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牌 麒 科用器具、脳波計 CEO用
馳留曜霧 Lお な理秒 1仏 trヽ

硬膨 概 、角彫 植、輸 新 してク●ィッフェル ト・ヤコブ病 (CJD)に 罹患しス
医原性 C」 D患者の新規の罹患数は減少しているが、輸孟I芥 して石播された多様な CJD症例が 2004年 以降報告されている。

貪脇Fu鑑馨iξ
総諦I∬魂諸鯉纂雛甜 k髪版細暫『婚総鞘避薔,譜え挙賽量

][i                                         [:!::][:

li3月詈] 躍輔催
讐禁蔚岳薦髯蘇や。

使用上の注意記載状況・

他参考事項
重要な基本的注

現在までに本剤の投与によ り変異型
クロイツフェル ト ヤコプ病 (vCJD)
等が伝播 した との報告はない。 しか
しなが ら、製造工程において異常プ
リオンを嬌減 し得 るとの報告がある
ものの 理論的な vCID等の伝播の リ
スクを完全には排除できないので、

投与の際には患者べの説明を十分行
い 治療上の必要性を十分検討の上
投与すること。

報告企業の意見

輸血が CIDの 有意なリスク因子であることは
かにされていないが、警戒は続ける必要があると
の報告である。

現時点まで血友病以外で血漿分画製剤からvcJD伝

遷197學 多ぷ議曇亀≦乞世番籍夏翠 ?。

製造工

なおt当社血漿分画製剤の原料血漿は現在まで英
国の血漿を使用していない:

ともvcJDに関する安全性情報等に留意してJ'こ
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Symposium: Prion diseases - Updated

There have beq do.c (ban 400 paliq(s who conhscted
C(eB(rfeldt.Jakob disease (CJD) via a oedical proefue,
(}at is, through the usc of neurostgical iustruenb,
iqtmccrcbral electroeDcephslographic electrodes @EG),hmu pi(uifdy homooe, clw ma(cr gtartJ, corqeal lmro-
plaDf, ed blood tansfcion. The namber of Eew palienls
wi& istrogenic Cn) has desese{ howevcr, ccc ofydidt cfD tba( rv4 transmiflcd via blood hsfusiou
hate been reportcd sine 2004 Cterly, iatrogeBic tG6mis-
sion of CID remains a scrious probled. Re cotly, ve itvc-
(iga(ed- mcdical procedus (any sugery treuosurgerr,
ophthal&ic $rgett und blood.tEnsfusion) perfomed on
patienfs rcgistered by the CJD Sweilluce Commiflee in
Jrpu duilg r recent 9-tc2rperiod.In a 6e€qkol sfudy
comprising 753 sporadic cfD (sCJD) patients and 210
cortlol subjecG, ve found no evidence tjra( prion disece
wrs {nrmittcd yia aLe inycstigat€d medical procedus
before omet of sCID. In a rcview of previously reportcd
case-control sludic, blood lraunstotr was never shom
(o bc a sigriGcant risk facfor for CJD; our study yielded
(hc same rsult. Sorne qecontrol studi* reporlcd that
surgeiy wat a siEnificilt risk factor lor iCJD. Howcver,
when s(gic.l procedues were calegorized by type of
surgcry, ([e rsults,war€ conoicting, which nggats frat
there is li(tli possibilify 0f prjon trensmission via sugical

proedues. In our study,4.5% ofsCJD patients undcwcnt
surgery sfter o6et of sCJD, includiog neurosugeris ia
0.8% @d ophlh?Ieic surgcria in L9%. TIe fscl (hat sorte
patienls utrdepent sugery including Deuosu.gery, cyeE
afler (he oset of SCJD ind;caf cs that we cmot exclude
thc possibilly of prioo (rrdmission yia ncdical oroce_
du6. We must remain yigilant against priotr disc4es to
rcduce lLe risk of ia(rogen6is.

Kcy words bl@d tra$fusioo, Creuafeldt-Jakob diseoc,
mcdical ptocedue, Deu.osurgery, ophttralnic surgery,
prion, surgery.

D{TRODUCTION

Prio! diseases such as Cretrtzfeldt-takob dbease (CJD) are
characterized by spongifom change md aboormal Drion
protein dcposition in the brain, and arc {rusmisible uder
certait @Dditiona Human prion discase is divided ilto
t\ree categorid: geoctic prion diseases rculthg from
Butatioos of the prion prolein (prF) gcng acquired prion
diseces @ntracted due to prion transmissioa via cxposure
to contamioated materialq and sporadic CJD GCJD)
with no PrP mulatio0 o! evidence of exposurc to prioni
Acquired prion diseass include kuru io papua New
Guine4rr vuiut CID (vCJD) that nay be traumitted to
humans frcm cows wjth bovioa spongifom enephalopa-
thy (BSE),I and iatrogenic CID trusmitted via medical
plocedures.{J To date, iatrogenic CJD bas ben reported
io more tban 400 patients, who were exposed to prion
transmissioo via contaminaled neurosurg:'ca.l instruqeDts,
irhaercbral elrctroeocephalographic electrodes, huan
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pifuitary bomong coneal trosplm! or dura Dater
graftsr Thc incidence of ianogeoic CID hm greatly
decresed,' but a new type of iatrogenic CID "vCfD trm-
nitted via blood transfusioo" was reported in 20M-6

Some cue<ontrol stodies reported that medi€l proce-
dur6 were posible ri:k factorc for spoladic CID
GCtD).'ts However, other studics fouod no signifrut
association between medical procedures ud sCID.r'r,
Therefore, the risk poscd by such preedures is unclar.
Recaotly, wc anal)zcd medic2l proc€dues (aty sugery
oeuosurgery ophthalnic surgcry aod blood trffifusiotr)
i! patjents registered by the CJD Suweillance Commjttee
ia Japu over a recetrt 9-yeu period to detemine il thqe is

an associatioo between medical procedues ud sCJD,'3

Here, we review repqrts on iatrogenic CJD, atrd the results
of our aDd other studies, to detemine if there is an aso-
ciation between medical proeduces and sCID.

IAI'ROGEMC CREUTZIELDT.JAKOB
DISEASE

Dum mater graft-associated CJD

Since the lirst rcport of dura uater graft-assciated CJD
(dCJD) io 19n,t'@ L96 cues havc been idcotifed world-
wide,5 and more thu 50% of dCID eses have occured in
Japan.'At Lhis writin& the numbcr of parienrs rvith dClD
io Japan hm reacbed 132.2lThe mee age at onset of the
132 patients wirh dCID was 55 yem (ruge:15-80 years),
and the meao indbatjotr period (duration ftom teceipt
of dura mater to onset of CJD) was 11,8 yeus (roge:
12-24.8 yeam).,IAI the 132 patieots had reeived dura
mate! grafts bctween 1978 ad 1993.4 Tw+thirds of dCID
patients display subacute progressiotr o( neurologr'c mani-
festations that ee 4lmost identidl to those ofclassic sCID:
bowever, (he other onqthird of dCJD patieDts prsent
with atpical clinicopathologic featues: relatively slow
prograsion of neurologic manifestations, scarcity of peri-
odic sharp-wave complexo (PSWG) on electroencepha.
lography (EEG), and the pathological preseDce of amyloid
plaques immunoreactive for PrP-@

CJD trsnsmitted via corneal transplant

In 1974, a 56.year-old woman who died of autopsy-
conf,med CID aftcr an 8-month illnqs was rcported in tic
United States She had received a orneal gaft 18 monfhs
beforc disease onset from a donbr wirh autopsy<onfimed
CID.2{ This case was the nrst rcported qse of iafogedc
CJD.In 199, a 45-year-old woman who developed CJD 30
yars after corneal transplant f{on a dotor with autopsy-
conimed CID wu reported in Gemany-d In addition to

T Hamaquchi et al-

tlese eses, eigbt CJD patients with a history of comeal
truplutatioo haye been reported; bowever, the CJD
status of tlreir donon ms trot coo-6med.26

C,ID related to h€etment with human srowth
hormone and gonadotoropin

The orcwe ne of autopsy"colfmed CJD i! tbree youDg
adulb in 1985, all ofwhon had beea treated with cadaveric
pituitary-derived hman growth homone (bGH), sug-
gste d the posibility of iabogenic traNmision of CID.,-2'
Since tbqe reportE more thau 190 parieots with hGH-
related CJD have beeo reported worldwide.r Frane bas

t-be highest number of such pacients, at mole tlan 100. No
paticats havc been reported i! Asia.5 A number offactors,
such as the method of chromato&raphy puficatioo il
lbe bomone production process, may @ntribute to t-hes€

regional differences.r Interestingly, the incubation period
of hcH-related CtD % shorter il paticnts tbat were
homozygous for codoo 129 polymorphisms (rethionioe
[M]/vatine [V]) of the PrP geDe, as compared to heterozy-
gotes, which confirms thc fiodir.gs of a prcvioE report
indicatiag that MM homozygosity at 6don 129 of PrP
gene is a signi6@t risk factor for sCJD.r In addition,
fou patieqts with CJD who had mdergone homoBe
therapy with edaveric pituitary-derived gosadotropin
we.e repor(ed io Australiaj

CJD transmitfed via rurgical instrumen(s and
stereotactic EEG needles

I! 19?7, two patieots who had developed CJD 15 ud 18
hontbs after st;reotactjc electroenephaJograpluc explo-
ration using silver elecEods that had beeo previously
implanted on a patietrt with provon CID were reported i!
Switzerland.rrThe elecrrodes had been sierilized witb 7070
alcobol ad fomaldehyde vapor, but oDe of rhe elcstrod6
subscquently transmihcd spoogiform encephalopathy to a

chirnpanzee 18 months aftcr implantation in the erebral
cortex.n Fu;themore. il a review of a report in 1960,r two
patients with CJD posibly tranuitt€d via neulosurgical
instreeqG were identi,6ed.v15 There has been no cre of
CID traumitted via surgiel instrumenG or stereotactic
EEG needles sine the 198Os.

VCJD hajlsmittcd by btood trmsfusion.

Iq 20M, the nrst cde of humu-to-huu secondaly trans-
mision of vCJD via blood trmsfusion rvas reported io the
UK.6 This patient had reeived a transfusioD of Don-
leucodepleted red blood cells that had originated from a
donoiwho developed cliniql. vCID 3 yeds and 4 months
after dooatloo.o TWo additional patients with vCJD trans-
mitted via blood trarfusion have been ideltifed.x All
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Risk of iatrqenic CJD
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Tab:● 2 Rcview Of case∞ ntrol stu“ s and a mcta

(sCID)
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threc of t-besc pafienrs had MM at adotr 129 of rhe prp
geoe, as did all other previou VCID parienla Howcver, a
fourtl patient with asymptomatic fuJectioo after blood.
transfusion and MV at codon 129 w8s reported jn 2004,1?
This patient died of a oon-leurological disorder 5 yws
after receiving a blood transh$iotr from a doqor who sub-
sequently developed vCJD.JT proteroc,resistant prp was
dctected by Wstem blor, paratfi!{Ebedded rissue blot,
and imuoohist@hemistry io tissue &oE the splcen, but
oot in braiq tisueil This qse was the nrst ind;cation that
individuals with codon 129 polyoorphisms other tban MM
@uld be ilfered by the vCfD agenr.

TltE RISK OF sCJD TRANSMTSSTON vIA
MEDICAL PROCEDURES

The associalion be(wecn sCJD and medlcal
procedures before disease onset

To detemiqe if a! association exists bctw€n medi€t Dro-
cedur* and sCfD, wc invq51ig31s6 medjql prmdL*
(any wrgery, neurosurgery, ophOalmic surgery, and blood
traosfusion) in patients rcgistered by the CID Surveilla!@
Committee in Japan over a re€nt 9-year period,u Sre coo-
ducled an age-stratified case.contol study with ?53 sCID
patietrts and 210 con(rol subjects We also investigated
sCJD parieots wbo underwsnt Deuosurgery or oph(halnic
surgery at a hospital where otb.er patients witb my type of
prion disease had undergone neurcurgery or ophthabaic
surgcry.rs In our case-@n!rol study, the caws were patients
with deftrite or probable sCJD, qd parients wirh "prion
diseases dchritely denied" and "prion diseases probably
deoied" as the cootrolirB The frequencies of medical pre
cedures before disease onset iD 6es ud controls are

@ 2009 Japuese Society of Neuropatbology

showo itr Table 1. Among borh cces and contlols, approxi-
mately 50% had a history of surgery aod approrimately
10% bad re€ived a blood transftlsion. Ttrere was no sig-
oifcmt differeoce bctween qses ard coakols il the fre-
queocies of uy sugery neuosurgery ophthalmic sugery
olher surgery or blood transfusioo flable 1)- On logistic
regrasion ualysiq therc was'ao signi6at risk associated
with any iflvestigated medicat pr€edure (Table l).
Although the controt group rvas re)advely sEall, there was
qo evidence that prion disease w6 traEsrnitted via medical
prorcdwcs before oosel of sCID in this study.

The .esults.of 11 cde-coqtrol studies ud I meta-
malysis investigatiog thc history of m(iicat pro€dures
6 a risk factor for sCID ac sbown itr Table Z In th$e
studics, blood tausfusioo wil neve! sbown to be a sienif,
cilt risk for devcloping CJD, uhicb rcnfoms *ir-h our
raults (Table 2).7rzLtrs Ilowever, [he usociation between
surgiel proedwc and the developmeot of qID has been
controvcnial (Table 2).L'r Our resulrs. which indifrted tbat
surgcry was not a s:gnifiqnt risk for sCID, wcrc consisrcnt
wittr those of trvo prcvious case-mtrtrol stucli6 qit}I ltrse
sanple sizesD16 and a Eeta-analysis rhat included r-brie
casesnlrol studies (Table 2).'? Io studies that claimed
lo reveal ao associalioo,t-u the r*ults were confictias
wbco nrgical proceduc were %tegorized by type oi
surgery. with rcspect to neurosurgcrics, one €se-coDtrol
study obseped a sig,nincaot risk for sCJD;8 however,
otbcr studies indicatcd tbat thcrc was no sigci_Gcaot risk,
wbeo cadaveric duta mater grafts wcre excludedTgrz
Ophlhalmic ffgery was reponed to be a significant risk
for sCJD Ln a cae-@trtrol study from Australia,! but not
in other studiesrr-I'r6 In a reent study in the UI!r: a!
jlqease in risk asociated with having had surgery was
obsetved. This asseiation was mainly noted in the cat-

egory o! "other sugery" for exaoplc, stitches to skin, aod
tie aspciatio[ largely disappeared when,.other J:rgery"
was excluded from the analysis. Thesc results suggest that
alrbough thc possibility of priou traumission via surgical
pro@durs is slight, we cannot eDtilely exclude this
becaup of the exisreoce of iatrogenic CJD. A recmt study
reported that methodological differerces oight patially
€rplaiD the conllicting rcsulls regryding the usociatioo
between rugery ud CID.I In paticuJar, it is important
to coroider where the @Dtrol participants are recruited
(bospital or commuiry) and how iDforatioo on thcn is
obtaired (from participets or proxy infomaats).r Such
metbodological incorsistenciG are ssriou limitatioro of
casc-control studies
. In our study,rs five parienrs wjth sCJD had a hisrory of

neu.osurgery or oghthalmic su(gery at bospi(als where
neurosurgery or oph(halmic surgery had beeu perfomed
otr patjents who later developed prion diseces; bowever,
lhe jnteryal betweeo surgeric at thc same hosftats was
always morc tbm 3 yeas," According to the IncideBt
Panel i! the UK, most ihstrueDts that bave gone through
10 cycles of use and decontamioation ae uulikely to posc
a significant risk.rt We assme that all istrumetrts had
iudeed gone rhrough more rhu 10 cycles of use dud-ag the
3-yed iqteNal and that they {ere Dot infectiveTDerefore,
it is uolikely that an infeclious ageDl wal traDsmiiled via.
tbese surgeries In Japao, a large number of dCJD patieDts
have bcen identified, but tlcrc havc bccn no ees of othcr

t'?es of iatro8eoic ClD. This study co!-fums that rhsre
werc no qss of surgical traosqision among patieBts diag-
Dosed with SCID,

Surgical procedurcs after orcet of sCJD

Surgiel proedurs after qnset of SCID might lsult in
secondary traomision of the disease through the use of
cout@inated itrstromentr In particular, neurosurgery is
categorized s a high-rjsk procedure, ud ophthalmic and
olfactory surg€ryas medium-risk procedures, for transmis-
sion of the infectiou agetrt for SCJD, acco.ding to the
guidelines of the CJD Incident Panel in the UK,s We
fouod that 34 (4.57o) sCJD patiert! had urdergone some
type of surgery before receiviog a diagnosis of prioo
disebse, ud that six (0.8%) had undergone treuosurgery
ild 14 (1.8%) had uodergotre ophihalmic surgery
(Table 3).t8 The six cues that uudeMa0t neuosurgery
did so within 3 motrths aJter SCID oroet: th€ procedures
were perfomcd for subdural hematoma (u = 3), aneurysm
(n =Z),a d Denilgioma (n = 1) (Table 3).I3

Ou findings sggcst that a dclaycd diagnosis of sCID
may be lioled to an inqeue in the risk of secoodary trau-
misiou of prio[ diseases via surgical irotruments Among
the neurosurgery cases, the symptoms of SCID were rdis-
diagnosed as rhose of orher neurological diseases, ald
the sqgeris were perfomed near disease oroet. In
ophthalmic surgery, all thc parients uoderyent surgery for

J8pan

CoIuolsurgcry OphlbBlrnic surgcry Other ugcry.j BIood hGfusioa
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Risk of iatrogenic CJD
629

Tibte 3 Spotadic Creuefeldt-Jakob dis-e-ase (SCJD) patients who udesent neurosurBery or ophtbatGic ugcry after oet of ,CJD ina study of patieots investigited by tlrc CJD SriryeIIue Comicee, Japaq'i

Patieor oo. **.on ror *r"
dd ooset o( 3CJD o6et of sCtD s(JD

Subdural betuatoma
SuHural beftatoffi
Sutrdural bematoma
Meningiooa
Aneurym
Areursn
Cataract
Calarrct
Cataract
CBEmct
Ca{aEct
Catmct
CataFct
Catanct
CataEct
Cat?,et
CataBct
CataFct
Cataract
Catsract

M. moo1lrs.

cataract,.od 50% of thc patients (Zl4) prsedted wirh
visual distubau@ as the initia.l symptoo of sCID
(Table 3).t8 Thesc findings are similu to those of a reoorr
from the UK,{ aod thow of our previous study..'Msual
disturbance might ploEpt ophthatoic sugery. Of g.eater
concern rs the fact that tbr% patieqts uoderuent surgery
eiSht or more months afte! SCID osel In our sfudiqirrJr
all surgeoo5 who providcd us with infomation regarding
ilstnnent cleming and stsrilization pro€durs reused
some surgial instrumeqts However, the steritization
methods were inadequate to stcrilizc against infectiou
hP, acording to WHO guideliles.r Thcc inadequate
methods inctuded the use oI ethylene oxide gu ud iocom-
pletc autoclayitrg. Neuosugeons aDd opbtlahnologists
must become bettet infomed about prion diseaws and the
nrssity of uing disposable istfuments wheoever Dos-
sible. Funhemorq a more sensitive Eethod for the carly
diagnosis of sCJD is required, bemue clinical diarnosis
is somctimes difficult, panialarly in atyplcat 

-sCJO

eseq which iacludc thc MM2, MV2, VVl, aod W2
pheuotyp€.g acerdi!g to six phenot)?6 ofsCJD based
on codoD 129 PrP polloorphisms and type of proteroe-
rcsistant PrP d detemined by Western blotting.r Even
neuolodJts sometihes misdiagnose atypical sCJD in
paticnts with otber neuodegenerative di56s,5s6h a
Alzheimer's disease or progressive suprmuclear palsy.o

CONCLUSIONS

Accordiag ro the coniicting results of case€[rol studies,
including ours, we annot Ncrt that mcdiel prmdures

@ 2009 Japanese Society of NeuropatJrology
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Demcntia
PsJchisfic sympbds
DemeDfa
Vcr-rigo
Dementia
Vcrtigo
Gait disturboce
Dementia
visual impaimcnl
v,sua.l impaimert
MruaI impaiment
Visa.l impaiment
Dementia
Pstchiatric symptoms
Visual impaiment
lfemor

are rijk facto6 for the development ofsCJD. However. the
fact that some sCJD parients had surgerie5 iacludhg oeu-
rosulgery eveo afte. the onsct of sClD, indicatq tlrat we
€nno( completely exclude the possibility of tmnmission
of p.ion diseass via medical prcedures NeurosugcoDs
ophlhaLaologisrs, orher sugeons md physicios mst pay
more attention to tle possibility of prion diseasa ia order
to reduce the risk of rransmission.In addition,weful loog_
term suneillance of prion diseaa is Dece$ary.
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どのようにプリオン病が脳を破壊するのガTを

,容 ヒ下!｀
る
ニィッ空甲

立保健研究所の科学者は、プリオン関連の障害に特有のスホ:ン ジ様の脳の損傷を引き起こさないマウスでプリオン病の新しい形状を観察した。
NIHプ レス・ リリースに よると、新 しいプ リオン病は、脳 ア ミロイ ド血管障

青
(脳 動脈 を損傷す るァル ツハイマー病に関連 した状態)に似 てい る。

f暮恵r病
憾 雑 海綿脚 菌症 と して知 られていつ は主た脳 暉 傷 を,な 牛に細 す級 怖 則 まウ珈 綿蠅 症 と散発 性 肌 κル

懲 1た fイ

オ ダ慕Zζ
■

難 舅陽 k燎瑳境t∵ 謝 τ馨パ T、 γ 舞 蹂 孵 」」坦吼 呪 輝殿rF,鋼 ∬鶏 i湯農:1

量2曾憲 :|こ と言 た1段 F血
管の外 で トラップ され たプ リオン蛋 白質プラー クの大きな蓄積 (こ れは脳の動脈、静脈そ して毛細血管 を

この研 究か ら得 られ た知見は プ リオ ン病の治療の開発において、ァル ツハイマニ病 と同様に科学者 の役に立っでぁろ う。

使用上の注意記載状況

その他参考事項等

代表 と してノイアー ト静注用 500単位の記載 を示
す。

2 重要な基本的注意

(1)略

1)略

2)現 在 までに本剤 の投与に よ り変 異型 クロイ ッ
フェル ト・ャ コブ病 (vCJD)等 が伝播 した との報
告はない。 しか しなが ら、製造工程にお いて異常
プ リオ ンを低減 し得 るとの報告があるものの、理
論的な vC」 D等の伝播のリスクを完全にはlJF除 で
きないので、投与の際には患者への説明を十分行
い、治療上の必要性を十分検討の上投与するこ
と。

報告企業の意見 今後の対応
マウスを用いた動物実験で、プリオン病に特有のスポンジ様 を起,さ ない新しい形状が観察さお面
についての報告である。

本 報告 は本 剤 の安全性 に

影 響 を 与えな い と考 え る

ので、特段の措置は とらな

アンチトロンピンEl
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AABB has developed a poster for facilities to use in the workplace to help

them comply with a new standard that requires a process for personnel to
be able to anonymously communicate concerns aboul quality or safely lo

AABB. Standard 1.5 is included in the 26th edition of Standards for Biood

Banks and Transfusion Seruices. which iook effect Nov. 1. 2OO9 Facilities

are nol required lo use lhe posterl it is an aid to compliance wilh the intenl

of this new standard. Any questions can be directed to MBB's Department

of Accred tal'or ano Oua. ty.

Latest Issue of AABB News Exolores New
Government Health Care Leadership
The March issue of MBB News focdses on the chanjes in health care

leadership since President Obama took offlce - and how this aftects the

transfusion and cellular therapy communities. In one article, Howard Koh,

MD, MPH, assistant secretary for heallh at the U.S. Department of Health

and Human Services, speaks to AABB News about HHS' priorities -
including an increased focus on preventive medicine and forging new

relationships with industry. Another article exairines the changes in store

at the National lnstitutes of Health under Director Francis Collins, i,4D,

PhD. This issue - lo be mailed next week .- also Includes an update on

the Donor Hemovigilance Syslem and a column about how to record

:"1":":":: I'l',"oa:d 
ope:ati:ls prcedures

Enrollment U"d.. W;;;t *.rt"."t
Hemovigilance Systern
One month following the launch of the Hemovigilance Module of the
Centers for Disease Control and Prevention's Natign-al.lleatthqarq Salely

Neu()ri, approximately 60 facilities have agreed to enroll. The modute is a
suryeillance system that allows for the real-time tracking of adverse events
associated with blood transfusions as well as lhe quick identifi€tion of
trends wlthin a facility. All hospitals wilh lransfusion medicine seruices are

en@Jraged to jorn the mod!le as well as AABB's specia. data analys;s
group within the system. The goal of AABB's Hemovigilance Nlodute group

ls to provide individual instilulions wilh in-depth analyses and

recommendations for speciilc enhancements to patient safety and

reductaons in health care @sts. To join, facilities should express their
intets51 1s A,{39 and complete the lntent to Participate form. Assistane
with the NHSN enrollment process also is being offered by AABB.

Interested facilities should visit the MBB Web srte or ontact Barbee l.

Whitaker, PhD, director of data and special programs at MBB, for further
guoance

FDA, Makers of WinRho SDF Warn of Potentially
Fatal Complications in ITP Patients
The Food and Drug Administration issued a N4edwatch announcement on
Wednesday alerting the medical community to potentiaily fatal risks of
intravascular hemolysis in patients being treated for immune

thrombocytopenic purpura with WnRho S0F. ln the announcement, FDA

indicated that the manufacturer and distributor of VVinRho S0F, Cangene

Corporation and Baner Healthcare Corporation. have sent a letter
' informing health care professionals that a new boxed warhing has been

added to the product Iabeling, which specifies what compliations €n
ts1

2/4ページ
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Cord Blood Workshop Ansrn.ers Lidustry
vuestlons
Approximately 225 people from across North and South America, Europe,
and Asia attended the Cord Blood Licensure Workshop held this weeK In
Rockville, Md. The March 8-.10 event provrded informalon on the etements
and sleps involved in the biologics license appljcation pro€ss as outtrned
in a Food and Drug Administration S.u-!d.ata9.. The gujdance pertains to tne
manufacturing of minimally manipulated, unrelated, allogeneic
placental/umbilical cord blood and appli€ble regulatory requirements
c0mptrance. A draft guidance on investigational new drug applications for
HPC-CS was reteased at thd same lime as the licensure guidance and
provides recommendations for use of HpC-Cs that are not li€nsed but are
needed for treatment of a patient, with a serious or life-threatening disease
or condiiion. participants raised concerns about the ability to meet the
October 20l 1 deadline to obtain a license ior these products, inquired
about how the guidance woutd affect their patients, and sought clarjfi€tron
on the submission process for BLAs and lNDs. FDA speakers noted tnar
some ilems are facility-speciflc and should be addressed in pre-Bl-A
meelings, encou€ging lhose wi(h add,lional questions to submit them ro
lhe docket, which is referenced in an Oct. 20, 2OOg, Federal Regisrer
nqtige. Presenters also emphasized the unique opportunity that liensure
presents for collaboration among those in the cellulaf lherapy communlty,
as mese 6uld be the flrst licensed allogeneic c€llular therapy products.

Handouts from the wofkshop will be posted in the coming weeks on
AABB's Live Learning Center for ahendees to access.

Poster Created to Help Meet New Standard r.5
Requiring Process for Reporting euality Conc"erns
to AABB

Event Calendar
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result and provides guidelines for proper administration and follow_up lo
help ensure WnRho SDF is used safely and effectivety The letter also
advises ot specific changes to tne warnings conlraindr€tro.s,
pre€utions, and dosage and administralion. Other resources included in
Ine announcemenl include prescribing information and patienl informalron.
This notillcalion does not appty lo patienls receiving \MnRho SDF for the
suppression of Rh isoimmunizatron.

GIobal Cellular'fherapy Oi.ganizations Gather
New Data
The Allian€ for Harmonisation of Cellular Therapy Accreditation _ ol
which AABB is a member - has parlnered wilh the World Marrow Doilor
Association lo gather data on cellular therapy colleclion facilities. Coilectton
facilities are asked to @mplete a form seeking certain license and
accreditation data lo include in this registry, which wiil serue as a resource
for \r'y'MDA members and regutatory organizations

\ /lVIDA also is in Ihe process of updating country_specific import and
expod requirements. This data - which was originally collecled in 2003 _
rs lo€ted in lhe regulalory section ot the WMDA Web site.

tNlH Scientists !-ind New Iiorm of prion Disease
That Damages Brain Arreneq,l
Nalional lnstitutes of Health scienlists studying how prion diseases
damage the brain have obseryed a new form of prion disease in mice lnal
does nol cause lhe sponge-like brain deterioration characteristic oi prion_
related disorders. According to an NIH press releasp, the new prion
orsease resembles cerebral amyloid angiopathy, a conditioo related to
Alzheimer's disease that damages brain aderies. prion diseases _ known
as transmissible spongiform encephalopalhies _ primarily damage the
brain and include mad cow disease or bovine spongiform en@phalopa{ny
in €tlle, sporadic CreuEfeldt-Jakob disease and variant CJD. The study,
conducted by scientists at NIH's Nationat Institute of Allergy and Infectrous
Diseases and the Velerinary Laboratories Agency in S@iland, revealed
many of the usual signs of prion disease. However, the sponge_like hotes
in and around nerve cells typical of prion disease were nol obseryed.
Instead. the mouse brains contained large accumulations o, prion protern
plaques trapped outside blood vessels. which damages aderies, veins and
qpillaries in lhe brain. The knowledge gained from lhis sludy may help
screntists in developing therapies for prion diseases as well as Alzheimeas
orsease.

Kegton Watch
Demand for most frozen products is increasingi lhe need for
cryoprecrprtate and fresh frozen plasma is especialiy steady. A robust
supply of frozen products easily serues lhese needs, according to the
NatioqQl BLqqd ExQhange. pla(etet products are readily avaitabte
throughoul the country, and the surplus of red btood cells continues to

il*o

AABB, 8101 clenbrook Road, Bethesda, MD 208i4
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医薬品
医薬部外品 1 研究報告 調査報告書
化粧品

別紙様式第 2‐ 1

番号 12

識別番号・報告回数 第=報入手日
2010年 2月 3日

新医薬品等の区分
該 当な し

厚生労働省処理欄

①②③乾燥抗 HBs人免疫グロブリン
④⑤ ポ リエチ ィング ソコール処理抗 HBs人免疫 グロブ リン

研究報告の

公表状況
Haemophi I ia 2010; l-9

公表国
イギリス

①ヘプスブリン筋注用200単位  (ベネシス)

②ヘプスプリン筋注用 100o単 位  (ベネシス)

③ヘプスプリン (ベネシス)

④ヘプスプリンIH静注 100o単 位  (ベネシス)

英国 プール II漿由来濃縮因子製剤によって 1980～ 2001年 の間に出血障害の治療 を行 った全ての英国の患者は vc lD感 染 リスクが増加 し更
可能性 がゎるこ とを告知 されている。我 々は、 vC」 Dの リスクが高 |ヽ と考えられ る 17人の神経学的に asymptOmaticな 血友病患者に関連し

たプ ロテ アTゼ耐性 プ リオン (PIPr・
｀)の検出について報告す る:     ~~ 

´`  .工 ′
「

′'~‐ウ
IP・

ψ…。●■し よ皿外●IJ昼爛に閃建

llの剖検お よび 7の生検材料か ら PrPnヽ を分析 した。
牌臓 サ ンプルのひ とつは ウェ スタンブ ロン ト分析 で PrP・・｀

強陽性 で
オ ン蛋 自遺伝子の コ ドン 129は メチオニン/バ リンのヘテロ型 であ
製造 され た第Ⅷ濃獅四子 9000単位以上お よび vc」 D感染 ドナーか ら

'■

14ユ ニ ッ トの赤 in球製剤 も投与 された、そ してい くっかの外科自

撃最重虐蓋霞異晉£π子,I寧至曇]姦書言見を告i単隻ξ[薫班

使用上の注意記載状況

その他参考事項等

代表 としてヘ ブスブ リン IH静注 100o単位 の記載
を示す。

2 重要な基本的注意

(1)略

1)略

2)現在 までに本剤 の投与に よ り変異型 ク ロィ ッ
フェル ト ヤ コブ病 (vcJD)等 が伝播 した との報
告はない。 しか しなが ら、製造工程において異常
プリオンを低Ⅲし得るとの報告があるものの、理
論 的 な vC」D等 の伝 播 の リス クを完 全 に は llF除 で

きないので 投与の際に1ま患者への説明を十分行
い 治療上の必要性を十分検討の上投与するこ
と。

報告企業の意見 今後の対応

可能性 を検討す るための実験 を継続 して進めてい る上 ころであ

英 国 プ■ル 血漿 由来 凝固因子製斉りを投与 され た血友病患者のvc ID感 染 リスクが増加 してぃる可能性があ ること
よ り、血友病患者 の生体サ ンプル か らプ ロテア■ゼ耐性 プ リオン (PrPrt｀ )の検出を試みた ところ、73歳の患者

本 報告 は本 剤 の安 全 l■ に

影 響 を与 えな い と考 え る

のでt特段の措置は とらな
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2 A. PEDEN er a/.

number of sreps to reduce the likelihood of second-
ary rransmlssion of vCJD by blood components [1 1].
It is known rhat plasma donations flro* 

"sy*ptom-atrc individuals in(ected wirh vCJD have also con-
tributed to some batchel of pooled clotting factor
concenrrate (rernred'vCJD-implicared batches'). The
potential vCJD infectivity of these batches has been
esrjmated by rhe UI( CJD Incidents panel (CJDIp)
based on 6ndings from a risk assessmcnr commrs-
sioned by rhe Department of Healrh (DH) [12],
together wirh batch-specific manufacturing data.
Varirnr CJD-imllrcated batche, of clorring facLor
concentrates facror VIil (FVIII) and [X were assessed
to be Iikely to carry sufficient levels of vCJD infectiv-
ity ro warranr the implemeotatioo of public health
measures in recipierts ro mrnimize rhe possibLe risk of
onward transmission [12j. A public health notifica-
tion exercise of parients with bleeding disorders was
conducted in 2004 by the Health prorection Agency
and Scotrish Cenrre for [nfecion and Environmental
Health on behalfofthe UK Deparrments ofHealrh, at
which rime ir was considered iikely that further
batches of LK-sourced piasma products would
become implicated as future cases of vCID arose
[13]. Therefore, on the advice of the UK Haemo-
philia Centre Docrors' Organisation (UKHCDO), all
patienrs with bleeding disorders who had been rreated
with any LrI(-sourced pooled factor concenrrares
bcween 1980 and 2001 were inforrned that rhey
may be at an increased risk of infection with vCJD
and were required to take measures to prevenr the
possibiliry of secondary spread of infection. This
inclusive 'population'approach was endorsed by the
CJDIP, DH and the Haemophiiia Sociery.

To date, 17A cases of vC/D have been identrlied in
the UK, tncluding rhe rhree clinical cases in which
infection is likely to have been transmitted by non-
leucodepleted packed red cells transfused from
asymptomatic donors who subsequently died from
vCJD [7,9,10J. The annual incidence and death rate
for vCJD have both declined in UK over rhe past few
years, but rhe prevaience of vCJD infecrion in thc UI(
remains uncertain. A rerrospectrve,tudy ro detecr
disease-associated prion protein in paraf6n-embed-
ded sections of tonsil and appendix tissue indicated
that rhe prevalcnce of vCID rnfecrion mighr be higher
than rhe currenr number of clinicai cases recorded
would suggest, with rhree posirive cases being found
rn 12 674 rissue samples srudied, giving an estimated
prevalence rJre ol L j / ULJD rnfections per mrllron in
the UK popularion (although with wide con6dence
intervals) [14,15]. Funher investigations on a large
series of tonsil samples found a prevalence of disease-
associated prion protein in tonsils from a 1t917-j,995

Haehrcphilid {2010), i-9

vCJD INF,cTIoN IN A UK HAEMOPHILIC PATIE｀
T 3

cornbined birrh cohort of 0/32 66I with a 9i%
con6dence interval of 0-113 per million [15]. In the
1961*1985 cohort, the prevaience of zero with a
95% con6dence interval of 0-289 per million rvas
lou,er than, but stjll consistenr wirh, rhe resulrs of the
prevLous survey of tonsil and appendix rissues by
Hifton et al. [1a]. The prevalence of vCJD infection
in the general LK population could therefore be
around I rn l0 000, bared on an approrimare
average value between the results of these studies
u4,16,17).

To date, no case of vCJD has bcen identilied in any
recipient of Ul(-sourced plasrna producrs. In 2001
DH comrnissioned and funded a projec to undertake
active surveiLlance of UK patrenrs wirh haemophilia
for the possibility of vCJD infecrion. This study
included rhe prospective and retrospecrive analysis of
lymphoid tissues and brain tissue in biopsy marerial
and./or auropsy material for fhe presence oI rhe prl."'
ISOrOrm Chafacterrsllc ot vLll.).

. lfe reporr the laborarory fuding, in rhrs srudy,
demonstraring for rhe 6rst time rhe presence of Prp;.i
in the spleen of a LK adult haemophilic patienr who
at the rmc of dearh had no neuroiogical.srgns or
syrnptoms arrriburable to vCJD

Materials and methods

CoL[ection of ttssue samples

Ethical approval was obcarned for rhe projecr enrrrled
'Surveillance of new varianr CJD-UKHCDO'
(MREC/01/2/11) and rhe srudy was administered
through the LII(HCDO. All haemophilic patients
undergoing surgical proccdures involving che central
nervous system and lymphoid tissue (including ronsil,
lymph nodes and spleen) were encouraged ro partic-
ipate in the study. This applied only to patients who
wer€ ro undergo surgical biopsy or resection of
relevant tissues for medical reasons and was there-
fore opportunistic. Consent was obtaired frorn
patienrs for the analysis of biopsy samples and from
relatives of the patient for auropsy tissues following
the death of a patieot undergoing either a hospital or
Coroner's autopsy.

Cases and tissue specimens

Mareria L from 1 1 au topsy cases and seven biopsy cases
from 17 patienrs had tissue samples submitted to the
National CJD Surveillance Unit for investigation. One
patient had biopsy samples submitted on rwo occa,
sions, and another parient had both biopsy and
autopsy materials examined. The number of tissues
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available from each case was variable, ranging from
single Iymphoid tissue samples from liuing iatiints to
a wlde range ot auropsy rissues (brain, ronsil, spleen.
Lymph node, appendrx) in others. The sampies were
analyscd in rhrs study by a combinarron oi fq.r,.rn
blortrng. pdraffin_embedded tissue (|ET1 blortrng and
immunohistochernistry for disease,associated, p-rote_
ase,resisranr prion protein (prp'.,). Cases of clinically
suspecred CJD that were given an alrernatlve 6nal
palnologlcrl dragnosis rvere used as negarive conrrols,
as they lack PrP'.. in the brain and periphcral tissues.
Ethical approval for the acquisition 

"na 
ur. nfrii,

autopsy rnaterial for research on rralsmissible spons_
iform,ence,phaloparhjes in rhe Nrrion"t C.Jn SJr".,i-
rance uurt brarn bank is covered by I REC 2000/4/157
{JV'I). The polymorphic status of codon lZ9 o( rhe
prion.prorein gene (pRNpJ of each case *", a"*r-
mined by restriction fragment lengrh poly*orphisn, 

"soescrrbed previously [1 8],

NaPTA precipitation/Western blot aulysis t'or ptp,",
Frozen cenrral nervous system qcerebral frontal cor_
rex, cerebellum, spinal cord) and lymphorerrculrr
(sPIeen. tonsll..appendix) tissues (when avarlable)
trom cases in this srudy and from vCJD and non_CJD
control pdrients were homogenized io 10% lwlv) inzz sarkosyl,?BS u.siag rhe Fasr?repru insnumcnr
tAnacncm) Uarnbridge, [II() and 500 pL samples of
rnrs nomogenate were analysed by sodium phospho_
t_ungstic acid precipitation foilowed by high-s"nsitiuity

Y::j.* Ll":l:r. ( Na prA/sc!),,, a..i,i u.a f ,.,i1ously 18,19,201. At leasr four sanrples of spleen and
other lymphoid tissues (when availabt.l *.* r,ual"t.

Criteria for assigning positiues
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Table l Sunln、 ary of io2Cn dS'ue samoに s analysea by NaPT″ VヽB fOr PiP′
°̀ PrP'e'glycoform ralios o{ vCJD cases (brain versus spteen)

vCJD INFECT【 ON IN A UK HAEMOPHILIC PATIENT S

1999 (5 units), in 2003 (.1 unics) and in 20A7
(3 units). The red cell transfusion in 1998 was
unlikeiy to have been leucodeplered, but the remain-
ing transfusions were likely to have been leucode-
pleted. Apart from the earlier orthopaedic
procedures, the patienr had undergone multiple
lower GI endoscoprc procedures from 1980 to
2007, with polyp resections on 6ve occasions
between 2003 and 2007; an upper GI endoscopy
without biopsy was performed in 1999.

At the age of 73, he was admitred to hospitai in
2008 with chest pain, having fallen out of bed Z days
previously. On exaraination. he was noted ro be in
pain wirh a blood pressure of 135/80 tnmHg wirh a
heart rate of 95/min. He was fully conscious (Glas-
gow coma scale score 15/15) and showed no
evidence of cognitive impairment or any other
neurological abnormalities. A 5- to 6-cm haematona
was noted over the posterior aspect of the left side of
his chest. Two days later, he deteriorated suddenly
wrrh a loos of consciousness and development of
hyporension. He was suspected ro havc sustained an
intracranial haemorrhage and died rhe following
mornrng. An autopsy was performed under HM
Coroner's instructions, which found a thrombosed
fusiform aneurysm of the left iiiac artery with
extension of rhrombus into the lower aorta. The
elbow and knee joints were swoilen with evidence of
previous surgery ro the lefr knee and mulriple
cutaneous bruises were plesenr over the left upper
lirnb and lefr side of rhe trunk.

Examination of rhe brain revealed a cavirated old
haemorrhagic infarct in tire right frontal lobe, but no
evidence of recent haemorrhage was noted and no
histological evidence of a spongiforn encephalopa-
thy was identified. The heart, spleen, Iymph nodes
and appendix all appeared normal and showed no
evidence of accumulation of abnormal Drion Drotein
on immunohisrochemistry. The liver 

-showid 
evi-

dence of a prominent mononuclear inllammatory cell
in6ltrate in the portal tlacts wirh centrilobular
rnicrovacuolation and steatosis, in keeping with the
history of heparitis C,infection. Sections of rhe iliac
artery aneulysm showed the features of a longstand-
ing aneurysm wirh a patchy inflrrate of ihronrc
iaflammatory cells in part of the wall. There was also
evidence of both previous and fresh haemorrhage
into the thrombus within rhe aneurysm. with foci of
acute haemorhage that were contiguous with foci of
haemorrhage inro the adjacent vessel wall. The most
likely interpretarion of these findings is rhat the
padent's faJl caused bieeding inro rhe rvall of rhe
large ieft iliac artery aneurysm and accumulation of
this haemorrhage rculted in occlusion of the vessel

Casc numbcr (J'RNP codon 129) TOns」 Splccn

ka.stusion asynpioha!c
nrecto. (Peden or ar. 2004)
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Depcndiog on availa biliry a minimum oI four srmplcs wcrc tcstcd from the tissuc Iistcd above. Thc rcsulc arc given 3s rhc nunrbcr of PrP"'
positivc sarnplcs as a propo.tion of rhc total numbcr of indcpcndent sanlplcs tcsred for each tissuc spccimcn.
A dash (-) indicatcs that no sanrples wcrc auailable for analysis; M, methionine; V, valinc; Prl'"', proccasc rcsistant prion protera; NaPTA-/
VB, sodiurr phoiphorungstic acid precipitation/Westcrn blotring.

?0 30 40 50 60 70

Oiglycosytated (%)

Fig.2. Scartergram analysis of peLcentage diglycosylatcd 3nd
pefcentatse monoglycosylated isoforms found in lrdividual cascs ol
variant Crcuczfeldt-Jakob discasc (vCJD). The tlycoform rario ol
protease'rcsrstant prion proreio (PrP'.s) foLlowing sodium phos_
photungstic acid (NaPTA) prccipitation in thc positivc splccn
samplc lrom the Hacm UK study casc 9 (iight bluc dramond) is
compared wirh VCJD brain PrP"' wjrhour NapTA prccipitation
(dack btue diamonds), vCJD brain PrP... dilutcd in non-CJD
n€urological conrrol splecn hornogcnrre with NaITA precipitarion
{rcd squafcs), cndogenous vCJD splccn PrPr.r with NapTA pre,
cipitaiion (ycllow trianglcs). The glycotorm rario of splecn from a
sL:glc casc of prccliucal VCJD infecrion following btood rrarsfu-
sron rn an asynlptomatic PRNP codon i29 MV ildividual (grcen
squarc, is also ..rowrr.

The patient had severe haemophilia A (F!.III
<77.). He was one of l0 children and all six of his
affected brothers had died at an early age. He never
developed antibodies ro FVIII. He suffered from
severe haemophilic arrhroparhy and despire mulriple
orrhopaedic surgical procedures was wbeelchair_
bound by the age of 36 years. He also suffercd from
leculrenr gastrointestinal (GI) bleeding and at rhe
age of 39 sustained an intracerebral haemorrhage.
He had multiple exposures to UK-sourced plasrn-a,
derived FVIII receiving 254 ,500-unit, vials between
1980 and 2001 (approximately 400 000 units as the
vials were over6iled). When rests became available,
he was found have both antibodies to hepatitis C and
to have the virus detectable jn his blooJ. However,
his liver function tests remained normal and he clii
nor deveiop any clinical signs of liver disease. He was
treated with rwo vCJD-implicated FVIII 8y batches
in 1994 (Batch FHC 4237, 1000 units) and 1.996
(Batch FFIB 4547,8025 unirs), rhe lattergiven overa
3-day period for a bleed into the right hip joint. Both
batches inciuded a donarion frorn a singli jonor who
subsequenrly died.from vClD in 1997.

It is also recorded that the patienr had been
transfused with red blood ceils in 1998 (3 units), in

@ 2010 Blackwcll Publishing Ltd

The remaining 100 pL aLiquor of this homogenare
was analysed by the centrifugal concentration/-Wes-
tern bloning protocol and was again strongly posirive
(data not shown). Densitometry was used to compare
the total signal {of ali three PrP"' bands) with a

dilution series of PrP'"'samples from vCJD brain run
ir parallel with this and the previous sample. This
analysis indicated rhat rhe level of PrP'"' in rhis spleen
sample was 3-5% of rhat found in vCJD brain.

NaPTA-/WB anaiysis of a further 22 sampies taken
from the available spleen tissue from this case failed
to show any evidence <j( PrP'"' (Table 1). Exhaustive
irnmunohistochemical and PET blot analvsis of rhis

:|三樹

tissue was similarly negative and NaPTA,/Wts, immu-
nohistochemistry and PET blotting ali failed to detect
rhe presence of PrP"' in lymph node. fronral correx
or cerebelium in this case (Table 1). All other tissues

from the remaining cass were negative by each of
rhe merhods used.

To make a more quantitative assessment of the
glycoform ratio in the posirive specimen. we agein
used densitometry. The glycoform ratio of the spec-

imen positive by NaPTA,TWB mapped close to, but at
the extleme diglycosylated side of the area defined by
Vestern blot analysis of vCJD brain tissue, including
vCJD brain tissue'spiked' into negative controL spleen
and anaiysed by NaPTA/'WB (Fig. 2). The glycoform
ratio of this positive specimen was also more predom-
inantly diglycosylated than the samples of vCJD
spleen PrP"'used as positive controls in this study.

Cenetic analysis

The results of the ?RNP codon 129 analysis on each

of the eight cases studied are included in Table 1.

The case containing PrP'"i in the spleen was hetero-
zygous (methionhe/valine) at this codon.

Immunohistochemistry and P ET b lotting

Immunohisrochemistry and PET blot analysis on ail
the PET blocks in this study were negative in all
cases, including the case in which PrP'"'was detected

biochemically in the spieen.

Case history

The clinical history of rhe haemophrlic pafienf rn

whom PrP"'was detected in the spleen was reviewed

in detail as follows:

ピ

ご゙爵だ藁1/パ
40 -

Fig. 1. Sodium ghosphorungstic acid (NaPTA) prccipiration/
'W6tcrn blosing nnalysis of splcen rissue samplcs for thc prcsence

of protcase-reistrnt prion protein (PrP'''). A sarnple of splecn
homogcnatc lrom case 9 {casc samplc) corrcsponding to 5 og of
tissue was analysed alongside splecn samplcs from a controi qse
with non-CJD neuroiogical discasc (control) corrcsponding co

50 mg of tissue. Onc of the later control sarnples (+) had been

spikcd with an amourt of varialt Crcutzfcldt-Jakob disease
(vCJD) brain homogenate, correspondirg to 300 pg of tissue,

prior to NaPTA ptccipitation. Staodard vCJD brain PrP'*, cor-
.tesponding to 100 gg of brain tissuc, analysed wirhout prior
NaPTA prccipitation, was rua in thc lanc markcd 'vCJD sen-
dard'. Thc molemlar wcight markers {in kDa) arc shown in rhe

lcfmost lanc.
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6 A. PEDEN er a1.

with rapid propagation of blood clot upwards into
the aorta resulting in hyporension, loss of conscious-
ness and death.

FoLlowing the autopsy and rvirh appropriare con-
sent, frozen tissue samples from the brain, spleen and
lymph node were subnrined ro rhe Narional CJD
Surveillance Unit, along with fixed samples from rhe
heart, liver, spleen, lymph node and appendix and
iliac artery aneurysm.

D is cu ss ion

We descrjbe the pathological anaiysis of tissues from
a group of 17 UK parients wirh haemophilia consid_
ered ro be ar rncreased risk of vCJD rhrough
uposu!e to LK-sourced plasma products during
the period berween 1980 and 2001. Eleven out of 1i
patrents had died, of whom _six patients had preur
ously recorded trearmenr with vCJD,implicared
batches, including one patienr rvho had receivecl
treatm€nr with an impLicated barch made from rhe
same plasmi pbol as batch FHB 4547 (received by
the index case). Anorher patienr (nor incJuded in this
study), who is still alive, has recerveo rrearmenr u/rrh
two vCJD-implicated batches, one o{ which con_
tained plasma from the donor of implicated barches
FHC +237 and FI{B 4547. None of rhe patienrs in
this study showed any evidence of a neurological
disease consistent with vCJD. Immunohistochemistry
and PET blot analysis for rhe abnormal forrn of the
prion profein was consisrenciy negative in all cenrral
and peripheral tissues examined. A sirgle specimen
from the splcen of one of these patients did, lrcwever,
give a strong positive result on repeared resting for
PrP'"' by Western blot analysis. The positiue result
had all of the expected characteristics of a true
positive result in terms of the electrophoretic,mobil,
iry, abundance and glycoform rario of VCJD prp...,
and more specifically that of vCJD lymphoreticula
tissue [6,8]; Iewever, exhausrive re,sampling of
other legions of the residual spleen cissue failed to
identify any similar 6rdings. Immunohistochemistry
and PET blotting of the spleen from rhis case wele
also negative for abnormal PrP

We rherefore investigated the possibilty rhar the
positive results derived from an unexplained mis,
identificarion o! contamination of samples in the
laboratory. Meticulous review of the audir rrail for
specimen receipt, storage, sampling and analysis of
this case found no oppoftunity for specimen mis-
identi6cation, substiturion or cross-conramrnarron.
Additionally, rhe glycoform rario in the posirive
spleen sample clearly ruJes out sample contamination
widr vCJD brain, as both the abundance and

Hacn'oph ilio (2010), t-9
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giycoforrn rario are consisrent wirh those expected
irom a vCJD lynrphoreticular rissue [5,8]. We
therefore conclude that rire spleen of this casc had a
highly discrete positive region rvith readily derectable
levels of PrP"', having a glycoform patrern rypical of
vCJD. In a previous report, we described the derec,
tion of PrP"' in the spleen of anorher asympromaric
UI( parient (who did nor have haemophilia), who
5 years prior ro dearh had received a transfusion
of packed red ceLls frorn a donor who subsequently
died frorr vCjD 18]. In this case, rhe leveLs of prp,i,
tn_ the spleen were highly variable, with oniy one
of rhe eighr rcgions tested givrng a srrnllar resulr
to the index case described above. Another 6ve
regions sarnpled gave a lveak PrP'". signal, whjle rhe
remarnlng rwo reglons sampled were negarive. The
earlier patient was aLso a heterozygote (rnethionine/
valine) at codon 129 in rhe PRNP gene. However,
immunohistochemistry in rhat case showed positive
staining for abnormal prion protern rn occastonaL
foiliclcs in the spleen, unlrke the current case.

Thesc observarioos together suggest rhar rhe
disrribution of PrP'"' in rhe spleen of asymptomaric
patients is highly variable and rhat mulriple samples
need to bc anaiysed ro en,ure ta, in o.,r.urrenr c:.e;
that false negarive results are avoided. Immuno-
blotting for PrP"'is more sensitive than imruno-
histochemisrry and PET blot analysis, so ir is not
surprising rhat the immunohistochemical and pET
blot findings in the curenr ca\e were negative,
although it should be oored that the amount of fixed
tissue auailable lor rmmunohisror\Fr;\rrv )r I pF-l

blot analysr. rvas snrall"r ," q"r;;i ;';;;;"1;;';;;;
spJeen tissue for biochemical analysis. It is also
conceivable rhat rhe distribution of Prp'.'in rlie
spleen may be inl'luenced by the PRNP codon 129
polymorphism, as rhe disrriburion of prP"' in lym-
phoid tissue of scrapie,affected sheep is variable
berween differenr PRNP genorypes [23].

The detection of PrP'"" in the spieen of this patient
with haernophilia, who had no evidence of any
neuological disease (inciuding vCJD) in life, requires
careful interpreration. There are four known possible
Loutes of exposure ro vCJD infection that may have
resulted in this 6ndiog, namely via rhe food chain,
rransfusion with donor red cells, surgical and inva"
sive endoscopic procedures, and 6nally via rrearment
with LK'produced FYIII, including two vCJD-impli
cated batches.

Dietary acquisition of vCJD infection is considered
unlikely in this individual, w.ho was aged 73 when
he died, based on rhe observed incidence of vCJD in
this age group. None of the 14 btood donors to this
patient has developed vCJD, but there remains the

possibiliγ  that this grOuP OF dOnOrs cOuld includc
asym P,omaic carricrs of vQD infcciOn The invcs―

翻III職踊
S揮
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concernecl was exposed to sorne 9000 units of FVIII
prepared from plasma pools that included dorrations
from a donor who went on to develop vCJD and was
presumed ro have been infecred ar the thre of
donation. There is no chromacograpnlc step Ln
the production of FVIII 8y, which miy reduce rhe
ciearance of any porential prion contamination.
However, as the plasma products concerned rvere

?r^o!::.d frcm very large pooJs of lonors (c.
20 000). and bccause this rndividual received rnany
units from batches not known ro b. i-pti."t.J-1..
400 000), ir is highly likely that this individual was
aiso,exposed to infectivity in presently unimplicatecl
oa rcnes.

While there is clear evidince of the rransmission
of.vCJD infectiviq, by non-leucodepleted packed red
cell transfusion in humans [7-10], and transmission
ot scrapre and BSE by whole blood and buffy coat
transfusion in sheep [25], uncertaitrty remains about
the risk of transnrission of vCJD by UK_sourced
plasma. Because of this uncerrainty, precautionary
publrc healLh mersures ro prevent or*".d transl
mrssion of vCJD were rnrroduced in 2004 for
patrenrs with bleeding disorders who had been
treared with UK plasma-sourced products between
1980 and 2001.. The currenr situation, with irs
accompanying uncerrainties for the future, causes
ongoing concern for these patienrs and rheir
families.

Conclusion

We believe rhar the 6ndings in rhis case ind.icare
vCJD infecrion in rhe spleen of this UK haemophilic
patient, albeir in a very restricted disrribution that
may relare ro rhe smail dose of infectiviq, likely ro
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have been presenr in the UK plasma products used in
treatment, and perhaps also to rhe heterozygous
PRNP codon 129 genotype in this patient. Contin,
uing surveiliance for vCJD infecrion, both symptom-
atic (passive) and asympromaric {active), is required
to help clarify the degree of overall risk rn this group
of patients from treatdent with lJK-sourced plasma
products. The 6ndings also have implications for
laboratory methodology in the proposed auropsy-
based prevalence study of vCJD infection in rhe UI(
1271.
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最近、血漿製剤を介したプリオラ伝播の可能性に関する論文がいくつか報告されており 感染性プリ
のリスク評価として製造工程の除去効果の評価は重要である。
我 々は孔径 15nmの ウイル ス除去膜 の評価 を行 ったょ
ナ ノろ過直前のア ンチ トロン ビンサンプルに 2つ の異なる方法で調製 したプ リオン物質をスパイ ク した。動物への感染実験に よる感染性プリオン除去能は≧472及 び400(2回 の独立したスパィク実験)であった。しかしながら、感染性は15nmろ 過サンプ

'レ

の超遠心後の
上清お よび沈澱物の両方に検出 され  完全な除去の困難 さを示 していた。
このデー タは よ り小 さな and/。 r可溶性の状態 (直 径 15nm未 満)で一定・iの感染性 プ リオンタンパク質が存在す るとの結論 を支持 して
い る。

オンの混入の可能性のある血漿製剤 使用上の注意記載状況

その他参考事項等

2 重要な基本的注意     ~~~~~― ――

(1)略

1)略

2)略

3)」ll在 までに本剤 の投 与に よ り変異型 ク ロイ ツ
フェル ト ヤ ]ブ病 (vCJD)等 が伝播 した との報
告はない。 しか しなが ら、製造工程 において異常
プ リオンを低減 し得 るとの報告があ るものの、理
論的な vCJD等 の伝播の リスクを完全には排除で
きないので 投与の際 には患者への説明 を十分行
い 治療 上の必要性 を十分検討 の 上投 与す る こ
と。

報告企業の意見 今後の対応

[脩暑Ff彗駄クリΥ′/劣薦蝋潔嚇曜l籠
い ての 報 告 で あ る。

i::[]鯰:[1:i:]][i:lil::l重[:li厄]l:i3:::
舎磨[ι凰鼻写』背言劣重凛言ゎせT二振宰百ξビ[言そ勇Ъ「

た`製造工程においてプリオンが低減される

本 報告 は本剤 の安全 l■ に

影 響 を与 え る もの で はな
い と考えるので 特段の措

置は とらない。
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evaluations of cleacnce, Foster [ 15] also reviewed lhe significance of
the method ofpreparing the spihngmateial for clearance studi6 bur

funher research is required due to a lack of consenss. Although

infectious activiry peaks mad(edly at l7-27 nm { l6l, our recenc study

Eveals that even a 15 nm nlter could not remove all infectious prion

Il4l. Our objective in this srudy is to clarify the infectivity of prion

protein that penetEtcd the 15 m nlter.

2- MaterJals atrd methods

2.r. Quantircnve removol capacity of 15 nm frlter

To eviluate the quantitative removal capacity of a 15 *2 nm

virus removal 6lrer virus removal 6ltcr (t'nanova 15 N. 0 001 m'.
(P-15N), Asahi Kasei Medical co., Ltd. Tolcyo. Japan) we used

i sampie ofthe antithrombin preparation (Neuan@. Benesis corp.'

Osaka,Japan) faken immediately before tlte P-15 N nep. Briefl, the

misosomal fiaction as a spil(ing materiai was pfePared as follows.

Brain homogenates from hamster adopted scrapie 263 I( strein

inf(ted hamsters in PBs (lox w/v) were cenrifuged at low speed

(1,ooO g for 20 min, at 4 oC) and lhe supernatant was trealed with
the o.1X detergent lysoLecithin (37'C"for 30min) Then the

homogenace was centrifuged at hiSh speed (9'100 g for l0 min at

4'C) and the supematant wa: extensively sonicated on full power
(20 kHz, 550 w, Misonix X12020, Qsonica LLc., UsA) for 5 min wilh
2 mjn interyals every 'i min sonication (5 ml/tube without cyrnbal

rod). The homogenate obtained was sequenti;lly nllered using

0.45. 0.22 and 0.1 [m filters was used as a spiking material. The

starting material ws spiked (1:50 v/v) and then filcered using P-

15 N, The smples, before and after the hltration of tlvo iDdepen-

dent runs were tittated to detemine tlle teducrion of the PrP"' by
Westem blofting (wB2 method in reference 14) An animal

bioassay (E/q) was also perfomed to detemine the reduction in

infectivity. Fof the BA four to five-week old specinc pathogen ftee

and viol antibody-free male syrian hamstets were jooculated i c
with OO5 ml/animal of the ten-fold serially diluted sample. Six

animals were used for each diluted samPle' The animals were

monitor€d for general health and clinical signs, and euthanized
once advilced clinical signs were evideDt or at the €nd ofthe assay

period (3sl days). A histopathological analysis was perfomed on

all brains from animals gaificed in the study and log reducfion

factos were Glculated fo)lowing titre determinations by the

method of lGrbef, This invesriSational rsE clearance study was

perfomed ln accordance with CLP and guidances at BloRelhnce'

Clsgow UI( and Roclryille US facilities [10.U'18]'

22, ioperty oJ P-15 N-/qlrered sompics

Io deGrmine the characteristiG of prion inft ctivily in rhe 6ltrate
ananalysisof nltrates fromadditionalspil(ed runs w6 perfomed by

ultracentrifugation and qualitative (200 days) infecdviry assay.

Microsorul fnction as spjking material wd prepared as described

in 2.1 (without deteryent tteament) following ultracentrifugation
to puriry the microsorul fradion.The microsomal fracdon was then

extensively sonicated at 20kHz, 200w (Bioruptor UCD-200T.

Comobio co-, ud.. Japan), l0 min with 1 min inteRals every I mtn

sonication (2 ml/rube with cymbal rod) and subsequeotly filrsed
using 0.2? l1m filters, This fltrate was sed to spil(e samp]es. The

spiked (1:20 v/v) antithrombin samples were passed through

e 15 nm nltei The resultant log reduction factor byWestem blotting
ws >2.8 andinfectivityvl'as detected in the 6ltered sample il4l The

filteed sample ws ultGcentrifuged at 15 0000 g for 60 min at 4 "C

and the pellet was re5u5Pended with PBs. The resuspended Peuet
and supematant were inoculated i.c. to three female-specjfic path-

ogen-free Syrian Hamstes with 0 02 ml/animal ofthese undiluted

samples. As a control, a non-ultracentrifuged filtrate samPle wa5

also inoculated. The animals were euthanized once advatrced clin-

ical signs were evidentor at the end oithe assay period (200 days). A

histopathological analysis of the brain trom a)i sactificed animals

ws also performed desqibed s previous study [141.

3. Rsults

3,1. Capocity of the 15 nm flter tc' rcmove prian

The capacity to remove Pdons from lhe mtithrombin prepara-

tions duriog Planova 15 N filtration uing either extensively soni-

cated lysolecithin treated prions or extensivcly sonicated '
microsomal fractions are summarized in Table 1. The log reduction
factors (LRF5) using the lysolecithin spil(e in the animal qperi-
ments were >4.72 atd 400, respe(ively for the duplicate runs.

Th$e reiulti revenled rhat the Planow 15 N filtration is "effective
but not complete" for the remowl of infectious prion contamina'

tion. One of the sperimsts show€d that a small amount o[
infectious prion was still delectable in the Rltrate. These resulG

demonstrate that even 15nm filtration may not be able tP1
completely remove infectious prion (Iabie 1 ). (--'

32, quafitotive removal copoqF! of 15 nm flter dnd slbseguenl
analysis of the flteed sample

To clariry the ptoperties of the infectious prion, the pellet ild
supematant derived from the 15 [m filtrale (using a sonicated

micrgsomal spike material) after ulha.enhifugation were investi-
gated. PrPrc'swas aot detecled by Western blot a5say either in the

61ftate, or in the supernatant and pellet by ulmcenrrifugalion of
rhe filtEte. ln contras! infectivity was detected in all samples by

animal bioassay, a more sensitive assay method (Table 1). This
result showed that a certain amomt ofinfectious Prion was able to
penetrate the 15 nm virus removal 6ller and was not pelleted by
ultECentrifugrtio[ Of note, one of two animajs which were inoc-
ulat€d with the supematant showed slightly faster disease

progression than olher animals aftef the apPearance of clinical

5igns in ihe study. However, histopathological observations did not
show any clear differences belween the suPematant and pellet

fracions after ulb'acentrifu gation.

4. Di*6ion 
/ _.

cldrification as to the real form of infectious prion prorein il-
infectious human and animal plasma is very imponant in order to

Trble I
sdapj€ rrtro.rd iDfedivjly in smllr gentr:ted with 15nm filtialion ud .
subrequ€nc uft r!c€nrifuEadon

ewluate ihe risks of prion contaminatjon in plasma prcducts and
biopharmaceutical medicjnes. Some results suggesting the fom of
infectious prion protein in human and anjmal plasma have been
reported, A generically-modjfied animal pJasma conDiojDg Cp!
anchor less prion protein had some infectivity 119,201, On the other
hand, a high tirer of prion remained in the supernatmt of an ultra-
cenb'ifuged microsomal fEdion derived from scGpie-infected bcin.
although prPftsms not detected bywesrem blor assay I21 l. Alrhough
these reSults were obtained unde. qperimental conditions. it
$ggests fiat the infeftious prion protein may uisr in ailmal plasma
as a soluble or soluble-like fom Ultracenfifugation hr been
commonly used for the concencration of the orion Drotein. The
ultrdcentTifugdtion and subsequenc preparac;on of the spikrng
material should be done carefully in older to ensure that such orep-
dations do not qclude such solubl+like prion protein. To avoid ovo
estimating removal. pelleting of the spil(e by ultEcenbifugation
should not be used. However, preparetion methods or employing
tTeatrnent which genelate small sjze of infecdous Drion such as
sonication and/or derergent tEament followint the ulh-acentrifu-
gation (as performed in this study) should be used. Many studis to
evaluate pnon removalduring runufacturing have been perFomed,
how*e. studtei of the appropriateneJs of the spil(ing matelials
derived from prion-infected bGin are limiEd. We reDorted thar
qteroively-soniqtion and/or tseatment wirh a detergeit such s
sarkosyl and lysolecithin were useful for the preparation of spitdng
material for anallzjog panicle size I 141. Hence. prcpuation methods
wiihout pellerjng the prion by ulmcenrifugatjon or wjth the treat_
mentwNch geneE!e s soluble-like prion in the supemaGnt following
ultracentrifugation will lead fo more acceptable results for the ewl-
uation ofTSE removal, esp€cially wheo an animal study is included.

h rhjs study, we evaluaa€d tfie pdon remoyal pedomancc of
nano-filfadon on a lab scale using a 15 nm planova filter and
a sample of antithrombin which was spilred with infectious prion
protein. Two rypes of spiking material were used. Both spiking
materials used io this study seemed to contain soluble-lil(e infec-
tios prion protein because of the p.eparation methods employed
sonication treaoxent whici seems to generate the soluble_like
form infectious prion. Hence, the resulf5 of the filrrate samDle and
LRF in the studies can be considered realistic lor evaluation of rhe
nltering process wjth respeft to pr;on removal.

Residual infectivjty was detecred in the nltered process sample
of andrhrombin prepilations which was sDtked with extensivelv
sonicated or detergent/sonication-treated spiking materiai.
Furthemore, the 6lteted sample was ultracenuifuged and subse-
quently the infectivity was detected in pellet and suDematant
fractions after ulhacentrifugation. These results showed thar l5 nm
filtrition which is the filter of small6t pore s jze for virus removal
removes infectios prion proteln effectively but nor completely
under the fi:tration conditjon of antr-thrombjn prepaEtion, Other
pnon removal options such as other filter devices, column chro-
matography and tactionations during processing steps have also
been reported {131. One should choose a suitable spiking matefial
for a process evaluation study, before startjng the study. The
combination ofseveral different process steps for prlon removal is
liircly to improve the remonl of all forms of Dotential 'Dlton
contamination and thus safeguard.agaiDst conraminarion.

The results ofthis study also revealed that some infectious prion
prctern was less than l5nm in diameter, apparently as a low
molecular weight and/or soluble fom. Unfortunately. the proper-
nes or presence of such a soluble-like infectious prion Drocein in
blood have not been clarified. Ihe properties of this form could be
very important to ewluate the rjsk of prion conramjnation in bio-
logical products- Hence. further investigations are required, espe_
cially of the properties of soluble-like prion protein in blood and
plasma.
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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 第―報入手日

2010 1 19
新医薬品等の区分

該当なし

総合機構処理欄

一般的名称 人血清アルブミン

研究報告の公表状況

Kaski D, Mead S, Hyare H,
Cooper S, Jampana R, Overell J,
Knighr R, Collinge J, Rudge p.

Lancet. 2009 Dec
L9;374(9707):2 128.

公表国

英国
販売名 (企 業名 )

赤十字アルプミン20(日 本赤十字社 )

赤十享アルブミン25(日 本赤十字社)

赤十宇アルブミン20°/・ 静注4g/20mし (日 本赤十字社 )

赤十宇アルブミン20%静注10g/50mし (日 本赤十字社 )

赤十宇アルブミン25%静注1258/50mL(日 本赤十宇社 )

研
究

報
告

の
概
要

璽 繁 勉 ゴを1]伸:参frl隕 雖
紺 り婆急暑牌饗

8魏
謝

し喘 罰 ま重度識 痛およ臨 樹 底下
〕間に症状は悪化し、2008年 10月 の精神状

求 i軍 薔力′i循7重ハ1生 で ふ リ ロ ルバ スl序諄
^ヾ

ム⌒■  1● け 叔 ぼ :需 舌●
"ョ

召ょゞ +h す o‐ ,_ L。

使用上の注意記載状況・
その他参考事項等

反射充進と左足底伸展反応を伴う_8~度 失調があった。歩行に2本

出術 (15年前)が あったが、輸血歴やヒト組織の移植歴はなかった
正常であったが、1433タ ンパク質が陽性であった。脳MRI所見 1

床枕徴候を陽性と見なしたわけではないが、定量評価で尾状核せ
自己免疫性疾患 (腫瘍誘発性疾患を含む)の広範なスクリーニン
突然変異を示さなかった。コドン129はヘテロ接合性だった。特徴
に基づき、変異型クロイツフェルトヤコブ病(vCJD)の 臨床診断が
でpseudopeHOdに cOm口 excsが 見られないことを複合的に考慮し、
上の検査は望まなかつた。患者の容態は悪化し、2009年 1月 に死

赤十字アルブミン20 ~
赤十字アルブミン25
赤十字アルブミン20%静注
4g/20rnL

赤十字アルブミン20%静注
10g/50mL´

赤十字アルブミン25%静 注
12.5g/50nll´

血液を原料とすることに由来
する感染症伝播等

轍 舌 貧 栗 の 意 見 今後の対応

換轟ζ〔

`兆

好スル毅〔燻緻 月75発ル
トヤコブ病と診断された患者の症例報告である。

I勺
|ま非常に低いものと考える。
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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 第一報入手 日

2010. 1. 15

新医薬品等の区分

該当なし

総合機構処理欄

一般的名称 人血清アルブミン

研究報告の公表状況

ProMED 20100107 0o76,2010

Jan 07 情報源 :UK:NatiOnal CJD

suⅣenlance Unt― mOnthly
statistics as or 5」 an 2010

公表国

英国販売名 (企業名 )

赤十宇アルブミン20(日 本赤十年社)

赤十字アルプミン25(日 本赤十宇社 )

赤十字アルブミン20%静注4g/20mL(日 本赤十字社)

赤十字アルプミン20%静 注10gノ 5ёhし (日 本赤十字社)

赤十年アルプミン25%静注〕25g/60mL(日 本赤+字社)

研
究
報
告

の
概
要

○ブリオン病最新情報 英国 :国 立CJDサ rベイランスユニット、月次vC」 D・ CJD統計、2010年 1月 5日 時点
英国のc」 Dサーベイランスユニットから公表されたvCJDを 始めとするプリオン病の患者数に関する最新情報である。
vCJD確 定例または可能性例総数は前月から変化なく166名 のままである。生存患者は4名 であるため、2009年までのvCJD症例数
は合計17o例 である。
2009年 中に新たに2症例が記録されたが、仝体としては英国におけるvCJD流行は減少しつつあるとする見解に一致している。
vCJDに よる死亡患者は1995年 に初めて確認され、死亡患者数のピークは2000年の28名 であった。その後2001年に20名 、2002年
に17名 、2003年 に18名 、2004年に9名 、2005年に5名 、2o06年に5名 (2007年 に5名 、2008年に1名 、2009年に2名 となっている。
プリオン病患者全体としては、2000年の12ヶ月間に143名 の照会があった。このうち、孤発性CJD:59名 、家族性C」 D:1名 、医原性
CJD:1名 、CSS:3名 、vCJD:2名 だつた。

使用上の注意記載状況・

その他参考事項等

赤十宇アルブミン20

赤十字アルブミン25

赤十字アルブミン20%静 注
4g/20mL
赤十字アルブミン20%静注
10g/50mL
赤十字アルブミン25%静注
12.5g/501nL

血液を原料とすることに由来
する感染症伝播等

報告企業の意見 今後の対応

英国CJDサ ーベイランスユニットの統計によると、2010年 1月 5日 の
時点でvCJD死亡患者総数は170名 であり、英国におけるvCJD流
行は収まりつつあるとする見解に一致するとの報告である。
プリオン病の原因とされる異常プリオンがコーン分画工程で効果

'に除去されるとの成績と併せて、これまでの疫学研究では如何な
るプリオン病も、アルブミンを介して伝播するという証拠は無い。ま
た本製剤の使用は一時的かつ限定的であることから伝播のリスク
は非常に低いものと考える。

日本赤十字社は、vCJDの血液を介する感染防止の目的から、献血時
に過去の海外渡航歴 (旅行及び居住)を確認し、欧州36ヶ国に一定
期間滞在したドナーを無期限|1献血延期としている。また、英国滞在
歴を有するvC」 D患者が国内で発生したことから1平成 17年 6月 1日 より
1980～ 96年 に1日 以上の英国滞在歴のある人の献血を制限してい
る。今後もCJD等プリオン病に関する新たな知見及び情報を収集する
とともに、血漿分画製剤の製造工程における病原因子の除去・不活
化技術の向上に努める。

MedDRA/」 ver12 0J
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〔in French′  trans  ` sulm  Mod CP〕
くヽ ttp1/`vTw:ヽ ■、,.「 in,,:[Iイ 01,Pl■ y`tllo,,p● 01',1119■ ,メ |“●,`12■nee3■●C」 :ユ tヽュユ>

During tl,c 12 months of 2009′  there were 1486 reFerrals′  85 cascs of
spOradic c」 D′  10 cases of fam■ lial cJD′  3 Cases of iatrogenic cJD′
and 2 confirmed cases Of vこ 」D

A total o( 25 cases of confirmed or probable vC」 D has nOw been
recOrded in France sincc 1997  The 25 cOnfirmcd cases co、PriSe 13
females an1 12 males  Al1 25 are .now deccased  Their nedian age is 3フ
(bet・Ieen 19 and 58) Seven Were rcsident in the ェle― de―

「
rance and 18

in the Provinces  All the identified cases have been Met― Met
homozygotes  No risk factor has been identified  one OF the 25 had
made frequcnt visits to the united KingdOm.

CorrmuniCated by:
ProMED― mail くpromedep r。 .ectnlall orq>

(3]us National Prion Discase center ― nOt updatcd since 7 Nov 2009
Date: Sat ' Nov 2009
Source: US Nat10nal Prion DiseaSe Pathology survelllar2ce center 〔edited〕

3/e 4-i

A 3o-year-old man thought to have died jn January [2009] fron wc.lD
belonged to a genetic group that had nol shom any signs of lhe
disease, scienfists say. In the UK, 165 people have died of vCJD,
Linked to eating BSE Ibovine spongifo!m encepha.lopathy] infected
beef, and a1f wele thought to have shared a celtain gene.

writing in the Lancet, screntis!s say tha! the vlctim, a resident of,
Lanarkshire IScot]andl, had a different vetsion of the 9ene, They
estimate that up ro 350 people in this group could get vcJD.
scientists have always thought that a ?nd wave of vCJD cases would

riha ^frF. rhe lst. Thrs is the 1st rndlcati.on tha! Ehrs
theory rs being born out, uj.Lh rhe identificarron of che 1st probable
,..rh h:-rrh, 

^.,r 
aidF ar rh. i-i-i:1 dFhpt. BBC science

co!respondent Pallab Ghosh !eports.

The fa!her belj.eves his son was incubating Lhe disease fo! much of
Lis'rfF 't :=.rotsih\p tsF.i|sp ttsF di:d*6s:<'= based on
obselvations of the p!og!essjon of the disease !athe! than
post-mo!tem tests whrch wou.l.d have p!ovided absolute confilmation of
the disease, he adds.

-\. ea"e rph^yi ur'tlc- hv pr^fF"s^-.r^hr f^''r^.e of the NaEionaI
Prion clinic and colleagues is a reminder that the disease has not

^f ha^-l- -.., h. -rrr.ri-^ rh. rhF--ri^n9!rrr qwoy, f,a|J u"vurair ,! !u- -r rr,9

and although they will" neve! show ahy sldptoro, they have the I i
poEent j.al to inf ect of he!s. .:. .;

v^,r\:s -:rrsFd hv ir.p^r,.,.s adanrq "".'.4 --."". prlon diseases
affect the s!luctule of the brain or other neulaI tissue and are
-,'"'-Filt' t,hr'--r:Hlp ni +r^,,dhr f^ -^ncief--sease-causrn9 PlIons a!e
of abnolmaLly fofded p!oterns, which sp!ead by encouraging the nolmaI
healrhy prron p(otein lound on the surface of most cell.s in the body
to change shape. Tests showed that the patient bad a heterozygous
velsion of the gene which codes fo! the human plion amino acids
valine (V) or methionine (M). Peopl-e can be V V (homozygous) / M M
(homozygous) or M v (heterozygous). since 1994/ around 200 cases of
vcJD have been identified worldwide, and all those testdd have been M

M homozygous. IHowever, gene!ic analysis of 2 out of 3 prion-positive
append.ix smples in the tj.ssue-based p!ewalence study in 2001-2004
showed that bolh we!e valine homozygous (w) aE codon 129 in the
prion protein gene (Ironside et al, Brrt Med J 2006). - Mod.CPl,
Howeve!, thrs nost !ecent victim was M/V hete!ozygous. It j-s thougbt
that 4? percent of the popuLation have this version of the gene.
Plofessor Col.Iinge s.j.d: "The mdjorrLy of lhe UK populatron have
potentially been exposed to BsE p!ions, buL Lhe extent of ciinically
silent infection !emains uncJea!. About 1/3!d of the UK popuLati,on
are M/M homozygous, If indivaduals wrth other genotypes [M,/v and V/V]
are sinilarly susceptible to deveLoping prion disea!e afier BsE pli"; iii?
exposu!e, but with longer incubation periods, furEhe! cases would be expei't-Ed.'

The scientists have prevrously Iooked a! anocher prion disease j-n New
Guinea called "kulu" Iuhich was i.nduced b)' eating j,nfected huan
braj.n tissue. ' Mod-cPl. The original cases we!e all M,/M, but more
recently, M/V cases have appeared. They say this indicates that M/V
people cah gel prron drseases like kuru but have a much ]onger
.incubation pe!iod.

comun.icated bv:
PToMED-ma i.L <pr orred t-!p r orrc.ina.i i . or g>

IThe abstract of the Lancet pape! upon which the above report is
based is !ep!oduced below. - Mod.CP]

<}i!tD://',,vw

(RepOrt not updated since つ Dec 2009): During the periOd l 」an 2009
to つ Nov 2009′  there were 341 referrals′  of which 198 were classified
as Prion disease′  comprising 133 cases of sporadic C」 D′  33 of
fam■ lial CJD′  and no cases of iatrogenic c」 D or VCJD_

CoIImunicated by:
ProMED― ma ll・ くp■)meく lenr`D理 ミ。Xヽこ` L=`ヽこ,>

〔4〕 Portuguese vc」D case ― path01ogy
Date: Fri l 」an 2010
Source: 」 Neurol Nellrosurg Psychiatry 2010 Jan,31(1):112-4  〔edited〕
くこ1,pl//」 inp ll■ 」.,,、■,Ontent/11/1/11711011ェ ■

=●
>

Title: Variant crcutzfeldt― Jakob diSease: the First cOnfirmed case
from Portugal shows early Onsct′  lonし  duratiOn and tlnusual path。 10gy.

Authors: Barboし  C′  castro L′  01iVeira C′  carpenter S
At: DePartment of NeurOPaediatrics′  HosPital Maria Pia′  Porto′  Portuga■

Summary:
We present cliniCal and autopsy findings in the lst case of variant
Creutzfe■ dt― 」akob disease diagnosed and confirmed in P9r,uga1  0nset
tas at ll years′  the earliest Onset repOrted′  and the course (32
month5) IelatiVely long  western blot shcswea prOtease resiStant prlon
prOtein′  mainly oF type l (2B)150fOrm The cerebral cortex revealed
seVcre spOngifOrm change with numerous amyloid Plagaes′  which did n6t
Fit the deFinitittn of florid Plaques  ln the striatum′  SPOngifOrm
change was llmited′  but the extracellular sPacc was dilated  Other
reports have found marked spOngiform change in the striatum and
little in the cortex_ MasSiVさ  neurOnol loss` in excess of What has
bcen described′  was found in the thalamュ s and pOntine grey  The
cerebellum showed′  as expectcd′  sevcre loss of granule cells′
moderate loss of Purkinje cells and marked immunoPositiVity foF the
Prion protein  Differenccs bctween our findings and Previous ones
probably result from the patientis long surViVal

Comunicated by:
-pr-v < Sin.Flf:-v s- <Jlou:

〔6〕 vC」D codon 129 hctcrozygote ― Lancct paper
Date: Thu 18 Dec 2009
Source: Lancet 2009, 374: 2128 〔edited〕
く,|1予

`イ
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[5]vc,D COdOn 129 hetero2ygOte
Date: Fri 19 Dec 2009
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^-iUCI Instj.tute of Neurology and National Hospital for Neurology and

Neurosurgery, Londonl

A 3o-yea!-o.ld man was adeitted to hospf,tal ln Juhe 2008 with a
13-month history of personaliEy changer p!o9!esslve unsteacijness. and
InteLLectual decline- He complained of seve!e leg pain and poor
hemo!y. Tvo honths late!, he developed visuaL hallucinations and
falsely believed he had an abdoninaL tmou!. Slmptoms worsened ove!
the next 3 honths. In Octobe! 2008, his score on the mini mental
state examinatj,on was 26l30. Pursurt eye novenents uere saccadic Ia
rapid movenent of the eye between fj-xatlon pointsl. He had a pout
refLex. There was nlld ataxia in the alms. His legs we!e seveleLy
ataxic wlth brisk tendon refleies and a left extensor plantar
!esPonse. He needed 2 crutches to waIk. Medj.cal history included
tonsi.l.Iectomy and removaf of a cervical.Iytrph node 15 years
previously, but he had neve! had a blood transfusion o! !eceived
implantation of othe! bunan tissues.

EEG showed slow wave activit.y. CSF proteinT gLucose, and ceL.I count
we!e nolmaL, but the 14-3-3 p!otein uas posj.tive, MRI lnagnetic
Iesonance inaginq] of the brain was coDsjsteDt with the pu.lvina! sjgrD
(j.lIust!ated in lhe original text). Al.though not a1.1.
neu!oradiologrsts consulted consideled the pulvina! sign posrtive,
guantrtaCrve assessment shoued s)aMet!icaI higher signal, in the
pufvj.na! nuclei than the caudate nuclei (illust!ated in the original
text). Extensi.ve screens for genetic, neLabol,tc, and auLoimJne
diseases, includrng those _induced by neoplasia, Ne!e negative. pRNp
analysis did not show any knom disease-associated hutations; codon
129 uas heterozygous. A clrni.cal diagnosis of variant
Creutzfel-dt-Jakob disease (vCJD) was made on the bas.is of a
characte!istic clintcal onset and progression, excl-usion of othe!
diagnoses, ahd MRI findings. Sporadic CJD was judged unlikely given
the combinatjon of young age, clinjcal features, MRI []ndjngs, and
absence of pseudope!iodic complexes on EEG, His care givers drd not
waot furthe! investj.gation. His condition dete!iorated, and he died
in January 2009. Autopsy was noE oone,

Human prion diseases have acquired/ spo!adj.c, and lnhe!ited
aetio.l-ogies, shou wide phenotypic hete!ogeneity, and are associaEed
with plopEgatjon of tnfectious plioDs of nany distjnct strain types
(1). Since 1994, about 200 cases of vcJD, causally !elated to
exposu!e to bovine spongiform encephalopa!hy (BSE) prions, have been
identified worl.d-wide, vCJD is gene!aIly seen in young adults, has
characte!-istic neuropathol-oglcal features and tissue dist!ibution of
j.nfectj.vity, and a distinctive tlrpe 4 (London classification)
hofecuLa! srrain t)pe (I). A polymorphism at codon 129 (encodrng
hFrh\.hr linpr 

^f 
ttsa ts,,^:- h'i^n hr^r-ih ŷene (pRNp)

constitutes a powelful. susceptib!l.tty factor in all types of p!ion
disease. In vCJD/ every case genotl?ed to date has been methionj.ne
homozygous. In the olhe! acqui!ed p!ion diseases, cases have occurred
in aI1 genot)?es but with different mean incubation periods (1),
which can span decades (2): PRNP codon 129 heLerozygotes gene!alIy hav€l

thc 
_ondcsr 

in-,'hifi.r neriod< Thprp,. ^f ^ 
ra-,^;-^t ^Fq !!yvr e

d b.lood tlansfusion from a Ccnor incubatrng VCJD who dted of
unlelated causes but showed signs of plion rnfectron aC auLopsy and
was PRNP codon l-29 bete!ozygous (3). AninaI studtes have suggesred
that diiferent clinicopaEhological phenotypes could occur in people
with va!.ious PRNP codon 129 genotypes (4,5). The hajorrty of the UK
populati.on have potentjally been exposed to BSE prioDs but the extent
of clinically sil-ent rnfection remains unc.Lear. About 1/3rd of the UK

Population are PRNP codon 129 methi-onine homozygous. If indivlduals
with other genotypes IV/v o! V/M] a!e simj.la!l.y susceptible to
developang prion disease afte! BSE p!ion exposu!e, but with longe!
incubation periods, furthe! cases, rhich nay or may not meet
diagnostic crr!e!la fo! vCJD, would be expected in these pRNp codon
129 genoEypes. Howeve!, prion drsease susceptibility and incubatton
periods are also affected by other genetic 1ocj., and rhe possibiLiry
lehains that cases of VCJD to da!c may have unusual cor\lclnations of
genotypes at these Locr, yet to be full.y characterised.

Re fe !ences :

{1) collinge J. P!ion diseases of huhans and animals: thei,! causes
and molecular basis. Annu IyU Neu!osci 2001; 24; 519-50.

s/s ^-.)
(2) coll"inge J, whitfield J, McKintash E/ eE a1. xuru in the 21st
cen!ury - an acquired huan prion disease wrth very long incubation
petrods. Lancet 2006; 36?: 2068-?4.

(3) Peden A]I, Head Mw, Ritchie DL, BeII JE, I!onside JW. Preclj'nrcaI
vcJD after blood transfusron in a PRNP codon 129 helerozygous
patient. lancet 2004; 364t 52'1-29.

(4) Asante b, !inehan,f, GowLand I, et al. Dissociation of
pathoLogical ahd molecula! phenotype of varrant c!eutzfeldt-Jakob
dj.sease rn transgenic human prron P!oteln 129 hererozygous mice. P!oc
NatL Acad sci UsA 2005; 103: 1 0? 59- 64 .

(5) wadswo!th JD, Asante E, Desbruslais M, et aI. Hunan prj.on protein
wi!h valrne 129 plevenls expression of va!j.ant cJD Phenotype. science
2004; 306: 1193-95.

{Acknowl-edghent: MRc P!!on Unit and National P!ion C.Iinic, UCL

Institute of Neurology and National Hospital for Neu!oIogy and
Neurosu!ge!y, London, UK (D Kaski MRCP, s Mead PhD, H Hyale FRCR,

Prof J coLlinge fRs, P Rudge FRcP); Institute of Neu!o1ogica1
Sciences, Glasgow (JniveEsrty, Glasgow. UK (S CooPer MRCP, R Jafrpana
FRCR, J ov€!e.1.1 FRcP); and National CJD su!veillance uniti westetn
Gene!aI HospitaI, Edinbu!9h, UK (P!of R Knight FRcP)l

.^hm,,hi-:r-i tsr'.
:

P ! oM ED - ma i.1 <.p_L9]lq4 gpf-:,$e SIt -'a l_.1_ :.-o_!.!1 >

Ito put this work in perspect.ive, parts of a British Medica]..Journaf
-d.r^,i:t hv v:'rriTin P^.-\r ,F-r^drr.Fd h-'ow. - Mod.cP.

Date: 21 May 2009
source: BMJ 2009;338:b435 [edj.ted]
<:\-q!pr.|-&p{J:r-u-. c-e!!,1-1qa-1-..erlt-9!-!/-!!-L,'-13 LlrlnI!i-?l!1-11>

"Plevalence of variant CJD in the UK

The nuftbe! of cases of va!ian! C!eutzfel.dt*Jakob dj-sease (vcJD) in
the United Kingdon has dec!eased since 2000, but controversy !emaj.ns
about hoil many peopl-e ca!!y the infectlous agent and wi-1.1 eventua.l-Iy
develop disease. cle{Iey and colleagues in a limj.ted study add to the
Cebate by assessing 53 001 par!s of tonsils fo! the only available
ma!ker of p!iob disease, the pathological, pa!tially protease
r..i <t:hr h,i 

^h 
nr^rFrh rl rh^,rdh h^rF rh:h hal f 

^lr 
hF sarFl

^4 
Lr rvq: I I

from peopLe born between 1961, and 1995, then the risk of exposule to
bovine spongifolm encephalopathy (BsE) infection was high, no
convrncingly positive tonsil specinens we!e detected. This study
estinated that the plewalence of vcJD in the British population is
zelo, but rith a laige confidence interval of 0 to 113 per million.

This resuLt aglees with one UK sutvey of 2000 tonsil, specinens, but
it differs from anothe! su!vey of 142? tonsils and 11 24? appendices,
Nhj.ch found that mole than 10 000 people nighE be incubating rhe
dtsease. However. despite the discrepancy, the 95 percent confj.dence
inte!vals of the 2 studies overlap, lndicating that the results dq
not diffe! signilicantLy and that many people in the UK may be ca!!j-e!s.

The chance that no one in the UK is incubatrng the orseasc/ as
suggested by the Lowe! confidence linit of Clewl-ey and co1-Ieaques'
study, is unJ.ikely because backup calcufal.ions pledicc up to 1OO new
cases of VCJD j,n the next 50 yea!s, This plediction seems !easonable
unless host cases of VCJD we!e missed by sulveilfance rn the past yeals.

UnLrI Decenber 2008, aL} 210 people reported to have VCJD (164 in the
uK, 46 in other countries) wele honozyg'ous for methjotjne at the
pol.ymorphrc codon 129 of the prron protein gene (PRNP), suggestrng
that genetic factors st!ongIy influence lhe development of disease,
[trether people uho ale heterozygous for methionine and valine or
homozygous for valine at this codon (about 60 percen! of the
populatj.on) wj-ll develop vcJD in the futule j-s stiII unknou./
llorever/ data from gene ta!geted transgenic nice indicate that these
people are also susceptible to BsE and VCJD. aLthough j.ncubation
pe;iods are fonge! than j.17$rose uho a!e homozygous for methionine."

「
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rnterested !eaders should consult the o!iginal article fo! fu!t.he!
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[7] Prlon evoLution & a new reaqent
Date: 1 Jan 2010
source: BBc HeaIth News Iedited]
<t...\:p '1..1.l r:s:'12.:,!j]:s , _ss ,.} !.1 1.,1. .t ./-fren-.i.!.i.1-q 3.1:; ? c ,.:.!.'.t>

Abnolmaf p!ion ptoteins cause at teast 20 fatal, diseases. Scientists
have show for the 1st time t.hat "l-ifeIess" p!ron p!oteios, cievoid of
aIl, genetic ruteriaI, can evolve just Iike hi.qher forms of _Lj.fe. The
Scripps Resea!ch Institute in the US says the prions can change to
surt ther! envilonment and go on to deve.Iop dlug lesrstance.

P!rons are assoctated rj.th 20 different brain diseases in humans and
animals. The scientj-sts say thei! work suggests new app!oaches might
hF np-F<s,..,.^ dp,,p1^- rhcr:niee f^r rts-.- ii.-r-,_ --scs. In the sLudy,
published rn the jou!na1 Science Isee befow]/ the scj.entists
transfer!ed prion popu.Iat.ions fron brarn ceI-Ls to othe! cefls in
culture and observed the p!rons thaE adap!ed to lhe new celLufa!
envMment out-compeCed Lhei-! bratn-adapted counte!pa!ts, hJhen
!etu!ned to the brarn ceLIs, the b!arn-adapEed prlons agaj-n took over
the population,

Cha!1es Weissmann, head of Sc!ipps FLorj.da,s depalthent of
i,nfectology vho led the study, said: "on the face of rt, you have
exactly the same process of mutation and adaptrve change rn p!ions as
you see tn viluses. Thrs rs a tj-meLy leminder that prion concerns ale
not going away and thaE controls to stop abnolma.l. prions being
t!ansmj,!ted to hwans th!ough the food systen or Ehlough bfood
tran"frrc:^nc .ils' hp ",-^r^,,<1v h:inr:in-i ..

P!ofesso! John Collinge, Medrcal Research Councll p!ion Unj.t stated
that: "Thrs means that this patteln of Darwj.nran evolutron appea!s to
be universafly active. fn viruses, nutation is Iinked to chaDges in
nucleic acid sequence thdt feads to resistance. Now, this
adaptabj.lity bas moved one level dom -- to prions and protein
folding -- and it's clea! that you do not need nucl.eic acid (DNA or
RNA) fo! the process of evolutioD."

Mamalian cells normally ploduce ceLlular p!ron protein or p!pC.
During infections, such as the huan form of mad cow disease, knom
as VCJD, abnolmaI or mis-folded ploteins conve!t the nolmaI host
p!ion p!otein fnto its tox.ic folm by changing its confolmatign o!
shape. "It was gene!al.l.y thought that once cef.Lular prion p!otein was
conve!ted rnto the abnothal form/ there was no furthet change," prof.
Weissmann sald. "But there have been hints that somethj-ng was
happening, when you t!ansmit prions from sheep to nice, they become
hole vj.rulent over tine. Now ve know thaL tbe abnorhaf ptions
!epl"icate and c!eate va!iants, perhaps at a Low leveI initia.l"l-y. But
once they a!e !!ansfe!!ed to a new host, natural selection wiI.I
eventua.lly cho.ose the mo!e \/t!u-Ient and aggressrve variant.s,',

Professor John CoI.ltnge, ot Lhe Medical Research Counc)l ,s (MFC)
P!ron Unrt, described che !esea!ch as exciting confilmation of a
hypothesis that he had proposed 2 years ago, that thele could be a
"cloud" or whole alray of praon ptotelns in the body. He called tt
lhe cloud hypothesrs: "The prion protein ts not a clone, lt is a
quas-i-species that can create different protein st!ains even in the
same aniha]. The abnolmal p!toD p!oteins multiply by convertj,ng
nolmal. p!ion proteins. The implication of Charles Weissmann,s work ts
that it would be better to cut off that supply of nornal prion
proteins lathe! than !isk the abnolmal plion adapting to a dlug and
evo.Lving into a new mole vilulent fo!m. you woul,d do this by trying
to block the sites on the nomal prion plotein that the abnolmal folm
locks on to to do its conversion. we know thele is an antibody that
can do this in nice, and the Medical Resealch CounciL's prion Unit
have managed to engineer a hMan antibody to do this. lt is culrent.ly
undelgoing safety tests, and we hope to move to clinical t!.ials by
the end of 2011."

P!ofesso! Collinge said thlrTSRC was .a1so trying to fj.nd nore
conventional chenical compouads to do thj"s aDd has been collaborating
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that controls tO StoP abnOimal Prions being translnitted to humanS
through the FOod System or through blood tran,fuslons 

“

ust be
vigorously maintained "

Communicatcd by:
P r oMEID― Irta i l くっ二?m9112ニ ッ、 ¨ il.ユF_C)

〔The abStract and the reFerence For the Science Paper descricd aboVc
are the Follovling: Science DOI: 10_1126/science.1183218′  published
Online 31 Dec 2009
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“
〕a M  Oe15Chlegel, Charles Weissmann

A● : DePartment Of lnfectology′  ScriPPs ,lorida′  130 ScripP, way′
」upiter′  FL 33158′  VSA

ハおstract: "PriOnS are infectious proteins consiSting mainly of PIPSC′
a sheet― rich conformer of the normal host protein PrPC′  and ocCur inl
different strains  Strain identity ■s thOught tも  be encOded by prPSC
corlf ormation  ,e found that biOlogical■ y cloncd prion populatiOns
gradualiy bcと ane heterOgeneous by accumulating ・ mutants′ 1 ,nd

I量 撫 電『 蓋 lI瑾 芋 醤 }嚢 IF:I∬ 鮮 I群 事
選  '

their ''brain― adapted.' counterParts′  and thc opposit, occurrcd When
prions were returied from cells to bral●  Sim,1● r■ y′  the inhibitOr
s、vainsonine selectod for a resistant substrain′  Whereas in it,

][::l:;′ al:ュ:u:::::まき[:Vi:ti::::ま :IIn:i:′
1:]:Stil:::1:[:IP]:t・

|   |
mutatiOn and sclective amplificaし oヽn.''

F`om a theorctiCal standPoint′  this work has great s■ gnif,cance.
Nonetheles■ ′ the immediate irttcrest of the BBC NeWs FCpOrt is the
information that ProFessor 」ohn CO■ lin ge's MRC group his succeeded in

:::::e:i‐ Hean:∬ :]i:[1。 1° ::::ま il‐ i:titi:yall:im:]ti:]iti。 :i:l:it: |
to achieve its conversion and that it is hoped eventually tO nove to
clinioal trial, 9F this reagent ―Mod.CP〕
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p!ion disease update 2009 (10) .2-q!9-1-I91.-i-l,,Bi1
vcJD - Italy: susp. 2C091C24.3611
Pr.ion disease update 2009 (09) 20c91005.346f
P!ion disease update 2009 (08) 20C90908.31?0
P!ion dlsease update 2009 (0?) 20--0,9^-6--0----2-ie3
pr j-on di seas e upda te 2 00 9 ( 0 6 ) -?!l:0-?_q.i..Q.5..,..?..{1.3_

Prion drsease updare 2009 (05) ?f-l?q,€2i.';..ll.il
P! j-on di s e as e update 2 00 9 ( 0 4 ) !!.c-9-9i4-i5.....1-.i.? l
vcJD, 5th death - spain (cantab!ia) 2C09030?.U953
Prion dj.sease uPdate 2009 (03) :10(i9C305.091 B

Prion disease update 2009 lo2) ilit:?'4.9?...tt!-(.r.
P!i on di s e as e updat e 2 0 0 9 ( 0 1 ) ...?.-9 4; 9.-C--1 Q.!.' Il.il.7--(l

2008

P!j.on disease update 2OOB (14) : nev vcJD wave i:minent? 20081:18:39!0
P!ion disease update 2008 (13) 20CBI?01.3?80
P!i.on dj.sease update 2008 (12) 20081'103.345
Prion dl se as e update 2 00 I ( 1 1 ) ?-tl-0-9.-l!.-0-.'q.:-3-!9.9.
vcJ!, mother & son - SPain: (Leon) -z--l:l-C-q0-!-9-:-3-!,11
Prion disease update 2008 (10) 2!-C8.0-c-^'-2142-
vcJD - spain: susp' 20080{10.1311
Prion disease update 2008 (05) :0080408.I205
Prion. disease update 2008 (01) : co!rectj.on a9-q.9.-0,1-q.L.9.91!t
Prion di seas e update 2 00 8 (0 1) .l-0-9-t:-0-1,.0?,.i0-q.l-q.
200't

Prion disease update 2OO?t -IOB) ZOC?.t2C5.1923
P!ion disease update 200? (01) 20011105.3602
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Plion disease updaLe 200? (06) 200?1003,j269
P!ion disease updare 2Oo7 {os) t0ClO;i1.7u;
prion disease update 200? toqt ?llqi.SqC_,i,.i-i.!g
Prion disease update ZO0? (03) 2trClOjO:.2112
Prron dj.sease update 2oo? tozt jc,iil;jq.rlr_i
Prion disease update 200? 200?0-5i4. i!4, 

' '
cJD (new var.) updaLe 200? ,05t-:c.]?i;i!._]_1j_q
CJD (nep var.) update 2O0t (04) 3tO?03rt5.0larJ
cJD {new var.) updace 200? (oj) :,lijiOZOi.l;:i,
CJD (ner va!. ) updare 2OO1 tA2), a;;rh K..;",- susp 2-O_C_?_0_1-t-5-.,01-99
2AA 6

cJD (ne{ var.), blood r!ansfusion !isk 2OC€1208.3468
CJD, !!ansnission risk - canada {oN) :'04;lt-.3-;5;i-
cJD {new var.) updare 2oa6 (12) 2at,b\!L5.:ij:- 

-- -

cJD lnew var.) updare 2006 (1t) tct6Lld;.3lto
cJD (new var.) upda!e 2OO6 (10) 'i:i'ti-tZ.Zt)O
cJD (new var.) - Nethe!tands, 2ne-;;;; 1q,;6ta23.r.tsr
CJD (new var.) - UKt 3!d t!ansfusjon-!ef"rea -o"" ZCOa(,:Al.C122
CJD (nev var.) updare 2OA6 (02) tC06020it.tl66
cJD (new va!.) update 2006::rjn..rllj-.0iOi
2A 05

cJD (neu va!.) update 2005 (12) 2,0Sf:09.35.11
CJD (new var.) updarg 2005 (11) ,a.0-.:tOU.]rlil
cJD (neil var.) update 2005 {10) 2tt51aQ6.i.9I6
cJD (net var.) update 2005 (02) 2cq5o2.]t.i46-t
cJD (new var.) - uK: updare 2oo5 ioij 

":cij.40ilr.cot:
2AO4

C,lD, genetj-c suscepribility 200411r:.laJ6q
CJD (new var.) - UK: update 2AA4 ,14) 2C041 .'06.3?42
CJD (new va!.) - UK: updare 2OO4 (10) ,fq4)g(,r'::,n
cJD (new va!.) - uK: upddre 2ao4 (02) i.io.1i];g2.g.1:1
CJD (new va!.) - UK: update 2004 (OL) 20A4OIO6.eO6.j
cJD (new var.) - F!ance: B!h case 2O.r,tii jl-.2n;i- -
cJD (new var.) - France: 9rh ..r. ,-;C,iii2i.-illa
cJD (new var.), bl.ood supply - uK tc,i403;0.Ot!g.
cJD (new var,), carriet frequency srudy - uK ;1.009u521.1365
2003

CJD (new var.) - UK: update 2OO3 (13) :cA3!216-3012
cJD (new va!.) - uK: updare 2o03 (01) ifoli;ioi:.oosl
2002
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The committee had previously recommended the introduction of double dose red
cells (DDRC) as a vCJD risk-reduction measure for under '16s and oatients with
haemoglobinopathies. SaBTO recommelded that DDRC be rescinded for those
groups receiving prion filtered blood.

B 個別症例報告概要

○ 総括一覧表

○ 報告リス ト

個別症例報告のまとめ方について

個別症例報告が添付されているもののうち、個別症例報告の重複

を除いたものを二覧表の後に添付した (国内症例については、資料

3において集積報告を行つているため、添付してぃない)。

「
   :
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識別番号:報告回数 報告日 第一報入手 日

2010 1119

新医薬品等の区分

該当なし

総合機構処理欄

一般的名称 人血清アルブミン

研究報告の公表状況

Kaski D, Mead S, Hyare H,
Cooper S, Jampana R, Overell J,
Knight R, Coilinge J, Rudge P.
Lancet. 2009 Dec
t9l'37 4(97 07):21.28.

公表国

英国販売名 (企業名 )

赤十字アルブミン20(日 本赤十字社)

赤十字アルブミン25(日 本赤十字社)

赤十年アルプミン20%静注4g/20mL(日 本赤十字社)

赤十字アルプミン20%静注10g/50mL(日 本赤十字社)

赤十字アルブミン25%静注125g/60mt(日 本赤十宇社)

研
究
報
告
の
概
要

Oコ ドン129ヘ テロ接合性の変異型C」 D患者
30歳男性が、13ヶ 月前から人格変化、進行性不穏、知能低下を呈し、2008年 6月 に入院した。患者は重度下肢痛および記憶低下
を訴えた。2ヵ 月後、幻視を発現し、腹部に腫瘍があるという妄想を持った。その後3ヶ月間に症状は悪化し、2008年 10月 の精神状

震埼完窪毎 ぞ嵩 (駄 f葎ら0笛奨勇F論 理 ]鶏毬 染職 し野 賀 滋 梶 僣脹F轟均 条仄篠型Ъl籍 t謂

言li動    量鸞晰散撃群蜃了鯰
ぜfふ至諦編

`通

菫覇でまと舅寝鮒髯暫ιl帽暦誉馴穏蝙蠅駕俣‰結:脚隧G
孤発性C」 pの 可能性は低いと判断した。患者の保護者はそれ以

上の検査は望まなかった。患者の容態は悪化し、2009年 1月 に死亡した。剖検は実施されなかった。

使用上の注意記載状況‐

その他参考事項等

赤十字アルブミン20

赤十字アルブミン25

赤十字アルブミン20%静注
4g/20rnL

赤十字アルブミン20%静注
10g/50mL
赤十字アルブミン25%静注
12.5g/50mL

血液を原料とすることに由来
する感染症伝播等

報告企業の意見 今後の対応
/リオンタンパク遺伝子7ドン129はヘテロ接合性で、臨床症状、
疾患の進行、他の診断の除外、MRI所見から変異型クロイツフェル
トヤコブ病と診断された患者の症例報告である。
プリオン病の原因とされる異常プリオンがコーン分画工程で効果的
に除去されるとの成績と併せて、これまでの疫学研究では如何な
るプリオン病も、アルブミンを介して伝播するという証拠は無い。ま
た本製剤の使用は一時的かつ限定的であることから伝播のリスク
は非常に低いものと考える。

日本赤十字社は、vC」 Dの血液を介する感に過去の海外渡航歴(旅行及び居住)を確認し、欧州36ヶ国に一定
選]薯争を絶踏轟礫饗図を短キ準ず毎謂甑
ど21283基勇′,井9蒼l緋鉤 金£:}1酬T積碁肇よる
施量琳診輝紫旨2畷毯裂β

tt・ fiにおける融因子の除去・稀
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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 第一報入手日

2010. 1_ 15

新医薬品等の区分

該当なし

総合機構処理欄

一般的名称 人血清アルブミン

研究報告の公表状況

ProMED 20100107 0076,2010

Jan 07情 報源 :UK:Nat10nJ CJD
Surve」 lance Unl― mOnthly
statistics as Of 5 Jan 2010

公表国

英国
販売名 (企業名 )

赤十字アルプミン20(日 本未十年社 )

赤十字アルプミン25(日 本赤十字社 )

赤十宇アルブミン20%静注4g/20mL(日 本赤十字社)

赤十字アルプミン20°/O静 注10g/5ё mL(日 本赤十年社)

赤十宇アルプミン25%静注125g/SOmL(日 本赤十字社)

報告企業の意見

∪ノソスノ納寂府rl青 報 央国 :国 工しJじ サーベイフンスユニット、月次vC」 D・ CJD統計、2010年 1月 5日

f邸粥鴻を■
性高■ T島翁季i墾祗遅亀塘劣饉電灯g山勝鼈醸i減のGD症例数

繹難響驚鴎4酪数撃霧鮮轍齢亥[

今後の対応

使用上の注意記載状況・
その他参考事項等

研
究
報
告
の
概
要

赤十字アルブミン20~~~
赤十字アルブミン25
赤十字アルブミン20%静注
4g/20rnL

赤十宇アルブミン20%静注
10g/501nL

赤十字アルブミン25%静注
125g/50rnL

血液を原料とすることに由来
する感染症伝播等

[

脚 糧濡崎話総躇乳穀:〕電性麗りけ
は非常に低いものと考える。
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c9,is.?1..r:-d qf-rn-9.?.:_,1:l ,.}!nr >

During the 1.2 months of 2009, the!e were 1496 !efe!!als, g5 cases of
spo!adj.c CJD, 10 cases of fanilial CJD, 3 cases of.iatroqenic CJD,
and 2 confirmed cases of VCJD.

A total of 25 cases of confirmed o! probable VCJD has now been
!ecorded in F!ance since 1997, ?he 25 confj.rmed cases comp!ise l3
fefrales and 12 males. Al.1 25 are now deceased, fheir nedian age is 3?
(between l9 and 5B). seven vere resident in the IIe-de-Flance and 1B
in the provinces. AII the identified cases have been fie!-l,let
hohozygotes. No risk facto! has been identifred. one of the 25 had
made frequent visi!s to the United Kj-nqdoh.

90mmunicated by
PrOMED― mall くol

[3] US National pllon Djsease Cente! - not updated since ? Nov 2009
Date:5at 7 Nov 2009
Source: US National prion Disease pathology Su!vej.llance Cente! [edited]<irt tp i /'/r,vw. cidsu!veil-lance . corn/pdf /cas e-table. pdI>

』
e;°

i:vn荒 0じ;賞遠ieS置::4:eL鰹 :Is,u:Flhli鷲 計l:1:ls:翌 ld
as Prlon dilease′  comprising 133 cases OF spOrさ dic c」 D′  33 of
Fam■ 1lal C」 D′  and no cases OF iatrogenic CJD or VCJD

CommЧ nicated by:
PrOMED― mall くpご」⊇me(lQュニIDュ Qヽ dita■ ■lpFg>

〔4] Portuguese vc」 D case ― path。 logy
Date: Fri l 」an 2010

::::[i'ィ j.輩
I露 :=営護::I[:::,Ii姓テli差.111:度 1:el(η

 n12仁
ledlted〕

Tit■ ё: variant creutzfeldt― Jakob diSeasさ : the first confirmed case
frOm POrtugal shows early OnSet′  lon, duration anl unuSual p● しh。 logy

AuthOrs: Barbot c′  castro L′  0■ lveira c′  carpenter S.
At: Departlcnt of Neuropaediatrics′  HosPital Maria Pia′  POrtO′  POrtugal

Sunlmary:           ‐
We ptesent clin,cal and autOPSy findings in the lst case Of v:riant

iI:u:::]ldユ :][:bti:3::iii::[g:::::]:::::::ir獣 :tleP:::1::113FSet

:]:[[]I′ i誌 ]1lle:It罪 :・ 4Wittirls:::[m]h:I[dc:[::::iさ c:::ま
ti:te:i::n

severe spongifOrm change with numerouS amylold Pla讐 ユes′ which dia not

ll娑貧l鷲誌1髄道薄誇酔」五「ギ葉竃I願停≒
1lttle in the cortex. Massivさ  neurOnal loss′  in excess Of 悧nat has
been described′  was fOund in the thalamュ s and Po,tine grey. The
cerebell● In showed′  as expected′  severe loss Of granule cells′

::1:ialiot::i° :i:1[[:l::sC::博 e:ldoI]r[::di竃 :n:i:Sil:単 ::Isf:ic:he
prObably result f10m the patient's IOng survival.

3/9 d-i

A 30-yea!-old man thought to have died in Janualy [2009] from vcJD
belonged to a genetlc arouP that had not shom any signs of the
disease, scientlsts say. In the UK/ 166 peoPle have died of vcJD.
linked to eating BsE Ibovi,ne spongifo!m encephalopathy] infected
beef, and all were ihought to have shared a celtain gene.

writing in the lancet, sclentists say that the victih, a !esident of,
l,ana!kshire Iscot]andl, had a dj.ffe!enL versioo of the gene. They
estimate that up to 350 people in thj.s g!oup could 9et vCJD.
Scj.entists have alvays thought that a 2nd wave of vcJD cases voul'd
emerge some time afte! the lst. Thi.s is the Lst indication that this
theo!y is bej-ng born out, wlth the rdentifjcation of the Isl Probabl'e
v..ra h:riFn- ^.r-<rdF of rL^:-iri-' a^-^r BBc science
co!respondent Pallab Ghosh reports.

The fathe! believes his son was incubating lhe disease for much of
hi< li,F Tt i< n-^hFhle hae:.r<e thp d1>onosis is based on
obselvatj.ons of the p!ogression of the drsease rathe! than
post-mo!tem tesls wblch uoulci have p!ovided absolute confirmation of
fxa 

^; 
ca><a Lo rAAc

the case report wrj.t!en by Professor John CoIIinge of the National
P!ion clj.nic and colleagues is a teminder that the disease has not
gone away. Many thousands of peop).e may be carrying the lnfection,
and a-Ithough they vil.l- nevet show any s)4tPtoro, they have the : .:

n.rFFflAr f^ ihfF.r niLFYs.

va,rt i<.:rrecd \w i^'c.tr^r'c idFFtR -illFd nr'ors Prlon diseases
affe'ct the structure of the brain o! othe! neural tissue and are
-r'r'--' 1., "-r--"r.tsla nr l.. '- -^i<icr. - -Sease-CdUStng Prrons a!e LrrvJyr.-
of abnormafly folded proteins, whj,ch sp!ead by encoutaging the normal
hFilrhw nridn hr^rFin forlnd on the surface of most cell-s.jn the body
to change shape. Tests showed that the patient had a heterozygous
verslon of the gene which codes fo! the human prion amj.no acids
valine (v) or methronine {M). People can be V v (homozygous)/ M M
(homozygous) or M v {heterozygous). Since 1994, around 200 cases of
vcJD have been identified Forldwj.de, and all those tested have been M

M homozygous- [However, geneEic ana]ysis of 2 out of 3 prion-positive
appendix seples rn the tissue-based p!evalence study in 2001-2004
showed that both were valine hohozygous (W) at codon 129 j.n the
prron protein gene (Ironside et aI, Brit Med J 20C6). - Mod.CP].
Hovever? this most recent victj"m was M/v hetero?ygous. It is thought
that 4? pelcent of the population have this velsion of the gene'
Professo! CoIIinge said: "The majority of Lhe UK populatj.on have
potentially been exposed to BsE prions, but the extent of clinically
silent infection remains uDclea!. About 1/3!d of the UK population
are M/M homozygous. If indivj-duals with other genotypes [M,/V and V/V] 

.

ate sj-nil-ar).y susceptible to developj.ng p!ion disease after BsB prion :i .l
exposure, but with longer incubation per.i.ods, furLher cases would be expediiid.'

The scientists have previously tooked at another p!ion disease in New
cuinF^ .rl rF, "yr.rIn 'uhie\ ua" rnclrree.l hw aar,n. infecEed hman
brain tissue. - Mod.cPl. The original, cases we!e a.L1 M,/M, bui mo!e
!ecentlyi M/V cases have appeared. They 5ay this indj.cates that M/v
people can get prron diseases like kuru but have a much Ionge!
ih-r'H.fi^h h6ri^i

Comunicated by:
PIoMED-maiL <nr

fTha :h<f,.^r ^f rh- Lih-Fr \"rhi.h tts. :h^\rp 
' 

p--ri i s

based is reproduced beIow. - Mod.cPl

Comunicated byi
Terry S. Singeltaly S!. <

〔6]vC」 D codon 129 heterOZygote ― Lancet paper
Date: Thu 18 Dec 2009
Source: LanCet 2009, 374: 2128 [edited]
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UCL Ins+"itute of Neurology and Natj-onal Hospital fo! Neulology anqNeu!osu!gery/ London]

A 30-yea!-ol.d nan was admjtted to hosprta.l. tn June 2008 wrth a13-nonth hrsto!y of pe!sonalrty change, p!ogressive unsteadtness, andinteffectuaf decline. He compLained of severe leg parn and pool
hemory. lvo months late!, he developed visual ha.llucinations andfalsely befieved he had an abdoninal" tMou!. slmp!oms wo!sened ovelthe next 3 months. In october 2008, hrs 

".or" on-the mtnf mentalstate examination was 26/30. pursuit eye movements ue!e saccadrc Iarapfd novenent of Lhe eye between fixation pointsl. He had a pout
!efl.ex. There was ni_Id ataxia in the arms. His 1e9s were seve!efyataxic wrth brisk tendon !eflexes and a feft extenso! pl.anta!
response. He needed 2 crutches to waIk. Mecircal hrstory includedtonsil-lectomy and !ehoval of a ce!vjcal llmph node 15 years
p!evrous.Iy, but he had neve! had a blood transfusion o! !eceivedimplan!dtron of other numan trssues.

EEG showed s-Iow wave activ!ly. CSF p!ote!n, glucose, and cel-.1 countwe!e nolmaI, but the 14-3-3 p!otein was positive. MRI Inagneticresonance rmagtngl of the b!arn was consistent with the puLvihar sign(lLlustrated in the original text). A_Ithough not alI
neuro!adiologists consulted conside!ed the pulvrnar srgn posrtrve,qJanti!ative assessnent showed sl.met!ical hrgher sfgnal rn thepulvina! nuciei than tbe caudate nucler (rllustrated in the orlgtnaltexl) Extensive sc!eens for genetic, metabotic, and autoimunedrseases, tnc.l.udrng those induced by neoplasia, were negative, pRNp
anafysis did not show any knom disease-associ.ated nutations; codon
129 was heterozygous, A cfinical diagnosis of varjan!
C!eutzfe-Idt-Jakob disease (VCJD) was made on Lhe basis of acha!acte!istjc clinical onset and prog!ession/ excluston of othe!
draErnoses, and MRf ftndings. sporadic CJD was judged unlikely giventhe combination of young age, cfj-n.ical featutes, Mnt finaings, ana
absence of pseudoperfodic compfexes on EEG. Hi.s care givers did notwant fu!ther investigation. Hrs condit_ion dete!io!ated/ and he diedin Janua!y 2009. Autopsy was not done.

Huhan ption diseases have acqui!ed/ spotadic, and rnhe!ited
aetiologies, show wide phenotypic hete!ogene.ity, and are associatedwlth propagatlon of.infect.ious prions of many disttncc sa!aln Eypes(1). since 1994, about 2OO cases of vcJD, causally !elated !oexposure to bovine spongiforh encepha.Iopathy (BSE) p!ions, have beenidentified wolld-wide. vcJD js gene!a.Il-y seen in young adutts, hascharacte!istic neu!opathological featur;s und tr"!re drst!lbution otrnfecLivity, and a distinctive type 4 (!ondon c.Lassification)
hoJ.ecul-a! strain tl?e (1). A poI)molphism at codon 1.29 (encoding
netblonrne or valine) of che hhan prion protern gene (pRNp)
constitutes a powe!fu.l- susceptj-bj.lj.ty facto! in.il typu" of prion
disease, In vcJD/ eve!y case genoLlt)ed to date has been methionine
homozygous, In the other acquired p!ion diseases, cases have occurted
in alI genot]?es but with diffe!ent mean incubation perrods (1.),
whi.ch can span decades (2); pRNp cods 129 hetelozygoEes generally havelthe fongest lncubation perrods. The!e is a repo!t of a recipient ofa blood transfusion f,lom a Ccnor incubating VCJD who died of
unrelated causes but showed signs of prj.on rnfectron at autopsy and
was PRNP codon 129 heterozygous (l), AnimaI studj.es have ,rqg.ut.a
that different clinicopathologicaf phenotypes could occu! in peopl.e
wilh varj-ous PRNp codon 129 genotypes (S,5). The majority of the UKpopulation have potentra.Ily been exposed to BSE prions but the extentof clinically silent rnfection rehains unc.Lear. A,bout l./3!d of the UKpopu.Iation are PRNP codon 129 methionine bonozygous. If individua.l-s
wrth other genot!?es lV/V or V/li) are sj.nila!1y suscept!bIe to
developing prion disease after BsE prion exposure, but with longe!
rncubdtion periods, fulthe! cases, whj.ch nay or nay no! heet
dragnostic criteria fo! vcJD, would be expected in these pRNp codon
129 genotypes. However, prion disease susceptibility and incubationperlods are also affected by othe! genetj.c Ioc.i, and the possibjlitv
lehajns that cases of VCJD to date hay have unusual combinations ofgenotypes at these Locj., yet to be fully characte!ised.
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ITo put this work jn perspectj.ve, parts of a BriE!sh Medica] Journal
Fd:rorii) hv ve\rrrTio p6c-hi iprr^d.r-Fd h"'ow. - Mod.CP,

Dd!e: 21 May 2009
Sou!ce: BMJ 2009;338:b435 [edited]
<b-t-!riil-l*lvlr,r-r-, c,g{l1E!1-c.9!!ei--t1-i=-l-!'-I-L:l!4d-l-?-i}-g-19>

"Pleval-ence of va!iant cJD in the UK

The nuhbe! of cases of va!lant creutzfeldt:Jakob disease (vcJD) in
the united Kingdom has decreased since 2000, but con!roversy remains
about how hany peop),e carry the infectious agent and wifl- evengually
devel,op disease, ClevJ.ey and colleagues in a limited study add to the
debate by assessing 63 007 pairs of tonsil.s for the onl-y avaiLabLe
ma!ker of prjon disease, the pathological, pa!tralIy p!otease
!esisEant, p!ion p!otein. Although mo!e than ha.If of the sMpIes came
from people born between 1951 and 1995, when the lisk of exposure to
bovine spongifolm encephalopathy (BsE) infection was high/ no
convincj-ng,l,y positive tonsil specrnens we!e detected. This study
estimated that the pleva.lence of vc,JD in the British popul.acion is - 

-..'!

zero, but with a large confidence interval- of 0 to 113 per mjl"lion. ::.,:,t

This resuLt agrees with one UK survey of 2000 tonsil specj.mens, bul
it diffe!s flom anothe! survey of 1,421 tonsiLs and 11 24? apPendices,
\rhich found tha! mo!e than l0 000 people might be j-ncubating the
ii <o:sa ia<nif- rLa Ai <-rah>h-', fh- qq hcr.pht ennfidenae

intervals of rhe 2 stud!es ove!l.ap, indica!ing that the !esults d9
not drffe! significantl,y and thal many people in the UK may be calliers'

The cbance that no one in the UK is incubacing the disease, as
suggested by the Lowe! confidence Iinit of cLewley and coLleaguesl
study, is un.Iikel-y because backup calculations predict up to 100 new
cases of vcJD.in the next 50 yea!s. Thj.s predictj,on seens !easonabl"e
,,.1Ac. h^ar -:ca. ^f 1r..rn {e!e mj-ssed by surveilLance in the pasC yea!s.

Untif Decedrer 2008, al-I 210 people !eporEed to have vcJD (164 in the
UK/ 46 in other count!ies) wele homozygous for hethionine at the
pollmorphic codon 129 of the p!ion protein gene (PRNP), suggesting
th:r dcn-ir- fr^f^r< cfr^hdl' ihfl,'aF-c rtsa d.r,cl^hhahr 6f dieF:eF

whethe! peop.le who ale hetelozygous for hethionine and val,ine. or
homozygous fo! valine at this codon (about 60 percent of the
population) wifl develop VCJD in the futule is still unknom.,
Howeve!, data fron gene ta!9eLed transgehic nice indicate Lhat these
people are also susceptible to BsE and VCJD, al,though incubation
periods are longe! than iITgose who are homozygous for meEhjonine."
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Interested !eaders should consult the original artic.l.e fo! further
information and references. - Mod.Cpl

[?] P!1on evol.ution & a new !eagent
Date: 1 .tan 20L0
source: BBC Hea.lth News Iedited]
<i1-!-.!',P i./ lrr-q.u.r. ..,-!bs.,-e9 ,.n1.1.r,.1.,r.t ./-.f:lc.+.i:1_q.3_1.9-..i?.1.. ,:.!.rl>

Abnormal prion protelns cause at least 2O fatal diseases. Scientists
have shoh for the 1st time that."lj.fetess', prion proteins, devoid of
al-I genet-ic naterj-al, can evolve just like higher forns of Life. The
Scripps Research Institute in the US says the prions can change to
suit their enviasnnsnl and go on to develop dlug lesistance.

Prions a!e associated wfth 2O different brain dlseases in humans and
animal.s. The scientists say thej.r wo!k suggests new app!oaches hight
be necessa!y to develop therapies fo! these diseases. In the study,
published in the journal- science Isee below], the scren!ts!s
t!ansfe!!ed prion popuLations fron brain cells to othe! cells .in
cultu!e and observed the p!ions that adapted to the new cellulat

*1r,, ih. !nrr.i.,r.d slr.in idenliit i! thouehc ia b. oD.od.d !y P!!sc
the populataon. conformation, we found that brologrcally cloned prion populations

d,-i,,-ll\, L---h- hri-r^d^h-^,,= hw r--,,-,,1:ii^- r'hrrranre n 
^hd

absence, the susceptibl,e substrain outgrew its tesistant counte!palt.
P!rons, albe.it devoid of a nucleic acrd genome, ate Lhus subjecE to
hutat-ion and selective amplrficatron."

From a theoreLical standpoj-nt, this vo!k has great sign-ificance.
NonetheJ-ess; the imediate lnterest of the BBc News reporE is Ehe
informatlon LhaL Professor John collrnge's MRc group has succeeded jn
engineering a humanised n\onoclonal antrbody that inte!acts with the
siiF< ^r t!F -^-.:l brioi h-',tFi- thFt ih- Fts-.ynaI forh Iocks onto
to achieve its conversion and that it rs hoped eventuall.y to move to
clrnica.l trial.s of this !eagent. - Mod.cPl

Isee also:
2049

Prion disease update 2009 (10) .2_9!9_!103._378.1
vcJD - Italyr susp. 3!!!l!?!_|!fl
Prion dj-sease update 2009 (09) 20091.005.346I
P!!on disease update 2009 (08) 20C909C8.31-70
Prion dis eas e update 2 00 9 ( 0 ? ) ?_-0--0_9.q-q-0-i_.1?-,|aq ?
P!ion disease update 2009 (06) _20C9_^?,^_-.._^_.{,"3,
Prion disease update 2009 (05) ?0_0-9_C_6q:.245.1
Prion disease update 2009 (04) ::t-C-?-o*{.qf.._1.1.?.1
vc,ID, 5th death - spain (cantab!ia) 2009030?.c953
Prion disease update 2009 (03) i]0tj9c305.0918
Prion disease update 2009 (02) :0.0q-0-2.02..f4_6-_".
p-inn .lisFF.p,,rdarF 200q (01) :.:0C9Clla.iir?i1
2008

P!ion disease update 2008 {1q) r new vCJD wave iminent? 200ill:.18.3990
Prion d.isease update 2008 (13) 20CBl2C1.?780
P!j-on disease update 2008 (12) 200811.03.345
Prion di se as e update 2 00 8 ( 1 1 ) ?._0__C_q.1!l_C-_q..i.!9.9

VCJD/ mothe! & son - Spa.in! (Leon) ,2-L-iC3_092_6_.3-051
Prj.on disease update 2008 (10) 20C80il:-_2_l_42_
VCJD - Spaj-n: susp.200804i0.1111
Prion disease update 2008 (05) :0C804r0. IZB5
Prion disease update 2008 (01) : correction Ll-/_q.3_9.1._0..-1_:.q.q-1..ir

P!ion di se ase update 2 00 8 ( 0 1 ) ;_q-q -6_.qLQ.?....!l.q.l-1
200?

Prion di.sease update 2001 798) 20Ai f2A5.J923
Prj-on disease update 2oo? ltifl zooiffoS.:eOz
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with the chemical conlpany GlaxoSr.ithKllrle (CSK)  He said: "They have
given us acctss tO thcir chemュ cal llbraries′  whiCh COntain m■ 1lions
of compounds′  and we have alreaay ■dentified some that inay lork well・
This is a timely reminder that prion concerns are n9t 9。 ing away and
that controls to stop abnottmal prions being transmitted to hunans
through the Food system or through blood transfusions ●ust be
vigorously maintained."

Complunicated by:
ProMED― mail くっ聟 me(1。 2■●1,ω la■ ■■)FO>

〔The abStract and the reFcrence For thc Sciente paper dcscried above
are the follo、 iヾng: Science DOI: 10 1126/science l183218′  Publlshed
Online 31 Dec 2009.
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ence“13(119`立 Cg=/f,■ ,9■■/ibEtract/sc工 ence l183219>.
panvinian Evolution of Prions in Cell culture  By 」iali Li′  Shawη
Browning′  sukhvir P  Mahal′  ハ置ja M. oelschlegel′ Charles Weissmann
At: Department of lnfectology′  scriPPs Florida′  130 Scripp9 Way′
」upiter′  FL 33458′  USA.

Abst_ract: "Prions are infeotious prOteins consisting mainly Of PIPSC′

'o. s. r.;. o! rt, y"" ha'. eia! coh5tllulhL5
pd". 

"h$E. i" p.i"i'

rh!.ueh rhr !o<n ;y"i.b ,. cn.",ei br..d
t!ansfusions hus! be vigorously majn!ained...

P!ofesso! John CoIlinge, Medrcal Resea!ch Councrl p!ton Unit sCated
thati I'This means that this patte!n of Dalwinian evol.ution appears to
be un!ve!saIly active. In vj-ruses, mutation is finked to changes in
nucleic acid sequehce that feads to tesistance. Now, this
adaptability has hoved one leveL do@ -- to plions ano p!o!ern
f,olding -- and it's clea! that you do not need nucfeic acid (DNA o!
RNA) for the process of evolution.',

Mamafian celfs nolmalfy ploduce cell-uIar prion protein o! p!pC,
Duling infections, such as the hhan form of nad cow disease, knom
as VCJD, abnormal or mis-fotded proteids conve!t the hormaL host
prion p!otein into its toxic form by changi.ng its confolmation o!
shape. "It was generally chought that once cellular p!ion protein was
convelted into the abnormal fo!m, thele was no further change,', plof:
WeissRann said. nBut the!e have been hints that something vas
happening. Lqhen you tlansmit prlons from sheep to Rice, they become
more vilulent ove! time- Now we know lhat the abholmaf prions
!epl.icate and c!eate va!iants, pelhaps at a low Ievel initj.ally. But
once they a!e tlansfe!red to a new host, natural selectj.on wilL
eventuaLly choose the mole viruleht and aggressive va!iants."

Professo! John collinge/ of the Medical Resea!ch council,s (MRC) \
Prion Unit, described the !eseatch as excitj.ng confilhation of a
hypothesis that he had proposed 2 years ago, that the!e could be a
"cl.oud" or whole arlay of prion proteins in the body. He ca]led it
the cLoud hypothesis: "The prion protein is not a cJ-one, i.t is a
quasr-species that can c!eate different p!otein stratns even ln lne
same animal. The abnolmaI plion proteins frultipLy by conve!ting
nornal prlon ploteins. The implication of Challes weissmann's work is
that iE would be better to cut off thar suppl-y of nornal prion
proteins lathe! than risk the abnormal prion adapting to a drug and
evolving into a new more virulent fo!m. you would do this by tlying
to bl-ock lhe sites on the nomal prj.on protein that the abnornal form
locks on to to do its conversj-on. we know there is an antibody that
can do thj.s in mice, and the Medical Resealch councj,l's p!ion Unit
have managed to engineer a hwan antibody to do this. It as currently
unde:going safety tests/ and we hope to move to clinical trial.s by
t'he end of 2011."

Professo! Collinge said thFTSRc was .also rlyjng to find mole
conventi.onal. chenical compounds to do this and has been col.Iabo!atinq



3/9ページ

::::i i:::::: |:i::: :||| |||li:li::ii::::::

酬 耀y=:1躍
=男

解

:::6(new varl)update 2007(02):ζ =」

lfk`I=,susP?p望 里l■=pl,9

CJD (new var:)updatc 2005 (12)20051201 3547
C」 D (new var )update 20o5 (11) 20o51100 3271

沼耀]=:|ぶ章駕腫1醐 脇
:::4(new va_)_uK:upaate 2005 ib3~|||¨ i11_、 99"

:::3(new var)′
carrier frequency study― vK lつ olo02■ i ltt q!

驚2精
∬[1瑞 蠍質男‖出 I器話」篇

靴
臓

=:II距
ぷ等:驚 盤 盤 li■i五

Visit ProMED― mall's wcb site at く、|,pl/∠マ♂PIIP19Feomaュ t:,lg>・

り。it:1lanitttivi:[al l::[1::。 ォ;T Ifp搬91:鷺ぎ舞:ユメi:
Full name and  affiliation′  it  may  not  be  posted    send
commands  to  subsc■ ibe/unsubscribe′    get  archives′   help′
etc. tO: malordomoeprOmedh8」 1.crq     For assistance  From a

l輝]:1青 ::|]:1.:::;臀
"サ

]|lw朴 |:i‖響祥:溝]iili締::肝I;1撮‖)}:ili;i:i
"II#祥

II tt I II“ ″II帯 #♯

"帯

静
"#1″

##II II#“ II#“ 井丼静丼,薔 伴II‖ 群##伴 絆II"響 #‖ 群#II#絆 ‖#II群 ##

oOoΨ tISIP l mCmo,〔ф p」 ppg“ m5_」 pu,L⊆。■,o,|_195Q●

“

C,
1,th ICIQ l,te m,p lislp lome

02001′ 2009 1nte「 nabOna society for lnfectiOus D seases
A‖ R,9htS Resel～ ed

Read our p」Ya q_gu JcШ

“
Use oFthis web sに e and re ated serv ces s 9overned by the Terms oF Seln′ re

9/9ペーン

■1

.r#############*########{####r}####*r{f 
{f s###*#####f ###*#*#r

PToMED-mail niakes eve!y effo!t to verify the reports thataIe posted, but the a(inrormation, and or ;;;"::{.";::."'"::t':;l:;:"""t0"!li
the!eon, are not grua!anteed. The reader u""r*.u al1 rlsks inusj.ng infornation posted o! a!chrved by proMED_matt. ISIDand its assoc_iated service provideis shal"i not b€ hetdresPonsibfe fo! er!ors or onissions or held liable for
danages incurred as a !esult of use or r"fiun.";;;"--;..;;;
o! a!chived haterial.

器[夢″鳥]ぉぉ1驚鷺猟:総 iPi:蹴a.ttt濯:“
五羅エ 179




