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“narked by eruption of one“or nore vesicles, usually in groups, ol OW Ng an
. I-ncubati-on peri ogpattiapbasky,mroehmpgdical treateentiayfor heppeal viridhandoveher
- of:the infectious outbreak initiates with the prodromal stage; advancing to
“vesicul ar erupt i SHCTPRARGWEREBGE1MRer ati on; coal escing; resolution; and 25
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ast’s ree weeks. In some inmune conprom sed i'ndividuals the outbrea
nontherpébevirus” or “*herpes,” is an infectious disease which has

reached crisis proportions nationally with estimated numbers
of infected people at 70%-80% of our population as reported
by the American Social Health Association (ASHA) and growing
annually by 500,000 pecple or more. There are two common types
of herpes: herpes simplex virus 1 (HSV 1) and herpes simplex
virus 2 (HSV 2).

Herpes enters the human body through minuscule breaks in
the epidermal tissue usually by contact with an infected host
and is marked by eruption of one or more vesicles, usually in
groups, following an incubation period of approximately four
to ten days. Typically the course of the infectious ocutbreak
injtiates with the prodromal stage; advancing to vesicular
eruption; followed by: ulceration; coalescing; resolution; and
the latency period. The outbreak can last for several weeks
and on average lasts two-three weeks. In some immune
compromised individuals the outbreak can last for months. The
vesicles can appear anywhere on the skin oxr mucosa, typically
appearing on the lips as cold sores, glands, oral mucosa,
conjunctiva and cornea, genitalia, anal mucosa and peri-anal
tigsue.

Herpes symptoms include: inguinal swelling, pain, fever,

malaise, headaches, muscleiaches, and swollen glands. Some
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'ﬁ'dEa;hs, yet unknown, stimulus. Recurrent herpetic infections can be

precipitated by almost anything, including: overéxposure to
10 sunlight; nutritional deficiencies; stress, menstruation;
immunosuﬁpression; certain foods; drugs; febrile illness; etc.
Recently herpes virus was isolated from cardiac tissue.
HSV 1 and HSV 2 infections pose very serious health
threats often causing: blindness; increased cancer risk of the
.15 cexrvix; aseptic meningitis and encephalitis; neonatal deaths;
viremia; etc. The devastating effects of this disease, go well
beyond the medical scope of human suffering; HSV is
responsible for serious psychological and emotional distress
as well as substantial economic loss to the nation and the
- 20 world.

Various treatments for herpes have been proposed and have
included topical application of such agents as povodone-
iodine, idoxuridine, trifluorothymidine, or acyclovir. Such
treatments have met with varying degrees of success. Most

25 prior treatments have proven disappointing. Acyclovir, taken
orally for systemic treatment of HSV, is somewhat effective.
However, acyclovir is only successful in interrupting the
replication of the virus and is used to treat infectious
outbreak systemically. Nothing to date has proven really

30 effective topically. Strains resistant to acyclovir have been

reported. Individuals with Auto Immune Deficiency Syndrome
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SUMMARY OF THE INVENTION

10 An improved medical treatment and medicine are provided

which, when applied in the topical manner, rapidly relieves

pain and heals lesions of herpes virus. Advantageously, the

improved medical treatment and medicine are safe, inexpensive

and effective. The improved medicine, also referred to as

15 Viracea, comprises a novel medical composition, formulation,

antimicrobial compound and solution. The new antimicrobial

medical treatment and microbicidal medicine are successful in

treating primarily herpes simplex virus (HSV 1 & HSV 2)

topically and can be useful in treating other herpes related

20 microbial infections including, but not limited to: varicella

.zoster virus (herpes zoster) and cytomegalovirus. In some

circumstances, it may be useful to use the novel medicine
systemically.

Advantageously, the improved medical treatment and

25 ‘medicine of the present invention yielded unexpected,

surprisingly good results. Initial, topical, in vivo testing,

demonstrated relief from pain in minutes and speedy total

resolution of vesicular eruption in all individuals tested.

When the inventive medical treatment and medicine are applied

30 at the prodromal stage, the infection is interrupted and no

further outbreak occurs. In vitro testing of the novel medical

treatment and medicine demonstrated extremely surprising

3
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- tlested. When the inventive nedical treatnent and nedicine are ap
: at the pr odr onatixsisageinfidet iiomf eHIN i sEpatein upbatk .angapdlloma VJ.rus,

10 cellulitis, staphylococci, streptococci, mycobacteria,
influenza, parainfluenza, adenoviruses, encephalitis,-
meningitis, arbovirus, arenavirus, anaerxobic bacilli,

picornavirus, coronavirus and synsytialvirus, es well as
varicella zoster virus and cytomegalovirus.

15 This easy to use microbicide solution provides a
moderately water resistant coating upon application to either
the prodromal tissue or the erythematous vesicular herpes

lesion. Upon contact, there is a slight tingling effect.

Within minutes of application, the pain of the infection

20 resolves. Gradually, inguinal swelling subsides, fever,

malaise, body aches, and nerve involvement subsides.
- Typically, within twenty-one hours all external symptoms and
- physical manifestations of infection are resolved and the
vesicle is dried and resolved. A particularly surprising,

25 beneficial effect provided by this inventive medicine, is that

when it is applied at the first sign of outbreak, the
prodromal stage, all symptoms and s.igns of further infectious
outbreak stops! No eruptions appear or any further escalation
of symptoms of the infection. The outbreak literally stops!
30 Desgirably, the novel medicine (medical composition)
includes microbe inhibitors which inhibit, suppress and stop

microbial infections from microbe-causing diseases. The
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further outbreak occurs. In vitro testing of the novel nedical treatnent
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influenza, viral parainfluenza, adenovirus, viral
encephalitis, viral menigitus, arbovirus, arenavirus,
10 picornavirus, coronavirus, and synsytialvirus. The microbe

inhibitors can also comprise bacterial inhibitors to inhibit

bacterial diseases, such as: cellulitis, staphylococci,

streptococci, mycobacteria, bacterial encephalitis, bacterial

meningitis, and anaercbic bacilli. In some circumstances, the
15 microbe inhibitors can include fungi inhibitors.

Better results are obtained if Echinacea or other plants -

are not used in the medicine in their raw, untreated and uncut
state. For even better results, the medicine can exclude:
Arabinose, betaine, cellulose, copper, fructose, fatty acids,
20 galactose, glucose, iron, potéssium, protein, resin, sucrose,

sulfur, vitamin a, vitamin c, vitamin e and xylose.

The improved medical treatment provides a novel method
and process for use in treating the above infectious diseases
by applying the microbial inhibitors on the microbial infected

25 area and maintaining the microbe inhibitors on the infected
area (region or surface)} until the external symptoms and
physical manifestations of the infection disappear, reside or
resolve about the infected area. The medicine can be applied
by spraying, dabbing, dusting, swabbing, sponging, brushing,

30 pouring, dispensing, covering, or heavily coating the medicine
on the microbial infected areas, such as: oral mucosa, nasal
mucosa, vaginal tissue, labial tissue, anal tissue, peri-anal

5




Wi h| n>m nutes of application, the pain of the infection 20 resol ves.
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nventive nedicine, is that when it-
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‘udes m Cr ofpge i ¢h inhibit, suppress and stop mcr I'a
“infecti o;s from nicro eIt g%’ﬁ‘é?%la?s@%’é%%s andrpgher mﬁmtg@bslaiseases in
+-PCT/ US97% 024 6 oenr soreh & hiumah bbé Diigs )C QHBhbS§: c | at es,

~botani cal extracts or phytochenical s, of a?ﬁ%dzfgt ER%% cfarbﬁ' 8P BRenfwor e
' the speci at°%pl é(ﬁF? 1PRYY o PUSEOSRS fofl'htareat:img)evh.flﬁll biahal Sy

“.conprise Viralidfdddiidn@r §nko di seases, such as: her pes
“sicnplex virus 1 (HSV 1), erf)%fs@\:/t?ir% $ 1(59%935)1n\/a&?31“@é5|,aswsta \doiges
pes zost ergats, birds, horses, cows, sheep, swine (pigs and hogs), and

other farm anlmals, as well as rodents and other animals seen
in zoos.

Preferably, the improved medicine, medical composition
or microbial compound is a phytochemical concentrate which is
combined and simultaneously or concurrently applied with a
surfactant and a carrier, solvent or diluent to provide a

‘microbicide medicinal solution.

To this end, the interesting microbicide solution
comprises an antimicrobial detergent surfactant, with
botanical extracts. The surfactants preferably are cationic
sqrfactants which can comprise singly or any number of

quaternary ammonium chlorides having 6-18 carbons such as

alkylbenzyldimethylammonium chloride, mixtures of
alkylbenzyldimethylammonium chloride,
alkyldimethyl/ethylbenzylammonium chloride, n-
alkyldimethylbenzylammonium chloride,

diisobutylphenoxyethoxyethyldimethylbenzylammonium chloride,
N- (C15C1,Cy¢) dimethylbenzylammonium éhloride, benzalkonium
chloride, octyldecyldimethyléammonium chloride,
didecyldimethylammonium chloride, dioctyldimethylammonium
chloride, dialkyldimethylaﬁmonium chloride,
dialkylmethylbenzylammonium chloride,
octyldecyldimethylammonium chloride, dimethylbenzylammonium
chloride, laurryldimethylbenzylammonium chloride, o-benzyl-p-
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ti'ssue, conjunctiva, and eyelids. Wile the nedical treatnment and nedicine
i s particul agowsn@ed ul for inhibiting herpes and ot her inf ggihidyfiozddgScases
in5 persons (human beings) (hono sapiens), they can also be useful for
veterinary purposes for treating viral and bacterial infections and

i nfectious di seases THe anPeEdricakichexssragfhsys, areintcyghigd Hcﬁ@é’stescov%r

sheep, swine %@%ﬁ}%ﬂﬁgﬁa& ang. oiher {arpha l‘iﬁ@b&meﬁic‘ﬁ’%' r et )

and ot her ani In zoos. Preferably, the 1 nproved nedi cine,
medi cal conpositresmtmentn cawbbal comppﬁ)sladl of: aApayincdem bat a oo cetdppde, -
whi ch is conbi ned and sinul tapeously_or ncurren Iya Jied with a
surfactant and SERIERIGER, SHIRARLRY By FG hR2EQS ipgkpne, enzymes,

m crobi ci ge rredfﬂg@éséolfgdtgpcr‘éb Qd hlg%l%r&qosghegwggggstép‘gc‘gg.&ggplg&f{f
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arabinogalactan, potassium, protein, resin, rhamnose, sucrose,
sulfur, tannins, vitamins a, c, and e, xylose. For better

10 results, the phytochemical concentrates include the above
phytochemicals, excluding Arabinose, bataine cellulose,
-copper, fructose, fatty acids, galactose, glicose, iron,
potassium, protein, resin, sucrose, sulfer, xylose and
vitamins a, c and e.

15 The Dbotanical extracts, antimicrobial isolates and
phytochemicals are separated, extracted and isolated from
portions of plants, such as: pimpinella anisum, myroxylon,
arctostaphylos, carum, capsicum, eugenia mytacea, coriandrum,
inula, allium, gentiana, Jjuniperus, calendula, oxriganum,

20 mentha labiate, coﬁmiphora, plantago, rosmarinus, ruta,
baptisa, artemisa, sage, mentha, parthenium integrifolium,
eucalyptus, asteriacea, and preferably from the genus
Echinacea of the family Astericaea, namely, Echinacea
purpurea, Echinacea angustofolium, Echinacea pallidae,

25 Echinacea vegetalis, Echinacea atribactilus and their
cultivars. For best results, the phytochemicals and
antimicrobial isolates are extracts from Echinacea purpurea
and Echinacea angustifolium.

The inventive technology, treatment and medicine yield

30 very attractive, unexpected, surprisingly good and consistent
results. Tests show the microbicide éolution (medicine) and

medical treatment to be extremely useful to: heal and control
8
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benzal koni um chl oride. The range of activity of the cationic surfactant can

be 5%to 90% but for Beserpassyirysgmd crrbiuddande tagrymeRtoProyidedare
readily ava'lablSa&QﬂQ&ié?Eﬂe%&'lesions, resolve infectious outbreaks rapidly

10 and inhibit herpes simplex wvirus 1 and 2 (HSV 1 & HSV 2).
Desirably, the herpes microbicide and treatment completely
inhibits herpes virus, as well as other infectious microbial
diseases, and are safe and non-toxic to humans, aﬁimals, and
the environment.

15 The herpes microbicide and medicine can comprise a
surfactant and an herbaceous botanical providing a botanical
extract, phytochemical, antimicrobial isolate, viral isoclate,
microbe inhibitor, and viral inhibitor. The preferred
microbicide composition can comprise: a surfactant; an agueous

20 diluent; and the herbaceous botanical of the genus Echinacea
(B), of the family Asteracea, species: purpurea, angustifolia,
pallidae, vegetalis, atribactilus and the cultivars.
Preferably, the herbanacecus botanicals are extracts and
isolates comprising Echinecea phytochemicals as found in and

25 extracted from Echinacea purpurea, E. pallidae, and E.
angustofolia. For best results, the medical treatment and
microbicide (medicine) comprises: a cationic surfactant; the
phytochemicals from E. purpurea, and E. angustofolia; and a
sterile aqueous diluent.

30 The surfactant provides a certain debridement of
epithelial cells with a broad spectrum of antimicrobial

action. Surfactants of this nature can comprise quaternary
9



dn sonme circunstances it may be useful to use other surfactants, such as,
but not linited to: DVBO glycolic acid 10 surfactants, enzyne
surfactants, anpholytic surfactants, switterionic surfactants, and
noni oni ¢ sury@e4ANTss . The surfactants can conprise dg&@ﬁ,g%&s
wetting agents, enmulsifiers, defoaners, and/or surface tension reducing
additives. 15 Carriers are useful for mixing the constituents,
keepi ng the comsmoniamt §ailhssﬁ‘|>m'-$b¢11n$1rﬁj'1§r Ay %P%s?#ﬁaﬁ%lo‘f the

appllcatlontoth aff t drop or apI| t
Wiile an aqueo®® go a % n?g‘grgrel?eraﬁg gfg?cgﬁr%lquéﬁug &5 aggﬁ ent

is preferred f@rlmbeaylbeﬁzylaenmdxﬁuﬁochlorsm wmmmirs&anqas lﬁeﬂmmlum
desirabl e to use_other I|qU| d gr solid carriers, such as ycerin, m neral

oil, silica, coPldfeecheRFalkadummbronide. Regeedshondym °§2*éal<éﬁ=|an¢ Mt
oil, or animl ‘}.'elfelrﬁiﬁ9h0| ’behé koﬁ? fl ’Ef}ﬂoglla%es""%e CﬁéPﬁ‘é‘Qaueé‘fé&tn{%%tta

car otene garl C Oi canphor ubl e vitam ns,” sol

mnerals, rapeceoepdiseh, amn0~a()|alc$;.vel agqpeamud solultu.msbuescan absoriE Gised
aci d, evenin prinrose cho noI e seed 0| |, lanolin,

Et hocyn, col | ag@n °é‘|°8§t\'7€Fﬁ 'Blé% Rt e ﬁipalc mRpgise kyh Ay iYRIdeusat e

A, sea veget abl@scenEREfichat tyr AGiFadianks. baght hkg, Ol P8 RVIQWI ¢330
grain oils or powders, algae, teas, vinegars, acidophilus cell salts

ascor bi ¢ aci ds prieferabby @Qﬂﬁj@baﬂs%ﬁrﬁnﬂ) mesitd prefeyrbilyng - pRarto 0. 26%

derlvatlﬁfs, or Oth%keStSﬂﬁéééﬁ§%EEa %S in the botanical Echinacea have

demonstrated impressive activity against bacteria, viruses,
and some fungi. The exact mechanism is unknown. When tested
topically in vivo on HSV 1 & 2, it is somewhat effective in
treating herpes simplex infectious outbreaks. When tested in
15 vitro, it showed some inhibitory activity against HSV 1 & 2.
The phytochemical concentrate composition comprises the
following isolated constituents, botanical extracts, microbial
inhibitors, and antimicrobial isolates: polysaccharides,
echinacen, echinaceine, echinacoside (caffeic acid ester),
20 . echinolone, echinadiocl, enzymes, glucurénic acid, inuloid,
pentadecadiene, polyacelylene compounds, arabinogalactan,
rhamnose, PS I (a 4-0-methylglucoronocarabinoxylan, M, 35 kD)
and PS II (an acid rhamnoarabinogalactan, M, 450 kD), cynarin
(1,5-di-0-caffeoylquinic acid), acid (2,3-0-di-
25 caffeoyltartaric acid) and derivatives, alkylamides, keto-
alkynes and -alkenes; quinones; oils including: borneol,
bornyl  acetate; pentadeca-8(z) -en-2one, germacrene D,
caryophyllene, caryophyllene epoxide, anthocyanins
pyrrolizidine alkaloids. lipophilic amides, isobutylamides,

30 polyacetylenes.
For best results, the antimicrobial isolates of the
phytochemical concentrate comprise by weight (based upon the

10



i 7 W98/ 11778 PCT/ US97/ 02468 The
bot ani cal extracts antimcrobial isolates or phytochenicals contained in
t hi s new nmedi ci ne and nedi cal treatnent can be conprised of: Arabinose,
bet ai ne, copp®CB#ATBnacen, echinacin B, echinacoside, echi nBCTUISTOBEEYNES,
5 fructose, fatty acids, gal actose, glucose, glucuronic acid, inulin,

i nul oi d, i ron, e n Y0 .
tot X %@%&:@d&@ Che  iRQLYAOR] | nogaCll a%?&pot as) .3-9%

polysaccharldes such as but not l[imted to ara S|um
protein, resin, edidmaceseidenct dsgs sesflr(a mannmeshylglummmnsoarab;nexyuan,

xyl ose. For better 1 t the hem cal_concentrates include
the above phytodferic %Dg @(‘isﬁ% ib A?ﬁbf“ r BRRARTRPIGY BEE cdbp&S
fructose, fatty yggi,ds, 19abgct zglﬂlg@,sal br@aﬁlffé&h@%agﬁgl aﬁgaptﬁx&d" acig

resin, sucrose, sulfer, xyl ose and vitamns a, “c an
bot ani cal 5 ext ra&@t,§ 0-ghit-icaitE ol bartasit atasxid)andnghydexcitesti ceds; arte 2-4%

o1 i nel |3 ani S GRFATTRRST o - 25PEL SERABROTDSE! chr i ® o AR e ey -2+
nytacea, coriangmifocyanlins abmpiisigeiyaiidin Y0oPRL Byl EHBAdGbide and
ori ganum 20 ment ha | abiate, conm phora, plantago, rosnmarinus,
ruta, 3-0- (6-0-malonyl-B-p-glucopyranoside); 0.01-.06% pyrrollzldlne
alkaloids comprising tussilagine and isotussilagine; 0.003-
10 0.009% isomeric dodeca iscbutylamides and 2E, 4E,8Z, 10E/2-
tetraenoic acid; and 0.01-2% caryopylenes.
The phytochemical concentrate can comprise by weight: 2%-
90% of the medical composition and solution and preferably
comprises not less than 15% of the composition and solution;
15 and for best results, comprises 40%-60% of the medical
composition and solution.
The diluent dissolves the benzalkonium chloride
(surfactant) and phytochemical concentrates and can act as a
carrier in sprays, tubes, and dropper bottles. The preferable
20 - diluent is an agueous diluent and most'preferably is a sterile
agqueous diluent. The ratio of water in the agueous solution
to benzalkonium chloride can range from 30,000:1 to 250:1 and
preferably in topical application from 5000:1 to 750:1. The
ratio of water to the combined concentrates of benzalkonium
25 chloride and phytochemicals can comprise a range of 2:1 to
100:1 with a preferable range of 4:1 to 40:1, and for best
results can'comprise a ratio of 6:1 to 20:1.
For best results, the improved microbicidal treatment and
medicine (microbicide) for herpes, comprises by weight: 0.02%
30 to 0.3% benzalkonium chloride and to avoid toxicity preferably
1"



hapti sa, artem sa, sage, nentha, partheniumintegrifolium eucalyptus,
asteriacea, and preferably fromthe genus Echinacea of the famly

Ast eri caea, nanel y, Echi nacea purpurea, Echinacea angustofolium

Echi nacea paH 25 Echi nacea vegetalis, Echinacepcr@tdiobgsti| us
and their Ivars. For best results, the phytochem cals and
antimi crobi al 19 AkBaN0E 26%] I 86%-ScJ 0% Echinacen phytpehemianlls Fcand aea
angustifolium The i nventive technol ogy, treatnent, and nedicine yield 30
very attractiveo Wfdxpassed Pesesrbavng? y74odP st Boskiesidft WAESH! ¢ s.

Tests show the mcr d 0 niot o
extrenel ywusef ul toSRhlg'ia %3?1 g%‘%\tt?hﬁ( r%%f%E&%Sﬁﬁgﬁdlm chEPRLET Lt ifhy

PCT/ US97/ 02468 hergesi xabbe eiak somd rdlrcsimetidnngs txtesd obket ad:eracyezrrerxrods

of the di sease, and drarratlcall¥ i nhibit the vi rg V\Q e bein generg% :%/
safe to the patqféﬂr aF@ PKREPRhY FhEnFORCENEXAb? e EHEPUEN e é&fl Xri S he

invention is pr 55]9? hgnk 0kt MDY, desChipt Le8oaRd 4PREPSISHE
clai ms. DETAIL %g%w MBLEEY TEpd P A (Bl b98oh her pes Vit ue,
m crobi ci de andsduieatirrumatenpesyitdedinolsies ea pailscosétly |awitaesd, ageswt ve

| nfectious out bftlflgtkserrm%pr!ed,l thile it is estimated that the shelf life of the

improved herpes medicine is two yearé, it may be necessary to
10 add an appropriate preservative.

For preferred use, dpring any outbreak or physical
manifestations of herpes and preferably at the first sign of
the prodrome stage of tingling, itching, or irritation of
herpes, the medical solution (medicine) should be applied

15 topically on the infected area. The affected (infected} area
should be as dry as possible depending on location of
outbreak. The method of topical application of medicine can
be by: spraying, dabbing, dropper, or any such method as to
coat the entire affected area. The coating of the solution

20 (medicine) should be maintained until all external symptoms
completely resolve, reapplying as needed anytime the coating
diminishes, for instance, after showering. Anionic soaps and
aniohic detergents, and especially protein content soaps can
be contraindicated. Preferably, the infected area should be

25 washed, cleaned and dried prior to application of the

medicine.

CLINICAL PHARMACOLOGY
A preferred surfactant is benzalkonium chloride.
30 Benzalkonium chlofide in aqueous solution is commercially
available under the brand name and trade mark Zephiran®
distributed by Sanofi Winthrop Pharmaceuticals (formerly

Winthrop Labs). Benzalkonium chloride is a rapidly acting
12



10 and inhibit herpes sinplex virus 1 and 2 (HSV 1 & HSV 2). Desirably,
f he herpes microbicide and treatnent conpletely inhibits herpes virus, as
wel | as other infectious mcrobial diseases, and are safe and non-toxic to
humans, ani nal WO2%i878he environnent. 15 The her pes pCTUsToZcE €
and nedi ci ne can conprise a surfactant and an herbaceous bot ani cal
providing a botamttainBxdtviast surifptoahenvich ,a amdatatedlyi Abngsdhateioni ofl

i sol ate, m crobe Inhlblt8L and_viral inhibitor. The gre erred. m crobicide
conposi tion carPTohPRi selng SHFFaRtaRt ;19 Rckdso39a28St PAFFEELR; 28AISPRe

her baceous Dbot api £@def fd}%zg%%klspEBEbEééeasa(c@erlgl pRrbamhky ééh@i&&fé‘d

speci es: purpurea, angustlfolla pal I i dae, veget ali s, atribactilu and
the cultivars.ter éﬁeerablsystahe h@diaatawsusofbobenzeakena\me shtlcadde aamle

i sol at es orrprl Sl ng Echlgaecea té)gpergoccall as fou in_and 25 .
extract ed from a3 %urpure% = i Sggor ARE E° SRBGEPBF3TIAR-

For best resul tfhet hd®di mabhihesth TR BMé’ﬂl@lObhétﬂ&u(r&diBéﬁ@ilkonlum
conprises: a cationic surfactant; the phytochem cals fromE. purpurea, and
E. angustofol|achhtnnléestl@rum@lcrameobgtdmwemoum to be dU¢e tosuefizpteant

provi des a certal s debr| de of e hel i cells
spect rum of antTPerobT at o tlv%iﬁfagtﬁe éhoqﬁﬂQ; %ﬁ%ﬁ%ang%%ﬁﬁﬁ}§%

Act T on
quaternary 9 increases with increasing temperature and pH. Gram-positive

10 bacteria are more susceptible to benzalkonium chloride than
gram-negative bacteria.

Unfortunately, benzalkonium chloride is inactivated by
soaps, anionic de;ergents, serum, and certain proteins.
Benzalkonium chloride has fallen out of favor in many

15 laboratories for the above reasons. When benzalkonium chloride
was used alone and tested topically inm vivo, it was
ineffective for herpes simplex infectious outbreaks. When
tested in vitro on HSV1 & 2 benzalkonium chloride demonstrated
undesirable high levels of ﬁoxicity to the cells even at high

20 dilutions, which is medically unacceptable. The chemical
formula of one type of benzalkonium chloride is shown below.

Other types of benzalkonium chloride can be used.

25
benzalkonium chloride
30 cr ot
+
CHs(CHz)mCHZ—'}""CHz
CH,

13




WD 98/ 11778 PCT/ US97/ 02468 anmoni um
‘'salts containing 6-18 carbon atons. Preferably the quaternary amoni um sal t
surfactant, is a m xture of- al kyl dinethyl benzyl anmoni um chl ori des, which
can be: benz\gblwpi',?l,{n hal i de, benzal koni um brom de, benzal t peRjusse2laésor | de
and nost 5 preferably benzal koni um chl oride. The herpes treatnent
conprises a 100% active aqueous sol utjon but can.al so be g?%ddﬁgch'na o
concentrate. The soltttoR¥an Borgtics BIPTISTREY HTBUSLSTEEFFAITATR of
surfactants sugd gen@r09HP0 teads BlapIY aiceabhy ReHRds | 0i ©. BAYO BéEh NPSind
preferably 0.02%to 0.26% 10 The phytochem cals in the botanica
Echi nacea haveh@enseer atlatt | npk eééi’lvedécttg'?i thsodg&efs tcawttidiyent sy andes,
and sone fungi, . ct nismi ) e opj '
Vivo on tev 1 RPAETCARECE O | BRI (JRT RSP e

I nfecti ogs outimeakys. Yhewidest ehytdchbmicaly, t raptinictuvied sof®eolates,
inhibitory activity against HSV 1 & 2, The phytochem cal, concentrate |
conposi tion coﬂ%??%%géafﬁ¥q§ﬂqt§wPﬁﬂ PAHObee AN RS ai S BEEaRfEaFtive

extracts, mcrppia ﬁsea'hgi hokges apantd /g %ﬂ:ﬂ@kaknk%&{fw%iaiseases. as
pol ysacchari des, echinaceén, echinacel ne, echinacoside (caffelc acid ester),
20 echi nol previesdlynastiated, enhgnpbytotheiicali coacedt ranel eodposition
pent adecadi ene, pol yacel yl ene %?T%([)'unds,, ar abi pogal act.an, rhamose, PS 1 (a

4- 0- net hyl gl ucePBREIFEBi /| & thg] i88lRppd constituents, botanical

10 extracts, microbial inhibitors, and antimicrobial isolates:
polysaccharides, echinacen, echinaceine, echinacoside (caffeic

acid ester), echinolone, echinadiol, enzymes, glucuronic acid,

inuloid, -pentadecadiene, polyacelylene compounds,
arabinogalactan, rhamnose, PS I (a 4-0-
15 methylglucoronocarabinoxylan, M, 35 kD) and PS II (an acid
rhamnoarabinogalactan, M, 450 kD), cynarin (1,5-di-o0-

caffeoylquinic acid), acid (2,3-0-di-caffeoyltartaric acid)
and derivatives, alkylamides, keto-alkynes and -alkenes;
gquinones; oils including: borneol, bornyl acetate; pentadeca-
20 8{(z) -en-20ne, germacrehe D, caryophyllene, caryophyllene
epoxide, anthocyanins pyrrolizidine alkaloids. 1lipophilic
amides, isobutylamides, polyacetylenes. The chemical formula
of some of the botanical extracts of Echinacea arxe shown

below.

30
14



and PS Il (an acid rhamoarabi nogal actan, Merr] 450 kD), cynarin

(1,5-di-0-caffeoyl quinic acid), aci d (2,3-0-di- 25
caffeoyltartaric acid) and derivatives, alkylam des, keto- al kynes and

-al kenes; qui nWO8118| s i ncl udi ng: borneol, bornyl acet at ePCT/US97/02468
pent adeca- 8(z) - en- 2one, germacrene D, & yophyl | ene, caryophyl | ene
epoxi de, ant hocyani ns pyrroli zi C}Mgal oids. lipophilic am des,

i sobutyl am des, 30 pol yacet yl eres. For & results, e antim crobi al

i sol ates of the phytochemical c¢ MM%»«-QV y gt (based upon
the 10 WD 98/ 11778 He o T PCT/ US97/ 02468
total weight of the inventive nedical Si ti'Q{g%: . 3-9% echi nacosi de;
0.1-7% PS | (a 4-0-nethyl gl ucoronoar abi noxyt arF,ch' césrr] 35 kD) and PS Il (an
aci d rhamoar abi nogal actan, M 450 kD); 0.1-10% cynar|j

(1, 5-di-0-caffeoyl quinic acid) and acid 5 (2, I-caffeoyltartaric
acid) and derivatives; 0.2-4% echinol one; % ghi nacin B, 0.1-6%

echi nacei ne; 0.2-7% ant hocyani ns conpri si rge.cypani di n
3-0-[err]-D-glucopyranosi de and 3-0- (6-0-majonyl - [he( r]-D- gl ucopyranosi de);
0.01-.06% pyrrolizidine al kal oi ds conpri si rg tass

a4 3¢ and .
i sotussilagine; 0.003- 10 0. 009%sy dodeca i sobutyl am des and 2E,
4E, 87, 10E zZ-

10 | =
AR =
© N, Echinaceine
E o Echinolone
= OH
15 '

When the Echinacea phytochemicals (antimicrobial
isolates, botanical extracts and microbe inhibitors) were
mixed, combined and applied with a surfactant, preferably

20 benzalkonium chloride, and a sterile aqueous carrier, the
results were unexpected and surprisingly good in resolving
(treating) hexrpes virus and other infectious diseases and the

.effectiveness of the medicine (microbicide} dramatically
increased. When the synergistic medicine was tested topically

25 in wvivo, the herpes simplex infections were immediately
arrested. When the synergistic medicine was tested in vitro,
the benzalkonium chloride surfactant was substantially less
toxic and within a safe level and there was a higher level of
inhibitory activity against HSV 1 & 2. The synergism

30 interaction and mixing of the Echinacea phytochemicals and

surfactant were demonstrated and observed by viewing the rapid

15
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tetraenoic acid; and 0.01-2% caryopyl enes. The phytochem cal concentrate
can conprise by weight: 2% - 90% of the medical conposition and sol ution
and preferably conprises not |ess than 15% of the conposition and sol ution;
15 and fwoolremts results, conprises 40% 60% of the negicgRlsofRda0si tion
and solution. The diluent dissolves the benzal konium chloride
(surfactant) and phytocheni cal concentrates and can act as a carrier in
sprays, tubes, sgAsbdldpperobhothrescompanentss evhen e mgred and| et Fiight

aqueous dil uen .pst feraQly is.a,sternile i luen ratio
of - water in thédgggéggs qs“'g%lﬁtt%n %%a%%dnzg?(kg#ll% %% %rgft’J %gcalnn r%ﬁ%};em Pom

30,000:1 to 25Butthedmpref erelie y ¢ediailcalprappiricdaki oBff r ae5088hink6ea
750:1. The ratio of water to the conbi ned concentrates of benzal koni um 25
chloride and pRYPYSCRBATMEGRLS cafWAGtARE a2REnRAWIOUS 1 A3 Tiew: 1erhanced

preferablse r an9€E§§.14'z;ti8n 4Qnd. i%te%egeédb%@ggeewt&s nggccwrﬁéeefﬁ ragio

of 6:1to 20:1 est results, e 1 nproved m crobicidal treatnent and

medi ci ne (m cr clbeekdny infediciqpes diseasesses by wei ght: 0.02% 30 to
0. 3% benzal koni um ch or | dg. and. to avol d foxiciy preferably 11 oo )
and nasal mucosa; vaginal tissue; 1labial tissue; anal and

peri-anal tissue; penile tissue; cutaneous tissue; open

10 subcutaneocus tissue; and in higher dilutions on ocular
infections. By varying the concentrations, the medicine may

possibly be administered parenterally. The medicine may be
contraindicated in vaginal or anal packs; in the ear canal;

occlusive dressings; casts or ingestion and such use may

15 produce irritation or chemical burns. It may not be advisable

to use the medicine to treat anaerobic fungal infections,

since some fungi may be resistant.

. EXAMPLES1-7

20 INVIVO TESTING
In an initial, topical application, in-vivo study that
was undertaken to evaluate the effects of the wmedical
- treatment and medicine of the present invention upon seven
human test subjects who had been tested positive for HSV 1 or
25 2. The subjects were treated topically with the medicine
comprising benzalkonium chloride surfactant in an aqueous
solution (at a ratio of 1:750) in combination with the
herbaceous botanical Echinacea purpurea in powdered form
containing the previously listed phytochemicals. Application
30 - of the composition was made by a two-step procedure by first

wetting the affected area or vesicle with the benzalkonium

16



Less than 0 26% 40%to 60% Echi nacea phytochenicals; and 20%to 60% nost
preferably 29.74%to 59.8% sterile water. Wiile water is the preferred
diluent and carrier, it may be desirable in some circunstances to use ot her
carriers in 5 WOBBLIH8 to propel the concentrate through a SPCEWSH7/02468 f or
greater solubility and efficacy. It may al so be desirable in sone _
ci rcunstances to include a visgositg control agent. Fur thernore, while it

t of

is estimted that x4 ¢ SPEFRCHITG hdhy AR o FHHCRYS pSOTRE LR N | SPFRying,

years, it may be RREASSH Y dr© uking aa‘ééoﬁﬁeﬁppimia?ﬁ WIS & Walitifg E2' the
preferred use, during any outbreak or physical manifestations of hérpes
and preferably at Pawsenadphyit@ehemicads pperi ohe HeddedRreanylyi edther swab

itching, or irritati f r i_cal lution (nedici ne) should be
applied 15 top?’tgjal 3?%3%&? hgs?irl?%%%e%% ar. eg."“a%’é WreC heed ﬂ%ﬁcz:cﬁdeafe&r ehn
shoul d be ass dry dmpeasaintl aspependnnghos toestimert GfasOwdintaknihbe cBRbhede

of topical application of nedicine can be by: spraying, dabbing, dropper,
or any such net hoo¥exagecosf thhe eAffpretedt &ead £9%a thenederrtion of t hhe

sol ution 20 ( hG SH Lot alk.ped_dntj e rpal,s to
conpl etely resol vg?ﬁl'rbgaep%p yi ngwggoggégghga%??ngyt h{ékgg{% ]fnagségl E\eﬁFsﬁg ,ergg
for instance, afteitdhaher medicAhi conpgositapn dgdraapplyindgleierraidesn. and
especially protein content soaps can _be contraindi cated. Preferably, the

t
infected area shoul d b@IpEhe seNgn, guhiects o SIX werR) THMPdq  pRRGrong yas male.
applicationgf tRe the beginning of this study, the age of the male was 38,

the female subjects were ages 8, 27, 30, 32, 38, and 39. There
were twelve infectious outbreaks over approximately six weeks.
Nine of the outbreaks were HSV 2, genital herpes, and three
were HSV1, cold sores. The B year old and the 27 year old

15 females exhibited the HSV 1 (cold sores). The 30 year old, 38
year old and the 39 year old females exhibited the HSV 2
(genital herpes). The 38 year old also had a HSV 1 cold sore.
The male exhibited HSV 2 (genital herpes). All subjects tested
had a well established history of the disease and could

20 identify the standard course of their disease. To obtain
objective data, none of the test subjects knew anything about
the test treatment or any action of the medicine. On repeat
tests, the subjects were told that there may be placebos mixed
in the samples of formula.

25 In seven cases, the antimicrobial compound (medicine) was
applied directly on tissue at the prodrome stage. In five
cases, the antimicrobial compound was applied directly on
erupted vesicles. The antimicrobial compound was reapplied as
necessary to maintain coverage.

30 Observations: With each application of the medicine,

each individual (test subject) reported a tingling sensation

- 17



medi ci ne. CLI Nl CALPHARVMACOLOGY A preferred surfactant is benzal koni um
thloride. 30 Benzal koni um chl oride in agqueous solution is commercially
avai |l abl e under the brand nane and trade nmark Zephiran distributed by

Sanofi W nt hr, maceuticals (formerly Wnthrop Labs). Bepgadfeasssum
chloride is gﬁ?ggpgﬁy acting 12 WO 98/ 11778

PCT/ US97/ 02468 anti-infective surfactant with a noderately |ong duration of
action. The surf fiorart fewasecomrdagaiThsy baxksn i veponkerbnbhat r ghere Masgia

and protozoa: Bacterial spores,are considered.to be resjigtan Sol ut ons of
benzalkoniun1chI5PPﬁEa%Fb£§ degreS eri taﬁg@eafnﬁﬁcte? ocié% ac@%#%ﬁ

to concentrati ongARemEXAsH1d18C RBRSINAT £dahe Vel i Al (S9N oof abeazebd ofi-aun
chloride is unknown but is thought to be due to enzyne inactivation.

Activity of benzZhkomidherenker iode theeneorndsitign: dasctha eplthri ki hissue
emperatur g and, PLaSLA0 0 beteodoven BRELFURMLSIODE AP GG  he
benzal koni um chl ggkgde is inactivated by soaps, anionic detergents, serum
and certain proteins. . i

Results: The results of the testing of the 7 subjects
with the medical treatment and medicine were unexpectedly
surprisingly good and very consistent. In each case, the

10 subject happily reported that once the composition (medicine)
was applied to the affected area, the pain completely stopped
within 10 to 20 minutes when nothing in the past had ever
eased pain before. In the seven cases, where the compound
(medicine) was applied at the prodrome stage, the subjects

15 reported that the pain stopped, all symptoms that would have
previously escalated to full outbreak ceased and the outbreak
never occurred. All external symptoms and physical
manifestations of herpes disappeared within a few hours after
the medicine was applied. In the five cases, where the

20 compound (mediéine) was applied to erupted vesicles, the
subjects reported that the pain stopped in minutes and the
burning, itching and irritation resolved in two to four hours
and the vesicles dAried up and were gone in twenty-one hours.
In all cases, the other more extreme, debilitating symptoms

25 of: fever, malaise, inguinal swelling, weeping sores and
painful urination resoclved once the medicine was applied.

In follow-up, where subjects had been given a supply of
the composition (medicine) to test on future outbreaks, it was
reported that if the initial signs of an outbreak exhibited,

30 signaling the prodrome stage of an outbreak, the compound

(medicine) was immediately applied by the subjects as per

18



Benzal koni um chl oride has fallen out of favor in many 15 | abor at ori es
for the above reasons. Wen benzal koni um chl ori de was used al one and tested
topically in vivo, it was ineffective for herpes sinplex infectious

out breaks. Wewasaird in vitro on HSV1 & 2 benzal koni um chl opérgiesoro2468
dermonstrated undesirable high levels of toxicity to the cells even at high
20 dilutions, which is nedically unacceptable. _ The chem cal fornula

of one type of beAREEKURFLENE AR ithe ioutbrsak WaF ofully marasfsdsapd further

benzal koni um chl ot &ﬂﬁt&?{g Q&&%cugegenzﬂ%@#mg %)gi‘é#\%sloer?é@rted

98/ 11778
untreat ed, unprocegsesubierts swehat ewere hanaustoned garer ekper imdeisig abéteetal

treat herpes it has bee found at sone, .but al | i sol at ed
constituents and BHFQHF‘-‘E @RP\‘%@? . ofhatc ihew fe ‘{&%e“ﬁrr&? &éfs&?nﬂ%ci?ﬁ%’aqs

above)  pravide ,pbyhaghernCal thrednljedCrahial-upl SBhat e8ai PO Galo had
extracts and m crobe i nhi bi ters which are effective in treating herpes

virus and other i uéportedsswgwmbrﬁskprmnm ozt foed, yeams prior to use
ngts?iCPﬁ(ranntcgl, gg?%%ng:réfitse n?eo c(?i.snlet,I %rh v.rr Irse%sort':he tfh%ltl Os e alssorlo%.t Ei'xad an
outbreak_;qiover a year since using this medicine.
Addiﬁéénal Observations: One human male subject reported
10 that aftgr;fhe initial application during the prodrome phase
of an dﬁﬁbréak, he showered and forgot to reapply the
compositioﬁ;lmedicine) for a period of approximately 30 hours.
Consequenﬁly} several vesicles erupted and began to coalesce.
The subjecﬁ;proceeded to reapply the composition (medicine)
15 and theréafﬁer kept the area well coated with the composition.
Subsequeﬁfiy, the outbreak resolved in 21 hours in the same
manner as- aéscribed with the other human subjects.

Another cbservation indicated that the composition

(med1c1ne)fmay be weakened or less effective in the presence

20 of certain protelns or soaps. One human female subject, may

have beenEQYerly zealous in cleansing the affected area prior
to appliéééion of the composition (medicine). This occurred
during a;ithird outbreak after having success with the
compositiéif (medicine) on two prior outbreaks. In this
25 instance;”;hen the composition (medicine) was applied, there
was no. famlllar tingling sensation and no relief £rom
symptoms . Approxlmately 24 hours elapsed before she sought any
advice and-the outbreak had escalated to the full vesicular
eruption: stage with all the foregoing symptoms of the disease.
30 She was 1nstructed to thoroughly rlnse any soap residue from

the area, *dry the area and reapply the composition (medicine).
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10 extracts, mcrobial inhibitors, and antimcrobial isolates:
polysaccharldes echi nacen, echi nacei ne, echinacoside (caffeic acid ester),
echi nol one, echinadiol, enzynmes, glucuronic acid, inuloid,

pent adecadi engg 98117989 yacel yl ene conpounds, arabi nogal actan.
r ham€mose, PS (a 4-0- 15 met hyl gl ucoronoar%l noxyl an,
Merr] 35 kD) and PS II (an aci d rhamoar abi nogal actan, Merr] 450 kD)

cynarin (1, 5- dift@.tr cﬁblbovyingui nhe athsiruacichg,2, 8he€- cﬁepca‘ﬂ:béoyﬂrtaa:rtahéc

acid) and derlvatl a keto aIk nes and - al kenes; quinone
oi | S)I ncl udi ng: B ﬁ&&f‘ km% sé’ié’fe e ig._thy two PRE9Y rPIEAKS,

germacrene D, oGRpORME :ﬁﬁ% théaﬁ%&PQé(i'&Sh?p&é?x%'o%e ant hocyani ns
pyrrolizidine alkal oids.” i pophilic am des, isobutylam des, pol yacetyl enes.

The chem cal fornula of some of the botani cal extracts of Ech| nacea are
shown below. 25 30 14 WO 98/ 11778
PCT/ US97/ (2468 15 [err] When the EXAMPLE3 S - lahyt ochem cal s

(antimcrobial isolates, PRRMATOLOGICALANBVETERINDCY TEYIINGOr S) were
Animal testing to determine any possible dermatological
allergic reaction induced by the medical composition
(medicine) was undertaken. Six animal subjects were used. The
10 animals included 3 female rabbits (ages unknown); 2 dogs (1
female 2 year old, and 1 male 9 year old); one, 3 year old
neutered male cat. In these animal tests, the above
composition (medicine) was applied, in the previously stated
method, to the inside of the outer ear of each animal. In all
15 instances, the area being treated was kept coated with the
compound for twenty-four hours, matching the time human
subjects had used. The testing performed on the six animal
subjects indicated that there were no signs of dermatological

irritation or allergic reaction.

20
EXAMPLE 14

The above medical compound containing viral inhibitors
wés also tested on a papilloma virus caused wart on the muzzle
of a two year old gelded thoroughbred horse. Papilloma virus
25 warts are difficult to treat. The wart measured 25mm in
diameter. The antimicrobial compound (medicine) was applied
twice daily. The wart was then measured at each application.
Results: Quite unexpectedly, the wart decreased
dramatically in size by approximately 3mm per day while the
30 medicine was applied to the.wart and on the f£ifth day fell off

completely. It was observed that, at first the surface layers
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m xed, conbi ned and applied with a surfactant, preferably 20
benzalkonrunrchlorrde and a steril e agueous carrier, the results were
unexpected and surprisingly good in resolving (treating) herpes virus and
ot her infecti odO¥WIdE8ses and the effectiveness of the nedici PeT/WUSI7/02468
(mcrobicide) dramatically increased. Wien the synergistic nmedicine was .
tested topically %g in vivo, the herggs si.npl ex infections were

d

i medi ately arres Ehgy Rt PeFARer 5P s FPEXASTT ¢ PHRORARTt 22K FEY5PFP8t°uS
the benzal koni um ngﬁiéQe B a%%ake\mnglgibst@m WAkbY 8835nd@X st minish

within a safe |level and there was a hi gher 1evel inhibitory "activity
agai nst HSV 1 & 2in sike byn€igking 36r pe¢1mngéunham1dmmdnwshedgaGfthhep01nt

Echi nacea phyt ochegl cal g2 U0L ach anLuleL: Lol Ahed 37 R0 eh e o Py

PCT/ US97/ 02468 sokghiWhhl Dhtide Wi ReBeguehansghxedngnd the slight
adhesive quality created by the properties in solution. Furthernore, the
chenical properties of the Echinacea phytochenicals, surfactant and aqueous
carrier enhanced 5 stabilization and increased reactivity which is
useful in treating infectious di seases—Fhre—redi-etrre—can be used in varying
di lutions on: oral

In an ongoing, long term in vivo study of this invention,

10 which began with the first seven subjects in April of 1989 and

has now spanned 7 years, approximately 100 infectious

outbreaks have been treated with the medicine in different

concentrations, as described previously. In all cases the

surprisingly good results were the same: 1. Pain disappears

15 in minutes; 2. No outbreak occurs when the composition is

applied at the prodrome stage; 3. The outbreak resolves in
twenty-one hours when applied at the vesicular stage;

4. Longer latency periods or no further outbreaks.

20 IN VITRO TESTING
Laboratory testing was undertaken at the University Of
Chicago, Clinical Microbiology Laboratories to determine
inhibitory activity in vitro of the medical treatment and
composition (medicine). The laboratory testing was conducted
25 by the Associate Director, PhD, and Associate Professor of
Pathology. The in vitro testing of the medical composition,
referred to as the "Drug” below, yielded surprisingly good
results. It was determined that the medical treatment and
composition had unexpectedly, surprising excellent inhibitory
30 activity on HSV 1 and HSV 2. It was stated by the pathologist,

that he had tested "hundreds" of other compounds and had never
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and nasal mucosa; vaginal tissue; |abial tissue; anal and peri-anal tissue;
penile tissue; cutaneous tissue; open 10 subcut aneous tissue; and in
hi gher dilutions on ocular infections. By varying the concentrations, the

medi ci ne maywooGHA Y be adm nistered parenterally. The nmedighRendiig Pe
contraindicated in vagi nal or anal packs; in the ear canal; occlusive
dressings; casts or ingestion and such use nmay 15 produce irritation or
cheni cal burnsseen arythéngbes aned A8 evhar dd st kompedndi dédt o treat

anaerobic Tungal Gl 1S out SRR UAGLTRE Ul LT, SRR

appl i cation, ieontuetedustyd thailwas thnadewtak esbtizirddahdatRe thhei wéF il o
the nedical treatnent and nedicine of the present invention upon seven

human test subfB&Fag%ho HRK SBEENOE cINYRIRISSiRGy 8OT® ofHEYe sgientific data

The subj ects t L C 1+t : 1;ClDE | 5], Nng
benzal koﬁslcum C F‘gr %ggesgg?gg‘?%'ntaé%gn %&nll}%%&gﬁgéﬁﬁgﬁgﬁg(ng{)ﬁgyiat I 0 of
1: 750) in conbi nati OMEMF t pettreeide tratdainaboEasenal aEakdiaoea Thirg) Wsea Hen

powdered form containing the previously |isted phytochenicals. Application
30 of the EHFrﬁB§?t'P%ﬁ+%é‘sﬁ§dénb];/a}?;?%-l’%épf?)’? HAFIPE bYefFests WRME ng

the affected aggachr c¥geEChfIMtd Lfig. benzal koni um 16

“Fibroblast” is a mesenchyme human cell (a cell found in

10 connective tissue, blood, bone, lymphatics, and cartilage).

“IC,,“ pertains to the Inhibitory Concentrate. For this
testing a 50% endpoint was selected, as is typical. The number
following indicates the greatest dilution below 50%. Therefore
it is the definition of the endpoint.

15 1f an area under a dilution is left blank, it indicates
that there may have been toxicity at that dilution, the test
may not have been worth reading, or no interpretable data is
available.

If an area under dilution is marked with a hyphen (-),

20 it indicates that there are no plagues and there is total

successful inhibitory activity.

EXAMPLES 15-18

In these in vitro tests, the following drugs
25 {composition) was used:
Drug # 1. = Benzalkonium chloride surfactant in an

agqueous solution at a ratio of 1:750. The surfactant in the
agqueous solution was filtered before use and diluted in an
equal volume of 2X MEM to give a 1:1500 dilution in 1X MEM.
30 Drug # 2 = Echinacea powder .(photochemicals) in an

aqueous solution. This preparation was extracted by warm

22



WD 98/ 11778 PCT/ US97/ 02468 chl ori de
surfactant in an aqueous sol ution by spraying, dabbing, or using a dropper;
t hen applying a coating of the powdered phytochem cals over the wetted area
by either swabwosmardal | y sprinkling the powder onto the infpctuesh7aeas. An
5 | nportant aspect in this treatnment was mai ntai ning conpl ete coverage

of the affected area for, the duration of the gutbreak. Therefore, the area
of outbreak was kepPI¥§¢8Ped™WPERTLAE WREPEal TRONPOETEFY b@hYEQﬁﬂﬁﬂﬁqiiﬁﬂyas

needed. O the sever sylirggkd. Sing Wekgitewrshe, BofbADe Wae Ml 9ne 10 £i1telled
t he beginning of this study, the age of the male was 38, the fenale

subj ects were agespd®yt2thefical® we8te Ghthasd ifhare euual tymlume off €3t MEXS to
out br eaks over apprQxi el | x weeks. Ni 0of t.he eaks were HSV 2,
oy oS, S lEE Brahli o W%

geni tal herpes, ree we Sores. ar old and the 27
year old 15 5 fenal espexbi bt ed theptiihdcés olgbwiires ) phybecBémicalsol Gere
38 year old and the 39 year old fenmul es exhibited the HSV 2 (genital

herpes). The 38 ye&xtspgtafsandspmbined Yigh Gengpikomhumnghiorids Hurdacugut

2 Comial erpes) L, SUthe S ashe ity ol oSLABZE Rl AR et s
To obtain objectiveethtirdfugedecand fhktérsd Lefystissk nend aylivtied) iabam edtal
test treatment or %g{ut%gt Lg nZ}PfME;[Mh%omga?.lrg it[,]fi\é ucr);ld:i.rlei\J.F?:eeéclit preparation in 1X MEM.
10 1. Three 24-compartment plates were inoculated with
fibroblasts. Three different extractions (for comparison) in
five concentrations of the composition were used to screen for
antiviral activity in concentrations of: undiluted, 1:2, 1:4,
1:8, and 1:16 in 1X MEM. There were four control compartments
15 on each plate containing MEM without drug.

2. The growth media was removed from the compartments and
200ul of HSV-1 was added to each compartment of the upper half
of each plate. HSV-1 was diluted 1:5000 (2.0 ul of stock HSV-1
in 10 mL of MEM). The virus titer was 3x10° per mL. Also,

20 200ul of HSV-2 was added to each compartment of the lower half
of each plate. HSV-2 was diluted 1:2,000 (5.0 ul of stock HSV-
2 in 10 mL of MEM). The virus titer was 6x10° per mL.
3. The plates were incubated at 37°C for two hours.
4. The inoculum was removed and one mL of the MEM
25 containing Drugs #1-3 were added to the four compartments. The

concentration of the drug compared to the MEM is indicated

below.

30
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tests, the subjects were told that there may be pl acebos m xed in the
sanples of fornmula. 25 In seven cases, the antim crobial conpound
(medicine) was applied directly on tissue at the prodrone stage. In five
cases, the agblsghppebi al conpound was applied directly on giipi3seMesi Cl es.
The antim crobial conpound was reapplied as necessary to maintaln coverage.
30 _ (bservati ons: Wth each application of the nedicine, each

i ndi vi dual (test subject) reported a tirfdbleg isensation 17 W98/ 11778

PCT/ US97/ 02468 for a few secopds. The% al so reported that_there was a
substantial  degreEoncenrtratipp, Hpdilutsd 1:2nel 4 npdi®i b ¥&nti i crobi al)

conmpound to the vesbgh§(§&1pr af f eggpd areaggpherggecencezed the
conposition to the epithelial tissue 5 remai ned to a degree even after

showering or water MEMsiab)the area. Result 200Th230pes35®& HT5Q@ he testing of
the 7 subjects with the nedical treatnment and nedi ci ne were unexpectedly
surprisifdgly good and very consistent. In each case, the 10 subj ect

happi |y reported thgt onggeghiies COMPRYLE| ON1GERIEC NR)e VRS, ,2PPDEEE t AghiBe
affected area, the pain conpletely stopped
immediately after virus absorption.
Plate 1, Drug #1 contaminated with bacteria! No growth,
maybe debris.
10 Plate 2, Drug #2 contaminated with bacteria! No growth,
mayﬁe debris.

Plate 3, Drug #3 The results are indicated in Tables
2 and 3 below.

15 Table 2 - Drug #3 HSV 1 Test Results

Concentration undiluted 1:2 1:4 1:8 1:16

plagues 54 toxic toxic - 6% 12%%

plaques 42 toxic toxic - 4% 16*%*

Average 48 5 14 IC“>1;16
20

- v 2 t s
Concentration undiluted 1:2 1:4 1:8 1:16
- plaques 46 toxic toxic - 22%  32%x

plagques 49 toxic toxic - 21*  28%%*

25 Average 48 22 30 ICg,=1:8

*slight toxicity.

**yery small plaques

Comments: Testing with the medicine (Drug #3)} provided
30 excellent results. The cells look fine with no contamination.

At the lower'dilutions, the preparation may be toxic to some
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wWithin 10 to 20 m nutes when nothing in the past had ever eased pain
before. In the seven cases, where the conpound (rnedicine) was applied at

the prodrone stage, the subjects 15 reported that the pain stopped, all
synptons t hat WQASH1IT&ve previ ously escal ated to full outbreakcreswesssand
t he out break never occurred. Al  external synptons and physical

mani f est ati ons of er]_Fes ' sap&)\ear ed within a few hours after the nedicine
?/é:eg §esih

was applied. Int WP REERFFALIOR was pgsRattedlregneraastulain

applied to erupt eﬁyeﬁgﬁﬁ%oryi BecyRigcts reported that the pain stopped
in mnutes and the burning, itching and irritation resolved in two to four

hours and the vesicles dried up and were gone in twenty-one hours. In all
cases, the other nore extrene, debilitatjn tons 25 of : fever,

mal ai se, inguinal swelling, weeping sﬁt@&fmyﬁ%l “urination resol ved
once the negicine was yld etha ldbrigddtaentp. pages SWlCt S M 108y 9iyaL,

a supply of the conposition (nedicine) to test on future outbreaks, It was
reported that if firohdiasts agdghbeofodhowindrdrigsexhi bited, 30

o ately appl | od by e ha $1Re- oheREFBiond i GHIgRRIR7opTEALERE) 1%
PCT/ US97/ 02468 aqgueous solution. The benzalkonium chloride surfactant was
prepared by making a 1:375 dilution in water (32ul in 12.0 mL

10 of sterile water). This was filtered before use. This was
diluted in an equal volume of 2X MEM to give 1:750 dilution

in 1XMEM. The dilution was done to maintain the ratio.

Test Drug #2A = Echinacea purpurea powder
{(phytochemicals)
15 in an aqueous solution. This preparation was a 50 mg/mL

solution (300 mg in 6.0 mL of water) of Echinacea purpurea
powder in . sterile water. The mixture was vortexed and
refrigerated for four hours. The Echinacea powder preparation
was centrifuged at 3500 rpm for 15 minutes at 10° C and
20 filtered before use and then diluted in an equal volume of 2X
| MEM to give the undiluted preparation in 1XMEM.
Test Drug #3A = Echinacea purpurea
powder(phytochemicals)
dissolved 'ih benzalkonium chloride surfactant. This
25 preparation was a 50 mg/mL solution (300 mg in 6.0 wmL of
benzalkonium chloride, 1:375). The mixture was vortexed and
refrigerated for four hours. The phytochemical and surfactant
mixture was centrifuged at 3500 rpm for 15 minutes at 10° C
and filtered before use, and then diluted in an equal volume
30 of 2X MEM to give the undiluted preparation in 1XMEM.

1. Three plates were used to screen the three drug

25



instructions and the outbreak was fully arrested and further synptons never
occurred. Significantly, it was also reported by subjects who were
accustonmed to experiencing several outbreaks annually, that they had

remar kabl y atency 5 periods. In a three year f one

i ndi vi dual kﬁgﬂﬁggkreported severe out breaks nmonthly for fgéteéggggsprior
to use of this nedicine, she now reports that she has not had an outbreak
in over a year prepagattobfig. t MTise Mechudditradddnsi Oheledesetyat sepsen ONeor
human nmal e subj ect reported, 10 that after the initial qﬁglgcatlon
during the prod@PSA¥iERAsBCHEViEY BE¥Drbak, 1tb shoter@fd ahitd obyolX MEM.

reapply the copp@gpt }:99‘3 (lenge“cjoH‘E}ofloéorg% .de%sotmaggéﬁ??és £ ee'ﬁénﬁgig% S.

Consequently, sSeveral ves s erupted egan to coa e subjett
proceeded to rmMEgpwithbet cdmppsiti on (nedicine) 15 and thereafter kept
the area well coated with the co sition. Subs ently, the outbreak

resolved ¥ n 21 hour§'iFh?Hﬂx§§ﬁegggﬁhépsa§eﬂggﬁ i B hCPTRATMSBE AR N

subj ects. Anot Bgh,9bsE IRl 10RakNshdad @& Lheh étggoﬂmggi bE ofnd MRS R £ MRY

be weakened or less effective in the presence certain proterns or
soaps. One hunefi éschlplahehbj 6V 1 wegs [kdvatbdeh: 0048y | (2. eal cofs stockl Hawsi ng

the affected area_prior to ligatiaon of the conposition (medjcine). This
occurred during® %B_Wﬁi?g %ﬁ@gTe K afrd® ﬁégFﬁgwa u%f%és Fththe
conposi tion (nedi chnerh@nplaed vete AWidabadka. at | 874direr2Sour hblstance,

when the conposition (nedicine) was applied, there
10 4. The inoculum was removed and one mL of the MEM

containing drugs #1A-3A were added to the four compartments.

Table 4
Concentration Undiluted 1:2 1:4 1:8 1:16
15 Drug (ul) 4000 2000 1000 500 250
MEM (ul) 2000 3000 3500 3750
5. Results: HSV-1, liquid overlay, composition added

immediately after virus absorption.

20
- \ - v
Concentration 1:2 1:4 1:8 1:16 1:32
- plaques 70  toxic toxic toxic toxic toxic

plagues 68
25 plaques 58

plaques 74

Average 70 1¢Cs,

Comments: These compartments have a fine precipitate over

the cells. Benzalkonium chloride probably precipitates with

30 the protein in the medium.
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was no famliar tingling sensation and no relief from synptons.

Approxi mately 24 hours el apsed before she sought any advice and the

out break had escalated to the full vesicular eruption stage with all the

f oregoi ng synpY@A¥3T8 t he di sease. 30 She was i nstruct ed PCB/USHRE8gh| v

rinse any soap residue fromthe area, dry the area and reapply the

conposition (nedicine). 19 a WO_98/ 1177 . gav

PCT/ US97/ 02468 After foIIoa%ﬁ%grﬁe-fé?F?§§¥¥Un§§ﬁﬁk§qq§ﬁ§%%¥ﬁ¥%at t he

outbreak fully resabeatragsont had in.dhe twp pripsg out r.aaks, iafder

appl ying the nedical conposition. 5 EXAMPLES 8

- 13 DERVATOLOG CatagamesVETERI NARY TESTI NG Ani mal testing 88 det e@*ne any

possi bl e dernato#gghg L alLgrgic reaction induced by the gedical

conposition (medfc e? was undertaken. Six animal subjectsS were used. The

10 ani sal s i ptagded 3 ¥#nal e rabbits (ages unknown); 2 dogs @k fenale 2

year old, and 1 nale 9 year_old); one, 3 year old neutered nale cat. In

these ani mal tesP&29RRE abble conposition (fredicire) was appliedllin the

previously state d, the inside of the o r gal4-,0f each animal. In

all 15 insta%ggg%gghe Z?ea bei ng treated masqubfﬁﬁggted with the
Comments: Although there were some plagues, they were

very small.

10
Table 7 - Drug #32 - HSV 1 Test Results
Concentration 1:2 1:4 1:8 1:16 1:32
plagues 72 toxic toxic toxic toxic' -%
plagues 68 -

15 plagues 67 -

plagques 70 -
Average 70 1C,, >1:32
Comments: Although there was some toxicity, this drug was
very successful in inhibiting the virus, there did not appear

20 to be any plaques. ‘

EXAMPLES 23 - 27
Four 24-compartment plates were inoculated with
fibroblasts.

25 Test Drug #1B = Benzalkonium chloride surfactant in an
aqueous diluent. The benzalkonium chloride was prepared by
making a 1:1000 dilution in water (10ul in 10.0 mL of sterile
water). This was filtered before use and diluted in an equal
volume of 2X MEM to give 1:2000 dilution in 1XMEM. (500 ul drug

30 plus 500 ul of 2X MEM).
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conpound for twenty-four hours, matching the time human subjects had used.
The testing perfornmed on the six animal subjects indicated that there were
no signs of dernmatological irritation or allergic reaction. 20 EXAVMPLE 14

The above nedv@gsdnigmmpound containing viral inhibitors was g&f@%ﬂ&d on a
papi |l oma virus caused wart on the nmuzzle of a two year old gelde

t hor oughbred horse. Papilloma virus 25 warts are difficult to treat.
The wart neasured 25@eskn dPangt er #2B The, anEchivaocdhal pompexer| (npodvdéene)

was applied twice,daily, Th r, s_t hen measured at,.each _application.
Resul t s: Qui t'€ hygﬁgéﬁ'&‘f%dﬁvy?,ltn \f,’\‘ﬁea&l\ﬁe/aor‘fs S zegéﬁgédﬂb"‘rsar%ﬁt %glal‘%%o?nw%? ze
by approxi mat el y 8Mng¢hLdsyludiidre (Rise @B in s NEICioTe wakerdppEi edhinabés
wart and on the fifth day fell off conpletely. It was observed that, at
first the surfadtrpyyeasoowler iprrYeyylesygter. The mixture was vortexed and

PCT/ US97/ 02468 of b | h
% .%efﬂ&e?‘%(g:%% e?ﬁ? t @ofear Ay s EXPRRIDY £ALY %8%% t S?g@&%ﬁ&i

papul es. en intéere e warts did not just dimnis

fl aki ng or peel iprepatrheyoli wadicenedifugedeatp@smn epmatbAacismiinutes be 10°

subject's epiderms and_fell off still - ) .
C and filtered before use, and diluted in an equal volume of
2X MEM to give the undiluted preparation in 1XMEM. (500 ul drug
plus 500 ul of 2X MEM).

10 Test Drug #3B = Echinacea purpurea powder
(phytochemicals) dissolved in benzalkonium chloride
surfactant. This preparation was a 50 mg/mL solution (250 mg
in 5.0 mL of benzalkonium chloride, 1:1000). The mixture was
vortexed and refrigerated for four hours. The Echinacea

15 phytochemicals and surfactants were centrifuged at 3500 rpm
for 15 minutes at 10° C and filtered before use, and then
diluted in an equal volume of 2X MEM to give the preparation
in 1XMEM (500 ul drug plus 500 ul of 2X MEM).

Test Drug #4B = Echinacea purpurea powder

20 (phytochemicals) in an aqueous solution (diluent) and then
mixed with benzalkonium chloride surfactant at a ratio of
1:1000. This preparation was a 50 mg/mL solution (250 mg in
5.0 mL in 5.0 mL of water) of Echinacea purpurea powder in
sterile water. The mixture was vortexed and refrigerated for

25 four hours. The aqueous phytochemicals were centrifuged at
3500 rpm for 15 minutes at 10° C and filtered before use. This
preparation was diluted in an equal volume of benzalkonium
chloride at a ratio of 1:1000, to get the Echinacea-
benzalkonium chloride mixture. This mixture was diluted with

30 equal volume of 2X MEM to give the 1:4 preparation in 1XMEM
{500 ul drug #1 and 250 ul drug #2 plus 500 ul of 2X MEM).
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9. somewhat intact with no sequela scarring. In an ongoing, long termin
vivo study of this invention, 10 whi ch began with the first seven
subjects in April of 1989 and has now spanned 7 years, approxinmately 100

i nfectious out BYR¥HETMave been treated with the nedicine in dieChassvidess
concentrations, as described previously. In all cases the surprisingly good
results were the sane: Pai n .disa gFars 15 I n_m nutes; 2 hb out br eak

occurs when the COfT'pOSiLtI BRUT PLERAS MgTst UFRE 1P RETHRP st

out break resol vespirBph¥&bidndnNe FUr coMeencaphbsd aheéaéaveébcuééfeéﬁagfor
4. Longer latency periods or no further outbreaks. 20

I N VI TRO TESTI NG EHBBV%FG‘%# VAtdFi EHgWers rifer faken htBQheﬁrlshlhfé-lGQI apd(L:320

Chi cago, Cinical I oratories t termne in

activity in vitro of ﬁgéb?re i caf%ap?ﬁ%t ent o g%%nﬁ%@??’f% h:r?ed’PcF%ES‘ Piate
| aboratory testi ngonsaindmglMEM &izhout dbwgthe Associate Director, PhD, and
Associ ate Professor of Pathology. The in vitro testing of the nedlcal
conposition, referred $o B¢ EH@WthmﬁfﬂabHP@WFGWHW§ddédogutk#|Qanyrymgobd and

results. It was d%@rin&ed{st‘p % ‘?ﬁﬁq‘@ egég gttegatrtg{led{;c?gpgﬁltlon ha\m]o

unexpectedly, surprising exce tor
HSV 2. It was stareasbqftmnppuaaéognsw,ltm digduited tesbed (2hondl eds"stdck

ot her conpounds and had never 21 ) ‘
V-1 in 10 mL of MEM). The virus titer was 3x10° per mL.
10 Also, 200ul of HSV-2 was added to each compartment of the
lower half of each plate. HSV-2 was diluted 1:2,000 (5.0 ul
of stock HSV-2 in 10 mL of MEM). The virus titer was 6x10° per
mL.
3. The plates were incubated at 37°C for four hours.
15 4. The inoculum was removed and one mL of the MEM

containing drugs # 1-4 was added to the four compartments.

Iable 8
Concentrate 1:20 1:40 1:80 1:160 1:320
20 Drug (ul) 400 200 100 50 25
MEM (ul) 3600 3800 3900 3950 3975

5. Results: HSV-1, liquid overlay, drugs added

immediately after virus absorption.

25
= - A"
Concentration 1:20 1:40 1:80 1:160 1:320
plaques 37 toxic toxic toxic toxic 15?%
plaques 45 1872%*
30 Average 41 ' 1c,,

Comments: Slightly toxic, test was difficult to read.
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WD 98/ 11778 PCT/ US97/ 02468 seen

anyt hing as good as what this conpound did. The following are the tests of

the nedicine that were conducted and results that were obtained at The

Uni versity ofwgbgg@esp. For ease of interpreting sone of th E& g%# c data
5 and test results, the follow ng definitions apply: h§ ns to

i M niml Essenti al Nbdiunl This is the culture nediumused in | aboratories

i for growi ng the cel | #SUpan Wiaghdt exterlay,| dmgsunadded biopedtately after

- mesenchyne human.cel | a ce+ found in 10 connective tissue, blood,

bone, Iynphat|c¥ HRa® car age) "ICerr]" pertains to the Inhibitory

Concentrate. For this testing a 50% endpoi nt was selected, as is typical.

The nunber follow ng indicates the greatest dllutlon belom150@6 Therefore

it is the definition of t&RuehddhinDrugs 1 HSV 8L Reslfder a

dilution is |ef ndi cat t hat, ot here y been icity at

t hat dlluffon Fﬁgcgﬂgfa%%§ﬁnotqﬁagz bgén wor h8pralad?(ra:ié&)orel3t:ﬂ9<

interpretabl e dplaguesavaBsabl e.tdtian mnde undeicdi tokion iz marked with a

hyphen (-), 20 it indicates that there are no pl aques and there is
total successfuPlPAHESitof9 activity. EXAMPLES 15-18
Average 40 19
1C;>1:320
10 Comments: Test was too toxic to give a good reading.
- -_H R

Concentration  1:20 1:40 1:80 1:160  1:320

plagques 39 2% B* 23+* 24 44

15 plagques 40 3 18 11 28 38
Average 40 3 13 17 26 1Cs,
>1:80

Comments: Small plaques.

20 b, - 2B - HSV 2 T
Concentration 1:20 1:40 1:80 1:160 1:320
. plaques 48 21 33
. piaques 52 22 38
Average 50  21.5 35.5 1Cg, >1:20
25
b3 = - _HSV
Concentration- 1:20 1:40 1:80 1:160 1:320
plaques 44 1* 17 31 37
plaques 46 - 16 28 27
30 Average 45 - 17 30 32
1Cg >1:40
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In these in vitro tests, the following drugs 25 (conposi tion)
was used: Drug # 1. = Benzal koni um chloride surfactant in an aqueous
solution at a ratio of 1:750. The surfactant in the aqueous sol ution was
filtered beforavaesaiamsd dil uted in an equal vol une of 2X NMEM PCTAISY®2468
1: 1500 dilution in 1X MEM 30 Drug # 2 = Echi nacea powder

(photochemcals) in a eous’ This preparation s, ext ed b
warm 22 VO 98/1177880m%ents i?tgoug there £ some 8 !@Ha? %%

infusion in steri EﬁcE@EQEulTBEefé(tdﬁftrﬁﬂ: Rippeaehesi Bal snyasl RAMS.i fuged
and filtered bef ore use. The filtered phytochem cals were dil uted
in an equal volume of 2X MEMto give the undlluted preparatlon in 1X MEM 5
Drug # 3 = Echinacea powde',js,‘,:\F l('eo% OCE S : and conbi ned
wi t h benzal koni um chl ori de Y  TTOST On pr 0cess. The
conbi ned prapar at peAcwAsraeidni f ugszb andnc ilot er etl: Bef ore: 18® andi:d@douted i n
an equal volunme of 2X MEMto give the undiluted pregaratlon in 1X MEM 10
1. Three 24-conpafenefielpPates wek¥ i nocul #’ed wi tB°fi broblasts. Three
di fferent extractlggéu%i__,or gpmpar{son) in Kipve concentrations of the
conposition were Bsé 0 screen for

Average 44 11 29.5 1¢,, >1:20

Comments A difficult test to get a really good reading.

10 However the drug has successful inhibitory activity.
= = D -~ ¥
Concentration 1:40 1:80 1:160  1:320 1:640
plaques 47  toxic toxic toxic 33
15 plagues Aé ' 28
Average 48 ' 30 1C,, >1:320

Comments: Too toxic at the higher levels. Nonetheless,

there was ihhibitory activity at 1:320

20 Table 16 - - HSV 2 T

Concentration 1:40 1:80 1:160 1:320  1:640

plagues __33"? toxic toxic toxic 2% 16

. plaques 4Q. ”. 4 20
Average 39 3 18 1C;, >1:640
25 Comments "Toxicity probably due to the benzalkonium

chloride. The drug at the 1:320 dilution showed very strong
1nh1b1tory act1v1ty

The in V;tro tests of Examples 23-27 used raw materials

which wefefﬁﬁt féfined. Nevertheless, the tests demonstrate

30 surprisingly-goéd viral inhibitory activity and a probable

synergy béﬁﬁééﬁﬁthe constituents.
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antiviral activity in concentrations of: undiluted, 1:2, 1:4, 1:8, and 1:16
in 1X MEM There were four control conpartnents 15 on each plate
cont ai ning MEM wi t hout drug. 2. The growth nedia was renoved fromthe

conpart ment s yap ool of HSV-1 was added to each conpart nepprrkstddsssupper
hal f of each plate. HSV-1 was diluted 1:5000 (2.0 ul of stock HSV-1 in 10

mL. of MEM. The virus titer was 3x10[err] per nmL. Al so, 20 200ul of
HSV-2 was added to e&Bhthenpaeceding ointhitrtoastswheye Brugisph it e3AHERA?2
was diluted 1:2,Q00 0 ul,of stock HSV- 2 i 0 f M ... The VviJus
titer vas ox10[8Pr] 1E5e nonipaded” idlired ehvoedlionteals, saoad 1 gp
two hours. 4. Thembifedl witWafenzaTR¥AduANSh IS dH- sOkfh8€aMEMtAe resultant
cont ai ning Drugs #1-3 were added to the four conpartnents. The

concentration ofe@ieinpug dempasrerREed t e \INRaILey AntdydedlbarsdviBy, 23nd

Concent ration DRER uFSTOFREEMY. 3o ToRSt IR0 By (uFYPonY HORReTE Exgg

1000 500 250 Mebfpohgnts: Echinacea purpu@@0af@(erdzl®odItt chloride. This
can possibly be explained by a shared stability and enhanced
reactivity between the two components. The benzalkonium
chloride in the synergistic mixture exhibited a lesser degree

10 . of toxicity and the synergistic combination (medicine)

exhibited a greater degree of antiviral activity, particularly

with HSV-2.

SURFACTANTS

15 While benzalkonium chloride is the preferred surfactant.
for best results, in some circumstances it may be desirable
to use other qgquaternary ammonium surfactants or other
surfactants.

The quaternary ammonium compound can be dicocodimonium

20 chloride, which is also known as dicoco alkyldimethyl,
chlorides or dicoco dimethyl ammonium chloride or Di-CB-18-
alkyldimethyl, chlorides. This can be used in combination
with isopropanol, such as 20-30% isopropancl. The preferred
source of quaternary compound comprises: 70-80% guaternary

25 ammonium compound and less than 0.03% methyl chloride, has a
specific gravity of about 0.87 at 115 degrees F, a vapor
pressure of 33 mm/Hg at 68 degrees F, an initial boiling point
of 180 degrees F at’ 760 mm/Hg, and a volatility of 20-30%, and
is produced under the brand name CarSpray 300 by Witco

30 Corporation, Dublin, Ohio, USA. The quaternary compound can
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5 5. Resul ts: HSV- 1, liquid overlay, Drug added inmediately after
virus absorption. Plate 1, Drug #1 contam nated with bacteria! No growh
maybe debris. 10 Plate 2, Drug #2 contaminated with bacteria! No
growt h, maybe WeA8i1g778P| ate 3, Drug #3 The results are indi eax/Esp7iopdes
Tables 2 and 3 bel ow. 15 Table 2 - Drug #3 HSV 1 Test
Results Concentration . ungdil.uted 1:2 4., 1:8 1: 16 pl agues 54,

t oxi c t oxi ¢ Provides 181ffﬁptﬁFﬁqGB§11tﬁ?s a?%x?%rveé)aﬁ(ﬁd%?ng}C1de4t°
16** Average 4&yeat fungus and yeast infec®ions.l4 - Iderr]>l:16 20
Table 3 - Drua #3 HSV 2 Test Results Concentration wundiluted 1:2 1: 4
1:8 1:16 plaques 4@thegpgpaternary gumonium comppundgomay e qififul ,4guch

t oxi c toxic__ - * Ax2 r '

22 .30 Ne| earsr]g]f?%';&esc} [ éﬁ?ejfoglhgi tljfé\{@* 3%?“3? s#’éﬁ IQ%?%qtzJ%s'?SOo%egFg’so
Testing w th t he omegiicane,( Pneg #3) coreicdad, 3Dexas, eusk) | @ntprodtidets undéhe
cells look fine wwth no contam nation. At the |ower di]lutions, the )
preparation may K&et brped: pagefeCarspray 400 and Carnauba Spray 200 by Witco

Corporation, Dublin, Ohio, USA, or containing 9% denatured

ethyl alcohol such as sold under the brand name BTC 2125M by
Stephan Company, Northfield, Illinois, USA, or the following

10 MAQUAT products comprising n-alkyl dimethyl benzyl ammonium.
chloride produced by Mason Chemical Company, Arlington
Heights, Illinois, USA. LC-12S (67% Cl2, 25% Cl4, 7% Cle, 1%

C1i8), MC 1416 (5% C12, 60% Ci14, 30% Cile, 5% C18), MCl4l2 (40%

Cl2, 50% Cl4, 10% Cl6), SC-18 stearyl paste or flake (5% Cls,

15 95% C18), TC-76 or MQ-2525 (5% Ci2, 60% Cl4, 30% Clé, and 5%
C18) and MC6025-50% (25% Cl12, 60% C14 and 15% C16). Jet Quat

2C-75 comprises: 50-75% dicoco dimethyl qﬁaternary ammonium
chloride, 20-50% isopropyl alcohol, has a specific gravity of

0.88 and a boiling point of 180 degrees F. CarSpray 400

20 comprises: 55-65% quaternary ammonium compounds, 20-30%
amines, C14-18 & C16-18 unsaturated, alkyl, ethoxylated, 10-

20% isopropanol, and less than 0.03% methyl chloride, and has

- a specific g:avity of approximate 0.88 at 75 degrees, F, a
vapor pressure of 33 mm/Hg at 68 degrees F, an initial boiling

25 point of 180 degrees F at 760 mm/Hg, and a volatility of 10-
20%. Carnauba Spray 200 comprises: 50-60% quaternary ammonium
compounds, 10-20% isopropanocl, 15-25% water, 1-10% alkoylated
carnauba wax, and less than 0.03% methyl chloride, and has a
specific gravity of about 0.90 at 80 degrees F, a vapor

30 pressure of 33 mm/Hg at 68 degrees F, an initial boiling point

of 180 degrees F at 760 mm/Hg, and a volatility of 20-40%.
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24 W8/ 11778 PCT/ US97/ 02468 of
‘the cells. This preparation was unexpectedly successful inits inhibitory
activity. EXAMPLES 19-22 5 Three 24-conpartnent plates were

i nocul at ed wblekni7z®r obl asts and the foll owi ng drugs. Test deussotides—
Benzal koni um chl ori de surfactant in an aqueous sol ution. The benzal koni um

chloride surfactant was prepared by making a 1:375 dilution in water (32ul
in 12.0 nL 10 of Nerignie synfacranthi sreesuridaecest ivef opepoverds Whichwas
diluted in an equal vglgn% of _2X t|:\/EM tol‘g_'ilive 1: Z%g di l:utiontiiin 1XMEM The
dilution was dBhe?d HRMAER Wt e Far T Yres §g “USA these ROsfSfitea
purpurea  pPOVEedrdpHIL Qe RErGReridPics Yy vARLAEUSHO WheS PridbefBe dhéSein
preparation was a 50 ng/nL solution (300 ng in 6.0 nL of water) of

Echi nacea pur Rff en poatanateds chaiipe (ager .2 MR YHOXYStBYhaBe vehatnked thel

refrigerated fQr . ho : The Echipa P | ef@ﬁ
centri fuged atf%%%lgﬂ:b% #é?ti@moﬁu'?gg g‘tgilig‘?ye\?reﬁ’e%ggin%%&éy [ efraét ¥
bef ore use andad¢irds, diphdresis,n adcehodk, vamidesof o2 X dvEMdsn gi VExéWslaxy
undi l uted preparation_in 1XVE

compounds are t:hl\e/l poly- (ethylene oxide) condensates of alkyl

phenols, e.g. the condensation product formed from one mole

of nonyl phenol and ten moles of ethylene oxide, and the

10 condensation products of aliphatic alcohols and ethylene

oxide, e.g. the condensation product formed from 1 mole of
tridecancl and 12 moles of ethylene oxide.

The nonionic surfactants can comprise phenol ethoxylates

comprising a condensate product of ethylene oxide and an alkyl

15 phenol or an aliphatic alcohol. The nonionic suffactants

preferably comprise nonophenol ethoxylate such as T-DET,

and/or octaphenol ethoxylate. The nonionic surfactants are

reaction products of ethylene oxide and nonolphenol and/or

octalphenol. The ratio of the phenol to the ethylene oxide

20 can range from 2:20 to 4:16 and preferably is about 8:12.
Nonionic synthetic surfactants can comprise nonionic
detergents. Nonionic synthetic surfactants can also be formed
by condensing ethylene oxide with a hydrophobic base formed
" by the condensation of propylene oxide with propylene glycol.
25 The hydrophobic portion of the molecule which, of course,
exhibits water insolubility has a molecular weight of from
about 1200 to 2500. The addition of polyoxyethylene radicals
to this hydrophobic portion tends to increase the water
solubility of the molecule as a whole and the liquid character
30 of the product can be retained up to the point where
polyoxyethylene content is about 50% of the total weight of
the condensation product. Other nonionic synthetic
surfactants can include: the polyethylene oxide condensates
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Test Dr ug #3A = Echi nacea pur pur ea

powder (phyt ochemni cal s) dissolved in benzal konium chloride surfactant.
This 25 preparation was a 50 ng/nL solution (300 ng in 6.0 nL of

benzal koni um c\N@1d®8 1: 375). The mixture was vortexed and reérusgerosdssd
for four hours. The phytochem cal and surfactant m xture was centrifuged at

3500 rpmfor 15 m pnutes,a O[err] Cand filtered before use, and then
diluted in an eq v§m9§ﬁk°isof B¢ IEM 188 gi \‘fé’ngﬁgsﬁﬁ%ﬁ”i‘ut Foducts  of

preparation in 1xMElphenfilrsee oyl atdésliwglphesels t ovleoredan the tallkegl dragods

W08/ 11778 contains from about 6 tp 12 carbon %’g éJ%%?/eQ.%ﬁgg a, straight
preparations. The concentrations needed to screen for antiviral actl vl

were 1:2, 1:4, 1:804hePn drpnghed qpadn Aotd SWeprEipBur vibht pehylene oxide.

conpartment$ on erigh gilntlensonkadai can MeMpresbadt ifragbufts equal to2s E'dﬂgzs

growt h nmedi a was ﬁ@%/ f tE g{{;&r n ng .2 V-1 S

to each corrpartme“E]t of t eéj_'-éj{p?pler % of bggchgégatgg. g%@%@m I"\[(#%aaaﬂqﬁd

1: 5000 (2.0 ul ofsuRfcEusgy. 10| Fugl sAmRAUNGE\FanThe deriyed; frem pplymerized

3x10[ err] per nl.pibopylleneyl atidsobatglensybatackeaie 3dem-henkae.four hours.
4. The 'n%ﬂilgﬂi\cmssﬁfgg&.eﬁltasndcgﬂe ' :oOf bteheprl\c/)%\\/Jced from the

10 condensation of ethylene oxide with the reaction product of

propylene oxide and ethylenediamine, e.g. compounds containing
from about 40% to about 80% polyoxyethylene by weight and
having a molecular weight of from about 5,000 to about 11,000
resulting from the reaction of ethylene oxide groups with a
15 hydrophobi¢ base comprising the reaction product of
ethylenediamine and excess propylene oxide; the base having
a molecular weight on the order of 2,500 to 3,000.
Other nonionic surfactants include the condensation
product of aliphatic alcohols having from 8 to 18 carbon
20 atoms, in either straight chain or branched chain
configuration, with ethylene oxide, e.g. a coconut alcohol
ethylene oxide condensation having from 10 to 30 moles of
ethylene oxide per mole of coconut alcohol, and the coconut
alcohol fraction having from 10 to 14 carbon atoms. '
25 Further rionionic surfactants include long chain tertiary
amine oxides corresponding to the following general formula:
RyR;R,N-*0
wherein Rl is an alkyl radical of from about 8 to 18 carbon
atoms, and R, and R, are each methyl or ethyl radicals. The
30 arrow in the. formula is a conventional representation of a
semi-polar bond. Examples of amine bxides suitable for use
include: dimethyldodecylamine oxide, dimethyloctylamine oxide,
dimethyldecylamine oxide, dimethyl‘tétradecylamine oxide, and
dimethylhexadecylamine oxide.
35 Other nonionic surfactants can include: 1long chain

tertiary phosphine oxides corresponding to the following

general formula RR'R"P~0
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cont ai ni ng drugs #1A-3A were added to the four conpartnents. Table 4
Concentration Undiluted 1:2 - 1:4 1:8 1:16 15 Drug (ul) 4000
2000 1000 500 250 MEM (ul) 2000 3000 3500 3750 5.
Resul ts: HSV-wodshetgd overl ay, conposition added inmedi at e'ﬁbﬁ(fléﬁlﬁul{d r us
absorption. 20 Table 5 - Drug #1A - HSV 1 Test Results Concentration

1:4 1:8 1:16 1: 32 pl agues 70 toxic toxic toxic

toxic toxic pl adueaein 68 i2b an alp{ya]queaslkexﬁ& m:aqnmsohyd&ébx%xear}@ge rad?ﬂ:al
1C[err] Comments: These_conpartnents have a fine preci pltgte over

cel I's.” Benzal ko RHl 6F Pl Hitchasl ﬁaﬁ’@’&l FI0F N \HRR3dengthy ar p‘?ot@dn
in the medium 26 aerQEQﬁléﬁ%ﬁgor monoh{drox alkyl ?ro%%nccontalnlng from

PCT/ US97/ 02468 Table 6 - ug #2A - HSV 1 Tesi Resul entration
1: 2 1: 4 118 to 13 1@:arbgn32atoms. The arrow in the formula is a
5 conventional representation of a semi-polar bond. Examples
of suitable phosphine oxides are: dimethyldodecylphosphine
oxide, dimethyltetradecylphosphine oxide,
ethylmethyltetradecylphosphine oxide, cetyldimethylphosphine
oxide, dimethylstearylphosphine oxide,

10 cetylethylpropylphosphine oxide, diethyldodecylphosphine
oxide, | diethyltetradecylphosphine oxide,
dipropyldodecylphosphine oxide, bis- (2-hydroxymethyl)
.dodecylphosphine oxide, bis- {(2-hydroxyethyl)dodecylphosphine
oxide, (2-hydroxy propyl)methyltetradecylphosphine oxide,

15 dimethyloleylphosphine oxide, and dimethyl- (2-
hydroxydodecyl) phosphine oxide.

In somé.tircumstances it may be useful to use other
surfactants such as: another cationic surfactant, an
ampholytic surfactant or a zwitterionic surfactant.

20 The cationic surfactants can include cationic detergents.
The cationic surfactants comprise compounds which ionize in
an aqueous medium to give cations containing the 1lyophilic
group. Typiééltéf these compounds are the quaternary ammonium
salts which;éﬁp;ain an alkyl group of about 12 to about 18

25 carbon atoms,.:such as lauryl benzyl dimethyl ammonium
chloride.

Ampholytic surfactants are compounds having both anicnic
and cationic groups in the same molecule. Exemplary of such
compounds are dérivatives of aliphatic amines which contain

30 a long chain of about 8 to about 18 carbon atoms and an

anionic water solubilizing group, e.g., carboxysulfo, sulfo
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pl aques 72 - - - o* 12* pl aques 74

- - - 7 8 5 pl aques 79 - -

- 4 12 pl aques 71 - - - 7 11
Aver age 70 WO9811778 1Cerr] >1:32 Comrents: Al remyussriozdeer e
were sone plaques, they were very small. 10 Table 7 - Drug #3A - HSV 1 Test
Resul ts Concentrat. 32 ues
72 t ox ICBE: leégf(at(::o to‘%%cagnp 1e§ oo% S hqujz 8'Lec1: ﬁigg e}gégt_swa}e "T'cp&ﬁgns%
67 plaques 70 Avdeag?amidOpropane sulfonate, sodlquNHmdtHyl1£%daaﬁﬁﬁnb&d

Although there was_sone toxicity, this drug was ver successful in
inhibiting the viFehatefhshbstpnces suchas her We HFphAtidyded amino
EXAVPLES 23- 27 FQ §as24- E@E@ﬁ{éﬁ%h Riakgs éd‘o‘i th,
fibrobl asts. Cidss Drug #TB = Benza ortlzi um cEjf]g g}éays%rfact an ic

in an aquedus d| buénes, ThadbMM|mdalzlodnndedwasztepased by meking a

1: 1000 dilution in water FlOuI in 10.0 of sterlle vvaterldThls was .
filtered before use a WAHFPEERY G n o7 can  include  synthetic

detergents. Zwitterionic surfactants are generally
derivatives of =aliphatic quaternary ammonium compounds in
which the aliphatic radical can be a straight chain or
10 branched and wherein one of the aliphatic substituents
contains from about 8 to 18 carbon atoms and one contains an
anionic water solubilizing group, e.g., carboxy, sulfo, or
sulfato. Examples of compounds falling within this definition
are: 3-(N,N-dimethyl-N-hexadecyl ammonio) -propane-l-sulfonate
15 and 3-(N,N-dimethyl-N-hexadecyl ammonio) -2-hydroxy propane-1-

sulfonate.

TREATMENT

The preferred medical treatment comprises a method for

20 use in treating herpes virus or other infectious diseases by
resolving the physical symptoms of an infectious outbreak of
herpes simplex wvirus 1 or 2 (HSV 1 or HSV 2) or other
infectious microbial diseases within 1-30 hours. This is
accomplished by topically applying the above described

25 © preferred antimicrobial compound (medicine) on the infected
area of the herpes simplex virus or other infectious microbial
disease, and maintaining the antimicrobial compound on the
infected area for 1-30 hours, preferably at least 10 hours.

The antimicrobial compound (medicine) can be applied in the

30 manner previously described and most preferably coats the

infected area. Desirably, the infected area is rinsed
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vol une of 2X MEMto give 1" 2000 dilution in 1IXVMEM (500 ul drug 30 pl us
500 ul of 2X MEM. 27 W08/ 11778

PCT/ US97/ 02468 Test Dr ug #2B Echi nacea pur pur ea powder
(phyt ochem cqbasni#g an aqueous sol ution. This preparation Visnssonbtesn/ N
solution (250 mg in 5.0 nL of water) of Echinacea purpurea powder in
sterile water. The m xture_was _vortexed and 5 refrigerated. for four
hours. This HeRisheSda apdwaEied HoepnavtonMas SeaRt O u’@%%lldoﬂe 3880 H¥m
for 15 mnutes.; f e Ysfo d aly

vol une of 2X I\/I% teégsgvggg 5éf(5§{elelcjlt't}%dgg?%8ar atkln?r} |C%h‘k§(tl\l/gﬁ/l k‘935%)%:Jﬁrlgiudrug
pl us 500 ul of ap¥1NVEN). . meeferably, Viegsitcul apr agupt#GB of -herpeshiviagsa are

pur pur ea powder (phytoche di ssal ved benzal konj u
chl oride surfad&®€ eﬁm’s“p?@pg %ﬁob‘f‘f ﬁe%’o?’tﬁl?)ﬁe %‘ggjlﬁﬂ oy

5.0 Nl ofs benzgLkanbury £5! Oid Wovk: égggr}lbeﬁlﬁlogtxﬁﬁéf‘eﬁ%ﬁ \h@&&@%ﬁé’ a{lcthe
refri gerat ed for tfour hours. The Echinacea 15 phytochem cal s and

surfactants werniafectrion ffoged9a243590r$pmfor 15 minutes at 10 C and

filtered before use, and then dil ut an vol.u f Mto
the preparation in TREE 6o ™FYdA vaBFﬁge%O%PaT'h%fm ‘I'\ﬂ%Mtrea mere” afid’®

medicine (compositions) of the invention are:

1. Superior results in ending the pain of herpes simplex
10 viral infections and other microbial infections.
2. Outstanding performance in rapidly resolving outbreaks

of herpes simplex virus and other microbial diseases.

3. Potentially saves lives of neonates and animals.
4. Reduces risk of blindness in newborns.
15 5. Reduces worldwide economic loss from herpes and other

microbial diseases.
6. Resolves the serious emotional and mental anguish of

herpes sufferers.

7. Readily available materials (ingredients).
20 8. Economical.
9. Safe.

10. Easy to use.
. 11. Dependable.
12. Effective.

25 Although embodiments of the invention and examples have
been shown and described, it is to be understood that various
modifications and substitutions, as well as rearrangements of
parts, components, ‘and process steps, methods and treatment,
can be made by those skilled in the art without departing from

30 the novel spirit and scope of this invention.
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Test .Drug #4B = —Fehinacea purpurea powder 20 THIS SHEﬁ HAS BEEN-

(phytochem cals) in an a ' di luent) and then m xed gEPLAGED
benzal koni um chl ori de suﬁ”@ﬂmaﬂ i W o of 1:1000. This o
a 50 ng/ nL somQI7B8250 c "0 .0 nmL of water) of PEL/HBITNRRMSEE

purpurea powder in sterile water. The m xture was vortexed and refrigerated
for 25 four hours. The aqueous phytochen were centrifuged at 3500
rpmfor 15 mnutes at 10[err] C and filtere re use. This preparation
was diluted in an equayjhy®! ibe-13fidenzal.koni um chloride at a ratio of
1:1000, to get the Echinacea- benzal konium chloride m xture. This m xture
was diluted with 30 1.equialmeddicadecorrosdivim forghse imerpasipgepisarsen
in 1XMEM (500 ul . and 250 ul drug #2 plus 500 ul of 2X MEM. 28

WO 96/ 11778 QSH&-{‘Q)J?&' PCT/ US97/ 02468 1. Four

pl ates weresused to screen miterdbelr dnhgbptepsr afioens. inHibicdagenthibdreisal
needed to screen for antiviral activity were 1:20, 1:40, 1:80, and 1:160
and 1:320 in 1X MEMeqhens o M3GobsncrYPIRg nPFR3R%it s on each plate 5

contai ni ng MEM wi t hout drug..: Jb&&ﬁ@‘g’%ﬂnﬂﬁﬂ&%ﬂ"@%ﬁé{ﬁ@%fécl)x?é*itr{l]ﬂf‘robial

conpartnments and 200ul of -1 was add to eac e upper
t wo isolates of at least a portion of a plant selected from the
group consisting of Echinacea purpurea, Echinacea

10 angustifolia, Echinacea pallidae, Echinacea vegetalis,

BEchinacea atribactilus, pimpinella ahisum, myroxylon,

arctostaphylos, carum, capsicum, eugenia mytacea, coriandrum,
inula, allium, gentiana, juniperus, calendula, origanum,
mentha labiate, commiphora, plantago, rosmarinus, xruta,
15 laptisa, artemisa, sage, mentha, parthenium, integrifolium,

eucalyptus, asteriacea and their cultivars.

2. A medical composition in accordance with claim 1
wherein:
20 | said microbe inhibitors are selected from the group
consisting of viral inhibitors and bacterial inhibitors;
said microbe causing-diseases are selected from the
group consisting of viral diseases and bacterial diseases;
said viral diseases are selected from the group
25 consisting of herpes simplex virus, herpes simplex virus 2,
varicella zoster virus (herpes zoster), cytomegalovirus, human

immunodeficiency virus, epstein barr, papilloma virus, viral

influenza, viral parainfluenza, adenovirus, viral
encephalitis, viral wmeningitis, arbovirus, arenavirus,
30 picornavirus, coronavirus, and synstialvirus;
This Sheet Has 5
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rows of each plate. HS¥-%t-was diluted 1: 5000(2 0 ul of stoc]| g@/sﬂEE}hHAS BEEN
“of MEM. The virus tlter er m.. 10 Al so, 6 Lk@@
was added to each conpa Em” r hal f of each pI a

diluted 1:248Q81{780 ul *I n 10 nL of MEM. f‘é f,g,igmtlter

was 6x10[err] per nL. 3. The plates were incubated at 37[err or four
hours. 15 4. The inoculumwas renoved and one niL of the MEM
containing drugs # 1-4 wa$dadad:aﬂzrti¢a theed sry W&mBHSfrEﬁthB group
Concentrate 1: 1: 40 ﬁk‘:‘M 60, 1:320 20

400 200 cp@gisting 5(Pf ceblu 5(ul)stap Y1°°°°°1'3606tre8‘89 cc13900

3950 3975 SmycoBevbiiy, bedridl %&gmqakag Baps: 2df oo hHEEE 2L 2! ¥

after virus absorptlon 25 Tab 1 Test Resul
Concentr ati onand anaetoBfc bde¥ili; ahd30 1:160 1:320 pl aques 37

toxic toxic toxic toxi 15?* pl.agues 45 ) . .
187* 303 Aver age 4§a13 microbe” inkibitors are | prefent dshmedtsmedicyht |y
toxic, test WaempishitGeht {® @Rl aBfence of raw untreated Echinacea,

Arabinose, betaine cellulose, copper, fructose, fatty acids,
galactose, glucose, iron, potassium, protein, resin, sucrose,
sulfur, vitamin a, vitamin c, vitamin e, and xylose.

10 '

3. A medical composition in accordance with claim 1
wherein said antimicrobial isolates are selected from the
group consisting of: echinacen; echinacen B; echinaceine;
echinacoside; caffeic acid ester; echinolone; enzymes;

15 glucuronic acid; inulini; inuwloid; pentadecadiene;
polyacelylene compounds; polysaccharides; arabinogalactan;
rhamnose; tannihs; PSI (a 4-0- methylglucoronoarabinoxylan,
Mr 35Kd); PSII (an acid rhamnoarbinogalactan, Mr 450 kD);
cynarin; 1, 5-di-O-caffeoylquinic acid; acid; 2, 3-0-di-

20 caffeoyltartaric acid; borneol; bornyl acetate; pentadeca -
8 (z) - en-zone; germacrene D; caryophyllene; caryophyllene
epoxide; anthocyanin, pyrrolizidine alkaloid, 1lipophilic

- amide; isobutyla_mide,- polyacetylene; anthocyanin; 3-0-B-D-
glucopyranoside; 3-0-(6-0- malonyl-B-D-glucopyranoside);

25 tussilagine; isotussilagine; isomeric dodeca isobutylamide;

tetraenoic acid; carophylenes; and combinations thereof.

4. A medical composition for use in treating herpes
virus or other infectious diseases comprising:
30 an antimicrobial compound comprising at least a

portion of a plant selected from the group consisting of

40 This Sheet Has Been Rei
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VO 08/ 11778 . PCT/US9 BEEN.
o g 18 1Y o Ted: %Sﬁﬁ?témﬂlﬂﬂﬂmﬂllﬂfﬂll“ on aﬁs‘z’épt 1. a0 ﬁﬁ@

1: 160  1: 320 W0 LSS toxit MoXic* toxic toxic PEI/USIAMES
42 17 Average 40

19 1] err]>1 :320 1Q Comments: _Test was too toxj 0 giv good
readi ng. Tabl e 1fc£lBP&§a#2§““H¥§?%:TEEF hERagna s Eﬁﬂﬁﬁﬁ%f%i*%n %Tgiﬁacea

1:40 1:80 1 pjaq(i :\.daé 3 Qékkﬁrﬁ%‘é%ns veg?@c al 152 Echlna&a atriBactilu4ang
44 15 pl agues 38-Average 40
3 13 tb?lr CuzslvarS. and 1C[err] >1.80 Conment s: Snal

pl aques. 20 lagh c t Drug #2B - HSV 2 Test Results
Concentration 1: 20 1:40 ﬁ.%ﬁ "9 160 1: 320 pl aques 48 21
33 plaques 5 52 22 38 Aver age 50 21.5 35.5

1 err] >1:20 25 Table 13 - Drug #3B - HSV 1 Test Results
) 5. A medical composition in accordance with claim 4

wherein: '
said antimicrobial compound is selected from the
group consisting of wmicrobe inhibitors, wiral inhibitors,
10 bacterial inhibitors, antimicrobial isolates, botanical
extracts, and phytochemicals; and
said plant is selected from the group consisting of
Echinacea purpurea, Echinacea angustifolia and Echinacea
pallidae.
15
6. A medical composition in accordance with claim 4
wherein:
said plant is selected from the group consisting of
Echinacea purpurea and Echinacea angustifolia; and
20 said antimicrobial compound consists of: echinacen;
echinacen B; echinaceine; echinacoside; caffeic acid ester;
echinolone; enzymes; glucuronic acid; inulini; inuloid;
pentadecadiene; polyacelylene compounds; polysaccharides;
arabinogalactan; rhamnose; tannins; PSI {a 4-0-
25 methylglucoronoarabinoxylan, M, 35 kD) and PS II (an acid
rhamnoarabinogalactan, M, 450 kD), cynarin (1,5-di-o0-
caffeoylquinic acid), acid (2,3-0-di-caffeoyltartaric acid;
borneol, bornyl acetate; pentadeca-8(z)-en-zone; germacrene
D; caryophyllene; caryophyllene epoxide; anthocyanin,
30 pyrrolizidine alkaloid, 1lipophilic - amide; isobutylamide;

polyacetylene; anthocyanin; 3-0-B-D- glucopyranos1de 3-0-(6-0-
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Concentration
1 17
30

Comments: Alth
not appear to
Concentrati on
27 30
29.5

really good re
activity. Tabl
1: 80 1:160
15 pl agues
30
Nonet hel ess,

10

15

20

25

30

PebIR/0146R 468

ough there was sone toxicity, drug very successful there di
be a pl_aque Tabl e 14, q #3B - HSV 2 Test Re%ylts 5
sl T B g ncoByrgposide g tussiiagenp ey LERTESe11agingys

lg'oﬁnﬂ:?cqueaodeéé s&ut&amlde32 A A 0icd4 acid]l and
1 err] >1:20 mrents: Adifficult test to get

acaygphyli®enes .However the drug has successful inhibitory
e 15 - Drug #4B - HSV 1 Test Results Concentration 1: 40
1: 320 1:640 pl aques 47 t oxi c t oxi c t oxic

48 9. A medical composition28nA\WRic@88ancé8with claim 4
1 err] >1:320 Corments: Too toxic at the higher |evels.
further including a diluent.

8. A medical composition in accordance with claim 7
wherein: said surfactant comprises a cationic surfactant; and

said diluent comprise a sterile aqueous diluent.

9. A medical compound in accordance with claim 4
wherein said surfactant is selected from the groub consisting
of: a cationic surfactant, a nonionic surfactant, an
ampholytic surfactant, a zwitterionic surfactant, quaternary
ammonium salt surfactants, a cationic detergent, and a

glycolic acid surfacant ant.

10. A medical compound in accordance with claim 4
wherein said surfactant comprises a quaternary ammonium salt
surfactant comprising a member selected from the group
consisting of alkyl dimethylbenzylammonium chloride,
benzalkonium halide, benzalkonium bromide, benzathonium
chloride, alkylbenzyldimethylammonium chloride,
alkyldimethybethylbenzylammonium chloride, n-
allcylciimet:hy]Jaenzyrlannnoi1iuu\ chloride,
diisobutylphenoxyethoxethyl dimethylammonium chloride, n-
dimethylbenzylammonium chloride, octyldecyldimethylammonium
chloride, didecyldimethylammonium chloride,
dioctyldimethylammonium chloride, diakyldimethylammonium

chloride, octyldecylidimethylammonium chloride, laurryl
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there was inhibitory activity at 1:320 20 Table 16 - Drug #4B

*. HSV 2 Test Results Conce 1: 160 1: 320 1: 640
pl aques 38 tOXI c t oxi Eﬂnmumn ” :H' 16 pI aques 40

4 20 Aver ayesssn 18 PCrasp702468: 640
25 Corment s Toxicity probabl y due to the benzal koni um chl ori de.
The drug at the t] n showed v sirong 0 Y he
in vitro tests o '%%t%r?%]bel}l a?'?oﬁélé rgﬁ PErds er’i al %%‘pﬁeﬁ' \%rcgﬁtr?ot bth)ép OErgéd

Nevert hel ess, theidesiididennglbhmbrico chlwttael Si nipotydehithetinydlammonium
i nhibitory activi tf’ and a probabl e synergy between the constituents. 31
WO 96/ 11778 hloride, alkyldiméthylbenzylammopgtm jsg 9Kgsie . n t hand

preceding in vit le*fé“}‘%g wer e Echi nacea purpurea
phyt ochemi cal s é acted an ;ngo%?%ﬁ’ag&?ﬁ%be%géﬁgom um chl ori de

surfactants the resul tant nedicine, denonstrated the greater antiviral
activity, and 5 nmost remagkah]y denonstrated a ne[%\é & et ween
[

t he conponents: Echi ncea Huf af@m BRI I%Bm%‘fﬁ?:‘mad’rciedew" 4
possi bly be expl@jAatPYnd1shthed HadRliblt Yortld ARGAACREMber selected from

the group consisting of: an aqueous carrier, water, glycerin,
mineral oil, silica, talc, natural resins, synthetic resins,
10 pyrethrum, tale, thiocyannates, phthalates, cottonseed o0il,
coconut oil, pine o0il, vegetable oil, seed oil, nut oil, £fish
oil, animal o0il, alcohol, corn meal, beeswax, carnauba wax,
beta carotene, garlic oil, camphor oil, soluble wvitamins,
soluble minerals, rape seed qil, olive oil, lipsomes, ascorbic
15 acid, primrose oil, phcynogenol, grape seed oil, lanolin,
collagen, herbs, aloe vera, bee pollen, royal jelly,
chondroitin sulfate, sea vegetables, fatty acids, lecithin,
bioflavinoids, grain oil, grain powder, algae, teas, vinegars,
acidophilus, cell salts, glandulars, amino acids, psyllium,

20 plant derivatives, fruit derivates, and a sterile carrier.

12. A medical composition for use in treating herpes

virus or other infectious diseases, comprising by weight:
from about 2% to about 90% of a phytochemical
25 concentrate of Echinacea purpurea and Echinacea angustifolia,
said phytochemical concentrate compfising antimicrobial
isolates selected from the group consisting of: echinacen;
echinacen B; echinaceine; echinacoside; caffeic acid ester;

echinolone; enzymes; glucuronic acid; inulini; inuloid;

30 pentadecadiene; polyacelylene compounds; polysaccharides;
arabinogalactan; rhamnose; tannins; PSI (a 4-0-
43 | S
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teactivity between the two conponents. The nzal koni um chloride in the
synergi stic m xture exhi bi teﬂmmm““wug of toxicity and the
synergi stic conbination (ned a greater degree of antiviral
activity, pawoissmd7as|y with HSV-2. 'SURFAGTANTS 15 Alfriniso 702468
benzal koni um chl oride is the preferred surfactant. for best resul ts, in
sone crrcunstance be desrra q na
§¥¥#?{G%b %f Ka qUatanariﬁgﬂﬁD tia!

nno.Nj
surfactants Sur AR ni um-<co ound%:

di cocodi noni um Qﬁamnoaﬂ{srixctrgade.ctaW)I Cht.i s45@l seDKpOVyRerii COCO, 5-di-0-
al kyl di met hyl , chl orides or dicoco di rret hyl anmoni um chl oride or Di - C8-18-
al kyl di met hyl , exfEReHeinithagidan eelférse?d i37 Scodprastpenl W rRYric acid;

| sopr opanol , S%&xgéox?o Hofdyoneonanel, pENRaRERCrL e SqUCe- Ofen-zone,;
quat ernary conpound conpri se 70- 80% quat ernary 25 anmoni um corrpourfd
and | ess Shan Og€dtaaeeds| dhi orickrydphyldespeci f cargophyllerd abspoxified7
at 115 degrees F, a vapor pressure of. 33 mml t 68 degrees F,. an initial
boi i ng point ofB4%BAC bes BYGEEC e*r’s@‘ﬁ‘rﬂ%g aid;ol a’?’quwldF 2 RIS
and is produced; y&ﬂeﬁl&mdxand B@ﬂ?agéff%@é/ 300 ¥ nWELERiRD  3-0-B-D-

Cor poration, Dublin The qu nary conpound can 32
glucopyranoside; - (6-0-malonyl-B-D-glucopyranoside) ;

Um

tussilagine; isotussilagine; isomeric dodeca isobutylamide;

10 tetraenoic acid; carophylenes; and combinations thereof;
from about 0.005% to about 0.8% quaternary ammonium salt
surfactant comprising a member selected from the group
consisting of alkyl dimethylbenzylammonium chloride,
benzalkonium halide, benzalkonium bromide, benzathonium
15 chloride, alkylbenzyldimethylammonium chloride,
alkyldimethybethylbenzylammonium chloride, n-
alkyldimethylbenzylammonium chloride,
diisobutylphenoxyethoxethyl dimethylammonium chloride, n-
dimethylbenzylammonium chloride, octyldecyldimethylammonium
20 chloride, didecyldimethylammonium chloride,
dioctyldimethylammonium chloride, diakyldimethylammonium
chloride, octyldecylidimethylammonium chloxride, laurryl
. dimethylbenzylammonium chloride, o-benzyl-p-chlorophenol,
dideryldimethylammonium chloride, doctyldimethylammonium
25 chloride, alkyldimethylbenzylammonium chloride, and

alkylbenzyldimethylammonium chloride; and

sterile water providing a diluent and carrier for
said phytochemical concentrate, and the overall ratio of said
sterile water to said phytochemical concentrate and said

30 ammonium salt surfactant ranges from about 2:1 to about 100:1.
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WO 98/11778 PCT/ US97/ 02468 provi de
disinfecting qualities animﬂﬂmmﬂ"ﬂ[ﬂ)uﬂgl cide to treat fungus and yeast
i nfections. O her quaternaf ounds may be useful, such as
produced undeV@PRIIBBand name Jet Quat® 2¢& 75 by Jetco 5 EGTPSTHRES | nc.
of Corsicana, Texas, USA, or produced under the brand nanes Carspray 400

and Carnauba Spray 200 py WA G40 Ruigdi t PHR! 58, abBbPdakSd wh claim 12
cont ai ni ng 9% denat ured et hyl al cohol such®as sold under the brand nane BTC

2125M by St ephan Genpaein beidhbiverdll| khtnoi sangss, fyemt Bbohbl Kowi fp Elout
MAQUAT products CO%R[%fing n-al kyl di met hyl benzyl ammonium chloride
produced by Mason ent cal Conpany, Arlington Heights, Illinois, USA

LC- 12S (67% C12, 25% Cl4, 7% Cl16, 1% C18), MC 1416 (5% Cl12, 60% Cl4, 30%
Cl6, 5% C18), MC1412 (40% Cl2, 50% Cl4, 10% Cl6), SC-18 stearyl paste or
flake (5% C16, 15 okde CiB)medicads comPpOSition LRoRegordynes iidth 30Rim 6.2

and 5% C18) and MC6025-50% (25% C1 09 4 % ) jat  2C- 75
conpri ses: 50-75@6%?%5%%“dF%%?h??ééﬁé?e?%§?3 g%ﬁ%%?u%?% |8P§§é,g23-§8%) ut
i sopropyl al cohol ,268888.a specific gravity of 0.88 and a boiling point of
180 degrees F. Car Spray 400 20 conprises: 55-65% quaternary

anmoni um conpounds,  20- 30% am nes, Cl4-18 & C16-18 unsaturated, alkyl,
ethoxylated, 10- 20%1 sprongnla: i deipdsiRadn 013330 Bt A& M Waif"d2
has a specific gravity of approxinmate O. at egrees, F, a
10 wherein said ammonium salt surfactant comprises benzalkonium
chloride and the surfactant ratio of said sterile water to
said benzalkonium chloride ranges from about 30,000:1 to about

250:1.

15 16. A medical composition in accordance with claim 15
wherein said surfactant ratio ranges from about 5000:1 to

about 750:1.

17. A medical composition in accordance with claim 15
20 - wherein said medical composition comprises at least 15%

phytochemical concentrate.

18. A medical composition in accordance with claim 12
25 comprising by weight:
from about 40% to about GO% of said phytochemical
concentrate;
from about 0.02% to about 0.30% ammonium salt
surfactant comprising benzalkonium dhloride; and

30 from about 20% to about 60% sterile water.
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vapor pressure of 33 nmHg at 68 " can initial boiling 25 poi nt
* of 180 degrees F at 760 W\\Mim K\m‘ ity of 10- 20% Carnauba Spray
200 conprises: 50-60% quat gy X sum canpounds, 10-20% i sopropanol ,
15-25% wat ewo odimar®b6 al koyl at ed” carnauba wax, and Tess tharcoUssHeamst hyl
chloride, and has a specific gravity of about 0.90 at 80 degrees F, a vapor

30 pressure of t 68 degrees.F, an initial boil.ng point _of

180 degrees F-at 7¢ mqf]x—g'%% aci?ﬂ]%é’ts?‘f;??ﬂ} o8 369%’(')‘%“\% mtr\/\ﬁq%_fnli?m
PCT/ US97/ 02468, Nord 0 684! fadeliaRbeoBl g1 SR8 ACHIEY &aGW senaiehdo
not ionize in water solution. Oten tinmes these possess hydrophilic

char act eri sti cerrgentinatge cbrphidses deynvsighte basgdofipan ol duatatle dedighitn

(e.g., a poly-oxyethyl ene _chain t.he 5. | yophilic portion of the

nol ecul e bei ng° e1_'r6\1"|“?/e“‘c1B JLrcé-"(r% é’t“h’?ségla?' phenol s, alcohols, am des or

amnes. 5 Exenplary conain@boate ot.Be boleybcﬁeﬁme ehiescdsidepndensat es of |
al kyl phenols, e.g. the condensation product formed fromone nole of nonyl
phenol and ten noles of 4| eABOYEi de®-Hnd £Re 13Pout cdfden®E i orf4-0-

duct f alj ' igde, : tls
b oduct 1 or med® HOAdL Rt B B 2 AT S A R gl

rhamnoarabinogalactan, M, 450 kD) ;

from about 0.1% to about 10% cynarin (1, S-di-o-

10 caffeoylquinic acid)and acid (2, 3-0-di-caffeoyltartaric
acid) and derivatives thereof;

from about 0.2% to about 4% echinolone;
from about 0.2% to about 8% echinacin B;
from about 0.1 to about 6% echinaceine;

15 from about 2% to about 7% anthonocyanins comprising
cynanidin 3-0-B-D-glucopyranoside and -3-0-(6-0-malonyl-B-D-
glucopyranoside) ;

from about 0.01% to about 0.06% pyrrolizidine
alkaloids comprising tussilagine and isotussilagine;

20 from about 0.003% to about 0.009% isomeric dodeca
isobutyalamides and tetroenoic acid; and

from about 0.01% to about 2% caryophylenes.

20. A method for use in treating diseases, comprising
25 the steps of:
inhibiting microbial infections from microbe-causing
diseases by applying microbe inhibitors on a microbial
infected region; and
maintaining said micxobe inhibitors on said infected
30 region until external symptoms and physical manifestations of

the infection substantially disappear';about the infected
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The nonionic surfactants can_conprise-phenol-—et hoxyl ates conprising a
condensat e product of et hyl ene_ oxi de angwﬁ lﬁ‘ phenol or an

al i phatic al cohol. The noni on“umhmmm ef erabl y conpri se nonophenol
et hoxyl at e sudWOSMUITBDET, and Hoxyl ate. The K /02468

surfactants are reaction products of et hyI ene oxi de and nonol phenol and/ or
oct al phenol . The,g &ibﬂ of the phenol to the ethylene oxide 20 can range
from2:20 to 4:16 and preferably is about 8:12. Nomi onic synt hetic
surfactants can conpri se nedidnmicydeber gahubltml gnmpr:sqmg‘leancmlcroblal

surfactants can als e fo condensi ng I de. wi
hydr ophobi c base* ?8?ﬂ€ﬁsby£tﬁg g%%d%nsaﬁ?%nl of prgp ﬁ?ﬁg 3’5’(?‘8cééﬁﬁlt%r°m the
propyl ene gl ycol gra® consﬁ@tlhgdéﬂmmﬁlnﬁcéﬁr}]mﬁfhﬁa .t Behimd el bagubt £Fb1 10f

course, exhi bi ts water insolublility has a ecul ar wei ght of from about
1200 to 2560. ThendddEchipagea pop idaehy| Srhinageeal yegetahis, hyRBekinastaa

portion tends to t':ncb f%%g‘ (ﬁme{ I utgAls(gi% ofmytrggzcy Iec%Lgt gt%most e

and the liquid characte rodudt et e

poi nt where pol y@dmhyé@nmnt eugensaarbpw eEzo,%dm‘nraharhmt ainuked ghd1 Xifund ,he
condensati on product, O her ngnignic synthetic surfactants can

i ncl ude: the pol §eRbiRRhe JRPIBRCEBRdef@deBSuda, Origanum, mentha labiate,

commiphora, plantago, rosmarinus, ruta, laptisa, artemisa,
10 sage, mentha, parthenium, integrifolium, eucalyptus,
asteriacea and their cultivars;
said microbe inhibitors are selected from the group
consisting of viral inhibitors and bacterial inhibitors;
said microbe causing-diseases are selected from the
15 group consisting of viral diseases and bacterial diseases;
said viral diseases are selected from the group
consisting of herpes simplex virus, herpes simplex virus 2,
varicella zoster virus (herpes zoster), cytomegalovirus, human
immunodeficiency virus, epstein barr, papilloma virus, viral
20 influenza, viral parainfluenza, adenovirus, viral
encephalitis, viral mweningitis, arbovirus, arenavirus,
' picornavirus, coronavirus, and synstialvirus;
said bacteria diseases are selected from the group
consisting of cellulitis, staphylococci,  streptocci
25 ‘mycobacteria, bacterial encephalitié,_bacterial meningitis,
and anaerobic bacilli; and a
said microbe inhibitors arexpresent in said medical
composition in the absence of raw untreated Echinacea,
Arabinose, betaine cellulose, copper, fructose, fatty acids,
» 30 galactose, glucose, iron, potassium, p;otein, resin, sucrose,

sulfur, vitamin a, vitamin c, vitamin e, and xylose.
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WD 98/11778 " PCT/ US97/ 02468 of

“al kyl phenol s, e.g. the E“mmmmllﬂmuﬁl ducts of al kyl phenol s or

di al kyl phenol s wherein the ins fromabout 6 to 12 carbon
atoms in ei{Jegndrret rai ght chaih or branched chai n confi gusekisames t h

et hyl ene oxide. 5 The et hyl ene oxide can be present in anmobunts equal to

8 to 25 moles of ebhyl eRen@khds PE'adtLalceA WY EPBEROh . 2dhenabdyh .

substituent in such conpounds can be derived from-pol ynerized propyl ene,
di i sobutyl ene, n-octenegsadd micoriene.nhibnitonscaserdprled orcan dxerimal
produced from_the.10 condensati on of ethylene oxide with the reactjon
product of pPSFYEEReCEx R qetar?&eé:ﬁg i g%f’ﬂe',:h%;-%lfo%r%lﬁf;é:%to i i ng
from about 40%cQ ahaut B0% POhYERY £t Bk ENEhEYp Web@ihe ANHabRVaRGmd1 and
nmol ecul ar wei ght of from about 5,000 to about 11,000 resulting fromthe

reacti o of etiofledfe 8RAde groups with a 15 hydr ophobi ¢ base
i si th tiQn. f I j.am . I
comprising the reactignsaPtaduche ofn@IXbeasdlam 05,10 CEGOS LAY ene

oxi de; the base having a nol ecular werg he“or d 0.
QG her noni oni eontaictdngntsaidicinflectd® eeadensafi @Waid oshirhanl wakhphatiiac
al cohol's having from8 to 18 carbon 20 at ons, in either straight
chain or braicxebe dRBiRiESHFi guration, with ethyl ene oxide, e.g. a
coconut al cohol ethyl ene oxide condensation having from 10 to 30 nol es of
et hyl ene oxi de per nole of coconut al cohol, and the coconut al cohol
fracti ol havi ng fram.10At method athcacadatagice with claim 20 wherein:

microbe inhibitors are applied and maintained on an
infected region of a homo sapien until the external appearance
of an eruption and outbreak of said infection sqbside; and
said antimicrobial isolates are selected from the
15 group consisting of: echinacen; echinacen B; echinaceine;
echinacoside; caffeic acid ester; -echinolone; enzymes;
glucuronic acid; inulini; inuloid; pentadecadiene;
polyacelylene compounds; polysaccharides; arabinogélactan;
rhamnose; tannins; PSI (a 4-0- methylglucoronoarabinoxylan,
20 M, 35Kd); PSII (an acid rhamnoarbinogalactan, M 450 KkD);
cynarin; 1, 5-di-0-caffeoylquinic acid; éhicoric acid; 2, 3-
0-di-caffeoyltartaric acid; borneol} borneol acetate;
pentadeca - 8 (zj - en-zone; germacrene D; caryophyllene;
caryophyllene epoxide; anthocyanin, pyriolizidine alkaloid,
25 lipophilic amide; iscbutylamide; polyacetylene; anthocyanin;
3-0-B-D-glucopyranoside; 3-0—(6—0—malony1—B—D—
glucopyranoside); tussilagine; isotussilagine; isometric
dodeca isobutylamide; tetraenoic aci@}m carophylenes; and
combinations thereof. | '
30
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25 Furt her nonionic surf ude long chain tertiary am ne
oxi des corresponding to the 1““ Hm m\a w fornmul a:

Rlerr]Rerr] R err] N O wherei radi cal of fromabout 8 to 18
carbon atons, WOSSMRZI@nd R3 are each nethyl or ethyl radical € /88468
arrow in the formula is a conventional representation of a sem -polar bond.
Exanpl es of am ne oxi d&s. s frefthedf dn aseordahudmlm rreJtahs)d Godetplrainne

oxi de, di nmet hyl octyl am ne qgxide, ] de oxi de )
di met hyl t et radecyl ani ne oxide° §n(f"’b‘14ré¥ Cﬁ%ex %Jaﬁﬂ TFe 4§ APPMed, said
Q her nonionic au{ffeweaﬁtr%glanlbsnehadﬁed bAAgarLd@ N tertiary phosphine

oxi des corresponding to the follow ng general formula RR R'P[err] O 35
WO 98/ 11778 said plant is selected frpuTihsSErCRR4cenahsrohg of
is an al kyl, alk |, or rmnoh dro | kyl L ra frqm10 t

carbon ators in F A %STigt hP a fggand Fﬁh% régeach ‘%‘1‘(&1 fr(?:ila’ fettinacea

nonohydr oxyal kyl ;ﬁlqunﬁeconi:@hikhi@eair@&gét&mﬁ C&th@.ﬁaaéarr&tnba&e.lﬁér ma
inthe fornula is conventional representation of a sem -pol ar

bond.  Exanpl es cS‘-fhes"Gf tcéH{té-VBPFéspﬁPﬁe oxi des are: di nethyl dodecyl phosphi ne
oxi de, d'nEthyltetra@@E@lﬁygyuﬂé“anhlbltors are &Eﬂfgéd concurrently

with a surfactant.

10
24. A method in accordance with claim 20 wherein:
said microbe inhibitors are applied simultaneously
on the infected region with a surfactant and a carrier;
said surfactant comprises a quaternary ammonium salt
15 surfactant comprising a member sélected from the group
consisting of alkyl dimethylbenzylammonium chloride,
benzalkonium halide, benzalkonium- bromide, benzathonium
chloride, alkylbenzyldimethyiammonium chloride,
alkyldimethybethylbenzylammonium chloride, n-
20 alkyldimethylbenzylammonium chloride,
diiscbutylphenoxyethoxethyl dimethylammonium chloride, n-
dimethylbenzylammonium chloride, octyldecyldimethylammonium
chloride, didecyldimethylammonium chloride,
dioctyldimethylammonium chloride, -diakyldimethylammonium
25 chloride, octyldecylidimethylammonium chloride, laurryl
dimethylbenzylammonium chloride, a;benzyl—p—chlorophenol,
dideryldimethylammonium chloride, doctyldiﬁethylammonium
chloride, alkyldimethylbenzylammonium chloride, and
alkylbenzyldimethylammonium chloride}
30 _ said carrier comprises a member selected from the

group consisting of an agueous carrier, water, glycerin,
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et hyl met hyl t et r adecyl phosph ne oxi “ﬂle E‘ thy phosphi ne oxi de,

“di met hyl st ear yl phosphi ne ““‘llmll““l de,
cetyl et hyl propyl phosphi ne dodecylphosphlne oxi de,

di et hyl tetr qgs Jgﬁosphi ne oxi de, di propyl dogesxkeimsahi ne
oxi de, bi s- 5?5 ydr oxynet hyl ) dodecyl phosphi ne oxi de, bis-

(2- hydr oxyet hyl). dad hosphi ne- oxi (,2- hydrox

propyl ) et hyl t ’Tnad"gﬁyﬁﬁﬁ()sﬁﬂih :g% rﬁturﬁ rﬁ?ﬁ'ﬁﬁ’l’ofé’%%ﬁﬁ%ﬁhﬁrﬁ%"ns'
oxi de, and pyridmhiy| tade, h)tdﬁ@é%@ﬁﬁ&)éb), phengahhpes pxedetohsedd i1,
circunstances it may be useful to use other surfactants such as: another

cationic surfacﬂ%ﬁnu%ﬁiéwph@?tqjel»som&a&ﬂ? gtla 9964 tddi.onmE olikf aktsdnt .
20 gci 1GAL | Q1S WihaC gk gid ggnw'ﬁgﬁl H@&C%&QE&&?%QH&%& daTx[},e

cationic surfactants conprise ‘compoun ich roni'ze In an’aqueous mne

to give chtiondbexent aarotend hegaybphi biid, groamphotymidsl sbélublesevicaphugnds
are the quaternary nmoni um salts which cont ai n alt group of about 12
to about 18 25 SOTublg BHRETYIymEaPes fERY st |°§1W| oibentipsongsmepRgproic

ammoni um chl orige.g Alrrgp%y(gég 4hf a%ﬁéﬁ&géﬂo@_ CoérPé’blé‘d§eQ8V'd19. boj rpnl c -

and cationic groups the same mdl ecul Exenplary of such corpounds ar‘e
derivatives of «dlilsgstn,c derbes whailoe cmetral,n Bée podlénng chpah ofelbgut

8 Lo about 18 cql SOl AY9IF 49%a28, 063" VeglRhE 30! WRLLLZL00a0) OFes ik,

car boxysul f o,
10 bioflavinoids, grain oil, grain powder, algae, teas, vinegars,

acidophilus, cell salts, glandulars, amino acids, psyllium,

plant derivatives, fruit derivates, and a sterile carrier,.

25. A method for use in treating herpes virus or other
15 infectious diseases, comprising the steps of:
substantially resolving the physical symptoms of an
infectious outbreak of herpes simplex virus or other
infectious microbial diseases within about 1 hours to about
30 hours by topically applying an antimicrobial compound to
20 an infected are of said herpes simpléx virus or said other
infectious microbial disease; and
maintaining said antimicrobial compound on said
infected area for about 1 hours to about 30 hours;
said antimicrobial compound comprises by weight:
25 from about 2% to about BQ%i of a phytochemical
concentrate of Echinacea purpurea and Eéhinacea angustifolia,
said phytochemical concentrate coméfising antimicrobial
isolates selected f£from the group consisting antimicrobial
isolates selected from the group consiéting of: echinacen;
30 echinacen B; echinaceine; echinacosidéf caffeic acid ester;
echinolone; enzymes; glucuronic aciﬁj inulin; inuloid;
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WO 98/ 11778 PCT/ US97/ 02468 or

'sul fato. Exanpl es of anphol yLﬂﬂ ﬂ,’ﬂmﬂwﬂle sodi um 3-
dodecyl am nopropane sul f onat €y H lw-l taurate, and rel ated

subst ances suwio9ag11® gher al kyl di subStifuted anino acids, HROTASIZE2468

thetines, sulfated long chain olefinic 5 anmi nes, and sul fated .
i m dazol i ne derpyptad€sadzind  eilRiately3ehé aGiaipdundsGan polyBekdfi@rides;
synt heti c detergents. “Zwitterionic -surfactants are generally

derivatives of AFrpHAPFRLAERALI nar FRARRIR UM cERPRIRRIS | nPRAI ch the 4-0-
al i phatic radic gt LR or 410 Ledanch nd ereLn.qne
of the ali phatllﬁl%:tﬁ:gu g??ﬁ%}%%a?ghogpgéﬂfron%aboBust" to Fglgar b(\(l)gr%l at %?r%g
and one cont ai nshamnearbimagalaticraingl uMi | i450g kiqup cyaagin;cabboxg-asubfo,

or sulfato. Exanples of conpounds falling within _this definition_ are: |

3- (N, N- di fret hyl Ca& CaRtthi ShigPERaReIdisdl f dndt @t 1epffeoylgagtaric
(N, N-di met hyl - AASEAeATTBRLALo1 ZaEUEAQY diiftARLal~ BUIEPNAl gy sone,
TREATMENT The l[;krége'f%'rre rfee%i'cal trgatarlrent conp%’ses"'aanet hoé ?or %8 “onse
in treating hergesmagremse or @t hercanyfaphyildesedi seaseygobhyl bsné vi ngpdkide ;

E’%\S/' cal symt %”E%ﬁé%ﬁ.}é;’ré‘f Sy 28T LEPIE K a Pk 1SIRSS IR 1Y USahs &L 2

isobutylamide; polyacetylene; aﬁthocyanin; 3-0-B-D-
10 glucopyranoside; 3c0-(6-O—malonyi;B-D-glucopyranoside);
tussilagine; isotussilagine; isomeric dodeca isobutylamide;
tetraenoic acid; carophylenes; and combinations thereof;
from about 0.005% to about 0;8% quaternary ammonium
salt surfactant comprising a member s€1ected from the group
15 consisting of alkyl dimethylbenzylammonium  chloride,
benzalkonium halide, benzalkonium bromidé, benzathonium
chloride, alkylbenzyldimethylaﬁmonium chloride,
alkyldimethybethylbenzylammoniu@ chloride, n-
alkyldimethylbenzylammonfﬁm chloride,
20 diisobutylphenoxyethoxethyl dimethylammonium chloride, n-
dimethylbenzylammonium chloride, oct?ldecyldimethylammonium
chloride, didecyldimethylamménium chloride,
dioctyldimethylammonium chloride, Jdiakyldimethylammonium
chloride, octyldecylidimethylammoniﬁﬁ?i chloride, laurryl
25 dimethylbenzylammonium chloride, ofﬁgnzyl-p-chlorophenol,
dideryldimethylammonium chloride, ?dBCtyldimethylammonium
chloride, alkyldimethylbenzylammoniém chloride, and
alkylbenzyldimethylammonium chloride;ééﬁd
sterile water providing a diﬁuent and carrier for

30 said phytochemical concentrate, and the-overall ratio of said

sterile water to said phytochemical. c¢
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[ nf‘ect i ous microbial diseases _within.1-30-heurs- - This is acconplished by
‘topically applying the above described 25 ”t‘!ﬁref erred anti m crobi al

conpound (medicine) on the i nf %mqom“um her pes sinplex virus or
ot her infectious mcrobial di sk ning the antim crobi al
conmpound on %@e”)ll gct ed area for hours preferably atpdyfisse2dés hours.
The antim crobi"al” co

npound (nedi ci ne) can be applied in the 30 manner
previ ously described a §%1m)5t referablg ts the. nfected area.
Desirably, t I CRAER SRLG SuEE gt?’?':n&‘ ro }4 127-Ag to about '100:1.

PCT/ US97/ 02468 (washed) and dried to rermve any soap or residue on the
infected area before the antim crobial conpound (nedicine) is applied.
Preferably, vesiculP&r eﬁu'pﬁ-'émio‘fn ReceEdanee it €ladgoRGewheream: 24 hours

and herpes |esions are hkeSa ared SENE AU dnh - AROYS dangyd igg oSt

preferred nedicine on t n ection for 19-24 hours. Anong the nany
advant ag®s of sdap madr@ﬂduer eat v tindedted dingianbefoxmpeddt Avhihi@foHibg

i nvention are: erior. results in ending the pain of herpes sinplex
10 V|cr°é'1p°uﬁ$ g?l mha% n%e m crobial infections. 2.

Qut st andi ng per f or mancegiid raiodiim rLQ® ¥hrfhdtanlr éslgsrises benzalkonium
chloride and the surfactant ratio of said sterile water to
said benzalkonium chloride ranges from abdut 30,000:1 to about

10 250:1.

27. A method in accordance with claim 25 wherein:

said applying is selected from the group consisting

of spraying, dabbing, dusting, swabbing, sponging, brushing,
15 pouring, dispensing, covering and coating; and

said infected area is selected from the group
consisting of oral mucosa, nasal mucosa, vaginal tissue,
penile tissue, labial tissue, anal tissue, periacinal tissue,
lips, cutaneous tissue, sub-cutaneous tissue, ocular tissue,

20 conjunctive and eyelids.

28. A method in accordance with claim 25 wherein:
vesicular eruption of said herpes simplex virus are
resolved in about 19 hours to about 24 hours by maintaining
25 said antimicrobial compound on said infected area for about
19 hours to about 24 hours;
said herpes simplex virus comprising herpes simplex
virus 1 or herpes simplex virus 2; and
said antimicrobial compound co@prises by weight
30 from about 40% to about 60% of:said phytochemical

concentrate;

2 This Sheet Has Been R

mmu unn i




of herpes sinplex virus and other microbial diseases. 3. Potentially
‘saves |ives of neonates and anlnﬂmnmulmmm] s risk of blindness in
newborns. 15 5. Reduces wo | oss from herpes and ot her
m crobi al di seases. 6. Resol ves the‘'seffi ofis ®notional and nental anguish
of her pes suf Wre8r137787. Readi |y avail able materials (ingrcRFTEHROFY24680
8. Econom cal . 9. Safe. 10. Easy to use. 11. Dependable. 12.
Ef fective. 25 Alfh:bmugboambo@m%t 50 ofabPHE - | Al | IMmeIFiine x aabt es
have been shown and descri bed, er h arious

t EPWBWJ,% i‘ﬁ@%‘ﬁﬁo&l c%l%?'qi.dg a£n<¥

nmodi fi cati ons &ftF A% Teartangenent s of parts,
conponents, and process $h8RSabd®Ei POES tandbvdutcaEoeBterdida whea:ém.de by t hose

skilled in the art without departing from 30 t he novel spirit and scope
of this invention. 38 39 CLAI M5
5 29. A method in accordance with claim 28 including
. controlling viral shedding, or healing lesions

and extending the latency period of said herpes virus simplex;
and wherein
said antimicrobial isolates of said phytochemical
10 concentrate, comprises by weight based upon the total weight
of the medical composition:
from about 0.3% to about 9% echinacoside;
from about 0.1% to  about 7% PSI (¢-0-
methylglucoronoarabinoxylan, M, 35 kD) and PSII (acid
15 rhamnoarabinogalactan, M, 450 kD)
from about 0.1% to about 10% cynarin (1, S5-di-o-
caffeoylquinic acid) and chicoric  acid (2,  3-0-di-
caffeoyltartaric acid) and derivatives thereof;

from about 0.2% to about 4% echinolone;
20 from about 0.2% to about 8% echinacin B;
from about 0.1 to about 6% echinaceine;
from about 2% to about 7% anthonocyanins comprising
cynanidin 3-0-B-D-glucopyranoside and 3-0-(6-0-malonyl-B-D-
glucopyranoside) ;
25 from about 0.01% to about 0.06% pyrrolizidine
alkaloids comprising tussilagine and isotussilagine;
from about 0.003% to about 0.009% isomeric dodeca
isobutyalamides and tetroenoic acid; and
) from about 0.01% to about 2% caryophylenes.
30
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%0565;4/-
Wiat~is clainmed is: 1. A conposition, conprisi ng -a herbaceous bot aJ@ad

dt “the genus Echi nacea; and benzalkonlunlhallde 2. A conposition a
clainmed in clalnllyconﬁr1§1ng by wei ght: from about 2%to about 9096of a
her baceous bﬁtanlcal ‘*% nus Echi nacea; and fro‘. v jabout
0. 8% benzal k \‘ A conpo89tion as cl ai e t he
pr ecedi ng cla mﬂter provi ding a dil uent A
conposition as*clhlned in any one of nﬁﬁ%ceding Cf by
wei ght: from about 40%to about 60% of a herbaceous genus
Echi nacea; fromaboy O.Lizféed agbout 0. 30% benzal kony om
about 20%to about 60% water. 5. A conposition as fcl ai ned |n any ong of
t he preceding &l ai % me§Q$iti¢Khknﬂmﬁﬁﬂﬁﬂngﬂﬂ hal i de consi sts of
benzal koni um chl ori d OSIII ai med | ny one of
precedi ng cl ai ms V\/d’eeké‘?’%’al Olbcﬁa’irﬁi’cealge&ust %L&’d' cﬁnﬁacea
conprises at |east 5gﬁaggﬁgﬁgu§qﬁ£§§@g_fron1the group consisting of:
Echi nacea purpurea, Echinacea augustifolia, Echi nacea

2. A composition as claimed in claim 1 comprising by

weight:

from about 2% to about 90% of a herbaceous botanical
of the genus Echinacea; and

from about_0,00S% to about 0.8% benzalkonium halide.

3. A composition as claimed in any one of the preceding

claims including water providing a diluent and carrier.

4. A composition as claimed in any one of the preceding
claims, comprising by wéight:
from about ‘40% to about 60% of a herbaceous botanical
of the genus Echinacea;
from about 0.02% to about 0.30% benzalkonium halide;
and '

from about 20% to about 60% water.

5. A ccmpositioﬁ as claimed in any one of the preceding
claims wherein the benzalkonium halide consists of benzalkonium

chloride.

6. A composition as claimed in any one of the preceding
claims wherein the héfbaceous botanical of the genus Echinacea,
comprises at least one member selected from the group consisting

of: Echinacea purpurea, Echinacea augustifolia, Echinacea



—
40 pal i dae, Echi'nacea vegetalis, or Echinacea atribacti LAGENE%Q‘SHEET

tonposition as e of the preceding claifs|wherein the
her baceous bot lm‘!IM(Imlmg"F Echi nacea purpurea and [E¢hi GGGV 1998
augustifolia. 8. econpos#tion as clainmed in any one af |t he precedi ng
cl ai mrs wherein the her baceous botani ca#0 of the genus Echi naCea conprises
phyt ochemical s sel ected fromthe group consisting of: edhipacen: echinaceh
B, echi ngailiRiacsC BRI  vapid £l i a5 ReShakeacalkiri®LeRe1 ugNZYNEeS;
glucuronic acid; inulini; inulold; pentadecadi ene; pol yacel yl ene
conpounds; polysaccharides ar abi nogal act an; rhannose; t anni ns;

PSI Iucoronoarab noxyl an, d). PSII . (an
aci d rhgﬁnoarbl‘nogg %‘%‘% iméﬁ ’c%/rFa‘?Y Pene q)f( ééedprecedlng
caf f eoyl Qidlints afhéreLhi Q6] @xe%%'a@eo%s %&a% af iemdtard abs CE@ﬁBH.acea

borneol ; bornyl acetate; pentadeca - 8 - en-zone; gernacrene
caryophyIpuamgr&mra;mbtﬁdhmae:eapcaugmstmﬂmyam n, pyrrolizidine

al kal oi d, | i pophilic am de; I sobutyl am de; polyacetylene; ant hocyani n;
3-0-B—D—g|ucopyranoside 3-0-(6-0- nabonyl) - B-D-gl ucopyr anosi de;
tussilagine; g, Ué&ﬁé@&ii‘fon'éé’”@féfméj@ £6% rgo..% yLAMLAE: o §E%§§H8' c
acid; or carophylenes g." A conposiftion as ¢ d 1n any one 0

precedi ngzlaims wherein the herbaceous botanlcal of the genus Echinacea

comprises phytochemicals selected from the group consisting of:
echinacen; echinacen B; echinaceine; echinacoside; caffeic acid

pester; echinolone; enzymes; glucuronic acid; inulini; inuloid;

pentadecadiene; polyacelylene compounds ; polysaccharides;
arabinogalactan; rhamnose; tannins; PSI (a 4-0-
mgthylglucoronoarabinoxylan, Mx 35Kd) ; PSII (an acid
rhamnoarbinogalactan, Mr 450 kD); c¢ynarin; 1, S-di-0-

caffeoylquinic acid; chicoric acid; 2, 3-0-di-caffeovltartaric
acid; borneol; bornyl acetate; pentadeca - 8 (z) - en-zone;
germacrene D; caryophyllene; caryophyllene epoxide; anthocyanin,
pyrrolizidine alkaloid, lipophilic amide; isobutylamide;
polyacetylene; anthocyanin; 3-0-B-D-glucopyranoside; 3-0-(6-0-
mabonyl) -B-D-glucopyranoside; tussilagine; isotussilagine;

isomeric dodeca isobutylamide; tetraenocic acid; or carophylenes.

9. A composition as claimed in any one of the preceding
claims wherein the herbaceous botanical of the genus Echinacea

comprises phytochemicals comprising by weight based upon the

toctal weight of the composition:

from about 0.3% to about 9% echlnac051de,

from about 0.1% to about 7% PSI (4-0-
methylglucoronoarabinoxylan, Mr 35 kD) and PSII (acid
rhamnoarabinogalactan, Mxr 450 kD) ;

from about 0.1% to about 10% cynarin (1, S-di-o-



~gliains wherein the herbaceous botanical of the genus Echi MEACWSM

phyt ochemical s ¢ <y by weight based upon the total jwgrght—oef—tte
conposi tion: from”wm out 9% echi nacosi de; friorh . 1%
to about 7% PSlc p ﬂ’l’# | gl ucor onoar abi noxyl an, MO%w QBEP
and PSI | (aci d rhamoarabi®nogal act am, M 450 kD); frorp dhaut 0_1%10
about 10% cynarin (1, 5-di-o- 41 caffeoyl quinic acid)jand chioric acid
(2, 3-0-direablegqui hatt 3Lig) 454 f@%g Lt dves _phate &
t o about 4@6ec%?%§ one;§§ro%1d%o%? . A?%%Egégdt%8&)§%h?%£gln ; Fom about
0.1 to abeutdl)c¥nec dierdeaicioest th@rakdyt 2% to about 7% ant honocyani ns
conprising cynanidin 3-0-B-D-glucopyranoside and 3-0-(6-0-nalonyl)-B-D
gl ucopyr anosi de; f EEPM ABGHE 00 251%P° @HOUEhHEEL ecBinedPnpyrrol i zi di ne

al kal oi ds conpri si Ik @2gisn [ sskl| agine, from about 0.003%to
about 0.00Q@bisone??ghﬁg 8%% P§%§ﬁ?§bﬁ%§%§e§‘a%ghgg?F%éng}c acid; and from
about 0.01%to abodtrodfapaiyophy ereabout 6% echinaceine;

from about 2% to about 7% anthonocyanins comprising
cynanidin 3-0-B-D-glucopyranoside and 3-0-(6-0-malonyl)-B-D-
glucopyranoside;

from about 0.01% to about 0.08% pyrrolizidine
alkaloids comprising tuss}lagine and isotussilagine;

from about 0.003% to about 0.009% isomeric dodeca .
isobutyalamides and tetroenocic acid; and

from about 0.01% to about 2% caryophylenes.

10. The use of a composition as claimed in any one of the
preceding claims in the preparation of a product for the

treatment of herpes simplex virus 1.

11. The use of a composition as claimed in any one of the
preceding claims 1-9 in the preparation of a product for the

treatment of herpes simplex virus 2.

12. The use of a composition as claimed in any one of the
preceding claims 1-9 in the preparation of a product for the

treatment of varicella zoster virus (herpes zoster).

13. The use of a composition as claimed in any one of the
preceding claims 1-9 in the preparation of a product for the

treatment of cytomegalovirus.

14. The use of a composition as claimed in any one of the

preceding claims 1-9 in the preparation of a product for the



10: " The use of a conposition as clained in any one of the i i "
in the preparatiHj ”m |Hﬂmulnor_the treatnent of herpes Eﬁ(ﬁﬂdf%ﬁ'; SHEET
1. 11. The use ofil HBOI®s cl ained in any one of tlHe [precediny
claims 1-9 in the preparation of a product for the treatnen ofogqi(ws‘g
sinplex virus 2. 12. The use of a conpo#tion as clainmed i gny one" of %q*ue
pr ecedi ng «Gl.aj -9Jdn the preparation of a product for tle b+eatment_of
vari cel | at?(?s téﬁfen&:l r Q’Cﬁ%’bé@w@f)icib&cy euesquetya qonposition as
clainmed in any one of the preceding clains 1-9 in the preparatiomr-of—a
product for the treatnent of cytomegal ovirus. 14. The use of a conposition
as claimed in a8y ofM&eoluskhepzeeadi cl.ainms _1-9 in the preparation of a
product fg;_,etchg. 4%1 treat ment of Qﬁgﬁégkgﬁnﬁﬁoﬁiﬂ'&?‘én@/ My usné HbE/)thd 5.
The use of & CONPgsitiddMsasl vd ainmedthen mmpane ieh tdie Qrgggﬁi ng claims 1-9
in the prepaaghbaR 8k ng{:ggﬂchaggr the treatment of epsterttf riEoT the
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(57) Abstract .

_ .' (54) Tiﬂe ANTIMICROBIAL TREATMENT FOR HERPES SIMPLEX VIRUS AND OTHER INFECTIOUS DISEASES

i An Jmproved medical treatment and médicine is provided to quickly and safely resolve hempes and other microbial infections. The
1 mexpenswe iserifriendly medicine can’ be apphed and maintained on the infected region until the physmal symptoms of the disease
dtsnppearsiand the patient is comfortable- and has a normal appearance. The attractive medicine compnses an antimicrobial concentrate

: robe inhibltors, phytochemicals :or isolates. Desirably, the effective medicine comprises a surfactant and an agueous carrier

s ) the preferred form, the medicine-comprises Echinacea phytochemicals and benzatkonium chloride in a sterile water solution.




