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The 4 domqstic Pigs kcpt at tbe alpine pastur€ and fed during l97G-2000, con€sponding to the rise in tempera-
with the wh€y and goat milk, however, were seropositive ture during the same period (/2),-In Scandinavia, a north:
(TBEV HI' and neuualizing antibodies detected), which ward extension ofthe geographic range of,f. ricinus ticks
indicated TBEV infection, but no clinical signs were ob- and TBEV since thc mia-t9gos has also been iecognized
servcd. Infection with TBEV has been reported in wild (/,/J-l5).ClimaticchangesmoStlikelyarcthemajoidriv-
boars (r',f. Serum samples from 105 goats frbm pastures ing forces for the geograthic changes in the distribution of
in^the neighborhood also werc investigat€d for TBEV-sp€- TBEV and its main vector, i. ricirt, in Europe.
cific antibodies; all goats were s€ronegativ€. This .report also emphasizes. tbc efficicnry of oral

concrusions r##:ff::,:T:xi:i:ffixii"ii,l1?lx';."liil,.lil
Our analyses,showed that the 6 humans and the 4 pigs or whey from rhe dame cheese becanie, infected, 6iven thc

weieinfcctcdthroughthemilkof I goat,whichhadbeen excellenteffectivenessofthcTBEvaccine(2),Vaccination
transported by bar &om a TBE-nonendemic valley to the probably could have prevented all 6 human-cases.
zlp 12 dzys bcfore produdtion of thc TBEv-contaminated
cheese. Elpcrimcnts havc demonstrated that infected do- Acknowledgments
titcstic aninals (i.e., goats, sheep, and cowi) can excrete . Wcthank Juna Hurccck and Cornclia Stdck-l forexpcn tcch_
TBEV intd tnilk for e3-7 days, beginning as g!1 a.s the niel sssistancc and Gabricl O,Riordain for criticat rcading of.rhc
sgcond or third day postinfcction (6-9)..In addition, al- manuscriDt.
though checse was produced oncb.or twice each webk, only
this *lt-*g batch oi chcesc transmitted TBEV. Therefore, Dr Holzmann is a.virologist at thc Clinical lnstitutc of Virol-

.all rhe cvidcnce inaicates ttrat the e;;;;;l;i;;;-jil ogv, Mcdical univcrsii of vicnna, Austria. H€rrclcarch intcrcst
alpihe pasturc at an attitudc of 1,564 m. Indeed, some ticks focus on flaviviruscs, hcpatitis C virus,gird antivhal vaccines. '

were collected from cows that had stayed at this altitude
during the entire strmmer. Analyses of tliese ticlcs for TBEV References
by-PC\ however, yielded only negativi results.
. Our findings providc frrnher evidence for the expan-
sion ofTBEV-cndcmic regions to higher altitudes in cen-
tral Europc, For examplc, longitudinal sNdies in the Czech
f;epiiblig a country with similai'climatic and ecologib con-
ditions to thosp ofAustria, showed a shiftin lxodes ricinus
tick and TBEV, from 700 ni in l98l!1993 to I,100 m al-
titudci in 2001-2005 (10,1 l). Likewise, Zeman aid Bene!
demonstratcd thai the maximum altitude at which TBEV
is found in the Czeih Republib gradually moved upward
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総合機構処理欄

一般的名称 人赤血球濃厚液

研究報告の公表状況

BOndre VP,Sapkal CN,Yergokar
PN,Ful“出 PV,Sankararaman V,

AyaChit VM,Mishra AC,Gore :
MM.J Cen Virol.2009 Nov:90(Pt

ll):2644→ .

公表国

インド販売名(企業名)
赤血球濃厚液―[R「 日赤J(日本赤十事裕

照射赤血林漱厚液二LR「 日赤J(日 本赤十字社 )
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"%年
のインドのケカ‖こaする脳炎ア外ブレイクの調査

羅 酵各罷協 :鶴ζ霧

“

翻 鑑:槻補
体結合検査により、日本脳炎とウエストナイルウイルスに交差反
た。プラークを精製したアルボウイルス分離株に対する過免疫血清を使用し、プラーク減少/申和検査を行つた。血清は日本脳
炎ウィルスで陽性を示さず、ウエストナイルウイルスで弱陽性であった。全ORF配列解析で、当該ア/t/ボウィルスはバガザウイル
ス(BAGV)の特徴を示した(アフリカのBACV DakAr B209株 とのヌクレオチド相同性94.80%)。 疾患急性期の脳炎患者から採取
した血清は、1瓢 (8′53)が BAGV中 和抗体陽性を示した。これは、インドで分離されたBACVの初の報告である。抗BAGV中和抗
体の存在!ま 人ヽ間集団がBAGVに暴露されていたことを示唆する。

使用上の注意記載状況 :

その他参考事項等

赤血球濃厚液―LRI日 赤」
照射赤血球濃厚液―LR「 日赤」

血液を介するウイルス、
細菌、原虫等の感染
vC」 D等の伝播のリスク

○

報告企業の意見 今後の対応

∬導写

`■

%炒U翠茫‰ 晶寛鯖
る。i l奮     吻 轟鱚

再興感染症の発生状況等に関する情報の収集に努める。|

MedORA/J Ver.12.0」
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plaque reduction neutra.lization resr (PR}.IT) and genedc
characterization studics were performed using the pS-

amplified arbovirus stocls. Since the CF test characterized
the isolate as a JEV and WNV cross-reactive arbovirus,
PRNTs were performed to determing the antigenic
relationship among these viruses. An in vitro neutralization
test was carried out using PS-adapted )EV (strain 733911),
WI'W (strain 804994) and the arbovirus isolate (strain
95363), as dcscribed previously (Bondre er al., 2007). The
threefold-diluied hyperimmune sera were mixed with 100
p.f.u. of cach virus and the infectivity was detemined in pS

cells. The serum dilution showing 80Yo plaque reduction
(NDso) was considered as a neutralizing end point. As
shom in Table t, the highest neurralizirg activity was
obsewed with homologous sera. In heterologous neutral-
ization between the arbovirus isolate and WNV, both
viruses showed cross-reactivity with each .other, although
this was weaker than the homologous neutraliation. The
JEV-specific hyperimmune serr did not ncutralize the
arbovirus isolate, even at a dilution. of I : 5.

As the CF test charadtcrized the 96363 isolate as a IEV- and
W}Iv-reactive arbovirus and the heterologous neutraliza-
tion showed that it had weak ieactivity with WNV, we
generically characterized th€ isolate. A 1050 nt fragment
from thc NS5 region of the sample was amplified by RT-
PCR usirg flavivirus-specific universal primers that amplifr
thc partial NS5 fragment from a number of flavivirusei
(Kuno, 1998). The genomic RNA of plaque-purified
arbovirus grown in PS cells was isolated using elAamp
viral RNA kit (Qiagen) according to the manufacturer's
protocol. Tfie RT-PCR amplificarion was caried out as
described by Kuno et al,.(t998) md the amplified product
was sequenced as described pr*iously (Bondrc et aI.,20Ch),
aursr analysis showed 99.90% nucleotide identity (PM)
with African Bagu virus (BAGV) strain. DakAr 8209,
followed by 95 PNI with Israel turkey meningocncephalitis'
virus (ITMV). RT-PCR amplification and complete gcnome
seguencing of BAGV-India ws achieved by using overlap-
ping primers designed by aligning available llavivirus
sequences from GcnBank with clust,rL_x. 1,83 software
(Thompson et aL, 1997). RT;PCR amplifietion of ovcrlap-
ping genoniic fragments was carried out as described

previously (Bondre er al,, 2007). PCR products were
column-purified (QlAquick PCR purification kit; eiagen)
and both strands were sequenced by using a Big Dye
Terminator cycle sequencing ready reaction kit (Applied
Biosystems) and an automated Sequencer (ABI Piism 310
Genetic Analyzer). A 10281 nt genomic sequence of BAGV-
India (GenBank accession no. EU6}497Z) coding a 3426 aa
complete open reading frame (ORF) was obtained. Multiple
alignments of nucleotide sequences were carried out iy
using cLusT^L_x 1.83. The phylogenetic analysis of the
complete genome sequence ofBAGV-lndia was assessed by
using vec,r (Tamura er al., 2OO7), For analysis in l.rtcr,
jukes-Cantor and nucleotide muimum cdmDosite .like-
lihood models were utilired, employing the neighbour-
joining algorithm. The topologies generated in the neigh-
bour-joining algorithm were confrmed by using the
maximum-likelihood method, as implemented in the
software Treefinder 2008, with the gamma-distributed rate,.:-.,
variation with four rate categories (HKY+ya) model ofl,.',1
nucleotide substitution (f obb et al,, ZOO4), The reliability of
different phylogenetic groupings was evaluated by using the
bootstrap test (1000 bootstrap replications). The genetic
distue between differeht viruses was obtained by using the
P-distanc model in urc,t. Phylogenetic tre6 were con-
structed bi' using the complete genomic sequence of the
Indian BAGV isolarc (thir study) and complete genornic
sequences (from GenBank) of representativc strains from
differcnt genomic groups in t\e Flaviviridaa Similarly,
phylogenetic analysis of genomic fragments cnioding
diffelent proteins - nucleocapsid, pre-mcmbrme and
membrane, envelope and non-structural (NS) proteins t-S
- was carried out to und€rstand .the relationihip between
Africm and Indian BAGV isolates dnd other flaviviruses.

Comparative analysis of both the Indian and African
(AY632545) BAGV complete ORF coding nucleotide
sequences showed 94.8 (PNI). Thc difference of 515 nt
(5.2%) resulted ia77 aa (2.249o) differences rhroughout.,,..
the ORF of Indian and African (DakAr B209) BAGV{' ,,}
isolates (Kuno & Chang, 2007). A difference of 20 aa was" '-
documented in the strucrural protein coding region (14 nt
in the nucleocapsid with 2 aa dif,ferenccs, 40 nt in the
membrane with 13 aa and 73 nt in the envelope with 5 aa),
while a difference of 57 aa was documented in the NS
protein coding region (71 nt in the NSI region with 8 aa
differences, 50 nt in the NSz region with 7 aa, 95 nt in the
NS3 region with 9 aa,48 nt in thr NS4 region with 19 aa
and ll9 nt in the NS5 region with t4 aa). Additionalll
compared with BAGV-DakAr 8209, one deletion (at nt
7424) and four additions (nt 7a3B-7439, 7444 and 7463)
were documented in the NS4B rigion of BAGV-lndia.

Phylogenetic analysis using the complete sequence of the
Indian BAGV ORF showed that this sequence had a close
genetic relationship with the A&ican.BAGV-DakAr 8209
strain and dustered together with the Cirlsr mosquito-
transmitted clade on the phylogiam (Fig. l). Similar tree
topologies were obtained with both models (fukes-Cantor
and maximum composite likelihood) that were used to .
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Table 1. Homologous and heterologous cross-neulralization
test using hyperimmune sera against JEV, WNV and.arbovirus
(BAGV) isolates

Serum giving 80% plaquc rcdudion was considcred to bc ar thc
neutralizing cnd point, ND66 values are givcn.

Vinr rinin Hypcrimnuc s.ra .gainsu

,EV(733913)WNV(804"4),AGV(96363)

IEV        501       5       く5

WNV        く5        239        31
BACV     く5     21     67

construct the complete ORF sequence based on the
phylogenctic tree obtained by ushg the neighbour-joining
algorithm, The phylogenetic analysis of individual gene
seqd€nces coding for nucleocapsid, rnembrane, NSl, NSZ,
NS3 bnd NS4 showed sirnilar tree.topologies, which were
comparable with complete genome sequencc-based analysis
(Supplementarylig. Sl, available in |GV Online). The pNI
using nudeocapsid and rnembranc coding gene sequenc€s
of Indian and African BAGV isolates ms 95.00f t.25 and
92.30* 1.20, rcspectively. Analysis ofthe NS.prateins NSl,
NS2, NS3 and NS4 ol bbth the .BAGV isolatcs irhowed
94.N !0.70, 9s,1010.60, 95.20* 0.50 and 9s,8010.60
PNI, respcctively. A number of previous phylogenetic
studies on flaviviruses mostly attemptcd to use envclope
coding sequences. We also dctermined the genetic

:‡震まわ∫l嶽盤:れ:SI鵠1潔峨『 1薦蠍
歌♂:絶Lg群:ュPil盤::∬情悧 f彗懸

議鵡路おぶ眺手権;訛協♂tふ
(AF372407:Gaunt e,al,2001)shOWed that h had a dOscr

蠍撒熙譜‖戯曲隅偶i麟

謝潔躍島.島 報お滞
=二

鰤 総

htpユ■ヽ r.s9m10umal"rg Jounf″
― ′ぃ け ∞ ■

・             ・
      ‐   :

2645



Genomic characterization ot BAGV isolaled in India
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members of the Flaviviridaewerc available in GenBank, we
performed s€parare analysis to determine the genetic
relationship of BAGV-lndia with these viruses (data not
shown). With NS5 analysis, both the BAGV sequences
grouped together, with 99.9010.10 PNI, in the Ntafa virus
group, However, in NS5 sequence analpis, the nucleotide
identities of BAGV and other members of the Ntaya virus
group were comparable with envelope sequence analysis.
BAGV DakAr 8209 and Indian strains showed 95.20-95.30
PNI with ITMV, 76.50-76.60 PNI with Ntaya virus and
75.10-75.30 PNI with Tembusu vrrus,

We documented one nucleotide insertion and four nudeot-
ide delctions in thc completc ORF sequence of Indian and
African BAGV strains. The envelope seguence analysis ofan
additional BAGV strain from Africa indicates a doser
genetic ielationship with BAGV DakAr 8209 than the Indian
BAGV strain. Thes€ data indicate independent circulation of
both the A.6ican and Indian isolates in different geograph-
ical areas. Although the time and mode of introduction of
BAGV in India.is unknown, wc hypothesiz! that it may
represcnt a ginaic variant of the BAGV strain which
originatcd in the African cbntinent :rnd was dispersed and
establishcd in areas with similar climatic conditions and
favouring vector multiplication. Dispersal of the 0aviviruses
from the Old World to thi New World and the co-existcrrce
of relatcd viruscs sharing antigeni€, host and vegtor
similaritics have been suppOrted by molecular phylogcnetic
analysc (Sabin, 195* Gaunt et alr z0f.li Chcvalicr i, 4I,
2004; Mackenzic et aL, 2004t Peterseh &. Marfn, 2005;
Gould at aL, 2006). Howwer, to determhe the prccise
genetic relationship, geographical origin and epidimiology,
firll genome, sequenct data of.more stmins will be helpful.

We isolated BAGV from a mosquito pobl collected during
a JE outbreak and studied its genetic.relatidnship with
other Flaviviridae. Since it was charactcrizcd as a JEV and
WNV cross-reactive arbovirus (CF tes0, we determiried the
antigenic rclationship with ,EV and WNV by PRNT.
Although the heterologous neutralization differentiated
these as three distinct arbovirus€s, we documentcd wcak
cros-reactivity between WNV and BAGV (Table l). The
genetic relatedness of BAGV and WNV in scveral gcnomic
regions might be the reason for antigenic cross-reactivity
between these viruses (Kuno & Chang, 2007). We
dctermined the prwious uposure ofhospitalized enceph-
alitis patients with BAGV by analysing thc sera storcd at

-80'C for anti-BAGV neutralizing antibodies, The
neutralization assay was performed with PS cell-adapted
BAGV pools, as described previously (Bondre, et al.;2007i
Sapkal et aL, 2007), Only l5% (8/53) of available sera
showed reactivity with BAGV, while 24.14% (t4153) wire
reactivc with IEV (733913). Both the anti-lEV and anti.
BAGV neutralizing antibodl titres (NDso) were in. the
nhgc of 50-t250. All of the BAGV reactive sera wsre
ncgative for IEV by lgM ELIS,L

Rccently, BAGV has bcen identified as one of the eirerging
and ri-emcrging human pithogens that causes fdrile

illness in humus (Woolhouse et aL,2006)..It bclongs to
tlre Ntaya group of Flaviviridae and has bcen isolated in the
Central A.frican Republic, Cameroon and Senegal, where it
circulates between ornithophagic mosquitoes and birds
(Digoutti, 1978; Traore-Lamizana et al.,1994; Diallo er al,
2005). It is genetically relatcd to ITMV, which is a serious
avian pathogen in the Middle East and southern Africa
(Digoutte, 1978; Kuno et al., 1998), The phylogenetic
studies using cnvelepe and NS5 seguenccs clearly suggest
that there is a close genetic relationship bctween ITMV and
BAGV. Other metbers of the Ntaya virus lroup arc
genetically distinct from BAGV and ITMV.. Our prelim-
inary findings on sera collected during thc icute phase of
illness from hospitdized patients indicates the prbsence of
antlBAGV neutralizing antibodies. This suggests that
BAGV might be circulating in the area between ornitho.
phagic mosquitoes and birds and incidcntally the human
population might be exposcd to it. These observations need
to be strengtlcncd by invcstigatirg additibnal human
clinical specimcns from the rcgion. Howcver, our prelim-
'inary obsewations necd to be confirmcd by sptematic
study of the hunan population from the Allapvz,za,
Thiruvanthapuram and Kottayam districts of Kerda.to
understand the asociation of BAGV \,vith human infec-'
tions.

In conctusion, this study indicates the neccssit), of seriou!
€fforts to invcstigatc the lilaly involvemcnt of BAGV in
sporadic human ir-rfections 4nd butbrc& in othci
vcrtebrates occurring in thc region. Thi! can bc achiarcd
by dcveloping ..BAGV-speci6c serologicd 'and molccular
diagnostics for testing of human. dinical specimens
collected from thc region, Additional strrdics addressing
the potential of wrious mosquito spccics as vcctors and
birds as amplifting hosts; and sero-survcillance in domestic
animals and the humai population will add'to our
understanding of the epidemiology of arboviral diseascs.
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血液を介するウ/Fルス、
細菌、原虫等の感染
vCJD等の伝播のリスク

.報告企業の意見 今後の対応

日本赤十
~F■では、輸真感染圧対策として間診時に海外渡航歴の

有無を確認味 帰国(入国)後4週間は献薫不適としている。また、ウエ

の収集に努めるL

鼈 鼈 鯰 曇鐵 儡

MedDRA/」 きヽ、12ЮJ



JRC2009T・ 053

DISPATCHES

(6-12). Cumulatively, 5,503 persons werc tested. for WNV
infection by ELISA,.and the results have sholvn highly ai- .

vergent seroprevalencp rates ranging between 1.9% (O and
t4.0% (10).

The use ofIGIV lots,.each representing the serostatus
of several thousand donors in t samplq makes seroep!
demiology. practical (/3) because it allows a largo.donor
population to be surveyed by analyzing comparabty few
samplcs, The usc of a more complex yct functicinal yirus
neutralization assay minimizes concems about cross*ea'c-
tivity with flaviviruses of other serocomplexis (c.g., den-
gue virus) that occasionally circulate in the US populition.
Also, epiderniologic considerations render intqrferlnce by .

SL Louis encephalitis virus, a flavivirus wiihin the same se- ;.

rocomplcx; highty unlikely (2). The specificity ofthe neu-
tralization assay was confirmed by testing IGIV lor rnanu-
factured froin Europcan'derivcd. plasma against tick-borne .

encephalitls virus, a'flavivirus closely rclated to WI.IV and
circulating in Europe. Although these lots containcd high -

neutralization titers against lick:bome cnccphblitis Virus,
only I of20 had a detectablE ncutralization titerof 5 agsinst'

- WNV (unpub, data).
In this study; we detirmined that the risan titgr of

samples obtaiitcd during 2003-2008 fiom persons with a
' confirmed diagnosis of WNV,infection was l00l higher..
than the mean titers of ICIV tots produced in 200E. This, .

determination provitles an iridcpcnicrit experimental mea- .

qura of the frequency of past WNV llfection ;in thc gen- .

eral US population,.ss r€flected by thc plasmay'tilood donor .

cornmunity, and the results correlate well wiih risults of.
previouslj, pubiished theoietical extrapolations (/), which .

estimated thatalyo. of.lhe population haS alr€sdy bren in- .

fecredwith wlw. : :

.The increasing.levels of IM\,IV ieutatizing antjbod-
ies in IGIV lots from US pkisma gnd the particularl)'high

. ,, ri.d d e fr e E & e & tr

'',
Figure l. West.Nile virus (WNV) neutmlEstlon titem of US ptasma-. derived immune globulin intravenous (hurtran)(lGlV) lots by ycar ol
produdion snd ostlmated p'ercsntageotth€ US poputslbn with past
WNV lnteciion by year. lM,lV neutnikation tte6 wero ditemincd

.. eithsr tor retention or lot release sampl€ ot i lGiV productg
prcducad during j99B-2005 or for a c6nslderablo proporiion ot
Gammagaid Uquid/KtOVlG loG produced during 2OO&2008.

. Results are shown as mean rSEM 0imil ofdatec{on <0.8) bi year

:, . ! . . . : ot prodld release. For 5% ot lGlV sampl*, llters wers multiplird
't,::..:l by 2 for comperison with the 10% tGlV samples al eouivelent

irnmunoqlobulin con@ntrations. The iercenteg€ of the US donor
populetion wlth past WNVinfedion was elculaGd trom lhe numbe,' ot ne!rcinvesfue 6ses rcpoied per yeer snd th6 es tinailed Gtlo pt
neuroif,vaslve €ses lo tot8l €ges of VVIW Infedion, .

WeSt N‖ ё Ⅵrus lnfection,United States

:::

Christina B, Planitzer, Jens Modrof,
Mei-ylng W. Yu, and Thomas R. Kreil

This study investigated the association of ongoing
West Nild virus (\M\lV) infections with neutralizing antibody

'titers in US plasma-derlved intravenous immune globulin

released during 2003-2008. Titers cotrelated closely with

the prevalence of past WNV infection in blood donors, with
2008 lots indicatinq a prevalence of 1%.

\I /.rt Nile virus (WNV) is a flavivirus endemic to the

YY United SBtes; typically, hundreds ofclinical cascs

ofinfection occur each year. The observcd number ofclini-
cal WNV infections as collated by ArboNET (www.cdc.
gov) and the incidence of ssymptomatic WNV infections
as shown by nucleic acid testing (NAI) of the US blood
supply (/) indicate that =3 million WNV infections oc-

cured in humans during l99F 2008
Because the immune system elicits WNV neutraliz-

ing antibodies in response to WNV infection, detectable
.levels of WNV neutraliziirg antibodiss in the blood of
persons with previous WNV infection is expected. Con-
sequently, lots of immune globulin-intravenous (human)
(IGIV) manufactured.from plasma collected in the United
States contain WNV n€utralizing antibodies (2). Those

IGIV lots, cach prepared from several thousand plasma

donations to ensure a broad spectrum of antibodies, can

be used as an cpidcmiologic tool that enables lhe surveil-
lance-of thousands of persons in a community through
analysis ofcomparatively few samples, In this study, we
demonstrated the increasing trend of WNV-neutralizing
antibody riters in lots of lGlV.

Comparing these titers with those of persons vith
confirmqd past WIW infection provides an independent

measure ofthe percentagb ofthe US population previously

infect€d with WNV. Sevcral WNV vaccine trials are ongo-

ing or imminent, so information about the prevalence of
Dast WIW infection in the United States is valuable for

Auth,7● fFl“ a“on,I B3Xter BIoSdence,Verna,Ausl13(C8 Planl

屹oL」 .v9,7●f,■RIKⅢりl an,VS Food and OfugttdmmiStra‖ oni

3ethesda,Maり land,uSA(M′,VV Yu)

DOL 10 3201′eid1510.080711

Hcalthcare CorporatiOn,Westlake V‖ lage:oA,USAl)
and Plasma samples obtaincd iom US blood d6nors aftcr

a NAT‐conimed WNV hたclon worc detcmhed by a■

infectivity Ossay as carlier dcscribed(2),adapted tO a clast

漱署tT躍|:潮f躙」群ヽ Al酪常:

:諾∬贈IiT=鼎奮:甘『」∬11毬満脱■
醐1ど轟∬糀f肌ふ1嚇∬TT:ど槻
S・輌棚よオ11旨::l面¨“.“

`[。

mふnhg ttc

淋‖鳴瀾rtP鳥器I総芯ま‖悧11籠:=籠:

覧:肥;~rll:];Ж
lぽ
滞Lぎ出驚Wもi職露

COntrol aid Prevenlol(CDc)thrOugh ArboNET■ as

muliplた d by 256(i_e,the factOi bctwcen JI WNv hfec‐
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A delay oF sl year occurs bctween the c911ectiol oF

plasma and the rclcase ofIGIV lots to thc markct"us,thC

WNV,poslivO IGlV iots ih 200,rc■ CCtthc larger numle「

of ⅥNV infcctions occuring in 2002 Using dle same cx=

!rapOladons'9,the us blood supply(ノ ),wc,und that
the韓.l%annual■ c甲甲entS l'働 e propol:on ofthe us
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creascd by 3.6 per y,ar(ド ,0:9793).

' USrplasmaderived IGIV lots rsleased duiing 2b0g
showed variable WNV neutralization titcrs ranging from
2.8 to 69.8; mcan + SEM titer was 2l * | (n = 256). (Fig-
ure 2). Compared with riters shown to be protectiie in an
animal model of WNV infection (equivalenr to >21 by the
c'un€nt assay) (2), e407o ofthe 2008.lGIv lors had higher
titers.

Plasma obtained from persons with, NAT-confi rmed
.WNV.infection.had evcn higher titers; mcan * SEM.titer
was 208 * 40 foi 30 pelsons availablc. for testing. When
results were correctcd for thc immunoglobulin (tg) G con-
centration in plasma (=l%), compared with the l0% IGIV
pr€parations, the mean ncutralization titer of the plasma
samplcs was el00x higher than rhat ofthe IGIV lots testcd
(2,080 vs. 2l).

Goncluslons
Thc most comprehensive collation of information

abgut the.ihcidencc of.WNV infection in the United States
is available'from ArboNET. \Vh€n that,informarisn is
combined with information obtained fr6m the nstionwide
sireening of the blood supply for WNV RNA by NAT
(J,4t, the currcnt prevalence ofpast WNV in the US pop-
ulat;on is estimated,tobe zlo/o.

Busch ci al. has noted that larfe-scale, community-
based serologic surveys arc hardly feasiblc because ofthiir
expengc ar.r! because WNV ELISA assays are possibly bi-
ased by .cross-rcactions with otirer flaviviruses'(D. Niver
lhelesst ? seroepidemiologic studies have been performed
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番号 14医薬品

医薬部外品  研究報告 調査報告書
化粧品             ‐

識別暮与 。報告回数 l  i    l :     | ・ 報告 F 第一報入手 日
2009年 H月 17日

新医薬品等の区分
該 当な し

厚生労働省処理欄

一般的名称 人ハプトグロビン
研究報告の

公表状況
FDA/Vacdinos, 31ood &

Bio10gics/2009/11/6

表国公

アメリカ
販売名

(企業名)

ハ プ トグロ ビン静注 2000単位 「ベネシ スJ(ベ ネ シス)

，デ

究

報
を

の
概

要

このガイダンスは、輸血によるウエストナイルウイルスKWNV)伝播の可能性を最小化するために、,血液採取施設が講ずる措置についての推奨であ
ぅ。示された全血及び血液成分の ドネ,シ ョンのための推奨内容は以下の通りである。、
A.検査、ユ千ツトの管理及び ドナー管理
1.輸注を意図して採取された全血および血液成分のドナーサンプルについて、mlvのスクリーニングを認可されたNATで 1年を通して行ぅこと
を推奨する。
2 血液採 取・取扱施設が ミ■プール NATCMP―NAT)を 用いてスク リーニン グを行 っているのな らば、その施設は、陰性であった ヽニプール を構成

ζ景
｀
縦 糀 臨 煮鶴 結 ξ饉

勤 選 攀
l漢亀?嚇a蹴警滝秋7萩

言球筋
ミニアールが陽性となる原因となったュニット(単数または複数)を同贅
B.MP NATか らI}NAT oの 切替え

:喜雛織ダ難」「 :盤機窯下鴻陽25甦檬磐1｀標た蹴ヱ耐
定義する判断基準を設定し、パリデートすること̀
らヽlD―NATへとスイッチするため、およびその地域その rwvの 活動性が

高いJ状態が収まったときにMP NATへ と戻すための間値を定めること。

l曹洲;環脇 47:民]薫櫻鷲累尋舅畢晟ζ:島[後 :鳥[羅,Ettlて
から毬lltFn3以内に行うこ

|。

C.検奪実施報告書                       ‐      1       .
1.血液採取・取扱螂設が認可を得ている施設であつて、から、血綾製剤の感染症検査を行うことがすそにFDAに よっそ承認された施設では、

暴l危3浜∵「』激巖傍需顎 長野響撃層£装省〔五庁畜貯][暑ド£岳塩省Iた
その場合に摯a CR∞■lXめに従って、検査法の

?1 血液採 取・ 駆扱施設が認 可を得 ている施設 であつそ INVの NAT検査 を行 うために新たな契約 ラボを利用す る場合であって、かっ、その ラボ

ま胤鯛観tim鵠協霧財豪1ン
ロ鷺ⅢくL=ぃ le鐸鸞窮ま駕奮界ちビ肥ピ琴詔Z亀11尾轟ξずヽすたiの|

鴛濯∫陶蟹!脱♂管滉tr辮冨蹴ll讐轟轟躍Ψ尻警認:結織手な蕊lξ需劣誓ぞtl
護]tモF薦雪鷲編欄品ま主1寧観潔蹴勁鞘 鵬 盤17響?ど

,ら
下も、ゃ?よう

1使
用案内書を

使用上の注意記載状況。その他参考事

項等

(1)本剤の界材料となる献工者の血液につ
いては、llBs抗原、抗HCV抗体、抗 HIV-1
抗体、抗 HIV■2抗体、抗HrLV-1抗 体陰
性で、かっ ALT(CPつ 値でスクリーニング
を実施している。更に、プールした試験
血漿にっぃては、HIV-1、 lIBV及 びHCVに
ついて核酸増幅検査OAT)を実施し、適
合した血漿を本剤の製造に使用してい
るが、当該NATの検出限界以下のウイル
スが混入している可能性が常に存在す
る。本剤は、以上の検査に適合した血漿
を原料として、cOhnの 低温エタノール分
画で得た面分から人ハプトグロピンを
濃縮・精製した製剤でぁり、ウイルス不
活化・除去を目的として、製造工程にお
いて 60℃、10時間の液状加熱処理及び
ろ過膜処理(ナノフィルトレーション)

を施してぃるが、投与に際しては、茨の
点に十分注意すること。
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