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Table 9 Stability testing
Incubation Incubation temperature
time -20°C +4°C +20°C +37°C +45°C
1 month ND ND ND ND 5.03
2 months ND ND ND 4.98 4.55%
4 months 5.56 5.52 5.33 ND ND
ND Not determined

*Material could not be completely reconstituted
Titres expressed as logg candidate International Units/ml
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Appendix 1 List of participants

Scientist

Affiliation

Akihiro Akaishi

Nihon Pharmaceuticals Co., Ltd.
Chiba, Japan

Martijn Bouwknegt/Saskia Rutjes

National Institute for Public Health and the Environment
Bilthoven, The Netherlands

Silvia Dorn Mikrogen GmbH
Neuried, Germany
Thomas Girtner Octapharma

Frankfurt am Main, Germany

Samreen Ijaz/Renata Szypulska

Health Protection Agency
London, UK

Jacques Izopet

Institut Fédératif de Biologie Purpan
Toulouse, France

Shintaro Kamei/Katsuro Shimose

Chemo-Sero-Therapeutic Research Institute
Kumamoto, Japan

Li Ma/Mei-ying Yu

Center for Biologics Evaluation and Research/Food and
Drug Administration
Bethesda, USA

Thomas Laue

Astra Diagnostics
Hamburg, Germany

Keiji Matsubayashi/Hidekatsu
Sakata

Japanese Red Cross Hokkaido Blood Center
Sapporo, Japan

Birgit Meldal/Daniel Candotti

Cambridge University and NHS Blood and Transplant
Cambridge, UK

Takao Minagi

Benesis Corporation
Kyoto, Japan

Saeko Mizusawa/Y oshiaki Okada

National Institute of Infectious Diseases
Tokyo, Japan

Elisa Moretti/Francesca Bonci

BioSC-Kedrion S.p.A.
Bolognana-Lucca, Italy

Tonya Mixson/Saleem Kamili

Centers for Disease Control and Prevention
Atlanta, USA

Andreas Nitsche/Marco Kaiser

Robert Koch-Institut
Berlin, Germany

Mats Olsson/Anders Olofsson

Octapharma
Stockholm, Sweden

Giulio Pisani/Francesco Marino

CRIVIB, Istituto Superiore di Sanita
Rome, Italy

James Wai Kuo Shih Xiamen University
Fujian, China
Ko Suzuki Central Blood Institute, Japanese Red Cross Society

Tokyo, Japan

Isabelle Thomas

Scientific Institute of Public Health,Brussels, Belgium

Youchun Wang/Yansheng Geng

National Institutes for Food and Drug Control
Beijing, China

Jirgen Wenzel/Wolfgang Jilg

University of Regensburg
Regensburg, Germany
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Appendix 2 Draft Instructions For Use for 6329/10
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for-Hepatitis-E-Virus-RNA-Nucleic-Acid-Amplification-
Techniques{NAT)-Based-Assayst
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PEIcode-6329/109
%
{Version1.0, 7 -July-2011)%
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1.~ INTENDED-USEY
Thet"WorldHealth-Organizationinternational Standard-
forhepatitis Evirus-(HEV}is-intended-to-be used-in-the-
standardizatiorrof nucleic-acid-amplification-technique-
{(MAT -based-assays-for HEV.- The need-to- develop-a-
standard. was- demonstrated. in- an- initial- study
investigatingpedormance-of HEV-NAT assays-(Baylis-ef
al.-Jd.- Clin.- Migrobiol: 2011} The standard-has-been-
preparedusinga-genotype 3astrainofHEY derivedfrom-
theplasma-ofablooddonorandfurtherdilitedin-human-
plasma.- The material- has- been- lyophilized- in- 0.5 ml-
aliquots- and- stored- at- -20°C.- The- material-has-been-
evaluatedin-aninternational-collaborative studyirvolving-
23-iaboratories-performing - a- wide range of HEV-NAT-
assays. Further details-of the collaborative: study-are-
available-inthereport WHO/BSM 1 2000

)

2+ UNITAGEY
This-reagent-has-been-assigned-a-ynitage - of 250,000
International-Units/ml. g

¢

3+ CONTENTSE

Eachwvial-contains 0. 5ml-oftyophilizedplasma-containing:
infectious-HEV.G

T

4.+ CAUTIONY
THISPREPARATIONIS-NOTFORADMINISTRATION-
TOHUMANS YT

Thepreparationcontains material-of human-origin,-and-
contains-infectious-HEV.-The-reference - materials-has-
been-dilutedin-human-plasma-negative-for-HiV-1-RMA, -
HCW-RMA-HBV-DMA -HBsAg.-anti-HBs -anti-HBg -anti-
HIV-1/2 -anti-HCV-and-anti-HEV-(Ighfand-jg 319
As-with-all-materials-ofbiological-orgin, this-preparation-
shouldberegardedas-potertialivhazardous{o-health. It
should-be-used-and-discarded-according-to-vour-own-
laboratory'ssafety-procedures - Such:safety-procedures-
probablywillindudethewsaringofprotectivegloves-and-
avoiding-the genersation- of aerosols.-Care-should-be
exercisedinopening-ampoules-orvials fo-avoid-cuts §

g .

5+ USE-OF -MATERIALY
Mo-attemptshouldbemadeto-weigh-outany-portion-of
thefreeze-dried-material-priorto-reconstitution
Thematerialis-suppliedivophilized-andshould-be-stored-
at-orbelow-20°C. Eachvialshouldbereconstitutedin{s-
mi-ofsterilenuclease-freewater. Theproduct should-be-
reconstitutedjust priorto use once reconstituted, freeze
thawing-ofthe productis-not-recommended.

1

6.~ STABILITYY

Itis-the-policy-of WHO-notto-assign-an-expiry-date-to-
theirinternationalreference-materials. Theyremain-valiid-
withtheassignedpotency-and status - until-withdrawn-or-
amended

Paul-Ehriich-instiu 5
Paul-Ehrich-Sir %z-ég s
83205 Langen, Germany -
-
FPage1

Thereferencematerials-are-held-at PEbwithin-assured, -
temperature-controlied- storage- facilities.- Reference.
materialsshouldbestored-onreceiptasindicated-on the
label. Once, diltedoraliguoted usersshould-determine.
thestability-ofthematerialaccordingtotheirownmethod-
of preparation,-storage-and-use

Userswho-have-datasupportingany-deteroration-inthe
characteristics- of any- reference preparation- are-
encouraged-to-contact PELY

%—b REFERENCESY

Hiblingonbehaltofthe HEV-Collabe = U
2011.-Standardizationofhepatitis Evirus {HEVInudeic
acid-amplificationtechnique{NAT -basedassays.an:
initial studyito-evaluate-a panelofHEV strains-and-
investigatelaboratoryperformance.J. ClinMisrobiol.
46:1234-1230.9

1

5.-A-Baylis, K. M. -Hanschmann. Collaborative Stedy to-
Establish-aWorddHealth-Organizationintemational
StandardforHepatitisEVirus RMNAforNucleicacid]
AmplificationTechnology{MAT —Based-Assays WHO-
Report2011,"WHOBSNY XXX Y
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§.~» ACKNOWLEDGEMENTSY

‘We-are- grateful-to-the-Japanese-Red-Cross-Hokkaido-
Blood-Center forsupplyving-the-candidate-materials, the
Mationakinstitute-ofinfedious-Diseases,-Japan-for-their
collaboration-andto-the-study participants §
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9.~ FURTHER-INFORMATIONY

This-material-whoccivd@pei.det
‘WHO BiologicalReferencePreparations:
hitpferenw who intbiologicals /e

ki

10+CUSTOMER FEEDBACKSY
Customers-are-encouraged-to-providefeedbsck-onthe
suitabilityoruseofthematerialprovidedorotheraspeds.
of our- service. Please send- any: comments to

whocclvd@pel.deff

i

11ACITATIONY

In- any- circomstance where- the-recipient: publishes-a-
referenceto PElmaterials, itis-importantthatthe title-of
thepreparatiorandthePElcodenumber, -and-the nams
and-address-of PEl-are-cited-correctiy §

)
12AMATERIAL-SAFETY-SHEETY

Physical-properties-(at-room-temperaturej=

Physicalappearance —» -+  Lyophilzed powdem

Firehazard —s - -+ Nonss

Chemical-propertieso

Stables = -+ {esp Corrosive-Moo

Hygroscopic —» -+ Moo Oxidising Moo

Flammable —» -»  boo Irritant: Moo

pROo o0 Ex D

Other{specifyl-» CONTAINSHUMANPLASMA: &
INFECTIQUSHEPATITISEVIRUS (HEV)o

Handling: - oo Sees-cavtion, sediondo

Toxicological-propertieso 3

Tel-w49(01B10277-09
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g‘?} Paul-Ehriich-Institut - - A'WHO-Collaborating-Centre { gzb,
% %eﬁg@% tiui firimplstofie und blomediznischefrneimitisb forDusity Asswance of Blood Produc s and % ¥
ﬁ ¢ Fedemallnatiue briacoresand Bomedioines —» -+ i DagedicDevis - el
Eﬁecsﬂftnhalat&on - - - Ayoid— n constitute-an-entire-discharge-of the-Institute's-liability-
contains-infectious-HEVE underthis-Condition. 7}
Effects-ofingestion: —» — —  AVOid— o
containg-infectious-HEVR
Effects-ofskinabsorptiomy -  Avoid—contains =}
infectious-HEVE
Suggested-First-Aids =
Inhalation - oo Seek-medicaladvice-conizing: |
infectious-HEVR
Ingestion - o Seek-medicaladvice-containg |8
infectious- HEVER

Contactwitheyes---Washthoroughlywitheesater -Seek. |#
medical-advice—coniains-infectious HEVE
Contactwithskin---Washthoroughlywithwater -Seek-  |»
medical-advice—containginfectious-HE VR
Action-on-Spillage-and-Method-of-Disposal= o
Spillage-ofvialcontentsshouldbetakenup-with L
absorbentmaterialwettedwith-an-appropriate-
disinfectant. Rinse-areawith-arappropriate-disinfectant:
followsd by water
Absorbentmaterials-usediofreatspillageshouldbe-
treated-asbiologicalwaste.s

T

13.+LIABILITY-ANDLOSSY

Information- provided- by-the Institute-is-given-after-the-
exercise-ofallreasonable-careandskillinits compilation,-
preparationandissue, butitis providedwithout iabiliteto
the-Recipientin-its-application-and-use.

itistheresponsibility-ofthe-Recipientto-determinethe
appropriatenessofthematerials suppliedby theInstitute
to- the Recipient {*the- Goods®) for the proposed-
application-andensurethatithas the-necessarytechnical
skilis-to- determine-that-they are-appropriate.- Results-
obtainedfromtheGoods-arelikely-to-be-dependent-on-
conditions.ofuse-by-the-Recipient-and-the-variability-of
materials-beyond-the-control-ofthe Institute g

i
Allwarranties-are-excludedtothefullestextent-permitted-
bydaw, includingwithoutlimitationthatthe Goods-arefres
from-infectiousagentsorthatthesupply-of Goodswillnat
infringe-any-rights-of-any-third-party

1

Thelnstituteshall-not-be-liableto-the-Recipient-forany-
economiclosswhetherdirect-orindirect,-which-arise-in-
connection-with-this-agreement.-§

1

Thetotalliability-of the-Institute-in-connection-with-this-
agreement,. whether- for negligence- or- breach of
agreementorothenvise, shaltin-no-event-excesd-120%-
of-any- price-paid- or- payable-by-the-Recipient-for-the-
supply-ofthe-Goods §

1

If-any-ofthe-Goodssuppliedby thelnstituteshouldprove
not-to-meet their specification-when-stored-and-used-
correctly{andprovided-thatthe-Recipient-has-returned-
the-Goodstotheinstituteto getherwithwrittennotification
ofsuch-alleged-defectwithinsevendays-ofthetimewhen
the-Recipientdiscovers-oroughtto-have-discovered-the-
defect}, thelnstitute shall-eitherreplacetheGoods-or,-at
its sole-option, refundthe-handlingcharge provided-that
performance of-either- one-of the above-options-shall-
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