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CHELI DONI NE FOR THE TREATMENT OF WARTS, VERRUCAS AND
wWER30R 8PC PLAQUES Sunmary The present i nventiPCI/EP2009/001672

relates to pharmaceutical fornulations useful in the

treatnment of conmmon skin warts and verrucas, anal and
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possess a potent antiproliferative, antibacterial,

anti fungal, anal gesic, antiangi ogenic and

anti-inflamuatory action which nmakes them useful for

t he Sumatamynt of warts, verrucas and psoriasis.

Vegetable oils rich in polyunsaturated acids are used

as VElé present dnexiibntralaes e phiasmapeutealoforanklationdsiseful in

Techni cal Background Warts and verrucas are the result
theftréatfrent i acfnsomindrhekepimantsl amd vermces sénal amdl vmlicaouwarts and

menbr anes by human papil | omavi rus and cytonegal ovi r us,
psanchticgslaeessonsi dered as neopl asns. These infections

can be associated with a wide variety of benign and )

mal i Trantformumbations ared t ther efioyentiaquicoataini t dtslee or  salified

treatnment. Warts, depending on the type of infecti n%
benizopbenantbridsuakilkealprdssand suiablel velaelkes, depemdingoasy the area to

on the hands and face, and especially in the | ) )
bearitapted.t Said exjkalpidarpossass A pedents antipseliferptivadantipacterial,

skin and the proximal mnucosa. In circuntised men and .
antglnghlonesalgasics, antiengjogasicarady aathindflammatosy ap@ion which

makes them useful for the treatment of warts, verrucas and psoriasis.

Vegetable oils rich in polyunsaturated acids are used as vehicles to
facilitate the absdrption of alkaloids.

Technical Background

Warts and verrucas are the result of infections of the epithelia of the
skin and mucous membranes by human papillomavirus and cytomegalovirus,
and can be considered as neoplasms. These infections can be associated with a
wide variety of benign and malignant tumours, and therefore require suitable
treatment. Warts, depending on the type of infecting virus, are usually present
in all parts of the body, on the hands and face, and especially in the anogenital
region. Anogenital warts usually invade the skin and the proximal mucosa. In
circumcised men and male homosexuals, the glans and urethral meatus are
also involved. In women, these warts can degenerate to fibroepitheliomas and
a variety of benign or malignant mucocutaneous tumours. In many cases the
complications of warts include severe itching, occasional bleeding, and often
bacterial and fungal infections. Another widespread form of warts affects
elderly people; these warts are located on the face, neck and chest, causing an
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al so involved. In wonen, these warts can degenerate to

fibroepithelionmas and a variety of benign or malignant
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of warts include severe itching, occasional bl eeding,

and often bacterial and fungal infections. Another

W despread formof warts a}f,f ect.s elderly people; these
ungphtly aprearapes and Sunetenslimpaigeert-and chest, causi ng
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United States of Anerica. The first-line treatnment fo
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the problem. The use of corticosteroids is not generally recommended because
of their known side effects.

One of the plants which has been most widely studied is Sanguinaria
canadensis, already used by native Americans to treat tumours and skin sores.
Numerous alkaloids, such as sanguinarine, chelerythrine, chelidonine and
other minor ones, which are also common in other Papaveraceae, have been
isolated from this plant, especially its roots.

All these plants have been studied since the beginning of this century in
view of their use as medicinal plants in folk medicine. Yellow latex of
Chelidonium majus was used in the past to treat warts, verrucas and benign
skin tumours; however, its use has long been discontinued because of
significant tolerability problems. The most widespread use of these alkaloids,

especially chelidonine, was to treat infectious diseases such as tuberculosis, or

protozoa such as leishmaniasis and malaria; however, their systemic toxicity
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ound that the benzophenanthri dine

Zlu[(gel Sb@qi%hgﬁgﬁ%ﬁﬁ%“ 12Rel eryt hrine and chel i doni ne,
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alka101ds sanguinarine, chelerythrine and chelidonine, in free or salified form,
can be used advantageously to treat common skin warts and verrucas
(including those typical of elderly people), anal and vulvar warts, and
psoriatic plaques.

The invention therefore provides formulations containing sanguinarine,
chelerythrine or chelidonine or their salts or extracts containing them, mixed
with suitable vehicles and/or excipients, for the treatment of common skin
warts and verrucas, anal and vulvar warts, and psoriatic plaques.

Sanguinarine, chelerythrine and chelidonine may be present in
substantially pure form or in the form of extracts of Sanguinaria canadensis,
Macleaya cordata or Macleaya macrocarpa, or Chelidonium majus.

The invention also relates to the use of sanguinarine, chelerythrine or
chelidonine, or salts or extracts containing them, for the preparation of

medicaments for the treatment of common skin warts and verrucas, anal and

vulvar warts, and psoriatic plaques.
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(i ncluding those typical of elderly people), anal and

vul var warts, and psoriatic plagues. The invention
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actl‘ uteic acid sodiumor potassiumsalt, and subsequent
&Y&%t allisation. The fornul ati ons of the invention can

o SAEPRIT R AR B Rle RLRo le of v
invention may contain procyanidolic compounds, in particular extract of Vitis
vinifera and procyanidin A2, B2 and B6. According to a particularly preferred
aspect, the formulations of the invention will be combined with
proanthocyanidin A2.

Moreover, as of warts, verrucas and psoriasis often cause itching, the
alkaloids according to the invention can be combined with isobutylamides of
polyunsaturated acids or extracts containing them, which reduce peripheral
pain and itching due to their ability to bind cannabinoid CB1 and CB2
receptors. The combination of alkaloids with isobutylamides operates
synergically by eliminating the warts and verrucas, inflammation in the area
affected by the virus, and itching, which in some cases makes social life
difficult.

Consequently, according to a further preferred aspect, the formulations
of the invention may also contain a lipophilic extract of Zanthoxylum

bungeanum or Echinacea angustifolia, or single isobutylamides such as
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activity. According to a preferred aspect, therefore,
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w@emes gneclol i ¢ conmpounds, in particul ar extraceCDEP2009/001672
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permeation of the active constituents.

The formulations of the invention can be prepared according to well-
known conventional methods, such as those described in "Remington's
Pharmaceutical Handbook", Mack Publishing Co., N.Y., USA, together with
suitable excipients. Examples of formulations according to the invention
include creams, ointments, powders, lotions and the like.

For internal warts, the compounds according to the invention can be
formulated as vaginal pessaries or suppositories or equivalent formulations for
vaginal or anal treatment, including capsules that dissolve at internal body
temperature.

For the treatment of psoriasis with keratinised plaques, the formulations

will be based on excipients that keep the affected area moisturised.

The examples set out below illustrate the invention.
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such or in the formof extracts containing them
According to a preferred aspect, the fornul ati ons of

WO b@oitmeent i on may be fornulated in water/oil PODEB1009601672

or inoils rich in pol yunsat%rated fatty acids,
particularly w3, such as the oils of Enothera
bi enni s, Linumusatissinmm Ri bes nigrumand the |iKke,
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t e FORP R 2 miaferm R By A e R85 Wbophi 11 ¢ ext r act
759 P idin A2 20 ng Echi
angterPismras TEHE yi am des 0. 5y Soya | A9¢APME0 m

Procyanidin A2 400.00 mg
Zanthoxylum bungeanum lipophilic extract 200.00 mg
Propylene glycol | 10.00 g
Isopropyl myristate 500 g
Cetyl alcohol 500g
Polysorbate 3.00g
Carbomer 0.40 g
Methyl p-hydroxybenzoate 0.10 g
Propyl p-hydroxybenzoate 0.05g
Purified water q.s. for 100 g

Example 3 - Vaginal pessary

Macleaya alkaloid fraction 3.0 mg
Proanthocyanidin A2 20.0 mg
Echinacea angustifolia isobutylamides 0.5 mg

Glycerides of fatty acids q.s. for 20¢g
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Beeswax 50 ng Vegetable oil q.s. for 800 ng Exanple 2
- Ceam (oil-in-water enul sion) Chelidonine |uteate

wQ@e@ead2eg Procyani din A2 400. 00 ng Zant hoxyl uPCT/EP2009/001672

bungeanum | i pophi lic extract 5200. 00 mg Propyl ene
gl ycol 10.00 g Isopropyl nyristate 5.00 g Cetyl
aI cohol 5.00 gg(PoI ysorhate 3.00 g Carbonmer 0.40 g
a'ﬂplﬁ/ﬂr Wé%sz%é’tlﬂt@e!é g Propyl
phy ro yben 05 g Purified water q. far 100 g
Pk $e0p

felegya a f8898ary Macl eaya al kal r®&t i on
angf?sf%?z é‘rtq“é%i YPCaAnEEsS0 5 m G yoer: SRR0GMEat ty
it Egpgﬁgrﬂ{éwegbof i BN 300,00 1y i t1s vilih Lk
t ot 3?‘3%“)0 ani di ns 300.00 ng Propyl ene gl ycol 16)0 (g)O g

| soptPPPPYRPIITEY Al 3. 00 g
Enothera biennis oil 2.00g
Cetyl alcohol 500 g
Polysorbate 3.00g
Carbomer 040g
Methyl p-hydroxybenzoate 0.10 g
Propyl p-hydroxybenzoate 0.05¢g

Purified water q.s. for 100.00 g
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Enot hera biennis oil 2.00 g Cetyl alcohol 5.00 g

Pol ysorbate 3.00 g Carboner 0.40 g Met hyl
w@2dvgdinzegbenzoate 0. 10 g Propyl p-hydroxybenzeeat/EPDo9601672

g Purified water qg.s. for 10%.00 gCLAI M5 1.

For mul ati ons contai ni ng sangui nari ne, chelerythrine or

chelidonine or their salts or extracts containing
gﬂ@ﬁéﬁi-nixed with suitabl e vehicles and/or excipients

for the treatment of common skin warts and verrucas,

anal and vul var warts and psoriatic pl aques. 2 .
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5. Formulations as claimed in claim 1, containing extracts of Sanguinaria
canadensis, Macleaya cordata or Macleaya macrocarpa, or Chelidonium
majus.

6. Formulations as claimed in claim 1, wherein the sanguinarine,
chelerythrine or chelidonine are in the form of a salt with luteic acid.

7. Formulations as claimed in any of claims 1 to 6, also containing
procyanidolic compounds chosen from extract of Vitis vinifera, procyanidin
A2, B2 and B6, and proanthocyanidin A2.

8. Formulations as claimed in claim 7, containing proanthocyanidin A2.

9. Formulations as claimed in any of claims 1 to 8, also containing natural
or synthetic isobutylamides.

10. Formulations as claimed in claim 9, wherein the isobutylamides are

.contained in a lipophilic extract of Zanthoxylum bungeanum or Echinacea

angustifolia.

11. Formulations as claimed in claim 9, wherein the isobutylamides consist
of pellitorine.

12. Formulations as claimed in any of claims 1 to 10 in the form of creams,
ointments, powders, lotions, vaginal pessaries or suppositories, capsules that

dissolve at internal body temperature, or equivalent formulations.
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9 . Fornulations as clainmed in any of clains 1 to 8,

al so containing natural or synthetic isobutylam des.
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natural or synthetic isobutylamides.



