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夕殖√l巌妨β瑚・             †ノ  

me！ltSl丘om sqD were clearly detectablewi【h♭oth  
3F4andlE4MabonlYa丘ertrea亡mentWithmore［han  
lOpJg／mlPK，andincreasedwithgreaterPKconcentra－  
【ions（see’Fig4C；alsoda【ar10【Shown）・Therefore，a  
smJlamounr or PrPr detectable wi血 Ma♭ うF4is  

PreSentmOStlYinthesu♭corticalreglOnSOfthesesub－  
JeCt5∴Moreover，mOStOr血e PrPr叩PearS tO have a  
di鮪ー印【COnfbrmatioLl丘om that ofrypicalPrPr be－  

●  

C3uSeOnPKdigestionitgenera［eSaunlqueSetOf丘ag，  
mentsthi【arede【eCtedbYIE4butnotbY3F4・   

TotalabnormalPrPand thePrPr＄Onfbrmerswere  
鮎ftheT一塊iracterizedi長1abnormalPrP一畠nrichedprepa－  
ra亡ion5血rthecaptureムr【heabnormaJPrPwi血g5p，  
asingle－StfaLldedDNAbindingproteinwithahigha仁  
Gniサ払r abnormd PrP regar出びOFits PK resi5－  
tance・13・23Theamoun【OfPrPcap【ufedbyg5pinthe  
PSPrsubjectswas血eedme5名托ater止はntheamount  

OfPrPcapturedin nonpriondiseasecontroIsubjects  
（datanotshown），♭u亡i【Wa｛nearlY16timeslessthan  
theg5p－qPtu∫edPrPinγPicalsqD・心measuredby  
densitometrylnarbitrarYunits，themeanPrPcap亡ured  
bYg5pineigh【OfPSPrsubjectswas3．44±2．8％of  
thetotalPrPdetec【edbydirectgelloadingcornpared  
Wi血53・55±24・6％insqD（nニ3；ク＝0．00015；  
Fig5A）・Fu血ermore，d血ough nearly90％of血e  
g5pやPtured PrP was resist弧t tO PK digestionin  
SqD，thePrPraccountedfbronlY24％ofthetotal  
abnormalPrPcap【uredinthePSPrsubjects（87．59±  
26・8％infbwsqDcasesYSユ4．25±14．9％innine  

PSP”3SeS；P＝0・0001）（seeFig5A）・ThePK－reSistan【  

PrPobtaineda丘erPrPenrichmen【from’血esubjects  
WaSdistributedinthreem勾orbandsofapproxima【elY  
26，20，and6kDa，WhichweredetectedbYboth3F4  
andlE4，andmatchedthemajorbandsoftheimmu－  
noblotladderde［eCtedwithlE40ndirectloading（see  
Fig5A；alsodatanotshown）．Asimi1arPfPbanding  
Pattem WaS Ob（ained a丘ersodium phosphotungsta【e  
PreCIPJtatioTl，anOthermethodofabnormalPrPenrich－  

ment・‖・26Itwasdetected′bYboth3F4indlE4，aト  

鞄ヱ地力ク相好f乃（叩ノ椚用〟乃ク払わdど沼ムり．函ノんは川肌  

d適血女中汀d♪㌦∠椚で〟乃地fガザ妨ど脚′占用／r〃r肋▲皮乃∠  

伐り肋如中一乃サ彿轡中間坤ゆ官舛準用ん＝如ん卸邪抑一  

画か木み∫彪血和げ妨′椚〃ん化ムr妙㌘（arrows）占〟∫  

乃〃′ゲ妨ど研鱒砕J〝〝如，♂rグ妨′、単車〝（び田i5k）・  
隼黙聖や轡空攣ヤヤザ攣紳助切払一  

極んαし準鱒璧殖彪吻卵〝〟血〃r如妙紗那おゲ  
g準〝血針‰〝カ姉の玩∫わんwγ砂坤血d少占〟血r  

や仙ふふ虚血タmど眈囲伽如∫‘－ゆ血中〆ね甲一  
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肋〝伽此如ふ感椚√乃出′血乃f乃∫〟rmどG用‘払缶  

A丘ersucrosegradientse血mentation，う0％or血e【Otal  
PrP丘omthePSPrpatientswasfeCOVeredin丘actions  
7【0 

tions ac00皿ted鈷r only5％oF血e totalPrPin  
no叩riondi∫亡おeSubjects（figs6九B，E）．Thesame  
丘左doI15COntainedabout24and58％orthetod PrP  

inGSS patients widlthe Al17V mu［atioh and  
SqDWl，reSPeCtively（seeFigs6CLE）・Also，theper－  
CentageSOfPrPrecoveredinfhctions2and3di臨red  
SigniGcan車betweenPSPrandnonpriondisease・PSPr  
di拝さredfrom GSSin丘actions7and8，and丘om  

Norト㈹  P帥  
1810之5ぬ01510：措き001事鳩2＄勤  PK（相加l）○   

¢胡掩1  8粥姶之 ▲ C㈱a  
rl†2封書勒馳 ▼h  8N恥lも m  餅軸1も ¶l  

覿 藤   

＿ 巾   

7」′  

8H（p紳・弧（鳩用101010 810沌5 101¢lO鳩  

PSPr  5CJD  Non－P巾  

PK（り卸11）01い○描静○－川茶棚＝予報賞㌔  

D 3丁一   

軍・  
28－  

（50閏血l〉  PSPr  sCJD  
丁－  

鞄4坤㌍甲お庭め乃巾壷〝♪〝血，㈹血タⅣ血－  
∫町政タや呼‘砂田肝枕伸助甲乃〝朗励那J飯沼仰－  
β血鶴夕和軸∬御通肋ー財ふ〟批む肋紘f〝  
γ呼壷平鹿劇批〝肋J川¢血伽〝「瑚‘扇脾♪‘一  

物町通叫打机ゆ吻血中恒如適“h頑必丞研  
ゐ仙川q動作机鱒血血相在り品＝抑坤針助〃即  

乃〃f払出仏棚卸地価が山塊ん抄元鱒m加一  

如叫施用ゆ加∫qり血棚押J血♪和島d扇め血桝仰一  
重舶／〃乃′訪‘ゆj斑．の肋r血／，顧肘ゲ血服ケ  
‘伽yか〃血J紗誠錐〃Jj物〃¢〝W加β血J‘乃勾血  
抄坤j理血坤ふ灯‘椚川場グ碓僧血乃f♪岬f乃  

血甲丑肋Ⅷ柑．滋呼お♪椚肋少♂紹J〝r奴（7り∽〝肌オ  

〟ゐ鱒，ムのノ脇′〝血肌′ヤ呼血d玩（却‘〝  
押鱒中り鱒ふ申呵岬紅壷車裡伊野坤  
β元ね・‘血払‘〝〃仙仇凰功7中郷‘〝カ桝血  
β地／〝倣且首＝ん励ん摺喀棚租九＝グ叫抑嘘町  
ぷⅤヒルあぉグ血〝如告ご肺肝どJ‘開脚と7フ＝  
抑！汐′2‘伊方加と乃≡血血椚軋  

（5OtJgImJ） pSPr  sCJD  PSPr  

3F4  1E4  

句エ（和知〝勿g和仏）〃粛∫♂あ椚〆呼ん加呼出お  

脚コⅥノ（砂預血ガタ和〝g乃ー叫声桝夕和ぬ桝〝戯〝′  

♪壷呼d吻卿り〃粛∫qn峨〃卸〃闇旋G即妙  
〟〃∂あ血4加古毎秒∠妨j〟〃′Jj才垂r∫吻f啓乃′  

昭お血払再わ畑あ加茂Ⅵ昭一－壷肋∫乃夕必血物〝  
イDふ滋加地払玩鱒夕呼‘招血刀∫殖rム〟りん萌グ  
虜ピ〆∫J±∫呼′r那加－ゲ玩㌫ん元嘘加¢抽血轡旬鮎  

払サ扇血呵物血相，〃β晦♪rJ♂潜ん〟叫入   

血ou由血eb血ゐwer亡muChmorepro血inentwhen  
PrObtd頑thlE4（5eeFig5B）・TheabnormalPrPen－  
ridlmen［eXPerimentseon鮎m血at，inPSPrpatients，  
血e托ism山九1essabnormalPrP血弧insqD，肌d  
血at血epropo正ibnorabnomalPrp血ati5PKresis－  
tantismud smdler．  
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SqDinfiactionsl，2，and9toll（seeFig6E）．In  
addition to the quaLltitative dj脆rences，dle electro－  
Phore【icpro81esof【hehiかmolec山一Weighta野e－  

㌍teS丘omPSPr止odi駄red丘om血）SeOfnonprlOn  

disease，GSS，andsCJDVVIsubjects＝［helowert）and  
WaSdoubleinPSPrbutsingleiTIO血efCOnditions（see  
Figs6A－D）・Comparabledatawereob［aineda丘ergel  

Gltration丘ac亡ionatlOn，Which demonstra亡ed【ha【PrP  

aggregatesexceeding2，000kDaweremoreabundantin  
PSPr thanin nonpr10n disease controt subiects but  
much良werthaninsCJD（da［anO【Shown）．   

Discu5Sio血  

We repor【11pa［ien［S a駄cted bY a disease thtin－  

VOIves almormalPrP aLld has homogeneousand dis－  
［inctive丘atreS（Table2）・Basedonseverallinesof  

evidence，Wearguethatthese良a【ureSauOWfbrthesep－  
ara【ion ofthis conditionfrom allknown fbrms ofhu＿  

manpriondisease・First，theabnormalPrPassociated  
WiththisdiseaseispredominandY＞andinseveralbrain  
reglOnSalmostexclusively，SenSitivetopro［eaSeOrPrPs，  

andthePK－reSista．ntPrPisofbrmorPrPrhasadisdnc＿  

【iveelectrophoreticproGle・ThehighsensltlVlqT（OPK  
andthedistinctiYeelectrophoreticproGleoftheabnor－  
rnalPrPclearlYdistinguish血esecasesfromeachofthe  
丘vesubqTPeSOfsqDand丘omsporadicfitalinsomqia  
（sFI），theknownhumansporadicpriondiseases．1For  

example，COmParedwi血sqDMMl，血e mostcom⊥  
monandヮpidsqD，2血びeCa5e5have16timesle5ざ  
【OtalabnormalPrP，and血e丘action of血e【Ot山ab－  

T10rmalPrP（hatisPKresistantisneafly41timesless．  

Fu血ermore，血eladder一址eelectrophoredc．pro丘1eor  
血亡Prpr誠SOdated wi血thisとondidon has not been  

ObservedineithersqDoTSFI，a1lofwhich卓nsteadare  
血aracterizedby血epre5enCeOF血eweu－blOWnI〉d㌧  
tYPelor2．1whenpresent，the【raditionalPrPr，COm－  
monlYCalledhP27づ0，WaSloca亡edinsu♭cofticalre－  

glOnSandwasof【汀el，anOthercombinadonnotob－  

servedin sporadlc human pflOn diseases・1second，  

血e5eCお田打ea150homogeneou5お払【血ePrP00揖ng  
geno【yPebecausetheYareallhomozYgOuSforvaheat  
COdonlヱ90f血e17rPgene，血esiteoracommonme－  
thionine／valinepolymOrPhism・28valinehbmozygosltY  

inwhiteindividualsisdlerafeSt129genoⅣPe，being  
hundonlyin12％ofpeople．28ThesqD5ut叩Pび  

おSOCiated wi血valine homoz柑OSity，ざqDWland  
sqDW2，have been we山 characteri次d and di駄r  

丘omthesecasesphenotypicallyandfbrthecharacter－  
isticsof血eabnormdPrP・IThird，血epattemoFPrP  

immunosmlnlng and血e presen∝OrStruCn山門SWi血  
血e』mresorpoorly払rmedplaqu仁S血atweobseⅣed  
inthecerebellumaLetOOurknowledgeunprecedented・  
bdy，血ec血ic山pr∝entadon andini【idcour芦e血a【  
PrOminendythturesrelatiY車slowcognitivedeteriofa－  
tion，OCCaSionalgai【impalrment，andincontinencehas  
evoked血eda騨OS∝OrnOrmalpressurehy血ocepha一  

t坤  btぬm  
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タ，あ呼物伊炉妨「qG伽〝助〟∬あ」＆ん励んγ広元批  

間．血塊血」ノブ7V桝〟旭加「G5芯4ノノ7晩例∫（㌍）mJ  

（砂即ゐ扇占“血〝f乃血声〟わ那タん此〟〟タ仰の喝打グ  

血助払裾り伽明恒血肋仰臥折M伊㈹月掛肌  
∫触遊rぉ虎雄〆乃ク乃一丹∂川中帝加♪定め灯J〃適才ゎ伝  

′カグ御∫な形声伽ゆ玩ノ払血肘Zま‘耽J7わ」り，d扇虚血  

‘kゆ櫛「．か研GMノJ7y玩♪五戒職7劇dβのd  
∫（プpmf〝，何‘血肘ノ，Z‘最夕おJJ・肪．陶血那βル  

杵ゆ中里垂坤血血壷蹴本品伍鱒Whea瑚㈲f  
ぞれ野〝∫血虜どみ壷肘♪邦乃♂乃一打aG篤d∫qDm・  

〝＝Jβr〃〃刀一郎短∝nban）；乃＝す♪r餓ケ（redba柑）；  

〝＝も軌G∬（ydlowb乱円）；〃乃∠〝＝7♪ri（㌍）m仲1ue  

ba艮）二Veぬdba指呼r抄血，1血d虚血如軋A双dsbゐ⊥  
乃〃か即妙村仲桝W〝一介aG鑑‘粛∫qDl／竹血∫少  

∫血J‘切ら血〟〝∫密葬〟乃ゆ伽′♪桝〝′丁呼ク乃滋野  
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1us，di乱seLewy♭odYdisease，Or丘orl［OtemPOralde－  
memia，WhereaspriondiseasewassuspectedonlYata  
later5tag亡ba5edon血ereladYely5hortdufa亡ion．   

〟血ough血∝eCa5eS－Ca∫beea5ilydi5tingui血ed丘om  

SPOradicpriondisea5∝，SOmeOr血drfiaturessucha5  

0VerrePreSentation of PrPs and the multiple PK－  
resistan（PrP丘喝mentS，havebeenfePOr【edinGSS・4  
Howevef，dfcasesofGSSreportedtodateareassoci一  

asesnrriedsudlmutation、Moreover，theladder－1ike，  

PKィぢi氾nt，PrP丘喝mentSO♭seⅣedinou∫Ca訃巴；；u托  

preferential＆detec（edwi血1E4bu【nOtwith3F4，  
Whichobviouslystparates血eseasesfiomGSSnrrY－  
ing血em止iplePKィぴist弧tPrP丘agmenB・Inare－  

qentls叫dY，Webbservedtha（aldlOughlE4and3F4  
have叫a∝ntePltOPe5しdonghuman PrP residues9アー  

l‡2，血eiracceぉibuity亡0血∝eePltOPeSk揖飴ren【be－  

㌣uSeOfdiGren（neighboringN－【eminalresidues・29It  
lS pOSSible 血at 血elE4 sele∝ively d由∝edI）K－  

resist弧tPrP鮎gmentshaveN－termimalstirtingsites  
血at are dj般rent丘om those of血亡Weu⊥Chara∝edzed  
PrPrt沖偲1and2・neearlierevidenceclea∫1yin＆－  

ates血【thiscondidondi‰sfromGS≦，aldlOugh  

血epos5ib叫血tit 
－ 

lOpaum伍扇血obt血abl亡Pedigreehada良山ilァhis－  
torYOfdementiathatcannotbeignored，YetnOnenr－  
riedamumdomin血亡PrPgeneORf・Therefbre，at  
leastinsomeases，a瓜uSadyemutation maybelo一  
見tedouびide血eORfof血ePrPgene，aCOndition  
neⅦrObざeⅣedinh山nanpriondiseasび・l   

A丑dk虎CO血sideration＄訂糾e血a【血ellpadents  
Werea飽ctedbyanovelconditioninvolvingthePrP  
thatc弧nOtbechssi6edwithin【hespectrumOfcur－  
re・ldYknownhumanpriondis亡aSeS・Wesugge云‥he  
designatiomorpSprto亡mPha5i∝amajor血血cdve  
鮎血血（さeeT止Ie2）．   

Compardwi血○血erhumanprion壷亡び郎，PSpris  

notexceedlnglYrare，becau5ei一之ccoumtsfofahout3％  
OfallsqDand16％ofallvalinehomo甲gOuSqD  
a∝eSSionedt）YtheNadonalPrion DiseasePathologY  

SurYeillance Center dufing the same time period as  
these・11patients，makingPSPraboutascommonas  
SOmeOr血eweu－bown甲Ora血cpriondiseases（such  
assqDMM2，SFI，aLndsqDVVl）・2Fur（herme・be－  
nuse血e clinicalpresenta【ion and the dura【10n Of  
PSProttendonotpoln（（Odlediagnosisofpriondis－  
e警e，SOme CaSeS OfPSPrmaypcurrerLdY be classified  

扇血i埠the group ornon一山止eimer’ざdem占nda5弧d  

not be  ん血er．Sho山dT仕i＄いbe一山e G撼e，  

commonthantiiiss品dYSuggCStS．   mOre  

ThesmallamountofPrPraLSSOCiatedwithPSPfand  
theGndingthatabout76％of［hedetectableabnormal  
PrPisPKsensitivenOtOnlYhindersthediagnosisbu（  
akohasimplicadonsconcernlngOrlgln＞Pathog甲1亡1ty，  
infictiviヮ，弧dd乱㌍抗mdonorPSPr．   

Thedi5COYeryOr・Prpsha50peneda▼heγd坤托ri几  
pdondiseases．1ト15nedemon犯ado中軸tPrP言伝rms  
smdlera拓regateS血m血ePrPr七叫？申Pa療，ヨ石肌d  
血【ippafendyitiscompeten【m中平Y弾PrPCioPrPr  
inYitro，、おYeuaStOSeed血¢p坤頑故事甲山bⅣdrやCOm－  

bin血甲．iふtoam〆oid，明・鳶頑臨池atPrP∫ 
deGning鱒am増血血アーアー－、H¢Wer」ヰelPa血ogenetic  
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