
別紙様式第2－1  
4  

医薬品 研究報告 調査報告書   

識別番号・報告回数  報告日   第‾報入手日  新医薬品等の区分  総合機構処理欄   

一般的名称  公表国  

研究報告の  

公表状況   
日刊薬業，第12105号，平成18年9月6日  

販売名（企業名）  日本  

寸  使用上の注意記載状況・  

た。厚生労働省は、感染例の多いHIV－1に比べHIV－2は感染力が弱いため、診断や治療などの体制は従来通りと  その他参考事項等  
する一方、HIV－2の抗体検査の実施を徹底するよう都道府県に通知した。  「重要な基本的注意」に原材料とな  
刑Ⅴ－2は主に西アフリカで流行しており、感染してから発病までの期間が長いという。国内では1993年に韓国籍      る血液について抗ⅥⅠⅤ－2抗体陰性を  
の2人の感染が碓認されたが、今まで日本人の感染例は無かった。  確認している旨を記載。  

研   

。  究 報 』ヒ  西アフリカに渡航し、現地で輸血した経験があるため、これが感染経路と見られている。男性は既に症状が改善   し退院している。   
l：コ の  入院先の医療機関から依頼を受けた厚生労働省研究班が検査を行い、遺伝子検査の結果、HIV－2であると確定、8   
概  月11日に厚生労働省に報告した。   
要  HIV抗体検査で陽性だった場合には、抗体の種類を判別する碓認検査を行うが、国内感染者のはとんどが打ⅠⅤ－1の  
ため、■比1†→1の検査だけをしてHlV－2の検査を行わない医療機関もあり得るため、厚生労働省では8月11日付で  
各都道府県に対し、HI†－2の検査も確実に行い、検査漏れがないよう通知した。   

報告企業の意見  今後の対応   

世界的にも感染例の少ないHIV－2に感染した初の  

日本人男性に関する報告である。当社血妹分画製  
剤は原料血祭の段階で抗H川－2抗体陰性を確認し  
ている。また、HIVに対するウイルスクリアランス  
指数が9以上であることを確認しているので、安  
全性について特に聞達ないと考えられる。  

㊤   
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医薬品 研究報告 調査報告書   

識別番号・報告回数  
報告日   新医区分   機構処理欄   

一般的名称  洗浄人赤血球浮遊液   
HCordel，IQuatresous，C  

表国  

研究報告の公表状況   Paquet，ECouturier． Eurosurveiuanceweeklyrelease：  
販売名（企業名）  

洗浄赤血球「日赤」（日本赤十字社） 照射洗浄赤血球「日赤」（日本赤十字社）   
2006，VOlumell，8，2006Aug10．   

○インドにおけるチクングンヤの再興：高まる脅威  

チクングンヤクイルス（CHIKV）の感染がインドで拡大している。2005年12月以降最も被害の大きい5つの州から896，500人以上  
使用上の注意記載状況・  

のチクングンヤ疑い症例が報告されている。北部の州からは1例も報告されていない。2004年末以降、チクングンヤはインド洋の  
その他参考事項等  

南西部の島々で流行し、その後マダガスカルとインドでも報告された。インドにおけるチクングンヤは、1963年にコルカタで最初  
研  

究  

報 』ヒ l：コ  

の 概 要  

、 

欧州でも見られるため、ウイルス流入と地域内／持続感染のリスクについてさらに調査が必要である。  

抗ウイルス剤とワクチンの開発が急務である。さらなる感染拡大を抑えるための対策の強化が求められる。臨床管理を改善する  
方法、特に早期検出、患者の栄養補給、その他の予防手段によって症状を大きく緩和できる。  

報告企業の意見  今後の対応   

チクングンヤウイルスの感染がインドで拡大しており、ヨーロッパ    日本赤十字社では、輸血感染症対策として問診時に海外渡航歴の   

へのウイルス流入と地域内感染が危倶されるとの報告である。    有無を確認し、帰国後4週間は献血不適としている。今後も引き続き、  

新たなウイルス等による感染症の発生状況等に関する情報の収集に  

努める。   

MedDRA／JVer．9．OJ   
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旦塑fchikun un aYirusinェndia：anemerin threat  
］   

SKSaxenal（Shaifen＠ccmb．res．in），MSinghl．NM［shral，VLakshmi2   

1centrefbrCe仙IarandMolecuJarBioIogy，Hyderabad，India  

2DepartmentofMicrobfo－ogYrNfzam′sInstituteofMedica■Sciences，＝yderabad，India   

SlnceDecember2005，anOutbreakofchikungunyavirus（CHIKV）nfbctJon has beenongojnginvar‡ousstates  
OfIndla（Karnataka，Maharashtra，AndhraPradesh．Tam”Nadu，MadhyaPradesh．Gujarat，OrlssaandKerala）  
WithpotentfaIspreadtoneighbourngstates［1，2］．Caseswerefirstrecognfsedandreporte【＝nDecember2005．  
In】uly2006，Indla’sNatjonaIVectorBorneDfseaseContro［Programme（NVBDCP）reporteda reduc伽ninthe  
numberoFcaseslntheafFectedd［str事CtSWh‖eotherdistrlctsarenowbecom］ng affbctedfbrtheFirsttlme．The  
SPreadls ofunprecedented magnttude and over896500suspe⊂ted chikungunYa CaSeS have been reported  
SinceDecember2005fromtheffveworsta触ctedstates（AndhraPradesh，Karnataka，Maharashtra，TamilNadu  
andMadhyaPradesh）［3］．NocMkungunYaCaSeShavebeenreportedfromthenorthernstates．   

Recentlarge－SCaIeoutbreaksofftvercaused byCHIKVinftct10nlnIndla have confirmed the reemergenceof  
CMkungunYalnthtspartofIndfansubconthent．Sfncetheendof2004，ChikungLJnyahasemergedlnthejslands  
Of the southwesternIndian Ocean（Comoros，Maur旧us，Seychelles and Reunion），Where severa］hundred  
thousand cases have been reported．CMkungunya waslatera（SO rePOrted＝1Madagascar and tnIndia［4，5］．  
CMkungunyais notnewtotheIndian subcontinent．ShceitwasfirstdetectedIn Calcutta n1963［6］，there  
have been reports ofCHIKVin俺ctIonln di陶rent parts ofIndIa［7，8，9】．Prevfously，the most recentIndian  
CMkungunYa Outbreak was reportedin1973fn westernIndia，in Barsj，Sholapur district，Maharashtra state  
【10】．Subsequently，there has been noactiveorpass蓼VeSurVei”ancecarriedoutinIndia anditwasbe＝eved  
thatcMkungunYahaddjsappearedfromtheIndiansubcontinent【11′12］．  

ArecentstudyJookedatsamplestakenfromover140symptomaticpatientswithcJinicalpictureofcMkungunYa  
Who werepresented tothe Mzam’sInstftuteofMedlcalScjences hosp）talin HYderabad（thecapitaJofAndhra  
Pradesh）in March and Ap州2006．About50％were fbund positfve fbr the presence ofCHIKV spec桐c RNA  
（through demonstration of the vtrus－SPeCific500 bp ampIicon）by reverse transcription－POIYmeraSe Chain  
reaction（RT－PCR）［V Lakshmiet aJ，unPUbJished data］．However，the trueincidenceis thought to be much  
higher，becaLJSeduetotheseJf－［imitlngnatureofthe”Lnessalargeproport）onofpatIentsdld notgotohospitaI，  
and even fbr those who djd，faboratory d暮agnosis proved dIfFjcu）t as RT－PCR was pos旧Ve for the virusin  
SamP］es co霊Iected between the円rst and fburth day only，indicatng the vlraemic phaseoftheinftction．Most  
Patientsl鵬th acuteCHIKV抽Ction 

． 

itchjng macuJopapularrashfivedaysafteronset．SymptomsweregenerallyseJトIlmjtingandlastedl－10days．  
AlmostlO％ofcases reported had prolon9edjointpain fbr morethan threeweeks．However，joint pain may  
PerSIstfbrseveraJmonthsorYearS．Femalesweremorea触ctedthanmales，af由tureprobablYaSSOCiatedwith  
the daytime andindoorfbeding habits ofthe mosquito vectorinIndia，Aedes aegyptji．A‖age groups were  
evenIyrepresented．   

Warm，humid cnmates and waterreservoirsserveas anexce＝ent breeding ground forthevectorofthevirus，  
Aedesmosquitoes．Withanincreaseintemperature，SuSCePtibilltyofmosquitoestoCHIKVincreases［13］．High  
POPuIationdensity，raCkofadequateresourcesfbrvectorcontroJandhygieneaddedtothevuInerabilityofpoor  
PeOPletochikungunyainfbction．The unique molecularf由turesofthe recent［yanaIYSedIndian OceanisoIates  
OfCHIKV［4］suggestthatthevfrus can evoIve rapidIY．Studies arein progressto confirm genomicstructure  
and viru（enceofthe recentCHIKVfromIndia．   

AIthough the diseaseis se（f－Iimiting．the riskto non－immune trave‖ers from otherparts ofthe world toarea  
With a chfkungunya epidemic，incIudingIndia．continues to exist and shouId beincIudedin the difFerential  
diagnosisoftrave”ersreturning homewithfever．Themagnitudeofthis riskcannotbepreciselydeterminedat  
thistime．ThereisariskofimportingthevirustoEuropefrom a陶cted partsoftheworld，including Africaand  
South EastAsia，Wherethevirusis endemic．Imported cases have been reported from a numberofEuropean  
COuntries，includingan autochthonouscasefromFranceinMarch2006，PrObablYCOntaminated throughablood  
exposureincident【14］．ConsideringtheextentofthecurrentchikungunYaOutbreak，theriskofintroductionand  

autochthonous／SUStained transmjssjon ofthevirusin Europe needs furtherinvestigation，because onevector，  
the tiger mosquito A，a／bopictus，is aIso presentin Europe and couldincrease thelikelihood ofits future  
autochthonous transmissionin these countries．Various recommendatjons have been suggested bY European  
experts to ensure the measures to prevent the emergence ofimported virar diseases are strengthenedin   
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EuroPe［5，15】・Pregnant women，fam＝es with young chi）dren，0）der peopIe，and those with sjgn桐Cant  

COmOrb［dIty shou）d be advIsed to consuJt their physicはn befbre trave川ng to theIndfan subcontnent，and  

traveJIersshou）dbelnfbrmedaboutthemagnftudeoftheriskofcontractngthedlseaseanddecfdea∝Ordngto  
thefrownjudgment．Therearenospec桐cpreventlvemedIcat10nSOrVaCCjnesfbrchIkungunyafiver，butthere  
are steps traveIIers can take to reduce・r［skofbeIng bftten byInfbcted mosquitoes［15］．Despite hfbcthg  

m＝ionsofpeopJeworldwlde，CMkungunyaJnfect（On has been negIected sincejtsdjscovery．WorIdw）de，there  

areanumberofotherfnfbctfonswithmosquJto－tranSmittedviruses（arbovfruses）w肘ISim旭rsymptomswhkh  
may be con氏1Sed w旺h chfkungunya，SuCh as SndbLs，Ross RJver and dengue，and these，tOgether with a  

detafledtraveIMstory，ShouIdbeconsIdere（＝nthedjFFbrentiaJdiagnosJsfnretumJngtrave＝ers．   

Considerng Mghnumberofcases，and暮ackofspec摘cantivjraJtherapy，itisfmperatIvethatspec］ficantMraI  

agents and vacclne be deve10Ped，A［though the djseaseis seJf－（lm旧ng，SUStalned andintenstfied⊂OntrOl  
measures（SuCh as reguIar fbggJng wlth pestfcldes，aWareneSS Of the diseaseind vector，detection and  
e（lmlnat暮On Ofvectorbreedhgsources，PrOPerfic‖tlesfbrhealthcare and communityawarenessaboutthe  

PrOPhYIactfcmeasures）arerequiredtocontrolthefurtherspreadofthedisease．ThegovernmentofIndiahas  
takenupnecessarysteps，naCCOrdancewjththeNVBDCPguldenneson reduchg mosquItobreedhgsources，  
useoftemephosIarvIcIdelnrecommendeddoses，thereIeaseof暮arva－eatlngfish（Gambusia）ntothewe”sand  
thewaterbodlestocontr01themosqu）tomenaceanddeploYmentOfrnob‖eteams（threeteamsperdlstrfcthl  
thea飴cteddlstrlcts，COnSIstngofepide鵬OJog［sts，PublIcheaJthspecia＝sts，mJcrobIologistsandentomoJogists  

fbrassessmentofthesftuatfon and provFdIng technkalassIstanceand guide（Jnes）and mob川Satfon ofheaIth  
WOrkersandvoIunteers［16，17］．FhaIly，meaSureStOimproveclinlcaJmanagement．especfa暮Iyearlydetect10n，  
nutr旧OnaIsupporttothea触cted patlents．and otherpreventlvemeasures mayJargeIYmitfgatethedIsease．  
ThewJderlssuesofeco［ogy，Currentagr［cu（turaIpractices，WatermanagementSyStemS，and humanbehavfour  
PatternSW‖need to be revlewed．TMs requfres a combnat）on ofstrategIes and we need to proceed wfth a  
SenSeOfLJrgenCy］nthlsmatter．   

Referen⊂eS：  

1．WHOEpidemIcandPandemi⊂AIertandResponse（EPR）．CMkungunyaandDengueinthesouthwestIndianOcean．Disease  
O止br竜一kNews，17M訓忙h2006．（http：／／WWW．Who、inV岱〃don／2006＿03＿17／即1）   
2．FbLJrStateSafFectedbyChjkungunYa．SayS90Vernment．NewKerala．cornwebsIte．26コuly2006．  
仰比P；〝www・neWkeraは．com／news3．sphp？a血im＝餌】news＆jd≡286糾）【a⊂⊂eSSedOIAugust2006】   
3．Ch［kungunYa－India（04）．in：ProMED・rnafJ［onlfne］．BostonUS：IntemationaISocietYforInfectiousDIseases，ar⊂hiveno．  
20060801．2120．1Au9∪或2006．（抽亡P；／／WWW．P「Omedm引I．0「g）   
4．Schuffene⊂kerl，Iternanl，M妃haultA，MuTTjS，Frangeu＝＿．VaneYMC，eta］．GenornernicrDeVOIutionofchlkungunYaViruses  
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販売名（企業名）  Khan．A．S．andKu皿ar．D．  

Transrusio軋46，1352－1359（2006）．  

ー：7ヾ－ナ  

と命名）として用い，各ドナーあたり2頭のレトロウイルス陰性サルに全血を輸血したところ，Dlから輸血された2頭のサルだけが感  その他参考事項等  

染した（追跡期間は輸血後1年間）。感染は以下の方法で証明された。  BYし2006－0240  
i）輸血されたサルにおける特定SFV抗体の発現  

研 ワb 悶   Detec＝onandmolecular  

報  iii）末梢血単核細胞（PI掴NCs）からの感染及び複製SFVの分離  Characteri－Zationof Loamy   

dニ 臼  興味深いことに，ドナーのサルはそれぞれ異なる複製動態を持つSFV菌株に感染していた（DlのSFVはD2のSFVよりも複製速度が早       YirusesinCentralAfrican  の  
概  く，D2はDlより中和抗体価が顕著に高かった）。また，その他の要因，例えばウイルス接種量なども感染症の伝播において重要であ       ChimpanzeesorthePan troglo 

要  ると示唆された。   
－dytestroglodytes  

andPantroglodytes  
VCllerosussubspecies．  
Calattini，S．etal，）．Med．  

Primatol．35，59－66（2006）．  

報告企業の意見  今後の対応   

これまで，非ヒト霊長類ではSFV感染による病変の報告は無かっ     現時点で新たな安全対策上の措置を講じる必要は無いと考える。引き続   

た。また，ヒトの感染例もほとんどなかった。しかし，SFVsは，  

invitroで高い細胞変性を示し，ヌクレオチド配列は宿主ゲノ  

ム内で安定して取り込まれる。現時点では，ヒト間でSFVの伝播  

が起こるかは明らかではない。  
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TRAⅣSIⅧS川Ⅳ C付加PL川ATI州S  

SimianfoamyⅥruSin飴ctionbywhole－bloodtransferinrhesus ●  
macaques：pOtentialfortransfusiontransmissioninhumanS  

Ar匝且肋α乃αJdβわα呵Ⅵ肋〝1αJ■  

ross－SpeCies tranSmission of retroviruSeS tO  
humansisanimportantPub）ichealthconcem  
asexemplifiedbytheoriginofhumanimmun－  
Ode鮎iencyvirus（HⅣ）丘omsimianimmuno－  C  

BACKGROUND：Cross－SPeCiesjnfectjonofhumanswith  

Simianfoamyvirus（SFV）hasbeenreportedinEuropean  

andNo仙Americannonhumanprimate（NHP）hand（ers．  

Prihlarilyduetowoundin5urie＄invoJvJngjnfecledanimal＄  

inresearchcentersandzoos．AdditionaJly，African  

hunter＄havebeenfoundtobeinfectedw肘一SFVby  

exposuretobodyfluids．btood，Ortissueso＝nfected  

NHPsinthewild．Thepersistenceo＝nfectiousvirusin  

PeripheraJbJoodmononuclearcerIs（PBMNC）andthe  

recentiden冊icationofsorneinfectedb100ddonors has  

raisedsafetyconcernsregardingpotentialvirus  
transmissionbyb100dtransfu＄ion．  

STUDYDESIGNANDMETHODS：SFVinfectionby  
b100dtransfusionwasevaIuatedbywhoIe－b100dtransfer  
fromlwonatura［ry－infecledrhesusnlaCaque＄（designated  

asDlandD2）toretrovjrus－freernonkeys．BIoodfrom  

DIwastransfusedtotwore叩rentmOnkeysRlandR2  

andfromD2tomonkeysR3andR4．Virustransmission  
WaSeValuatedbyimmunoassays，PO（ymerasechain  

reactjonassays，andcocuJtureofPBMNCforSFV  

isolation．  

RESULJS：SFVinfectionwasseeninRlandR2based  

OndeveIopmentofvirus・SPeCificantibodies，identification  

OfSFVsequencesinmonkeyPBMNC，andisoIation  
OfinfectiousvirusfromPBMNC．Furthermore．bothRl  

andR2remainedSFVpositiveataboutlyearafter  
transfusion．whichwasthelasttimetested．Noevidence  

OfSFVinfectionwasseenin R3and R4．  

CONCLUSfON：SFVtransmissioninmacaquesoccurred  
bytransfusionofb100dfromoneoftwoinfecleddonor  
animals．Theseresu暮Isindicalethepotentia10fSFV  

transfusiontransmissioninhumans，Whichmaydepend  
OnVirus－SPeCificordonor－relatedfactors．  

de丘ciencyvirus（SⅣ）．）Theextensiveuseofnonhuman  
primates（NHPs）inbiomedicalresearchandbroadexpo－  
suretoinfectedanimalsinthewildhasfacilitatedcross－  
infectionofhumanswithsimianfbamYVlruS（SFV），Which  
・ishighlyprevalentina］lNHPspeciesandpossessesa  
broadhostrangeandce11troplSm・2－4TheBrsthuman  
transmissionwasreportedin1971duetoinjurYbYan  
infected chimpanzee・5Reports ofcross－SpeCieshuman  
inftctionwjthSFVhaveincreasedsincethemid－1990s6’9  
andtheuseofmoresensitivedetectionassayshavefur－  
therindicatedadditionalNHPhandlersjnfectedwithSFV  
duetoinjurylnCurredbyinfectedanimals川－12aswelIas  
identificationofpeopleinfectedinAfricaduetoexposure  
tobody8uidsandmeatwhilehuntingandbutcheringof  
NHPs．13   

ItisnoteworthythatalthoughinfectiousviruShas  
beendemonstratedtopersistlong，terminhumancells，  
invivo andinvitro6・1J・）5thereis，thus far，nO repOrtOf  

diseaseassociatedwithSFVandnoevidenceofSFVtrans－  
missionbetweenhumanS．6  
Thepersistenceofstablyintegrated・infbctiousretro－  

viruSSequenCeSinhumanperipheralbloodceusraises  

ABBREVIATrONS：CPE＝eytOpathice鮎ct；IUPM三infeclious  

unitspermi11iontotalPBMNC；NHP（S）＝nOnhumanprimate（S）；  

PBST＝phosphate－bufferedsalinewithO・05percentTween；  

PBST＋5percent＝PBSTplus5percentmi1k；SFV＝Simianfbamy  

vjruS；SIV＝Simianimmunode負ciencyviruS；RT＝reVerSe  

transcriptase・  

FromtheLaboTatOryOfRetrovirusResearch，DivisionofViral  
Products．CenterforBiologicsEvaluationandResearch－U・S・  

FoodandDrugAdministration，Bethesda・Maryland・   

Add｝でSSl？Pm7t，？qZleS払to：AdfaS・Khan．PhD・8800Rockville  

Pike，HFM－454，Building29B，Room4NNlO，Bethesda・MD20892；  

e－mail：arifa．khan＠fda．hhs．gov．  

ReceivedforpublicationMarch14，2005；revisionreceived  

Decembcr23，2005，andacceptedDecember24，2005・  

doi：10．1111／j．1537－2995．2006．00862・X  
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1352 TRANSFUS10N Vo［ume46，August2006  

一48－  



SIMIAN FOAMYVIRUSTRANSMJSSJON BY BLOODTRANSFUS10N   

COnCernS・however・regardingthesafetyofbloodtrans一   

触sionfromSFV－infectedblooddonors・Infact，teSting   
Ofarchived seraidenti鮎d six SFVTSerOPOSitive blood   

donors・】OAretrospectivestudyoffourrecIPlentSOfblood   

COmpOnentS（redcel】s［RBCs］・filteredRBCs，andplatelet？  

【PIユ引）fromoneinfectedblooddonorfai1edtodemon－   

StrateSrvinfbction；however，itwasnotedthatadditional   

Studiesarewarrantedtofurtherevaluatethepotentialrisk   
OfSFVtransmissionbybloodtransfusion・16Thisisespe－   
Cianyimportantsince transmission bytransfusion has   
beendemonstratedasanimportaJltmOdeofacqulSition   
Ofinfectionsinhumanswithotherretroviruses．）7朋Inthis   

articlelWehaveexaminedSFVtransmissionbywhole－   
bloodtransfusioninamonkeymodel．Blood丘omSFV－  
infecteddonoranimaJswastransfusedintoretroviruS－free  

monkeys・WhichwereanalyzedforSFVin給ctionandper－  
Sistence・Thisstudyevaluatesthepotentialhumanriskof   
SFVinfectionbyinfectedblooddonors．  

MÅTEFIJALSANDMETHODS  
Monkey＄andbl00dtransfusion  

SFV－negative blood recipients wereJuVeni）e，rhest．s   

macaques（Mac（7Can7ula（Ta）thatwere obtainedfrom a  

groupofanimalsinadomesticbreedingcolony（LABSof  
Vjrginja．MoTganTsJand．SC），WhichwerefreeofSTVsim－  

iallT－1ymphotroplCviruS．andsimiallretrOVirus．Animals  

WereidenIi鮎dasSFVLnegativewjthadotblotantibody  

assaym（SjmianDiagnosticLaboratory，SanAntonio．TX）  
andshippedil－individualcagestotheFDAanimalfacility  

（NationalInstittlteSOfHea】th，Bethesda，MD）．AlJanimals  

WeremaintainedinaccordancewiththeGuideβrEheCbTe  

andUbeqFLabonztoTyAT7imaLs20underanapprovedpro－  
tocolbytheInstituteAnimalCareandUseCommittee．  

TheanimalswerehousedinslngJecagesandinaseparate  
roomfiomtheSFV－infectedblooddonormonkeys・OnJy  

animalsthatwerecon釦medSFV－negativebyserology  
and by polymeraSe Chain reaction（PCR）analysis of  

Peripheralb】00dmononuclearcell（PBMNC）DNAatthe  

timeofstudyinitiatjonwereusedinthestudy・Acontro】  

animaJⅣaShousedinthesameroomasthebloodrecIP－  

ientanimalstodemonstrateabsenceofcross－COntamina－  

tionductohousillgandhandlingoftheanimals．  
Donoranimals，RhK3TandRhA2V（designatedasDl  

and D2，reSPeCtively．in this article）were adult rhesus  

macaques，naturally－infected with SFV that were mailュー  

tainedinslnglehousmgandinaseparateroom魚・01nSFV－  
negativeanimals・Donoranimalswerewel］characterized：  

SFVh－OmDlandD2（designatedasSFV－DlandSFV・D2，  

respectively）were previouslyisolated from monkey  
PBMNCsandcharacterizedinreplicationstudiestoev  
atevirusatness and nucleotide sequences were deter－  
minedinthelongterminalrepeatregion・ThestatusofSFV  
i11fectioninDlandD2wascon釦medbyserologyalldviruS  
isolationfromsamplesstoredondayofbloodtransfer．  

Blood was collected under sedation with ketamine  

hydrochJoride（10mg／kg），Beforetransfusion，bloodwas  
COllectedinanticoagulant（heparinorethylenediamine－  
tetraacetate【EDTA］）ffomthe donorandrecipientani－  

malsforpreparationofPBMNC，Plasma，andserum．At  
thetimeoftranSfusion，bloodwasco11ectedinEDTAfor  

additionalPBMNCandplasmapreparationandinsepa－  
ratetubesforbloodchemistryandhematolo訂Forblood  
transfer，bJood（20mL）wasco）lectedinheparin（1000U，  
1mL，Elkjns－SinnIncリCherryHiJ），NJ）丘omDlfbrtrans－  

fusion（10rnLeach）withabutternycatheterirltOtheright  
SaphenousveinoftworeclplentmOnkeys，RhCK2Tand  

RhCK3H（designatedasRland R2．respectively，inthis  
ar（icle）・EachanimaJwasseparatelyhaLndled．andmats  
WereChangedinbetweeneachanimal・Simi）arly，blood  
fromD2wastransftrredtoRhC13KandRhC152（desig－  
natedasR3andR4，reSpeCtively，inthisarticle）．Afterthe  
bloodtranSfer，10mLofsalinewasinjectedintoa“hous－  
ingcontrol”anima］RhOVG，Monkeysweremonitoredfor  
healthyrecovery af【er the b）00d transfusion based on  

temperature，heartbeat，andrespiratoryrate・Aftertrans－  
fusion．bloodwascollectedatvarioustimesinEDIAfor  

pBMNC alld plasma preparation for analysis of vlrus  

inftction・Additionally，ateaChtjmeofb】00dcoIJection．  
Serum Chemistry and hemato）ogy were performed  
（Antech，LakeSuccess．NY）．  

Detectionassay＄forSFVantibodies  
SFV－SpeC摘c ar）tibody was detected by dot blot  

immunoassay19performedbytheSillュianDiagnosticLab－  
OratOrytThesamplesh・OmeaChanima）werecollectedand  
StOredforconcurrentanalysisinthesameassay  
SFV－SerOpOSitiveanimalswerecon魚rmedbyWestern  

bJotanalysis．Cel】lysateswerepreparedfromunjnfected  
and SFV－2－infected MusdulUlicel】s（wild mouse負bro－  

blasts；ATCC，ManaSSaS，Ⅵl）as previouslydescribed・21  
Protein concentration was determined with a protein 

assaydye（Bio－Rad，Hercules，CA）．Sixtymicrograms of  
proteinwasheat－denaturedandanalyzedonan8percent  

Tris－glycinegel（Novex，SanDiego，CA）．runl・5hoursat  
125V（NovexX－Cel‖Isystem，Novex，SanDiego．CA）inlx  
Ⅱis－glycinerunningbuffer（24・8mmol／Ln・is，192mmol／  

L glycine．0．1percentsodium dodecylsulfate）・Proteins  
Onthegelweretransferredtonitroce11ulosemembrane  
（Invitrogen，Carlsbad，CA；OA5pm）at30Vforlhourin  

24・81nmOlperLTtis，192mmolperLglyclne，20percent  
methanol・Themembranewascutintostripssothateach  
StrlpCOntained5pgofprotein．The slrlpSWerePlaced，  
proteinsideup，lnindividualwellsofaplastictray；rinsed  
atroomtemperaturefor5minuteseachwithUltrapure  
Water，Phosphate－bufferedsaline（PBS）withoutCa2＋LMg2’，  

PBS（pH73）－0．05percentTween（designated as PBST）；  
andblockedovernightatroomtemperatureillPBSTcon－  
taining 5percerlt nOnfat dried milk（designated as  

Vo（ume46．August2006 TRANSFUSfON1353   
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PBST＋5％）・Thestrip＄Werethenincubatedwith1：100di】u－   

tioninPBST＋5percentofpJasmaorserum，eXCeptincase   

OfmonkeyDIwherel：500dilutionofplasmawasused・   
ThemembrarLeStripswereinitiaJlyincubatedfor2hours   
at room temperature andthen ovemightat4OC on a   
rocker・Thestripswerebroughttoroomtemperatureand   
WaShedthreetimesLbr5minuteseachinPBST＋5percent   
andthenincubatedfor2hoursatroomtemperaturewith   
al：500dilutioninPBST＋5percentofhorseradishperoxi－   
dase（HRP）－COnjugatedgoatanti－mOnkeyIgG（Cappe），  

ICNPharmaceuticaJsIne・，Anrora，OH）．Thestripswere   

thenwashed丘vetimesfbr5minuteseachinPBSTland  

thepro【einbaJldswerevisua）izedbychemiJuminescence  
Withasubstratesystem（SupersignaJCL・HRPsubstrate   
SyStem，Pierce，Rockfbrd，IL）．Thesubstratewasaddedto  

themembranestripsfor2minutes，thestrjpsthenbJot－ed  
withpaper（Whatman3MM，Maidstone，Kent，England）  
toremoveexcesssubstrateandexposedforvarioustimes  
ranging丘om5secondsto2minuteswith丘Im（BioMax  

MR，Kodak，Rochester，NY）．  

Neutraぬing antibody endpoint titers were deter－  

mined血a5拍押W肋1－Omdogous扇ruざ（SFいDIw肋  
pJasma丘om Dland SⅣD2with plasma from D2）．  

MRC－5cells（ATCC CCL171；humanlllng負broblast）  

WerepJantedina24－WeJlplatewith30，000cell＄perWel】  

（Passage25）in Eagleも minimum essentiaJmedium  
（modi鮎d）w止hEarlebsa］twithoutL－glutamine（CeJlgro，  

Mediatech，Herndon，VA）containjnglOpereent heat－  

inactivated fetalbovine serum（FBS；Hyc）one，Logan，  

UT）．2mmolperLglutamine．250UofpeniciJJirlpermL，  

250pgofstreptomycJnpermL，lxnonessentialamino  
acids（MEM－NEAA100×，Qua山tyBiologjcal．hlC．．Gaith－  

ersburg，MD）1mmol／LsodiumpymVatejnatotalvol－  

umeof2mL・CeJJswereincubatedovernightat370C，and  

O・2mLwasremovedtorep）acewithtestsample・Monkey  

plasm争（heat－inactivated）wasdilutedtwofbJd（ranging  

initially打oml：50tol：1600）inPBS，pH7．4，without  
Calciumandmagnesium（Quality Biologica】，Inc．），ini－  

tiaJ】yranglngh’Oml：50tol：1600．Plasmasampleswere  

incubated fbrlhour at room temperaturewith equaJ  
VOlume of SFV（100TCID，L，Per O．1mL），after which  

O．2mLwasremovedandaddedtoeachwelJ，intriplicate．  

Thetraywasincubatedat370C and cellsobservedfor  
CytOpathic e飴ct（CPE）up to Day13，When thefinal  

resu）ts wererecorded．The antLbodyendpointwas the  

highestdilutionofplasmathatir）hibitedCPEina11repJト  

CafeWells．  

andtheDNAelutiontimewasincreasedto5minutesat  

roomtemperature・DNAwasaJiquotedandstoredaト80OC・   
SFVsequencesinPBMNCDNAwereampliaedby  
PCRw地previouslydescribedcondjtionswithsetBouter  
primer palr andinner primer pair（3＋5 and6＋7，  
respectively27）．Thesensitivityoftheouterprimersetwas  
shovmtobe10viralcopiesin105ce山equivalentsofcel－  
1ularDNA．TheidentityoftheSFVsequenceswascon一  

丘rmedbynucleotidesequenceanaJysisofgeJ－purified  
DNAfねgments（gelDNArecoverykit．ZymOCleaJl，Orange，  
CA），Obtainedwithprimers6and7．PCRprirners，Which  
amplifiedan838－bpfragmentofthehumanβ－aCtingene  
（donIech，PdoAlto，G軋We托uSeda5aCOntrO】ぬrthe  

presenceofDNAinthesample．ThePCRmixturewithout  
DNAwasusedasthenegativecontrol・  

Nu¢Ieotidosequencoさnaly引S  

Nucleotidesequencereactionsweresetupwithprimers6  
and7，aCCOrdingtotheprotocoIwithacyc）esequencing  
kit according the manuね．cturer盲 protocolwith 5X  
SequenCingbu飴r（BigDye7brminatorVersion3・1cycle  
SequenCingkjt，AppliedBiosystems，FosterCity・CA）・The  
SequerlCe reaCtions were purified with spln COlumr）S  
（CentriSep，Princeton Separations，Adelphia．N7）．and  
SequenCeSWeredeterminedwithaDNAsequencingsys－  
tem（ABIPrism377，Perkin－EJmerAppJied Biosysterns，  

FosterCity，CA）・  

Bl00dproce＄5ingandviruさis0lation  

PBMNCandpJasmawerepreparedfrombloodcontalnlng  
EDTA as preservative（SeraCale Bioservices，Previously  
BBIBiotech Research Laboratories，lnc．，Gaithersburg，  

MD）．Plasmawasaliquotedandstoredat－800C・PBMNC  
WerepreparedbytheFicoJJ－Hypaquemefhod，a］iquoted，  
andcryopreserved・ForviruSisolation，PBMNCwerestim－  
uJatedina24－Wellplatewith5pgpermLphytohemagglu－  
tin（PIIA；MurexBiotechLtd，Dartford，Kent，England）for  
72hoursinRPMIcontaininglOpercent（1000U）human  
interleukin－2（Roche．Indianapolis，IN），10percerlt FBS  
（heaトinactivated56OCfor30min；Hyclone），2mmoIper  
Lglutamine，250UofpenicillinpermL，250帽Ofstrepto－  
1nyCll－permL・PHA－StimulatedPBMNCwereaddedto  
A4ゐJヱ乃～ce地（1．3×106－1二9×106）血a75－Cmヱ8askfbr  
cocultureinDulbeccoもminimumessentialmediurncon－  
taininglOpercentFBS，2mmolperLglutamine，250Uof  
PenicillinpermL．250pgofstreptomyclnPermLinatotaJ  
volumeof20mLCulttlreSWerePaSSagedevery30r4days  
whenthece11sreachedconnuencyandrnaintaineduntil  
culture termination due to extensive CPE or atleast  
30days・PBMNCwereaddedbacktothec山turesforthree  
PaSSageSaftertheinitialcoculture・Filteredsupernatants  
wereco）1ectedandstoredafvarioustimesdurillgfhecuト  
tureperiodforMn2⊥－dependentreversetranscriptase（RT）   

DNApreparationandPCRana（ysis  

Cryopreserved PBMNCs were recoveredin RPMIand  
WaShedwithcoldPBS（withoutCa2＋andMg2＋），alldDNA  

WaSpreParedwithaDNAbloodminikitaccordingtothe  
manufac【urerもpro亡OCOl（QL4amp，Qiagen，ValenciaCA）  

exceptthatallsplnSWereat15，800×gatrOOmtemPerature   
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assay21sFVidentityWaSCOn丘rhedatculturetermination  

byPCRampliBcationandnucleotidesequenceanalysis・  
Whichdecreasedovertime，repreSentingpassivetransfer  
Ofdonorantibodies．Theresurgence ofantibodieswas  
SeenatWeek22inRlandatWeek16inR2indicatingthe  
developmentofantibodiesinresponsetovirusinfection  
af【ertransfusion．AntibodiestoSFVproteinspersistedat  
Week48，thelasttimepointtested：the65Kand70Ⅹpro，  
teinsmostlikelycorrespondtothediagnosticGagdoublet  
Seeninallinfectedspecies（p68／7124）・Passiveantibody  

transfbralsooccurredinR3andR4af［erbIoodtranSfusion  

丘omD2；however．therewasnoevidenceofnewantibody  
deveJopmentduetovirusinfection（datanotshown）．No  
SFいspecificantibodieswereseeninthecontrolanimal．  

P8MNCviral10addetermination  

MRC－5ceuswereplantedovemightasdescribedabovefor  
the neutraJization assay．One－mi11iliter ofmediumwas  
removedandreplacedwith1mLcontainingavefoldseri－  
alJydilutedmorlkeyPBMNCrangin紳・Omlx106ce封sper  
mLto320ce11spermLperwell．Eachdilutionwastested  
inat】eastfburrep】icates．ThepJatewasincubatedat370C  
for14days・FilteredsupernatantWaSCOllectedandana－  

1yzedforSFVbyaPCR－enhancedRTassay（STF－PERT22）．  
TheTCID50WaSCalculatedbytheKarbermethod23and  
inftctious units per million totalPBMNC（IUPM）  

expressedastherecIPrOCaloftheTCID，。．  

RESUu■S  

SFVinfbction．occurredintworeciplentmOnkeys（Rland  
R2）thatweretransfused with b】00dfromdonoranimal  

Dl，butnotinthetwoal】imals（R3andR4）thatreceived  

blood frorr）donor anjmaJD20rin a saJine－1nJeCted  

colltrOlallilllal．  

DetectionofSFVsequencesinmonkeyPBMN  

ThekineticsofSFVinfectionbybloodtransferwereevaJ－  
uatedbyPCRanaJysisofmonkeyPBMNCDNA・SFVっpe－  

CificprlmerSamPli丘eda349－bpfragmentfromRlandR2  

ftom PBMNC atWeek8aftertransfusion andtherea氏er  
（Fig・2）・TheexpeCtedsizeβ－aCtin打agmentwasseenina】l  

thesamples，indicatlngthepresenceofintactDNAinthe  
Samples・TheidentityofthePCR－ampliBed魚■agment打om  

’TABLEl．DeveropmentofSFV－＄PeCificantibodiesby  
bl00dtransfu＄ion★  

DetectionofSFV・SPeCifjcantibodiesintransfused  

monkeys  

PlasmaffomstudyanimaJswasal－aJyzedforSFV－SpeCi鮎  

antibodiesatvarioustimesaf【ertransfusion．Theresults  

Ofdotblotassaysareshow11inThblel．Theearliesttime  
atwhichSFVantibodywasdetectedinRlandR2was22  
and16weeks，reSpeCtively，afterwhichtimebothanimals  

remajnedpositive・Thecontrolanimalwasnegativeatai1  

testedtimes．  

Theantibodystatusoftheanimalswasfurthereval－  
uatedbyWesternblotanalysis・TheresuJtsinFig・lindi－  

CatethepresenceofSFVantibodiesasearlyasWeekl，  

Weeks after Monkeys  

transfusion  RI  R2  Control  

十／－  

＋  ＋   

十  十  

AJIsampleswereruninthesameassay，andeachsamplewas  
analyzedintwoindependentassays．Differencesintheresulls  
inthetwoassaysareindicated．Negativeislessthanl：5・  

Rl   

O 1 2 4 81】Ⅰ‘22 30ヰ8  0 1  

Dl  R2   

2 4 8 11 16 22 30 38 weeks 

Fig・1・DetectionofSFVIspeci允cantibodiesbyWesternbJotanalysis・MonkeyplasmaseLmples，Obtainedondayofbloodtransfusion  

（WeekO）andatvariousweeksaf（ertransfusion（exceptWeek16，WhereserumWaSuSed），WereincubatedlVithimmunoblotstrips  

COntaininglysatepreparedfromSFV－2TinfbctedM・dzmTZicellsaLndproteinsvisualizedasdescribedunderMaterialsandmethods・A  

5－SeeOndexpostlreOftheautoradiogra∫nisshown・Themolectllarmassesofprominentlyvisible，SFV－SpeCificproteins，Calculated  

fromstandardmarkers（MuJtiMark，Novex，SanDiego，CA），訂eindieatedinkilodaltons．  
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detectedinPBMNC打omRlandR20nthedayoftranS一  
fusionnoratanytime打omthecontrolanimal・Therewas  
noevidenceofviruSisoladon丘omPBMNCofR3andR4  
atanytimepointtestedincludinglyearaf［erbloodtran＄一  
山sion，thelasttestedti皿e；Viruswasisolated仕omD20n  
thedayofbloodtransfbr（datanotshovm）・   

TheidentityoftheviruSeSisolatedinthecoculture  
experimentswiththeWeekllsamplefromRlandR2was  
COnfirmedbyPCRamPli鮎ationandnudeotidesequence  
analysis：the resultsindicated sequenceidentitywith  
SⅣDl（datanotshoⅥm）．  

Weeksa魚ertransfusion  

O12481122  

SFV   

β－Actin   

SFV  

β－Actin  

Characterlzationofdonormonkey＄  
TheselectionofDlandD2asdonorswasinjtial1ybased  
OntheresuJtsofearlierinfbctivitystudies，Whichdemon－  
stratedthattheSFVsisolatedftornthePBMNCofDland  

D2were distinctin theirreplication kinetics and CPE  
development：SFV－DlhadhighreplicationandrapidCPE  
ascomparedwithSFVLD2（datanotshown）・Tbfurther  
investigatethedi飴rencesinSFVtransmissionbyblood  
transfusion with Dlalld D2，the neutraliヱingantibody  
titer and PBMNCviralload were determined on stored  

Samplesh・Omtheanimals．Theresultsindicatedaneutral－  
1Zmgantibodyendpointtiterofl：50forDlandl：800for  
D2．PBMNCvira］）oadanaJysisindicated32・4IUPMfbrDl  
and3，8IUPMfbrD2．AdditionaJly．aretrospectiveanalysis  
theCBCdi鮎rentiaJcountindicatedthattheWBCcount  
inD2wasabouthaWofthatinDl．  

DISCUSS10N  

Theident泊catjonofSFV－SerOpOSitivebJooddonorshas  
raised sa飴ty concems regarding SFVtranSmission by  
bloodtransfusion．Astudyanalyzingrecipientsofblood  
COmpOnentSSuChasRBCs．filteredRBCs（WBC－reduced），  
PIJ5，and打actionated plasmafrom oneSFV－infected  
donor demonstrated absence ofvirustranSmission，】6  
however，PBMNC，WhichareknowntargetsofSFVinfec－  
tion，WerenOteXaminedandtheresultsarelimitedbythe  
Samplesize．BasedonatheoreticalrisktheCDChasbeen  
COunSelinginfectedpeoplenottodonateb】00d・16Tbevaト  
uatethepotentialriskofSFVtransmissionbybloodand  
bloodproducts，Wehaveinitiallydeterminedvirustrans－  
missionbywholeTbloodtrarLSfusioninamonkeymodel・  
Bloodwas tl・anSfbrredfromtwodonoranimalsthatwere  
naturallyinfectedwithSFVsthathaddistinctreplication  
kinetics and nucleotide sequences．Interestingly，SFV  
transmission onJyoccurredwithDl‥antibodies devel－  
Opedat16to22weeksandpersistedapproximatelylyear  
af【er transfusion（thelast time tested）；SFV sequences  

WeredetectedbyPCRat8weeksaftel’tranSfusion，and  
infectiousviruswasisolatedftomPBMNCatWeeklland  

Week22．Thelackofvirustransmissionwithbloodtrans一  

山sion ffom D2was unexpected because SFV has an   

■l SFV  CON  

■ β－Actin  

Flg・2・DetecdonofSFVlnmoIlkeyPBMNCsbyPCRass叩SFV－  

SPeCIJIcprlmer8WereuSedtoaJldyzeF．BMNCDNA＆＄descrlbed  

umderMaterl8l58ndmetho血DNA随mple8We柁prep血  
餌ImP8MNC針山且tWereObt血dom血ed如ofbl00dtra耶伽－  

Slon（鴨ekO）8md8tthelmdlc8tedl血nes8杜ertr8m8鮎8ion．PCR  

ampll鮎atlonwitllβ－aCtlmprlmerscoIl魚mdpresemceo【DNA  

ln血e組mples．CON＝COll加）L  

the22－WeeksampJeofRlandR2wascon釦medbynucJe－  
Otide sequence analysis・Asshownin Fig・3，the SFV  
SequenCeSinRlandR2wereidenticaltotheSFVinDl．  

SFV－SPeCificsequenceswerenotdetectedinR3andR4at  
anytimeupto30weeks（thelasttestedtime），including  
early time after transfusion，Where passive antibodies  
WerepreSent（datanot＄hown）．ThecontrolaJlimaJwas  

negativebyPCRwithSFVprimers．  

SFVisolatjonfrommonkeyPBMNC  
TbdeterminewhethertheSFVsequencesdetectedinRl  
andR2wereassociatedwithaninfectiousviruS，mOnkey  
PBMNCsfromWeekllandWeek22af［ertransfusionwere  

COCulturedwithM．dunnicelJs．Theculturesweremoni－  

toredfbrrepJicatingSFVbytheappearanceofCPEinthe  
Cellrnono）ayeraJldbyRTproductionince11－ffeesuper－  
natant・TheRTresults，Show11illFig．4，indicateearlier  
viruSisolationwiththeWtek11samplefi・OmbothRlar）d  
R2，Withculture termination due to extensive CPE at  

Day14：inthecaseoftheWeek22sample，therewasa  
SlightlydelayedkineticsofviruSisoJationwithcultureterT  
minationonDay16，Thisdifftrenceinthekineticsofvirus  

isoJatjonwasalsoevidencedbyCPEdetectioninthecoc－  
ultures，Which was seen on Day9in the case ofthe  
WeekllsampleandonDayllwiththeWeek22sample・  
ThekilleticsofviruSisolationwithPBMNCfromtheday  
Ofbloodtransfusior）forDIshowedthatCPEwasseellOn  

DayllwithcultureterminationonDay18．Noviruswas   
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PBMNCvira＝oadreportedinchronic  
infection with SIVin A鋸can green  

monkeys28 and HIVlin humans・29  

AlthoughthebloodtransfbrvolumeWaS  
thesame（10mL），basedontheCBCdif－  

ferential，itwasfoundthatDlhadtwice  
thenl】mberofWBCasD2：thusapprox－  

imately29×106pBMNC were trans－  

fusedincaseofDland15×106irlCaSe  

OfD2sothattheapproximatenumber  
ofinftctedcellstransferredbyDIwas  
940ce11sand57byD2．Additionalstud－  

ies wi】lbe performed to determine  

whetherthe PBMNCvjralload repre－  
sentsthetotalnumberofjnfectedcel）s  

inbloodandthecontributionofplasma  
viralload，if any；in SFV transfusion  

transmission．It should be noted that  

viruS丘tness30may play animportant  

role in virus transmission from D1 

baseduponinvitrostudiesindicating  
that SFV－Dlhad ea∫1ier replicatio11  

kineticsandmorerapidCPEdevelop－  
rnent than SFV－D2（data not shown）．  

The relationshipbetweenviruS触1eSS  

and SFV transmission w川 be jnvesti－  

gatedtoassesstherjskofil－fectiol－by  

bloodtransfusion．   

Interestingly， virus isolation  
OCCurredwithlnOrerapidkineticswith  
theWeekllPBMNCsamplesfromRl  

SFV－Dユ  

SFV－RI  

SFV－R2  

TCTTTTGTATCCACAGTTAGGAATTAGTAAAGGTAGTTTGGAATTCTGTATTAGCTTTTA  

SFVTDI GAAGAAGTATAAAAGCACTATGATAGATTGTACGGGAGCTCTTCACTACTCGCTGTGCCG  

SFV－RI  

SFV－R2  

★  ★  ★  
SFV－DI AGAGTGTTCGAGA⊂TCTCCAGGCTTGGTAAGAAATATTATAACTmTTATTCTGAT⊂CT  
SFV－R1  

5FV－R2  

SFV－DI  

SFV－RI  

SFV－R2  

TTCTGTGCTCTGCTATTTAGATTGTAATGGGTÅAAGGCAATGCTTAATCAGATTTAATAC  

★  
AATA姐CCGACTTAATTCGAGAACCATACTTATTTTATJrGTCTCTTTCAATACTTTATGT  SFV－DI  

SFV－RI  

SFV－R2   

SFV－DI AAAGTGAAÅGGAGTTGTGTATTAGCCTTGCTTAGGGAACCATC  
SFV－RI  

SFV－R2  

Fig・3・Nucleotidesequenceident汁katior－OISFVsequence＄inbloodrecipiemtmon－  

keys・NL）CleotideseqllenCeSOfSFVinRlandR2（designatedasSFV－RlalldSFV－R2，  

respectiveLy）weredeterminedfromDNAfr喝mentSthalWerePCR－amPlifiedfrom  

PtiMNCat22weeksaf（ertransfusion（ShowT）inFlg．2）．Sequencecompari＄OnWlthSFV  

inthedonoranimaJ（SFVLDl）are＄hown：dotsindicateba＄eide］ltity；aSterisksindicate  

basecount．  

andR2thanwiththeWeek22samples  
（Fig．4）．Furthermore，thekineticsofvirusiso】ationfrom  
PBMCofchronica11yinfectedDIwassimilartothatof  
Week22samples．ThisresuJtsuggestsahigherPBMNC  
viralloadearlyafterinfection，Withasubsequentlowerset  
polntinlong－terminfection．Toevaluatethekineticsof  
virusinfectioninvivo，longitudinalanalysISOfPBMNC  
Viralloadwi11bedoneonstoredsamples，includingquanT  
tjtative analysis bylねqMan PCR・Additiona11y・COrre－  

SPOndingplasrnasalnPleswillbetestedforevidenceof  
anysFVviremia・AnalysisofPBMNCandplasmaviralload  
mayidentifyahigh－riskwindowperiodofSFVtransmis－  
Sionbybloodtransfusion・Itisnoteworthythattheappar－  
entreductioninviralloadintheWeek22PBMNCsampJes  
coincided with theincreasein SFV－SPeCiac antibodies  
〔TablelandFig．1），therebysuggestingapotelltialroleof  
neutralizlngantibodiesinreducingvirusreplication・   

Theconsequencesofcross－SPeCiestransmissionof  
retrovirusesareunpredictableal－dmaynotbenoticedfor  
anextendedperioduntilthereisaclinicaJoutcome・This  
ismosteffectivelyevidencedbyHIVl・Whichwasdiscov－  
eredin1983due to the AIDS epidemic31more than  
50years after theinitialcross－SPeCiesinfection with  
SⅣ32・33ThelackofdiseaseassociatedwithSFVinal－ySPe－  

Votume46，August2006 TRANSFUS［ON1357   

exceptionallybroadhost range andtissue tropISm and  
iseasilytransmittedinNHPs，a］beitviathesaliva．3Differ－  
entfactorsmaycontributetoretrovirustransmissionsuch  

asviruSloadintheinoculum and缶tness ofthe donor  
viruS．Additional1y neutralizingantibodies have been  
ShowntoblockSHⅣinfectionofmacaques・25r26Antibody  
analysisofDlandD2indicatedasigniBcantlyhigherneuT  
tralizingantibodyendpointtiterinD2comparedtoDl  

（1‥800versusl：50，reSpeCtively）suggestingthatneutraliz－  

1ngar）tibodiesmaypJayaroleinSFVtransmission．Stud－  
ies are under way toinvestigate the colltribution of  

antibodvtiterinthefailureofSFVtransmissionbyD2．The  
resultsofthesestudiesmayprovideinsightregardingfac－  
torsinvolvedil－SFVtrallSmissionandinassessingtherisk  
OfviruStranSmissionbyblooddonors．  

Highvira‖oadisanjmportantdetel・minantofviruS  
transmissionin HⅣ－1infection．27In the case of SFV  

infection，the viruSlargelyinfectslymphocytes alld  
monocytes・3・Ⅰり5anditisbelievedthatvirusismostIycell－  

associatedwithnodetectableviruSintheplasma，There－  
fore，Weinitial1ydeterminedthePBMNCviralloadofDl  

andD2：theresultsindicatedthattheIUPMwas32．4and  

3．8，reSPeCtively rnterestlngln thisis similar to the  
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