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平成22年 度第3回血液事業部会運営委員会議事要旨

日時:平 成22年 11月 24日 (水)16:00γ ¬8:00    ‐

場所: 中央合同庁合5号館 厚生労働省 専用第¬2会議堂

串席者 :佐川委員長、本平、岡田、半田、山由各委員   ■

(事務局)                   ´

三宅血液対策課長、安田ユ液対策企画官、難波江課長補佐

(採血事業者)1         .´       ■
日本赤十字社血液事業本部 甲所経常会議委員:口野副本部長|三十嵐
臨床開発課長 「    1        ,

(参考人 )       |        ‐  ■ ■     |

|   ‐倉恒関西福祉科学大学教寝      |  |  | .  :

′       、     :        リ   ー
議 題1 1議事要旨の確認              11 ‐

2感 桑症走期報告にもぃそ   ― ‐  |  | |

|,■液製斉1に関する軸書事墳につし`̀     ‐   |
4.日本赤十字社からの報告事項にっぃて       ―  ‐

‐
 oそ の他                 ■  | :

(審議概要)  ●        ‐ i        ‐ ｀l      i

襴 た菖|な書寛:|_|ょ曇裏嵩よ:蓬二::こと基九二|
‐
                  ´     |        .                 |

…     ‐      ‐         ヽ |ヽ    ‐

:感琴牢定期報告|こ?いて、事務局から説明後、章疑瑯春がなされた。
‐―

: ‐

TttI雪
雪冨l試『薦藝i:|:言襟lt蓋[1金をを,il二錘:11‐

‐ 記 のような意見が出された:     :    :   |

(血液製剤に関する報告事項関係)      .

O血 液事事の体制がしっかLJIで
すたので、逆に血液以外1庫 菌ではなぃかとぃぅ

年例が増えてきているということで、次は医療機関等であ対策め充実が必要力`と思
う。   |                  |         ‐        1

(献典件数及び甲IV抗体・核酸増幅検査陽性件数関係) |
O HIVの 保健所等の検査につぃて、何かあうたから充実するというのではな〈、ベニ

:スラインの検査体制を各自治体はきっちり充実してほしい。.        :
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テ■マとして掲げてきちんと議論すれば、献血者の方たちi=■分説明することそ通:

解を得られるのではないかと考えている。1              1´ 1‐



:√軍認腐1総轟鱚 禽毬1厨躍 itずオξl踊罪
|られればいい:が、新しい病原体が茨々 に出てきたときに、その度に献血者の了解を
とることは不可能なので、リスク評価のための疫学調査については、血液の安全性
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尼ム'FIF]「い摯十?守

了TT,摯
ヽ
1「`F11言η「↑:説Tし

Ⅲ篭雲:丸詰馘 :勇寧:よ難宮摯ヒ:花凛:ィ:)i驚お導入量僣
にもいで1,■′1"響llll轟する肇染症因キ低口11五小績の晦床諄験IⅢ姜」
及び「感琴因子俸減イ1技"導^に係る章用対効果分析の報告」について、事務

‐局から「F,Aプレゼンテニション」|こっ|そ`響告がなされた。 ||   |
|

(改定間診票関係)     |     |      1  1
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感染症定期報告に関する今後の対応について

1 基 本的な方針      ‐          ‐

運営委員会に報告する資料においてぃ、 '  |    |  :

(1)文献報告は、同二報告に由来するものの重複を廃した一覧表を作成すること。
|

(2)8月の運営委員会において、国内め輸血及びin漿分画製斉1の使用した個男1症例の

'感染症発生報告は、定期的にまとあた「感染症報告事例のまとあ1を運営委員会に提

出する取り扱いときれたしこれにより、感染症走期報告に添社される邁去の感染症発

生症例報告よりも、直近の「感染症報告事例のまとめ」を主として利用することとするこ

と:                                      1              ‐

2具体的な方法              1              ‐

(1)感染症定期報告の内容は、原則、すべて運営委員会委員11送付することとするが、

次の資料概要を作成し、委員の資料め確認を効率的かつ効果的'こ行うことができるよ

うにする。・      1                      1

・
 とゃた「資料概要,」を事孝局ギ作成し)挙付す4   11 1 1    1
③ 感1染症楽年痺響響告9,っ 、当型華撃圧旦車型独錘聾塾塾基塑及び血鯉分興型

||‐|:|‐

(2)発現国が「外国」の感染症発生症例報告tこうしヽそl‐■t国内で使用してしヽるァントと関

係がないもの、使用時期が神当程度古いもめt因呆関係にういての詳細情報0本 手

だ儡 冬        』

平成16年 度第5回

運営委員会確認事項

(平成16年 91月17日 ) ●
　
　
・　
賦
■
＝
繁
軍
Ц
ミ
Ｆ
」

一　
一・
「
＝
事
■
＝
■
■
■
■
世
一

・　
■

・
く
＝
＝
即
輝
一
製
一
＝
通
一

一
●
一
・　
一
．
．
一
０
●
Ｉ
Ｌ
一

ャ
０
刊
薬
煎
．掘
準
嶋
離
肇
菜
鮮
Ｏ
Ｋ

騨
副
や
軍
脚

↓
．

＼

」
Ｐ

辟雲
刊 ヱ

燿
」
一憂
驚
鱗

N

掘
―
‡
鷲
絆
書

椰
革
れ
澤
Ｒ
ト

Ｆ
Ｉ‐ｌｒ
‥
服

＝酔
酪
ξ

“
騨
屋
世
回
ま

■
静
〓
世
，
日

馴
悧
掏
郎
側

紀
■
飾
軍
Ｓ
照
日
ｔ

一一　
　
‘
回
　
　
一・

個
■
節
筆
〓
週
晨
理

一Ｌ卜馴町一」」



: 1感染症1定期報告概要 ■
■ |  ■  | ・  ― :

|`干零1101争F'111甲):|‐
■     .  :

革議:らi準o鳩|‐1■豊通募i諄

/

A,I研 究報告概要

今■り牢響告概琴11 ‐11・ |   :|:|・   ■ |1 1■ 1 01‐■覧表 (感染症種類‐毎) |

1ぽ年lr:警千1‐||||||||||‐|||li&]秀軍言g〒言1lT'警言

群菱覇薔め姜Lあ方|:らぃ|そ

:III』11素itti::「[I詈暑:[『::::段Ilij:i奮
■黄表を1成した。. ||  |11‐ |‐■‐11 111 1:

21二 覧表においそは1

降あ1耕究報告ltも,ぃそt

内容を添付したょ:
 ́     ‐  ■  | |

1    1   ■|  |  :    ‐
1煎甲の運営委員会IIおいて報告||たもの以
■覧表の機に当該感染差あ主要赫免鍮告あ

1 1          1   ‐
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細
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100214 2010/9/29 B型肝炎

」infeじt Dt
2010」ul
151202(2)192-

201:
1

2010/9/2`10054; 3型肝炎

Pedhtr:ぃ、ct
Dis J 2010
Mav29(5》465- 2

201o/9/29 B型 肝炎 」a n i 5 0 ( 1 ) : 6 5 ・
74 E,ub 2009
A u t  2 6

他ｎｓ

Ｏ

3

姉一じ
受理 日 番号 感染症(PT 出来 概要 鶴講

2010/9/29 B型肝炎

第46回 日本 肝

嘘学会総会:
2 0 1 0  M a v  2 7 -

2 ,山形
4

1∞54i B型肝炎

第58回●本輸

彗ぎ漁需学
M a , 2 8 = 3 Q愛

知    |

5
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受理 E 番号 出 奥 概要
文
一“

・細
榊

2010/9/21 3型肝炎

第58回 日本輸
血・細胞治療専

贄総会12010
Иav 28-3Q愛

印

スクリーニングNATのフール数の縮小効果について検討された。
日本赤十字社では血液製剤等のHaV.Hcv、HⅣへの安全対策と
して1999年7月にブール検体(500本うによるスクリーニングNAT
(AMP―NAT)を開始したoその後、プ‐ル検体数を50本、20本べと
2為欝;讐『貞̀ξ蹴蓄冒馴 嬌穂宵』孝お量換症
賄留θ詣:識‐ t篭鶴鶴諏酬饂濃
の献血血液それでれ87献血、3献車、1献血を対象にし、当該献

撥う   蠅 握鸞
20本プール/Tal―NAT(2008年8月-2009年10月1125年間)は3・

購i証奮募菱g諄鷲豪』景善鷲蟹燿慧:]
数峰;1菖薔電性譴ζ産高電界事繁y諏貧=激 乱:A「

シ|

10021. 2010/9/21 10054: 型ヽ肝炎
― : 4 7 n e w s 」|
′CN/201004

詰賢嬰靭贈よ縦鎚糧弓ジ汚賂霞薬]晰曜
33鶴轟曜尊躙 酵1繹齢鰐|
錫動島餞 鰐叩警ギ貫1動ま

2010/9/2( 炎

　

一

肝型

Jolrmal of
M6dicat
Virology
2010;82(1 ) :69-
76

露臨蠍輻 1こ射讚

8

100201 2010/0/2`
' ルヽボウィ
|レス

,OurnJ of

うoheral   、
′おいgy
!0:0191(2)1541
‐544 鋸孵翻螺I塑酬題菌詮塞隷

夢f写蹴Fll霧驚開 識:雅叩警子ど

9
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受翠日 番号 感業症 (PT 幽典 概要

一棟

●
細

‐‥献Ｎ

2010/9/2( 10064
ルヽボウィ

| レス

XXXIst
hternational

ConまeSS Of

the iSBT;2010
3un 26-」uly l,
BeHin.Cermaら、

ビトハルホワィルスB19(B19,DNA陽性血液製剤の感染性につい
て検討された。2000年以降、ドイッのウルム研究所では、供血6～
8週間後(血液製剤供給後)について、8191i対する供血者 A`'ス
クリーニングを実施している。レトロスペクティプな研究において、
受血音を次の2群に分け(A群:819ウイルス量≦10`:U/mLの血液

鱚嶋聰誂霧裁棚 詰蝠 受
血者に対して行い、全ての試料に対して、lgM、lgO抗体を調べた。
その結果、B19 0NAはB群の赤血球濃厚液受血者18名中9名に検
出されたが、A群の受血者16名にはB19 0NAは 検出されなかつ

■。系統発生解析では、供血者と受血者間で同=ゲノム配列を示
した,血液製剤によるB19伝播1ま、ウイルス濃度と中和抗体価に
相関することが示唆されると説明している。

10

2010/9/2` レイルス感
彙

tmergrng
lnfectious
Diseases 2010;
1 6 (s);  850-85t
May 2010

2009年8月にテキサ不州グラスで採取した、ヒトスジシマカにおけ
る唾 CrOsseウイルス(LACV】こついて報告された。LACVは 主にへedos tlscr●tusが媒介する、北アメリカでの小児脳炎の主要な
5瀧亀ぉ望キ響蕎離響究(席殺線麓智故勢
穫喘習:更f8奮譲 、翼綴鶏舞呉脚 冤き
譲 、驚拙 醸控曇象ち才″賃額雪幣lT覧子され

ていた

2010/9/29
ウエストナ
イルウイル

ЭDC/MMWR
2010」uly 2

i罪
全部で,3人が報告され、そのうち02人が神経侵襲性疾患であつ

[
12

10021` 2010/9/2C 0064

ントロiウイ
|レス :.:

XMRVl

BヽC
eヽwlletter
′15.201Q Aor
i 3 : l o

:,醜黎魏IT邪 暫珊
蜃                ず
oFSの診断を受けた供血者からの供血を無期限延期としている。

再費真=仝酪霧嘉騨諄嶽語喚瀧 島観壁
を現行のガイドラインで求めている。

31

100231
vt-at1
tt7
(xMRV)

― f d a  g o v / N
〕wsEvents/Ne

8霧「摯)緊鵬 茅融器 蓋島鷹績狼讐
負λ岬 妹鋼 窪お→潔響蟹恐誤了

トロウイ′́

14…
, / u ёm 2 2 3 2 7 7  1
:ml     l
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受理 日 番 号 感染症(PT 出典 概要
文
“拙枷

2010/9/2C
′ヽレー”

熱
ProMED=ha‖

201005131557 15

2010/10/2う

C‖nical
lnfecJous
Diseases

, 0 ( 1 1 ) 1 4 3 3 ■
14382010

16

2010/10/2:
アメリカ・トリ
パノソーマ
症

」:hfect Dis

201(9)1308-

13152010 17

2010/10/2( 鯛菌感染
へgonOI      ‐
F r a n c e = P r e s s o
2010/08/14 18

2010/9/1〔 綱菌感染

Tho Lanoet
lnfootious
Diseases l0(9);
597-602; 201 0
September

19

2010/9/1( 鯛菌感染
毎日新聞
2010年3月 17

日 20

嗚一，
受理 日 番号 譲染症(PT 出典 概要 :柵

10023( 2010/10/21 真菌感染

BLoS
PathOgens
6(4)t e10oo850:
2010 Aprl

21

2010/11/29
クElイッフエ
ルト・ヤコプ
病

ANN NEURoL
2010:68:162-
172  ' 22

2010/ 9/2`
異型クロイ
ツフエルト:

ヤコプ病

Medicinet
へg,ぃ。y
2010/0'/24

23

2010/11/25 100'25
異聖クロイ
ツフ=ルト・

ヤロブ病

Halmophmll
2 0 1 0 : 1 6 . 3 0 5 ,
3 1 5 24

10023C 2010/,0/26
異型クロイ
ツフエルト・

ヤコプ病

Trahsidbn

2010
Mav50(5)1003
■1006       1

25
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counries of low endeDiciry,  mosr iDfect ioos o(ur among ad_
olescents and adul6 and are atuiburable to sexual and iniect ion
drug use exposules. In 1992, the World Health Organiz:tion
set a goal for rll countries to integrare hepatitis g va@iDe into
their childhood vaccr'narion programs by 1997 [9].

ln the United Stares, a counry of low endemiciry a strategy
to el iminate HBV 61n5p155i6n I tO] was ini t iated in lgl t ,
which includes universal vacination of infants; screening of
au pregnant women for HBV, with postqposure prophylaxis
provided to infants born to itrfected women;.catch-irp vaqi_
nat ion of adolescents; and vaccinat ion of adulg who are at
increased r isk of infect ion Jl  l ,  l2 l .  To csess US rrends in the
burden ofHBV and to provide the firstnationally r?retrntative
analysis of the impacr of hepatjtis B vaainaioo, we oopaed
the prwaloce of HbV inf€crion among National Health and
Nltrition Examinarion Suruey (NHANES) pirticipanis during
1999-2006 ro rhat duing t988_1994 qd measured the.orwl
alme of vaccile-induced hnmunity among panicipans during
1999-2006.

M E T H O D S

Saudy populations and sample design NHANES is a series
of surueys conductcd periodielly ro obtain repEkntarivc data

. on the heahh status of the US populatjon. p&ticiDants are
choen using a complex, stmtified, nultistage qiling dcigl
to obtain a repis€nbtive sample of the civilian, ooninstitu.
t ional ized popular ion. Ou analyses include dlu from l9g_
2006 (NHANES t999_2bo6) and 1988_1994 (NHANIS 1988_
1994).  Furrher detai ls on the design and i-pf .- .no,;" ,  of
these s!ryeys are described elsewheie [t:, l4].

During the years evaluated, aU ages were etigible to panic_
ipate. Partjcipants wcrc interviewed ai horire and th"n ui.it"a
a mobile examinatibn center for additionat interyicws and a
physi@l examiDatiori.. Blood samples were collected for partic-
ipans aged >6 years in NHANES tgga_199a and aged >2 years
in NHANES 1999-2006. InJormed .onsent was obtained. Ef_
forb were made to ensue panicipation; respondenb wete
nomb.lly remserated for their time and uavel expeses.

Iaboratory met&odr Serum omple 6om parricipanr
age4 >6 )'ears were lested for antibody to hepatitir B corc
ant igen (ant i-HBc) (NHANES 1988-1994: Corab radioim-
muno*say [Abbon bborator i6] ;  NHANES 1999_2006: Onho
HBc ELISA [Orrho Cliniol Diagnostics]) and, if results were
positiv€, were terred for hepatjris b surfaa antigen (HBsAg)
(NHANES 1988-I994: Ausri; ll [Abbott bboiatolies]; NHA-
NES 1999-2006: AEzyme {Abbon Laboraror is l} .Srarr ingwi$
NfIANES 1999-2006, serum smplls from participants aged
)2 ytars were tested for antibody rb heparitis B suface anrileo
(anti-HBs) (Asab lAbb.dtr LaboEtoriisl).

'Defnitions. Past or prGent HBV infection wu defined as

the presence of anti-H!4, Chionic HBV infeaion was defired
at the presence of antj_ltlc and HBsAg. For NHANES 1999_
2006, p€r$ns with test f$uks posit jve for ant i ,Hgs and nee-
at ive for and-HBc were considered ro have vaccine_inducei
i m m u i r y

In NIIANES I 988_1994, 2s,733 (83.2%) of thepanicipants
aged )6 yeare were intqviewed, of whom 2J,52i (91.4:9" at
thoie interviewed) were qilmined and 21,260 (9g.4% ofthos€
examined) were test€d fo6.irnti_HBc and HBsAg ln NHANES
1999-2006, l4,lls (79.Sj{) were interviewed, 12 ,534 (94.7o/o
of those ioteryiewed) wr qamined, and 29,828 (gl ,ZVo of
q[oe examined) providcd terum smples, Analysis of vaccine_
induced immuniry inclqdrd NHANES 1999_2006 participilts
aged 72. yats tpstcd for'arti.HBs. Sarnplei for pa.tici;.nrs

:i:d 
2. t years were cotlccted starting in NHaNri t$ripar-

ticipation rates ja this agc group weie low, with sample avail_
abte ior 55.896 of 3592 ex|$ined children. In NF|ANIS, rae
and ithnici-ty is etegorizi{ as non-Hispuic white (hereaftei
"NH-whire"),  noo-Hisprnlc black (hereafter . . f r fH_Uf". t" j ,

Mericn Ame!i6n, or O3|rr (which includes all other racial
and ethnic groups, inciudi{g.Asiaas and other Hisfanic). Age
groups were 6-u, t2_!9t 20-29,30_39,40_49, 50=59, a;d
)60 years of age.

Saatinical analls6. ptcu"lenc".stjmat., *ere weighted to
represent the US populaeioil and to accouat f6r oversampl.ing
and nonresponse ro the household inrefriew and physiel ul
aminatton. Standard enorl  were elculated in SUDANN Sta_
tisrial Analysis Software ([i!earth Triangle lnstitute). preva-
lence estimates were agc-adliusted by the direct method uing
th€ age groups liiled dbov; to the 200d US iensus poputatioi
for comparisons aaoss sg[groups and bemeen swp [151.
Prevalence of vaccine-indqgd immqjry was .o.p". .a U"_
M€en (he periods 1999_20Q2 and 2003_2006. prewlence es_
timates of HBV infection apd cfuonic infectjon for lomc sub_
groups, where nored in the arbles, are basea on 

" 
.."U n*il.

of  persons with posit ive rqtt l ts and may bc ustable. ! tadt ical
codpallsons wete evaluat€d lsing a t test for li:near contr.ast
procedure in SUDMN, Nq.ldistneDts for multiple compar-
isoru were made.

FESULTS 
.

Overall piaalene of pqr' ,n.t prysdt HBV ialectiot aad

!:*7t ! 
im.munity. Tlv ptevaience of past and prcent

nreQon duug rhe period 1999_2006 was 4.g9lo (959/0 conn_
dene interyal  {Cl l ,  4.JqF5, lolo).  prewlence of .hr** HSV
infediq.was 0.28% (95% Cl,  0. i l_{.16%), which reprsents
-7-10,000 infecred persoos (95% cI, 550,000_940,000). prev-
alence of markere of vacciqc- induced immuit /  was 22.2go
(95Vo CI, 2 t.30iD-23. t%) -

Prculene of HBV infectiqn increased with age, from 0.6%

(95Yo Cl,0-2Vo-l,4Vo) among persons 6-ll fea6 of age ro
7.3o/o (95% Cl, 6.2o88.5qo) aqong ienons >60 yaals of age
(Figure l). Prevalence of vaccine.induced immunity was neg-
atively correlated with age, ranging &om 5j.5yo (95% Cl,
50.8%-56.30/o) among persons aged 6-l L years to 5. tyo (95%

CL; 4.30/*6.0%) among persoDs >60 yearc of age. Among rhe
2O0l childle! 2-5 years of age who were rsted, 57.3% (gS%

CI, 54:l%-60.4%) had test r€sults that werc positive .for anri.

H Bs; thc representativenes ofthat estimate is uncertain because
of the low response ratc in this agc group.

Age-adju ned wtimates 6f tle ptevalace ol psn.qad prasqt

HBV infectiot Thc overall age-adjuted prcvalence oipist
and premt 

'mfecion 
in NHANES I99-2006 (4.7%) was lower

theo but w6 rot statistically d.iffemt 6om lhr prevalcoe i!
NHANES 1988-1994.(s.a%) (Table l):.Howwer, among chil.
dren 6-19 yean ofage, prgvalencc decreased 6ig4ific4ntly, flom
li9% to 0.6% (P<.of). Among adults, prwalene decrcsed
sigrificutly mong rhose 20--49 yes of age, from 5.9yo to
4.6% (P<,05) but wis unchangcd amon! thosc )50 years of
age.

ln NHANES 1999-2006, age-adjued prwalcne ofpasr and
preftnt infdion wi.signifiendy higher uorg \H-blacks
(12.29o; P<.001) and Orhers (13.3%; P<.001) than i t  was
amoDg NH-whik 4nd Mexian Ainerians, an1 it ivr signif-
iontly highe r mong foreign-bom pe*ons (12.2%; p<;obl)

than it was among US-born persons (l.s4tr). Compared widt
NHANES 1988-1994, prevalence decrea*d sigrri.frcutly only
anong the Othcr (&om 20,1% ro 13.3%) and Mcio Amer-
ican (from 5, t% to 2.9016) nce od ethnir groups. No,siglnifrat
change ir w-speciftc preva.lence occu(red; in NHANES 1999-
2006, prevalence mong malg g.anilipets remaired signifi:
ent ly (P<.O0l) higher than ir  was among femaie part ic ipantr

The age-adjuted prevalene of chronic HBV infection in
NHANES 1999-2006 (0.27oh) was lowcr but not sbrisri@uv
different than it was in NHANES 1988-1994 (0.38%) (Tabt!

I ). Among childrsn 6-19 yors of age, th€te was a Tgor6 decreoe
in the age-adjusted prevalencc ofchronic infection, &om0.24
ro 0.05%, which us not starisrically signifi@L In NHANES
199-2006, prevalence of chronic infection was lower amo4g
peFoDs 6-19 years of age (0.0S%) (p <.00t ) than it was among
those 20-49 ycrrs of age (0.30%) or >50 yearc of age (0.38%),
and i t  was lower among femalc part ic ipants (0,19%) (p<.05)

th3n it was amoDg halc paiticipans (0.35%). Chronic infection
ws more common mong peoons elosfied as Other (e,98%i

P<.001) or NH-black (0.89%; p<,001) rhan ii was ameqg
NH.white (0.0990) ud Mqio Aurqi.-.s (0.0796). Chronic
infecion among fdreign-bom panicipantj (0.89%) dcce*d
signifiiady. (p<.05),. compared with NHANES 1988_lg4
(1.75%), but remained >S-fold higha than it was among USj
bcn pirlicipaa (0.16%i p<.OOl). The nunberbf chronielll"

ulfqtgd perEons identiffed in NHANES wu small; qtiniato

for somc spar*ly populatcd strau, where noted ii thc tables,
hre larle ionfidence iiiteiwls ud may b€ ustabie.

Trcnds am:ong childia in put nd piesn, HBV infedion;
Among children,'the age-adjuted prevalenebf pastand prc_
ent infedion among NH-blackr (p< .05) :iod Others (p<.01)
decreud signifrody across sureys. -The'decr*es in thee
groups, which borh had silnificurly (p<.ot) highei prm_
lence than did NH.whit€s and Mqi6 Ameriam inNt{ANES
1988-1994, rquhbd in:a narcwiog of racial rrid ethnic dis-
padtiea in NIIANES 1999:2006, alth<iugh thi differercb be_
Meen the highqt (NH-black) and lowest 2 groups (Mexien
Americans od Other).remahed signincut (p<.01 and p<

.05 rsp€ctively) (Table 2), Differene in prevaleoce betwcn
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Tabls I' Age Adiuslod Ptsvslencb of HBPatiliS B virus {HBv} Inf8ctioo, by selected Donographic chaiacterislics

Pasl d pres€nt HBViitetion Chrolic Hov llf∝10n

Table Z Age-Adiusted Ptevaleocs ol Past and Present Hepatitis B Virus lnlection among Children G-tg Years of Age, ty Setected
Denograpli ic Characleristics

NH細 に,m198← 1994
{198「1"4

P10valence

%{95%CI

NHANES 199■ 2006

PreⅥにneei

%195%Cn

NHANeS‖ |(198鮮1994} NHANES 1999 2006

No. of children Prevalence, No. ol children Proval€nca.
Sample size" with positive results % {9590 C0 Sample size" wilh pdsilive resulls 7. {95yo C0 pb
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of dgcmsing proaloe wls noted in ill racial and ethnic
grcuit but onl), the dewasc io preulenge. among NH-blacks
wis sratistiqlli sig4in@r (t<.05)..tn NHANES t999_2006,
prevalene amoDg US-bom non-Hispanic NH_blacks (9.6%)
remained higher (p{.00I) thaD r}le.pr€vatedce do.og NH-
whit6 and Mqien Americins. In ontrast, prevaleoce among
US-boin Orhers no longer diff€red from that among US-bori
NH-whit6 or Me#n Amgicans. The deeas€ among for_
eign^bon participinir 20-49 years of age (p<.05) was seen
among s*eral .acial and cthnic groups but was shtisri@Uy
signifionr only among Mcricils Ameri@s (p<.05). The
prevalcne was -l-fold highei among foreign-born Othere
( 16. l%) than i t  was among US-born Orhers (5.6%; p< .0ol) ,
a 83p that appeared ro wid4, coopaied with NHANES 198S_
1994, wh€n prevalences amodg foreign-boro and US-born Oth_
erc were 21.3o/o and 17.4oh, lcspectively.

ln aontrast to the trends aoong ybunger aduls, the prcv_
alence among peens >50 yeals of age in N}IANES 1999'-
2006 (7.7 i 95Vo Ct, 6.8088.70,6) did nor differ from that in
NHANES I 988- I 994 (2.29o; gsVo CI, 6. 2%_S.3%). Dispariries
b), race atrd country df birth rhat w€re presenr iD NIIANES
1988-1994 (dah Dot shom) lcmaincd unchanged in NttANES
1999-2006. ln particular, proalence remaiDed uDchegcd.iad.
signifiendy higher mong NH-blacks (21.7%;gSqo Cl,'tg.ZN_

-24.3%i P<.001) and Oth.is {2s:5%: 9590 Ct, il.eW+Z.tX:
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nrosr conlnxnt rnutes ofaiquii ing hepariris B.infecrion

iu rdults are sexilhl conla(.:t arrd sharing irriectir! equipnlcnt. ln
childhc'od, pcriri l tal and hcxizonral child-ro-child l.anirnission rre
lht' Inost conrrD(nr ntoilus of rrans;rission, bur tlre nrichrnisrn of
\ ' irul sFread jn lrorizonral transnrission. rtnrain! to be cl ucidatcd:r.l 

'

, SiDce l99ii \\t l . lO hrs rrconrrnended globil l trccinariorr
against l ' lB\t. and Ll; '  lhe erd ol'2Lt0d 168 courirries hiit l  intple-.
nretled or it 'rre FhrDing td irnlt ionent a unir,trsal JJBV intnruui-
alion piogrum for uetrborns. inti lnts. !trd,or adoleiscerrrs. Onl1,.7
corrntrics in Nonhcm Europe have nol ),et inplemented such a
prrl icr-Denrnark.. Finllnd, lccllrrd, the Nelherlur)ds, Noru,ny,
Ss edin, und thc Ltnited Kingdonr.' Thesc courrl iei lrrle adopred
rn ar.risk itrategy t '11'rl ing raccinrti(rr to i ldi\: i( lunls ir l hil lr r isk
of irrf 'ection.5 Tlrc sclcctite intinunizrrion srrnrcgy iD De:nrnirk
inclir i les irnnruni;tation of sltff.and children st darcare i 'enters
bil 'orc an l l lsAg positivc child js admilied. The li4-erl ical Ofllccr
of l. lealh inforrts staff and lurenls lrefore rhe taccilrrions ar*

■ ■ 11:st∴|‐11・||

'satn 
a. cmnared wirh SA0 lU.rrnl  in p)asrra frrrn lJBeAe (_ )

cl t ) lorcn. I  hrs stro\ved a 39 l i rncs higber lc\ ,c ls of l lBV DNfA in
s a l r y a  t l o D  t h e  I - l B e A g  ( + )  c l ) i l d l c n  l l r a D  i D  p l a s r n a , i o n l  t h e
f l 5 e A S l  ( - l  c h i l d r e r r  ( p  <  0 . 0 0 1 ) .  l . . t B V  D N A  w a s  u n d c r e c r a b l e  i n

: : ,J i ' . i  
f .1"r  rhe lJBe.Ag (-)  chi ldrcn ( to". .r  a"rccr ion i i in ir-SO

r U ; l n L ) .  j ( e s u t t s  a r c  s h o \ r n  i n  T a b l e  l .

^, ,  . ,1 
n 60,)?, {  50- 'S.1 I  of  s irurplcs frorn I . l  BeAg ( + )  cbi lc lren, I  I  BV

i;l;0 si.T,:I.:il'li;:"fij.:T,'iu;yinl. and in 33% (28/84)

. ._ - .  I1 l ] " "  d ru lvz in !  the  pr i red  nreasurernenrs  o f  cuant i ra r ive
liBv DN'A in plasrna arrd sali 'a .samples, u,e f,,,,;;-; i i ;;;,;relarionship bers.een tog i-iBV DNA i"'pf"r", 

",J 
Iri i*" 

"i ' ih.r rocAg (+)  c i l t td rcn  dcso ibed by  rhe  equat io r r :

)og  l lBV DN.A in  sa l i \ , !  =  -  6 .63

+ 0 .92  r in re  s  ( log  l lBV DNA in  p lasrp . r )

- , 
Th. rclariulslt ip is p.cserrLurt gr.airbicall l , onlirrg in pirr...

Supplenrenral Digiral Conrent l. trrrp:l/ l iuks.luvc",.lxitaiizl

DtscuSStON
.r; Saliua hos Lreen considcred a irqispq;si source of l- lBVtrarxrnision, rDd IJB\I DNA has been delecled i l l  saljr.a frenr

adults.'" \\;e studird paired saiir.a arrd pl,,rnu snnrnt., l io,i i  4i
cnloreo.\Ltth chroDic ltepatit js B arrd knos,n l lBeAg sli l tus, \\,e
rour io  a  j i rB j r  l c rc t  o i  i . iB i  D i , tA  in  sa l i ra  f i .o rn  ihe lJB i . i !  (+ )
clt i. ldrcrr. Of norc. rhc lcr cls of I IBV DNa *.* :p trr.. t, iufi* ;,,

i j l :  i  . ' l :T :,]"1 ],t peAg ( + ) chitdren rhrn. ir u,as in ptusnra ti. i ,rn rl ier lbe .ag  ( - ,  c l l r td ren .

_ 9rr f indings show thnt saliva ir u source of HB\,.DNA.
Assuming tltat iJB\/ DNA lcvcls rclicct lhc nunibcr of infccrious
plrlrcles,-s3ll la is a polenlirl rehicle ofspreud bfHB\.,.. Ho*le"er.
srutl ics^ of rlre iDfccri rit-y ol ' l  IIJ\; LlNa iri sali..a ,ire ti,n;rea rfuc rJracX ot slarti lbje rnirnal urodels rud ccll l ir:eS ihat supgrOn I.IBV
inlecrion. lr is kr)o$n tl ir l l . lB\i can survir.e for ar.i i :sr 7 tiar...
oursidc rhe Lx'd),. rrrcj rtrar irrfecriou rhrough tlose i;;;;;r.;;;1,;'c(rtrlact $ithii households is a conrrnrur,r:roc1e oj. tr.ansnrissicu ofl l lS\/ during cilrtv childhctrrd in high enrJcnric cou;tr;s.r. j ' i ; ;;
Itesunrtd rl lat ro these sc.i l in.!s lr irDsnlissioD Occurs ,ion) Skin
tesrotrs or -h), sll ir iu-c l) lood conturninaled ibiats, irhhough a
speclhc nalh$a! of ransd!,nr)rl crposure is rari l l , idcnrif iedi
. A significant conscm for children *ith cliionic beoaitis B
infeuion :rnd rheii parenrs, is rtre risk ,l t, i". i; i ; ,,";;;;; i ;
childrcn-.OIdcr childrcrr nrigll l  gx;rg11q1rw anriousriess ulten ihr
i l)u orltks and li,od Nirlr fr. iends. Beciuse no1 all connlries rotr-

24 c-: lt)t(t L,il4tincoti.n,iitiou,.r * ni,itt ini、■,ャⅢⅢル,ゃclbあPなどα,|プ。し″'グ・Vdu品o29`INЧlbo2s Mby2いo ",wipili t6品:1 465 `66ぃ橘″お僣ito.
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章基j糧懃鸞顧顔嗜韓萎10」ギ姜,ザ魯無晏ラ51「7ど翌Ю]が嘉雇省総詳騒‰畠とならてぃな。実
確ォ蕊g嚇な魂辣T欝濡託ITφ̈ ジ'「争■lb群鯛駅箸鯛猛也

ひ隆鰹礫嚇鐵都磐寧[蕩糧違富轟占鶴黛曇!漱森」曲慣鍵嚢急
鍼 鞭 蜘 i31鍮

'魃 警督「薇 〆→難涸 TT↑
ζ～!,f響質参イル́(Hw)41(218～80、軍3v6b(4.4■11)`再検基素は:わ

群擢ガ写獲[尋訴墨ず鍾飾語費:爾義篤2識鋏χ篤滋蘇l葡麗瀑∬
董ぜ鑽ギ1甲卵著|%'辣籍躍酸境編響l蒻鸞/瓢 鮎

ルス(H3V)oNAを 検出

使用上の注意記載状況・
.そ

の他参考事項等

十字アクレブれ/20

赤十字アンレブミン25
赤十字アノンブミン2o%静 注
4g/2omL.   .      :
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

告企業の意見
ウインレス(HBv)DNA

援葱亜晏髪畳絆ぷ拐9跳鯰 鶏

‖ 栃 鰤錮 喜
黎築解鋒菱`華螺 重」湧認計
壇り嘗下ヤ'|ヤ摯きtrや「百肇響 、すも:|

これまでの使用実績や′ッデ■ション成績に鑑み本製剤の安全性は

鶴豊尋畔雛鍛董慨醜摯騨
錯凝熾1證̀̀億誌ζ樹糧魂義層建酔キ1黎|キ
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si nlultrneous screenilg of all three viruse;. l l le No assays
cur renr lv  corDr ) te lc ia l l y  ava i l Jh le  a re  r l )e  ( i l ) i fon  p l lO-
(:t.ElX Utllt lO assay (Novatds Diagnosrics. l i ineq,vil le,
(lA) aDd rhe l loclre cobas NlPX assav (lkrche lr40lecular
Sysrenrs .  l ) le !s tn ton ,  ( lA) .

' fa i \ r 'aD 
is  Jn  en( le ' ) r i r  r rea  fo r  H l lV  in fecr io r r ,  n i r l r  an

l l l l sAg sero l ) fe !a lence o f  17 .3% con) l )a red  rc  4 .4Vo fo r
HC\r' lrrd 0.01296 for HlV.r Adoptiorr of arri-hepariris l]
core anrigen (Hll(:) screenjt)g l lrar corrblates $'irh HllV
cr.,l)osure. ir) lr lar\, l(n{.1)revajence c0untries, resulted iD
tl)e (lefen al of onlv a srnall t lunrt)er of donr)rs. Hoh,ever,
adcling this safeq, nreasure in lbii{an, wlter€ anrj-Hl.}c
seroposiriviry is relx)rred to be l6% ro g0% in'Ihe geDeral
irallr larlon.rJ rrr,rrl d t)efer far too ntany.othcrwise acce.pl -
ab le  dor ro rs .

Ia.i\ran lras irt l) lerleltted wirlespread HtlV vaccina-
tion since l985 and atkrpred.third-generarioh lJBsAg
I>bod scrreening rests to l imlt HBV irrf i ictions. None-
rl leless, one siirdl 'rcported .t lrat ar least 37ir of the
pol)ulation carrjed occrdt HB\t and.hence transfusion,
tmtrsntitted Hflv ( ' l- l lJBV) irrfuctiorrs sli l l  occur under-
strrring rlre need for irrldit iorrlr l blood safety nteitsures.
\t'ang ald c;oworkers; estilUted tlrat al)proxjlltijtely
0.02% of do|ared blo(,d it) lbiwD could trarrsrnir HllV
.rnd predicred rhe HBV NA'l: yield to be 20-fold higher in
lbih'an rhm in low-pfevalenr'fbgkrni such as rhe tJnired
Srares, A more recent study6 shbil,ed the rate of transfu-
sion rransrDission trf HliV in l 'ahvan ro be 7- to 40-fold
h iglier than' rhitr oltserued,in low-prevalen<;e coul)l l l ies
n.ith aPirroxirrrarely r).1% of the transfused recipienrs
acquiring 1"1'lJlJV ' l 'he .san)e $tddy showed altat even
srrle vaccirrared childreli wirh kiir '  lerrels of anti-HlJi
rlevelopecl Hlw vilernia l loirtransfirsion, highlighiing rhe
cbnrinued thrcal of:l ' lHlrv degplte the use of iensitive
HllsAg blood screerring ar)d l)i le than 20 )'eas of Hllv
vaccinatirrt.!

\\4ri le nron\, tecenl elaltratious of NAI' syslerns iD
Asian populariorrs lrave denronstiarecl rheil i) l inical ur i l i t l ,,
esi)eciallv for HR\4s rr each couniry un-denooker,aluations
of NA1] given ihe coilrplexiry.and cosf of NAl; in irs orrrr
,setringaud deternr'ueti u'hich rnultiplex test is.l)csl sri ited
lo  t l le i f  c i rcur ) rs lances .  A  recent  p i lo t  s lu r ty , : ,  o f  rn in ipoo l
N{ l  s r reen ing  o f ' l J ih ' i l t ) cse  b lood dr rnors  h i lh  an  J l te r -
rr;rrive technolog), shirurcd vield ratds 0. t0 and o.itt,yo f,rr
HllV and H(--\4 respeclivel\ ' , rhat irere higher rhrn rhose
0l)ser\,ed ir ' l lr)r)g Lor)g.3

. l 'hc objer:t it 'e of lhis iru(l l,\!as to eli i luare- l jofh tl le
PcrfcrrDrarrce of t lre lJltrio aisay orr the autonlaled 1 lC;l i lS
Sys te tn  undet ,  s ta r rc ia r t l  r rPera t l0 Ia l  ( f , ln ( l i t i0 r )s  and i t s
rl i j l i t f lo;identif l, infe(:t ious.units ln serr)negarive l ir i\1,ar)-
ese blrxrd doDrtions (1,iekl). A seCrrrl lar.v olrjectirre was ro
tlerernrine u'hir:h rrrnfigurarion tif r lte t.Jlrrio assif)t iD(li.
r ' idtral dorror t€sring {' l t) l  ).or nriDiprxrl of'q.l ' \, l l)1) rcsrit ig,
trlrrrld provide tl le ',1)rinlJl aonlbinati(tn. of ol)ertt ional
r f l i t  ie r ie t ,u r td  l l k r r rd  sa fe tv  in  la l r r ,an
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.  MATEFIALS AND METHODS

PBOCLEIX ULTRIO assay
' l ' he  

tJ l l r io  ass ty  i s  an  in  v i r ro  Nn l  u l i l i z , ing  tmr rscr i l ) r ion-
rirecliared arrl l i f icati0n for t l le qualitati\r rletection of
HIV-  I .  RNA,  H( iV  RNA,  and HI IV  i )NA s in ru l raneous lv  in
lrurnan plasnra. 1'he rechnology lras beerr ; lreviouslv
c lescr ibed. ' r  ' '

Ana ly t i ca l  sens i t i v i t y

lb verify rlre arall.r ical ierrsiriviq, for delecting l l l \r l,
HC\( and HIJV dilured paDels of \.\,tnld l lealrlr Organiza-
t ion  IWHO) iDrernar iona l  s tandar r ls  tH IV. l  l lNA ln le rna-
tioDirl Srandard 97t656, HCV RNA Inrernational Sti in(ia.r(l
96/7.91.1, nnd HIJV l)NA hlernarioDal Sralrdafu 92l746)
r^'ere. tested. l 'he \ryHQ irrtetnarional standards rrcre
otrtaitred froDr rl)e Narior)al lnstirure for Biologicrl SraD-
dartls aDd Control (Nll lSC, Herrforclslrirs, UK) and l)anels
u,erc Prel:cred i lt Acrolrrelrix {l}ei)icia, CA). bv serialty
cli luting rhe lrspective slalidar(l rt ith nonreactit e lruntan
Plasnta and storing aliquots at:Bo"C. l:oui se$ (,f eatj j l
wHO srandard ;ranel uere prefar?d and tejtcd, e)rh sct
fixlsisting of eittrt corrcenrraricrrrs, wirlr eight rell l icates of

' l .5.rnl- alit l irors for ea<Ji cohcentration. l ' l)e arallt icat
iatrges for ea(ll \4' l lO starrtlad r{ere as follows: 0.23 ro
:l l) l l .J/rnl- for HO4 0.78 to 100 lt i/tnl. for:HlV-1, und 0.31
to.10 ltJ/tnl- f(,r Hllv n l iquols wefe store(i froz-en ar -20.C
until resring. Eighl replicates ofeach conceDtration rr,ere
tested on eacfi of rllree differenr days; to give a roial of 24
replicares for each <ii lution of each virus. Arr atlcl it joirul.
eight rcl)l icates of all ooncen-ttariorrs $,ere tested rfith the.
PR()C! .E lX  H lV. l ,  HCV ar rd  Ht tV  t l i sc r i l r inarory  assays
tdHlV l,:dHCV dHBV) on a fourrh (iay. n probit:starisri(;al
nrodblri rr€s aplj l ied ro tlte analyticat setrsirivity dua and
the 957o linrit of cletecrion (l-()D) u,as calcuti ited f(r, the
lJ l t r io  ass i l y  and t l re  d isc r i rn in r ro ry  ass i l \ ' s .

.Operational pertormance

Svslerrr rcliabil jry r,as assesscr! !)r cotDJ)uiing the t(it6l
sar]tple invit l id trre, t lre fajled rurt rate. for l)orl l l l)- l and
Ni l )4  tes t i r rg .  an( l  r l te  t ) r ) t r - fe l )ea t rb le . tear : t i ve  ra le .  A  fo l i l l
r)fn\rr reagent lDilster lors rr,ert used it) (i4 Iesl runs o\,er I I
rr 'eeks b], three 0l)erar0ls. t

Assay reirroducibil i ty

S iS I i l l - to .cu to f f  {S / ( :O)  r  a l io  resUl rs ,  i r rc l i r t l i r rg  r l rc  r r re ; rns .
stan(hfd deviations, and rleffir ients of Varjatir)n ((j\ i);
frrrrr: both assay contrirls artr. l r iral r:alibritr im, ri;ete':rrsed
to lssess assay reli l)drrcil) i l i [ ,. l)nta !1,ere titkeh ftrl i  r ltc
r:ourine tesiing-rut)s rlr ly and ditl nor irrr: lurJe prirl iciency
runs or fuDs of t l le \\ i l lO stitndrr(ls. l) i la r1'et,e scllafti lely
rrrl lected fot thc trr,o i lr i l ler lots u\ed irr t lre strrdri rrrt l r lre

istion, dnd s6quericing.
AESULTS: The 95o/. limit€ of:delection in tulmL {9S%
gontidercb interval) were as loljows: human immurcde:
f ic iency virus Type 1.(HtV.1),  1g (12-34);  hepari t is C.
virus (HCV); 4 4 (2.8.8.9);  and HBV 6.3 (4.4-1i) .  The
relest rates wer€ OS5./"  for tDT and 0.330/" lor Mp4. No
HIV ot HCV yield cases were found, white thefe wefe
12 potentral  HBV yietd cases. nine trdm tDT and three
lrom MP4 testing. Eleven.of lhim were succelstuily ,

genotyped as 82. Ien Ot lhem ,eturned fot follow-up
and mGtry.were delermined As occutt  HBV infecl ion
(OBl).  The IDT y;etdiaie ol  g in 4210 {0.21%) was tour
lold.grealer lhan the MP4 yietd rale of 3 in 60g0.
(0.05%; p :  O.o5).

CONCLUSION: Th€ higher yietd rale tor. tDT versus
MP4 dernonstGtei the benefit io impiemenr a moie . . .
sensitive NAT skategy in regions havjng dgnilicant OBI
Carr iers SUCh AS Taiwan.

AABREVIATTONS: ( i  = ( l isqinj in i l r (ny i l i l1\4 l lCV t i i l \zt  assa\,) :
lDrf  ' .  i t rdjv idual do[or (esdtg; IOD(i ]  . ,  l iDir ts) of t lerect iorr j

f l l '4: :  l l r in ipool 9f4r OiJt(6) .  orf ,xr i t  t rep;rr i r is B vi i l rs
i t r fedioDts);  qPCH . ( l i lant i rar i |e p(,1) lDefrse r l la in fe!ct ioi l ;
S/CO - signal 'k!C[roff j  l " i f  tBV* t faDsftrsidn-rra[sn) i l te( l  l l f j \ / :
V\rll = wirr(low Deriod;

Frotn t l re lhi l te i  tJ lood Cjct l rr f ,  I ; r i \ \ , in B]txrr l  Serr, ices
Fournl i r ior;  l r rsr i rute of IJ ir jcherl isrrr  arvi  V,, t" . r t r , , :  t r i . , tugr,
Nnt i ' ) i la l  yang A, l ing t ,0ivershy. taiD(i .  t?r i$,arr:  ar)d rhe l )eparr
nret 1t  of  I  henrat ok)g\ l  Ihr ivcr s irv of Ca nr lrr  i  ( lgd- Can] bdi lge.
l , K .

' iddn's 
n:pr int  tvqucrrr  r , r  Su-lrn I  in tst i .  I )hl) ,  

. tai \ \ .aD

l l l (xxl  Spfr iccs Fort l ( tat i r t t .3t j ,  \ { ) .  3.  \anhi i  H0a(1, Ini l )c i
|  0q. lhhf aD: e.Dtai l r .suJen(i$l ; t rx l . r t r .g.r \ , .

Srppr)f te( l  l )v the l i i t r t i l  l l l rx i { i  Serviaes Frrrr tr lar i rrr
tesear$,Prrgi"n.
'  Hrceived for I l r l ) l i iar iu[  At] f i l  S, : .1(,( , t t j  j .et isf t rr  receirer l

hrne 1212009. rnd r( .cejrrcr l  [ rne tZ,2U,r.  ,  .  -
doi :  t0 I  I  I  |  / i . ,S: iZ.?9: iS.: l r lu j  ( ,3: t-)? x

.  rHiNSi:r ,st0N :oto::dr:r i5 ; i
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(,|)emrorc gave consisrertr and rel)lnducible results (l i , i t l l
no significanr differbnces) for the reacrive conrrol sl)eci-
i l)ens [(lata not slrrnln).

Operational perlormance

A to ra l  o f  42 tO donat io ls  in  lD l .and 6080 ( ionat ions  in

,l 
5!0 l)ools (,f IV p4 rrtrc restecl witir rlte tJlrrjo assa)r on the'fl( jnlS 

l)lalfomr. A sunrnrary of rhe resljng dara is slrou,n
in l i l) les2 and 3. 

-l 'h€ 
non-rcpeal.reactive rates u,er:e

(t07% foI lD'l '  and 0. t:Jolo for Mp4. i lrere rrere 23 invalid
resu l rs  anrong 4210 s l )e t i rnens  tesrec i  lD . f  ( t ) .55o/o)  a r ) ( l  5
i r ) \ ' r l i d  rcsu l l s  a r r r0 r rg  r l re  1520 poo ls  tesred  (0 . :J3 , /o ) .  A l l
ir ltali( l re(ulh u,cre vali(i rnIen r[e tesls \rere rei)eated.'l 
hq. retesr speciDten rate of 0.27%1{as n)ostl), a result. of

assr )  l ) i l ,Cesr ing  er r ' ) f s .

Seronegat ive  donor  spec imens tes ted  in  IDT and
Mp4

Iesling fesults for 10,290 (loltor sl)ecitnelts ltt, seroloet,
i lnd l)v Lrlrrio assay in l l) ' l  (4210) an(t in l\{p4 i(;(Xt0t a;;
s,)(nrn in lr ig, lA. Noae ofrhe NAI:only-reactive sallples
\ i  e re  d  i sc r i  rD ina ted  as  e i t l re r  H IV  o f  HCV AtnoDg t l le  4  I  79
setoDegalrve sl)ecilreDs rested jD l l) l l-0\;ere Ultt io assav
r€active. Six ofthese \fere discrjntinrted as.HllV while four
\1,e|e not)reaclive irr discrinrinatorl, resring. . l. l)esc 

l0

specinrens u€re nrr.ther aralv?ed; 9 of i 0 h,et.e f(,uDd to tie
positive for HBV bv alrernaliye p(jR, vir.al load, orgenoql).

. . ing and n'ere rcgarded as.porenrial yield cases. I. l ie resuirs
are surrrurarized in Tirble 4. I irr clonor IDT-49. ir rr,as con-
s idered  an  i r rc le te rnr i l ra re  resu l t .  l l )T .A9 h ,as  i t ) i r ia l l y
Ulrr io ass:y reacrir,e but Do Hllv tt(.]V or HtV nucti ic acid
detecrable (datc not sl)(tri l)). Anrong tlre 6044 seronega-
trve specirlreDs in I\1p4,-rhrce \rcre reacti ie i i  the Ulrdo
assay ancl were atl discfiminared as HB\r a:rd were also
reacrive irr rlre N(;l HltV Ultra()rral assa\1 

.l. l tese 
rhrce-

sirecineris r{erc furrher srudied !a porerri ial yidlr. l cases as
surnnrarized in 

' l ' ; ihle 
4. lD toral, rhet? rlere l2 porenrial

1;ielt is cr.ses, nine froti) lDT and d)ree hotD ltbl. . l .hev

r^,ere benreer),rges of 30 and (i:.1, wirh equal n)ale-r(;.
ferrule ratio.

Follow-up study ol potenilal yield iases
Arrrrrlg rhe l2 ;xrrenrial yield cases. l0 (ionors joined in
the follorv-uP 3fud)ri results.of rhe satrrples are l jsted in
l 'able 4. All index sanrples lrit l  _follorr" r:p sarlples,n ere.
anri-HBc Dosirive, e;cepr rhe indix sarrrple bf clonor M I>4.
n 3. f)onr)rs tf)1:A I and I l) 'T:43 hecarrre HtlV DNA negc-
tive a few titonrhs after the iddex donarions. .

"l he cotDbinarion.of rnolegular and serologic Ini|rker
data allou;s furthel definirion.of the diagnostic l i irar of
Hllv infection (' l 'ahle 4). 1'lre presence of atlt i- jHUc:in all

111:
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NAT BL000 scREENING IN TAIWAN YANG ET AL

e x c l U d i n g  s U ( J l  d o n a l i o D s  f r o D  r h e  b l o o c l  s L r p p l y  i n' l i i r r 'an. 
is i l l l )ortanr .s ince i t  rms cienronsn.ared rhi t-rhis

r l l r e  o f  b l o o d  c a r r  l l e  i r r f e c r i o r r s  l t r i r r a r r s f u s i r ) 1 . c  ;  ? 1  l . l l e  l  i s k
r r f  H  l l V  t  r a r r s l r r i s s i o l )  t r i l l l  t l l c  a n  r i .  H  l l c - . . a l l n e . '  l : l 0 o d  h a s' i :eert  

re| lorred ro cover a wicie range (0.4%-90%). tr)  con.

l ' : N r .  l n  
f l  J u P a r r e s e  s r u c l l , .  r r o  c l 0 n a l i o r r s  c o n l a i l i r ) g  l ) o t l l

Hl lV DNA an(l  anr i .Hl ls u,ere found iDfect ious t l r r .ough
rf i l r lsfusion,2s However,  a recepr rel)ort  nor i t  S6, inia pr:e.
senle d nr,o ca ses of H l lV t lansnrissku b1i rra nsfus ion of a n
ORI uDi i  cot l tninihg toh, levels ofant i-Hgs.32 Fulrherrnore,
v a c c i n a r e d  c l r i l d r c n  t l i l l t  l o w  I e v e l s  o f  a n r i - H B s  l ) u t  t r l a .
r i le ly i tnn)un(,(  r)r)rprorrr iseci  al) ] )eare( i  to tro ru"."pr i t r i .
r o . H l l \ /  i n f e c t i o n  r f l e r  r r a D s f u s i o n  n . i r h  H t l s A g . n e g c r i t e
blool l  prrrclucrs.c I  herefore, oD the bar js of  t  l res*tuc- l ies, i t
i r l ) l ) e a r s  i r ) l x ) r r a r ) l  f o r  l r l o o t l  s a f e n ,  i n ' l i i u , a r r  t l r a r  r o u f  i r r e
Hl lv NAT be inrpieinenred in.  adi l i r io i l  to rhe cru.rdr l
l l  l l s A g  s r  r e e n i r r g

. ns.sly perf .)r l tAl tce c, tar, tcter is l ics are cr i r ical  t0 rhe
i n r e r c l i c r i o n  o f  I o r e n r i a l l l ,  i D f e ( . r j o u s  c l r r n a r i o n s .  A  t j K
rnodel,  adiusred for rest and proiessing errors, t -evei l led
that 22a/o of thc r isk of rransfusion.traDsnt i t ted i rr fecr i t r ls
i i t lc lu( l jnt  Hl iv;  HC:\4 r | rd Hl\ / )  u,x5 1; i*  rcsui l  ( , f  iesr f i i i l .
ures aDtl  operat i r l ral  etrr l rs,r : , t rnderscorirrg rhe neecl f i l r  a
r ' r h t t s t ,  r e l i r b l e  s ( : t e e n i n t  i l s s a y  I  h e  ( J l t r i o  a s s u t r  i r r  r r r r r
hirr( ls f ] ; rd f  xrr l r  a l rnt  i r ) \ , r l i ( l  tesl  we of O.Z7vo 

"u, l  
o Inr^,

() \ ierul l  Dot)- fel leatable-feact ive rate of 0.()7?a, for l l )1.  and
(l . l : l 'n,  f ( \  l1 l)4.  lhese chi l r i r ier ist ics.  along rr , i th i ts high
issry ssrsir iv i ry nr ic l  sper: i f ic i t r , .  Proi ide a si i iable sl ,stcin
ior '  11;q11 1,,r  sr leening of t l te l r l r rrd su1ryl l  ln Jbiu,an.' l  

he rDos( r :r i t i r :al  assay attr i t ture for derecl ion (r f  lorr ,_
l€lc l  \ i retnia is analtr icr l  ser)si t iv inl  Our ei ,aluat iorr
sl l ( ) \ l je( l  lhe lJ l t r io assa1, to l )e highlv sensit i i ,e r i i th g..r : , i
l . O l ) s  r r I  t n . 1 t ,  { . : i l t .  a n d  t i . 2 l l  l U / D ) l , f o r  H l \ , - t ,  H ( : V  a r ) d
I ' l l i \ , i  r c s p r g 1 ; 1 . e 1 y .  ; i r ) d  i 3 . 9 7 .  l l . 5 4 ; a n d  t 2 , r x  t t , / r r r i . f r r r  r n e
rcsl)e(:r i \ ,e ( l iscr in) i turr)  r . \ ,  issrys ( '1. : ib le I  l .  

. l l )ese 
r:asUlr:s

i t e  r ' o l s i s r e n r  \ r ' i r h  r h e  ( l a i l ) s  s l i r i e ( l  i n  t h e  ; l a l k a g e  i r i s e r t

( l ' l l o ( j l  E I X  I . J t j l  R l O  a $ s a \ , ,  I ) a c k a g c  I I s e i l  t N O t 6 T F N  r e r :
2 . 2 0 0 . 1 .  ( . ; e I - l ) r o l ) e  l r ) c . ,  S a D  D i c g o ,  ( : A )  a r r d  w i r h  r l r e  f i r r r l .
i l ) g s  o f  0 l h e t  i D ! e s r i g i i t O f s , ' r  r l r  r 5

\^/hi le i l  t1 'as ( icrnonstnted r l lat  lesr ing iD l)hst))u
pools of snral l  s izes u,ns esserf i ia l l ) ,  as eff ic ie; t  o.  i t ) . t '  fu,
Hnrl  and-H(j \4 l )o(, l i r jg. l iad a subsrani i i l  inrpai l  oi)  rhe

. ef f icacv of dereding low.level HBV DNA. Resulrs Dre-
s e n r e d  i r r ' l i b l e s  3  a n d  4  s h o w  r l l i l l  P r o l > t r . t i o r r a l l y  r D o r e
HIJV l)Nn-lx,sir i re sanr; l les u,ere ic lenr i f ied arrrrrng l l l lV.
crr l  aini l rg ( l ()nar j0ns in ID I '  ( t i7.9%) rhan i I  Mp.l  ( f ;?.9,2").
Our srudy lxn ides an (4r lJoftu; i ty to deternr ine the di i -
l r ibut ion of co4rrrrdgtt l .  anci  c l iscorclant blood dorror
salnples l )enreen r l le nae l l ]n in H BV tests: .HBsAg and lJ l lv
l ) N  .  A n ) o r 1 g  r h e  H l l \ L r : o n r a i n j n g  ( k ) D a l i o u s .  t i : t  i A e n i i .
ne( l  60 { ivo posir i r :e fsr horh Hl}sng cnd HIJV l)NA, t2, l ,zo
Hl lsAg onlv,  anr j  27.370 l- i l rv l )NA oDly rr ,herdas lr , i l )4 iden.
I i frc d 57.2va po5 iri ve frrr: $1rth H BsAg an d H BV t)NA, 32, I,.t6
H l)  sAg onl l i ,and t0.7olo HBV t)NA or) l \1 

. l . l ) is ( l is$i t)ul ioD, js
sirDi lar to the ( iara i r j  our l ) i .evious studyr,  (5t j .6.  26,8. : rnd
i  4 ( i ' i lo,  res pecl ivel)  ) .  Al thOugl l  ths 1s,9 lesl ing p()pUlal ioDs
lr  l l i ls srU(lY slrou,di f fefpurr HlJsng.reacl ive tJrcs (0.57,) i
f r ' r  l t ) i  rnd i ) . . i l ' r i ,  f ( i l  l r lF4),  r l rey Jre r :or rr iuch <l i f fcr i r , I :
( :or)r l ) i red ro rhe 0.48% t.eact ivc rare of lh ih;a[ese donor
l)ol)ul i l r iot)  i r )  2(X)7 ( frot) i ' l : r i \1at)  lJ lo.)( l  Sefvices l : ( ,ut)( la.
l i r ) r )  ! n r ) l t a l  r e l ) ' ) r r  . " 0 { ) 7 } ,  I  h e  d i s r f i l ) { [ i o n  o b s c r v e L l  i l ]  a n
n fea l ike |  i l  i r1,rD, h.here HIJV ( ier)or),pes l i  ancl  (  )  I  re P reva,
t e r r t .  c o n s i d e r : r b l t ' c l i f f e H  f r o n r  d a r a  g e r r e r a r e d  i t )  C l 1 J 1 1 a .
\Vesl Aft ict ,  s,hcle CeDotJlpe l - :  is preyaler)t  ancl ,  restcd
hir l r  .he ( larDl)r i ( l te ql l i l l l  used i i l  r l ) is sru( lv,  l l , t .o/o of
': ' l l l] ' l*,tl:.I: lll]\^8 i'nd HB\rl)NA posirire- 604 Hlts;\e
0 I I v ,  a r ) d  l o ' l l  l ) N A  r r r r l v . a i

Adcl i r ionr l lv,  t l re dir I f l  i ) resrrtred in l . : r l : le5 surgesr' ' t l r J r  
s o n ) e  H l J s A S . l n ) s i t h , e  s t n l l ) l e s  r t r v  . u , r r i - r , ,

exr iernely lo\r  level t ) f  Hl i \ i  t )NA,.betorv rhe i .Ot) uf lnrn:st
; r s s t ) , !  c u f r e r t l v  a v ; r i l a l r l g : f o r  l l k r r r c l  r e s t i n g .  1 ; h i s  l r r  k  o f
s P l ) s r l r v r t y  \ r ' ) U l d  l ) p  f ( r r t l . . | 3 r  c o r r r P r r r r r r t l e d  l r t  i r r t \  l e v r : l  o f

l)oolirrg. Sevet"l oprions can be offerecl fo addr"ss lhis
issue in addirion ro lD-f-NAll such as extacdon frorn
larger plasnra volunte or concenrrati(nl oft iral parricles by
l)igll.speed centrifugation.rfi j \fur,errheless, (lara of our
sru(ll,r leDtonsrrrte lhar. at leasi fof rhe tirrre being, Hllsng
ancl HI]\r l)NA screeDiog are conr|lenrer)lar.y and rhar
brrth are bene6ciul frr rhe blood saferlt

Or )e  j l tPo i la r r  i ssue fo r  NAI ' i s  the  co t r f i r r r ra r ion  and
(:lrarlcreriz.ation of I ' ield cases to ap1;rolir iarely iufornl rlre
i [ ) l ) l i ca red  ddr ]om.  ns  sh0wr)  in ' l i b le  4 ,  t l te re  a re  th ree
<r rc r :ess ive  Ieve ls  r r f  su l  r I le rner r ta r l ,  tes r i i rg  t l ra t  car r  l re lp  to
acltieve this goal: I ) alrerDarive NA-l irssir! 's for HIJ\/ l)NA,
2) detectioD.of orher Hllv serologjc ntarkers lo refine rhe
l { l }V ;n fecr i r )n  ) ) ro f i le ,  and3)  res t ing  f ( ,1 ) r :n , . r r ; l  sc r lp les  ro
reach a suirable dirgnosis. To rrrify poletxial (HBsAg.
neg i r r i vc ,  NAl  repear . re rc r ivg)  and l j r r l r r l l l e  (HBsAg.
De€arive, NAf.trafi ive, and alterrrarive NA"l:reacrive on an
alternate sDecirner)) ), ield cases: rve sul)jected indcx
:anrples ro nrr,lecular Jnal),sis and ge-nonltin! ancl u,e
tested follt iu,.up specirtreds hor)r l lrese donors t\, ith six
rl ifferent serologic rests anri rhree alternarive NAt.assays.
Parrs r)f rlre HllV genorrre {l)re-c(,re, 1:rr.S, an<j S) aloirg
,\Mrlr fhe full gen(inte \rrre antpli6ed iD ltost index casis.
All ) ' ield cases u'ere (;enon,lle l l2. \\ 'hich is lhe l)rcdontj.
naDt genorype in 

' l :aiwan.l; 
l  he qualirlr ive NAT (NGl HBV

tjltra()ual) udih a 93y" l-OD of 0.9 itr^nL cteteciecj HBv
l jNA in  fo l lou .up  spec i r r rens  f roDr  9  o f . l  I  Io ren l i ; l  y ie l ( l
drinors, rtherca.i a (luanrirarive NAT wirh a'I.OD oi
100 lU/rnl lQuest l) iagnosrics) \^'as Dor al)le to quantify
t)NA in any of the foll iru'up-sliecit:rer)s, alrlrorrglr ir
rletected. an HBV signtl in six dororc (dala not shi,\^'n). A
thnd higli ly ser)sjrive quat)tirrri ie NA:l.u,irh a l.Ot) of
20.ltJ/mt, (in.hduse PC:n, 0arDbfi(tge Llniversiry Labora-,
to r ies ) ,  oD ly  he ing  used fo r  tes r iDg the  index  donar ions ,
firund HBV DNA lerels ranging irrrn less thon 5 ro.4B lU/
t))1.. und€{sadriDg rhe ;rssay sensii iviqras a defining factor
for rlre derecti irn of DNA iD rhase lou'-level sDecjntena. ln
ar ld i r i r rn ,  r resred  an tF l i f i ca t i ( r r r  o f  n ru l r ip le  reg io r rs  o f  rhe
HllV genolle after ccrrcenfrarkrn l)v ultraceDtrifugarioD
protecl to be rlte rnosiretiable ancl sersit ivi rnetl iod of
utttf irrr 'alirm (' lr ibie 4). I 'hese tlata i l lurrratg i lr. rree.i fr ir
It l tertiative NA'l 's hilh lr igh assa\ serrsirirrir) in con6rrrrirrg
the  presence o fH l lv  DNA in  d inar ion  sarnp le<.

l 'he seliconr,ersion of HI)sAg and/or orl ier HUV
nr : r rkers  in  a  donor  u ' i rh  a  to ta l l y  seronegar ive  index  dona.
l ' irnt (l istinguisltes bet\lren \\tp irrfecrioh ancl olher djrg,.
noses. In ('a( . lvl l)4.43, nl)ri"Hllc.is derecued after g
r ) to r t r l rs  (  lb l ) le  1 ) .  l ] { ) r  l l  H  B\ r  l )NA : rn t l  : r r r  r  i .  H  l }s  leve ls  a re
kr r i l tn  to  f lu r  ! t ra te  i t r  sorne  cases .  Hc le ,  exrn iDk :s  i r f su t . l r
f luclu;tl iotts are stien it1 Cil$es fl) ' t:AI uncl lOl:A3. ,

' l  
be HBy yield mle for rhe lt) ' t '  U lrl. io assay {0.2 t %) irl

l l iu'an rr'as rl lorrt f ir 'e t irnes higher rharr u,as obserred in
liollg K(irtgsral)d n,as 10. ro t(X).fold higher rhan.rePorretl
ir) ci)uotries sil lr l(, i{ Hl}\l prcvil lerrce.:l 'he I 2 yit i id cases.
| 0 of u'hir:h _u,ere vgrif ied hy NA:l ' rear:rir. in, in 
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医薬品 研究報告
‐
調査報告書

第■報入手日

201017.8

新医薬品等の区分

人血清アルブミン

研究報告の公表状況

,清原由起:高野智子j
=善陽子,位田忍,田尻仁.第46

日本肝臓学会総会12010 Maソ
販売名(企業名) :購写祓 熙 諧簸鶴 |

frt*r p/:>zo(F#*++k)

鷺:銭跳監蠣鎌霙濃彰夕驚穏蹄r腋毅緒停甕澱禦鷲諌資臨装ダ:管鰺摯臨聰甚療セ

:卿難 糞蘊 場蘊 鳳価 は
欅盛界19,(578%)、各子感染6例(ま90/o)、輸ェ5例(4つ%)、水平感染31例(30.4%)、不明

鰹躙彰疑聰鶴 、こく鍛 t箋惚:唐J」:i聴鶉磁憲享懸顔Jぼぶ:が裔
二¨  ̈  _          こ 例と変イヒなく、父子感染は増カロした̀ 母児感染のうち胎内感染が16例、予防処置実施中あるいは実施後に|lv感 染力■iダした症例が2'例で〔現在の予防法で防ぐことぷぞきなかった症例

」31賃 響り11里2E空 11ビ 、i堕 役置の不完全施●や未施行にょるもゃが8例(157%)存 在した。父子感染や水平感染の症例でHBワク

:   奮 11督嚢1轟麒藁島覇膵を基ざ恙
糠雛禁曜鶉 撃;逸:な減象契ゴ赫重「灘諏鸞灘塁:場蒲習麗翼電麟 仄

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
赤十字ァルブミン20%静注
4g/20n■LI             I
赤十字アルブミン20%静注
10g/50mL
赤十字アノレブミン25%静注
12.5g/50mL         I

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 今後の対応

写専,■怠 罐酸鍛骰夕流干
紺 殺臨躙躍蹴蕊I:滅型9発議
至路瀑嘉銀ヌ慧短灘髪βきな:喩》
猿渉特下

あ,|■響調し下■牢争■讐保今れ'やと考

鶴鴛馨躍ξ臨 協疫螺 辮
貸齢撃雅6て:結る鶴    ■ 摯彎
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Wichmann et al., 20081. The genotypes 3 and 4 strains
are considered to be zoonoses [Meng, 2005]. An HEV-
related agent, the so-cslled avian HEV, has.been
detected in poultry but it does not seem to cause human
i nfection IHuang eL a]., 20041.

Since lhe initial discovery of swine HEV in the USA
[Meng et al., 1 99?j, cases of HEV infection in pigs have
been documented worldwide fMgng, 2005; Dalton
ei al., 20081. Previous studies have shown the genetic
similariby of swine and hdman HEV [Wang et al., 2000;
Kabrane-Lazizi et al:, 2001; Huang et al., 2O02;
Nishizawa et al., 2003; Takahashi et al., 2003; Yazaki
et al., 2003; I jaz et aJ.; 20051, and have reported
experimental cross-specied infections from humans to
pigs or from pigs to non:hutnan primates Meng et al.,
1998; Halbur et al., 2001;.I'eagins et aI., 2008; Ji et al.,
20081. All of these.firidlngs sugg€st that pigs'are
reseryoirs of human HEV. .

Epidemiologrcal studiqs have revealed that HEV
infections in pigs are ubiquitou's, and that pigs over
the age of 3 months have a high seroprevalence Meng
et al.; 1999; Huang et al., 2002; Banks et al., 2004]. HEV
shedding in feces has been obsened in pigs of all ages,
but is more frequently obsrried in 2'4 months old pigs
as ompared to slaughter-age (6-month old) clr adult pigs
[Meng et al., 1997; Yazaki et al., 2003; Cooper et al.,
2005; Fernandez-Barredo bt aL.,2006; Seminati et al.,
20081. These resulk indicate that domeStic pigs are
infected edsily with llEV st an early age; but that the
majority of pigs stop shediling HEV RNA before they
are 6 months old. AltlOugh inany epidemiological
studies have been conductod on this sirbject, longitudi.
'nal studies following individual pigs are limited [Meng
et al., 1997; de Deus et al., 20081. Of particular
impbrtance is ihe fact theie have been no long-term
cluantitative analyses of viruS shedding and serum.
antibody levels in individrrirl piglets infected natuiatg
with HEV.

In the present study, long,Cerm.follow-up character-
ization was trierformed until elaughter ale oftwo litters
of pigs infected naturally with HEV-one.with HEV-
speci6c maternal antibodies and theother without these
antibodierto investigate the dynamiis of HEV RNA
shedding in feces, as well u assess viremia, antibody
levels, and the effec! of maternal an[ibodied on HEV
infecl.ion.

MATERIA.LS AND METHODS

AnimaLs and Sample Collection

Twenty mixed-breed pigs, 10 born to sow A (litter A)
,and l0 to sow B (litter B), from a-swine heid in Japan:
were followed up until they were 200 days old (day 200).
The two litters were born- on tfe same day in separate
pirns and raised together .after day 30':They.were
separaied again from day 8$ till the end ofth6 study.
' The Sera of sows A snd B werecollected before deilivery
and eiamined for HEV:speciffc'IgG antibodies. During
the study period; fecal and sarumsamples weiecollected
every 10 days.from each pig, and stored at -80'C until

J. Med. Vircl. DOI 10.1002/jmv

. Kanai et al.

use. Thirteen pigs (five from littir A.and eight fron
Iitter B) were euthanized on day 200, and tissue samples
(liver, i leum, and colon), serum, bile, and intestinal
contents (i leum, colon, and rectum) were collected and
stored at -80'C before testing. The tissues were treated
with RNAIaier (Qiagen, Hilden, Gennany) according to
the manufacturer's instructions. Euthanasia and
tissue sampling were performed according to the
Laboratory Animal Control Guidelines. of Rakuno
Gakuen University

EnzJme-Linked Immunosorbent Assay for
Detecting AntiHEV Antibodiei

The anti-HEV IgG antibodies in the sera collected
before the delivery ofthe sows, ttle anti-HEV IgG and
igA mtibodies ia the sum smples; u{.the mti-}IEV
IgA antibodies in individual feces'sample! were detected
using a commbrcial ELISA kit for the detection of
hepatitis E antibodies (Viragent HEV-Ab kit; Cosmic
Corporation, Tokyo, Japan) according to the manufqc-
turer's instructions. Serum'samplbs from five pigs in
litter. A and eight in litter B were used fbr detbcting
HEV-specific eerum IgA. For detection of antibodii:s ia
feces, suspensions of 109o fecril matter in phosphate-
buffered saline were prepared. The kit used a truncated
recombinant HEV ORFZ protein expressed in eilkworm
pupae fMizuo et a1., 2002). Rabbit antipi! IgC or IgA
antibodies couplbd with horserad.ish peroxidree (Kirke-
gaard and.Periy taboratories, Gaithersbulg, MD) were
used as secondary antibodies. .Antibody tit4es wdre
recorded as index values and calculated according to
the following formula;

, Optical densityofsamole
l n 0 e x v a l u e : - X  1 0 0 ,upilca oens[y or posltlve control

RNAExtraction , . :
Viral RNA was extracted from 140 pl of serum, bile,

IlVo leal suspension, and a L1Vo susitension of the
intestinal contents by using a QIAamp Viral RNA Mi,ni
Kit (Qiagen). The final elution was carried out using
50;rl of 6lution buffer. Viral RNA was extracteJ
from the Lissue samples with TRIzol reagentr(Jnvitro-
gen, Carlsbad, CA) according to the manufactirrer's
lnslruccrons.

Semi-Nested Reverse TYatrscriptue-Polymerale
Chain Reaction (RT-PCR)

To 'iletect 
HEV RNA, semi-nested RT-PCR was

performed. The 5'-teminal region of ORFl was ampli-
fied using broadly reactive primers [Hagiwara et al.,
200?1. For the first rouhdofPCR, the sense primer HE6 1
(51-CACRTATGTGGTCGAYGCCATGGAG-3'; R = A or
G; Y=C or T) and ihe anti^sense primer HE51 (g,-
GCCKRACYACCACAGCATTCG.3/; K=G or T) were
used. This produed m *pecied fragment of 125 base
Pairs (bp). For the second round of PCR, the intemal
sense primer HE50 (5'-AAGGCTC0IGGCRTYAC.

ザ1・ギT 導ヽ議1幌語記許|||
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maternal antibodieshasnotyetbeen determined [Meng
et al., 1997; Kasorndorkbua et al., 20031. In the present
sludy, two litters ol piglets<ne with naternal anti-
bodies and the other without-were studied to deLer.
mine whether the presence of maternal antibodies
affected HEV sheddilg. The results showed that virus
shedding in feces occurred from dayd 30 to 110 in both
litters, though a significant delay in the onset of both
seroconversion and virernla was obsened in the litter A
piglets, which had maternsl antibodies. Although serum
IgG and IgA of l i tter B pigs were slightly reactive to the
HEV antigen on day I, as defbrmined using ELISA; this
reactivity was considered.te be non-specific because of
the presence of large quantities of maternal antibodies
to various pathogens.

The similarity between the l itters in terms of the
kinetic offedl virus she$ding indicates that maternal
antibodies. do not protect piglets from primary HEV
infections in the early days of their l ives. Interestingly,
another study has reported tha0 maternal antibodies
can have an immunosupprgssive effect [Siegrist, 2003].
AJthough the immunologich] mechanisms responsible
for such an adverse. allect remain.unclear, it. is
possible that in lhis study, maternal antibodies delayed
the piglets' inmune respolises against HEV infection,
causing the delay in seroconversion that was seen in the
litter A piglets.

. Since this study followed up domesfic pigs raised
unden noimal conditions,, it wm.not obvious wheCher
IIEV infection in the two litters occurred under siririlar

. conditions. Therefore, it wad dilficult to determine the
exact,effect of maternal antibodies onrthe_ kinetis of
HEV infection. Further studies arir required to clarify
the role ofmaternal antibodies.

In previous epidemiologlcal studies, fecal and serum
HEV RNA and serum antlbodies have been uSed as
maikprs gf HEV infectioii lMeng et al., 1998; Coopdr-
et al.,20051. In the pqewni study, fmal RT-?CRwas far
more sensitive than serurn RNA tedting in detecting
iHEI/ RNA. Indeed, all of the pigs snea ligtr copy
numbers of HEV RNA in fecas for 70-80 days, whereas
viremia appeb.red transienlily the copy number of th6
RNA shbd was low. In addition, vireniia remaiired
irndetectable in. three pigs. It is possible that the
samp)ing schedule, pafticularly the 10-day iatervals
between sampling days, may have led to the low iate of
sem RNA detection. Fecal RT-PCR, in contrast, does
not appear to have the same liriritations, and can be
recommended as an indicator of curent HEV infection
based on early occunene, high viral load, md long
drrration of HEV RNA in feces. It may prore espmia{ly
useful in quarantine qituations when pigs are intm.
duced to another herd.

_ The reactivity of the modified TaqMan'$ probe used in
this siudy, which was designed according to the.
sequence of HEV ob&iined from litter A pigs, to the
present HEV suggested,that ali the pigs were infected .
with the sme viral strain.. The strain in question wag
foirnd A belo;g to genotypi 3"", which is related to the l
HEVstiains found in humansand pigs in the USA. It is

J. Med. Vircl. DOI 10.I0024nv
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蠣鰈鸞模:討[啓浩:il鰯[蜀翻霧琴薦薇藤蔦嘉懸轟
使用上の注意記載状況

その他参考事項等

!難漁′犠拷鰐纂乃勇藷#揚X/戦義[碗l]Ffツ「「「:Filti:FF「「「T「
2重 要な基本的注意       |

(2)溶血性 ・失血性貧血の息者 (ヒトパルボウイ
ルスB19の感染を起こす可熊性を否定できなぃ。
感染した場合には、発熱と急激な貧血を伴う重篤
な全身症状を起こすことがある,。〕
(3)免疫不全患者 ・免疫抑制状態め患者 〔ヒトィヾ
ノィボウイルス319の感染生起こす可能性を否定F
きない。感染した場合には、持続性の貧血を起こ
すことがある。〕          |
2 重 要な基本的注意

(1)略                    ‐

;)1乱舞3月 発留g,ウ 7発 盲看:::基11来|::ィLギ

除去することη
'困難であるため、本剤の投与によ

りその感染の可能性を否定できなぃので、崚与後
の経過を十分に観察すること。
5 妊 婦、産婦、授7L帰等人の投与

'1婦又は妊娠している可能性のある婦人には、治
療上の有益性が危険性を上回ると判断される場

合にのみ投与すること。 〔妊娠中の投与に関する
安全性は確立していない。本剤の投与にょリヒト
パルボウイルスら19の感染の可能性を否定できな

| .`感 染した場合には胎児への障害 (流産、胎児
水腫、胎児死亡)が 起こる可能性がある。〕:

報告企業の意見 今後の対応:

PARV4に関する追加情報
の入手に努ゅる。
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Popul`tion group tested                                "      NO(%)PARV4‐ Po●titt by Q「PCR

HCV ant ibody-ocgat ive, RNA-posit ive blood donors (HCV window phase) 94 3 (1.2)

SrmpJes for routine HCV RNA r€stini 88 Z (2.3)

Samples for rout ine HBV DNA test ing 140 2 (1.4)

HIV-I  ploviral  DNA-posit ive MUs 50 ,  0 '

Samples for rout inc HIV-I  RNA viral  load test ing 88 |  ( l . l ) '

UK blood donors -  20 pooled DNA.xtracrs from 95 donors 0

P W. Tuke, R. P. Parry and H. Appleton

Table l.SampleS tested ror PARV4 by 9‐PCR                        I  「

Abbrcviat10ns HBV,hcpalls B■rus HcV,hcPaltis C宙rus・HIV=1,human in,unOdcnciencγ vlrlS,?el::VDυ,intravlnous arug user

=°
V「r J l  d。'Ⅲ O n  t e q u c n .° f l  h  1 3 8  o子 O / O l  h  H i V「1 - p ? ' ' V e  s a m P L s  l e s t c d

The antibody-aggregared clumps of particles obserued in
plas\a 129 resembled rhe appearance of gl9 virus when
visualized by IEM. plasma t 29 and the two serum samoles
conraming.antibody to pARV4, ho*.r.r, -.r. n.g.i irJL;
rLK ror bly and human bocavirus, and it was concluded
that the particles seen were PARV4. .-

Failure to detect virus particles with the second serum mav
h3ve been related to the titre ofthe reagehts. The sera.wei.
only tested at one diiution by immuiofluorescence, but
rsults from a prototype ELISA suggested that thislsecoJ
serum had_ a lower antibody titr; to PARV4. For IEM
purposes, the tirre of pARV4 in plasma 129 was also Iow
and probably n€ar the l imirs 

-of 
sensitir iry fo, feU

oerecilon. lhls mayaccount forthe fact that virus particles
from this sample were not seen with.pTA.t"ini";,-;;;;;;
lim ay di'fcrenci b€twco the stains.

P.A,RV4 was detected at low frequency in sarriples from the. blood ofpatients infected with Alv-r, HCv 
""a 

ffSt. f; ' ;
study of the three truman.paroviruses, B I 9, bocarirus and
PARV4, in HIV-i-infected and non_infected i"diri;; l :,.
Manning er aL (2007) estiblished that.a high propor,ion'
(70:.8 vo) ot HIV- l - infected individuals n.rUJur'pahva ln
lysphoid and bone-marrow tissues, but *n. f,"duir""_i".
It. is. interesting to note that seven of rt e .igfrt injwiau"if in
whgm PIARV4 was detected in the plasma'were co_intectii .with,h€parit is viruses (Table t). The original di*.";; ' ;;

. r^Kv+ was ln an rntravenous drug user (IVDU) from the
USA. The 94 HCV winddw-phas" if*-" ,.-oio 

"n.i*lJrn our srudy for PARV4 were USA_sourced plasmo anj the
donors may have been remunerated n""".i j f iy. panv+-"a,
not detected in any of the_UK blood donors testea. 

-.

Thesi: data contrast withthose ofa recent study in Tirailand,.
. wh.ich rwealed pARV4 in sera bqth from IVO'U, tS %il"j

in blood donoro (4 o/o) (Lurcharchaiwong et al., zo'ogl.i l i i
or th6e tltures are higher than those reported predouslv
trom the UK and elsewhere. It is again.oi intereit that the
ma)onty ot_tbe PARV4"positive IVDUS in rhe Thai scudy.
seven ot.erghr (87.Scyo),were HCV_co-infected; this mav of
course simply be cdincidental, as the proportion of HCV
Posrlrves qthln this group of IVDUs w4 very hish (gg.6 o/o)
I he determination of the prevalence of past iniecrion with
fAlV+ i1 thee different populations 

"*i,, 
,fr. ."r"f,r '" i.

s€rologtcal studies, Whether co-infectjon is a reflection of

:l-: l .",yf, 
history of the virus infection, a commonaliry of

transmre$on routes or a consequence.gfgnderllrng disease
also awaits further elucidation.

The, high._viral load found. in sample 129 (5 x 108 DNA

:_"1 , . r  T , . ' )  
suggesrs  thar  th is  pa t ien t  was  exper ienc ing

actrve virits teplication and may represent orimu.i
rnJ(tion The only other known 5ig5_1.u.1 ,".pf., ,.r i
trom the qiginal patient, which contained 6 lojle copies
,,,r, 

. 
(E. uelwart, personal communietion), and from

archrved plasma pools with 6.5g log1o. copies ml-r (Fryer
e,t a1.,2007b). It is not kloun whethlr thelowei viral loids

l::,11 j," ,htl (Table 
.2) 

and other srudies reprcsent virus
rePlication, wanint virus levels a! antibody ieuelop, or 

"

Paoovkus FARV4 visualization and delectisn

Were amplined by lusing a se甲lne,ted PCR t9 0RF2,
initialy with Primとrs PARV4S,ql (5′‐CCGGAACC‐
可CAA,TCAACCCA・ 3′, 2465-2486)and P^8V4Seq2

譜蕊fT鉱欝屈Fl蔦鶴線島ly螺誕2
TGCACTCCCACATCTCG 3′ :2954-2933)The reSulting
49o lP fragments「om lhcsC three samPles Wcre thch

T:ぼ疇島雙Ъ船OY壌乱[ぷ11:ぶ提
eliblkt篤

:ポ五:蠣ボ奮灘ミ島憾17ぷ
議 糧 Th'ソ Ψ

たい
ギ
k ld平 笙Cい

'さY回

Foi dcこtrll nitrよcoPソ,‐300 μl hth_tirc plSm1 129 was
l簿離『≒F露艦

rtttFl∬
i潔『畷1号輩

‖T翻躍1場:糧!謙L翼選l稀諄議撃霊:
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Table 2, Viral loads of PARV4-positive samples

Sample Virel lirad (DNA copies ml-t)

HCV HCV genotpe HBV HIv

2.70 x lor 2b

| . 2 2  x  1 0 6  J a

l.O5 x tot  3a

5.04 x 106

+ +

+ +

r29 5 x 10"
135 760

168 4.6 x l0l
A5 I
c t o  s
342 3.4 x lor
490 t70
Hlo  285

PARV`

5 x t 0 3

760

,.6 x l0l

I

.4 x lor:

t70

285

further att€mpt to virualia the native PARV4 particles.
Two serum samples inntaining antibody to PARV4 had
been identif ied in opr laboratory on the basis of their
rea€tivity in an indiicct immunofluorEscence tst (R. P.
Parry, unpublished dita). These twtr antibody-positive sera
were each mixed wit[ an aliquot ofhigh-titre plasma 129,
incubated at room tcmlrerature for I h and centrifug€d at
48000 gfor 45 min, Fellers were resuspended in disti l led
waier and stained with I.5 o/o PTA or 2olo methylamine
tungstate; pH 6.6; and examined as deicribed above.
Pawovirus-like partic]cs that had been aggregated into
clumps by one of the sera were seen (Fig. Ia). The particles
measured around 20-22.nm ,in' diameter and were
mqrphologically lrpicat of pawaviruses. For comparisori,
recombinant PARV4 capsids expressed in S/9 cells by
baculovirus (PARV4 capsids providetl by Dr Kevin E.
Brown; Health Protettion Agency) can be seen in Pig, l(b).
The reconibinant cap.rids and the particles fourid in plasma
1.29 are siniilar in size,rld hdve the characteristic hexagonal
appearance of parxaiirdses:. Stain has pehetrated into
several of the reconbipant panicles, as would be expected,
whereas the paiticleslfrom plasma 129 appear complete.

Fig. 1. Electron micegi€Fhs of parvovirus particles. (a) IEM of

parlicles srien in plasmr 129; antibody can be seen coaling th€
padiclEs. Stained with pethylamine tungstdte, (b) Recombinant

viral eapsiis of PARV4,.riained with PIA. Bars, 1oo nm.

11♪
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医薬1品1研究報告‐調査報告書
識別番号:報告回

数
報告日 第二報入手日

2010.7.8
新医薬品等の暉分

‐該当なし

―鍛 的名称 人血清ア'レブミン

研究報告の公表状況

Houfar MK, MayrWohlfart U,
Sireis W, Seifried E,
Schreqenmeier H,' Schmidt M.
XXXlst International Congress o1
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研
究
報
告
の
経
）要

:紳燎鱗li郡蛉×蠣木覇羹翼憂5面面藻悪
A)B10ゥイルス量≦lolu/mLの血液製斉J受血著:3)Bi9ウィル

ュ者の対で実施した。また|すヽ ての検体のIgMt lgG抗体を調人
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使用上の注意記載獣況「
‐その他参考事項等

亦 l字アルフミン20
赤十字アルブミン25
赤十字アルブミン20%静 注
4g/20mL
赤十字アルブミシ20%静 注
10g/50五L
赤十宇ァルブミン250/O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

Q

報告企業の意見 今後の対応
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使用上の注意記載状況・

その他参考事項等

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

十字アルブミン20%静 注
10g/50mL
赤十字アルブミン25%静注
12.5な/50mL  ‐
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季す

早査季+7■ ては、輸血感染症対策として間診時に海外渡航歴あ

錯鰤鶴1畢綴諄駅露留議諮嫌轟新
晉岬甲窄「の警岬摯こ呼1申'Ⅲ菊1募̀手|

MedDRA/J Veι 130」  L



」RC2010T:019

DISPATCHES

臨a Crosse Vir圏 毬 言醜

輝むぽひ麟a勘 9ρJご鮨懸s
開9Sq観11竜oes,TexaS,
|  |  ‐ υSA,2009

1 ギ蹴州毀ふ‥ 輩せⅢ I
and RobeFt S.Laneiottl・

ぃO Foplに0,もarulropol=born●ledatlc oncella“OC
agent lo Cro■。M山寧ihハeυ●S alb●prcras mosquitOes tol‐
lecbd m Dalいs oOunty Texas,usA・h Auguョ2009 T́he
pre“"ce or●ぉlrus h an hvagv6 vo●o「spedes輌慟h
a tt」ln hat‖"。。日d6●el"S'S hⅢICa‖y re∞g市̀ed

躍=震驚温倉織縫罵l謝鍵為
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人血清アルブミン

研究報告め公表状挽

鵜|
干ストナイノンウイルス(WNV)の

辟霧鼈鍮攀雛li轟褒t製嘔 靭蠅瞼蒙
甲魃等鶴農奨響緩 :講Ⅲ 城も聯静 範鰐砒ξ君昴 藤ご鶉毀5瓢

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
赤十字アルブミン25
赤十字アルブミン20%静 注

禁準勁 レブミン20晩峯差

祟γ野 %ミ ン規 維 |
12.5g/5omL

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
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Morbidity and MOrtalit'Weekly Report

WOst‐Ni10Virus AstiVily――United States,2009

FGURE f. Annual inddence* of cases ofWest Nile virus neurcinvasive diseasef-
ArboNET, United Stater, I 999-2009!

This ruonaliq' a2s con-sistcnt wiqh trcnds obscrcd
ovcr rhe preceding l0 ycero (2).

Oirlrc 386 ncuroinvuivc disse crses ,226 (59vo\
occurred in males. The mcdian age ofparienrs was 60

1,crrs (rurgc 2-91 ycars), rvidr incrasing incidcncc
mrong pcrsons in oldet ageeroups (Figure 3). Orrrall,
368 (9506) paticnts wi{r nctrtoinruive dise*e were
hospiralized, and 32 (8.3%) dicd (mcdim age: 72
ycars; (ange: 19-89 ycars). A toml of 2?9 (59olo)
ncuroinvoiye dilsas q*s werc class.if,cd ro cncepha-
lit is, I t7 (30%) r merringiris, and 40 (l0Yo) as acurc
flaccid pualysis; 27 (6S96) of rhc 40 cocs clusificd
o mtc fiacid p*alysis had coincidqirc.eaaphalidj
or mfllngltts.

Serclogic sun'rys indiqtc rhrr for every cre of
\fNV ncuroinroiw discre thcrc arc approximdtely
i40'iifcctions md approximarcly 209lo of infcctcd
pisons dcvclop nonacuroinvxivc clisase (J), Using
the 386 rcporueJ ncuroinrruirr disese ec, Ci)C
cstimatcd that:54,000 infcctions md 10,000 mes
of \IINV nonncuroinr.roivc discase oclurrecl in dre
Unircd Satcs in 2009. Only.334 nouncuroinvasivc
discuc os werc rcportcd to ArboNET in 2009,
rcprcscniing approximarcl,y 39/o of thc cjtimated
nrmbtr .

t'l1't\'/R ttodrkliry an.j Morraiitv ii,,sekly Report

tVe,kly/Vo1 59/No.25
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医薬品 1研究報告 調査報告書
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医薬品1研究報告 調査報告書
識易1番号・報告回
: 1数 |  |

報告日 第■報入手 日ヽ

2010.5. 18

新医薬品等の区分

該当なし

総貧磯 薔 処 理欄

■般的名称 人血清アルブミン

研究報告の公表状況

ProMED 20100513.1557,2010 May
la情 報源:wHO Clobd AL“ and
ReもoOnSe(CARI Disёtte OuibF6ak
Oヽws

公表国

WHO販売名:(企業名) 鶴|

研
究
報
告
の
一樺
要

9南 アフツヵのソフトパレ=烈 (RVF)   1       '  T「   ‐ |   ‐          ・

颯 鼈 鶉餞 :盈
朧暑脱税眺躙 先:蝙TF`イヤ計F

使用上の注意記載状況・

、その他参考事項等

赤 「字アルブミン20 .
赤+字 アルブミン25
赤十字アルブミン20%静注
4g/20mL

赤十字ァルブミン20%静注

罪ギ撃チ兄チミ,25%静 連|
12.5g/50mL

血液を原料とすることに由莱す
る感染症伝播等

報告企業の意見 今‐後の対応
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別紙様式第2‐1

医薬品‐研究報告●調査報告書

識男J番号「報告回数 報告日 第‐報入手 日

2010.5.17

新医薬品等の区分
1 該 当なし

総合機構処理欄

■般的名称 新鮮凍結人ュ漿

研究報告の公表状況
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公表国

イスラエル販売名(企業名) li躙嬰職鮒[暴転

使用上の注意記載状況・

その他参考事項等 ‐
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要

新鮮凍結血漿1日赤JI  :

霞群F零l疑:[骨l員索1晟|
血液を介するウイルス、
細菌、原虫等の感染
vCJD等 の伝播のリスク

報告企業の意見 今後の対応 :
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A large Q Fwer Outbreak in an Urban Schooi
in Central Israei
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'Beckgroual 
On 28 luhe 2005, nuDeloua c6cs of febrile illness w€rd rpirned ambig 322 stud€nts and

employtes of a boarding Ngh shool located in an urbin area in central lsracl. Subsequent invesiigation identified
. largc outbt_€ak of Q foer which started 2 weeks earlicr We discribc the investi8ation of tf.is.outbreak and is
posiblc imptkations.

Mahodt Wc conduded . ese-control study to idcntify risk fadors for Q fder disease. Enviionmenulsamplirg
w* conducted to identif', the surcc 8nd the modc of uansmision of Coriella budetji, the infectios aqedr

f t ' l , . ' . o f . 3 0 3 i t ! d i ; d u ' t s , 1 8 7 ( 6 2 % ) . r e P o t t e d b c i n g i l l b e t i l i e t r i s t u n e a r r d l 3 , s v 2 0 o 5 . s e i o l o g i a l :
*idenie.foi C lgrneiiijnfediin.was widintii 144 {88%)rpftie t64 rcsted individudk. fcirlg a stud€nt, dliing
r.gul.rly rt thc school dinin8 room,..nd boardir! at school during.i func religipus hol.idqy and the preciding .
wiekeid wcri all significglt risk factors'for coDtracring Q fevit, C bunctii Otti ms aarctia using polymeras.
chain reaction 61 5amplo from thc school dining room's air conditioniDg system, supporting conriburion bfthe
air conditioning system to thc acrosol trammission of thc infectious agcnt .

Conclusions . Wc repon a largc ombrcak of Q fcvei in an urban shool, possibly tr3ns;litttd through an air
ondirioning system. A high loel of suspicion for C Emarii infcction strould be maintain'cd wheD invesrigariDg
pgint 3oirre outbreaks ofinfluela-liki diseas, espccially outside thi influenza scason.. , 
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followiag outbreaks of Q fever in livestock, and all were rela.

r ively l imir ld in s€le [15-17].
We report a very lage urbaa outbreak of Q fever in a board-

ing high school in lsraet.  This outbreak is unique in i rs mag-

nitude od setting, beouse there was no proximiry io ljvestocl

or their products.

METHOOS

'Epidemiotogic 
invedigat ion. On 28 June 2005,2 reporb of

a posible outbreak offebrile illnst lt a rtligioul boarding high

school in the center of the [arge$ uban area in lsrael were

received at the Tel Aviv Dislrict Health Dcpartmerl Initial

iDvstigitio! ideDtificd a large outtnuk ofinOuena-likc illnes

which started 2 weeks eailier, had rlrcady peaked, and was later

confmed to be due to acute C.brmarii infection.

We coDducted a esc.controi rtudy to identiry risk factors

for contracting Q fever. AU school rtudents and employ€€s were

asked to 6ll out a short questionnrire; including demographic

characeristia, mediol history chool boarding history in-

schol dining habir, and colbct with pets .at school.. Those

who reporied being ill duringthe previous 2 months were asked

to spcciry the dat€ of orist of illnas, dur.ation, symptoms aod

signs, and use of health scryices. All students and cmplolees

vere refened for Q fwer tciing ln everal ases, primary prac-

titionas were ioltaaed for additioml ilfomatioo. Rcgiooal

aid Eference labolatories wera qu€ri.d abilut additionat Q
fever tases from the school surroundings during thc same

time period"

Hrman saologic tecing, isenin ramplei wcre teska fo!

antibodiesto C,&arnetii with use ofwcal liborarory lnethodc

lndirect immunoflLo.oa"r, ,*"p. *"* performej.at the ts-

rae[ Referene Laboratbry for Rt€kettsial biseses in Nc-

Ziona I l8j. Complement fixation lcsts werc performed by rhe

Tel Aviv Medial Centeis C[nicli Virology Unii wirh ux of

the standard complemeDt fixatjoD miarotiter method (kmene

and SchmidQ [lti. Qualitativr eir4ae imnunoawys weie

performed by Clalit Hialth Servia! cbmmunirl, laboraiorics

with use of the PANBIO Q fever DIP-S-TICKS rest. Quanrj-
tative tests werc performed in varlous laboratoris in westem

Europc.

Cte defnitions. A "clinial ctr" was defined as a patienr

wirh spnproms compatible with Q frver, wirh illness onser from

I junc through 3t ,uly 2005 and no other likely ouse for his/

her ilbess.

A "confrmed ose'  wo defned rs anyone with immuno-

globulin (lg) M and lgG indirec imnunofluorescenr assy ti.

t . rs >100 to phase l l  ant igen, or lgc t i tcrs >800 and lgM

tit€s <100 in a "clinial ese" that ilas tesred at least 4 moDths

afrer illness 18, 201. Using conrplmlnr fixation rcst, a phase .ll.

titcr >256 wai onsidced to reprcsnt a confrdred ca*. .
A "probabie .q*" was de6ned u phase tl tgM titer >101i

and lgG titer <100 by iodirect immunofluorescent assa, a phas€

II titer <256 but )32 by complemenr fixarion rest, or a posirive

or borderhne laboratory lesult bf qualitatjve enzyme immu-

noassay or other quantitative tesr, A "possible"asc" was de-

6ned as a 'clinial qse" with no srolotic tcsting. A "nol-

ese" (control) was defined as negative serologic results for Q
fever. , r

Environmatql anil r$tinatl intesiigation A compre-

hensive environmenhl id5pcction of t}rc school grounds was

conducted by environmcntal hcalth iospectors, a veterinarian,

and an air-conditioning rystem specialist for a posible ource

of infection. TWo w€eks aftcr the last reportcd ca*, environ-

mental samples were collected from the air-conditioning sys-

temr Thc samila inctuded 8 gauc pads thar rsc ued m

swab thc dining room's and synailogue's air,coDdiiioiring sys,

tams and 4 lamples fron the 2 fiberglass dlters from rhc inlet

df the diniag room's air-conditioning unir AU samples.were

prepared for DNA efradiotr.

Serum smples of male and female feral ots trapped in the

Tel Aviv area for routini neuterin! by municipirliry veterinar:

ians were tested for Q fevcr by complement nxadon test [2 I J.
Samples that reaced rcropeci6elly were retcsted by indirect im-

munotluorescent as*y (C, bwnetii spot lli BioM(rieu). In

addition, endomeuial tisue prcximal to thc cepix was collet.

ed &om each of tie qpayed ftmale cats and was processed for

DNA *action.

DNA {as cxlracted by us of the DNeasy DNA puri6otioo

kit (Qiag€n). Polymerasi:. ;hhin reaction (PCR) as6ry was per.

fomed as dcscribed by Stein and Raoult [22].

. All tests wer. performed in the Kimr6n Veteri;a!/ lnstitute
(Bet Dagan, lsrael): Filter sampls ftom the dining room's air-

conditioiring s;rtem were also sent to thi Ric&ettsial Zoorios€s

Branch, Centers for Dilerse Conubl snd Pr€v€ntiotr.

. Data Fnalysis. batawere.analyzpdwith Excel iMicrosoft)
and SPSS, version 10 (SPSS), softwari: The proalence of pos.

siblc risk factors for contracting Q fever in cascs (confiimed

oses with ard,without probable esei) and contlols was com-

pared using the Fiih€!'s€xact t€st. Odds ratio (ORs) and 95%

confidence. interrql! (95% Cl) were olculated. A.ll signifiont

risk factors weie tested for colineariry.

RESULTS

Tfre school ieninf. Thc sh6ol, a religidil boardirg high

school f<jr bbys, is loated in ceotral Tel Aviv ir a densely

populated area. DuriDg Jun€ 20051 271 studenti aged 14-20

years (mean age J standud dwiation, 16,9 I 1.5 yeus) and

5l employees anended the school. Eighty-four srudenr

board€d at the schqol regularly. Some of ihe others, r,tho rsided ,

iD.diff€r€tt <ities it Isiael, stapd over dtrring ceriain weekends

and holidays. A wekend oorred on l&-l I. ,un€ 2005, and

12-13 June was a special ,€qish h;lidarr (Shavuor). The €m.
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ployees wer€ mainly men (84%) aged 33-92 yea$ (mean age

t standard deviation, 55.4 I 13,8 yeus) fiom variou cities

in cenual lsrael,

Outbreak desriptioa. Of the 122 individuals who attended

the school during )uDe 2005, 187 reported being ill 6om I fue

rhrough l l  July2OO5, iDctuding 179 (96%) studen!sand8 (4%)

empliryees (19 individuals were excluded from fi,rrther analyses

beousc of la ik of infomation).  The ct i i r ical  atrack rat€ was

62% (70,5oh and 16%, uong studeots and employees" respec.

tively)- Anack rates were sinilar in different grades ind ranged

beueen 6796 and 74.5o/o.

Infomation on date of ilhess oDset was available for 155

(8306) individuals.  The epidemic curye (Figure l )  correlates to

a point rcuce cpidemic The artiest and th< latest datc of

illness onset were l5 lune and l3 luly, respectively. The majority

of cases reponed onset during 19-26 lwe. Asuming an in-

<ubation period of 14-21 d.ys [], 2], the presumed exposure

ocdrJed around 5 lure, The reported ilbcss duration was l-

2l  days (mcan durat ion t  standard deviat ion, 7 I  3 days).

The dominant cl.inical pr-esentation (Table l) was fever

(98%), headache (90%), and weakress (80%). Only 21% had

qough, aod none reported symptoms consisterit wit}t hepatitis.

One 6in.jred forty.onl iraiuidu"l. (zgx) visired th€ir primary

practitioner duing their ilbas. Thirty-one individuals uder-

went chest radiography examuation, and 7 (490) received a

diagnosis ofpneumonia. Five patienB were hospitalized (2stu-

denb and 3 employees) for pneumonia (n = 2, I  ofwhich was

alman.aged 92 y€ars, thc oldest pat ient in our exposed pop-

ulation), perimyoorditis (a = t ), perimyoorditis and pneu-

monia (n = l ) , .and obseryat ion (a = l ) .  Duat ion of hospi-

talization ranged b€Me€n l-7 days. No dqths occurred Only

3 individuals w€rc ueated with dorFyclin€ during ilbess. Of

note, no additional ca*s of acute Q fever were diagnosed in

the ncighborhoods sunounding the shool duriog the sam€

time period.

Sefologl. 76ul t Results ofserologi< testJ wele available

for 164 irdividualr (l5l [59%] studetrts aDd 13 [26.5vo] em.

tSot t7l6 m taoa N,fi rt&l 0rot 6io7 0!!l ftat ltof
, g& ddall

Figurs L Epidemic curye of all clinical €sds and confirmed symptom-
atic eses. Cliniml eses were defnpd as individuals who reported symp.
tms cdnpatible with 0 tevs with illness onset hom 1 Jun€ through 3l
July, with oths etiologis ruled out. Contimed symplmatic cas€s in.
cluded any cliniGt 6se with positive serologic lest rsults tor 0 fwer.
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ployees). One hundrcd eight (66%) wer€ "confirmed ows"

(l0l students and 5 €mploye€s), 36 (22%) were "probable

oses" (35 students.!d I  cFployee),  and 20 (12%) wcre "non-

oses" (  I  3 studens and 7 employees).  Sixty-6v€ individuals met

the criteria for s !'po$it k gs€" (61 students and 2 employees).

Eighty-six percent alt4 8l% of th€ Eonfirmed and probable

eses, respecively, weri clinically itl. All of the non-oses were

esymptomatic, The inc-ubation period and the cliniel presen.

lation ofthe confirhed dass resembled that of all cl,ni€l @ses

(Figure I and Tablc l)-

The exact attack rat puld not: be detemircd, beousc ev-

eryone was not tesled (Ot Q fever; therefore, we estimated a

range. The lower limii liss l44tJO.3 (4?.5%), including con.

6rmed and probable ocq. The uppcr l imit  was 209/303 (69%),

which also included thc possible eses. This was based on the

obsenation.that all serolo$cally tested cliDic!l eses w€re eith€t

confimed or probablc prrs.

Thc symptoniatic to riqymptomatic lario among se;ologielly

positivc individuals (85r15) is biased, bequse symptomadc in-

dividuals were more lilr:ly to b€ tested: Given that all tested

sympiomatic individuab had positivc rdsults, thc numiratorc

werc more likely to bcnltr 187 v€rsus I l6-20 (allsfmptom6tic

individualp vs the asfnpbmatic mi4us the serpnegarivc ildi-

viduals), which trasl.Lt.to a ratio of 66;34.or wo higher

Riskfaaors. Tirblg liqmmarizes thc prevalence ofseveral

possiblg risk frctors in gon6rned cars rnd controls, Being a

student (OR, I 1.09; 9596 Cl, 3.07--40.07), boardirg at school

during thc )une ho[day (OR, IJ.q 95% Cl,  4-45-.43.45),  and

dining rsgular ly at the *|rool  dining rooh (OR,8.57j 95% Cl,

2.05-J5.79) were signifi6antly associ.ted with contracting Q

ftver'When probable cg:es werc included in the univaliate

aoalpis, boirding at.scfuiol during the \ieekend before the lune

holiday was alrc signifcently associated wirh Q fwer infe€tjon

(O& 3.18; 95% CI, 1.09*t.22). Beeusc all of the above sig-

nifi enr rhls faaors wcre ctatistielly aisociated with each other,

we did trot perfom multiple logi*ic regresion aaalysis.

;BnNi;o;ne6tal and iaainiry iivFtigatibq Numcrous'

suay cats w€re seen in the schoolyard, espccially in proximity

to tht kitthen and the garbage ens wtrich wer€ locat€d ousid€

the dinirg rom. The dining room had. i ts own air-ondit ioning

system, with inlit that drew air from the dining room and

outlet rhat cmitted the cooled air back to the room. The iir-

condjtioning ducts were located on thedining room's loofand

could be accessed by.animal secret ions. Onc of the 4 f i l ter

samples, as wel l  as I  of  the 8 gauze swabs iaken 6oir  thc inlet

of the dinirg room's air-conditioning unit, had positii,e result'

for.Q fever by PCR. Similar positive PCR resuhs were obkined

by the Centers for Disease Coritrol-and Prevention on 6ltgr

samples.

Serum samples of65 feral  @B were test€d for Q fever se-

rology. Nine qts (140,6) had posit ive resulc;  2 (10%) of20

w€rc @ughi within a 2-km ndius of the school, wheieas the

other 7 (15%) of 45 wera ftom other parts of thc city.'Forty

feline uterinc specimens were tcsted by PCi, and atl were found

to havc negative result.

DrscussioN
We describe a Q fever outbreak. that was unusual in its mag-

nitude and place of dccunence. It replesents I of the larget

outbriaks described ir thri Uterature aid t}|e largest to:occur

in a densely populat€d ulbaD ar.a located far away &om live.

stock fams [3]...The c[niel attack late w:$ ienarkably high

(62%); with thc scrologiol attack nte'estimated to:be evlD

higher (691o). This is a consepativi €stimate be@use as),mp-

tom.tic individuals, who could hav€ been scrologielly lositive
(if tested), were not includ€d and the pr€-distiDt immunit',

in this paiticular population was assumed to be.verylov (based

on research that found l4yo seroposir iv i ty to.Q fwer among

bdula residing in the Northem part of lsraal, wNch is a more

rural area)-(A.K., unpubtished data); The sfmptomatic to

?5)'mptoMtic Etjo was 6timated to be 66:14, higher than that

reliortid elewhere (aO:60) [], e].

The high armck rate and slmptomitic ro 6)mptbm;ric ritio

might be explained by a large inoculun ofbdcteria and effective
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ing t high rate(76.1%)of r■」int`むOn l171 1owcVCi

vectoial transmission has hot been tepo【ted i●th Cヽity. :

The,urrent studソdescHbcs the Lrgest knOwn oこtbreよof

Orち1,acquired CD tb datc in the Amelcan COnanent,wttth

Ⅲ"″td"u油arOus chlldtcnらhd persoind iom an urban

sshool h CaFaCaS

‐METHOps                 i

On 6 Dece"b,「2007,●っOInattlgotcs ofアatt″,were detcctcd

on lchpheral blood smears from a 9_yCar_Old studCnt←ndex

CaSC),悧hO Was lamitted to thc Hospital Universitario dc Ca‐

■aC,(Ca"caS Vencztelal wiul 1 31wcek hist6ry of iver of
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11 December tluough l{ December 2007, as an eDergeDq/

interyention, with the ain of identifoing infected penous and

immediately startinS andp6lafitic ucatmeDt of aDy individual

affected by a sev€re, potendally lethal, acure illness in tht con-

ten of a large outbreak thai occured at a critiol time of the

year (3 days before a prplonged Christmas and new yea.r va-

etion). During i second eampling that was pcrform.ed 6 weeks

later, 2l lanuary tluough e5 lanuary 2008, all pcticip3nts uo-

dertook a detailed cl.inicaf gpil epidepiological qucstionnaire

on CD risk factors (eg, crposure to vectors, tansfirsions, in-

fcct€d relatives, contact wlfr animal racruoirs, ind ingestion

of food and/or bevenge lit thc school). Casq pdtienr wete

compared with control rubiecti from.the same cohort of qr.

posed brdividuals.

Tha study waf performcd under the suilervision of the Eth-

iql Committee of the Tropiel Medicine lnstitute. lnformed

uitreD consent was obolndd from each p{ticipant or ftom

their legal guadians. 
-

For the first 43 symptamatlc patients, fresh and Giaroa:

stained peripheral blood gpears werc reviewed for riy'omas;

tigot€s. In addition, 2 mL of blood were cultured in biphasic

mediun and checked periqdjaly over at least ! months. Mice

were inoculated intape4-toneaUy with 300 pl.of blood and

examined each week [19].

All sciis samples werg screened for inmuo$lobulin G

(lgG) ind immunoglobirlil M (lgM) antibodies against a crude

mract of I @zi €pinastigotG [20i wirh use of an ELISA

developed in hous [21] aid an lH tdst 1221. Thc immuno-

diagnosis ofCD was based on ihe posirivity ofar l€ast 2 specific

s€rologiol tesr 119). Thosc ramples with ELISA results positive

for tgG and negativ€ lH iceuls were also tested with wB tess

[231.
A representative numbcl of I50 blood emples $ere ran-

domly evaluated by a polymemsc chaitr r€action (PCR). For
th€ DNA extraction' 5 mL 9f blood was mixed with an.cqual
volume of 6M guuidine HCf /0.2M EDTA (C9] [2a]. The
am.plification reaciions wero mrgeied ro the 33o-base pair.mini-

circle fragnent of the I alzirkinetoplanid.DNA [25].
Conventional l2.lead .lccuoordiogram (ECC) recordings

were obtaired from confirmed or sspected case padents ud
teated with either beazni4azole (Rochaganl Rochd bborato,-
ries) at a dosage of 6. ngflg/&y for 60 days <tr nifurtinox
(hmirit; Bayer lrboratoricr) at a dosag€ of 8 mg/kg/day for
90  days  [19 ,  26 ] .

The dependent variablc or main ouhme ws bued on se"
rologiel sutus. Epidemiologiel uposuie was waluated using

1r or the Studertis ttest dipending on theiinary or'coirtinuoui
ind"pendent disuibution qf rhe variable Onty wriabta sig-
nifiotly. associated in th! uniwriac reggession were included
iri the multiqriate regrission, uing P < .05 c tlic cntry citiria.
The rehtionship between lrisk hctbn nd fuial oiiitome (11,
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No(%l of exPosed hdi●duals

{η=1000,

Sludy populatio Inlecled subiects

tically significur (P<.05), Ahhough the absolute nmber of

infected children was higher (77 of lO3 infected subjeas), the

marimum infection rate (15.2016) uas obsened among the
'srchool 

employees. One of thc 16 work€rs who were involved

directly in the preparation or uansportation of luncheons

showed evidence of acure T ozi infeajon, with serologiol

test results positive for specific lgM and IgG (Table l).

A significant positive correlation ws found berween inges-

tion of guava iuice and risk of infection (OR, 3.5 [95yp Cl,

l .8t{ .71) (Table 2).  The epidemiologiol  interviews revealed

that, qcept for the guava juice, all other beverages were made

in the early morning. The guava fruits, in conuast, were boiled

the night before and left to cool inside a larg€ uncovered pot

before blending in the morning, Once !n the school, the juice

was de[vered lo th€ morning shift, nrsl to school penonnel,

th€n to kiDd€rganen students, and theD to students in asccnd-

ing grada. Sorhe'personirel and studcnts ofthe aftenmn shift

customari ly consumcd.any rcmaining iuice. :

Of those irfected, 759t were symptomatic, 20.3y0 r€quired

hospitalization,.and a S"ycar-old child died ofacute chagasic

myoerditis, Most patientr reported fever that lasted >7 days,

abdominal pain, hedadg, dry cough, and myalgia: to a lesser

degree, they reported dlairhea;.facial edena, malaise, arthral-

gias; dppnea, and tachy5xrdia (Table 3). In the qiv,ariate re-

gression salysis, the follpwirg symptoms showed a signif,cut

association with a higher risk of *rologically confirmed infec-

tion: fwer, artlralgias, skln lesions (rash, erfhema nodosum,

or facial ed€m.),'md ajdiovascular abnormalities. Howivel

on the multivariate anclltis, oDly fever .nd cardiovascular ab.

normalities showed st:tllllcal signifrcance l

In 6l  (59%) of th€ lq3 conf irmed cases, >l  abnomali ty

was ioticed on the ECG yiordings. T wave abnomelitic woc

signif iendy mor€ common among pat ienls (  I  8 years of age,

whereas suprventicular srrhythnias and microvoltages were

predoninant among a{ulr (Table 4), who morc frequendy

developed s*ere clinid erdiolog.ical manifesrations rhat re-

quired hospitalization.

Among 1000 persoirs wsluared, l03 individuals had aDtj- I

dzi lgc antibodiei by SLISA, and 90 (87.3%) vnerc also lgM

positive. Tte specfic IH lest was conc6rdat in 99 (96.1olo) of

103 individuals, whcrea! frc remainlng 4 individuals had pos-

itive WB resulB

Beause of logistic coriilraints, parasitcmia qouldSe as*sed

in only 43 pati€nts by prrasitologial methods. Of these, ll
(30.2%) had positiw {te$psuired blood smear results, ir vitro

cul lure, or mie inoculadon.

sixeen individu;k w|dr ELTSA resulu positive for ahri-I

azi tgG antibodies but aegativc IH r6uls Devertheless re-

ceived a firll coure of anjlparasitic ueatment. Duriirg follow-

up, they be@m€ lgc setallelative while rcmaining persistently

nigativa according to bod lH aDd WB rdsults: live such.pa-

tienr deeloped cliniql tlgns, as well as ECG abnormalities.

Becaus thesc paiiilt! did not fi.dfill World Health Organiza-

tion crit ria for the CD dlatnosis, they were considered to have

undeihed ca*s (Figure l).
Samples of 150 peFoN were randomly chosen to be tested

by sjrc.ific PCR urgeted tl the.X azi kinetoplasrid DNA. The

reaction was positive in t5 (79.5%) of 44 serologi@lly @n-

firmed eses. All 106 serqnegative individuals teded were also

negative byPCR. d collatpyaisurcyp"rfoimed rt ihe siti whcre

the inoiminated,juice wgp proceisid revealed the presence of

infected .P geriolatis af{ domestic rats.

As part of an ongoing cooperative study with th€ tnstiruto

L6pez Neyr in Crana{g, Spain, 3 parasite isoiatei. obtained

f.om patients, as well at &om I ilfected triatomine optured

at rire juice preparation silei wrr€ tl?ed using X ozi ribosom-

a[ and mini-qon tene mr*ers. Preliminary resuls revealed a

greit genctic homogencitt{, with atl ofthe iSolares beloriginf to

thc I. oa I lineage. Fq;thcrmore, homology analysis of the

Tabl€-2. univariats 8nd Multivariar€ Logislic Bogr6s-lon Amtysis of Fisk facbrs A!.
socfaled,with hypaa$om cdri TraEmission during an Outbrs.k ot o.ally Acguirsd
Chagas Disease, Caracas, Venezueia, Zll0?

Lemorstarch drinl

Pineapple juic€

10010681.52, 86
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sistene ofDumelous syluiic foci aid thi wide distiibutjon of
vcdors and reseruoir3, together wirh a progrssivi redirctioir in ,
the availabiliry of thc rcctor's nailril source of blood (birdg

and mammals) in interyened iorested areas,is arirjng originatly
wild riatomines to iovadc hman a."Uirgs pi, 

-ae1.,Ogcc'

domicil.iarioii has oauteL p. gcniqiatw may fceil abundotly.
on domestjc rs€ryoirs, as well as oo hqans. fu part of their
riocturnal activityj vectors circulate:widely tnslde ihc hous ind
en rhcreby cventuilly @Dbminatc unprotedcd food and b€v-
wagcr iith tbeir feeer There is also:the poisibiliij, of traro-'

伸̈ 職撫W甲iザ半幽iポ∬:昨串咄講:納墨凛凛=熱 職
Serologi€l lest

resu[s.. Unryaiiateanalysis Muhiw'€l6ahavsis

SⅢ●Om

:No(%}
61 sublects

lη=100o}

I Percont

pOsl ve/perc叩1
‐hёgalve  ′

° OR「95%CD I P OR 1 9596 CI  P

鐵範続基岬 晦 醐 翻 編 臨 聰 趙 鰤
祠 撫壺轟

Vene■■n vFb3n Chagas Dl義outbreak l,D201■201(l Mayl,■31t

8 9 1        ‐    ` |  :

NOIE Cl, @nfid€nd ld@d; 08, oddr dio.
'.8y 

r, rro\tb:
6 

Fash,.eMhema nodosum. ed taciat €d€ru.

llt2 . tlD 20lOJ0l (l Mey) . Alarc6n dc Noyr q.j



|||||llTIT,T∵■`|‐
‐:熙1想職肥篤1翼T
I紺樹盤織1驚鯉畔:l甘譜翼器驚

課需鷲棚鶴器躍轟革窮1概ま写

章:議凛鷲専r輩彗i蹴

Tabl,4 ,Basa:日●ctr9・atdogram(E,,l lb00,mJimes ly A9,G70●P:01 61 hf9cted Pa・
lollts l,om a,Out17●ak●f9ra;:VA●qⅢ`ed Aclte Chagas,:ぉ,aSe l,cl'acaS,Vene2●eiat

2107                                   1

with other unelpect€d findirgg fuch a erythema nodosum,

. anasaro, and Iowet limbs edema, arc nor described in vectorial

trdsmissioD and <ven in prior leports of oral.lpacquired CD.

They may be relat€d to the host'r immue in0umatory re.

sponse condit ioned by rhe genet ia of each individual or by a

high pansite load [36].  On r]rc,other hud, .r ] re f indings of

acute myoorditis were obserycd In an uusually high propor-

tion (597o) of confirmed cases.

The diagnosis ofacurc CD requlres a high index ofsuspicioo

by lhe clinician, especially whe! patients are secn away fiom

rhe uaditional areas of eridemicity, ln countn€s in which CD

occurs, this condition must be onsidercd in the differential

diagnosis of FUO, becausq fod-bome aote CD may occur

more o&en than is udndy rccognized.

Progressive environmental chhnges tiat affect the ethology

and ecology of potential I azi scryoirs and vectors, rogerher
.with an inciease in hman poptilations suiounded by inter.

vened fo!€sB, have favorcd the ubaniation and domjciliation
. 

of the cycle .maintained Ly ! gaiqlatus, thus affecing the

poor populations ofthe misery belts around nost Latin Amer:

ian cities and middle-class populations, uDd€r the coDccpl of

the "edge-mediated-effects" [37]; This niw situation imposes

n€@ssary changes in the suatcgy of CD @ntol plogiaDs,

which until now have beco timited io vector control activiries

in rual btin Amerien communltias in aieas of endemiciry
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番号 12
医薬品   ‐

医薬部分昴‐
 研 究報告1調査報告言

化粧品  .       ‐

識別蕃号・報告回数 第―報入手日
2 0 1 0 年 8 月 1 8 日

新医薬品等の医分 厚生労働省処理欄

燥抗 HBo人 免疫 グロプ リン

ツ千テレングリコァィレ処理抗 HB3人 免疫グロプリジ

Agence FranOe―Prolso

/2010/08/14   ′

研究報告の

公表状況

①今プスプリン筋注用200

じミチ貧ラ;じ酪[篤鴛:誂t寧 ,
③、プスプリン (ベネシス)
9,ィスィリンIH静■1 0̈単イ= (ベネシス)

注用ヘプスプリンlHI(ベ ネジネ).

,生首■11霊 再iFτrr?
珈雛1摯場じ磁7螺 =、塩査ヅtf曇新滓蔚聯財  [進llitl.人|,、囁国後の6月1こ死亡した。

::i]:]「ilill:酔り111:夕すすり|!距違:ジ}凛負犠3.:|lιぅ12雰71χ奮77誓霧i[署竃で明覚:手る
不タンのようでぁる。し| しヽt接触と旅行を通して伝播は広がつている:  : :

研
．
究

報
‐

昔

の

一概

要

使用上の注意記載状況 ・

その他参考事項等
代表として↑ブスプリンIH静注用 1005単位の記
載を示す。
2 車 要な基本的注喜
(1)本剤の原材料 となる血液につぃて'ま、「BsFL‐

原 、,HCV抗 体、●III-1抗 体、抗HIv―ウ抗体陰性

で` かつ■T(CPT)値でスクリーニングを実施し
ている。更に、プ■ィレしたき験血漿については1

曇にし1踏なじ[艦褒馨躙 せ1ニ
ぅが、当該NATの検出限界以下の ゥイル スが混入

巌よ鰹確鱗揺,篤鍛度峰鑑
漿を原料として、cohnめ低温三タノニル分画で得
た画分からポリ■チレングリョール4000処理、

ぜ:';ζ`聰為̀f}:[]〕落lliキ[嫁1「:リッ75′復
不活化:除去を目的として、製造工程にぉいて
60℃、lo時間の液本却熱処翠及びゥイルス際去模
|こよるぅ過処理を施しているが、投与に際して
は、4の点に十分注意すること9

報告企業の意見

当[ξttTttε
p等?響■ェ程マ除去|れると考えそいる: '量号勇3偽咆[::i

ぃ 。   1     1 ・

ヘブズプリン
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' , ' Emergence of a hew dritibiotic resistance mechanism in India, Pakistan, and the UK: a molecular, biological, and epidemiological stud.,. 2/2 <*)

. . those refeired tb the:UKb nationa( reference taboratory. Antibiotic susceptibi(ities *"." urr"rr"d; and the presence o, *u
carbaipenem resistance gene btox6*., wis estabtished by PCR. lsotates were typed by putsed-fietd get eLectrophoresis of Xbal-

restricted.genomic DNA. Pta;mids were anatysed by 51 nuctease digestion and PCR typing. Case data for UK patients were

. 
rernewed for evidence of'travet and reqeirt admission to hosbita{s.in lndia or Pakistan.

Findlngs

We identified 44 isotates with NDM-1 in Chennai, 26 in Haryana, 37 in the UK, ahd 7l in other sites in India and Pakistan. NDM-1

. was mostty found among Escherichio co{t (36) and Kl;bsielld pn eumoniae (1 1 1 ), which were highty resistant to att antibiotics
. .gxcept to tigecyctine and cotistin; K pneumaniae itolates from Haryana were;tonat but NDM'1 prodtlcers from thb UK and

,, 
I 

1r"11fe1abte whereas those from Haryana were not conjugative: Many oi the ux NDM-1 positive patients.had travbtted to India or-

..-, , Pakistan r6/ithin the pastyear, or had tinks wlth theit coun$ies. ' : .
.  1  I  , . ' ,

Intemretation '
. ' , . The potentiat of NDM- 1 to be a woridwide public heatth prgbtem is great, and co-ordinated inteihationat surveittance. is needed. ,: .
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