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Bekanntmachung
iiber die Zulassung und Registrierung
von Arzneimitteln
(Verminderung des Risikos von HIV-1-Infektionen
durch zelluldre Blutgmdukts
und gefrorenes Frischplasma)
— Anordnung der Testung auf HIV-1-RNA
mit Nukleinsiure-Amplifikationstechniken —

Vom §. Mai 2003

Nach schriftlicher Anhdrung des Paul-Ehrlich-Instituts vom
23, April 2001 (BAnz. S. 9508] wurde die Anorduung einer Maf-
nahme zurtickgestellt, da zundchst mittels Ringversuch den phar-
mazeulischen Unternehmern die Gelegenhieit gegeben werden soll-
te, die Leist fuhigkeit ihrer Inh fetheden zu belsgen tvil.
Bekanntmachung vom 27. August 2001, BAnz, §. 19 365). ks ergeht
nun ap die pharmazeutischen Unternehmer. die zellulsre Blutpro-
gukte und gefrorenes Frischplasma in den Verkehr bringen, folgen-
er

Bescheid:

1. Zelluldre k und gef: Frischpl die
nach dem 30. Aprif 2004 in den Verkehr gebracht werden, mus-
sen aus Spenden hergestellt sein, die mittels einer geeigueten
Nukleinséure-Amplifikationstechnik (NAT), z, B. der Polymera-
se-Ketten-Reaktion (PCR), untersucht worden sind, ohne dass
Genome des humsnen Immundefizienz-Virus Typ 1 (HIV-1}

nachgewlesen ‘wurden. Bei tiefgekithlten Blutkompouenten
kenn diese Untersuchung anstatt an der zur Hersteliung verwen-
deten_Spende such an einer nachfolgenden Spende oder Blut-

sro e desselben Spenders vorgenommen werden, Die Verwen-
ete Methode muss so ausgelegt sein, dsss mindestens eine
Konzentration von HIV-1-RNA von 10000 IU/ml, bezogeo auf
die Einzelspende, verlisslich erkannt ‘wird {Referenzpriparat:
WHO-Standard fiir HIV-1-RNA (97/656); 105 IU/ml}.

se hergestelltes querant Tagerics

™

Fir mittels Pl ph

gefrorenes Frischplesms diirfen auch insoweit nicht mittels
HIV.1 NAT getestete Spenden verwendel werden, wenn elne
spitestens drei Monate nach der Spende entnomumens Blut-
probe des Spendars mittels eiper den obigen Kriterien entspre-
chenden HIV-1 NAT negetiv getestet worden {st.

{nhousefTeslmBLhoden miissen folgende Vorgussetzungen erf

eng:

a) Die Methode ist nach den CPMP-Leitfaden ,Note for Gui-
dence on Validation of Analylice] Procedures: Methodology”
(CPMP/ICH/281/95) und ,Note for Guidance on Validation
of Anolytical Mothods: Delinitions snd Terminology”
(CPMP/ICH/381/95} mit Hilfe von Referenzpraparaten vali-
diert worden, wobei die Validierung der HIV-1 NAT entspre-

iad

chend der Empfehlung zur HCV NAT (hitp://www.pei.de/ .

downloads/loadlink htm) durchgefohrt worden sein muss.
Bei Abweichungen ist darzulegen, dess die tatsachliche Vor-
ﬁehenswalse gleichermafien geeignet ist. Die Unteslegen iber

ie Validierung der NAT mussen dem Paul-Ehrlich-lnstitut
vor der Einfohrung des Prifverfahrens, spatestens zum 1.
Dezembar 2003 vorgelegt worden sein.

b} Die Eignung der Inhouse-Methode muss in einer vom Paul-
Ehslich-Insitut angebotenen Ringversuch belegt worden sein
und in waiteren vom Paul-Ehrlich-Insitut festgelegten Ring-
versuchen — beabsichtigl Ist ein fébrlicher Rhythmus —
bestaligt werden.
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4 Kosten fur die Anordnung dieser Auflage werden nicht fest-
_ gesetat.
1

AMG

i ing der o. g. Auflagen erfolgt nach § 28 Abs. 3¢ :
E;\Zﬁc’;&ﬁg, um dags Risike der H’(V-Ubem‘aﬁung df\ax;‘cri\ I;aél.;r
fustonen weiter zu vermindern, Eine HIV-Infektion R
Rege! zur AIDS-Erkrankung, die trotz der fongegchrx((e{\guﬁ bere”

iegméglichkeiteu auch heute noch zumeist tddlich V'e:i:rcb. Mt
gah:nan die das Risiko einer Ob"“,“f“:g von HI; e mebo.
wsastuslopen vermlzden konnat, 1 S pen Bltprodu
' is technisch mog. sind. 7€
::: Z?Eag)?slsang keiner Inaklivierung unterzogen Y‘&rdenwl:?lr;xnsli:\e.
benl g Gl SUFL SR, e Ay

i i dem Blutspender <

:i?rt:fe?\;baxen Anttkarperbildung gefthrt hat [diagpc:;l;;:gﬁi
Fenster). Zum heutigen Zeitpurkt ist die Emfu.héuu%;;l;els S
NAT fiir das Blutspendescreening mit einer auf ie/m] Xacl?nisch
bezogenen Mindestempfindlichkeit von 10000 IUd e
moglich und geeignet, die Sicherheit der Blutspenden

HIV qoch wsiter zu erhahen.

Die Ergebnisse von Ume'\'suShupgehn dle:raiz};l[—)}i;ﬁ(;}el-lun:éil:ﬁ
zum Verlauf der Virdmie in der frihen G e
i {schen Fensters
moglichen Verkleiperung des diagnost O st
'RNA wurden durch andere Grupp
T&C ng\sls‘;:%nwm, HBV and HCV: New developments r%@:e}?l{z
ansfusion safety” Vox Sang 2000; 78 (suppl. 2): z‘sa-}zlae%_. Mit B
1.NAT-Verfahren kann danach das durch serologische rzh verfabr
ren definierte diagnostische Fenster u}:‘n guaﬁsiﬁ\nn\/‘e;glﬁnh =
T. kleinert werden. Entsprechend eich

;{SCVBg?et‘i,:irgeren Verdopplungsrate der HI-Viren werden zgilge a:g
der Infektion zunéchst niedrige Vlrusmer_nuchgewmseu/, e o
zum Ende der Fensterphase avf bis zu 107 RNA-Kopien/m

gen konnen. ' , .
Bereits: im Jahr 1997 het das Paul-Ehrhch—Insmut‘ d:enp}z]\?”g:r
zeutischen Unternehmer von Erylhrozy‘tenkonzen;aﬂl‘zsmns otk
heabsichtigten Mabnahme agfvgingumn%e;ggw}ne fhud

itis-B-Virus-, Hepatitis-C-Virus- N P

!;eer?saclr:‘csmng :ngeht‘zﬂp. Da damals weder gemgne(e \;St‘r:;lue\&lez\ii
Testsysteme noch ein internationaler Standard fr I‘.\(I-l—RNA i
Verfigung standen. wurde die NAT-Testung auf H

arvaardnet

Zwischenzsitlich sind dem Peul-Ebrlich-Institut vxern}i-lel(\‘/ Ldli::tr:s
ngen durch zelluldre Blutprodukte ggmalde\ WOl c{o fo o
%u gden hergestellt wurder, die in den eingésetzten ;I}:/-l %QAT n
‘TES:; nicht reaktiv waren. Die mittels qugnti\at)ve; A en
oo S proen ST L e e o7 ot
;Stk‘i;g;?s:\elpar:vrﬁ?i Kopie HIV-1-RNA entspricht etwa 2 {U).

der i i r gebrachten Blutkom-
Etwa 70% der in Deutschland in Verkeh %worui'ch Sukor:

cerden bersits heute eligenveran " )
p;ﬁ:rrr‘::zneu‘tizéhan Unternehmen mit HIV NAT Blﬁi‘z{i};ﬁ:flﬁl\?fi
Sva\se Lonnten seit 1967 bis heute mindestens f(\j\
positive Spenden erkennt und ausgesondert werden
. ‘
Die Einfiihrung der HTV-1-NAT-Tostung rx%(ggnermma?\?;::?:};g
& f die Einzelspende, von 100 /-1 U
‘Tﬂl" ls)?:zrggf):r‘l:}:’t atwa 5000 RNA-Kopien/ml) ist ged&eudw?nn;‘gaz}{g}::'
z(:h:send und angemessen. Zum einen wiiren damitd 1‘: vsorden* Ehr
lich-Institut berichteten (Jbertragungen verhin ; o auf'HCV-
alﬁderen kann eine Poojtestung mit den L{l\;‘g%rs;tgh:?g L
iniert werden. Elns wesen ] it
Rr\iAd k;ﬁ’;‘séz;ﬁ\;r eine neue Logistik _srfurdem. d:ﬂe erfa(}xrgan}%;r
\;«:mr_ag in ‘der Anlaufphase mit neueanksllkaj yerbu:g éz;sd'iagnos-
i i hmen, dess damit die Verkieineru :
‘l:;c:]ccv?i‘:ﬁ‘::nich( in dem meximal mdglichen Urmfeng erreicht

wird

|

Die Einﬁlb:ung’ der HIV NAT ist auch erforderlich, um das Risiko -~

der HIV-Ubertragung durch Blutkomponenten weiter zu vermine Unternehmer erhebliche An

dern. Der von einigen pharmazeutischen Unternehmern sls kosten-
gbnstigere Allernative vorgeschlagene p24 Antigentest hitte nach
den Untersuchungen des Psul-Ehrlich-Instituts lediglich eine der
vier HIV-Infektionen verhindert. Die verglsichende Analyse von
Serakouversions-Verldufen bestdtigt, dass eine HIV-1 NAT mit

einer Mindestempfindlichkeit von 10000 U/ml deutlich mehr|

Fensterphase-Spenden erkennt als der p2¢4 Antigentasl, Daher
wiirde eine Einfihrung deé Antigentests keine vergleichbare Altery
native zur HIV-1 NAT darstallen. Mit der Anordnung eines weniger!
sensitiven’ Tests wiirde geduldet werden, dass in Deutschland|
unterschiedlich getestetes Blut in den Verkehr gebracht bzw, mog-
licherweise von einigen pharmazeulischen Unlernehmern diel
bereils durchgefiihrte NAT-Testung zv Gunsten eines waniger sen-|
sitiven Tests wiader aufgegeban wiirde.

Die Validierungsunterlagen fir Inhouse-Verfahren sind dem Paul-|
Ehrlich-Institut nach § 28 Abs, 3c Nr. 2 AMG vorzulsgen. Dies ist]
erforderlich, da nach den Arzneimittelpritfrichilinien vom 5. Maj
1995 (BAnz. Nr. 964 vorn 20. Mai 1895, 1. Abschnitt C, Aligemeine
Anforderungen) die angswandten Methcden und Verfshren
validiert sein miissen. Anerkannte Richtlinien fir die Durch-|
fikrung wund Verfahren wie die CPMP-leitfiden ,Note for
Guidence on Validation of Anelytical Procedures: Methodology"
(CPMP/(ICH/281/95) und ,Nate for Guidance on Validstion
of Analytical Methods: Definitions and Terminology” (CPMP/
ICH/381/95) missen dabei beriicksichtigt werden {abrufbar unter
http://www.emea.eu.int/index/indexh1.htm, approved ICH Qua-
lity Guidelines, Topic Q2A bzw, Q2B). Die Unterlagen sind dem
Paul-Eh:lich-Tustitut so rechizeitig vorzulegen, dass eine ordnungs-
gemage Uberpriifung durch das Psul-Ehtlich-Institut erfolgen
kann, wobei hierfir ein Zeitraum von drei Monaten als ange-
messen erachtet wird, Die Unterlagen kdnnen entweder zu der
Spenden-Stammdokumentation eingereicht werden oder einzeln
fiir jedes betroffene Arzneimittal.

Die Quantifizierung der HIV-1-RNA-Konzentration nimmt Bezug
auf den seit November 1999 verfiigharen WHOQ-Standard fiir HIV-1
NAT (Nr. 97/656, NIBSC [UK}), der auf dem HIV-1 Subtyp B
basiert. Eine Ampulle enthalt definitionsgematl 105 IU/m), wobei
etwa 2 IU einer Kopie HIV-1-RNA entsprechen. Es ist sicherzustel-
lea, dass die HIV-1 NAT die verschiedepen Subtypen der HIV-1-
MGruppe mit &hnlicher ‘Effizienz erkennt. Proben mit quanti-
fizierten HIV-1-Subtypen der M-Gruppe kénnen vom nationalen
Referenzzentrum fir Retroviren an der Universitdt Erlangen
bezogen werden.

Tm Hinblick auf das 6ffentliche Interesse, das Risiko der Ubertra-
gung vou schweren lnfektionskrankheiten mit Blutprodukten zu
vermindern, ist eine dazu geelgnete und erforderliche Mafisahmse
auch dann gerechtfertigt, wenn sie seitens der pharmazeutischen

stregungan verlangt. Durch die getrof-
fene Festlegung der Empfindlichkeitsgrenze und die dadurch ein-
geriumte Moglichkelt, Proben von Einzelspenden zusammen-
zufithren, wird dem gegenwirtigen Stand der Entwicklung im
Bereich der NAT-Verfshren Rechnung getrageh.

Zur kontinuietlichen Ubsrpriifung der Qualitat und Eignung der
Inhouse-Methoden hélt es das Paul-Ehclich-Institut filr erforder-
lich, die erfolgreiche Teilnahme an einem jihrlich vom Puau]-Ehr-
lichdnstitut angebotenen Ringversuch verpflichtend zu machen. .
Die Auswertung eines bereits durchgefithrten Ringversuchs hat
namlich exgeben, dass einige pbarmazeutische Unternehmer in der
Lage sind, mit selbst entwickeltan NAT-Methoden (Inhouse-Ver-
fahren) HIV-1.-RNA mit der geforderten Empfindlichkeit nach-
zuweisen, Generel) ergab sich fiir die HIV-1 NAT im Vergleich zu
den Ergebnissen des parallel durchgefihrten Ringversuchs zu
HCV NAT (Inhouss-Methaden) ein weniger homogenes Bild
Mehrheitlich wurde zwar dia Konzentration von 10 000 JU/m} fir
die HJV-1-Subtypen A bis E erkannt, mit einigen Methoden konate
diesas Ergebnis jedoch nicht konsistent gewshrleistet werdan,
Soweit keine Inhouse-Muthoden verwendet werden, stehen seit
Dezember 2001 zwei vom Paul-Ehrlich-Insitut zugelassene NAT-
Testsysteme zum Nachweis von HIV\-RNA, die fir PoolgroBen
vou 24 Spenden geeignet sind, zur Verfigurg. Entsprachsnde
Untersuchungen mit diesen Tests ergaben, dass alle positiven Pro-
ben des Ringversuchs als reaktiv und die Negativproben entspre-
chend nicht reakliv bewertat wurden. Einwendungen der phanmna-
zeutischen Unternehmer, dass die Anordnung der HIV-1-NAT-Tes-
tung erst erfolgen diirfe, wenn Testkombination{en]) auf dem
Mark( verfigbar seien, sind damit hinféllig geworden.

Die Kosten dieser Testung ainschlielich etwaiger Lizenzgebithren
missen im Hinblick auf gen hohen Rang des Schutzes von Leben
und Gesundheit betroffenen Patienten in Kauf genommen werden.
Die schwierige wirtschaftliche Situation einzelner pharmazeuti-
scher Unternehmer kann nicht zur Abwendung einer Mafinahme
fihren, die zu einer Verminderung von HIV-Ubertragungen durch
Blutkomponenten geeignet ist uad hisrnach im ffentlichen Inte-
Tesse steht.

Auch fir in Quarantane gelagertes Frischplasma ist diese Anord-
nung zur Risikovorsorge gaboten. Zwar ist weder aus der wissen-
schaftlichen Literatur noch aus den dem Psul-Ehrlich-Iustitut vor-
liegenden Verdachtsmeldungen abzuleiten. dass eing HIV-Iufek-
tion nach Quaranténelagerung nicht durch serologische Tests
erkansit werden kann, Dennoch ist hier im Rahmen der Risikovor-
sorge die Mafinahme geboten, da die Mdglichkeit besteht, dass ein
Spender eine Antikérperkonsteliation sufweist, der durch den ein-
gesetzten antlHIVi/2-Test nicht erkannt wird. Diese Infektion
wiirde dann auch bei der Folgespende méglicherweise unerkannt
bleiben, wahl aber durch eine NAT-Testung auf HIV-1-RNA in
Erschelnung treten. Auch unter Abwigung des srforderlichen Auf-
wandes der HIV-1-NAT-Testung far it Quarantdne gelagertes
Frischplasme kann deshalb das mégliche Risiko nich! in Kauf
genommen werden, auch wenn sich disses bislang noch nicht rea-
lisiert hat. Die Teslung der Spender auf HIV-1-RNA muss auch fir

die Herstellung von mittels Plasinapherese gewonnenem Frisch-
plasma durchgefithst werden, da die Haufigkeit der Testung nichts

an dem mdglichen Risiko, dass ein infizierter Spender keine Anti-

korper bildet oder dass der Test die Antikérper nicht erkennt,

dnderl. Atlerdings ist hier der Aufwand der Testung von jeder

Spende nicht garechtfertigt. Plasmapheresespender kénnen mehr.

mals im Monat zur Spende zugelassen werden, Es wird als ausrei-

chend angesehen, dass dlese Spender im Abstand vou mindestens

drel Moneten suf HIV-1-RNA untersucht werden. Durch die zusitz-
ltche Testung soll susgeschlossen werden, dass im Falle des Nicht-
arkannens eines Antikérpertests ein vom Spender ausgshendes
Ruckverfolgungsverfahren iber den Quarantinezsitraum nicht
durchgefiihrt wird und damit inehrere méglicherweise infektiose
Plasmaspenden freigegeben werden. Eine Spendertesiung auf HIV-

1-RNA in einem Abstand von drei Monaten wird somit fur quaran-
tanegelagertes Plasma als ausreichend angesehen



: FDADHIV-1 NAT BB OME (5 17EScCATE R, 2004450, BEFRLD)
Der im Tenor zu Nummer 1 genannle Zeitpunk! beriicksichtigt die

Sicherstallung der Versargungslage mil o. g. Blutprodukten und : .
die bel den pharmazeutischen Unternehmern fir die Umsetzung
der neuen Testmethode erforderlichen Umstellungen. Durch die
Regelung, dass bei tiefgekiihlten Blutkomponenten die HIV-1 NAT
auch an einer nachfolgend en{nomménen Spende oder Blutprobe
vorgenommen werden kann, soll vermieden werden, dass bereits
einoelagerte Blutkomponenten varworfen werden missen, die
auch rach dem 1. Mai 2004 noch haltbar sind und bei denen ‘die
zur Hersieslung verwendete Spende noch nicht mittels HIV-1 NAT
gatestet wurda,

Diese Anordnuny ist gemal § 28 Abs, 3¢ AMG sofort vollziehbar,
so dass Widerspruch und Anfecktungsklage keine anfschisbande
‘Wirkung haben.

Dic Erfillung der Auflagen aus diesem Bescheid ist dem Paul-Ehr-
lich-Instilut im Wege einer, Anderungsanzeige gem4f § 29 Abs. 1
Sstz in Verbindung mit Abs. 2a Satz 1 Nr.-4 AMG auf dem als
Anlage beigsfiigten Formblalt anzuzeigen, das such in elektro-
nischer Form unter www.pei.de erhaltlich ist. Sofern sine Spen-
denstammdokumentation vorliegt (vgl. Bekanntmachung vem
19. September 2001, BAnz..S. 21 361), kann die Anzeige auf die ent- .

sprechende Stamndokumentation bezogen werden. Andernfalls : An Overal' Vlew Of
ist eine Kopie des Formblatts zu jeder 7utlassung einzureichen, . .

Um Anmeldung fUr den nachsten Ringversuch zu Inhouse-NAT- St d d t
Methoden [HIV-1-RNA) wird bis 1. Juni 2003 {Telefax: 061 03/ an ar lza Ion
7712 65 gebeten. Es ist geplant, den Ringversuch im Verlaufe des
September 2003 durchzufiihren.

Da der Bearbeitung der zur Erfillung der Auflage erforderlichen

Anderungsanzeigen derselbe Sachverhalt bzw. Verfahrensgegen-

stend zugrunde liegt wic diesem Auflagenbescheid, erscheint es - May 26! 2004
sachgerecht und angemessen, die Gebtihrenerhebung auf eine der .

beiden Amtshandlungen zu beschrinken, Zudem besteht bei der |ndll’a Hereﬂ, Ph.D-

Geblihrenerhebung fiir die Bearbeitung von Anzeigen zur Ande-
rung des Prafverfahrens. dic — avie h?er — im '6ff§nt]ichen Inte- CBER/F DA
resse liegen, nach der Kostenverordnung fir Amishandlungen des
Paul-Ebrlich-Tnstituts die Méglichkeit, die Gebiihren enlsprechend
zu erméfigen, Uementsprechend werden Kosten nicht Fir diesen
Auflagenbescheid. sondern erst fir die Bearbeitung der zur Erfisl-
lung der Auflage erforderlichen Anderungsanzeigen gemif § 4 __
Abs. 1Nr. 4 Buchslabe a PEI-KostVO in Verbindung mit dem Erma-

Bigungstatbestand des § 4 Abs. 8 PE[-KostVO erhoben werden.

Rechtsbehelfsbelehrung

Dieser Verwaltungsakt gilt zwei Wochen nach Veroffentlichung im
Bundesanzeiger als bekannt gegeben.

Gegen diesen Bescheid kann innérhalb eines Monats nach diesem
Zaitpunkt Widerspruch erhober. werden. Der Widerspruch ist
beim Paul-Ehrlich-Tnstitut, Bundesamt fiir Sera und Impfstoffe,
Paul-Ehrlich-Str, 53—59, 63225 Langen, schriftlich oder zur Nieder-
schrift einzulegen,

wovmon | CBER HIV-1 RNA Panel

Bundesamt fir Sera und Impfstoffe

Der Président
Prof. Dr.]. Léwer

: HIV-1 subtype B panel has 10 members

— . Cultured patient isolate, heat inactivated and
diluted with defibrinated Ab.ve plasma

—- Gag, pol and env regions sequenced

- Virus dilutions tested by 15 labs in collaborative

- study - '

— 8 positives: 10, 50, 100, 500, 2500, 5000, 2.5 x
104, and 2.5 x 10% copies/mL and 2 negatives

— Current HIV-1 standard is 100 IU/mI for the pool
test.and 10,000 IU/ml for the original-donation

CBER 510(k)9/20/00-Poffenberger 14
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Canadian Blood Services is undertaking a deferral to protect blood product recipients from any potential risk that
could come from a link between Xenotropic Murine Leukemia Virus-Related Virus (XMRV) and Chronic Fatigue
Syndrome (CFS), XMRV Is a type of retrovirus originating in mice ("murine” relates to mice).

Although the media is reporting that XMRV may be a threat to the blood supply, the deferral Canadian Blood
Services is undertaking at this point relates to those patients with a history of CFS only. At this point there is no
evidence that XMRV causes any disease in humans. This new information has reported association, but not
causality,

Today, donors who have a history of CFS and who are well again are allowed to donate blood. Under the few.
deferral, it Is this group that will no longer be able to donate blood at Canadian Blood Services' clinics. Blood donors
WITH @ TISEOry OF CFS represent a very small segment of Canadian Blo0gd Services' gonor base, so the impact on the .
blood supply will be minimal.

Donors with active-cases of CFS don't usually come in to donate blood because they are not feeling well, )
Historically, however, Canadian Blood Services has allowed peopie with a history of the iliness to donate. This is
what will change with the new deferral.

Health Canada, the body that regulates Canadian Blood Services, has approved this deferral. Implementation will
occur in late April,

It is important to note that the available data refated to the link between XMRV and CFS is conflicting. While it has
been reported to have a strong.association in American patients, the finding has not been substantiated in patients
in the UK or the Netherlands, suggesting some geographic differences in the pattern of virus spread. Furthermore,
there are as yet no data confirming that XMRV causes disease. So at this time, it is not possible to quantify the risk
a donor with a history of CFS could pose to a blood recipient. .

Once the scientific community understands more about the role of XMRV or other viruses in relation to chronic
fatigue, Canadian Blood Services will revisit the deferral decision to determine whether the deferral is still
warranted, Canadian Blood Services is part of an inter-agency North American task force led by the American
Association of Blood Banks (AABB) that is investigating the XMRV issue.

How Canadian Blood Services currently handles potential threats to the blood supply system:

Canadian Blood Services operates one of the safest blood systems in the world. An essential element of our .
commitment to safety is our multilayered approach to ensuring that our blood products meet the highest level of
safety available, :

Before they donate, donors are asked an extensive list of questions about their behaviour and about their health
status. People, who are unhealthy, including those with symptomatic diseases, are deferred from donation,

The organization then subjects each and every donation to a variety of blood screening tests for pathogens that are
known to be transmissible by blood transfusion including HIV and the hepatitis B and C viruses.

Canadian Blood Services also maintains strong international networks with other blood systems to monitor the
behaviour of possible pathogenic threats to the blood supply, so that if a new pathogen appears we can be ready to
respond to the threat, 4

Canadiant Blood Servicss
Soci€té cansdieane du sang
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The Australian Red Cross Blood Service will indefinitely defer donors who have been
K diagnosed with Chronic Fatigue Syndrome (CFS).

Bleeding disorder ~ thave been diagnosed with a bleeding condilon/dsorder. Can § donale?
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v Blood pressure - 1 take high blood pressure medicine. Can | donate?
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Chicken pox « | have chicken pox. Cen | donale?

Childbirth - How long sfer Ihe birth of my beby. Can | donate®

The number dne priority of the Blood Service remains the safety of Australia’s blood Chalecysiectomy — 1 have had my gall bisdder removed, Can | donale? ) )
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“The science on this internationally is unclear. The recent North American research
findings haven't been supported by research undertaken in Europe, and there is
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The Blood Service currently has 570,000 donors a year. In the past two years, there
have been only 70 donors deferred due to Chronic Fatigue Syndrome.
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Drug use (recreetional) - Can | stil donate blood even If {have Iken recrestiona! drugs?
Far ninteinn . | have itiet har'my pars nisresd Ran | il Annata Nand?

http://www.donateblood.com.au/print/news-event§’nati onal-news-events/blood-servic... 2010/11/11 http://www.nzblood.co.nz/7t=65 ) 6 20101111



: ' . NHSi Blood and Transplant (NHSBT) is a Special Heaith Authority in
Medla Statement m the NHS. It is the organ donor organisation for the UK and is
responsible for matching and allocating donated organs. Its remit also
8 November 2010 BIOOd and Transplant includes the provision of a reliable, efficient supply of blood and .

associated services to the NHS in England and North Wales

MS033/10 - « In October 2009 a study from the United States suggested a link
between the virus XMRV and Chronic Fatigue Syndrome. This was
ME/CFS sufferers permanently deferred from giving reviewed and discussed in the relevant advisory committees. Further
blood studies by the Centres for Disease Control in the US and a number in-
Europe have failed to demonstrate a link between XMRYV infection and
CFS. Currently there is no epidemijological evidence of a link between
From 1 November 2010, people with Myalgic Encephalitis/Chronic Fatigue XMRV and CFS in the UK. The research on XMRV has been
Syndrome (ME) were permanently deferred from giving blood in the UK. considered by the relevant UK Blood Services/DH advisory
X . ) ) committees; there is ng current evidence of a threat to pubiic health in
The change to donor selection guidelines, which applied across all four UK the UK; and this will be kept under review by those committees in the
Blood Services, was as a result of recommendations by the UK Blood light of any new evidence.

Services Standing Advisory Committee on the Care and Selection of Donors,
and Joint Professional Advisory Committee (JPAC).

In the past, donors with a history of ME/CFS could give blood, provided they
had completely recovered and were feeling well,

However, as ME/CFS is a condition where people can relapse and become ill
again, donor selection guidelines were changed as a precaution to protect the
donor’s safety by ensuring the condition is not made worse by donating blood.
There is no evidence that a donation from a donor with this condition could in
any way harm a patient.

This change brought donor selection guidelines for ME/CF'S into line with
other conditions where individuals are permanently excluded from blood
donation to protect their own health.

Ends

For further infonnatioh, please contact the NHSBT press office on 0117
969 2444, at pressoffice@nhsbt.nhs.uk or out of hours on 07659 133583,

Notes to Editors

» Donor selection guidelines relating to donor safety are recommended
by the UK Biood Services Standing Advisory Committee on the Care
and Selection of Donors, and Joint Professicnal Advisory Committee
(JPAC)

e The change to donor selection guidelines for ME/CFS applies across
alf' four UK Blood Services — NHS Blood and Transplant (NHSBT) for
England and North Wales; the Scottish National Blood Transfusion
Service (SNBTS); the Welsh Blood Service (WBS); and the Northern
Irefand Blood Service (NIBTS)
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New study on the detection of murine leukemia virus-related virus gene sequences in the blood of patients with

chronic fatigue syndrome (CFS) and healthy blood donors - Questions and Answers
Questions and Answers

1. What are murine leukemia viruses?

Murine leukemia viruses (MLV) are retroviruses known to cause cancer in certain mice. In 2006, investigators found that a type of MLV, called
xenotropic murine leukemia virus-retated virus { XMRV), could potentially infect humans. XMRV is one of a number of MLVs that appear to be
transmitted to humans.

2. What Is CFS?

Chronic fatigue syndrome (CFS) is a debilitating disorder defined solely by clinical symptoms and the absence of other causes. It's unkfown what
causes CFS.

3. Has MLV or XMRYV praviously been associated with CFS or other disease?

A previous study, published in the journal [Lombardi et. al. Science October 23, 2009 326: 585), reported finding XMRV in a high percentage of CFS
patients and a small percentage of healthy blood donars. However, other studies conducted in the U.S., Netherlands, and UK did-not detect
evidence of XMRV or other MLV-related viruses in CFS patients,

XMRV was first Identifled in tissue samples from some prostate cancer patients in 2006, However, one subsequent study failed to find XMRV in
prostate cancer tissues, and another study found the virus only rarely in such tissues.

4. What did the new study evaluate?

Investigators from the Food and Drug Administration's (FDA) Center for Biologics Evaluation and Research, the National Institutes of Health (NIH)
Clinical Center, and Harvard Medical Schoo! have published a study In the scientific journal Proceedings of the National Academy of Sciences that
examines the presence of MLVs in blood collected from two groups -- patients diagnosed with CFS and healthy blood donors.

This study tested blood sanples collected from the New England area in the mid-1990s from 37 patients diagnosed with CFS, as well as samples
from 44 healthy blood donors coliected in the Clinical Center Blood 8ank, NIH, between 2003 and 2006. Investigators performed DNA sequencing
on each sample that produced positive product for verification of MLV-like gene sequences. Diverse MLV gene sequences, similar ta that of the
recently discovered XMRV, were identifled in samples from 32 of the 37 patients with CFS (86.5%) and 3 of the 44 (6.8%) heaithy blood donors
that were tested.

Follow-up samples were callected from 8 of the CFS patients in 2010, and 7 of these again tested positive for MLV -like gene sequences.
5. What did the new study conclude?

This study supports a previous investigation{Lombardi et ai. Science October 23, 2009 326: 585]that showed XMRVY, a genetic vartant of MLV -like
viruses, to be present in the blood of people with CFS, The study demonstrates a strong association between 3 diagnosis of CFS and the presence
of MLV-like virus gene sequences in the blood. The study also showed that MLV-like viral gene sequences were detected in a small fraction of
healthy blood donors. Although the statistical association with CFS Is strong, this study does NOT prove that these retroviruses are the cause of
CFS. Further studies are necessary to determine if XMRV or other MLV-reiated viruses can cause CFS,

6. Are there studies that support different conclusions?

Some previous studies from the United States (including a study by the Centers for Disease Control and Prevention}, the United Kingdom and the
Netherlands reported finding no evidence of XMRV or other MLV -related infections in people with CFS. These different findings could be caused by a
varety of factors (for example, difference in study populations), and underscore the need for additiona! studies and standardized methods.

7. Can MLV or XMRV be transmitted by biood or tissue products?

Additional research is needed to investigate the possibllity that these MLV-related viruses and XMRV may be transmitted by blood or human tissue
and are capable of causing disease. Investigators at FDA, NTH, CDC and other scientific institutions are in the process of conducting studies to
verify the capabilities of the tests used by the different Jaboratories for the detection of XMRY or MLV-related viruses in blocd. These studies are
intended to develop and standardize a highly sensitive and speciflc XMRV test to better study its association with disease, as well as the possibility
that XMRV can be transmitted to blood or tissue recipients,

8, What are the implications for biood donors?

At present, FDA does not have a donor policy specific to XMRV or other MLVs. There is currently no evidence that XMRY ar MLVs are transmitted by
transfusion In hurmans or that XMRV or other M(Vs cause human disease, FDA requlations require that Jonors be 1o aoad healh ar the time of

dapation.__

9. Does FDA agree with the AABB recommendation to discourage donation by people with history of CFs?

FDA does not object to the AABB recommendation. The AABB recommendation is consistent with a fong-standing position of the Chronic Fatigue
and Immune Dysfunction Syndrorme (CFIDS) Association of America that Individuais with CFS voluntarily should not denate blood.

10. How are the differences between the CDC and FDA study resuits baing evaluated?

Differences In the results could refiect differences in the patient populations that provided the samples. Alternatively, undefined differences in the
method of sample preparation could be contributing to the discordant test results. All of the scientists involved are working collaboratively to design
experiments to quickly answer this scientifically puzzling question. An Independent investigator at the National Heart, Lung, and Blaod Institute
{NHLBI} set up a test set of 36 samples, incfuding known positives and presumed negatives, Both the- FDA/NIH and CDC labs participated in this
test, and the results showed that both labs were able to detect XMRV present at low levels in blinded samples. Additionally, the CDC laboratory
provided 82 samples from their published negative study to FDA, who tested the samples biindly. Initial analysis shows that the FDA test results
are gereraily consistent with CDC, with no XMRV-positive results in the CFS samples COC provided (34 samples were tested, 31 were negative, 3
were indeterminate).

11. What do these findings mean to CFS patiants and clinicians wheo treat them?

Although this study found MLV-like viral gene sequences in a high percentage of CFS patients, this does not prove that these retroviruses are the.
cause of CFS or of any other disease. Moreover, other studies have nat faund evidence of such ratraviruses in patients with CFS. Fusther studies
are necessary to determine If'XMRV or other MLV-like viruses are reproducibly associated with CFS, and If 50 whether the virus is a causative agent
or a harmiless co-traveler. lhe different findings from various studies reinforce the need for more research--including careful analysis of other
cohorts of CFS patients fram different geagraphic regions, studies of {arger populations of healthy people, and testing of transmissibility of the
agents through blood transfusions in animal models. FDA, NIH, and COC have and will continug to collaborate with other agencies and groups
involved in this research, '

http://www.fda.gov/BiologicsBIoodVaccines/Safe?yAvailability/ucm223232.htm 2010/11/11

6 |
Hema-Quebec 86t Board meeting summary on XMRV

Tuesday, June 15, 2010

86.1 XMRV

The Vice-President, Medical Affairs presented the recommendation of the SAC and the RRAC,
For many years now, Héma-Québec has accepted donors with a history of chronic fatigue
syndrome (CFS) if they feel well on the day of the donation. As a result of the recent report of
an association between CFS and XMRV (xenotropic murine leukemia virus-related virus),
Héma-Québec management has decided to re-examine this criteria. The diagnostic criteria for
CFS were described briefly. This syndrome is not new. Its manifestations have been reported
for a long time. However, its etiology remains unknown. XMRV was also described. Its
epidemiology and means of transmission remain unknown at present. A recent study
identified a good proportion of people suffering from CFS as carriers of the XMRV.
Subsequently, three other studies were unable to find positive subjects. In scientific circles,
the first study is contested. Furthermore, the conflicting results of these studies cannot be
clearly explained. These conflicting'results were then discussed. It was also noted that there
is no medical evidence demonstrating that CFS is transmitted by transfusion. However, some
organizations have alreaay taken measures in this respect. Specifically, the AABB
recommends iﬁdeﬁm'tely prohibiting donors who have been diagnosed as infected with the
XMRV. In the United States, the CFS Advisory Committee recommended prohibiting blood
donors with CFS, although no measure has been announced by the FDA. As for the CBS, it
has decided to prohibit donors with a history of CFS on a permanent basis (only if the
information is provided spontaneously by the donor; no question is asked systematically).
Australia and New Zealand have adopted the same measures as the CBS. The risk
management options have been reviewed by the advisory committees and, for the reasons

mentioned below, the option of the status quo is recommended by the SAC and the RRAC:

* CFS is not an emerging disease.

* Although several micro-organisms have been studied, no etiological link has been
established between them and CFS. ‘

* Specifically in terms of XMRYV, only one of the four studies found a link with CFS.

* - Symptomatic donors (with an active illness) are already prohibited.

* There is no evidence that CFS is transmitted through transfusion.

It was also mentioned that the Management Committee tracks XMRV at each meeting,

It was moved, duly seconded and unanimously resolved to maintain the gelection criteria for
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Recommendation on Chronic Fatigue Syndrome and Blood Donation
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Recommendation on Chronic Fatigue Syndrome and Blood Donation

The AABB Interorganizationsl Task Force on Xenotropic Murine Leukemia Virus- RESOURCES

Related Virus reviewed the risk of fo ission of XMRV by individual AABR XMRV Fact Shest

with chronic fatigue syndrome (CFS). The task force presented its recommendations to

the AABB Board of Directors, which approved an interim measure intended to prevent X Fact Sheet

patients with a curvent or past diagnosis of CFS from donating blood or blood Assocration Bullctin #10-03 - Chronic
componeats. Fatigue Syndrome and Blood Donalion

(member copten

AABB released an A ion Bulletin today r ling that, as an interim
measure until further definitive data are available, its member blood colicctors, through
the use of donos information materials available at the donation site, actively discourage
potential donors who have been diagnosed by a physician with CFS. [also lnown a3

chronic T3Ggu¢ and immunc dyshinclton syndrome (CFIDSY or myalgic

ShEephalomyeils {MET] Fom donating blood or blood components.

The task force includes rep from the blood Y, patient ad y
representatives, XMRV subject matter experts and liaisons from several government
agencies, including the Office of the Assistant Secretary for Health, the Centers for
Disease Control and Prevention, the Food-and Drug Administration and the National
Institutes of Health

AABB member institutions are required to follow ail federal regulations regarding
donor cligibility. At present, there are no-specific regulations for deferral of individuals
with diseases or syndromes that have been linked to XMRV,

AABB appreciates all individuals who want to donate blood but strongly urges that only
those who are eligible and healthy do so

Last updated: June 18, 2010
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SIXTY-THIRD WORLD HEALTH ASSEMBLY WHAG3.12

Agenda item 11.17 ’ 21 May 2010

Availability, safety and quality of blood products

The Sixty~third World Health Assembly,

Recalling resolution WHAS8.13 on blood safety: proposal to establish World Blood Donor Day
and preceding related resolutions since resolution WHA28.72 on utilization and supply of human
blood and blood products, which urged Member States to promote the full implementation of well-
organized, nationally coordinated and sustainable blood programmes with appropriate regulatory
systems and to enact effective legislation governing the operation of blood services;

Recognizing that achieving self-sufficiency, unless special circumstances preclude it, in the
supply of safe blood components based on voluntary, non-remunerated blood donation, and the
security of that supply are important national goals to prevent blood shortages and meet the
transfusion requirements of the patient population;

Conscious that plasma-derived medicinal products for the treatment of haemophilia and immune
diseases are included in the WHO Model List of Essential Medicines' and of the need to facilitate
access to these products by developing countries; )

Concerned by the unequal access globally to blood products, particularly plasma-derived
medicinal products, leaving many patients in need of transfusion and with severe congenital and
acquired disorders without-adequate treatment;

Aware that a major factor limiting the gfoba] availability of plasma-derived medicinal products
is an inadequate supply of plasma meeting internationally recognized standards for fractionation;

Bearing in mind that treatment using labile blood components is gradually being included in
medical practice in developing countries and that thereby increased quantities of recovered plasma
should become available for fractionation into plasma-derived medicinal products to meet their needs;

Concerned that in developing countries, blood components separation technology and
fractionation capacity are lacking, and that, because of insufficient regulatory controls and failure to
implement appropriate practices in blood establishments, plasma from developing countries is often
unacceptable for contract fractionation, with considerable wastage of plasma as a result;

! The WHO Model List of Essential Medicines identifies individual medicines that together coutd provide safe and
effective treatment for most communicable and noncommunicable di This List includes pi derived medicinal
products, namely immuneglobulins and coagulation factors, which are needed to prevent and treat 2 variety of serious
conditions that occur worldwide (http://www,who.int/medicines/publications/essentialmedicines/en/index. html).
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Convinced that assuring the suitability of plasma for fractionation requires the establishment of
a nationally coordinated and sustainable plasma programme within a properly organized, legally
established and regulated national blood programme;

Recognizing that, as the capacity to collect plasma is limited and would not suffice to produce
enough essential medicines to cover global needs, it is essential that all countries have local capacity
to collect plasma of acceptable quality and safety from voluntary and unpaid donations in order to
meet their needs; '

Convinced that fractionation should be set up as close to the source as possible, and that, where
national plasma fractionation capacities are lacking, there should be an option for supply of
fractionation capacity in other countries, ensuring that the supply of plasma derived medicinal
products can be made available to meet local needs in the country of the plasma supplier; /

Recognizing that access to information about strategies to ensure supplies of blood products
sufficient to meet demand, .effective mechanisms of regulatory oversight, technologies to ensure the
quality and safety of blood products, and guidelines on the appropriate clinical use of blood products
and the risks of transfusion have become more and more necessary;

Bearing in mind that voluntary and non-remunerated blood donations can centribute to-high
safety standards for blood and blood components, and being aware that the safety of blood products
depends on testing of all donated blood for transfusion-transmissible infections, and correct labelling,
storage and transportation of blood products;

Bearing in mind that patient blood management means that before surgery every reasonable
measure should be taken to optimize the patient’s own blood volume, to minimize the patient’s blood
loss and to harmess and optimize the patient-specific physiological tolerance of anaemia following
WHO’s guide for optimal clinical use (three pillars of patient blood management);

Recognizing that excessive and unnecessary use of transfusions and of plasma-derived
medicinal products, unsafe transfusion practices, and errors (particularly at the patient’s bedside)
seriously compromise patient safety;

Concerned that unsafe and/or poor-quality blood products can render patients vulnerable to
avoidable risk if the blood programmes are not subject to the level of control now - exercised by
experienced national or regional regulatory authorities;

Alarmed that patients in developing countries continue to be exposed to the risk of preventable
transfusion-transmitted infections by bloodborne pathogens such as hepatitis B virus, hepatitis C virus
and HIV;

Noting the increasing movement across boundaries of blood products and blood safety-related
in vitro diagnostic devices, together with their rapid development and introduction into health-care
systems of both developed and developing countries;

Recognizing the value of international biological reference materials (WHO International
Standards) for the quality control of blood products and related in vitro diagnostic devices for
detection of known and emerging bloodborne pathogens; .
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Convinced that traceability at all stages of the preparation of blood products, from the donor to
the recipient and vice versa, is essential to identify risks, particularly the transmission of pathogens and
transfusion reactions, and to monitor the efficacy of corrective measures aiming to minimize such risks;

Convinced that good practices need to be implemented for recruiting ~voluntary, non-
remunerated healthy blood and plasma donors _from low-risk donor populations and testing of all
donated blood for transfusion-transmissible pathogens, and that the whole chain of processes in the
production of biood products, i.e. correct processing, labelling, storage and transportation, needs to be
covered by relevant, reliable quality-assurance systems;

Recognizing that stringent regulatory control is vital in assuring the quality and safety of blood
products, as well as of related in vitro diagnostic devices, and that special effort is needed to
strengthen globally the technical capacity of regulatory authorities to assure the appropriate control
worldwide;

Recalling previous resolutions of the Health Assembly mentioning the vital need to strengthen
blood establishments and ensure the quality, safety and efficacy of blood products,

1. URGES Member States:'

(1) to take all the necessary steps 1o establish, implement and support nationally-coordinated,
efficiently-managed and sustainable blood and plasma programmes according to the availability
of resources, with the aim of achieving self-sufficiency, unless special circumstances preclude it;

(2) 1o take all the necessary steps to update their national regulations on donor assessment
and deferral, the collection, testing, processing, storage, transportation and use of blood
products, and operation of regulatory authorities in order to ensure that regulatory control in the
area of quality and safety of blood products across the entire transfusion chain meets
internationally recognized standards;

(3) 1o establish quality systems, for the processing of whole blood and blood components,
good manufacturing practices for the production of plasma-derived medicinal products and
appropriate regulatory control, including the use of diagnostic devices to prevent transfusion-
transmissible diseases with highest sensitivity and specificity;

(4) 1o build human resource capacity through the provision of initial and continuing training
of staff to ensure quality of blood services and blood products;

(5)  to enhance the quality of evaluation and regulatory actions in the area of blood products
and associated medical devices, including in vitro diagnostic devices;

(6) - to establish or strengthen systems for the safe and rational use of blood products and to
provide training for all staff involved in clinical transfusion, to implement potential solutions in
order to minimize transfusion errors and promote patient safety, to promote the availability of
transfusion alternatives including, where appropriate, autologous transfusion and patient blood
management;

! And regional economic integration organizations, where applicable,

(7)  to ensure the reliability of mechanisms for reporting serious or unexpected adverse
reactions to blood and plasma donation and to the receipt of blood components and plasma-
derived medicinal products, including transmissions of pathogens; :

2. REQUESTS the Director-General:

(1) to guide Member States to meet internationally recognized standards in updating their
legislation, national standards and regulations for effective control of the quality and safety of
blood products and associated medical devices, including in vitro diagnostics; ’

(2) 1o advise and build capacity in Member States on leadership and management of blood
supply systems in order to strengthen national coordinated and sustainable blood and plasma
programmes by sharing best practices about the organizational structure of blood supply
systems in order to increase efficiency and minimize error;

(3)  to augment the support offered to Member States for developing and strengthening their
national regulatory authorities and control laboratories so as to increase their competence in the
control of blood products and associated medical devices, including in vitro diagnostic devices,
and to foster the creation of regional collaborative and regulatory networks where necessary and
appropriate;

(4)  to ensure sustainable development and provision of international biological reference
materials (WHO International Standards) for use in the quality control and regulation of blood
products and related in vitro diagnostic devices;

(5)  to improve access by developing countries to intemmational biological reference materials
and to the scientific information obtained in their validation in order to assure the appropriate
use of these materials;

(6)  to develop, provide and disseminate guidance and technical support to strengthen national
coordinated blood and plasma programmes and introduction of blood component separation and
plasma fractionation technology, to meet local needs, and promote effective regulatory
oversight of blood services and implementation of good manufacturing practices in plasma-
fractionation programmes, under the responsibility of regulatory authorities;

(7)  to provide guidance, training and support to Member States on safe and rational use of
blood products and to support the introduction of transfusion alternatives including, where
appropriate, autologous transfusion, safe transfusion practices and patient blood management;

(8)  to encourage research into new technologies for producing safe and effective blood
substitutes;

(9)  to inform regularly, at least every four years, the Health Assembly, through the Executive

Board, on actions taken by Member States and other partners to implement this resolution.

Eighth plenary meeting, 21 May 2010
: A63/VR/8
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Meta-analysis of the randomized controlied ‘trials of the hemostatic
efficacy and capacity of pathogen-reduced platelets

BACKGROUND: A recent independently funded randomized controlied
trial (RCT; Br J Haematol 2010; 150: 209 - 17) questioned prevailing
‘opinion conceming the hemostatic capacity of pathogen-reduced
platelets (PLTs). Meta-analysis was used to calculate the effect of
pathogen reduction (PR) of PLTs on hemostatic efficacy and capacity
based on all available data and to investigate poésible reasons for the
variation in reported findings.

RESULTS: Studies were statistically homogeneous in all analyses.
Pathogen-reduced PLTs were associated with a significant (p < 0.05)
reduction in 1- and 24-hour posttransfusion corrected count increments
(summary mean difference, 3260; 95% confidence interval [Cl],
2450-4791; and summary mean difference, 3315; 95% Cl, 2027-4603)
as well as a signiﬁcant increase in all and in clinically significant
bleeding complications (summary odds ratio [OR], 1.58; 95% Cli,
1.11-2.26; and summary OR, 1.54; 95% Cl, 1.11-2.13). The frequency
of severe bleeding complications did not differ.

CONCLUSION: The resuits of the recent RCT are not inconsistent with
those of the earlier studies. Introduction of PR technologies in their
current stage of development would result in an increase in mild and
moderate * (albeit not severe) bleeding complications, which the
transfusion-medicine community must explicitly tolerate to reap the
benefits from PR.
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ERIIDE FOADTREH,

Current FDA Considerations
on Pathogen Reduction

Jaro Vostal, MD, PhD
Jay Epstein, MD
Center for Biologics Evaluation and Research
U.S. Food and Drug Administration (FDA)

September 2010

Merits of the Current Approach of Donor
Screening and Testing

Advantages
* No toxicity issues for recipients of products
* Detection is specific for particular agents

New methods can be developed for novel and emerging
pathogens )

Disadvantages

* For certain pathogens detection is not 100% successful

— Bacteria
~ Protozoa
— Viral (window period)

+ Development of detection methods for novel and

emerging pathogens would be delayed due to lack of
knowledge about the pathogen

* Additional tests for emerging pathogens increase cost
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BHISDE FOAD TRF#,

Merits of Pathogen Reduction Technology as
an Alternative to Donor Screening and Testing

Advantages
* Shown effective against many organisms including some
emerging pathogens

+ May prevent GVHD and other wbc related adverse events

Disadvant‘aqes :
* May not be effective against all organisms

+ May not be 100% effective even against sensitive
pathogens

+ Current technologies are not applicable to all types of
transfusion products

* May have toxicity due to residual compounds
* May damage the transfusion product

* May lead to alloimmunization by neoantigens
* May cause unexpected adverse events

BHEIZIDE FOAD TRFH,

Recommendation of the HHS Advisory
Committee on Blood Safety and Availability
(ACBSA) Regarding Pathogen ‘Reduction

+ Ata meeting in January 2008 the ACBSA recommended
that the Department should: '

“Adopt as a high priority the urgent development of safe
and effective pathogen reduction technologies for all
blood transfusion products and implementation as they
become available”

+ FDA fully supports the ACBSA recommendation through
its evaluation of Pathogen Reduction Technologies

B#HIZDE. FDAD T RFH,

Benefits of Pathogen Reduced Products -
Should Outweigh the Risks

Benefit=
Reduction of Current risks:
"HTLV 172,993,000 .
sHIV 1/2,135,000
Tolgrgble Risk _\I;(;I\(/ i; 1’228:888
- Toxicity, adverse events *HBV 1/ 277,000
should be much less «Sepsis 1/ 86,000"

than the expected benefits

<< 1/86,000 Reduction of future risks:

1) Eder A.F. et al. Transfusion 2009, 49:1554-1563

BRFHICOE. FOAN THRES,

Determination of the Risks Associated
with Pathogen Reduced Components

* Pre-clinical evaluation
+ Clinical trials in healthy volunteers

+ Pivotal evaluation of efficacy and safety'fhrough
clinical trials in transfused patients

— Prospective, randomized, blinded: clinical trials of
PR treated vs. conventional transfusion products

 Platelets
* Red cells
* Plasma
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EHICDE . FOADTREH,

Phase Il Clinical Trials of Pathogen Reduced
Red Cell Products

Cerus S303 and Vitex pen 110 ‘
+ Patients developed antibodies to treated red cells
+ Both sponsors voluntarily halted their trials

Benjamin, R.J., ISBT Science Series (2006) 1, 222-226

BWISDE FOAD T REH,

Clinical Endpoints that Reflect Efficacy and
Safety of a Platelet Transfusion Product

+ Efficacy
- Transfusion response (corrected count increment,
(CClI)
— Transfusion frequency
— Bleeding Frequency (Grades 2-4)
+ Safety
— Adverse events
— Alloimmunization

BHIZDE. FDAD TREH,

Clinical Trials of PR Platelets in
Thrombocytopenic Patients

-+ Prospective studies

— Sprint and Eurosprite trials (Cerus)
— Hovon 86 (Dutch Blood Service)

— Mirasol trial (Caridian)

« Surveillance studies on routine use of PR platelets
— France and Belgium

BHIZDE, FOAD TRFEH,

Pathogen Reduced Platelets Have Lower
Corrected Count Increments (CCI)

Clinical Trial Patients in % of plasma Pvalue
study stored platelets
CClat1hr
SPRINT b 645 -31% <0.001
HOVON 1.b 184 -31% - <0.0001
MIRASOL ¢ {118 -31% <0.0001

1= UVA/psdralen

2 = UVB/riboflavin

a-= McCullough, J et al Blood. 2004 Sep 1;104(5):1534-41.
b = Kerkhoffs. JL et al. Br J Haematol. 2010 Jul: 150(2):208-17
¢ = Goodrich et al. Transfusmn May 2010



RFIIDE. FOADTRFEAH,

Hemostatic Efficacy for UV A/psoralen
(Intercept) Treated Platelets

SPRINT study | Control platelets | Pathogen reduced p
platelets
Proportion of pts 58.5% 57.5% NS for
with Grade 2 inferiority
bleeding
Days of Grade 2 2.5 32 0.023
bleeding ,
% patients with 34 43 0.02
Grade 2-4
bleeding
HOVON study | Control platelets Pathogen )
reduced
platelets
% of patients with 19 32 0.034
Grade 1-3
bleeding

BLHIZDE FOAD T REH.,

Hemostatic Efficacy for UVB/riboflavin
(Mirasol) Treated Platelets

)

MIRASOL study | Control platelets Pathogen p
reduced
platelets

% of patients with 135 30 NS

Grade 2-4
bleeding

BFIZ D&, FDAD T BRFHH,

Adverse Events Reported in the
SPRINT Study

+ 898 adverse event types were reported by blinded
observers

+ 11 adverse event types were different with statistical
significance....all went against the treatment arm

+ 4 of the 11 were clinically significant Grade 3 and 4
events: .
— Hypocalcemia, Syncope, Pneumonitis, Acute
Respiratory Distress Syndrome (ARDS)

Snyder E et al. Transfusion. 2005 Dec;45(12):1864-75

BHIZDE FOAD TRHEH.

- ARDS Rates in the Treatment vs. Control
Arms of the SPRINT Study

Snyder E et al. Transfusion. 2005 Dec;45(12):1864-75

Prospective and blinded evaluations during the clinical trial

Intersol (PR) | Control platelets p value
platelets
Patients (N) 318 327
ARDS 5 0 0.03
Retrospective review of medical charts by a blinded expert panel
Intersol (PR) Control p value
platelets Platelets
Patients (N) 78 70
Total Acute Lung Injury 19 (6.0%) 16(4.9 %) 0.60
(ALID) ‘ , ; ‘
ARDS 12 (3.8%) 5(1.5%) 0.09 .
AL, non-ARDS ' 7 (2.2%) 11(3.4%) 0.48
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EFIIDE FDAD T REH,

Can adverse event signals captured in a
prospective, randomized, controlled and
blinded study be evaluated through a

passive adverse reporting study?

* France and Belgium have been using pathogen reduced
platelets for several years

* Adverse events on transfused patients are reported
through a passive hemovigilance reporting system

*+ Frequency of reporting of adverse events is much lower
than what was reported in SPRINT trial

* Thereis no active control group to identify events
specifically related to PR platelets

BFIIOE FOAD TREH,

Comparison of Adverse Event Reporting in the
SPRINT Trial vs. European Hemovigilance Studies
SPRINT Phase 3 US

Osselar et al. Osselar et al. Vox

Transfusion 2008 Sang 2008
Cerus pits 2005- Cerus plts 2003-
2007 2005

Hemovigilance Hemovigilance

% of plt with
serious
reactions

P Th ’fse reports raise concern that the benef ts of
current pathogen reduction technologres may not.
outwe|gh the risks v

'nlcal trlals of current technologles are neededa

plétélets
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