P 17/00(2006.01)

(86) International application number:

PCT/ES2009/000339

(87) International publication number:

WO 2009/153373 (23.12.2009 Gazette 2009/52)

(84) Designated Contracting States:
AT BEBG CHCY CZ DE DK EE ES FI FR GB GR
HRHUIEISITLILT LU LV MC MK MT NL NO PL
PT RO SE SISK TR

(30) Priority: 20.06.2008 ES 200801861

(71) Applicant: Umbert Millet, Ignacio
08017 Barcelona (ES)

(72) Inventor: Umbert Millet, Ignacio

08017 Barcelona (ES)

(74) Representative: Ponti Sales, Adelaida

Oficina Ponti
C. Consell de Cent 322
08007 Barcelona (ES)

(54) DERMATOLOGICAL PHARMACEUTICAL COMPOSITION FOR THE TREATMENT OF SKIN
INFLAMMATION DISEASES, SUCH AS DERMATITIS, ATOPIC DERMATITIS, VITILIGO,
ALOPECIA AREATA, ACNE, PSORIASIS, PRURITUS OR COMBINATIONS OF SAME

(57)  The invention relates to a dermatological phar-
maceutical composition for the treatment of skin inflam-
mation diseases, such as dermatitis, atopic dermatitis,
vitiligo, alopecia areata, acne, psoriasis and pruritus. The
invention comprises a base anti-inflammatory agent,
such as indometacin; one or more optional active ingre-
dients selected alternatively from among at least a cor-
ticoid and an antibiotic; and a combination of topical anti-
oxidants used to potentiate the anti-inflammatory effect,
selected from among green tea, lipoic acid, curcumin,
ascorbyl palmitate, Coenzyme Q10, resveratrol, Pycnog-
enol TM , L-camosine, taurine, vitamin E, vitamin C, pa-

paya extract, isoflavones, manganese, lycopene and
quercetin. At least one of the topical antioxidants is a
peroxisome  proliferator-activated  receptor-gamma
(PPAR-y) activator. The invention also includes at least
one antioxidant substance with an antiproliferative effect
on keratonocytes, e.g. manganese, and at least one sub-
stance that blocks tumour necrosis factor-alpha (TNF-a)
or other cytokines that provoke the acute phase of the
inflammatory reaction, also with an antiproliferative ef-
fect, e.g. pentoxifylline.
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Description
Technical field of invention

[0001] The presentinvention relates to a pharmaceu-
tical composition for treating dermatological inflammato-
ry diseases of the skin, such as for example dermatitis,
atopic dermatitis, vitiligo, alopecia areata, acne, psoriasis
and pruritus, and combinations of them, which contain
at least one anti-inflammatory base, such as Indomet-
acin.

Background of the Invention

[0002] In dermatology, today there are frequent multi-
ple inflammatory diseases of neurogenic otigin. These
diseases can be dermatitis, atopic dermatitis, vitiligo, alo-
pecia areata, acne, psotriasis and pruritus, etc., according
to immunological alterations, gene activations, infec-
tions, destruction of melanocytes destruction of immu-
noprivilege of the hair follicle, etc. occur.

[0003] There are currently multiple embodiments of
drugs for the treatment of each of these diseases, mainly
based on the use of an anti-inflammatory, such as in-
dometacin, ibuprofen (although this is very photosensi-
tive), their equivalents, or corticoids, topically.

[0004] In dermatology itis not usual the administration
of combinations of active ingredients. This is generally
because of the difficulty to found by the person skilled in
the artthe combination of two or more active ingredients,
with respectto the chemical stability and interactions that
can cause drug products to be present in the same for-
mulation (see FR2848454 of L’Oréal) .

[0005] There is therefore in dermatology the percep-
tion that the association of active ingredients is generally
not effective against skin diseases.

[0006] Therefore, the formulations against inflamma-
tory diseases in dermatology are based on anti-inflam-
matories, corticoids alone or combined (forexample, with
doxepin, for example in CN1363276) of powerful action,
not without side effects.

[0007] The presentinvention aims to disclose a phar-
maceutical compound that overcomes this barrier, and
is suitable for a very effective treatment of many diseas-
es, concomitant or not, of inflammatory kind, mainly but
not exclusively, arising from new known etiologies, for
example allostatic overload by neuroimmunoendocrine
stress.

Summary of the invention

[0008] To this end, the object of the present invention
is a new pharmaceutical composition for treating derma-
tological inflammatory diseases of the skin, such as for
example dermatitis, atopic dermatitis, vitiligo, alopecia
areata, acne, psoriasis and pruritus comprising an anti-
inflammatory such as indometacin, characterized in that
it further comprises
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- a combination of topical antioxidants to boost the
anti-inflammatory effect by the activation of the per-
oxisome proliferator-activated receptor gamma
(PPAR-y) ; and

- one or more optional active ingredients selected al-
ternately from:

- atleast one corticoid; and

- an antibiotic.

[0009] Thecompositions accordingto the invention al-
so comprise preferably at least one antioxidant sub-
stance with keratinocyte anti-proliferative effect, and a
blocking substance of tumor necrosis factor alpha (TNF-
«) or other cytokines stimulant of inflammatory reactions,
also with anti-proliferative effects.

[0010] The preferredantioxidant substance with kerat-
inocytes anti-proliferative effect is manganese, particu-
larly in the case of psoriasis, and the preferred blocking
substance of tumor necrosis factor alpha (TNF-a), also
with anti-proliferative effect is pentoxifylline. Manganese
is part of enzymes such as superoxide dismutase SOD,
which show a high antioxidant capacity and protection
against free radicals, with anti-proliferative effect.
[0011] Manganese and Pentoxifylline are included in
weight proportions of up to 5%.

[0012] According to another feature of the present in-
vention, at least one of the topical antioxidants is an ac-
tivator of the peroxisome proliferator-activated receptor
gamma (PPAR-v), such as lipoic acid.

[0013] In afirst variant of the drug, designed particu-
larly for the treatment of dermatitis, atopic dermatitis, vi-
tiligo, alopecia areata, psoriasis and pruritus, said option-
al active ingredients are corticoids.

[0014] In a second variant, corticoids are replaced by
an antibiotic for the treatment of acne, as inflammatory
process of the skin.

[0015] Incase of corticoids, clobetasol propionate can
be used, especially for the treatment of vitiligo, alopecia
areata, and psoriasis, in a decreasing concentration with
decrease of the pathological intensity, preferably be-
tween 0.1 and 0% by weight.

[0016] For the treatment of dermatitis and atopic der-
matitis, corticoids are preferably a combination of hydro-
cortisone and triamcinolone acetonide, particularly in a
decreasing concentration with decrease in the patholog-
ical intensity, between 0.5 and 0% by weight.

[0017] According to another feature of the present in-
vention, in the first variant doxepin can be added, espe-
cially forthe treatment of atopic dermatitis, especially be-
tween 0 and 5% by weight.

[0018] Topical antioxidants are selected from: querce-
tin, catechins from greentea, lipoic acid, curcumin, ascor-
byl palmitate, Coenzyme Q10, resveratrol, pycnogenol®,
L- carnosine, taurine, vitamin E, vitamin C, papaya ex-
tract, isoflavones and lycopene. Manganese is also ex-
pectedtobe use as anantioxidantin the case of psoriasis.
[0019] The preferred combinations of topical antioxi-
dants of formulations of the present invention are:
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- 5% ascorbyl palmitate, 5% vitamin E, and 3% lyco-
pene,

- 1% lycopene, 5% vitamin E, and 3% vitamin C,

- 1% resveratrol,

- 3-5% lipoic acid,

- Coenzyme Q10 3%, 5% vitamin E, and 5% taurine,

- C.s.p % papaya extract,

- 0.5% green tea catechins,

- 1% pycnogenol®, 3% vitamin C, and 5% ascorby!
palmitate,

- 1% curcumin,

- 2% L- carnosine, 3% vitamin C, 5% vitamin. E, and
5% ascorbyl palmitate,

- 5%isoflavones, 0.5% greentea catechins; 5% ascor-
byl palmitate, and

- 1% quercetin

that the medical practitioner will select depending on the
intensity of the inflammatory disease.

[0020] The dermatological pharmaceutical composi-
tion of the present invention may further comprise

- an emollient selected from: glycerin, aloe vera, pro-
pylene glycol, and lactic acid

- anadjunctive of anti-inflammatory, such as omega-
3,

- an antifungal such as ketoconazole, and

- L-carnitine.

[0021] In the case of the first variant, with corticoids,
the pharmaceutical composition according to the inven-
tion can also include an antibiotic such as gentamicin,
ciprofloxacin, clindamycin, or equivalents.

[0022] In the case of the second option, free of corti-
coids, the antibiotic is preferably selected from the group
consisting of: ciprofloxacin, clindamycin, sodium sulfa-
cetamide, gentamicin and erythromycin.

[0023] In both cases, the drug according to the inven-
tion can also contain nicotinamidae.

[0024] The new dermatological pharmaceutical com-
positions of the present invention are completely inven-
tive, because until now, all would suggests a dermatol-
ogist skilled in the art that the association of these com-
ponents would have an adverse or anti-synergistic effect.
[0025] The effects of a combination of antioxidants are
a stimulation of the activation of PPAR-yand an increase
of the anti-inflammatory efficacy. Thus, generally the re-
sulting formulations of the present invention can reduce
the weight proportions of aggressive substances such
as steroids, antibiotics and effective doxepin, while each
of these ingredients acts on one or a few specific diseas-
es, potentiating surprisingly, possibly by a synergistic ef-
fect, the anti-inflammatory effect and allowing the formu-
lation in accordance with the intensity of each disease.

Description of preferred embodiments

[0026] The object of the invention is a dermatological
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drug product useful for the treatment of inflammatory dis-
eases of the skin, such as for example dermatitis, atopic
dermatitis, vitiligo, alopecia areata, acne, psoriasis, pru-
ritus, etc., comprising the following active ingredients,

- a base anti-inflammatory, such as indometacin,

- oneormore antioxidants with anti-proliferative effect
of keratinocytes,

- a TNF-a anti-proliferative and blocking substance
(or other cytokines that produce inflammations)

- an active ingredient selected from:

- an antibiotic for the treatment of acne, as inflamma-
tory process of the skin, and

- one or more corticoids for the rest of diseases, and

- acombination of topical antioxidants, enhancers of
the activation of PPAR-y.

[0027] Suitable emollients and excipients are also add-
ed.

[0028] The preferred anti-proliferative antioxidant is
manganese, especially useful for psoriasis. It must be
pointed out that manganese is part of enzymes such as
superoxide dismutase SOD, which shows a high antioxi-
dant capacity and protection against free radicals, with
anti-proliferative effect. In this regard, substances that
are part of SOD type enzymes with antioxidant capacity
should be seen as technical equivalents of manganese.
[0029] The preferred TNF-a anti-proliferative and
blocking substance is pentoxifylline, which shall not be
applied in the case of acne.

[0030] The corticoid is high power, clobetasol propion-
ate forthe treatment of vitiligo, alopecia areata, and pso-
riasis, in a decreasing concentration with decrease of the
pathologicalintensity. The proportions are between0and
0.1% by weight of clobetasol propionate.

[0031] The corticoid will be of low power, hydrocotti-
sone, and/or medium power, triamcinolone acetonide for
treating atopic dermatitis, in a decreasing concentration
with decrease in the pathological intensity. It will contain
between 0 and 0.5% by weight of triamcinolone aceto-
nide, and between 0 and 2% by weight of hydrocortisone.
[0032] Forthe acute stages of the disease, the formu-
lations include corticoids, although with a tendency to
their rapid removal or reduction, and maintenance stages
they are deleted from the formulation.

[0033] For the treatment of atopic dermatitis, the for-
mula will include up to 5% by weight of doxepin, to block
the inflammation, especially in the case of atopic derma-
titis. Proportions above 5% could be toxic.

[0034] For the treatment of psoriasis varying propor-
tions up to 5% by weight of manganese will be included,
because of its important antioxidant and anti-proliferative
combined action.

[0035] More than one of the topical antioxidants is an
activator of PPAR-y. A non-limitative example is lipoic
acid, whose inclusion inatopical formulation is complete-
ly new.

[0036] Generally, and as it will be appreciated, a very
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important and innovative characteristic of the formulation
of the invention is that it is formulated with a variety of
active ingredients that block corresponding receptors for
mast cells, to control the multiple inflammation with dif-
ferent simultaneous etiologies, or origin in neurological
stress, and with different disease manifestations, possi-
bly simultaneously.

[0037] For example, the lipoic acid regulates the per-
oxisome proliferator-activated receptor gamma (PPAR-
.

[0038] As a regulator of sebaceous secretion propor-
tions of nicotinamide can be included.

[0039] As excipient propylene glycol can also be add-
ed, which acts as a solvent to increase the solubility of
the active ingredients.

Examples

Example 1: Family of anti-inflammation formulas (pso-
riasis, vitiligo, alopecia areata)

[0040]
A) Common active ingredients (Formula Skeleton).
- Corticoids:

- Clobetasol propicnate ... 0.05% (high pow-
er)

- Indometacin ... 1-3% (anti-inflammatory)
- Pentoxifylline ... 1-3% (anti-proliferative)
- Antioxidants (combinations of):

- Lipoic acid ... 3-5%

- Quercetin... 0.1t0 5%

- Green Tea Catechins ... 0.5%
- Curcumin ... 1%

- Ascorbyl Palmitate ... 5%
- Coenzyme Q10 ... 0.3%
- Resveratrol ... 1%

- Pycnogenol® ... 1%

- L-Carmosine ... 2%

- Taurine ... 0.5%

- Isoflavones ... 5%

- Lycopene ... 1%

- Papaya...Qs.

- Other antioxidants

- Excipients: Base Beeler®, Orabase®, water-al-
cohol solution

B) Additional Active Ingredients
- Emollients:

- Glycerin ... 5-15%
- Aloe Vera...5-15%
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- Propilengicol ... 5-20%
- Lactic Acid ... 5-12%
- Omegal .. 5-10%

- Doxepin ... 1-5%

- Ginseng Extract ... 1-2%

- Ketoconazole (antifungal) ... 0.1-2%
- Nicotinamide ... 2%

- L-camitine ... 1%

- Gentamicin (antibiotic) ... 0.1%

- Manganese (Psoriasis) 0.01 to 5%

Example 2: family of maintenance formulas (psoriasis,
vitiligo, alopecia areata)

[0041]
A) Common active ingredients (Formula Skeleton).

- Indometacin ... 1-3% (anti-inflammatory)
- Pentoxifylline ... 1-3% (anti-proliferative)
- Antioxidants (combinations of):

- lipoic acid ... 3-5%

- Quercetin ... 0.1t0 5%

- Green Tea Catechins ... 0.5%
- Curcumin... 1%

- Ascorbyl Palmitate ... 5%
- Coenzyme Q10 ... 0.3%
- Resveratrol ... 1%

- Pycnogenol® ... 1%

- L-Carmosina ... 2%

- Taurine ... 0.5%

- Isoflavones ... 5%

- Lycopene... 1%

- Other antioxidants

- Excipients: Base Beeper®, Orabase®, water-al-
cohol solution

B) Supplementary active ingredients.
- Emollients:

- Gilycerin ... 5-15%

- Aloe Vera...5-15%

- Propilengicol ... 5-20%
- Lactic Acid ... 5-12%

- Omegal .. 5-10%

- Doxepin ... 1-5%

- Ginseng Extract ... 1-2%

- Ketoconazole (antifungal) ... 0.1 -2%
- Nicotinamide ... 2%

- L-camitine ... 1%

- Gentamicin ... 0.1% (antibiotic)

- Manganese (Psoriasis) ... 0.01 to 5%
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Example 3: Family of anti-inflammation formulas (atopic
dermatitis or eczema)

[0042]

A) Common active ingredients (Formula Skeleton).

Corticoids:

- Triamcinolone acetonide 0.1% (medium 70

power)

- Hydrocortisone 1% (low power)

Indometacin ... 1-3% (anti-inflammatory)
Pentoxifylline ... 1-3% (anti-proliferative)

Antioxidants (combinations of):

- Lipoic acid ... 3-5%
- Quercetin ... 0.1 t0 5%

- Green Tea Catechins ... 0.5%

- Curcumin ... 1%

- Ascorbyl Palmitate ... 5%
- Coenzyme Q10 ... 0.3%
- Resveratrol ... 1%

- Pycnogenol® ... 1%

- L-Carmosina... 2%

- Taurine ... 0.5%

- Isoflavones ... 5%

- Lycopene ... 1%

- VitaminE .. 1%

Excipients: Base Beeper®

B) Additional Active Ingredients

Emollients:

- Glycerine ... 5-15%

- Aloe Vera ... 5-15%

- Propilengicol ... 5-20%
- lLactic Acid ... 5-12%

- Omegal...5-10%

Doxepin ... 1-5%
Ginseng Extract ... 1-2%

Ketoconazole (antifungal) ... 0.1-2%

Nicotinamide ... 2%
Gentamicin ... 0.1% (antibiotic)
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Example 4: Family of maintenance formulas (atopic der- 50
matitis, or eczema)

[0043]

A) Common active ingredients (Formula Skeleton). 55

Indometacin ... 1-3% (anti-inflammatory)
Pentoxifylline ... 1-3% (anti-proliferative)

- Antioxidants (combinations of) :

- Lipoic acid ... 3-5%

- Quercetin ... 0.1t0 5%

- Green Tea Catechins ... 0.5%
- Curcumin... 1%

- Ascorbyl Palmitate ... 5%
- Coenzyme Q10 ... 0.3%
- Resveratrol ... 1%

- Pycnogeno®... 1%

- L-Carmosina ... 2%

- Taurine ... 0.5%

- Isoflavones ... 5%

- Lycopene... 1%

- VitaminE... 1%

- Other antioxidants

- Excipients: Base Beeper®.
B) Additional Active Ingredients
- Emollients:

- Gilycerin ... 5-15%

- Aloe Vera...5-15%

- Propilengicol.... 5-20%
- Lactic Acid ... 5-12%

- Omegal .. 5-10%

- Doxepin ... 1-5%

- Ginseng Extract ... 1-2%

- Ketoconazole (antifungal) ... 0.1-2%
- Nicotinamide ... 2%

- Gentamicin ... 0.1% (antibiotic)

Example 5: Family of formulas for treatment of acne
[0044]
A) Common active ingredients (Formula Skeleton)
- Antibiotic (only one) :

- Ciprofloxacin ... 1%

- Clindamycin ... 2%

- Sodium Sulfacetamide ... 10%
- Gentamicin ... 0.1%

- Erythromycin ... 2%

- Nicotinamide (Vit. PP) ... 4%
- Antioxidants (combinations of):

- Lipoic acid ... 3-5%

- Quercetin ... 0.1t0 5%

- Green Tea Catechins ... 0.5%
- Curcumin... 1%

- Ascorbyl Palmitate ... 5%

- Coenzyme Q:10 ... 0.3%
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- Resveratrol ... 1%

- Pycnogenol® ... 1%
- L-Carmosina ... 2%
- Taurine ... 0.5%

- Isoflavones ... 5%

- Lycopene ... 1%

- VitaminE .. 1%

- Other antioxidants

- Excipient: Hydroalcoholic solution
B) Additional active ingredients

- Anti-inflammatory: Indometacin
- Propilengicol

[0045] In each case and for each patient, the doctor
will assess - with appropriate regularity - the eventual
presence and, where appropriate, the intensity of each
of these diseases, and he/she will formulate the compo-
sition according to one or the other. For example, if the
preeminent disease is psoriasis it will tend to include a
greater proportion of manganese, with a higher propor-
tion of ciobetasol propionate with a higher pathological
intensity. If the disease is severe atopic dermatitis, it is
preferable to formulate with doxepin and acetonide tri-
amcinolone.

[0046] As the diagnosis improves, corticoids will be
withdrawn gradually, in cases defined in Examples 1 and
3.

[0047] Also, the doctor will formulate the combination
of topical antioxidants as a function of the intensity of the
disease or diseases, which is valued with suitable fre-
quency. Preferred combinations (wt%) of topical antioxi-
dants are:

Low-power combinations for low-intensity inflamma-
tions:

Combination 1: 5% ascorbyl palmitate, 5% vita-
min E, 3% lycopene.

Combination 2: 1% lycopene, 5% vitamin E, 3%
vitamin C.

Medium-power combinations for medium inten-
sity inflammations:

Combination 3: 1% resveratrol

Combination 4: 3-5% lipoic acid

Combination 5: 3% Coenzyme Q10, 5% vitamin
E, 5% taurine

Combination 6: gq.s.% papaya extract
High-power combinations for intensive inflam-
mations:

Combination 7: 0.5% Green Tea Catechins
Combination 8: 1% pycnogenol®, 3% vitamin C,
5% Ascorbyl Palmitate

Combination 9: 1% Curcumin

Combination 10: 2% L-carnosine, 3% vitamin C,
5% vitamin E, 5% Ascorbyl Palmitate
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Combination 11: 5% isoflavones, 0.5% green
tea catechins, 5% ascorbyl palmitate
Combination 12: 1% quercetin.

[0048] Othercombinations of other antioxidants are al-
so possible.

[0049] Therefore,the presentinvention does notseeks
the synergistic effect of the association of two active in-
gredients to treat a specific disease (e.g topical doxepin
and corticoids, as described by Berberian and others),
butamultiple synergistic effecton any disease inpossible
conjunction with other ones arising from new known eti-
ologies, for example allostatic overload by neuroimmu-
noendocrine stress. Particularly, the topical antioxidants
of the combination collaborate synergistically to cause
the activation of PPAR-gamma and a consequent im-
provement of the anti-inflammatory effect. The person
skilled in the art will understand that by the reformulation
of the formula (% of corticoids and topical antioxidants),
the practitioner can gain control of the inflammation,
which was not possible in the current state of the art.
[0050] With the formulations of the present invention
recurrence is reduced, the inflammation, proliferation
and infection are controlled, without abuse of toxic sub-
stances with side effects, antibiotics, corticoids or dox-
epin in excess, as its effect is enhanced, surprisingly, on
low propottions.

[0051] In the case of psoriasis and acne, an antibiotic
is always included, because bacteria play an important
role in these diseases.

Claims

1. Dermatological phamaceutical composition for
treating inflammatory diseases of the skin, such as
forexample dermatitis, atopic dermatitis, vitiligo, alo-
pecia areata, acne, psoriasis and pruritus compris-
ing a base anti-inflammatory, such as indometacin,
characterized in that it further comprises:

- a combination of topical antioxidants to boost
the anti-inflammatory effect, and

- one or more optional active ingredients select-
ed alternately from:

- at least one corticoid, and

- an antibiotic.

2. Dermatological pharmaceutical composition accord-
ing to claim 1, characterized in that at least one of
the topical antioxidants is an activator of peroxisome
proliferator-activated receptor gamma (PPAR-v).

3. Dermatological pharmaceutical composition accord-
ing to claim 1, characterized in that it comprises at
least one antioxidant substance with keratinocyte
anti-proliferative effects, and at least one blocking
substance of tumor necrosis factor alpha (TNF-o) or
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other cytokines which trigger the acute phase of the
inflammatory reaction, also with anti-proliferative ef-
fect.

Dermatological pharmaceutical composition accord-
ing to claim 1, characterized in that said optional
active ingredients are corticoids, particularly for the
treatment of dermatitis, atopic dermatitis, vitiligo, alo-
pecia areata, psoriasis and pruritus.

Dermatological pharmaceutical composition accord-
ing to claim 1, characterized in that said optional
activeingredients comprise an antibiotic forthe treat-
ment of acne, as inflammation of the skin.

Dermatological pharmaceutical composition accord-
ingto claim 3, characterized in that said antioxidant
substance with anti-proliferative effect is manga-
nese, as part of enzymes such as superoxide dis-
mutase SOD, which have high antioxidant and pro-
tection capacity against free radicals with anti-prolif-
erative effect, in a proportion by weight of up to 5%,
particularly apt in the case of psoriasis.

Dermatological pharmaceutical composition accord-
ing to claim 3, characterized in that said at least
one blocking substance of TNF-o, also with anti-pro-
liferative effect, is pentoxifylline, in a proportion by
weight of up to 5%.

Dermatological pharmaceutical composition accord-
ing to claim 4, characterized in that said corticoid
is clobetasol propionate, particularly for the treat-
ment of vitiligo, alopecia areata, and psoriasis, in a
decreasing concentration with the decrease of the
pathological intensity.

Dermatological pharmaceutical composition, ac-
cording to claim 8, characterized in that it contains
between 0 and 0.1% by weight of clobetasol propi-
onate.

Dermatological pharmaceutical composition, ac-
cording to claim 4, characterized in that said cor-
ticoid is a combination of hydrocortisone and triam-
cinolone acetonide, particularly for the treatment of
dermatitis and atopic dermatitis, in a decreasingcon-
centration with decrease in the pathological intensi-

ty.

Dermatological pharmaceutical composition accord-
ing to claim 10, characterized in that it contains
between 0 and 0.5% by weight of triamcinolone ac-
etonide.

Dermatological pharmaceutical composition, ac-
cordingto claim 10, characterized in thatitcontains
between 0 and 2% by weight of hydrocortisone.
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13.

14,

15.

16.

17.

18.

19.

20.

Pharmaceutical composition dermatology, accord-
ing to claim 4, characterized in that it contains dox-
epin, especially forthe treatment of atopic dermatitis.

Dermatological pharmaceutical composition, ac-
cordingto claim 13, characterized in thatitcontains
between 0 and 5 % by weight of doxepin.

Dermatological pharmaceutical composition accord-
ing to claim 1, characterized in that antioxidants of
said combination of topical antioxidants are selected
from: green tea, lipoic acid, curcumin, ascorbyl
palmitate, Coenzyme Q10, resveratrol, pycnoge-
nol®, L-camosine, taurine, vitamin E, vitamin C, pa-
paya extract, isoflavones, manganese, lycopene,
and quercetin.

Dermatological pharmaceutical composition, ac-
cordingto claim 15, characterized in that said com-
bination of topical antioxidants is selected from the
group consisting of:

- 5% ascorbyl palmitate, 5% vitamin E, and 3%
lycopene,

- 1% lycopene, 5% vitamin E, and 3% vitamin C,
- 1% resveratrol,

- 3-5% lipoic acid,

- 8% Coenzyme Q10, 5% vitamin E, and 5%
taurine

- Q.s. % extract of papaya,

- 0.5% green tea catechins,

- 1% pycnogenol®; 3% vitamina C; and 5%
ascorbyl palmitate,

- 1% curcumin

- 2% L- carnosine, 3% vitamin C, 5% vitamin. E,
and 5% ascorbyl palmitate,

-5%isoflavones, 0.5% greentea catechins ; 5%
Ascorbyl palmitate, and

- 1% quercetin

which the medical practitioner will select accord-
ing to intensity of the inflammatory disease.

Dermatological pharmaceutical composition, ac-
cordingto one ofthe previous claims, characterized
in that it also includes an emollient selected from:
glycerin, aloe vera, propylene glycol, and lactic acid.

Dermatological pharmaceutical composition, ac-
cording to one of previous claims, characterized in
that it also comprises an anti-inflammatory adjuvant,
such as omega-3.

Dermatological pharmaceutical composition, ac-
cordingto one ofthe previous claims, characterized
in that it further comprises an antifungal, such as
ketoconazole.

Dermatological pharmaceutical composition, ac-
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cording to one the preceding claims, characterized
in that it alsc comptises L-carnitine.

Dermatological pharmaceutical composition accord-
ing to claim 4, characterized in that it also compris-
es an antibiotic, such as gentamicin, ciprofloxacin,
clindamycin, or the equivalents.

Dermatological pharmaceutical composition, ac-
cording to claim 5, characterized in that said anti-
biotic is selected from the group consisting of: cip-
rofloxacin, clindamycin, sulfacetamide sodium, gen-
tamicin and erythromycin.

Dermatological pharmaceutical composition, ac-
cordingto one of the previous claims, characterized
in that it further comprises nicotinamide.
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