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EXPLANATION OF SYMBOLS
OBSICHEHUE HA CUMBOTUTE
VYZNAM SYMBOLU
SYMBOLFORKLARING
ERKLARUNG DER SYMBOLE
EMEZHIHEH TON SYMBOAQN
SIGNIFICADO DE LOS SIMBOLOS
SUMBOLITE SELGITUS
EXPLICATION DES SYMBOLES
OBJASNJENJE SIMBOLA
JELMAGYARAZAT
SPIEGAZIONE DEI SIMBOLI
SIMBOLIY PAAISKINIMAI
SIMBOLU SKAIDROJUMS
VERKLARING DER SYMBOLEN
SYMBOLFORKLARING
OBJASNIENIE SYMBOLI
EXPLICAGAO DOS SIMBOLOS
SEMNIFICATIA SIMBOLURILOR
OBOHAYEHMSA
SYMBOLFORKLARING

VYZNAM SYMBOLOV

RAZLAGA SIMBOLOV
OBJASNJENJE SIMBOLA
SEMBOLLERIN ACIKLAMALARI

Use By/loaHo ao/Pouzitelné do/
Holdbar til/Verwendbar bis/
Huepounvia Argng/Fecha

de caducidad/Kalblik kuni/

Utiliser jusque/Rok valjanosti/
Felhasznalhato/Utilizzare entro/
Sunaudoti iki/lzlietot lTdz/Houdbaar
tot/Brukes innen/Uzy¢ przed/
Prazo de validade/Expira la/
Wcnonb3osate ao/Anvénd fore/
Pouzite’né do/ Uporabno do/
Upotrebljivo do/Son Kullanma Tarihi

Batch code/Homep Ha napTuaa/
Cislo $arze/Lotnummer/

Charger ng/ApIBp6G
MNapTidag/Codigo de lote/Partii
kood/Code du lot/Kod serije/
Sarzsszam/Codice del lotto/
Partijos kodas/Partijas kods/Lot
nummer/Partikode/Kod partii/
Codigo do lote/Numar de lot/
Homep nota/Lotnummer/Cislo
Sarze/Stevilka serije/Kod partije/
Parti Kodu



IVD

Date of manufacture/flata Ha &C
npowuasoacTeo/Datum vyroby/
Produktionsdato/Herstellungsdatum/ 2C
Huepopnvia mapaywyrig/Fecha de
fabricacion/Valmistamise kuupaev/

Date de fabrication/Datum proizvodnje/
Gyartasi id6/Data di produzione/

Pagaminimo data/Razo8anas datums/
Productiedatum/Fremstillingsdato/

Data produkji/Data de fabrico/Data
fabricatiei/lata npoussoactsa/
Tillverkningsdatum/Détum vyroby/Datum
izdelave/Datum proizvodnje/Uretim tarihi

In Vitro Diagnostic Medical Device/
MeanuuHekm ypen 3a anarHoctuka
uH BuTpo/Diagnosticky zdravotnicky
prostredek in vitro/Medicinsk udstyr til
in vitro-diagnostik/In-vitro-Diagnostikum/
laTpoTexvoAoyIko TTIPoidV yia Sidyvwon
In Vitro/Dispositivo médico para
invitro/In vitro

meditsiiniseade/Dispositif médical de

in vitro/Di

uredaj In Vitro/In vitro orvosdiagnosztikai
eszkdz/Dispositivo medico per test

di iciin vitro/In Vitro Di

Medicinos Priemoné/Mediciniska ierice

in vitro diagnostikai/In vitro-diagnostisch
medisch instrument/In vitro diagnostisk
medisinsk utstyr/Wyréb medyczny do
diagnostyki in vitro/Dispositivo Médico
de Diagnostico I Vitro/Dispozitiv medical
pentru diagnostic in vitro/ Tonbko Ans
avarHocTuku In Vitro/Endast fér in
vitro-diagnostik/ Zdravotnicka pomécka na
I in vitro/In vitro

prij ¢ek/Diagnosticki
uredaj In Vitro/<96> testleri igin yeterlilik
igerir

Catalogue number/KaTanoxeH Homep/
Katalogové ¢islo/Katalognummer/
Bestellnummer/Ap1Bpog kataAdyou/
Numero de catalogo/Kataloogi number/
Numéro de catalogue/Kataloski broj/
Katalogusszam/Numero di catalogo/
Katalogo numeris/Numurs kataloga/
Catalogusnummer/Katalognummer/
Numer katalogowy/Ntmero do catalogo/
Numér de catalog/Homep no katanory/
Produktnummer/Katalégové ¢islo/
Kataloska $tevilka/Kataloski broj/

Katalog numarasi

Temperature limitation/
TemnepatypHu rpaHuum/
Teplotni omezeni/
Temperaturbegraensning/
Temperaturbegrenzung/
Mepiopiopoi Beppokpaciag/
Limites de temperatura/
Temperatuuri piirang/

Limite de température/
Temperaturno ogranic¢enje/
Homeérsékletre vonatkozo korlatozas/
Limiti di temperatura/
Temperatiriniai apribojimai/
Temperatiras ierobeZojums/
Temperatuurbeperking/
Temperaturbegrensninger/
Temperatury graniczne/
Limite de temperatura/

Limite de temperatura/
TemnepatypHbIi pexum/
Temperaturbegrénsning/
Teplotné obmedzenie
Omejitev temperature/
Temperaturno ogranicenje/
Sicaklik sinirlamasi/

Contains sufficient for <96> tests/Cbabpxa
[10CTaTBYHO KOMMYECTBO 3a TECTOBE
<96>/Lze pousit pro <963 testil/Indeholder
tilsttraekkeligt/Inhalt ausreichend fir <96>
Priifungen/MepIeXOUEVO ETTAPKEG YIa

«96» e€e1aoeIg/Contenido suficiente para
<96> ensayos/Kogusest piisab <96> testi
Iabiviimiseks/Contenu suffisant pour “96”
tests/Sadrzi dovoljno za <96> testova/A
doboz tartalma <96> vizsgélat elvégzéséhez
elegendd/Contenuto sufficiente per 96"
saggi/Turinys skirtas atlikti <96> tyrimus/
Saturs pietiekams <96> testiem/Inhoud
voldoende voor “96" testen/til "96" test/
Tilstrekkelig innhold for <96> prever/
Wystarczy na wykonanie <96 testow/
Contetdo suficiente para “96" ensaios/
Continut suficient pentru 96 de teste/
CopiepXnT JOCTaTONHbIE KONMYECTBA ANst
«96» onpenenexwit/Innehaller tillréckligt

1ill “96" antal tester/Obsah postacuje na
tento pocet testov: <96>/Vsebina zadostuje
za <96> testov/Sadrzina dovoljna za <96>
testova/<96>> testleri igin yeterlilik igerir



Consult Instructions for Use/
MpoveTeTe MHCTPyKUMSATA 33
ynotpe6a/Konzultujte s navodem

k pouziti/Se brugsanvisning/Siehe
Gebrauchsanweisung/ZupBouAeuteite
TIG OBnyieg oXETIKG pe TN Xprion/
Consulte las instrucciones de uso/

Vt kasutusjuhendit/Consulter le mode
d’emploi/Procitajte upute za uporabu/
Olvassa el a hasznalati utasitast/
Consultare le istruzioni per I'uso/Dél
naudojimo ZiOrékite instrukcijas/Izlasiet
lietosanas instrukciju/Raadpleeg de
instructies voor gebruik/Les instruksene
for bruk/Sprawdzi¢ w instrukcji uzycia/
Consulte as Instrugdes de Utilizagao/
Consultati instructiunile de utilizare/
OB6paTutech K MHCTPYKLWK NO
npumerennio/Se bruksanvisning/
Preditajte si navod na pouzivanie/
Proditajte uputstvo za upotrebu/
Kullanim Talimatlarina Bakiniz

Contents of kit/CbabpxaHue Ha Habopa/
Obsah soupravy/Kittets indhold/Inhalt
des Kits/Mepiexopeva Tou kit/Contenido
del kit/Komplekt sisaldab/Contenu du
kit/Sadrzaj opreme/A készlet tartalma/
Contenuto del kit/Rinkinio turinys/
Komplekta saturs/Inhoud van de set/
Settets innhold/Zawartos$¢ zestawu/
Conteudo do kit/Continutul setului/
KomnoHeHTbl Habopa/Kit innehall/
Obsah supravy/Vsebina kompleta/Sadrzaj
opreme/Kitin igindekiler

Biological risks/Buonoruyecka
onacHocT/Biologicka rizika/Biologisk
fare/Biologische Gefahren/BioAoyikoi
KivBuvol/Riesgos biolégicos/
Bioloogilised ohud/Risques biologiques/
Bioloskli rizici/Biologiai kockazatok/Rischi
biologici/Biologinis pavojus/Biologiskais
risks/Biologische risico’s/Biologiske
risikoer/Zagrozenie biologiczne/Riscos
biolégicos/ Biologisk risk/Pericole
biologice/Buonoruyeckas onacHocTb/
Biologicky rizikové/Biologické rizika/
Biolokli rizici/Biyolojik riskler

Human/C yoBewku npouaxop/Lidské/
Humant/Human/deiypata avagopag/
Humano/Inimpéritolu/Humaine/Ljudskog
porjekla/Human/Origine Umana/
Zmogaus kilmés/Cilveku izcelsmes/
Human/Menneske/Ludzka/Humano/
Origine umana/Yenoseyeckoro
npovcxoxaerns/Human/Ludské/
Humanega izvora/Ljudskog porekla/insan

From mouse/C muwwm npousxoan/Mysi/
Fra mus/Maus/aTo TrovTiki/de raton/
Hiirtelt/De souris/Misijeg porjekla/
Egérbdl/Murino/Pelés kilmés/No peles/
Van muizen/Fra mus/Mysia/Do rato/De
la soareci/MbilwMHOTO NponcxoxaeHus/
Fran mus/Mysie/Misjega izvora/Misijeg
porekla/Fareden

Bovine/C roeexau npouaxoa/
Hovézi/Bovin/Rind/ammé Booeidr/
Bovino/Veistelt/Bovine/Rogate stoke/
Szarvasmarha/Bovino/Jaugio/No
liellopa/Bovien/Bovin/Wotowy/Bovino/
Origine bovina/kpynHoro poratoro
ckota/Fran ko/Hovadzie/Govejega
izvora/Rogate krupne stoke/Bovin

Reconstitute with/PaaTeapsHe c/
Rozfed'te pomoci/Rekonstitueres med/
Rekonstituieren mit/AvacUotaon pe/
Reconstituir con/Lahjendamine/
Reconstituer avec/Rekonstituirajte s/
Feloldashoz/Ricostituire con/Atkurti,
istirpdant su/AtSkaidit ar/Reconstitutie
met/Rekonstitueres med/Odtworzy¢
za pomoca/Reconstituir com/A

se reconstitui cu/PacTsoputs B/
Rekonstituera med/Rozriedte pomocou/
Rekonstituirajte z/s/Ponovno formiranje
sa/Yeniden olusturulur

Manufacturer/lMpounssoanten/Vyrobce/
Producent/Hersteller/KataokeuaoTrg/
Fabricante/Tootja/Fabricant/Proizvodac/
Gyarto/Fabbricante/Gamintojas/
RaZotajs/Fabrikant/Produsent/
Producent/Fabricante/Producétor/
Mpoussoautens/Tillverkare/ Vyrobca/
Izdelovalec/Proizvodag/Uretici
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INSTRUCTIONS FOR USE
Please visit our website www.fdi.com/ifu to obtain the Instructions For Use
(IFU) in additional languages.

To ensure that you download the correct IFU for your kit lot, please select
the revision corresponding to the issue date printed on the front page of the
IFU provided with this kit.

Please follow the IFU carefully. Instructions for safe handling are found in
the WARNINGS AND PRECAUTIONS section. Material Safety Data Sheets
(MSDS) are available on our website www.fdi.com. If you do not have access
to the internet, please contact you local distributor, or Fujirebio Diagnostics AB
for assistance.

NAVOD K POUZITI
Navod k pouziti v dalSich jazycich najdete na naSich webovych strankach
www.fdi.com/ifu.

Abyste se ujistili, Ze jste si stahli spravny navod k pouziti pro vasi $arzi sady,
vyberte revizi odpovidajici datu vydani vytisténému na predni strané navodu k
pouziti dodanému s touto sadou.

Navod k pouziti pgesni dodrZujte. Pokyny pro bezpeénou manipulaci najdete v
&asti VAROVANIAUPOZORNINI. Tabulky Gidaju o bezpeénosti materialu (MSDS)
najdete na strankach www.fdi.com. Nemate-li pgistup k Internetu, pozadejte o
pomoc mistniho distributora nebo spoleénost Fujirebio Diagnostics AB.

BRUGSANVISNINGER
Ga ind pa vores hjemmeside www.fdi.com/ifu for at hente brugsanvisninger
pa andre sprog.

For at sikre at du henter den rette brugsanvisning til det pageeldende kitlot,
skal du veelge det revisionsnummer, der svarer til den udgivelsesdato, der er
trykt pa forsiden af den brugsanvisning, der felger med kittet.

Felg brugsanvisningen omhyggeligt. Vejledning i sikker handtering findes i
afsnittet ADVARSLER OG FORSIGTIGHEDSREGLER. Sikkerhedsdataark
(MSDS) kan hentes pé vores hiemmeside www.fdi.com/ifu. Hvis du ikke har
adgang til internettet, kan du kontakte den lokale distributer eller Fujirebio
Diagnostics AB for assistance.




GEBRAUCHSANWEISUNG
Auf unserer Website www.fdi.com/ifu finden Sie die Gebrauchsanweisung
in weiteren Sprachen.

Um sicherzustellen, dass Sie die richtige Gebrauchsanweisung fiir lhre
Kit-Charge herunterladen, wahlen Sie bitte die Version, die mit dem Versffen-
tlichungsdatum auf der Titelseite der mit diesem Kit mitgelieferten Gebrauch-
sanweisung Ubereinstimmt.

Halten Sie sich bitte genau an die Gebrauchsanweisung. Anweisungen fiir
den sicheren Umgang finden Sie im Abschnitt ,SICHERHEITSHINWEISE UND
VORSICHTSMASSNAHMEN?®. Die Materialsicherheitsdatenblitter (MSDS)
finden Sie auf unserer Website www.fdi.com. Sollten Sie keinen Zugang zum
Internet haben, so wenden Sie sich bitte an lhren 6rtlichen Vertriebshandler
oder an Fujirebio Diagnostics AB.

OAHrIEZ XPHZHZ
MNa va AaBete Tig Odnyieg Xxpriong kai € GAAEG YAWOOEG, ETTIOKEPDEITE TNV
ToroBeaia pag ato web www.fdi.com/ifu.

MNa va dilao@alioeTe OTI KAVETE AN Twv owaTwv OdnyIwv XpAoNG yia
TNV TIOPTIdA TOU KIT 0ag, ETMAESTE TNV avaBewpnon TToU avTIOTOIXEl GTNV
nuepounvia ékdoong TTou avaypageTal oTnV PTTPoaTIvi ogAida Twv Odnyiwyv
XPNong auTou Tou KIT.

AxoloubrjaTe Tig Odnyieg xpriong pe Tpoooxr). Mopeite va Bpeite 0dnyieg yia
ao@aAn Xelpiopd otnv evotnta MPOEIAOIMOIHZEIZ KAI MPO®YAAZEIE. Ztnv
TotoBeoia pag oto web www.fdi.com SiatiBevial PUAa dedopévwv acPaAeiag
UAIKWV (MSDS). Edv dev €xeTe TpOoBaacn oTointernet, ETTIKOIVWVAOTE JE TO SlAVOpEQ
NG TTEPIOXNG oag A pe Tnv Fujirebio Diagnostics AB yia BorBeia.

INSTRUCCIONES DE USO
Visite nuestro sitio web www.fdi.com/ifu para obtener instrucciones de uso
(IFU) en otros idiomas.

Para asegurarse de que descarga las instrucciones de uso adecuadas a su
lote de kits, seleccione el nimero de revisién que corresponda a la fecha de
emision impresa en la primera pagina de las instrucciones de uso suministradas
con este kit.

Por favor, siga las instrucciones atentamente. Las instrucciones
relativas a la seguridad en la manipulaciéon figuran en el apartado
ADVERTENCIAS Y PRECAUCIONES. Las fichas de seguridad de los
materiales (MSDS) también estan disponibles en nuestro sitio web:
www.fdi.com. Si no tiene acceso a Internet, pongase en contacto con su dis-
tribuidor local o con Fujirebio Diagnostics AB para obtener ayuda.
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KASUTUSJUHEND
Erinevates keeltes kasutusjuhend on kattesaadav meie veebilehel
www.fdi.com/ifu.

Komplekti partiile vastava kasutusjuhendi allalaadimise tagamiseks valige
versioon, mis vastab komplektile lisatud kasutusjuhendi esilehel toodud val-
jaandmise kuupgevale.

Palun jargige kasutusjuhendit hoolikalt. Ohutusjuhised on toodud HOIATUSTE
JA ETTEVAATUSABINOUDE osas. Materjali ohutuskaardid on kattesaadavad
meie veebilehel www.fdi.com. Kui Teil ei ole véimalik Internetti kasutada,
poorduge abi saamiseks kohaliku esindaja voi Fujirebio Diagnostics AB poole.

MODE D’EMPLOI
Visitez notre site Web, www.fdi.com/ifu, pour obtenir le mode d’emploi dans
d'autres langues.

Pour étre sr que vous téléchargez le mode d’emploi correspondant avotre lot
de kit, sélectionnez la version correspondant & la date de publication imprimée
sur la premiére page du mode d'emploi joint a ce kit.

Veuillez suivre soigneusement les indications du mode d’emploi. Les instruc-
tions de manipulation sans risque se trouvent dans la section AVERTISSE-
MENTS ET PRECAUTIONS. Des fiches de données de sécurité (MSDS)
sont disponibles sur notre site Web, www.fdi.com. Si vous n’avez pas acces a
Internet, veuillez contacter votre distributeur local ou Fujirebio Diagnostics AB
pour obtenir de I'aide.

UPUTA ZA UPORABU
Molimo posjetite nase stranice www.fdi.com/ifu radi preuzimanja Upute za
uporabu (IFU) na ostalim jezicima.

Da biste osigurali preuzimanje ispravnih IFU za va$ komplet, molimo
odaberite reviziju koja odgovara datumu izdavanja otisnutim na prednjoj
stranici IFU koje ste dobili s kompletom.

Molimo slijedite IFU pazljivo. Uputstva za sigurno rukovanje nalaze
se u odjeliku UPOZORENJA | MJERE OPREZA. Sigurnosno-tehnicki
listovi (MSDS) su dostupni na nasim stranicama www.fdi.com. Ako
nemate pristup ineternetu, molimo da se obratite lokalnom distributeru ili
Fujirebio Diagnostics AB za pomo¢.

HASZNALATI UTASITAS
Tovabbi nyelveken készlilt Hasznalati utasitasok talalhat a www.fdi.com/ifu
honlapon.

Annak biztositasa érdekében, hogy az On kit tételének megfeleld Haszna-
lati utasitast toltse le, valassza a kithez mellékelt Hasznalati utasitas elsé
oldalan lévé kibocsatasi datumnak megfelel6 modositast.



Keérjuk, tartsa be a Hasznalati utasitas el6irasait. A biztonsagos kezelésre
vonatkozo utasitasok a FIGYELMEZTETESEK ES OVINTEZKEDESEK cim(i
fejezetben talalhaték. ABiztonsagi adatlapok (MSDS) honlapunkon (www.fdi.
com) elérhetéek. Amennyiben Onnem rendelkezik internethozzaféréssel, for-
duljon segitségért helyi értékesitéjéhez vagy a Fujirebio Diagnostics AB-hez.

ISTRUZIONI PER LUSO
Istruzioni per I'uso in altre lingue sono disponibili sul nostro sito web www.
fdi.com/ifu.

Per scaricare le Istruzioni per I'uso corrispondenti al lotto del proprio kit,
selezionare la revisione corrispondente alla data di emissione stampata sulla
prima pagina delle Istruzioni per I'uso fornite insieme al kit.

Seguire attentamente le Istruzioni per I'uso. Le istruzioni per una gestione
sicura sono contenute nella sezione AVWERTENZE E PRECAUZIONI. Sul
nostro sito web www.fdi.com sono disponibili le schede tecniche relative alla
sicurezza dei materiali. Qualora fosse impossibile accedere a Internet, contat-
tare il proprio distributore locale oppure rivolgersi a Fujirebio Diagnostics AB.

NAUDOJIMO INSTRUKCIJOS
Kad gautumeéte naudojimo instrukcijas kitomis kalbomis, apsilankykite masy
tinklalapyje: www.fdi.com/ifu.

Kad atsisiystuméte instrukcijas, kurios tikrai tinka Jasy komplektui,
pasirinkite perzitros data, kuri atitinka pagaminimo datg, atspausdintg su
Siuo komplektu pateikty instrukcijy virselyje.

AtidZiai laikykités instrukcijy. Saugaus naudojimo instrukcijos yra skyriuje
PERSPEJIMAIIRATSARGUMO PRIEMONES. Medziagy saugos duomeny
lapus (MSDS) rasite musy tinklalapyje www.fdi.com. Jeigu neprieinate prie
interneto, kreipkités pagalvos j savo vietinj distribiutoriy arba j,Fujirebio
Diagnostics AB*.

LIETOSANAS INSTRUKCIJA

Lai iegatu lietoSanas instrukciju (LI) citas valodas, ladzu, apmeklgjiet masu
vietni www.fdi.com/ifu.

Lai lejupieladétu pareizo LI savam komplektam, I0dzu, izvélieties versiju,
kas atbilst §im komplektam pievienotas LI pirmaja lappusé iespiestajam
izdoSanas datumam.

Ladzu, rlpigiiepazistieties ar LI unievérojiet to. NoradijumidrosailietoSanai
sniegti sadala BRIDINAJUMI UN PIESARDZIBAS PASAKUMI. Materialu
droSibas datulapas (MDDL)ir pieejamas misu vietné www.fdi.com. Jajums
nav pieejams internets, 10dzu, sazinieties ar vietéjo izplattaju vai Fujirebio
Diagnostics AB, lai iegltu palidzibu.
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INSTRUCTIES VOOR GEBRUIK
Ga naar onze website www.fdi.com/ifu voor de Instructies voor gebruik in
andere talen.

Om ervoor te zorgen dat u de juiste Instructie voor gebruik downloadt voor
uw setpartij, selecteert u de revisie die overeenkomt met de uitgavedatum die
afgedrukt staat op de voorpagina van de Instructies voor gebruik die bij deze
kit bijgeleverd zijn.

Volg de Instructie voor gebruik zorgvuldig op. U vindt de instructies voor een
veilig hanteren in het gedeelte WAARSCHUWINGEN EN VOORZORGS-
MAATREGELEN. Op onze website www.fdi.com zijn ook Veiligheidsinforma-
tiebladen (MSDS) beschikbaar. Als u geen toegang hebt tot het internet, neemt
u dan contact op met uw plaatselijke distributeur of met Fujirebio Diagnostics
AB voor assistentie.

BRUKSINSTRUKSER
Bruksinstrukser (IFU) pa andre sprak kan lastes ned fra var hjemmeside
www.fdi.com/ifu.

For & sikre at du laster ned den riktige IFU-en for ditt settparti, vennligst velg
oppdateringen som svarer til utstedelsesdatoen pa forsiden av IFU-en levert
med settet ditt.

Vennligst felg IFU-instruksene neye. Instrukser for sikker handtering fins
i avsnittet ADVARSLER OG FORHOLDSREGLER. Materialesikkerhetsda-
tasider (MSDS) kan lastes ned fra var hjemmeside www.fdi.com. Dersom
du ikke har adgang til internettet, vennligst kontakt din lokalforhandler eller
Fujirebio Diagnostics AB for a fa hjelp.

INSTRUKCJA UZYCIA

Instrukcje uzycia (IFU) w innych jezykach znalez¢ mozna na naszej stronie
internetowej www.fdi.com/ifu.

Aby mie¢ pewnosé¢, ze pobierasz instrukcje uzycia wtasciwag dla partii zestawu,
wybierz wersje odpowiadajgca dacie wydania nadrukowanej na oktadce IFU
dostarczonej z zestawem.

Nalezy Scisle przestrzegac zalecen zawartych w instrukcji uzycia. Instrukcje
dotyczgce bezpiecznej pracy znalezé mozna w czesci OSTRZEZENIA |
SRODKIOSTROZNOSCI. Karty charakterystyki substancji (MSDS) dostepne
sgna naszej stronie internetowej www.fdi.com. W przypadku braku dostepu
do Internetu, pomoc mozna uzyska¢ u lokalnego dystrybutora lub w firmie
Fujirebio Diagnostics AB.




INSTRUCOES DE UTILIZACAO
Visite 0 nosso sitio da Internet www.fdi.com/ifu para obter Instrugdes de
Utilizagao (IDU) em idiomas adicionais.

Para assegurar que descarrega as IDU correctas para o lote do seu kit,
seleccione a revisdo correspondente a data de emisséo impressa na capa das
IDU fornecida com este kit.

Siga as IDU cuidadosamente. E possivel encontrar instrugoes para um
manuseamento seguro na secgdo ADVERTENCIAS E PRECAUGOES. As
Fichas de Dados de Seguranga do Material (FDSM) estdo disponiveis em
www.fdi.com. Se n3o tiver acesso & Internet, contacte o seu distribuidor local
ou a Fujirebio Diagnostics AB para obter ajuda.

INSTRUCTIUNI DE UTILIZARE
Vizitati site-ul nostru Web www.fdi.com/ifu pentru a obtine instructiunile de
utilizare (IFU) in alte limbi.

Pentru a va asigura ca descarcati instructiunile de utilizare corecte pentru
lotul acestui kit, selectati revizia corespunzatoare cu data emiterii, imprimata
pe prima pagina a instructiunilor de utilizare furnizate cu acest kit.

Urmati cu atentie instructiunile de utilizare. Instructiunile pentru o manevrare
in siguranta se regasesc in sectiunea AVERTISMENTE $I PRECAUTII.
Fisele de date despre siguranta materialelor (Material Safety Data Sheets -
MSDS) sunt disponibile pe site-ul nostru Web www.fdi.com. Daca nu aveti
acces la Internet, contactati pentru asistenta distribuitorul dvs. local sau
Fujirebio Diagnostics AB.

NAVOD NA POUZITIE
Navod na pouzitie v dalSich jazykoch najdete na nasej webovej lokalite
www.fdi.com/ifu.

Aby ste sa uistili, Ze ste prevzali spravny navod na pouzitie pre danut Sarzu
supravy, vyberte reviziu zodpovedajicu datumu vydania vytlacenému na
prednej strane navodu na pouzitie dodanému s touto supravou.

Navod na pouzitie presne dodrzujte. Pokyny na bezpe€nu manipulaciu
najdete v éasti VYSTRAHYAUPOZORNENIA. Tabulky tdajov o bezpe&nosti
materialu (MSDS) najdete na strankach www.fdi.com. Ak nemate pristup
na internet, poZiadajte o pomoc miestneho distributora alebo spolo¢nost
Fujirebio Diagnostics AB.
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NAVODILA ZA UPORABO
Ce si zelite ogledati navodila za uporabo v drugih jezikih, obis¢ite spletno
mesto www.fdi.com/ifu.

Ce zelite zagotoviti, da ste prenesli ustrezna navodila za uporabo za vago
serijo kompleta, izberite razli¢ico, ki ustreza datumu izdaje, natisnjenemu na
spredniji strani navodil za uporabo, priloZzenih temu kompletu.

Prosimo vas, da skrbno upoStevate navodila za uporabo. Navodila za
varno ravnanje so v poglavju OPOZORILA IN PREVIDNOSTNI UKREPI.
Varnostni listi (MSDS) so na nasi spletni strani www.fdi.com. Ce nimate
dostopa do interneta, se za pomo¢ obrnite na svojega lokalnega distributerja
ali druzbo Fujirebio Diagnostics AB.

UPUTSTVO ZA UPOTREBU
Molimo Vas da posetite na$ sajt www.fdi.com/ifu kako biste dobili Uputstvo
za upotrebu na ostalim jezicima.

Da biste bili sigurni da ste skinuli odgovarajuce Uputstvo za upotrebu za
Vas$ set proizvoda, molimo Vas da odaberete odeljak koji odgovara datumu
odsStampanom na prednjoj strani Uputstva za upotrebu koje ste dobili uz
proizvod.

Molimo Vas da pazljivo sledite uputstva data u Uputstvu za upotrebu.
Uputstva za bezbedno koriSéenje su data u odeljku pod naslovom UPO-
ZORENJE | OPREZ. Informacije vezane za bezbedno kori§¢enje materijala
su dostupne na sajtu www.fdi.com. Ako nemate pristup Internetu, molimo
Vas da stupite u kontakt sa lokalnim distributerom ili se telefonom obratite
Fujirebio Diagnostics sluzbi za davanje informacija.

BRUKSANVISNING
Bruksanvisning (IFU) p& andra sprak finns att ladda ner fran var hemsida,
www.fdi.com/ifu.

Sakerstall att du laddar ner rétt bruksanvisning for din kit lot genom att valja
samma revisionsdatum som anges pa framsidan av den bruksanvisning som
medféljer denna férpackning.

Vénligen f6lj noga anvisningarna i bruksanvisningen. Instruktioner for séker
anvindning finns i stycket VARNINGAR OCH FORSIKTIGHETSATGARDER.
Sikerhetsdatablad (MSDS) finns att ladda ner fran var hemsida, www.fdi.com.
Om du inte har tillgang till internet, vénligen kontakta din lokala distributér eller
Fujirebio Diagnostics AB for att fa hjalp.




KULLANIM TALIMATLARI
ilave dillerde Kullanim Talimatlarini (KT) almak igin liitfen www.fdi.com/ifu
adresindeki web sitemizi ziyaret edin.

Kit partiniz igin dogru KT’ni indirdiginizden emin olmak igin litfen bu kitle
birlikte verilen KT inin 6n sayfasinda yazili diizenlenme tarihiyle eslesen
g6zden gegirmeyi segin.

Litfen KT'ni dikkatli bir sekilde izleyin. Guvenli kullanimla ilgili tali-
matlar UYARILAR VE ONLEMLER bélimiinde bulunmaktadir. Malzeme
Guvenligi Veri Sayfalari (MGVS) www.fdi.com adresindeki web sitemizde
bulunmaktadir. Internet erigiminiz bulunmuyorsa, destek igin Iitfen yerel
distribltoériiniiz veya Fujirebio Diagnostics AB ile temasa gegin.




CanAg ProGRP EIA

Instructions for use Enzyme immunometric assay kit
For 96 determinations

INTENDED USE

The CanAg ProGRP EIA kit is an immunoassay for the quantitative determination
of ProGRP in serum. The CanAg ProGRP assay is to be used as an aid in the
differential diagnosis and in monitoring disease progression during the course of
disease and treatment in small cell lung cancer patients.

Testing for patient proGRP assay values should be used in conjunction with
other clinical methods used in the management of patients with small cell lung
cancer.

SUMMARY AND EXPLANATION OF THE ASSAY

GRP (Gastrin Releasing Peptide) is a hormone that is secreted from Small Cell Lung
Cancer (SCLC) cells. Although detection of serum GRP has been expected to be
useful for diagnosis of SCLC, determination of serum GRP has not been feasible
owing to its instability in blood (1, 2). The precursor Pro Gastrin Releasing Peptide
(ProGRP) however, is more stable and can be used as a serological marker for
GRP (3). The CanAg ProGRP EIA kit measures ProGRP (31-98) a carboxy-terminal
region common to human ProGRP splice variants.

ProGRP is expressed in neuroendocrine-derived tissues and tumors, including
small cell lung cancer carcinoids, undifferentiated large cell carcinoma of the lung
with neuroendocrine features, medullary thyroid carcinoma, and other neuroendo-
crine malignancies. Serum levels of ProGRP have been shown to be elevated in
a high proportion of patients diagnosed with SCLC while normal levels are found
in patients with benign disease (4-10).

Due to its high sensitivity and specificity for SCLC, ProGRP has shown clini-
cal utility in the differential diagnosis of lung cancer. Additive information in the
diagnosis of SCLC is provided by the combined measurement of ProGRP and
NSE (8,10,11,14). ProGRP is also useful in monitoring the response to therapy
and for the detection of recurrent disease (11-13).

Elevated levels of ProGRP may be detected in early stage small cell lung
cancer (9). However, as the incidence of SCLC in the general population is low
the ProGRP assay should not be used as a screening test.



PRINCIPLE OF THE TEST

The CanAg ProGRP ElA is a solid-phase, one-step, non-competitive immunoassay
based on antibodies specific for different epitopes specifically expressed in ProGRP.
Calibrators, controls or patient samples are incubated together with affinity purified
biotinylated Anti-ProGRP polyclonal antibody and horseradish peroxidase (HRP)
labelled Anti-ProGRP Monoclonal antibody E146 in Streptavidin coated microstrips.
After washing, buffered Substrate/Chromogen reagent (hydrogen peroxide and
3, 3, 5, 5’ tetra-methylbenzidine) is added to each well and the enzyme reaction
is allowed to proceed. During the enzyme reaction a blue colour will develop if
antigen is present. The intensity of the colour is proportional to the amount of
ProGRP present in the samples. The colour intensity is determined in a microplate
spectrophotometer at 450 nm after addition of Stop Solution. Calibration curves are
constructed for each assay by plotting absorbance value versus the concentration
for each calibrator. The ProGRP concentrations of patient samples are then read
from the calibration curve.

REAGENTS

e Each CanAg ProGRP EIA kit contains reagents for 96 tests.

o The expiry date of the kit is stated on the label on the outside of the kit box.

e Do not use the kit beyond the expiry date.

o Do not mix reagents from different kit lots.

e Store the kit at 2-8°C.

* Opened reagents are stable according to the table below provided they are
not contaminated, stored in resealed original containers and handled as
prescribed. Return to 2-8° C immediately after use.



Component Quantity Storage and stability
after first use

Microplate 1 Plate 2-8°C until expiry
date stated on the plate

12 x 8 breakable wells coated with streptavidin. After opening, immediately return
unused strips to the aluminum pouch, containing desiccant. Reseal carefully to
keep dry.

ProGRP Calibrators A-F 6 vials, Stability after reconstitution
lyophilized 3 days at 2-8°C
3 months at -20° C or below

[ cAL [ProGRP|

>

Tx1mL
| cAL [ProGRP| B | -
[ cAL [ProGRP| C | N
| cAL [ProGRP| D | -
| cAL [ProGRP| E | -
| cAL [ProGRP| F | -

The lyophilised calibrators contain human cell line derived ProGRP in a protein

matrix with an inert yellow dye and a non-azide preservative. To be reconstituted
with 1 mL of distilled or deionised water before use. NOTE: The exact ProGRP

concentration is lot specific and is indicated on the label of each vial.




Component Quantity Storage and stability
after first use

ProGRP Controls 2 vials, Stability after reconstitution
lyophilized 3 days at 2-8°C
3 months at -20° C or below

| CONTROL |ProGRP| 1 | N

[ CONTROL |ProGRP| 2 | N

The lyophilized controls contain human cell-line derived ProGRP in a protein
matrix and a non-azide preservative. To be reconstituted with distilled or deion-
ised water before use. NOTE: The expected ProGRP concentration range is lot
specific and is indicated on the label of each vial.

BIOTIN|Anti-ProGRP

Biotin Anti-ProGRP 1x15mL 4 months at 2-8°C

Affinity purified Biotin Anti-ProGRP Polyclonal antibody from goat, approximately
4 ug/mL. Contains phosphate buffered saline (pH 7.2), bovine serum albumin,
blocking agents, detergent, an inert blue dye, and a non-azide preservative.
Ready for use.

CONJ |Anti-ProGRP

Tracer, HRP Anti-ProGRP 1x0.75mL 4 months at 2-8°C

Stock Solution of HRP Anti-ProGRP monoclonal antibody from mouse, approxi-
mately 21 pg/mL. Contains non-azide preservatives. To be mixed with Biotin
Anti-ProGRP before use.

ot [ se|

Sample Diluent 1x8mL 4 months at 2-8°C

Contains 0.15 M Sodium Chloride and a non-azide preservative in a non-protein
matrix. Ready for use.




Component Quantity Storage and stability
after first use

TMB HRP-Substrate 1x12mL  2-8°C until expiry
date stated on the vial

Contains buffered hydrogen peroxide and 3, 3', 5, 5’ tetra-methylbenzidine (TMB).
Ready for use.

Stop Solution 1x15mL 2-8°C until expiry
date stated on the vial

Contains 0.12 M hydrochloric acid. Ready for use.

Wash Concentrate 1x50mL  2-8°C until expiry
date stated on the bottle

A Tris-HCl buffered salt solution with Tween 20. Contains Germall Il as preservative.
To be diluted with distilled or deionized water 25 times before use.

Indications of instability

The TMB HRP-Substrate should be colorless or slightly bluish. A blue colorindicates
that the reagent has been contaminated and should be discarded.

WARNINGS AND PRECAUTIONS

For In Vitro Diagnostic Use:

o Follow the instructions in the package insert. Reliability of assay results cannot
be guaranteed if there are any deviations from the instructions in this package
insert.

¢ Handle all patient specimens as potentially infectious. It is recommended that
human source reagent and human specimens be handled in accordance with
the OSHA Standard on Bloodborne pathogens (15). Biosafety level 1 (16) or
other appropriate biosafety practices should be used for material that contain
or are suspected of containing infectious agents.
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* Avoid contact with reagents containing hydrogen peroxide or hydrochloric
acid. In case of contact with any of these reagents, wash thoroughly with water.
* Follow local guidelines for disposal of all waste material.

CLP (1272/2008) HAZARD CLASSIFICATION
Information about CLP (1272/2008) HAZARD CLASSIFICATION can be found
at the end of this document.

SPECIMEN COLLECTION AND HANDLING

The CanAg ProGRPEIA s intended for use with serum. Collect blood by venipuncture
and separate the serum according to common procedures. Plasma and other body
fluids have not been validated for use with the CanAg ProGRP EIA. Serum collection
tubes that contain a thrombin based clotting acceleration agent must not be used
because this agent may cause degradation of ProGRP. Serum specimens should
be processed immediately following adequate clotting, or stored at 2-8° C. Do not
use serum specimens that have been exposed to room temperature (up to 25° C)
for more than 3 hours, including clot time. Serum can be stored at 2—8° C for up to
24 hours, before being tested. Serum specimens must be tested immediately after
removal from storage at 2-8° C. For longer periods store samples at-40° C or colder.
Thaw frozen samples and mix thoroughly by vortexing or by inverting 10 times before
analysis. For accurate results samples should be free of fibrin, red blood cells, or
other particular matter. Serum specimens from patients receiving anticoagulant or
thrombolytic therapy may contain fibrin due to incomplete clot formation.

PROCEDURE
Materials required but not supplied with the kit

1. Microplate shaker
Shaking should be medium to vigorous, approximately 700-1100 oscillations/min.

2. Microplate wash device
For best results we recommend an Automatic plate washer capable of per-
forming 1 and 6 washing cycles, and with a minimal fill volume of
800 pL/well/wash cycle using overflow wash mode. An 8-channel pipette
with disposable plastic tips for delivery of 350 pL (i.e. completely filled
wells) is recommended if an automatic microplate washer is not used.

3. Microplate spectrophotometer
With a wavelength 450 nm and an absorbance range of 0 to 3.0.

4. Precision pipettes
With disposable plastic tips for dispensing microliter volumes. An 8-channel
pipette or dispenser pipette with disposable plastic tips for delivery of 100 pL
is recommended but not required. Pipettes for dispensing milliliter volumes.

17
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5.

Distilled or deionized water
For reconstitution of ProGRP Calibrators, ProGPR Controls and for prepara-
tion of diluted Wash Solution.

Procedural notes

1.

A thorough understanding of this package insert is necessary to ensure proper
use of the CanAg ProGRP EIAkit. The reagents supplied with the kit are intended
for use as an integral unit. Do not mix reagents from kits having different lot
numbers. Do not use the kit reagents after the expiry date printed on the outside
of the kit box.
Reagents should be allowed to reach room temperature (20-30° C) prior to
use. Frozen specimens must be thoroughly mixed after thawing. Please refer
to specimen collection and handling section above.
Before starting to pipette calibrators and patient specimens it is advisable
to mark the strips to be able to clearly identify the samples during and after
the assay.
The requirement for efficient and thorough washing for separation of bound and
unbound antigen and reagents from the solid-phase bound antibody-antigen
complexes is one of the most important steps in an EIA. In order to ensure
efficient washing make sure that all wells are completely filled to the top edge
with wash solution during each wash cycle, that wash solution is dispensed
at a good flow rate, that the aspiration of the wells between and after the wash
cycles is complete and that the wells are empty. If there is liquid left, invert the
plate and tap it carefully against absorbent paper.

- Automatic strip washer: Follow the manufacturer’s instructions for cleaning

and maintenance diligently and wash the required number of wash cycles
prior to and after each incubation step. /t's highly recommended to
use overflow wash mode with a dispensing volume of 800 L.
Note: A very rapid aspiration rate in combination with no soak time
may decrease the precision of the assay. The aspiration/wash device
should not be left standing with the Wash Solution for long periods, as
the needles may get clogged resulting in poor liquid delivery and aspira-
tion.

The TMB HRP-Substrate is very sensitive to contamination. For optimal stability

of the TMB HRP-Substrate, pour the required amount from the vial into a

carefully cleaned reservoir or preferably a disposable plastic tray to avoid

contamination of the reagent. Be sure to use clean disposable plastic pipette
tips (or dispenser pipette tip).

Be sure to use clean disposable plastic pipette tips and a proper precision

pipetting technique when handling samples and reagents. Do not allow the

pipette tip to touch the surface of the liquid in the well, in order to avoid carry-over.

A diligent pipetting technique is of particular importance when handling the

samples and the TMB HRP-Substrate solution.



Preparation of reagents Stability of prepared reagent

ProGRP Calibrators 3 days at 2-8°C
3 months at -20° C or below

Add exactly 1.0 mL of distilled or deionised water to each vial. Allow to stand for
at least 15 minutes to reconstitute and mix thoroughly before use.

NOTE: The concentration of the calibrators is stated on the labels and should be
used for calculation of the results.

ProGRP Controls 3 days at 2-8°C
3 months at -20° C or below

Add exactly 1.0 mL of distilled or deionised water to each vial. Allow to stand for
at least 15 minutes to reconstitute and mix thoroughly before use.
NOTE: The expected value ranges of the controls are stated on the labels.

Wash Solution 2 weeks at 2-25°Cin a
sealed container

Pour the 50 mL Wash Concentrate into a clean container and dilute 25-fold by
adding 1200 mL of distilled or deionized water to give a buffered Wash Solution.

Antibody Solution 12 hours at 2-8 °C

Prepare the required quantity of Antibody Solution by mixing 50 pL of Tracer,
HRP Anti-ProGRP with 1 mL of Biotin Anti-ProGRP per strip (see table below
and Protocol Sheet).
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No. of Strips Tracer, HRP Anti-ProGRP Biotin Anti-ProGRP

() (mL)
1 50 1
2 100 2
3 150 3
4 200 4
5 250 5
6 300 6
7 350 7
8 400 8
9 450 9
10 500 10
11 550 11
12 600 12

Be sure to use a clean plastic or glass tube for preparation of Anitbody Solution.

NOTE: Do not prepare more Antibody solution than daily use.

ASSAY PROCEDURE

Perform each determination in duplicate for calibrators, controls and unknown
samples. A calibration curve should be run with each assay. Allreagents and samples
must be brought to room temperature (20-30 ° C) before use.

Please refer to specimen collection and handling section.

1.

Start to prepare ProGRP Calibrators, Controls 1 & 2, Wash Solution and
Antibody Solution. It is important to use clean containers. Follow the
instructions carefully.

Transfer the required number of microplate strips to a strip frame. (Immediately
return the remaining strips to the aluminum pouch containing a desiccant and
reseal carefully). Wash each strip once with the Wash Solution. Do not wash
more strips than can be handled within 30 min. NOTE: Pre-washing is essential,
ensure that the wells are empty and start to add samples as soon as possible
after washing.

Pipette 50 pL of the ProGRP Calibrators (CAL A, B, C, D, E, and F),
Controls 1 & 2 and unknown specimens (unknowns-Unk) into the strip wells
according to the following scheme:
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1 2 3 4 5 6 7 etc
Cal Cal 1st
A E Unk
Cal Cal 1st
A E Unk
Cal Cal 2nd
B F Unk
Cal Cal 2nd
B F Unk
Cal C1

Cc

Cal C1

Cc

Cal C2

D

Cal C2

D

Add 100 pL of Antibody Solution to each well using a 100 pL 8-channel
precision pipette (or a 100 pL precision pipette). Do not allow the pipette tip
to touch the surface of the liquid in order to avoid carry-over.

Incubate the frame containing the strips for 2 hour (£ 10 min) at room temp-
erature (20-30° C) with constant shaking of the plate using a microplate shaker.
Wash each strip 6 times, using the wash procedure described in Procedural
notes, item 4 (above).

Add 100 pL of TMB HRP-Substrate to each well using the same procedure
as initem 4 (above). The TMB HRP-Substrate should be added to the wells as
quickly as possible and the time between addition to the first and last well should
not exceed 5 min.

Incubate for 30 min (£ 5 min) at room temperature (20-30° C) with constant
shaking. Avoid exposure to direct sunlight.

Add 100 pL of Stop Solution to each well. Mix by using a microplate shaker
and read absorbance at 450 nm in a microplate spectrophotometer within
5 min after addition of Stop Solution.
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Measurement range
The CanAg ProGRP EIA calibration range is 0-2000 ng/L. If ProGRP concentra-
tions above the measuring range are to be expected, it is recommended to dilute
samples with Sample Diluent prior to analysis (see “Calculation of results with
diluted samples”).

Quality control

ProGRP Control 1 and 2 should be used for validation of the assay series. Ranges
of expected results are indicated on the vial labels. If values outside of the speci-
fied range are obtained, a complete check of reagents, accuracy of pipettes, plate
washer and reader performance should be made and the analysis repeated. Each
laboratory may also prepare its own serum pools at different levels, which can be
used as internal controls in order to assure the precision of the assay.

Reference material

Since no common reference material is available for ProGRP antigen, CanAg ProGRP
EIA Calibrator values are assigned against a set of in-house reference standards.

CALCULATION OF RESULTS

If a microplate spectrophotometer with built-in data calculation program is used,
refer to the manual for the spectrophotometer and create a program using the
concentration stated on the label of each of the ProGRP Calibrators.
For automatic calculation of ProGRP results it is recommended to use either of
the following methods:
¢ Cubic spline curve fit method. Calibrator A should be included in the curve
with the value 0 ng/L.
* Interpolation with point-to-point evaluation. Calibrator A should be includedin
the curve with the value 0 ng/L.
NOTE: 4-parametric or Linear regression evaluation methods should not be used.

For manual evaluation, a calibration curve is constructed by plotting the absorb-
ance (A) values obtained for each ProGRP Calibrator against the corresponding
ProGRP concentration (in ng/L). The unknown ProGRP concentrations can then
be read from the calibration curve using the mean absorbance value of each patient
specimen.

NOTE: The evaluation method of calculating proGRP results should be used con-
sistently when used in the course of monitoring a patient.
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If samples in an initial analysis give ProGRP levels higher than calibrator F, then
the samples should be diluted 1/10 with ProGRP Sample Diluent to obtain the
accurate ProGRP concentration of the samples. Make fresh dilutions before the
run. Do not exceed 1/10 dilutions.

1/10 dilution = 50 pL of specimen + 450 pL of ProGRP Sample Diluent

The ProGRP concentration of the undiluted sample is then calculated as:
Dilution 1/10: 10 x measured value

Samples that are above calibrator F after a dilution 1/10 is to be reported as:
above 10x value of calibrator F i.e. if calibrator F is 2000 the value is reported as:
above 20 000 ng/L.

LIMITATIONS OF THE PROCEDURE

Patients with confirmed cancer may have ProGRP values in the same range as
healthy subjects. Elevated levels of ProGRP may also be found in subjects with
non-malignant disease e.g. renal failure(9). Therefore, the level of ProGRP cannot
be used as absolute evidence for the presence or absence of malignant disease
and the ProGRP EIA should not be used in cancer screening. The results of
the test should be interpreted only in conjunction with other investigations and
procedures in the diagnosis of disease and the ProGRP test should not replace
any established clinical examination.

Observation pairs with both values within the normal reference range should
not be used for the evaluation of disease progression.
Anti-reagent antibodies (human anti-mouse antibody (HAMA) or heterophilic
antibodies) in the patient sample may occasionally interfere with the assay, even
though specific blocking agents are included in the buffer. Reumatoid factor
in the patient sample may interfere with the assay causing falsely low proGRP
values.

Biotin may interfere with the assay giving false low results. This should be
taken into consideration for patients taking dietary supplements or receiving
therapy containing high (> 5mg/day) or extremely high (300 mg/day) biotin
doses. Peak serum levels have been reported to occur 1-3h post ingestion and
a physiological half-life of 8-16h depending on renal function (21,22). In a study
by Grimsey et al. (21) a specimen concentration of 30 ng/mL was reached 8h
following intake of 10 mg of biotin. For patients on very high doses of biotin it is
recommended to stop taking biotin for at least 2 days before blood draw (23).

EXPECTED VALUES
In a study with 626 apparently healthy individuals 99% of the subjects had
ProGRP concentrations of 60 ng/L or less and 95% of the subjects had values
of 43 ng/L or less. Median of serum values was 17.4 ng/L.

It is recommended that each laboratory establish its own expected reference
range of interest with the population and sample collection procedures used
within the laboratory.
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PERFORMANCE CHARACTERISTICS

Precision

Total precision was determined according to NCCLS guideline EP5-A2 (17)
using six levels of frozen pooled human serum containing added ProGRP. Each
sample was randomly pipetted in duplicates and analysed twice each day over
20 days i.e. 40 runs with 40 different templates by two technicians repeated
using 2 different ProGRP EIA kit lots. Data from this study is summarized below.

Sample  Reagent N Mean conc.  Within-run ~ Within-run  Total Total
Lot (ng/L) SD (ng/L) CV(%) SD(ng/L) CV (%)

1 1 80 33 2.3 6.9 3.0 9.2
2 80 33 1.4 4.2 1.5 8.9

2 1 80 72 1.6 2.2 4.1 5.7
2 80 74 1.4 1.9 2.3 6.3

3 1 80 97 3.7 3.8 7.0 7.3
2 80 96 3.6 3.7 3.1 6.5

4 1 80 333 7.2 2.2 12.9 3.9
2 80 326 4.3 1.3 8.3 5.1

5 1 80 781 12.8 1.6 35.6 4.6
2 80 759 11.8 1.6 16.2 4.3

6 1 80 1449 33.8 2.3 59.2 41
2 80 1495 28.8 1.9 36.4 4.9

Detection limit

The limit of detection (LoD) corresponds to the upper limit of the 95% confi-
dence interval and represents the lowest concentration of ProGRP antigen that
can be distinguished from zero. The NCCLS guideline EP5-A2 (18) was used
to design the experiments for determination of limit of detection. A study was
conducted in which the ProGRP EIA Calibrator B was diluted in Calibrator A to
10 ng/L. Thereafter Calibrator A (zero) and the Calibrator B dilution (10 ng/L)
were tested in replicates of 30 per run in 4 runs on two separate days. The limit
of detection of the ProGRP EIA assay was found to be <10 ng/L.

Functional sensitivity

The functional sensitivity is expressed as the concentration of an analyte at which the
total CV is 20%. A study was conducted where a five member sensitivity panel was
tested in replicates of 2 in 2 runs on twenty separate days with two lots of reagents.
The functional sensitivity determined for the ProGRP EIA was found to be <20 ng/L.
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Recovery

A study was performed where dilutions of an antigen solution with known concentra-
tions of ProGRP were added to ProGRP EIA sample diluent. The concentration of
ProGRP was determined using the ProGRP EIA assay and the resulting percent
recovery was calculated from the ratio of Observed ProGRP Concentration/Expected
ProGRP Concentration calculated from the amount of ProGRP added. Representa-
tive data from this study is summarized in the following table*:

Sample ProGRP Antigen Observed value Percent Recovery™
Added (ng/L) Assay Value (ng/L) %
1 80 94 117
139 164 118
742 821 111
1464 1653 113
2 68 70 103
128 135 106
730 701 96
1453 1518 104
3 79 83 105
138 150 109
741 790 107
1463 1487 102
4 100 108 108
157 178 114
762 807 106
1481 1590 107
5 108 116 108
164 186 114
770 829 108
1489 1609 108

*Representative data; results in individual laboratories may vary from these data.

**0 Recovery=Observed ProGRP Concentration (ng/L)/ProGRP added (ng/L)

The average recovery across the separate spiked concentrations shown above
was found to be 108%.
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High Dose Hook

No high dose hook effect was observed for samples containing up to

> 1500 000 ng/L ProGRP antigen.

Dilution Linearity

The ProGRP EIA assay mean dilution linearity is 100 £20%. A study was conducted
for the ProGRP EIA modeled after the NCCLS (CLS]I) guideline EP6-A (19). Serum
samples with elevated ProGRP values were diluted with ProGRP EIA Sample Dilu-
ent. The ProGRP concentration was determined for each dilution and the percent
(%) recovery was calculated. Data from a representative sample from this study is

presented in the following table*:

Sample Final Dilution Obtained Expected Percent

Factor Value (ng/L) Value (ng/L) Recovery** (%)
A Undiluted 1526 1526 100

1:1.11 1344 1373 98

1:1.25 1242 1221 102

1:1.67 901 915 98

1:2.5 636 610 104

1:5 342 304 112

1:10 147 152 97

Data from a a linearity study using the recommended 1:10 dilutions is presented

in the following table*:

Sample Final Dilution Obtained Expected Percent
Factor Value (ng/L) Value (ng/L) Recovery** (%)
A Undiluted 1025 1025 100
1:10 103 103 101
B Undiluted 434 434 100
1:10 48 43 111
C Undiluted 1156 1156 100
1:10 115 115 99

*Representative data; results in individual laboratories may vary from these data.

**0b Recovery= ProGRP Concentration obtained x Dilution factor/Undiluted ProGRP Concentration.

Average recovery across the three diluted samples was found to be 103.6%.
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Analytical Specificity

The ProGRP EIA assay mean assay specificity is 100+15%. Recovery studies were
performed to compare sera containing the following compounds at the indicated
concentrations with control sera. The NCCLS guideline EP7-A (20) was used to
design the interference experiments. The following substances and concentrations
were tested and found not to interfere with the test.

Endogenous serum interferences Test Concentration
Triglycerides 30 mg/mL
Billirubin 0.2 mg/mL
Hemoglobin 4.5 mg/mL*
Total Protein 120 mg/mL

* For serum samples with hemoglobin concentrations above 4.5 mg/mL there is a risk of getting an elevated
result with the ProGRP EIA.

Chemotherapeutic drug interferences Test Concentration
Carboplatin 500 pg/mL
Cisplatin 165 pg/mL
Dexamethasone 10 pg/mL
Doxorubicin 1.16 pg/mL
Leucovorin 2.68 ug/mL
Methotrexate 45 pg/mL
Paclitaxel 3.5 ng/mL

Biotin interference

A study was conducted to evaluate biotin interference. Low and high serum
control samples were spiked with to final biotin concentrations of 6, 15, 30, and
60 ng/mL. The mean proGRP concentration was determined for each sample
and the percent recovery for each biotin concentration was calculated using the
formula: Recovery (%) = 100x (Mean proGRP concentration w. biotin added/
Mean proGRP concentration w. diluent only added).
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ProGRP analyte  Biotin test Expected ProGRP  Observed ProGRP  Recovery

level conc. (ng/mL)  conc. (ng/L) conc. (ng/L) (%)
Low 6 133 130 97
High 1 6 561 540 96
High 2 6 996 975 98
Low 15 131 117 89
High 1 15 582 542 93
High 2 15 1034 947 92
Low 30 136 114 84
High 1 30 601 499 83
High 2 30 1057 900 85
Low 60 131 91,2 70
High 1 60 548 365 67
High 2 60 1013 652 64

Based on linear regression analysis, the lowest concentration of biotin found to
influence test results (>10%) was 18 ng/mL.

Potentially interfering clinical conditions

The ProGRP EIA assay was evaluated using specimens with HAMA and
Rheumatoid Factor (RF) to further assess the assay specificity. Six specimens
positive for HAMA and five specimens positive for RF were evaluated for percent
recovery with ProGRP antigen spiked into each specimen at low and high
concentrations.

HAMA: The grand mean recovery of ProGRP in the presence of HAMA was
1019% and the individual recoveries ranged from 93—1119%.

RF: The grand mean recovery was 79%, in specimens positive for Rheumatoid
factor. Patients with abnormal levels of rheumatoid factor may thus have underes-
timated ProGRP values.
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CLP (1272/2008) HAZARD CLASSIFICATION m-
TMB

The following warnings and precautions apply to

Hazard pictograms:

Signal word:
Hazard Statement:
Prevention statement:

Prevention:

Precautionary statement
response:
Precautionary statement
distposal:

Danger

Repr. 1B: H360D May damage the unborn child.
P202 Do not handle until all safety precautions have
been read and understood.

P280 Wear protective gloves / protective clothing /
eye protection / face protection.

P308+P313 IF exposed or concerned get medical
advice/attention.

P501 Dispose of contents / container to an approved
hazardous / special waste disposal facility in
accordance with local and national regulations.

Restricted to professional users.
Hazardous substances: 2- Pyrrolidone

Other hazards

None of the mixtures in the kit contains any substances considered to meet the
criteria classifying them as PBT and/or vPvB.

WARRANTY

Any change or modification of the procedure not recommended by Fujirebio
Diagnostics may affect the results, in which event Fujirebio Diagnostics disclaims
all warranties expressed, implied or statutory including the implied warranty of
merchantability and fitness for use.
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