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PHARMACEUTICAL COMPOSITION
CONTAINING COW URINE DISTILLATE
AND AN ANTIBIOTIC

This application claims priority under 35 U.S.CL §8119
and/or 365 1o 60:241,842 filed in the Uniled Slates on Ot
20, 2000 ; the entire content of which 18 hereby incorporated
by relerence.

FILED O THLE INVENTION

The mvention relates (0 an absolutely novel use of cow
urine distillate as activity enhancer and availability facilita-
tor lor bivactive molecules including anti-infective and
anti-cancer agenls. The molecules which express any activ-
ity in form ol either inhibning or promoung a hiological
function have been relerred in this invenlion as bioactive
molecule c.g. antibiotics, drugs, nutraceulicals,
cardiovascular, hepatoprolective, neuro-tonics ele. The
present invention has direct imphication in drasnically redue-
Ing the dosage ol antibiotics, dugs and anti-cancer agent
while increasing the efficiency of absorpion of bisactive
molecules.

BACKGROUND OF THL INVENTION

In Ayurveda cows urine is suggested Jor improving, gen-
vral health. But it s never seientilically tested lor any uiility
along. The applicants have developed the curiosity about this
compoenenl in the preparations and asked many questions to
them; whether the component cow urine is having any
activity by liself or it does nol have any activity bul enhance
(he activity of other components in the preparations? Whal
are the components present in the vrine of cow? Whether the
urine contains microorganism, which are benclicial?
Whether the degradation products from the unine are ben-
clicial? To answer these questions the applicant obtained
“Kamadhenu Arka™ the urine distillale from = Go-Vigyana
Anusandbana Kendra™ Nagpur, India. This is the wrine
distillate supgested [or drinking 1w improve the general
health and sold and distributed in different size bortles. The
applicants tested the urine on Tuna agar and broth in sterile
condition and did nol notice any growth of microorganism.
To st whether this s inhibitory W growth of dillerem
micraorganism, Exchiericfia coff and Mycobacterivm smeg-
migtis were grown at diflerent temperatures ranging from 200
o 40° ¢ in presence and in absence ol the cow urine
distillate, no significant difference in the colony count is
noticed. Surprisingly, the same distillate enhanced the anti-
biotic action on these bacteria leading 1o this invenuon. The
novelty ol the invention lics in the fact revealed through
precise experimentation that the enhancement 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 uscd in the formulation or
combinations the sctivity(ics) do not appear. That should be
the reason [or non-detection such a valuable potential of cow
uring (Go-mutra). From million deses of annual antibiotics
consumption goes wasle as these could not be utilized or
targeted to the infective organisms effectively due 1o various
factors like efficient absorption, transportation 1o the arget
site, wlention time, operation of ¢fflux pump, metabolism
cte, Thus, large portions of the drugs we apply are wasted
and only a miniscule pereentage is belng largeted 1o the
infective microbes. Also, the unutilized drug antibiotic
amounl remains as a load in the body and environment
acting as a sclection pressure w tacilitate emerzence of drug
resistance 1o parasites and their predominance, ultimanely
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leading (o failure of antibiotics against resistant infections.
This also is responsible for side effects, illness and reduction
in 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, still the
problem of continued sclection pressure on microbes is
likely to continue. So, the applicants thought of utilizing
cow urine, which is not microbicidal but when present with
a drug, or active molecule, enhance 1ts acuvity and avail-
ability (biocnhancers). This way, the selection pressure will
he counter-balanced simultancously reducing the dosape of
antibiotics or drugs lor minimizing the side ellects, which
has also high commercial importance.

The present invention was the result of planned ¢xperi-
ments 1o provide a novel method lor improving activity and
hioavallability ol antibiotics, drugs and other molecules
using “cow urine distillate” in different Formulations.

The bivavailability of nutrients and cnhancement antibi-
otivs ¢lleet s relevant o human, plant as well as animal
health and thus the compositions and methods of the [nven-
tion are also inended to be used 0 agriculture and velerinary
praclice.

DESCRIFITON 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-
tion through scientilic experimentation. Thus, the applicants
considered it worthwhile 1o scientifically look at this and
dedine the molecular basis ol the values through o vitro and
o vive assavs, The applicants o the fiest ostanee probed
whether it contamed any drug facilitator elements since such
a property would make it a highly usetul natural substance.
In recent davs, use ol “piperine " as a bivavailahility enhancer
has been described (UK. Pat Nos, 5,610,593 and 5,972,
382y N today thws, the konowo bioavailability eobaocer
documented is piperine and a series ol inventions related to
this compound have been deseribed in the tollowing prior
iArls.

OBIECTS OF THL INVLENTION

The main objective is o provide new use ol the bio-active
fraction as a bio-enhancer and as 1 bioavailability facilitator.

[0 another objective of the lovention s o provide method
far improving activity and bioavailability of antibiotics,
drugs and other molecules using active fraction from cow
urine distllate.

Stll another objective of the invention is o provide a
process [or the extraction ol the aetive fraction [oem the cow
urine.

SUMMARY O THE INVENTION

The iovention relates 0 new use of @ koown abundantly
available cow urine distillate as an enbaneer ol antibiotic
action on the target. The molecule of invention helps in the
absorption of antibiotics across the cell membrane io animal
cells, gram positive and pram oegative bacteria, Similar
activities can also be obtained by using the distillate of the
uring of cow at 40-50° €, and rom the coneenteate, which
s lvophilized and dissolved for further use. Further the urine
distillate Trom buffalo, camel, deer provides similar activity
of hivavailability.

BRILE DESCRIPTION OF 1TIE
ACCOMPANYING DRAWING

FIG. 1 represcnts HPLOC characters of cow urine (Go-
mutra) distillate
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DLTAILLD DLESCRIPTION QI TIL
INVENTION

Our emphasis here was o search a plentifully available
material with bioenhancing action of higher potency.
Additionally, a property that the applicams scarched was the
bicenhancement of a scarcely available anti-caneer natural
agent ‘laxol” (peclitaxel) which is produced in microscopic
amounts by the Yew tree (Tohus spps.) and henee is always
a limited molecule m availability, Cow urme distillate
cnhanced the killing activities of differenmt antibioties on
hacterla. More Important was the obvious enhancement in
the cell division inhibitory activity against the breast cancer
cell line MCL-7.

In an ¢mbodiment of the present invention a pharmaceu-
tical composition compnising an ellective amount of cow
urine dhstillate as a bioavalability Tacilinator and a pharma-
ceutically aceeplable additives selected rom anmlicancer
compounds, anlibiolics, drugs. therapeutic and nutraceutic
agents, 1ons and similar molecules which are targeted 1o the
living syslems.

In another embodiment, the cow urine distillate 1s used as
bivavailability facilitator for anticancer therapy direetly orin
combination with anlicancer molecules.

In still another embodiment, the cow urine distillate is
uscdd in antilfungal therapy for fungal inlections.

In vet apother embodiment, the antifungals are azoles,
clotrimarzole, mystatin, amphotericin and similar materials.

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

In still another embodiment, the cow urine distillate is
used in T'B therapy including multi drug resistant wbereu-
lossis in combination with isoniazid and other anti-tubereular
agents.

In yet another embodiment, the hioavailabiliny faciliiator
helps in translerring the compound across the membrane and
tor betier effeetivity on the largel site.

In vet another embodiment, the antibiotics are
Quinelones, Huoroguinolones like Nalidixic acid and others
like Rifampicin, Tetracyeline, ampicillin and similar com-
pounds.

In yet another embodiment, the antibiones, ons and
similar compounds are soniazid and hydrogen peroxide.

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

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

In yet another embodiment, the anti baclerial agents are
seleeted from the grovp comprising Quinoelones,
Rilfampicin, Tetracyeline and ampicillin,

In yet another embodiment, the cow urine {Go-mutra)
distillate is in the runge between 0.001 glim] 1o 100 4:ml.

In vet another embodiment, the lyophilized active {raction
used is in the range between 01 gg/ml o 100 gg/ml.

In still another embodiment, the bicactive [raction
cnhanees the activity of anti-bacterial agents, anti-cancer
agents and anti-tubereulosis agents from 2 o 80 folds,

In yet another embodiment, the bivactive fraction
cnbances the activity of anti-hacterial agents from 2 10 80
folds.

In yet another embodiment, the anti baclerial agent is an
anti-tubereulosis agent sclected trom isoniazid, pyrazina-
midk: and other similar compounds,
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[n vel another preferred embodiment, the bioactive frac-
tion enhances the activity of anti-tuberculosis agents from 2
to 20 ftolds,

[n wet another embodiment of the invention, the anti-
cancer agent s selected from group consisting of Paclitaxel
{laxal).

[o vet another preferred embodiment of the invention, the
hioactive tfraction enhances the acuvily of ant-cancer agents
from 2 to 20 folds.

The methodolopy [ollowed by us [or this screening
weluded speeifically designed bioassays as deseribed below.
The bacterial and fungal strains used 1o this invention were
acquired commercially from lnstitute of Microbial “lechnol-
opy (IMTLECH), Chandigarh which possessed correspond-
ing properties ol the ATCC strain mentioned.

1. Assay for Bio-enhancement of Anti-infective Agents

a) The minimum inhibitory concentration (MIC) ol anti-
biotic is determined against Fsefierichio colfi
(equivalent of ATCC 10536), Bacillus sabitifis
(cquivalent of ATCC 6015) and Mycobacteriim smeg-
matls (equivalent ol ATCC 10231 in broth and dise
diffusion assay.

b) The antibioties agents at concentrations 4, Vs coand
egual o MIC are added alone and in combination with
the test compound al varying, concentrations on <lise
arl  broth 1o evaluate the comparative mhibition.

<) These combination showing sipnificant advantage or
higher activity than antibiotic alone in terms of
vnhanced inhibition of bactedial growth (large inhibi-
ton vone in dise dillusion and allectivity of lower
concentration in brath assay) are picked up tor hiture
testing,.

d) lo broth assay the activity s quantidicd by counting
aumber of viable cells in g wiven treatment and con-
verted in fold enbancement by combination compared
o antibioticadrug, alone in the killing percentage of
cells.

¢) The pre-treatment assay followed w deteemine whether
the compound s required along with antbiotic 1o
crhance its activity or even its withdrawal alter treat-
ment or prior W antibiotic treatment would benefit. For
this, the cells are treated with compound for 4 10 8
hours and then washed free of o by centrifugation and
washing in sterile water, This was followed by treat-
ment with antibiotic as in steps b o d.

- Assay for Bio-enhancement ol Anti-cancer Agents

(R

a) MCE-7 (Breast cancer commercial cell line obtained
fram National Center tor Cell Scicnces (NCOS), Pung)
is moculated at o density of about 0.1x 10" eells in
MLM medium in the wells of 24 well plate.

b) This is replaced with fresh medium atier 18 bours in
cach well.

¢) The test component () 1s added at desired concentra-
tions i difterent wells just atter the medium repluce-
ment.

d) Observations are recorded on the el count atter 36
hours for which the Tollowing steps are reguired.

i. The medium is removed tom the wells.

i, The wells are rinsed with 1 ml PBS (Phosphate
butter saling).

il To each well 500 4l of freshly prepared Lrypsio
(014 in PB3SY solution is added.

iv. Irypsin solution is removed after 30 seconds and the
plate is sently tapped till the cells are released [rom
the plate surface.
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v. I'resh 1 ml of MEM growth medium is added and
agitated with a pipene 10 obtain a cell suspension.

vi 10 gl of cell suspension 1s taken on 1he hacmocy-
tometer and a cover elass is placed over the counting
chamber.

vil. The number of viable cells is counted in 5 big
squares and the readings are 1aken from 5 micro-
scopie fields (o determme the average.

viil. The cell count (tiler per mly mthe vniginal sample
is then caleulated as average counlx 107, il

n

Composition of Minimum Lssential Medium

(MLM): 100 m]

MEM powder (Signn - Aldnich, TSA1 = n9n g

HEPES Batter (Sigma - Aldich, T8A) = 0.2n g

Sadiom Biearbenate = 02

Penivillin G = 11 mg o
Sreplemyein = 20 mg -
Cienlamyein = A my

6

added to the donor tube {tapered) and through spectro-
photometer, the transfer of molecule was observed
using UV and visible absorption maxima of the respee-
tive molecules by taking the O at defined wave-
lengths.

EXAMPLLES

[o the next step ot 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 deseribed above, These experiments are being,
deseribed in the following examples. When the bacleria
were grown o preseoce ol the compound as such oo
significant killing was observed. In all the experiments the
cow urine distillate concentration was kept at | gliml, unless
115 speetlically mentoned.

Example 1

Cow urine distillate mediated enhancement in the killing
action ol antibiotics against Gram-negative baclerium
Facherichia coli.

TABLL 1

Congentrialon

Ssurvivil Praction af
vinhle vells upan
Leeuloenl with
antrhiativ + gowe nring

Sewevival Tagtion ot
viahle vells upon
teeatment with

lald

cnhancemenl in

Artibirivs ol antibiatiy alang cistillate comhinaian  antihiativ agivity
Rilampicin 1! i].5t 017 a0
[ilsmipivin i LS 1nimn? kN
Ampagillin 3 L1l 1.6l 155
Ampavillin ] o [N 4.5
Ampacillin b (LS 1 A4
[ was caleulated as Survival fraction ol viahle cells upon
~continued treatment with antthiotic and cow urine dishllate In
ool Culr | " combinationSurvival fraction of viable cells upon treatment
“oetil Calf Serm = 15 m 4 . e
. e B with antibiotic alone.
Faetal Calf Serm = 15 ml
Dhistilled waler = =5 ml

3. Bioavailability ‘Tests Through Biological Membrane

a) Specially designed U-tubes ol glass consisting of 1wo 45
components (opposite-1. 1ype) were used in which one

Example 2
Cow urine distillate mediated eobancement o the killing
action of antihiotics against Gram-positive bacterium fBacif-
fus subtifis.

TABLL 2
Survival fraction of Sunvival Traction of viable *Hold
vishle cells upon cells upon treatment with - enhancement in
Cincentealion Leealmenl with amthianic + cow vl untibiolic

Antibiotics ar'ml antthiolle alone distillate combinitivn activity
Iafampin Js 1.l 0,28 55
Iafampin 3 i 30
Ampivillin 1 JRALN 0.3 K]
Ampsicillin iLA 018 il 30

open end of an L-shaped was tapered o 1 within the
untapered end of the other T-wbe (F1G. 1),

b) The membrane of goat gut (initial party was stretehed
and fixed o act as the barricer between the two ends
such that by joining the two 1-tubes, a2 U-tube was
made,

¢) Sterdle distilled water was then filled in both the sides
to cqual beightilevel. The antibioticicompound was

il

ns

Example 3

Cow urine {Go-mutra) distillate mediated eahancement in
the killing action of antibiotics against bacterium Myeobac-
et smegmatis
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TARBLL 3

Survival Craction of
viable vells upon

Concentintion  tieatment with antibiatic

Survivil Tractin ol viable
wells upan tacatment with
antiliatic + cow urins

TEold
enhaneement in
aneibiatie

Anlihiotivs ol alome distillate combination wotivily
Ritampcin 1135 il
Rilimpicin 11 L5
Ampicillin 115 Lt

Lxample 4
Cow urine distillale mediated enhancement in the Killing
action of roniazid and hydrogen peroxide against oxyR 15
mutant ol bacterium Fscfierichia cofi. The cow urine distil-
late concentration s 0.001 ¢l:ml

TABLE 4

study help o transierring other compounds across the mem-
brane therehy Increasing the absorption in, irrespective of
hacteria, animal and plant cell. This n-turn has immense
importance for absorption of the drugs, pharmaceuticals,
nutraceutical and other related compounds and ions by the
cells.

Surivid frietion e
vanhly cells upsen

Survival fraction ol treitment wilh i

Il

cnbiicenwnl

viable cells upen Isuninaid13 .00, +« ]
ticatment with wow uring distillnie seniazil BT A,
Concentralion  Iseninaid 1.0 alone cmbamalicn activily
lseniagid 2500 g ml A U s |13 N
Nydragen I3 vy T4k 07 .2 50
peroxide
HLESN!

The oxyR gene js required Tor the induction of a regulon
ol hydrogen peroxide-inducible genes in Eschericliia colf
{Christman M 17, Storz 63 and Ames BN (1989 Oxy R, a
pusitive repulator of hydrogen peroxide-inducible genes in
Fxelterichio cofi and Safmonelfa tvpltimuriam, s homolo-
gous 1o family of bacterial regulatory proteins (Proc. Nail.
Acad. Sci (USA). 86:3484-3488.). The mutants of these
penes are seositive o drogs like isoniazid and hydrogen
peroxide, which produce Iree radicals, damaging the cellular
systems. So the killing activitics of these compounds are
increased by 5 1o 8 {olds by cow urine.

3s

41

Example 5

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

TABLE 5

Example 6
Biocnhancement of antifungal agent clotrimazal by bio-
active raction Gm-1V. The concentration of the active

fraction is kept at 10 g ml.

TARIL 6

Minimum nhibilary
Cancentmtion [MIC] in

Trealment rel Fold enhancement
Cloteimieal JH 1
Clotrimaral + CGom TV B A

[ other observations the compound cow urine distillate
vnhances the transport ol antibioties ¢, Rilampicin,

Fimal e of viahle
wells upan

Taxol Final titre of viable trealment with
Coneentiation Inttial titne ot viable cells vpen tieatment el + wow urine
trgiml cells with taxal alone distillate
111011 G 100" (ARG« 1" U
11005 1w 10 " 00,0042 = 107 2= |07
1 G 0" a3« 1 122 "

The gpplicants observed similar results of enhancement in
the animal cell culure (cancerous cell ine MCE-7 obtained
trom National Center tor Cell Sciences (NCCUS), Pune), in
which the killing action of anti cancerous chemical “Taxol’

is inereased. The componems of cow urine distillate in our

Tetracyelineg, Ampicillin across the gut as well as artilicial
membrane. The enhancement in transport is approximalely
2o 7 folds.

(ireal emphasis now 15 being laid towards qualily assur-
ance of crude drugs from alternative sources widely used in
the [odian system of medicine. The present iovention
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colarges the scope and use of the cow urine distilliie in
therapeutical and nutraceutival application.

Lxample 7

Development of powder torm: For enhanemg, the miility
and convenience of application of cow urine (Go-mutra), the
applicants Turther lTactionated o reach a solid form which is
also free of the typical smicll of cow urine distillale that it is
more readily aceeptable 1o the humans, For this purpose the
urme distillate was [ractionated as deseribed by 1he follow-
ing procedure:

Fractionation of a White erystalline Solhid Irom
Cow Urine.

Step 1: Cow urine is collected aseptically in the stainless
steel contalner directly trom the cow, which s main-
tatned m hygienic environment

Step 20 Filteen liters of cow urine is distilled continuously
at J0-50 ° . in glass distillation apparatus 1o oblain
10=12 liters of the distillale in 16 1o 18 hours,

Step 3: The distillate is packed in surface sterilized plastic
or glass container for further use

Step 4: 200 m] of cow urine distillate was mixed with half
the volume of methanol and extracied with hexane.

Step 50 The hexane fraction (Gm-1) was Iyophilized and
lested Tor similar activily as that of cow urine (Go-
mutra).

Step & The agueous Traction was cxtracled with cthyl
acctale and the ethyl acelate fraction (Gim-11) was
lvophilized and tested for similar activity as thal of cow
uringe (Go-mutra).

Step 7 Further, agueous fraction containing while pre-
cipitale was extracled with butanol and the butanol
fraction (Gim-1IT) having pale yellow precipitale was
Tvophilized and 1ested Tor similar aclivily as thal of cow
urine {({io-mutra).

Step 8 The remaining agueous Iraction containing white
erystalline precipitate (Gm-1VYy was dricd and tested Tor
similar activity as that of cow vrine {Go-mutra).

Seheme

200 mil cowe urine distillie mixed with 1007 ml methane!

Tixtrineled with Hexane

l l

[Hexane taction (Gim-1)

Ayuests faation

Lithyl acelnie

| |

Ll acetie Cractian (Gm-IT

Extracted with

glieats faction containing

white precipitae

Iixtricted with IiLll:moll

Lid

05

s
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-continued
Butanol leaclian containing
patle vellow precipitale (Gim-000

agueaus Faetion
wilh while precipitale

l

Dried
While powder (Gm-IV)

The white powder (Gm-IV) that was obtained 1o the raoge
ol 10w 20 grams per 100 ml of the distillate showed all the
above activities as deseribed Tor cow urine distillate at
concentration 0.001 10 10 ge/ml, with much more stability
amdd being devoid ol the unpleasant smell and bence was
used as the advanced product of the invention. The novelty
ol the invention lics in the fact revealed through precise
experimentation that the enhancement action and its effee-
tveness 1% achicvable ooly o the range ol concentration
whict s literally 10 nano @ miero molar levels. Amd when
@ higher concentrationsdosage 15 used 10 the formulation or
combinations the activity(ies) do not appuear.

Phvsical Characters of the Gm-TV Fraction

Calor: White

Physical state: Solid Crystalline

Solubility: Water-soluble and mixture containing, water
Mclting point: Above 400° .

Specilic Gravity: 1.006

RI" value in methanol: Chloralorm (50:50) phasc: (.63

HPLC Characterization of Cow Urine {Go-mutra)
Distillate

FIPL.C was performed on TO-8A Shimadzu THPTC with
mobile phase water: acctonitrile (80:20), ow rate 1.0
mbmin, UV detection at 275 om and C-18 £ MERCK
{1504 mm) columo. Two major peaks (retention time 5.334
and 11310 min) observed in the profile of cow urine
{Go-mutra) disullae (FIG. 1).

Further characterization (o test the chemical nature of the
compound was peelormed through Feigl™s test (Ins L Stabl,
Thin TLayver Chromatography) which was positive indicating
the presence of glycoside or sugar.

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

The fraction Gm-I'V also enhances the traosport of anti-
hiotics and vitamins across the mammalian gut membrane.
The example deseribing the enhanced transport of rifampi-
cin by the fraction Gm-IV s 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
spsml).
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TABIL 7

Winve 03 messured ws Ahsarbince (specific w the compound
Campoundisy in length maXxA L aeress 1he membrane in recening whe after
the doner the {nm) 1 hr Zhr 3 hr 4 hr 5 hr O hr
Ritampcin A QM7 00213 00334 NI 1ER o0

A OUM7T 0 002Rd 003 gz SLE ISR L]
Rilimpicin + Ay el L1353 n1e30 ol 0 ogo
Gm-IV FLY. 00003 00705 10Gnn 01187 1IR3

As cow unne (Go-mutra) disullate and the fraction
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, mmiestinal trans-
port and transport ol molecules across membranes of various
Mielogical funections including, urimary/renal systems.

In all the experiments 4 105, 1he enhaneing 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 (Goatl intestine was used)
within 2 hours and 1t keeps increasing upte 4 hours,

2]

[l shows clear inhibition ol ascorbic acid action 1o
prevent oxidation of col apple indicating that it prob-
ahly enhances the isomazad (INT) by oxidative mecha-
nism that synergises the drog action of TN

3 The distillate showed enhancement action for INTI even
al 10=50 thousand-Told dilution in the linal volume of
culture.

. Stll more interesting obscervation 1s that at | 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.

Whal is claimed is:

1. A pharmaceutical composition comprising an antibiotic
and cow urine distillate in an amount cifvective 1o enhance
antimicrohial cffect of said antibiolic.

2. The composition as claimed i elaim 1, whercin the
antibiolic is an antifungal agent.

3. The composition as claimed in claim 1, wherein the
antibiolic s a quinolone.

4. The composition as claimed in claim 3, wherein the
quincdone is a Mveroguinelone.
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5. The composition as claimed o claim 1, wherein the
antibiotie is selected (rom the group consisting, of nalidixic
acud, rilampicin, etracyeline and ampicillin.

6. The composition as claimed in claim 1, wherein te
antibiotie s sonlazid in combination with hydropen perox-
wle.

7. The composition as claimed n claim 2, wherein the
antifulngal agent is sclected [rorm group consisting of
asoles, clotrimazole, mystatin and amphotericin.

8 The composition as claimed in claim 2, wherein the

antifingal agent s effective against mycetial, candida and
yeasl.
9. ‘The composition as claimed in claim L, wherein the

cow urine distillate is present in a concentration of between
0001 gliml o 100 gl:ml.

10, The composiion as clammed in claim L, wherein the
cow urine distillate is Lyophilized.

Il. The composition as claimed in clwm 1, wherein
activity ol the antimicrobial eftfeet is enbaonced 2 1o 80 fulds.

12. The composition as claimed o claim 10, wherein the
cow urine distillare has the following physical characteris-
tes: 2 white color, a solid erystalline torm, water solubility,
4 melting paint above 400° C., @ specilic gravity of 1.006
and an RE wvalue in methanol: chloroform (30:50) phasc:
(.05,

13, The composition as claimed in claim 1, wherein the
antibiotic Is an anti-tubereulosis agent.

14, The compaosition as claimed o claim 13, wherein the
anti-tuberculosis agent s selected (tom the group consisting
ol isoniazid, pyrazinamide and ethambutal.

15, The composition as claimed in claim 13, wherein
anti-tuberculosis effeet of said agent is enbanced 2 1w 80
Folds.

16. The composition as claimed in claim 10, wherein the
cow urine distillate is devoid of a cow urine smell.
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