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ACaseofMeningealCarcinomatosisOccuITedWithal7-year

Disease-fioeelntervalAfterlnitialTherapiesfbrBreastCancer
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Acaseof79-yearoldwomandiagnoseｄａｓｍｅｔａ‐

staticrecu汀ｅｎｃｅｏｆｂｒｅａｓｔｃａｎｃｅｒｉｎａｆｂｒｍｏｆｍｅｎ‐

ingealcaminomatosisisreported・Therelapseinthis

patientoccurTedafieral7-yeardisease-fireeperiod

afierthetreatmentsbysurgeIｙａｎｄｃｈｅｍｏ‐ａｎｄｅｎ‐

docrinetherapiesagainsttheprimaryandmetastases・

Neurologicalsymptomsincludedsequentialbilateral

hearinglosswhichoccurredabruptlyandprogressed

Iapidlyin2-3days，andtransientbutrepeatedfacial

paralysisandsyncopeattacks・Diagnosisofmen‐

ingealcarcinomatosiswasbasedupontheclinical

symptomsincludingnuchalrigidityandsuchresults

oflaboratorytestsandexaminationsaseIevated

cerebrospinalfluid（CSF）pressure,lymphocyte-pre‐

dominanthighCSFcellnumber，positivityoftumor

markers，ｗｈｉｃｈｓｈｏｗｅｄｈｉｇｈｅｒｔｉｔｅｒｓｉｎＣＳＦｔｈan

inperipheralblood，andenhancedbrainsurfaceim‐

agebygadolinium-enhancedMRIexamination，but

negativefbrCSFcytology・Chemo-endocrinetherapy

withcapecitabineandtamoxifenincombinationwith

intrathecaladministrationofmethotrexate，cytarabine

anddexamethasoneagainstacuteclinicaldeteriora‐

tionhadonlytemporaleffbct，butthepatientde-

ceasedafieraveryshortcoursebyabruptrespira-

tｏｒｙａ汀est・Survivalperiodofbreastcancerpatients

prolongedandisexpectedtoprolongmoreowing

totheimprovementofendocrineandchemotherapy、

Meningealcarcinomatosisinbreastcancerpatients

isararebutpossiblefbrmofmetastaticrecurrence，

andshouldbetakenintoconsiderationasapossible

causeofneurologicalsymptoms．
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Metastasistomeningesisatypeofcancerme-

tastasistocentralnervoussystem，andbreastcancer

isacommonprimarydiseaseofmeningealcarci-

nomatosisinEuropeandAmerica［1-3]・However，

ｉｔｉｓｒａｒｅｉｎＪａｐａｎｗｉｔｈｏｎｌｙａｆｅｗｃａsereports

[4,5]・Inthisreport,wepresentacaseofmenin‐

gealcarcinomatosisoccurredin79-yearoldwoman

withl7-yeardiseasefi･ee-intervalafiertheinitial

therapiesofbreastcancer・Thepatientwastreated

withchemo-endocrinetherapyincludingintrathecal

chemotherapy，ｂｕｔwithlimitedeffbctsontherecur‐

ｒｅｎｃｅ．

ＣＡＳＥＲＥＰＯＲＴ

』７９ツeα『-o/dwomanwasrefbrredtoourhospital

becauseofcomplexneurologicalsymptoms・Ａｔｔｈｅ

ａｇｅｏｆ６２ｙｅａｒ－ｏｌｄ，shehadlefimastectomyfbrher

breastcancer，ofwhichhistopathologicaldiagnosis

wasinvasiveductalcarcinoma，showingestrogenre-

ceptor(-)，progesteronereceptor(+)，andHER2(l+)．

５monthsthereafier，metastasestolungandbone

werefbu､｡，andtreatedwithchemotherapyande､‐

docrinetherapy，whichresultedinl7-yearremission

tillthepresentevents・

Fourmonthsbefbretherecenladmission，she

developedlefihearinglossandfbltdizziness・They

rapidlyprogressedduriｎｇａｆｌｅｗｄａｙｓ，ａｎｄｔｈａｔ

ｍａｄｅｈｅｒｕｎａｂｌｅｔｏｗａｌｋｗｉｔｈoutastickSince

then，transientparalysisoffacialmuscｌｅｓａｎｄｕｎ‐

consciousnessattacksoccurredrepeatedly，Shewas

hospitalizedunderthediagnosisofsuspiciousmen‐

ingitis，becauseofthesesymptomswithabnormal

cerebrospinalHuid（CSF）findings・ItrevealedCSF

pressureof400mmHg,cellcount30/ｕｇ(L:N=5:l)，

glucose83mg/dl，protein415mg/dl，ａｎｄＩｇＧ４１．５

ｍｇ/d1．Physicalexaminationshowedbloodpressure

ofl60/８２ｍｍＨｇ，ａｎｄｐｕｌｓｅｒａｔｅ８４/minwithregu‐
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larrhythm・Respiratoryandcardiacsoundswere

normaLConjunctivawasneitheranemicnoricteric、

Cervicallymphnodeswerenotpalpable・Inneuro-

logicalfmdings，herconsciousnesslevelwasll-20

accordingtoJapanComaScale（JCS)．Leftblepha‐

roptosis，rightfacialpalsyandnuchalrigiditywere

fbund、PupilsandlightreflexwerenormaLRight

earwascompletelydeafandlefihearingwasalso

highlydisturbed・Hermotor，sensoryandcoordinate

systemscouldnotbeevaluatedindetailbecauseof

consciousnessdisturbance・Ｐａthologicreflexeswere

absent、

Therewerenoaggravationsofanemia，inflam-

matoryreaction，liverfimctionandrenalfimctionin

thelaboratorydataonadmission・Ｔｈｅｔｕｍｏｒｍａｒｋ‐

ers，whichhadincreasedatthebreastcancersur‐

gery，ｓｈｏｗｅｄｈｉｇｈｅｒｔｉｔｅｒｉｎＣＳＦ，ＣＡｌ５－３ｏｆ２６２

Ｕ/ｍｌａｎｄＮＣＣＳＴ４３９ｏｆ４５Ｕ/ｍｌ，thaninblood，

ｌ７７ａｎｄ３０Ｕ/ｍｌ，respectively・Cytologicalexami-

nationinCSFwasnegative、HeadplainMRimag-

ingsrevealedhypertrophyofbothauditorynerves

(Fig.1a）andrighttrigeminalnerve（Fig.1b)．In

Gd-enhancedMRI，signalintensitieswereincreased

onthesurfaceofbrainstem（Fig.２ａ）andbilateral

sylviusfissures（Fig.２ｂ)，whichcoincidedwith

changesinmeningealcarcinomatosis．

ＣＬＩＮＩＣＡＬＣＯＵＲＳＥ

Althoughmalignantcellswerenotfbundinthe

CSFcytology，wecouldeasilysuspectrecurrence

ofbreastcancerinafbrmofmeningealcarcino-

matosis，Thepossibilityofinfectiousmeningitis

wasruledoutbecausebacterialcultureofCSFwas

negative､Weadministeredglycerol,PhenobarbitaL

andpiperacillintopreventsecondaIyinfection，Her

consciousnesswasgraduallyrecoveredintheflrst

twodaysafteradmission，ａｎｄｓｈｅｂｅｃａｍｅｔｏｂｅ

ａｂｌｅｔｏｔａｌｋａｎｄｅatwithoutanyconvulsionsormo‐

torpareses・

Ｏｎｔｈｅｔｈｉｒｄｄａｙ，ｔｈｅlevelofconsci6usness

worsenedtoＪＣＳＩＩ－２０ａｇａｉｎｗｉｔｈｄｉｌａｔｉｏｎｏｆｔhe

pupilanddiminishedpupillarylightreflex，Ａｌ‐

thoughmalignantcellswerestillabsentinthe

secondexaminationofCＳＦ，wediagnosedheras

havingmeningealcarcinomatosisduetopositive

Gd-enhancementaroundthetemporalｌｏｂｅａｎｄｔｈｅ

circumfbrenceofmedullaoblongatａｉｎＭＲＬ

Ｔｈｅｆｌｒｓｔｉｎｔｒａｔｈｅｃａｌｃｈｅｍｏtherapy，cytarabine

４０ｍｇ，methotrexatel5mg，anddexamethasone4

mg，wasadministeredontheeighthday・Ｈｅｒｃｏｎ‐

sciousnesswasmoderatelyimprovedthefbllow-

ingday，ｂｕｔｓｈｅｂｅｃａｍｅｄｒｏｗｓｙａｇａｉｎｗｉｔｈｉｎｔwo

days・lntrathecalchemotherapywas１℃ｐｅａｔｅｄｏｎｔｈｅ

ｌ５ｔｈａｎｄｌ９ｔｈｄａｙ，butconsciousnesslevelwasnot

improvedaｎｄｒｅｍａｉｎｅｄｂｅｔｗｅｅｎＪＣＳＩＩ－２０ａｎｄＪＣ‐

SII1-200．However，theCSFdataimprovedslightly

withｃｅｌｌｃｏｕｎｔ７/I｣Lｇ（L:N=6:l)，protein291mg/ｄｌ

ａｎｄｌｇＧ３３､６ｍｇ/dL

Dailyadministrationofacombinationofdrugs

fbrchemo-endocrinetherapy，capecitabine2400

mg/dayandtamoxifencitrate20mg/day，thathad

givenheralongtermremission，ｗａｓｂｅｇｕｎｆｉＦｏｍ

ｔｈｅ２０ｔｈｄａｙｏｆａｄｍｉｓsionOnedayafierthefburth

intrathecalchemotherａｐｙｏｎｔｈｅ２２ｎｄｄａｙ，blood

oozingfiromoralcavityoccurred，andthebloodtest

showedasuddendeｃｒｅａｓｅｉｎｔｈｅｎｕｍｂｅｒｏｆＷＢＣ

ｆｉＰｏｍ３４９０ｏｆ２ｄａｙｓｂｅｆｂｒｅｄｏｗｎｔｏ３６０/1JLl・Ac-

cordingly，chemo-endocrinedrugswerecanceledand

granulocyte-colonystimulatingfactor（G-CSF）and

bloodtransfUsionwereadministered，butshepassed

awaybysuddenrespiratorya面est2dayslater．

ＤＩＳＣＵＳＳＩＯＮ

ThefiFequencyofmeningealcarcinomatosisdue

tobreastcancerisrelativelyhighinEuropeand

America，ａｎｄｉｔｉｓｓａｉｄｔｈａｔｌ-3.5％ofthepatients

withrelapsedbreastcancerdevelopmeningealcar-

cinomatosis［６，７]，andanassociationbetween

invasivelobularcarcinomaandmeningealcarcino-

matosisisalsoreported、However，inJapanwhere

invasivelobularcarcinomaoccurslessfirequently，

casesofmeningealcarcinomatosisduetobreast

cancerarerarelydiscoveredwithonlyasmallnum-

berofcasereports［4,5]・

Ｉｔｓｈｏｕｌｄｂｅｎｏｔｅｄｔｈａｔｓｙｍｐｔｏｍｓｏｆｍeningeal

carcinomatosisincludethｅfbllowing：ｉ）headache，

nauseaandvomitingdueloincreasedintracranial

pressure，ｉｉ）convulsionsandpsychosis，iii）visual

impairment，diplopiaandhypoacusisduetocranial

nerveinvasion,iv）somaticpainandsensorydistur‐

banceduetomyeloradiculopathy,ｖ）nuchalrigidity

asmeningealirTitationsign，ａｎｄｖｉ）dysarthriaand
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meansurvivaldurationafterdiagnosiswasappl･oxi‐
mately80days［5]・Therearenoestablishedtreat‐

mentsfbl・mcningealcarcinomatosisatpresent，and

sogeneI･allyperfbmlednowissystemicorintrathe-

calchemotherapy，radiotherapy，oracombinatiollof

these［9]・Althoughstandard，systemicchemother‐

apyhasbeenconsideredtobepoorlyeffectivefbr

metastasistobrainandmcninges冒becauseintrave‐

nousanti-carcinogcnicagentsdonotpassablood‐
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Fig.２．

GadoliniumenhancedMRIscanofthehead
Enhancedin

a，brainstemcircum企rencc

b・bilateralsurlhcesofSylviusiissures

gaitdisturbance、Asfbrimagingdiagnosisoi､mcn‐
ingealcarcinomatosis，Gd-enhancedMRIisusehll・

Althoughthedefinitivediagnosisｉｓｍａｄｅｂｙｔｈｅ

ｐｌ･ｏｏｆｏｆｍａｌｉｇｎａｎｔｃｅｌｌｓｉｎＣＳＦ、itsprecisediag‐

､osticrateisreportedtobebetween50-91％[４，８１

andtherearecaseswherewedeteclnomalignant
cellsinCSE

TheprognosisofmeningealcaI･cinomatosisis

verysevere・AccordingtothecasereportsinJapan，
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Fig.１．
ＰｌａｉｎＭＲＩｓｃａｎｏｆｔｈｅｈｅａｄ

ａ、SwellingofbilateralauditoIynerves
b、Swcllingofrighttrigeminalnervc
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brainbarrier・However，thereisareportshowing

itsutility，inwhichcasetheblood-brainbarrier

wasdestroyedduetometastasistｏｂｒａｉｎａｎｄｍｅ‐

ninges［１０]．Intrathecaldosementofmethotrexate

andcapecitabine，whichhasbeenusedtoprevent

leukemiaspreadtocentralnervoussystem，ｉｓａｌｓｏ

ｒeportedtoprolongthesurvivalperiodfbrpatients

withmeningealcarcinomatosisofbreastcancer[11]・

Theprimarylesioninthecasereportedherewas

aninvasiveductalcarcinoma・Althoughthepatient

hadbeeninremissionwithpostoperativechemo-

therapyandendocrinetherapyfbrinvasivebreast

cancer，shedevelopedmeningealcarcinomatosis

l7yearsaftertheoperation，Wediagnosedherill-

nessasmeningealcarcinomatosisfromneurological

symptoms，elevatedvaluesofthetumormarkers

andpositivefindingsinGd-enhanｃｅｄＭＲＩ，although

malignantcellinCSFwasnegative・Ｓｈｅｓｈｏweda

briefimprovementofconsciousnesswithintrathecal

methotrexateandcapecitabine，buttheprogression

ofthesymptomscouldnotbestopped，andshe

diedapproximatelythreemonthsafiertheonsetof

neurologicalsymptoms・

Withimprovementofprognosiswithchemother-

apy，endocrinetheIapyandmoleculartargettherapy

fbrrecurrentandadvancedbreastcarcinoma，itis

expectedthatcasesofmeningealcarcinomatosiswill

increaseinJapanalso，Asearlydetectionandtreat-

mentcanprolongthesurvivalperiodfbrpatients

withmeningealcarcinomatosis，weshouldtake

meningealcarcinomatosisintoconsiderationand

perfbrmfUrtherexamination，includingGd-enhanced

MRI，whenneurologicsymptomsappearinpatients

withahistoryofbreastcancer．
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