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COSMETIC FORMULATION

Field of the Invention

The invention relates to cosmetic formulations, and in particular those intended to
produce a reduction of the visible appearance of fine lines, wrinkles in the skin of a user,

and an improvement of the firmness of a user's skin.

Background and Prior Art Known to the Applicant

The ability of certain molecules to boost skin cellular metabolism (such as cell turn-
around and dermal protein synthesis) is well understood, and is often referred to as
‘Retinoic activity’ activity since retinoic acid was the first molecule with such clinically
proven activity. Advances in peptide technology with a similar activity profile but without
the well known associated skin irritation, has transformed modern cosmetology. Yet
although peptides do not have the same side effects as Retinoic Acid or Retinol, and while
the skin is initially improved in terms of fine lines, wrinkles and firmness, they often fail

to deliver sustained improvement over time.
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It is amongst the objects of the present invention to provide improved cosmetic

preparations to address these and other problems.

Summary of the Invention

The inventors have found that the failure to deliver to deliver sustained improvement over
time may lie in the simple fact that different levels of skin cell activity must be addressed
conjointly to maintain healthy skin. In order that skin cell synthesis processes can
function effectively (e.g. for the production of collagen), an increased availability of
energy and nutrients is required, and furthermore, the concomitant increase in waste

products from the synthetic process need to be eliminated.

Mitochondria, the cell energy generators situated around the nucleus of the cell, produce
ATP (Adenosine triphosphate), the fuel needed by the cell is generated through cell
respiration. Oxygen and nutrients (such as Vitamins and essential minerals) are brought to

the cell by microcapillaries; conjointly the cells are cleansed of unwanted waste materials.

Much has been said about environmental waste; UV and pollution free radicals
responsible for oxidative stress destroying lipids and proteins, less of the free radicals
generated by the cells during normal cellular activity, in particular ROS (Reactive Oxygen
Species). Cellular synthesis both generates the proteins needed to healthy skin but also

free radicals affecting the metabolic activity of the cells, destroying these very proteins.

Furthermore, when skin ages, all 3 levels of cell activity are impaired: there is less energy
produced as the cells lose their ability to optimize the use of oxygen; and there is also
poor cell cleansing. Instead, a significant increase of the internal oxidative stress is

observed, leading to poor synthesis.

The inventors have found that providing components within a cosmetic skin care
preparation to address all these issues, leads to more sustained improvement of the ability

of the preparations to reduce signs of skin aging.
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Accordingly, the invention provides a skin anti-aging composition comprising: (a) a skin
cellular synthesis booster selected from the group comprising: palmitoyl tripeptide (syn-
Coll); AC Nano Vesicular System P3; caprooyl tetrapeptide (Chronoline); LOXL
inhibitor (Lys’Lastine); and Syn-Ake dipeptide; and (b) a skin cellular energiser selected
from the group comprising: EUK-134; and Rhodiomax; and (c) a skin cellular cleanser
selected from the group comprising: EUK-134; Photonyl LS; methyl silanol mannuronate
(preferably complexed with brown alga, for example as Algisium C); and Ascorbyl

tetraisopalmitate; and (d) a cosmetically-acceptable excipient.

Preferably, when the skin cellular energiser is EUK-134, the skin cellular cleanser is not

EUK-134.

Preferably, said composition further comprises sodium hyaluronate.

In any aspect of the invention, it is also further preferred that the composition further

comprises Osilift.

Also in any aspect of the invention, it is preferred that the composition comprises a

plurality of said skin cellular synthesis boosters.

Also in any aspect of the invention, it is preferred that the composition comprises a

plurality of said skin cellular energisers.

Also in any aspect of the invention, it is preferred that the composition comprises a

plurality of said skin cellular cleansers.

In any aspect of the invention it is also preferred that said composition is formulated as a
two-part composition, comprising: (a) a first part having a skin cellular energiser as
recited in (b) of Claim 1, a skin cellular cleanser as recited in (c) of Claim 1; and a
cosmetically-acceptable excipient; and (b) a second part having a skin cellular synthesis
booster as recited in (a) of Claim 1, and a cosmetically-acceptable excipient. In this way,

one part may be formulated as e¢.g. a serum, and a second part formulated as e.g. a day
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cream or a night cream. The day cream can include extra ingredients, such as sun
protection factors or cosmetic colouring agents, that would not be needed for night-time

use, thereby providing a flexible skin-care package to suit multiple situations.

Also included within the scope of the invention is a skin anti-aging composition

substantially as described herein.

Description of Preferred Embodiments

To address the three functional requirements of a skin-care composition of the present
invention, the inventors have identified groups of active components that may be

combined to deliver the required effect, as follows:

Skin Cellular Synthesis Boosters

The inventors have identified a number of suitable components that function as skin
cellular synthesis boosters for use in compositions according to the present invention, as

follows:

(1) Palmitoyl Tripeptide (Syn-coll): Syn-coll is a solution of the tripeptide palmitoyl-
lysyl-valyl-lysine, preferably as the bistrifluoracetate salt, in glycerol. The tripeptide has
the CAS number 623172-56-5, and is available from Pentapharm Limited, Basel,
Switzerland. This linking of the tripeptide to the lipid moiety provides for higher stability
and optimal skin penetration. The action of the tripeptide is to boost Collagen and GAG
(Glycosaminoglycans) synthesis in the dermis via TGF (Transforming Growth Factor)
stimulation to reduce fine lines and wrinkles, maintain optimum hydration and plumped

up skin.

(2) Caprooyl Tetrapeptide (Chronoline): Chronoline is a composition whose active
ingredient is a biomimetic peptide having stimulating growth factors, to boost key

elements of the Dermo-Epidermal junction to improve nutrients available to the epidermis
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and skin repair. Chronoline has the structure: Caprooyl-Gly-His-Lys-Lys. Chronoline is
available from IMCD UK Limited, Uxbridge, UK.

(3) Dipeptide (Syn-Ake): Syn-Ake is a composition containing the neuropeptide (a
dipeptide, Dipeptide Diaminobutyroyl Benzylamide Diacetate: H-B-Ala-Pro-Dab-NHBzl
x 2 AcOH) which inhibits neuro-mediators implicated in the contraction of innervated
muscle cells and neurogenic inflammation, thus providing a mild muscle relaxation
(similar in effect to the use of Botox® - Boutulinum toxin) thereby helping relax
expression lines and soothe the skin. Syn-Ake has the CAS Registry number 823202-99-

9, and is available from Pentapharm Limited, Basel, Switzerland.

(4) Lys’Lastine is a LOXL (lysyl oxidase-like) activator extracted from Dill (Puecedanum
graveolens): The active ingredient is capable of boosting enzymes involved in Elastin
synthesis to improve elasticity, firmness, reduce slackening of the skin and thereby
remodel facial contour. Lys'Lastine is available from BASF Beauty Care Solutions LLC,
New York, USA, and has the CAS Registry Number 90028-03-8.

(5) AC NanoVesicular System P3: This is a phospholipid delivery system including
palmitoyl tripeptide as above with hyaluronic acid. The use of the phopholipid delivery
system is particularly suited to use in an oil based product. The system is available from

Piscataway, NJ, USA.

Skin Cellular Energisers

The inventors have identified a number of suitable components that function as skin

cellular energisers for use in compositions according to the present invention, as follows:

(1) EUK-134: Ethylbisiminomethylguaiacol manganese chloride is a compound that
mimics the activity of SOD (Superoxide Dismutase) and Catalase (the intrinsic cell
cleansing anti-oxidant Enzymes of the skin), transforming reactive oxygen species (ROS)
into oxygen and water available for use by the cells, thus ensuring cleansing and recycling
of waste. In this manner, EUK-134 acts as a skin cell energiser, by providing a source of

oxygen and water for skin metabolism.
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(2) Rhodiola extract (e.g. Rhodiomax®): an extract from the root of the plants of the
genus Rhodiola, an adaptogenic plant, that boosts the intake of oxygen for synthesis of
ATP to recharge the cells with energy (see e.g. Comprehensive Reviews in Food Science
and Food Safety,Vol. 4(3), 2006, 55 - 62). Rodiomax® is available from BASF Beauty
Care Solutions LLC, New York, USA. The active components of Rhodiola extracts
include rosavin, a glycoside (CAS 84954-92-7), and other savins. In particularly
preferred aspects of the invention the Rhodiola extract is a glycolic extract, such as a
butylene glycol or a penylene glycol extract of Rhodiola root. As well as Rhodiola

extract, similar extracts of other adaptogenic plants may be used.

Skin Cellular Cleansers
The inventors have identified a number of suitable components that function as skin

cellular cleansers for use in compositions according to the present invention, as follows:

(1) The compound EUK-134 (described more fully above) also acts as a skin cellular

cleanser, by removal of ROS from the skin cells.

(2) Algisium C: This is organic silicon (methyl silanol mannuronate, ca. 1% (w/v)
aqueous solution), complexed with brown alga. Algisium C protects against photo-
oxidation, glycation of proteins and protect the skin’s immune system. Algisium C is

available from Exsymol S.A.M., Monaco.

(3) Photonyl LS: This is a complex of cytochromophores amino acids and nucleotides
(Arginine, Histidine, Phenylalanine, Tyrosine and Disodium adensosine triphosphate),

and is available widely, e.g. from KemCare Limited, Whetstone, London, UK.

(4) Ascorbyl tetraisopalmitate: CAS Registry Number 183476-82-6, is an ester of

ascorbic acid, and acts as an antioxidant to reduce lipid peroxidation in the skin.
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In addition to these classes of active ingredients, the inventors have also found that the
addition of Osilift®, a polyose fraction derived from oats (Avena sativa), confers

additional benefits to the products. Osilift® is available from Silab, Brive, France.

Excipients
The inventors have found the following excipients to be especially suitable for

formulating the compositions:

Water

Glycerol

Disodium EDTA

Cetyl alcohol

Glyceryl Stearate

PEG-75 Stearate

Ceteth 20

Steareth 20

Ethyl Hexyl Methoxycinnamate
Benzophenone-3

Homosalate

Dimethicone

Cetearyl Alcohol
Butyrospermum Parkii (Shea) Butter
Triticum Vulgaris (Wheat) Germ Oil
Cetearyl Octanoate

Xanthan Gum

Tocopherol

Polyacrylamide

Isoparaffin

Laureth-7

Phenoxyethanol
Ethylhexylglycerin

Benzyl Alcohol
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Glyceryl Acrylate/Acrylic Acid Copolymer

Mannitol

The skilled addressee will be able to choose alternative excipients to use in formulating

5  the products of the invention as required.

By way of example, a number of preferred formulations are now described.

Example 1: Night Cream

10
A preferred embodiment of the invention is described in the following Table, formulated
as a night cream:
Preferred Example
Ingredient Concentration Concentration
Class’ Ingredient Range (Y%ow/w) (Yow/w)
CcC Algisium C 0.1-3.0 1
CSB Chronoline 02-50 2
CSB AC Nanovesicular System P3 0.5-6.0 4
+ palmitoyl tripeptide
CSB AC Nanovesicular System P3 0.5-6.0 4
+ collagen, hyaluronic acid +
chondroitin sulphate
CE Rhodiomax 0.1-3.0 1
CcC Algisium C 0.1-3.0 1
15 *Key:

CSB: Skin Cellular Synthesis Booster
CE: Skin Cellular Energiser
CC: Skin Cellular Cleanser

20  Reference Example 2: Day Moisturiser

A preferred embodiment of the invention is described in the following Table, formulated

as a day moisturiser:
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Preferred Example
Ingredient Concentration Concentration
Class Ingredient Range (Y%ow/w) (Yow/w)
CcC Algisium C 0.5-5.0 3
CE Rhodiomax 0.1-3.0 1
CcC Algisium C 0.5-5.0 3
CC Ascorbyl tetraisopalmitate 0.1-3.0 1
CC Photonyl LS 0.1-3.0 1
*Key:

CSB: Skin Cellular Synthesis Booster
CE: Skin Cellular Energiser
CC: Skin Cellular Cleanser

Example 2 does not contain a Skin Cellular Synthesis Booster, but may be used e.g. in

combination with a serum, such as described in Example 3, to provide the components of

the invention.

Example 3: Serum

A preferred embodiment of the invention is described in the following Table, formulated

as a serum:
Preferred Example
Ingredient Concentration Concentration
Class’ Ingredient Range (Y%ow/w) (Yow/w)
CcC Algisium C 1.0-6.0 4
CSB Chronoline 02-50 2
CSB Syn-coll 1.0-5.0 3
CSB Lys'Lastine 0.1-3.0 1
CSB Syn-Ake 02-50 2
CE Rhodiomax 02-5.0 2
CC Photonyl LS 0.2-5.0 2
CC EUK-134 0.001 - 0.02 0.005
CcC Algisium C 1.0-6.0 4
CcC Ascorbyl tetraisopalmitate 0.1-1.5 0.5
Osilift® 1.0-5.0 3
Hyaluronic acid (Proturon®) 0.02-0.8 0.2

Key:
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10

CSB: Skin Cellular Synthesis Booster
CE: Skin Cellular Energiser
CC: Skin Cellular Cleanser
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CLAIMS

1. A skin anti-aging composition comprising:

(a) a skin cellular synthesis booster selected from the group comprising;:
palmitoyl tripeptide (syn-Coll);
AC Nano Vesicular System P3;
caprooyl tetrapeptide (Caprooyl-Gly-His-Lys-Lys);
LOXL inhibitor (Lys’Lastine); and
Syn-Ake dipeptide;
and

(b) a skin cellular energiser selected from the group comprising:
EUK-134; and
Rhodiola extract;
and

(c) a skin cellular cleanser selected from the group comprising:
EUK-134;
Photonyl LS;
Methyl silanol mannuronate; and
Ascorbyl tetraisopalmitate;
and

(d) a cosmetically-acceptable excipient.

2. A composition according to Claim 1, further comprising sodium hyaluronate.

3. A composition according to either Claim 1 or claim 2, further comprising Osilift.

4. A composition according to any preceding claim comprising a plurality of said skin

cellular synthesis boosters.

5. A composition according to any preceding claim comprising a plurality of said skin

cellular energisers.
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6. A composition according to any preceding claim comprising a plurality of said skin

cellular cleansers.

7. A composition according to any preceding claim wherein said composition is
formulated as a two-part composition, comprising:
(a) a first part having a skin cellular energiser as recited in (b) of Claim 1, a skin
cellular cleanser as recited in (c) of Claim 1; and a cosmetically-acceptable
excipient; and
(b) a second part having a skin cellular synthesis booster as recited in (a) of

Claim 1, and a cosmetically-acceptable excipient.

8. A skin anti-aging composition substantially as described herein.
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