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好酸球増多症候群(HES)に対してアゼラスチン(AZE)単独、またはAZE、セファランチン(CEPH)併用に

よる治療が有効であった第1例目としての症例を報告する。9才男児が発熱と薄麻疹にて紹介された。ヘモグロ

ビン値正常、白血球数66,400で95％が成熟好酸球であった。アレルギー性疾患、寄生虫、結合組織病、悪性新生

物、白血病、免疫不全症は認められなかった、患児はプレドニソロン治療で急速に寛解した。CEPHおよび低用

量ステロイドで6．5か月間治療されたが、最終的にステロイドを中止できなかった。AZEが耳鼻科にて通年性鼻

炎として処方されたが、予想外に好酸球数を正常域に減少させた。患児はAZE、CEPH併用、その後AZE単独に

て3．5か月治療、それから薬剤を中止した。中止5週間後、好酸球数は25,000以上と上昇した。AZE、CEPH併

用療法を再開し、その後AZE単独治療で30か月間、患児は寛解状態となり、薬剤を中止した。

薬剤中止11か月後、好酸球数が再度上昇した。AZEとCEPH併用療法の再開後、患児は7か月間寛解したた

め、薬剤を中止している。

AZEおよびCEPHは好酸球増多症候群に対して有効な薬剤で、ステロイド長期治療による副作用を回避でき

うるとも推測される。

Abstract

Thisisafirstreportinwhichazelastinehydrochloride(AZE)withorwithoutcepharanthin(CEPH)hasappeared

tobeeffectiveinapatientwithhypereosinophilicsyndrome(HES).A9-year-oldboywasreferredtoourhospitalbecause

offeverandcutaneouseruption.Bloodcountshowednormalhemoglobinlevelwithaleukocytosisof66,4000/[i1with

95%matureeosinophils・Therewasnohistoryofallergy,noclinicalorserologicalevidenceofaparasiticinfection.There

wasnoevidenceofconnectivetissuedisease,neoplasticdisease,leukemia,orimmunodeficiency.Hewastreatedwitha

prednisolone,whichinducedarapidremission.TheCEPHwasusedwithalow-dosesteroidfor6．5months,andeventually

thesteroidcouldnotbediscontinued.AZE,whichwasprescribedbyotolaryngologistforperennialrhinitis,unexpectedly

reducedandmaintainedtheeosinophilcounttonormallevel.ThepatienthadbeendoingwellonAZEwithCEPHfollowed

bysingleAZEfor3.5months,thenwediscontinuedtheAZE・Fiveweeksafterthediscontinuation,theeosinophilcount

roseto>25,000/#l.AfterreinstitutionofAZEwithCEPHfollowedbysingleAZE,thepatienthadbeendoingwellfor

30months,thenwestoppedAZE.Elevenmonthsafterthediscontinuation,theeosinophilcountroseupagain・After

reinstitutingofAZEwithCEPH,thepatienthadbeendoingwellfor7months,thenwestoppedAZEwithCEPH・AZE

andCEPHmightbeeffectiveinHESpatients,andminimizetheadverseeffectsoflong-lastingtherapywithsteroids.
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Introduction

Hypei℃osinophilicsyndromeisadisordercharacterizedbyasustainedeosinophiliaofatleast6monthsduration,multiple

organsysteminfiltration,andlackofevidenceofknowncausesofeosinophilia.'"Variousmodalitieshavebeenusedto

treatHES,includingcorticosteroids,hydroxyurea,leukopheresis,vincristine,6-mer℃aptopunne,cyclosporine,recombinant

interferonalpha,andallogeneicbonemarrowtransplantation.''ThispaperreportsthefirstcaseofHESthati℃spondedwell

tothedrugazelastinehydrochloride(AZE;Eisaico.,Tokyo,Japan)andcepharanthin(CEPH;KakenShoyakuCo.Ltd.,

Japan).

Casereport

Apreviouslyhealthy9-year-oldJapaneseboywastakentohislocalphysicianbecauseofa4-dayhistoryoffever.The

feverpersisted,andacutaneouseruptionassociatedwithpruritusdeveloped5dayslater・Thechild'sinitialwhitebloodcell

(WBC)countrevealedleukocytosis(18,800/;ul)andmarkedeosinophilia(l0,500/;ulor56%).Hewasreferredtoour

hospitalonApril25,1996．Hisbirthweightwas3,250g,andhisbirthandmedicalhistorywereunremarkable・Thefamily

hadnopets,andtherewasnohistoryoftravelbeforetheonsetoftherash.Bothparentswerehealthy.Physicalexamina-

tionfindingswereuru-emarkableexceptforsmallcervicallymphnodes.

Laboratorytestsshowed:hemoglobin12.0g/dl;WBCcount66,400//zlwith1%bandedneutrophils,4%lymphocytes

and95%eosinophils;plateletcount270,000/fi1;erythrocytesedimentationrate66mm/h;anormalleukocytealkaline

phosphataselevel;andnochromosomalabnormalities.Abonemarrowaspiratewasnormocellularwith70%mature

eosinophils.Noabnormalcellswerepresent.ImmunoglobulinG(igG),IgA,IgMandIgElevelswereallnormal.Stool

analysesforovaandparasiteswerenegative.Titersforviscerallarvamigranswerealsonegative.

OnApril251996,oralprednisolone(2mg/kgperday)wasbegun(Figl).Theeosinophilcountbegantodecreaseon

day2,andhaddecreasedtoMAIfxXonday6・Thesteroidwastaperedanddiscontinuedwithinthenext2weeks・The

patienthadbeendoingwellwithoutanytherapyuntilOctober1996,atwhichtimetheeosinophilcountwasfoundtohave

risento>20,000/;ul.Prednisolone(lmg/kgperdayorally)wasrestarted.Theeosinophilcountdeci℃asedrapidly,and

thesteroidwastaperedandstoppedwithinthenext10days.Thiswasrepeatedagain2monthslater.InFebruary1997,

9．5monthsafterthetreatmentwasstarted,afourthepisodeofworseningofeosinophiliawasencountered.CEPĤtreatment

wasbeguninoraldosesof70mg(1.5mg/kg)perdayinanattempttodecreasehissteroiddose.Theparentsgavetheir

informedwrittenconsentforthepatient'sparticipationinusingCEPH.TheCEPHtogetherwithashortcourseoflow-dose

prednisolone(0.05-0.5mg/kgperdayfor14days)wasstarted.Becauseofincreasingeosinophilcountsandthedevelop-

mentofanurticarialrash,thiscombinationtherapywasrepeatedfourtimesatintervalsof1-2months.

InOctober1997,17.5monthsafterthepatientwasfirstseen,AZEinoraldosesofImgtwicedailywasgivenbyan

otolaryngologistbecauseofperennialrhinitis・AZE[4-(p-chlorobenzyl)-2-(hexahydro-1-methyl-1H-azepine-4-yl)-1-
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(2H)-phthalazionehydrochrolide]isananti-allergicdrugthatinhibitsthereleaseofvariouschemicalmediatorsfrommast

cells,andithasbeenwidelyusedinJapan.'Surprisingly,twoweeksafterstartingadministrationofAZE,theeosinophil

countof3,038///1haddecreasedto710/#1.Sincethepatientdidwellforthenext5weeksonAZEandCEPH,westopped

theCEPH・OnAZEsingletherapy,theeosinophilcountwaswellcontrolledforthenext2､5months,thenwediscontinued

theAZEinJanuary,1998.FiveweeksafterthediscontinuationofAZE,theeosinophilcounthadrisento>25,000/#l.

AZEwithlow-doseprednisolonewasrestarted,andthesteroidwastaperedandstopped.TheCEPHwasrestartedinApril,

becauseofaslightincreaseineosinophilcountwhileonAZEsingletherapy.Thediseasewaswellcontrolledfor10

monthsafterreinstitutingAZEandCEPH,andagainCEPHwasdiscontinuedinJanuary1999.OnAZEsingletherapy,the

patientdidwellfornext21months,thenwestoppedAZE.ElevenmonthsafterthediscontinuationofAZE,theeosinophil

counthadrisento>7,965/fx1．AZEwithlow-doseprednisolonewasrestarted,andthesteroidwastaperedandstopped.

TheCEPHwasadded,becauseofanincreaseineosinophilcount､InApril2002,AZEdosewasincreasedto2mgtwice

daily,andCEPHto140mgperday.Thediseasewaswellcontrolledfornext7monthsafterincreasingthedosesofAZE

andCEPH,thenAZEandCEPHweredecreasedthedosesandstopped.Thepatienthasbeendoingwellwithcomplete

resolutionofsymptoms.

Discussion

ThecriteriaforthediagnosisofHESasoutlinedbyChusidetal.'are:(1)apersistenteosinophiliaof1,500///1forlonger

than6months;(2)lackofevidenceofanyknowncauseofeosinophilia;and,(3)evidenceoforgansysteminvolvement.

Manydiseasesareassociatedwithvariousdegreesofeosinophiliâ・Allergicdiseasescauseminordegreesofeosinophilia.

Theperennialrhinitisinourpatientwaseosinophilicnon-allergicrhinitisaccordingtothecriteria;nasaleosinophilia.

normalserumIgEconcentration,andnegativeallergyevaluations.Ourpatienthadnoclinicalorserologicalevidenceof

aparasiticinfection．Therewasnoevidenceofconnectivetissuedisease,neoplasticdisease,leukemia,or

immunodeficiency.

VarioustherapiesforHEShavebeenreported,includingcorticosteroids,hydroxyurea,leukopheresis,vincristine,6-

mercaptopurine,a-interferon,cyclosporine,andallogeneicbonemarrowtransplantation､̂'Prednisonehasbeenthedrug

ofchoiceifthepatientmanifestssignificantsymptomatology.Inourpatient,bloodeosinophiliawasrapidlysuppressedby

ashortcourseofprednisolone.However,2-4monthsafterthecessationofthesteroid,theeosinophilcountwasfoundto

increaseagain・Inanattempttodecreasehissteroiddose,CEPHtreatmentwasstartedinFebruary1997.CEPHisa

partiallypurifiedalkaloidspreparationofStephaniacepharanthaHayataandmainlycomposedofsixalkaloids.*Thisdrug

hasbeenshowntohaveantiinflammatory,antiallergic,andimmunomodulatoryactivitiesinv/vc6.ByusingCEPHinour

patient,itseemedthatthedoseofthesteroidcouldbedecreased,butstillthesteroidcouldnotbediscontinued.CEPHwas

recentlyknowntobeeffectiveforincreasingplateletscountsinpatientswithchronicidiopathicthrombocytopenicpurpura

(ITP),andisusedasadrugforreducingofsteroiddosage.'However,theprecisemechanismtoincreasetheplateletcount

inITPpatientsisunclear.TheadministrationofCEPHtogetherwithAZEinApril1998seemedtoleadtoadecreasein

theslightlyelevatedeosinophilcountwhileonAZEsingletherapy.However,theefficacyofCEPHappeal℃dtobeunclear.

AZE,whichwasgivenbyanotolaryngologist,wasunexpectedlyeffectiveinthispatient・TheefficacyofAZEseemed

tobeapparentforthefollowingreasons;1)afterstartingadministrationofthisdruganormaleosinophilcountwasmain-

tainedfor3・5months,incontrasttotherelapsethatoccurredinthe1-2monthintervalwithoutAZEduringtheperiodof

therapywithCEPHandprednisolone,2)stoppingadministrationofthisdrugledtoanincreaseineosinophilcount,3)

reinstitutionoftherapywithAZEplusCEPH,followedbysingleAZE,ledtoanormaleosinophilcountmaintainedforthe

next17months.

Raghavacharetal.'suggestedthatT-lymphocytecontrolofhumaneosinopoiesismightbeapathogeneticmechanismof

HES.Interleukin(lL)-5inhumansisrestrictedtostimulatingeosinophilproduction.Theclonalproliferationoftype2

helperTcellssecretingIL-4andIL-5mightcontributetotheeosinophiliainHES""．TcellsinHEShavebeenshownto

produceIL-5afterinvitrostimulationwithIL-2"･Konnoetal.'̂reportedthatIL-2,IL-3,IL-4andIL-5productionfrom

bloodleukocyteswasstronglysuppressedwhenthecellswereculturedinthepresenceofanti-allergicagentssuchasAZE,
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terfenadine,ketotifen,oxatomide,andsodiumcromoglycate・Furueetal.reportedthatAZEhadpotentimmunosuppressive

effects.TheyreportedthatAZEexerteditsinvitroimmunosuppressiveactivitypi℃ferentiallybyinterferingwithIL-2

responsivenesswithpartialinhibitionofIL-2production,andconverselytacrolimusactedasastronginhibitorofIL-2

productionwithoutprominenteffectonIL-2responsiveness・"Allofthesephenomenaobservedinvitromightalsobe
operativeinvivo.

TheeosinophiliainHESmightbeinitiallycausedbyanimmunereactiontriggeredbyanasyetunknownantigenic

stimulus.ThiswouldleadtoreleaseofIL-2,IL-3,IL-4,andIL-5byactivatedTcellsandwouldresultinapersistent

stimulationofeosinopoiesis.'Inourpatient,AZEseemstosuppressthecytokinesi℃quiredforthepersistentactivationof

eosinophilsseeninHES・Inthepresentstudy,noadverseeffectswereobservedduringAZEwithorwithoutCEPHtherapy.

InpatientswithallergicdisorderswhoweretreatedwithAZE,nomajorsideeffectshavebeenreported.AZEmightbe

usefultopreventeosinophil-inducedorgandamageandsecondarilytopreventthesideeffectsoflong-termcorticosteroid

therapy・FurtherstudiesarenecessarytoevaluatethisnovelbeneficialeffectofAZEinHESpatients.Futuretrialsmight

focusonotheranti-allergicagents,whichmightinhibitsecretionofeosinophilopoieticcytokines.
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