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1
USE OF BIOACTIVE FRACTION FROM
COW URINE MSTILIATE ¢GO-MUTRA" AS
A BIO-ENHANCLER OF ANTL-INFLECTIVE,
ANTI-CANCER AGENTS AND NUTRIENTS

This application is a division of Ser. No, 00:726,307 filed
Dee. 1, 2000 pow US. Pai. No. 6,410,059, which claims
henelit of Ser. No, 60241 842 liled O 20, 2000.

FILLDY O THLE INVENTION

The mvention relates (0 an absolutely novel vse of cow
urine distillate as activity enhaneer and availabiliny tacilita-
tor lor bivactive molecules including anti-infective and
anti-cuncer agents, The molecules which express any activ-
iy an form ol either inhibning or promolng a hiological
tunction have been relerred 1m this invention as bicactive
molecule c.g. antibiotics, drugs, nutraceulicals,
cardiovascular, hepatoprolective, neuro-tonics ele. The
present invention has direet implication in drastically redwe-
ing the dosage ol antibiotics, dugs and anti-cancer agent
while mcreasing the etficiency of absorption ol bioactive
molecules.

BACKGROUND OFF THLE INVENTION

In Ayurveda cows urine Is suggested Jor improving, gen-
cral health, But it is never scicntilically ested Tor any viility
along. The applicants have developed the curiosity about this
component in the preparations and asked many questions 1o
them; whether the component cow urine is having, any
activity by ltself or it does not have any actvity but enhance
the activity of other components in the preparations? What
are Lhe components present in the urine of cow? Whether the
urine containg microorganism, which are benclicial?
Whether the degradation products from the urine are hen-
clicial? To answer these guestions the applicant obtained
“Kamadhenu Arka™ the wrine distillate from - Go-Vigyana
Anusandbana Kendra™ Nagpur, India. This is the wrine
distillate spggested lor drinking (o improve the gencral
health and sold and distributed in different size bortles. The
applicants wsted the vrine on Luria agar and broth in sterile
condition and did nol notice any growth of microorganism.
To st whether this s inhibitory W growth ol dillerem
microorganism, fschenichia eofi and Mycobacterium smeg-
miatis were grown at dillerent temperatures ranging from 20
w 4% C.in presence and inabsence of the cow urine
distillate, no signiticant differenee in the colony count is
noticed. Surprisingly, the same distillate enhanced the anti-
biotic sction on these hacteria leading, o this inventon. The
novelty ol the invention lics in the fact revealed through
preeise experimentation that the enhaneement action and its
clleetiveness is achievable only in the range of concentration
which is literally in nano to micro molar levels. And when
a higher concentrationsdosage is used in the fTormulation or
combinations the activity(ics) do not appear. That should be
the reason [or non-detection such a valuable potential of cow
urine (Go-mutra). From million doses of annual antibiotics
consumption gocs waste as these could not be utilized or
targeted 1o the infective organisms effectively due 1o various
tactors like cllficient absorption, transportation to the target
site, welention time, operation of ¢fflux pump, metabolism
cle. Thus, large portions of the drugs we apply are wasted
and only a miniscule pereentage is belng largeled 1o the
infective microbes. Also, the unutilized drug antibiotic
amounl remaions as a load in the body and covironmen
acting as a sclection pressure w facilitate emergence of drug
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resistance o parasiles and their predominance, ultimately
leading to failure of antibioties apainst resistant infections.
This also is responsible for side effects, illness and reduction
n Life expectaney being more acute in the older population.
One of the ways, which has been feasible to reduce drug
dosage, has been synergism between two therapeutic agents.
However, 1f both have the antibiotic property, sull the
problem of continued selection pressure on microbes is
likely to continue. So, the applicants thought of utilizing
cow urine, which is not microbicidal but when present with
4 drug or active molecule, enhanee its activity and avail-
ability (biocahancers). This way, the selection pressure will
he counter-balanced simultancously redueing the dosape of
antibiotics or drugs lor minimizing the side ellfects, which
has also high commercial importance.

The present invention was the result ol planned experi-
ments 1o proviede a novel method Tor improving activity and
hioavailability of antibiotics, drugs and other molecules
using, “cow urine distllae” in different formulalions.

The hioavailability of outrients and cohancement antibi-
otics ¢llect is relevant to human, plant as well as animal
health and thus the compositions and methods ol the inven-
tion are also iniended to be used in agriculture and velerinary
practice.

DESCRIPTION OF RELATED ART

Cow's urine (Go-mutra) can be considered as the most
cllective animal origin substanceseeretion with the capacity
ol general health improvemnent but it docs need substantia-
ton through scientilic experimentation. Thus, the applicants
considered it worthwhile to scientifically look at this and
dedine the molecular basis ol the values through o vitro and
o vive assavs, The applicants o the st ostance probed
whether it contained any drug Facilitaor clements sioce such
a property would make it a highly usetul natural substance.
In recent davs, use ol “piperine " as a biavailability enhancer
has been desceibed (UK. Pat Nos, 5,616,593 and 5,972,
382). Ll today dthus, the knowo bioavailability eobaocer
documented is piperine and a series ol inventions related to
this compound have been deseribed in the following prior
arts.

OBILCTS OF THL INVENTION

The main objeetive is o provide new use of the bio-active
fraction as 4 bio-enhancer and as o bicavailability Lacilitator,

[n another objective ot the invention is o provide method
for improving activity and hioavailability of antibiotics,
drugs and other molecules using active fraction from cow
urine distillate.

Sull another abjective of the invention is o provide a
process for the exteaction ol the active fraction [orm the cow
urine.

SUMMARY O THL INVLENTION

The iovention relates o new use of a known abundantly
available cow urine distillate as an enhancer ol antibiotic
action on the target. The molecule of invention belps in the
absarption of antibiotics across the cell membrane in animal
cells, gram positive and pram negative bacleria Similar
activities can also be obtained by using the distillate of the
urine Ol cow at 40=50° . and (rom the concentrate, which
is lyophilized and dissolved for Further use. Further the urine
distillate from buffalo, camel, deer provides similar activity
ol bioavailability.
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BRILL DLESCRIPTION O THL
ACCOMPANYING DRAWING

I1G. 1 represents HPLC characters of cow urine (Go-
mulra) distillate

DETAILLD DESCRIPITON OF THL
INVLNTION

Our emphasis here was o search a plentufully available
material with bioenhancing action of higher potency.
Additionally, a property that the applicants searched was the
hiocnhancement of a scarcely available anti-cancer natural
agent “taxol” (peclitaxel) which is produced i microscopie
amounls by the Yew tree (Zaxis spps.) and henee is alwavs
a limited molecule in availability. Cow urine distillate
cnhanced the killing activitics of different antibiotics on
Bacteria. More Important was the obvious enhancement in
the cell division nbibiory activity against the breast caneer
cell line MCE-7.

In an embodiment of the present invention a pharmaceu-
tical composition comprising an ¢llective amount of cow
urine distillate as a bioavailability lacilitator and a pharma-
ceutically acceptable additives selected Trom anticancer
compounds, antibiotics, drugs, therapeutic and nutraceutic
agents, ions and similar molecules which are 1argeted 1o the
living syslems.

In another embodiment, the cow vrine distillate is vsed as
bivavailability facilitator lor anticancer therapy direetly or in
combination with anticancer molecules.

In still another embodiment, the cow unne disnllate s
used in antifungal therapy lor fungal infections.

In vel another embodiment, the antifungals are azoles,
clotrimazole, mystatin, amphotericin and similar materials,

In yel another embodiment, fungi covering infections are
mycetial, candida, yeast or other Tungicidal compounds.

In still another embodiment, the cow urine distillate is
used in T therapy including multi drug resistant ubercu-
losis in combination with isoniazid and other anti-tubercular
agents.

In yet another embodiment, the bioavailability Tacilitator
helps i transterring the compound across the membrane and
tor better effveuvity on the target site.

In vet another embodiment, the antibiotics are
Quinolones, luoroguinolones Tike Nalidixic acid and others
like Rifampicin, Tetrscyeline, ampicillin and similar com-
pounds,

In yot another combodiment, the antibiotics, jons and
similar compounds are soniazid and hyvdrogen peroxide.

In yet another embodiment, the bioavailability Tacilitator
helps the antibiotics and other molecules o act better on the
targel by increasing the effcetivity.

In yet another embodiment, the living sysiem may be
bacteria, fungi or any living cells,

In yet another embodiment, the anti bacterial agents are
scleeted from the proup comprising Quinolones,
Rilfampicin, Tetracyeline and ampicillin,

In yut another embodiment, the cow urine {Go-muira)
distillate is in the range between 0.001 gliml 1o 100 gliml.

In vet another embodiment, the lyophilized active {raction
used is in the range between 001 gg/ml o 100 gg/ml.

In still another embodiment, the bicactive [riction
cnhanees the activity of anti-bacterial agents, anti-cancer
agents and anti-lubereulosis agents from 2 to 80 folds,
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[n vet another embodiment, the bioactive [raction
cihanees the activity of” anti-bacterial agents from 2 (o 80
folds.

[o vet another embodiment, the antt bacterial apent s an
anti-tubereulosis agent selected from isoniazid, pyrazina-
mide and other similar compounds.

[n yet another preferred embodiment, the bioactive frac-
tion enhances the activity ol anti-tuberculosis agents rom 2
w20 falds,

[n yet another embodiment of the invention, the anti-
caneer agent is selected from group consisting, of Paclitaxel
{ Taxol).

[n yet another preferred embodiment of the invention, the
hwactive lraction ealiances the acuvity of ant-cancer agents
from 2 1o 20 falds.

The methodology [ollowed by us [or this screening
included specifically designed bioassays as described below.
‘The bacterial and fungal strains used in this invention were
awquired commercially from Instutute of Microbial Technol-
apy (IMTLCH), Chandigarh which possessed correspond-
g properties ol the ATCC strain mentioned.

1. Assay for Bio-enhancement ol Ant-infective Agents

4) The minimum inhibitory concentration (MICY ol antibi-
otie is determined against Fschericlia coli (cquivalent of
ATCC 10536), Buciflus subiifis (cquivalent ol ATCC
6015) and Mvyeohaciorium smegmatis (equivalent of
ALCC 10231 in broth and dise dillusion assay.

b The amtibiotics agents al concentrations ¥ a2 and
cqual to MIC are added alone and in combination with the
test compound at varving concentrations an dise and in
broth to evaluate the comparative inhibition.

¢) ‘These combination showing sigoificant advantage or
higher activity than antibiotic alone o wrms of cobaoced
inhibition of hacterial growth (large inhibition sone in
dise dillusion and affectivity ol lower concentration in
biroth assay) are picked up lor [utore testing.

dy [n broth assay the activity s guantificd by couvnting
number of viable cells in a given treatment and converted
in lold enhancement by combination compared 1o
antibiotic drug alone in the killing percentage ol cells.

¢) The pre-treatment assay tollowed to determine whether
the compound is required along with antibiotic w enhance
its activity or even its withdrawal aller treatment or prior

o antibiotic treatment would beoefit. For this, the cells are

treated with compound [or 4 to 8 hours and then washed

free ol it by centrilugation and washing o sterile water,

This was followed by treatment with antibiotic as in sleps

b d.

2. Assay for Bio-enhancement ol Anti-cancer Agents

1) MCE-T7 (Breast cancer commercial cell line obtained from
National Center lor Coll Scicnees (NCCOS), Punc) s
inoculated at a density of about O 1< 10° ¢ells in MEM
medium in the wells of 24 well plate.

b)Y This is replaced with fresh medium atter 18 bours in cach
well,

<) The test companent (s) is added at desired concentrations
in ditterent wells just after the medium ceplacement.

Ay Observations are recorded on the cell count alter 36 hours
for which the following steps are required.

i. The medium is removed lrom the wells.

il. The wells are rinsed with 1 ml PBS {(Phosphate buller

saline).

il To cach well 500 ¢l of freshly prepared toypsin (0.1%

in PBS) solution is added.
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v. Typsin solution s removed after 30 seconds and the
plate is gently tapped 11l the cells are released from the
plate surtace.

v. I'resh 1 ml of MEM growth medium is added and
agitated with a pipette (0 obtain a cell suspension.

vi. 10 gl of cell suspension is taken on the haemocylom-
cler and a cover plass is plaved over the counting
chamber.

vii. The number of viable cells is counted in 3 big sguares
and the readings are taken from 3 microscopic lields to
determine the average.

vin. The cell eount (titer per ml) m the original sample 15
then caleulated as average countx 107,

Composition of Minimum Lssential Medium (MLEM): 100
ml

MEM powder (Sigma-Aldoch, TT8A) = 130 g
HEPES Buller (Sigmu-Aldiich, UsAr = 112t g
Sodium Blearbenale = 1522 ¢
Penivillin G = 0 mg
Alreplomiyein = 21 mg
Cientamyein = 5 omg
Toetal Calt Seam = 15 ml
Foetl Call Serum = 15 ml
Distilled water = =5 ml

th
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<) Sterile distilled water was then filled in both the sides to
cqual height level The antibiotic/componnd was added 1o
the donor tube (tapered) and through spectro-photometer,
the transter of molecule was observed using Uw and
visible absorption maxima of the respective molecules by
tuking the QD at delined wavelengths.

LXAMPLLS

[o the aext step ol clucidation of the ¢nhancer action, the
applicants experimented with the killing actvities ol difler-
ent antibiotics against (the bacteria singly and in combination
with the test component {cow urine distillate) following the
method described above. These experiments are being,
deseribed in the following examples. When the bacleria
were grown 11 presence ol the compound as such no
significant killing was observed. 1o all the experiments the
cow urine distillate concentration was kept at | gliml, unless
it 18 speeifically mentoned.

Example 1
Cow urine distillate mediated enhancement o the killing

action ol antibiotics against Gram-negative bacterivm
Foschorichia coli.

TARLL L

survival agctian survival traction of “ Pl

ot viable vible cells upan enhaneement
Con- vells upon trealment with sinti- in
cenleation Lecatecnl with hiotic + cms urine antibiatic
Antbimics gl antihiotice alone  distillate combination activity
Rilampicin Ll iL.86 Iy AN
Rilampzicm ) ila .17 7]
Ampzeillin 4 L.LL 1,411 [
Ampieillin f [RAL 12 1.0
Ampieillin o (L5 ual .00

3. Bioavailability ‘Tests Through Biological Membrane

a) Specially designed U-tobes of plass consisting ol 1w
components (opposite-1. type) were used in which one
open end of an L-shaped was tapered to fit within the
untapered end of the other LAavbe (FIG. 1),

by The membrane of goat put {initial party was stretehed and

tixed to act as the barrier between the two ends such that
by joining the two [-tubues, & U-tube was made.

[0 was caleulated as Survival (raction of viable eclls vpon
treatment with antibiotic and cow urine distillale in
combination Survival fraction of viable cells upon treatment
with antibiotic alone

Example 2
Cow urine distillate mediated enbancement o the killing

action of antibiotics apgainst Gram-positive bacterium Bacif-
fus subiiffs.

TABLL 2

“ lold

enlumeement

survival Faction Soevival fraction of

ot viable viable cells upan

Con- cells upwen trealment with - mn

cenlration Lreatment with hiotic + vow urine antibiatic

Antikiotics tig ml antihiotic alone Jdistllate combination wetivily
Rilampicin LS L.l .2 55
Rifampricin 0,08 013 il kRl
Ampsellin 0.1 L8 i3 33
Ampsetllin 0.5 NS il 30
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Lxample 3

Caw urine {Go-mutra) distillate mediated enhancement in
the killing action of antibiotics against bacterium Mycobuc-
ferin SHegmas

TABIL 3

8
The applicants observed similar results ol enhancement in
the animal cell culture {cancerous cell ling MCE-7 obtained
from National Center for Cell Sciences (NCCS), Pune), in
which the killing action of anti cancerous chemical *Taxol”
15 inereased. The components of cow urine distillate in our

Supvival fravtion of
viakle vells upen

survival Baction
of vinhle

< Ll
enhinee ment

Cen- cells upon treatment with anti- in
centridion Lreatment with bictic + vow urine antibialic
Antibiolics g ml wntibiotic wlone distllate combinalicn activily
Ritampicin s 0.000% 110 il
Rilampicin .1 (.00 .5
Ampivillin 0.5 0.7 [

Lxample 4

Cow urine distillale mediated enbancement in the killing
action of zoniazid and hydrogen peroxide against oxyR
mutant of bacterium Escherichic cofi. The cow unine distl-
late concentration s (0001 gd:ml

study belp in transierring other compounds across the mem-
brane therehy [ncreasing the absorption in, irrespective of
hacteria, animal and plant cell. This to-turn has immense
importance for absorption of the drugs, pharmacceuticals,
nutraceutical and other related compounds and ons by the
cells.

TARBIL 4
Survival
[raction
Survival ol winhle
[ictivn cells upen
of vihle Licitmuenl Ikl

with & iseningid
1.0, + cow
uring daistillnte

wells upon
Tresttment
willl isoniarid

LT RE Y]

enhancement

n

.o,

Cancentrtion 110>, alone vimbinalien avlivily
leniaeid DA pepml TAEx 107 0.0 1107 s
Hydrogen PISTPELERTRT EREFRIE 125 13 R
peraxide
PO
The oxy¥R pene s required Tor the induction of a regulon Lxample 6
of hydrogen peroxide-indveible penes in Fscherichio coli 3

{Christman M I, Storz G and Ames 3 N {(1989) Oxy R, a
positive regulator of hydrogen peroxide-inducible genes in
Exchterichio cofi and Safmonella tvphinurium, s homolo-
wos W a Tamily of bacterial regulatory proteins (Proc. Natl,
Acad. Sci (USA). 806:3484-3488.). The mutants of these
genes are sensitive to drugs hke asoniazid and hydrogen
peroxide, which produce lree radicals, damaging the cellular
systems. Su the Killing activitics of these compounds are
increased by 5 10 & tolds by cow urine.

Example 5

Cow urine distillate mediated enhancement in the activity
ol anti cancerous compounds, The cow wrine distillate
coneentration is 1 gl:iml

S5
TABLE 5
FFinal titie
of viable
Final titre vells upen
Initial of viable tremment with
Taxel titre cells upen wxel +
Concentritlion of vinhle Lreatment with oW Lnne
el cells taxel alone distillate
(.01 08 x 1" (3G % 10 [ I T
(.03 0 10" 00147 % 10" TR2 e [0
ii)l 04w 1" Q036 < 107 12 = 107 B

Biocohaocement of antifungal agent cloteimazal by bio-
active raction Gm-1V. The concentration ol the active
fraction is kept at 10 g ml.

TARIE 6

Minioum inhibitory

Concenteation (M) Iald

Treatment in ra ol wnhanes niene
Clatrimasol 440 0.0
Clotrimaral + Crm [V (188 54

[n ather obscrvations the compound cow urine distillate
enhances the transport of antibiotics ¢.g. Rifampicin,
Tetracyeline, Ampicillin across the gut as well as artificial
membrane. The enhancement in transport s approximately
210 7 tolds.

(rreat emphasis now 18 being laid owards quality assur-
ance of crude drugs from alternative sources widely used in
the Indian system of medicine. The preseal invention
enlarges the scope and use ol the cow urine distillate io
therapeutical and nutraceutical application.

Example 7
Nevelopment of Powder Form
Far enhancing the utility and convenienee of application
of cow urine (Go-mutra), the applicants further fractionated
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1o reach a solid form which is alse free of the typical smell
ol cow urine distillute that it is more readily aceeplable o the
humans. Lor this purpese the urine distillate was fraction-
ated as described by the following procedure:

Fractionation of a White Cryvstalline Selid from Cow Urine

Step 1: Cow urine is collecled aseptically in the stainless
steel container directly from the cow, which 18 maintained

TVRICIIC COvVIIonment.

Step 2: Fifteen liters of cow urine 1s distilled continuously at
40-50° (. [n glass distillation apparatus 10 obtain 10-12
liters of the distillale in 16 10 18 hours.

mn

Step 3: The distillate s packed in surlace sterilized plasie or
wlass container {or Turther use

Step 4 200 ml of cow urine distillate was mixed with hall
the volume of methanol and extracled with hexane,

Step 50 The hexane fraction (Gm-1) was lyophilized and
Lested lor similar activity as thal of cow urine (Go-mutra}.

Step 6: The agueous fraction was extracted with cthyl
acetale and the cthyl acelate fraction (Gm-11) was lyo-
philized and tested for similar activity as that of cow unine
{Go-mulra).

Step 70 Further, agueocus [raction conlaiming while precipi-
late was extracted with butanol and the butanol fraction
{Gm-M) having pale vellow precipitate was lvophilized
and tested Tor similar activily as thal of cow urine (Go-
mutra).

Step 8 The remaining agueous Traction containing white
crystalline precipitute {Gm-TV) was dried and 1esied Tor
similar activity as that of cow urine (Go-mutra).

Seheme
2100 il cwwe wrine distillioe maxed sitly 100 ml methome]

Extiacted witli Hexine

|
| |

Hexane frivetion (Gm-Ts

Agueeus {raction

Ethyl avetate

l |

Erhyl seetute Praction (Gm-I1)

Iixtracted \\'ilhl

igueats Friuetion cuentaining
while precipitae

Iixtriwled with IiLll:moll

| |

Butanal travtion containing
pitle vellow precipitate (Gm-H

agueous Fravtion
with white precipitate

|

1Iricd
White powder [Gm-IV)

th
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The white powder (Gm-1V) that was obtained in the range
ot 10 to 20 grams per 100 ml of the distillate showed all the
above activities as <deseribed for cow urine distillate at
concentration 0.001 1o 10 ge/ml, with much more stability
and being devoid ol the uapleasant smell and hence was
used as the advanced product of the invention. The novelty
at the mvention lies i the fact revealed throunh precise
cxperimentation that the enhancement action and its cftec-
tveness 1% achicvable only o the range ol concentration
which s literally in nano o micro molar levels. And when
4 higher concentrationidosage is used in the formulation or
combinations the activity(ies) do not appear.

Phiysical Characters of the Gm-IV Fraction

Color: White

Physical state: Solid Crystalline

Salubility: Water-soluble and mixture containing, water

Melting point: Abeve 400°

Specilic Gravity: 1.006

RI7 value in methanol: Chloralorm (50:50) phase: (.63
TIPT . Characterization of Cow Urine (Co-mutra) Distillate

FIPL.CC was performed on TO-8A Shimadzo TIPT.C with
mobile phase water: acetonitrile (80:20), low rate 10
mbimin, UV detection at 275 om and C-18 £ MERCK
{1504 mm) columo. Two major peaks (retention time 5.334
and 11310 min) observed o the prolile ol cow wring
{Go-mutra) disullae (FIG. 1)

Further characterization to test the chemical nature of the
compound was performed through Feigl’s west (In: L Stahl,
Thin Layer Chromatography) which was positive Indicating
the presence of glycoside or sugar,

The novelty of the nvention s that from cow vring
(Go-mutra) distillate, a stahle solid fraction could be isolated
which is water soluble and devoid of the urine smell and can
directly be used in any formulation.

The fraction Gm-I'V also enhances the traosport of anti-
biotics and vitamins across the mammalian gul membrane.
The example deseribing the ¢nbaneed transport of eifampi-
cin hy the fraction (im-IV is given below.

Example 8

Fraction Gm-IV of cow urine (Go-mutra) distillate medi-
ated enhancement in the hioavailability across the biological
membrane (Rifampicin, 1 mg/ml and fraction Gm-IV, 1.0
fosml).
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Wy O mesured as Ahserhanee (speeific o the compound
Compeundisy i length moximn Y aviess 1he membrone in reveiving tuhe afier
Lhe doner twhe {nm) 1 hr Zhr 3 hr 4 hr 5 hr thr
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A U770 0028d 003 gz (151498
Rilimpicin + Mg OIA25 0 0006] U353 11630 noln o8
Gm-IV FLY. OS02 03 0073 Nbnn 01187 0011ES

As cow urine (Go-mutra) disullate and the [raction
Gm-1V, both shows ¢enhanced membrane permeability by
cnhancing the antibiotics across the semi-permeable mem-
brane and mammalizn gul membrane, it can be assumed the
above substances can be used [or enhancing mmtestinal trans-
port and transport of melecules across membranes of various
Mielogical functions including, urinary/renal systems.

In all the experiments 1o 3, the enhancing activity of the
lyophilized product of the invention is found 10 have same
cohancing aclivity like that of the distillale.

‘The invention can further be explained as {ollows:

1. The sample shows ephancement of bioavailability of
rifampicin (antihiotic) and Vilamin 13-12 across the
mammalian gut membrane (Goat intestine was used)
within 2 hours and 1t keeps increasing upte 4 hours,

[S]

. It shows clear inhibition of ascorbic acid action to
prevent oxidation of col apple indicating that it prob-
ahly enhances the isomaad (INT) by oxidative mecha-
nism that synergises (he drug action of TNTIL

A The disnillate showed enhancement action for INT1 cven
al 10=50 thousand-Told dilution in the inal volume of
culture,

. Sull more interesting obscervation 1s that at 1 gliml the
distillate showed enhancement in the actviry of 1axol
by at Teast 5 Tolds. Further experiments in this direction
have been taken up on priority.

a

ad
whn

What is claimed is:

1. A phiarmaceutical composition comprising at least one
anticancer agent, and @ cow urine distillate or a dried
fraction (GM-1VY abtained from cow urine distillate,

2. A pharmaceutical composition comprising at least one
anticancer agent and cow urine distillate or a dried fraction
{GM-IV) obtained Trom cow urine distillate, whercin the
cow urine chistillate s present in a coneentralion range of
0001 gliml o 100 gliml.

3 A pharmaceutical composition comprising Taxaol and
cow urine distillate or a dried lraction (GM-1¥) obtained
from cow urine distllate.

4 The composition of claim 1, wherein the dried traction
{GM-IV) of the cow urine distillate can be obtained by
lyophilization.

5. The composition of claim 4, wherein the deied traction
{GM-IV) abtained Crom the cow urine distillawe has the
following physical characteristics: a white color, a solul
crystalline form, water salubility, a melting point above 4007
O, a specilic gravity of 1006 and an BRI value in metha-
nol:.chlorotorm (30:50) phase: 0.65.

6. The composition of claim 4, wherein the deied traction
(GM-IV) obtained Trom the cow urine distillate is devoid of
acow urine smell.



