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10 virus, (Poxviridae), Radi virus, (Rhabdoviridae), Rangifer tarandus herpesvirus,
(Herpesviridae), Ranid herpesvirus, (Herpesviridae), Raphanus virus, (Rhabdoviridae), Rat
coronavirus, (Coronaviridae), Rat cytomegalovirus, (Herpesviridae), Rat virus, R, (Parvoviridae),
Raza virus, (Bunyaviridae),Razdan virus, (Bunyaviridae), Red deer herpesvirus,
(Herpesviridae), Red kangaroopox virus, (Poxviridae), Reed Ranch virus, (Rhabdoviridae),
15 herpesvirus, (Herpesviridae), Reindeer papillomavirus, (Papovaviridae), Reptile calicivirus,
(Caliciviridae),  Resistencia  virus, (Bunyaviridae), Restan virus, (Bunyaviridae),
Reticuloendotheliosis virus, (Retroviridae), Rhesus HHV-like virus, (Herpesviridae), Rhesus
leukocyte associated herpesvirus strain, (Herpesviridae), Rhesus monkey cytomegalovirus,
(Herpesviridae), Rhesus monkey papillomavirus, (Papovaviridae), Rheumatoid arthritis virus,
20  (Parvoviridae), Rift Valley fever virus, (Bunyaviridae), Rinderpest virus, (Paramyxoviridae), Rio
Bravo virus, (Flaviviridae), Rio Grande virus, (Bunyaviridae), RML virus, (Bunyaviridae),
Rochambeau virus, (Rhabdoviridae), Rocio virus, (Flaviviridae), Ross River virus, (Togaviridae),
Rost Islands virus, (Reoviridae), Rous sarcoma virus, (Retroviridae), Royal farm virus,
(Flaviuiridae), RT parvovirus, (Parvoviridae), Rubella virus, (Togaviridae), Russian spring
25  summer encephalitis virus, (Flaviviridae), S-- virus, (Reoviridae), SA virus, (Herpesviridae),
Sabio virus, (Arenaviridae), Sabo virus, (Bunyaviridae), Saboya virus, (Flaviviridae), Sacbrood
virus, (Picornaviridae), Sagiyama virus, (Togaviridae), Saimiriine herpesvirus, (Herpesviridae),
SaintAbb's Head virus, (Reoviridae), Saint-Floris virus, (Bunyaviridae), Sakhalin virus,
(Bunyaviridae),Sal Vieja virus, (Flaviviridae),Salanga virus, (Bunyaviridae),Salangapox virus,
30 (Poxviridae), Salehabad virus, (Bunyaviridae), Salmonid herpesvirus, (Herpesviridae), Salmonis
virus, (Rhabdoviridae), Sambucus vein clearing virus, (Rhabdoviridae), SanAngelo virus,
(Bunyaviridae), San Juan virus, (Bunyaviridae), San Miguel sealion virus, (Caliciviridae), San
Perlita virus, (Flaviviridae), Sand rat nuclear inclusion agents, (Herpesviridae), Sandfly fever
Naples virus, (Bunyaviridae), Sandfly fever Sicilian virus, (Bunyaviridae), Sandjimba virus,
35 (Rhabdoviridae), Sango virus, (Bunyaviridae), Santa Rosa virus, (Bunyaviridae), Santarem
virus, (Bunyaviridae), Sapphire Il virus, (Bunyaviridae),Saraca virus, (Reoviridae),Sarracenia
purpurea virus, (Rhabdoviridae),Sathuperi virus, (Bunyaviridae), Saumarez Reef virus,
(Flaviviridae),Sawgrass virus, (Rhabdoviridae), Schistocerca gregaria entomopoxvirus,
(Poxviridae), Sciurid herpesvirus, (Herpesviridae), Sciurid herpesvirus, (Herpesviridae),Sealpox
40  virus, (Poxviridae), Seletar virus, (Reoviridae) Semliki Forest virus, (Togaviridae),Sena
Madureira virus, (Rhabdoviridae), Sendai virus, (Paramyxoviridae), Seoul Virus, (Bunyaviridae),
Sepik virus, (Flaviviridae), Serra do Navio virus, (Bunyaviridae), Shamonda virus,
(Bunyaviridae), Shark River virus, (Bunyaviridae), Sheep associated malignant catarrhal fever
of, (Herpesviridae), Sheep papillomavirus, (Papovaviridae), Sheep pulmonary adenomatosis
45  associated herpesvirus, (Herpesviridae), Sheeppox virus, (Poxviridae), Shiant Islands virus,
(Reoviridae), Shokwe virus, (Bunyaviridae), Shope fibroma virus, (Poxviridae), Shuni virus,
(Bunyaviridae), Sibine fusca densovirus, (Parvoviridae), Sigma virus, (Rhabdoviridae), Sikte
water-borne virus, (Tombusviridae), Silverwater virus, (Bunyaviridae), virus, (Bunyaviridae),
Simian adenoviruses, (Adenoviridae), Simian agent virus, (Papovaviridae), Simian enterovirus,
50  (Picornaviridae),Simian foamy virus, (Retroviridae),Simian hemorrhagic fever virus, (Arterivirus),
Simian hepatitis A virus, (Picornaviridae), Simian immunodeficiency virus, (Retroviridae), Simian




Advant age of the present invention: An advantage of the antiviral
conposition(s) according to the present invention consists in that no

si mul t ane¥02012888BBance can be devel oped by the virusesPCURPROIB6G746 he
non-specific activity 5 of the conposition(s) according to the invention is
different to that of conventi onal drud%, enabling themto effectively treat
and pr event d| seases and not to be affected by t he p055| bI e ener gence of
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unyaviridae), su u’ virus, aV|V|r| ae), “Utinga “viru unyaviridae e virus,
(Bunyaviridae), Uukuniemi VII’US Bunyavmdae ) Vaccinia subspemes Poxvmdae Vaccinia
virus, (Poxviridae), Vaeroy virus, (Reoviridae), Varicella-zoster virus, (Herpesvmdae) Variola

50 virus, (Poxviridae), Vellore virus, (Reoviridae), Venezuelan equine encephalitis virus,
(Togaviridae), Vesicular exanthema of swine virus, (Caliciviridae), Vesicular stomatitis Alagoas

state.



10 Adm nistration of the conposition: The best node adm nistering the
conposition is one drop or 0.05m per 10 kg body wei ght (not i ncluding
excess bowg 2het0esssBhree tines daily orally. The nman ski IPCE&EPRO1T1OE4@rt can
adapt the 15 recommended dose per kg to the average weight of a human (50
kg). Preferably encapsul ated but can Bé taken orally mxed with fruit juice
or yoghurt, toplcally n1xrng W th macadam a-type oil for fast skin
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sprays, aerosols suppositories, wax sticks, patches or other drug delivery
vehi cl es. 40The nethod for manufacturing the conpositions of the present

i nvention conprises the follow ng steps: pre-blending the conmpound(s) of
the present invention at a tenperature conprised preferably between 20 and
25 C, obtention of a m xture, 45-addition of the mxture to a diluent (a
phar maceutical ly acceptable carrier such as a base oil). The presence of a
pharmaceutically acceptable carrier is optional and depends on the type of
drug delivery vehicle. W) 2012/038553PCT/ EP2011/ 066746 23 Exanpl es
Preparation of the conposition and Exanples of efficacy 5Conpound of
Formula A The letters AL B, Cin the exanples refer to the conpounds of
formula A, formula B, fornmula C respectively of the present invention. 10
Preparation of the medication The conpound of fornmula Ais a clear |iquid,
whi ch may be m xed with a base oil such as Aive or Macadam a oil
preferably at a rate of 50 wt.% 15



In vivo Antiviral Activity of the conmpound of formula A Exanple 1 20DNA -
envel oped viruses: Canine Herpes Canine Herpes virus is a |eading case of
puppy deawb201Ja383s83ves in the respiratory and reproduct PCE/EPR@EA0s6786 adul t
dogs, which show no synptons. It is transferred to puppies during birth or
via airborne nasal secretions once borfh. It is very contagi ous and spreads
rapidly 25 through litters, causing |liver damage, henorrhages, blindness
and staggering. Death occurs within 24-48 hours. There is no conventi onal
cure and treatnment ainmed at s --ortlwe C rellva?C|nation does not exi st.

Cne conflrned Cani ne Fbrp-'eb H LN, gat ed innediately wi th 300
. t Th ,

i oh 1RaRBSHB ANt So, PRl o ey SomoOuh it Aol LS srdckpater”

reéovéP9m8ﬁﬁgﬁﬁ€F@PHB ®9¢ treatnent. The puppy was confirned

Herpes free after the 4th day of treatnent. The puppy recovered conpletely
after 10 days. 35 Exanple 2 DNj - non- §nve|oped viruses: Parvo virus
Parvovirus is a highly contaglaus di sepse an@,naj r killer of puppies. It
ses rapidly, with death

' , itted via infected faeces.
A puppy froma nest of cormff Ipi es was treated

i medi ately with 300 ng of , three tines a day for
4 days. The puppy, which under naggmal circunstances! woul d have di ed, showed
signs of recovery on/after t ;f’/st day of treatnent. 45 The puppy was
confirnmed Parvo free after thej4th day of treatnent. The puppy recovered
completely after 6 days. WO 2812/ 038553PCT/ EP2011/ 066746 24 Exanple 3 RNA
- Envel oped viruses: PRRS 5 PERS_- Porci ne Reproductive and Respiratory
Syndronme - is a major causefof diSease in pigs; it is present in virtually
all pig herds with 100% of #dults being sero-positive. The disease is
characterized by abortion amd stillbirths in adults and respiratory

di seasegd/odiaaonpeandniFqrowia Gbeingh characteristics in piglets. 102 PRRS
confirmed piglets were treated imediately with 500 ng of the conmpound of
formula A three tines a day for 4 days. The piglets, which were very week
at the start of the treatnent ' Noer ,at best after 7- 10 days,
showed signs of recoverygn/aft at nent . The piglets
were confirmed PRRS free~after~ eatment. 15The piglets
recovered conpletely after ™ >
viruses: Rota virus Three pijgl ets
treated imediately with 506G ng gk
day for 2 days. Al three piglg#s

ith confirned RotaV|rus |nfect|ons wer e
the cohpound of fornmula A, three tines a
whi ch woul d normal |y

10

and/or a compound of Formula C being
15



experience 3 to 4 days of severe synptons including diarrhea stopped having
di arrhea on/after 30one day. The de-activation of the Rota virus infected
was confiwoedi203szBt er the second day. The pigl ets recoPeramk2¢iaipias el y
within 2 days. WD 2012/ 038553PCT/ EP2011/ 066746 25 Preparation of the

Medi cal conposition and Exanpl es of ef i cacy Compound of formula B 5

Preparation of the nedication of the conpound of fornmula B The conpound
of formula Bis a clear liquid, which preferably is mxed with a base oil
such as 100 ive or Macadamia oil, preferably at a rate of 10 wt.% or 20

w . % of the conpound of fornulawB and @f 90 .%or 80 w.%respectively of
a base oil. In vivo Antivi ;al Act§vity of ¥he compound of formula B 15
Exanple 1 DNA - envel opé¥ viruges: :&/QE\E@S Laby alls Herpes labialis is a
common di sease caused by T Tog.ef "t h™atea with herpes sinplex 20

virus type 1. Most people ar

infetted with this Wirus by age of 20 years.
An out break usually invol ves

- esions or rash @round the |ips, nouth,
and gunms. Untreated, the synptQw®Ww || generally 3 away in 1l to 2 weeks.
One confirmed Herpes Labialis pgatient who traditionally had Herpes severe

| esions that |asted 25 two weelds was treated topically i mediately on the
onset of the lesions with 10 g { the conpound of fornula B, three tines a
day for 1 day. The infecti on§di d not get worse and the lesions started to
di sappear on/after the secony day. The patient had no nore signs of
infection after the 4Th day. 30 Exanple 2 35DNA - Non-Envel oped viruses:
Papilloma virus A wart is generally a small, rough growh, typically on a
human' ? e angs, Ri%dfcpaﬁferﬁu" often other |ocati ons, that can resenble a

caul i fT ower or d bli ster They are caused by a viral infection,

spgci fF'o‘Frﬂhlay R}ﬁ HUBH s &H‘?ﬁ(ﬂeﬁt‘rb% &r?é@ orf stg rgﬁ gore than 10
t tly harm
\éii“nemélaéra(ta@?usu I"lS “réjr%afa;& i nf g&gwgr ye rg’ op| ca _fenréos Yent | exi ot

y treatment exi sts

but th 200
t ‘#eai %;c}*‘ggfﬁ%ﬁg@@%gggﬁ%%”ﬁj’* s @"/dzg?%@%&r@%@eg" W th 10mg of the

ree t nes a days The warts started to
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15  The present invention relates also to a composition in a pharmaceutically effective concentration
comprising a compound of the Formula A being

and/or a compound of the Formula B being



26 Exanple 3 RNA - Envel oped viruses: PRRS 5 PRRS - Porcine Reproductive and
Respiratory Syndrone - is a major cause of disease in pigs; it is present
in virtuaWbypow/d3sgssg herds with 100% of adults bei ng sePOTHEPILI0VE46 The

di sease i s characterized by abortion and stillbirths in adults and
respiratory di sease, diarrhea and pooﬂegr owt h characteristics in piglets.
10Two PRRS confirmed piglets were treated i mediately with 50 ng of the
conpound of forrmula B, six tinmes a day for 3 days. The piglets, which were
very week at the start of the tpeatment and woul d recover at best after 7-
10 days, showed signs of recovefjy aftef the secgnd day of treatnment. 15The
piglets were confirnmed PRRS fr yTh day of treatnent. The
piglets recovered conpl et®l xanpl e 4 RNA - Non- Envel oped
viruses: Rota virus Three pi
treated i mediately with 50
day for 2 days. Al 3 piglets 4
of severe synptons including dijarrhea stopped having diarrhea on/after the
second day. The de-activgtion of the Rota virus infected was

within 3 days. WD 2012/ 0385%3PCT/"EP2011/ 066746 27 Conpound of fornula C 5
Preparation of the medicatioff of the conpound of formula C The conpound of
formula Cis a clear liquid, "which preferably is mxed with a base oil such
as Aive or Macadam a oil preferably at a rate of 50 wt.% 10 In vivo
Antiviral Activity of the conmpound of fornula C Exanple 1 15DNA -
envel GHEET @coowesnd ebife heMuda 5eReinCani ne Herpes virus is a | eading case of
puppy deaths. It lives in the respiratory and reproductive tracts of adult
dogs, which show no synptons. Ig is trgnsferngd to puppies during birth or
via airborne nasal secretions opce borg. It ¥s yery contagi ous and spreads
rapidly 20 through littess, causing |lijer danmdge, henorrhages, blindness
and staggering. Death occts ity vﬁ§48{§ s>Jhere is no conventi onal
tive care. Vi’cination does not exi st.
1

cure and treatnment is ainmedj
One confirnmed Cani ne Herpes 2d puppy was trepted inmmediately with
300ng of the conpound of for as€, three tines aday for 4 days. The
puppy, which under normal 25ciricunstances woul d have di ed, showed signs of
recovery on/after the 2nd day treatnment. The puppy was confirnmed Herpes
free after the 4th day of tre nt. The puppy recovered conpletely after 7

days. 30 Exanple 2 DNA - nonﬁ"énvel“oped viruses: Parvo virus
}

5

for in vivo use in treatment and prevention of diseases caused by DNA enveloped viruses, DNA
non-enveloped viruses, RNA enveloped viruses and RNA non-enveloped viruses,
said diseases are selected from the group consisting in:

10 (broncho)-pneumonia, 3 day fever exanthema, acute and chronic hepatitis, acute fever, acute
gastroenteritis caused by strains such as Desert Shield Lordsdale Mexico Norwalk Hawaii Snow
Mountain Southampton virus, acute gastroenteritis caused by strains such as Houston/86
Houston/90 London 29845 Manchester Parkville Sapporo virus, acute hepatitis, acute
respiratory distress syndrome, AIDS, Argentine hemorrhagic fever, arthralgia, avian flu, Bolivian

15 hemorrhagic fever, Brazilian hemorrhagic fever, chickenpox, chronic hepatitis, coma, common
cold infection, common cold symptoms, congenital infection, conjunctivitis, contagious ecthyma,
contagious pustular dermatitis, cornea, cryptic enteric infection, cytomegaloviral mononucleosis,
dengue hemorrhagic fever (DHF), dengue shock syndrome (DSS), diarrhea, eczema, eczema
herpaticum, encephalitis, encephalopathy, enteritis, epidemic nephropathy, epidemic

20  polyarthritis and exanthema, epidermodysplasia veruciformis, Epstein-Barr virus infection,
exanthema, exanthema in children, Fatal familial insomnia, febrile encephalitis, febrile iliness,
fever, formerly Human echovirus 22 23, gastroenteritis, gastrointestinal infections
intracytoplasmic inclusion bodies, genital tract infections, haemolytic crisis in people with sickle
cell disease, headaches, hemorrhagic fever, hemorrhagic fever w renal syndrome, herpetic

25  encephalitis, Hodgkin’s disease, Human coxsackievirus, Human coxsackievirus B1-6, Human
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virus is a highly contagious disease and major killer of puppies. It
aracterized by 35bl oody diarrhea and progresses rapidly, with death

ri ngwof20e3sds8hi n two days. It is transmitted via PaTaEPR@Ed/bEeces. One
froma nest of confirnmed Parvo |nf ected puppies was treated

lately with 300 ng of the corrpou of formula C, three tines a day for
s. The puppy, which under nor mal C|rcunstances woul d have dled showed
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The composition of the present invention can be used as a disinfectant or as a viral inhibitor
outside the body.

The composition of the present invention is used for blocking the above mentioned viruses
entering the host cell(s).

The composition of the present invention consists in:

the compound of formula A alone, or

the compound of formula B alone, or

the compound of formula C alone, or

the compound of formula A in combination with the compound of formula B (i.e. A+B), or

the compound of formula A in combination with the compound of formula C (i.e. A+C), or

the compound of formula B in combination with the compound of formula C (i.e. B+C), or

the compound of formula A in combination with the compound of formula B and also in
combination with the compound of formula C (i.e. A+B+C).

The composition preferably comprises 100% by weight of the compound of formula A, or 100%
by weight of the compound of formula B, or 100% by weight of the compound of formula C.
Thus the following compositions can be prepared (in terms of formulae):

Composition 1: A alone (100% by weight)

Composition 2: B alone (100% by weight)



Exanple 1 15 DNA - envel oped viruses: Herpes Labialis Herpes labialis is
a common di sease caused by infection of the nouth area with herpes sinplex
Vi rus typeEORo1238353peopl e are infected with this virus bgTiEPRO1AHE6TE6 20
years. An outbreak usually 20invol ves skin | esions or rash around the |ips,
nmout h and guns. Untreated, the syrrptoﬁ% will generally go away in 1 to 2
weeks. One confirnmed Herpes Labl alis patient who traditionally had Herpes
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b?(ﬁ‘ults and respiratory disease, diarrhea and poor growth
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30 Preparation of the compound of formula A:

The compound of Formula A can be prepared in combining 3 different compounds (Xa, Ya and
Za defined as follows), namely:
Xa: CgH4(OH), : catechol
35  Ya: H,C=C=C(Cl)-CHjs : 3-chloro-(1,2)butadiene
Za: H,C=CH-C(CH3)(OH)-CH,-COCI : 1-chloro-3-OH-3-methyl-4-ene-pentanal

Obtention of Ya:
H.C=C=CH-CH; halogenatiog H.C=C=C(CI)-CH3
40 HCI/CI

Obtention of Za:
H.C=CH-C(CH3)=CH-COOH cr . H.O H.C=CH-C(CH5)(OH)-CH,-COCI
HCI ™ OH/HY ™

45
Formula A = (Xa+Za) + Ya

A man skilled in the art is able to manufacture the compound of formula A with the above
mentioned information.
50



formula A+B, three tines a day for 4 days. The piglets, which were very
week at the start of the treatnment and woul d recover at best after 7- 10
days, showeaosygsssiof recovery on/after one day of treaPGEMP2012Hd4786 pi gl et s
were confirnmed PRRS free on/after the 2nd day of treatnment. The piglets
recovered conpletely after 4 days. 301%xarrpl e 4 RNA - Non- Envel oped
viruses: Rota virus 3 piglets with confirned Rotavirus infections were

g di arrhea stopped having diarrhea after

The de- t' f the Rot I rus. i t ed fi
.ﬂiogﬁgaﬁﬁbﬁg%% ng lpeR 80 T tPing "L GpRE: SRPAPER Pt 0
_ @'Di%g% _F)CQ Uelf t he composition containing the conpounds of
Fi

. ar,t Ith éfi a(éé of conmpound A and compound B tested
; %%/262%5% ﬁ’éi/e 29%%/ 066746 31 Preparation of the
- Bt S TN QH) SRl Hea mp VAL S My e Conposi tion contai ni ng

tq o i %ti? of conpounds of fornmula B and fornmula C 5(B+C) Preparation
of “th i 0 of the conbi %i@%oclt, {: rmul a B+C The conposition of
f or mul P cle%%?ﬂﬂﬂ-ﬁud, ¥ )b% rably is mixed with a base oil
such 10as A ive or Macadamia oil, preferably at a rate of 5 w.% of B and
15 wt. ; .80 wt.% of a base oil. In vivo Antiviral Activity of
t hg c%%%%f%i%@—aﬁgf f Qg an'oP-FCI-E%:@é@(@Iz—%H]‘ DNA - envel oped viruses:

Her pes "Labi al 1 s Fbrﬁ[@g“‘%(jrvbr%ll isis a commn di sease caused by infection of
the nouth area with herpes sinplex 20 virus type 1. Mst people are

i nf ectmglenmichibitzBi S virus by the age of 20 years. An outbreak usually

i nvol vegg-_gkicp-€gsi ons or rash ad.cun@H-heoH)I@s-chaputh and guns. Untreat ed,

t f2e s&%ptom; Wi II§ gETRTraNY Tgo asway@ rio’nl t)om% V\gﬁks. One confirned

Her pes Labialis patient who traditionally had Herpes severe | esions that

| ast edro2htiladB wedksYb)asZli reated topically inmmediately on the onset of the

| esi ofsmantskillédimgthefarttib abledopoapace e doompouhd oBfe@nulald @ih tHend®va ntayiohed 1
day. Tiermatioecti on did not get worse and the |lesions started to di sappear
or’bafter the second day. The patient had no nore signs of infection after

t he AtHvepkagtiorEofding temBoudiAof formuie: @nvel oped viruses: Papilloma virus A wart
is generally a small, rough gromh, typically on a human's hands or feet
but ofTtherconidoand lobEatmudan €, canhize preparedass eambimirg & differeiht covepowdsdXs,ofa dnd

bl i st edc.defihey asfaiows)isadelyy a viral infection, specifically by human

papi | |IFomaviar@s (Zcedojl + Xc There are nore than 10 varieties of warts, the npst
common consi dered to be nostly harml ess. Skin warts usually remain infected
for yddnssstegopi cally treatnent exists but requires usually 3 to 5

t r eat rhit(©H).CRYPHf 0H.C=Cd-CROMMACHS ( oviesO 20(_)| treatments mninmun). Skin
warts of a patient were treated with 10ng of the conpound of fornula B+C

t lBbee QHatEH)sCAay-COrO-B(AHYEH3)-CH=C(CH,)

Second step:
CsH4(OH),COOH-CO-O-C(OH)(CH3)-CH=C(CH3) + H.C=C=C(Cl)-CH; ———— »

40  2,3(dihydroxy), 5[3(1,2)butadiene], 2hydroxy,3butene benzoate
A man skilled in the art is able to prepare the compound of formula C with the above mentioned

information.
45



The warts started to soften after a week (7 days) and becom ng white. The
skin tissue disappeared conpletely after 3 weeks (21 days). Concl usion:
50The ef fwoae012/038558he conposition containing the conpould3/EFROfOG6THé a B+C
is simlar to the efficacy of conpound B and conpound C tested

i ndi vi dual |y. WD 2012/ 038553PCT/ EP20%4/ 066746 32 Conposition contai ni ng
t he conbi nation of conpounds of fornula B and fornmula C (B+C) 5The
conposition containing the conpounds of fornmula B+Cis a clear |iquid,

whi ch ef erab ¥, is mxed with a base oil such as AQive or Macadam a oil,

prefem%m%ﬁ% % of B and 40 wt.% of C and 50 wt.% of a base
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respi r%'ﬂ%@@m@@eé%%muﬁﬁ“%rhea and poor growt h char acterl stics i n piglets.
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virus jofecte was con e second he prgle g reaover ed
| et ell hin 2 days Concl usion: 40 The efficacy of the conposition
contai ning the conpounds of fornmula B+Cis simlar to the efficacy of

conpound B and conpound C tested individually. WO
2012/ 038553PCT/ EP2011/ 066746 33
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Conposi tion containing the conbination of conpounds of fornmula A and
formula C (A+C) 5 Preparation of the nedication The conposition

cont ai ni Nyot2bhe2/0383%Bi nati on of formula A+C is a clear |i garer2aomposed of 25
wt . % of conpound A and 25 wt. % of cogEound C which preferably is mxed with
a base oil such 10as Oive or Macadanfi oil, preferably at a rate of 50
w.%of a base oil. In vivo Antiviral Activity of the conposition of

formul a A+C Exanple 1 15 DNA - envel oped viruses: Cani ne Herpes Canine
Herpes virus is a | eading case of puppy deaths. It lives in the respiratory
and ran\mjgcmsn@tracts of adult dogs, which show no synptons. It is
transferred to puppies during 20 birth or via airborne nasal secretions
once Hodividualtcase stadips venie Rrorsedy Bgdisadsrachinners thaireongrned thes patent
causi rgtivityva rthel anmgesititrésjooir tha gessenb Inveativesag sarstl all teagtiey #rigmiliBe af Mirgsesur s

wi Bhi maa®iy48 hours. There is no conventional cure and treatment ainmed at
supportl ve _care. Vaccihation does not exist. One confirned Cani ne Herpes
i nfected pHPSYErNESOPEY KiBiSEs (¢-nEefiPas ¥Iys, \MONHSQB@DCQFda%?SLF%é/ PSR i on of

f or mul a -A+BNAtneneanveioped visusgg e fobPapillatagmrus TRasve)ippyAderiovicks) under  nor nal

ci r cunst-anBB# emveloged aivesedi(ed, Hepatitie C, RHaycise edprocretiveeayd caspabitosr syindensecond
day of tregtaPPRSNI@sP @RRhaMRgs)confirmed Herpes free on/after the 4th day

oftot T eaLITERk nHhCerRRY RSRUTE SIRERTRLEHAING ALY Sodfiftakss) Bxapl e 2 DNA -

non- envel oped viruses. Parvo us Parvovirus is a nt agi ous

di sease and major killer of puppies. It is characteri zed by bl oody di arrhea
and progresses rapidly, with death occurring often within tw days. It is
transmtted via infected faeces. A puppy froma nest of confirmed Parvo
i nf ectm_E.LQﬁ).AMs treated |mTed| ately with 300 ng 400f the conpound of

formul.a A+C ti nder Hao
cipcuneareasliify T8 o %Mdgé%c ety Wf&%%%&vp i HECT e f“f?ei st

ddy ofSialeddt mesn theper eﬂl?b;%?S%é?ée R R &Y B pRieying Wit ﬁ‘/séH fef tec”ﬁ@” MNay
of tr digideasting Thidepirppss ¢a@@uk¢érﬂwe@om§w@°ﬂt@lyh%ﬁﬂ@y obthgagryses ipgne animal or
2012/ 068EH3 P BER2Charc@Be 7the BultiBheatiph eof 3thRNMIruseEnwethepedlsvi This dwd BPERS 5
PRRS -déadrmired dyeipnaebirichivgto@nd hizeis i dagaicyniydids ereting astivikalBrpouicts,avsén of
di Sea%‘?ﬂy‘ Sl &% effddt onge E}{eeﬁﬁmes iafe Yeddcimed WitRhbstdels hﬂﬁéié;o Mbddrioh@d @Hﬂie
adyl t npgnv%ﬁﬁcgw E?ﬁ A é& espl ﬂie%ﬁ@t?seagéntc nw%f?\fatnﬁé 'v%rﬁP' ¥c|@£’%¥dr8’1

har s ” Bre F Bny 7 it oo PP b g

char aé? Etthie@éjsﬁ 'Al
[ rrmad|”<%1‘t"=‘é‘i'9/n Wvelegdao '%ﬁasﬁﬁ’ethé@ﬁ?iédﬁ%(eo?hoﬁl& 'Pr%ul”& ’ﬁﬁ@ toy WPé'Qett?#ésforaa'Hay
for 4 dirgpses arrdl yiugeesrecifighllycmentionedreing pressint applicaonst art of the treat nent
and wdidntbauedeeB ad O et wellf Aecoripositiond #¢8, AsBoReq aidghnB+&f arcacitagriy the

ombaf tigdt tigehadad Halve ki adrie fode bbAdtnpuppi es were confirmed PRRS free
on/after the 2Th day of treatment. The puppies recovered conpletely after 4

days.

IN VIVO RESULTS:

The following examples have been taken from cases study results to highlight the activity of the

30 antiviral composition for which the specific composition have been used in order to conduct all
the mentioned tests. In the present invention the novel composition is always instilled on or in
animals after the viruses infected the animal in order to treat animal or human diseases. The
man skilled in the art knows how to perform the tests.

35



20 Exanple 4 RNA - Non-Envel oped viruses: Rota virus Three piglets with
confirnmed Rotavirus infections were treated imedi ately with 500 ng of the
25 conpouwo 20f2/38358ul a A+C, three tines a day for 2 day®CTAPR013/0pi7gé et s,
whi ch would normal |y experience 3 to 4 days of severe synptons |nclud|ng
di arrhea stopped having di arrhea on/ affer one day. The de-activation
of the Rota virus infected was confirnmed on/after the first day. 30The
piglets recovered conpletely within 2 days. 35Concl usion: The efficacy of
t he conposition containing the conpounds of fornmula A+Cis simlar to the
efficacy of conpound A and conmpound C tested individually. 40 WO
2012/ E 5 Preparation of the Medical conposition and
‘on containing t he conbi nati on of conpounds of

fogrrul a ta reaer(;u a g A+B+ i ti o\ne of s
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13}3‘2 3%9%} q%t's @a%%?zﬂeagfbdniaec e o St Afbeuad ty of the
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sition of. fornula A+B+C. Exanple 1 15 DNA - envel oped viruses: Herpes
Labi almw—&mg&’é‘—commn di sease caused by I nfection of the
nmout h rpes s Lex virus t i,nf ec ith
this ﬁ?% 8%@‘%&9@ ot Prp8a't’ ey% t%llaalg[gg 5]? of%E%%gtxweng §?*8Ws or
3 Ceeslslbb) yf yp(%
e?terrab rfet s'wga ante}u
who t B%. éﬂ ' %@9 Y'Y gz@
treat é‘&f Bl"’} ”Qt%efxtgg r8'?15(2? B’PCF‘ 803y ° H‘%t ‘? t he

25c0 eI59 {ToloPk a' %31 di d
%@ ﬁgc% Iag(it%st%ﬁt’%ﬁ ’8%%;8? %”&'E a@ﬂ‘é‘ %E;éﬁ? 7 P%'FOW( H’& é’é ‘E?H d
T plcal applications li e%tu]ybreatmen r%‘est mo e o aAdtmrl]nl a?/ng IS the us
a mlcro dropper or 0.01ml containing 50 wt.% of base oil and 50 wt.% of the composition of the
present invention. An alternative method of administering is the use of a wax stick containing 30
wt.% of the composition of the present invention. In this mode of application the effective
25  dosage can be as low as 0,1mg of the composition per treated wart.

—y

Process of manufacture and galenics:

Preferably the compounds have to be pre-blended (in case at least two compounds are added
30 into the composition or if a base oil is added), in equal or different parts, using a sterile blending

device. The preferred temperature of manufacturing and storage of the composition is between

20 and 25 degrees Celcius.

After the pre-blending process the mixture can be added to a pharmaceutically acceptable

carrier. Depending on the type of application, the ratio between the composition of the present
35 invention and the pharmaceutically acceptable carrier can range from 5 wt.% to 90 wt.%, where

50 wt.% is the most common ratio used for practical medical applications.

The mixture can then be further processed and integrated in capsules, gels, gelules, sprays,

aerosols, suppositories, wax sticks, patches or other drug delivery vehicles.

40  The method for manufacturing the compositions of the present invention comprises the following
steps:
-pre-blending the compound(s) of the present invention at a temperature comprised preferably
between 20 and 25 °C,
-obtention of a mixture,

45  -addition of the mixture to a diluent (a pharmaceutically acceptable carrier such as a base oil).

The presence of a pharmaceutically acceptable carrier is optional and depends on the type of
drug delivery vehicle.

50 The person skilled in the art knows how to manufacture the compositions of the present
invention.



DNA - non-envel oped viruses: Papilloma virus 35A wart is generally a small,
rough growh, typically on a human's hands or feet but often other
| ocat i onswothe038¥8 resenbl e a cauliflower or a solid bIPCIEPRI11THEY6 ar e
caused by a viral infection, specifically by human papillomavirus 2 and 7.
There are nore than 10 varieties of wa&fts, the nost common considered to be
nostly harm ess. 40Skin warts usually remain infected for years. Topically
treatment exists but requires usual*g 3.to 5 treatnents a day for 2 to 3
nont hs (over 200 treatnents mnimnmu warts of a patient were treated
wi th 10ng of the . a day for 3 days.
45 The warts star L ENIcacY becom ng white.
$ skin tissue dlsappeared C Ietely ter|3 meeks (21 days). Concl usi on:
he conposition containing f t he conpounds of formula
A+B+C has sim | ar efficacy t han the compound of fornmula A or B or C tested

i ndi vi | ) / 038553PCT/ E 2 11/ 06674 tio
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a Iea{?sqchﬁ%lo P[ﬁ? 'BYEH'SB1y is nmixed with a base oil such as Aive or

VR adﬂa OEI[ Er!efer%blg at a rate of 20 wt.%of A 10 wt.%of B, 20 wt.

of C Doi1. In vivo Antiviral Activity of the

conpo t| on B+C 10 Exa RNA - .Envel oped virus
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ST e 1 s characterized by abortion and

st|II Bt i QI8 diarrhea and poor grow h

characéerl atlécs in piglets. Two PRRS confi rrred piglets were treated
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d%é |ch were very week at the start of the
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The puppy was confirmed Herpes free after the 4" day of treatment.
The puppy recovered completely after 10 days.

belnR ser 0
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35 Example 2

DNA — non-enveloped viruses: Parvo virus

Parvovirus is a highly contagious disease and major killer of puppies. It is characterized by
40 bloody diarrhea and progresses rapidly, with death occurring often within 2 to 6 days. It is
transmitted via infected faeces.

A puppy from a nest of confirmed Parvo infected puppies was treated immediately with 300 mg
of the compound of formula A, three times a day for 4 days. The puppy, which under normal
circumstances would have died, showed signs of recovery on/after the first day of treatment.

45
The puppy was confirmed Parvo free after the 4" day of treatment.
The puppy recovered completely after 6 days.



efficacy than the conmpound of fornmula A or B or Ctested individually. WO
2012/ 038553PCT/ EP2011/ 066746 37 Sunmary of the results: TABLE 1: 5

Conposi t 0 20384581 ngconmpound(s) of Fornul a Virus groupCViRPe&l10y¢ye6 Subj ect
Dose Tines/ day Days Untreated |Inprovenent Standard in days Treated -

| mprove- nment (in days) Untreated - Sf4ndar d Recovery (in days) Treated
Virus or synptomfree

10

15

20

25

30

Example 3
RNA — Enveloped viruses: PRRS

PRRS -Porcine Reproductive and Respiratory Syndrome - is a major cause of disease in pigs; it
is present in virtually all pig herds with 100% of adults being sero-positive. The disease is
characterized by abortion and stillbirths in adults and respiratory disease, diarrhea and poor
growth characteristics in piglets.

2 PRRS confirmed piglets were treated immediately with 500 mg of the compound of formula A,
three times a day for 4 days. The piglets, which were very week at the start of the treatment and
would recover at best after 7- 10 days, showed signs of recovery on/after one day of treatment.

The piglets were confirmed PRRS free after the 2" day of treatment.
The piglets recovered completely after 4 days.

Example 4

RNA — Non-Enveloped viruses: Rota virus

Three piglets with confirmed Rotavirus infections were treated immediately with 500 mg of the
compound of formula A, three times a day for 2 days. All three piglets, which would normally
experience 3 to 4 days of severe symptoms including diarrhea stopped having diarrhea on/after
one day. The de-activation of the Rota virus infected was confirmed on/after the second day.
The piglets recovered completely within 2 days.



A DNA envel opped Cani ne Herpes Dog (puppy) 300 ng 3 4 None 2 death Day 4 A
None

DNAnon envel opped Parvo Dog (puppy) 300 ng 3 4 ne 1 death Day 4 A RNA
envel oppeSORRRB3IRISY (piglet) 500 ng 3 4 3-4 PCT/EP2011/066746
25

Preparation of the Medical composition and Examples of efficacy

Compound of formula B

Preparation of the medication of the compound of formula B

The compound of formula B is a clear liquid, which preferably is mixed with a base oil such as
10 Olive or Macadamia oil, preferably at a rate of 10 wt.% or 20 wt.% of the compound of formula
B and of 90 wt.% or 80 wt.% respectively of a base oil.

In vivo Antiviral Activity of the compound of formula B

15 Example 1

DNA — enveloped viruses: Herpes Labialis

Herpes labialis is a common disease caused by infection of the mouth area with herpes simplex

20  virus type 1. Most people are infected with this virus by age of 20 years. An outbreak usually
involves skin lesions or rash around the lips, mouth, and gums. Untreated, the symptoms will
generally go away in 1 to 2 weeks.

One confirmed Herpes Labialis patient who traditionally had Herpes severe lesions that lasted

25 two weeks was treated topically immediately on the onset of the lesions with 10 mg of the
compound of formula B, three times a day for 1 day. The infection did not get worse and the
lesions started to disappear on/after the second day.

The patient had no more signs of infection after the 4™ day.
30

Example 2

35 DNA — Non-Enveloped viruses: Papilloma virus

A wart is generally a small, rough growth, typically on a human’s hands or feet but often other

locations, that can resemble a cauliflower or a solid blister. They are caused by a viral infection,

specifically by human papillomavirus 2 and 7. There are more than 10 varieties of warts, the
40  most common considered to be mostly harmless.

Skin warts usually remain infected for years. Topically treatment exists but requires usually 3 to
5 treatments a day for 2 to 3 months (over 200 treatments minimum).

45  Skin warts of patient were treated with 10mg of the compound of formula B, three times a day
for 3 days.

The warts started to soften on/after a week and becoming white.
The skin tissue disappeared completely after 3 weeks.
50



1 7-10 days Day 2 A RNAnon envel opped Rota Pig (piglet) 500 ng 3 2 3-4 1
4-5 days Day 2 B DNA envel opped Herpes Human (skin) 10 ng 3 1 5-7 3 7-14
days Day WORIDIM3&A envel opped HPV Human (skin) 10 ng PCT/EP2011/066746

26

Example 3
RNA — Enveloped viruses: PRRS

PRRS -Porcine Reproductive and Respiratory Syndrome - is a major cause of disease in pigs; it
is present in virtually all pig herds with 100% of adults being sero-positive. The disease is
characterized by abortion and stillbirths in adults and respiratory disease, diarrhea and poor
growth characteristics in piglets.

10 Two PRRS confirmed piglets were treated immediately with 50 mg of the compound of formula
B, six times a day for 3 days. The piglets, which were very week at the start of the treatment and
would recover at best after 7- 10 days, showed signs of recovery after the second day of
treatment.

15 The piglets were confirmed PRRS free on/after the 3" day of treatment.
The piglets recovered completely after 4 days.

20 Example 4

RNA — Non-Enveloped viruses: Rota virus

Three piglets with confirmed Rotavirus infections were treated immediately with 50 mg of the

25 compound of formula B, six times a day for 2 days. All 3 piglets, which would normally
experience 4 to 5 days of severe symptoms including diarrhea stopped having diarrhea on/after
the second day.

The de-activation of the Rota virus infected was confirmed on/after the second day.
30  The piglets recovered completely within 3 days.



3 3 years 7 years 21 days B RNA envel opped PRRS Pig (piglet) 50 ng 6 3 3-4
2 7-10 days Day 3 B RNAnon envel opped Rota Pig (piglet) 50 ng 6 2 3-4 2 4-5
days Day WOCIDIM38¥Avel opped Cani ne PCT/EP2011/066746
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Compound of formula C

5 Preparation of the medication of the compound of formula C

The compound of formula C is a clear liquid, which preferably is mixed with a base oil such as
Olive or Macadamia oil preferably at a rate of 50 wt.%.

10
In vivo Antiviral Activity of the compound of formula C

Example 1

15 DNA — enveloped viruses: Canine Herpes

Canine Herpes virus is a leading case of puppy deaths. It lives in the respiratory and
reproductive tracts of adult dogs, which show no symptoms. It is transferred to puppies during
birth or via airborne nasal secretions once born. It is very contagious and spreads rapidly

20  through litters, causing liver damage, hemorrhages, blindness and staggering. Death occurs
within 24-48 hours. There is no conventional cure and treatment is aimed at supportive care.
Vaccination does not exist.

One confirmed Canine Herpes infected puppy was treated immediately with 300mg of the
compound of formula C, three times a day for 4 days. The puppy, which under normal
25  circumstances would have died, showed signs of recovery on/after the 2nd day of treatment.

The puppy was confirmed Herpes free after the 4" day of treatment.
The puppy recovered completely after 7 days.

30 Example 2

DNA — non-enveloped viruses: Parvo virus

Parvovirus is a highly contagious disease and major killer of puppies. It is characterized by
35 Dbloody diarrhea and progresses rapidly, with death occurring often within two days. It is
transmitted via infected faeces.

One puppy from a nest of confirmed Parvo infected puppies was treated immediately with 300
mg of the compound of formula C, three times a day for 4 days. The puppy, which under normal
circumstances would have died, showed signs of recovery on/after the first day of treatment.

40
The puppy was confirmed Parvo free on/after the 4" day of treatment.
The puppy recovered completely after 6 days.



Her pes Dog (puppy) 300 ng 3 4 None 2 Death Day 4 C DNAnon envel opped Parvo
Dog (PPM 300 ng 3 4 None 1 Death Day 4 C RNA envel opped PRRS Pig (piglet)
500 ng 3 WO2er/18836310 days Day 2 PCT/EP2011/066746
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Example 3
RNA — Enveloped viruses: PRRS

PRRS -Porcine Reproductive and Respiratory Syndrome - is a major cause of disease in pigs; it
is present in virtually all pig herds with 100% of adults being sero-positive. The disease is
characterized by abortion and stillbirths in adults and respiratory disease, diarrhea and poor
growth characteristics in piglets.

10 2 PRRS confirmed piglets were treated immediately with 500 mg of the compound of formula C,
three times a day for 4 days. The piglets, which were very week at the start of the treatment and
would recover at best after 7- 10 days, showed signs of recovery on/after one day of treatment.

The piglets were confirmed PRRS free on/after the 2™ day of treatment.
15  The piglets recovered completely after 4 days.

Example 4

20 RNA — Non-Enveloped viruses: Rota virus

2 piglets with confirmed Rotavirus infections were treated immediately with 500 mg of the

compound of formula C, three times a day for 2 days. Both piglets, which would normally

experience 3 to 4 days of severe symptoms including diarrhea stopped having diarrhea after
25  one day.

The de-activation of the Rota virus infected was confirmed on/after the first day.
The piglets recovered completely within 2 days.

30



C RNAnon envel opped Rota Pig (piglet) 500 ng 3 2 3-4 1 4-5 days Day 2 A+C
RNAnon envel opped Rota Pig (piglet) 500 ng 3 2 3-4 1 7-10 days Day 2 A+C
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Preparation of the Medical composition and Examples of efficacy

Composition containing the combination of formula A and formula B (A+B)

Preparation of the medication of the composition containing the combination A+B

The composition containing the combination of formula A+B is a clear liquid, which preferably is
mixed with a base oil such as Olive or Macadamia oil, preferably at a rate of 10 wt.% of A and
10 10 wt.% of B and 80 wt% of base oil.

In vivo Antiviral Activity of the composition containing the combination A+B

Example 1
15

DNA — enveloped viruses: Herpes Labialis

Herpes labialis is a common disease caused by infection of the mouth area with herpes simplex
virus type 1. Most people are infected with this virus by the age of 20 years. An outbreak usually

20  involves skin lesions or rash around the lips, mouth and gums. Untreated, the symptoms will
generally go away in 1 to 2 weeks.

One confirmed Herpes Labialis patient who traditionally had Herpes severe lesions that lasted
two weeks was treated topically immediately on the onset of the lesions with 10 mg of the

25  compound of formula A+B, three times a day for 1 day. The infection did not get worse and the
lesions started to disappear on/after the 2™ day.

The patient had no more signs of infection after the 4™ day.

30
Example 2

DNA — Non-Enveloped viruses: Papilloma virus

35 Awartis generally a small, rough growth, typically on a human’s hands or feet but often other
locations, that can resemble a cauliflower or a solid blister. They are caused by a viral infection,
specifically by human papillomavirus 2 and 7. There are more than 10 varieties of warts, the
most common considered to be mostly harmless.

40  Skin warts usually remain infected for years. Topically treatment exists but requires usually 3 to
5 treatments a day for 2 to 3 months (over 200 treatments minimum).

Skin warts of a patient were treated with 10 mg of the composition of formula A+B, three times a
day for 3 days.
45
The warts started to soften on/after a week (7 days) and becoming white.
The skin tissue disappeared completely after 3 weeks.

Conclusion:
50  The composition containing the combination A-B have similar efficacy individually or combined.



No 1 death Day 4 A+C RNA envel opped PRRS Pig (piglet) 500 ng 3 4 3-4 1 7-10
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Preparation of the medication of the composition of formula A and formula B (A+B)

5 The composition of formula A+B is a clear liquid, which preferably is mixed with a base oil such
as Olive or Macadamia oil, preferably at a rate of 45 wt.% of A, 5 wt.% of B and 50 wt.% of base
oil.

In vivo Antiviral Activity of the composition of formula A+B

10

Example 3

RNA — Enveloped viruses: PRRS
15

PRRS -Porcine Reproductive and Respiratory Syndrome - is a major cause of disease in pigs; it
is present in virtually all pig herds with 100% of adults being sero-positive. The disease is
characterized by abortion and stillbirths in adults and respiratory disease, diarrhea and poor
growth characteristics in piglets.

20 Two PRRS confirmed piglets were treated immediately with 500mg of the composition of
formula A+B, three times a day for 4 days. The piglets, which were very week at the start of the
treatment and would recover at best after 7- 10 days, showed signs of recovery on/after one day
of treatment.

25  The piglets were confirmed PRRS free on/after the 2" day of treatment.
The piglets recovered completely after 4 days.

30 Example 4

RNA — Non-Enveloped viruses: Rota virus

3 piglets with confirmed Rotavirus infections were treated immediately with 500mg of the
35 compound of formula A+B, three times a day for 2 days. All 3 piglets, which would normally
experience 3 to 4 days of severe symptoms including diarrhea stopped having diarrhea after
one day.
The de-activation of the Rota virus infected was confirmed on/after the second day.
The piglets recovered completely within 2 days.
40
Conclusion:

The efficacy of the composition containing the compounds of formula A+B is similar to the
efficacy of compound A and compound B tested individually.
45



3 15-7 3 7-14 days Day 4 A+B DNAnon envel opped HPV Human (skin) 10 nmg 3 3
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Preparation of the Medical composition and Examples of efficacy

Composition containing the combination of compounds of formula B and formula C
5 (B+C)

Preparation of the medication of the combination of formula B+C

The composition of formula B+C is a clear liquid, which preferably is mixed with a base oil such
10 as Olive or Macadamia oil, preferably at a rate of 5 wt.% of B and 15 wt.% of C and 80 wt.% of a
base oil.

In vivo Antiviral Activity of the composition of formula B+C

15 Example 1

DNA — enveloped viruses: Herpes Labialis

Herpes labialis is a common disease caused by infection of the mouth area with herpes simplex

20  virus type 1. Most people are infected with this virus by the age of 20 years. An outbreak usually
involves skin lesions or rash around the lips, mouth and gums. Untreated, the symptoms will
generally go away in 1 to 2 weeks.

One confirmed Herpes Labialis patient who traditionally had Herpes severe lesions that lasted
25 two weeks was treated topically immediately on the onset of the lesions with 10mg of the

compound of formula B+C, three times a day for 1 day.

The infection did not get worse and the lesions started to disappear on/after the second day.

The patient had no more signs of infection after the 4™ day.

30
Example 2
DNA — non-enveloped viruses: Papilloma virus

35
A wart is generally a small, rough growth, typically on a human’s hands or feet but often other
locations, that can resemble a cauliflower or a solid blister. They are caused by a viral infection,
specifically by human papillomavirus 2 and 7. There are more than 10 varieties of warts, the
most common considered to be mostly harmless.

40
Skin warts usually remain infected for years. Topically treatment exists but requires usually 3 to
5 treatments a day for 2 to 3 months (over 200 treatments minimum).
Skin warts of a patient were treated with 10mg of the compound of formula B+C, three times a
day for 3 days.

45

The warts started to soften after a week (7 days) and becoming white.
The skin tissue disappeared completely after 3 weeks (21 days).

Conclusion:
50 The efficacy of the composition containing the compounds of formula B+C is similar to the
efficacy of compound B and compound C tested individually.
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Composition containing the combination of compounds of formula B and formula C

(B+C)

The composition containing the compounds of formula B+C is a clear liquid, which preferably is
mixed with a base oil such as Olive or Macadamia oil, preferably at a rate of 10 wt.% of B and
40 wt.% of C and 50 wt.% of a base oil.

In vivo Antiviral Activity of the composition of formula B+C

Example 3
RNA — Enveloped viruses: PRRS

PRRS -Porcine Reproductive and Respiratory Syndrome - is a major cause of disease in pigs; it
is present in virtually all pig herds with 100% of adults being sero-positive. The disease is
characterized by abortion and stillbirths in adults and respiratory disease, diarrhea and poor
growth characteristics in piglets.

Two PRRS confirmed piglets were treated immediately with 500mg of the compound of formula
B+C, three times a day for 4 days. The piglets, which were very week at the start of the
treatment and would recover at best after 7-10 days, showed signs of recovery on/after one day
of treatment.

The piglets were confirmed PRRS free on/after the 2™ day of treatment.
The piglets recovered completely after 4 days.

Example 4

RNA — Non-Enveloped viruses: Rota virus

3 piglets with confirmed Rotavirus infections were treated immediately with 500 mg of the
compounds of formula B+C, three times a day for 2 days. All 3 piglets, which would normally
experience 3 to 4 days of severe symptoms including diarrhea stopped having diarrhea on/after
one day.

The de-activation of the Rota virus infected was confirmed on/after the second day.

The piglets recovered completely within 2 days.

Conclusion:

The efficacy of the composition containing the compounds of formula B+C is similar to the
efficacy of compound B and compound C tested individually.



Her pes Human (skin) 10 ng 3 1 5-7 3 7-14 days Day 4 B+C DNAnon envel opped
HPV Human (skin) 10 ng 3 3 years 7 years 21 days B+C RNA envel opped PRRS
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Composition containing the combination of compounds of formula A and formula C

(A+C)

Preparation of the medication

The composition containing the combination of formula A+C is a clear liquid, composed of 25
wt.% of compound A and 25 wt.% of compound C which preferably is mixed with a base oil such
10 as Olive or Macadamia oil, preferably at a rate of 50 wt.% of a base oil.

In vivo Antiviral Activity of the composition of formula A+C

Example 1
15

DNA — enveloped viruses: Canine Herpes

Canine Herpes virus is a leading case of puppy deaths. It lives in the respiratory and
reproductive tracts of adult dogs, which show no symptoms. It is transferred to puppies during

20  birth or via airborne nasal secretions once born. It is very contagious and spreads rapidly
through litters, causing liver damage, hemorrhages, blindness and staggering. Death occurs
within 24-48 hours. There is no conventional cure and treatment aimed at supportive care.
Vaccination does not exist.

One confirmed Canine Herpes infected puppy was treated immediately with 300 mg of the
25  composition of formula A+C, three times a day for 4 days. The puppy, which under normal
circumstances would have died, showed signs of recovery on/after the second day of treatment.

The puppy was confirmed Herpes free on/after the 4™ day of treatment.
The puppy recovered completely after 10 days.

30

Example 2

DNA — non-enveloped viruses: Parvo virus
35

Parvovirus is a highly contagious disease and major killer of puppies. It is characterized by
bloody diarrhea and progresses rapidly, with death occurring often within two days. It is
transmitted via infected faeces.

A puppy from a nest of confirmed Parvo infected puppies was treated immediately with 300 mg
40  of the compound of formula A+C, three times a day for 4 days. The puppy, which under normal
circumstances would have died, showed signs of recovery on/after the first day of treatment.

The puppy was confirmed Parvo free on/after the 4" day of treatment.
The puppy recovered completely after 6 days.
45
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Example 3
RNA — Enveloped viruses: PRRS

PRRS -Porcine Reproductive and Respiratory Syndrome - is a major cause of disease in pigs; it
is present in virtually all pig herds with 100% of adults being sero-positive. The disease is
characterized by abortion and stillbirths in adults and respiratory disease, diarrhea and poor
growth characteristics in piglets

10  Two PRRS confirmed piglets were treated immediately with 500 mg of the compound of formula
A+C, three times a day for 4 days. The piglets, which were very week at the start of the
treatment and would recover at best after 7- 10 days, showed signs of recovery on/after one day
of treatment.

15 The puppies were confirmed PRRS free on/after the 2" day of treatment.
The puppies recovered completely after 4 days.

20 Example 4

RNA — Non-Enveloped viruses: Rota virus

Three piglets with confirmed Rotavirus infections were treated immediately with 500 mg of the

25  compound of formula A+C, three times a day for 2 days. All 3 piglets, which would normally
experience 3 to 4 days of severe symptoms including diarrhea stopped having diarrhea on/after
one day.

The de-activation of the Rota virus infected was confirmed on/after the first day.
30  The piglets recovered completely within 2 days.

35 Conclusion:

The efficacy of the composition containing the compounds of formula A+C is similar to the
efficacy of compound A and compound C tested individually.

40
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Preparation of the Medical composition and Examples of efficacy

Composition containing the combination of compounds of formula A and formula B and
formula C (A+B+C)

Preparation of the medication of the composition:

The composition of formula A+B+C is a clear liquid, which preferably is mixed with a base oil
such as Olive or Macadamia oil, preferably at a rate of 21 wt.% ( A=7 wt.%, B=7 wt.%,C=7
wt.%) and 79 wt.% of a base oil.

In vivo Antiviral Activity of the composition of formula A+B+C

Example 1

DNA — enveloped viruses: Herpes Labialis

Herpes labialis is a common disease caused by infection of the mouth area with herpes simplex
virus type 1. Most people are infected with this virus by the age of 20. An outbreak usually
involves skin lesions or rash around the lips, mouth, and gums. Untreated, the symptoms will
generally go away in 1 to 2 weeks.

One confirmed Herpes Labialis patient who traditionally had Herpes severe lesions that lasted
two weeks was treated topically immediately on the onset of the lesions with 10 mg of the
compound of formula A+B+C, three times a day for 1 day. The infection did not get worse and
the lesions started to disappear on/after the second day.

The patient had no more signs of infection after the 4™ day.

Example 2

DNA — non-enveloped viruses: Papilloma virus

A wart is generally a small, rough growth, typically on a human’s hands or feet but often other
locations, that can resemble a cauliflower or a solid blister. They are caused by a viral infection,
specifically by human papillomavirus 2 and 7. There are more than 10 varieties of warts, the
most common considered to be mostly harmless.

Skin warts usually remain infected for years. Topically treatment exists but requires usually 3 to
5 treatments a day for 2 to 3 months (over 200 treatments minimum).

Skin warts of a patient were treated with 10mg of the compound of formula A+B+C, three times
a day for 3 days.

The warts started to soften on/after a week (7 days) and becoming white.
The skin tissue disappeared completely after 3 weeks (21 days).

Conclusion:
The composition containing the combination of the compounds of formula A+B+C has similar
efficacy than the compound of formula A or B or C tested individually.

i on
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Preparation of the medication of the composition A+B+C:

The composition of formula A+B+C is a clear liquid, which preferably is mixed with a base oil
such as Olive or Macadamia oil, preferably at a rate of 20 wt.% of A, 10 wt.% of B, 20 wt.% of C
and 50 wt.% of a base oil.

In vivo Antiviral Activity of the composition of formula A+B+C

Example 3
RNA — Enveloped viruses: PRRS

PRRS -Porcine Reproductive and Respiratory Syndrome - is a major cause of disease in pigs; it
is present in virtually all pig herds with 100% of adults being sero-positive. The disease is
characterized by abortion and stillbirths in adults and respiratory disease, diarrhea and poor
growth characteristics in piglets.

Two PRRS confirmed piglets were treated immediately with 500mg of the compound of formula
A+B+C, three times a day for 4 days. The piglets, which were very week at the start of the
treatment and would recover at best after 7-10 days, showed signs of recovery on/after one day
of treatment.

The piglets were confirmed PRRS free on/after the 2™ day of treatment.
The piglets recovered completely after 4 days.

Example 4

RNA — Non-Enveloped viruses: Rota virus

Three piglets with confirmed Rotavirus infections were treated immediately with 500mg of the
compound of formula A+B+C, three times a day for 2 days. All 3 piglets, which would normally
experience 3 to 4 days of severe symptoms including diarrhea stopped having diarrhea after
one day.

The de-activation of the Rota virus infected was confirmed on/after the first day.
The piglets recovered completely within 2 days.

Conclusion:
The composition containing the combination of the compounds of formula A+B+C has similar
efficacy than the compound of formula A or B or C tested individually.

0/ 0
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Summary of the results: TABLE 1:
5
Cc?omnf)ac;ﬁmgn Untrc?ated Treated - Untrc?ated Treated
compound(s)| Virus group \tllrus Subject Dose Tlcrjnes/ Days | Improvement Improvte- Standard V|rustor
of Formula ype ay Standard _men Recovery symptom
8 (in days) - free
in days (in days)
A DNA Canine | Dog 300 mg 3 4 None 2 death Day 4
envelopped Herpes | (puppy)
A DNA non | Parvo Dog 300 mg 3 4 None 1 death Day 4
envelopped (puppy)
A RNA PRRS Pig 500 mg 3 4 3-4 1 7-10days | Day 2
envelopped (piglet)
A RNA non | Rota Pig 500 mg 3 2 34 1 4-5 days Day 2
envelopped (piglet)
B DNA Herpes | Human 10 mg 3 1 5-7 3 7-14 days | Day 4
envelopped (skin)
B DNA non | HPV Human 10 mg 3 3 years 7 years 21 days
envelopped (skin)
B RNA PRRS Pig 50 mg 6 3 3-4 2 7-10days | Day 3
envelopped (piglet)
B RNA non | Rota Pig 50 mg 6 2 34 2 4-5 days Day 3
envelopped (piglet)
C DNA Canine | Dog 300 mg 3 4 None 2 Death Day 4
envelopped Herpes | (puppy)
C DNA non | Parvo Dog 300 mg 3 4 None 1 Death Day 4
envelopped (puppy)
C RNA PRRS Pig 500 mg 3 4 3-4 1 7-10days | Day 2
envelopped (piglet)
C RNA non | Rota Pig 500 mg 3 2 34 1 4-5 days Day 2
envelopped (piglet)
A+C RNA non | Rota Pig 500 mg 3 2 34 1 7-10days | Day 2
envelopped (piglet)
A+C DNA non | Parvo Dog 300 mg 3 4 No 1 death Day 4
envelopped (puppy)
A+C RNA PRRS Pig 500 mg 3 4 3-4 1 7-10days | Day 2
envelopped (piglet)
A+C DNA Canine | Dog 300 mg 3 4 None 2 death Day 4
envelopped Herpes | (puppy)
A+B DNA Herpes | Human 10 mg 3 1 5-7 3 7-14 days | Day 4
envelopped (skin)
A+B DNA non | HPV Human 10 mg 3 3 years 7 years 21 days
envelopped (skin)
A+B RNA PRRS Pig 500 mg 3 4 3-4 1 7-10days | Day 2
envelopped (piglet)
A+B RNA non | Rota Pig 500 mg 3 2 34 1 4-5 days Day 2
envelopped (piglet)
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Composition | Virus group | Virus Subject Dose times/ | days Untreated - Treated - | Untreated | Treated -
containing type day Improvement | Improve- | - Virus or
compound(s) Standard ment (in | Standard symptom
of Formula days days) Recovery | free
B+C DNA Herpes | Human (skin) 10 mg 3 1 5-7 3 7-14 days | Day 4
envelopped
B+C DNA non | HPV Human (skin) 10 mg 3 3 years 7 years 21 days
envelopped
B+C RNA PRRS Pig (piglet) 500mg | 3 4 34 1 7-10days | Day 2
envelopped
B+C RNA non | Rota Pig (piglet) 500mg | 3 2 34 1 3-4 days Day 2
envelopped
A+B+C DNA non | HPV Human (skin) 10 mg 3 3 Years 7 years 21 days
envelopped
A+B+C DNA Herpes | Human (skin) 10 mg 3 1 5-7 3 7-10days | Day 4
envelopped
A+B+C RNA PRRS Pig (piglet) 500mg | 3 4 34 1 7-10days | Day 2
envelopped
A+B+C RNA non | Rota Pig (piglet) 500mg | 3 2 34 1 4-5 days Day 2
envelopped
TABLE 2: composition per wt.% per virus type
Composit-
ion
containing
compound Canine Herpes Parvo Virus PRRS Rota Virus HSV HPV
(s)
of
Formula
A B C A B C A B C A B C A B C A B C
wt. [ wt | wt. | wi. | wt. | wt. | wt. | wt | wt [ wt. | wt. | wt. | wt. | wt. [ wt [ wt. | wt. | wi
% % % % % % % % % % % % % % % % % %
A 50 50 50 50
B 10 10 20 20
C 50 50 50 50
A+B 45 5 45 5 10 10 10 10
B+C 5 45 5 45 5 15 5 15
A+C 25 25 | 25 25 25 25 | 25 25
AEB“L 2010|202 |1w0|20|7|7|7|7|7]|7
5 The same resuts are achieved with 100 wt.% of compounds of formula A, B or C.
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Claims:

1. Composition comprising a pharmaceutically effective concentration of
5 a compound of Formula A

and/or a compound of Formula B
10




10 10 10 10 B+C 545 545 515 5 15 A+tC 25 25 25 25

WO 2012/038553 PCT/EP2011/066746
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and/or a compound of Formula C

for use as a medicament.
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2. Composition comprising a pharmaceutically effective concentration of
a compound of Formula A

and/or a compound of Formula B

10 and/or a compound of Formula C
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