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The ngﬁcgﬁmmbam ng the nmedical profession is

consequently to use all avail able WD 2008/ 012666

PCT/tH2Gest §io? b oncology is the complete eradication of the tumor by
any means, even when this leads to serious side effects; the motto primum
non nocere (“first, do no harm”) is not used as a guideline in the treatment of
tumors, but hés to be replaced with primum succerrere (“first, hasten to
help”). Oncological treatment normally involves radical surgery, a targeted
radiotherapy including photodynamic treatment, high doses of chemotherapy
drugs, radiotherapy, and the maximum tolerated dose of cytokines when
patients have serious side effects. In addition to these treatments, it is
established practice to administer monoclonal antibodies for specific tumors
in combination with chemotherapy, which has side effects similar to those

reported for the combination of chemotherapy and radiotherapy. The

challenge facing the medical profession is consequently to use all available
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2 means to maxi m ze the therapeutic result. However,
current treatnents are not sufficiently selective to
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that form during chenotherapy, due to thinning of the
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bacterial, funga
most common drugs used in oncological treatment.

Mucositis is a serious symptom, which adversely affects the patient’s
quality of life, as it makes eating difficult, and leads to infections that require
the discontinuance of chemotherapy or the replacement of effective
constituents of the mixtures, with a consequent reduction in the efficacy of
treatment. The combination of chemotherapy and radiotherapy causes
mucositis in 80% of patients. Mucositis is caused by immune reactions, which
are still being researched, together with the direct effect of chemotherapy on
actively proliferating tissues. As the mucous membranes are actively
proliferating tissues, lesions that form during chemotherapy, due to thinning

of the mucous layer, are normally followed by infections of bacterial, fungal
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WD 2008/ 012666 PCT/IB2007/002147 3 and viral origin.
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and (2) a pharnaceutically acceptabl e excipient. For

deRiANNES thERSofC PilRaEriic?8S a§ Usedo@Nein cthe term “anthocyanoside”

CO

is interchangeable and synonymous with the term “anthocyan.” Also, as used
herein, the term “aglycone” is interchangeable and synonymous with the term
“aglycon.” Moreover, as used herein, the term “proanthocyanidin” is
interchangeable and synonymous with the term “procyanidin.”

Also described herein are pharmaceutical compositioné for treating or
preventing mucositis, in which the compositions comprise (1) a
therapeutically effective amount of at least one of an anthocyanoside, a
proanthocyanidin, or an extract, such as a plant extract, comprising at least
one of an anthocyanoside or a proanthocyanidin, and (2) a pharmaceutically
acceptable excipient. For example, the compositions can comprise

therapeutically effective amounts of one or more of an anthocyanoside, a
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ant hocyanosi de, a WO 2008/ 012666 PCT/ | B2007/002147 4
w@e@anidseocyani din or such an extract, or vari ORGI/IB2007/002147

conbi nati ons of such conpounds and extracts. Exanples

of anthocyanosi des include whhout |initation

gl ycosi des of cyanidin, del phinidin, or pelargonldln

PIOBNRAGHARNEE oF SHER BNy exEAGbs or valigusEbytations of such

roant hocyani dins i nclude without limtation
%B%H?%@ﬁgrﬁ’ﬁffﬂ-’ 82 or proant hocyani di n BZ. Exanpl es
Xtr corrprls Ieas e of .an .
ant Enies abaptharnesHeRinvas mithowt matien myosides of

mtation, .extracts erlvea fromV cciniu

cmwlg welphicidror o lEreairs %a&&?%%"@ﬂg”wéﬁbsides
EXATIBES 9 PEBOMOcYANEES AHEhey wiBeHb IR pFéanthocyanidin
roa”%%a”' i B0 ENAOR P PP e B SISRPEOROat least
ol o b PadRr e %Eféﬁﬁﬁﬁmw R EE WO tmitation
e)ggqt,pggFﬁ?ﬁgéé‘?ﬁpgggl?gcgcﬁgﬁ/%?/ﬁ%d/ V{? c(E‘/‘f/;‘era or other plants
clighihg AT, EofpGRRgRy Ao §5f’\f1§ﬁ'?‘2§$ RS thB tfiEpsyticall
oS LEREE o P S?Séﬁﬁ‘s%?%hg?“& RO RAAFNBRIGHA . " extract
ccgﬁ%ﬁglw& rtj%?%ﬁgn% %&1&%@@4@? n?és'{t?'é?’?% idin FaBybe about 50
PQB'%%WSCH@@%%F%%%’% BbHLFEMEIE Mgrapeutcany
oS ShECUR® 81! IR CBRdGANGKAE) Bét\{ﬁlo%%HmeOforatextract

ast one 0 I-1n ent

AR B PR & B i b s
3(?(?12 %Qﬁqesg ?faﬂlgourthgefhe‘?Qﬁ@?ﬁ@QIylaeffectwe ampunt of the

euti cal ect1 ve anount east one

SRS, FRAbEp IR et Simprin o feot one
atABEPanGaBe! dBreintRoBRanidi cah B¥ Hdisinistered to the patlent by
systemic administration, such as .oral administration, or by topical
administration.

In certain embodiments, the methods described herein can further
comprise administering a therapeutically effective amount of at least one of
an anti-inflammatory agent, immunomodulating agent, analgesic,
antimicrobial agent or antifungal agent. Also, the compositions described
herein can further comprise a therapeutically effective amount of at least one
of such agents. The anti-inflammatory agent, immunomodulating agent or
analgesic can comprise an andrographolide or a natural or synthetic

analogue thereof, a lactone sesquiterpene or a natural or synthetic analogue

thereof, a parthenolide or a natural or synthetic analogue thereof, a
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anal ogue thereof, a | actone sesquiterpene or a natural

or synthetic anal ogue thereof, a parthenolide or a
wmaiosogles®©r synt hetic anal ogue thereof, a WO PCT/IB2007/002147

2008/ 012666 PCT/1B2007/ 002147 5 cynaropicrin or a
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adthinistered to the patient by systemic administration, such as oral
administration, or by topical administration.

For instance, the method can comprising administering and the
composition can comprise a tablet, such as a slow-dissolving tablet, or other
pharmaceutical composition. The pharmaceutical composition can comprise
an extract of Vaccinium myrtillus, and an isoquinoline alkaloid extracted from
Sanguinaria canadensis, Macleaya cordata or Macleaya microcarpa. The
pharmaceutical composition can further comprise a lipophilic extract of
Zanthoxylum bungeanum.

The pharmaceutical composition can take on various forms. In some

instances, it is in the form of a tablet, a capsule, a chewing gum, a liquid
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Zant hoxyl um bungeanum The pharmaceuti cal conposition
can take on various forns. In sone instances, it is
w0 pooshesbor m of a tablet, a capsule, a chew ngP@UIB2067/002147
l'i quid WD 2008/ 012666 PCT/1B2007/002147 6 form a
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tabintutn abpthasRmbodiment, &%pbafmaeeﬁgcyé?omagsépn igdn the form
Mucositis in various parts of the patient's body_ can

Ofb%télb'@bﬁEQ the theranauiically effecdiveramadnthebthesaptimicrobial agent

nposi tions descri bed herein. For ipstance, the
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an analogue thereof can be administered to the patient or included in the
compositions.

In some embodiments, the patient has a cancer. Moreover, the
mucositis can occur in connection with the administration of a chemotherapy
or a radiotherapy to the patient, such as the administration of an
anthracycline, fluorouracyl, paclitaxel, actinomycin, mithramycin, etoposide,
topotecan, amsacrine, methotrexate, hydroxyurea or a platinum complex.
The therapeutically effective amount of the anthocyanoside,
proanthocyanidin or extract comprising at least one of an anthocyanoside or
a proanthocyanidin can be administered to the patient before, after or while

the patient receives a chemotherapy.
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Anthocyanosides, especially glycosides of cyanidin or delphinidin or
aglycones of such glycosides, which are abundantly present, for example, in
the extracts of Vaccinium myrtillus and other species, have demonstrated
significant preventive and curative antiulcer activity in the rat, when
administered orally, in various models of experimental gastric ulcers
(pylorus-ligature, reserpine, phenylbutazone, restraint, and acetic acid)
without affecting gastric secretion, and increasing the mucous layer as can
be demonstrated histologically. Again in the rat, these compounds protect the

gastric mucosa against lesions induced by aspirin, a finding which has also

been confirmed in man by measuring occulit blood in the stool.
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ofgfo?)m nh%é)%?%:%?aﬁ 4t i di@{)?ﬁ]ét;c p%& g@g%ngﬂ?.d THE &rtitvicrobial or
antifungal agents or substances chosen for this purpose include isoquinoline
alkaloids, such as benzophenanthridine alkaloids or phenanthridine alkaloids,
sanguinarine, chelerythrine and chelidonine, which inhibit the growth of Gram +
and Gram - bacteria, and numerous strains of Candida and other pathogenic
fungi, at nanomolar concentrations. Synthetic antifungals such as miconazole or
antifungal antibiotics, and benzofurans such as eupomatenoid and its natural or
synthetic analogues, can be used in combination in different ways. The
advantage of the isoquinoline alkaloids, such as benzophenanthridine alkaloids

or phenanthridine alkaloids, is that these compounds are only absorbed to a

small extent by oral administration, are very potent antimicrobials, and possess
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thgggr%%gﬁeiﬁgt!p%td\g%f ?qycgq%nﬁgrf y L%;ga:tgsgﬁggggf gl.‘\ur};ﬁsgﬁs. If these
caRpa8aisoe aegutert they BRvRs aneeikc sl epgrted i
PR RaenbitiReroh o Tt & G ins YRGB o ession.
SEgRuiEFERmERl Wt RERaRiTelsh EhbAERR e, ystves the
B e T TR S R
B L e, AN
oo o8 TR ek N LR Brocesses by

a(‘é%ﬁ@ 'r;I:NIQ-Qf‘ aflbi SEE KB GAPEENDIAE SHRGNS1IBGid T BREGREY. Of

In addition to alkaloid antimicrobial agents, natural or synthetic

benzofurans were chosen which present complementary activity to those
agents, acting with different mechanisms.

The compositions disclosed herein prevent the formation of purulent

plaques in the oral cavity variously infected by saprophytes, avoiding the use .

of antibiotics, and at the same time reducing the length of the infection. The
pharmaceutical compositions to be used are mainly formulated as tablets
which dissolve slowly in the oral cavity, or as chewing gums which allow slow
release of the active constituents. These compositions are mainly used in
preventive treatments, but also curatively, and for oral hygiene. According to a

preferred aspect, the compositions disclosed herein will also contain essential
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pl aques in the oral cavity variously infected by
saprophytes, avoiding the use of antibiotics, and at

w0 b@s®sses t i me reduci ng the I ength of the infektT/B2007/002147
The pharmaceuti cal conposit{:(ﬂns to be used are nmainly
fornmul ated as tabl ets 25 whi di ssolve slowy in the

ot usBHsb il o GRLRE, HIFRE B heBbeE 5T B prat sty

o © T A Bpo B A GRS R o, W ¥k prove
ofGiIVEL B Teftfisteled i & SR 3B5ufls 15568 b 866 Een 10 and
2&@&#8%%97@0%#%{ %Bg&é@n%@i# grhg?éﬁthgggérp@w ?gnﬁlextracts

ratiAig’'tn terns o SS O ora

odHiBREnE" Yty 360 B ahUftyARhiad 16t (PRERHBLIhIBRC and o
oot atbhoBr B Ko ARhURES el sah &8 aPBopz8BhEhanthridine
<IKS588 7 phnghap AL ARIATLERENANERNZE apa 10 ma per table,
o FEHLE0.05 At 0121 B BLREEAERGRI S I agrting
et2NA1dd) the mg&q%&{bsh?rﬁbr@@ta}ag@ﬂég?gﬁ?mh% &8 lggians can

adm ni stere I qul orns ng, etc.

cdmﬁrié@tésaﬂa%tg%rﬁsrmﬁ%% aithOb A RIdidd & at PRranthocyanidin in

conpositions can 10 conprise extracts contai ning an
aBURRCYSNGPdR 20 %Qr@@nbbgﬁva@ﬂ),‘jiﬁbd'ﬁer AENE8s€! In some

about 20 ng to about™80 ng per unit ‘dose. In sone

erRBBAThEME! Sthe! MRetMRHROESNIHHGY iatnidfdteAhgt 8F | the @ondpssitions
conposi tions conprise extracts contai ning

cdripfise BotraBts 8bkRiMhgSsoGuiRBRHE eIk AbidRNALEMAEuRts of 8bout 2 mg
about 20 ng per dose. 15 'In particular, the

toCab a0 h@geﬂaggépsed herein exert not only a
preventive but a therapeutic effect, especially as

regandpattitilatr e atornpositionspaiseidstdl drdreimrérerfgot only a
conmpositions al so includes pediatric fornul ations,

prevehtive bult emthetapaotiviefecyuespecisiyndy regards aeendarathdre of the
with the stability of the active 20 constituents.

patablafical feapsul es and di spersible granul ates or oral
liquid forms

The compositions also includes pediatric formulations, such as slow-
dissolving gum or candy forms compatible with the stability of the active
constituents. Tablets, capsules and dispersible granulates or oral liquid forms
which promote close contact between the active constituents and the walls of
the gastroenteric tract will be used to treat gastric and colorectal mucositis.
The formulations for this specific indication cannot contain antimicrobial
agents, but will always preferably contain anti;inflammatory and
immunomodulating agents. The treatment will preferably be performed with
anthocyanosides of Vaccinium myrtillus or Vitis vinifera at doses ranging

between 50 and 500 mg per unit dose, or with cyanidin, delphinidin or

pelargonidin at similar doses, with daily treatment of up to 3000 mg.
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whi ch pronote cl ose contact between the active
constituents and the walls of the gastroenteric tract
wowdis/oseaised to treat gastric and col orectal PCT/IB2007/002147
mucositis. The formulations for this specific
i ndi cation cannot contain antimicrobial agents, but
wll always preferably contain anti-inflanmtory and
25 i nadinggsuefe assproanthaayeaidin A2 wr 182, will be used to
preferably be performed with anthocyanosi des of )
tr%tcdnummzayef itheuseyr organs; especially the agisar frgfergbly in
bet ween 50 and 500 ng per unit dose, or with cyanidin,
carabisationdi withyr isqruiaelingmi alkaleidssi auchr agodrenzophenanthridine
daily treatnent of up to 3000 ng. WO 2008/ 012666 )
alkalpiqso0 phevapihriding ralkalgids, rschemaafurans suem agseupomatenoid
proant hocyanidin A2 or B2, wll be used to treat
ang, s analegugs.iqravidia terpeges Suchisas Hyperfpriprand, igianglogues and
referably in conhination with isoquinogline
filgreg sinals egﬁ@?t%n?mﬂwﬁ%&ﬁmmmw Hamgugileapiglus. These
hepant hrj di ne al kal pi ds, or benzofurans such as .
fOE'uH nBCtIds waginat Rearaliesy feamss 9elt OF creamendgpending on

thsi 6 5Bt b brespieperaliansytor Fériaippoag Teusmimmerahranes. These

Hunu/.us | uppu/ us. .These formul ations include yaginal
cqeqsiipns, Wibigrefem be, prepaiith in GeERAERRGE oA fenventional
migigiadie Wosk dosEufiddn: Hathatons: RBpBRgrauRal Handbook,

d, i it h i |, 10 net hods,

MBER BRI G Do P A PerFRE YO SFRblp mﬂﬁ@m@ﬁf

Ha K' Mack .Publ i shi Co. .. NY., USA _t e
i ¢S (G R "Sraieted org P (R algvessist in
oSSR OR e A B BBh St aBB A BLab%co not
i ' d " iti . 15
"Mﬁé’f@ﬁg@ﬁjﬁqﬁgﬁjgsh;?g%qsrgﬁgg'-t'gggphgzlsi :Zlogfl per tabl et

1. [ 'ugsrryrti/lus extract 100.0 ng 2.
Sangtil nari a Canadensi s al kaloids 6.0 ng 3. Mannitol

688'@xémgle | - Tablets - composition per tablet
1. Vaccinium myrtillus extract 100.0 mg
2 Sanguinaria canadensis alkaloids 6.0 mg
3 Mannitol 688.0 mg
4 Xylitol 600.0 mg
5. Glyceryl behenate 30.0 mg
6 Anhydrous citric acid 20.0 mg
7 Silicon dioxide 15.0 mg
8 Liquorice flavoring 15.0 mg
9 Mint flavoring ' 10.0 mg
10. Magnesium stearate 7.0 mg
11.  Menthol crystals 5.0 mg

12. Potassium acesulfame 4.0mg
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20 4. Xylitol 600.0 mgy 5. dyceryl behenate 30.0 ng

6. Anhydrous citric acid 20.0 ng 7. Silicon dioxide
w@2008/0my66 8. Liquorice flavoring 15.0 ng 25 9.P@4/m82007/002147

flavoring 10.0 ng 10. Magnesium stearate 7.0 ng 11.

Menthol crystals 5.0 ng 12.1%ot assi um acesul fane 4.0

ny 2008/ 12666 PCT/ 1 B2007/ 002147 12 The nent hol

crys 8@ ghvstala wereagrqund tnadie aawder asd mixed with all

thg 'Qm%trgg?ﬁéﬁuﬁaf @ e Torriulaticn, yusinaca uitahle Biver (e.g. a

v Ewaﬁﬁpj@“ﬁﬁvhﬁﬁé ARIREVGRTSGhPt 48P CamrRsPeRovith @ tahiat press,

eqlippedByLy PuRcRssaf SUAEIR dmensiats. Gusivg TS0 M tatets
E?B%rﬁ@caf%‘g‘? 2t SRR et BB 0 25
Lacl\{gggl tlcg’f?'Ué qogg éloygerz(lyl :o;IOIm ?co)gt ce)gr 2?%0 g@ i)

afor ngé%t%ﬁahé'%%afé%%ﬁﬂ{s‘%'&q%at od veget ai 00476

f I

10. ngy 0.00 1

fl a\%grl ngL'é&‘HBh%l"‘?@%%ﬁ?W ]zf 32%1”& 2083
4. Mannitol 442.75 mg
5. Xylitol 300.00 mg
6 Lactose 100.00 mg
7 Glycerol palmitostearate 50.00 mg
8 Methylcellulose 40.00 mg
9 Soft fruit flavoring 30.00 mg
10. Hydrogenated vegetable oils 10.00 mg
11.  Liquorice flavoring 10.00 mg
12.  Mint flavoring 6.00 mg
13.  Anhydrous citric acid 5.00 mg
14. Potassium acesulfame 2.00 mg

Ximenoil isobutylamide, adsorbed on a small amount of mannitol, was
mixed with cyanidin chloride, Sangdinaria canadensis alkaloids, the
remaining mannitol, xylitol, lactose, flavorings and anhydrous citric acid. The
mixture of powders was then mixed with a hydroalcoholic solution of
methylcellulose (wet granulation). The mixture obtained was passed through
a 10 mesh screen, dried in the stove, sieved through a 20 mesh screen and
finally mixed with the other components of the formulation using a suitable
mixer. The mixture of powders was compressed with a tablet press, equipped

with punches of suitable dimensions, to obtain 1100 mg tablets.
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14. Potassium acesul fane 2.00 ng 20 Xi nenoi |
i sobutyl am de, adsorbed on a small anpunt of mannitol,
wor®s/omesed Wit h cyani din chloride, Sangui nariBCT/IB2007/002147
canadensi s al kal oids, the renaining mannitol,
xylitol, lactose, flavorings1dnd anhydrous citric
acid. The mxture of powders was then mxed with a
hydrBxampie il - 100 mgTaddetsnet hyl cel | ul ose (wet
granul ation). The m xture obtajned was passed through
25 al-10 n¥gaciHiaenyrtifes &lcaholicrexteaaive, si eved0.0 mg
through a 20 nmesh screen and finally mxed with the
ot he?: cor§RNMMHEYINYM he fornul ation using a sui 2dbmg
m xer. The m xture of powders was conpressed with a
t abl®t préaRthoxylym baggeanum exireeted pirifid t aBIQR25 mg
di nensions, to obtain 1100 ng tablets. WO 2008/ 012666

PCT/4-B2009¥00Y1 behangtecxanpl e 111 - 1000 g TaBPA BaL.
Vacci ni u rtillus alcoholic extract 40.0 ng 2.
sangéri rit/Ap seithg add zant hoxyl um bungeanusP-0 mg

extracted purified 0.025 ng 5 4. glyceryl behanate :
30. Oéirrg WAGISHHGHRINGS 146 acid 20.0 my 6. PBVRIEIE

liquprice juice 80.0 ng 7. xylitol 628.975 8.

Mannit ol %@9‘0 mg 10 9. silicon dioxide 15.@%751@.9
peppermnt, flavoring 10.0 ng 11. nagnesiums rate
7.5 r1}!.‘3'%]@?@.)139 um acesul fane 4.0 ng 13. ﬁ@ﬁtonmg

5.0 15 .14, dr.oxypropyl cel | ul ose 0. 004 ny €

nent Yol c%'ﬁ%‘?'bﬂio"’é?e grounded to obtain a fi nlg-o mg
powdglr. Zant hox (Hm bungeanum extract was ads%tbed on
R a‘?ﬁﬂﬂﬁmﬂ%( avorlng? ‘ .Omg

11. magnesium stearate 7.5 mg
12. potassium acesulfame 4.0 mg
13. menthol 5.0 mg
14. hydroxypropylcellulose 0.004 mg

-The menthol crystals were grounded to obtain a fine powder.
Zanthoxylum bungeanum extract was adsorbed on a small amount of
mannitol and mixed with the remaining components of the formulation along
with the remaining portion of the mannitol and with the ground menthol. The
mixture was passed through a 20 mesh screen and compressed with
punches of suitable size to obtain 1000 mg tablets. Hydroxypropylcellulose
was dissolved in purified water and sprayed on the tablets.

Example IV - 1000 mg Tablets

1. Vaccinium myrtillus alcoholic extract 40.0 mg
2 Sanguinaria canadensis alcoholic extract 2.0 mg
3 Zanthoxylum bungeanum extracted purified 0.025 mg
4. Soy lecithin 30.0 mg
5 Anhydrous citric acid 5.0 mg



manni tol and m xed with the remai ni ng conponents of
the fornmulation along wth the remaining portion of
wao b@sieesé t ol and with the ground nenthol. TheP@DIB2007/002147
m xture was passed through a 20 nmesh screen and
conpressed with punches of 3ditable size to obtain
1000 _ng tabl ets. Hydroxypropylcellul ose was dissolved
in prifilkdyedeide and sprayed on the tablets. ERdhpig
IV -_1000 Tablets 1. Vacciniumnyrtillus al coholic
extrhct 40@@OR§ 25 2. Sangui naria canadensi s200.0 mg
al coholic extract 2.0 ng 3. Zanthoxyl um bungeanum
ext ré&ct edMaonitel ed 0. 025 ng 4. Soy 1 ecit hi A52c4%P mg
5. hydrous citric acid 5.0 ng WO 2008/ 012666
pcT/9-B200edndgeliulose 6. |- Cysteine 5.0 my 7. 40 mke
200. 0. ng . nnitqQl 552.475 ng 9. Methyl cel |ul ose
40. 010Qrg SGE@GI'\%I RRIBNSI9RNAl® t ost earate 50. 0 ngS00Mg
Berry, flayor 40.0 ng 12. potassium acesulfane 0.5 ng
13. Thic g(r@;‘hgdorm_ Sodi um bi carbonate 25.0 f§-0.mg
Zant hoxyl un?ﬁgun eanum extract was adsorbed on a_small
anoult: of POIRSRIMTR CesiaMexed with the remai ni n§-2 Mg
compgpents_of the formulation along wth the
rerraﬁﬂi ngf%‘&rti on of the mannitol. The m xturelQ&mg

punciks opodt BisalSarSR o “obtai n 1000 m ¢ abPdl B0

;IS Cgﬁ%@nﬁlﬁ(g r aé‘f%%%@% Ta%r%%? wla's thci)r ev. Sinfaers%all amount of
mannitol and mixed with the remaining components of the formulation along
with the remaining portion of the mannitol. The mixture was passed through a
20 mesh screen and compressed with punches of suitable size to obtain
1000 mg tablets.

Example V — 1000 mg Tablets

1. Vitis vinifera alcoholic extract 80.0 mg
2 Sanguinaria canadensis alcoholic extract 2.0 mg
3 Zanthoxylum bungeanum extracted purified 0.025 mg
4 Soy lecithin 30.0 mg
5. Anhydrous citric acid 5.0 mg
6 L-Cysteine A 5.0 mg
7 Lactose 200.0 mg
8 Mannitol 512.475 mg
9. Methyicellulose 40.0 mg
10.  Glycerol palmitostearate . 50.0 mg
11. Berry flavors 40.0 mg
12. potassium acesulfame 0.5 mg
13. Talc 10.0 mg

14. Sodium bicarbonate 25.0 mg



10

16

20

25

2. Sangui nari a canadensis al coholic extract 2.0 ng 3.

Zant hoxyl um bungeanum extracted purified 0.025 ng 4.
w@eysiesse hin 30.0 ng 20 5. Anhydrous citric apCTOIER0/002147

ngy 6. L-Cysteine 5.0 ng 7. lactose 200.0 ng 8.

Manni tol 512.475 mg 9. Methyd cellul ose 40.0 ng 25 10.

o OBy B etk s 49sorhet dn'd Sl amount o
ko s B SR oot A LS o
wiff o (51827 BRr iy Bo s REYUtob oo B FBiiYas Paseed Birguoh a
] Vb ERRLA o B s o
1mb%%?%8wm punches of suitable si zeblto obtain 5

| : le VI - 1000 T ts 1.

Vaggﬁ HB? WE: |S.{d Ex;rfrdsp?ep@ C extr atr:r? 48. Oemz 2.

Sangt avtanadeh § yﬁol ic extract 2.0 ng 3. .

hi ' -y i) i t 5.0 1 .
Soy et (g, rktus SBERUG sGBEt  7c oo #FBoTag
g 17 '25 Oy n; & uinatta BnabentRAIOSHoi dfal® 8 MTh§©!

3. Echinacea angustifolia lipophilic extract 5.0 mg
4 Soy lecithin 30.0 mg
5 Anhydrous citric acid 5.0 mg
6. L-Cysteine 5.0 mg
7 Lactose 200.0 mg
8 Mannitol 547.5 mg
9.  Methylcellulose 40.0 mg
10. Glycerol palmitostearate 50.0 mg
11. Berry flavors 40.0 mg
12. potassium acesulfame 0.5mg
13. Talc 10.0 mg
14. Sodium bicarbonate 25.0 mg

Echinacea angustifolia extract was adsorbed on a small amount of
mannitol and mixed with the remaining components of the formulation along
with the remaining portion of the mannitol. The mixture was passed through a
20 mesh screen and compressed with punches of suitable size to obtain
1000 mg tablets.

Example Vil — 1000 mg Tablets

1. Vitis vinifera alcoholic extract 80.0 mg

2. Sanguinaria canadensis alcoholic extract 2.0mg
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15 9. Methylcellulose 40.0 ngy 10. dycerol
pal mtostearate 50.0 ng 11. Berry flavors 40.0 ny
wa2o08pm6essi um acesul fame 0.5 ng 13. Tal ¢ 10. BCTIB287/002147
14. Sodi um bi carbonate 25.0 ng Echi nacea angustifolia
extract was adsorbed on a sn#$l anmount of mannitol
and m xed with the remai ni ng conponents of the
f or Ml at | Bohilaceg angustifeeelipaptalicertrapbrti on 06.0 hey
mannitol . The m xture was passed through a 20 nesh
screkn anSoytegithissed wi t h punches of suitabl e38iGmg o
obtain 25 1000 ng tablets. Exanple VII - 1000 ngy
Tabl&t s 1AnMdrosis\ditnicf acid al cohol i ¢ extract 80. 6.0mg
2. Sangui nari a canadensis al coholic extract 2.0 ng WO
20088.012d6€WtHIneB2007/ 002147 16 3. Echi nacea 5.0 mg
angustifolia |ipophilic extract 5.0 ng 4. Soy
| ecif.hin 3actosey 5. Anhydrous citric acid 5. 2806 m@y
L-Cysteine 5.0 ng 5 7. Lactose 200.0 ng 8. Mannitol
507.& ng Mannifet hyl cel | ul ose 40.0 ng 10. G ybevdi mg
pal mtostearate 50.0 ng 11. Berry flavors 40.0 ng 10
12. $ot asMethileclbdoseane 0.5 ng 13. Tal c 10. 04R8¢ mgs.
Sodi um bi carbonate 25.0 ng Echi nacea angustifoiia

ext ri&t valyceselpalaitostearateral | anount of 50.0 mg
11.  Berry flavors 40.0 mg
12. potassium acesulfame 0.5mg
13. Talc 10.0 mg
14. Sodium bicarbonate 25.0 mg

Echinacea angustifolia extract was adsorbed on a small amount of
mannitol and mixed with the remaining components of the formulation along
with the remaining portion of the mannitol. The mixture was passed through a
20 mesh screen and compressed with punches of suitable size to obtain
1000 mg tablets.

Example VIl - Hard Gelatin Capsules - composition per capsule

Cyanidin 250 mg
Lactose 100 mg
Microcrystalline cellulose 100 mg
Cross-linked sodium carboxymethylcelldlose 45 mg
Colloidal silicon dioxide 5 mg

The powders were mixed in a suitable mixer, and the mixture obtained
was used to fill hard gelatin capsules at an amount of 500 mg/capsule.

Example IX - Hard Gelatin Capsules - composition per capsule

1. Cyanidin 200 mg

2. Andrographolide 70 mg
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manni tol and m xed with the remai ni ng conponents of
the fornmulation along 15 with the remaining portion
wo@Rooshees@nni t ol . The m xture was passed thr ouptiT/mB20@0002147
mesh screen and conpressed with punches of suitable
size to obtain 1000 ng tabl é7s. Exanple VIII - Hard
Cel atin Capsul es - conposition per capsule Cyanidin
250 3y 2A0adtaseose 100 ng Mcrocrystalline cel | 10@ssy
100 mg Cross-1linked sodi um carboxynet hyl cel | ul ose 45
mg 4ol | Miatecrystallinecetlilosede 5 ng The powders 1@0 eng
mxed in a suitable m xer, and the m xture obtained
25 was useasstlinkead sodinrmicgdioxymetbuleslilloseat an 40t
of 500 ng/capsule. Exanple IX - Hard Gelatin Capsul es
- coﬁpogoﬂwdab@ihceapii@méel. Cyanidin 200 ng 2. 5mg
Andr ogr aphol i de 70 nmg WD 2008/ 012666 PCT/ | B2007/ 002147
17 37. LdYegeesivopstagrate M crocrystalline cel |l ul dseg
100 ng 5. Cross-linked sodi um carboxynet hyl cel | ul ose
40 mhhe preparatianimetbpdifesfExa@neRiedX wasgsigilar to that described
Magnesi um stearate 5 ng The preparati on nethod for
f%)éfﬁﬂ‘@‘el%"was simlar to that described for Exanple
VIIl_ Exanple X - Water-Dispersible Ganulate 1.
Al coﬁzsmﬁz&rmteéfmsae&lh ef@raputate/ us 100.0 mg 10
2. Chelidonjne 3.0 3, Mannitol 1200.0 ng 4.
Val tl}de)A|ppho@qut;ag€of Vaccinium myrtillus 100.0 mg

2. Chelidonine 3.0 mg
3. Mannitol 1200.0 mg
4. Maltodextrin 913.0 mg-
5. Guar gum 120.0 mg
6. Hydroxypropylceliuiose 20.0 mg
7. Strawberry flavoring 16.0 mg
8. Anhydrous citric acid 16.0 mg
9. Aspartame 10.0 mg
10. Neohesperidine 4.0 mg

Alcoholic extract of Vaccinium myrtillus, chelidonine, mannitol,
maltodextrin, guar gum, anhydrous citric acid, aspartame and neohesperidine
were mixed with a suitable mixer (e.g. a V-mixer). The mixture. of powders
thus obtained was mixed with an alcoholic solution of hydroxypropylcellulose
(wet granulation). The mixture obtained was granulated on a 10 mesh
screen, dried in a stove under vacuum, sieved through a 20 mesh screen and
mixed with the flavoring. Sachets were filled with the granulate thus obtained,
in the amount of 2400 mg/sachet

Example Xl - Vaginal Gel
1. Proanthocyanidin A2 109
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5. Guar gum 120.0 ng 6. Hydroxypropylcellul ose 20.0

mg 15 7. Strawberry flavoring 15.0 ng 8. Anhydrous
werisiheeaci d 15.0 ng 9. Aspartane 10.0 ng 10PCT/IB2007/002147

Neohesperidine 4.0 ng Al coE lic extract of Vaccinium

nmyrti//us, chelidonine, mannrtol, 20 maltodextrin,

%EV esp %«: 9fa§’e%%g°c#%§‘é§akﬁﬁlm@ﬁdsaaiﬂﬂ 2ble m P08 g
a Vj . : h [

ik ORISTEIBERbIT S o rion of oo OO
hydé-%é%,rh%\%géﬁyédﬂ ose (wet granulation). The mpgqu e

obt anul ated on a 10 nesh screen,

in a st vacuum sieved through a 20 negh
scr%’en ‘%@Q%dﬁﬁed with the flavoring. Sachets V\'/grge

filked wy nul ate thus obtained, in th
am)éa'nt o) Iglga@(?q?rg;;o:achet Exanpl e XI - Vagi nal 621'019

Pr oant W‘E in A2 1.0 g WO 2008/ 012666 2
PCT/ 1 B;tg% / g147 18 2. Sanguinaria canadensis 09
al kal oi ; r igme glycol 10.0 g 4%
Et hg'xydﬁ?@?g%{g‘nﬁ%@ﬁ%@%‘?ti gon 767 10.0 g 5 5 °

Pol ysorpgiii i ®ardb@ngd 7. Carbormer 2.0 g 8. 0.2
Tri et hanoF@m'%%e 20% solution 2.0 g 9. Methyl par'abgen

o o Por Ry e Rocyani di n A2 and Sangai nari%.
cangglensy gfied hater gss ferr e 100.0 g

Proanthocyanidin A2 and Sanguinaria canadensis alkaloids were
added to a mixture of propylene glycol and ethoxydiglycol. The solution was
heated, and Softigen 767 was added under agitation. The solution was left to
cool, and Polysorbate 80, methyl- and propyl paraben were added. Purified
water was added to the solution, and the carbomer was dispersed under
intense agitation. The solution was deareated under vacuum, and gelled

under agitation with 20% triethanolamine solution.

Example Xl - Vaginal Gel

1. Proanthocyanidin A2 10g
2. Sanguinarine 0.002 g
3. Propylene glycol 10.0¢g
4. Ethoxydiglycol 10.0g
5. Softigen 767 10.0 g
6. Polysorbate 80 4049
7. Carbomer 20g
8. Triethanolamine 20% solution 20g
9. Methyl paraben 0.2g

10. Propyl paraben 0.1g
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added to a m xture of propyl ene glycol and
et hoxydi gl ycol. The solution was heated, and Softigen
wa snsmese@added under agitation. The sol uti on WesST/IB2De7/002147
to cool, and Polysorbate 80, nethyl- and propyl
par aben were added. Purifi edi95 water was added to the
sol ution, and the carboner was di spersed under
i nt érs e Payjifiesk water arsdokol uti on was dear eated 1R@eR g
vacuum and gelled under agitation with 20%
tri é?rﬁaﬁﬁl'%ﬁﬁaﬂéd@oAQt aaﬁ saia@nﬁa@nm yere \ﬁaig#waﬂowmmture of
Pr oant hocyani di n Sangui narl ne %
PFQPYW@pgiY@ﬁba@ﬂﬁ,‘BPXX@'QUC@' IheEQi'é&%N@%/ Sﬁteﬂ) 50“{; oftigen
éSoftl en 767 10 g[ . Pal sorbate 8040E 25 7.
rWafeadded yndgr agj éi'ﬁanoTB?n gelutien svast [k to =qpl, and

PoJiRThsis ith ety i ProRd Berabed wefe pARER g&ﬁﬁ%@!\%fer was
‘ﬂé@rdeftggﬁiego"t ufgor.lnpia?@n%%? af?}:oglpé} @ilz?éian §§%ns gng:"’r‘nr er intense
aw{@f s HatselulindoNa3PEaIFDRY YABSECYARYU, @hd [asfied under
GriBewitn it Jaanebming siiher wms added 1o the
38! :é_; e Rt Sadifabehas "Gear cat oo under vacuom
o0 0Ll 8 gL 200 ) el an g

Proant hesyaithSihoifel O 9 0.012 g
3. Propylene glycol 10.0¢g
4. Ethoxydiglycol 10.0g |
5. Softigen 767 10.0g
6. Polysorbate 80 40g
7. Carbomer 20g
8. Triethanolamine 20% solution 20g
9. Methyl paraben 0.2¢g
10. Propyl paraben 01g
11. Purified water q.s for 100.0 g

Proanthocyanidin A2 and eupomatenoid 6 were added to a mixture of
propylene glycol and ethoxydiglycol. The solution was heated, and Softigen
767 was added under agitation. The solution was left to cool, and
Polysorbate 80, methyl- and propyl paraben were added. Purified water was
added to the solution, and the carbomer was dispersed under intense
agitation. The solution was deareated under vacuum, and gelled under
agitation with 20% triethanolamine solution.

The description contained herein is for purposes of illustration and not



2. Eupomatenoid 6 0.012 g 3. Propylene glycol 10.0 g

4. Ethoxydiglycol 10.0 g 5. Softigen 767 10.0 g 15 6.
weiogpashat e 80 4.0 g 7. Carbomer 2.0 g 8. PCT/IB2007/002147

Tri et hanol am ne 20@6soluti05 2.0 g 9. Methyl paraben

0.2 g 10. Propyl paraben 029 g 20 11. Purified water

oo BesiabPiugh T PRERL Sl SR RRC RS nerei
th di gl l.. .Th | ut.i he. d t] P
oo ISHHEELARE enllS GBI LR SRA I B pF 3! iffBinatin
. I d, P b t - e g
il o6 Ane FEatyEeled WA PR sl Hhg SRl Al pemtins may
| utiqn, d th [ d ' .
oes g {1n 1A emBGolReRR Wl 1 S BRER L IRGErhBre" SBvious
q ] . , : - 0 . .
nffeds icangfals SRS Wilibalit i YRIEIREN ¥ the art
i t i 1 . .
WP BB ReShodh S0 B A foR B SR PHORL 0 B et o
it i bed h [
allgEgBeas PER e Bt GRSy rerei n of ther sl one or
in conbination wth any other feature(s) described
herei n. Changes and nodi fications may be nade to the
enbodi nents of the description. Furthernore, obvious 5
changes, nodifications or variations will occur to
those skilled in the art. Also, all references cited
above are incorporated herein, in their entirety, for
all purposes related to this disclosure. WD
2008/ 012666 PCT/1B2007/002147 21
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CLAIM5 1. A nethod for the treatnent of nucositis in a
patient conprising admnistering to the patient a
wo b@samses i cal |y effective anpunt of at | east POEIB26070§02147
an ant hocyanosi de, a proant hocyani din, or an extract
conprising at |east one of a&lanthocyanoside or a
roant hocyanidin for the treatnent of nucositis. 2.
CEABMBet hod of claim 1, wherein the anthocyanoside
conprises a glycoside of a cyanidin, a del phinidin or
a pelargonidin or an aglycone of a 10 glycoside of a

1.cyam S{hglghdgcf pqlienmﬁd?nfgnta Pehacssisdin-a %at@]ﬂ comprising

nmet ho reint eextract conp

cﬁ‘h istefi Tt@%e ﬁ’éil@?ft'asm?ﬁageghé!ﬂf?éﬁécﬁ\ﬁe ?nﬁ}{ﬁﬂ'd?'ﬁ ledst one

Inidin or oni cone of
i i
ofgé gﬁg@ﬂfyﬁosﬁéy@} é&’.‘:r\rlgbhho%ggﬁlo?@ Q{ %hrlbﬂ Va]erceonr\]pnﬁmg at least
0 r
o SR 09901958 BRSO 0 4, At o

mbbssigygt ract conprises a plant extract conprising
proant hocyani din A2 or proanthocyanidin B2. 6. The

2.met e Qhetlod r@flclawhen eivphériesn kel %ﬁihdc?a‘i‘\%rsiid’@dcérhﬂﬂées a

Vacci nium nyrtillus or Vitis vinifera

gly®sd18€ offa eyanidid, 4 WelpisihidiAor 4 pelsrgdaidini oF &in lefyéone of a
therapeutically effecti ve amount of at |east one 0

glpeddide Hfflaasyaiiain AgeiphinidinBragBldidaiiding agent,

anal gesic, antimcrobial agent or antifungal agent.

3.8. The rrithed off claimi1whei&ie tRé rextRfRt comprises a plant extract
anti-inflammatory agent i mrunonodul ati ng agent or

comptisgiagi & glysaride @f acyanidinga Ediﬂ?himiﬁnocbr a pdlargunidi; or an,

or synthetic anal ogue thereof, act one sesquiterpene

aglycenenaf argliceside ofrd bmmidir&rmbemtﬁnﬁhebeefpelargomdln
part henolide or a natural or synthetic anal ogue

4.t herld ,mathmdrasfoplaim M, owhereiat hal payarthotyatidin comprises
anal ogue thereof, a isobutylamde of a
prpahthocyanidintA2i of prognthocganidin 82.ext ract of
Zant hoxy/ um WD 2008/ 012666 PCT/ | B2007/ 002147 22
5. The method of claim 1, wherein the extract comprises a plant extract
comprising proanthocyanidin A2 or proanthocyanidin B2.
6. The method of claim 1, wherein the extract is derived from Vaccinium
myrtillus or Vitis vinifera.
7. The method of claim 1 further comprising administering a
therapeutically effective amount of at least one of an anti-inflammatory agent, |
immunomodulating agent, analgesic, antimicrobial agent or antifungal agent.
8. The method of claim 7, wherein the anti-inflammatory agent,
immunomodulating agent or analgesic comprises an andrographolide or a
natural or synthetic analogue thereof, a lactone sesquiterpene or a natural or
synthetic analogue thereof, a parthenolide or a natural or synthetic analogue

thereof, a cynaropicrin or a natural or synthetic analogue thereof, a

isobutylamide of a polyunsaturated fatty acid, or an extract of Zanthoxylum
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bungeanum or Echi nacea angustofolia. 9. The nethod of

claim7, wherein the antim crobial agent or antifungal
wW@o®nn11666 nat ural or synthetic. 10. The net hodPOf/IBRb&H/ w147

7, wherein the antimcrobial,agent or antifungal 5

agent conprises m conazol e, 220" ant i bi ot | c, a

benzof uran,_an isoqui noljne,. alkaloid, or an extract
b”@@ﬁﬁf’i"ﬂﬂbﬁ?%&ﬁ%?@,guﬁ}oz‘%/@zofuran, or an

9. unod BEnREHRS o o lierali n AERichob Rl BoBnd or qnifungal
acfBhTr hafRg R BBRRIE henant nr i di ne al kal ol d. 12, The
1050 et dlisfain 1o hie Ind T Ef 8isF agAf e Aftfungal
acfht FOROTreE icRnBRHR, AlF ciilbiotiér 8 Femitur e, &, Boguinoline
oo "M SO HEPDHEE P!, SRR b ar
isq%ﬁfé{lgﬁﬁe gﬁkﬁgﬂgui naria canadensis, Mac%aya cordata or

eaya mcrocarpa. 13. The nethod of claim1l,

11N eRRNidifod *b?fcﬂQﬁHtf GRhéreirfthe it ic"f‘HPi‘égitaﬁ‘ég\} dr'¥ntifungal

at l'edast one anthocyanosi de, proanthocyani

ag%ﬁ &%ﬁ&ﬁéeﬁeb{)Wen%glpﬁgpaﬁﬂlrﬁﬁﬁétalﬁg@i&rﬁﬁ;ﬁﬁ atkdctdesPprising

hod © alm1, wherein

betn%hﬁ@ﬁ%'{ﬁ}?d'hé‘ fhdigrdi ve amount of the at |east one
ant c!e, '

ocyanosi proant hocyani din or extract is about

123C)OQhe”HItﬂﬁoH S clBfth Tja\MWlJe'?n thE8Cartihitegbil agentt 'l‘itrrlleentifungal

wherein e therapeutically effective anount “of

agént! &apriees WA Irdg . nRUPANP AYNATEtE Aindlogue thereof,

extract 1s adm i stered 25 to the patient by systemc

ch%gég:ymrﬁ{é rl §Matlfal dhyRBitRd aphldd e Mhdreothehelifohire or a

t apeutically effective anount of  the at 1 east one
naAitd] ¥F $nasé ke an BloRe! thesye iedpBntiteAdid 8€h rigtural or synthetic

adm nistered to the patient by oral or topical
anfioe e Sh&rRf 06y a\OxBABB6PE2RG0/IREE t&758514182Mhtleaya cordata
or Macleaya microcarpa.
13.  The method of claim 1, wherein the therapeutically effective amount of
the at least one anthocyanoside, proanthocyanidivn or extract is about 50 mg
to about 500 mg per unit dose.
14. The method of claim 1, wherein the therapeutically effective amount of
the at least one anthocyanoside, proanthocyanidin or extract is about 3000
mg or less per day.
15. The method of claim 1, wherein the therapeutically effective amount of
the at least one anthocyanoside, proanthocyanidin or extract is administered
to the patient by systemic administration.
16. The method of claim 1, wherein the therapeutically effective amount of

the at least one anthocyanoside, proanthocyanidin or extract is administered

to the patient by oral or topical administration.
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23 17. The method of claim7, wherein the

therapeutically effective anount of the antim crobi al
w@@an1w66 t he anti fungal agent is adm ni st er edPCDIB2067/002147

patient by system c admnistration. 18. The nethod of

claim7, wherein the theraped3ically effective anmount

of 5 the antim crobial agent or the antifungal agent

17.s abthe methedaf adaim He whereinthe therapeuticaliyt effective amount of
adm ni stration. 19. The nethod of claim1, wherein the

theeamimiccehigl iagest a8 thaiantdunagl agemisragpinistesed to the patient
conposition conprising (1) the therapeutically

by pyslemi¢admimistfatify. the at | east one ant hocyanosi de,
roant hocyani din or extract, and 10 (2t) a .

18har the BLAtEd 9f\Plale: piiisreindhie thesapetieally i stixeamount of
of clajm 19, wherein the ﬁhar maceut i cal  conposition is |

therantimicreBiakagens of 4be antitungalAgent isadmissteged dmthg patient
qu$1id form %v,a inal gel or granulates. 21. The

by gfH & tepical & m@&tr -ei n the pharnmaceuti cal

S By a3, WLl EbSio B e o
g TR S N T——
o5 3147 B R e o BFREe Rl 1 e, an
L R i

26" R 35, SR B oGP0 on s
oBSHRHE PBL) REoe S B G0 ), vt ot o

and the extract conprises an extract of
g%@@iﬁ%FUm nmyrti//us, and wherein the pharnaceuti cal

26070 bR i 33, SRTHEIT R, el SABHAGH Minpositon i i
RS oS AR SR A o1 th o st
oﬁ%ﬁﬂ%&{aﬁ?gﬁiéy proaMtfd &/ ahidiRorEsaritis ToREAHES ihtha tablet in
an amount of about 10 mg to about 200 mg per tablet.

22. The method of claim 19, wherein the pharmaceutical composition is in
the form of a tablet and the tablet further comprises a therapeutically
effective amount of a antimicrobial agent or antifungal agent in an amount of
about 2 mg to about 10 mg per tablet.

23. The method of claim 19, wherein the pharmaceutical composition is in
the form of a slow-dissolving tablet, and the extract comprises an extract of
Vaccinium myrtillus, and wherein the pharmaceutical composition further
comprises an isoquinoline alkaloid extracted from Sanguinaria canadensis,
Macleaya cordata or Macleaya microcarpa and a lipophilic extract of

Zanthoxylum bungeanum.

24. The method of claim 1, wherein the mucositis occurs in a part of the
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WO 2008/ 012666 PCT/1B2007/ 002147 24 patient's
gastroenteric tract. 25. The nethod of claim1,
woL@Be12866 he nmucositis occurs in the patient' SPCTIB26T/002147
esophagus, stonmach, intestine, colon, sex organ or
skin. 26. The nethod of clai#¥1, wherein the nucositis
occurs in the patient's 5 nouth. 27. The net hod of
patientn gaastipenteris fael. pati ent has a cancer. 28. The
met hod of claim 1, wherein the nucositis occurs, in .,
2%.0nnkhe ireethog ehclai awherein the BHIGoSIS PREWE: ifethg patient’s
or a radiotherapy to the patient. 29. The net hod of
m@IUHF:rﬁsﬂphﬂ%&seiSFPmHEhMEE%gﬁ"%t?-sCQJQBuF%X ORIRRPRSKIN-on 10

with_the adm ni stration of a chenot her conprj sin .
26 he HAMPLIO0PT 6l 1, hessinnihe Mcasiis pRGRIRLIR g patient's
paclitaxel, actinonycin, mthranycin, etoposide,

MPYHbt ecan, amsacrine, methotrexate, hydroxyurea or a

2Phe THRMeIBER taayr di mherel i pafienCrss fcandéra, © "

2 =5 AP RN B e
wiifi e s RSt BEaemethestpL of A s iasrtp §1S s patient.
28, /% melhehoh MR 4 WhGraif PR IUEREN, BeButtip connection
A T A T
ad, aftffa@oing”s (RBuPENLG bRASTRIET,,  BEARPMIBRL it Pamycin,
e@%tg:sfgﬁl’ trog)ﬁgéééalerﬁ @g%ﬂﬁéhﬁeftg&reﬁﬁte Tﬁ&‘ﬁdrg'ign% of a platinum

nucos OCCUr'S i ex orga
c&rﬁa Iet)pe patient and the nethod further conprises
AR R st eri ng a therapeutically 25 effective anount

3(2; p‘:lr'l?g PEORBE A 9 gﬁmﬁteﬁfg{rhgéﬁergﬁgﬁ%@%{?gg?ﬁ% amount of

orin or an anal 6gu ucin

R BRSO LLES e BoaBEiARtL 8 o s acministerea
to the patient before the patient receives a chemotherapy.

31. The method of claim 1, wherein the therapeutically effective amount of
the at least one anthocyanoside, proanthocyanidin or extract is administered
to the patient while the patient receives a chemotherapy.

32. The method of claim 1, wherein the therapeutically effective amount of
the at least one anthocyanoside, proanthocyanidin or extract is administered
to the patient after the patient receives a chemotherapy.

33. The method of claim 1, wherein the mucositis occurs in a sex organ of
the patient and the method further comprises administering a therapeutically
effective amount of a benzophenanthridine alkaloid, a benzofuran, a
hyperforin or an analogue thereof, or a fluoroglucinol or an analogue thereof.

34." A method for the prevention of mucositis in a patient comprising

administering to the patient a therapeutically effective amount of at least one
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adm nistering to the patient a therapeutically
effective anmount of at | east one WO 2008/ 012666
WML BSeO 7/ 002147 25 of an ant hocyanosi de, aPCT/IB2007/002147
proant hocyani din, or an extract conprising at |east
one of an anthocyanosi de or 2% proant hocyanidin for the
prevention of nucositis. 35. The nethod of clai m 34,
of aineaethocynaosisteh ot preanthaeyanidin,i eean @xtmcylopsopising git least
a cyanidin, a delphinidin or a pelargonidin; or an
ongg|of caneapthagyagpsistss iafe aopreant ggﬁvamm Aodetheninreyention of
or a pelargonidin 36. The nethod of claim 34, wherein
mW¢Q§M§Iract conprises a plant extract conprising a
ycosi de of a cyanidin, a delphinidin or a
35pe| dhgomethad ef o&mm . ywbateinrthe gnihosyanesige Lomprises a
cyanidin, a delphinidin or a pelargonidin. 10 37. The
g msmﬁj obfa cyanigina defphiaidin ofea Bfel%dapﬂ@w,aﬂf anraglycone of a

conprises proanth anidin A2 or oant hocyani di n B2.
glyspside, of Aegyrsidis; acq?%!Pmruqm %@m ﬁErgpmélext ract

ri ses a rac r| si.ng .proant hocyani di n
36A2”3Pepme§m<ﬁ£ylﬁm h W ef%'@ F%WR?J“B'FS% &i gk extract

cofRisng & Shicosds o1 3 Eygrglﬁhlve%@eﬁ 010 RavargeRigin; or an
aglfqantd ¢ agémécoﬁ & Eeraadeh Hle '531 aw or &' seitgoridin. ¥
37anal Es MENE: hy IATE: i WIETEIGIhe, proAmGasyai comprises

prgﬁmhqcxﬁr‘ﬁflﬂg‘td?o%ﬁ&%w %n'wh%hégﬂognfatl ng agent or
S 00,0, G OO A el o
CO%f?ﬂﬁﬁﬁﬁPgbtth{C@%ﬁﬂbW%PFB?Q@J%#@?W@% ogue

39ta2:ﬁi’%u@e?h&4 gﬁppaqglcﬁ)f ;\gﬁéﬁp gﬁé %é(ﬂjgfc? gs §EAVE8 S vaccinium
mg,gmf,% qu}/éfge/faat ty acid, or an extract of

bungeanum or Echi nacea angustofoli a.
4025(3;@'%;@2{?8&%&;&91% “h W& NcdRPrRfd MadnARistring a
therapeutically effective amount of at least one of an anti-inflammatory agent,
immunomodulating agent, analgesic, antimicrobial agent or antifungal agent.
41. The method of claim 40, wherein the anti-inflammatory agent,
immunomodulating agent or analgesic comprises an andrographolide or a
natural or synthetic analogue thereof, a lactone sesquiterpene or a natural or
synthetic analogue thereof, a parthenolide or a natural or synthetic analogue
thereof, a cynaropicrin or a natural or synthetic analogue thereof, a
isobutylamide of a polyunsaturated fatty acid, or an extract of Zanthoxylum
bungeanum or Echinacea angustofolia. |
42. The method of claim 40, wherein the antimicrobial agent or antifungal

agent is natural or synthetic.

43. The method of claim 40, wherein the antimicrobial agent or antifungal
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agent is natural or synthetic. 43. The nethod of claim
40, wherein the antim crobial agent or antifungal WO
wWQ@8NIbRE666 PCT/ 1 B2007/ 002147 26 agent conprPGEEB2007/002147
m conazol e, an antibiotic, g%?enzofuran, an
I soqui noline alkaloid, or extract conpri sing
a _benzof uran, or,.an,. i ui nolin

m gonazol.e . . 1S0 k e . .
a%ﬁrﬁ_a?mrlz_&ai g %oahof?wgf'lﬁ Fo PERAEIUPR. @k isoquinoline
Al fdin i npRERRE SmBfibing dRfanakolfa BEIHEERR, %or an
. . i di | kal oi d. 45. Th hod of cl ai
'Sggl?'{’%ﬂggg}ﬁél% ] Iaﬂfi ?ﬁ c?og: al agent gr rrgtm iof u(ragalC * m
4490 BB BAS, NG AT YHRIF g aPBIHERIDiSY 2GYY SPhffunga

danal eof I ne’ or at ur a

agefft Sbfis 88 HfzoohEn Bt ARG, ARaA o  Bntetiact gomprising
- i | h f

b B REIREIREINE. (2 2 sensi s, Macoaya cordata or

48/8C Ry, n{%gf)gc@frcﬂaim 1o g?lfbﬁ'egﬁm@gnﬂfni&}oﬂim §ée|?t or antifungal

Whereln herapeuti ¢ ectlve anmount ~0

adgiint! €5mbrieBE ?éﬁdlggé‘ﬁgg%&g% nﬂt@épb?gééﬁﬁ‘ﬁ%ﬁ% gbrr%ﬂ%?lfle thereof,

xtract 1 s about t o about

; P . b
et %&g%@ﬂ?i%—rgﬁ g?%?ﬁp o?,s\}@tﬁéﬁ?: %al%\g@é qhBrddie chelldgrr]\éne or a

ect i anmount the at [ east

P IS 1l Gl e Aot

arﬁ!&é 6E MR ft BPARRKYRE BF [SurRllifsria ¥8n3HBRES, NMELIS4ya cordata

e at | east one anthocyanosi'de, proanthocyani din or

oreMacisdyd micreégrpa. stered to the patient by systemc
adm ni Stration. 49. The nethod of claim 34, wherein

46.he THEe hAbHI Sdhim 4, aghéntn AFB YAk raptutidafly adffé @t amount
one ant hocyanosi de, proanthocyanidin or extract is

ofafiel &1 Rt &rhe Qntﬂiﬁngﬁbbmﬁ, preantifdcyanidinfdrcéktract is about 50
adm ni stration. 25 50. The nethod of claim40, wherein

myhe dbruntEt iigcpet Mnigfdoget | ve anount

47. The method of claim 34, wherein the therapeutically effective amount

of the at least one anthocyanoside, proanthocyanidin or extract is about 3000

mg or less per day.

48. The method of claim 34, wherein the therapeutically effective amount

of the at least one anthocyanoside, proanthocyanidin or extract is

administered to the patient by systemic administration.

49. The method of claim 34, wherein the therapeutically effective amount

of the at least one anthocyanoside, proanthocyanidin or extract is

administered to the patient by oral or topical administration.

50. The method of claim 40, wherein the therapeutically effective amount

of the antimicrobial agent or the antifungal agent is administered to the

patient by systemic administration.

51. The method of claim 40, wherein the therapeutically effective amount
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of the antim crobial agent or the antifungal agent is
adm nistered to the patient by systemc

w@adimsiizsté ati on. 51. The net hod of cl ai m 40, WAET/E2007/002147
the therapeutically effective anount WO 2008/ 012666
PCT/ | B2007/ 002147 ~ 27 of theéfanti ni crobi al agent or

the antjfungal agent is adm nj.stered to, the atient
ofyihe, BRIMIETARIA AEnkAF e Enifingal sgentiis auPIIataed to the

o oSk AR BBIAG o 565 o it

54 B 5 0A o B i Bk Simistorng
o R B3 o BB B gt octve
AR o e B, Ay g, b g ), ana
e g B e AR B L 2, U

S0 S RGO 75! S SRl ocbosion o
R e PP o T e

rein the pharmaceutical conpositionis in 1
g%ﬁ&'%?m of a tablet and the tablet further conprises

54 t hﬂ@ﬂ%’iﬁ{)& %flc¥aip?§gg%HeYSimu%%ﬁ%ag?mﬁgo@&?ﬁ@g&wgbn is in

dagent or antrfunga I'n an a

thEOfoPRCYf ?#ébp'% ad tﬁékihSFarpeiﬁicaﬁgieﬁff@ét%da%tﬁ{tﬁig%%rzarﬁ least

wherein armaceut cal® conpo ron IS

orfd aﬁtﬂ%ﬁn@%@@?&b%&i@aﬁdin%?%%t?é’btqé(gggfé\gﬂéeqﬂrthé nglet in

an extrac rumnyrti//us, erein th

P ERATRSY R, TR S0 20 prim e

I soqul nol'i ne al angui nari a

an 1 0 . 0 1 4€ .
55. Wﬁﬁthod'@%ﬂ@ﬁﬁ‘& Wﬁrén@fhéﬁﬁ%ﬁ%ﬁcéﬁ%&%@%ﬁﬂgn is in

a lipop Ic extract of ~ Zant hox ungeanum
thénfor®t 0G ?étgl%('teaéﬁ@i Sthe BBIEE! furiHe? BYMPTIsEsS a0Bitetapeutically

eflf:ctia\l/ep:rrnzuzt of a antimicrobial agent or antifungal agent in an amount of
about 2 mg to about 10 mg per tablet.

56. The method of claim 52, wherein the pharmaceutical composition is in
the form of a slow-dissolving tablet, and the extract comprises an extract of
Vaccinium myrtillus, and wherein the pharmaceutical composition further
comprises an isoquinoline alkaloid extracted from Sanguinaria canadensis,
Macleaya cordata or Macleaya microcarpa and a lipophilic extract of
Zanthoxylum bungeanum.

57. The method of claim 34, wherein the mucositis occurs in a part of the
patient’'s gastroenteric tract.

58. The method of claim 34, wherein the mucositis occurs in the patient’s

mouth, esophagus, stomach, intestine, colon, sex organ or skin.

59. The method of claim 34, wherein the mucositis occurs in the patient’s
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25 patient's gastroenteric tract. 58. The nethod of
claim 34, wherein the nmucositis occurs in the

wW@2i080mes6& nout h, esophagus, stonach, i ntestiPE/1B2007/002147
col on, sex organ or skin. 59, The nethod of claim 34,
vvherel n the mucositis occurQQn the patient's WO
2008/ 012666 PCT/1B2007/ 002147 28 nouth. 60. The

Mo od of claim34, wherein the patient has a cancer.

O TG TRt &%@ﬁai%g%%ﬁﬁrqiﬁ@ﬁéiéﬁqﬁrﬁﬁ}%”é:8:?% 5pra
6%rne Tt MSANBR  Gpimast. GRERNrhenDUraBaS PReUrsci, annection
witthti e Eﬁtﬁi&@'aé@v#pfﬁfh 3 CHGTHIBCLRRK P SUALIAIBA2RY toyfhe patient.
6% 1 ﬁ’m?ﬂ%thog o OB WP pnif 3Bs MUGsis” PRGOS Banection
w@gtﬁq #&ﬁp@ﬁsﬁg%ﬁ%f ogf%#hqg%g?ﬁg\ﬁgyeﬁéﬂnﬂﬁ@ngc He a%)ﬁ\inilsQration of
art nengstite, TPkaTYE, Fdhef caetdthyo ™ miRfamycin

ANl A T g oo

P | n the therapeutically effective anount of the
east one ant hocyanosi de, proanthocyani din or

63‘3)(t T3 nleth o&%facqg?n'?'(ﬁlt %{lﬁ@re‘@tﬁ@é@@%@ﬁ%aw ééf‘ec#tﬂ% amount

patient receilves chero

tﬁiama%df le%‘é}zscfﬁé‘ bhﬂmé(ﬂ/‘%h%@f%}&' ?bb%trﬁéxﬁﬁfdlﬁe dtTffact is

he "at one ant hocyanosi ocyani di n

adhinfetbFéd to tie gﬁg’hf‘ efstbqfe! )}fé?\é é@ééljt\{%@ta @ﬁé@fot%&%py

patient receiv ermt her

64! a'fﬂegﬁetﬂ'ﬁsrrﬁ'élaﬁﬁ?the rreng%& Kéfapeutically Bffetta8Mamount

20 of patient an urther conprises

of""ql"ﬂan'a'ftt §64810 Ghe | Eﬁ[rﬁﬂﬁ:‘éﬁb@.ﬂié y ;ﬁ*&ﬁﬁﬂ{ddy%n?dmurﬂr Wxthact is

benzophenant hri di ne al kal oid, a "benzofuran,
adhiipfsteRsd 'ﬂo e %tléﬂﬂwméethbr}ﬁtﬁéﬁt re€éivesfd Hﬁéﬁﬂith‘éidw

or an anal ogue t her eof

65. The method of claim 34, whereln the therapeutically effective amount
of the at least one anthocyanoside, proanthocyanidin or extract is
administered to the patient after the patient receives a chemotherapy.

66. The method of claim 34, wherein the mucositis occurs in a sex organ
of the patient and the method further comprises administering a
therapeutically effective amount of a benzophenanthridine alkaloid, a
benzofuran, a hyperforin or an analogue thereof, or a fluoroglucinol or an
analogue thereof.

67. A pharmaceutical composition for the treatment or prevention of
mucositis comprising (1) a therapeutically effective amount of at least one of
an anthocyanoside, a proanthocyanidin, or an extract comprising at least one

of an anthocyanoside or a proanthocyanidin, and (2) a pharmaceutically

acceptable excipient.
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67. A pharmaceutical conposition for the treatnent or
prevention of 25 nucositis conprising (1) a

wo b@samses i cal | y effective anpunt of at | east POEIEX07/002147
an ant hocyanosi de, a proant hgcyani din, or an extract

conprising at |east one of ant hocyanosi de or a
6% c deaErparticn) effiamdE 7 i Bt aptigeushssidesomprises a

st L oV BB delRBhicin B3 BEIagoRidin” o] 4R, agtooge of a
ofiiilideide Sytioly BEoERRMM B plfeifbatigha® © °

6 e 1 PaitPbsifin of dat B APhe R dheck BBt GomiifRirS: 8 plant
ot Epniitho ® G28hHo0 4 sHENRiha {eBloidlo g petargonidin;
or QY BaEPpa T bERIe b .ayBrkin” bR Pisiini s pkfifagnicin.
705 RS EompREARI BPEITA 7, Twiersth (e RIBRRERESRN Y omprises
prSQHR{dcﬁSﬁid?n. d?ﬁi- Rﬁé%gtﬁéﬁsgéﬁﬁiiﬁ%@“ =1 ng

proant hocyani di anthocyanidin B2. 72. The
TR oMbl ST SRR ReCHIEC, chprises  plan
exfract €BR Ps'mgiirbéﬁﬁo%gaﬁld% RSy P%%ﬂﬁbcf&ﬁiﬁﬁﬁ g2y a
'y ‘effe of at

t herapeuti ca tive anoun east one of

72an gl tbﬂfd@ém@ﬁ o6 cRRT 67, \?vﬁefémuw}a%ti Eggg(ived from

agent, anal'gesic, antimcrobial agent or antifun

VASum AyrtilDs of YIRS Sirifera, Of claim 73, wherein the
anti-infllammatory agent, 1 mmunonodul ati ng agent or

73RANalyRs iconsSEtibR €6 f dlaim i P I b@ﬁ;ﬂfsiﬁg B?¥H€r§beutically
or synthetic anal ogue thereof, a | actone seSquiterpene

effiictideNadmo@int Ofof Syt [eRisk C gHedl eguaid hahbgdhflammatory agent,
parthenolide or a natural or synthetic anal ogue 20

imhhﬂ’(cﬁﬁbdu@tﬁ@é?@ﬂ, @hlalyedic camtthitrebia? agentoh @ntifungal agent.
anal ogue thereof, a isobutylamde of a-

790, A SRS Iof U e 93, ngeip Cesanafiammatory agent
immunomodulating agent or analgesic comprises an andrographolide or a
natural or synthetic analogue thereof, a Iactoneéesquiterpene or a natural or
synthetic analogue thereof, a parthenolide or a natural or synthetic analogue
thereof, a cynaropicrin or a natural or synthetic analogue thereof, a
isobutylamide of a polyunsaturated fatty acid, or an extract of Zanthoxylum
bungeanum or Echinacea angustofolia.

75. The composition of claim 73, wherein the antimicrobial égent or
antifungal agent is natural or synthetic.

76. The composition of claim 73, wherein the antimicrobial agent or
antifungal agent comprises miconazole, an antibiotic, a benzofuran, an

isoquinoline alkaloid, or an extract comprising miconazole, a benzofuran, or

an isoquinoline alkaloid.
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75. The conposition of claim 73, wherein the

antimcrobial agent or antifungal agent is natural or
waBhetss€. 25 76. The conposition of clai m 73PCTiB20&/002147

the antim crobial agent or antifungal. agent

conpri ses m conazol e, an ant3bi ot | c, a benzofuran, an

so i noline al kal oid, extract nprisin
T coe rambaskion. of i 28, el antrweTobial agent or
2008/.012666 PCT/ | B2007/ 002147 Q,77.

a’@ﬁHBS@‘ ?98:4\?0‘%0@5??&7% &NoP FHaPZJH &H?. ﬁ{‘@?‘aﬂu ar an' extract

0 anti.fun ent rises a

%@ﬁﬁ%ﬂﬂ&%"rﬂhe& %&%&%P‘B"‘)’é an extract conprising

PR B AR b, B O RIS L oont o
arﬂﬁueéﬂﬁﬂgw@ggﬁmf%%aesrérfqﬁpiﬁﬁ el arrhelié analogue
PR By R B 0B 5B BB B E G i
°f°étﬁ%‘“%"éP?ﬂﬁéu?ﬁ%'%ﬂ?fé%ﬁ%ﬁ“%ﬁoﬁu%49&?%%%" i€ §yqdiptural or
sy&ﬁhé@&l %ﬁé‘@ﬁ'@e‘: .rtﬂgff% rmar? 9 tTQ o?n?efﬁeét{/?%re/g canadensis,

aim6 erein erapeu
d
MRk 9%”%'2;8?%&9%&?W'?ffégf%z{,iﬂ?séoeng to about

7900 1/ Q:?%meﬂﬁﬁoﬂoéie clﬁg'l 6-5he¥vﬁe S{ﬁé %ef%&éﬂt?:’aﬁk%ffectwe

wherein erapeutic

arﬁB }r\g?ftthgrﬁl%% An %gmn%ﬁ@‘ét %)é?%ﬂdﬁl@i\ orextract is
amr\gj @Sa%upgg@ %Qaer%ﬁr@d% the conposition is

system T adm ni stration. 82. The

8CEONMPgR tdo?ﬁ‘p@&h&{\ ahfMchsim ‘mer\ﬁhgréiﬁnﬂfbs'tﬁégdr})éu;t caélg effective

suitabl e for ora t opi cal mni strat|

amb@nE BFRRE| At I‘é@tst’forfé' thﬁcﬁ:?ranwgﬁfee' &o%h%c%}}ﬁﬁ’&n'nt bP réxtract is
iIsinthe formof a tab a capsule, a chew ng

a@dﬂgﬂgg}lﬁ@émes@, p/é}gd&al gel or granul ates.

81. The composition of claim 67, wherein the composition is suitable for

systemic administration.

82. The composition of claim 67, wherein composition is suitable for oral or

topical administration.

83. The composition of claim 67, wherein the composition is in the form of

a tablet, a capsule, a chewing gum, a liquid form, a vaginal gel or granulates.

84. The composition of claim 67, wherein the composition is a non-oral

composition and the pharmaceutically acceptable excipient is suitable for

non-oral administration.

85. The composition of claim 67, wherein the composition is in the form of

a tablet and the therapeutically effective amount of the at least one

anthocyanoside, proanthocyanidin or extract is contained in the tablet in an

amount of about 10 mg to about 200 mg per tablet.
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84. The conposition of claim67, wherein the

conposition is a non-oral conposition and the
w@baseweut i cal |y acceptabl e exci pient is suitedi/mB2er002147

non-oral adm nistration. 25 85. The conposition of

claim 67, wherein the con‘pos:ﬂi onisinthe formof a

ol S, ST bR ESodTER s o o
t t i tained in the tablet i ! t . of

o A S i 40Tt B b2 R S BlRS 0 amouns o

BRSSO 0o BB s abou

nd the tablet further conprises a therapeutically
1@m%e?f()aebq§{'munt of a antimcrobial agent or

o2 AR oL T el R b et o
@ 85t Aictvfior AR A hel Rl Bt e a8t e trast of accinium
YR A RGBT G s slio T fufer, SeRifrishs Hh isoquinoline
alRplofl bSO, ' SRR (RLrRetRR UiiEava cordata or
MRy i o3 P5hd X ligSBHiQSKtrEt BH BRSRS u bungeanum.



