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ABSTRACT  

I■1anこtuCmpttOe■ueidatethecvc一雨1c；ldillgtOthcdcvelopmcl－1（一fpo8ト  
trc；1tmCntreaCti、1ニCI一叩h；lL叩；tthyinhu一一InnArri（，こIlltryPこl－1いSOmi  
（H＾T）、agl・Ouf一いfvervelm〔一nkじy8（〔1ernザithectL▲VaethiqLY）were  
叩et・imc－1t仙i両‾血C（＝vith丹押′附冊削川h正一血Yビ・＼l7l－e‖l川－－in拙  

誉ickoTldavヰ2、thevwerctreatcdwithcilherdiminazeneacelurate  
（Bcrc‖il争〉5．suramil10rmC1al・SOPrOIITlyPanOヲOmeS11Ppe＝uledinthe  
cerebrosp＝lalfluid（CSF）bydayl斗ofinfectlOnandillCreaSedil＝lumbcrs  
withprogrt：ゝ∬ぐIrthcdiscase・11州′C、・er・OnlvlI】argi】一a］incrcaゞCSinCSFtotal  
proteinsandwhitecc”soccurreddurl一唱thesamepenOd・Treatmentwith  
仇肌血＝儲ulle（】i11Pe∫ちj血nceall（1jf】Cl℃aSCinnumbel・SUr〔「ゝト  

trypal－OSOmeS・adramatieincreasei叩rOteinsandwhitcecLIs・Culminat  
iIIC）inicaJencephahtis・SummitlCleared（「Sf・1tJyPanOSOme川・jthinヰweeks・  
“／ithmarg”lalincreこISei11PrOtehlSandⅥ：hileぐe11suptoRweeksこIrtel・  
tre；llment・fbllowedthereaflerby？gradualandpro］州gedf訓topre  
inrectio・一）cveJs・Mcl”－SOPrOIclim‖一atedtrypa帥ミOTTICS什omthc「1Sril11巴椙  
thMl…′eekl）utthewhiteぐe11こ1ndp．・OtCinlcvelslllCre；1Sed「川、anOlher斗  
、、・t†じkボt－OrO．・Crirli．Hvf’tlIiilgrThepo由一trOntmenti■l（1reこl＝ej一川†hiteceIl  
number”ndtotaJP柑始l砧＿！、・’aSthcrcforedependc11tOnthctlつノ′P；111し九：idこ11  
山uglこl－1（1Ⅵ・・aShjghcHtこInd一丁lいざlpro血1gC〔1、、′hc－－IうcI－Cllil、～・エーS＝封弐lこ仙1  
L川、7eHl、、′ithsuram血■Thepl－ele－11HtudicsdemonstmtelhallrypanOCidal  
trcatmento［i11fcde（1＝lnimnl只iバrO”owedbyapost－trCatEl－entreaCtjoTlinthc  
（ニenLmlTICrVOuSSySIcm・lhesevじril、OrⅥ｝Thich由－ClateLhotl－Cし1rugusedこ＝し1  
theprescllぐい一rtryPZul（，HいmCSi．1tl一じ（1Srll・Theve一－VetmO11ke、・・thererore  
こIPドこIrStOheng（X－dTl10delr付加dyjngthe．eactjo11inlIL：＼’ll・   
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INTRODUCTION  
SleepillgSickness，OrhumanA什icantlyPar［OSOmi耶i只（HAT），CauSedby  
eitherTbpafZOSOlnLlrhode5ienseorTgaTTZbiense，runSaCOmPLt：XCOul・SC  
Whichifu［1treatedleadstolate．stagediseaseanddeath・Thelatestageorthe  
diseaseischaracIerisedbyinv～lSioTlOftheCNSwithtrypanosomcドandaEl  
abnormalcerebroBPinalnuid（CSF）・Atthisslage†treatmelltCanOnlybe  
achievedusingmelarsoprol（Arsobal＠）forb（一th7二rんodesiensビこuld  

gaFftbienseinfbctiot－SOrdinuoromethyLomithille（DFMO；Omidyl掛）forthe  
7こg招〝め融けど（】jsease．TreatmentlV地melarsopmllte月山tRiIlaIl  
unpredictablc．ortenfbtalarsellicalencephalopaIhyillatLeastlO％oftreatcd  
patleIltゞいdと1mSelal‥1986）．  

Studicsuslngarbrureimousem〔delilldi（‥こIteLhatlheencepha）opこIthymay  
bere］atedtothじdcveloprnentofapost－trentmentmtmLngOeJILrCPhaliti汽  
Whosesevel．ityiRrClatedtothet．YPanOCldalcompollIldu汚ed（Jenllingsetal．、  
198町Ar〃招dピ由一ゴビ、一■CrVCtm用1keい（1〝＝㌍血（：丑用どg／呵押）mndelいr  
HAThashccnestablishedatlheKenyaTrypanし軋ImIこ1SisResearchlllStjlute  
（KF汀RT）thatprovidじSaJleXCel］entoppoItunitytocanYOu＝nLdcplh  
investlgationsintothemt，Chanismsl闘dingtいthedevel叩mentOrlhe  
l、eaCtivee11（：ePhこ11op；lthy（SchmidtandSこIyCr11リボユ）・TheヮodcIwanhcrefし一rC  
usedintheprt3只ent融udicRtOdctcrminethe（1Sr：changcs＝1Whitcce）1sa■ld  
totalproteinsthaloccurrollowl11glnLbction＼VilhTrh（）d払1▼i（′71J－eこ1ndaner  

treatmelltWithvanoLIStryPanOCidaldrugs・  

MATER［ALSANDMETHODS  

．1…Jノー†〟∫  

Fiftcenvervetmonkeysofbothsexesandweighirlgbetween：L7alld4L5kg  
WC隼auLuircdfromtheInstituteofl）r］mateRe只earChil－KenyLtLThevwere  
i11itlallyhし一uSedin（1uaraJllineforami11imumoL－90dayswhilet光ing  
SCreenedrorevidenccofdiseaselincludj11gZ！一O！lOtics－7）uringthattimcthev  
t7CCameaeCuStOmedtohaJldlingandstgylngll川Idividuals（1u？eZe－back  
Stainlesssteelcages・ThevwerefedtⅥIicedailywithcommerclalmonkev  
PCHct只．rl・CShrruitsandvegetables，andwalerwこISPrOVidednd】ibitum・  
Beforethestudyltheanimal＝Veretra胴fbrrcdtoexpenmentalwardsand  
allowedt〔1島dtl¢rOranOth¢rOw¢Ok乳   

7rり■〃…＼・川Jハ  

ThesbbilatじOr71rんβ（ね∫おIばピuSedwasKビl’Rl＝5二汀aderil・・ativeof  
TIATRO19針）“′hichwasisolatedrromapaticntinLTga王IdfltTVdircct  
inoculationorblodandlymphnodeaspiratci．1tO＝lmOnkey（Finka∫ld  
Schnljdt．1り糾））andJaterctyopreserved・   
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rハ丁…Iり＝t山／川〝り…仙J、  

・  

VVaSPreSenledasa36mg！mlso】ution・Thetot山volt］meOfadrnillistr融10n  
WaSmadeuptolmluslngWatel‾OfinJeCtioll・SulⅥminaJldBereJlilwere  
WeighcdouLandreconRtitutedindisti11edlVatertOglVeatOtalvolumeorlml  
ねrlnJeCtion．  

（、・n・Jげり、J，血〟りr…lJ、…町〟川ヾ〃〃l／〟川中・、八  

（二t3rebrospinalflujd（CSr）wastxlllectedbylumbarpullClureo＝he  
anaesthetisedmonkey・Someorthcfree－flowi11gCSFwasco11ectedintoa  
Capjllalytube，immediatelylransfelTCdoIltOahaem（℃ytOmeterChamberand  
lheIlumbcrofvI，hitecellsチOunted・IrtlYPa．10SOmeSWereTlntSeeIlinthe  
COuntlngChamber．approxlmatelylmlorCSFwasco11ectedinap】pette  
Whosetiphadbeensealedbyheatlllg・Thiswascelltlifugedandthesealed  
endcxamilledusingamiclOSCOpeaSdescribedbyGouldandSayer（1983）・  
tncasethiゝ、VaSalsonegatlVe，0・2mlCSFwasiI！OCulatedintra匹11itoneallv  
iIltO甲Choftwomiceanddevelopmentorparasltaemiaassessedror6Odays  
POSt－1nOCuLation．Thetotalprotei11COnCentratio［lintheCSFwasdetermiIled  
fl．OmlOQFLIorsamp］cuslngtheBioradmethod．  

仇甲∽血釧血石熟庵〝  

Tilevenvervdmonkevswereillfectedbyintravenous叫Cetionwith  
applt）XimこItelylCHtrypanosom甲・Befo一℃alldduhllgthecourseofthe  
discase－adailyclitlicalcvaluat10nWaSdoneatldthepresellC？Of  
lりpaれ0掛nmeSj月ear－pl－ickbl〔〉ddel以・mj－－ed・ThepalⅦ5jtaemlaⅥ7aS  
estlmatedusingthemethodorHerbeTta▲ldLumsden（1976）・Atweekly  
inlcrvaLs、theanlmalsⅦ・e化anaeSthetisedwithdjazepam（1mg／’kgbwt）and  
ketaサnchydrochloride（10－15mg／kgbwt）lWeighed，aJldadetailedclinical  
exapllnatjonearriedoL］LFivem川ilitresofbloodwasco‖ectedbyil噌uinal  
l：elllpunCturCforhaematoIogy、biochcmistlyandserology、and2mlCSFby  
lumbarpunctul’c・  

WhenthcmonkevswereterminalJysicko11day42，thevweretreatedwith  
cithermelarsoprol（3・6mg；kgblVtiv）for4days．suran示n（20mg／kgbwtjv）  
ror5daysoTHじrenil（5mg／kgt”tim）fbr3days（Tablel）・A－1imatstre雨ed  
withBerenilwel‘enOtCul℃dbutdevelopedclinicalmenlngOe11CePhalitisalld  
Werere－1r？；1tt）dwithmelar只OPrOl（3▲6mg／kgbⅥ′tiv）fromday130to133・  
Alhheammalswerethenrnonitoredduljngafollow－uPPeriodoratleast36  
Weeks・FourmonkeysthatwerenotiIlfectedallddidIlOtrCCejveany  
treatmcntscrvedascontroIH＿  

．Jこイ   
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Tablt！1   

TreatmentreglmeSinTbp卿aS腑afhodemi，ばどinfectedvervetmonkey軋  

r  血1  －d  

MeIarsoproI   

Summin   

BereniJ  
Mela指叩rOl  

し丁Ilin董－ected  

う．6Ⅹヰiv（m2－45）   

三0Ⅹ5iv’（D42－鵜）   

5Ⅹ3im（DヰユーこH）  
j．硝封げ （D130－133）  

RESULTS  

Prβ・加血酬拍抽血脚‘肋騨  

TheallimalsdevelopedclinicalslgnSOfdisease5to7da）IrSaftじrinfcctjon  
ThesewerceharacterisedbydullneSS．reducedappetlte．raisedhalrCOat≡  
Periol－bitaloedema，enlargemento［thespleeI】andsuperricia11ymphnodes，  
pTOgreSSiveallaemia，raPidwastingandweightloss■Parasitaemiadeveloped  
Ond耶・■5andaftcrthcfirstwave，reTnainedelevatedduringthepre－treatmenL  
l、ハ、t  

AuscultationorLheheartrevealedvariousabnormalitiesincluding  
lachvcardia，mitralalldtricuspidincompetence．secollddegreeheartblock  
andterminaL bradvcardja．   

／■什イ什〃〝〃川＝′ヽ／・一一・血咽竹  

ThemeanCSFⅥ′hitecellchangesbefbreaIldafterl二rhode∫ienseiIlfection  
areshowninlJigurel・Ima11the弧imal＄，themeaI－prC～infeetion、′alues  

rangcdbetwccn2．5±l．29／FLl（mean±1SD）a11d5．11±6．11！7Jl．Afterwcek20f  
infectio11、thenumberorwhitecellsincreasedgradua11y，1▲eactljl－g  

12土R・99＝／JJlillterminaldisease・Beforeinfection．themeantotalprotein  
COnCC血rationwas17．36±5βヰmg′′d＝02ユ乃土享．02mg′‘dl（Fi8．2）．Arterweek  
30finfectiontherewasamarginalincreaseinproteinsto24．1吐5．6Omg／dl  
at休・・eek（う．   
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Figurel・Thenumberofwhitecells（No／FLl）inthecerebrospinalfluidof  
TIOrmal（≠）andT．rhodesLe旧einfected（ † ）verve（monkeys・  
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Figure2，Totalproteinconcentration（TTlg／dl）inthecerebrospinalfluidof  
noTrnat（≠）andTrhodesienseinfected（÷）vervetmonkeys・  
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J一肌卜打川〝裾〃J′－∫J・－一九凧”  

・lJ一・山ハ′一J，ハ′J什…仙け〝J  

TrypanosomeshadtxenclearedfromtheCSr］bvdav7aftertreatmentwith  
melarsoprol．NosignlficantchangesinCSFtolalproLeinsalldwhitecells  
OCCurredduringthe2weeksfo1lowingtreatment（FigL3）．Fromweek3a鮎r  
treatmenthowever、incl℃aSeSinbothtotalproteinsandⅦ■hitecellsoccurred，  
andwerehlghestinweek4（totalproteins：32．7±12．54mg／dl、WhiLecells；  
17・67±12・22！FLl）Therea鮎r，atempOraryfallil－10talproleillSOCCurred、uPtO  
Week8aftertreatment，followedbyanotherrjseiT川reeklO（30・88±7，0」1  
mg／一dl）．Normalproteinlevelswereestablishedlt）Weeksaftertreatment．  
Thenumbcrofwhitecellsr℃mainedhighfol．uPtO10week只aflertreatment，  
thenfellfapidlytonormalinthefollowing41l′eeks・Assuchtx－Lhtola】  
PrOteinsandwhiteceJIshadbecomenomla116weeksaftertreatment．  
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Figure3．ToLaLproLeinconcentration（÷）aIldnumberofwhi（ecells  
（≠）inthecerebrospinalfluidofTrh（）de▲†Len∫einfectedvervet  
monkeysfollowingtreatmentwithmelarsoprol．  

∫JJmJJIl〃〟て一IJJJJ〃一〃J  

TrypanosoLneSperSistedintheCSI了for3weeksaftertreatmentandthen  
disappeared．Slightalldgradualincreasesintutalprotei．1SOCCllrred、reaChing  

∴、J   
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peakvalues（24・92i4・67mg／dl）5weeksaftersuramiIltreatmelltlThiswas  
roILowcdbyrluctuLltiIlglevelsduri■lgthesubsequentpenOd（t］ig・4）・  
Sirnilar］v・aSlightil－CreaSeinwhitccellsoccun・ed，reaChingthehighest  
Llumber（14．コ5ilO．14／j／1）9wceksaftertreatment・By、、・Leekllhowever，thc  
llumbel・hadgoncbacktol10mal・  

βビrピ〃fJ什どα加g〃r  

TreatrnentwiLhBel℃‡lilhadllOeffcetonLrypanosomesinthcCSFwhere  
theirIlumbcrcolllinuedtolise．ÅswjthmelarsoprolandsuramilltreatmentS、  
IlOSlgllil－icantehangesi11tOtalprotei11Sandwhitecellsoccurredduril－gthc  
ril・St3weeksailertreatmelllwithBerellil．Fromweek41ota］proteins  
inctァascdrapidly叩tO、Veek12（50・9mg／dJ）LWhentheanimi11sdeve）oped  
cliIllCa．CnCePhalitlSandhadtobetreatedwithmelarsopl・Ol（Fig・5）・  
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Figurb4／llotalproteinconcentratlOn（ † ）aTldTlumberofwhitece”s  
（≠）intheceret）rOSPinalfluidof7二rh（］deslenL～einfectedvervet  
monkeys一口llow】nがreatmentwithsuramin・  

ゝub＝e〔1uCntlvtherewこISこ111j－1itiaJrapidrnlLi11tOtalTm｝teinドuPtOWCekL7  
（27・臼mg／dl）arLerBel■pllil・Normalvalues、VereeStablished12weekslater・  
T・ikewisc、WhitecellslnCreaHedrapidlyfrom4Ⅵ［eeksartel－f3ercniltreatmerlt  
こIndwerehighest（678／jll）attheorlSeL【）reTICePhalitis・MelarsoproIcauseda  

∴■十   
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rapidfallincellnumbersduringthefollowing8weekstostabiliseat20to  
30cells／iJl．IIowever．thisnumberwashigherthanthepre－infectionnormal  
ValueandwasmaintainedduringthenextlOweeksfollow－upperiod・  

Whenthemeampost－BereniltreatmentPrOteillaJldwhitecellvalueswere  
COmParedtotheonesftommelarsoprolandsummintreatedanimals，they  
WetVSeVeraJordersofmagnitudehighel－，Valuesfol－melarsoproltreated  
monkeysweretwiceashighasthosebrsuraminlreatedones．  

Melar80Pr0l   
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Figure5．ChangesimtotalproteinconcentratiorL（ † ）andnumberof  
whi（ece11s（≠）illthecerebrospinalfluidofT・rhnde∫ierLゝeinfected  
vervetmonkeysfollowlngtreatmentwithBerenil，thenmelarsol）rOl・  

DISCUSSlON  
lnfectiollOrmOrlkevswithTrhodesienseresultedilla11aCutedi只eaSe  
syndromモandp－1eSeneeOrtlypan？SOmeSintheCSFbvda、′14・IntelmiJlal  
stagesillWeekb．slightillCreaSeSlntOtalproteinsaJldwhitecellsoccurred・  
1111aLsan（lmiccillfbctedwithl二brtL（ei．simihrearlvinvasionoftheCNS  
WaSCOnfirmedbvdem？nStratiol－OrtrypanOSOmeSimsplnalandtrigeminal  
gangli孔thernedia－1emlnenCeandtheneuralLohe（・＝hepit山taryglEuldby  

．・■∴■   
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day130rinrection（Schult7bcrgetal・1L988）TSimilarlyinhuma11Sinrected  
wilhr・rhndeLYienselaP；”tr】1）mthcprcsenceol．trypa，10SOmeSinlheCSト  
onlvm；1rglIlaH一一ereaSeSinproteinsa－1dwhitecells∝CuJ・duriIlgtherirsttwo  
ITlいilthsいI■illf七cti川l（1）ulllaSall（11まua．t～）輔）．  
Treatmenh汀teminaLIvsickal－imalswithcithermeJLtr苧OPrOl，Sul’aminor  
15creIli）亡auドedalteratioTl只inthe（二、Sl1conlf祈SLtionst；l】11ngrrOmthethird  
lVCekartcIlreatme］一t・ThedcgreeofchaI－geWaS、・ariabJe・beillghighestin  
rぅcrenilこ1IldlowestillゝuramirltreこItedmollkeヽ′S．Rai只ed（「SF tolaJprotcjns  
；mdwhiteccLlI－unlbersinsIct：PlngSickl－eSSPatjentsjs】・egardedasan  
indiぐこItionof’hraininvoJ、・ementarldanexi血Ⅰ一gmenlngOCneCPhalitis（De  
RaadLlt）糾＝I）um 

． 

meT－111gし℃11CePh王11itisil－Yこ11iousanimaJmodelsorHATiswellestablished  
（ゝcl血dlaIld甑yell・t～剃コ＝1）し－1temれ11・・】リH5）・′1’hedramこl血increaドCi－1  

Lotalprぐ一tCinsandwhitecelLsin上iere11ilLl・eatedanimalsⅥraStherelt）rea■一  

il－dic；turrいrこulunderL）P11－gnleni・一gOC・lCePhaliLis・The？VentSleadillgtOthe  

etlCePhalitj＝hav9nOtbeellP】1｝Perlyunderstood・Jel－n．ngSetal・（1989）have  
pし一SlulこItじdthこ1t肌eeljerellildいC川OtCrOSStheblou〔t－hmint）arl・ier，itsu．se  
cこuSeSHuddenl・CmOV111orこIHcirculatlngtlryPal－US（一TTleSaSWCllasthoselnthe  
olherorgこ”SOrthebいdvl、、′hilelじa川IgthoseiIllhe（■1NS・IFTlrnuIIOIog］（t；111iy  
actjvecellsthe■一mLgmtetOthe〔▼NS、Cnu甜IgintensiricこIlionor  
lTlじnlIl針－Cll（1CPhこ11jtiH・  

ThcinereilSeinlotこ11protcillSこ”ldwhitecellsin、・erVetmOnkc、rStreatedⅥ′ith  
ニ1CLLrativercginleOfmel；．r叩［し，1jIldjcこ1te＝hatposトtreLltmel－tenCCPhalitis  
di（1deve］op・ThisⅥ1raSdeI；tVedasitoecリrredarterweek3of‾treatmcnしこInd  
less加amatk‖1aIliI11icrellilll一出Ie（la川nlalト．111SleePl噂Si血IeSSpatic11tS、  
re；1ClivelLrSeIlica］eneephalopathydevelopst’l・OmlOdavsaner血titutionoI－  
treatmentいdamseLal．．1t）8h：An・OZ．Lり87い1・・hjchisinELgrCemeIltWithlhe  
filldingsoJ．1hepresenlstudies・  

Treatmentwithacuratjvereglme（一1．suram－irlCnuSedonlvmillimこIILllld  
LlてIllSientchangesi一一（1Sreompositioll・indicatlngthatellCePhalitismightIIOt  
havedeveloped・lノjkewiscjllhurnanpalielllstreatedwithdthersurami11ur  
pentamidi川∴enCephahpa叫川・raSneVerSeel一（PepinalldMilo［．dllリ91）・  
ReceIltWL，tkh；・lSSho、”lthこl（軋IJ・aminhashjghimmunosupp71CS＄汗叩rOPerties  
thatitexe11sLhroughanumt）CrOfmechallismsL（〕11eOI’themcchallismsis  
inhibi［iollUrtheb汀dingorilltCrleuklllp2（IL－ユ）toilsce11surhcercccptor  
（Millselal．，1990）．IIltCI・1cuklIl－2isthemこtjorractorhlVOtVedinI、egulatlng  
lymphuiddi批rc．1tiationandp］・OLiferこItion・こuldthusrcg11lfltじSthelnagnitude  
こLndduLlationofthcimml】nel‾eSIX｝11Se．TtiトPOSドiblethatwhe（1VerVet  
mollkevsalldsleepl！一㌢正kTICHSPatiじntSこ‖℃tl℃lJtedⅥ’ithsIJr：1mit一・thtさ】一eiト  

IeTllPOrこ111・・SuPPrじSSlOrlOr；ulySubsecluentimmu一一L）log．calrespoJISeandthus  
thじPOStLtreatmentlreこ）Ctiし一11由一附ented・  

1：romlherol－eg（）1ng，．taPPealSthatde、・elopmeIllol．post－trealment  
encer）hLlliti＄isunrelatedtotheab摘心パ川drLLteatWhjchilPa■1ictll；lrdlllg  
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k111strypa11OSOmeSintheCNS．t3crenil，Whiehha8nOeffectonbraill  
11yP；111OSOmeSinducedthemostsevcrcreaelion．＾ttlleSametjme  
elleephalitisduetomelarsoproIwasmorepronouncedtha11thatcausedbv  
Suramれyetmel拙闇叩Ⅳlkills呵′pal10SOmeSt■a如rthallSl汀amin．1f、tllellatじ  
OrkilIingoftrypanosomesvvasimportanl．1heposトtreatmelltreaetiol川rOuld  
h之Illeし忙CulTedwithin／areWdavsanermelarsopro＝1℃atmCntandnoLIwじCk繋  
1弛1‾．＾silldicat、edbyJenningsetal．（1989）、thecffcttduetoBereni］maytx：  
relatedtoitsi．1abilitytoerogsthebl〔椚drbmlnharricr・ThこLtCaリSe（1by  
SuramiIlaIldmelarsoplて）1appcarstotx）reJatedlothecharactensticso‖he  
Particularcompound・ⅠⅠとtlleretal・（lウ86）eouldnotdisc？rnanyrClatjo・一Ship  
betweeI－thereactionandthedfugdosa票eOr；1dmifliÅtrat］OnSehedule．The  
reactioncnnnolbc叩Iainedbvdil℃Cldruglし一叫ty・OrbyこISPeぐiric・Tari虻ト  
Het7’heimerreaction・Boththearsen 

． 

COntribuli11glothereaction・MiIlimalehE．ngeSOCCurredinlhcし1SFft－11owIn害  
SurZlmin血一Imel－lLThisobserv雨iunlCOuPledwiLhlheimmu11？SuPPrCSSivc  
PrOpeltle守Ofsuramin・highlysupfX，rtStheideactf■lJSIIlgSuramll川  
COmbinatlⅢ＝高th〔仙eI■C（－mpqu－1dsdul■in打1－Catn－川tt－†、sIccp川里Sick11CS洪  

PatielltS・  

WhenmenlIlgOenCePhalitiswasalreadvestablished、treatmentWith  
melar呵）1■OIcausednofurtherdcteriol融ionin（：nl’c（一rnPOSition．1■lStead  
thereⅥ′a＝nPidl、c…rCl仲川C乱川し－モーma】lじ、’山i－15Ⅵ－仁山ぶ－「lll－i川■as  
une兄PeCted．inviewortheobservatlOn只made“・・hentreaLmenい椚1SCarrled  
Ou仁W’ilh111elarsl）Pr〔｝】al（川・’eeksい1、inf‾e．cti州，I11theliかtt汀these†1ndingR，  

theubserYalionbyPepinaIldMilord（1991）thatpatjentsⅥ！hohavesurfered  
allこ血〔：kし「こIl－1－eL血emoredlこug、Vilhoutshし一、川一gこtゝjmilこIrreaCti州11eed湾  
rullhel■ill、’eStlgati州・  

Theprese†ltilllre只tlgatjonsindicntethatthepo8t－tl、catmCntI、ertCtiondevelops  
コtし－jⅥ－eekトal‾ler呵′pこulし℃i（l；11tlr闘tment土－n（lm肌t）亡l■elこItedt（，仙e－－umbe－一  
OrimmtmやCellsandk－talp 

． 

OrSOOnaflじrtlTyPanOCidaltreatment．withincon（Tlusi、‘ell∬POllSeゝ（Pepinet  
al．．L989）．IIwouldappeafthatfローthe＜SterOidsto之IChieveこInyell玩＝hey  
萬houldt）eadministeredaftertrypa11OCidaJtrealme11L．whichiさCLoserLolhe  
expectcdperiodforellCephalopathytodevelop・Thell／OfkELl甜⊃SuP匹1tSthe  
appl－oacト1いl■tl－¢雨illgゴ1ceplngSicbleSSPaliじ11tS両1hsul、al11i－1illCC〉InbillatjOll  
Withmelars叩rOlir10rdertopreveIltthepoRt－けeatmcntreactionLThe  
esl血1一正巾粍一1tOf．thecurI．CntVCIVCtmOJlkev！TMdeJorsleeplngSick11e8S  
PrOVidesalldexcelleITLopportuA］t）・・itIrCarrylngOL］t只uehinvcstl脚tions・  
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