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SYNERGISTIC COMPOSITION WITH ANTE-PROLIFERATIVE ACTIVITY

TECHNICAL FIELD

{0001 ] The present disclosare relates to the compositions that exhibit anti-proliferative
activity. Particularly, the present disclosure provides a synergistic composition including a
combination of therapeutically effective amount of Turmernic {Curcuma Spp.) and
therapeutically effective amount of Cow urine {(Gomutra) that exhibits anti-proliferative

activity.

BACKGROUND

[0002] Background description includes information that may be useful in understanding
the present invention. K is not an admission that any of the information provided herein is
prior art or relevant to the presently claimed invention, or that any publication specifically or
mmplicitly referenced is prior art.

{8003} Cancer 1s a disease characterized by increase in the number of abnormal cells
derived from normal tissue/cells, with the cancerous cells typically invading adjacent tissues
or mctastasizing by spreading through the blood to other regions of the body. Cancer
typically progresses through a multistep process that begins with minor pre-neoplastic
changes, which may progress to neoplasia, the neoplastic lesions possibly developing an
mcreasing capacity for invaston, growth, metastasts, and heterogeneity.

{0004} The mncidence of cancer continues to climb as the general population ages, as new
cancers develop, and as susceptible populations grow. A tremendous demand exists for new
methods and compositions that can be used to treat patients with cancer. Current therapy may
mvolve surgery, chemothberapy, horoonal therapy and/or radiation treatment to cradicate
neoplastic cells in a patient. Other therapies include biological therapy or imnunotherapy. All
of these approaches pose significant drawbacks for the patient. Surgery, for example, may be
contraindicated due to the health of a patient or may be unacceptable to the patient.
Additionally, surgery may not completely remove neoplastic tissue. Radiation therapy is only
effective when the neoplastic tissue exhibits a higher sensitivity to radiation than normal
tissue. Radiation therapy can clicit serious side effects. Hormonal therapy is rarely given as a
single agent. Although hormonal therapy can be effective, it is ofien used to prevent or delay
recurrence of cancer after other treatments have removed the majority of cancer cells.

Bioclogical therapies and immunotherapies are limited in number and may produce side
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effects such as rashes or swellings, flu-like symptoms, mchiding fever, chills and fatigue,
digestive tract problems or allergic reactions.

[0005] Overall, chemotherapy often has many drawbacks. Many chemotherapeutic agents
are toxic to healthy cells, and chemotherapy can cause significant and dangerous side effects,
including severe nausea, bone marrow depression, and immunosuppression. Additionally,
even with administration of combinations of chemotherapeutic agents, many tumor cells are
resistant or develop resistance to the chemotherapeutic agents. In fact, those cells resistant to
the particular chemotherapeutic agents used in the treatment protocol often prove to be
resistant to other drugs, even if those agents act by a different mechanism from the drugs
used in the specific treatment. This phenomenon is referred to as pleiotropic drug or
multidrug resistance. Because of such drug resistance, many cancers prove refractory to
standard chemotherapeutic treatment protocols.

{0006} Significant cfforts has been put forward towards finding new and safe NCEs and
to device new formulations of the existing and approved drugs to limit the side effects
exhibited by these therapeutic agents. However, none of the current approaches/reports seem
to satisfy the existing needs.

{0007} There is, therefore, a need in the art to develop new composition and/or
formulation that exhibits desired therapeutic activity while bemng substantially devoid of toxic
effects/side-effects. The present disclosure satisfies the existing needs, infer alia, others and

provides a composition that exhibits synergistic anti-cancer activity.

OBJECTS OF THE INVENTION

{0008] An object of the present disclosure is to provide a composition that exhibits
desired therapeutic efficacy against cancer and related disorders that satisfies the existing
needs, as well as others, and generally overcomes the deficiencies found in the prior art.
[0009] Another object of the present disclosure is to provide a composition that exhibits
desired therapeutic efficacy agammst cancer and related disorders while being substantially
devoid of side effects.

[0019] Another object of the present disclosure s to provide a composition that exhubits
desired therapeutic efficacy against cancer and related disorders that is cost effective.

0011} Another object of the present disclosure is to provide a composition that exhibits

desired therapeutic efficacy against cancer and related disorders that is easy to manufacture.
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.

{8012} Another obiect of the present disclosure is to provide a process for preparation

of a compostiion that exhibits synergistic anti-proliferative effect.

SUMMARY

{6013 The present disclosure relates to the compositions that exhibits anti~proliferative
activity. Particularly, the present disclosure provides a svnergistic composition ncluding a
combination of therapeutically effective amount of Turmeric (Curcuma spp.) and
therapeutically cffective amount of Cow urine (Gomutra) that oxhibits auti-proliferative
cffect.

[0014] An aspect of the present disclosare provides a synergistic composition that
exhibits an anti-proliferative activity, the composition mchiding: therapeutically effective
amount of Turmeric (Curcuma spp.); and therapeutically effective amount of Cow urine
{Gomutra). In an embodiment, the composition includes an extract of Turmenic (Curcuma
spp.). In an embodiment, the composition mchudes comminuted plant part of Turmeric
{(Curcuma spp.). In an cmbodiment, the composition includes powdered Turmeric (Curcuma
spp.). In an cmbodiment, the composition includes Turmeric (Curcuma spp.} in an amount
ranging from about 1% to about 99% by weight of the composition. In an embodiment, the
composition includes Turmeric {Curcuma spp.) in an amount ranging from about 0.25% to
about 99.75% by weight of the composition. In an emboduuent, the composition includes
Turmeric (Curcuma spp.) n an amount ranging from about 3% to about 97% by weight of
the composition. In an embodiment, the composition includes Turmeric (Curcuma spp.) in an
amount ranging from about 3% to about 95% by weight of the composition. In an
cmbodiment, the composition includes Tumeric (Curcuma spp.) in an amowtt ranging from
about 10% to about 90% by weight of the composition. In an embodiment, the composition
mctades Tarmeric (Curcum spp.) in an amoent ranging from about 15% to about 5% by
weight of the composition. In an embodiment, the composition mcludes Turmeric (Curcuma
spp.) in an amount ranging from about 20% to about 80% by weight of the composition. In an
embodiment, the composition inchides Cow vrine (Gomtra) in an amount ranging from
about 0.23% to about 99.75% by weight of the composition. In an embodiment, the
composition includes Cow urine (Gomutra) in an amount ranging from about 1% to about
99% by weight of the composition. In an embodiment, the composition includes Cow urnine
{Gomutra) in an amount ranging from about 3% to about 97% by weight of the composition.

In an embodiment, the composition includes Cow urine {Gomutra) in an amount ranging
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from about 3% to about 95% by weight of the composition. In an embodiment, the
composition includes Cow urine (Gomutra) in an amount ranging from about 7% to about
93% by weight of the composition. In an embodiment, the composition includes Cow unne
{Gomutra) in an amount ranging from about 10% to abouat 90% by weightof the composition.
In an embodiment, the composition includes Cow urine {(Gomutra) in an amount ranging
from about 15% to about 85% by weight of the composition. fn an embodiment, the
composition includes Cow urine (Gomutra} in an amount ranging from about 20% o about
80% by weight of the composition. In an embodiment, the composition comprises cow urine
{Gomutra) in an amount ranging from 50% to 70% by weight of the composition and
Turmernie (Curcuma spp.) I an amount ranging from 30% to 50% by weight of the
composition. In an embodiment, the composition comprises cow urine (Gomutra} in an
amount ranging from 60% to 70% by weight of the composition and Turmeric {(Curcuma
spp.) m an amount ranging from 30% to 40% by weight of the composition. In an
embodiment, the composition comprises cow urnne (Gomutra) in an amount of 67% by
weight of the composttion and Turmeric (Curcuma spp.) in an amount of 33% by weight of
the composition. In an embodiment, the composition further includes pharmaceutically
acceptable excipient. In an embodiment, the composition 1s formulated as a tablet. In an
embodiment, the composition further includes therapeutically effective amount of any or a
combination of. an extract of myrrh, an extract of mastard, an extract of Oregano, an extract
of benzoin, an extract of Niouli, an extract of tea tree, an extract of cinnamon, an extract of
clove, an extract of basil, an extract of ginger, an extract of lavender, an extract of neem, an
extract of chamomile, germamum or analogue thereof. In an embodiment, the composition
further inchudes camphor and bees wax. However, a person skilled in the art would appreciate
that any otber natural, serai-synthetic or synthetic molecule that can supplement and/or
merease the anti-cancer activity of the composttion of the instant disclosure can be used in
addition to the herbs wtilized in the present disclosure. In an embodiment, the composition is
formulated into any of a solid composition, a semi-solid composition and a liguid
composition. In an embodiment, the composition 1s formulated nto a single umt oral dosage
form. In an embodiment, the composition is formulated into a topical formulation. In an
cmbodiment, the composition exhibits anti-proliferative activity against breast cancer.In an
cmbodiment, the cow urine comprises any or a combination of filtered cow urine, unfiltered
fresh cow urnine, cow unine ark, cow urine distillate and cow urine concoction.

[0015] Various objects, features, aspects and advantages of the inventive subject matter

will become more apparent from the following detailed description of preferred
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embodiments, along with the accompanying drawing figures in which like numerals represent

like components.

DETAILED DESCRIPTION

{0016} The following is a detailed description of embodiments of the disclosure depicted
m the accompanyng drawings. The cmbodiments arc in such detail as to clearly
conununicate the disclosure. However, the amount of detail offered is not mntended to liout
the anticipated variations of embodiments; on the contrary, the mfention is to cover all
maodifications, equivalents, and alternatives falling within the spirit and scope of the present
disclosure as defined by the appended claims.

0017} Each of the appended claims defines a separate invention, which for infringement
purposes is recognized as including equivalents to the various elements or limitations
specified v the clavws. Depending on the context, all references below to the “jnvention”
may i some cases refer to certamn specific embodiments only. In other cases it will be
recogmzed that references to the “invention” will refer to subject matter recited i one or
mare, but not necessarily all, of the claims,

{0018} As used in the description herein and throughout the claims that follow, the
meaning of “a,” “an,” and “the” includes plural reference uniess the context clearly dictates
otherwise. Also, as used in the description herein, the meaning of “in” includes “in” and “on”
unless the context clearly dictates otherwise.

{0019} All methods described herein can be performed in anv suitable order unless
otherwise indicated herein or otherwise clearly contradicted by context. The use of any and
all examples, or exemplary language {e.g. “such as™) provided with respect to certain
cmbodiments herein is intended merely to better tHununate the invention and does not pose a
limitation on the scope of the invention otherwise claimed. No language in the specification
should be construed as indicating any non-claimed element essential to the practice of the
nvention.

{0024} Various terms as used herein are shown below. To the extent a term used n a
claim is not defined below, it should be given the broadest definition persons in the pertinent
art have given that term as reflected in printed publications and issued patents at the time of
filing,

[0021] As used herein, the term "therapeutically effective amount” denotes an amount of
a compound of the present invention effective to vield a desired therapeutic response. For

example to prevent cancer or treat the symptoms of cancer in a host or an amount effective to
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treat cancer. The specific "therapeutically effective amount” will, obviously, vary with such
factors as the particular condition being treated, the physical condition of the patient, the tvpe
of mammal being treated, the duration of the treatment, the nature of concurrent therapy (if
any) , and the specific formulations employed and the structure of the compounds or s
derivatives.

0022} As used herein, a "pharmaceutical camer" or “phammaceutically acceptable
excipient” 15 a pharmaceutically acceptabie solvent, suspending agent or vehicle for
delivering the anti-cancer agent to the animal or human. The carrier may be liguid or sohd
and is selected based on the route of admimistration, as commonly known to a person skilled
m the pertinent ast.

06023} As used herein, "a subject in need thercof” is a patient, animal, mammal or
human, who will bencfit from the method of this invention. This patient may be a person
genetically disposed to cancer or a patient who is believed to be at nisk for developing cancer
or a person diagnosed with one or more types of cancer.

no

{06624} As used herein, the term “treatment,” "treating,” "palliating” and "ameliorating”
are used interchangeably. These terms refer to an approach for obtaining beneficial or desired
results including but not himited to therapeutic benefit and/or a prophylactic benefit. By
therapeutic benefit is meant eradication or amelioration of the onderlying disorder being
treated. Also, a therapeutic benefit is achieved with the eradication or amelioration of one or
more of the physiological symptoms associated with the undertying disorder such that an
mprovement 1s observed in the patient, notwithstanding that the patient may still be afflicted
with the underlying disorder. For prophylactic benefit, the compositions may be administered
to a patient at risk of developing a particular disease, or to a patient reporting one or more of
the physiological symptoms of a discase, even though a diagnosis of this discasec may not
have been made.

{6025] The present disclosure relates generally to the compositions that exhibits anti-
proliferative activity. Particularly, the present disclosure provides a synergistic composition
meluding a combination of therapeutically effective amount of Turmernic (Curcuma spp.) and
therapeutically effective amount of Cow unne (Gomutra) that exlubits anti-proliferative
cffect.

[0026] The present disclosure is based, at least in part, on prenuse of unexpected
discovery that the composition of the present disclosure exhibits surprisingly high anti-
proliferative activityon account of synergism between the ingredients/components of the

composition viz. Tummeric {Curcuma spp.) and Cow urine (Gomutra).
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{8627} Accordingly, an aspect of the present disclosure provides a svnergistic
composition that exhibits an  anti-proliferative activity, the composition ncluding:
therapeutically effective amount of Turmeric (Curcuma spp.). and therapeutically effective
amount of Cow urine (Gomutra}. In an embodiment, the composition mchudes an extract of
Turmeric {Curcuma spp.). In an embodiment, the composition includes comminuted plant
part of Turmeric (Curcuma spp.}). In an embodiment, the composition includes powdered
Turmeric {Curcuma spp.). In an embodiment, the composttion includes Turmeric (Curcuma
spp.)} in an amount ranging from about 0.25% to about 99.75% by weight of the composition.
In an embodiment, the composition includes Turmeric (Curcuma spp.} in an amount ranging
from about 1% to about 99% by weight of the composition. In an embodiment, the
composition includes Turmeric (Curcuma spp.)} in an amount ranging from about 3% to about
97% by weight of the composition. In an embodiment, the composition inchudes Turmeric
(Curcuma spp.) in an amount ranging from about 5% to about 93% by weight of the
composition. In an embodiment, the composition includes Turmenc (Curcuma spp.) o an
amount ranging from about 10% to about 90% by weight of the composition. In an
embodiment, the composition includes Tummeric (Curcuma spp.) in an amount ranging from
about 15% to about 83% by weight of the composition. o an cmbodiment, the composition
mclades Tarmeric (Curcum spp.) in an amoont ranging from about 20% to about 0% by
weight of the composition. In an embodiment, the composition inclades Cow urine
{Gomutra) in an amount ranging from about 0.25% to about 99.75% by weight of the
composition. In an embodiment, the composition includes Cow urine (Gomutra) in an amount
ranging from about 1% to about 99% by weight of the composition. In an embodiment, the
composition includes Cow wurine (Gomutra) in an amount ranging from about 3% to about
97% by weight of the composition. In an embodiment, the composition includes Cow urine
{Gomutra) in an amount ranging from about 5% to about 95% by weight of the composition.
In an embodiment, the composition includes Cow urine {Gomutra) in an amount ranging
from about 7% to about 93% by weight of the composition. In an embodiment, the
composition includes Cow urine (Gomutra) in an amount ranging from about 10% to about
90% by weight of the composition. In an embodiment, the composition includes Cow urine
{Gomutra) in an amount ranging from about 15% to abowt 85% by weight of the composition.
In an embodiment, the composition includes Cow urine {(Gomutra) in an amount ranging
from about 20% to about 80% by weight of the composition. In an embodiment, the
composition comprises cow urine {Gomutra) in an amount ranging from 36% to 70% by

weight of the composition and Turmeric {(Curcuma spp.) in an amount ranging from 30% to
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50% by weight of the composition. In an embodiment, the composition comprises cow urine
{Gonwtra) m an amount ranging from 60% to 70% by weight of the composition and
Turmernce (Curcuma spp.) In an amount ranging from 30% to 40% by weight of the
composition. In an embodiment, the composition comprises cow vrine {Gomatra} in an
amount of 67% by weight of the composition and Termeric (Curcuma spp.) in an amount of
33% by weight of the composition. In an embodiment, the composition further includes
pharmmaceutically acceptable excipient. In an embodiment, the composition is formulated as a
tablet. In an embodiment, the composition further inchudes therapeutically effective amount
of any or a combination of an extract of myrrh, an extract of mustard, an extract of Oregano,
an extract of benzoin, an extract of Niouli, an extract of tea tree, an extract of cinpamon, an
extract of clove, an extract of basil, an extract of ginger, an extract of lavender, an extract of
neem, an extract of chamomile, germanium or analogue thercof In an embodiment, the
composition further includes camphor and bees wax. However, a person skilled in the art
would appreciate that anv other natural, semi-synthetic or synthetic molecule that can
supplement and/or increase the anti-cancer activity of the composition of the instant
disclosure can be used in addition to the herbs utilized in the present disclosure. In an
cmbodiment, the composition is formulated into any of a solid composition, a semi-solid
composition and a ligquud composition. In an embodiment, the composition 1s formulated into
a single umt oral dosage form. In an embodiment, the composition is formulated into a
topical formulation. In an embodunent, the composition exhibits anti-proliferative activity
against breast cancer. In an embodiment, the cow urine comprises any or a combination of
fikered cow urine, unfiltered fresh cow urine, cow urine ark, cow urine distillate and cow
Urine concoction.

[0028] In an embodiment, the pharmaccutical formulation for treating cancer cells
melude, optionally, any or a combination of one or more pharmaceutically acceptable
excipients. Non-limiting examples of suitable excipients includes a binder, a filler, a non-
effervescent disintegrant, an effervescent disintegrant, a preservative, a diluent, a flavoring
agent, a sweetener, a lubricant, an oral dispersing agent, a coloring agent, a tastc masking
agent, a pH modificr, a stabilizer, a compaction agent, and combinations of any of these
agents. However, a person skilled in the art would appreciate that any other excipient{(s) , as
known to or appreciated by a person skilled in the art can be utilized to serve its intended
purpose in the instant invention, without departing from the scope and the spirit of the present

disclosure.
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{6029} In an embodiment, the excipient can be a binder. Non-limiting example of suitable
binders include, starches, pregelatinized starches, gelatin, polvvinylpvrolidone, cellulose,
methyvicellulose, sodium  carboxymethyvicellulose,  ethyvlcellulose,  polvacrylamides,
polyvinyloxoazolidone, polyvinylalcohols, C12-CI8 fatty acid alcchol, polyethviene glveol,
polyols, saccharides, oligosacchanides, polypeptides, peptides, and combinations thercof.
However, a person skilled in the art would appreciate that any other binder(s) , as known to
or appreciated by a person skilled in the art can be utilized to serve 1ts intended purpose in the
mstant invention, without departing from the scope and the spirit of the present disclosure.
{0030} In an embodiment, the excipient can be a filler. Non-limiting example of suitable
fillers include, carbohydrates, inorganic compounds, and polyvimlpirrolvdone. By way of
non-limiting example, the filler may be calcium sulfate, both di- and tri-basic, starch, calcium
carbonate, magnesiwm carbonate, microcrystalline cellulose, dibasic calcium phosphate,
magnestim carbonate, magnesium oxide, calcium silicate, tale, modified starches, lactose,
sucrose, mannitol, or sorbitol and combinations thereof. However, a person skilled in the art
would appreciate that any other fillex(s} , as known to or appreciated by a person skilled m
the art can be utilized to serve its intended purpose in the instant invention, without departing
from the scope and the spirit of the present disclosure.

{8031} In an embodiment, the excipient can be a non-effervescent disintegrant. Non-
himiting example of soitable non-effervescent disintegrants inchude, starches (such as com
starch, potato starch, and the like), pregelatinized and modified starches thereof, sweeteners,
clays (such as bentonite) , micro- crystalline cellulose, alginates, sodium starch glveolate, and
gums {such as agar, guar, locust bean, karaya, pecitin, and tragacanth} and combinations
thereof. However, a person skifled in the art would appreciate that any other non-effervescent
disintegrani{s}, as known to or appreciated by a person skilled m the art can be utilized to
serve its intended purpose in the instant invention, without departing from the scope and the
spirit of the present disclosure.

10032} in an embodiment, the excipient can be an effervescent disintegrant. Non-limiting
example of suitable effervescent disintegrants include, sodium bicarbonate in combination
with citric acid, and sodium brcarbonate in combination with tartanc acid. However, a person
skilled in the art would appreciate that any other effervescent disintegrant(s), as known to or
appreciated by a person skilled 1n the art can be utilized to serve its intended purpose in the
mstant invention, without departing from the scope and the spirtt of the present disclosure.
[06033] In an embodiment, the excipient canbe a preservative. Non-limiting example of

suitable preservatives include, antioxidants (such as alpha-tocopherol or ascorbate) and
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antimicrobials (such as parabens, chlorobutanol or phenol). In other embodiments, an
antioxidant such as butylatedhydroxvtoluene (BHT) or butvlatedhydroxyaniscle (BHA) may
be utihzed. However, a person skilled in the art would appreciate that any other
preservative(s), as known to or appreciated by a person skilled in the art can be utihzed to
serve its intended purpose in the instant invention, withowt departing from the scope aand the
spirit of the present disclosure.

8034} In an embodiment, the excipient can be a diluent. Non-limiting example of
suitable diluents includes phammaceutically acceptable sacchandes, such as, sucrose,
dextrose, lactose, microcrystalline cellulose, fructose, xvlhitol, and sorbitol; polyvhydric
alcohols; starches; pre-manufactured direct compression diluents; and combination thereof.
However, a person skilled 1n the art would appreciate that any other diluent(s}, as known to or
appreciated by a person skilled in the art can be wtilized to serve its intended purpose in the
mstant invention, without departing from the scope and the spirit of the present disclosure.
{8035} In an embodiment, the excipient can be a flavoring agent. Non-limiting example
of suitable flavonng agents inchide, synthetic flavor oils and flavoring aromatics and/or
nataral oils, extracts from plants, leaves, flowers, fruits, and combinations thereof. By way of
cxample, these may include cinnamon oils, oil of wintergreen, peppermint oils, clover oil,
hay oil, anise o1}, eucalyptus, vanilla, citrus oils {such as lemon oil, orange o1l, grape and
grapefrait oil} , and frut essences {sach as apple, peach, pear, strawberry, raspberry, cherry,
plum, pincapple, and apricot) and combination thereof. However, a person skilled in the axt
would appreciate that any other flavoring agent(s) , as known to or appreciated by a person
skilled in the art can be utilized to serve its intended purpose in the instant invention, without
departing from the scope and the spirit of the present disclosure.

[0036] In an embodiment, the excipient can be a swectener. Non-limiting example of
suitable sweetener may be selected from glucose (com svrup). dextrose, invert sugar,
fructose, and mixtures thercof (when not used as a carrier); saccharin and its various salts
such as the sodium salt; dipeptide sweeteners such as aspartame; dihydrochalcone
compounds, glyeyrrhizin; stevia-derived sweeteners; chloro derivatives of sucrose such as
sucralose; sugar alcohols such as sorbrtol, mannitol, svlitol, and the like. Also contemplated
are hyvdrogenated starch hydrolysates and the synthetic sweetener 3,6-dibydro-6-methyl-1,2.3-
oxathiazin-4-one- 2,2-dioxide, particularly the potassimm salt (acesulfame-K), and sodmam
and calcium salts thereof. However, a person skilled in the art would appreciate that any other
sweetener(s) , as known to or appreciated by a person skilied in the art can be utilized to

serve its intended purpose in the instant invention, without departing from the scope and the
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spirit of the present disclosure. In an embodiment, the excipient can be a hibricant. Non-
limiting example of suitablelubricants include magnesmm stearate, calcium stearate, zine
stearate, hvdrogenated vegetable oils, sterotex, polvoxvethylenemonostearate, tale,
polyethyleneglyeol, sodivm benzoate, sodium lauryl sulfate, magnesium lauryl sulfate, and
fight mineral oil and combination thereof. However, a person skilled in the art would
appreciate that anv other lubricant(s}, as known to or appreciated by a person skilled in the art
can be utilized to serve its intended purpose i the nstant nvention, without departing from
the scope and the spirit of the present disclosure.

{0637} In an embodiment, the excipient can be a dispersants. Non-limiting example of
suttable dispersants include starch, alginic acid, polyvinvipyrrolidones, guar gum, kachn,
bentonite, purified wood cellulose, sodivm starch glycolate, isoamorphous silicate, and
microcrystatline cellulose. However, a person skilled in the art would appreciate that any
other dispersant(s) , as known to or appreciated by a person skilled in the art can be utilized
to serve its mntended purpose in the mstant invention, without departing from the scope and
the spirit of the present disclosure.

{0038} In an embodiment, the excipient can be an emulsifier. Non-limiting example of
suttable emulsifiers include emulsifyving wax, cetearyl alcohol, polysorbate 20, and cetearcth
20, Sodium stearovilactylate, Sodium phosphates, soy lecithin and the hikes. However, a
person skilled 1n the art would appreciate that any other emulsifier(s) , as konown to or
appreciated by a person skilled 1n the art can be utilized to serve its intended purpose in the
mstant vention, without departing from the scope and the spirit of the present disclosure.
{0839} In an embodiment, the pharmaceutical composition can inchide a coloring agent.
Non-limiting example of suitable coloring agents include food, drug and cosmetic colors
{(FD&C), drug and cosmctic colors (D&C) , or external drug and cosmetic colors (Ext. D&C).
These colors or dyes, along with their corresponding lakes, and certain natural and denved
colorants may be suitable for use in the present invention depending on the embodiment.
However, a person skilled in the art would appreciate that any other coloring agent{s), as
known to or appreciated by a person skilled m the art can be utilized to serve its intended
purpose m the instant invention, without departing from the scope and the spirit of the present
disclosure.

{0040] In an embodiment, the excipient can be a taste-masking agent. Non-limiting
example of switable taste-masking matenals include, cellulose hvdroxypropyl ethers (HPC),
low-substituted hyvdroxypropyl ethers (L-HPC), cellulose hyvdroxypropyl methyl cthers
(HPMC), methylcellulose polymers and mixtures thercof, polyvinyl alcohol (PVA),
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hydroxyethyleelhidoses, carboxymethvicelluloses and salts thereof, polvvinyl alcchol and
polyethylene glyveol co-polvmers, monoglveenides or triglycerides, polyethyviene glyveols,
acrvlic polymers, mixtures of acrvlic polymers with cellulose ethers, cellulose acetate
phthalate, and combmations thereof. However, a person skilled in the art would appreciate
that any other taste-masking agent(s), as known to or appreciated by a person skilled in the
art can be utilized to serve its intended purpose in the instant invention, without departing
from the scope and the spinit of the present disclosure.

{0041} In an embodiment, the excipient can be a pH modifier. Non-linuting example of
suitable pH modifier include sodium carbonate or sodium bicarbonate. However, a person
skilled n the art would appreciate that any other pH modifier(s), as known to or appreciate
by a person skilled in the art can be utilized to serve its intended purpose i the instant
mvention, without departing from the scope and the spirit of the present disclosure.

10642} fo an embodiment, the weight fraction of the cxcipient or combination of
excipients in the pharmaceutical composition may be about 98% or less, about 95% or less,
about 90% or less, about 83% or less, about 80% or less, about 75% or less, about 70% or
less, about 63% or less, about 60% or less, about 353% or less, about 50% or less, about 43%
or less, about 40% or less, about 33% or less, about 30% or less, about 25% or less, about
20% or less, about 15% or less, about 10% or Iess, about 3% or less, about 2%, or about 1%
or less of the total weight of the pharmaceutical composition.

[0043] The pharmaceutical compositions detailed herein can be manufactured in one or
several dosage forms. In an embodiment, pharmaceutical dosage form is selected from any or
a combination of tablets, including suspension tablets, chewable tablets, effervescent tablets
or caplets; pills; powders such as a sterile packaged powder, a dispensable powder, and an
cffervescent powder; capsules including both soft or hard gelatin capsules such as HPMC
capsules, lozenges, a sachet, a sprinkle, a reconstitutable powder or shake, a troche, pelliets
such as sublingual or buccal pellets, granules, liquids for oral or parenteral administration,
suspensions, emulsions, semisolids, or gels. However, any or a combination of
pharmaceutical dosage form(s) ,as known to or appreciated by a person skilled in the art, can
be utilized to serve its intended purpose, as laid in the present disclosure, without departing
from the scope and spirit of the present invention.

{0044} in an embodiment, the composition is formulated as a tablet. In an embodiment,
the tablet formulation mcludes Turmeric (Curcwma spp.) n an amount ranging from about
0.25% to about 99.75% by weight of the composition and Cow urine {Gomutra) in an amount

ranging from about 0.25% to about 99.75% by weight of the composition. In an embodiment,
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the tablet formelation meludes Twrmeric {(Curcuma spp.) in an amount ranging from about
1% to about 99% by weight of the composition and Cow urine (Gomutra} in an amount
rangmg from about 1% to about 99% by weight of the composition.

{0045] In an embodiment, the composition is formulated as a tablet. In an embodiment,
the tablet formmlation includes Turmeric {Curcuma spp.) in an amount ranging from about
3% to about 97% by weight of the composition and Cow urine (Gomutra) i an amount
ranging from about 3% to about 97% by weight of the composition.

{0046} In an embodiment, the composition s formulated as a tablet. In an embodiment,
the tablet formulation meludes Turmeric (Curcuma spp.) in an amount ranging from about
5% to about 95% by weight of the composition and Cow urine (Gomutra) 1n an amount
ranging from about 5% to about 95% by weight of the composition.

[0047] in an embodiment, the composition is formulated as a tablet. In an embodiment,
the tablet formulation includes Turmeric (Curcuma spp.) in an amount ranging from about
7% to about 93% by weight of the composition and Cow urine (Gomutra) in an amount
anging from about 7% to about 93% by weight of the composition.

{00438] In an embodiment, the composition is formulated as a tablet. In an embodiment,
the tablet formulation mcludes Turmeric (Curcuma spp.) in an amount ranging from about
10% to about 90% by weight of the composition and Cow wrine (Gomutra) in ap amount
ranging from about 10% to about 90% by weight of the composition.

{0049} in an embodiment, the composition is formulated as a tablet. In an embodiment,
the tablet formulation mcludes Turmeric (Curcuma spp.) in an amount ranging from about
15% to about 85% by weight of the composition and Cow urine {Gomutra) in an amount
ranging from about 15% to about 83% by weight of the composition.

{0050} in an embodiment, the tablet formulation mncludes Turmernic (Curcuma spp.) n an
amount ranging from about 20% to about 80% by weight of the composition and Cow urine
{(Gomutra) in an amount ranging from about 20% to about 80% by weight of the composition.
[0051] In an embodiment, the tablet formulation comprises cow urine {(Gomutra) in an
amount ranging from 50% to 70% by weight of the formulation and Turmenic (Curcuma
spp.} in an amount ranging from 30% to 30% by weight of the formulation.

{0052} In an embodiment, the tablet formulation comprises cow urine (Gomutra) in an
amount ranging from 60% to 70% by weight of the formulation and Twrmeric (Curcuma

spp.} in an amount ranging trom 30% to 40% by weight of the formulation.
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{8053} In an embodiment, the tablet formulation comprises cow urine (Gomutra} in an
amount of 67% by weight of the formulation and Turmeric (Curcuma spp.) in an amount of
33% by weight of the formulation.

0054} In an embodiment, the composition is present in the form of a topical formulation.
In an cmbodiment, the topical formulation includes Turmeric (Curcumaspp.) in an amount
ranging from about 0.25% to about 99.75% by weight of the composition and Cow urine
{Gomutra) in an amount ranging from about 0.25% to about 99.75% by weight of the
composition. In an embodiment, the topical formulation includes Tarmeric (Curcumaspp ) in
an amount ranging from about 1% to about 99% by weight of the composition and Cow urine
{Gomutra) in an amount ranging from about 1% to about 99% by weight of the composition.
HEISRY! In an embodiment, the topical formulation inchides Turmeric (Curcumea spp.) in
an amount ranging from about 3% to about 97% by weight of the composition and Cow urine
{Gomutra) n an amount ranging from about 3% to about 97% by weight of the composition.
{0056} in an embodiment, the topical fornmulation inclades Turmeric (Curcuma spp.) n
an amount ranging from about 3% to about 95% by weight of the composition and Cow urine
{Gomutra) in an amount ranging from about 3% to about 95% by weight of the composition.
[BOST] in an embodiment, the topical formulation includes Turmeric (Curcuma spp.) in
an amount ranging from about 7% to about 93% by weight of the composition and Cow urine
{Gomutra) in an amount ranging from about 7% to about 93% by weightof the composition.
{6658} in an embodiment, the topical formulation includes Turmeric (Curcuma spp.) in
an amount ranging from about 10% to about 90% by weight of the composition and Cow
arine (Gomutra} 1 an amount ranging from abowt 10% to about 90% by weightof the
COMpOsition.

[B0S9] In an embodiment, the topical formulation includes Turmeric (Curcuma spp.) in
an amount ranging from about 15% to about 85% by weight of the composition and Cow
urine (Gomutra) in an amount ranging from about 15% to about 85% by weight of the
composition.

{0064} In an embodiment, the topical fornmulation inclades Turmeric (Curcuma spp.) n
an amount ranging from about 20% to about 80% by weight of the composition and Cow
urine (Gomutra) in an amount ranging from about 20% to about 80% by weight of the
COMpPOSIHon.

{061} In an embodiment, the topical formulation comprises cow urine (Gomutra} o an
amount ranging from 30% to 70% by weight of the formulation and Turmeric (Curcuma

spp.} in an amount ranging from 30% to 50% by weight of the formulation.



WO 2020/165779 PCT/1B2020/051111
15

{8062} In an embodiment, the topical formulation comprises cow urine (Gomutra) in an
amount ranging from 60% to 70% by weight of the formulation and Tumueric {Curcuma
spp.) in an amount ranging from 30% to 40% by weight of the formulation.

[0063] In an embodiment, the topical formulation comprises cow urine (Gomutra) in an
amount of 67% by weight of the formulation and Turmeric (Curcuma spp.) in an amount of
33% by weight of the formulation.

[8064] The present mvention provides a method of ireating cancer comprising:
administering to a subject in need thereof, a phammaceutically effective amount of a
synergistic composition, wherein the composition comprises therapeutically effective amount
of Turmeric (Curcuma spp.); and therapeutically effective amount of Cow unne (Gomutra) .
[0065] In addition, the present invention provides a pharmmaceutical formulation for
treating cancer cells, wherein the pharmaceutical formulation comprises: a physiclogically
effective amount of a composition 10 a pharmaceutical carrier sufficicnt to inhibit the growth
of cancer cells, wherein the composition comprises therapeutically effective amount of
Turmeric (Curcuma spp.), and therapeutically effective amount of Cow arine (Gomutra).
{0066] In an embodiment, the pharmaceutical formulation for treating cancer cells is
present in form of a tablet. In an embodiment, the tablet formulation for treating cancer cells
mclades Turmeric (Curcuma spp) in an amount rapging from about 1% to about 95% by
weight of the composition and Cow unne (Gomutra) in an amount ranging from about 1% to
about 99% by weight of the composition. In an cmbodiment, the tablet formulation further
mcludes pharmaceutically acceptable excipient.

{0867} In an embodiment, the pharmaceutical formulation for treating cancer cells is
present in form ofa topical formulation. In an embodiment, the topical formulation includes
Twmernc (Curcuma spp.} in an amount ranging from about 1% to about 99% by weight of
the composition and Cow unne (Gomutra) in an amount ranging from about 1% to about
99% by weight of the composition. In an embodiment. the topical formulation further
includes pharmaceutically acceptable excipient.

{0068} The present invention provides a pharmaceutical formulation for treating one or
more svmptom of cancer, wherein the composition comprises therapeutically cffective
amount of Turmeric {Curcuma spp.); and therapeutically effective amount of Cow uvrine
{Gomutra) to ameliorate one or more symptoms of the cancer.

[0069] The present invention also provides a composition for reducing the number of

cancer cells, wherein the composition comprises therapeutically effective amount of an



WO 2020/165779 PCT/1B2020/051111
16

extract of Turmeric (Curcuma spp.); and therapeutically effective amouant of Cow urine
{Gonutra) to reduce the number of the one or more cancer cells.

[O070] In an embodiment, the phammaceutical formulation for reducing the number of
cancer cells is present in form of a tablet. In an embodiment, the tablet formulation for
reducing the number of cancer cells includes Turmeric (Curcuma spp.) in an amouat ranging
from about 1% to about 99% by weight of the composition and Cow urine {(Gomutra) in an
amount ranging from about 1% to about 99% by weight of the composition. Tn an
embodiment, the tablet formulation further includes pharmaceuatically acceptable excipient.
{6071} In an embodiment, the phammaceutical formulation for reducing the number of
cancer cells 1s present n form of a iopical formulation. In an embodiment, the topical
forrmdation includes Turmeric (Curcuma spp.) in an amount ranging from about 1% to about
99% by weight of the compeosttion and Cow urine (Gomutra) in an amount ranging from
about 1% to about 99% by weight of the composition. In an cmbodiment, the topical
formulation further includes pharmaceutically acceptable excipient.

{8072} In an embodiment, the pharmaceutical formulation can be advantageously atilized
for the treatment of anemia, epilepsy, skin diseases and related disorders. In an embodiment,
the pharmaceutical formulation can also be used as health supplement to increase mineral
content of the body and to provide bactenicidal and detoxification effect.

[6073] The present invention provides a method for reducing the number of cancer celis
in a mammal by identitying a mammal having one or more cancer cells; administering a
therapeutically effective dose of the formulation to the mammal to reduce the number of
cancer cells, wherein the formulation comprises therapeutically effective amount of an extract
of Turmeric {Curcuma spp.) and therapeutically effective amount of Cow urine (Gomutra);
and monitoring the number of cancer cells in the mammal.

[0074] Specifically, the present mvention utilizes Curcuma longa, commonly found
throughout the Indian terrain. Rhizomes or underground stem and roots of Tummeric or the
crushed powder of its dried form can be used. Preferably, Turmeric thizomes, cither fresh or
dried, are used to sub-serve its intended purpose, as laid down in embodiments of the present
disclosure. Also found to be particudarly suitable is extract of the rhuzome or underground
stem of Tumeric {(Curcuma longay. Any extraction method as known to a person skilied in
the art can be utilized for the instant mvention. In an embodiment, the present invention
utilizes extract {e.g., ethanol extract) from Turmericthizomes that show antitumor activity in
vitro. Any commercially available extract can also be used. Extracts are usually available m

concentrated liguid or dried powder form. However, extract prepared by any other method for
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isolation and extraction of active compounds, as known to or appreciated by a person skilled
m the art, for example maceration, soxhlet extraction, microwave-assisted extraction {(MAE)
Jultrasound-assisted extraction (UAE), supercnitical fluid extraction (8FE) and the likes can
be used to serve its intended purpose, as laid down in the present disclosure without departing
from the scope and spirit of the present invention. Also found to be suitable, for the present
compositions of the present disclosure, 1s turmeric oils such as cssential oil(s) of turmeric that
mcludes active constituents of twrmeric. Any method known to or appreciated by a person
skilled in the art can be used for extraction of essential oils from the turmeric.

{0675] In the present disclosure, to obtain bioactive compounds with higher extraction
cfficiencies, supercritical fluid extraction method was used and the anticancer activity of
supercrifical extract was examined. Supereritical fhud extraction with carbon dioxide allows
the isolation of compounds minimizing thermal and chemical degradation. The relatively low
temperature of the process and the stability of CO2 allow most compounds to be extracted
with hittle damage or denaturing. The extraction process facilitates collection of volatile oils
from the processing material. Volatile oils reduce acute and chronic inflammation and more
mmportantly help in absorption of other compounds in humans. Extracts obtained with
application of supercritical tluid extraction arc very stable and can be used directly in diet
supplementation.

{0076} The present invention typically utilizes Cow Urnine (Gomutra) that belongs to the
antmal origin with innumerable therapeutic value. Specifically, the present invention utilizes
Cow Urine {(Gomutra) commonly known as Gomutra, Fresh urine should be filtered before
ase. Cow urine is usually available in liquid form. The term “Cow urine”™ as used in various
embodiments of the present disclosure denotes Cow urine, erther fresh or treated or prepared
mn any form such as filtered or unfiltered fresh cow urine, cow urine ark, cow urine distillate,
cow urine concoction and the hikes, as known to or appreciated by a person skilled in the
pertinent art and the same can be used for realizing the advantageous compositions and
formulations of the present disclosure withowt departing from the scope and spint of the
present disclosure.

EXAMPLES

{0677} The present disclosure is further explained in the form of an example. However, it
is 1o he understood that the example 15 mercly illustrative and is not to be taken as limitations
upon the scope of the invention. Various changes and modifications to the disclosed
embodiments will be apparent to those skilled in the art. Such changes and modifications may

be made without departing from the scope of the mvention.
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{6078} The synergistic herbal compositions including Cow Urine (Gomutra) and
Turmeric (Curcuma longay were evaluated for its ability to reduce and/or control the growth
of cancerous cells in Breast Cancer Cell lines (MCF-7). MTT assay was conducted for
measuring % inhubition of breast cancer cells by the compositions {i.c. observation of
proliferation of breast cancer cell line, MCF-7).
10679] MTT Assay
{0080} Principle: reduction of tetrazolium salts is now widely accepted as a rehiable way
to examine cell proliferation. Yellow colored MTT (3-(4, 3-dimethylthiazolyl-2} -2, 5-
diphenyltetrazolium bromide} is reduced by metabolically active cells, in part by the action of
dehydrogenase enzymes, fo generate reducing equivalents such as NADH and NADPH. The
resulting  intracellular  pwple  formazan can be  solubilized and gquantified by
spectrophotometric means.
0081} in order to carry out MTT Assay, MCF 7 cells were revived and were passaged
twice before using for the MTT assay to test the samples. The cell hine was maintained
continuousty till the end of the assay. Ethanol and/or water was ased as solvent for preparing
the compositions of requisite concentration. Dulbecco's Modified Eagle's Medium (DMEM)
{product no. 12-604(} from Lonza India Prvate Limited) was used as control. Cell count and
viability were checked. I viability is above 95% then 5000 cellis were seeded per well m
sterile 96 well plate, tn triplicate for every concentration of each test sample (compositions 1-
3 enumerated in Table 1). 10 pl of each of the samples were added per well.
{6082} Assay Protocol
{06083} Firstly, MCF 7 cells were sceded m 96 well plates at a concentration of 5000
cells/well. Assay included blank wells containing BMEM only, control wells containing
DMEM and cells, and test wells containing cells treated with sarple/composition. Cell line
was then treated with test samples/composifions for 48 hrs. m triplicate. 10 ul of MTT
reagent {Smg/ml) per well was added and incubated for 4 hrs. at 37°C, 5% CO2Z. After
incubation, 100 ul of 10% SDS was added per well After 30 min of further incubation at
37°C, O.D. was read at 570 nm. Percentage Inhibition was calculated by using following
formula:

% Inhibition = 100 - [{O.D. of test / O0.D. of control) x 160}
{0084] Table 1 herein below provides details of compositions used for evaluating the
anti-proliferative activity.

Table 1: Compositions for evaluation of anti-proliferative activity
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Extract of < Mixture of
. . Cow y .
. Turmeric <. Cow Urine +
Composition Urine e .
g {Curcuma Termeric
Ne. Ark PRIV
longa) (% viv) Yo wiv) in &
{(Yoviv) e ratio of 67:33
1 4% - -
y/ - 4% -
3 - - 4%

{6085} Table 2 below provides effect of compositions (as provided in Table 1
hereinabove} on the growth of cancerous cells in Breast Cancer Cell lines (MCF-7).
Table 2: Evaluation of cffect of compositions on the growth of cancerous cells in Breast

Cancer Cell lines

Composition % Control Growth
Ng.
1 o]
{Turmeric extract) 42
2
(Cow urine Ark) b4
3
{Mix of Turmericextract and 73
Cow Urine Ark)

[0086] Based on the experiments carried out and as provided hereinabove, 1t could be
concluded that the combination of Cow urnine (Cow wrine ark) and Turmeric extract {in
67:33volume ratio} significantly controls the growth of cancerous Human Breast Cancer Cell
Line compared to Cow unine Ark and extract of Turmernic (Curcuma spp.) when used alone.

The composition was found to possess potent anti-proliferative activity.

ADVANTAGES OF THE INVENTION

{0087} The present disclosure provides a composition that exhibits desired therapeutic
efficacy against cancer and related disorders that satisfies the existing needs, as well as
others, and generally overcomes the deficiencics found in the prior art.

{0088} The present disclosure provides a composition that exhibits desived therapeutic

efficacy against cancer and related disorders while being substantially devoid of side effects.

[0089] The present disclosure provides a composition that cxhibits desired therapeutic

efficacy against cancer and related disorders that is cost effective.
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{06094} The present disclosure provides a composition that exhibits desired therapeutic
cfficacy against cancer and related disorders that 1s casy to manufacture and can be scaled up
for industnal production.

{0091} The present disclosure provides a process for preparation of a composttion that

exhibits synergistic anti-proliferative effect.
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We Claim:

1.

o

(%)

A svnergistic herbal composition that exlubits an anti-proliferative activity, the
composition comprising:

a therapeutically effective amount of cow urine (Gomutra); and

a therapeutically effective amount of Turmeric (Curcuma spp.) wherein the
composition comprises cow urine (Gomutra) in an amount ranging from about 0.25%
to about 99.75% by weight of the composition and wherein the composition
comprises Turmeric (Curcuma spp.) in an amount ranging from about 0.25% to about

99.75% by weight of the composition.

The composition as claimed in claim 1, wherein the composition comprises any of

extract of Turmeric (Curcuma spp.) and powdered Tummenic (Curcuma spp.).

The composition as claimed in claim 1, wherein the cow urine comprises any or a
combination of filtered cow urine, unfiltered fresh cow urine, cow urine ark, cow

urine distillate and cow urine concoction.

The composition as claimed in claim 1, wherein the composition comprises cow unne
(Gomutra) m an amount ranging from about 1% to about 99% by weight of the
composition and Tomeric (Curcuma spp.) in an amount ranging from about 1% to

about 99% by weight of the composition.

The composition as claimed 1o claim 1, wherein the composition comprises cow uring
(Gomuira) in an amount ranging from about 5% to about 93% by weight of the
composition and Tamernc (Curcuma spp.) in an amount ranging from about 5% to

about 95% by weight of the composition.

The composition as claimed in claim 1, wherein the composition compriscs cow uring
{Gomutra} in an amount ranging from about 20% to about 80% by weight of the
composition and Turmeric {Curcuma spp.) in an amount ranging from about 20% to

about 80% by weight of the composition.
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7. The composition as claimed in claim 1, wherein the composition comprises cow urine
{(Gomutra) in an amount of 67% by weight of the composition and Turmeric

{(Curcume spp.y in an amount of 33% by weight of the composition.

8. The composition as claimed in claim {, wherein the composition further comprises
any or a combination of a natural, semu-synthetic or synthetic ingredient that

supplements or increases the anti-proliferative activity of the composition.

9. The composition as claimed in claim 1, wherein the composition s formulated nto

any of a solid composition, a semi-solid composition and a liquid composition.

10. The composition as claimed in claim 1, wherein the composition 1s formulated into

any of an oral dosage formudation and a topical formulation.



