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ABSTRACT

The invention concerns a combined preparation for

stimulating halr growth and optionally nail growth and skin
regeneration, the combined preparation being in the form of
a combination of active substances comprising vitamins,
enzymes and amino acids. The effect of said preparation
develops from within the body, the active substance
comblnation of the combined preparation being a constituent
of an orally-adminigtered form and comprising at least:
provitamin A: 1.25 wt %; vitamin Blz .27 wt %; vitamins of
the 82 group: 5.25 wt %; vitamin B6= .37 wt %; vitamin 812:
©.001 wt %; vitamin C: 15.61 wt %; vitamin E: 2.5 wt %;
coenzyme @ 10: 1.04 wt %; methionine: 0.02 wt %; and
cystine: 0.018 wt %. In order to increase its efficiency,
the preparation 1s used to complement a topically-applied

halr-growth stimulant, in particular a thymus-containing

therapeutic agent.
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COMBINED PREPARATION FOR STIMULATING
HAIR GROWTH AND OPTIONALLY NAIL GROWTH

AND SKIN REGENERATION AND FOR PREVENTING
OR COMBATTING HAIR LOSS

The invention relates to a combination
preparation for stimulating, on the one hand, the

growth of hair and, optionally, the growth of skin and
nails and for preventing or eliminating, on the other
hand, the loss of hair to the extent that the hair

follicles are still present or intact. More
specifically, the combination preparation is a
combination of active ingredients which contains
vitaming, enzymes, and amino acids.

In practice, preparations for stimulating the
growth of hair have been known for a long time, and
they comprise a great variety of compositions. For
example, such preparations may contain sulfur or sulfur
compounds, vitamins, hormones, cholesterol- and
lecithin-containing substances. On the one hand, such
combination preparations are used for the preventive
preservation and the health of the hair. On the other
hand, however, they are also used for curing the loss
of haixr. .

In both women and men, the occurrence of an
increasged loss of hair is accompanied by the fear of
becoming totally bald-headed. Besides the medical
aspect, disturbances in the hair growth thus present a
great personal problem for the affected person. The
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rate of growth of the hair amounts to about 0.35 mm per
day, the hair density is from about 80,000 to 150,000

hairs per head. A loss of 100 hairs per day
constitutes already a pathological effluvium.
From hair follicles that remained intact,

hair are able to regrow. However, during a multiphase,
lengthy regrowth, hair follicles may shrink and lead to

a gradual loss of hair.

For some years, Applicant has had on the
market a GKL complex, whose combination of active
ingredients is enriched with a high percentage of amino

acids, enzymesg, and vitamins B, B, and F. In

particular, the known combination preparation contains
an extract from calf thymus, vegetable extracts, and
animal oils. The GKL complex of active ingredients has
successiully been tested in numerous clinics and
institutes by treating different forms of alopecia.

One of the numerous publications appeared, for example,
in the medical journal "Dexr Onkologe" (1/90), or in the

special print of the medical journal "Der Deutsche
Dermatologe" (11/93).

As a whole, i3 hag resulted from several
tests that the GKL complex of active ingredients is

effective for all kinds of hair loss in men and women,

that it prevents androgenic hair loss, avoid

development of baldness and hair loss in cancer

patients undergoing light to moderate chemotherapy and

!

moreover, that 1t also counteracts the development of
dandruff.

The use of Kknown hair growth stimulants in
general and the GKL complex of active ingredients in

particular is normally external. The forms of
application of the known hair stimulants media are
liguid. The flowable products are offered in the form
of emulsions, lotionsg, shampoos, hair curxes or hair

tonics.
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Also known are, when viewed alone,
nutritional supplements, which serve to favorably
influence the metabolism of the human body, and
facllitate achieving purposeful effects. Nutritional
supplements, which are directed to a dietetic use, are
capable of effecting, for example, as a result of their
composition, a protection against oxidation by bonding
free radicals which develop to an increasing extent
Just in the case of a diet. The nutritional
supplements become active within the body, in
particular by resorption of endogenous cells.

Based on these interrelated topics, which are
per se totally different, but form a complex of topics,
it 1s the object of the present invention to describe a
combination preparation of the kind under discussion,
'which,spreads its effect from within the body into the
body cells. To enhance the effectiveness of the
combination preparation under discussion, at least with
respect to stimulating the hair growth, a use of the
combination preparation will also be described.

In one aspect, this invention relates to a
combinatlion preparation for stimulating the growth of hair
and, optionally, the growth of skin and nails, as well as for
preventing and eliminating the loss of hair with a combilnation
of active ingredients contalining vitamins, enzymes, and amino
acidsg, characterized 1in that the combination of active
ingredlents 1s a component of a form of oral or even topical

adminigtration and contailns approximately the following

substances:
Provitamin A 1.25 wt. %
Vitamin B1 Q.27 WwC.%
Vitamins of the B24group 5.25 Wt.%
Vitamin B6 Q.37 Wwt. %
Vitamin 812 0.001 wt . %
Vitamin C 15.61 wt.%
Vitamin R 2.5 We.%
Coenzyme Q 10 1.04 Wwt.%
Methionine 0.02 wt% and
Cystine 0.018 wt.%.
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In another asgspect, this invention relates to use of
the combination preparation of the present invention as a
Supplement to a topically applicable stimulant for the growth
of hair and, optionally, the growth of skin and nails, in

particular a thymus-containing therapeutical agent.

The aforementioned thymus preparation with
the GKL complex of active ingredients is applied
exclusively externally. Proceeding from the basic
effect of known nutritional supplements in the interior
of the body, it has now been recognized that it is
possible to influence in purposeful manner endogenous'
cells that are connected with the growth of hair, skin,
and nails.

In accordance with the invention, a
preparation for stimulating the growth of hair, skin,
and nails, or a preparation for preventing or
eliminating the loss of hair is capable of developing

its effect within the body, when it contains on the one
hand a composition that influences the body cells, and
1s present on the other hand in a form that can be
introduced into the body. 1In this mannexr, it becomes
possible to influence from within the activity of the
hair follicles in the subcutis of the human being wvia
resorption of active ingredients. In particular, it is
possible to accelerate the multiphase, lengthy regrowth
process, while largely avoiding a shrinkage of the hair
follicles. Of essential importance is likewise the
preventive effect of the combination preparation in
accordance with the invention with respect to

preserving the health of the hair, which proceeds along
with a basgic improvement of the hair structure.

Likewise, it has been recognized to be
materlial to the invention that the effectiveness of the
combination preparation can be considerably enhanced
with respect to stimulating hair growth or preventirg
hair loss, when same is taken by mouth as a supplement
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to externally applicable hair growth gtimulants.
Likewige 1in this instance, a merely topical use is
possible. In particular with respect to using the
clinically tested GKL complex of active ingredients as
described above in the background of the invention, it
ig possible to achieve a high effectiveness of the
compination preparation. Finally, the use in
accordance with the invention includes both an external
and an 1lnternal treatment of the affected body cells.

At this point, it should be emphasized that the Chymus-
contalining therapeutic preparation may also be applied

to the skin oxr the nails, so that even with respect to

these indications, one can presume an enhanced
effectiveness

With respect to the composition of the
combination ¢f active ingredients is has also been
recognized that the growth of cells in the areas of the
body being treated can be positively influenced, when
the furnished enexgy is optimally utilized. An optimal
utilization of the furnished energy is promoted to a

great extent by the interaction of different vitamins
on the one hand and nutrients on the other hand. For
example, the coenzyme Q 10 is particularly suited to
improve the energy gain in the cell, since it is a so-
called auxiliary substrate of the respiratory chain.
Coenzyme Q 10 is in a position to both acquire and
release electrons and to exchange same between the so-
called cytochromes and flavoproteins. As an
alternative, other substances are suitable as active
ingredients, since they favor functions that are

essential for the gain of enexrgy in the cell.
In accoxrdance with a particularly

advantageous composition of the combination
preparation, the combination of active ingredientsg
includes different vitamins of the B, group. Considered
in the combination of active ingredients are in
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particular nicotinamide, pantothenic acid, and
riboflavin,
It has been found especially advantageous to

consider for the combination of active ingredient

vitamins of the B; group in the following amounts:

Riboflavin 0.35 wt.%
Nicotinamide 3.75 wt.%
Folic acid 0.09 wt.%
Pantothenic acid 1.04 wt.%
Biotin 0.02 wt.%

It 18 possible to increase or decrease the dosage of
individual ingredients.

Of very special advantage is the effect of
the pantothenic acid which, by itself, is used for
treating hair depigmentations and general dysfunctions
of the skin, and which also promotes the healing of
wounds. Egpecially preferred in the combination
preparation of the present invention is the use of
pantothenic acid from calcium pantothenate.

A further component of the combination of
active ingredients includes the use of provitamin A,
which is preferably beta carotene. As an alternative,
mixed forms of the provitamin A from alpha-, beta-, or
gamma-carotene could be also be present. At any rate,
the provitamin A is changed in the organism which is
able to produce the actual active ingredients. The
provitamin A could again be obtained from vegetable raw
materials. Possible suppliers of alpha- and beta-
carotene are, for example, beets or carrots.

Vitamin B, which is proposed for the
combination of active ingredients, is included in the
formulation, preferably in the form of =a galt, namely
thiamine nitrate. Vitamin B¢, likewise contained in the
combination of active ingredients, is present in the
form of a salt, namely pyridoxine hydrochloride.
Vitamin By, also named pyridoxine, is of very special
lmportance insofar as inflammatory changes of the skin
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may occur, when there is an undersupply of vitamin B,.
Both in the case of vitamin B, and in the case of
vitamin B¢, other salts or pure forms could also be of
ilmportance.

As regards a therapeutical application of
vitamin B,,, same is used in the form of cyanocobalamin.

In cyanocobalamin, the ligand is formed on the central
cobalt atom of the compound by a CN group. In the

place of vitamin B,,, it would also be possible to use
vitamin B,, analogs.

In accordance with a specially preferred
empbodiment, vitamin B,, is involved in the form of =
preparation with gelatin. The advantage of using a

preparation from vitamin B,, with gelatin over the use
of vitamin B,, as a pure substance lies in the handling
and i1n the resistance of cyanocobalamin to light and
alr humidity. If the vitamin B,,-containing gelatin
preparation is used in the combination of active
ingredients, the percentage of vitamin B,, in the
gelatin corresponds to the actually required vitamin B,,
content in the combination of active ingredients. In
the latter, the vitamin B,,-gelatin preparation amounts
altogether to about 1.4 wt.%.

In the combination of active ingredients,
vitamin C assumes a special place value. Preferably,
uge 18 made of vitamin C from calcium ascorbate.
Calcium ascorbate is a calcium salt of the ascorbic
acld and is commercially available. The special
importance of vitamin C results in particular from the
fact that ascorbic acid activates the growth of cells

and, thus, likewise the growth of hair from the hair
follicle.

As regards the highest effectiveness, an
alpha- tocopherol compound is preferred in the case of
the active ingredient vitamin E in the combination.
D,L-alpha-tocopherol acetate is commercially available
in synthetically produced form. The prefix "D,L
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indicates that the acetate compound is racemic at a
certain position, i.e., optically active. It is
preferred to use D,L-alpha-tocophexrol acetate just
because of 1its optically active configuration.
Conceivable would be the possible use of alpha-

tocopherol from natural, vegetable, or animal material.
The two amino acids contained in the
combination of active ingredients, namely methionine
and cystine, are used preferably in certain optically
active configurations. They are on the one hand a

racemic methionine and on the other hand an L-cystine.

If methionine and cystine are used as pure substances
in the combination of active ingredients, their amounts
in the combination will be each 0.02 wt.%.

The two amino acids could also be components
of a cereal or vegetable protein. However, it is
preferred to add to the combination of active
ingredients methionine and cystine as components of a

milk protein.

It has been found very advantageous to use
lactalbumin 80. Lactalbumin contains 80% proteins.
The remainder of the preparation consists of milk
sugar, fat, minerals, and water. The content of
cystine or methionine in lactalbumin 80 is respectively
3.6 ¥ and 4%. When expresgssed in the weight unit mg,
this means that 3.6% cystine correspond to 0.0864 mg
and 4% methionine correspond to 0.096 mg. The
percentage by weight of lactalbumin 80 being 0.62 in
the combination of active ingredients, same contains
0.028 wt.% methionine and 0.018 wt.% cystine. The use

of lactalbumin 80 permits almost total substitution of
respectively 0.02% by weight of cystine and methionine

ag pure substances. |

For the use of the combination preparation,
1t 1s possible to select from different forms of
administration. Besides tablets or dragées, preferred
are primarily capsules, which are filled with the
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combination of active ingredients. Advantageously,
filling of the combination of active ingredients may be
optimized in that the combination of active ingredients
forms a preparation together with linseed oil. Except
for converting the preparation to a pasty state, it is

Linally into the human body, and to furnish the skin,
the hair, and the nails with nutritional substances.
Furthermore, the combination preparation of

which are both unmodified and hydrogenated. Likewise,
these vegetable oils and fats are used on the one hand
Lo ensure a fillability of the preparation and on the
other hand to introduce essential fatty acids into the
combination preparation. Besides unmodified linseed
©il, the use of hydrogenated soybean oil and/ox
unmodified peanut oil has shown to be advantageous.

To be able to make the partially agueous or
powdery substances of the combination of active

¢

ingredient suspensible in the ©1ly preparation, it is
advantageous to add an emulsifier. The emulsifier may
comprise, for example, a mixture of sQybean lecithin
and soybean phosphatides, which are already used in the
food sector for a better solubility of powder in
fluids.

The above-described preparation of the |
formulation, namely the conversion of the previously
discussed ingredients of the combination preparation to
2 Pasty state 1s directed to using capsules as a foxrm
of administration. Preferred in this instance are soft

gelatin capsules,

Representative main ingredients required for
preparing the capsule are gelatin and glycerol,
Preferably, the unfilled capsule contains 85 wt.%
glycerol. Furthermore, the capsule contains unmodified
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peanut oil as softener. Moreover, 1t 1s possible to

involve a stabilizer, which has a preservative

function. In particular, the stabilizer 420 has
proved to be suitable for preparing the soft gelatin
capsule.

Moreover, it 1s possible to add to the

gelatin mass dyes (food dyes) and/or opacifiers (for
example, titanium dioxide). Of special advantage for
use as dye is beta-carotene. In this manner, the
beta-carotene which acts upon the body cell is also
introduced as a capsule ingredient into the body.

In accordance with a preferred embodiment, a
capsule has a weight of 480 mg. The weight
distribution of the active ingredients 1n the

combination and of the remaining substances over the

total weight of 480 mg of the capsule may be noted

from claim 8. It results therefrom that the empty

weight of the capsule falls slightly below the filling

weight. This ensures an adequate stability of the
capsule wall.

In accordance with the selected embodiment,

a capsule having a total weight of 480 mg contains, on
the average, 0.15 mg usable carbohydrates, 157.42 mg
usable fats, and 98.46 mg usable proteins. The
average physiological calorific value 1s about 1.9

kcal or 7.88 kJ per capsule.

Furthermore, it will be of advantage to
supplement the combination of active ingredients with
selenium or selenium yeast, whose weight can amount to
as much as 5% of the entire combination of active
ingredients. Selenium is a component of the enzyme

glutathione peroxidase, which occurs in the

erythrocytes (red blood cells) and protects so-called

v

unsaturated cell membrane lipids agalnst an attack o:

the oxygen molecule and other free radicals.

Consequently, selenium 1is a part of the essential

elements. An intake of selenium as selenium yeast 1s

of advantage, since selenium can be better resorbed by
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accompanying substances of the veast. Furthermore,
yeast itself contains a relatively high percentage of
the vitamin B complex.

The combination of active ingredients may
comprise a thymus extract as an additional ingredient,
The extract may be from cattle thymus as well as
synthetically produced thymus peptides which are added
preferably in spray-dried form. In the case of the
thymus extract, the percentage by weight may amount to
as much as 50% of the entire combination of active
ingredients. In the case of thymus peptides, this
percentage by weight may be reduced, so as not to
exceed 5%. In this connection, it is very important
that the addition of a thymus extract to the oral foxrm
of application assists the effect of an external
application., This external application may be realized
with the initially described product "Thymu-Skin."

When using synthetic thymus peptides, it is
esgential that same be isolated from the Cotal extract.
Accordingly, these peptides may be added to the
preparation in synthetic form. While these peptides
have qualitatively the same effect as the thymus
extract liltself, they preclude ineffective accompanying
substances and may be used in small quantities.

Supplementing the foregoing, it should be
pointed out that the combination preparation or the
combination of active ingredients may contain
"melatonin", which is associated with age-retarding
properties, improvement of immune defenses, and with

the effect as catalyst for influencing biological

procesges. Likewise, in this instance, it is presumed

that the growth of hair, finger nails, and skin is
promoted. This mela

tonin ingredient may be provided in
& spectrum fxom 0.5 to about 30 mg.

Listed below are some of the above-described
active ingredients with their nomenclature -
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Vitamin Bl as thiamine nitrate; DAB, Ph,.Eur.,
USP; wvitamin B2 as riboflavin, DAB, Ph.Eur., USPp:

’

nicotinamide, DAB, Ph.Eur.: folic acid, DAB, Ph.Eur.,

USP; pantothenic acid from calcium pantothenate, DAB

I

Ph.Eur., USP; vitamin B6 as pyridoxine hydrochloride,
DAB, Ph.Eur. USP; vitamin C from calcium ascorbate,
FCC; racemic methionine, DAB, Ph.Eur., USP XI: and I,-
cystine, FCC.

Finally it should be remarked that the
indicated amounts of the ingredienté in the preparation
combination may be quantitatively modified, be at least
increased, and that the percentage distribution of

individual ingredients may also be changed at least
slightly.
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Translation
THE EMBODIMENTS OF THE INVENTION IN WHICH AN EXCLUSIVE

PROPERTY OR PRIVILEGE IS CLAIMED ARE DEFINED AS FOLLOWS.

1. Combination preparation for stimulating the
growth of hair and, optionally, the growth of skin and
nails, as well as for.preventing and eliminating the loss
of hair with a combination of active ingredients
containing vitamins, enzymesg, and amino acids,
characterized in that the combination of active
ingredients is a component of a form of oral or even
topical administration and contains approximately the
following substances:

Provitamin A 1.25 wt.%
Vitamin B, 0.27 wt.%
Vitamins of the B, group 5.25 wt.%
Vitamin B, 0.37 wt . %
Vitamin B,, 0.001 wt.%
Vitamin C 15.61 wt . %
Vitamin E 2.5 wt. %
Coenzyme Q 10 1.04 wt.=%
Methionine 0.02 wt.%, and
Cystine 0.018 w.t%.
2. Combination preparation as in claim 1,

characterized in that the wvitamins of the B, group are
primarily nicotinamide, pantothenic acid, and riboflavin,
and optionally folic acid and biotin, and that the
vitaminsg of the B, group are c¢ontained in the combination
of active ingredients in the following amounts:

Riboflavin 0.35 w.t%
Nicotinamide 3.75 wt.%
Folic acid 0.09 wt.%
Pantothenic acid 1.04 wt.%
Biotin 0.02 wt.%,
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the pantothenic acid being pantothenic acid from calcium

pantothenate.

3. Combination preparation as in claim 1 or 2,
characterized in that the provitamin A 1s at least
primarily beta-carotene, that the vitamin B, 1s present
preferably as thiamine nitrate, vitamin Bs preferably as
pyridoxine hydrochloride, vitamin B,, preferably as

cyanocobalamin and in a preparation with gelatin, the
preparation of vitamin B,, and gelatin amounting
preferably to about 1.4 wt.% of the combination of actlve

ingredients,

4 . Combination preparation as in one of claims
1-3, characterized in that the wvitamin C is vitamin C from

calcium ascorbate, and that vitamin E is present in the
form of D,L-alpha-tocopherol acetate, the methionine being

racemic methionine and the cystine being L-cystine.

5. Combination preparation as in one of claims
1-4, characterized in that methionine and cystine are
contained in the combination of active ingredients as
components of a milk protein, that the milk proteiln 1s
lactalbumin 80, and that the lactalbumin 80 amounts to
about 0.62 wt.% of the combination of active lngredients.

6. Combination preparation as in one of claims
1-5, characterized in that the combination of active
ingredients 1s present in a formulation with linseed o1l
for preparing the form of administration, and that the
linseed oil is contained in the combination preparation in

an amount of 25.0 wtL. %,

7. Combination preparation as in one of c¢claims
1-6, characterxized in that for preparing the form of
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administration, the combination of active ingredients is

present in a formulation with modified and/or unmodified

vegetable oils and/or in a formulation with an emulsifier,
preferably emulsifier E 322.

8. Combination preparation as in one of claims
1-7, characterized in that the form of administration
comprises a capsule which is present, if need be, in the
form of a preparation for receiving the combination of
active ingredients, the capsule comprising at least
gelatine and glycerol as well as a vegetable oil or fat
and/or a stabilizer, in particular stabilizer 420, that
the capsule is dyed preferably with beta-carotene, and the
filled capsule has a total weight of 480 mg, the
combination preparation comprising in terms of weight the

combination of active ingredients:

Beta-carotene 6.0 mg
Vitamin Bl as thiamine nitrate 1.3 mg
Vitamin B2 as riboflavin 1.7 mg
Nicotinamide 18.0 mg
Folic acid | 0.45 mg
Pantothenic acid from calcium
pantothenate 5.0 mg
Biotin 0.1 mg

Vitamin B6 as pyridoxine

hydrochloride 1.8 mg
Vitamin Bl2 as cyanocobalamin

0.1% with gelatin 5.0 mg
Vitamin ¢ from calcium ascorbate 75.0 wmg
Vitamin E as D,L-alpha-toco-

pherol acetate 12.0 mg
Coenzyme @Q 10 5.0 wg
Lactalbumin 80 with 3.6% cystine

and 4% methionine in 80%

protein of the lactalbumin 3.0 mg,
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and the adjﬁuvants :

Linseed oil 120.0 mg as well as
Emulsifier E 322

Gelatin

Vegetable oils 225.65 mg

(partially hydrogenated)
Glycerol (85%)
Stabilizer E 420

Beta-carotene as dye.

3. Combination preparation as in one of claiwms

1-8, characterized in that the combination of active
ingredients comprises  the component selenium or selenium

veast, that the selenium or gselenium yeast is contained in
an amount of up to 5% by weight of the total combination
of active ingredients, that the combination of active
ingredients comprises as component a thymus extract, and
that the thymus extract is an extract from cattle thymus
or synthetically produced thymus peptides, the thymus
extract amounting preferably to as much as 50% by weight
of the total combination of active ingredients, or the
thymus peptides amounting to as much as 5% by weight of
the total combination of active ingredients.

10. Combination preparation as 1n one of claims
1-9, characterized in that the combination of active
ingredients compriges the component melatonin, and the

active ingredient melatonin is provided in a spectrum from
0.5 to 30 mg.

11. Use of the combination preparation as in
one of claims 1-10 as a supplement to a topically
applicable stimulant for the growth of hair and,
optionally, the growth of skin and nails, in particular a
thymus-containing therapeutical agent.
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