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generally to a nmethod for the treatnent or

prophyl axis of one or nore synptons of vira
infection, and nore particularly of herpes vira
infection, in a subject. The bresent invention al so
enconpasses the wuse of a conposition for the
treatnment or prevention of lesions or blisters, or
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_gﬂﬁ}régral know ed%e in Australia or any other country.

IR INveatispetsipiesagepraliintesa” meshednioexthe “treatment or
r n M Y II’ R
RSRR585 B RO AR o pprictany of
herpemiiealshfsntion pin arsupjedie Thechresenninventions taldcedncompasses the

5B 5 & eoppogliefdone Fralent obpiaaetion Giesinge ot Rlsters, or other
QY RiPkdths @F irifBERSIEhy nRmBRR e HE \ﬁfuseﬁaﬁ{ms or

I Nt egers or steps. Her pes sinpl'ex 1s a co n vira
i nfection characterised by the devel opnent of snal
fluid-filled, and initially virus-filled, blisters or
sores. The infection is contagious and is spread by

BACKGROUNECOFPMTHE INVENHON or the fluid they
contain. The herpes sinplex virus exists in two forns

known as herpes sinplex virus type 1 30 and 2 (HSV1
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or any other country.

Throughout this specification, unless the context requires otherwise the word
"comprise", and variations such as "comprises" and "comprising”", will be
understood to imply the inclusion of a stated element or integer or step or group of
elements or integers or steps but not the exclusion of any other element or integer
or step or group of elements or integers or steps.

Herpes simplex is a common viral infection characterised by the development of
small fluid-filled, and initially virus-filled, blisters or sores. The infection is
contagious and is spread by direct contact with blisters or the fluid they contain.

The herpes simplex virus exists in two forms known as herpes simplex virus type 1
and 2 (HSV1 and HSV2). HSV1 is usually responsible for herpes infections of the
lips, mouth and face, while HSV2 is more usually, but not exclusively, associated



-2 with genital infections. It is, however, now known
that either virus type can cause herpes blisters or
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noi st broken surface conmes in contact with the virus,
whi ch enters the body, finds the nearest nerve, and
mgrates up the nerve to its root near the spinal cord
where it lives for 5 the lifge.of the infected person.
Most adults have been exposed to HSV1 infection. The
initial infection may be synptonl ess or may cause
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immunosuppressed, the infection may become a generalised infection which is
potentially fatal. If infection spreads to the eyes, viral conjunctivitis or corneal

ulcers can develop.

Treatment of herpes viral infection usually involves the application of the antiviral
drug acyclovir which is a nucleoside analog. Secondary bacterial infections are
common and may be treated with antibiotic drugs. Not all herpes viral infections
are susceptible to acyclovir and furthermore, treatment is generally ineffective if it
is delayed beyond the early stage of infection and symptom development.
Accordingly, there is clearly a need for a new approach to the treatment or

prophylaxis of herpes viral infections.
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the treatnment or prophylaxis of one or nore synptons
of a herpes viral infection in a subject, said 5

nmet hod conprising adm nistration to said subject of a
conmposition conprising a citrate salt and/or a
succinate salt for a tinme and under conditions
sufficient to treat or prevent the devel opnent of one

\f pes viral infection. Still
Wﬁ&%ﬁ*ﬂﬁ@@gsem i nvention provides a
method for the treatnment or 10 prophyl axis of one or
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_ l'axi's o e or nore synptons of a herpes viral
infection in a subject, said nethod conpri sing
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present invention provides a conposition for use in

the treatnent or prophylaxis of one or nore synptons
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el SR SR BB S0 9% R comprising a
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invention provides the use of a citrate salt

group comprising valine, aspartic acid, leucine, isoleucine, alanine, lysine, taurine
and asparagine, for a time and under conditions sufficient to treat or prevent the

development of one or more symptoms of a herpes viral infection.

Yet another related aspect of the present invention provides a composition for use
in the treatment or prophylaxis of one or more symptoms of a herpes viral infection
in a subject, said composition comprising a citrate salt and/or a succinate salt, and
optionally at least one amino acid selected from the group comprising valine,

aspartic acid, leucine, isoleucine, alanine, lysine, taurine and asparagine.

Still another aspect of the present invention provides the use of a citrate salt
and/or a succinate salt, and optionally at least one amino acid selected from the
group comprising valine, aspartic acid, leucine, isoleucine, alanine, lysine, taurine



30 and/or a succinate salt, and optionally at | east
one am no acid selected fromthe group conprising

wQo 200ume265@sparti c acid, |eucine, isoleucine, aPEIANR04/000018
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and asparagi ne, in the manufacture of a nedi canent for
the treatnent or prophylaxis of one or nore synptons
of a herpes viral infection if-a subject. WO
2004/ 062658 PCT/ AU2004/ 000018 -5 DETAI LED DESCRI PTI ON
OF THE | NVENTI ON The present invention is predicated
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In a first aspect, the present invention provides a
nmet hod for the treatnment or prophylaxis of one or
nore synptons of a herpes viral infection in a
subject, said nethod conprising admnistration to
sai d subject of a conposition conprising a 10 citrate
salt and/or a succinate salt for a tinme and under
conditions sufficient to treat or prevent the
devel opnent of one or nore synptons of a herpes vira
infection. Reference herein to the phrase "herpes
viral infection" should be read as incl uding
reference to infection by any nmenber of the herpes
virus famly. The herpes virus 15 fam |y incl udes
her pes sinplex (HSV1 and HSV2) and herpes zoster (the
causative agent of shingles). In a preferred
enbodi ment of the present invention the herpes vira
infection, is a herpes sinplex infection. Reference
herein to the term "prophyl axi s" or "prevention"
shoul d be read as 20 including reference to
prevention or reduction of the risk of occurrence of a
synptom of herpes viral infection and to prevention or
reduction of the likelihood of the recurrence of a
synpt om of herpes viral infection. Reference herein to
the synptons of herpes viral infection should be read
as a



25 reference to any one or nore of the synptons of
herpes viral infection including a burning or
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a lesion or blister, a local and/or genera

i nfl ammatory response, or the formation and
progression of blisters or |esions; and neural gia. 30
In one particul ar enbodi nent,5said synptomis

associ ated with an active herpes sinplex infection,
either in the formof a skin Iesion or blister ("cold
B FAILED BsL NP TIBRCOROPABINTERTIERPO4/ 000018 -6 the
M ps, mou or face, or as a genital lesion or blister
("genital sore"). Wile not wishing to limt the

NI REETC R T —
géreﬁfé‘ﬁn atrhéof E‘Oﬁf@%&é ¥E oh8 or%bhfﬁ‘is%idté}ﬁs%f herpes viral
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blisters in a herpes viral infection. Reference herein
to the term"citrate salt” includes reference to any
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adm nistration or the solubility of the citrate salt
and whether or not it is desirable to include a
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Reference herein to the term "prophylaxis" or "prevention" should be read as
including reference to prevention or reduction of the risk of occurrence of a

symptom of herpes viral infection and to prevention or reduction of the likelihood of

the recurrence of a symptom of herpes viral infection.

Reference herein to the symptoms of herpes viral infection should be read as a
reference to any one or more of the symptoms of herpes viral infection including a
burning or tingling sensation or pain prior to the development of a lesion or blister,
a local and/or general inflammatory response, or the formation and progression of

blisters or lesions; and neuralgia.

In one particular embodiment, said symptom is associated with an active herpes
simplex infection, either in the form of a skin lesion or blister ("cold sore") around



succi nate, potassi um succi nate, cal cium succinate or
magnesi um succi nate and the |like. The choice of the
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of the succinate salt and whether or not it is
desirable to include a particular cation. For exanple
when considering oral formnul ations, high I evels of

pot assium may 30 affect kidngy function. WO

2004/ 062658 PCT/ AU2004/ 000018 -7 In another aspect,
the present invention provides a nethod for the
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group conprising; valine, aspartic acid, |eucine,

i sol eucine, 10 al anine, |ysine, taurine and
asparagi ne. According to a further enbodi nent
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o It, and at | east one amno acid selected
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high levels of potassium in oral formulations may affect kidney function.

Reference herein to the term "succinate salt" includes reference to any succinate
salt which is effective in reducing or enhancing the reduction of at least one of the
symptoms of herpes viral infection and/or the risk of developing one or more of

said symptoms.

Preferably, said succinate salt is selected from the group comprising sodium
succinate, potassium succinate, calcium succinate or magnesium succinate and
the like. The choice of the cation will depend on factors such as the solubility of
the succinate salt and whether or not it is desirable to include a particular cation.
For example when considering oral formulations, high levels of potassium may

affect kidney function.
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Chem cal anal ogues of the subject am no acids
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25 nodi fication to side chains such as am no or
carboxyl groups. In yet another aspect the present

i nvention provides a nethod for the treatnent or
prophyl axi s of one or nore sypptons of a herpes viral
infection in a subject, said nethod conpri sing

adm nistration to said subject of an effective anount
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nmet hods of the present invention are applicable 5
particularly where the herpes infection is a herpes
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her pes Vi ral infection in a subj ect, said conposition

conprising a citrate salt and/or a succinate salt,
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infection.

Reference herein to "amino acid" includes reference to derivatives, homologues,
analogues and mimetics thereof which will be well known to those skilled in the art.
Taurine, for example, is an analogue of b-alanine. Chemical analogues of the
subject amino acids contemplated herein include, but are not limited to,

modification to side chains such as amino or carboxyl groups.

In yet another aspect the present invention provides a method for the treatment or
prophylaxis of one or more symptoms of a herpes viral infection in a subject, said
method comprising administration to said subject of an effective amount of a
citrate salt and/or a succinate salt, and optionally at least one amino acid selected

from the group comprising valine, aspartic acid, leucine, isoleucine, alanine, lysine,



In yet another enbodi ment, the present provides the
use of a citrate salt and/or a succinate salt, and
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group conprising valine, aspartic acid, [|eucine,

I sol euci ne, alanine, lysine, taurine and asparagine,
in the manufacture of a nedi canent for the treatnent
or prophylaxis 25 of one or-gmore synptons of a herpes
viral infection in a subject. Conponents of the
conposition may be obtained fromany conveni ent
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Préyartithedebelobameant diontiot whérersgimstontsodfeanherdes viral infection.

equi val ents of herbs or 30 chemnical or functional
equi val ents of the herb extract. WO 2004/ 062658
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armaceuttcal fornms of the conposition nay be
suitable for injectable use such as sterile aqueous

SnatheEemsidinSet et e SREEL ufliof sFefibsegompasan sutable for
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the conditions of manufacture and storage and nust

Fi_n@@@'ﬁném a@mjeﬁgt saif €opmnRsHiaNeRMALSAga eitrats salt and/o?ea succinate
(r:%?ﬁt; %ﬁgggﬁéﬁlyZ&g%pggépga&ﬁﬁbi Qcia%lé&aggr%rﬁnhtﬁe group comprising

er or di'spersion nedi
o@iihai aspartic faeld, dewoime dsoleatiae, alehine) disinggdhyihe ahdmsparagine
exanpl e, glycerol, propylene glycol and liquid
pol yet hyl ene glycol, and the like), suitable m xtures

t A | ' T . Lanie cld "
S8 SR SrlBoq AR, p Qent peHIOR o ctnfoaiion wher
susdd imstHeetreatment dhprophylaxis obanefort mereasyingptoros of a herpes viral
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Thfacanda & sHbiestaCa ottt ganpLbing!s SRl Bk andior a succinate
salt, and optionally at least one amino acid selected from the group comprising

valine, aspartic acid, leucine, isoleucine, alanine, lysine, taurine and asparagine.

In yet another embodiment, the present provides the use of a citrate salt and/or a
succinate salt, and optionally at least one amino acid selected from the group
comprising valine, aspartic acid, leucine, isoleucine, alanine, lysine, taurine and
asparagine, in the manufacture of a medicament for the treatment or prophylaxis

of one or more symptoms of a herpes viral infection in a subject.

Components of the composition may be obtained from any convenient source.
For example, they may be in purified form or they maybe in the form of herbs or
preferably an extract of herbs or horticultural or botanical equivalents of herbs or

chemical or functional equivalents of the herb extract.



parabens, chlorobutanol, phenol, sorbic acid,
thinmerosal and the like. In many cases, it wll be

w@e@hesmbt e to i nclude isotonic agents, for exeepAB2004/000018

10

15

20

25

30

sugars or 20 sodium chl oride. Prolonged absorption of
the injectable conpositions can be brought about by
the use in the conpositions of agents del ayi ng
absorption, for exanple, alipd ni um nonostearate and
gelatin. Sterile injectable solutions are prepared by
I ncorporating the active conmpounds in 25 the required
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the Eapgositioh MBust RS stabfs updel thiehedriiigary of madlifactire and storage

prophylactic adm nistration, the active corrpound may
lndi muist bernfeé@lﬂ/ﬁﬁtagalfé‘s@dhﬁlC@ﬁ\[t%mm?@'ngs%ﬂ'oﬂno {RICre@aANisMS such

of, .0 aggei gln'a lﬁ'@ etgr ggr‘fi@r éeﬁplb%t ’ sU\féf\?et?r dlslqgrsmn medium

Sions,  syrups,

td@fhtélhiﬁg fér bxamle, a/mer Oéthdﬂeleqomml (lfmzr exmhpleatgjl;e:erol propylene

dependi ng _on the sublj ect, severi t!‘\{ K‘F? di tio
zﬂitpqi kquald rralyainglrBe by Qlnane the dike i SteRle BiixtUngs, thereof and
bI foils 2the Vﬁ'oéepﬁﬁ’iHﬁg chfl &%Qlﬁt@lﬁé@P?ﬂ@@%dl& by the use of a
conposi ti'ons 1 s sucth't sul t dosage
vmdaltmgesmlhtas lumtherr a’herpredem:tmrpoﬁthe entsoraoémldnqwggamsms can be

S SBA St b LB BEE 5 S UgLesS BB o oxample
| ncﬁﬁe@o&lﬂﬂ)&ftarﬂﬂt bHensI0 8B thcid) fHrhBRddaY aindntientige. In many
cases, it will be preferable to include isotonic agents, for example, sugars or
sodium chloride. Prolonged absorption of the injectable compositions can be
brought about by the use in the compositions of agents delaying absorption, for

example, aluminium monostearate and gelatin.

Sterile injectable solutions are prepared by incorporating the active compounds in
the required amount in the appropriate solvent with various of the other ingredients
enumerated above, as required, followed by filtered sterilization. In the case of
sterile powders for the preparation of sterile injectable solutions, the preferred
methods of preparation are vacuum drying and the freeze-drying technique which
yield a powder of the active ingredient plus any additional desired ingredient from

previously sterile-filtered solution thereof.
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capsules and the like may al so contain the conponents
as |isted hereafter: A binder such as gum acaci a,
corn starch or gelatin; excipients 20 such as

di cal ci um phosphate; a disint@grati ng agent such as
corn starch, potato starch, alginic acid and the |ike;
a Iubri cant such as magnesium stearate; and a

ﬁfﬁ? gﬁé%gtéog% tagsdé?{}ra ga%g%g%rgh?ﬁr%%n‘gge?\ﬁﬁﬁ%rihéﬂ diluent or

REPRET sgiinilabid ediblevéantier, or demay be artolosed inl lerd wriso.shell gelatin
When t he dosage unit formis
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€apeulenor el ey PRRPEGSRAL B (A0LStT OBl K B sy Rowdered form or
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ent as I ngs or rw se nodif
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nme and propyl par abens as preservatlves a dye and

flavouring such as cherry or 30 orange flavour. O

%Br se, an d“?gt %#ah?&(:@% tab@g%tﬁg %ﬂdﬁ@%ﬁ%@%ﬁb}@%‘ttseventy of

S:kbhatt@ﬁt bR (Pfoﬁ@ﬁbd Bute andtrhedmnmtfot adiiiz0aH6N62THhE amount of
PCT/ AU2004/

00018 -11 enp dition, the
mtlveecmngmﬁ]dpsﬁu%ythg@pq%@a% pﬂm@osmons is such that a

%@%ﬁ]&ﬁ%ﬁ{g@ a e Qﬁt%ﬂférc%‘tlbr‘g?érr@@ %Wo@gio‘?\ts' rd|n to the present

_ y acceptable carriers and/or dil S
iimedrilide aryprepdred sosthby entaral désaties paitsoon amcﬂalas between about

581 i ahd raPod St 116! QoK 9y B < ARiT#thee maunts include
TR 48 BB EWHLAN 08 4 B BSODE et 1000 mg
iamsblfetweas about 10qryand abaat 50k or agent is

i nconpatible with the active ingredient, use thereof
in the therapeutic conpositions is contenpl ated.

StPLBIESL R6hes (illke capSules ehdctthenike raay adoscoritain the components
i ncorporated into the conpositions.

as listed hereafter; A binder such as gum, acacia, corn starch or gelatin; excipients
such as dicalcium phosphate; a disintegrating agent such as corn starch, potato
starch, alginic acid and the like; a lubricant such as magnesium stearate; and a
sweetening agent such a sucrose, lactose or saccharin may be added or a
flavouring agent such as peppermint, oil of wintergreen, or cherry flavouring.
When the dosage unit form is a capsule, it may contain, in addition to materials of
the above type, a liquid carrier. Various other materials may be present as
coatings or to otherwise modify the physical form of the dosage unit. For instance,
tablets, pills, or capsules may be coated with shellac, sugar or both. A syrup or
elixir may contain the active compound, sucrose as a sweetening agent, methyl
and propylparabens as preservatives, a dye and flavouring such as cherry or
orange flavour. Of course, any material used in preparing any dosage unit form

should be pharmaceutically pure and substantially non-toxic in the amounts
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formas wused herein refers to physically discrete
units suited as unitary dosages for the 15 mamal i an
subjects to be treated; each unit containing a
predeterm ned quantity of active material calcul ated
to produce the desired therapeutic effect in
association wth the required pharmaceutical carrier.

Th i fi i i .
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material and t articular therapeutic 20 effect to
be achieved, and (b) the limtations inherent in the
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are contenpl at ed present invention
(a) the unique characterlstlcs of the active material and the particular therapeutic
effect to be achieved, and (b) the limitations inherent in the art of compounding
such an active material for the treatment of disease in living subjects having a

diseased condition in which bodily health is impaired as herein disclosed in detail.

The principal active ingredient or ingredients are compounded for convenient and
effective administration in effective amounts with a suitable pharmaceutically
acceptable carrier in dosage unit form. A unit dosage form can, for example,
contain the principal active compounds in amounts ranging from 0.01 pg to about
709/100grams. Expressed in proportions, the active compound is generally
present in from about 0.5 pg to about 2000 mg/ml of carrier. In the case of
compositions containing supplementary active ingredients, the dosages are
determined by reference to the usual dose’Jand manner of administration of the



Prophyl actic adnministration is clearly contenplated
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Alternatively, the conposition is adm nistered when it
is believed that one of the triggers for devel opnent
of lesions or blisters has begzn experienced. For
exanpl e, triggers for devel opnent of cold sores may
be sunlight, stress or a cold or other respiratory
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L- Leucine 26.0ng L-Gycine 26.0nmg L-Serine 26.0ng

L- Threoni ne 26. O L-Tyrosine 19. 5ny )
Prophylactic adminisfration is clearly contemplated herein. Preferably, the

composition is administered at an early phase of lesion or blister development, for
example at the tingling or burning phase. Alternatively, the composition is
administered when it is believed that one of the friggers for development of lesions
or blisters has been experienced. For example, triggers for development of cold
sores may be sunlight, stress or a cold or other respiratory infection. The dose
and frequency of dosing is determined by a number of factors including body
weight, severity and location of lesions or blisters, and frequency of recurrence of
lesions or blisters.

The present invention is now further described with reference to the following non-
limiting Examples.



L- Phenyl al anine 19.5ng L-dutam ne 19.5ng L-Proline
19.5ng L-Tryptophan 19.5ng L-Lysine 19.5ng Taurine
wa 200366548 - Met hi oni ne 13. Ong  L- Argi ni ne 13. OnBCT/AU2004/000018

L-Hi stidine 13.0ng L-Cystine 13.Org Magnesium
aspartate 39.0ng Cal cium succinate 13.0ng
Ni coti nam de 7.8ng d-al pha Tocopheryl acetate 5.2ng
Ferrous fumarate 5.2ng Al phatiipoic acid 2.6ng
Cal ci um Pantothenate 1.3ng Ri bofl avine 0.8ny
'CI':hhi Iarri nle 0.5ngy Betacarotene 0.2ng Biotin 10ntg

ol ecalciferol 10ntg Cya an Onc 5 Subj ects
who suffer fromcold sores%g(r:@“g m}i stergd t he J
conposition described above in the formof 300 ng
capsul es, and the rate at c@hi ci}gt‘geir col d sores heal

e ,

rB]QaEqHQW"thC(HnB@ﬂI'PBI'S oy 8t er ni ned.
Compound mg/gram
Sodium Citrate 488.8mg
L-Isoleucine 39.0mg
L-Valine 39.0mg
L-Asparagine 39.0mg
L-Alanine 26.0mg
L-Leucine 26.0mg
L-Glycine 26.0mg
L-Serine 26.0mg
L-Threonine 26.0mg
L-Tyrosine 19.5mg
L-Phenylalanine 19.5mg
L-Glutamine 19.5mg
L-Proline 19.5mg
L-Tryptophan 19.5mg
L-Lysine 19.5mg
Taurine 19.5mg
L-Methionine 13.0mg
L-Arginine 13.0mg
L-Histidine 13.0mg
L-Cystine 13.0mg
Magnesium aspartate 39.0mg
Calcium succinate 13.0mg
Nicotinamide 7.8mg
d-alpha Tocopheryl acetate 5.2mg
Ferrous fumarate 5.2mg
Alpha-Lipoic acid 2.6mg
Calcium Pantothenate 1.3mg
Riboflavine 0.8mg
Thiamine 0.5mg
Betacarotene 0.2mg
Biotin 10mcg
Cholecalciferol 10mcg
Cyanocobalamin 10mcg

Subjects who suffer from cold sores are administered the composition described
above in the form of 300 mg capsules, and the rate at which their cold sores heal
relative to a control subject is determined.



WO 2004/ 062658 PCT/ AU2004/ 000018 -14 EXAMPLE 2 The

follow ng conposition is tested in subjects: Conpound
worgiogiensss Sodi um Citrate 488.8m L-1sol euci ne BOT/ANg04/000018

L-Valine 39.0ng L-Asparagine 39.0ng L-Al anine 26.0ny

L- Leucine 26.0ng L-Gycine 26.0nmg L-Serine 26.0ng

L- Threoni ne 26.0ng L-Tyrosine 19.5ng L-Phenyl al ani ne

19.5mg L-dutamne 19.5ng Ltfroline 19. 5ny

L- Trypt ophan 19.5ng L-Lysine 19.5ng Taurine 19. 5ny

L-Hi stidine 13.0ng L-Cystine 13.0m Magnesium

aspartate 39.0ng Cal cium %%ﬁﬂ 13. Ony
Ni cotinam de 7.8nmg d-al pha ocoptEg%yl acetate 5.2ng

The following composition is tested in subjects:

Compound mg/gram
Sodium Citrate 488.8mg
L-Isoleucine 39.0mg
L-Valine 39.0mg
L-Asparagine 39.0mg
L-Alanine 26.0mg
L-Leucine 26.0mg
L-Glycine 26.0mg
L-Serine 26.0mg
L-Threonine 26.0mg
L-Tyrosine 19.5mg
L-Phenylalanine 19.5mg
L-Glutamine 19.5mg
L-Proline 19.5mg
L-Tryptophan 19.5mg
L-Lysine 19.5mg
Taurine 19.5mg
L-Histidine 13.0mg
L-Cystine 13.0mg
Magnesium aspartate 39.0mg
Calcium succinate 13.0mg
Nicotinamide 7.8mg
d-alpha Tocopheryl acetate 5.2mg
Ferrous fumarate 5.2mg
Alpha-Lipoic acid 2.6mg
Calcium Pantothenate 1.3mg
Riboflavine 0.8mg
Thiamine 0.5mg
Betacarotene 0.2mg
Biotin 10mcg
Cholecalciferol 10mcg
Cyanocobalamin 10mcg

Subjects who suffer from cold sores are administered the composition described
above in the form of 300 mg capsules, and the rate at which their cold sores heal
relative to a control subject is determined.
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Chol ecal ci ferol 10ncg Cyanocobalamin Ormcg 5 Subjects
who suffer fromcold sores are adm nistered the
conposition described above in the formof 300 ng
capsul es, and the rate at whi¢h-their cold sores hea
relative to a control subject is determ ned. 10 WO
2004/ 062658 PCT/AU2004/000018 -15 EXAVMPLE 3 A 54 year
old femal e subject had rep ﬁ sores (herpes

| abialis) all her life ar as she can renenber.
The herpes | esions predon1nant|y occurred on the

5
AR AEP  s BFSE  Et Bh <FCR5 BFR)  r e
s H“r%s’"&ﬁé‘%ahfremﬁnlbérp YRS haiyddlR@idrit Qrefdﬁhﬂﬁantly occurred on the

secti ons. 'esions recurred wth a frequency o
afgitt oupweat bpyattwrmqmeﬂwermeltrmhalmobwdeé angs @4l the Iower left lip both

ARtERhTae atae Iery af redE pnelio A it PYY three sections.
b e st risc Rl With Wﬁecﬂ.@n@ dfreppr&dmsitélp twite per month and were

si al azapyri ne, however t treatment was_ unrel ated t
heguatly Stigggrast by exeess spalighty éﬁ@eoraWthNkﬂ'dn@#mse@h@t%lbled had a

] %,pfca] st ?}g;gféﬁﬂﬁﬁ\rﬁﬂgﬁﬁl b-{)g%é%gégscé WiReK Whs being treated with

G&l t1on capsul es and
sialazapyrine, however the treatment was unrelated to her history of herpes

recurrence and did not seem to alter the recurrence rate.

The subject took the composition of Example 1 in 300 mg capsules and has
continued to do so at the time of recurrence of her herpes lesions for a period of
over nine months. The first time she took the composition the herpes lesions
stopped developing and healed very rapidly. The subject states that the
composition is best taken at the prodromal stage at which time the lesions can be
prevented from developing. She also states that if the composition is taken after
the development of the lesions, they rapidly become pain-free and then heal very
rapidly (approximately over a 1-2 day period). She also states that the frequency
of recurrence is now less than once every 6-8 weeks, indicating both a change in

lesion development and a degree of prevention of recurrence.
EXAMPLE 4

A 27 year old male subject had frequent repeat genital herpes lesions on his
genitalia since he contracted the infection at the age of 20 years of age. No
significant medical history was reported. The subject reported that taking the
composition of Example 1 in 300 mg capsules, resulted in the rapid healing of the
herpes lesions. He states that taking the composition at the prodromal stage can
prevent lesion development, and if the lesions have developed, the lesions
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herpes lesions for a period of 15 over nine nonths.
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| esi ons stopped devel opi ng and heal ed very rapidly.
The subject states that the conposition is best taken
at the prodronmal stage at which tine the |esions can
be prevented from devel opi ngl6She al so states that if
the conposition is taken after the devel opnent of the
Iesions they rapidly becone pain-free and then hea
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change,in, |esion devel opnent and a degree of
H?@\?gnqq V&IPRSPeecur rence. EXAMPLE 4 25 A 27 year ol d
mal e subj ect had frequent repeat genital herpes
| esions on his genitalia since he contracted the
infection at the age of 20 {ExamplefS age. No
significant nedical history was reported. The subject
reported that taking the conposition of Exanple 1 in

3ABNPesOPlAFeARIe hadlrdRent hetpes fbimlid (cerl st@spivhidteoccurred on
30 herpes lesions. He states that taking_the

ciheplovierirightdip aher pead thpaermstlige betder. dheviesionsgecyifed several

GHEL BPYEbe s LA OBE B S g in bu. Tho

pfenmdle stibfeud ftdsrﬂathd emhpbwtloﬁ@b:]mmm Bxample thom day 2 of her lesion
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verm llio
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or wiwth wind burn. The 10 fenal e subj ect took the
conposition set forth in Exanple 1 on day 2 of her
| esi on Example 6

Observation of the lesion healing in seven different patients did not reveal anyone
that the treatment did not help. All these patients who had taken the composition
set forth in Example 1 were very happy to state that it was a superior treatment to
any other tried including the commercially available antiviral medications.

Those skilled in the art will appreciate that the invention described herein is
susceptible to variations and modifications other than those specifically described.
It is to be understood that the invention includes all such variations and
modifications. The invention also includes all of the steps, features, compositions
and compounds referred to or indicated in this specification, individually or
collectively, and any and all combinations of any two or more of said steps or

features.



devel opnent and reported that the cold sores stopped
devel opi ng and heal ed very rapidly. Observation of
W b@4besson showed that it had stopped devel opP@IAEZH4/000018
that whilst a scab developed it heal ed w thin days.
The female states that the fornula is best treatnent
that she has ever had for her herpes labialis. 15
Exanpl e 6 bservation of the-fgsion healing in seven
different patients did not reveal anyone that the
treatnment did not help. Al these patients who had
é}gmﬁ he conposition 20 set forth in Exanple 1 were
V ppy to state that it was a superior treatnent
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avallable antiviral gpcatlons Those skilled in t
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individually or collectively, and any
and all conbinations of any two or nore of said steps

%, B B R AR ERIT S SR 8o comprees o

RoigatRydArasd afsuetipaty saler e synptons of a herpes viral
infection in a subject, said nethod conprising

adm nistration to said subject of a conposition

npr "F’I’\é'%g@th‘égt é@éo‘?dﬁ‘\gtfo @%‘%O? & SURhSRAR %aﬁﬁlcbnfr&fsmon further

condftions sufficrent to treat
pcfc&@ﬁéest hr aleivel agidseicatéd drom aaliner aspaticm@cahdending, isoleucine,
her pes VI ral .infection. 2. The nethod according to

cRlanines Ypmss &yne,prd 88RYEYINS on conpri ses a

4, The method according to any one of claims 1 to 3 wherein said herpes viral

infection is caused by herpes simplex or herpes zoster.

5. The method according to claim 4 wherein said herpes viral infection is

herpes simplex.

6. The method according to any one of claims 1 to 5 wherein said symptom is

a blister or lesion.

7. The method according to any one of claims 1 to 6 wherein said symptom is

a cold sore or a genital sore.

8. The method according to any one of claims 1 to 7 wherein said subject is a

human subject.

9. The method according to any one of claims 1 to 8 wherein said citrate salt



citrate salt and a succinate salt. 3. The nethod
according to claiml1l or 2 wherein said conposition
WO 200tl062658 conpri ses an am no aci d sel ected froPewaU200¢/000018
aspartic acid, |leucine, isoleucine, alanine, |ysine,
tauri ne and asparagi ne. 4. The nethod according to any
one of clains 1 to 3 wherein said herpes vira
infection is caused by herpesi18kinpl ex or herpes
zoster. 5. The nmethod according to claim4 wherein
said herpes viral infection is herpes sinplex. 6. The
5 wherein
sa|§8g§€% @ﬁg @ﬂa&ﬁgﬁﬂyrggaor é?%gﬁ]%vég%e nmet hod
according to any one of clains 1 to 6 wherein said
synptom i old spre _or a geni S . The. , .
hod b urthof Gecaing ey Aepherins 1o 5 wigieln gaid succinate
s@idisS st su&lﬁatehﬁbﬁ?ébsﬁ}iﬁl &R:Etna%e Jé]@lum?fstl@éﬁnate or magnesium
according to any one laims 1 to wherei n said
csuacatate sal t WD 2004/ 062658 PCT/AUQOO4/000018 -18 is
sodiumcitrate, potassiumcitrate or nmagnesi um
citrate. 10. The nmethod according to any one of clains
111.0 TN EkeRhHd BRbOrdints & BAY @neSdH dlains $@6i1@vherein said succinate
succi nate, potassi um succi nate, cal ci um succinate or
rﬁjhlésﬂalmumsﬂm@mﬁ@e 11. The nethod according to any
one of clains 1 to 10 wherein said succinate salt is
cal ci um succinate. 12. A conposition for use in the
t 12at n&Rngormpogition sk auges imftheneeatmentrer psypmiaxis aff oae or more

her pes vi ra infection in a subjec sai d .conposi
corppiosis gl a herpes Miral dfpetiomiy 8rs J%qﬁcéalﬁaqorérnpegsr'f'on comprising a

1&tra@%l?8ﬁ@@?btéu%eln%?é:géff“ ng to claim12 wherein said

Ion co

13.  The composition according to claim 12 wherein said composition comprises

a citrate salt and a succinate salt.

14. The composition according to claim 12 or 13 wherein said composition
further comprises an amino acid selected from valine, aspartic acid, leucine,

isoleucine, alanine, lysine, taurine and asparagine.

15. The composition according to any one of claims 12 to 14 wherein said

herpes viral infection is caused by herpes simplex or herpes zoster.

16.  The composition according to claim 15 wherein said herpes viral infection is

herpes simplex.

17. The composition according to any one of claims 12 to 17 wherein said

symptom is a blister or lesion.

18. The composition according to any one of claims 12 to 17 wherein said

symptom is a cold sore or a genital sore.
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conposition according to any one of clains 12 to 14

wherein said herpes viral infigction is caused by

her pes sinplex or herpes zoster. 16. The conposition

according to claim15 wherein said herpes vira

infection is herpes sinplex. 17. The conposition

according to any one of clainms 12 to 17 wherein said
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23. A use of a composition comprising a citrate salt and/or a succinate sait in
the manufacture of a medicament for the treatment or prophylaxis of one or more

symptoms of a herpes viral infection in a subject.

24. The composition according to claim 23 wherein said composition comprises

a citrate salt and a succinate salit.

25. The composition according to claim 23 or 24 wherein said composition
further comprises an amino acid selected from valine, aspartic acid, leucine,

isoleucine, alanine, lysine, taurine and asparagine.

26. The composition according to any one of claims 23 to 25 wherein said

herpes viral infection is caused by herpes simplex or herpes zoster.

27. The composition according to claim 26 wherein said herpes viral infection is

herpes simplex.



acitrate salt and a succinate salt. 25. The
conposition according to claim23 or 24 wherein said
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succinate salt is sodium succinate, potassium succinate, calcium succinate or

magnesium succinate.

33. The composition according to any one of claims 23 to 32 wherein said
succinate salt is calcium succinate.

34. Use of a composition comprising a citrate salt and/or a succinate salt in the
treatment and/or prophylaxis of one or more symptoms of the herpes viral infection

in a subject.

35. The use according to claim 34 wherein said composition comprises a citrate

salt and a succinate salt.
36. The use according to claim 34 or 35 wherein said composition further
comprises an amino acid selected from valine, aspartic acid, leucine, isoleucine,

alanine, lysine, taurine and asparagine.

37. The use according to any one of claims 34 to 35 wherein said herpes viral
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W@ pnesss an am no acid sel ected from val i ne, PEFAERG0K/000018
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caused by herpes sinplex or herpes zoster. 38. The use
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WMEr ei The akél agderiingiccaffbhe of el P4HD 368/ GheRéth®aid symptom is a
cold sore or a genital sore.

41.  The use according to any one of claims 34 to 40 wherein said subject is a
human subject.

42. The use according to any one of claims 34 to 41 wherein said citrate salt is
sodium citrate, potassium citrate or magnesium citrate.

43.  The use according to any one of claims 34 to 42 wherein said succinate salt
is sodium succinate, potassium succinate, calcium succinate or magnesium
succinate.

44.  The use according to any one of claims 34 to 44 wherein said succinate salt

is calcium succinate.



