
コ
ω
Ｎ

ζ
〓
て

力

〓
ｏ
３

こ
一ぐ

ｇ
つ
Ｑ
〓
ｏ
「ご

戸
ヽ
三
●
ｏ
万
ぞ

”
ｏ
ｏ
Ｑ

´

瑠̈
や一一̈
「ヽ
温
〉一
。。一．Ｌ
っ、ぉ“８α
す
一●融
Ｄ一
ｓ̈
。∝
″。

Ｌ

諄

螺
誇

誕

縄

球

謡
一卜

打

隣

拒
一一的
〆
鋳錦
韓

・】野
岬
醸
粍
請
」
〓一二
勝
葬

喜

一螺

晦
華
理

襄

義

欝

純

〇
『̈
ｏ
ユ
Ｓ

一ざ
・
∝
ｏ
●
ｏ
■

，
ｏ
ご
∝
ｃ
ｃ
ｏ
つ
∽
こ
會
Ｒ
ざ
コ
・
♂
【
ケ
８
ａ

，

か
ｏ
ト

コ
∞
ヨ

９

〓
Ｒ
∽
官
）

ゴ

¨
『
ミ
■

メ

一び
‘

浄
‘

『
Ｓ

Ｒ

３
営
一ｏ
３
″
『８
０
３
２

３

に
＆

Ｆ
時
記軒
澪
】一理猛
崎
ユ一弱
「
聾
い見
貧
一すだ

辞
ｃ”一
ミ
ｒ
″
言
うＬ
８
２
静
一マ
ａ
ｒ

ａ
，
多
ｏ
ｗ
ｉ
〓
・

三
ζ
妥
力
ヽ
ぎ

ｑ
ｃ
ｔ
て
も
ヽ
Ｎ
８

０
ヽ
く
ｏ
一し
い
ヽ
Ｚ
Ｏ
い

嘉
態
緩
尋華
藩
郡
琳

「
日

手

Ｒ

‘
´̈
」
一，

∝
コ

ｑ

Ｒ

ｏ
（
一ｃ
コ

乳

］
ヽ
じ

し

く
一
Ｅ

■

つ

７

８

マ

癬
群
難
難
串・一華
窪
管

＞
∩
＾

，
ｏ
ミ
庁
ａ
Ｃ
ヨ
ｏ
コ

，

〕〓一〓喝】一螂『．”口，。こに■一●ヨ」，Ｓュ｝〓ユコ」ヽ
８■，３・

”
ｏ
「
ｏ
ヽ
ｏ
●
ハ
ｏ
い

¨
一

　

一一

轟

証
轍
難
・瑾
ぽ〕難
ぶ

轟
野
耳
難
蒔
鵡轟

轟
難
謡
一纂築
鶏

８
割
輸
簾
緒
一酢
箋
詐
一一一・ざ
舅

年ダ

別紙様式第 2-1

い
】

医薬品 研究報告 調査報告書

識別番号・報告回数
報告 日 第一報入手 日

2010年 3月 3日

新医薬品等の区分

該当な t´

総合機構処理欄

一 般 的 名 称 別紙の とお り
研究報告の

公表状況
Infect Cenet Evo1 9■ 240-1247 公表国

フランス
販 売 名 (企 業 名 ) 別 紙 の とお り

問題点 :クランスの家禽と殺場従業員に発生した非定型肺炎に関する調査から、クラミジアの新株の存在が示唆された。

フラィぅの家禽と殺場従業員に発生した非定型肺炎に関する調査から、クラミジアの新たな株の存在が示唆された。と殺場に家禽を供
給した 10農場における2,群から得れらた検体を用いてPCR検査を行つたところ、同25群の内14群にクラミジア関連因子が認めら
4た。同14群の内の1群の因子はChlamydophh psltadと 同定さ■た、のの、他の群の因子はこれまでに分類されていないものであ
つた。未分類因子が認められた群の中の異なる6群の検体を用いた感黎実黙の結果、それらの 16S rRNAの遺伝子は非常に近い配
列を有し、chhmydophna属 に属することは明らかであるものの、同属の新たな株である可能性が示唆された。今のところ、これらの
因子が人畜共通感染症の感染因子であるかは不明である。

研
究
報
告
の
概
要

報告企業の意見 今後の対応

使用上の注意記載状況・

その他参考事項等

記載な し

労〔jЙ歌のとお り 今後とも関連情報の収集に努め、本剤の安全性の確保を図って
いきたい。

MedDtt」 ve■121

買



別 紙

一 般 的 名 称信麟 鬱凩
濃縮人血液凝固第Ⅸ因子、②乾燥抗破傷風人免疫グロプリン、○乾燥t

疫グロブリン、① トロンビン、○フィブ リノゲン加第 XⅢ 因子、①フ´

濃縮人アンチ トロンビン皿、⑬ヒスタミン加人免疫グロブ リン製剤、C

.♀尋桑尊重1姿子¥ご」手染
==二

=              __

販 売名 (企 業名 )

ンマーグロブリン筋注 450mg/3mL「 化血研」、⑥ガンマーグロブリン筋た
ロブリン注射用 2500mg「化血研」、③献血ベニロンー I、 ⑩献血ベニロ:

ンー I静注用 2500mg、 ⑬献血ベニロンー I静注用 5000mg、 ⑭ベニロン*

F注射用 250、 ⑬コンファクトF注射用 500、 ⑩コンファクトF注射用 l(

94雀孟嘉Υtt」踏β詔膨 涙 籍襴
蝋 驚 践響 鯛■2‐.蜜卜 ∝スタわビン皮下注用、①アルブミン 20%化 血研 *、 のアルブ ミン 5咳 イ́而研*

報告企業の意見

ンノ、// uヽl■ d‖ yu14′ lJ oυ uЩ 仁嗅υノ人でご 、ヾ神肥nCのみ増旭する儡性細肥内寄生微生物であり、DNAと PuNAを 有し、2分裂で増殖する。今回の報告は家禽と殺場従業員に発生した非定型肺炎に関する調査を機に、クラミジアのChlamydOphila属 における新株の可能性が示唆されたものであぅが、それらが人畜共通感染症の感染因子である力ヽま不明である。
弊所で製造している全ての血漿分画製剤の製造工程には、約 0'μ mの無菌ろ過工程および、クラミジアよりも小さいゥィルスの除去を目的とし

たウイルス除去膜ろ過工程が導入されているので、仮に製造原料にクラミジアが混入していたとしても、これらの工程により除去されるものと考えられる。更に、これまでに_上記製斉1に よるクラミジア感染の報告例は無い。
二然上の点から、上記製剤は2ラ ミジア感染に対する安全性を確保 していると考える。

*現在製造を行つていない
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lS'i,YoSti=11¨ No. of.nalFed r:mpte! 235-iVCR Glonydiaceoe h-o. of posiriv€ !)mptea ompA-rtPCR C pJiftoct no. otposirive samptes

frblc 4

Summ!ry of pr.limrniry diatno{jc resting.

轟 鮮鼈

08-t 274lt j qhib jted rhe highesr dr

ilt;1:,;;fi il.T;*Ttt'rfu ,T""".,ru*Ti.:,"&,,:H,;::id
spp. because they could not be ass

;y i*i;:.rui iir ;?tr,J: T#;il rl: ";H+#

,tgfiIiT;1ilf#{fd[",T,r,.ffi **,:j
ii,l""i!':,5:J"::":J3,'"TT;:Ll,:m:;rg.ik";
lTtl'll"l1;jjij",l!i: l;:1,:::1."' 

oat zt <1 ri 
""a 6'-;,?i

To explore the genetic relatedness of the strains ftom thepresenr study, all sequences mentiooed in Table j ..;;i;;";;

ln i'FS'°「ht'1'°US1  21      1 1,2

盤 ∵∵
e守

:∵|,|∵静
O′ :

lcvels oFchlamydial cxcrc● on.with brds from nocks h。 3,13,19
21.22.and 23 being idenlncd as high cxcrctors and with allllost

覆珈 睡僻

32 Dl″ cr gcnο νPing or Clinicα l sarnPιes

VV■ 口c PCRo● ng thc daSslcalompA p● mers crLl'CrlL(Dcnamur
ct al.1991)Fancd to PrOduCe amphcOns rrom positlve non c

psltraq samples (data not shown), the use of degenerate primers
191CHOMP/CHOMpjTt en;bled fufther char:cterization by RFLP.
DNA extracts from real-rime pCR-posjrive (Ct < l4) cloacal swabs
were subjeded ro pCR and digesred with.Alut. As shown in Fig. I, all
restriction patterns within a nocl( were identical, but;learly
9i1e::d amonc fiocks oB-127413, o8-t2j4ls, oe-rZz<1r:. og'_'1274121, 08-1274122, and 08-1274/19. As rhe only exception.
patterns from flock5 08-1274/3 and, 08_127414 were identical.
T.\ese 2 flocks belonged to the same breeder (i.e. the owner of the
slaughterhouse, see Table I ). Ihe same was observcd for flocl(s 08_
1274113 and,08-127 4i 23, which also belonged to the same breeder
(Breeder no.3).

3.3. DNA-b6ed. chudcterization otisolored jfrairo

. 
ln cell culture rrials. dupljclres of rhe pcR-posirjve dry swabs.

which had been stored in SpC medium, were inoculaied into
€mbry_onated chicken eg8s. Isolares were successfully cultureJfrm flocks o8-j27 413, 08-127 4lt3. Oa_tZlA1lS. oA_til a1Zt, Oi-
1274122 and,O8-1271l23 (Table .l 

). The same stGins also grew well

＼
¨
¨
コ
ユ
エ
”
証
工
糾
か

，
‘

■
■
■
―
一―
―

‥――
―
――‐
――‐
―

――‐
―
一

「
も
ε

ｌ

コ
〓

Ｐ

董
弛

聾

詳

Ｊ

「
に
ヽ
）９

８
一３

こ鴫“…“州のれいmp eSby山 枷̈mereSm_mesOFparttm…
"¨“

I晏11謙!舗戦淵掛辞讐脚鴛躙計
d織罰

=濯
躍;憔罵11驚縫騰1:譜棚常猟醤:j£:服}棚認識Ⅷ [霜♂馴脇麗:1湾留距軍i糀:漱:認翼轟精崎

=:ょ
輩軍t柵 :罵概燿ざR常語ど『

=:躙
譜

m.印 as km望、も品睫



K Loroucou et oL/tnlecdan, Ceneris ord Evolution 9 (2009) 124A4247 κ ιorOucou l“
/′ lrcⅢ .6`η εa.5 οnd εν。し10n,ρ00"″

`0_レ
′with ompA 5equenc€s of strains represennng the established

species of Chl@ydi a and Chlamydophila. The dendrogram shown in
)upptement I indjcates that the strains described here form a
separate cluster situated at the margin of the genus Chlomydophilo.

As the ompA gene generally is distinguished by high inrra-
species diwsity among chlamydiae. analysis of tt. .oi"
conseNed l65 IRNA gene sequeDCes wrs conducled to obtein
alremaove lnlomation on the idenriry and characterize the

raxonomic position of the present isolares. Segments of 1436 nt

;"jffi :ll:Hill,I:TiJ:ff l:,ff J,..';:ffi1,'j;T,l"T,*:AII sequences obtajned were identj
muarion in 08-r 274izz. nrien."nr,..iirr,il;:::"'"":ili3[:;::j
:::!:l^yo,lr,*". confirmed rhe separare posirion of rhe presenr
srarns oursjde lhe existjng species of Chlomydophilo, but clearlv

IIn,,n :n" genus..The corresponding dendrogrdm is shown in

ii;;,i;if J)'il'j,1fi lliI#l:;:i'Jil;i,i:'J,,"",:,"T:i,i,,i"

]llよ笛雷[測マ:lml鵠肝鑑l]∴篤lκ
q¨ n“

“Jい・“
Sim^“腱s、e"れ¨

“tld滉〕」Tattghb° Wう 0前

“
ne●

“
roⅢ ,。

1,震"tances cofrespond tO“ nel(d、 tance,ve● ca d● ta nc(

4- Disassion

. 5o far, very few studies on avian chlamydiosis jn chickens havebeen conducted in France and elsewhere. Veterinary investigaiions
are usually undertal(en when tran
ro. obrein more informarion, il'':;,::"J:i:;,?:i' :::f":1psrttacosis involving l5 French adminisrrarj"" uii,, i, fu*n,f V

e,{:il,1t ji:illlitr;H::T:"J:l:1il;ii[.r-{::;:*i:i
hospiralized human .ases, as well as ,h" f."q""".v 

"i 
g.*p;clses, and .isk assessment for exposed inaivia-uats.,qaaiimairr-

the anatysis of srrains isolared from humans 
";;;;i;"ir;;; ;;r;

i,::H lffi": T:' ?: ".iiff :":'J' ::,: *::,;:: ;:x"";:
human.tr_ansmission. Up to noil. most of the ,"a"ntty aonnia"acases of C pricdo infecrion have been *r*i",J *ilf, J".j.'",qotic birds (Liroucau et al.. 2OOSb, ana unpulf;sf,"J a"tal. 

'- "'
The present survey was prompted by th" oa.u*"n." o? t i t 

"aounexplalned atypical pneumonia in three French st"ugtrt"rt orse

x.lll:T.il,iTl;T:1."1[?"i':trj;"'i:n:["i:.,,ft 
T 

jy:i*
vetennary survey was started as symptoms of the worl<ers were]miniscent of psittacosis, wjthout any microbiological confirma_

Although no clinical siSnsver(

;""'Jl l*"J."*ffi [dH:n :if:,:## i.."ft l:l{:iHtras high excretors. The levels of excretion were similar to rhoiepJevtously obsewed.in C pjiroo:infected a".f. n".f,r, i"r.""ithem associated with human infec
Ra drer unexpe*edly, onry one "",'T;'r 

tH;T'""rT"jj"*:^,"?331

samples of rl'e presenr panel proved posirive l" a;;;;;;:;;;;;.
.r:ll-tlTe 

pcR.wl\en.8enorypi;s 
of the chr,_vor J ir.i^,i"i"r""j

was amempted, C psiftoci-specific VNTR p.i_"" f"if"a io g"""r.,i

iiilii'Ttr"x"""T[:,fJ^ii[,',i:;::1"iT:T"iiltl"i,?*
ff lil:'"i:"'is* ffji;ff T::::::::$::tTififfrf i{lcombined evidence suggested ihat we were probably deali ng wirha novel chlamydjal agenc

- Analysis by RFLp of ompA gene
rrom $e most hish-n,", ,""l"ni,f n.'*ltoT,lli: ::ffii:, if;i::l::the presence of a single strain within eacn rnvesngated Rcl( butalso r€vealed rhat the strains were differ"* fr". "i.i *i.r. iL"r.6. isolates were obrained from 6 different n".j,r;;;;;;::;;'"-
zieux"_or "cou nu,, breeds. Two ofthen\ whjch were isolaied aitt-esame ram, proved idenrical based on rheir pJ;i;;il;;;;
sequences (floclg 08- I 274l13 and 08.
of rhe 16s rRNA and ompi r** ;-,t1t,.oj',?:l"fr:ljilT:iiif
gene sequences were highly similar among the isolates. the ompArequences were distinguished by high inter_strain heterogeneity.

ly.:"lnT:: obseryafions by e verir er al. ( I s99), *rr" i"i"i.,J
:.l:,,1::jM e"l: were subjecred ro evolutionary p*rrur" io 

"Iar lesser qtent than genes encoding outer menbrine proteins,
such as ompA The sarne authors recomm"na"a tn"t, ln onl"iio U"

c. tMm BGYokohstuLABoO1Z6)

c. F@,m E58(D63i7)

C. F@Bm OMPA(O85716)

c. Fmn sPw8g(ABOOl7rO

c. F6tu,n EosDizwke(S5714)

a Fdrum &Ma.d.(O8?1s)
c. fetuh Koaldpeit(069717)
@127{13t6A39802:)

08,127419(OA3S8028)

08.1?7t121(GO396029)

06-12i423(GO398031)

!&r2716(GO398026)

08-r274€2(GO39€OaO)

C. Sillad 6BqU6eltiM1i769)

C. pshad GCP.1(A&01786)

c. Fi!.d ilo^(a8001767)

C. Dsiil.d rwa-1(A9OO176)
C, Fitid Ko.t.(48@17&)
c. F&d MtuoolF(AAool79o)
c. Fdrd SuoihotoF(Aeoo1Bt4

C. Psfr.dCalto(D85712)
c. psfteci PdCcP-t(D35713)
C. a&frrs E€(Z!9871)
c. ahdc EaApr3108)
C ahd6 EBA(U76?tO)

c. abd6 oEA(249372)

C. a&n6 S26A(CR,!4038)

C, adus eSTt(ON7O9)

c. psi[ad 0seHu&aO8S711)
C, Fiiad NJ1(U6&19A&0181 D
C. eu3o Gprc(O857oE

c. felk FeC4?9(D85?oi)

C. ferG F€Ceno(O85706)

C. fells Fe1{5@55702}

c. rdisFect6t@8J7q)

C. relis FcBIS(D65703)
C. teG F€.36(APoos661)

C.lelc F45!(o65705)
c. rer6 FePnl(O€5701)

c. liadona6 AsA.lOr(o8B3t6)
C. bdomE(b Dru3CX(OssT t
c. tadomatb HAn3@a9064
c. tachomlth BilsOT(085?19)
C. taoonalh Cru-rcT(DE5Z20)
C. kacioMb EUW5C:(O!tZ)
c. rs4oodbl34(M5917O
C. trdon3rG t1/40(0eOl9308)
C. hdomatb 6ruCA-1/@dii< Mq17?)
C. !edooaB n.shLal4q 16SlDaO1931 O)

C. radoftrk mou(Doo193oo)
c. bdonab Frqcaul6s(oa1$01)
C. 1660natir OruW3/CX(AE@i?73)

C. mud(a.um NbQ(Em?160)
c, monddm SFpO(t66€7)
c. ru&atum Mopn(E5t1E

C. sJG @0J7310Me29)
c. pnanonbe CPnl 6F139200)
C. rcuroniac re8(OGt4t?3) .
C. nelfun!ecS!29(€01$3)
C. pnhmnia€W6l(L&1@)

The etiological imponance ofrhe

1;i:Wi4;# #i:il"?$J:# ri:illdri rl:illl
::$',T:.1:*il,:::ii 

"",t 
;il:::'1,,':.".monia. 

Arnouerr ciiniJ

ilit,"Lffi TH:fi il Tr ji Tlf ili:i:tfi kTt
;';i 

"';.T 
:fu 'li i :;:l :::,":;ff : ifi ; t ;i:: :U* ;l

iln"N;l* 
*r,r in mice based on rhe prorocor orRodolakis er at.

^^.:'T1!.,1, 
rtuy'1.be emphasized tbat detecrion of rhe presumednew memben of Chlamydiaceoe becme possible because of the

di&iiiii:tdT,:"_T:,:fffi y" JJf ;'ff xJrfl Tll:combjnadon. whjch was already suigested ;r, . ,"f*na. ,*O"rj

59
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新鮮凍結人血漿

研究報告の公表状況

:49(10):2152-7

ake M,Miani T,olkawa s
NagumO H,sugiura S,Tateyama
H,Awakihara s,MIsutOmi Y,

a M, Tadokoro K.
新鮮凍結血漿「日赤」(日 本赤十宇社 )

新鮮凍結血漿―LR「 日赤J(日 本赤十字社 )

新鮮凍結血漿―LR'日 赤J成分採血 (日 本赤十字社 )

ヴ飾鯰 螢撼含1年錮嘔呻賓辟瑠葬匹嘉竃鷺瓦瓦薦
=篇

篇
父雉祓輪螂咆蛹1畿、儒木……翻卿
ボ■レし兼気性ボ■レの双方にЮmしの量馨曇燿意造「デザインした:堡存から4日以壁を置艦飛維縦禄警釉 雅砕轟

予 l(}i]f11苺 Iξflf覇影手室雛雛昴 鰺得雛テんダ景霊取齢り秀蕊]R験を蝙鼈粒蘊鶉2雲    袋茫艶轟籍:夢:I仄辱実施されていないにもかかわらず、日本く
重要であると示唆される。

使用上の注意記載状況・
その他参考事項等

血漿 1日 赤」

曇鮮霙
嬉豊雛[骨 |:索 1成分

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

今後の対応
日本赤十字社では、ほ

越写顧質潔睦邸昭駆欺働猛証

撃i  雰奪響

販売名 (企業名 )

報告企業の意見
日本における献血 初流血除去導入にういて

研
究
報
告
の
概
要
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BACKGROUND: Bacterial conlaminalion of plalelel

concenlrales (PCs) is lhe major inlectious risk in
lranstusion medicine, To evaluale lhe necessity ol

implementing novel slralegies lor lhe reduclion'ol bac-
lerial conlaminalion, il is necessary lo eslablish a

precise conlamination irequency in PCs.

STUOY OESIGN AND METHOOS: The lrequency ol
baclerial contaminalion in PCs issued by lhe Japanese
Red Cross was delermined using expired PCs before
and atler the implemenlation ol lhe diversion method.

The cullure method was designed such lhal il yields the
leasl possibilily ol false-negative results: platelet speci-
men6 were sampled aller at least 4 days of storage and

the inoculum volume was 1 0 mL for bolh ae.obic and

anae.obic boltle cullures
FESULTS; Ol lhe 21,786 PCs cujIured, 36 {0,17%)
were cootrrmed to be baclerially conlaminated before
lhe implementation o{ the diversion melhod. After ils
implemenlalion, lhe number ot conlaminated PCs

decreased lo 11 ol 211,783 (0.05%) with a .eduction rale
of 71% and lhe number ol conlaminalions ol clinical

imporiance was 4 (0 018'/.) exclJd;ng PCs posilrve {o,

Prapion iliacl e ilum.acnes, The lrequency of conlamina-
tion by bacleria presumed io originale {rom donors'

blood did not decrease.
CONCLUSION: The etf€cl ol lhe diversion melhod on

lhe trequency ol bacterial contamination is robust. The

Iow incidence of seplic reaclions atter PC lranstusion in

Japan in spile of the conlaminalion lrequency being
comparable to lhose in Weslern countries and lhe non-

inslilulion ol cullure screening suggests lhe imporlance

ol a shorl shelf liie (72 hr) lor PCs inlroduced in Japan.

aclerial coDtarrinadon of blood cotnponettls is

tbe n)ajor residrral iDfecrious risk in rnoderD

translusion rnedicil)e in deve)oped coulttrjes.
The transfusion of blood componeirls \r'illl

clinical)y relelant baclerial -species at cer(air) cot)cenu0'
lior)s can lead to sepsis or a latal outconte itt lrrnsfusiol)
rccipicrlls.'l'his is paf licularlv true lbr p)atelet colrccr)lrate
(llc) products that are stored al 20 to 24'C. lt is gcnerally
acceplcd that the frequency of bacterinl contamirtation in

I'Cs is approxirrtatclv I in 3000.'r'fo prct,ettl ltansfttsiott'
rnediatcd scPtic reactiorts, scYcral prcvcltli!e rncasuros

have bctrr prollosr:d or implcmcrttcd in cach step froln
bJood drc\^'ing to bedsidc practicc oflransfusion, tramelll
thc irnl)rovcrnent of thc skirr tiisinfcctiol lltoccdurc,3!
use of a divcrsiorr pot:c)r,'io scrccning by cultttre for
tracterja,s r' pl-i or glucose measurerncn[, scrccnittg by

iml)litca tjon of a bacl erjal ger)olr)e sequ ertce, r:' 
'; attd rtse

of pathogcn reciuction/inactivation technologies.rrl

ln Japar, all PC ploducts are oblained trslng tlle aph-

eresis s)'slerrr an(l 1l)e cxpir) tjnre [ur PCs his brer] linljled

ABaREVIATIONS: IRC = Japancsc llcd Cross; PC(s) = plirlclcl

conccntrat('(sl.

Frorn tllc )ajlmcse Rcd Cross Tokyo Nlclropoiilatl \vcst Blood

Ccrtt'r aId tlrc Japarrcsc Rt d (lross Tokvo Nlctropolilrrl lllood

Ccrncr, lbkvo: ll)c ,apancsc lt('d Cross I'lokkajdo illo,ltl Cctttcr,

ilokkaidol thc JipaDcsc l\(:d (:ross Nlj-ragi lllood (lcrlcr, l'1i)'agi;

1hc Iannlrcsc llcd Cross Aiclri Lllocrd Ccrtlcr, Aicltil tllc Janalrcsc

tlcd cross osaka Illood Ccrlcr, osrka; thc lapancsc llrd Cross

()(!\ in)a llloo(l (:crrtcr, olavrnra; the Jrprrrcse Ilcd t:oss
ft uslru lIlood (lenler l\rkuoka: rn(l lhe lannrlcse Itc(l (lfoss

lllood Scrvicc I Ier(l(luarlcrs, Iok_\io, irpci.
.\ddrass cort.spondencc lo; Nl3sahiro Salnke, J:rPirrlesc ,ltrd

(ioss li)h o Alclrol)olitatt \\tcsl lllood C,cnler, Ilirjo"i-r lro 1r356

'lachi[ah,a,'li)kro ]90-0014, Japan; c"rnril: nrc-silakc(i'

1ok)().1)c.jrc.or,jp.

Rcccivcd for pulllicatir)n lan!rrfv 22,2001)t tcrjfioll
rcccitcd i\iarclr 18, ?0()9, rnd ilccc))lcd Ilrrclt 31,20(111.

doi: l0.l I I l/j.1537-2:195.200!i.0224:J.x
'I t(A.l.iSFUSlON 2()09;49:3 I 52-ll 57.

to 72 bours, rrhich lras ur:doubtedly cot)trjbuled 10 the
relati\,ely infrequerrt occrrrretlce of sepsis after pC trans.
fusjon. Orer tlte past B vears, l:or,,eYg1. 111,9 cases of septjc
rcactions, iDcJudi::g o|e [atal case, afler pC trarrsfusjor:
havc bccn cor:firDtcd by thc JaparTcsc llccl Cross URC)
blood center, nnd the neqes5jq, fgr lire implenreltrtiorr of
nor,el straregies for rcducing baclerjal conlaminalior) lrrs
i)ccn discussed. fo rl)is end, it is csscllial to esrab)ish a

prccise frcqucJrcv of bactcrjal contamilalion in I)Cs pro-
ccssed unctcr cur rcrrl rcgulations for blood procllrcrncr)t
and 1:roccssing. JRC svstenratically cuirurcd more tltatl
20,{)00 expircd PCs using the cultrrre corrdjtjons that \l,cre
cxl)e(:tcd ro proyid c I l)c I ou,es1 possjbi litv of false_ncgatirc
results. JRC intPlententerl the djversion metltotj in
October 2006 iD the blood dra$,ing process for pCs an<j
reevaluated tltereaher dte baclerial contantinution fie.
qucncy in 20,000 erpired pCs. in this arrjcLe, r1,e reporl tl)e
bacterjirl conlarnjDatior frequeltcy jn pCs before and after
the jn)pleD)enration of the diYersjon lnethoL.i ilr)d djscuss
tlre possible orlgin oI bacleria Lletecled in pCs obraiIetl
tronr olller\\'ise healthv blood donors il laparr.

MATERIALS ANO METHOOS

Blood collection
Jn Japal, six n'pes of l)C calcgofiz-ed in accordancc rvitlt
llle rJUr)ll)er of ltlatelcrs {pljl's) contajt)ed bave becn
apProvcd, Darnr:1r,, lJnjrs 1,2,5, 10, 15, and 20. Ur)it 5
corltains 1.0 x l0rr 10 2.0 x 1oil I,LTS and the ntrnrbcr of
Pllls contajncd jn olhcr uDirs is It ptol)oiltolt lo lttc ullil
nurtrber. llnits .1 rnd 2 thrt are specifically uscd for infaDls
or Dconnlcs, rcl)rcscr)ting orly O.Z(yo of all I,Cs, lta,r,t: bccrr
obtainerl from u,ltole blood using the buffl,coar nrerhod.
All other units lrave been procrried using the altltercsis
sl,stems uf cCS (l jaentol)elics, lrrc., T0kyo, Japan), Terusvs
(Te'ruDro, Inc., T0kt'o, Japan), and Trirna Acccl (BCT japan,
Ittc.,'fukvo, JaPar)). ln 2006, splilling of a largcr lr)tit was
introduccd lbr processing Ur:jrs I (nd 2, and all i)Cs ir
Japan are r)ow produced using rhe aplteresjs s1,stern. Unit
I 0 is the tttost frctl!]enlly used, u.j)jcit conlaijts 2.0 x IOr lo
3.0 x l0lrl)Ll's, represcnLiD13appro.rimarely 809! of ;1ll l)Cs
used jl laparr.

|or skln 1lre1;ar;rtion for t,enipunclure, the donor.s
cr:bital.fossa is clcanscd b1, two courses of scrub u,illt arr
isopropt,l alcohol-corrraining corlotr srr,ab (Orre Slrot phrs,
llakujrrji, Inc., Trrkvo, Japan). povjdonc-jociinc alcirhol
(lsotiine ficld solurion, lr,lciji, Inc., Tok1,o, Iapan) is next
appJicd on rl)c aroa r)sjr)g a coilon-tipl)cd npplicatcrr
(S10rjlc Coltor) llLrds, Kau,atnolo, Inc., Osaka, Ja]ran) jtl
conccr)lfic circlcs ar{ay fronr thc j)unclurc sjlc_ nftcr a

nrinjlt)utr of:J0 scconcls of air. drring, the donol,s vein is

1;rrnctu rc'd and blood js- <1rau,n. The diversion methocl \das
jnrpi(,lrcnlcd jn PC collc,ction in October 2006 aDd jrr

trhr'rle blood collcction early in 2007. l\r,trrry-livc rlillili-
l(:r's of ir)itial flou,r,f nitolc blr>otl is collccrcrl in tlrc inte.

BACTERIAL CONTAMINAT10N OF PCslN」 APAN

grale(l diversiol trouch md llte diverted blDod js used for
testing and bl0od archile legislr\l

Culture of expired PCs
'l hcre a.'c 3g JIIC h/ood cci tcrs all o\rr Jipdn thir proccss
nnd djsrrjbtrte I,Cs, Amorrg rhcrn, seven lcadirrg blood
cenlcrs havc laboralories lvilh an autortralic blood crrllure
sYslcrn, BacT/ALERT 1S1,s1;1"r-6lonrdricrrx, T0lq,o, Ja1tanl.
AII PCs cxlriring in local blood ccDlers afrcr 72 hours of
storagc u'crc hrnlrcr srorcd UDtjl Day 4 or 5 at l5 ro 2S"C
and lhelt scnr ro one of rhe )cading laboratorics. Thc pCs
\\,ere Inainlainc(i at 2 to 6.C drrring rhe lranspoflation. The
laboratories srarred PC culrdre berween Da.\, 4 ancj Da1,9
t)ut n)osdy (jid so on Day 5, 6, or Z. Conln(It Pnrcedrrres
!\'cre deteltrined arnong thc laboratories fur satnpling,
inoculation, ctrlluring. anti retestirrg arrd !^,ere strjctly fol-
Io\ved by tfaine('i str{I rnenrbers; a pLI solrrtion of rlore
than 20 rnl rvas drarrLr from the l,C bag, ofu,)rich l0 t:tL
r{as irrocrrlated inro atr arraerobic crrllure bortle ancl llte
reDtriniDg l0|rL i|to on aerobic bottle (llPN and Ill)A
bolties, respoctivcl)', Sl'slrex.biol\4irjcur). AJI rhe pro-
cedrrcs rvcre cotrducted rrndcr ascptic conditiorts itt a
lamirlar air flow )rood, Tltc inoculalcd bottlcs u.crc kept at
35'C jn the UacT/ALtillT s)rstcDl, at)d cUltrrre Nas contjn-
r.rcd unlil a posjrivc siglal u'as flagged or contiDucd for z
days in rhe abscncc of a 1:ositivc sigrral. \\/her) a positive
signaJ rvas flagged, cul ture rvas rcpeateti using tlre or-iginal
PC and fio/-cn piaslt)a obtaincd frorn rltc santc dunarion.
lir.confi rm the bac(erial spccies, bacteria-l;ositir,e culture
bollles h'ere sent {o lhc cenlral lal)orato.J, of T0kvo lled
Cross Blood Ccnrer and Tolq.,o Nletropolilan Instilure of
Public lleaLlh.

Statistical analysis
'l'he clri-square tesl \r,as used lo comptre [he bacteria]
conlanriJlalior) freqrrerrcl of I)Cs procure(l before and
iltlcr tl)c i')l)lerreJtlatjoD ol lhe djl,ersior) mr:t))od.

BESULTS

Frequency ol bacterial conlamination in pcs
I)urirrg the llcriod frorn N{il), lO05 ll)roug)r Apri) 2006
hcforc the imPlcnrerrlariorr of thc divcrsion mclbod,
21,7{}(j cxpjrcd PCs wcre cullurr:d for [racrcrjal exaDrina-
tion. Cullurc stnrtcd on Da\,4,5,6, or Z fof0,.1, 20, 19, al)cj
21')i, of PCs sludicd, fespccri\'cly 'fhr:t.c u,clc 57 irririal
l)osjljvc culnlr:s, l0 of r|hich hrrc detcrmiil(xi to lrile
beer causcd ll, an irral;pltpriale p(rsitjvc slgnal bv tlte
cullure Dtachjne (T:rble l). Ol. thc renraining 4?, I l \1,cre
tlelired as lalse-posilive crrltures otr dre basis oftlre nega_
tjve resulr ofthe leculturc oft)re aliqr:ot front rhe origind
PC ('lablc 2).1-}lc rrurrrbcr ofcoJtfinltalo$, l)ositi\.c rcsulls

」RC2009T 065
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SATAKE ET AL

strealn frorn tl)e oral cavit),, periodontal space, or upper
respjralory tracl is rot a rare el'ent but t}at people n'it\
srrch bacterenrja represenl a cotrsjderable proportj0n ot
olhef\f ise heuldry blood donors.

'l l)rce I'Cs cont3nir)alcd bv S. ar,reus u crc idcrrrificd
dufing llle crrlturc slrrdx'fhrough dorror intcn'jerr, il u'as
vcrificd rhal l\ro ofthc rhrcchad aropic dcrmaritis on rhcir
cul)jlal fossa or lace, S. alll"ls has bcen ir;tplicated in bac-
lcrcmia or sepsis in l)alicnts \\'j1l) aropic dcrnratitis?'.?s
and it is possiblc tlral the orgalrisnr jrrr,aclcd the donors'
pcriphcral hlood from thcjr skitr lesion and clcr)tually
conlamjr)alcd PCs. Skin lesions suclr rs alopic dcrmatitis
n)aJ' sen,c as a risk factor for baclcrenria i rr blood donors
rt'gardless oI rlhether the ]esion is orr the veniptrncture
srle or not.

ln spilc of LIre considerably high rarc of t)acteriirl con-
tatrtination of PCs, onll't${) scpric cases including one
fa(ality ha\,e been conflrmed over the past B )'ears frotn
2000 tlrrough 2007. l hesc figurcs are smaller lhan rltose
reported by ljder and cou,orkersq for rate of fataliry
(1./500,000) and septic reacrior)s (t/75,000) afrer rhe
itttplern ent a1 ion of ruriversal cu)1rrre screer:ing of PCs. l'b e

rrost likcl)'reason for j1 is lllsl rl)e sl)elflife of l)Cs has bceu
litnilcd ro 72 horrrs in lapan. \\'e beliele rltat adrlinistrn-
t ioll of ItCs as sootr as possiblc af1 er proccssing wi)l rernai n
as llre besl strittegy of prcvelttiDg transfusjon-relaled
scpsis whatevcr ])cw slfatcgjes lor 1l)e redtrclion olbacte-
rjal contarnjDation in PCs are iDtplcrlentcd in thc ncar
futurc, although rrc dctcctcd contalltiDation rvjth.6, col
alld .S. atircu.r, nrr) ol ganisnts tl)at can gr()h'rapidly in Plif
pro(il)cts arrd lead to Iifc-threatcni:rg rcrctjons rtithin 3
da),s of collc,ction. Anolhcr reasoD ntay I)e rhat all PC
prodl)cls in Japan are obtrined using the alrllcresis
s),slent, whjclt rrould decrease llte contantination rale in
theon, althorrgh sonte recent arLicles argue for rJre simi-
larilv oIt:ontanrinatjon rate for al)heresis PLTs and pooled
PL-Ii.r'?6 I t js also possjble lhar lorr, sct)si tivily oI ll) e curre,)r
Itcnror.igilatrce s\.stern con tfli)u tes (o (,le lor( tir 1e of selj (ic

rcactions in Japan. ll is, borr,er,er, highlv likely thar at least
tl)e fa{ality rate obtained reprcsents a reii occrlfreltce, as

sLtg1.1csled by Jacobs and con,orkers,rr because it js trtal'1.

dilory in )apan for clirricials lo rcporr an1, seriotrs
rranstirsjon-rclaled adversc r:flcct ro rhe Ministrl,of
I l('illrh, [-aborrr 0nd \\telfare, iurd elery such cvent is a]so
t'r'aluatcd trv lhe JltC ltcadquincrs

Jlrc iDlrodu(:liolt of culturc scrcr:nirrg is rrnlikcly in
lllC blood (cntcrs l)e(:ause i1 \'ill obligc rrs to cxleDd lhe
slrt:lf lifc to 5 da1.s, rr'hir:l: \l,ould lradc olT thc rcal rncrjt of
I l)o curronlly shot t shclf life ol PCs. To dclcrnriric rthcrhcr
thc implcnrcnlaliol't of a noYcl srratcg),such as pathoger
i ttlct iva tiort / rt:rlut:l ion2i,:r or ytOint-of- issue 1cs1 ing (rf PCs

using a rapid asslvr" is irrdispensab)e, it is e$sential lo
eslirl)ljs)r the (jn1il tor patjeDts to be rcscued wjth tle new
strar(:!it an(l tlre cost retluircd for the jnstilu(ion and
ttt:riittettal:ce of lhe r)c\L slIJlcgy
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