
TOPICAL COMPOSITIONS COMPRISING FERMENTED EXTRACTS OF TRADITIONAL CHINESE
MEDICINAL (TCM) INGREDIENTS, AND METHODS OF MAKING AND USING SAME
CROSS-REFERENCE TO RELATED APPLICATIONS This claims priority to U.S.
Provisional Patent Application No. 61/159,272 filed March 11, 2009 and U.S.
Provisional Patent Application No. 61/228,999 filed July 28, 2009. FIELD OF
THE INVENTION The present invention relates to topical compositions for
improving the appearance and skin condition of a user, while such topical
compositions contain fermented extracts of Traditional Chinese Medicinal
(TCM) ingredients with reduced color and odor. The present invention also
relates to computer-based system and method for determining the skin
composition of a specific user and selecting a suitable topical composition
for such user based on his or her skin composition according to TCM
principles. BACKGROUND OF THE INVENTION There is great interest in the
cosmetic industry to develop products containing natural plant-derived
materials that may be applied topically to the skin to provide anti-acne,
anti-oil, and anti-cellulite benefits. Plant-based cosmetic products that
enhance the appearance of skin are increasingly in demand. Active
ingredients or components with skin care benefits can be obtained from
either the entire plant or various parts of a plant, such as seeds,
needles, leaves, roots, bark, cones, stems, rhizomes, callus cells,
protoplasts, organs and organ systems, and meristems, either as dried
powders or liquid extracts, which can then be incorporated into topical
compositions. Traditional Chinese Medicine (hereinafter "TCM") has been in
existence for several thousands of years and is based largely on
accumulated human experience in using naturallyoccurring plant and animal
extracts to treat various diseases. In recently years, TCM practices have
gained significant recognition by the Western world, especially for
treatment of chronic pathological conditions. Certain TCM ingredients have
been known to have skin care benefits for thousands of years, and cosmetic
or skin care products containing such TCM ingredients are becoming more
popular. Because the TCM ingredients are all natural, they are
significantly more appealing to customers who are conscious of the side
effects and adverse environmental impacts of synthetic compounds. However,
it is important to note that the basic principles of TCM are quite
different from that of the western medicinal sciences. For example, TCM
believes that an internal physiological balance has to be maintained for a
person to be healthy, and all diseases are caused by one or more types of
imbalances, and each type of imbalances manifests through an identifiable
pattern of symptom and requires a particular set of treatments for
correction. A TCM practitioner typically uses a compound prescription
containing a blend of multiple herbal ingredients to treat various symptoms
of a disease after careful examination of an individual patient, and such
prescription is specifically designed for the patient to re-establish the
internal physiological balance of such patient. In other words, the TCM
practice takes an individualized treatment approach, instead of a
"one-size-fits-all" treatment approach. Unfortunately, the currently
available skin care products containing naturally occurring TCM ingredients
are mass-marketed to all consumers and fail to implement the individualized
treatment approach of TCM. Therefore, it would be desirable to provide new
cosmetic and skin care products containing TCM ingredients that adopt the
individualized treatment approach of TCM in improving the appearance and
skin condition of specific users. Further, a problem commonly encountered
when formulating TCM ingredients into cosmetic or skin care products is the
distinctive color and undesirable odor associated with many TCM
ingredients, which makes it difficult to form aesthically and olfactorily
acceptable cosmetic or skin care compositions containing such TCM
ingredients. It would also bedesirable to process TCM ingredients by
reducing the color and odor so that they can be readily formulated into
aesthically and olfactorily acceptable cosmetic or skin care compositions.
SUMMARY OF THE INVENTION The present invention provides topical
compositions, each of which contains a unique blend of TCM ingredients
specifically designed to improve the appearance and skin conditions of a
particular sub-population of users characterized by a specific skin
composition, according to the TCM principles. Specifically, one aspect of
the present invention relates to a topical composition containing fermented
extracts of Cordyceps sinensis mycelia, Ginkgo biloba leaf, Polygonum
cuspidatum rhizome, and Citrus reticulata peel, which can be applied to the
skin of a user with a balanced skin composition to improve the appearance
and skin conditions of said user. Another aspect of the present invention
relates to a topical composition containing 



fermented extracts of Ganoderma lucidum fruiting body, Selaginella
tamariscina plant, Ginkgo biloba leaf, and Calendula officinalis flower,
which can be applied to the skin of a user with a Yang-dominant or
balanced-to-Yang skin composition to nourish Yin and store the Yin-Yang
balance in the skin. A further aspect of the present invention relates to a
topical composition containing fermented extracts of Rhodiola rosea
rhizome, Perilla frutescens fruit, Phellodendron amurense bark, and
Foeniculum vulgare seed, which can be applied to the skin of a user with a
Yin-dominant or balanced-to-Yin skin composition to nourish Yin and store
the Yin-Yang balance in the skin. The present invention also provides a
method for preparing a topical composition by first fermenting a blend of
extracts from one or more TCM ingredients known to have undesirable odor
and/or color in the presence of an aerobically metabolizing microorganism
under suitable aerobic conditions for a period of time sufficient to reduce
or eliminate the undesirable odor and/or color while preserving desirable
biological activities of said TCMingredients, and then formulating the
fermented blend of TCM extracts into a cosmetically or pharmaceutically
acceptable carrier to form said topical composition. Further, the present
invention provides a method for selecting a topical composition for a user
to improve the appearance or skin condition of said user based on his or
her skin composition, comprising: (a) collecting biological data from the
user; (b) categorizing the skin composition of the user based on the
collected biological data, wherein said categorization is indicative of the
Yin-Yang balance of the skin or the lack thereof; and (c) selecting a
topical composition for the user, wherein said topical composition contains
a blend of fermented Chinese herbal extracts for maintaining or restoring
the Yin-Yang balance of the skin. Preferably, the skin composition of the
user is categorized by using a statistical model that weights the
biological data according to TCM principles. Other aspects and objectives
of the present invention will become more apparent from the ensuring
description, examples, and claims. DETAILED DESCRIPTION OF THE INVENTION,
AND PREFERRED EMBODIMENT THEREOF The present invention provides several
topical compositions, each of which contains a unique combination of
fermented extracts of TCM ingredients for targeting a sub-population of
users with a specific skin composition according to the TCM principles. In
TCM practices, health is represented as a balance of Yin and Yang, which
are opposing forces interconnected and interdependent in the natural world,
giving rise to each other in turn. These two forces represent the bipolar
manifestation of all things in nature, and because of this, one must be
present to allow the other to exist. A constantly changing balance between
Yin and Yang should be maintained within the body of a person. When one
force is regularly dominating over the other, the health of the patient can
become compromised, resulting in illness and disease. Therefore, when
diagnosing a patient, TCM practitioners usually try to determine theexact
nature of the Yin/Yang imbalance, and then correct it through the use of
acupuncture, herbal remedies, exercise, diet and lifestyle. Once the
balance is restored in the body, so is health. Correspondingly, the topical
compositions provided by the present invention are specifically designed
for different sub-population of users with different skin compositions,
which can be categorized according to the Yin and Yang balance/imbalance of
the skin. For example, the skin compositions can be divided into three
major categories: the Yin-Yang balanced skin composition (hereinafter
referred to as "balanced skin composition"), the Yangdominant skin
composition, and the Yin-dominant skin composition. Additional categories
can also be included to further quantify the degree of imbalance. For
example, the skin composition categorization may further include a
balance-to-Yang skin composition and a balance-to-Yin skin composition,
which are relatively balanced skin compositions with slight Yang or Yin
symptoms. The specific skin composition of a patient can be determined by
observing the skin condition, tongue color and tongue fur color of the
patient (which are two important factors to be considered by TCM
practitioners for diagnosis), as well as by gathering certain information
from the patient regarding the person's age, bodily sensation, sleep
pattern, and energy level. For example, the balanced skin composition is
typically characterized by smooth, radiant, soft and delicate skin with
good elasticity and even skin tone, and patients with the balanced skin
composition usually also have lips and tongue of light red color with thin,
pale white tongue fur color. The Yang-dominant skin composition is
typically characterized by reddish cheek and red skin tone, oily skin
surface, and tendency to develop allergy, acne, pigmentation, and
pre-mature wrinkles. Patients with the Yang-dominant skin composition may
also have lips and tongue of bright red color with yellow tongue fur color,
and they typically prefer cold 



drinks, become thirsty very easily, have bitter tastes in the mouth, often
sweat when sleeping at night, easily irascible, and often suffer from
internal heat. The Yin-dominant skincomposition is typically characterized
by pale skin tone, dry and easily desquamated skin with low water
absorption and water retention capacity, and tendency to develop
pigmentation and pre-mature wrinkles. Patients with the Yin-dominant skin
composition may have pale or blue lips, light red or pale tongue color with
white tongue fur color, and they typically prefer hot drinks, have
relatively cold hands and feet, are sensitive to temperature decrease, and
often feel tired or sleepy. Patients with balanced-to-Yang or
balanced-to-Yin skin composition may exhibit similar symptoms as those with
Yang-dominant or Yin-dominant skin composition but to a lesser degree.
Correspondingly, the present invention provides a method for selecting
cosmetic or skin care products for users based on their specific skin
compositions, by first collecting biological data (e.g., age, bodily
sensation, sleep pattern, energy level, tongue color, tongue fur color, and
skin condition of the user), then determining the skin composition of the
user based on the collected biological data, and finally selecting a
suitable cosmetic or skin care product for the user corresponding to his or
her skin composition. Preferably, the biological data was collected by a
preliminary facial examination of the user as well as requesting the user
to fill out a questionnaire, and the data so collected is then processed by
a computer-based system programmed with a statistical model for
specifically for determining the skin compositions of a user by weighing
the collected biological data according to TCM principles. Unlike the
Western medicinal science that typically uses one drug to treat one
disease, the TCM practice adopts a compound or combinational approach in
its herbal therapy, i.e., by using a blend of different herbal ingredients
to target the root cause as well as different symptoms of the disease. A
typical TCM formula contains four major ingredients, each playing its
unique role while working together synergistically to achieve the optimal
treatment results. The four major ingredients have been described in
ancient texts as "emperor" or "king," "minister," "assistant" and
"servant." This TCM philosophy models these four major ingredients
components in a compound formula after a court of an emperor. The emperor
orking ingredient serves as the principle in attacking the root cause of
the disease; the minister ingredient acts to assist and augment the emperor
or king ingredient; the assistant ingredient also assists the emperor or
king ingredient, but it focuses on counter-reacting any possible
side-effects of the emperor or king ingredient; and the servants ingredient
acts to deliver the medicine where it should go. Sometimes, a single
ingredient may perform double or triple duties in a single TCM herbal
formula, e.g., both as the king and the minister, or as the king, the
minister and the assistant, or the like. Correspondingly, the TCM herbal
formula may have only 2 or 3 ingredients in total. In the present
invention, a blend of fermented plant extracts containing at least four,
and preferably seven, ingredients is provided for users with a balanced
skin composition to maintain and strengthen the balance between Yin and
Yang in the patient's skin, improve the immune system and the skin barrier
function of the patient, revitalize the skin, and enhance self-repair
function of the skin. Such a blend contains fermented extracts from
Cordyceps sinensis mycelia, Ginkgo biloba leaf, Polygonum cuspidatum
rhizome, and Citrus reticulata peel. The Cordyceps sinensis mycelia extract
functions as the emperor or king ingredient in this blend; the Ginkgo
biloba leaf extract functions as the minister ingredient; the Polygonum
cuspidatum rhizome extract functions as the assistant ingredient; and the
Citrus reticulata peel extract functions as the servant ingredient.
Preferably, this blend of fermented plant extract further comprises one or
more additional minister ingredients selected from the group consisting of
fermented extracts from Poria cocos sclerotium, Panax ginseng root, and
Perilla frutescens fruit, and most preferably, it comprises all three
additional minister ingredients. The fermented extract of Cordyceps
sinensis mycelia is preferably present in this blend at an amount ranging
from about 10% to about 40%, more preferably from about 15% to about 35%,
and most preferably from about 20% to about 30%, by total weight of the
blend. The fermented extract of Ginkgo biloba leaf is preferably present in
this blend at an amount ranging from about 2% to about 30%, more preferably
from about 5% to about 20%, and mostpreferably from about 10% to about 15%,
by total weight of the blend. The fermented extract of Polygonum cuspidatum
rhizome is preferably present in this blend at an amount ranging from about
2% to about 30%, more preferably from about 5% to about 20%, and most
preferably from about 10% to about 15%, by total weight of the blend. The
fermented extract of Citrus reticulata peel is preferably present in this
blend at an amount ranging from about 2% to about 30%, more preferably from
about 5% to about 20%, and most preferably from about 10% to about 15%, by
total weight of the blend. If present, the fermented extract of Poria cocos
sclerotium is preferably at an amount ranging from about 10% to about 40%,
more preferably from about 15% to about 35%, and most preferably from about
20% to about 



30%, by total weight of the blend. If present, the fermented extract of
Panax ginseng root is preferably at an amount ranging from about 0.1% to
about 15%, more preferably from about 1% to about 10%, and most preferably
from about 3% to about 5%, by total weight of the blend. If present, the
Perilla frutescens fruit is preferably at an amount ranging from about 2%
to about 30%, more preferably from about 5% to about 20%, and most
preferably from about 10% to about 15%, by total weight of the blend. For
users with a Yang-dominant or balanced-to-Yang skin composition, the
present invention provides a blend of fermented plant extracts containing
at least four, and preferably seven, ingredients to nourish the Yin energy
in the skin, balance/neutralize the excess Yang energy, promote metabolism
in the skin, facilitate circulation of bodily fluid as well as
transportation of any turbid Qi (which is believed to be the cause of
various diseases in TCM theories), regulate the immune system, improve the
skin barrier function, and enhance the selfrepair function of the skin.
Such a blend contains fermented extracts from Ganoderma lucidum fruiting
body, Selaginella tamariscina plant, Ginkgo biloba leaf, and Calendula
officinalis flower. The Ganoderma lucidum fruiting body extract functions
as the emperor or king ingredient in this blend; the Selaginella
tamariscina plant functions as the minister ingredient; the Ginkgo biloba
leaf extract functions as the assistant ingredient; and theCalendula
officinalis flower extract functions as the servant ingredient. Preferably,
this blend of fermented plant extract further comprises one or more
additional minister ingredients selected from the group consisting of
fermented extracts from Centella asiatica plant, Scutellaria baicalensis
root, and Polygonum cuspidatum rhizome, and most preferably, it comprises
all three additional minister ingredients. The fermented extract of
Ganoderma lucidum fruiting body is preferably present in this blend at an
amount ranging from about 10% to about 45%, more preferably from about 15%
to about 40%, and most preferably from about 20% to about 30%, by total
weight of the blend. The fermented extract of Selaginella tamariscina plant
is preferably present in this blend at an amount ranging from about 2% to
about 35%, more preferably from about 5% to about 25%, and most preferably
from about 10% to about 15%, by total weight of the blend. The fermented
extract of Ginkgo biloba leaf is preferably present in this blend at an
amount ranging from about 0.1% to about 20%, more preferably from about 1%
to about 15%, and most preferably from about 3% to about 10%, by total
weight of the blend. The fermented extract of Calendula officinalis flower
is preferably present in this blend at an amount ranging from about 2% to
about 35%, more preferably from about 5% to about 25%, and most preferably
from about 10% to about 15%, by total weight of the blend. If present, the
fermented extract of Centella asiatica plant is preferably at an amount
ranging from about 2% to about 35%, more preferably from about 5% to about
25%, and most preferably from about 10% to about 15%, by total weight of
the blend. If present, the fermented extract of Scutellaria baicalensis
root is preferably at an amount ranging from about 2% to about 35%, more
preferably from about 5% to about 25%, and most preferably from about 10%
to about 15%, by total weight of the blend. If present, the Polygonum
cuspidatum rhizome is preferably at an amount ranging from about 2% to
about 35%, more preferably from about 5% to about 25%, and most preferably
from about 10% to about 15%, by total weight of the blend. This blend of
fermented plant extracts is used to balance both the Yang-dominant
skincomposition and the balanced-to-Yang skin composition, but at different
concentrations. For example, the concentrations of fermented plant extracts
in products designated for the balanced-to-Yang skin composition are
preferably from 25% to 75%, more preferably from about 40% to about 60%, of
those in products designated for the Yang-dominant skin composition. For
users with a Yin-dominant or balanced-to-Yin skin composition, the present
invention provides a blend of fermented plant extracts containing at least
four, and preferably seven, ingredients to nourish the Yang energy in the
skin, balance/neutralize the excess Yin energy, strengthen the body fluid
circulation, improve the immune system, enhance the skin barrier function,
and enhance the self-repair function of the skin. Such a blend contains
fermented extracts from Rhodiola rosea rhizome, Perillafrutescens fruit,
Phellodendron amurense bark, and Foeniculum vulgare seed. The Rhodiola
rosea rhizome extract functions as the emperor or king ingredient in this
blend; the Perillafrutescens fruit functions as the minister ingredient;
the Phellodendron amurense bark extract functions as the assistant
ingredient; and the Foeniculum vulgare seed extract functions as the
servant ingredient. Preferably, this blend of fermented plant extract
further comprises one or more additional minister ingredients selected from
the group consisting of fermented extracts from Santalum album stem,
Hordeum distichon seed, and Citrus reticulata peel, and most preferably, it
comprises all three additional minister ingredients. 



The fermented extract of Rhodiola rosea rhizome is preferably present in
this blend at an amount ranging from about 10% to about 50%, more
preferably from about 15% to about 45%, and most preferably from about 25%
to about 30%, by total weight of the blend. The fermented extract of
Perillafrutescens fruit is preferably present in this blend at an amount
ranging from about 0.5% to about 30%, more preferably from about 1% to
about 20%, and most preferably from about 5% to about 15%, by total weight
of the blend. The fermented extract of Phellodendron amurense bark is
preferably present in this blend at an amountranging from about 0.5% to
about 30%, more preferably from about 1% to about 20%, and most preferably
from about 5% to about 15%, by total weight of the blend. The fermented
extract of Foeniculum vulgare seed is preferably present in this blend at
an amount ranging from about 0.1% to about 15%, more preferably from about
1% to about 10%, and most preferably from about 2% to about 5%, by total
weight of the blend. If present, the fermented extract of Santalum album
stem is preferably at an amount ranging from about 0.1% to about 15%, more
preferably from about 1% to about 10%, and most preferably from about 2% to
about 5%, by total weight of the blend. If present, the fermented extract
of Hordeum distichon seed is preferably at an amount ranging from about 10%
to about 50%, more preferably from about 15% to about 45%, and most
preferably from about 25% to about 30%, by total weight of the blend. If
present, the Citrus reticulata peel is preferably at an amount ranging from
about 5% to about 40%, more preferably from about 10% to about 30%, and
most preferably from about 15% to about 20%, by total weight of the blend.
This blend of fermented plant extracts is used to balance both the
Yin-dominant skin composition and the balanced-to-Yin skin composition, but
at different concentrations. For example, the concentrations of fermented
plant extracts in products designated for the balanced-to-Yin skin
composition are preferably from 25% to 75%, more preferably from about 40%
to about 60%, of those in products designated for the Yin-dominant skin
composition. The present invention further provides a blend of fermented
plant extracts for treating dark circles, puffness, and wrinkles around the
periorbital areas. According to TCM theories, dark circles are caused by
stasis of Qi and body fluid, while puffiness around the eye area is caused
by dampness and stasis of body fluid. Therefore, the present invention
provides a blend of fermented plant extracts containing four ingredients
for complementing Qi, improving the circulation of body fluid, removing
dampness, tightening the skin, and prevent pre-mature skin aging. Such a
blend contains fermented extracts from Ligusticum chuangxiong root, Paeonia
lactiflora root, Rehmannia glutinosa root, and Zizyphusjujubefruit. The
Ligusticum chuangxiong root extract functions as the emperor or king
ingredient in this blend; the Paeonia lactiflora root functions as the
minister ingredient; the Rehmannia glutinosa root extract functions as the
assistant ingredient; and the Zizyphusjujube fruit extract functions as the
servant ingredient. The fermented extract of Ligusticum chuangxiong root is
preferably present in this blend at an amount ranging from about 5% to
about 50%, more preferably from about 10% to about 40%, and most preferably
from about 20% to about 30%, by total weight of the blend. The fermented
extract of Paeonia lactiflora root is preferably present in this blend at
an amount ranging from about 5% to about 50%, more preferably from about
10% to about 40%, and most preferably from about 20% to about 30%, by total
weight of the blend. The fermented extract of Rehmannia glutinosa root is
preferably present in this blend at an amount ranging from about 5% to
about 50%, more preferably from about 10% to about 40%, and most preferably
from about 20% to about 30%, by total weight of the blend. The fermented
extract of Zizyphus jujube fruit is preferably present in this blend at an
amount ranging from about 5% to about 50%, more preferably from about 10%
to about 40%, and most preferably from about 20% to about 30%, by total
weight of the blend. The above-described blends of plant extracts can
further include other plant extracts of known skin care benefit but are not
specifically mentioned herein. Such plant extracts may include, but are not
limited to, those obtained from roots, leaves, flowers, stalks or other
parts of plants such as Simmondsia Chinensis, Camellia Sinensis, Coffee
Arabica, Betula Alba, Zea Mays, Siegesbeckia Orientalis, Helianthus Annus,
Hordeum Vulgare, Cucumis Sativus, Carthamus Tinctorius, Mangifera Indicia,
Garcinia Indica, Anthemus Nobilis, Arabidopsis Thaliana, Myrtus Communis,
Apium Graveolens (Celery), Arabidopsis Thaliana, Padina Pavonica, Beta
Vulgaris, Betula Alba, Butyrosperum Parkii, Garcinia Mangostana, Racemusus,
Platycodon, Emblica Ofbcinalis, Criste Marine, Lavande Papillon, Polygonum
Cuspidatum, Laminaria Japonica, Fucus Vesiculosis, Borago Officinalis,
Phyllanthus Emblica, Inonotus Obliquus, Calophyllum Inophyllum, Scutellaria
Baicalensi), BoswelliaSerrata, Boswellia Bhau-dajiana, Boswellia Frereana,
Boswellia Papyrifera, Sudanese Boswellia Sacra, Boswellia Carteri,
Commiphora Incisa, Commiphora Myrrha, Commiphora Abyssinica, Commiphora
Erthraea, Commiphora Molmol, Bursera Microphylla; Nidularium Procerumt,
Curcuma Longa, Macrycystis Pyrifera, Pleurotus Ostreatus, Hypsizygus 



Ulmarius, Cladosiphon Okamuranus, Acalypha Wilkesiana, Acanthopanax
Gracilistylus, Allium Sativum, Ananus Comosus, Cissampelos Sympodialis,
Coriolus Versicolor, Echinacea Purpurea, Grifola Frondosa, Harpagophytum
Procumbens, Panax Ginseng, Polygala Tenuifolia, Poria Cocos, Silybum
Marianum, Smilax Glabra, Tinospora Cordifolia, Uncaria Tomentosa, Withania
Somnifera, Echinancea, Viscum Album, Capparis Moonii, Capsella Brusa
Pastoris, Doliocarpus Verruculosus,Kaempferia Galanga, Sauropus Androgynus,
Tetracapidium Conophorum, Pinus Pinaster, Vitis Vinefera, Pluchea Indica,
Viola Hondoensis, Triphala Chebula, Citri Reticulatae, Tepescohuite, Mimosa
Pudica, Silymarin, Eucommia, Menyanthes Trifoliata, Calluna Vulgaris, Rosa
Canina, Polyporus Umbellatus, Chamomilla Recutita, Pygeum Africanum, Actina
Boswellia, Soft Pygeurm Capsicum Annum, Carpinus Laxiflora, Parinus
Tschonoskii, Castanopsis Cuspidata, Selaginella Tamariscina, Rosmarinus
Officinalis, Cayaponia Tayuya, Celosia, Cristata, Cercis Chinensis,
Haplophyllum hispanicum, Scutellaria Rivularis, Centauriumt, Polygonum
Cuspidatum,Nigella Sativa, Rhodiola Rosea, Anemarrhena asphodeloides, Zhi
Mu, Uncaria Tomentosa Cereus Granidflora, Chaenomeles Sinensis, Lyngbya,
Viapure Poria, Polyporus Umbellatus, Chrysanthellum Indicum, Tridentata
marginata, Paeonia Albiflora, Saussurea Costus, Saussurea Lappa, Magnolia
Officianalis, Echineacea Pallida and those set forth on pages 2755-2757 of
the C.T.F.A. International Cosmetic Ingredient Dictionary and Handbook,
Eleventh Edition, 2006, which is hereby incorporated by reference in its
entirety. Particularly, extracts from certain fungi with known medicinal
benefits can be included in the blends of plant extracts of the present
invention. For example, fungi from the genus Trametes are known for their
medicinal properties. Sophisticated outdoorsmen willsometimes chew a piece
of fungi picked from Trametes Versicolor (also referred to as Turkey Tail)
like gum when they are hiking in the woods. It has been discovered by the
inventors that in addition to their known medicinal properties, Trametes
extracts also have beneficial properties when applied to the skin.
Specifically, Trametes extracts contain certain chemical components that
are particularly effective in whitening or brightening the skin. It is
believed that such skin-whitening or brightening effect is achieved either
through inhibition of tyrosinase activity or other cellular pathways that
lead to skin pigmentation, thereby preventing formation of age spots or
mottled skin, or through destruction of melanin in already formed age spots
or mottled skin and thereby improving the overall evenness of the skin
tone. Extracts from the Trametes genus are also excellent moisturizers, and
some species may also be useful in absorbing excess sebum in oily skinned
individuals. Various plants or raw plant materials as described hereinabove
are first cut and cleaned and then subjected to a low temperature water
extraction process, in which the plant materials are immersed in a solvent
system consisting essentially of deionized water at a temperature ranging
from about 75C to about 95C (preferably from about 800C to about 900C) and
a pressure ranging from about 0.03 to about 0.05 mpa for a duration of
about 8 to 10 hours. The extraction solution is then concentrated at a
temperature ranging from about 500C to about 65C (preferably from about 55C
to about 600C) and under a vacuum condition characterized by a negative
pressure ranging from about 1 torr to about 100 torr, more preferably from
about 5 torr to about 50 torr, and most preferably about 10-15 torr. The
concentrated extract solution is then spray dried at a temperature ranging
from about 1000C to about 1500C, preferably 1200C to about 1400C, to form
fine powders ready for packaging and shipping. The blends of plant extracts
in the above-described fine powder form can be directly formulated into
topical or cosmetic compositions. However, such topical or cosmetic
compositions are typically characterized by a distinctive bitter odor and a
brownish dark color commonly associated with TCM extracts and may not be
considered aesthically andolfactorily acceptable by most users of cosmetic
or skin care products. In order to improve the aesthic and olfactory appeal
of the final cosmetic or skin care products, the present invention employs
a unique fermentation process to further treat the blends of plant extracts
as described hereinabove. The fermentation process of the present invention
comprises incubating a blend of plant extracts in the presence of yeast,
fungi, or other suitable aerobically metabolizing microorganisms, under
suitable aerobic conditions, for a period of time sufficient to reduce or
eliminate the undesirable odor and/or color of the plant extracts while
preserving the desirable biological activities of the TCM ingredients. In a
particularly preferred embodiment, the microorganism used for fermenting
the plant extracts is a fungus from the genus Trametes, and more preferably
from the species Trametes Versicolor. The fermentation process can take
either one of two approaches. The first approach is a process in which the
microorganism is fermented not only in the presence of the plant extracts
but also with traditional culturing nutrients. During such incubation, the
yeast or 



other microorganisms can multiply significantly in number. The second, and
preferred, approach is to ferment the yeast or other microorganisms in an
aqueous environment, in the presence of only the plant extracts and in
substantial absence of any additional nutrients, or in a low nutrient
media, so that during the fermentation process, the yeast or other
microorganisms only engage in catabolic processing of the plant extracts.
The incubation is monitored periodically for signs of the plateauing of
biological activity, for example, a leveling off of pH, and then the system
temperature is raised to between about 30-500C, preferable about 40-450C,
for at least about 24 hours. In one embodiment, the temperature is then
briefly raised to 90-95 0C for a period of about 5-10 minutes, which
ruptures the yeast, releasing the cell contents. Alternately, the cells can
be disrupted by sonication. The entire system is then cooled to room
temperature, and filtered with progressively decreasing poresize to remove
yeast debris, leaving a fermented extract that has significantly reduced
odor and/or color in comparison with the unprocessed extract. The amount of
plant extracts used is also not critical; however, if it is desired to
prevent proliferation of the yeast or other microorganisms, the amount
should be controlled so as not to provide enough nutrients so to allow
multiplication. Ordinarily, the amount of plant extracts used in the
incubation medium of the present invention ranges from about 0.01 to about
10%, preferably from about 0.01 to about 5%, by total weight of the
incubation medium, the concentration depending on the types of plant
extracts used as well as on the solubility thereof. In one embodiment of
the invention as described above, the incubation medium contains simply
water in addition to the plant extracts. In a preferred embodiment, the
water used, however, is a structured water, i.e., I water, S water, or a
combination of the two, as described, for example, in RO 88053 [S-type
water], and RO 88054 (I-type water], and US Patent Nos. 5,846,397 and
6139855, the contents of which are incorporated herein by reference. The
use of structured water in one or both of these phases of the fermentation
process can further enhance the desired biological activities of the plant
extracts. As also noted above, the incubation medium is generally not
supplied with any other nutrients besides the plant extracts, so that the
sole source of substrate for the microorganisms' biochemical activity is
the plant extracts provided. However, in an alternate embodiment, the
fermentation process can be performed in the presence of a nutrient medium
appropriate for the growth of the microorganisms. The fermentation process
as described hereinabove not only functions to reduce or eliminate the
undesirable odor and color typically associated with TCM ingredients, but
is also capable of enhancing or boosting the desired biological activities
of the TCM ingredients. Such desired biological activities include, but are
not limited to: ATP-elevating activities, antiinflammation activities,
anti-irritation activities, immune modulating activities,
bloodcirculation-enhancing activities, anti-oxidant activities,
photoprotective activities, anti histamine activities, skin-whitening
activities, anti-chemotactic activities, collagen synthesisenhancing
activities, fbronectin synthesis-enhancing activities, anti-glycation
activities, antiphospholipase A2 (PLA2) activities, phosphodiesterase
(PDE)-inhibiting activities, superoxide dismutase (SOD)-like activities,
DNA synthesis-enhancing activities, protein synthesisenhancing activities,
DNA-repairing activities, skin barrier-repairing activities,
antiglycosaminoglycanase activities, anti-elastase activities,
catalase-like activities, interlukin-1 (IL-I) alpha protein-inhibiting
activities, interlukin-8 (IL-8) protein-inhibiting activities,
prostaglandin E2 (PGE2)-inhibiting activities, cyclooxygenase-2
(COX-2)-inhibiting activities, anti-tyrosinase activities, anti-adhesion
activities, 5-lipoxygenase (5-LO)-inhibiting activities, and the like. The
fermented blends of plant extracts as described hereinabove can be used for
formulating various cosmetic and skin care compositions of various forms,
such as anhydrous or aqueous gels, solutions or serums, emulsions (such as
water-in-oil, oil-in-water, water-insilicone, or silicone-in- water
emulsions). Suggested amount of the fermented plant extracts as used in
such compositions may range from about 0.001% to about 75%, preferably from
about 0.05% to about 70%, more preferably from about 0.1% to about 65%. If
in anhydrous form, the composition generally comprises from about 0.1-95%
oil, and optionally other ingredients such as powders, sunscreens, and the
like, with all percentages meaning percent by weight unless otherwise
indicated. If in aqueous gel, solution, or serum form, the composition may
comprise from about 1-99% water, and optionally other ingredients. If in
emulsion form, the composition may comprise from about 0.1% to about 99%,
preferably from about 5% to about 95%, more preferably from about 7% to
about 90% water and from about 0.1% to 99%, preferably from about 5% to
about 95%, more preferably from about 7% to about 90% oil or silicone.Types
of cosmetic or skin care compositions that the present invention covers
include, 



but are not limited to: mascara, blush, eye shadow, eyeliner, skin cream,
skin lotion, skin treatment serum, foundation, lipstick, lip gloss, and the
like. Such compositions may include various cosmetic or skin care
ingredients, as described hereinafter: 1. Oils The cosmetic or skin care
compositions of the present invention may contain one or more oils which
may be volatile or non-volatile. The term "oil" refers to an ingredient
that is pourable at room temperature (e.g. 25 C.) The term "volatile" means
that the oil has a vapor pressure of greater than about 2 mm. of mercury at
20 C. Volatile oils may include silicones or paraffmic hydrocarbons. If
present, such volatile oils may range from about 0.1 to 50%. Examples of
volatile silicones include linear silicones such as hexamethyldisiloxane
(0.5 centistokes (cs)), octamethyltrisiloxane (1.0 cs),
decamethyltetrasiloxane (1.5 cs), dodecamethylpentasiloxane (2.0 cs); or
cyclic volatile silicones generally referred to as "cyclomethicone", which
may be octamethylcyclotetrasiloxane, decamethylcyclopentasiloxane,
dodecamethylcyclohexasiloxane, and so on. Examples of volatile paraffinic
hydrocarbons include isohexadecane, isododecane, C9-1 1 isoparaffins, and
the like. Nonvolatile oils may include silicones, hydrocarbons, or esters.
The term "nonvolatile" means that the oil has a vapor pressure of less than
about 2 mm. of mercury at 20 C. Examples of nonvolatile silicones include
dimethicone or diethicone; phenylsubstituted silicones such as phenyl
trimethicone, diphenyl dimethicone, phenyl dimethicone,
trimethylsiloxyphenyl dimethicone, phenethyl dimethicone; and the like;
C2-14 alkyl substituted silicones such as cetyl dimethicone, hexyl
dimethicone, lauryl dimethicone; or fluorinated silicones such as
perfluorononyl dimethicone, trifluoropropyl dimethicone; and the
like.Examples of non-volatile hydrocarbons include hydrocarbons having from
10 to 40 carbon atoms in the linear or branched form such as C10-40
isoparaffins, C12-20 isparaffns; or olefins having from about 18 to 54
carbon atoms, for example C18-26 olefin, C20-24 olefin, C26-54 olefin;
polybutene, polyisobutene, polydecene, or hydrogenated derivatives thereof
such as hydrogenated polyisobutene; isoeicosane; squalane; squalene; and so
on. Examples of esters include those formed by the reaction of mono-, di-,
or polyhydric Cl-10 alcohols with carboxylic acids having from about 1 to
40 carbon atoms, preferably fatty C6-22 carboxylic acids. Preferred
alcohols include ethanol, propanol, butanol, hexanol, glycerin, and so on.
Preferred carboxylic acids include myristic, stearic, isostearic, palmitic,
behenic, and so on. One particularly preferred ester is formed by the
reaction of a polyhydric alcohol with fatty carboxylic acids, more
specification glycerin and stearic acid, to provide glyceryl stearate,
diglyceryl diisostearate, glyceryl triisostearate, and so on. Most
preferred is glyceryl stearate. 2. Film Formers The cosmetic or skin care
compositions of the present invention may comprise at least one film former
which is capable of forming a film when applied to the skin surface. If
present, suggested ranges of film former(s) are from about 0.1 to 45%,
preferably from about 0.5 to 40%, more preferably from about 0.5 to 30%.
Film formers may be synthetic or natural polymers. They may be water
soluble or oil soluble. They may be in the form of particles in aqueous
dispersion, or solubilized or dispersed in the lipophilic phase of the
composition. Examples of film forming polymers include polyurethanes either
in lipophilic form or in the form of particles in aqueous dispersion;
copolymers from ethylenically unsaturated monomers, for example, homo- or
copolymers of acrylates, ammonium acrylates, styrene, acrylamides,
methacrylates, vinyl acetate, vinyl pyrrolidone; or siloxy silicate
polymers such as trimethylsiloxysilicate, polymethylsilsesquioxane; or
silicone gums which are general dimethicone or dimethiconol having a degree
of polymerization ranging from about 100,000 to100 million cs. Examples of
such film forming polymers include, but are not limited to, acrylates
copolymer, polyurethane, acrylamide/ammonium acrylate copolymer,
acrylamides copolymer, acrylates/acrylamide copolymer, acrylates/ammonium
methacrylate copolymer, acrylates/octylacrylamide copolymer, PVP, PVA,
PVP/VA copolymer, acrylates/VA copolymer, acrylates/VP copolymer, ammonium
styrene/acrylates copolymer, and so on. Also suitable are naturally
occurring polymers such as shellac or cellulose. Preferred is where the
film former is shellac in aqueous dispersion which comprises from about
10-70% water, 1- 40% shellac, and optionally from about 0.1-40% of a
monohydric alcohol (preferably isopropanol or ethanol) and from about
0.0001 to 10% of a neutralizer which may be ammonium hydroxide. Also
preferred is where the film former comprises a vinyl pyrrolidone homo- or
copolymer such as PVP, PVP/VA copolymer and so on. 3. Structuring Agents 



The cosmetic or skin care compositions of the present invention may also
contain at least one structuring agent which increases the viscosity or
thickens the composition. If present, suggested ranges of structuring
agent(s) are from about 0.1-70%, preferably from about 0.5-65%, more
preferably from about 1-60%. Structuring agents may be natural or synthetic
waxes, polymeric materials that increase viscosity, and the like. Examples
of waxes include polyethylene, polypropylene, beeswax, beeswax modified by
reacting with polyethylene glycol, such as PEG-8 beeswax, PEG-10 beeswax,
carnauba, ceresin, microcrystalline, or fatty alcohols such as stearyl,
behenyl; or fatty acids such as stearic acid, behenic acid, isostearic
acid, and so on. Also suitable as structuring agents are polyamides or
silicone polyamides. Examples include those sold by Arizona Chemical under
the trademarks Sylvaclear(r) and Uniclear(r), including those having the
INCI names ethylenediamine/stearyl dimer tallate copolymer or
ethylenediamine/stearyl dimer dilinolate copolymer, ethylenediamine/dimer
tallate copolymer bis-hydrogenated tallow amide; Polyamide-3;
ethylenediamine/hydrogenated dimer dilinoleate copolymer bis-di-C14-18
alkyl amide;Polyamide-4; bis-stearyl ethylenediamine/neopentyl
glycol/stearyl hydrogenated dimer dilinoleate copolymer and the like.
Silicone waxes may also be used including but not limited to stearyl
dimethicone, behenyl dimethicone, behenoxy dimethicone, stearoxy
dimethicone, and so on. Also suitable as structuring agents are N-acyl
amino acids or esters or amides thereof; 12-hydroxystearic acid or esters
or amides thereof; fatty acid esters of di- or trifunctional alcohol
dimers; or alkylamides of di- or tricarboxylic acids. Examples include
stearamide MEA-stearate, N-acyl glutamic acid diamide, and so on. Also
suitable as structuring agents are naturally occurring ingredients that
increase viscosity such as gums, including but not limited to Acacia
Senegal gum, Veegum (magnesium aluminum silicate), biosaccharide gum,
Boswellia Serrata gum, Cassia gum, cellulose gum, Gellan gum, xanthan gum,
algin, agarose, cellulose, hydroxyethylcellulose, and the like. Silicone
elastomers are also suitable structuring agents and include those that are
formed by addition reaction-curing, by reacting an SiH-containing
diorganosiloxane and an organopolysiloxane having terminal olefmic
unsaturation, or an alpha-omega diene hydrocarbon, in the presence of a
platinum metal catalyst. Examples of suitable silicone elastomers for use
in the compositions of the invention may be in the powder form, or
dispersed or solubilized in solvents such as volatile or non volatile
silicones, or silicone compatible vehicles such as paraff nic hydrocarbons
or esters. Examples of silicone elastomer powders include vinyl
dimethicone/methicone silesquioxane crosspolymers like Shin-Etsu's KSP-100,
KSP-101, KSP- 102, KSP- 103, KSP- 104, KSP- 105, hybrid silicone powders
that contain a fluoroalkyl group like Shin-Etsu's KSP-200 which is a
fluoro-silicone elastomer, and hybrid silicone powders that contain a
phenyl group such as Shin-Etsu's KSP-300, which is a phenyl substituted
silicone elastomer; and Dow Coming's DC 9506. Examples of silicone
elastomer powders dispersed in a silicone compatible vehicle include
dimethicone/vinyl dimethicone crosspolymers supplied by a variety of
suppliersincluding Dow Corning Corporation under the tradenames 9040 or
9041, GE Silicones under the tradename SFE 839, or Shin-Etsu Silicones
under the tradenames KSG-15, 16, 18. KSG- 15 has the CTFA name
cyclopentasiloxane/dimethicone/vinyl dimethicone crosspolymer. KSG- 18 has
the INCI name phenyl trimethicone/dimethicone/phenyl vinyl dimethicone
crossoplymer. Silicone elastomers may also be purchased from Grant
Industries under the Gransil trademark. Also suitable are silicone
elastomers having long chain alkyl substitutions such as lauryl
dimethicone/vinyl dimethicone crosspolymers supplied by Shin Etsu under the
tradenames KSG-31, KSG-32, KSG-41, KSG-42, KSG-43, and KSG-44. Cross-linked
organopolysiloxane elastomers useful in the present invention and processes
for making them are further described in U.S. Pat. No. 4,970,252 to Sakuta
et al, issued Nov. 13, 1990; U.S. Pat. No. 5,760,1 16 to Kilgour et al.,
issued Jun. 2, 1998; U.S. Pat. No. 5,654,362 to Schulz, Jr. et al. issued
Aug. 5, 1997; and Japanese Patent Application JP 61-18708, assigned to PoIa
Kasei Kogyo KK, each of which are herein incorporated by reference in its
entirety. The cosmetic or skin care compositions of the present invention
may also contain one or more aqueous phase thickeners. If present,
suggested ranges are from about 0.1-30%, preferably from about 0.5-25%,
more preferably from about 0.5-20%. Suitable thickeners include acrylic
polymeric thickeners comprised of monomers of acrylic acid, methacrylic
acid, or their simple Ci_22 alkyl esters. Acrylic polymer solutions include
those sold by Seppic, Inc., under the tradename Capigel having the CTFA
name Acrylates Copolymer. Also suitable are acrylic polymeric thickeners
that are copolymers of acrylic acid, methacrylic acid or their C1-22 alkyl
esters further copolymerized with one or more fatty alkoxylated alcohols.
Examples of such thickening agents include acrylates/steareth-20 



methacrylate copolymer, which is sold by Rohm & Haas under the tradename
Acculyn 22, or acrylates/steareth-20/methacrylate crosspolymer which may be
purchased from Rohm & Haas under the tradename Acculyn 88.Also suitable are
acrylate based anionic amphiphilic polymers containing at least one
hydrophilic unit and at least one allyl ether unit containing a fatty
chain. Preferred are those where the hydrophilic unit contains an
ethylenically unsaturated anionic monomer, more specificially a vinyl
carboxylic acid such as acrylic acid, methacrylic acid or mixtures thereof,
and where the allyl ether unit containing a fatty chain corresponds to the
monomer of formula: CH2 = CR CH2OBnR in which R denotes H or CH3, B denotes
the ethylenoxy radical, n is zero or an integer ranging from 1 to 100, R
denotes a hydrocarbon radical selected from alkyl, arylalkyl, aryl,
alkylaryl and cycloalkyl radicals which contain from 8 to 30 carbon atoms,
preferably from 10 to 24, and even more particularly from 12 to 18 carbon
atoms. More preferred in this case is where R denotes H, n is equal to 10
and R denotes a stearyl (C18) radical. Anionic amphiphilic polymers of this
type are described and prepared in U.S. Patent Nos. 4,677,152 and
4,702,844, both of which are hereby incorporated by reference in their
entirety. Among these anionic amphiphilic polymers, polymers formed of 20
to 60% by weight acrylic acid and/or methacrylic acid, of 5 to 60% by
weight lower alkyl methacrylates, of 2 to 50% by weight allyl ether
containing a fatty chain as mentioned above, and of 0 to 1% by weight of a
crosslinking agent which is a well-known copolymerizable polyethylenic
unsaturated monomer, for instance diallyl phthalate, allyl (meth)acrylate,
divinylbenzene, (poly)ethylene glycol dimethacrylate and
methylenebisacrylamide. One commercial example of such polymers are
crosslinked terpolymers of methacrylic acid, of ethyl acrylate, of
polyethylene glycol (having 10 EO units) ether of stearyl alcohol or
steareth-10, in particular those sold by the company Allied Colloids under
the names SALCARE SC80 and SALCARE SC90, which are aqueous emulsions
containing 30% of a crosslinked terpolymer of methacrylic acid, of ethyl
acrylate and of steareth-10 allyl ether (40/50/10). Also suitable are
acrylate copolymers such as Polyacrylate-3 which is a copolymer of
methacrylic acid, methylmethacrylate, methylstyrene isopropylisocyanate,
and PEG-40behenate monomers; Polyacrylate-10 which is a copolymer of sodium
acryloyldimethyltaurate, sodium acrylate, acrylamide and vinyl pyrrolidone
monomers; or Polyacrylate-1 1, which is a copolymer of sodium
acryloyldimethylacryloyldimethyl taurate, sodium acrylate, hydroxyethyl
acrylate, lauryl acrylate, butyl acrylate, and acrylamide monomers. Also
suitable are crosslinked acrylate based polymers where one or more of the
acrylic groups may have substituted long chain alkyl (such as 6-40, 10-30,
and the like) groups, for example acrylates/Cio-30 alkyl acrylate
crosspolymer which is a copolymer of C10-30 alkyl acrylate and one or more
monomers of acrylic acid, methacrylic acid, or one of their simple esters
crosslinked with the allyl ether of sucrose or the allyl ether of
pentaerythritol. Such polymers are commonly sold under the Carbopol or
Pemulen tradenames. Particularly suitable as the aqueous phase thickening
agent are acrylate based polymeric thickeners sold by Clariant under the
Aristoflex trademark such as Aristoflex AVC, which is ammonium
acryloyldimethyltaurate/VP copolymer; Aristoflex AVL which is the same
polymer has found in AVC dispersed in mixture containing caprylic/capric
triglyceride, trilaureth-4, and polyglyceryl-2 sesquiisostearate; or
Aristoflex HMB which is ammonium acryloyldimethyltaurate/beheneth-25
methacrylate crosspolymer, and the like. Also suitable as the aqueous phase
thickening agents are various polyethylene glycols (PEG) derivatives where
the degree of polymerization ranges from 1,000 to 200,000. Such ingredients
are indicated by the designation "PEG" followed by the degree of
polymerization in thousands, such as PEG-45M, which means PEG having 45,000
repeating ethylene oxide units. Examples of suitable PEG derivatives
include PEG 2M, 5M, 7M, 9M, 14M, 2OM, 23M, 25M, 45M, 65M, 9OM, 115M, 160M,
180M, and the like. Also suitable are polyglycerins which are repeating
glycerin moieties where the number of repeating moieties ranges from 15 to
200, preferably from about 20-100. Examplesof suitable polyglycerins
include those having the CFTA names polyglycerin-20, polyglycerin- 40, and
the like. Also suitable as aqueous phase thickening agents are various
types of polysaccharides, such as xanthan gum, cellulose, dextrin,
cyclodextrin, hydroxyethylcellulose, acacia gum, and the like. 4. Emulsif
ers The cosmetic or skin care compositions of the present invention may
further comprise at least one emulsif er or surfactant. If present,
suggested ranges of such emulsifier(s) or surfactant(s) are from about
0.01-40%, preferably from about 0.05-35%, more preferably from 



about 0.1-25%. Suitable emulsif ers may be silicone based emulsif ers or
surfactants including linear or crosslinked polyoxyalkylene substituted
organosiloxanes or alkyl substituted polyoxyalkylene organosiloxanes.
Examples include those having the generic name dimethicone copolyol, cetyl
dimethicone copolyol, and so on. Examples of silicone surfactants are those
sold by Dow Corning under the tradename Dow Corning 3225C Formulation Aid
having the CTFA name cyclotetrasiloxane (and) cyclopentasiloxane (and)
PEG/PPG- 18 dimethicone; or 5225C Formulation Aid, having the CTFA name
cyclopentasiloxane (and) PEG/PPG-18/18 dimethicone; or Dow Coming 190
Surfactant having the CTFA name PEG/PPG-18/18 dimethicone; or Dow Corning
193 Fluid, Dow Corning 5200 having the CTFA name lauryl PEG/PPG-18/18
methicone; or Abil EM 90 having the CTFA name cetyl PEG/PPG- 14/14
dimethicone sold by Goldschmidt; or Abil EM 97 having the CTFA name
bis-cetyl PEG/PPG- 14/14 dimethicone sold by Goldschmidt; or Abil WE 09
having the CTFA name cetyl PEG/PPG- 10/1 dimethicone in a mixture also
containing polyglyceryl-4 isostearate and hexyl laurate; or KF-601 1 sold
by Shin-Etsu Silicones having the CTFA name PEG-1 1 methyl ether
dimethicone; KF-601 2 sold by Shin- Etsu Silicones having the CTFA name
PEG/PPG-20/22 butyl ether dimethicone; or KF-60 13 sold by Shin-Etsu
Silicones having the CTFA name PEG-9 dimethicone; or KF-60 15 sold
byShin-Etsu Silicones having the CTFA name PEG-3 dimethicone; or KF-6016
sold by Shin- Etsu Silicones having the CTFA name PEG-9 methyl ether
dimethicone; or KF-6017 sold by Shin-Etsu Silicones having the CTFA name
PEG-IO dimethicone; or KF-6038 sold by Shin- Etsu Silicones having the CTFA
name lauryl PEG-9 poIydimethylsiloxy ethyl dimethicone. Also suitable are
various types of crosslinked silicone surfactants that are often referred
to as emulsifying elastomers. They are typically prepared as set forth
above with respect to the section "silicone elastomers" except that the
silicone elastomers will contain at least one hydrophilic moiety such as
polyoxyalkylenated groups. Typically these polyoxyalkylenated silicone
elastomers are crosslinked organopolysiloxanes that may be obtained by a
crosslinking addition reaction of diorganopolysiloxane comprising at least
one hydrogen bonded to silicon and of a polyoxyalkylene comprising at least
two ethylenically unsaturated groups. In at least one embodiment, the
polyoxyalkylenated crosslinked organo polysiloxanes are obtained by a
crosslinking addition reaction of a diorganopolysiloxane comprising at
least two hydrogens each bonded to a silicon, and a polyoxyalkylene
comprising at least two ethylenically unsaturated groups, optionally in the
presence of a platinum catalyst, as described, for example, in U.S. Pat.
No. 5,236,986 and U.S. Pat. No. 5,412,004, U.S. Pat. No. 5,837,793 and U.S.
Pat. No. 5,81 1,487, the contents of which are incorporated by reference.
Polyoxyalkylenated silicone elastomers that may be used in at least one
embodiment of the invention include those sold by Shin-Etsu Silicones under
the names KSG-21 , KSG-20, KSG-30, KSG-31, KSG-32, KSG-33; KSG-210 which is
dimethicone/PEG-10/15 crosspolymer dispersed in dimethicone; KSG-310 which
is PEG- 15 lauryl dimethicone crosspolymer; KSG-320 which is PEG- 15 lauryl
dimethicone crosspolymer dispersed in isododecane; KSG-330 (the former
dispersed in triethylhexanoin), KSG-340 which is a mixture of PEG-10 lauryl
dimethicone crosspolymer and PEG- 15 lauryl dimethicone crosspolymer.Also
suitable are polyglycerolated silicone elastomers like those disclosed in
PCT/WO 2004/024798, which is hereby incorporated by reference in its
entirety. Such elastomers include Shin-Etsu's KSG series, such as KSG-710
which is dimethicone/polyglycerin-3 crosspolymer dispersed in dimethicone;
or lauryl dimethicone/polyglycerin-3 crosspolymer dispersed in a variety of
solvent such as isododecane, dimethicone, triethylhexanoin, sold under the
Shin-Etsu tradenames KSG-810, KSG-820, KSG-830, or KSG-840. Also suitable
are silicones sold by Dow Corning under the tradenames 9010 and DC901 1.
The composition may comprise one or more nonionic organic surfactants.
Suitable nonionic surfactants include alkoxylated alcohols, or ethers,
formed by the reaction of an alcohol with an alkylene oxide, usually
ethylene or propylene oxide. Preferably the alcohol is either a fatty
alcohol having 6 to 30 carbon atoms. Examples of such ingredients include
Steareth 2-100, which is formed by the reaction of stearyl alcohol and
ethylene oxide and the number of ethylene oxide units ranges from 2 to 100;
Beheneth 5-30 which is formed by the reaction of behenyl alcohol and
ethylene oxide where the number of repeating ethylene oxide units is 5 to
30; Ceteareth 2-100, formed by the reaction of a mixture of cetyl and
stearyl alcohol with ethylene oxide, where the number of repeating ethylene
oxide units in the molecule is 2 to 100; Ceteth 1-45 which is formed by the
reaction of cetyl alcohol and ethylene oxide, and the number of repeating
ethylene oxide units is 1 to 45, and so on. Other alkoxylated alcohols are
formed by the reaction of fatty acids and mono-, di- or 



polyhydric alcohols with an alkylene oxide. For example, the reaction
products of C6-30 fatty carboxylic acids and polyhydric alcohols which are
monosaccharides such as glucose, galactose, methyl glucose, and the like,
with an alkoxylated alcohol. Examples include polymeric alkylene glycols
reacted with glyceryl fatty acid esters such as PEG glyceryl oleates, PEG
glyceryl stearate; or PEG polyhydroxyalkanotes such as PEG
dipolyhydroxystearate wherein the number of repeating ethylene glycol units
ranges from 3 to 1000. Also suitable are ethoxylated propoxylated
derivatives of C6-30 saturated orunsaturated fatty acids, for example,
Di-PPG-2 myreth-10 adipate, Di-PPG-2 Ceteth-4 adipate, Di-PPG Myristyl
Ether Adipate, Also suitable as nonionic surfactants are formed by the
reaction of a carboxylic acid with an alkylene oxide or with a polymeric
ether. The resulting products have the general formula: where RCO is the
carboxylic ester radical, X is hydrogen or lower alkyl, and n is the number
of polymerized alkoxy groups. In the case of the diesters, the two
RCO-groups do not need to be identical. Preferably, R is a C6-30 straight
or branched chain, saturated or unsaturated alkyl, and n is from 1-100.
Monomeric, homopolymeric, or block copolymeric ethers are also suitable as
nonionic surfactants. Typically, such ethers are formed by the
polymerization of monomeric alkylene oxides, generally ethylene or
propylene oxide. Such polymeric ethers have the following general formula:
wherein R is H or lower alkyl and n is the number of repeating monomer
units, and ranges from 1 to 500. Other suitable nonionic surfactants
include alkoxylated sorbitan and alkoxylated sorbitan derivatives. For
example, alkoxylation, in particular ethoxylation of sorbitan provides
polyalkoxylated sorbitan derivatives. Esterification of polyalkoxylated
sorbitan provides sorbitan esters such as the polysorbates. For example,
the polyalkyoxylated sorbitan can be esterified with C6-30, preferably
C12-22 fatty acids. Examples of such ingredients include Polysorbates
20-85, sorbitan oleate, sorbitan sesquioleate, sorbitan palmitate, sorbitan
sesquiisostearate, sorbitan stearate, and so on. Most preferred for use in
mascaras are organic emulsifers that are the reaction product of
polyethylene glycol with fatty acids, e.g. PEG1-200 with stearic,
isostearic, myristic, behenic, cetearic, acids and so on. Particulately
preferred is where the emulsifier comprises the reaction product of
polyethylene glycol and stearic acid, e.g. PEG-100 stearate. Also suitable
are derivatives of sorbitan such as Polysorbates; sorbitan esterified with
stearic acid, e.g. sorbitan tristearate, and so on.5. Particulates The
cosmetic or skin care compositions may further comprise particulates,
either in the from of pigments, powders or mixtures. Suitable pigments
include inorganic pigments or iron oxides that are red, yellow, or black.
Also suitable are organic pigments that are FD&C or D&C colors or Lakes
thereof such as yellows, reds, blues, etc. Suitable powders include
titanium dioxide, mica, bismuth oxychloride, titanated mica, PTFE, silica,
bentonite, kaolin, talc, and the like. If present, suggested ranges of
pigments are from about 0.01-45%, preferably from about 0.05-35%. Suggested
ranges of powders are from about 0.01-10%. 6. Humectants The cosmetic or
skin care compositions of the present invention may also contain one or
more humectants. If present, suggested ranges of the humectant(s) are from
about 0.1 to 25%. Humectants include glycols, sugars, and the like.
Suitable glycols are in monomeric or polymeric form and include
polyethylene and polypropylene glycols such as PEG 4-200, which are
polyethylene glycols having from 4 to 200 repeating ethylene oxide units;
as well as Ci_6 alkylene glycols such as propylene glycol, butylene glycol,
pentylene glycol, and the like. Suitable sugars, some of which are also
polyhydric alcohols, are also suitable humectants. Examples of such sugars
include glucose, fructose, honey, hydrogenated honey, inositol, maltose,
mannitol, maltitol, sorbitol, sucrose, xylitol, xylose, trehalose, and so
on. Also suitable is urea or sugar derivatives, e.g. ethylhexylglycerin. In
one preferred embodiment, the humectants used in the composition of the
invention are C1-6 , preferably C2-4 alkylene glycols, most particularly
butylene glycol. The compositions may further contain other ingredients
including but not limited to preservatives, sunscreens, and so on. The
invention will be further described in connection with the following
examples which are set forth for purposes of illustration only.EXAMPLE 1
Fine powder containing a blend of plant extracts for maintaining and
strengthening the Yin-Yang balance of a user with balanced skin composition
was prepared according to the extraction and drying techniques described
hereinabove, which contains: EXAMPLE 2 



Fine powder containing a blend of plant extracts for nourishing the Yin
energy and balancing/neutralizing the excess Yang energy of a user with
Yang-dominant skin composition was prepared according to the extraction and
drying techniques described hereinabove, which contains: EXAMPLE 3 Fine
powder containing a blend of plant extracts for nourishing the Yang energy
and balancing/neutralizing the excess Yin energy of a user with
Yin-dominant skin composition was prepared according to the extraction and
drying techniques described hereinabove, which contains:EXAMPLE 4 Fine
powder containing a blend of plant extracts for treating dark circles,
puffness, and wrinkles around the eye areas of a user was prepared
according to the extraction and drying techniques described hereinabove,
which contains: EXAMPLE 5 A sterilized cultural medium containing an
aqueous solution of Difco malt extract broth at 1.5 wt% or 15 grams/liter
was inoculated with Saccharomyces cerevisiae (baker's yeast) at about 24C
for about 14 hours, until the yeast reached the end of log phase growth, to
form an inoculum. Fine powder containing a blend of plant extracts as
described hereinabove in Examples 1-4 was then added into a New Brunswick
Scientific Bioflo 6000 reactor/fermentor of about 100 liters in volume,
together with the inoculum and various ingredients described at below:Total
100.00% The mixture was incubated at about 24C and mixed at a speed of
about 200 rpm for about 4 hours. The ferment solution was then sequentially
passed through a 1% Celite Hyflo gel (diamateous earth), an Ertel 5-micron
cellulose pad, a Cell Flow Hollow Fiber PES 0.2-micron tangential flow
filter (Spectum Labs), and a SealKleen ultipore Nylon66 0.2-micron absolute
dead-end filter (Pall Corporation). EXAMPLE 6 Colors of the blends of plant
extracts as described hereinabove in Examples 1-4 before and after the
fermentation process of Example 5 were compared using a LICO 100 color
meter (Paul N. Gardner Company). Specifically, the samples were filled into
1lmm ground glass cavettes and then placed in the color meter, which
provided an automatic reading of the colors in Gardner Color Number, as
follows: All samples showed reduction in color after fermentation, in
comparison with the same samples before fermentation. EXAMPLE 7 Odors of
the blends of plant extracts as described hereinabove in Examples 1-4
before and after the fermentation process of Example 5 were compared using
an Alpha M.O.S. Fox electronic nose system. Specifically, a 1mL aliquot of
each sample was prepared in quadruplicate and ran on the electronic nose at
about 45C and for about 250 or 450 seconds.The data obtained for each
sample was plotted using the PSA model. In all cases, the PSA data showed
observable difference between the TCM blends before fermentation and after
fermentation. Further, smell tests conducted by human subjects confirmed a
reduction of undesirable odor in TCM blends after fermentation, in
comparison with the same blends before fermentation. EXAMPLE 8 Five (5)
different types of skin care serums were formulated with the fermented TCM
extracts described hereinabove for users with different skin compositions,
including balanced ("B"), Yang ("Ya"), balanced-to-Yang ("B-Ya"), Yin
("Yi"), and balanced-to-Yin ("B-Yi") skin compositions,
respectively:ENHANCED MIGRAINE TREATMENTS BASED ON GHRELIN MIMETICS RELATED
APPLICATIONS The present application claims priority under 35 U.S.C.  119
to U.S.S.N. 61/156,129, filed February 27, 2009. BACKGROUND OF THE
INVENTION [001] Migraines are widespread in the population and can have a
significant impact on an individual's health and quality of life. In the
U.S. alone, 18% of women and 6% of men report having had at least one
migraine episode in the previous year (Silberstein, "Migraine". Lancet
2004; 363:381-391). Migraines can also have an economic impact due to
medical expenses and reduced or lost work productivity. Migraines generally
afflict young adults, the main population of the workforce. The
unpredictable or periodic nature of migraines can result in temporary lost
work productivity or extended work disability, let alone interfere with an
individual's normal activities. 



[002] A migraine generally results in a specific type of vascular headache
characterized by moderate to intense head pain, often described by
sufferers as pulsing or throbbing, lasting up to - 12 hours when untreated.
The pain of a migraine is often localized to one side of the head (i.e.,
unilateral), although the pain may be present on both sides of the head
(i.e., bilateral). Migraine headaches are also accompanied by at least one
or more symptoms including extreme sensitivity to stimuli (e.g., light and
sound), gastrointestinal upset and visual disturbances or aura. [003]
Because the events that contribute to migraine are still not well
understood, prevention and trigger avoidance are typically not effective in
controlling migraines. More typically migraine sufferers rely on
symptomatic control or abortive treatments for relieving individual
headaches. Despite continuing advances in migraine treatment, most existing
treatments work slowly, have limited efficacy, or have undesirable side
effects. [004] Sumatriptan and other triptan molecules represent the
dominant standard of care against migraine attacks. Sumatriptan is a
serotonin (5-HT IB/ID ) receptor agonist that causesconstriction of cranial
blood vessels. Sumatriptan is widely prescribed in the United States and
around the world as a treatment for acute migraine headaches with or
without aura in adults. Sumatriptan succinate is marketed commercially as
Imitrex(r) in tablet, nasal spray and injectable dosage forms. Doenicke et
al., Lancet, 1988, Vol. 1, 1309-11; and Feniuk & Humphrey, Drug Development
Research, 1992, 26, 235-40. Other marketed triptans that act as 5-HT IB/ID
receptor agonists include rizatriptan, eletriptan, zolmitriptan,
naratriptan, almotriptan, and frovatriptan. [005] The triptans are reported
to suffer from several disadvantages, including migraine reoccurrence. In
particular, it has been observed that the migraine in patients who are
treated with sumatriptan often reoccurs within 8 or 24 hours of an initial
treatment. To overcome this problem, Plachetka et al., in U.S. Patent No.
6,060,499, have proposed combining the sumatriptan with a long acting NSAID
such as naproxen sodium. According to Plachetka, "the addition of a
long-acting NSAID to a 5-HT agonist extends the period of effective
anti-migraine action and prevents the relapse headache from occurring (or
"rebound migraines"), whatever is its cause." See also Smith et al.,
HEADACHE 2005;45:983-91; and U.S. Patent No. 6,384,034 to Simitchieva et
al. (proposing a combination of sumatriptan or rizatriptan and a selective
COX-2 inhibitor such as rofecoxib or celecoxib.)) [006] The triptans can
also suffer from a slow pharmacokinetic profile and, consequently, a
delayed therapeutic effect. In healthy adults, it requires on average 2.0
hours after administration for the sumatriptan to reach its maximum
concentration in the plasma. During a migraine attack, the absorption slows
even further, and maximum blood concentrations are not reached until 2.5
hours after administration. See prescribing information for Imitrex(r)
tablets. Investigators have proposed that this increased absorption time is
caused by a slowing of the gastrointestinal tract, but therapeutic
interventions based on such delayed gastrointestinal motility remain
evasive. See De Ponti et al., FuNCT NEUROL. 2000; 15 Suppl 3:43-9. [007] To
overcome this delayed action, Maichle et al. (WO 2007/127207) have proposed
combining the triptan with diclofenac, in a specially formulated dosage
form that hastens the absorption of diclofenac in the GI tract. The
combination is said to provide quick relief through the diclofenac, in as
little as 15 minutes, before the triptan can take effect. While the dosage
form has some utility, it still fails to solve the problem of triptan
absorption, and the delayed therapeutic effect attainable by the
triptan.[008] Accordingly, it is an object of the present invention to
improve the absorption rate of triptans and other migraine medications when
orally administered. Another object is to improve the absorption rate of
triptans and other migraine medications when orally administered during a
migraine attack. [009] Yet another object is to treat the symptoms
associated with migraine, using a combined drug regimen, to provide relief
greater than that achieved using a triptan or other migraine medication
alone. [010] Thus, another object is the provision of a combined drug
regimen that treats one or more symptoms often associated with migraine
faster than a triptan or other migraine medication alone, wherein said
symptoms are selected from nausea, photophobia, phonophobia, pain, and
rebound headache. [011] In another embodiment the combined drug regimen
treats one or more symptoms often associated with migraine better than a
triptan or other migraine medication alone, wherein said symptoms are
selected from nausea, photophobia, phonophobia, pain, and rebound headache.
SUMMARY OF THE INVENTION [012] The present invention relates to a method of
treating a subject having a migraine, or preventing a migraine in a subject
having a history of migraines or at risk of developing a 



migraine, by co-administering a ghrelin mimetic of the present invention
and a migraine drug, and thereby enhancing the speed of absorption and/or
therapeutic effect of the migraine drug. Thus, in one embodiment, the
invention provides a method of enhancing the speed of absorption (or speed
of therapeutic effect) of a second molecule selected from serotonin 5-HT
IB/ID receptor agonists, tryptamine derivatives, ergoline derivatives,
non-steroidal anti-inflammatory drugs, and analgesics comprising
administering to a subject having a migraine an effective amount of a
ghrelin mimetic and the second molecule. [013] In another embodiment, the
invention provides a method of treating a subject having a migraine
comprising administering to the subject an effective amount of a ghrelin
mimetic and a second molecule selected from serotonin 5-HT IB/ID receptor
agonists, tryptamine derivatives, ergoline derivatives, non-steroidal
anti-inflammatory drugs, and analgesics.[014] In still another embodiment,
the invention relates to the treatment, and improved speed of absorption
and/or effectiveness, in patients suffering from complications or symptoms
of migraine. Therefore, in still another embodiment the invention provides
a method of treating one or more complications or symptoms of migraine,
and/or enhancing the speed of absorption or therapeutic effect in a patient
suffering from such complications or symptoms, wherein said complications
or symptoms are selected from gastric stasis, nausea, vomiting, photophobia
and phonophobia, comprising administering to a subject suffering from one
or more of said complications or symptoms an effective amount of a ghrelin
mimetic of the present invention and a second molecule selected from
serotonin 5-HTm/m receptor agonists, tryptamine derivatives, ergoline
derivatives, non-steroidal anti-inflammatory drugs, and analgesics. [015]
The present invention further relates to a method of treating
gastrointestinal upset and other conditions caused by a migraine.
Gastrointestinal upset includes one or more of the symptoms of gastric
stasis, emesis, nausea, or vomiting. The method involves administering to a
subject in need thereof a therapeutically effective amount of a ghrelin
mimetic of the present invention and at least one additional therapeutic
agent, e.g., a serotonin 5-HTm/m receptor agonist, a tryptamine derivative,
an ergoline derivative, a non-steroidal anti-inflammatory drug, an
analgesic, or any combination thereof. [016] The invention further provides
pharmaceutical compositions for the treatment of migraines comprising the
ghrelin mimetics of the invention and at least one of a serotonin 5- HTIB/
ID receptor agonist, a tryptamine derivative, an ergoline derivative, a
non-steroidal anti inflammatory drug, an analgesic, or any combination
thereof. [017] The foregoing and other objects, features and advantages of
the invention will be apparent from the following more particular
description of preferred embodiments of the invention. DETAILED DESCRIPTION
OF THE INVENTION [018] The present invention may be understood more readily
by reference to the following detailed description of preferred embodiments
of the invention and the Examples included therein.[019] Definitions [020]
As used in the specification and claims, the singular forms a, an and the
include plural references unless the context clearly dictates otherwise.
For example, the term a pharmaceutical excipient may refer to one or more
pharmaceutical excipients for use in the presently disclosed formulations
and methods. [021] When doses are given for a drug and its salt, it will be
understood that the calculated dose is based on the molecular weight of the
base drug, without including the weight of the salt moiety, unless stated
to the contrary herein. Thus, the weight of the hydrochloride moiety in
anamorelin hydrochloride would be excluded from the calculation. [022] When
ranges are given by specifying the lower end of a range separately from the
upper end of the range, it will be understood that the range can be defined
by selectively combining any one of the lower end variables with any one of
the upper end variables that is mathematically possible. [023] When used
herein the term "about" will compensate for variability allowed for in the
pharmaceutical industry and inherent in pharmaceutical products, such as
differences in product strength due to manufacturing variation and
time-induced product degradation. The term allows for any variation which
in the practice of pharmaceuticals would allow the product being evaluated
to be considered bioequivalent to the recited strength. [024] "Subject", as
used herein, refers to animals such as mammals, including, but not limited
to, primates (e.g., humans), cows, sheep, goats, horses, pigs, dogs, cats,
rabbits, guinea pigs, rats, mice or other bovine, ovine, equine, canine,
feline, rodent or murine species. In a preferred embodiment, the mammal is
a human. [025] As used herein, "treating" and "treatment" refer to
decrease, reduce, suppress, 



attenuate, diminish, arrest, stabilize, or eliminate the development,
progression, or state of a disease or disorder. In the context of the
invention, the methods, pharmaceutical compositions, and kits of the
invention may be used to reduce or eliminate a migraine or symptoms of a
migraine, e.g., headache, gastrointestinal upset, sensitivity to stimuli,
in a subject. [026] As used herein, "prevent" and "prevention" refer to a
decrease in the occurrence of a disorder or decrease in the risk of
acquiring a disorder or its associated symptoms in a subject. In the
context of the invention, the methods and compositions of the invention may
be used to prevent a migraine or symptoms associated with a migraine in a
subject. The preventionmay be complete, e.g., the total absence of a
migraine and/or its symptoms. The prevention may also be partial, such that
the likelihood of the occurrence of the migraine is less likely to occur
than had the subject not received the present invention. [027] Discussion
[028] The present invention relates to a method of treating a subject
having a migraine (e.g., common migraines or classic migraines). The
present invention also relates to a method of preventing a migraine in a
subject having a history of migraines or at risk of developing a migraine.
The methods involve co-administering to a subject in need thereof a
therapeutically effective amount of a ghrelin mimetic of the present
invention and therapeutically effective amount of at least one additional
therapeutic agent, e.g., a serotonin 5-HT IB/ID receptor agonist, a
tryptamine derivative, an ergoline derivative, a non-steroidal
anti-inflammatory drug, an analgesic, or any combination thereof. The
additional therapeutic agent, e.g., serotonin 5- HTm/m receptor agonist,
tryptamine derivative, ergoline derivative, non-steroidal anti inflammatory
drug, or analgesic, may be administered as a pharmaceutically acceptable
salt, hydrate or solvate thereof. [029] The present invention further
relates to a method of treating gastrointestinal upset and other conditions
caused by a migraine. Gastrointestinal upset includes one or more of the
symptoms of gastric stasis, emesis, nausea, or vomiting. The method
involves administering to a subject in need thereof a therapeutically
effective amount of a ghrelin mimetic and at least one additional
therapeutic agent, e.g., a serotonin 5-HT IB/ID receptor agonist, a
tryptamine derivative, an ergoline derivative, a non-steroidal
anti-inflammatory drug, an analgesic, or any combination thereof. The
ghrelin mimetic and serotonin 5-HT 1BnD receptor agonist, tryptamine
derivative, ergoline derivative, non-steroidal anti-inflammatory drug, or
analgesic may be administered as a pharmaceutically acceptable salts,
hydrates or solvates thereof. [030] The invention further provides
pharmaceutical compositions for the treatment of migraines comprising the
ghrelin mimetics of the invention and at least one of a serotonin 5- HT1BnD
receptor agonist, a tryptamine derivative, an ergoline derivative, a
nonsteroidal anti inflammatory drug, an analgesic, or any combination
thereof. The pharmaceutical compositions may further comprise one or more
of a sedative, vasoconstrictor, or caffeine. Although preferably
co-administered as a single pharmaceutical composition, the ghrelin
mimetics and at least one of a serotonin 5-HT 1BnD receptor agonist, a
tryptamine derivative, an ergolinederivative, a non-steroidal
anti-inflammatory drug, an analgesic, or any combination thereof, may be
co-administered individually. [031] Migraine [032] As used herein, the term
"migraine" refers to a neurological disorder characterized by a headache,
or migraine headache, and accompanying symptoms. However, the term
"migraine" may also describe a neurological disorder encompassing such
symptoms without headache, e.g., head-ache-free migraine and abdominal
migraine. Additional types of headaches intended to be included within the
scope of the invention and referred to herein as migraines include
spontaneous migraines, visually-induced migraines, interictal period
migraines, childhood periodic syndromes, retinal migraine and probable
migraines. [033] A migraine generally results in a specific type of
vascular headache characterized by moderate to intense head pain, often
described by sufferers as pulsing or throbbing, lasting up to 4 - 72 hours
when untreated. The pain of a migraine is often localized to one side of
the head (i.e., unilateral), although the pain may be present on both sides
of the head (i.e., bilateral). Migraine headaches are also accompanied by
at least one or more symptoms including extreme sensitivity to stimuli
(e.g., light and sound), gastrointestinal upset (e.g., nausea and
vomiting), and visual disturbances or aura. [034] The two most prevalent
types of migraines are the "common migraine" and the "classic migraine."
Common migraines are experienced in about two-thirds of migraine sufferers.
Classic migraines are estimated to occur in about one-fifth to one-third of
migraine sufferers. The main difference between the two migraine types is
the appearance of neurological phenomena that precede or accompany a
classic migraine or "aura". An aura may be visual, sensory, or motor in
nature. Visual aura is the most common type experienced in which a person 



may see flashing lights or zigzag lines, or may temporarily lose vision.
Symptoms of classic migraines may also include speech difficulty, weakness
of an arm or leg, tingling of the face or hands, and confusion. The
methods, pharmaceutical compositions, and kits of the invention may be used
to treat or prevent the types of migraines or the symptoms of such
migraines described herein. Some sufferers are able to predict the onset of
a migraine episode because it is preceded by visual aura. Prevention of
migraines preceded by visual aura is contemplated. [035] Nausea and/or
vomiting are also common symptoms of migraine. Not only does
gastrointestinal upset cause discomfort, but impaired gastrointestinal
motility can also hinder oraladministration because of nausea and/or
vomiting. In addition, gastric stasis can decrease the effectiveness of
orally administered drugs by slowing their transport to the gut where they
are absorbed. The invention also relates to relieving symptoms or
conditions of gastrointestinal upset including, but not limited to, gastric
stasis, nausea, vomiting, or any combination thereof. [036] The improved
treatment of other symptoms and complications of migraine, such as
photophobia and phonophobia, are also contemplated by the methods of the
present invention. Thus, the combination of drugs can be used to treat
various symptoms and conditions associated with migraine to a greater
extent than either drug alone. The methods of the present invention can
thus be defined as: A method of treating one or more symptoms or
complications of migraine selected from headache pain, gastric stasis,
nausea, vomiting, photophobia or phonophobia, comprising administering the
combination of the present invention to a patient in need thereof,
individually or in combination. [037] Thus, in various embodiments, the
invention is used to treat, on an individual basis, Migraine, Headache
Pain, Gastric Stasis, Nausea, Vomiting, Photophobia, or Phonophobia, and
any combination thereof, including:  Migraine + gastric stasis  Migraine +
headache pain + nausea + photophobia + phonophobia  Headache pain + nausea
+ photophobia + phonophobia  Headache pain + nausea + photophobia  Headache
pain + nausea + phonophobia  Headache pain + nausea  Headache pain +
photophobia  Headache pain + phonophobia [038] Gastroparesis Associated
Disorders [039] Gastroparesis, or gastric stasis, is a disorder of delayed
gastric emptying in the absence of mechanical obstruction. It manifests
clinically through a set of largely nonspecific symptoms such as early
satiety, bloating, nausea, anorexia, vomiting, abdominal pain, and weight
loss. [040] Gastroparesis becomes increasing problematic when it
complicates the treatment of another disease, disorder or condition. One
example of the complications caused by gastroparesis is the decreased
efficacy of orally administered drugs. When the gastric motility isslowed,
the rate of absorption of orally administered drugs in the gut also
decreases creating complications for the treatment of these diseases,
disorders and conditions. [041] Subjects with a number of diseases,
disorders and conditions have been characterized as having gastroparesis.
For example, subjects having diabetes, scleroderma, e.g., scleroderma of
the stomach; psychiatric diseases, e.g., depression, and eating disorders
(anorexia, bulimia); gastroesophageal reflux disease; atrophic gastritis;
malignancy; endocrine and metabolic disorders, e.g., hypothyroidism,
hypoparathyroidism and hyperparathyroidism; gallbladder disorders;
post-cholecystectomy; cirrhosis and portal hypertension. Gastroparesis has
also been associated with alcohol, smoking, and marijuana use. [042]
Accordingly, the instant invention provides methods and compositions for
treating subjects having diseases, conditions and disorders that result in
gastroparesis. As described herein, the invention provides ghrelin mimetics
and methods for co-administering these ghrelin mimetics in order to
increase the gastric motility thereby allowing for an increased rate of
absorption of the co-administered drug. [043] Growth Hormone
Secretagogues/Ghrelin Mimetics [044] As used herein, "ghrelin mimetic" of
the present invention refers to a substance (e.g., a molecule, a compound)
which promotes (induces or enhances) at least one function characteristic
of a ghrelin receptor (GRLN receptor, aka growth hormone secretagogue
receptor (GHS-Ria receptor). Exemplary ghrelin mimetics are ghrelin
agonists such as growth hormone secretagogues. In one embodiment, the
ghrelin mimetic compound or ghrelin agonist binds to the GHS-Ria receptor
or ghrelin receptor (i.e., is a ghrelin or GHS receptor agonist) and
induces the secretion of growth hormone. A compound having GHS receptor
agonist activity (e.g., a GHS receptor or ghrelin receptor agonist) can be
identified and activity assessed by any suitable 



method. For example, the binding affinity of a GHS receptor agonist to the
GHS receptor can be determined employing receptor binding assays and growth
hormone stimulation can be assessed as described in U.S. Patent No.
6,919,315, incorporated herein by reference. [045] Ghrelin receptors and
GHS receptors are expressed in the hypothalamus, pituitary and pancreas,
among other tissues. Activation of these receptors in the pituitary induces
the secretion of growth hormone. In addition to inducing the secretion of
growth hormone, recent studies have shown the growth hormone secretagogues
and ghrelin mimetics can increase appetite and body weight. At typical
doses, ghrelin mimetics are also known to induce the 10secretion of IGF-I.
Exemplary ghrelin mimetic compounds are those described in U.S. Patent Nos.
6,303,620, 6,576,648, 5,977,178, 6,566,337, 6,083,908, 6,274,584, and
6,919,315, and 5,767,085, the entire content of all of which are
incorporated herein by reference. [046] Exemplary ghrelin mimetics are
selected from anamorelin, ipamorelin, or compound 1141 as defined herein,
or a pharmaceutically acceptable salt, hydrate, or solvate thereof.
Anamorelin is chemically described as 3-Piperidinecarboxylic acid,
l-(2-methylalanyl- D-tryptophyl)-3-(phenylmethyl)-, trimethylhydrazide,
(3R)- , or (3/?)-l-{(2/?)-2-[(2-amino-2-
methylpropanoyl)amino]-3-(indol-3-yl)propanoyl}-3-benzyl- L,L
,L^-trimethylpiperidine-3- carbohydrazide, and is represented by the
following chemical structure: [047] Compound 1141 is chemically described
as (2E)-4-(l-Aminocyclobutyl)but-2- enoic acid N-(( IR)- 1-{N-[(IR)-
1-benzyl-2-(4-hydroxypiperidin- 1-yl)-2-oxoethyl] -Nmethylcarbamoyl}-
2-(biphenyl-4-yl) ethyl)-N-methylamide, and is represented by the following
chemical structure: 1 1[048] Ipamorelin is chemically described as is
chemically defined as a-Methylalanine-
L-histidine-D-b-(2-naphthyl)-alanine-D-phenylalanine-L-lysinamide or
H-Aib-His-b-(2- naphthyl)-D-Ala-D-Phe-Lys-NH2, and has the following
chemical structure: [049] Serotonin 5-HTW Receptor Agonists [050] As used
herein, "serotonin 5-HT1BnD receptor agonist" refers to a drug that
activates serotonin 5-HTiB and 5-HTiD receptors. Such compounds mimic the
effect of the neurotransmitter serotonin and have been shown to be
effective in treating migraines and symptoms of migraine. Without being
bound to any particular theory, such agonists act to 12relieve migraines by
activating serotonin 5-HT IB and 5-HT ID receptors in cranial blood vessels
(causing their constriction) and subsequently inhibiting pro-inflammatory
neuropeptide release. These drugs may also be effective because they act on
serotonin receptors in nerve endings as well as the blood vessels.
Exemplary serotonin 5-HT1BnD receptor agonists for use with the invention
include, but are not limited to triptans and some ergoline derivatives,
e.g., ergotamine. [051] Tryptamine Derivatives [052] As used herein or
"tryptamine derivative" or "triptan" refers to a drug derived from a
monoamine alkaloid (i.e., tryptamine) which contains an indole ring
structure, and is chemically related to the amino acid tryptophan.
Tryptamine is found in trace amounts in the brains of mammals and is
believed to play a role as a neuromodulator or neurotransmitter. Tryptamine
derivatives include biologically active compounds, such as
neurotransmitters and hallucinogens. [053] Triptans include, but are not
limited to, sumatriptan, or l-[3-(2- dimethylaminoethyl)-lH-indol-5-yl]-
N-methyl-methanesulfonamide; rizatriptan, or N,Ndimethyl-2-
[5-(l,2,4-triazol-l-ylmethyl)- lH-indol-3-yl]ethanamine; naratriptan, or
Nmethyl-2-[3-(l-methyl-4-piperidyl)-lH-indol-5-yl]-ethanesulfonamide;
zolmitriptan, or (4S)-4-
{[3-(2-dimethylaminoethyl)-lH-indol-5-yl]methyl}-l,3-oxazolidin-2-one;
eletriptan, or 3-[((2R)-
l-methylpyrrolidin-2-yl)methyl]-5-(2-phenylsulfonylethyl)- lH-indole;
almotriptan, or N,Ndimethyl- 2- [5-(pyrrolidin-l-ylsulfonylmethyl)-
lH-indol-3-yl]-ethanamine; and frovatriptan, or
b-methylamino-bJ^^-tetrahydro-SH-carbazole-S-carboxamide. Without being
bound to any particular theory, the action of triptans is attributed to
their binding to serotonin 5-HTm and 5- HTiD receptors in cranial blood
vessels (causing their constriction) and subsequent inhibition of
pro-inflammatory neuropeptide release. There is evidence to suggest that
these drugs are effective because they act on serotonin receptors in nerve
endings as well as the blood vessels. Exemplary triptans for use with the
invention include, but are not limited to sumatriptan, rizatriptan,
naratriptan, zolmitriptan, eletriptan, almotriptan, and frovatriptan. [054]
A preferred dose of sumatriptan, when administered orally, ranges from
about 25 to about 200 mg, from about 2 to about 8 mg or 4 mg when
administered parenterally (particularly subcutaneous)and from 5 to 20 mg
when administered intranasally. Additional dose ranges are, for eletriptan,
10-60 or 20-40; for rizatriptan, 2.5 to 20 or 5 to 10; for zolmitriptan,
131.5 to 7.5 or 2.5 to 5.0 mg; for naratriptan, 0.5 to 5.0 or 1.0 to 2.5
mg; for almotriptan, 2.5 to 



15.0, or 6.25 to 12.5 mg; and for frovatriptan, 1.0 to 5.0 mg. [055]
Ergoline Derivatives [056] As used herein or "ergoline derivative" refers
to a drug derived from an ergoline alkaloids, which are found in fungi and
plants. Ergoline derivatives are used in the treatment of migraine
(sometimes in combination with caffeine) and clinically as a 5-HTi agonist
for the purpose of vasoconstriction. Ergoline derivatives are toxic at high
dose and some have psychedelic or hallucinogenic effects, but at low dose
and/or with regulated use can ergoline derivatives can be used to treat
migraines. [057] Ergoline derivatives include, but are not limited to,
lysergic acids (e.g., Ergine, ergometrine, methylergometrine, methysergide,
and lysergide); ergopeptines (e.g., Ergotamine, Ergocristine, Ergocornine,
Ergocryptine, Bromocriptine, and Ergovaline); clavines (e.g., agroclavine,
elymoclavine, and lysergol); pergolide; and lisuride. Exemplary ergoline
derivatives suitable for use with the invention include, but are not
limited to, Ergotamine, Ergine, ergometrine, methylergometrine,
methysergide, lysergide, Ergocristine, Ergocornine, Ergocryptine,
Bromocriptine, Ergovaline, Ergocristine, Ergocornine, Ergocryptine,
Bromocriptine, Ergovaline, agroclavine, elymoclavine, lysergol, Pergolide,
and Lisuride. 14[058] Non-Steroidal Anti-Inflammatory Drugs And Analgesics
[059] As used herein, an "analgesic" refers to any member of the diverse
group of drugs used to relieve pain. Analgesic drugs act in various ways on
the peripheral and central nervous systems. Analgesic drugs include
acetaminophen, non-steroidal anti-inflammatory drugs (NSAIDs) such as the
salicylates, 2-arylpropionic acids, and COX-2 selective inhibitors,
narcotic drugs such as morphine, synthetic drugs with narcotic properties
such as tramadol, and various others. Exemplary analgesics for use with the
invention include, but are not limited to, acetaminophen, and non-steroidal
anti-inflammatory drugs. Acetaminophen and certain NSAIDs are typically
inexpensive and available without a prescription. [060] As used herein, a
"non-steroidal anti-inflammatory drug", or "NSAID", refers to a drug with
analgesic, antipyretic and anti-inflammatory effects, i.e., capable of
reducing pain, fever and inflammation. The term "non-steroidal" is used to
distinguish these drugs from steroids, which have a similar
anti-inflammatory action, but also have a broad range of other effects. As
analgesics, NSAIDs are unusual in that they are non-narcotic. [061] NSAIDs
include, but are not limited to, Salicylates (e.g., Aspirin, Amoxiprin,
Benorilate, Choline magnesium salicylate, Diflunisal, Faislamine, Methyl
salicylate, Magnesium Salicylate, and Salicyl salicylate (salsalate));
Arylalkanoic acids (e.g., Diclofenac, Aceclofenac, Acemetacin, Bromfenac,
Etodolac, Indometacin, Nabumetone, Sulindac, and Tolmetin); 2-
Arylpropionic acids (profens) (e.g., Ibuprofen, Carprofen, Fenbufen,
Fenoprofen, Flurbiprofen, Ketoprofen, Ketorolac, Loxoprofen, Naproxen,
Oxaprozin, Tiaprofenic acid, and Suprofen); NArylanthranilic acids (fenamic
acids) (e.g., Mefenamic acid and Meclofenamic acid); Pyrazolidine
derivatives (e.g., Phenylbutazone, Azapropazone, Metamizole,
Oxyphenbutazone, and Sulfinpyrazone); Oxicams (e.g., Piroxicam, Lornoxicam,
Meloxicam, and Tenoxicam); COX-2 Selective Inhibitors (e.g., Celecoxib,
Etoricoxib, Lumiracoxib, Parecoxib, Rofecoxib, and Valdecoxib);
Sulphonanilides (e.g., Nimesulide); Licofelone; and Omega-3 Fatty Acids.
Common members of this group of drugs are aspirin, ibuprofen, and naproxen
because they are inexpensive and commonly available without prescription.
Exemplary NSAIDs for use with the invention include, but are not limited
to, aspirin, ibuprofen, and naproxen. [062] As used herein,
"therapeutically effective amount" refers to an amount sufficient to elicit
the desired biological response. In the present invention, the desired
biological response is treating or preventing a migraine. 15[063] The
therapeutically effective amount or dose will depend on the age, sex and
weight of the patient, and the current medical condition of the patient.
The skilled artisan will be able to determine appropriate dosages depending
on these and other factors to achieve the desired biological response. The
dose of the primary medication, such as the triptan, will typically be the
same dose that is used when the drug is administered individually. [064] A
suitable dose for the ghrelin mimetic, which will typically be given with
the same frequency as the primary medication, can be in the range of from
about 0.1 mg to about 2,000 mg, or from 1mg to 1000 mg. For anamorelin
hydrochloride, which typically would be administered orally, a preferred
daily dose is in the range of 10 mg to 300 mg., 20 mg to 200 mg, or 25 mg
to 100 mg. For ipamorelin diacetate, which typically would be administered
parenterally, a preferred is in the range of 0.5 mg to 40 mg., 1.0 to 25
mg, or 2.0 to 15 mg. [065] Combination Administration [066] Administration
of a ghrelin mimetic can take place prior to, after or at the same 



time as treatment with an additional therapeutic agent, such as, for
example, one or more additional agents for treating migraine, including
those disclosed herein. As used herein, "combination administration" or
"co-administration" refers to the administration of at least two
therapeutic agents within a given time frame. Co-administration does not
imply any particular order that at least two therapeutic agents must be
administered. The therapeutic agents may be administered individually at
about the same time or may be administered simultaneously by virtue of
being present in the same pharmaceutical composition. [067] Pharmaceutical
Compositions And Modes Of Administration [068] The ghrelin mimetic of the
invention can be incorporated into pharmaceutical compositions. Such
compositions typically include the ghrelin mimetic and a pharmaceutically
acceptable carrier. As used herein the language "pharmaceutically
acceptable carrier" includes solvents, dispersion media, coatings,
antibacterial and antifungal agents, isotonic and absorption delaying
agents, and the like, compatible with pharmaceutical administration.
Supplementary active compounds can also be incorporated into the
compositions. Such supplementary active compounds include, but are not
limited to sedatives, vasoconstrictors, and caffeine. [069] The
pharmaceutical compositions can be included in a container, pack, or
dispenser together with instructions for administration. 16[070] A
pharmaceutical composition is formulated to be compatible with its intended
route of administration. Examples of routes of administration include
parenteral, oral, transmucosal, and rectal administration. The compounds
for use in the method of the invention can be formulated for administration
by any suitable route, such as for oral or parenteral, for example,
transmucosal (e.g., sublingual, lingual, (trans)buccal), nasal,
(trans)dermal, and (trans)rectal) administration. [071] Suitable
compositions and dosage forms include tablets, capsules, caplets, pills,
gel caps, troches, dispersions, suspensions, solutions, syrups, granules,
beads, gels, powders, pellets, magmas, lozenges, discs, suppositories,
liquid sprays, or dry powders. [072] It is preferred that the compounds are
orally administered. Suitable oral dosage forms include, for example,
tablets, capsules or caplets prepared by conventional means with
pharmaceutically acceptable excipients such as binding agents (e.g.,
polyvinylpyrrolidone or hydroxypropylmethylcellulose); fillers (e.g.,
lactose, microcrystalline cellulose or calcium phosphate); lubricants
(e.g., magnesium stearate, talc or silica); disintegrates (e.g., sodium
starch glycolate); or wetting agents (e.g., sodium lauryl sulphate). If
desired, the tablets can be coated, e.g., to provide for ease of swallowing
or to provide a delayed release of active, using suitable methods. Liquid
preparation for oral administration can be in the form of solutions, syrups
or suspensions. Liquid preparations (e.g., solutions, suspensions and
syrups) are also suitable for oral administration and can be prepared by
conventional means with pharmaceutically acceptable additives such as
suspending agents (e.g., sorbitol syrup, methyl cellulose or hydrogenated
edible fats); emulsifying agent (e.g., lecithin or acacia); non-aqueous
vehicles (e.g., almond oil, oily esters or ethyl alcohol); and
preservatives (e.g., methyl or propyl p-hydroxy benzoates or sorbic acid).
[073] As used herein, the term "pharmaceutically acceptable salt" refers to
a salt of a compound to be administered prepared from pharmaceutically
acceptable non-toxic acids including inorganic acids, organic acids,
solvates, hydrates, or clathrates thereof. Examples of such inorganic acids
are hydrochloric, hydrobromic, hydroiodic, nitric, sulfuric, and
phosphoric. Appropriate organic acids may be selected, for example, from
aliphatic, aromatic, carboxylic and sulfonic classes of organic acids,
examples of which are formic, acetic, propionic, succinic, camphorsulfonic,
citric, fumaric, gluconic, isethionic, lactic, malic, mucic, tartaric,
paratoluenesulfonic, glycolic, glucuronic, maleic, furoic, glutamic,
benzoic, anthranilic, salicylic, 17phenylacetic, mandelic, embonic
(pamoic), methanesulfonic, ethanesulfonic, pantothenic, benzenesulfonic
(besylate), stearic, sulfanilic, alginic, galacturonic, and the like. [074]
The ghrelin mimetics disclosed can be present in the form of any
pharmaceutically acceptable salt, although the hydrochloride salt is
preferred for anamorelin, and the diacetate salt is preferred for
ipamorelin. The primary active ingredient, such as the triptan, can also be
present in the form of any pharmaceutically acceptable salt. In like
manner, the active ingredients can be present as their hydrates, such as
hemihydrate, monohydrate, dihydrate, trihydrate, tetrahydrate and the like
and as solvates. EXEMPLIFICATION [075] A pharmacokinetic study was
performed with sumatriptan succinate (25 mg/dose), to evaluate the impact
of an orally administered ghrelin mimetic of the present invention,
anamorelin hydrochloride (100 mg/dose, based on weight of salt) on the 



bioavailability of the orally administered sumatriptan, when administered
at the same time. The study was a two period crossover study in 22 healthy,
normal men and women ages 18-45 years, conducted in open label format.
Sumatriptan was administered as one oral tablet; anamorelin was
administered as 4 25 mg oral capsules; and all medication was given with
200 mL of water. Subjects were fasted overnight with a seven day wash out
period between periods. Plasma PK samples taken 10 minutes prior to dosing
and at 15 min, 30 min, 45 min, 1 hour, 1.25 hours, 1.5 hours, 2 hours, 2.5
hours, 3 hours, 3.5 hours, and 4 hours postdose. All samples were analyzed
using a validated bioanalytical method (LC-MS-MS). Results are reported in
below in tables 1 and 2: 18[076] TABLE 1 Anamorehn HCI + Sumatriptan
Sumatriptan 90% Cl for Parameter Statistic (N=22) (N=22) p-value Trt Diff
Cmax (ng/mL) N 22 22 0 8021 Mean 20 25 20 26 0 2472 Std Dev 5 114 6 238 0
9039 -2 11 , 1 83 % CV 25 3 30 8 Median 2 1 25 20 45 Range 9 84, 28 80 7
59, 3 1 70 Tmax (minutes) [2] N 22 22 Mean 49 82 67 09 Std Dev 19 839 3 1 9
15 0 021 3 -20 00 , 0 00 % CV 39 8 47 6 Median 45 00 53 00 Range 30 00, 90
00 45 00, 180 00 [077] TABLE 2 Anamorehn HCI + Sumatriptan Sumatriptan 90%
Cl for Parameter Statistic (N=22) (N=22) p-value Trt Diff AUC 0-30 (ng
*h/mL) N 22 22 0 1881 Mean 2 88 2 53 0 7432 Std Dev 1 178 1 295 0 0908 0 0
1 , 0 68 % CV 40 9 5 1 3 Median 2 99 2 56 Range 0 9 1 , 5 78 0 53, 5 03 AUC
last (ng *h/mL) N 22 22 0 8421 Mean 42 27 45 56 0 0391 Std Dev 12 044 14
148 0 0666 -5 63 , -0 33 % CV 28 5 3 1 1 Median 45 39 45 44 Range 20 02, 67
32 15 57, 68 07 OTHER EMBODIMENTS [078] From the foregoing description, it
will be apparent that variations and modifications may be made to the
invention described herein to adopt it to various usages and conditions.
Such embodiments are also within the scope of the following claims. [079]
The recitation of a listing of elements in any definition of a variable
herein includes definitions of that variable as any single element or
combination (or subcombination) of listed elements. The recitation of an
embodiment herein includes that embodiment as any single embodiment or in
combination with any other embodiments or portions thereof. 19[080] All
references cited herein, including patents, patent applications, and
published patent applications, are hereby incorporated by reference in
their entireties, whether or not each is further individually incorporated
by reference. 20CLAIMS What is claimed is: 1. A method of enhancing the
speed of absorption of a second molecule selected from serotonin 5-HT IB/ID
receptor agonists, tryptamine derivatives, ergoline derivatives, non
steroidal anti-inflammatory drugs, and analgesics comprising administering
to a subject having a migraine an effective amount of a ghrelin mimetic and
the second molecule. 2. A method of treating a subject having a migraine
comprising administering to the subject an effective amount of a ghrelin
mimetic and a second molecule selected from serotonin 



5-HT IB/ID receptor agonists, tryptamine derivatives, ergoline derivatives,
non-steroidal anti-inflammatory drugs, and analgesics. 3. The method of
claim 1, wherein said migraine is associated with gastrointestinal upset
characterized by gastric stasis, nausea, or vomiting. 4. A method of
treating the complications or symptoms of migraine, wherein said
complications or symptoms are selected from gastric stasis, nausea,
vomiting, photophobia and phonophobia, comprising administering to a
subject suffering from one or more of said complications or symptoms an
effective amount of a ghrelin mimetic and a second molecule selected from
serotonin 5-HT IB/ID receptor agonists, tryptamine derivatives, ergoline
derivatives, non-steroidal anti-inflammatory drugs, and analgesics. 5. The
method of claim 1, 2, 3 or 4, wherein said ghrelin mimetic is anamorelin,
ipamorelin, 1141, or a pharmaceutically acceptable salt thereof. 6. The
method of claim 1, 2, 3 or 4, wherein said ghrelin mimetic is anamorelin or
a pharmaceutically acceptable salt thereof, administered in a dose of from
about 20 to about 200 mg, based on the weight of the free base. 7. The
method of claim 1, 2, 3 or 4, wherein said ghrelin mimetic is ipamorelin or
a pharmaceutically acceptable salt thereof, administered in a dose of from
about 0.5 to about 40.0 mg, based on the weight of the free base. 8. The
method of claim 1, 2, 3 or 4 wherein the serotonin 5-HTm/m receptor agonist
is selected from the list consisting of sumatriptan, rizatriptan,
naratriptan, zolmitriptan, eletriptan, almotriptan, frovatriptan, and
ergotamine. 2 19. The method of claim 1, 2, 3 or 4 wherein the tryptamine
derivative is selected from the list consisting of sumatriptan,
rizatriptan, naratriptan, zolmitriptan, eletriptan, almotriptan, and
frovatriptan. 10. The method of claim 1, 2, 3 or 4 wherein the ergoline
derivative is selected from the list consisting of lysergic acid,
ergopeptine, and clavine. 11. The method of claim 1, 2, 3 or 4 wherein the
ergoline derivative is selected from the list consisting of Ergine,
ergometrine, methylergometrine, methysergide, lysergide, Ergotamine,
Ergocristine, Ergocornine, Ergocryptine, Bromocriptine, Ergovaline,
agroclavine, elymoclavine, lysergol, Pergolide, and Lisuride. 12. The
method of claim 1, 2, 3 or 4 wherein the non-steroidal anti-inflammatory
drug is selected from the list consisting of salicylates, arylalkanoic
acids, N-arylanthranilic acids (fenamic acids), pyrazolidine derivatives,
oxicams, COX-2 inhibitors, and sulphonanilides. 13. The method of claim 1,
2, 3 or 4 wherein the non-steroidal anti-inflammatory drug is selected from
the list consisting of Aspirin, Amoxiprin, Benorilate, Choline magnesium
salicylate, Diflunisal, Faislamine, Methyl salicylate, Magnesium
Salicylate, Salicyl salicylate, Diclofenac, Aceclofenac, Acemetacin,
Bromfenac, Etodolac, Indometacin, Nabumetone, Sulindac, Tolmetin,
Ibuprofen, Carprofen, Fenbufen, Fenoprofen, Flurbiprofen, Ketoprofen,
Ketorolac, Loxoprofen, Naproxen, Oxaprozin, Tiaprofenic acid, Suprofen,
Mefenamic acid, Meclofenamic acid, Phenylbutazone, Azapropazone,
Metamizole, Oxyphenbutazone, Sulfinpyrazone, Oxicams, Piroxicam,
Lornoxicam, Meloxicam, Tenoxicam, Celecoxib, Etoricoxib, Lumiracoxib,
Parecoxib, Rofecoxib, Valdecoxib, and Nimesulide. 14. The method of claim
1, 2, 3 or 4 wherein the analgesic is acetaminophen. 15. A pharmaceutical
composition comprising an effective amount of a ghrelin mimetic and a
second molecule selected from serotonin 5-HT IB/ID receptor agonists,
tryptamine derivatives, ergoline derivatives, non-steroidal
anti-inflammatory drugs, and analgesics. 16. The composition of claim 15,
wherein said ghrelin mimetic is anamorelin, ipamorelin, 1141, or a
pharmaceutically acceptable salt thereof. 2217. The composition of claim
15, wherein said ghrelin mimetic is anamorelin or a pharmaceutically
acceptable salt thereof, administered in a dose of from about 20 to about
200 mg, based on the weight of the free base. 18.The composition of claim
15, wherein said ghrelin mimetic is ipamorelin or a pharmaceutically
acceptable salt thereof, administered in a dose of from about 0.5 to about
40 mg, based on the weight of the free base. 23 


