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mass was discernable（Figure2A）・PriorlPrOtein cleavage  
consistentlyoccurredearlywithintheBrst15minofcontact  
withMteandappearedmaximalby60min・CleavageofPrPSc  
⊂auSedbYSOrPtlOntOOrdesorptionfromMteseemedtobea  
phenomenorlSpe⊂i丘ctothisprotein・Weexaminedsorpt10n  
anddesorptlOn Ofscraple－infectedhamsterbrainhomoge－  

nate（BH）toMte．DesorptionofbrainproteinsfromMte  
producednochangesintheoverallmolecularmassdistribu－  
tionasvisualizedbyCoomassiebluestaining（unpublished  
data）．Subunit C20f the2OS proteasome（～29kI）a），an  
unrelated protein simi1arin size to PrPlikewise did not  
appearcleavedupondesorptionfrom Mte（Figure2B）・In  
contrast，PrPScinBHwascleaved（Figure2C）．   
CleavageofPrPS⊂invoIvedlossoftheN－terminalportion  
oftheprotein，Whichisnotnecessaryforinftctivity【3］・Prion  
proteindesorbedfromMtelostirnmunoreactivitywithan  
antibodydirect占dagainstaminoacids23－370ntheproteinN  
terminus，indicatingthatallorpartoftheepitopeofthis  
antibodywasmissingfromthedesorbedprotein（Figure2D）・   

dilutedandsubjectedtoSDS－PAGEarldimmunoblottlngtO  
semlquantitatetheamountofsorbedprotein・Thebinding  
capacltyOfamineralwasattainedwhensubsequentPrPS亡  
additions did not further jncrease the dilution factor  

required to rea⊂h thelimit ofimmunoblotting detection  
（Tablel）．Of the minerals examined，Mte exhibited the  

highestPrPScadsorptioncapacity（～100帽prnt亡i－1m紬e－1）・  

The adsorpt10n CaPaClty Ofthe quartzmicroparticles was  
nearlylO－fo1dless（～1ら・6pgpTOLeinmgmi⊂叩Tricl仁一】），andthat  
ofKtewasnearlylOO－foldlessthanMte（～2帽proLehlmgKl｛1）・  
When expressed on a surface－area basis（Tablel），the  
adsorptlOnCaPaCitiesofMteandquartzmicroparlicleswere  
indistingtlishableby ourmeasurementmethod；thatofKte  
was 25 timesless．These data demonstrate that mineral  

surfacepropertiescontributetodifferencesintheamountof  
PrPS⊂bound．  

PrP5cDesorbedfromMteSurfa⊂eSrS⊂leaved   
Unexpectedly，PrPScdesorbedfromMtesu血＝eSeXhibited  
alower molecular rnass（～27－31kDa）than the starting  
material（～33－35kI）a）（FigurelA）・Neither contaminant  
proteasesnormetaloxide亡OatingsonMteparticlesappeared  
responsibleforPrPSccleavage・aStreatmentStOCOunteraCt  
eachdidnotpreventcleavage（unpublisheddata）・Priorto  
sorpt10neXPeriments，MtewasboiledinasolutionoflOmM  
NaClfbrlOmin to denature contaminant proteases，Or  

bindingexperimentswere performedinthepresence ofa  
cocktailofproteaseinhibitors toinactivate them・Neither  
treatmentpreventedPrPS⊂cleavage・Amorphousmetaloxide  
coatlngS On ClaymineralparticIes can alter their surface  
reactivitiesandcouldpotentiallyberesponsibleforPrPS⊂  
cleavage・The size－fractionaLed Mte usedin this study has  
been reported to not contain suchimpurities atlevels  
detectable by X－ray di飴action analysis［23】，and precau－  

tionary pretreatment of the clay with a buffered neutral  
citrate－bi（：arbonale－dithionate solution to remove metal  

OXidecoatings【24】failedtopreventcleavage・   

Prion protein desorbed from Kte and quartz did noL  

exhibitachangein molecularmass（FigurelA），SuggeSting  
thatsurhcepropertiesspeciactoMtewereresponsiblefor  

thecleavage・PreviousstudiesonproteininteractionwithMte  
havenotnotedreductionsin molecularmassupondesorp－  

tion［25，26］．Weincubated PrPScwith Mteforshort time  
periods（1－15min）toqualitativelyinvestigateinitialadsorp－  
tionandcleavagekinetics・Adsorpt10nOfPrPS仁toMtewas  
apparentwithinlmin，andreductioninproteinmolecular  
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Tablel．PrPS⊂Adsorption⊂apa⊂itiesfortheMineralsExamineda  

Figure2・PrPS⊂DesorbedfromMte－s⊂leaved  

（A）PrPS亡⊂leavageo⊂⊂urSaf（ershort⊂Onta⊂ttimeswithMtesurfa⊂eS・  
（B）Themole⊂Ularmassprotein〔20fthe205proteasome5Ubunitfrom  eーi 

fwas叩。抑ta触r  

mMte．。5timm。。。rea。tivi．，a，ai。5ta。antib。d，  
－e 

xhtb－tfu血  
redu⊂tioninmole⊂Ularmasswhendesorbed．  
lmmunob（ot5（A，B，and E）u5ed mAb3F4．（mmunoblots（⊂and D）  
emproyedanti－〔2andR20poty〔一ona［antibodie5，reSPeetive．y・Pe．・PrPS⊂  
asso⊂iated w…th pe．reted mineralpartkres；Sup，Unbound PrPS亡in  
SUPernatant・  

DOl：10．1371ノjournal．ppat．0020032・gOO2  
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硝neraI BindirLg⊂apa⊂ity  Bindin9⊂apa（ity  

lSorbentMa5S8asis）（SorbentSurね⊂eA一号a8asisI  

山gprot血mgminerさl‾1）（mgproteinmmineral‾2）  

2．8－5．7  

0．15－0．22  

2．7－5．ヰ  

Mte  87－174  

Kte  】．7－2．6  

Quarた  13．6－27．1  

mi⊂rOP訂血1es  

aprotein⊂0∩⊂e冊ationdeterminedbyBr8dfordaさ～∂y；PrPS｛⊂On亡entrationwa∫takena5  
る7％oftotalprotein【45】．Repo丘ed ad50rPt盲on（aPa〔itie；「ePreSent岬PereStimate5．aS  

thef（a〔tjonDfPrPS⊂in⊂Jarifiedpreparationsmayhavebeen10Wer・  
DOl：10．1三71〃ou「nal．pp訳．0020032．tOOl   
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FJ9L．re3・PrPS⊂Ad5OrbedtoMteAvidJyandRemainedStabIe  
（A）PrPS亡wa55tablewhenadsorbedtoMteforatleast7d・（B）ExtremesinpH（100mMphosphateatpH2．50r＝．5），（⊂）sodium⊂hToride（100mMorl  

－i  
Pelletedmineralpartkles；Sup，UnboundPrPS亡insupematant．  
DOl：10．137川0Urnal．ppat．00三脚32．gOO3  

isoelectricpointsfbrPrPSc［29］，fhiledtoreleasetheprotein  
（Figure3B）・Likewise，increasesinionicstrength（0・1MorlM  

NaCl）hiledtoremovedetectablePrPS⊂fromMte（Figure3C）．  
Strong chaotropIC agentS Can be e鮎ctivein desorbing  

PrOteinsfrom soilminerals by disruPting hydrogen bonds  

【26】；however，neither8M11reanOr8Mguanidinereleased  

detectableamountsofPrPS⊂fromMte（Figure3I））．Ourdata  
indicatetheinteractionbetweenPrPS亡andMteisstrongand  
Ofhigha伍nity・  

PrPS⊂BoundtoMteRemain5lnfe⊂tious   
SorptlOn Of proteins to soilparticles often resultsin  

StruCtura）rearrangementsthat causeloss ordiminution of  

function［25，27，30］・If binding to Mte surfaces resultsin  

（Partial）unfoldingofPrPS⊂，areductionorlossofinfcctivity  
WOuldbeexpected，aSdenaturationrenderstheproteinnon－  

infectious［31］．WetherefbretestedwhetherPrPScadsorbed  
to Mte remainedinfectious byintracerebrallylnOCulating  

hamsterswithMte－PrPSccomplexes（Table2）・Thetime to  
OnSet Of clinicalsymptoms afterinoculation provides a  

measure ofinftctivity［32】・Hamstersinoculatedwith Mte－  

PrPSe exhibited clinicalsymPtOmS Ofscrapie93dpi・To  
control for any unbound prion protein that may have 

cosedimentedwithMteparticles，mineral－ffeePrPScsuspen－  
Sions were processedin the same manner asin sorpt10n  
experiments・The sedimented fraction of these controI  

SamPles（mockpe11ets）showed substantia11ylessinf盲ctivity  

thanMte－PrPScpelletswithameanincubationperiodof178  
d，105dlongerthanMte－PrPS⊂pelle［s・Hamstersinoculated  
WithsupernatantsfromthesecontroIsamples（mocksuper，  

r）atantS）showed clinicalsymptomslO3dpi・Animalsintra－  
cerebrally inoculated with Mte alone and uninoculated 
animalsdidnotexhibitTSEs†mPtOmSduringthecourseof  
theexperiment（200d）・  

ApriL2006lVoFume2（ls5ue41e32  

In contrast・PrObingidenticalsamples witha polyclonal  

antibodyagalnStfu1ト1engthPrPdemonstratedthatPrPScwas  
desorbedfrom theMte・Althoughthe precise cleavagesite  

WaSnOtdetermined，thesedatasuggestthattheNterminusof  

PrPS⊂was removed；the fate ofthe cleaved amino acid  
residuesisnotknown，aStheymayhaveremainedboundto  

theclayormayhavebeenextractedbutnotdetected．When  

theN－teminal～70aminoacidswereremoved丘omPrPScb†  
PretreatmentWithproteinaseK（PK）priortoadsorptionto  

Mte，We Observed sorptlOn tO the Mte，but nofurther  

reductioninmolecularmassupondesorptlOn，eVidencethat  

OtherreglOnSOftheproteinremainintactwhenassociated  

withMte（Figure2E）・TheseresultsalsoindicatethattheN  

teminusofPrPScisnotnecessaryforadsorpt10ntOMte・  

StrengthofPrPS⊂BindingtoMte   
PrPS⊂attachmenttoMtewasavid，andsorbedPrPS〔was  
stable・WashingMte－PrPScwiththebackgroundsolutionused  
in sorption experiments did not induce detachment of 

detectableamountsofPrPS⊂fromMte（unpublisheddata）・  
ContactofPrPS亡withMteforuptoIwkdidnotresultin  
additionaldegradation，indicatingthattheproteinwasnot  

renderedmoresusceptibletocleavagebyfurtherstructural  
rearrangementsontheclaysurfhce（Figure3A）・Thestrength  

ofPrPS⊂attachmenttoMtewassurprlSlng，eVeninligh10f  
reportsofproteinsorpt】On－desorptionhysteresisonmineral  

Surねces［26］・Conditions previously employed to desorb  

Otherproteinsfromsoilmineralswerelargelyineffectivein  

deta⊂hingPrPS〔fromMtesurfaces［26，27〕・Inourexperi－  
ments，describedabove，aSOlutioncontainlnglO％SDS at  
lOOOcwasusedtoremovethePrPS亡frommineralsurfaces．  
ChangesinpHoftenalterinteractionsbetweenclaysurfaces  
andsorbedproteins［27，28】．IncubationofMte－boundPrPS⊂  
inlOO mM phosphate buffer at pH2▼50rll・5，prOtOn  
activities substantiallyhigherandIowerthan the reported  
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Dis⊂uSSion  

Environmental transmission of prion diseases has been 
notedfordecades［7，8，14】・Inthisstudy，WePrOvideevidence  
indicatingthatsoilandsoilmineralssen7eaSareSerVOirof  
TSEinft⊂tivity．Whileextrapolationofinvitrostudiestothe  
environmentmustbemadewithcaution，Our丘ndingssuggest  
thatPrPS亡releasedfromdiseasedarlimalsmaybesequestered  
near the soilsurface，maintainlng the TSE agentin an  
envirorlrnentaJmedium with whichlivestock and wildlife  

COmein⊂OntaCt・Ollr eXPeriments demonstrate that Mte－  
boundPrPS⊂remainsinfectiousandsuggestthatsoilmay  
harbormoreTSEagentthanpreviouslyaLSSumedonthebasis  
Ofwaterextractionofprionsfromgardensoi＝13】・   
Our results demonstrate that allsoilmineralsurfaces  

examinedboundPrPS一ニandthatMteandquartzhavelarger  
speciGcbindingcapacitiesfbrPrPScthandoesKte（Figurel）・  
AllhoughnotrelevanttoTSEtransmission，nOnglycosylated，  
recombinant PrPC has been shown to bind to Mte［33］．  
Interestlngly，theNterminusofPrPS亡desorbedfromMtewas  
truncated（FiguresIAand2）・WhileMte・isknowntocatalyze  
severalreactions，including the deamination offree gluta－  
mineandasparticacid【34】andthepolymerizationofRNA  
into oligomers［35】，PrOteaSe aCtivity has not been noted  
previously・Theinteraction between Mte and PrPScis  
remarkablyavid，aS the only extractantusedinthisstudy  
thateffecleddesorptlOnWaSaSOlutioncontalnlnglO％SDS  
atlOOOc（Figure3B－3D）・Prionproteinappearsun1ikelyto  
readilydesorbfromMteintheenvironment・Thepropenslty  
fbrPrPS⊂totenaciouslybindtoMtecouldbeexploitedin  
landfi1ls toisolate pr10n－infヒcted materials and prevent  
mlgrationoftheinfectiousagent・   

The observation that prions remained infectious when 
bound to Mteisintrlgulnglnlight ofthe results of Lhe  
desorptlOn eXPeriments；PrPS⊂adsorbed to Mte was ex－  
tremelydifもculttoremove・Currentmechanisticmodelsfor  
conversionofPrPCtothepathologlCalformrequiredire亡t  
PrPC－PrPS亡interaction［36】．ThebrainislⅢ1ikelytopossess  
microenvironmentscapableofextractlngSlgrlificantamounts  
ofPrPS亡fromclaysurfaces・ThelO－dincreaseinincubation  
periodforMte－adsorbedPrPScrelativetoclay－freecontroIs  
（mocksupernatant）wasstatisticallysigni鮎ant伊＜0・05）and  
would correspond to approximately al－logincreasein  
infectivity［32】・ThisresultsuggeststhatPrPSc－Mtecomplexes  
areinherently moreinfectious than the unboundprotein  
and／oradsorpt10ntOMtereducesclearancefromthebrain・  
WeconsideritlikelythatPrPS⊂adsorbedtoMtesurfaceswas  
available toconvertPrPCin the brain to thepathologlCal  
isoform・Our餌dingsare reminiscentofreportsinwhich  
metalwiresexposed toscraple agentharboredsigrlificant  
infectiousagentdespiteattemptstoremoveattachedPrPSc  
【37，38】．   

Theinfectivity ofsoil－and soilmineraトsorbed PrPSc  
followlngOralexposurewarrantsinvestlgation・Thebinding  
ofPrPS⊂tosoilparticlescouldreduceoralbioavailabilitysuch  
thatsoilse7VeSaSaSinkratherthanareser・VOirfbrinfectivity・  
Conversely，aSSOCiation with mineralparticles may protect  
the agent from degradationin the gastrointestinaltract，  
possiblyenhancingtransmission［39］・Forexample・bovine  
rotavirusesandcoronaviruses retaininfectivltyViatheoral  
routewhenboundtoclayminerals［40］・Whiledesorptionof  
theproteinfromsoilparticlesismorelikelytooccurinthe  

A画I2006lVolume2ltssue4te32   

Tab］e2．Prion5AdsorbedtoMontmo州onite⊂layRetain  
Infe⊂tivity  

Po～itiveAn‡mals／  On5モtOf⊂lini⊂aI  

Total Animals Symptoms（dpi）－  

lno【uhJm  

＞200b  
＞200b   
93±4d  
103 t Od 
178：ヒ2ld  

None  O／8  

Mte（noPrP5⊂〉  0ノ8  

Mte－PrPS⊂亡OmPlex  －0／10  

Mo⊂k5UPern∂t抑t亡（noMte） 8／8  
Mo⊂kpe11etモ（noMte）  8／8  

さMeandpi±5Dtotheo耶etOf⊂lini⊂al5ymPtOm50fTSEinfe⊂tiom  
bNoneoftheaniTnalsshowed⊂l軸心Isymp10rTISOfTS【hfe亡t［onorhadprotease－reSistant  
PTPa⊂⊂urnUJationaItheterminationoftheexperlmentat200dpL  

≠lthough12animal5Werelno｛Ulated．hvonon一丁5日nter亡U汀entdeaths∝⊂リーredatきdpi・  
d8帽－nsofinfeded抑竜ma■5WereP05仙eforproteas㌣re5istantPrP・  
－Mo⊂k5UPern8tantandmo⊂kpe‖etiamP■esweregen印無dbyadding由ri鮎dPrPS⊂  
卜0ユ囲Itobu抒erintheab5en⊂eOf50ilmineralsandpro⊂e5扇ngident事⊂aItytosamples  
⊂DntainingMte．  
DOl：10．1371月OUrnal．ppat．0020032．tOO2  

WholeSo＝sBindPrPS⊂   
Toexaminetheextentofprionproteinbindingbywhole  

soils，WeCOnducted PrPS亡sorptlOneXPerimentswithfour  
SOilsdifferingin texture and mineralogy（Table S2）・When  

equalinassesofsoil（0・5LLg）wereused，allsoilsboundPrPS亡to  
asimilarextent（Figure4）；nOdetectablePrPS亡remainedin  
thesupernatantat thelevelofproteinusedin thisexperi－  

ment・Prionproteindesorbedfromthesoilsdidnotappear  
Cleaved．SeveraJnonmutually exclusive factors may have  

COntributed to this負nding，including（1）relatively small  

amounts（＞f Mtein some samples，（2）occlusion of Mte  

CleavagesitesbymetaloxideandIorrlaturalorganic matter  

COatings，and（3）competition among the various sorption  

domains（bothinorganic andorganic）forPrPSc，limiting  
inLeracti。nwithMte．TheamountofimmunoreactivePrPS亡  
recoveredfromeach soildifferedslightly；forexample，the  

immunoreactiveproteindesorbedfromtheEIIiotsoilwasless  

thanthatfromtheBoardmansoil・Thismayhavebeendueto  
strongerinteractionofPrPScwiththeElliotsoilthanwiththe  
Boardmansoil，1eadingtoincompleteextraction，COnSistent  

withthelargerfractionofclay－SizedparticIesintheElliotsoil  

（TableS2）．  

Pellets  

空曹葛篭  三量 る  
一⊇ 石 ヒ 毒 5 ．⊇ 石 山 ⊂】【点 心  a． 山 ⊂） 【白 瓜   

Figure4・WhoreSoi－sBindPrPS⊂  

EIJiot，Dodge，B！ue5tem，andBoardmansoilsboundPrPS（（pelreted50‖s）．  
Noimmunorea⊂tivky（i．e．，nO Unbound PrP5⊂）was dete⊂tedin the  
SuPernatant5．rmmUnOb］otemp‡oyedmAb3F4．  
DO［：10．1371〃ournaLppat．0020032．gOO4  
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Unbound PrPScremalnlnginthesupernatantwasprec】Pltated  
WithfourvolumesofcoZdmethazlOlandTeSuSPendedinSDS・PAGE  
SamPlebuffer（100mMTris［pH8・0】，10％SI）S，7・5mMEDTA，100  
mM dithiothreitol，and30％gly⊂erOJ）・PrPS〔was extracted from  1三  
e 

e 

1：100dilution ofeachmineralsuspension・Al1adsorpt10n eXPeri－  
mentswererepeatedatleastthreetimes・   
ForBHso－PtlOneXperiments，10％BHwasclari丘edby⊂011ectlng  
Supernatant5h）m tWO Sequentia15－min centr血gations at800＆  
Aliquots（100r30pl）ofclaTi6edBHwererotatedwithMteinlOmM  
NaClat ambient【emperature br2h；COmplexes orMteand BH  
COnStituentsweTe thensedimented throughasucrosecushion and  
PrOCeSSedasdescribedinlheprecedingparagraphs・   
AllsamplespreparedforSDS・PAGEwereseparatedon4％－20％  
PreCaSt gels匹ioRad，HercuIes，Califomia，United States）under  
redu⊂ingconditions・Proteinsweretransferredtopolyviny］di幻uoT・  
idemembraesandimmunob】ottedwithmAb3F4（1：40，000dilution），  
R20N－termlnalpAb（1：10，000diIution），Rab9poo12full－lengthPrP  三i  
WaSaChievedwithanHRP－CO可ugatedgoatanti－mOuSeimmunoglo－  
btllinG（1gG）（BioRad）formAb3F4andan HRP－COTjuga（edgoat  
an 

epa，ati。n（1。，g）wasa。。e。t。  
50帽OfMteinlOmMNaCl（餌alvolumeofO・5ml）・Sampleswere  
rotatedatambienttemperaturefor2handcentrifugedat16・100g  
for7min・A鮎r cen（rifhgation，the bulk ofthe supernatant was  
removed，leavingasmallamountofsohtionabovethec）aypellet・  
The cJay was resuspendedin the remaln）ngSupernatant・and the  
SluTTyWaSplacedonsilicawaferslidesandstoredinadesiccatorfor  
2 
ーa云 
diffractiononaScintagPADVdiffractometer（Cuper［ino，CaliforT  
nia，UnitedStates）usingCuKctradiationandcontinuousscanning  丘a 

ふr  

30minatroomtemperaturein8Mureaor8MguanidineHCl（50pI  
PerPe11et）．0．lorlMNaCl（25pIperpe）let），OrlOOmMsodium  
Phosphate（PH2・50rll・5；25pIperpellet）・Primaryextra⊂tionswith  
【hese solutions werefo1lowedbysecondary extractionswithSDS－  
PAGEsamplebu脆rat1000Ctoasses＄theefBcacyoftheprimary  
extra⊂tion・Urea and guanidine prlmarγeXtraCtS Were dialy2・ed  
against double disti11edwaterfbr2h（nominalmolecularweight  
cu（0坪，12－14kDa；FisherScientific，Pittsbtlrgh，Pennsylvania，United  

蓋誼欝。㌫謁a；慧芸t慧ご；蒜；  

Hamsters were monitored every3dfor the onset of clinical  
SymPtOmS［32，44】・Brains from clinically positive hamsters2Lnd  
uninfected controIs were analyzed for protease－reSistant PrP by  
immunoblotting・   

Supportinghformation  

Unbound  

【ie  

i  

was prevented from sedimentlng by a sucrose cushion・Sucrose  
cushionswerethereforeemp】oyedinbatchsorpt10neXPerimerltStO  
preventsedimentationofunboundPrPS亡・Result5fromrepresentative  
mockadsoTPtlOneXPerimentsareshown・PrPS⊂wasrotatedina  
so）ution oflOmMNaClilltheabsenceofsoilminerals for2ha】1d  
waseitherplacedabovea750mMsu⊂rOSeCuShionand亡entrifuged  
（twoTightlanes），OrCentrifugedwithoutasu⊂rOSeCuShior）（twolef（  
lanes）・Supernatants（Sup）and pe11ets（Pel）were analyzed by  
immunoblottlngWithmAb3F4－  

FoundatDOI：10．137180urnal・PpaLOO20032・SgOOl（17ⅠはPDF）・  

Table Sl．Characteristies of Minerals Usedin PrPS⊂sorpt10n  
Experiments  

FoundatDOI：10．137180urnalやPaLOO20032・StOOl（25KもDOC）・  

Apri］2006lVo［ume2lls5Ue4［e32   

gutthaninthebrain，remOVa】ofPrPS⊂ftommineralparticles  
maynotbenecessarytoinitiateinftction・   
Inconclusion，SOilandsoilmineralshavethepotentialto  
bindPrPScandmaintaininfectivity・These餌ding早Wi11serve  
asthebasisforfurtherstudyontheinteractionofPrPSLwith  
OtheTSOilcomponents（humicsubstances，quartZ，andother  
minerals），；the stability ofsoil－bound PrPSc under typical  
environmentalconditions（UVlight，freeze－thawcycles）and  
theeffectofsoilmicroorganismsandextra⊂e11ularenzymes  
OnPrOteinintegrity・Ourcurrentresultssuggestthatsorpt10n  
ofPrPSctoclaymineralsmaylimititsmlgrationthroughthe  
SOiJcolumn・Maintenance of prlOninfictivity at the soil  
surface may contribute to the propagation of CWD and 
SCraPleePIZOOticsandenhancethelikelihoodofinterspecies  
transmission ofthese diseases．   

州aterial5and Methods   

Preparationofsoi）mineralsandsoils・Montmori1lonite（SWy－2）  
andkaolinite（KGa－1b）cIays，Obtainedfrom（heClayMineralsSocietY  
Source Clays Repository（West Lafayette，Indiana，United States），  
WereSize－fractionatedbywetsedhnentationtoobtainparticleswith  
dh＝05－2pm and saturated with sodium・These referen亡e C】ay  
SamPleswereextensively⊂haracterizedpreviotlSly［23，41］・Finequartz  
Sand仏＝125－2鯛ドm）andSiO2mi⊂rOParticles仏＝1－5ドm；99％  
Purity）wereobtainedfromSigma（St・Louis，Missouri，UnitedStates）．  
The負ne quartzsandwassoakedfbr24hin12N HCltoremove  
impurities・Ⅹ－ray diffraction analγSis andinfrared photoacoustic  
SPeCtrOSCOpyindi⊂atedLhatlheSiO2micropartic）eswerecomposed  
Ofquartz・   

WeexaminedPrPS｛sorptiontofoursoils（TableS2）・TheEl】io［sOi】  
WaS a Silty clay）oam puT－chased from（heIntemationalHumic  
SubstancesSociety（St・Paul，Minnesota，UnitedStates）・OrganicalJy  
amendedDodgesoil（Sandyclayloam）wasobtainedfromaglacialed  
uplandareainMadison，Wisconsin・TheBlue＄temSOilwasasandy  
Clayloamcol】e亡tedfromafluvialdepositinCedarRapids，Iowa・The  
Boardman soilwas a siltloam taken from an eolian deposilin  
Boardman，Oregon・Characteristicsofthesesoilsarepresentedin  
TableS2．   

Sotlr！eOfPrPSc・Syrianhamsters（Cared fbraccordingLo all  
institutlOnalanima）careandhandlingprotocoIsoftheUniversltyOf  
Wisconsin，Madison）were experimentalⅠγinfectedwiththeHyper  
Strainofhamster－adaptedtransmissibleminkencephalopathyagent・  
PrPS亡waspuri鮎dtoaPlpelletfrombrainsofinfectedhamstersbya  
modificationofthepro⊂eduredes亡ribedbyBoltonetal．【42，43］．The  
P4PelletpreparedfromfburbrainswasresuspendedhllmloflO  

mM phenylmethyJsulfonylf］uoride，Purほcation was performed as  
above．  

t 

re。m 
Seq望甲tia）5－mincentrifugationsat800g■（Clari丘cationstep）・Clari鮎d   

帽）wasaddedto500pgofMteor餌equartzsand，1，5OO  
躇OfKte，Or5・2mgofquartzmicroparticlesinlOmMNaClbuffered  
topH7・0withlOmM3－〃－mOrPholinopropanesulfonicacid（MOPS）  
（500LL柑nalvolllme）・Insomecases，Mteexperimentswereconducted  
in unbuffered 10 mM NaCI. Sorption experiments with Mte 
Performedin buffered and unbufferedlO mM NaClyielded  
COmpaTableresults・Experimentswith Mte，Kte，andquartzmicro－  
ParticleseachempIoyedequivalent（external）mineralsurねceareas．  

丁 
i  

CaC12・Sampleswererotatedatarnbienttemperaturefbr2horan  
indicated time period・Sorpt10n aPPeared complete within2h，aS  
Iongerincubationtimesdidnotresultinchangesinleve）sofbound  
PTOtein．   
EachPrPSr－mineralsuspensjonanda500叫aIiquotoreachPrPS亡一  
SOilstlSPer）SionwaspIacedovera750mMsucrosecushionpTePared  
inasolutio∫10fthesamecompositionasthebackgTOundsolutionin  

1 

in 

CuShionwasfoundrleCeSSarytOPreVentafractionofunbour）dPrPSt’  
from sedimenting during centrifugation・Clari丘ed PrPS（did not  
Sedimentthroughthesucrose⊂uShion（FigureSl）．  

恕pLoSPathogen5Fwww・P，ospathogens・Org  0006  
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SorptionofPrionstoSoil  

Jolmson，MineEkenler，JuanGao，andLauraSu11ivanEortechnical  
assistance・WethankHarryReadandBeatrizquinchia・Riosfortheir  
Criti⊂a）readingofthis manuscrlPt・Wegratefu11y acknowIedge the  
⊂OnStruCtivecommentsofthreeanonymousTeViewers・   

AtlthoT COnfrihtJdons・qJ，DM，JMA，andJAP⊂OnCeived and  
designed the experiments・Ⅶ，KEP，and PTS performed the  
expeTiments・qJ，KEP，PTS，DM，JMA，andJAP ana）yzed the data．  
JMAandJAP⊂On（ribu（edreagen（S／ma【erials／anaJysistooIs・qJ，DM，  
JMA，andJAPwr’Otethepaper・   

FuJlding・This work was supported by USEPA grant4C－RO70－  
NAEXOAP）andDODgrantI）AMD17－03－1－0369（即A）・   

Competinginterests・Theauthorshavede⊂1aredthatnocompetlng  
lntere∫【5eX15【． ■  

25・Ve【torjC，Ca】amajもYoder亡軋S加水yG，GalloiiE（1999）Adsorplionand  
binding ofAmpliTaq DNA polymera＄e On the clayminerals．monttnor・   
illonit亡andkaolinite，Soit Bio】Bio⊂h亡m3l：587－593．  

弧Docoslis A・RusinskiLんGies亡Ⅳ一anO∬q（2001）Rineぬand   
intera⊂tionconstantsofpro（einadsorptlOnOntOmineraImi⊂rOParti⊂1es－  
Measur亡mentOrth亡亡On5tantSa【【heons亡10rh†Ster亡Sis・ColloidsStlrrB  
Bioint亡rra⊂eS22：267－283．  

27・Morgan HW，Cork亡CT（1g76）Adsorption，desorption，al－d a〔tivity of   
冨山てOS亡OXida5eOnSele⊂ted亡1ayspe⊂i亡S・CanJMicrobioI22：684－695・  

28・quiquampoixH，Slauntol－S，BaronMH，Rat亡1if托RG（199き）Int亡rpreta【ior1   
0f【hep封血p餌del－亡eOfpro【ejna血orpt】OnOn亡Jaymineralsu血⊂eSal－d   
it5reIavam亡＝0【heuqd亡rStandingorexlraC亡Il111ユーenzynl亡a⊂tiYllγlnSOil・   
ColloidsSurfAPhysiochemEngAspe⊂tS75：85－93・  
29・Bol10n DC，M亡yer RK，Prusiner Sli（198ら）S亡raPi亡PrP27－50is a   
Sialogly亡OPrOtein・JViro155：ら96－606．  
SOpLe⊂OmteS，Hil】eriteauC，ForgeriりP，RevaultM，7iaronMH．elaI・（2001）  
S一丁ucturalchanges or cyto亡hrom亡 C（ら52）rrom 7‰Ⅷ皿1舶用叫両地   

adsorbedonanionicandhydrophobicsurEi亡eS PrObedbrFTIRaz－d2D・   
FTIRsp亡亡trOS亡OPy・Chembio⊂hem2：用0－189・  
31・Caughey B，Raymond q，Ko⊂isko DA，LansbuTy PTJr（1997）Scrapie   
jn如tiv叩⊂0汀elal亡5Wj血〔OnY亡r【川g a亡Iivity，PrOteaSe r亡Sistan亡亡，and   
aggregationofscraple・aSSOCiat亡dprionpTOteininguanidinedenaturatiol－   
Sludi亡りViro171：4107－4110・  
32・PrusinerSも，GrothDF，CochranSP，Masia柁FR，M⊂Kinl亡γMP，亡Ial・（1980）   
Mole⊂ularproperEies，Partialpurification，andassaybyin⊂ubationpeTiod   
measurementsofthehamsters亡raPleag亡nt・Bio⊂hemistry19：4885－489l・  
き3・RevaultM，quiquampoixH，Ba柑nMH，NoinvilleS（2005）Fal亡Orpriol－Sin   
soil‥Trappedconfornationofnlll－IengthoYinepr10r）PrOteinindu⊂edt｝y   
a由orp【10nOnClays・BiochimBioph㌍Ac【a1724：567一幻4・  
34・Na叫aA，SiffeTtB（1989）GluLami亡a亡iddeaminationinthepresenceof   
爪OnnnOrjIb血e・ClayMj∫】er25：27－57．  
35・FerrisJP．HilIARJr．Liu R．OrgelLE（1996）Synthesisoflongprebiotic   
Oligom亡rSOllmineraI5urねc亡S．Nature381：59－61．  
36・CaugheγB（2001）1ntera亡tionst｝etWeenPrionproLeir）isoforms：Thekissof  
death？TrendsBiochem S⊂i26：235－242．  

37・ZobeleyE．FlechsigE，CozzioA，ErtariM，WeissmannC（1999）ll－fbctivityof   
SCraPlePr10nSbound10aSlainlesssle亡1surね⊂e・MoIMedら：240－243・  
58・Fle⊂h5ig E，HegyiI，EⅢariM．5chwarz f■．CoI】ingeJ，e【al・（200り   
Transmissi叫Ofscrapiebysteel－Surhce・boundprionsLMoIMed7：679－  
684．  

39・Mar【insenTCITaylorDM・JohnserR，WaIdumHL（2002）Gaslricacidity   
PrOteCtSmiceagainsLprioninfb亡t10n？ScandJGastroel－terO）37‥497－ら00・  
40・Clark喝，SarrAB，GranLPG，PhillipsTD，WoodeGN（1998）lnviLrostud毒es   
Ontheuseof亡】ay，C】aγmin亡ralsal－dcharcoaltoadsorbbovin亡rOlaVirus  
andbovinecoronavirus．VelMi⊂rObio163：157－146．  

41・FripiatD，VanOIphenH（）979）Datahandt｝00kfor⊂1aymirlera）sandother   
non・me【alli⊂minerals・Ox托・rd，NewYork：PergamonPres5・346p・  
眩BoJtonDC，BendheimPE，Marmorsteir）AD，PotempskaA（】987）lsola（ion   
andstructuraIstudiesoftheintaelSCTaPleagentPrOtein・ArchBiochem   
Biophys258：579－590・  
45′McRenzieI），£artzJ，MinvaldJ，01ander D．hlarsh R，AikenJ（1998）   
Reversjbilityofscrapieil－a（tivationisenhan⊂edby⊂OPPer・JBjoIChern  
27三‡：2554ら－2ら547．  

44・B亡SSen RA，Mar5h RF（1g92）1denti汽⊂aLion or t≠・O biologicalIy distin〔t   
Strainsoftral－Smissiblen－inkencephalopathyinham5teTSLJGenViTOI73＝  
329＿334．  

4らr SilveiraJR，Raymondq，HughsonAG，Ra⊂eRE，SimVLetal・（2005）The   
mostil一指⊂tiousprlOnPrOteinpar【i⊂Ies・Nature4丑257－261・  

TableS2・CharacteristicsofSoilsUsedinPTPSLsoTP【jDnExpeTiments   

Founda【Ⅰ）0Ⅰ：10．1371Liournal．ppaLOO20032．stOO2（26KBDOC）．  

Ac亡eSSiollNumber5；   

The GenBank（http‥／Iww軋nCbi・nlm・nih・gOVI）ac⊂eSSjon numbeT for   
PrPS亡isM14054．  

A（knowledgment5   

WethankRichaTdRuben5tein（5UNYDoIVnState入イedka】Cen【叫わr   
thegiftofmAb3F4andByronCaughey（NationallnstituteofAllergγ   
andInftctious Diseases・NationalInstitutes of Health，Ro⊂ky   
MountainLaboratories）fbrpAbR20，WethankAI】enHerbst，Chad  

Reference5．  

1・PmsinerSB（1998）Thepriondisea5亡S・BrainPa【h018＝499－5ほ   
2・Belay El）．Schonbergerl月（2005）The publi亡h亡althimpa⊂t Of pTion  
diざea£e5．Annu R亡Vアリ♭1jcH亡扇Ib26ニ】9】－212．   

5．PrusinerSB（1998）Prions．ProcNatlA⊂adS亡iUSA95：13363－13583．   
4・Cat］gheyBW．DongA，BhatKS，ErnstD．HayesSF，亡ta）・（1991）S亡⊂Ondary  
StruCtureanalysISOfLhescraple・aSSOCiatedproteillPrP27－30in、伯terby   
infmredsp亡⊂けOSCOPy・Bioth亡mislり・30：7672－7680・  
5・HDinvilIeり（1996）Ar亡ViewoftheepidemiologyofscrapieillSh亡ePLRev  
SciTe⊂blら：827－852．  

6・hli鮎r MW，WiIlian－S E5（2003）PriDn diseas亡：打orizol－【aJprion【rans－  
missiDrlin nlule d亡亡ー．Nattlr亡425：55－36．  
7・GreigJR（1940）Scrapie：Obs亡Ⅳa【ion5011thetransmissionorth亡diseaseby  
medjaleco∫】【a比Ⅴ亡り96：20き－2肱  

8・PalssonPA（1979）Rida（SCraPie）jzllcehndanditsepidemiology■ln：Slow  
transmissibJediseasesoftbenervoussysLem．lsLEd・PrusinerSB，Had）ow  
叩，edit（汀S・N亡WYork：AcademicI，ー亡SS・PP・357－S66・  

9・Divisior）OrWildlife．Co）orado Depar（ment ofNaturalResour亡eS（2005）  
HunterhaT・VeStedmoosetestspositiveEbrCWD・Availab）eal‥h（tP‥JIwildlif亡・  
State・亡OtuSJnews／press・おP？pressid±564ら・Ac亡eSSed】7Mar亡hO6．  
川・PostX，Riesner工），WaHdorrV，MehIhornH（】999げ1yIaⅣa亡andpL・PaeaS  
ve⊂tOrちfors⊂mPie．bn亡etき54：1969－1970．  
1l・CarpRl，M亡ekeT’HC，RubeJISteinR，SigurdarsonS，PapiniM，e（aI．（2000）  
Chara亡teristi⊂SOfscrapieisolatesd亡rivedfrom hayrnites・JNeuroviro）6：  
137－144．  

12・TaylorDM（2000）Inactivationoftransmissibl亡d亡gerlerativeen⊂ePhalop－  
alhyagents：Areview・Ⅴ亡り159：10－17・  
13・Brown P，G可dusek DC（1991）SurviYalof scrapi亡Yirus afLer5y亡arS’   
illterment．Lancet357：269－270．  
14．MiIler MW．WiIliams ES，Hobbs NT．Wolfe LL（2004）Environmental  
SOur⊂eSOrPrIOローran5mねsjon jれm山亡deer・Em亡rgl・－鈷〔【Di510ニ】003－  
1006．  

15・Hadlow叩，KennedyRC，Ra⊂eRE（1982）Natura）inf亡亡tionofSuffoJksheep  
W仙scrapieYirus・Jln敗亡Disl紙657－664・  
16・Sigurdsonq，WilIiaTSES・MillerMW・SprakerTR，0’RourkeKl，etal・   
（1999）OraltransmisslOnand亡arlylymphoid tropismor⊂hronicwasting   
di£亡aSePがぐ‘inmuIed亡亡rfawnsrO血00i如んれわ乃叫りGenViro＝紬：2757－  
2764．  

17・SeegerH，Heikenwa）der吼ZelJerN，KranichJ，SchwarlP，eLaL（2005）  
Coincidents⊂raPleinfeetionandr）ePhritisleadtourinaTyPrlOneX⊂reLion・  
5⊂ierI亡e310ニき24－326．  

18・BrownP（1998）RSE：The負natrestingpla⊂eLLancet55l：l146－1147，  
19・HuiCA（2004）Geopha訂and potenlialco11Lamjnant exposure for  
terresITialvertebrales．RevEnviron ContamToxi⊂Ol183：115－134．  
20．Weeks HP，Kirkpatrick CM（1976）Adapla【ions ofwhite－Lailed d亡eT tO   
na【uraIIyoccurringsodiumde丘dencies・JWildlManage40‥610－625．  
2l・FriesGF（1996）lrlgeStionofsludgeappliedorganic亡hemi⊂alsbyanimals．  
S⊂iTotalEnviron185：93－108．  

22・DreesLR・WildingLP・SmeckNE，SenkagiAL（1989）Silica！n50ils：QuaTtZ   
anddisorderedsi】i⊂aPOlymorphs・ln：Mineralsinsoi】er”lrOnmentS．Soi1   
5⊂ie∫，亡ビ50亡i亡【y orAmerj亡a book geries・2nd ed・DjxoJIJB．We亡d SB，   
DinauerRC，editors・Madison，Wisconsin＝Soi］Sciel－CeSo亡ie［yofAmeri⊂a．   
PP913－974・  
23・Chjpera阜I，BishDL（200］）Baselinestudiesof［heClayh柚eralsSo⊂iety   
50ur⊂亡〔1ays：PowderX－mydifrra⊂tionanalyses・ClaysCIa〉・Mil－er49：398－   
109．  

24・Jackson ML（2005）SoiJchemi⊂alanalysis・Revised 2nd Ed．Madisor）．  
Wis亡OnSi11：ParallelPr亡55．  

⑧二PLoSPathogen5［www・Plo5Pathogens・Org  Aprt12006lVoIume2llssue4le32   0007   

イト  



別紙様式第2岬・l  

No．17  
医薬品 研究報告調査報告書   

i識別番号・報告回数  報告日  第一報入手日新医薬。。等の区分  
2006．3．25  該当なし  

ぎ ー般的名称  解凍人赤血球濃厚液   AngersRC，BrowningSR，Seward  
TS，SigurdsoriCJ，MillerMW，  

研究報告の公表状況    HooverEA，TeL血gGC．Science．  
2006Feb24；311（5764）：1117．  
Epub2006Jan26．   

米国   

u  ～  n  n  

シカやェ′レクにおけるCWDの流行は広い地域に広がっており、ウシ海綿状脳症が変異型クロイツフェルト・ヤコブ病としてヒトへ  使用上の注意記載状況・  

穫間伝播したことと同様に、CWDが人畜共通感染を起こすのではないかという懸念が起こっている。食肉の摂取が最も可能性の 高い暴露の経路であるたしたシ その他参考事項等  

亘研   
究  

報  血液を介するウイルス、  
細菌、原虫等の感染  
vCJD等の伝播のリスク   

円  

H 盲  

喜   
報告企業の意見  今後の対応   

CⅥ／Dに感染したシカの骨格筋に感染性プリオンが存在すること    今後も引き続き、プリオン病に関する新たな知見及び情報の収集に努  雪が明らかになり・、CWDに感染したシカ肉を摂取あるいは取り扱う  
し八はプリオンヘの暴露のリスクがあることが示されたとの報告で  

ある。  

～  

i  

i  

MedDRA／JVer．9．OJ   



JRC2006T・011  

Whereinftctivity【ifers are known to reaじh  

わig九18Vel5．A】thougbpossibleef托ctsofC昭  

sけaillSOrStrainmixturesolltlleSeincubatiol】  

tirnescannotbeexcluded，thevariable360－tO  
－490－dayincl】bationtimessuggestedarange  

Ofpnondte－－Sjp由1ぬ1musclesofCWl）－  
a用箕也dd既ー．Mu肛Iepnoll鹿rsa用把highend  

Of也e r肌g∈prOduced血e鮎短Stinc虚血on  

血1e5．Wbichwere～30％lo喝er血m仕はhcu－  

bation血ne£Ofpdon5如mぬeCNSor鮎朗me  
釘1im止Becau駆出Ilnjce b eacbin血正on  

評叩pdevelopeddisea紀，pnO－1血l－Sinmuscle  

Samples匹）血cing山elonge或hc血山ondmes  

We指摘由訂血諷血e朗dp血1tOr血ebi（－a∬ay，  

de負nedasぬe血危ctiousdose－atw鮎chhdf也e  
illOCuJatedmicedevelqpdisea既．At血oughthe  

dskofexposuretoCWDin危ctiviけa鮎rcoll－  

s皿p仁OmOrprion5山爪揖Cleiざ皿藤一感by托1－  

a也Ⅶ1yine托cien一匹Onmlmi戚onda也eoml  

route（外OurreSdts血）WdlatSemitcndil10SuS／  
seminlemblⅦOSuSmuSCle，雨IicllisJikelytobe  
001－md吋huIm肌ちisaやOr占0駅¢Ofpdon  
通勤血相．且unmscon皿gOrI仏n出血gmea一  
打onlCWD＿in触ddeera陀仏e陀血℃atdskto  

prlOneXpO乱打e・  

ReIeren⊂eSandl抽tes  

l．R】．β叫ueれれPrpr．〃ロ比加〃d5dU．5．A99，∋812   
（之002）．  

？，S．R．BrowningビfれJ．析血78．D345（20掴）・   
う．肌緑雨bandmetl10d5aleaVaj【ableas仙pp8止ing  
materialt）n∫d帥〔どOn伽む   

4．A．8u5〔hm∂nn．帆H．G105（hup．いJ昨d．抽．19之．9∋4   
（20ロ5）．   

ら．0．An（】reく血tt】d〃Jり〟瓜肋d．10．591（之004）．   

5．tR．5praker灯れ伽伽伽139．110（2002）・   
7．A．N．H抑うー．】．肌肌Iler．R．（．〔リー【ip．抽l．紬ー届．41，78   

（2004〉．   

8．S．B．Prus行ほrFJれβ血仙川厨γ21．488∋（1980）．   
9．肌Prin…P＝ム，血．／．Pβ抽p乙川乙1103（200∋）．  

10．Thi5WD止朋≦5UPp8血dbypranbIrDmthモU・S・  

Publi⊂H餌Ith；elVi〔e，gr抑一之ROINSO40∋34・04  

什onllhモ舶血n∂＝n5tituteo†Neurolo9kalDi～即de【；  

and5troke．andgrantNOl・AトZ5491frornthe  
N8如∩∂lln畑tuteof仙er9y∂ndln†e（tiousDi5e85e；・  

5uppo丘盲ngOnljne机ateri8l  
W…・．iden⊂em≧g．Org／〔gi化0ntent／lu肘11Z28d4伯〔1  

仙aleriakand仙ethods  

Fjg．S1  

21Noyember20D5ニ∂∝ePTedユ3】昌nU∂ワ20D占  

Ptl柚ihedDnline2る1即Uary2006；  

】．0．1126／s（i巳∩（e，11Z2884  

111山dethis血form占由nwl】en〔i血gthi5P叩er．   

N則rDID9れ腑ver由yo†K帥tU〔ky′Lexi叩tロ∩．灯40538，  
USA・4D甲州m印tOf購〔rObi8logy，ImmunoIDgyand Pa一  

斑呈監慧…d品霊芝慧j蒜洗嵩諾芸s…ま㌘き…≡ご  
t町Fo止〔ollins．〔0805Z‘．USA．  

tThe5亡aUthori（Ontributedequauytothj5wOrk・  
†Pres帥taddre；S：Depanmenlofln†e〔tOし叫y．S〔r盲ppsRe－  
5Par〔hln5tilute′与353P副◆ksほe D雨e．Rト乙】し1pjter′Fし  
∋3458．USA．  
‡Presentaddress：Jn抽uteofNeuropathotogy，Unjver殉〇f  
Zu血h．Sこhr柁Izberg5摘55e12′8091Zu血h．5witヱe「land・  
iTowhDm（OrreSPOnden（eShouldbe addressed・E－m誼＝  
㌍l12＠Uたy・edLJ  

Prionsin Ske暮eta［MuscIesofDeer  

WithChronicWastingDisease  
Ra亡hel〔．An9erS．1★5hawnR．Brownjng，1★†ねnyaS．Seward．之（h南面り．！軸urds叫4‡  
帆haelW．出目eち5EdwardA．Hoov叫4Glenn  ⊂・Te【ljnglふ！§  

卸d－490days，Whel－eaStheiⅥCubationtil11eS   

Ofprions危・Om鵬eCNSranged丘om～230to   
2紬day5汀ableI）．For each hocⅦ】adon   

gl・Ol】p，thediagnosisofpriondiseaseⅥ′aSCOn－   
かnledbytbepresenceofdisease－a£SOCiated，   

PrOteaSe－reSistalltPrP（PrPSc）in山ebrainsof  

muJtip】ein危仁一edTg（C8貯貯）mke【seerj）血r  

examples〕．In conmsちSbleセIlmuscle and   
braillmatClial舟omCWD－negatLVedeerfhiled   

binducediseaseinTg（CerP汗）mic引汀ableり，   
むId押5c was not detectd血the brai11S Of  

asymptomadc mice aslateas523days a鮎r  
imoculadon（j）．  

Ou・陀如Itsst10W也atsl（ele也】l¶u5Cleaswe．1l   

as CNS tissue or deerwi血CWD contait）S  

血鈷ctiouspnons．S血封訂皿alysesof永elぬ1   

muscle舟omBSE－a銑cledca比l¢djdnotreveal  

h短hlevelsofprimin危ctiviw（の．TIW川be  

血po佃nt b asses5肋e ce批血r bcation or  
PrPSじillmu弧Ie．Å1山㈹由PrPSじbas been  

d地頭d血mu紅1esofscmpie－a騰ctedshe甲  
岬，p陀dous血dies蝕Iedtodet∝tP沖Sc桓  
inlmO九i釘OCllemical鋸Ⅶlyskofskc」ぬl爪l那－  

Cle丘・Om deel・Wi仙m心血 αeXp血en也1  

CWD（6，7）．Becausethelimeofdiseaseonset  
isinverselyproportionaltopriondose（8），the  
IoⅥgerincubadondmesofprfons伽mskelctat  
lT】uSCle ex什acts co¶lpared w抽tbose如ITl  
matched braillSanlplesindicated that pnon  
dterswerelowerinmuscle血anint鮎CNS；  

rio11S are tranSmissib】e proteinaceous 弧tSOrmamnl山s血alcause危血neuro 喝－  
degeれ訂ativedis訟5eSOF血ecenむ扇ner一  P  

Ⅴ00S野S也m（CNS）．Thepresenceofin蝕tiv吋  

in skeletalnl憬Cl¢OreX匹mne血l】yinfヒc†ed  

miceraisedthepossibilibrthatdietaryexposure  
topdonsl－－ightocct汀血ougbmealcon5um㌢  

tion（1）・ChronjcwastingdiseSe（CW恥an  
eJllgmatic and contaglOuS PrlOn diseasc of  
No血ÅmericaれCelVjds，isofp訂ticukrcoll－  
C訂n．Ⅵle eme摺enCe OrCWD血allincreas－  
inglywide・geOgraPhicareaanddleiT）terSpeCies  

tr弧Slれission of bovine申On由ぬm encepha－  
topathy（BSE）tollumanSaSVariantCreutz危1dt  

Jakob dis6aSe（．vCJD）IlaVe raised collCenlS  
abou一三oonolic血smissionofCWD．   

To lesl vjherher skeletal muscle of dis- 
eased ccrvids contajned prioninfヒctivity，  

Tg（CerPrP）mice（2）expre 
， 

じerebrally with extracts prepared hm the  

semiterldinosus／semimelTlbTanOSuSl¶ⅥSCle  

訂Oup OrCWD－a飽cfed m山¢de訂Or丘om  
CWD－negativedeer．TheavailabilityofCNS  
lnaterialsalsoallowedfbrdjrectcomparisons  
OfprlOn止血cdvityin skeleは1mllSCle弧d  

bI・afn．Allskele也！muscleex打acts舟omCⅥ／ロー  

a能cteddeerilldtlCedprogressiveneuroJogl－  

Caldys氏mctionin Tg（Celヤげ）mice，Witb  

meaninc止ationtimesr弧g皿gbetween360  

Thbtel．1n【ubatjontimesafterino〔ulationofTg（〔erPrP）rni（eWjthprion5fromskeLetaLrnu5（leand  
brain5amPLesof〔WD－affe〔teddeer．PBS，Pho5PhatebufferedsaLjne．  

h⊂Uba血nポme．me卸d叩S士5用ぃ加。）★  
lnocula  

Ske【etal汀川S亡Ie  Brajn   

亡仰一q師亡ねd由er  

∋占D±2沌／占）  

367±9（8／8）  

4Z7±18（7／7）  

483±8（8侶）  

492二亡4（7〝）  

4Z8  

〟0〃dたど即eddeer  

＞5Z王（0／‘）  

＞454拍〝）  

＞490（0／6）  

二＞589（0／S）  

283±7（6ノ6）  

278±11（る路）  

231＝17（7／7）  

之84  

H92  

〕3968  

5941  

DlO  

D〔〉8  

Averages   

FPS占．98  

FPS9．98  

None  

PBS  

．＞454（0／占）  

Ⅶenu一口bero一雨⊂e developjn9Pr紬n dj；ea；e如di扇ded bytheo句inalnu汀Iberofino〔ulated mi（e（〃。）is shown h  
ParenthモSeS．批ed戸ngo†fnter⊂Urren一価e；Se；Wereer亡山加d．  

1117  WWW・S⊂iencemag・Org SC（ENCE VOL31124FEBRUARY200る   

－73－   



別紙様式第2－■t  

No．沌  
医薬品 研究報告調査報告書   

一般的名称  解凍人赤血球濃厚液   
Sundayherald．2006Mar5．  公表国  

Avai1able什om：URL：  
解凍赤血球濃厚液「日赤」（日本赤十字社）  http：／／www．sundayherald．com／54  研究報告の公表状況      442   英国  H 販売名（企業名）   ′ヰ■ヾ、    照射解凍赤血球濃厚液「日赤」（日本赤十字   社）   

OCJD専門家が「ヒツジのBSE」を警告  
非定型スクレイピー と呼ばれるヒツジやヤギの脳疾患は、BSEに似ており、2003年に流行が始まった。今では英国中で82，000頭も  使用上の注意記載状況・  

のヒツジが構患していると見積もられており、他の欧州諸国でも症例が報告されている。  その他参考事項等  

現在、生後18ケ月を越えたヒツジ20，000頭に対しては毎年TSEの検査を行っており、今までに非定型スクレイピー108例が発見さ  

研  

究  

報 出ニ  細菌、原虫等の感染  

要求 

至芸 き  

を  

食品基準庁（FSA）は今後この間題を検討する予定であり、「理論上は危険」があるとしながらも、消費者にヒツジやヤギの肉を食  
べないよう推奨することはしていない。  
微生物学会の会長で食品基準の専門家であるHughPennington教授は非定型スクレイピーが人に害をもたらすとは言えないと  
話しているn「人間は200年スクレイピーのヒツジを食べてきたが、誰も感染していないl   

報告企業の意見  今後の対応   

i非定型，スクレイピーと呼ばれるヒツジやヤギの脳疾患に関して、     今後も引き続き、プリオン病に関する新たな知見及び情報の収集に努   

専門家が緊急に検査を行うよう求めているとの報告である。  める。  

を  

l  

一、1   

㊨  
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⊂JDexpertwarnsof‘BSE盲nsheep’  
S⊂ient†stwhotoLdofthreattohumansfrom⊂attLe⊂aLLsforurgentstudytofindouthowmanyanimaLshavenew  
disease  
ByJudithDuffy，HeaLthCorrepondent   

Aleadingv⊂JDexpertwhosoundedtheaLarmonBSEhas亡alLedforthegovernmentto“takea⊂tion巾恒now’’overfearsthatare⊂ently   
d15⊂OVeredbrandiseaseinsheepandgoatscouldposearisktohumanheaLth．  

Thediseaselknownasatypi⊂aLscrapleIissimiLartoBSEin⊂attleandfirstener雲edjn2003・ltisnowestirnatedthatasmanyas8Z，000   
Sheepcouldbeinfe⊂tedintheUKand⊂aSeShavebeenreportedjnotherEuropeancountrjes・   

TheFoodStandardsAgen⊂y（FSA），hasadmittedthereisa“theoreticaLhsk”butitisnotrecornmendingthatconsumersstopeatingsheep   
OrgOatmeat・  

However，VCJDexpertDrStephenDealLerhasdernandedanimmediateinvest晦ationtodeterm血etheextentofthedisease．Lan⊂aSter・  
basedmicrobioLo紳tDeaLLerandhjscoLleagueProfessorRIchardLa⊂eyWamedthegovemrnentaboutthedansersofBSEin⊂attlesixyears   
beforeminfsters⊂On⊂ededtherewasarisktohumans．   

“Theworry－SlOfcourselthatatypicalscrap－eWilLbeinfe⊂tioustohumans，butwedon’tknow，”Deallersaid．   

“Alll⊂anSayatthernornentisthatwithatypjcals⊂raPje，Let’swaitandsee－butshouLdwe，inthjswait，and－SeePeriod，betak血smore  
a雪雲陀SS†vea⊂t†on？   

“LotsofpeopLearesaylngWeShouLdn’tjuststandhereandwajt，LotsofpeopLearesayingtakea亡tionri！htnow．川   

Under⊂urrentregULations，20，OOOsheepjntheUKoYer18rnonthsoldaretestedannuauyforbraindiseasesknownastransmissibLe  
SPOngfforrnencephalopathfes（TSE）・Thesejn⊂Ludeatypi⊂aLscrapieasweLLasthemorecommonformofscrapieandBSE．   

TodateIatOtaloflO8⊂aSeSOfatypi⊂atS⊂raPlehavebeendetectedviathistesti咽PrOgranrne・ButDealler⊂alLedforfLJrthertesti喝tO  
beurgentlycarriedout，ParticLJLarLyinyou喝eranimals，tOdetermneexactLyhowwidespreaditis．   

“Atthemornent，W托houtthedataonhowmuchdiseaseisoutthere，itisdffficuLttoknowwhattodoandhowfasttoact，”hesaid．  
J‘That盲swhylsayweneedasurYeyrfghtnow・   

“WhattheycouLdcertainLydoistodosurveysandtakesornanysheep，teStthernwhentheyarebei喝Slau弓hteredlandthenseewhat  
PrOPOrtjonofthoseisatypicalforrn．   

‘‘YoucanfjndBSEinthebrainsof⊂OWSLong，LongbeforetheyshowedanysymptomsatallandthiswfuaLmostcertainlybetruewith  
scrap－eaSWell・”   

Hesu！geStedthat⊂On⊂emSabouttheimpactonfarmln！WereLikeLytobehjnderjn雪aneXPanSjonntestin雪．   

⊂urrentcontroLstoprotectconsurnersmeanthatpartsofanimaLsmostLikeLyto⊂arryBSEinfe⊂tjvity－Su⊂hasbrains－areremOVedfrom  
SheepandcattLebeforeenter盲ngthefood⊂han・Butftisun⊂ertainifatypicaLs⊂raPleCOuLdbecarhe⊂＝nothertjssue・   

Deauer’scalLsforaninvest晦ationhavebeenbackedby⊂OnSumeryOuPS．   

SueDavjesIWhkh？chiefpoLkyadviserISaid：“Weneedurgentanswersastothemanyun⊂ertaintiessurroundfnsthisfjndjnsasqui⊂kLyas  
POSS姑Lesothatthereisabetterunderstand†喝Ofwhetherthereareanyhumanhealthimplicationsand，jfsoIWhetherexisti咽⊂OntrOl  
measuresareadequate・”   

An†ndependents亡ientif†c⊂Ornrnitteethatadvisesthe雪OVemrnentSaidLastweekthereis“insuffl⊂jentdata，aSyet，tOmakereLiabLerisk  
assessmentsforhumanhealthoran†malheaLthandweLfare”．lnastatement，theSponsjforrnEn⊂ePhalopathyAdvi50ry⊂ommittee（Sea⊂）  
alsocon⊂LudedthatHgorousstudiesare“⊂ritfcalandurgent”toprovidemoreinforTnation・   

TheFSA了sduetoin肘auyexarninetheissueataboardmeetjn弓OnThursday・Possibleoptfonsforprecautionaryriskredu⊂tjonmeasures  
WiLLbethendiscussednextrnonth・AnFSAspokeswomansaidshecouLdnotpre－emPtdis⊂uSSionsbysu弓geStin写What－jfany・meaSureS  
m痩htbetaken．   

“WecanFtruLeoutanytheoretfcalrjsk，butwewon，tbechangln雪OUradvjceatthjsstage，”shesald・“Basedontheinformationwe  
have，WearenOtreCOmmend盲n雪PeOPlechangethejrea抽1ghabitsonsheepor弓OatS，”  
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ProfessorHughPennington，PreSidentoftheSo⊂ietyforGeneral仙crobioLo雷yandanexpertonfoodstandards，Sald⊂UrrenteYidencedid  
notsし唱㌍StatyPfcals⊂raPleWaSathreattohumans．   

Headded：“Thebigquestlonfs：Whatfmptlcatfonsdoesithaveforhumanhealth？Asfarasweknow，therearenonebasicalLy，butof  
⊂OUrSeWehavetokeepondo†咽帽Sear⊂hon肘s．   

“one⊂ertaintHngisthatwehavebeeneatin＄SCraPiedsheepfor200yearsandnobodyhascometoanyharm・”  
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