
撃  トー  
尉  
惑  

00 回 ⊂）  

向 同  

義肛 潜  
⊂〉 ⊂＞ 同 血  

佃 曇  埜            ．．．」 ＞－ ⊂l⊃  

．」  

余 凶 」  霞 上之  

e 絆・討  

n琵那  謂 ・豆鐘   
機能  

凶 振  
二ヽ 苺n  

空将  

・…・】・ 導■8  

にユ  

，キ  
拙策 警忘ポ  

⊂IM ：： 匪筈 ⊂⊃  

臼   

寂小足 1■・些  

弱  
半  

ⅡⅠ  僻  
如呵  卓  
咤  e  

誌 ⊥】  机 摩  
†  朗  ー・箪 吏イU埜 ＝・ヒー暮 P登刃 」嘩㌣塵 皆堰く「 麻植レ  

缶  ト．一■掲出将  
回  

＝・ 羞車き誓葺蓋 ・柊卜り㊥督琵          ふ 恒Ⅰ 舶 辟 叫 醇 同 詑  淀 岬 宅 望 l  叩 堆 望 W ・至l      匿鋸騨如e＃辟  ∠4日   

小一‘ 
ちpg川丁細心血nF且ttOr払Ⅰ呵  

〟        一′■′ ■  〟○虚J仇呼lゆ「親切花沢  
エロ呪餌vC皿山々ルev8血亡即     VCⅢ坤c〟のI丹印。励。む       ねeJ 
o乃C血如月d批〃招0叫          あ郎d8n都J如dα叩β叫   

ル叩わ・／肌ふ   

ZOO9  
73     18‘朗0Ⅳ‾‾‾㌻  

4．8タ×10■丁         1i刀4・m川lon  4jユXlO・， 11n4（JOO   

即加ポc  8‘，923IU   
78  ヱ009  ヱ．ユ×10’了  ＝厄9．3mlui01l  2．2ZxlO’5   llム7も000  

200く；  l．タタ×10’丁  1i！l10nlllli01l  1．タ0×10－5   1h5瑚00l   

h●                               eOn中alnsk軌nateforthisceilinthcFDARjskAs写eSSmentOf2006（FDA2006）wasincorrBCt－thec。rTeCted ・ ●●●■l；仙  

紳
小
器
樹
霜
 
朝
鮮
郎
缶
 
増
毛
童
様
幽
 
 

咤
琳
凶
 
 

T
・
N
撫
屈
堆
霊
コ
碑
 
 



ソ： し■1  

0qnら叩  
∩勺〔「「用 

n仁丹ト「・／  

叩作「／■ト  

BYレ20d9－0387  
2 A．N⊂iぷ⊂トSYa亡亡I8l．  

‾花 
Wa5（帥出血g亡dat1000Ogねr8血nitambl亡ntt亡mp亡柑山花  
andthesupernatantwasseparated打om thepeLl亡tand  
haⅣ6t亡das也eMIC打aくdom）【11】．For5餌di亡5．Ontll亡rOblはt－  

n田50rPrPS【托mOVaいh叩亡11亡t餌■mtheaboY亡∝n偵知ga一  
触nwa5uSda5th叩呵⊂叫MId4尺‘一代・5叩亡n血data  
～l肋ぐOn⊂en加donin触－bu取rd5al加〔帽S）orphosphat亡－  

bu斤加dsalin亡即S】・鵬亡び軋》伯東血亡Onta血亡d血  
1argem亡mbran亡鮎gm亡nt5如嘩叫pres印tlm鵬M⊂  
fね⊂tion，Wlliぐhwa5mOS取口msis旭ItOfmor亡SOlubleand 
pr印umably5Ⅰ叫l亡rPがて二云菰poi印b．い   

Ⅶ亡Studi岱5howninFig52－4．おW亡Ila5the≦upporting  
鮎5ibil吋虞血痕W亡代p亡血medwitbiSarkosyl一廿eat亡d  
5pik亡mat由ね1．趨Hwas廿悦t亡dw仙0・靴Sarkq町Ⅰ伽30min  
Onic亡・me501utionwa5亡亡れt一曲gedat13∝）0タねr10mh  
at room temp亡raturC tO r亡JnOY亡debris．Th亡SuPematant  

（CBHs▲止）wa5堺das仇espike【8】．   

D亡tem血伽noFPrP決闘  

meprot亡Ina5亡K【PK畑gbdonandW萬t亡mblotasさ町Ⅶ亡dレ  

ぬー也亡d亡t∝血norPr控w亡代亡ith亡rp亡血mda5血ざdb亡d  
byGr亡gOrlL仁一¢L【8】orwith50mモminor一浪Odifka也○鮎一  

Wher亡TritonX－1（）Olnsteadofsodiumdod亡⊂yl5ulphat亡  
（SDS）wasusedasdetergeJltduTingthePKdigestiorLStep，and  
W血仇亡pOけa⊂l勇ami血gd．亡On⊂亡巾donwa512％匝lo－Rad  

Laboratori亡S，Vi帥na，AnstdaIinst亡ad or14qb rNu払GE．  

ImⅥけ○酢nLlfヒS⊂ienて亡，Carlsbad，⊂AU叫・n亡抽d－pOint  

dbtor也亡5ampl亡び亡dforrdじ⊂七On魚dor⊂aI⊂山don5WaS  

d亡teminedi．maO・5log．。Sedaldilutions亡餌pand血如亡d  
a5tb亡魚ほtdiludomwhe陀nO SignalYぴOb5亡Ⅳ∈dontlle  

W由t印IbloLSampl亡SW仁一叩rOC亡∬モdbdbrePKdig亡Stionin  
Ord亡rtOOYe汀OPeint血n⊂eaSd亡ta鮎dbモlow．   

Ⅵkst亡mblotvalida技on  

Th亡Westemblot assayused Lbr determination ofprion  
托du⊂tiomね⊂tOrSandもindlng⊂apaぐiけinTabI61amdZ  
WaSSutか⊂ttOaねmalYalidationね1lowingIntemado舶1  
⊂0几食代n⊂亡Ontねmonisa伽n（IC印g山ddil18b亡血bl亡an 
MIu鵬onorthes山bbiuけ。r伽チ脱yhl印が。r弘治y  
ⅦdabuiW amdllm亡ad∀ねー那亡出血亡ぐ1亡a帽n∝5仙dles 
血ta山din地代pO鴫andalsoam亡Vdua伽nofth亡umitof 

血t亡don（LOD）o一触aぉ叩iれ⊂叩pad50nW他apdon5tOd  
Ofkmown仙餌亡d）bioaぉay血中伽Iin亡ar呵Or伽a岱町  
短5howれhFig・l・mer咤n那ioれpa柑md町S⊂anb亡旧亡dto  
COnV亡托W亡5t亡mblottitr亡Sillt0lmfヒdou5t抽出u5lngth∈  
ね1】owiれgねmula：  

一  繭加9一触如thor（s】 」ourn両D・nP蜘ion0200引nk川atloⅦTSふ軸○†8loDdI帽朽h如n  

DOl：1n川1／1．川23－04氾2009012∝∫  
man油〔山dmgst叩Shavモbe印加mon5trat亡dtoprovide  
SignifICantrCmOVal．亡itherofprioninfecdvityorthedisease－  
a550ぐiat亡dmark亡rPr戸【6】．Spモ⊂泊⊂a爪n吋1igam由d亡5igned  

tobindprionshav亡Pr亡vious）yshownasign的⊂ant⊂aPaCity  
to托mOV亡PrPS亡anda5SO亡iat亡dinFe⊂tivityrrombIood  
ぐOmpOn亡ntSSu⊂ha5rdbhod⊂班ぐOnぐ印けat⊂S【7づ】・5uぐh  

Sp亡亡i触a約niVligand5haY亡u罰心1nownotb亡亡ninv亡Stigat亡d  

如伽托mOValorPrPkinpl祁ma－deか亡dbiophamamぬ1s  
Su亡ha50ctapla5● 

0⊂taplasOisthehTStgen亡rationsoIvent／d亡tergent【S／Dト  

b亡at亡d，human．亡Oag山adon－aCせv亡pla5ma，m亡prOdu⊂tion  

pro⊂6Si5Straightfonvardandv即y陀pmdu亡ible．⊂亡11saIld  

⊂亡11fねg一口モnt5ar亡花町OV亡dbya＝）ト和則廿ationst叩at也e  

什ont一亡ndorth亡七汐亡65・me5／D■tr亡atm亡nti5p亡rfomed  

utilizingl・0恥（wIw）tIi－n－butylTphosphaterrNtlPlandl・0鴨  

（w／w）Octcxyhol－9．佃BPissub5equentlyremov亡dbyoiland  
Octoxynol－9bysolidphas亡eXtrae伽n，Finally，tWOnJtTatioT1  
5t亡p5ar亡p亡ーねm亡d（0・ヰ5andO・2■m）to亡ⅢW亡St亡dlityo一  

也ehnalprodu⊂t  

It has alrcady brrn demowtrated tharthe Nnrnt OaaplaP 
man通dudngpro亡65babl亡tOr甲OVe2・51喝0∝lトbound  
And触ePrPよ．wh亡nl血ga⊂加〉ni∈allylmf吋亡dc亡】11in亡aS  

SP汰emat亡dal，Whi⊂hinits亡If印5ur6ag00dsa良けma噂in  
ねrthispla5maprOdudint亡m50Fpdontra那mi5Sion【10】 
T7）ei叫中mentation oF am additionalorthogonalpTiorl  
r∈mOVa15t叩WOuld山地亡l亡nbam⊂亡血亡兄良けOfOくtapla♂  

in this respe⊂t・Th亡⊂Ompany Patho郎rlRemovaland  

Diagnosd⊂職chmologi亡SIn亡・（PRDT，N℃USA＝は‖kⅥloped  

a group ofligandsパOupl亡d toさStamdard r亡Sinbas⊂，  
WhiぐhhaY亡血momstrat亡dstrongamniけ如th叩don 
無血diesr甲Ortd山地pap亡rW耶d軸dbd亡t亡血p亡  
th亡pOtentialforpdonr亡mOValbya叩亡d触a熊山りIigand  
implem亡n（亡dintoth亡neWg亡nerationO⊂t叫asLG。【LG．  
1igand gel）manu免dudng pro⊂亡∬．To p托V亡nt pOteれ血1  

inte血陀mC亡Or也亡mOm－homog亡n印旧pla5maprOduct（e．g 
possibly⊂Omtaining（ell5and⊂e11d亡b鵬Iwi山也亡bindimgor  
PrP決to伽a飴n吋晦a鴫itwa5血d血dto涙叩Orat亡th亡  
n亡Wprionr亡mOVal旧inp05tぺ亜Ⅲ血伽nind5／Dbてatm印も  
atwhi〔hpointth亡prOdu⊂tis⊂lean丘omedlsanddeb血that  
might⊂OntaiれOr⊂any仇亡pathog亡ni⊂prio閏．net亡亡hmical  

impl亡m亡ntadon orth亡1igand r亡5inwasp⊂血rm亡d by  
O⊂tapharma押GmbItⅥ亡爪na．Alはda 

MaterねIsandm亡thods   

Sp汰emater山pr印訂a伽n5  

m亡263K5trainorham或亡トadapt亡d sc柑pi亡u亡dln th亡  
叩亡血l亡nt5Wa5Suppli亡da5a】0嘲＝訂u血brainhomog亡nat亡  

（CBH】by血亡1aboratoJyOFDrRober【G．Rohw亡r【BaItimo代．  

MD，USA）・Ami⊂rO50mal／ⅣtOSOli⊂（I瓜C＝ねdonwa5pr亡－  

Par亡d打om血10％〔BHfbllowing血亡pRpa柑doれprO⊂durt  
6tibli5h亡dforv且dou5巧Esuト⊂e11nla∫触⊂伽鮎（仙亡CBH  

Prionremovaleffectofaspecificaffinity（igandintroduced  

intothemanufbcturingprocessofthepharmaceuticarquaIity  

SOIvent／detergent（S／D）－treated－p］asmaOctapJas嘩雪．・：  

んN亡i5！亡ー－Sv犯－A．8ail叩．2LGrt90ri．3んH亡耶ー，，s，Jordan．ヰ帆8亡hizad．‘H．R亡ichl．り．R6Mj托R十肌ヰ．Sva亡－  

’和文口加計伽咋／叩叩吠伽叫血仰山仇′爪ロヱ亡リー血Pr∝山抽叩は爪川眈∩叫ん5rrわ  

】伽∫ur亡Gm椚kぐh蝕亡〟ぼ耶亡血触uハd托血0／0タk伽叱眈仰q血；伽  
J触；亡ロⅣわ5亡〝／c鴨夙〃d加／む∩【亡差伽仙爪叫〟qU封  

l伽仙rJぐ的5α即∝タ上一也（加ゎr噌亡5ぐ加亡亡ね〟．伽両「坤仁Ur  

～〃帥0灯n15G′刷川畑聖和叱血血  

頓1Xニが引1苛も聖至掴言  BackgroundandO頓Ctiv亡SAnewchromatdgraphi⊂Stepibrthesele⊂tivebindingof  
abnomalphonprotein【PrPS⊂）wasdev亡1叩d，anddptimi茄ionfbrP沖訣⊂叩加ewas  
achievedbybindingtoanafhnityligamdatta⊂hed加TSyntheti⊂reSinparticles．This  
StepWaSimpl亡mentedintothemanufactuhngprocess・OfthesoIvent／detergent（S／D）T  
tTeatedbiophama⊂euticalqualityplasmaO⊂taplas4＞tof山therimprovethesafety  
marginintermsofriskforvariantCreutzfeldt－Jakobdisea；e（vCJD）transmission 

MateriaIsandM亡thodsIntemediatesandOctaplasOflnalcontainermateriaLspiked  

withham5terbrain－derivedPrPS亡－⊂OntainingEractions．wereusedforexp亡rimentsto  
亡5tablishth亡feasibilityofintroducingthisnoveldhromatographystep．Thebinding  
Capa⊂ity叩milluitreorligandg⊂1wa5ddermjn亡dunderth亡5血dモdmanufa血h喝  
COnditiorLS・rnaddition．thespedf7CityoftheligandgeltobindPrPScfromhuman  
SOurC巳SWaSihvestigated．AvalidatedWestemblott亡StWaSuSedfortheidentif）eation  

andquanti触ationorPrP5く 

ResultsAredu亡tionfhctorof≧3・Ologl。COuldbedemon5tratedbyWestemblotting．  
utilizingth亡托l亡VantO（taplasOma出x丘omman血⊂mdmg．Inthi5pa血⊂血rc亡lト触亡  
plasmasolution．thePrPSぐbinding亡aPaeityofthes亡l∝tedgelwasvetylhigh（≧6  

．  

【sporadicandvadamtCJD）sourc亡S 

CondusionT旭n亡W血gle一心e．d卸OSablePr声－haⅣぢ血ggdensu和aY町最少飴pむ  
Cityinten鮎Orr亡mO血g仇epa也ogeni⊂agentCau5ingYCJDh）m也亡n亡Wg亡n亡帽don  

OdaplasLGO，im仇e亡V亡nt也atprions⊂anb亡知undimplasma加mdonoISinⅢbating  

thediseaseandtherebyeontaminatingtherawmaterialplasmausedformanufhcturing．  

Keywords：af加iけ1igand亡hromatography，0⊂tapla5LG●，pIionsaf吋，PrPk，VUD 

βm′咋dご2β〟0）で爪b亡「ヱ∝吼  

rⅣ毎d～0仇γ2（X相．  

¢r叩fdフロ仙′2（刀9  

deplet亡dr亡dblood⊂亡】1⊂On亡印廿at亡5iれtheUXい－4】，a5W亡11  

astJlehrstprobabl亡CaS亡OrVCJDthroughaplastna－dedved  
ねrtor⊂On⊂entrat∈【5】，hav亡madepriondi5⊂aS彷amatt亡rOF  

ぐOn⊂亡mintoday’5blood也亡raPy 

An血kroFa⊂don5hav∈be亡nimpl亡ment亡dbyr亡帥IatoⅣ  
au也0雌6，餌dぉ托q山dng也atallmamu鳥⊂tu∫亡応Ofpla5ma－  

ddv亡dbiopha－Ⅶa⊂和也ぐ山s5hou】dp亡ー払mapprophat亡pnOh  

Saf亡け亡Valllations or也eir produ⊂t pO血Ii0．Difk代nt  

l  

lntrodu⊂tion  

lnth亡Ia5t食wyears．わurprobabktran5missionsorvariant  
Cr亡u反柑dt－Jakob di5亡aSelvCJD）throughI10Il・lⅢぐOq亘e  

¶加押omyI  
1（〉扁7   

伽rr亡5p抑止仰⊂血dr亡aN亡i5父トSva亡．PhD．0（t叩h∂rm∂Pharmaz仙tika  

Produktio叩丘mhH．Okr加⊂rStra！；亡235．A」†00Ⅵ印咽．Au～trj8  

亡・爪ai」：抑dr亡i．∩亡iss亡トm亡＠∝taPharma、⊂Om  

¶由Rmmlawa5W亡dfor⊂a】亡山adonorth亡【也inbi8dlng  
⊂apa⊂iⅣimt亡耶Ofinぬ頭ousdos8．  

◎ヱ009Tb亡A山ねor（sI  
Joum山ぐOmp鮎doれ◎ユ009Intda血れ山餌d吋。rBl。OdT一山鮎i叫侮∫○叩iれね（Z∝吟】  

250   
249  



4 Å，N亡i5S亡ー－SYa亡亡J4J．   Phon代用OYalduhngOclapla5甲●m明知tmng 3  
‾■．ニー 

b亡eXPre∬亡das‥log．。（肝ト【log．。Ⅳ，レlog】。汀】）トr】og．。  

（V】）＋log，。rrルandth亡Ioga巾hmi⊂redu⊂donfictors（LR円  

W亡一亡rOund亡d to otl亡decimalplac亡On）y after having  
COmpl亡tedth亡flnalcal⊂ulation 

R亡5山ts  

lnp融min町血di隕ねurもF応05tprOmbingligand5  
amongth亡many5⊂r亡璧申．短や亡∫OmpanyPRDT【8．12Iw亡托  
S亡1亡⊂t亡dねrinve5tigat享ng・・th亡ir・印叫匝tibility with th亡  

0ぐtaplasOmanuね⊂血dngpro亡飴SandibolユtぐOm亡，On亡Or  
th亡mdidJlOt⊂hangethebiDChemicalpronkofOctaplasqI  
atall，Wherea5theoth亡rtllr亡ed印l亡t亡d5ignifkantlybo血  
⊂Oagulationfa亡tO汚andinhib血相（血tanotsbowm） 
Dif托rentaspe⊂tSOfprionbhdimgw亡reimYeStigatedby  
旧ing dif托ー亡nt5pik pr印aratユOnS．A5umprO亡eお亡d C8甘  

PrObabty⊂Ontainsallpo5Sibl亡in托（dolはmOdalid6，itwas  
l  

、  

iti5emrkhedwi也th一品all亡StandlnOSt50lubl亡払msor  
PrPS⊂・Wh∈陀th亡PrPS⊂con⊂印加tion，a5血t亡rminモdby  
WesternbloListheoreti⊂alJyりnre）atedtothe5iz亡distributlDn  

qfth亡pdonaggRgat亡S，thisspikwithsmallPrPS⊂si‡tSmay  
r印ー亡S亡ntaねmorinfヒ⊂dⅥW亡10S亡rtOthata甲medtobモ  
potentia】1ypresentinplasma如mbI00d donors thamthe  
ねmpr6en一山spiよ8Wか山1arg亡pa沌⊂1亡S止亡5 

n亡CBH丘omwhiてhth亡mi打0ミOlnal打a⊂ポon hadb亡亡n  

removdby⊂印扇餌gadonl⊂叫棚q】wa5Sd∝t亡dtoinv亡S一  
也gateth亡bindingorlarg亡rparti〔ltsk亡di5鵬budomちk  
thos亡nOt⊂Ontai耶dinth亡MIC鮎〔也0れ∴n】亡uS亡Orth亡tWO  

Spik亡pr叩ara軸心abov亡prOVides for a more tho－Ougb  
inv亡Sdgadonorth亡bimdingprop亡血亡SOr伽】igandr缶in  
仙aqwh亡nOnlyCBHisud 
InadditIo叫hrsom亡亡Xp亡正m亡mt5aSar如町トsolubiliヱ亡d  

Spikewastued．Sa止OSyl－SOlubilizedprionspik亡員g印tShaYe  

beemudliヱedwidelyinprioTtSpudngstudi亡5，～andyieldaspike  
pr叩arad8n斤om whi⊂h仇亡m亡mbram亡⊂OmpOm亡ntS bave  
be亡nremOV亡dTWh油Jnaymi血CVeryWellthenatur亡○［otJl  
ta堵dO血pla少mat血ねu01鴫【lgノ也eS／Dbでat爪印t¶l亡慢亡Of  

Sarko5yla50ppO5亡dt00也訂det亡咤亡ntSi5ab∂ねn∝b亡加∝n  
avoidi幻g叫dy5伽mgdd亡咤肌b，5u⊂ha55D5iWh血may  
血n地肌仇叩donaggr聯t亡．and血gnon－io山⊂d亡t亡rg印b  
thatt亡ndtob亡t（〉OW亡aktoprovidesu穐⊂i亡mt50lu旭i加点om  

Whereth亡Spik亡皿at亡daIwassolubil如dwi仏5arbsylb肋托  
Spi加g．仇er餌p∝せv＝bbT亡勇adomforth亡Sp汰亡mat亡dali5  

appⅦd亡dwi也也亡即bs⊂dさkdt亡裏‘sa正一（i．亡．CBlも止ト  

F亡お1b出け∝p∈rim印tS  

Inth亡色相tS亡tqfstudiesバXpt†lmモntSW印p亡l和一mtd  
WheTeムsarkosyl－SOlubilizedspike（i．e．la亡kingm亡mbrane  
⊂OmpO∝n伝】wa‖甲奴dbtoOdal血中hndprodudand－appu亡d  
di托dyontoPRpT⊂Olum鮎．mOPRDTぐ01u皿耶⊂Ontai血g 

Fo＝owingr亡mOValofasampl亡ねrd亡t亡minationor血亡  
in仇亡Spik亡dstartmat亡血1，也eremaimingspi加dmat亡daIwa5  
load亡dontoap代ParedIigandr亡Sim亡01umn【鴨ntageいIX250，  
Mi11ipq－e，8モdfoId，帆USAl，Wt血hhadbモ亡nモquiliblat亡d  

Withwat亡ーねー叫匝頭on．ZOmMC如at亡buf托ー，pH7・Ocon－  

taining】咄mMNaCl・Ⅷ亡nOWrat亡Oftb亡Chrornaugraphy  
Wa5aヰiust亡dtoth亡n亡⊂亡SSaけぐOnta⊂tt血亡（pla5maWith  

T鴨in）of－2min．Coll亡C鮎moF血enow一也mu帥beganqm亡亡  
the 

FolIowingloadingo一山亡Samp】亡，th亡⊂Olumnwaswashedwi也  
th亡⊂itrat亡bu取ru5亡dfor亡quiIibration，and亡011亡diollOf血∈  

Row一也mugh⊂On血uedun也仇亡WabsD血n∝begantodrop 
Au⊂hromatography・jtepSWereperfomedatamt）ienttem－  
p打atur亡．Sampl曲痢一伽ough）w亡ー亡COllededatvar10u5  
Stag亡SOrthepas5ag∈．Ortkspikedstartmatモrialthrough  
th亡ぐ0Iumn．1naliquotor‘a⊂h鮎w－throughwas5tOr亡dat  
≦－600Cunt11te5tedbyW6temb10t血ga5indi⊂at亡dabov亡 

D亡teminationor血ePrPS⊂bind血gcapacityp亡r  
gelvolum亡  

Zr”rdertoevaluatethePrPS亡bindingcapacitypermi11ilitr亡  
郎1．studi亡S W亡ー亡perform亡d using5亡qu亡ntlalid∈ntical  

⊂01umn5・ln伽s亡eXp亡dm亡nt5，0・01鴨CBHsl止【餌al（bn⊂抽－  

tration oFbrain homog亡nate）was spik亡din O⊂taplasO  
haⅣ6t亡d丘om routineprodu⊂dom Ten millili地Orthi5  
亡h山l亡ng亡WaS、appli亡dto也亡色相tCOlumn（0・らⅢlbモdvolum亡l  

⊂OmtainingthgelinaProteinl50ladonKjtmini一亡山umn  
（PⅨSl，ProM亡d⊂uたS⊂i亡れC亡5lm⊂りMo11mtRoyal，Qu亡b亡ぐ，  

Canada）・¶le円ow一也rough丘omthe負乃tCO】umnwasappIied  

ontdth亡Sモ⊂qnd⊂Olumntandf†OmtbモSモCOIldt）ntt〉th亡  
third．m亡郎トboundPr曹wa5quan痛亡dbyd亡m5itom亡けk  
reading of the Western blot signals．and the binding  
⊂apa⊂iけp亡r⊂01u皿mandmillilit正g亡1wa5亡Sdnatedin⊂Om－  

pads伸tO血ePTPS⊂inp11tl亡V亡l 

Bi皿dingofin良亡dousprions如mdif托rentsourc亡5  

LeucoⅣ【亡・托dⅥ⊂edllum細代dblood⊂ell5inT田idualpk如伯  

5pik亡dwithbrainhomog肌at亡丘omdif托托nt鵬鮎m血ible  
SpOngifbm 亡n〔叩halopa也y 5廿ain5，加111ding ham5t亡r  
5⊂mpie．humanv亡Jp，humansporadi⊂（甲）CJP，andIれOl遁亡  

F止uokas打出nG亡円tman－S餉uぷ1亡トS⊂h亡i血dis亡貼e（OSS）．  

W亡Rappudindupli⊂at亡tOtheugandr6inin⊂01umnfbrmat  

Cal⊂ula也onorr亡dnctionねdors   

R亡d11⊂donf8dors（RFJwモ柁Cal⊂山ateda5d亡tail亡dillノNot亡ねr  

G山dan⊂e On th亡P⊂rねman亡亡OrⅥm⊂l亡aramCqStⅦdi巴；’  

ⅣM叩WP／26的5（19g61】：肝・Ⅳ－×Tl）仰ユ×Tコ】．in  
WhidlVlandTlaredleVOll皿亡anddtrt”fthest2rtmaterid－  
andV2andTユarethevoIum亡andtitr⊂Orth亡prOduct  
触⊂鮎mr6p亡dYely・lnloga止血mi⊂temS，t山5亡quatlOnPn  

T∂bl亡1P√障托mOV山加呵両romatogr叩hYW勅anon・S／餌代∂て亡d  
叩■k【・Fif吋m川川tr6P＝）c†apl一声加叫「ロ山口椚5SPl亡再tth⊂ind弓ぐ8t亡d  

叩－k亡招ti8W肋さ〔帥如l什0nlh∂m～t……托ぐ－dw加h訓¶5t亡トadap圧d  

i亡帽Pi亡263K～t「8in・AR亡rWlthdrawalof；iamPI⊂OFthく5p‡k亡d5taぺ  

mat亡「18l．th亡叩Ik【dplam∂Wa51D8d⊂don†oth一門DTco山mn訓1dth亡  

机川－th佃リ9hfra⊂1一叩W亡代亡0‖妊t亡d・Fo‖ow■叩pI∂～ma－oad一ng抑d  

WaihlngOrthtPRDT亡01umnwith〔itr∂t亡buf†亡「バh〔⊂○山間nWaい〟a∫h亡d  

叩⊂パm亡ntallYV㈹2MNさCl・抑d¶nallYth【r亡m3一∩■ngr亡～川Wa5  

代－SU～P即d亡dinT85抑d【亡～【亡d（⊂血Mn那り  

富
O
d
冒
○
。
■
ぎ
；
皇
も
」
d
P
2
⊃
召
望
 
 

〇
 
 
 
O
 
 

S
 
 
 
 
4
 
 

0
 
 
 
 
 
0
 
 
 
 
 
∩
）
 
 

3
 
 
 
 
2
 
 
 
 
 
■
－
 
 

W亡itてrnblotH椚叩】亡tit柁f†りM  

川dヰOhttit・∂軸∩【l『，J   

5【hmH～鵬叩ik－／ 1恥C8日～鵬叩jk亡／  
′う・亭ml耶l  トgM‡9⊂－  4（〉  5・0  6・0  7・0   8・0  9・0 10▼O  

Do加odPrPSG一桁○  
【lo9101D如／m佃10％Homogonato】  

Rg・1Un臼r‡～0＝仙野k川blロta餌yApl8tOf岬6ttrnb－ot亡nd－PO両t加i  

ObねjnedfmM爪山一ip一亡d亡t⊂rn…8ttOnS（8tl亡a5t3Iofvar10U～d仙t旧∩5bfa  

hamite卜adapt亡d～⊂帽Pさ亡263Kpmn～t（冗k■8fkno…∩（d頭∩亡dlb血朗y仙て．  

Th⊂lぎm雨仙t〔〔ti馴1痔4・5loglDJml虻針山柚抽！～tan山河d亡Viations  

fD▼～mpl亡＝l亡∂⊂hd・加血nt亡～t頭Wi川Og・亡at亡rthan士0・2510g，。．  

Int亡【托ren⊂ehandling  

＾dire⊂tWe5temblotbngofthesam7］leseontainingOぐtaPlas＠  
（OuIdnotbeぐOrldu〔tedduetoth亡interferen⊂e丘omhjgh  
pIa5maprOt⊂in（Ont亡れLTor亡ducethisiIlt∈r食代n⊂亡andto  

印ableassaylngOFth亡餌w一山oughsampl亡S紙亡－ads叩七on  
bythegelligand．spikedsampleswerepre－dilut亡d3・2rfold  
【0・‖og－JinTB5⊂OntainingO・l鴨bovim亡5亡mmalbumin  
foIlowedbya⊂亡ntriRlgation at15558gわr60minat  
ambi印tt亡mp亡柑山一亡．A触I⊂亡ntri餌ga也on．th亡餌pematallt  

Wa5⊂ar亡血11yd亡Cant亡dandth亡pe】1亡tre－5u5PⅢd亡dln亡i鵬r  

仇esam亡VOlum亡Ortheo正glna15Pikedsample，Orinl／】仇h  
theoriginaIvo】umeぐen心地ged（i．亡．10－ね1dconc帥什adon）．  

aくhi印ingant蝕div亡COれ⊂entra雨nofO・5loglO・Re⊂OV餌y  

WithinO・うlogtitr亡aSdet亡min亡dby5edaldilu的mW亡Stem  
blotassayoflowdtrePrPS｛wa5demonstratedviathisprocedu托  
i．n⊂OntrOl亡叩亡dm⊂ntS・a5indi⊂atedby⊂Omparab】亡Wぢt亡m  

blotⅦd－pOht的亡5for血亡⊂印琉hgdsampl6Wh⊂n【Om－  
paredwithanon－⊂en正札g亡dsampl亡（datano（Sh8m），   

R亡gen訂a加n開mpl∈SぐOnta撼mgba5icI止ghsaItcon亡的中一  

也onweredilut亡dO・51og．。andthentest亡dinth亡W亡St亡mblot  

aおayS・T加⊂0】umng亡Isampl亡5W亡托t亡衰亡dundilut∈db曲代  

anaIysisby牌stemblotting（i・e．Without⊂entrifugadonJ，The  

PKdigestionwasp亡rfc．rTnedfnsL（uo71th亡matrix，Following  
boilinginSDS，thePrPS【wasreleasedfromthe7rLatTu．  

Rob11Sbessor也epr10nreductionstepwi也rega∫d  
todi蝕rentspik亡pr叩訂a伽ns  

OctapIasOwasspikdwith仙erMICorCB軋Ⅶqaia川、  
5Pikeratio・T71epflofthespikedmaterialwasdeteJnirl亡d  
amd．irn亡Cぢ5叩叫旧t亡dtoapHof印－7・ヰ．  

S■叫由  

Spik亡d；tartm∂t亡rial  

Row－【h叩UghO－5・¶」  

Rov巨th√0UghS－10ml  

Row－thrロUghlO－20巾！  

Row－through20－50■両  

軸川－thr8呵h50－9Sr両  

2付＝巾CIw∂ih  

Co付mn9亡l  

几
〉
ひ
 
 

5
 
■
 
 
■
 
S
 
S
 
S
 
O
 
S
 
 

と
 
≦
 
≦
 
ひ
 
〇
．
ひ
 
ヱ
．
3
．
 
 

ひ
〇
．
 
 

川
日
 
 
 

Tabl亡2PrPk尺〔－0Va仙…gO亡taP18！℡M抑∪ら血「‡ngW佃訓  

S／D－⊂即d・t如くdspik亡・ApprロXimat亡Iv200mlofⅣUd叩」さ仰い〟ai叩ik⊂dat  

a5Plk亡指t100fl％w－【hth亡ind厄t〔d5Pik亡巾at亡rt815f叩mh8m；t亡巧lnf亡⊂t亡d  

岬】thh抑Iit亡トa由pt亡d父帽Pi亡263K～tr∂rn，Aft亡・With血wa10†agmpkof  

th⊂叩‡k亡dita代mat⊂riれth亡SP∫k亡dp】85m川aSPrOC亡∬edthrougha  

down；ぐal亡drM鵬亡10†thtOcてaPlaタprocて55fromfroロト印dc亡Iland  

⊂亡ルd亡bri5日lr帽tion．viaS／D・tr亡at爪印t机r∂一事On抑d501idphI丈亡血相⊂t10n  

U爪け亡牝nlu∂l靂Y50鵬of†h亡S仲・tr亡at亡dpla5malnt【rmぐdlat＝触ri0l■d  

Pha‡亡亡Xtq⊂－10nW亡代】oaddontoth亡5爪IPRDT⊂0」umnfroMl両ぐhth亡  

ind一円t亡d仙w－th「oughfr，〔t加sw亡代CO】l⊂d亡d・Fol10W■∩9．P舶ma10adj叩  

紺dwaih川gOfth亡PRDTでOh〟nnW往h亡itraて亡buFr亡いh〔〔0‡unlnWa5Walh⊂d  

亡XP帥m印talIYWlth2MNaCl．andRn81－Yth亡帽mainl明代山川朋  
「トSUSP印加dinT8Sandt臼t亡d【亡OIumng亡り  

W亡5【亡叩blot弘ⅢPl亡ti【代ゎm  

帥d－p軸ttit－－thn【tD9，J  

Sampl⊂  1鴨MIC叩ik⊂ 用αH【〟lqSPik亡  

Spjk亡dOぐt叫a夕a触ー丹m刷tration 2・5  2・O  

Aft亡r～／ローt・亡∂tm印t．両肌dphai亡  2■5  用  
亡幻柑Ctjon抑dd叩th－創一円tion  

A触√5811dph8S亡亡武柑亡tion  2㊤  10  

A什亡rPRDTg亡1  

粕川－thTOughO－ひ5ml  

Row－throughO・S－5つml  

Fbw－thro咽hSO一代＝再  

Flow－1hr軋gh10－コOml  

Row－thrq叩h2恥引）m1  

2MN∂CIwaih  
Co】unln9亡】  

一
さ
一
．
）
 
5
 
5
 
 

ひ
 
【
け
 
几
）
 
ひ
 
 
 
 
 
 
 
 
 
■
 
「
）
 
▲
U
 
5
 
 

≦
 
≦
 
≦
 
≦
 
ひ
 
｝
 
ト
 
 

て
て
ご
三
こ
 
．
 

◎2009n亡Alユ也o11s】  

Joumdco甲ぬdon◎2恥那mt亡ma加血Sod吋OfBIDOdTram触i。n，侮∫叩血b（2（M9）  
02∝丹¶l亡Au也q巾I 

Jown山⊂Omp山加n◎2∞9ht亡ma加n山50⊂i吋Or8加dTrぴhsioれ，侮54れ押tn頃ヱ009）  

252   251  



6 んN亡iぉモー－SYa亡亡l止  

P血n代mOYa】duhngO⊂t叩Iaslカ■叩昭和血血嶋 5  

ー■司て  

C011Ir01  ■ Elu心Ie  

伊l免 S8托  C011  C01ヱ  
Whiぐhth亡M】C5p汰亡5howed亡arli亡rbr亡；血【hroughthanthe  

CBHトMIqSpik亡・misresultmayr∈nt⊂t抑亡arli亡rSatura血n  
ofava舶blePrPS（bindingsit亡5byMl（．du亡tOth＝ma11er  
pr10naggr亡gat亡5p托S亡ntinthisspik叩【叩aratiom，0†itmay  

r甜∝t【hehigh⊂rPrF訣10adingontoth＝Olumnau亡tO伽  
low亡ru阿eaml。550fP一戸．亡。mpa血to伽CBH仰がaS亡・  

h．  
byPRDT⊂01umn）⊂Ouldb†de耶吋ratdusingtheMICspike  
andth亡細OuntOfPrPkr叩Ⅵr亡d斤omth亡亡Xp亡hm印ta1  
2MN8CIwa5handg亡1delnOm5けat亡血emb5tantialbinding  

亡叩a⊂ityofth亡a蝕IityligaElds・BasedontheimputofPrPS＜  
andth亡S亡nSitiYityofth亡West亡rnblo（assay，itwascakulated  

（s亡亡Mat亡由Isandm亡仇od5）血tth亡PrPS〔代mOVal亡apadty  

permi比ilitr亡酢1was”and6・4logl。5（州】inkdiousdos亡  
【ZD～。）lmlresinfordleMICandC叫棚，q’spike．一亡Spe｛tiv亡1y・   

DeteminadonorPI戸亡bin申g亡apaCitypergd  
VOluⅡ1e  

Th亡g亡Ibindingcapa⊂iけわrPrPSくwa5alsoinY亡5tigat亡d  
utilizingadi恥・entStudyd亡Si帥inwhi⊂hthePrPSぐbound  
to也亡g亡Iwa5amalysed．In仇G亡Studi亡S，anX亡dYOlum亡Or  

⊂haIl印g亡（10ml）alldanXedYOlum亡Org亡l【0・5ml）w亡托  

旧亡d，n亡亡hall亡ng⊂⊂On⊂亡ntrationwas・0・0川CB鴫血伽al  

⊂On亡entra也omofbrainhomog亡nat亡）．1も亡≦piktdcbalI亡ng亡  

soludoれWa5appli亡dtoth柁亡COlumn5in5t正e5．n亡bindimg  

to亡aCh column was th血亡Yaluat亡dind叩end亡ntlyYia  

Westemblottlng．’ETL亡reSu）ts肝ig．2）indiぐatCdthatthevast  

m可OdVO一触d亡t亡dabl亡Signalwas亡On⊂亡ntrattdin⊂01umヮ  

1・n亡餌w一也roughfro甲⊂01umnl⊂Ontaimedsom亡⊂Ontam－  
ina加nofPrP女，Whiぐhwasvi5uaIiz亡dasaY亡ⅣWeak5ignal  
cap山一亡dby血s∝Ondg亡l（くっ鴨OfPr曹imput），a5Shown  
inFig．2．Inallt亡St5p亡血m亡d，nOSignalwasⅣeldd∝t亡d  
ln（Olumn3imdi⊂ating血tallPrPおhadb亡帥ー亡mOY亡d  
beね托this或ag亡．Fur仇亡mO花山kd亡mOn5t柁tedv亡ワStrOmg  

PrPS＜capturewasreprodu⊂ibkwhezldi蝕一亡ntbat⊂hesofgel  
Wer亡t亡St亡d【Fig・丸竹亡quan繭⊂a伽nbydensitoInetIγO一触  

PrP文band5読。Y⊂雨加m伽甲山wasconduddusinga  
Bio－RadV亡T5aDo〔imagingsy5t亡m【Bio－RadLaboratori亡S，  

Her⊂ules．CA．USA）．Th亡reSult5indi〔at亡dthatpracti⊂a11y  

allinputPrPS（wa＄d亡teCtedboundtotheresirLWehadpre－  
ⅥolはIyd亡t亡mined也at伽totalIDs8in伽⊂halleng亡Wer亡  
5×10；lD知ba5edon血infe亡輌け仕鵬tionor伽spik亡両班  

血bioa∬ay．T如月，inallぐaS亡5th亡PrP5⊂bindimgcapa叫per  

millilit代g亡】wa5bundtob亡in血相n酢Of5×10～仲5血gd．  
亡quivakntto60logl。町㌦血帽im   

Det亡m血伽no一触ge川gandsp仁政dⅣ知rPrPS【  
丘omdi晩ー亡ntSOl汀C亡S  

Fi卯re4showsthat也亡r6inhas也亡abilitytobindin托dous  
pTjon丘omallth亡50uてびIびt亡d，血Iuding也亡humanぺJD  

Cotlけ01  Eluate  

O・1％SII打   C011   Col之   C013  
FK －  ＋   －  ＋   一  十  －  ＋  

theligarldT亡Sinattwodi取Tent⊂OIumnvolumes．ト9m）and  

9・5nl，Were⊂ha11亡ngedwithtwoconcentrationsofspiked  

O亡tapl鮎○－1％and5鴨5Pik⊂指tios・r叩亡⊂tively・m亡nOW一  

山roughsampl亡WaS⊂01t亡⊂t亡din如（tionsa5indicat亡din  
Tabl亡IandanalysedbyW∈St亡rnblotforPrPS（▼UndeTahigh  
PrPSてloading（i．e．5恥Sp比亡ratio】，With2・5logl。a5th亡叫Put，  
a≦－0・5－oglOOfPrPS⊂signalwasrecoveredwithaRFof≧3・0  
）ogl。（2・51og．。tninus≦－0・5log，。）ぐPuldbed亡mOnStratedfor  
theearly加w，through fra⊂tioTtS（0－10ml），utilizingthe  

rel亡VantO⊂tapla50mat血丘ommanuね⊂mdng・W亡appli⊂d  

them亡thodo［ogyd亡SCtibedabov⊂（s亡eInteTferencehand】ing）  

to托mOVeth亡W彷t亡mbloトint亡ーたdngplasmaprotel115by  

assaying山ep亡11亡ta触u亡nt血1ga加n．whk血r6ultedina  
quantitadver亡くOV亡げぎtkPrP女．Fl血亡mOreJhis⊂亡れt丘ト  
ugation5t叩prOViddO・5togl00rPrPSくcom⊂entra血nand・  
仙崎in（托a父dてht a∬ay・S亡n5iせ勇払n亡代Sult5iれdi⊂ated  

仇atth亡binding⊂apaぐi加d亡t亡min亡dbythevolum亡atWhi⊂h  

br亡akthrougho〔Ⅲrr∈d，WaSd亡p亡nd亡ntOnthePrP5⊂】oad  
vs．th亡amOunteIfafF［nityligandinareprodu〔iblemann亡r・  

Wi此Iltheaccura亡yOftheassay，th亡tOtalboundPrPS｛1oaded  
ontotheco）umnwasquaTltitadvelyre⊂OV亡red－∈itherinth亡  

亡叩亡血】亡n†allyappll亡d2MNaCIwashor虚11boumdtoth亡酢1・   

PrPS⊂remov山undeTmamuねctu一山g⊂Ondj加鮎  

Fu丘her亡Xp亡dmtnt5W亡代p亡血m亡dtoinv亡St短ateremoval  
orprp訣whtぐhhadbetnconditionモdYia血亡S／D－bてatm亡nt．  

別tration andsolid phase亡Xtra⊂tionst叩S，Whi（h rorms  

山亡mid－S亡ぐ60n Orth亡5tandard Octapla50manuね（血ng  

pro⊂e∬・Cmdepla5maWa5Spik亡dwithhamsterbraiれ－dehv亡d  
inf亡⊂dⅥけandpro⊂亡∬亡dⅥSingavalidateddowns⊂aleofth⊂  

manuねd血ngproc⊂お．imcludingth亡丘ont－ind⊂亡1land⊂亡1ト  
d亡brisfl）tTation，F0110WimgtheflnalsolidphaseextraedDn  

St叩，也亡prOdu⊂tWaSloadeddi托CtlyontoaPmT亡Olumnto  
iれV亡S軸at亡Pr戸⊂r亡mOVal．Not亡，thatthel亡V亡10fr亡mOVal・  
obs亡Ⅳ亡d forth亡Odapla50manuFa⊂山dngpro⊂BS b亡ね代  

PRDTremoval⊂aTLnOtb⊂COmpar亡dwiththatr叩Ortedin  
pr亡Ⅵous publi⊂adon5Whi⊂h u5亡d a chroni亡a11yinた⊂t亡d  

whole⊂亡11p陀para加nas叩此亡・¶is亡arli亡rWDrkm亡aSuRd  
prion r亡mOValfor the O⊂tapla50pro⊂6Sin血ding⊂ell  
代mOYalvial・0けmfllbltion，Wh亡r亡aSth⊂Cu汀亡ntStⅥdie5  

0nlyaddr亡5S亡dpot亡ntialr亡mOValornon－亡ellasso⊂iat∈d  
p血氾pOSt－川岬別けation∴h亡5pedv亡OF也e5p比亡●s  
n血托脚⊂。r⊂B軋Ⅶd，an曲⊂伊代PrPStr印OValtob亡low  
thel血itorassay5帥Sitivitywasob5亡Ⅳ亡di－1the亡arly  
nowTthTOugh鮎ctions丘omthe⊂Olumnnbble2）・Forthe  
印叫▼ⅦqSpikモーaSlighdyhighe∫Io5SOfsp比亡mat亡halwa5  
obs（rV亡dfbrthesttpsb亡foreth∈（Olumtl▼Althoughnot  
5igni鮎a叫仙5nndingi5⊂On5i5t印tWith伽natur亡OF血b  
spikqwbi⊂hprobably⊂Onlaim亡dla聯rP一戸aggr咤ateS8r  
Pげ女aぶ0（iat亡dwi也m亡mbr肌∝申g皿亡ntSla呼enOughto  
k餌t耶doutm亡Pa∝亡mOfbr亡止tkoughal50demDn－  

s鵬t651ightdi飴Rn⊂亡Sb亡帥t亡n血加OSp比亡mat亡nakin  

8■td＃1  

Rg．王女叩巾IP・P矢花巾0Ⅵい〟Gt耶blot轡咋如†th亡PrP丈叩t亡in  
由t⊂a†romthtPRDTg亡Ikfor亡H訓di触「（りPKt柁itM印しmくPl【ding  
a鮎丹8～田山り亡t亡d如叫d捕叩けi卯り8いnb関川ふ】or  

O⊂t叫8；●wtRSp耽td前mひ01鴨00H如【SB川抑dapplidtothr亡亡  
印山mn51むl）irリ⊂バq【され印山mn⊂0爪aindひ5m▲○†9d・InthいPK  

加G．畑山O一雨nw亡代mi血w仙7・5山○†wat亡いナ・叫8一万ぬuS帥d  

25トlofヰ×∽S－9叩kbv仔⊂rl仙PAG【】：靴dig6血nwascon山dd  

dir拍，YOnth叩亡Ib亡a由（50川鵬小7・叫Oflmg仙PK抑dけ5両f2％  
SDSincubat亡d†0rlh油か旬川購叩他血∩．m亡化a⊂tion叫aSitOPP亡dbY  
th【add肋nof251山）fヰXu汚－pmPl亡bu純一（NuPA6E）印ntainingth⊂  

托du亡i叩ig帥t〟佃mplGW亡化h亡さttdat900Cfor5mれbrknY  

∝ntr血g亡d帥dlO■lofth亡餌P亡mitaれt亡Ontainin9tht山t亡dp叩t亡ins  

w亡代血dtdo柑⊂hl抑亡、m亡00ntm柏n6如w助亡Pr声5i叩】○＝0山Or  
ひ湖S8Hb亡f8代ト）帥da触ー川旺tr亡水m帥t伽P一声卸a仙小く  
mれt和】bn亡トPKIwa5血bB扇mit亡仇亡コmOUntOfink餌iv和ロptU柁d  
bY廿亡画一h亡m01∝∪】那椚岬帖細雨叩鋸nKDaa尺Shownonth亡l亡札  

andspC皿In也＝お亡OrSpC皿二也亡Sig叫WaSW亡akdu亡tO  
血lowlビVelor印dog亡n仇遁Pd良in仇bpa畑Ⅲ1a∫Sp∝血m・  

Di5（：uSSion  

Aresinwithaligand．deYdopedbyth亡⊂OmpanyPRDT，able  
tobindandrモmOV亡PrPよqui⊂uyand亡m亡i亡mtly加mplasma  
dudngth亡indus雨al加nu免⊂huingof也eO⊂也pla♂produ⊂t  
has・b亡emid亡n撒モd．A nu皿b亡rOfs餌dies haYe k亡mp亡ト  

ねm亡dinY亡5点gadmg・tb亡血a柑n⊂亡OrPrP訣もythi5旧in  
un血ravari吋Or⊂Ondi伽閏andll也1iヱimgYaTious5pik亡  
ねm5．m亡introdu⊂Uono一触prionbindingst叩p†OVid亡S  
arobustand亡触div亡priomr亡mOValst叩d亡di⊂atedto  
improYingth亡pdonsa良けpro魚1川rO〔tapla♂Ⅳ印鮎ー仇叩  
Withouthavingan亡gativ亡impa亡t血t加点nalpIOdu⊂t  
qual吋【13】 

VariousspiktねロⅢands山dyd亡5ign5W亡托．uS亡dinor血r  
to⊂Valuate th亡rObustness ofth亡PRDTresin．Th⊂r亡Sin  

challeng亡dwithCBH，detcTgent－SOlublePrPS｛foms，Or  
homog亡nat亡SⅦ血h亡dw池smallorIa耶Pが亡ねmsall  
indiぐatedsモV亡Rllog－St叩50r⊂Om5bt印tandrq汀Odu（ible  
r亡mOYa佗3・OloglJ・m亡PrPS｛binding亡apa⊂ivof血ー血1  
pモーmului加g亡1wa5Showntob亡in仙亡化かnof6・○－”  
log】。PJmlr6in，and亡飴⊂伽亡代mOYalwa50bs亡Ⅳdup  
undl也亡binding⊂apa⊂吋of也亡⊂01u皿nWa5r亡a血d．nu，  
ねー也egdv01ume血os肌（3・81）ねra如ndadOdapIぉLG●  

PK   －   ＋  

円g，3R叩mdu⊂ね‖吋OfPr障代mO明Iln叫Utn紬父t・UP．軸尊t亡mblot  
⊂OMPa血∩〆Pr声b；ndingtothlt亡in（】叩那加咄Ⅶ叩沌血相別納血  
OfPRローg亡l・k【m＝冊旧○†0⊂t叫朋■w亡托5P化亡dw柑一明1％CB日加【SH8I  

and叩P】；亡dto【wocoIumn5【⊂0り…父バtも亡ad00lumn亡Onね加dひ5mlof  

g亡l，Ⅲ＝amP】岱W圧h仙tり訂小川hHPKw⊂忙叩】⊂亡臼t一喝dら⊂dkdjn  

R9．2．丁印mi⊂和】itlちOftht⊂lut⊂d叩tdnsw亡柁加d亡dontaてhl叩い加  

∽ntrOllan亡SSh8Wth亡PrP肇～ign扇ofl01山肌川椚川畑血相H細山触  
ト】Pk一尺itm川t   

bat血5k亡【3801）．血totalPrP⊂朋p血山川叫YalFnttOat  
l亡a虞9・6logl。m竹，Whi⊂hls亡q山val印tt09・4logl。ID  
（m紬×0・的＝8】・Inordαt00V亡doad仇k托mOVal⊂ap甘dty  
Ⅳ亡ⅣmilliIitr亡Or5u亡hO⊂tap】a5LG●po0lswouldnedb⊂On－  

tainmoretban690dlDPrPお．upt0201D／叫plasmahⅣ亡  
b亡亡nfollndimrd叩nt†Od亡mtmO血1sat也亡亡1如icalぬg亡Or  
d汝おe【14l・¶明・iれ、伽肌yOnモ亡Ontamiれat叫5im卯pla5－  

map坤駅申Witor600mlwould⊂aW亡am血u皿Pr戸  
toadorM】D／血in仇亡0血plasuppodti．仁也亡gd⊂apadⅣ  
exc∝ds血pdonload≧2柑5叩且mぢ臣5・3log．J．伽en  
鵬thぴmanya510（l・6叫⊂qntaninatdplasmau血boutof  

630pla5mapha町田l5ba辞imanO⊂tapla止G●batd，th亡  

a魚山け晦and⊂0lumm由abltto托mOYt仇亡t（〉t山也印托d亡山  

0ユ009n一人u也○巾】  

Jou℃1l00mp立通on02009m加鮎通知d吋OrBl00dT醐成血叫倫パ叫押¶むtユ∝朝  
◎2009n亡Åu也or（51  
Jov血1⊂qmp山出0れOZ009ht亡ma血れ山Sod吋OrBl00dTra鮎鮎i叫Ⅵ汀∫βれ卵油ざ（2∝帽】  

254   253  



Pr1011r亡mOVaJduhngO⊂tap】ぉ始●m紺Ⅴね血dng 7  
8 A．N亡iぷeトSva⊂亡r8L  

‾．苛ド   

rdu⊂don mIt亡r r亡mOY⊂S亡XOl；帥Ol迅imJ亡⊂dou pnoIじ and   
印dog亡れOuSinftd扇け加m rtdぐ亡1l⊂OnC亡n汀at亡S・l加∫8【g   

2∝）6；90：ヱ65－ユ75  

10Sva亡Ⅷ．N亡鹿町・5va亡んBau町んRejd山江Bi亡5即tLSdlmidtT．   
Heg亡ーんR6mis（hJ：Pr10nSa托けOrhn血～i叩pla5ma a－1d   

pta5ma－d亡nVadv璽t叩i血1yl遁d hrpTOPhyla⊂d⊂け亡atⅧ印L   

T叩ゆミAp板r∫dヱ8q8；ユ9：59－67  

11M山50nG⊂・Hunt亡rGD・Ⅲm軽少一壕血l叩亡hm亡ntal亡Xamト   
nabonorth亡虻raPj亡a郎ntinc亡11相亡mbranlnは山一es・J〔b所   
内班1971；81：255一神トニ丁－ ‾  
1ユHammo11dD．b也†OpJ．C亡Ⅳ印akoYaL．⊂ir山口ell軋1nv亡ntOrS 
pdompTOt亡inl唱4nds乙mim血0由Oru5eU．5，pat亡ntI仰2004／  

050∂5JA2．208j♪亡亡j  

lユH亡g亡ーんSva亡T．一E．，Ikiぉ亡ト5Ya亡九Jordan S，8モhizad M．   
Romi5CbJこBio（h亡mi⊂山qualityoF山亡phamaぐ押出亡山レIiぐ印Sd   
PlasmaOぬPla5LGOa代打imp】亡m帥ねdoT10ranOV亡Ipr10nprO－   
tモin【P汗SっIemOVal†∝hnolo紺andr亡du⊂donor血∽lv亡nt／   
d無rg亡れt（S／所pro⊂鮎S血亡．Vむ敦川タu偏Z∝担；DOlこ10．1川／   

j．142j－0410，2009．011！氾・X  

14CeⅣ印濾ova L．Y山VI印濠〉，M⊂K亡氾1亡C Ko】⊂hjns吋S，   
McSha11亡LDrohamWN．．B布wれP：5imIIaIl亡Y亡1sofimf⊂d吊り  
in血bloodorIⅥiぐ亡i血仕dw抽human－d亡hY亡dYC皿andGSg   
S出肌OrmmmlSSibl亡5pOn8紳）m亡nC叩hdopa血y・n馴喝血路川   
ZOO314ユ：1687－1694  
15Ⅵ此dD，Zlmm亡mmKZ亡汀LBod亡m亡rM．Ltndn町TTumkPL   
Po駅r5、SdlW訂ZlⅣ：Immo血亡mi⊂如（k仕mm且触れOr∝11山1T   
pr10nprOt血inpl鮎mi加mh亡山也ysutリ亡⊂bandpa加nt方面也   
5騨m此C皿oro伽ーれ仙ーふ1ugl⊂dl父鵜．加ゆ加Z㈹1；  
41：44ト4」柑  

ほGrtg01iLGTay8N．Ro父巳Splれn餌DS．独⊂Sik軋RohwロRG 
人s亡”itlY亡aれdqu8nti如Y亡鮎SayrOrnO叩itprPlnpl15mi 
Jγ官印J肋鵬○由2088；14！I：ヱ5l一之59  

2Wro亡Sl．PalS．SiddiqueD，HyareH，MacfarlaneR．JoinerS．   
Lh亡ha爪JM．Brandll仁一S．Wadswol也Jp．H亡Wi杭P．〔o11ingり：  

〔lipi⊂alpr亡5mta血n and pr亡－mO－†【m diagnosis or vadant   
Cr印也蝕dトJakob dlSeお亡aSSOdat亡dwi仇bloodけa氾餌5ioれ：a   

ぐaS亡ー亡PO丘山川C亡JZOO6；3も8：206ト2067  

コH仁山血Prot∝七onAg印町：Four山ぐ鮎亡Or廿amh5ion－aS50dat亡d   
ⅦdanトC∫Dhねdon．放¢Mげr8r亡亡血¶点呼○〝ヱ007；ト＝26Jan▲   

ZO（〝  

4Pd亡nÅH，HeadMW，Ri【dlkDLBdJEIror6id亡JW：Pre⊂1ini⊂山   
VCJDa触rbtoodtrans札sioninaPRNP亡Odon129h亡t亡rOZygOu5   
paG亡nt・hれぐ亡†ユ004；ユG4：5ユ7－5ユ9  

5H亡出払Prot∝donAgⅢ町：VCJDabnomlalpljonprot亡iJlrOund  
inapati亡ntWlthba亡mOpbiliaatpostmon亡m．preSSr血a5亡．  
17F亡bl¶aけ2009．㌢ailabl亡ath坤＝／／www・hp註・Org・uUw亡bwノ   

ⅥアÅw亡baHPÅl蝿b～tむndardJHP入w⊂b＿⊂J12つ48ち9690542？p一   

】2：）1Zらヱ39430：と  

6FtanB，Åmba】S：M加l血〔山門Orplasma－d亡hv亡dprodu⊂bin   
F帽nC亡amllnea5u陀StOpr亡V亡n一也亡dskorvCJDけaⅢmlおionニ   
PI∝audonarylq亡a5Ur亡5∽d亡魚Q町Ormanuね伽IgprO⊂絡S亡S  
iれp－10nr亡mOVal・r和ゆC如月i¢Jユ007；14：5l－62  

7Gr⊂gOTIL，GuTgelPV，LathTOPJT，EdwardsonP．Lanlb亡rtB⊂．   
CarboれdlRG．BurtonSJ．打a相和OndDJ．Rohw亡rRG：R亡ducdol1   
0riIlk（七ⅥけOr印dog亡n01遁tran5m血iblespoれgifom帥⊂亡ph・   

alopa血i亡5pr亡5印tinbIoodbyads叩dontos亡1亡亡dY亡a粕nlty   
r田ilu．山九ぐ亡rZOO6；368：ヱ2Z6－2230  

8Gr亡gOrlLbmb¢t8CGurgdPV．GIl亡OrghhL，Edwa河幻nP．   
b血相p∬．Mad山町C．Ci沌OndLRG，8u代On5J．HamⅢOlldt），   
Rohw町RG：Rdu⊂donor加がmiぉ肋1亡SpOTlgifom亡n⊂印hi】か   
pa血yj血七Ⅵけ丘omhu皿且nn：dblood⊂dl5河山pr■Ona掃出Ⅳ  
ligan血刀肌卸io¶ヱ加6；4G：1152－1161  
9Sow亡mimo－Cok灯SO，P6dS．Andrad亡F，和也んKa5⊂Sak柑．   
私娼岱止RJ．M⊂d亡rC⊂叩R：Pdll川上0廿ip a餌miけpdon－  

Humi川  l†um乱n  

－′CJD  5pCJD  

PK －  ＿  ■  ＋  －  ＿   ＋  ＋  

かlouseFuku（■ka  lb∫鮎ter・adapled  
江川血（GSS）  scrもpi¢ヱ‘3K  

一    一  十   ＋    －    －    ＋   ＋  

：㌧】  

㌦鵜 斬  

二1；・・■1  

Rq・48柚∩叩fPrP史柚v〔dfrQmWiou画研di～亡a災い〟亡St∈rnblotan坤SqfP一声b弓ndingtoPRm9亡l・－印m…t化SOfhuJ¶anl仙k8雨u∝dr⊂db100d  
〔釧5in「【iidual匝Sma岬〔5piktdw†thl％CBH～．止froma00S＝fvar加tCJロ（v⊂」0】．a〔8Sモ0【lPO・つdjぐUD（叩UD】．∂bra（np00け仲川爪i⊂亡抽d亡dlVith  

m8∪～＝由pt⊂dFukリOka5†血∩（G；S）andO－1恥C帥b止POO怖omham5t亡巧inf亡d⊂dwfthhaM5如－ad叩†亡d5（叫亡263K～t▼M．由【hi8mPlい〝a5叩P！i亡dt8  

05〝－】ofr6Mjnd叫i〔at亡■Fi叫ml⊂rO‖け臼Or亡a亡h「⊂Sjn【w肋ト】andw仙outト】PKtr亡atm亡∩小v亡「叩mく亡5idasd∬川b亡dinF】g．2．knm■⊂ml－tr亡50fth亡  

亡Iut亡d叩t⊂くn～Ⅵ亡ー亡10adtdbnta小＝抑亡Thtup耶U†亡tim亡D†両用m†or亡8Ch58mPl亡Wa5adju5t亡dtoobtal＝卯Uival印tiignal川t帥！†～  

loadorPrPSぐwithas咋けmarginhigher仇anZ1850－如d  
t≧4づlog】。）．ItisimportanttoぐOnfm也ePrPS‘binding  
demonstratedbyW亡StembLottirLginthesestudiesbyanimaI  

infectivlⅣstudies・One5uCh bioassay（hamst亡rS）hasju5t  

b亡印⊂Ompl亡ted5u∝闇裏山lyand山eflnalresult（3・Olog，。）  

亡On負m亡d也亡bio⊂h亡mi⊂allmve5dgationssumma血edh亡re  
（ん取捌町p亡mOnal⊂OmmuIlication）．Ase⊂Ondall血al5tudy  

i5（u汀亡ndyongoing．  

1ntheoⅣ，亡Ⅹ⊂亡S5iv亡amOunt50fPrP亡mightb∈ab－eto  
di5lodg亡Pr戸ぐthatisa】r亡adyboundtoth亡1igandintheg亡l．  

mu5，aneXpehm亡ntWa5p亡「ねm亡dtoaddr田5thi5Pa相川lar  
issue（血tanotshownI、¶l亡nOmal⊂On亡enせadol10fPrPCin  
pla5mai5eStimat亡dtobeintheord亡rOFafてWnanOgramper  
m丑‖itTeOfpIasma【15，16】．ThesttJdytheTeforet〔5tedth亡  

abiliⅣor亡ithert－OnⅥalO⊂taPla5呼orasDhltionof⊂Ommモト  

⊂ia11yavailabl亡「亡⊂OmbinantPrP⊂at2匹g／ml（i．亡．Closeto  

threeord亡rSOrmagnitud亡high亡rthanth亡⊂On⊂印行ation  
normaIIyroundinplasma）tDr∈mOV亡geトbou几d PrP5⊂  
丘omap【亡－load∈dく0lumn．ItwasくOrlClud∈df10mtll亡S亡  

expedments thatthePrPCcon〔entradonexpe⊂tedto be  
ねundin仇亡dif托代ntOぐtaplasLG（Dbat（h⊂SWOuldhav亡nO  
Signih⊂antimpaetontheabiユityoftheeoIumntoT亡tainthe  
gel－boundPrP5ぐ．  

In coJl⊂lu5ion，the performed5tudies conhrm a v引γ  
亡取出v亡PrPSてreInOYaI亡触tbythesp亡⊂ifl⊂a蝕1ityligand  

ttst亡d．¶lモー亡Sinwillb亡uSedinachromatog指phystepasa  
5ingle一心亡re5in，i．亡．nO5anidzadon aれd r仁一u5亡．We haY⊂  

d亡mOn5tratedthattheintrodu（tionofthe5pe⊂if［⊂pnOn  

r亡mOVal亡01umnintotb亡⊂umntO⊂tapla5●manuね亡hdng  

pro亡亡S5i5t亡⊂hnologicaIIypos5ibl亡alldwil】餌代h亡rimprov亡  

th亡Sa良WmarginorthisproductirltmSOrprlOndi5亡a56  

SuくhasYtJD．Ⅵ1亡n亡Wgtnモーa血nO⊂tapla少wi11b亡mal七et亡d  

asO⊂taplasLG0 

／kknovJledg即1亡ntS  

¶亡autho巧thankBd血aPm㌍ratR亡S亡a血8Dev亡lo卯胱叫  

OctapharmaPPGmbHfl）rh亡reXeell亡ntWOrkduringdown－  

S（alingoftlltamnityligandTモ～ill．W亡thaれktllt由汗at  

ViruSdre．esp亡⊂iallyKatyLorineau．AstzidK6rb亡randRainer  

G亡hrk亡，andthesta仔atⅥlM亡dicalC印t亡lねr山てir亡爪）nand  

亡X⊂亡lIent′perわman⊂eO一也亡pdonstudi⊂5．Additiomal也ank  

go∈StODrRobe托Rohw亡ratth亡VÅM亡di⊂alCent亡れBaltimor亡．  

Ml），US九ねrhi5Sぐi印t拍⊂inputandto仙亡PRDTt亡⊂hni⊂al  

groupforprovldirLgunpublisheddata．Fina［1y．wegrateRl［1y  

a⊂knowl亡dge血亡堺亡亡11亡nt⊂Ollabora頁0れWi也P亡t亡rEdward50n  

andSt亡V亡BurtonatProM亡ti⊂BioS（ien⊂腎Ltd 

R∈f亡renC亡S   

ILl亡W亡1y¶CA，H亡W出PE．KnightRS．AmarK．Cous⊂れS S，   

Ma〔k印Zi亡J．Wi11RG：PossIbI亡什an5mi5Sion or Yariant   

Cr亡U丘祀dt－J止obd反a5∈bybloodb鮎hskm．山門ぐ亡r2抑4；  

コ6】：4け－42】  

○ユ∝汐n亡Au血or（s）  

J01mal（○皿p血don◎200gIntm伽血50d吋O一別叩dT口mf唱ioh．1匂∫如岬≠血【ユ009）  ◎2昭7b亡人u伽ort5）  

Joum山⊂Omp血don0200白In【ma血m止Soぐi吋OfBl00dTⅦ5鮎io軋Vお∫馴卵油血（2009）  

256   255  




