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Table 7 Potency relative to Sample 1 (quantitative assays)

Sample Laboratory Relative potency 95% Confidence Interval
code (logyo copies/ml)

2 5.54 5.29 5.78
3 5.45 5.15 5.74
5 5.39 5.15 5.63
6 5.45 5.20 5.71
7 5.38 5.28 5.47
8 5.31 5.17 5.45

) 9
10 547 5.34 5.59
15 5.53 5.46 5.60
16a 5.40 5.22 5.59
17 5.36 5.29 5.43
20 5.36 5.26 5.46
21 5.39 5.35 5.44
23 541 5.29 5.53
2 5.74 5.50 5.97
3 5.36 5.07 5.65
5 5.21 4.97 5.46
6 5.48 5.21 5.75
7 5.38 5.29 5.47
8 5.55 541 5.69

3 9
10 5.55 5.43 5.68
15 5.83 5.76 5.90
16a 5.55 5.36 5.73
17 5.39 5.31 5.46
20 5.52 542 5.62
21 5.46 541 5.50
23 5.20 5.09 5.32
2 5.90 5.66 6.15
3 545 5.17 5.74
5 5.17 4.93 542
6 5.54 5.29 5.80
7 5.37 5.28 5.46
8 5.46 5.32 5.60

4 9
10 5.63 : 5.50 5.76
15 5.75 5.68 5.83
16a 5.35 5.17 5.53
17 5.44 537 5.52
20 543 5.33 5.52
21 5.44 5.39 5.48
23 5.27 5.16 5.39

It was not possible to estimate the relative potency for laboratory 9 since there were only two
assay runs performed, each at a different dilution
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Sample Lat;(())r(;iéory NRAe,},aE;Z Et(;;zcgn(iltz;gr;ﬁ) 95% Confidence Interval
1 5.68 5.10 6.27
2 5.82 5.26 6.38
3 5.44 4.81 6.08
4 5.56 4.90 6.22
5 5.53 5.09 5.97
7 5.68 5.16 6.23
9 5.40 5.15 5.66
12 5.96 5.35 6.51
13 5.54 5.14 591

2 14 5.11 471 5.50
15 5.65 4.90 6.40
16a 5.24 4.85 5.64
16b 5.39 4.77 6.01
17 5.52 4.96 6.08
18 5.39 4.88 5.90
19 5.13 4.71 5.56
22a 5.10 4.57 5.63
22b 5.39 4.79 5.99
23 5.39 4.74 6.04
1 5.25 4.67 5.81
2 6.46 5.90 7.14
3 5.39 4.76 6.02
4 5.66 5.00 6.32
5 4.96 4.53 5.39
7 5.68 5.16 6.23
9 5.55 5.30 5.80
11 5.11 4.52 5.69
12 5.09 4.51 5.64
5 13 5.59 5.19 5.96
14 5.67 5.27 6.08
15 6.67 5.90 7.44
16a 5.24 4.85 5.64
16b 5.39 4.77 6.01
17 5.43 4.87 5.98
18 5.24 4.73 5.75
19 5.28 4.85 5.70
22a 5.10 4.56 5.63
22b 5.38 4.78 5.97
23 5.24 4.59 5.89
4 1 5.54 4.96 6.12
2 5.99 5.43 6.55
3 5.80 5.15 6.48
4 5.52 4.86 6.18
5 5.11 4.70 5.51
7 5.39 4.87 5.92
9 5.64 5.38 5.90
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11 5.81 5.23 6.40
12 5.65 5.07 6.20
13 5.32 4.93 5.71
14 5.24 4.85 5.64
15 6.13 5.39 6.88
16a 5.24 4.85 5.64
16b 5.39 4.77 6.01
17 5.68 5.12 6.23
18 5.02 4.51 5.52
19 5.43 5.00 5.87
22a 5.62 5.08 6.18
22b 5.54 4.94 6.17
23 5.24 4.59 5.89

N.B. The relative potency for laboratory 11 was estimated relative to Sample 2 (Sample 1 had a cut-off 2
logyo dilutions higher)

80



WHO/BS/2011.2175

Page 27
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 log;o candidate International Units/ml
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Appendix 2 Draft Instructions For Use for 6329/10

Paul-Ehrlich-Institut
4 mistofeu

1 “World-Health-Organization-international-Standard:
for-Hepatitis-E-Virus-RNA-Nucleic-Acid-Amplification-

;i ’“@5?@@ i;ﬁiié’z?}é?ﬁ% ﬁ@ a;@@%’e 1 #

Thereferencematerials-are-held-at PElwithin-assured,-
temperature-controlled- storage facilities.- Reference

Techniques(NAT)-Based-Assayst materials-shouldbestoredonreceiptasindicated-on-the-
T label.-Once, dilutedorgliguoted, users should-determine
PEPFcode-8329/107 thestability-ofthematerialaccordingto theirownmethod-

1
{Version 1.0, 7" July-2011)%

%

1.+ INTENDED-USEY]
Thet*WorldHealthOrganizationinternational Standard-
forhepatitis Evirus-{HEV)is-intended-to-be-used-inthe
standardizatiorrof nucleic-acid-amplification-technique
(MAT -based-assays-for- HEV.- The-need-to-develop-a
standard- was- demonstrated: in- an- initial- study
investigatingpedormanceof HEV-NAT assays-(Baylis-ef
al,-J.- Clin- Migrabiol- 2011} The standard-has-been
prepasedwxng a-genotype-2asirainofHEY derivedfom-
theplasmaofablood donorandfurtherdiiutedin human-
plasma.- The material- has- been- lyophilized- in- 0.5 ml-
aliquots- and- stored- at- -20°C.- The- material-has- been-
evaluatedin-aninternational collabomativestudyirvalving
23 laboratories performing- a-wide range- of HEV-NAT:
assays. Further details-of the collaborative study-are
available-inthereport WHOBSM JCOKLE

%

Z-» UNITAGES
This-reagent-has-been-assigned-a-unitage of 280,000
International-Units/mlL.§

%

3~«CONTENTST

Eachwvialcontains 0.5 ml-oflyophilizedplasma-containing
infectious -HEV.G

of-preparation,-storage-and-uss§

Userswho-havedatasupportingany-detedoration-inthe
characieristics- of any reference preparation are
encouraged-io-contact PELY

b

7.-» REFERENCESE
mh;gsmmmmw&
HublinganbehalfofiheHEY!

2011.-Standardizationofhepatitis- Evfms{HEV} nudsic
acid-amplificationtechnique(MAT -basedassaysan-
initial studyto - evaluateapanelofHEV strains-and
investigatedaboratoryperfomance.J. Clinddicrobiol -
48123412389

1

S-4-Baylis O M.-Hanschmann. Collaborstive Studyio
Establish-aWordHealth-Organizationintemational
StandardforHepatitisEVirus RNAforNucleichcid]
AmplificationTechnology{NAT }-Based-Assays. WHQO-
Report2011, WHOBSHY J00L

b
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We-are grateful-to-the-Japanese Red-Cross-Hokkaido-
Blood Centerforsupphing the-candidate materials, the
Mationalinstiute-ofinfectious-Diseases Japan-for-their
collaboration-and-to-the study participants. g

b

% %.-» FURTHERINFORMATIONY

4. CAUTIONY This-material-whoccivd@pel.de®
THISPREPARATIONIS-NOTFORADMINISTRATION WHO BiologicalReferencePreparations:
TOHUBMANSS hitpHerere whointbiclogicals/fen'

Thepreparationcontains-material-of human-origin,-and-
contains-infectious- HEV.-The-reference -materials-has-
been-diluted in-human-plasmanegativefor-HV-1-RNA-
HCW RMA,-HBV-DNA -HBsAqg, anti-HEs -anti-HBg, -anti-
HIV-122 -anti-HCV-and-anti-HEV-(Igld-and-1gG11
As-with-allmaterials-ofbiclogical-odging this-preparation-
shouldberegardedas potentialivhazardous-to-health -1t
should-be-used-and-discarded-according to-vour-own-
laboratory'ssafety procedures.-Such-safety-procedurss-
probablywillindudethewearingofprotective gloves-and-
avoiding-the-generation-of asrosecls. Care-should-be-
exercisedinopening-ampoules-orvials, fo-avoid-cuts g

% i
5.+ USE-OF-MATERIALY 12+MATERIAL-SAFETY-SHEETY
Moattemptshouldbemadeto-weigh-outany-portion-of Physicalproperties{at-room-temperature}= 1
the-freeze-dried-material prior-to-reconstitution. _ _
Thematerialissuppliediyophilzed andshould be-stored- | Physicalappearance: + -  Lyophilzedpowdem |2
at-orbelow-20°C. Eachvialshouldbereconstitutedings. | Firehazard —» - -+ HNones E
mi-ofsterilenuclease-fregwater, Theproduct-should-be- Chemical-propertiesc o
reconstifutedjustpriorto use once reconstituted, freeze. | Stables - -+ Yeso Corrosive Moo o
thawing-ofthe productis-notrecommended Hy groscopic ~ -» Moo Oxidising Moo jo
T Flammable — -» Moo frritantfoo o
6.~s STABILITYY Other{spedifyls COMI AINSHUMAN PLASMA: & o
Itis-the-policy-of WHO-notto-assign-an-expiry-dateto. | INFECTIQUSHEPATITISEVIRUS(HEVIo
theirinternational reference-materials. They-remain-valid- - - -
withtheassignedpotencyand status-untilwithdrawn-or- | Handlingg - oo See-cauvtion, sediondo
amended § Toxicological-propertiesn
Paut-Ehrilich-Instiut — s Tal-+49-{016103770%
Faul-Ehrlich-Str-51-58 % & F
63225 Langen, Sermary 5 -5

—& ~%

%

10+CUSTOMER-FEEDBACKY
Customers-areencoumged-to-provide fesdback-on-the
suitabilityoruse-ofthematerialprovidedorotheraspecds-
of our service. Please send- any- comments- to-

whoeccivd@pei.def

i

11.-+CITATIONT

In-any- circumstance where-the recipient-publishes-a
referenceto-PEbmaterials, itis-important-that thetitle-of
thepreparationandthePElcodenumber, and-the-name
and-address-of PEl-are cited-correctly §
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iy hes 5.

Effects-ofinhalation. — — - AYOId— n constitute an-entire-discharge-oftheInstitute’s-liability-
containginfectious-HEVE ungderihis-Condition. T}
Effects-ofingestion. —» e - AYOid— =
containg-infectious-HEVR
Effects-ofskinabsorptions - Avoid—containg: o
infectious-HEV=
Suggested-First-Aid= o
inhalation - oo Seek-medical-advice-containg. (8
infectious-HEVR
ingestion  —s o Sesk-medical-advice-contans |8
infectious-HEVE

Contactwitheyes--~Washthoroughly withwater. Seek- #
medicaladvice—containsinfectious HEVR
Contactwithskin---Washthoroughlywithwater. Seek-  |s
medical-advice—containsinfectious HEVE
Action-on-Spillage-and-Method-of-Disposal= =
Spillage-ofvialcontentsshouldbetakenupwith- i
absorbentmateriabwetted withan-appropriate-
disirfedtart. Rinsearsawith-anappropriate-disinfectant-
followedbywater |
Absorbentmaterials usediofreatspillageshouldbe
treated-as-biologicalwaste s

k|

134LIABILITYANDLOSSSE

information- provided-by-thednstitute-is-given-afierthe
exercise-ofallreasonablecareandskilinits-compilation,-
preparationandissue, butitis providedwithoutliability to-
the-Recipientin-its-application-and-use. -

itistheresponsibility-of the-Recipientio-determinethe
appropriatenessofihematerials supplied by the-institute:
tg- the Recipient [“the Goods™) for the proposed-
applicationandensureihatithasthenscessanytechnical
skills- to- determine that-they- are-appropriate. Resulis-
obtainedfromiheGoods-are-likely-to-be-dependent-on-
conditions-ofuse by-the-Recipientand-thevariability-of
materials-beyond-the-control-oftheInstitute

i
Albwarranties-areexcludediothefullestextentpermitted-
bydaw, includingwithoutlimitationthatthe- Goodsarefree
frominfectiousagentsorthatihesupply-of Goodswillnot
infringe-any-rights-of-any-third-party. §

1

Thelnstituteshall-not-be-liableto-the-Recipientfor-any-
econamiciosswhetherdirect orindirect swhich-arise-in-
connection-with-this-agreement.-§

)i ,
Thetotaldiability of theinstitule-in-connection-with-this-
agreement,- whether- for- negligence or- breach- of
agresmentorothenvise, shallin-no-event-exceed-120%-
of-any-price paid- or-payable by-the Recipient-for-the-
supply-ofthe Goods |

il

F-any-oftheGoodssuppliedby thednstituteshouldprove
not-to-mest-their-specification-when-stored-and-used-
correctly{andprovided-that-the-Recipienthas-refurned-
the-Goodstothelnstitutetogetherwithwritternnotificalion
ofsuch-alleged-defectwithinsevendays-ofthetimewhen
theRecipientdiscoversoroughtto have discovered-the
defect}, thelnstituleshali-sitherreplacethe-Goods-or -at
its-sole-option, refundthehandlingcharge provided-that-
performance of gither one of the-sbave-options-shall-

Fatd-Ehrfich-instiut - e
hrlch-Sir-51-59 — -
63225 Langen, Germany —& —
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