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1.

REIVINDICACIONES
Un método para la profilaxis y tratamiento de sintomas del
resfnado y similares a la influenza que comprende la administracion
a un sujeto de una composicidn que Incluye una fitoalexina
estiibénica que tiene la estructura.

R1 RS
R2 CH=CH RS

R3 Rd

en donde R'. R, R R% R®* y R® Independientemente se
seleccionan de hidrégenc e hidroxl, y sales o ésteres
medicinalmente aceptables de estoas.

El método de la Relvindicaclién 1 en donde la fitoalexina
estilbénica es un tnhidroxiestibeno o tetrahidroxiestilbeno,

E!l método de la Reivindicaciéon 2 en donde la fitoalexina
estilbénica es 3,4’ 5-tnihidroxiestiibeno resveratroi

El método de la Relvindicacion 1 en donde la composicién
comprende de 0,01% a 99,99%, aproximadamente, de la fitoalexina
estilbénica

El método de la Relvindicacién 4 en donde la composicidn
adicionaimente comprende productos de fuentes naturales,
extractos de fuentes naturales, o polvos de fuentas naturales de la
fitoalexina estilbénica.
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6.

El método de la Reivindicaclén 4 an donde la compasicién es una
medicina herbal. '

El método de la Relvindicacién 4 en donde la composicion es un
sélido, samisdlido, liquido, o semlliquido en la forma de polvos,
granulos, liposomas, tabletas, capsulas, geles, pastilias, dentrificos,
y enjuagues bucales.

El método de |a Raivindicacion 4 en donde la composicion
adicionaimente comprende un agente mejorador que se selecciona
del grupo que consiste de yerbas, fenoles,, polifencles,
antoclaminas, antocianosidas, carotencides, bioflavinoides,
vitaminas, sales minerales, 1ones metalicos, antioxidantes, fibras
vegetales, y mezclas de estos.

El método de la Relvindicacidn 4 en donde la composicién
comprende un agente farmaceéutico que se selecciona del grupo
que consiste de anthistamina, antifusivo, antiinflamatorio,
anaigésico, establizante de células mastlles, antagonista de
leucotrieng, maetilxantina, antioxidanete, esteroide, broncodllatador,
antiviral, bioldgico, y mezclias de estos

10. El método para la profilexis y tratamiento de la congestion

asociada con padecimientos respratorios que comprende la
administracion a un sujeto de una composicion que comprende una
fitoalexina estilbénica que tiene la estructura;
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R1 R6
R2 CH==CH RS

R4

en donde R', R> R?} R‘ R® y R® independientemente se
seleccionan de hidrégeno e hidrox; y sales o ésteres
medicinalmente aceptables de estos.

11. El método de la Relvindicacién 10 en donde la fitoalexina
estiibénica es un trihidroxiestilbeno o tetrahidroxiestilbeno.

12, El método de la Relvindicacion 11 en donde la fitoalexina
estlibénica es 3,4',6-trihidroxiesatlibeno resveratrol

13. El método de la Reivindicacion 10 en donde la composicién
comprende de 0,01% a 90,99%, aproximadamente, de la fitoalexina
estilbénica

14 El método de la Reivindicacién 13 en donde la composicién
adiclonaimente comprende productos de fuentes naturales,
extractos de fuentes naturales, o polvos de fuentes naturales de la
fitoalexina estilbénica

1§ El método de la Relvindicacion 13 en donde la composicién es
una medicina herbal

16  El método de la Reivindicaclén 13 en donde la composicidn es un
sblido, semisdlido, liquido, 0 semlliquido en la forma de polvos,
granulos, liposomas, tabletas, cdpsulas, geles, pastillas, dentrificos,
y enjuagues bucales.



17 El método de la Rewindicaclén 13 en donde la composicién
adicionalmente comprende un agente mejorador que se selecciona
del grupo que consisie de yerbas, fenoles, polifencles,
antoclaminas, antocianosidas, carotenoides, bioflavinoides,
vitaminas, sales minerales, lones metalicos, antioxidantes, fibras
vegetales, y mezclas de estos.

18. El método de la Reivindicacién 13 en donde la composicidn
comprende un agente farmacéutico que se selecciona del grupo
que consiste de anthistamina, anttusivo, antiinflamatorio,
analgésico, establlizante de células masties, antagonista de
leticotrieno, metilxantina, antioxldanete, estercide, broncodilatador,
antiviral, bloldgico, y mezclas de estos.

19  Una composicién que comprende

a) una fitoalexina estilbénica que tlene la estructura

R1 RE

R2 CH==CH RS

R3 R4
en donde R', R? R? R* R® y R® independientemente se
seleccionan de hidrogeno e hidroxi, y sales o ésteres
medicinaimente aceptables de estos.
b) un agente farmacéutico que se selecciona del grupo que
congsiste de antihistamina, antitusivo, antiinflamatorio,
analgeaico, establlizante de células méstiles, antagonista



A

de leucotrieno, metilxantina, antloxidanete, esteroide,
broncodilatador, antiviral, blolégico, y mezclas de estos.
20. La composicién de la Relvindicacidn 19 en donde ia fitoalexina
estlibsnica es 3,4',5-trihidroxlestilbeno resveratrol.
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METHOD AND COMPOSITION FOR PROPHYLAXIS AND TREATMENT
OF SYMPTOMS ASSOCIATED WITH COLD AND INFLUENZA-LIKE
ILLNESSES

Nicholas S. Gantenbeig
Robett E Singer

EIELD
The present invention relates to a novel therapeutic use of stilbenic

phytoalexing More specifically, the embodiments of the present invention
relate to the prophylaxis and treatment of symptoms associated with cold
and influenze-like ilinesses and the prophylaas and treatment of congestion
associated with respiratory afflichons
BACKGROUND

it is known that many differant viruses and viral strains induce
symptoms associated with respiratory viral infections For example, the
common cold and flu ane caused by members of several families of viruses
including Influenza, parainfluenza viruses, rhinoviruses, respiratory syncytal
viruses, enteroviruses, and coronaviruses Pmpointing the spacific cause of
the diness i1s difficult and not practical since there are also a number of
predisposing factors whose contribution to the manifestation of symptoms ie
not fully undevstood. Such factors Inchide, but are not mited to, physical
fatigue, psychological stress, and overall physical healthiness

Regardiess of the virus and associated factors leading to the onset of
cold and Influenza symptoms, a number of remedies to alleviate the
symptoms of the common cold have been suggested The cough/cold
products that are cumently marketed typically contain one or more of the
following actives nasal decongestants such as pssudoephedrine,
oxymetaroline, anbhistamines such as doxylamine, antitusaives such as
dextromethorphan, expectorants such as guafenesin and antipyretics such
as acaetaminophen In an attempt to improve existing cold remedies, experts
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in the field have suggested several alternative pharmacotheraples and
subsequently conducted coid tnals to test thewr efficacy Examples of these
theraples include the use of interferon-a, , see Dougias et al , Prophylachc

EmLSgﬂm TheNqunglnnd Joumal of Medicine, 314, pp 85-70, 1988,
bmdvhnm antagomst, see Hlasm et al, A Studv of the Efficacy of the

mm_m_m.uuqum Ciinical and Expenmental Allergy vol. 20,
pp 45-51, 1990, a combmnaton of interferon-,, ipratropium and naproxen,

membofPhaanvd 27, pp 560-502,
1603

A number of patents have also been issued disclosing compositions
for the treaiment of the common cold and flu symptoms and their methods of
use A sample of such patents include US Patents 5,240,654, 5,422,087,
and 5,482,680, all to Gwaltney, disclosing treatment using combnations of
antivral and antiinflammatory compounds, US Patents RE033,465 and
5,400,805, both to Eby disclosing treatment using zinc salis, and U.S.
Patents 4,618,834 and 4,562,899, both to Sunshine, disclosing treatment of
cough and colds using composiions comprising non-stercidal
antiinlammatory drugs such as NSAIDS with antihistaminically effective
materials such as chiorphenimmine. Deepite the sbundance of
compositons and preventative treatments known in the art, there remains a
nee!:_l to provide a conaistent, effective, and safe method for the prophylaxis

A1
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and treatment of cold and influenza-ike symptoms as well as treatment of
congesbon associated with respiratory affictions

As discussed in detail below, Applicants hava discovered new means
for the prophylaxiz and treatment of cold and influenze-like symptoms as
well as treatment of congeshon assoclated with respiratory efflichons v
administration of ceriain stibenic phytoalexins

Phytoalmans are defense substances with entmucrobial properties
which are produced by plants after infechons They inckide various groups
of natural substances (e g, msoflavonoids, terpenoxds, polyacetylenes and
dihydrophenanthrenes). Different sources of phytoalaxin include the roots of
Veralrum grandifiorum, the bark of Pinus sibinca, Vills vinifera, and Arachis
hypogasa Other sources include Eucalyptus, Folygonum and Nothofagus
species and Cudrama Javenensis Phytoalexins can also exast naturally as
an oligamer

Composions compnaing stilbenic phytoalexins can be prepared
ether utlzng naetural occurring sources of stibenic phytoalexins or
synthesmang stibenic phytoalexins One type of shibenic phytoalexin that
can be found In a varety of natunally occurring sources ks 3.4'5-
trihydroxystibene rasveratrol Reservalrols are found in relatively large
amounts In red grapes and rad wme and wmplicated for favorable
pharmacological effects that include the prevention and therapy of
atheroacleroals. Research conducted on the components present In red
wine that exert pharmacological effects indicates 3,4',5-trithydroxystibene
resveratrol's protective effects at the cardiovascular level See, for example,
Frankel E N, et al, 341 Lancet 454, 1993 Rscently, it has been
demonstrated that 3.4',54tnhydroxystibene resveratrol has achwity as a
cancer chemopreventive (Melshang Jang et al, 275 Scence 218-229,
1987) The dietary supplement Huzhang, a source of resveratrol, Is
repartad to have antioxidant properties (product label for Resveratrol from
“Sourca Naturals,” 1097)

50
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SUMMARY
The present mvention Is directed to methods for the prophylaxis and

treatment of cokd and nfluenzadike symptoms andlor treatment of
congestion associated with respiratory affuctions compnsing administering
to a subject a composiion having a sbibenc phytoalexin having the

structure’
R1 RS
‘@“‘Q“
R3

whaceln R', R2, R%, R', R', and R’ are Indepandently asiacted from trydrogen

and hydroxy.
The present invention is further diracted to composibhons including the

above stilbenic phytoalexin

SC
While the specification concludes with clalms which particularly point

out and distinctly claim the invention, it 1s believed the present Invention will
be better understood from the following descripbon

All clted referencea are incorporated herein by reference in their
entireties. Citation of any reference ls not an admission regarding eny
detarmination as to its availabilty as prior art to the clamed invention

All parcentages are by welght of total compoaltion uniess specifically

stated otharwise
All mtios are weight ratios unless apecifically stated otherwise.

Herein, “"comprising” means that other steps and other ingredients
which do not affect the end result can be added This term encompasses
the terms "consisting of* and "consialing essentially of"

Herein, “safe and effective amount™ means an amount of active high
enough to provide a significant positive modification of the condition to be
treated, but low enough to avokl sesrlous side effects (at a reasonable
benefit/risk ratio), within the acope of sound medical judgment. A safe and
oﬂ'u_:hve amount of active will vary with the particular condition being

5)
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treated, the age and physical condition of the subject being treated, the
seventy of the condition the duration of the treatment, the nature of
concurrent therapy and like factors

Nor-limitng symptoms associated with cold and influenza-ike
flinesses include nasal congestion, sneezing, sinus pain, sore throat, runny
nosa, cough, chest paln and headaches. In addiion, congestion
associated with certain respiratory affictions These resprratory afflictions
include wviral, bacterial, and fungal infections which may lead to alnusis,
otis medra, and pneumonia. Other respiratory affictions that result In
congestion Include inflammatory and immunological responses to allergens
and pollutants.

Nasal congestion is one manifestation of congestion generally.
Congeston 1s characterized by localized edema at issues or organs that are
Iinflamed or injured in responsa to colds and respiratory ailments. To this
end, congestion is accompanied by Increased flud production at mucus
producing issues such as the nose, lungs, and throat. The increased flud
producton l& responsible for reducing alrflow through a lumenal site such as
nasal passages or even the lungs. Other locabons that become congested
include the head or facial sinuses, ear canals, and the throat. Sinus and otic
openings (ostia) are usually kept open by normal cellular processing of
mucus, foreign parhicies and bactenal Imbalances However, these locatons
and opsnings can become clogged due to excessive edema which results in
sinus, middle ear or head pain The pain is belleved to result from the
increased pressure in the sinuses following a fluld influx that is coincident
with an inflammatory call influx which results, in part, to make more mucus
or frank pus. Therefore, it is generally accepted that nasal congestion Is
associated and may be coincident with these conditions Nasal congeston
results n the sensation of ane’s nose and nasal passages being blockad

with the inabiiity to conduct aliflow through the nares.

One method of measuring such blockage is by measuring a subject’s
nasal arway resistance (NAR). NAR s a physical measure of resistance to
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air flow, calculated from pressure gradients, through the nasal passage (e g
nares, turbinates) under normal breathing pattemns Congestion n nasal
bssues increases NAR Increases n NAR coincde with the sensation of
blocked and/or clogged arways The blological mechamsms in nasal
congestion are melevant to both sympitoms assoclated with cold and
influenza-fike ilinesses and congeston associated with respiratory afflicbons
NAR is measured by acoustic and passive rhinometry. Ams, TC,

Oral anway flow dynamics in healthy humans. 515 J Physiol Lond 283-8,
1699, Baroody, F

Phwol 659-68, 1088, Hllbern. omm_r:n@__dmm
0ss, 84(3) J Appl Physiol. 1030-9, 1888,

wa&uu Appl Phwlal 295-303, 1989 are cited as
references incorporated heren
A. Method

Applicants have surpnsingly discovered stibenic phyloalexine of
Formula 1 are useful In the prophylaxis and treatment of symptoms
associated with cold and influenza like linesses as well as congesbon
assoclated with respiratory affictions. For emmple, administering a safe and
effective amount of a stiberuc phytoalaan of the present nvention to a
subject already suffering from nasal congestion decreases NAR by;
preferably about 70% to about 88%, more preferably about 80% to about
95%, even more preferably about 85% to about 84% in ancther example,
administering a safe and effective amount of a stilbemc phytoalexin of the
present wvention to a subject prior to suffenng from nasal congestion
minimzzes increases in NAR by; preferably about 70% to about 98%, more
preferably about 80% to about 85%, even more prefsrably about 85% to
about 94% )

An smbodiment of the present invention ralates to a methad for the
prophytaxis and treatment of coid and mnfluenza-like symptoms including



6 DELD" hh6h9EGD

10

15

admurustenng to a subject a composition including a stibenic phytoalexin
having the following chemical Formula 1

R1 . R6
R3 R4

Formula 1
where R', R?, R?, RY, R®, and R" am independently hydrogen or hydroxyl,
and medicinally acceptable saits or esters thereof.
Preferably "R" represents mixtures of hydrogen and hydroxyl More

preferably the slilbenic phyloalexain s & tetrahydroxystibene or
trihydroxystibene, more preferably stil, 3,4',5 - trihydroxystibene resveratrol
(hereinafter "resveratrol’), 1 8., whera R', R?, R, and are hydroxyl and R?,
R*, and R® are hydrogen.

Such compositions useful in the methods of the present inventon are
discussed in more detail, below
B  Compositions

An embodiment of the present invention relates to compositions
having a stibenic phytoalesdin of Formula 1.

Preferably the compositions useful in the present invention include
from about 0 01% to about 89 89% of the stilbenic phytoalexin of Formula 1,
more preferably from about 0.05% to sbout 30%; and more preferably shil
from about 0.1% to about 25%
1. Pharmaceutical Agents

A prefered embodiment of the present inventon relates to
compositions inchuding a sbhbenmc phytoalexin of Formula 1, above, In
combingtion with @& pharmaceutical agent A nondimitng fist of
phamacseutical agents useful in the present invention, with examples,
nclidec

&



BO0ELO" hhB6hBEBD

10

1%

Antihustamines, including, Hydroxyzine, Pyrilamine, Phenindamine,
Dexchiorpheniramine, Clemastine Diphenhydrarmine,  Azelastine,

Acrivastine, Levocarbastine, Megutazine, Astemizole, Ebastine, Loratadine,
Catrizine, Terfenadine, Promethazine, Dimenhydnnate, Meclzne,
Tripelennamine, Carbinoxamme, Cyproheptadine, Azatadine,
Brompheniramine, Tnprolidine, Cycizne, Thonzylamine, Phenlramine, and
mbdures thereof.

Anttussives, including, Hydrocodone, Noscapine, Benzonatate,
Diphenhydramine, Chlophedianol, Clobutinal, Fominoben, Glauane,
Pholcodine, Zipeprol, Hydromomphone, Carbetapentane, Caramiphen,
Levopropoxyphene, Codesine, Dezdlunelhorphan and mixtures thereof

(NSAIDS) mcludlng, Ketoprobn. Indoprofen, Indomethacin, Sulindac,
Drflunisal, Ketorolac, Piroacam, Meciofenamate, Baenzydamune, Carprofen,
Diciofensc, Etodolac, Fenbufen, Fenoprofen, Flurbprofen, Mefanamic,
Nabumetone, Phenylbutazone, Piprofen, Tolmetin, Ibuprofen, Naproxen,
Sodium naproxen, Aspirin, and mixtures thereof.

Analgesics, including, Acetaminophen

Expectorants/Mucolytics, mciuding, Ambroxol, Bromhexine, Terpin,
Gualfenesin, Potassium iodide, N-Acstylcysteine, and mixtures theraof

mt._mll_mm:!. including, Crnmolyn Oxatamide, Ketotfen,
Lodoxamide, Nedocromll, and mpdures thereof.
Lauicoinene Antagonists, including, Zileuton and others.
Methyixanthines, including, Caffeine, Theophyline, Enprofyiline,
Pantoxifylline, Aminophyfiine, Dyphyliine, and mbdures thereof.

Antioxidants or padical inhjbitors, including, Ascorbic acid,

Tocopharol, Pycnogenol, and mixtures thereof

Bedomsona Fluticasone, Budesonide, Mometasone, Trlamcmolone

o]



BEDELD" hhB6h9EBD

10

15

Dexamethasone, Flumisolide, Prednisone, Hydrocorisons and mixtures
thereof

Bronchodilators, preferably for .inhalabon, including, Albuterol,
Epinephrine, Ephednne, Metaproterenol, Terbutaline, Isoethanne,
Terbutaline, Iscetharine, Pirbuterol, Bsdolterol, Fenoterol, Rimesterol,
Ipratropnum, and moxtures thereof

Antvirals, including, Amantadine Rimantadine, Enviroxime,
Nonoxinols, Acyclowir, Alpha-interferon, Beta-Interferon, and muxtures
thereof

Blologies, including, cytokine and celladhesion molecule mkbitors,
ICAM antagonists, wntereukin agonists or antagonists, hormones,
polypeptides, amino aads, nucleotides, antbodies, and muxtures thereof

The acd or base addition salts, esters, metabolites, sterecisomers
and enanbomers of these achves are also contemplated as pharmaceutical
agents useful in certain embodiments of the present inventon, as well as
the analogues of these actives that are safe and effective. It is also
recognized that a pharmaceutical agent may be useful for more than one of
the above uses, and these uses are clearly contemplated as well. This
overlap 18 necognized in the art and adjusting dosages and the like to fit the
indication m well withm the purview of the skilled medical practitioner
2 Enhancing Agents

In a preferred embodiment, the composition further includes an
enhancing agent. Enhancing agents useful in the present invenhon include,
but not fmited to, herbs, phenols, polyphenols, anthocyamins,
anthocyanasides, carotencids, bioflavinokis, vitamuins, metal 1ons, mineral
salts, proanthocyanidins, antoxidants, and/or vegetal fivers Non-hmting
examples Include echinacea, tea polyphencls, epigafiocatechin, beta
carotens, grape sead exiracts, lycopenes, flavones, quercetin, tocopherdl,
zinc, selenum, stannous, ascorbic acid, calcium, N-acetyl cysteine, and
muxtures thereof
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3  Sources of Stibsnic Phytoalexing
The stibenic phytoalean of Formula 1 may onginate from natural

and/or synthetc sources OrenF, et al, lsolation, synthesis, and

are cited as references Incorponltnd heren

in a preferred embodment, the compositon includes natural source
products, natural source exiracts, or natural source powders of the stilbenic
phytoalexins of Fonrmula 1 Nondimitng examples include wine, grapes,
Huzhang, and Polygonum cuspidatum
4 Eorm and Adminjstration

The compositons useful in the present mvenbton may be a solid,
semsolid, hquid, semi-iquid, in the form of powders, granules, iposomes,
tablets, capsules, gels, lozenges, dentfrice, and mouthwash

The composiions useful in the pmesent Invention may be
mcorporated into microspheres, mcrocapsules, nanoparticles, lyposomes
and the ke for controlled release. Furthermore, the composihons may, in
adddion, convenlently comprise suspending, solubilizing, stabilizing, pH-
adjusting agents and/or dispersing agents

In a preferred embodiment, the compoasition Is in the form of a herbal
medicament Herbal medicament forms useful In the present Invention
Include, but are not imited to, teas, decoctons, beverages, candies or
other confection, foods, enteral Bqukd nutritional products, mouthwashes,
lozenges, dentifrices, and dietary or nutntonal supplements

The administrative route of the composibons of the present invention
mcliudes any sultable routa which leads to a concentration in the biood that
provides a prophylactic and treatment benefit Suitable administraton

53
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routes include, but are not necessarily limted to. oral, oral topical,
parenteral, cutaneous, nasal, rectal, vaginal, ocular, wnhalant, or
combinabions thereof Preferably the adminstrabve route Is oral or nasal
EXAMPLES

The following examples further describe and demonstrate the
preferred embodiments within the scope of the present inventon The
examples are given golely for the purpose of ilustraton, and are not to be
construed as limitabons of the present invention since many vanatons
thereof are possible without departing from its spint and scope. All
ingredients are by weight of 100 grams of the composition.

Examples 1 and 2

Bamples of toothpaste and tooth gel compostions of the subject

invention are made by conventional processes by mixing the following

Example 1 Example 2
Ingredients (Wt %) (W, %)
Sorbrtol 41 44 3500
Saccharin Sodium 0.46 020
FD&C Blue (1% sol'n)  — 0056
Precipitated Sikica 20.00 2500
Sodium Fluonde 024 024
Flavor 1.00 150
Sodium Alkyl Suifate 400 120
Tnsodium Phosphate 145 —
Monosodium Phosphate 058 —_—
Carbopol 940 030 025
Xanthan Gum 048 0.65
Tianum Dicxide 053 —
Reaveratrol 200 1.00
Punfied Water qs. qs.
Examples 3 and 4

Examples of mouthwash compositions of the subject invention are made

by conventional processes by modng the following
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Ingredients
Cetyipyridinium Chlonde
Donuphen Bromude
Alcohol (Standard
Denatured No 40)
Glycerin

Poloxzner 407

Sodium Hydroxide
Sodium Benzoate
Banzoic Acid

Tween 80

FD&C Graen {1% sof'n)
FD&C Blue (1% sol'n)
FD&C Yellow (1% sol'n)
Sacchann

Peppermint Oil
Spearmint Oil
Resveratrol

Purified water

the following
Ingredients
Rasveratrol
Flavor
Polysorbate 80
Sacchann Sodium
Methylparaben
Propylparaben
Water

12

Example 3

0045
0 005

1625
1000
020
0003
005
0 005
003
0.04
0003

006
014

030
qs

Exampie 5
An example of a dental solution of the subject invention is made by mndng

(WE, %)
100

010
025
005
020
010

qs

Example 4

0 045
0 005

850
750
020
0003
054
0003
012
012

0001
oo8

0 12
020

qs



6 OELO0" hh6Hh9EED

10

15

13

Example 6
An example of an oral gel composition of the subject invention is made by
mixing the following

ngredie (M, %)
Hydroxysthyl Cellulose 250
Sodium Fluonde 009
Sacchann Sodium 005
FD&C Green No. 3 (1% sol'n}) 001
Resveratrol 100
Punfied Water qs
Example 7
An example of an Intranasal spray solution Is made by mixing the

following
Ingredient Grams
Resveratrol 10
Nonionic detergent * 070

Dibasic sodium phosaphate 011
Monobasic potassium phosphate 0 38

Benzalkonum chionde 004
Chilorhenadine gluconate 026
Disodium EDTA 001
Flavoring ?

Camphor and eucalyptol ?

Purified water QS to 100 grams

1 Avaiiable as Tyloxapol from Nycomed, Inc.
2 Flavonng used at a lsvel In order to provide a pleasing taste
3 Added at a level in order to provide a pleasant n-use scent.

Add all ingredients to chilled water and str until dissolved , while
maintaining the chilled water temperature Adjust this solution to pH of 556
065 QS with water and filter through a cellulose acstate membrane fitter
Fill manually operated nasal sprayera with the composalhon Spray from
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about 5 to 500 microlters of solution into each nostrnil. Repeat three times
daily
Example §
An example of an intranasal drop solution is made by mixing the
following

Ingredients Grams
Methyicellulose gum 0115
Sodium chlonde 0 350

Monobasic potassium phosphate 0 540
Dibasic potassium phosphate 0 310
Poloxamer block co-polymer® 0 145

Propylene glycol 1170
Resveratrol 0 568
Benzalkonium chlonde 0025
Flavonng

Camphor and eucalyptol *

Punfied water QS to 100 grams

1 Available as Pluronic 127 from BASF Corporation
2 Flavonng used at a level in order to provide a pleasing taste
3 Added at a level in order to provide a pleasant in-use scent.

Add all ingredients except methyiceliulose to chilled water and str
untl dissolved, while maintaining the chill water temperature  Adjust this
solution to pH of 6.5 - 7.0 and filtar through a cellulose acetate membrane
filter Add the methyiceliulose to the chilled solution, QS with water, and stir
under refngeration to hydrate. Fill dropper vials with the solution and cep
Apply one drop of the soluton to each nostril with the head tilted upward.
Hold head briefly in this poarion to permit spreading of the solution over the
nasal tubinates Repeat 3 times dally. ]

6D
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An example of an intranasal powder is made by modng the followang:

Ingradients Gams -
Resveratrol 50
Dextrose powder 10
Ethanol 10
Flavonng !

camphor and eucalyptol

Lactose powder QS to 100 grams

1 flavoring is used in an appropriate amount to provide a pleasing taste
2 added at an appropnate level to provide a pleasant in use scent.

M resveratrol with the dextrates in a V-mixer Micronize this mocture
in a flud energy mill at 100 pounds per square inch dry air pressure Mix
the micronized material by geometnc addibon with the lactose in a V-mbcer
Dissolve camphor, eucalyptol, and flavors in ethancl, spray coating the
powder with the iquid m a V-mixer Evaporate the ethanol after moang by
pan drying  Fill dry powder nasal inhalabon metenng pumps with the
powder Such pumps include Prohaler DP] from Valols Corporabon. Apply
tan milligrams of the powder to each nostnl while Inhahng Repeat three
times daily.

Exampie 10
An example of an inhatant is made by mixing the following
Ingredienty —Gmms
Resveratrol 060
Sorbitan tnoleate 040
Propellant 114" 49 §0
Propellant® 49 51

1 Freeon 114 E | Dupont
2 Freeon 12 E.I. Dupont

Micronize the resveratrol in a fluid energy mill at 100 pounds per
squdre Inch pressure Dissolve the sorbtan tricleate in the mowed
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propellants Disperse the resveratrol in the sorbitan trioleate / propellant
iqud Fil the suspension in to the camster of a pressurized meterad dose
inhaler using standard filling techniques -Administer 100 to 200 microliters
from the metered dose Inhaler into the mouth, while inhaling

Example 11
An axample of sublingual tablet made by mhdng the following

ingredents _Grams

Resveratrol 10

Lactose 86

Sucrose a7

Acacla 10

Tale 6

Magnesium stearate 1

Water qs

Put resveratrol and excipent through a 60-mesh screen and blend
Moiisten with water to make a stff mass; pass through an 8-mesh screen
and dry at 40C Reduce the particle size by passing the dned granulation
through a 10-mesh screen, blend n lubricants and compress Mold tablet
into a flat, elliptical or capsule-shaped tablet. Place tablet under tongue or
between gum and cheek

Example 12
An example of sublingual tablet made by mnang the following
Inaredients Grams
Resveratrol 44
Lactose 3225
Polyethylene glycol 035
Alcohol-water (80 40) qs. ]
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Screen and blend powders, moisten the blend with alcoholwater
(60 40) to which the polyethylene glycol has been added, and mold the
tablets into a fiat, elliptical or capsule-shaped tablet Place tablet under
tongue or between gum and cheek

Example 13
An example of a liquild composition administered to the sublngual
mucosae or in the buccal cavity

Ingredients Grams
Resveratrol 5
Ethanol 80
Mineral oil 12
Hydroxypropyl cellulose 2
Menthol 1
Water qs

Lastly, methods and compositons of the present invention are further
beflaved to improve the general maintenance and weliness of respiratory
health Indeed the prophylachc effect of the stibenic phytoalexans of
Formula 1 on symptoms, are belleved to be etiributable, in part, to
increasad general respiratory health

While the invention has been descnbed In terms of its prefesred
embodiments, those skilied In the art will recognize that the invention can be
practiced with considerable modificaton within the spint and scope of the
appended claims

WHAT IS CLAIMED IS
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1 A method for the prophylaxss and treatment of cold and influenza-iike
sympioms compnsing administenng to a subject a composition including a
stibenic phytoalexin having the structure

R1 RS
m—@cn=c>@—ns
R3 R4

wherein R, R?, R?, R?, R®, and R* are independently sefected from hydrogen
and hydroxy; and medicinally acceptable salts or estars thereof

2 The method of Claim 1 wherein the stibenic phytoalexan is a
tnhydroxystibene or tetrahydroxystilbene

3 The method of Claim 2 wheresn the stiberic phytoalexin 13 3,4',5-
trihydroxystibene resveratrol

4 The method of Claim 1 whermn the compositon compnsas from
about 0 01% to about 80 B5% of the stiibenic phytoalaxin.

5 The method of Claim 4 wherain the composition further comprises
natural source products, natural source exdracts, or natural source powders
of the stiibenic phytoalesan

6 The method of Claim 4 wherein the composihon i a herbal
medicament.
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7 The method of Claim 4 wherein the composthon 18 a solid, semi-solid,
liquid, or samHiqud, in the form of powders, granules, lyposomes, tablets,
capsules, gels, lazenges, dentfnces, and mouthwashes.

8 The method of Clam 4 wherein the composition further compnses an
enhancing agent selected from the group consisting of herbs, phenols,
polyphenols, anthocyamins, anthocyanoskles, carotenoids, bloflavinoids,
wvitamins, muneral salts, metal 1ons, antoxidants, vegetal fibers, and modures
thereof

9 The method of Claim 4 wherein the composihion compnses a
phammaceutical agent selected from the group consistng of antihistamine,
antitussive, antinflammatory, analgesic, mast cell stabilizer, leukotriene
antagonist, methybcaanthine, antioxidant, sterold, bronchodilator, antiviral,
biologic, and muxtures thereof

10 A method for the praphyiaxis and treatment of congeshon associated
with respiratory affictions comprising administering to a subject a
composition including a stilbenic phytoalexin having the structure:

wherein R, R?, R?, R!, R%, and R® are independently selected from hydrogen
and hydroxy, and medicinally acceptable salts or estars thereof

11. The method of Claan 10 wherein the sfibenic phytoaledn Is a
trihydroxystilbane or tetrahydroxystibene
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12 The method of Claim 11 wherein the stilbenic phytoalexin is 3,4'.5-
trihydroxystilbene resveratrol

13  The method of Claim 10 wherein the compostion compnses from
about 0 01% to about 99 88% of the shibenic phytoalexin

14  The method of Clam 13 wherein the composition further compnses
natural source products, natural source exiracts, or natural source powders
of the stilbenic phytoalexin

15 The method of Clam 13 wherain the compostion s a herbal
medicament.

16 The method of Claim 13 wherein the composltion 1s a sold, semi-
solid, hquid, semHiquid in the form of powders, granules, lyposomes,
tablets, capsules, gels, lozenges, dentifrices, and mouthwashes

17  The method of Clam 13 wherein the compoertion further compnaes
an enhancing agent selected from the group consisting of herbs, phenols,
polyphenols, anthocyamins, anthocyanosides, carotencids, biofiavinokis,
vitamins, mineral salts, metal ions, antoxidants, vegetal fibers, and mbdures
thereof

18 The method of Clhaiim 13 wheren the composition comprises a
phamaceutical agent selected from the group consisting of anthistamine,
antitussive, antinflammatory, analgesic, mast cell stabilizer, leukotriene

antagonist, methyixanthune, antoadant, steroid, bronchodilator, antiviral,
biologic, and mixtures thereof.

19 A composition comprising-
~a) a stibenic phytoalexin having the structure
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R} RB
R3 R4

wherein R, R?, R, R*, R", and R® are independently selectad
from hydrogen and hydroxy, and medicinally acceptable salts
or esters thereof: and

b} a pharmacautical agent selected from the group conssting of
anthistamine, antituassive, antiinflammatory, analgesic, mast
cell stabilzer, leukotnene antagonst, methybanthine,
antiomidant, steroild, bronchodilator, antiviral, biologic, and

5 muodtures thereof

20 The composition of Claim 18 wherein the stiibenic phytoalexin 1s
3 .4',5-trihydroxystilbene resveratrol
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ABSTRACT

The pressnt Invention relates to methods for the prophylaxis and
treatment of symptoms associated with cold and Influenza-iike Hinesses
and/or the prophylaxis and treatment of congestion associated with
respiratory efftictions, by administenng a compasition including a stilbenic
phytoalexin The Invention further relates to certaln stibenic phytoalexin

containing compositions ussful for such mathods
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