WD 03/ 063900 PCT/ AUO3/ 00103 PROCESS FOR THE PREPARATI ON OF A NUTRI ENT
FORMULATI ON  FI ELD OF THE | NVENTI ON [ 0001] The present invention relates to
a processwbas/6ioner easi ng the efficacy and/ or bi oavai |l abi IPCAwB/0e103
nutrient formulation or conposition for the treatnent and/or prevention of
i nfl ammat ory processes associated with airway di seases such as asthma. In
particular, the invention relates to a process for increasing the efficacy
and/ or bioavailability of a nutrient formulation or honeopathic
conposi ti on coBBPEEPRGFPReTHE cPREPABATIAN| @Y ANETREENDr EOBMUDHAEPN s of
said formul ation or conposition so that a specific harnonic is obtained.
BACKGROUND OF THE I NVENTION [0002] It is well appreciated by those skilled
in the artEZfEEP GRqTHBT FEASr n therapeutics used to treat diseases as
di verse as cancer, inflammation and cardiac conditions have limted
efficacy an ioavai lability in vivo. This is despite these
therapeﬁticgéﬁg%?ng %ﬁ%ﬁ??%ggdl%Y%%Eﬂ?ﬁg¥§fﬁ5%ﬁ BP 17 RESCERE i FP¥itro

bi oassays amdctéaesinkethdoeflat eacyoshd/of b&ba@éil&b$kﬁtﬁh%ft@ ingrease éhe
efficacy a o]l ' i ] ics h been directed towards
enhanci%g t e9£%§+€3¥§%%%%%%£%%a§%/%éﬂgégfgééén%o¥2§?%e%ﬁﬁa?$%%Fof t he

t her apeut i CANFHNEVRFSVERE1en t &if sinblamnahorasoprodteed sorecidppd ovigdent in
the efficacyiapgy odi fboavai dabh |44 V2 9fnmd herapet i esehhyi Vohe the level s

experienced, are ~jnsufficient. Accordingly, there is still a need to
invention relates to a process for increasing the efficacy

and/or biocavailability of a nutrient formulation or
homeopathic composition comprising the step of agitating
one or more components of said formulation or composition

so that a specific harmonic is obtained.

BACKGROUND OF THE INVENTION

[0002] It is well appreciated by those skilled in the
art that many of the modern therapeutics used to treat
diseases as diverse as cancer, inflammation and cardiac
conditions have limited efficacy and/or bioavailability in
vivo. This is despite these therapeutics having
demonstrated exceedingly good efficacy in in vitro
bioassays and the like. To date, most, if not all research
to increase the efficacy and/or bioavailability of
therapetuics has been directed towards enhancing the
cellular uptake and/or increasing residency time of the
therapeutic. However, while this research has produced some
improvement in the efficacy and/or bioavailability of
therapetuics in vivo, the levels experienced are
insufficient. Accordingly, there is still a need to
increase the efficacy and/or bioavailability of

therapetuics in vivo.

[0003] Airway diseases including cystic fibrosis,
asthma, chronic obstructive pulmonary disease, bronchitis,

and other airway diseases characterised by an inflammatory



i ncrease the efficacy and/or bioavailability of therapetuics in vivo.

[ 0003] Airway diseases including cystic fibrosis, asthma, chronic
obstructiwe opibivomary di sease, bronchitis, and other airwray/Adioseasss
characterised by an inflanmmatory WO 03/ 063900 PCT/ AU0D3/ 00103 2 response are
particul ar di seases where the efficacy apd/or bioavailability of

t herapeutics has been poor. Asthnma in particular is one of the nost conmon
di seases in industrialised countries, and in the United States and
accounts forespouse 135 ofoalticiebit hdEarasedsvkelk thei sEf beacwlandA@iv Eng.

J. Med. 32%1§§@a§§§b£ﬂ§@§)af é@eﬁéﬁ&%ﬂss h@&r@@é& bHoPOt s thiga prieval ence

and nortality of asthna “over the past decade has, been reported
( Ast hma- Uni P@Btieiigesis 19/89- q@gﬁhewﬂ9v$4q0mm@@<#§%8%a@@23n W | son JW and

Robgrttsog Eﬁq%@@?ﬁiali\@éﬁlgguﬁ@he@28§nc28_9ﬂ tl@e:élCUnD@Q@d p@ta@é\@larﬁ@thrm i's
redicted to be re-emnenf, oOgcu on ung di sease e ne
Puture (M THAR %ngo & Al E?Jf@p%%?\fﬁés%algg C(?St%4(3k f’i S¥1997Y) .
[0004] It has. beﬁewsmmmm Jhane@sthm® i 862+ 8@Qet U DY) . chendatmingi ch can
cause | nf) AR} OLY." ESRONSES D bhSaPLEVEYSoq FRLLEN 8 coBl Lo agpl ut ant

may al so catse antT - oxi ence sys iva | onber g,
2000). It heenl she bewsit shevwde hms seeem m@lorié@d bl &edhmatUnitedi - oxi dant

states are $OMRLsi nl@@élm@ Winlir DEDNCHE 8Ly 3 @St hewy ( Vugal s dn Uain2000) .
It has al so been shown that in asthmatic patients there is a reduction of
pl at el et cSppbertson CF (2002), MJA 177 (6): p288-2892), and
occupational asthma is predicted to be the pre-eminent
occupational lung disease in the near future (M. Chan-Yeung

and J. Malo European Resp. J. 7, 346-371 (1994)).

[0004] It has been shown that asthma is triggered by
chemicals which can cause inflammatory responses in the
airways. Particulate air pollutants may also cause the
anti-oxidant defence system to be activated (Blomberg,
2000). It has also been shown that serum and red blood cell
anti-oxidant states are lower in patients with bronchial
asthma (Vural & Uzun, 2000). It has also been shown that in
asthmatic patients there is a reduction of platelet GSH
activity. This suggests that these patients have a
diminished capacity to restore part of the anti-oxidant
defences and that anti-oxidants from diet alone are not
adequate to restore normal anti-oxidant levels (Picado et
al., 2001).

[0005] The applicant has now surprisingly found that
compositions for the treatment of airway disease and in
particular asthma, may be enhanced with respect to efficacy
and/or biocavailability by using specific agitation methods
which produce particular harmonics such that anti-oxidant

levels are restored.



activity. This suggests that these patients have a dimnished capacity to
restore part of the anti-oxidant defences and that anti-oxidants from di et
al one ar ewpeB/ocxdequate to restore nornal anti-oxidant | ererssyoPoe@sio et
al ., 2001). [0005] The applicant has now surprisingly found that
conpositions for the treatnent of airway3di sease and in particular asthma,
may be enhanced with respect to efficacy and/ or bioavailability by using
specific agitation nethods which produce particular harnonics such that

ant i - oxi dan?UM{BG¥E| QF aTEE; ENVBNEBHONWO 03/ 063900 PCT/ AU03/ 00103 3 SUMVARY OF
THE | NVENTI ON [ 0006] A first aspect of the invention provides a nethod of
treating an ﬁé6§?y di sease in a subject in peed of such {reatnent,
conprising f ep of H4RFhi FRFFHgPE RBEriBRERCIOR T AV & BorpRRi ti on
whi ch conprofesreoaeing anreicwapofbsésasahisha hevejbeeniaohéad esi smc:;t]} that a
har noni ¢ of 20 to 50. Hz S been oduced, in an amount . effective
to treat satlzlag%%rﬁglggé. gf%ﬁﬁllﬁg sttej@%n%t%]g p‘gitafglf‘l?%%é?ﬁ&%n? Thehtion

provi des afoumeleniofopnutatponi oiog onpdsht compuseds| of@rot meate ng an

ai rvay di se@éﬁpéﬂe@t%ﬁﬁ?&ﬁ ﬁﬁ@eﬁgeﬁf%%egt%ﬁeéﬁem at S @a{m&g% gcgfgfbi c

aci d, magnesi um an enonet hi oni ne armaceutical I’y acc
carrier,  wheeevaemneloko hPriz dempopesi sohedece@enimgin aaeliuch that a

har noni ¢ oferpeteel 20 tp=50 &iidasidesgs.produced, together in an

[0007] A second aspect of the present invention provides
a nutrient formulation or composition useful for treating
an airway disease in a subject in need of such treatment,
comprising ascorbic acid, magnesium and selenomethionine
and a pharmaceutically acceptable carrier, wherein one or
more components have been agitated such that a harmonic of
between 20 to 50 Hz has been produced, together in an

amount effective to treat said disease.

[0008] A method of producing a nutrient formulation or
composition useful for treating an airway disease in a
subject in need of such treatment, said formulation or
composition comprising vitamins, trace elements and
probiotic bacteria said method comprising the step of
agitating at least one component of said formulation or
composition such that a harmonic of between 20 to 50 Hz is
produced.

[0009] Accordingly, the present invention provides a
novel process and nutrient formulation or composition for
treating an airway disease. This and other aspects are

achieved in whole or in part by the present invention.

[0010] The foregoing and other aspects of the present
invention are explained in greater detail in the
specification below.



anount effective to treat said disease. [0008] A nethod of producing a
nutrient formulation or conposition useful for treating an airway di sease
in a subvessosiomeed of such treatnent, said formulationPem/Atwenpositi on
conprising vitamns, trace el ements and probiotic bacteria said method
conprising the step of agitating at |east one conponent of said
formul ati on or conposition such that a harnonic of between 20 to 50 Hz is
produced. [0009] Accordingly, the present invention provides a novel
process anggrnut rbestrfornukadr onHRr FTEURBSi tion for treating an airway

di sease. This and other aspects are achieved in whole or in part by the
present invention. [0010] The foregoing and other aspects of the present

i nvention aoelexpl ai Akdura Brkat erdiegnsh ¢f aheexwpetientati on bel ow. WO
03/ 063900 PCTé@%?ééOQégg 1ﬁ-E§?%FfeDESCRIPTICN OF THE FI GURES [0011] Figure
lis a dlaaP%n1o an experinental  apparatus used in Exanple 1. DETAI LED
DESCRI PTI ON OF THE I NVENTI ON [0012] The practice of the present invention
enpl oys,  YphesErAt PREVREBTIARI 68t edr eQUERDLORNal chenistry and

phar macol ogy—wrthrm the skift of the art. Such techniques are well known
to the skilled worker, and are explained fully in the literature. See,
eg., ColigapoiPynn, fheephactice of the present invention employs,

unless otherwise indicated, conventional chemistry and
pharmacology within the skill of the art. Such techniqgues
are well known to the skilled worker, and are explained

fully in the literature. See, eg., Coligan, Dunn, Ploegh,
Speicher and Wingfield “Current protocols in Protein
Science” (1999) Volume I and II (John Wiley & Sons Inc.);
and Bailey, J.E. and Ollis, D.F., Biochemical Engineering
Fundamentals, McGraw-Hill Book Company, NY, 1986.

[0013] Before the present methods are described, it is
understood that this invention is not limited to the
particular materials and methods described, as these may
vary. It is also to be understood that the terminology
used herein is for the purpose of describing particular
embodiments only, and is not intended to limit the scope of
the present invention which will be limited only by the
appended claims. It must be noted that as used herein and
in the appended claims, the singular forms “a,” “an,” and
vthe” include plural reference unless the context clearly
dictates otherwise. Thus, for example, a reference to “a
compound” includes a plurality of such compounds, and a
reference to “an harmonic” is a reference to one or more
harmonics, and so forth. Unless defined otherwise, all
technical and scientific terms used herein have the same
meanings as commonly understood by one of ordinary skill in
the art to which this invention belongs. Although any
materials and methods similar or equivalent to those
described herein can be used to practice or test the

present invention, the preferred materials and methods are



Spei cher and Wngfield "Current protocols in Protein Science" (1999)
Volunme | and Il (John Wley & Sons Inc.); and Bailey, J.E. and Alis,

D. F., Bi owbegioeaabo Engi neeri ng Fundanentals, MG aw H || BoolkauGsenpasy, NY,
1986. [0013] Before the present nmethods are described, it is understood
that this invention is not limted to tke particular nmaterials and nethods
described, as these may vary. It is also to be understood that the

term nol ogy used herein is for the purpose of describing particular
enbodi ment acenidgscartbeds not intended to limt the scope of the present
invention which will be limted only by the appended claims. It nust be
noted that as used herein and in the appended clains, the sinqular forns
"a," "an," [&9341"t heAlinpubdécplirals mepsience HRFEss ERe é’éﬁ?g £l early

di ctates other osEhlcs% dta,@,er%aml gndadrl@,t:%@ael t0e" proteapornd”
includes a plurality of such n’gﬁlun s, and %feren ce to. "an_harnonic"
M.

is a referé‘@@éfeﬁ’@soﬁéldoﬂeﬁﬁpés FonPES r&ﬁ(?r&? SFy rReURMRL L CaER PHE
ot herw se, zgld Whtl%hml@@llt aRd useidenti fcb@nb@ltlibnumdhhelhei lirﬂvamelbhe sane

meani ngs as under, st od. by one of rd| hary Ki. L]
whi ch thi sl\ﬁor?glé Yrefonds. Aibteygl?&ﬁ ﬁ‘&t &ri 8rSan ok thggs S| m I ar
or equi val drfventitdmose noes enithed cderte arxtem“ialte sseth ﬁosml@étlir@eba’r t est

the presen nve ed materials and nethods are WD
08T 065000 SRS RE, Bk B RIS 001 0

[0015] The present invention relates to methods of
treating “airway diseases” and in particular methods of
increasing the efficacy and/or bioavailability of a
“pnutrient formulation” or “homeopathic composition” and a
method of producing such nutrient formulations or
composition. The terms “formulation” and “composition” as
used herein are interchangeable and includes any substance,
or agent that can be used to treat airway diseases as

defined herein.

[0016] Examples of airway diseases that can be treated
by the method of the present invention include cystic
fibrosis, asthma, chronic obstructive pulmonary disease,
bronchitis, and other airway diseases characterised by an
inflammatory response. Treatment of airway inflammation is
also provided in accordance with the present invention,
including inflammation with or without (ie. free of)
asthma.

[0017] As used herein, the term “treat” or “treating” an
airway disease refers to a treatment which decreases the
likelihood that the subject administered such treatment

will manifest symptoms of the airway disease.

[0018] The term “subject” as used herein refers to any
vertebrate species which suffers from airway disease. The

methods of the present invention are particularly useful in



[0014] Al publications nentioned herein are cited for the purpose of
descri bing and disclosing the protocols, reagents and vectors which are
reported wo oshesdpubl i cati ons and which m ght be used in echraosoo3W t h
the invention. Nothing herein is to be construed as an adm ssion that the
invention is not entitled to antedate sugh disclosure by virtue of prior

i nvention. [0015] The present invention .relates to nmethods of treating
"airway di seases" and in particular nethods of increasing the efficacy
and/ or bi oatlad | abédtmgnof ol warmtlpl ended oventabranés or Thhoneopat hi ¢
conposition® %ﬁgr ng&ﬁ i u or
corrpoleoﬂ‘3 E%?ns g%ﬁ% atlgﬁé gﬁﬁéﬂggﬁgoé§%?§% £Q$£ME§%% e%ein are
|nterchangé@b¢@sand i ncl udes any substance, or agent that can be used to
treat airway diseases as defined herein. [0016] Exanples of airway

di seases that can be treated by the nethod, of the present inyention

i ncl ude cyst?@194i br o5 sORG&sPH er€%¢O%W%Ogb%??EcF?gepﬁﬁ$%%Ba}%y%ﬁg%%%e
bronchi ti s, i@ncomtdefiedi pm@yaﬁlilspaﬁeehcméacfeatm‘eﬂt by f apumamf | ammat ory

t f t ded d
Wth the praeifethy dhef ort R kel AT e ERY ah e fT oPnl PR R Bh (e
free of) ast e . mdul@a ] assuispelc her esucht e d@g$n"CaEatllvesﬂ¢¢batlng" an
ai rway dIS £€%§r§n&8h %gatﬂgptvg@éffn€e§ﬁ§@§§ e i kel i hood t hat
suc

t he subjec mnistere t reat nent est synptons of the
ai rway disease.
[0020] Thus, provided is the treatment of mammals such

as humans, as well as those mammals of economical
importance and/or social importance to humans, for
instance, carnivores other than humans (such as cats and
dogs), swine {(pigs, hogs, and wild boars), ruminants (such
as cattle, oxen, sheep, giraffes, deer, goats, bison, and
camels), and horses. Also provided is the treatment of
birds, including the treatment of those kinds of birds that
are endangered, kept in zoos, as well as fowl, and more
particularly domesticated fowl, eg., poultry, such as
turkeys, chickens, ducks, geese, guinea fowl, and the like,
as they are also of economical importance to humans. Thus,
provided is the treatment of livestock, including, but not
limited to, domesticated swine (pigs and hogs), ruminants,

horses, poultry, and the like.

[0021] The formulation or composition preferably
includes an active agent. As used herein, the term “active
agent” refers to an agent which possesses therapeutic or
prophylactic properties in vivo, for example when
administered to a subject. The term “active agent” also
includes other (non-active) substances, which may, for
example, be administered together with or combined with the
active agent to aid administration. Examples of suitable
therapeutic and/or prophylactic active agents include
proteins, such as hormones, antigens, and growth factors;

vitamins and minerals; probiotic bacteria; nucleic acids;



[0018] The term "subject” as used herein refers to any vertebrate species
whi ch suffers from airway di sease. The nethods of the present invention
are partiwoloawédpouseful in WO 03/ 063900 PCT/ AUO3/ 00103 6 the/Atveaenoent of
war m bl ooded vertebrates. Thus, in a preferred enbodi nent, the invention
concerns mamaels and birds. [0019] In one preferred enbodi ment the present
i nvention is concerned primarily with the treatnent of human subjects,
but can al so be enployed for the treatnent of other nanmmal i an subjects,
such as dogmd Gala,] lleirv esfleckl espr isvatte ssara thrises,c s ors hestodidsnaepd

pur poses. Q'JgeyE ,tsprow ded is the treatnment of mammal s such ' as
humans, as vve as those mammal s of econom cal inportance and/ or soci al

i nportance to humans, for instance, carnivores other than humans (such as

cats and dogshy SW g @&%W@%%n@%mﬂrﬁl% sQrgarﬂara mte%ﬂ%sch as
cattle, oxen, sheep, giraffes, deer, goats, bis and gle ﬁ .and
l')t

horses. Al S8 @i dedvg t meRtisa né?ﬁOt(ﬁln'blcraE o Yﬁa(ﬁ"’ifcﬁ ARGt ment
of those kln[&ﬂfos%c@ﬂa&d@etshatoll@r@aﬁwm@e@d H#EPtpd Iy zaahardsiessl,| as

fow, and nor articul arl st.i cated fow,, .eg., | t.r.y, such as
turkeys, cRMUKERT s é’?é‘ nrreai“fp&HrOtaengt ﬁé%%&keeﬁlyd as they are
al so of ecqmﬂmpeaitlld@(am amceteum hurmares sm'Eﬁus ,molmcmll@ejéldri]@d he ter eat ment
O o) YOSt 0ol de] U0 e diol, JIddiRE] L dATPSd et @ty Wit O 05 and

hogs), rum nan ry,
DNA, 1nc1ud1ng cDNA or RNA or a fragment thereof),

nucleotide, nucleoside, oligonucleotides (including
antisense oligonucleotides), gene, lipid, hormone, vitamin,
including vitamin C and vitamin E, minerals and elements
such as magnesium, selenium or combinations thereof.

[0023] Representative therapeutic active agents include
antioxidants, chemotherapeutic agents, steroids (including
retinoids), hormones, antibiotics, antivirals, antifungals,
antiproliferatives, antihistamines, anticoagulants,
antiphotoaging agents, melanotropic peptides, nonsteroidal
and steroidal anti-inflammatory compounds. Other non-
limiting examples of active agents include anti-infectives
such as nitrofurazone, sodium propionate, antibiotics,
including penicillin, tetracycline, oxytetracycline,
chlorotetracycline, bacitracin, nystatin, streptomycin,
neomycin, polymyxin, gramicidin, chloramphenicol,
erythromycin, and azithromycin; sulfonamides, including
sulfacetamide, sulfamethizole, sulfamethazine,
sulfadiazine, sulfamerazine, and sulfisoxazole, and anti-
virals including idoxuridine; antiallergenics such as
antazoline, methapyritene, chlorpheniramine, pyrilamine
prophenpyridamine, hydrocortisone, cortisone,
hydrocortisone acetate, dexamethasone, dexamethasone 21-
phosphate, fluocinolone, triamcinolone, medrysone,
prednisolone, prednisolone 2l-sodium succinate, and
prednisolone acetate; desensitizing agents such as ragweed

pollen antigens, hay fever pollen antigens, dust antigen



[ 0021] The fornul ation or conposition preferably includes an active agent.
As used herein, the term"active agent" refers to an agent which possesses
t her apeutwo 0810639p0 ophyl actic properties in vivo, for exanpCa/Au18/n00103

adm nistered to a subject. The term"active agent” also includes other
(non-active) substances, which may, for_.gexanple, be adm nistered together
with or conbined wwth the active agent to aid adm nistration. Exanples of
suitable therapeutic and/or prophylactic active agents include proteins,
such as horarmshesi llamnigeres; akctaqrapsttarfeetorg) asvidhemydsodnd ng.ner al s;

probiotic lﬁaﬁékﬁié@hr@“a‘ﬂ& taecdrgisﬂ&dggij’:quggf}@og h PCTY, 3/00103 and

smal | er nole such as anti I'cs, stero and econgest ant s.
[0022] The mmwm@ﬁtwam@m a5t gb?rillQ,CEFﬁﬂJétﬁJI ESPagide as a drug,

pepti de, prﬁleiéylé’@é bC&b}idfa%twol(l Rl UV D NOS A dimte,

ollgosaccharldes an saccharj des) nucl roteln mucopr ot ei n,
| i popr ot ei PRASERYEIRR l‘iﬁv)lld;ﬁpeﬁr} %‘?‘ecﬁ’]flb"t‘é’i‘fp BHAeismal | mol ecul e | i nked

to ia OI_prot qja{rasg_hwﬁ@lrts ;‘g]ﬁﬂplad; amhm@m:e agilfatany form of DNA,
including c or .a ra ment ther eof : nucleotlde cl eosi de,

ol i gonuci eochI\"@é%p?r?t?é‘\}lA Ui mdre "}frﬁ & AT déSPL gaiénner}1lJ i pi d,

hor none, wéuzmtrropnlm,l m&@mnmm@mmeammﬁthﬂm@m%w@ enent s

such as magnesi um . 56l ni U of, COAhl NAld Al @PTudiPQR3] Representati ve

t herapeuti c active agents inc
pentobarbital sodium, phenobarbital, secobarbital sodium,

codeine, (g-bromoisovaleryl) urea, carbromal; psychic
energizers such as 3-(2-aminopropyl) indole acetate and 3-
(2-aminobutyl) indole acetate; tranquilizers such as
reserpine, chlorpromayline, and thiopropazate; androgenic
steroids such as methyl-testosterone and fluorymesterone;
estrogens such as estrone, 17—B—estradiol, ethinyl
estradiol, and diethyl stilbestrol; progestational agents
such as progesterone, megestrol, melengestrol,
chlormadinone, ethisterone, norethynodrel, 19-
norprogesterone, norethindrone, medroxyprogesterone and 17-
B—hydroxy—progesterone; humoral agents such as the
prostaglandins, for example PGE:;, PGE; and PGFz;
antipyretics such as aspirin, sodium salicylate, and
salicylamide; antispasmodics such as atropine,
methantheline, papaverine, and methscopolamine bromide;
antimalarials such as the 4-aminoquinolines, 8-
aminoquinolines, chloroquine, and pyrimethamine,
antihistamines such as diphenhydramine, dimenhydrinate,
tripelennamine, perphenazine, and chlorphenazine;
cardioactive agents such as dibenzhydroflume thiazide,
flumethiazide, chlorothiazide, and aminotrate; nutritional
agents such as vitamins, natural and synthetic bioactive
peptides and proteins, including growth factors, cell
adhesion factors, cytokines, and biological response

modifiers.

[0024] The amount of active agent that may be combined



anti oxi dants, chenotherapeutic agents, steroids (including retinoids),
hor nones, antibiotics, antivirals, antifungals, antiproliferatives,

ant i hi st awDr@®¢39emt i coagul ants, anti photoagi ng agents, mnmelPERAU6PIIO3
pepti des, nonsteroidal and steroidal anti-inflammatory conpounds. O her
non- limting exanples of active agents_pnclude anti-infectives such as
nitrofurazone, sodi um propionate, antibiotics, including penicillin,
tetracycline, oxytetracycline, <chlorotetracycline, bacitracin, nystatin,
streptonyC|Wlthnébﬁycﬁnrl§®IVﬁ?%rhalgréﬁ1ﬁraéﬁcecﬁl§i§ﬁ%ﬁeﬁ?%@ge orm

eryt hrorfyc'\wlmngaég ;Pefmghg upbhf eRENLEES, tk@étéd' aga sWkfacet am de,
sul f anet hi zol e anet hazi neé sul f adi azi ne, anergZ|ne and

sulflsoxazoPértéﬁﬁléﬁtmod@lP§I§dWhEF§HFﬁ§lPBOXEPFdFﬁ@mp fiti @l | ergeni cs such
as antazolEaemumatmaﬁy&ht@ﬁaedchberph@nbramlaamlpystkaﬂnaﬁ of humans

prophenpyri dam ne, drocorti sope o] y one acetate,
dexanet hasofgY 3@%¥né?ﬂ§s§h % 5 Bﬁog ﬂ&? gg Iugcg% gﬁé Etriam:inolone,
medrysone, cpmpdaisdbonePopragdninbtoneris- w@&ﬂugﬁsacaﬂhatepnaﬂﬁn

prednl sol ongBRELA! BofiesARak 1 2ha0cAYRRLALSHEN 75, HROUEEdy POLLAR.

anti gens, hay ever | en"anti gens, dust antigen
PCT/ AU03/ 00103 -8 and m | k anti gen; decongestants such as phenyl ephri ne,

naphazol i ne;pgng;tetralygdrazobbngnaBi-atbed, aﬁewe@@kl0hﬂbtne§éespé@§f§uch as
pllocarplne espéerine  salicylate, .carbacho ||509308¥pefluoroghosphate

phosphol i ne P68|HgveénéoﬁeﬁEEaPPEFFSP6ﬁFd§u ject wi nd upo

variety of factors including the activity of the specific
compound employed, the age, body weight, general health,
sex, diet time of administration, route of administration,
rate of excretion, drug combination and the severity of the

particular airway disease undergoing therapy.

[0026] In one embodiment, the nutrient formulation or
composition comprises a liquid consisting of dry agents
blended together. One particularly preferred nutrient
formulation comprises ascorbic acid (about 250 to 350mg,
calcium (about 200 to 290mg, magnesium (about 20 to 25mg,
zinc (about 12 to 25mg, selenomethionine (about 0.02 to
0.1lmg, Na bicarbonate (about 330 to 400mg, boron from a
homeopathic source between 1X and 1, and probiotic bacteria
between 1 to 10 cfu per gm blended together with between
400ml to 1000ml water and 2% of a suitable “non toxic
surfactant”. The term “non toxic surfactant” may include
lecithin or glycerol, potassium sorbate and ethanol. The
method of blending of the dry agents, water and surfactant
is not essential and any standard techniques used in the

art may be employed.

[0027] The preferred formulation or composition may also
include a nutritionally acceptable soluble magnesium salt,
for example in the form of magnesium aspartate or orotate.
Oother additives include soluble calcium salt, ascorbic acid

derivative, for example calcium citrate, orotate or
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administration and airway disease being treated. These

aspects are discussed below.

[0029] Having obtained the desired ligquid nutrient
formulation it is then vortexed for a period between 45 and
90 minutes as described below and then agitated for 45 and
90 minutes as described below to produce a fundamental

guantum harmonic of between 20 to 50 Hz.

[0030] The vortexing and agitation may be by any means
capable of forming the desired harmonic as described below.
Suitable means include using static mixers (Maa, et al., J.
Microencapsulation 13(4): 419-33 (1996)), as well as
dynamic mixing means such as agitators, homogenizers,
sonication, and other process equipment known in the art.

[0031] In one embodiment, the agitation is performed by
blending the dry active agents together as described above
with one or more pharmaceutically acceptable carriers then
vortexing and agitating the nutrient formulation through a
length of pipe or tubing at conditions sufficient to create
the desired harmonic, ie. enough turbulence to induce

harmonic formation.

[0032] Other static devices, such as restriction plates

(flow constrictors) and filters, also can be used to create



adhesion factors, cytokines, and biological response nodifiers. [0024] The
anount of active agent that may be combined WO 03/063900 PCT/ AUO3/ 00103 9
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that induced by turbulent flow alone, and can be less

expensive than most dynamic and static mixers. These types

of static and non-static mixing means can be used to

enhance or replace conventional agitation technigques, such

as agitators and static mixers, which may be particularly

useful when the process for making the nutrient formulation

or composition of the invention is operated continuously at

certain production rates. Mixing in a classic static mixer

relies on a number of factors, including the rate of fluid

flow. Pumps or pressure controls the fluid flow rate and

can vary with pump oscillations or changing pressure. The

use of a non-static mixer in a continuous process can

overcome these oscillations by providing additional steady

mixing, resulting in a more consistent emulsion. One of

skill in the art can readily optimise these mixing means to

achieve the most efficient production of the desired

harmonic.

[0033] Without wishing to be bound by any theory or
hypothesis the applicant believes that by vortexing and
agitating the nutrient formulation or composition as
described herein a vortex in the nutrient formulation or
composition of the invention produces small amounts of
rotons depending on speed and energy of the vortex. Rotons
are second generation tachyons formed in oscillating vortex
(See, for example, Shatskiy, A A, J. High Energy Phys.: 11
(2001), pp.064; Pismen, L. Phys.Rev. 2002, pp.8). This
oscillation is fundamental in producing the harmonics which



400ntl to 1000m water and 2% of a suitable "non toxic surfactant”. The
term"non toxic surfactant” may include lecithin or glycerol, potassium
sorbat e awo ogbmapol . The nethod of blending of the dry agemtadjo3mamoar and
surfactant is not essential and any standard techniques used in the art
may be enpl oyed. [0027] The preferred farmul ati on or conposition may al so
include a nutritionally acceptabl e sol uble nagnesiumsalt, for exanple in
the form of nmagnesi um aspartate or orotate. O her additives include

sol ubl e cal @rantBal basagcefbrbeaprasedbr 1VEERVe%Nf or exanpl e cal ci um
citrate, orotate or WO 03/063900 -10 PCT/ AU0O3/ 00103 carbonate, sodi um
potassi um nagnesi um aspartate ofr rotate, zinc ascorbate o jcolinate or
aspartate oﬁogégfde; 5§CBF8iEaEE?B?f%¥£¥spEFﬁ8r£ nsméegam8ﬂg|§%8, bor on,
sel enonet hi paivexasswektwasnphaomacandi 2801 ymaraé&ptiabbad hagferi ng salt
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accept abl e §8055¢9" S Q&aQEhESEEEnuégdtﬂélEon§§9§89sUEBPpEB@uE¥p§th active
agent, route of “adm nistration and alrway di sease being treated. These
aspects areSHpstfissebBapePBiC [6029] fPEYPYE: obt ai ned the desired |iquid
nutrient fornulation it is then vortexed for a period between 45 and

~KE + G™® - 3T M =0

d

where K® = Thermal Density of Fluid
Ge™ = ((T + F + R)V)"-Pi
T = TEMPERATURE

Y9 = HARMONIC MEAN OF FLUID

F = DESIRED HARMONIC FLUID
M = Mass of Fluid
R = Energy imparted to fluid
[0036] The harmonic may be be measured by a protek

multifunction counter 9,100 or similar frequency meter.
This is done by emersing a probe into the liquid
formulation after agitation has occurred. The reading is
then taken of the fundamental harmonic of the agitated

liguid.

[0037] In a preferred method the liguid nutrient
formualtion described above is vortexed at a low velocity
to form a vortex in one direction of between 30-120 rpm at
which point the direction of vortex is reversed until the
vortex reaches a velocity of between 30-120 rpm at which
point the direction of the vortex is reversed again and so
repeated until a period of 45 minutes to 90 minutes is

reached.

[0038] While it is possible to use any vortex machine to

produce the appropriate vortex it is preferable that the



90 m nutes as described bel ow and then agitated for 45 and '

descri bed bel ow to produce a fundamentalg gquant um har noni c O?Obglaggﬁszgsto
S0 Hz. [00B0Op/H0dIe0 vortexing and agitation may be by any meamsuvosapabl e of
form ng the desired harnonic as described bel ow. Suitable means include
using static mxers (Maa, et al., J. Mscroencapsulation 13(4): 419-33
(1996)), as well as dynamic m xing neans such as agitators, honobgenizers
soni cation, and other process equi pnment known in the art 0031] In one ’
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e
carriers tﬁ@ﬁgevg?ggﬁ?ﬂggg 8Oag|$at?§gepﬂggnutrlent fornulatlgn thrgugh a
| ength of pipe or tubing at conditions sufficient to create the desired

har noni c, ough b n e Nhesf t 0032
static devﬁ§83§Ts choggérgégr%@P?gnkggggegbgﬁgﬁ hes gé??lg?g?EH Sy e

filters, akbe UahrbénﬁséérﬁéléFéﬁﬁe1%0¢§3F58 96§lta¥f 5&TFA56%F 8?03 t he
;gqgkéeggrﬁggﬁgﬁﬁngggg@oz;ggebogngvb@denantannangletaflQOWFXQQS are used
used herein r,m
to a devi cECIREPFNE tePefBRESPAYt PRFNER hﬁﬁ_&% F%a F%%iﬁgggﬁgéan:g;ers
Lgﬁ flrldthglgg %ghgabeép Eh@npb&atabnnaﬁ gn&mggzedxeﬂ@ls|ﬁ@ﬁaee
non-notori sed turbines a r Qi di cat
iﬁﬁ&Fh th§gﬁp@§ %% b% b?holn icators, such as a bal

i ndi cat or. ugh

[0040] The liquid nutrient formulation is then either

containerised or potentised further as follows:

[0041] 1ml of liquid nutrient formulation is diluted
with 9ml of diluent to produce 10ml of 1X attenuation. This
is then vortexed and rotated then agitated as described
below where it is succussed. A further dilution of the
processed ingredient can then be made as necessary by
taking 1ml of 1x attenuation which ig succussed with Smls
of diluent to produce 10ml of 2x attenuation and so on.

This may be repeated until the desired potency is achieved.

[0042] Tn one embodiment rather than blending the entire
dry agents then vortexing and agitating the entire liquid
nutrient formulation as described above it is possible to
merely vortex one or more of the agents separately then

blend these agents together.

[0043] The final agitated substance can be administered
in the form of a solution, as an ointment or paste, as
tablets, or in the form of pellets or globules of a
carrier, such as lactose. Alternatively it is possible to
triturate the agent with a solid carrier. Tablets or
capsules may be of suitable size which are convenient for
swallowing, for example about 0.2 g to about 1 g. The final
substance may also be a liquid or a powder and may be added

to other substances which may not be produced by this



m xer head available on a Silverson honbgeni ser. Non-static mxers

advant ageously provide nore efficient agitation than that induced by

t ur bul entwblosmembone, and can be | ess expensive than nostciasoeoand
static m xers. These types of static and non-static m xing neans can be
used to enhance or repl ace conventiongg“agitation techni ques, such as
agitators and static m xers, which may be particularly wuseful when the
process for making the nutrient formulation or conposition of the

i nvention psoepasatedmerBt bnaeHsl ymatiictaet aknspbedasteon rates. Mxing in
a classic static mxer relies on a nunber of factors, including the rate
of fluid flow Punps or pressure controls the fluid flow rate and- can
vary with poop4osci | batkeonkeoforhahgingnppessamposThen 9etBe a non-static

m xer in a,continuous pr S ercaMBatkhese Qscilbat hapsohycpigviding
addi ti onal “8V&% ﬁonnﬁ%gnéggﬁeEﬁﬁﬁPﬁg&i% g or e consi stent emul sion. One of
skill in thenathevaber atinijabpti fPscathéseskRCA§ reans to achi eve the
nost efficient production of the desired harnonic. [0033] Wthout w shing

to be bound by any theory or  hypothesis the applicant.believes ihat by
vortexing 488453gi t afbeg kel gbEr fORTULBEARRAPE ofOBPCOED 8§i9?oﬁ£35

described hekeihRidnvakieye BdhhaiBdkireanbrhoigyl abpdnadily, conposition of
t he invention produces small anounts of rotaons.de i.ng..on.speed and
energy of PﬁéeFGFF@i.YROP5nEY éPﬁaESS&ﬁa Sgﬁeyé%goﬁgggg%ygﬁgtforned in
osci | | ati ngovantlexiopSeeontainéxngnpbe- tokars bbprmacauticafilyh Energy Phys. :
11 (2001)ac%%@%% 1P S8 erk, BRYSVEELs 2002vePRcBls. THhE term

parenteral as used herein includes subcutaneous injections,

intravenous, or intramuscular.

[0046] The formulation or composition of the invention
containing the active agent may be in a form suitable for
oral use, for example, as tablets, troches, lozenges,
aqueous or oily suspensions, dispersible powders or
granules, emulsions, hard or soft capsules, oOr sSyrups Or
elixirs. Compositions intended for oral use may be prepared
according to any method known to the art for the
manufacture of pharmaceutical compositions and such
compositions may contain one or more agents selected from
sweetening agents, flavouring agents, colouring agents and
preserving agents in order to provide pharmaceutically
elegant and palatable preparations. Tablets contain the
active agent in admixture with non-toxic pharmaceutically
acceptable excipients which are suitable for the
manufacture of tablets. These excipients may be for
example, inert diluents, such as calcium carbonate, sodium
carbonate, lactose, calcium phosphate or sodium phosphate;
granulating and disintegrating agents, for example corn
starch, or alginic acid; binding agents, for example
starch, gelatin or acacia, and lubricating agents, for
example magnesium stearate, stearic acid or talc. The
tablets may be uncoated or they may be coated by known

techniques to delay disintegration and absorption in the



oscillation is fundanmental in producing the harnonics which WO 03

PCT/ AU03/ 00103 -12 are the basis of thg present invention. [0034]/?g3222
particul awbysps®derred enbodi nent the vortex is between POUMT0aNE0250 mm
Radius and has a velocity to inpart of between 50 to 100 joul es per
second. [0035] Cal cul ation of the condijkions to produce the specific
harmonic is as follows: -Ka + Gnp + 1g M= 0 where Kd = Thermal Density of
Fluid Gnp=( (T+F+R V) '-Pi T = TEWMPERATURE | g = HARMONI C MEAN OF
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30- 120 rp”];%&. f@@lC?,EekﬂasﬁhénQi Fest i pALOf N¥OrLexsEs8Teyetsefiormti| the
vortex reaches a velocity of between 39-120 rpm at m@ich
osmotic therapéeutic tablets for congrof release.

[0047] Formulations for oral use may also be presented
as hard gelatin capsules where in the active agent is
agitate with an inert solid diluent, for example calcium
carbonate, calcium phosphate or kaolin, or as soft gelatin
capsules wherein the active agent is agitate with water or
an oil medium, for example peanut oil, liquid paraffin or
olive oil. Aqueous suspensions contain the active materials
in admixture with excipients suitable for the manufacture
of aqueous suspensions. Such excipients are suspending
agents, for example sodium carboxymethylcellulose,
methylcellulose, hydroxy- propylmethylcellulose, sodium
alginate polyvinyl-pyrrolidone, gum tragacanth and gum
acacia; dispersing or wetting agents may be a naturally
occurring phosphatide, for example lecithin, or
condensation products of an alkylene oxide with fatty
acids, for example polyoxyethylene stearate, or
condensation products of ethylene oxide with long chain
aliphatic alcohols, for example
heptadecaethyleneoxycetanol, or condensation products of
ethylene oxide with partial esters derived from fatty acids
and a hexitol such a polyoxyethylene with partial esters
derived from fatty acids and hexitol anhydrides, for
example polyoxyethylene sorbitan monooleate. The agqueous
suspensions may also contain one Or more preservatives, for
example ethyl, or n-propyl, p-hydroxybenzoate, one or more
colouring agents, one or more flavouring agents, and one or

more sweetening agents, such as sucrose oOr saccharin.

[0048] 0ily suspensions may be formulated by suspending



point the direction of the vortex is reversed again and so
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preferabl e that the WO 03/063900 -13 PCT/ AU03/ 00103 system uses the kinetic
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[0042] In Qne E%med aberhd hada bt emdli o) drhesrent +oxeldairty sagentas t hen

vortexi ng and a |Q§ the entire liquid
ascorbic acid.

[0049] Dispersible powders and granules suitable for

preparation of an aqgueous suspension by the addition of

water provide the active agent in admixture with a

dispersing or wetting agent, suspending agent and one or

more preservatives. Suitable dispersing or wetting agents

and suspending agents are exemplified, for example

sweetening, flavouring and colouring agents may also be

present.

[0050] The formulation or composition of the invention

may also be in the form of oil-in-water emulsions. The oily

phase may be a vegetable oil, for example olive oil or

arachis oil, or a mineral oil, for example liquid paraffin

or mixtures of these. Suitable emulsifying agents may be

naturally occurring gums, for example gum acacia or gum

tragacanth, naturally occurring phosphatides, for example

soya bean, lecithin, and esters or partial esters derived

from fatty acids and hexitol anhydrides, for example

sorbitan monooleate and condensation products of the said

partial esters with ethylene oxide, for example

polyoxyethylene sorbitan monooleate. The emulsions may also

contain sweetening and flavouring agents.

[0051] syrups and elixirs may be formulated wit

h

sweetening agents, for example glycerol, propylene glycol,

sorbitol or sucrose or lactose. Such formulations may also

contain a demulcent, a preservative and flavouring and



nutrient fornulation as described above it is possible to nerely vortex
one or nore of the agents separately then blend these agents together.

[ 0043] Thwofosmedoo@mgi t at ed substance can be adm nistered iPaTiA®3MOI0BN Oof a
solution, as an ointnment or paste, as tablets, or in the formof pellets
or globules of a «carrier, such as |lactggse. Alternatively it is possible to
triturate the agent with a solid carrier. Tablets or capsules my be of
suitabl e size which are convenient for swallow ng, for exanple about 0.2 ¢
to about 1 aplofheirfd refentsubSiten edanpca s ded a:dmmlctl@nsanmm@@r ignd may

be added 9 0ther subst %1\@&54@5&% R dRdused 10 Jdics,

03/ 063900 - 14 process to I nal medi ci ne_or substance. PCT/AU03/00103
[0044] OncSUSRETFGARH &Hich SHSREBwIGE (61 dfe thrrmylpiast ianeorgdnsed?

IO(r]I Oducefl atrtd@aéa%vgﬁg&ecs] THI&QIQ?Wt f%ulttam@ dﬂb@i’ex@qﬁgordwwt&cirﬂ‘goL
admi ni stration e nutrient for n_or osi ti,on t e

i nventi on RGPS £ il WIRGKH G A9t S%P\:‘:;T ﬁjﬁeg’np e r

i nhal at i on s&jay. imhedqs;aganmmm e‘dﬂarnﬂeatpnmmmmn miayy a1G- fb@xum a
pharnaceutlggll accep q) carrlers adjuv nt s %pd vehl C%§t_ggglterm

e
par ent er al S s djﬁﬁ% Hhclﬁﬂés sﬁbcdié%e et njeétlons |ntravenous
or |ntranusnxﬂ&nteqdﬂlkﬂadﬁﬁpddhﬁﬁﬂdﬂhuﬂnUNonxﬂqiﬁﬁnbmnfqﬁ exfeepiliev@st i on
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and solvents that may be employed are water, Ringer's
solution and isotonic sodium chloride solution. In
addition, sterile, fixed oils are conventionally employed‘
as a solvent or suspending medium. For this purpose any
bland fixed oil may be employed including synthetic mono-
or diglycerides. In addition, fatty acids such as oleic

acid find use in the preparation of injectables.

[0052] Given the nature of airway diseases as defined
herein, it will be appreciated by those of skill that one
particularly preferred embodiment utilises respirable
particles comprising the formulation or composition of the
invention. These respirable particles can be administered
as a nasal formulation. In general, respirable particles
range from about 0.5 to 10 microns in diameter. For nasal
administration, a particle size in the range of 10-500ym is

preferred to ensure retention in the nasal cavity.

[0053] Aerosols of liquid particles comprising the
formulation or composition of the invention may be produced
by any suitable means, such as with a nebuliser. See, eg.,
U.S. Pat. No. 4,501,729. Nebulisers are commercially
available devices which transform solutions or suspensions
of the active agent into a therapeutic aerosol mist either
by means of acceleration of a compressed gas, typically air
or oxygen, through a narrow venturi orifice or by means of
ultrasonic agitation. Suitable formulations for use in

nebulisers consist of the active agent in a liquid carrier,



oral use, for exanple, as tablets, troches, |ozenges, aqueous or oily
suspensi ons, dispersible powders or granules, enulsions, hard or soft
capsul es,woro3eyaomps or elixirs. Conpositions intended forcoralosne®smay be
prepared according to any nethod known to the art for the manufacture of
phar maceutical conpositions and such _g@npositions may contain one or nore
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[0054] The aerosols of solid particles comprising the
active agent may likewise be produced with any solid
particulate medicament aerosol generator. Aerosol
generators for administering solid particulate medicaments
to a subject produce particles which are respirable, as
explained above, and generate a volume of aerosol
containing a predetermined metered dose of a medicament at
a rate suitable for human administration. One illustrative
type of solid particulate aerosol generator is an
insufflator. Suitable formulations for administration by
insufflation include finely comminuted powders which may be
delivered by means of an insufflator or taken into the
nasal cavity in the manner of a snuff. In the insufflator,
the powder, eg., a metered dose thereof effective to carry
out the treatments described herein, is contained in
capsules or cartridges, typically made of gelatin or
plastic, which are either pierced or opened in situ and the
powder delivered by air drawn through the device upon
inhalation or by means of a manually-operated pump. The
powder employed in the insufflator consists either solely
of the active agent or of a powder blend comprising the
active agent, a suitable powder diluent, such as lactose,
and an optional surfactant. The active agent typically

comprises from 0.1 to 100 w/w of the formulation.

[0055] A second type of illustrative aerosol generator

comprises a metered dose inhaler. Metered dose inhalers are



techni ques described in the U S. Pat. No. 4,256,108, U S. Pat. No.
4,166,452 and U.S. Pat. No. 4,265,874, to form osnotic therapeutic tablets
for contrwbosebmase. [0047] Fornul ations for oral use mayPalrswoBeo1ps esent ed
as hard gelatin capsules where in the active agent is agitate with an
inert solid diluent, for exanple calciyg. carbonate, calcium phosphate or
kaolin, or as soft gelatin capsules wherein the active agent is agitate
with water or an oil nmedium for exanple peanut oil, liquid paraffin or
\(/)v! Lxeegu ﬁf@gemmmws- _etswwmbl } i s iceprees e s hebvartdadel yree @il sing f adni xt ur e
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e W r . ' ' [
1¥r+8 10E9(€1n1%$&65ﬁ6%h§§%?r%ﬁf&kéf@@%ﬁé%é@éé%éﬁéda%n@nd hexi t ol

anhydrides,. ol yoxyet ene sorbitan_npnool eate. The aqueous
suspensi onsixeyres scheveefi nToaef oFmaba biph cB8RY VAT EEONE iy AP et hyl ,
or n-propyl,-PahyHEPXYPENZoBlEntONEEOF ERAEMple, ethanol, surfactants,

such as oleic acid or sorbitan trioleate, antioxidants and

suitable flavouring agents.

[0056] The aerosol, whether formed .from solid or ligquid
particles, may be produced by the aerosol generator at a
rate of from about 10 to 150 litres per minute, more
preferably from about 30 to 150 litres per minute, and most
preferably about 60 litres per minute. Aerosols containing
greater amounts of medicament may be administered more

rapidly.

[00571 Dosage levels of the order of from about 0.05 mg
to about 140 mg per kilogram of body weight per day are
useful in the treatment of the above-indicated conditions
(about 2.5 mg to about 7 g per patient per day). For
example, inflammation may be effectively treated by the
administration of from about 0.01 to 50 mg of the compound
per kilogram of body weight per day (about 0.5 mg to about
3.5 g per patient per day).

[0058] The invention will now be further described by
way of reference only to the following non-limiting
examples. It should be understood, however, that the
examples following are illustrative only, and should not be
taken in any way as a restriction on the generality of the

invention described above. In particular, while the



col ouring agents, one or nore flavouring agents, and one or nore
sweet eni ng agents, such as sucrose or saccharin. [0048] oily suspensions
may be fowouwBasdo by suspendi ng WO 03/ 063900 -16 PCT/ AUO3POTMIB3NEI®3 act i ve
agent in a vegetable oil, for exanple arachis oil, olive oil, sesane oi

or coconut oil, or in a mneral oil sugh as liquid paraffin. The oily
suspensions may contain a thickening agent, for exanple beeswax, hard
paraffin or cetyl alcohol. Sweetening agents such as those set forth
above, andifl-aMeiibhngsagestsibag be dddedllt dn pedacdenatpafatBBfifsral
preparation. These conposi.tjon be_p d ddihbenthE an
anti-oxidaﬁ?tgﬂéhgggmggggépﬁfc§5cw3¥l[§S4S§é%$§ge3§?g%ggggmders nd
granul es sfihdbhgsf berepnepaeanponlanifindaglebtidsstopBrRsPbACBY tﬁ8raddition
of  water prowde tBeyact ifyendgaRiohs 8w ytuee wikhag dispessingyobe
wetting agent, suépenaing agent and one or nor res rggtlvg " Sy tabl e

di sper si ngropdueet] kgliagehths t&ﬁﬁnéﬁgﬁéngﬁﬁﬁlaggﬁggrégg e?énpﬁlgieg, for
exanpl e swegkeni-ep filsaveue Rarapdieokagrilngedgents may al so be present.

[ 0050] The fornula?ion or conposition of the invention nmay also be in the
formof oil-in-water enmul sions. The oily phase may be a vegetable oil, for
exanpl e ol ExaMPIE ar ar aciTRIENT, FORMILATIONaPREPARATIPNexanpl e |i qui d
paraffin or mxtures of these. Suitable enulsifying agents nay be

[0059] The applicant produced a nutrient formulation for
the treatment of asthma as follows:

Ascorbic acid from about 250 to 350mg

Calcium from about 200 to 290mg

Magnesium from about 20 to 2bmg

zinc from about 20 to 25mg

Selenomethionine from about 0.02 to 0.lmg

Na Bicarbonate from about 330 to 400mg

Boron from a homeopathic source between 1x
and 20X

Probiotic Bacteria between 1 to 10 cfu per gm.

f0060] These ingredient were blended together. Daily
dosages could range from between 0.125 mg for infants up to
about 6 grams for adults. In order to produce a liguid
formulation the appropriate dosage amounts of the
formulation was mixed with between 400 to 1000ml of water

and 2% surfactant was added.

[0061] The formulation was then vortexed for 45-90
minutes at 30-120 rpm as described above to produce the
fundamental quantum harmonic of between 20 to 50 Hz as
measured by protek multifunction counter 9100 frequency

meter.

[0062] Table 1 shows a series of frequency measurements

taken by protek multifunction counter 9100 frequency me;er



naturally occurring guns, for exanple gum acacia or gum tragacanth,
natural ly occurring phosphati des, for exanple soya bean, lecithin, and
esters orwpasweabo esters derived fromfatty acids and hercravoanabmsri des,
for exanple sorbitan nonool eate and cgndensation products of the said
partial esters wth ethylene oxide, for exanple polyoxyethylene sorbitan
nonool eate. The enmul sions nay _also contain sweetening and flavouring
agents. [0051] Syrups and ellixirs may bhe florgqul ated with sweetening
agents, for exanple glycerol, propyllene gllycol, sorbitol or sucrose or
| act ose. Such fornul ati ons fay %%s@ caontai pla denul cent, a preservative
BCH

and flavouring and WO 03/ 063900 AY(300DP3 -17 col ouring agents. The

phar maceuti cal comnpositionsimay bedjn {the formof a sterile injectable

aqueous or ol eagenous suspensi on. HThi 4 suspension may be formul at ed

according to the known art pusi-ng—tHese—syitabl e di spersing or wetting

agents and suspendi ng agent g mhig avd been|nentioned above. The sterile
%

Sh]
i njectable preparation may 4l so- g nd _gtelile injectable solution or
suspension in a non-toxic paggn 13l Py edcept abl e diluent or sol vent, for
exanple as a solution in 1,3 ﬁgdttlrlAﬁﬂng t he acceptabl e vehicl es
and solvents that may be eml oye drle vafar " Ringer's solution and

i sotoni ¢ sodium chloride sollution. Mn |additijon, sterile, fixed oils are
conventional ly enploygp as fasotvent—gr _3guspendi ng nmedium For this

pur pose any bl and figﬁd oi I| maygbeyenyl oyed |i ncl udi ng synthetic nono-
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or diglycerides. In addition, fatty acids such as oleic acid find use in
the preparation of injectables. [0052] Gven the nature of airway diseases
as definedoobesddn, it will be appreciated by those of skiPClr/Ateanoiose ’
particularly preferred enmbodinent utilises respirable particles conprising
the formulation or conposition of the_opnvention. These respirable
particles can be adm nistered as a nasal formulation. In general,
respirable particles range fromabout 0.5 to 10 microns in dianeter. For
nasal admmilstgatddhridpard isgticaiizm iand e trean g idfa ti®rb00m i s
preferred to ensure retention in the nasal cavity [0053] Aerosols of
l'iquid particles conprising the fornulation or osition of, the

i nvention [rﬂa%i)]e prmmwwﬁu@@m esh@ﬁhsln E&#ea WH G2 5f8bul i ser .

See, eg.
' £h det® - iMebuiser r&ncéammmmll taleallable
devi ces V\:htl (%FSt r ans%r m SAS] ti1ons Oll’ SUSpenSIlC%)_II’I‘%, % act Il\?éI alt_gg into

a t her apeutdrctewing cindriadl @ tiRg PIRCHEANS ']H?lsdét?elfé% ressed

R T R r e e
ui tabl e f ormu
consi st ofather BT RF USRI W}hLﬁ}bD"&aﬁrI{E?]g‘? W%tg%e%%%g}o%b%b%@qrs

:Decsl /s Atuh)gln Ili@j @@f ts,lyébﬂah fagﬁﬁumﬁrmy @:{]@tdp m@mo%wmorbmo%rfe&f@r ably
. (0] e or.mu The carrier is t |
Léo@ Yéauency e Ul 8yl 94, ypically water or a

dilute aq u i"on, referably nmade isotonic with b
fluids by the addition P d oy

[0064] Bioresonance testing was completed on the fluid
mediums of H,0, milk and liquid nutrient formulation. These
were tested by the Bioresonance Method of Schimmel
(Schimmel, H 1986, Bioenergetic Regulatory Techniques VEGA
Gieshaber GmbH & Co Am Hohenstein 113 PO 1142D 7-622
Scitach Germany). Increases in resonance show improvements
of between 20 and 40%. The optical density was measured by

Englehart colorimeter and showed improvements of >%75.

[0065] The fregencies of the post agitation frequencies
remained constant at a range of between 20 and 50 Hz and
revealed that the fundamental harmonic of the agitated
materials H,0, milk and nutrient formulation to be
maintained and therefore a stable biomorphogenic end

product attained.

[0066] Once produced the formulation was then ready to
be administered to patients as a medicine in order to
stimulate certain enzymes of the body which when
sufficiently active are capable of clearing from the body
numerous accumulated undesirable non-end product

metabolites and toxins.



of, for exanple, sodiumchloride. Optional additives include preservatives
if the fornmulation is not prepared sterile, for exanple, nethyl

hydr oxybewp®anesdo@ant i oxi dants, flavouring agents, vol ati lPEToU0g/00108If f eri ng
agents and surfactants. [0054] The aerosols of solid particles conprising
the active agent may |ikew se bé3produced with any solid particulate

nmedi canent aerosol generator. Aerosol generators for adm nistering solid
particul ate nedi canents to a subject produce particles which are

respirable, as explained a ,_and|generate a vol une of aerosol

contai ning a predeterm nedufetereq dgse of a nedicanment at a rate suitable
for human admi nistrationd ©e i|ll | ustrative type of solid particul ate
aerosol generator is an vinguffllator.| Suitable formulations for

admi ni stration by insuffl ig{ inclyde finely comm nuted powders which may
be delivered by means of |rsg§frhtor or taken into the nasal cavity in

the manner of a snuff. In t}HeSiinsyffijator, the powder, eg., a netered dose
t hereof effective to carﬁy;ﬁout t he tireatments descri bed herein, is
contained in capsules of rtri dges,| typically nade of gelatin or
pl astic, which are either %ferced or fopened in situ and the powder
del i vered by airwdrawn throdgh|thg dgvice upon inhalation or by neans of a
nanually-operatéﬁ punp. Th%) pawdgr dnpl oyed in the insufflator consists
either solely of the actiwvg agent| or] of a powder blend conprising the
active agent, a §uitab|é§pdﬂder di|ll ugnt, such as lactose, and an optional
surfactant. The gctive aBert| typi dal ljy
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conprises fromO0.1 to 100 ww of the fornulation. [0055] A second type of
illustrative aerosol generator conprises a netered dose inhaler. Metered
dose i nhawerg/oeaveo WO 03/ 063900 -19 PCT/ AUO3/ 00103 pressur PSEM RSN

di spensers, typically containing a suspension or solution formulation of
the active agent in a |iquefied propeblhant. During use these devices

di scharge the fornulation through a valve adapted to deliver a netered
vol une, typically from 10 to 150l, to produce a fine particle spray
containing the active agent. Suitable propellants include certain

chl or of | uarocarh conpogggéﬂgiggggigg I i chl or odi f 1 uor onet hane,
trichloroﬂ@ﬁﬁﬁgi ane, gﬁéﬁ%%g%ane and m xtures thereof.
The formul ation may additionally contain one or nore co-sol vents, for

exanpl e, et&;@gﬂj suj{égﬁlg#%ﬁfdatéy%m b @hifia a6d £ O BOEHE adx tri ol eat e,

ant i oxi dan sulrta avouri ng agentsbggoqggL The erosq% whet her
formed frorasddn et tiipled earEhe|BRETHREC FeOTY %‘d%@e%‘ﬁ’él &3 ol
gener at or ﬁ}%a@%éaﬁeﬁﬁ £ 90 85QUb£ 10 hondB0 | d¥eesa perwatkuperiodr e
preferably fr i

about 30 to 150 Litres per nut and t referably
about 60 |$YTREOHeFhF et 2O MY 05BF TR a‘?ﬂ} %%uge%‘r e‘gl?ee%rgérr%%(%t s of
nmedi canent Gy« BEs AABT NbBé £F 18 dwade ekepapbyll yhe [ 0957} dDosagei¢ekky s of the

e o o Gott PG 208 JBnol £ngPaMg 1405 0 PRRa EL OGEEREPTobOY el gt

symptoms were also returned to the sponsor. Comparisons of
symptoms and drug dosage were made comparing pre and post

supplementation with the nutrient composition.

[0068] Some of the symptom severities were recorded
using fractional values (eg. 0.25) instead of the
categories of Nil (0), Mild (1), Moderate (2) and Severe
(3). To make use of these entries, the severity values were

- rounded to the nearest integer using the following scheme:

[0069] If 0 = severity < 0.5 then severity = 0.

If 0.5 = severity < 1.5 then severity = 1.

If 1.5 = severity < 2.5 then severity = 2.

If 2.5 = severity < 3.0 then severity = 3.

[0070] The frequency and percentage distributions of the

reported bronchodilator use at enrolment and after four
weeks of treatment were examined to get an indication of

whether a change had occurred.

[0071] Cross tabulations of the symptom severities at
enrolment and after the four weeks of treatment were
performed to describe how the gseverities had changed and to

what degree over this period.

[0072] Differences in bronchodilator use before and

after the treatment period we compared using paired t

tests. The symptom severity values are ordinal variables so



useful in the treatnent of the above-indicated conditions (about 2.5 ng to
about 7 g per patient per day). For exanple, inflamation may be

ef fecti vewp oBoexaved by the adm nistration of from about @CEAWG0&HO3 Y of

t he conpound per kil ogram of body wei ght per day (about 0.5 ng to about
3.5 g per patient per day). [0058] Thejsnvention will now be further
described by way of reference only to the followng non-limting

exanpl es. It should be understood, however, that the exanples follow ng
are illustenti welookyn aadkshoml Heabtwbe usafehoi dchaymiag WaeBPPEstriction
on the gengral it f the i ti d ihed | giparibauliens while
the WO 03/ géégbﬁg?gbnééﬁﬂé%o%gri SVbY ?@nsiégeﬁgggribed in detail in
rel ation tadi&fspedi brtmaasivnanf éprBLAPRoNnTHRE WFI VRBE EFeS??yogng%?stood
that the Kiodingschshel Aagrpepal shimcbadibect bisrignaubal kne. ofter
exanpl e, other formulations for other airway di sease may be produced using
the techni ques herein described as long as they conprise the harnonic

di scl osed. [BYANPLE 1ohUTRE BN ECBWELATI SilgRRERPARATEONef@088RATReNaEp! i cant

produced a. nutrient formulation for _the trea astanmgpas fol | ows:
Ascor bi ¢ aéitdWPrsoWpéﬁﬁgguﬁhﬁgo#ewgéﬁggfn&%%f %gﬁﬁﬂhz?%]g ? rom
severity of the symptoms and reduce the amount of

bronchodilators used by the subjects. All tests of
statistical significance were made at the 5% level.

Symptom Severity Cross Tabulations

Coughing

[0074] From Table 3 67.9% (74 of 109) subjects had some
reduction in the severity of their coughing after four
weeks of the treatment, 27.5% (30 of 109) remained the same
and 4.6% (5 of 109) got worse. This was likely due to an
inadequate daily dose and also the winter influenza

outbreak.

[0075] Among those who initially had severe coughing
after the treatment, 37.1% (13 of 35) did not report any
coughing, 37.1% (13 of 35) reported mild coughing, 14.3% (5
of 35) reported coughing of moderate seVerity and 11.4% (4
of 35) reported no improvement (Table 3).



Sel enonet hi oni ne from Na Bi carbonate from about 250 to 350nmg about 200 to
290nmg about 20 to 25ng about 20 to 25ng about 0.02 to 0.1ng about 330

t o 400ny BorismeIr®m a honeopat hi ¢ source between Probi oti eCBadaievi@m3and 20X
between 1 to 1011 cfu per gm 1x [0060] These ingredi ent were bl ended
together. Daily dosages could range fr?én between 0.125 ng for infants up
to about 6 grans for adults. In order To produce a liquid formulation the
appropri ate dosage amounts of the fornulation was m xed with between 400
to 1000m of water and 2% surfactantrasag addded. [0061] The formul ati on was
then vortexed for 45-90 minutes at 30-120 rpm as descri bed above to
produce the fundanental quantum harnonic of between 20 to 50 Hz as
measur ed by @Qﬁ%kmeJLATMtQR)rCQim}ntHVM fAEécﬁmm;MENﬂetEHr CqUmBs2]
Table 1 shows a seri es-of rs e R Y pr ot ek

mul tifunction counter 6—C&T/ AUO3/ 00103 - 21

Cough severity | Cough Severity After Treatment

at enrolment Nil Mild Moderate Severe Total
N % N % N % N % N
Nil 13 100 |0 0 0 0. 0 0.00 | 13
Mild 13 50 L} 34.6 2 7.7 2 7.69 | 26
Moderate 16 45.7 | 14 40.0 4 11.4 | 1 2.86 | 35
Severe 13 37.1 113 37.1 5 14.3 | 4 11.4 | 35
3
Total 55 36 11 7 109
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Shortness of breath
[0076] A similar pattern was found for shortness of

breath and wheezing.

[0077] For shortness of breath, 78.9% (86 of 109)
reported a reduction in severity, 18.3% (20 of 109)
reported no change and 2.8% (3 of 109) reported getting

worse (Table 4).

f00781] For those who initially reported having a severe
shortness of breath, 28.8% (11 of 41) reported no shortness
of breath after four weeks of treatment, 39.0% (16 of 41)
had moved to the mild category, 19.5% (8 of 41) were in the

moderate category and 14.6% (6 of 41) reported no change

(Table 4).
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TABLE 4

CROSS TABULATION OF SHORTNESS OF BREATH SEVERITY AT
ENROLMENT BY SHORTNESS OF BREATH SEVERITY AFTER FOUR WEEKS
OF TREATMENT

Shortness of Shortness of breath severity after treatment

breath

severity at Tota

enrolment Nil Mild Moderate Severe 1

N % N % N % N % N

Nil 3 100. 0 0.00 | O 0.00 0 0.00 |3
00

Mild 11 57.8 |5 26.3 |2 10.5 1 5.26 |19
9 2 3

Moderate 21 45.6 | 18 39.1 6 13.0 {1 2.17 | 46
5 3 4 )

Severe 11 26.8 |16 39.0 (8 19.5 6 14.6 | 41
3 2 1 3

Total 46 39 16 8 109
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Wheezing
[00791 For the wheezing symptom, 68.8% (75 of 109)

showed some improvement in symptoms, 28.4% (31 of 109) did
not change and 2.8% (3 of 109) were worse off (Table 5).

[0080] For those initially in the severe wheezing
category, 37.5% (12 of 32) reported no wheezing after
treatment, 34.4% (11 of 32) were in the mild group, 12.5%
(4 of 32) had moved to the moderate group and 15.6% (5 of

32) reported no improvement. (Table 5).



N-Hnr ~~-iHH41 1 U4 z WO 03/063900 -22 PCT/ AU0D3/ 00103 of liquids prior
to agitation and after agitation. [0063] The experinental data shown in
Tabl e 2 iwOi0ca63m80 t hat energy was inparted into the |iquipdTnadaemosuri ng
the vortexing and agitating process. This is further proven by the
measur enent of frequencies of the quu_i§b_rredi um before and after

processi ng whi ch show i nprovenents of >100% Al frequencies were neasured
by protek multifunction counter 9100 frequency neter nethod. [0064]

Bi or esonance testing was conpl eted ompashg 6l uid nediuns of H20, m |k and
liquid nutrient fornulation. These were tested by the Bi oresonance Mt hod
of Schimmel (Schimrel, H 1986, Bioenergetic Regul atory Techni ques VEGA

G eshaber @HIN X TABUATHINE IGHE SIHERZR FEYHARUPD A GAROISENTBEY CGBINRIY ) .

I ncreases in resonancg; F T OMETRAES witkk and 40% The
optical density was mreasttred by Tgtehar Teter—anc

i nprovenents of >%5.

Wheeze Wheeze severity after treatment

severity at

enrolment Nil Mild Moderate Severe Total
N % N % N % N % N

Nil 12 100 0 0 0 0 0 0 12

Mild i3 50 12 46 .2 1 3.9 0 0 26

Moderate 18 46.2 | 17 43,6 2 5.1 2 5.1 39

Severe 12 37.5 |11 34.4 4 12.5 5 15.6 | 32

Total 55 40 7 7 109




[ 0065] The fregencies of the post agitation frequencies renained constant
at a range of between 20 and 50 Hz and reveal ed that the fundanental

har moni ¢ wb oshe39a@i t ated naterials H20, m |k and nutri entPCrovtesbats on to

be maintained and therefore a stabl e bi onorphogenic end product attai ned.
[ 0066] Once produced the formnul ation \_A@Is_then ready to be administered to
patients as a nedicine in order to stinulate certain enzynes of the body

whi ch when sufficiently active are capable of clearing fromthe body

numer ous Uil At ed rhrdesidalkl e non-end product netabolites and toxins.
WO 03/ 063 W FE-1.-23 r-A rsi 063900 -24 EXAMPLE
2 ASTHMA GO0GIGAL TRERD égm}#@gfoé;ﬁ%ﬁa?ﬁ 56 }:Qgr?g]?/&a?%s Wi tgﬁ ast hma

vere sel eglemh@iodilatangomores trseal ech Griorid inamti SeCregmSosrt it
described in Exanpl f-ar eri of %nt v MEe & 4 \week )penidod
Synpt om c &} &?%W#&dﬁe%@%e& Q%c?uéqﬁl,jf ee(gye ande shortn(ess (1f breath
were kept rptlescrandi-datles: 2\eKlly76) , as well as Seretide (p-value

= 0.0084) and Flixotide (p-value = 0.0400) after the four

week treatment period (Table 6).

[0082] An examination of the usage data for the other
bronchodilators in the data set showed that only a small
proportion of the subjects (at most 15%) used these other
products/substances. With such small numbers meaningful

analyses could not be performed on these other data.



guestionnaires denoting drug dosage and frequency of synptons were al so
returned to the sponsor. Conparisons of synptons and drug dosage were made
conpar i ngwprog/oeasdo post  suppl enmentation with the nutrient PCONI®300108N.

[ 0068] Sone of the synptom severities were recorded wusing fractional
values (eg. 0.25) instead of the categgries of Nil (0), MId (1), Mderate
(2) and Severe (3). To nmake use of these entries, the severity val ues were
rounded to the nearest integer using the follow ng schene: [0069] If O s
severity < 0.5 then severity = 0. |IfaB1% € sSeverity < 1.5 then severity =
1. If 1.5 s severity < 2.5 then severity = 2. If 2.5 s severity < 3.0 then
severity = 3. [0070] The frequency and percentage distributions of the
reported brangiodil arEsT rEeuatrserosl seatrrandcatter skonrrreeRkscahntrgat nent

(o071 e B EpTRah B DRE' BBl BRET e RRRIRENAE, PRENTLE

o9 Tt Aavu

the four weeks of treatnent were perforned to descri be hom/the severltles

had changed and to Ep@ﬁ%ogggggg over tgls Qg;lgg Lpg?f&ltlfferences in
bronchodi | at or use conpar ed usi ng
paired t tests. The synptom severity values are ordinal variables so WD
03/ 063900 -25 PCT/ A3/ Q0103 the WIcoxpn rank sumtggt was used to

det er m ne whet her

N

Ventolin Nebuliser 108 -2.41 0.0176
Seretide 108 -2.69 0.0084
Flixotide 108 -2.08 0.0400

* Please note, these values are statistically significant
at the 5% level.



t he baseline and week four synptom severity distributions differed
primarily in location. That is whether one of the distributions has been
shi fted |wDto3063906 ght of the other. [0073] One-sided test®CofA@BONISI cance
were used since it was expected that the treatnment would inprove the
severity of the synptons and reduce t anount of bronchodil ators used by
the subjects. Al tests of statistical”significance were nade at the 5%

| evel . Synptom Severity Cross Tabul ati ons Coughing [0074] From Table 3
67.9% (74 qof 9) subjecks.h e ckedeatli Frroin at heasewvér Bt § 8bsehei r
coughi ng a@toggsqf our %\ﬁ%&%gno qtfﬁg t r eat ment 27.{5? 3% Qf 1089y .r gari ned the
same anda4. 6¥EETSRLLE) lgdt AkGETe TOPRI YSRES Ok r&a 066 an- i nadequate
dai l'y dOS%fa%%x@t%et,hm\Mﬁtqrdé ahlduernaoldut hiecakeHu00zsr AksagieRdse who

initially had severe coughi after th reat : % (43 of 35) did

not repor BiERF TOBgHSTES é’r??f%e(a%‘?eé# %’Q’; S&%&gﬁ@egnﬁ’lﬂ coughi ng, 14.3% (5

of 35) repgdacteougiingg ofowadar,attdies prmpont ignd 11 Chende4 wagf 35) report ed

no i nprovenent. (Ta 3) ., \WO 03/063900 PCT/ AU03/ 00103 -26- TABLE 3 CROCSS
o )

TABULATI ON @ TY AT ENROLMENT BY COUGH SEVERI TY AFTER FOUR
VEEKS OF TREATMENT Cough severityCoughSeverity After Treatnent



at enrolnmentNi | M| dvbder at eSever eTot al NYANYANYANYN Ni | 131000000. 00. 0013

M | d1350934. 627. 727. 6926 Mbder at €e1645. 71440. 0411. 412. 8635

Sever e133Ww0038&8900514. 3411. 435 3 Tot al 5536117109 WO 03/ 0632 U02/60103

PCT/ AU03/ 00103 Shortness of breath [0076] A simlar pattern was found for

shortness of breath and wheezing. [00_75%_ For shortness of breath, 78.9%

(86 of 109) reported a reduction in severity, 18.3% (20 of 109) reported
no change and 2.8% (3 of 109) reported getting worse (Table 4). [0078] For
those who initially reported having aasgwerse shortness of breath, 28.8%

(11 of 41) reported no shortness of breath after four weeks of treatnent,
39.0% (16 of 41) had noved to the mld category, 19.5% (8 of 41) were in

the noderate ¥EARQENY MANIAY. BOMEER obF A10ES epbr BRONORODDBATER (JRbl e 4).

WO 03/ 063900 -28 TABLERGY A8 anp AFTER TREATMENT

Mean
Bronchodilator (enrolment) Mean (week 4)
Ventolin 3.8 1.7
Ventolin Nebuliser 0.7 0.2
Seretide 1.0 0.6

Flixotide 0.5 0.3




CROSS TABULATI ON OF SHORTNESS OF BREATH SEVERI TY AT ENROLMENT BY SHORTNESS
OF BREATH SEVERI TY AFTER FOUR WEEKS OF TREATMENT Shortness of Short ness
of br eat hswoesiotdpad t er treatnent breath severity at Tota PCT/AU03/00103
enrol mentNi | M | dMbder at eSever el NY/NYNYANYN Ni | 3100. 00. 0000. 0000. 003 00
M | d1157. 8526. 3210. 515. 2619 923 Nbdera§§2145.61839.1613.012.1746 534
Severell26.81639. 0819. 5614. 641 3213 Total 4639168109 WO 03/ 063900 -29
PCT/ AU03/ 00103 Wheezing [00791 For the wheezing synptom 68.8% (75 of 109)
showed SO IM%@_QI&&%E(@CJS of 109) did not change and

2.8% (3 Ogiﬁégngnc mdfég of f—(Tabte 5). [00801 For those initially in the
severe mhee2|ng category, 37.5% (12 of 32) reported no wheezing after
treat ment, éﬁbﬁ&é(ll of 32) were in the nild group, 12.5% (4 of 32) had

0,

moved to t[008 ]deraThegrv\?lu_Lcoxon ]’tSeSGt/g ggest that one of the

distributions has a significantly higher cough severity

scores than the other (Norm approx Z = 7.5365, p-value <
0.0001) (Table 8). Using the information from Table 3 it
can be seen that the severities at the time of enrolment

were more severe than the values after the four weeks of

treatment.



32) reported no inprovenent. (Table 5). WO 03/063900 -30 TABLE 5

PCT/ AU03/ 00103 CROSS TABULATI ON OF WHEEZE SEVERI TY AT ENROLMENT BY VWHEEZE
SEVERI TY WBTERsHBAIR WEEKS OF TREATMENT WheezeWheeze sever PCyaftiogneogat ment
severity at enrolnmentNi | M| dModer at eSevereTot al N/ANYNYANYN Ni | 1210000000012
M 1d13501246. 213. 90026 Mdder at e1846. 21743. 625. 125. 139
Severel237.51134. 4412. 5515. 632 Tot al 554077109 WO 03/ 063900 - 31

PCT/ AU03/ 00103 Bronchodilator t test [0081] Fromthe paired t tests on the
amount of bronchodil ators doses usegpparsggni ficant decrease in the
anount of Ventolin taken via puffer Tp-value = 0.0007) and nebuliser
(p-value = 0.0176), as well as Seretide (p-value = 0.0084) and Fli xotide
(p-val ue = 0. QR#PBHxekt ot BEMPORT TESECRESURRENEOR PEANGHS (TEbC@UGH . [ 0082]
An exam nati om of The usage dafa foEﬂﬁﬂﬁcgﬁper bronchodilators in the data
set showed that only a small e

Wilcoxon Two-Sample Test

Statistic 15320.5

Normal Approximation

Z 7.5365
One-Sided Pr > Z <.0001
Two-Sided Pr > |Z| <.0001
t Approximation
One-Sided Pr > Z <.0001
Two-Sided Pr > |Z] <.0001

7 includes a continuity correction of 0.5.




proportion of the subjects (at nost 15% used these other

product s/ substances. Wth such small nunbers neani ngful anal yses coul d not
be perforwed3oeohese ot her data. WO 03/ 063900 PCT/ AUO3/ 0@TOAU03BR0TABLE 6
PAIRED T TEST RESULTS FOR STATI STI CALLY SI GNI FI CANT CHANGES I N

BRONCHODI LATOR USE BETWEEN ENROLMENT ASI AFTER TREATMENT Bronchodi | at or DFt
Val uePr > Itl Ventolinl07-3.490.0007 Ventolin Nebuliser108-2.410.0176
Sereti del08-2.690. 0084 Flixotidel08-2.080.0400 * Pl ease note, these val ues

are stati sty ignidicant at the 5% Ilevel. WO 03/063900 - 33
PCT/ AUO3/ —V Tn puffer use fel Itftrom%snecann Sosf ¥ 8 doses at
enrol nent EQ85Y7 af tSkAFL el W TPER Nttt HHe UEE “To1° séret i de,

Fl i xot i de gk Mentohi davé@ thehul disefe abso 4 edtatafttieralflours ksl @int
treatnment by_smaller amounts._i solute te vever , it he . nqeperd i onal
change wasdl’%f%?%?e(lr%bﬁ?ee ﬁ%srkﬁaih‘b‘é’?b%%o‘b{ %ﬁ/%ﬁ)ﬁ% 34 TABLE 7
MEAN AND NaRi AN tNIVBERI OFwEES £ BRONCHIDID ATORNYSE approx 2 =
8.7827, p-value < 0.0001) (Table 9). From Table 4 it can be
seen that the severities reported at enrolment were more

severe than after the treatment period.



BETVWEEN ENRCLMENT AND AFTER TREATMENT Mean Bronchodi | at or (enr ol nent) Mean
(week 4) Ventolin3.81.7 Ventolin Nebuliser0.70.2 Seretidel.00.6

Fl i xot i deWwOo38/0&90W0 03/ 063900 - 35 Synpt om Severity Non- par CEtAT06/0T®3t S
PCT/ AU03/ 00103 Cough [0084] The W /I coxon tests suggest that one of the
distributions has a significantly higher 8cough severity scores than the
ot her (Norm approx Z = 7.5365, p-value'é "0.0001) (Table 8). Using the
information fromTable 3 it can be seen that the severities at the tine of
enrol ment were nore severe than the wadiyeso after the four weeks of
treatment. WO 03/ 063900 PCT/ AU03/ 00103 -36- TABLE 8 W LCOXON TWD SAMPLE
TEST RESULTS FOR CHANGES I N COUGH SEVERITY W I coxon Two- Sanpl e Test
Statisti c15320LEOIMN MEFO ARRNPDE MESDIRESULTS FOR CHANGES IN SHORTNESS

OF BREATH SEVERITY

Wilcoxon Two-Sample Test

Statistic 15891.5

Normal Approximation

Z 8.7827
One-Sided Pr > Z <.0001
Two-Sided Pr > |Z]| <.0001

t Approximation
One-Sided Pr > 7Z <.0001
Two-Sided Pr > |z] <.0001

Z includes a continuity correction of 0.5.




7.5365 Z One-Sided Pr > Z<. 0001 Two-Sided Pr > [ZI<.0001 t Approximation
<.0001 One-Sided Pr > Z Two-Sided Pr > 1ZI<.0001 Z includes a continuity
correcti owoaB/og8980 WO 03/ 063900 -37 PCT/ AUO3/ 00103 Short ness/Aafo3femwat h
[0085] Simlarly the WIlcoxon test for shortness of breath indicated that
there was a statistically significant _3@i_fference in the distributions of
severities at enrolnent and after four“weeks for this synptom (Norm appr ox
Z = 8.7827, p-value < 0.0001) (Table 9). From T Table 4 it can be seen that
the severifjgskeported at enrol nent were nore severe than after the

SAVPLE TESTOREGULTS FORFBHRREESS FF SHORTRESS St BREATIT SEVERPTY W T coxon
Two- Sanpl ejesheSHattsibatb8Alo5 Nevenlitdppr brrneheening between the
initial severities and those recorded after four weeks.
With the information from Table 5 it can be seen in Table
10 that there was a statistically significant improvement
in the severities of wheezing after four weeks of

treatment.



8.7827 Z One-Sided Pr > Z<. 0001 Two-Sided Pr > |1Zl<.0001 t Approxinmation
<.0001 One-Sided Pr > Z Two-Sided Pr > 1ZI<.0001 Z includes a continuity
correcti owomB/ogzdBe WO 03/ 063900 -39 PCT/ AU03/ 00103 Wheeze PCrXI®8poidber e
were statistically significant differences in the distribution of
severities for wheezing between the inijjal severities and those recorded
after four weeks. Wth the information from Table 5 it can be seen in
Table 10 that there was a statistically significant inprovenment in the
severities of wheezing after four wedks3lg8 1Greatnment. WO 03/063900

PCT/ AU0O3/ 00103 -40- TABLE 10 W LCOXON TWD SAMPLE TEST RESULTS FOR CHANGES

IN COUGH SEVERITY W1 coxon Two- Sanpl e Test Statisticl5492.5
WILCOXON TWO SAMPLE TEST RESULTS FOR CHANGES IN COUGH

SEVERITY

Wilcoxon Two-Sample Test

Statistic 15492.5

Normal Approximation

Z , 7.928
One-Sided Pr > %7 <.0001
Two-Sided Pr > |Z| <.0001

t Approximation
One-Sided Pr > Z <.0001
Two-Sided Pr > |Z| <.0001

Z includes a continuity correction of 0.5.




Nor mal Approxi mation 7.928 Z One-Sided Pr > Z<. 0001 Two-Sided Pr >

| ZI <. 0001 t Approximation <.0001 One-Sided Pr > Z Two-Sided Pr > |Zl<.0001
Z i ncl udewoa3medwo nuity correction of 0.5. WO 03/063900 - 2CTRATDAAIO3/ 00103
Summary [0087] Fromthese data it appeared that the treatnent was
associated wth a statistically significant decrease in the use of
Ventolin (puffer and nebuliser), Seretide and Flixotide, and that is also
associated with a significant decrease in the severity of coughing,
wheezi ng angumgasyt ness of breath after four weeks of treatnment. EXAMPLE 3
HOVEGPATHI Cp o BY WPF%NthB/EDEQEHEiEOgﬁﬁba&a%hQEi guet tebatMendut ri ent

|

formul ation described in Exanple 1 was d ied with_ 9m of diluent to

produce 10nWa6fa§§9§ﬁPEﬁ§aWF5H.aTﬁFét%EElFﬂg yvﬁFgﬁigacﬁﬂg dPGTSERE 4%

]glestcL I beg_ letﬁ_@\/\hgéfeoﬂﬁméﬁtf)@!in45p&@fm:nah_éSneBeéisE'rgur Setet[0688hdA

purtber diH1Lon: el NenBUEhbent <" 10y 8LL8A; A1RY RUR BYS1BKL RO of
decrease in the severity of coughing, wheezing and

shortness of breath after four weeks of treatment.

EXAMPLE 3 HOMEQPATHIC - BIOMORPHOGENIC MEDICINE

[0088] A 1ml aliquot of the nutrient formulation
described in Example 1 was diluted with 9ml of diluent to
produce 10ml of 1X attenuation. This was then vortexed and
rotated as described elsewhere above for 45-90 minutes. See

Figure 1.

[0089] A further dilution of the nutrient formulation
was made by taking 1 ml of the 2x attenuation and
succussed with 9mls of diluent to produce 10ml of 3x
attenuation and so on. This may be repeated until the

desired potency is acquired.

[0090] Should a liguid formulation be required,
suspension in alcohol is the specified menstruum for the
final decimal or centesimal attenuation when intended
for medical purposes. The amount of alcohol will vary
from between 24-60% depending on the desired potency.

[00911] There is a unigque synergy between all
constituents in the present nutrient formulation. This
promotes rapid absorption of nutrient in the gut lining.
This has been shown by the applicant to occur within 10-30

seconds of taking the powder orally.

EXAMPLE 4 INCORPORATION OF NUTRIENT FORMULATION IN FOOD

[0092] The nutrient formulation may be utilised as a



succussed with 9m s of diluent to produce 10m of 3x attenuation and so
on. This may be repeated until the desired potency is acquired. [0090]
Shoul d a WD@ajioeB9b@r mul ati on be required, suspension in alPcohalo3nel0she
specified nmenstruum for the final decimal or centesinmal attenuation when
i ntended for nedical purposes. The amoupt. of al cohol will vary from
bet ween 24-60% dependi ng on the desired potency. [0091] There is a unique
synergy between all constituents in the present nutrient fornulation. This
pronot es rapediadsofpeilohcoteaulatenfren radigal sravegoinThird hbhkveieen
shown by th&eé@ﬂifEéQEléﬁ Bgcﬂélﬂtébhﬂﬁéoa3Qa1§ﬁé@&d§oPﬁui§kb99kéﬁe powder
oral ly. EXAVPLE FORMULATI ON_I N FOOD [0092] The
nutrient foFHEFh?FB% ﬁﬁgubéeﬁtﬁPFs%8r5§CE Y1057 96399 00 PCTY PRI G 03 - 42
medi cal foodaso eegyhat pathreysadecaheseanettgendoanthei ﬂ@fmlém?ttwmfl cation
e correct

b i nt ai

uncti on ng B YF LR brbo IS0 ofay HEC LR ahy LS P EHE Eoholr 51 1 he

f ormul at i onadddéietoul i gendisf suotl asinnlklj sgbwdeded mEkanpvetdr ney be added
to liquid 1. } t j ui t I t th
e ko 037665 ohe He A S0 5 A A Ve * 1 A et hod of treating an

airway disease in a



subject in need of such treatnment, conprising the step of admnistering a
nutrient fornulation or conposition which conprises one or nbre conponents
whi ch havwolemmagi t at ed such that a harnoni c of betweenP2A/Aw3H0101z has
been produced, in an amount effective to treat said disease. 2. A nethod
according to claim1l1, wherein the airwawy3-disease is selected fromthe
group consisting of cystic fibrosis, asthma, chronic obstructive pul nonary
di sease and bronchitis. 3. A nethod according to claim1, wherein the

ai rway di s€e8&MPs:asthma. 4. A nethod according to any one of clains 1 to
3, wherein the subject is a warm bl ooded vertebrate. 5. A nmethod according
to claim4, wherein the warm bl ooded vertebrate is selected fromthe group

consi sting df mammal’® BREHT oS, P RE IO P HCRY PR cHhidn 5, wherein
the mammal silsj&et eth edebd 00Tt BECHI BUPa LOBSE St togp ol s gatse slogs,of cats,
SW ne, rum nants grinates ang horﬁeg. 7. Asnethod accordiE? t o .any, one of
claims 1 toPBRETEHIt e HEF F FRRt TP BPREFEE YBnObr CTBRPBDE ?%HW%H%%rises
an active agemprises Aometbodnaceocdnpgnéntslwhicl, hamerlkeeant hel aatede

agent posse j p I Copropesti i Lvo. 9. A

met hod acco$§?§g£$%E2#:#%#@?83ﬁe§gﬁﬁgﬁﬁ%é%c%?vggvééd%?o%%@d%é%ﬁT/AU03/00103

- 44 produced, in an amount effective to treat said disease.

2. A method according to claim 1, wherein the airway
disease is selected from the group consisting of cystic
fibrosis, asthma, chronic obstructive pulmonary disease and

bronchitis.

3. A method according to claim 1, wherein the airway

disease 1s asthma.

4. A method accoxding to any one of claims 1 to 3,

wherein the subject is a warm-blooded vertebrate.

5. A method according to claim 4, wherein the warm-
blooded vertebrate is selected from the group consisting of

mammals and birds.

6. A method according to claim 5, wherein the mammal
is selected from the group consisting of humans, dogs,

cats, swine, ruminants, primates and horses.

7. A method according to any one of claims 1 to 6,
wherein the nutrient formulation or composition comprises

an active agent.
8. A method according to claim 7, wherein the active
agent possesses therapeutic or prophylactic properties in

vivo.

9. A method according to claim 8, wherein the active



agent is a probiotic bacterium protein, nucleic acid, snmall nolecule or
combi nations thereof. 10. A method according to claim9, wherein the active
agent i s wWOdBWe0pepti de, protein, carbohydrate, nucl eopPCT&Ud3/00103

nmucoprotein, lipoprotein, synthetic polypeptide or protein, or a snal
nol ecule linked to a protein, glycoprots-n, steroid, nucleic acid,
nucl eoti de, nucleoside, oligonucleotides, gene, lipid, hornone, vitamn,

m neral, elenent or conbinations thereof. 11. A nethod accordlqg to claim
10, wherei nageRt het?VRraheRtls PRABETIWE! BBt @i ank i EkpaGnEcT

chenot her apgriit AGEBEu18t 8F0kEnbNALDBEs BRéFbbetic, antiviral,
antifungal, antiproliferative agent, antihistam ne, anticoagul ant,

non-steroidal and steroidal anti-inflammtory conpound. 12. A nethod
accordi ng tooany one.mfmatméasadcéfdﬂﬂg toherzim ¢ hewhareimi chofadetween 20

to 50 Hz is_produced agit n sald [ osition. 13. A
nutri ent fo?gﬁ?gtf%n Oﬁr% %P# %ﬁ %%%% bgérggggéﬁggggccordlng to any
one of cl aimscletprdReing. mWCnprotepn fbxmu@a@temnorsznthSL@|on useful for
treating anyg %gggtgaéeaée%a £0c8iAUDbECk LlanfeflopheayE i hieat i5na.

g

conpri si ng ¢ acid nesi Um an enonet hi oni ne and
phar maceut | BEPE§iBc cBbYaBPEOBAE R ef LETQh@r eRHCHELF eaSi AonBUELAPERERAt has

been agltatﬁuéy§8s£&ét allﬁaﬁﬁ@néétgaeget@@ﬁ@ 20iH0a>0nblzmbas, been
pr oduced, vget er ip a effective to treat S@hd d|§ease 15. A

n
P ocoss T orvEremari MLtk ot bBashi ¢ combinat$8hs

11. A method according to claim 10, wherein the
active agent further includes an antioxidant,
chemotherapeutic agent, steroid, hormone, antibiotic,
antiviral, antifungal, antiproliferative agent,
antihistamine, anticoagulant, non-steroidal and steroidal

anti-inflammatory compound.

12. A method according to any one of claims 1 to 11,
wherein the harmonic of between 20 to 50 Hz is produced by

agitating said formulation or composition.

13. A nutrient formulation or compoéition produced by

a method according to any one of claims 1 to 12.

14. A nutrient formulation or composition useful for
treating an airway disease in a subject in need of such
treatment, comprising ascorbic acid, magnesium and
selenomethionine and a pharmaceutically acceptable carrier,
wherein at least one component has been agitate such that a
harmonic of between 20 to 50 Hz has been produced, together

in an amount effective to treat said disease.

15. A process for preparing a biomorphogenic
medicinal composition which comprises:
(a) providing a nutrient formulation according to claim 13;

(b) diluting said nutrient formulation using at least one



medi ci nal conposition which conprises: (a) providing a nutrient fornulation
according to claim13; (b) diluting said nutrient formulation using at

| east onew@@30&9063900 PCT/ AU03/ 00103 -45 dilution step bycaddiosioen3 of
diluent so as to produce the followi ng or each dilution step a diluted
preparation having a | ower concentratiogsof the nutrient fornmulation than
the concentration of the nutrient formulation in the solution being
diluted. 16. A nethod of producing a nutrient formulation or conposition
useful for FreHtiRy §ﬁe§|EWa9d§#§é§§eoﬁndélu§Hﬁ|é@taﬁnt@e@aoéﬂc§u§he

treatment, saldol@hfubat ke@hoHil1&@IRASistie naC@HEhk%Unﬁr%bb§@kE%n trace
ic bacteria said net i sing the ste of

el enent s an?1 Erob Oﬁ1 g&
agi tating at®V&l8t 2on8WESNHGRERTEER LR © oFH‘ﬁI G e @65"&&@ £PBn such
t hat a har mbhao uhebebmeentzattLOnS@fHZhlesnupméwtedoraulbtioHat‘Lﬁ_nt:he

At t or neys F Institute of Patent and Trade Mark
At t or neys 0932 %Lrgl E'A%g 8 h BRd.

16. A method of producing a nutrient formulation or
composition useful for treating an airway disease in a
subject in need of such treatment, said formulation or
composition comprising vitamins, trace elements and
probiotic bacteria said method comprising the step of
agitating at least one component of said formulation or
composition such that a harmonic of between 20 to 50 Hz is

produced.
By Its Patent Attorneys
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