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Non－Surgicaltreatmentofcanineoralmalignantmelanoma：

Acasestudyoftheapplicationofcomplementary

alternativemedicine
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Abstract．ThisreportdescribesadogwithaclinicalstageIII

Oralmalignantmelanomathatwastreatedwithcomplemen－

taryalternativemedicine（CAM）・TheCAMincludedhigh

temperaturehyperthermia，dendriticcelltherapyandlupeol

ll勺eCtions．Surgery，radiationandchemotherapywerenot

Perbrmed・Twomonthsafterthestartoftreatment，thetumor

dis叩Pearedandaftersixmonths，thefollow－uPeXaminations

revealednorecurrenceormetastasisofthetumor．Qualityof

life（QOL）ofthedogwasmaintained；therefore，theapplica－

tionofCAMmaybeanefftctivetreatmentfbrcanineoral

malignantmelanoma・TheeffectiveapplicationofCAMhas

thepotentialtoprolonglifbandmaintainanexcellentQOL

brpets．

IntrodtlCtion

Inthe負eldofveterinarymedicine，Caninemelanomaisthe

mostcommontypeofmalignantoralcancer（1）・Previous

Studieshavereportedamediansurvivaltimeof219－273days

incasesofcanineoralmalignantmelanoma，Whichwere

treatedwithsurgery（2－4），Withonly164daysincasesof

ClinicalstageIIorIIIcanineoralmalignantmelanomathat

Weretreatedwithsurgery（5）．Chemotherapyandradiation

havebeenreportedtobeunabletoprolongthesurvivalof

dogswithoralmalignantmelanoma（6J）・Thepresentreport

describesadogwithstageIIIoralmalignantmelanoma，

Whichwastreatedvianon，Surgicalcomplementaryalternative

medicine（CAM）．Thedogsownerprovidedwritteninfbrmed
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COnSentandthestudywasapprovedbytheethicscommittee

OfKamoAnimalClinic（Saijyocho，Higashihiroshima，Japan）・

Casereport

A12－year－01dmaleLabradorretriever（Weight，39kg）was

diagnosedwithmalignantmelanomaoftheleftjaw（dayO）・

Thediameterofthetumorwas′－4．0cmandnometastasisto

thelungwasobservedviaradiogrqphy・Thedogwasdiagnosed

WithaclinicalstageIIIora1malignantmelanomainaccordance

WithWoddIiealthOrganizationguidelines（8）・Withconsent

fromtheowner，aPPlicationofCAM，includinghightempera－

turehyperthermia，iniectionsoflupeol（Fig・1），dendriticcdl

therapyandoraladministrationofextractsofCor4ycq，SSir

nensis（MonolisInc．，Saitama，Jqpan）wereperformed・

Ourpreviousstudydemonstratedthatlupeol，alupane

triterpene，inducedthedifftrentiationofhumanandmouse

melanomacells・Lupeolinducedmelanogenesisandsuppressed

proliftrationandmobilityofmelanomacellsinvitro（9）・Thus，

inthepresentstudy，5mg／mllupeoIwasdissoIvedinolive

oilandthissolutionfollowingheatsterilizationat1500Cfor

90minwasusedinthedifftrentiation－inducingtherapyforthe

dog・Ondayseven，5andlOmllupeoIsolutionwasIIt］eCted

topicallyandsubcutaneously，reSPeCtively，andtheorlglnal

sitewastreatedusing ahightemperaturehyperthermia

device（AMTC200，AdMdIbchCo．，Ltd．，Ehime，Japan）・

ThehyperthermiadevicewasinsertedintotheprlmarySite

andheatedat650Cfor8min．Inaddition，melanomacells

（＞5．0mmindiametef）Werecollectedfromtheoriginalsite

andusedasantlgen－PreSentlngCellsfbrthedendriticcells・

Thedendriticcellculturewasperformedinaccordancewith

themanufacturer－sinstructions（J－ARMInc．，Osaka，Japan）・

SubcutaneouslrUeCtionsof15mllupeoIwereadministered

Ondaysll，14and21・Asrecurrenceofthemelanomawas

detectedonday24，therecurrencesitewastreatedusingthe

samehyperthermiadevice（AMTC200）・Cultureddendritic

cells（1．1xlO6）and2．5ng／kginterleukin（II）－12（J－ARMInc）

Werelltiectedintonumeroussitessurroundingthemelanoma

andtheprecordialreg10nOfthelowerJaW，reSpeCtively・Lupeol

（15ml）wassubcutaneollSlyirtiectedondays34and47・Asthe
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Figurel．ChemicalstruCtureOflupeol．

melanOmareCurredonday54，itwastreatedusingthesame

hyperthermiadevice（AMTC200）and5and15mllupeoI

WaSlqeCtedtopicallyandsubcutaneously，reSPeCtively．In

addition，15mllupeoIwassubcutaneouslyirtiectedonceevery

twoweeksandanX－rayOnday142revealednometastasis．

Onday211，SeCOndiqiectionsofdendriticcells（1．2Ⅹ106）and

IL－12wereadministeredasmentionedabove．Currently，the

dogmaintainsagoodqualityoflift（QOI）Withoutrecurrence

ormetastasis．

Discussion

Previousstlldieshavereportedthatchemotherapyandradia－

tionareunabletoprolongthesurvivaltimeofdogswithoral

malignantmelanoma（6，7）．Novelalternativetreatments

forcanceruslnganeXPerimentalmodelhavebeeninvesti－

gated．Onesuchtreatmentistheinfectionoflupeol，Which

isalupanetriterpenethatiscontainedin fruits，SuChas

Olives，mangOS，StraWberries，grapeS，負gs，aSWellasseveral

Vegetablesandmedicinalplants（10）．Ourprevious study

demonstratedthatsystemicandlocaliqectionsoflupeoI

SuPPreSSedtumor growth andinduced cellcycle arrest

inamelanoma－bearingmousemodel（11）．Furthermore，

highTtemPeraturehyperthermiahasbeenshowntosuppress
tumorgrowth（12）．Inconclusion，theapplicationofCAM

inthepresentstudyprolongedtheliftofadogwithoral

malignantmelanomaand，thereR）re，maybeconsideredtobe

asefftctiveassurgicalandradiationtherapy．Furthermore，

anexcellentQOLwasmaintained．Continuedinvestigation

intoefftctivetreatmentsisimportanttoestablishadditional

non－Surgicaltreatmentmethodsfbrcanineoralmalignant

melanoma．
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