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| COVID-19 IgM

A. UTILIZARE
Test imuno-enzimatic (ELISA) pentru determinarea anticorpilor
IgM impotriva COVID19 in plasma si serurile umane.
Trusa este destinata monitorizarii raspunsului imun la COVID-19
in stadiul incipient al infectiei ca un marker suplimentar pentru
PCR. Numai pentru diagnostic “in vitro”.

B. INTRODUCERE

Boala Coronavirus 2019 (COVID-19) este cauzata de sindromul
respirator acut sever coronavirus 2 (SARS-CoV-2), care a fost
identificat pentru prima data pe fondul unui focar de cazuri de boli
respiratorii in orasul Wuhan, provincia Hubei, China si de atunci
a provocat un pandemie globala. SARS-CoV-2 este un virus
ARN monocatenar cu sens pozitiv si apartine genului
Betacoronavirus, care include si SARS CoV (2003) si MERS CoV
(2012). La fel ca toate celelalte coronavirusuri, genomul SARS-
CoV-2 (2019-nCoV) codifica proteina spike, proteina invelitoare,
proteina membrana si proteina nucleocapsida. Cei care sunt
infectati cu COVID-19 pot avea simptome putin sau deloc.
Simptomele COVID-19 sunt similare cu o raceala sau gripa si pot
dura pana la 14 zile sa apara dupa expunere la SARS-CoV-2.
Simptomele includ: febra, tuse, dificultati de respiratie,
pneumonie la ambii plamani.

n cazuri grave, infectia poate duce la moarte. Testele actuale
pentru SARS-CoV-2 urmaresc materialul genetic al virusului Tn
tampoanele orale, folosind reactia in lant a polimerazei (PCR).
PCR da un rezultat pozitiv numai cand ARN-ul virusului este inca
prezent.

Testele imunosorbente legate de enzime (ELISA) sunt mai
rapide, usor automatizabile si testele simple respectd PCR,
oferind markeri suplimentari ai infectiei COVID-19 timpurii.

C. PRINCIPIUL TESTULUI
Microplasele sunt acoperite cu antigene
antigene Spike specifice COVID-19

recombinante i

Faza solida este tratatd mai intdi cu proba diluatéd in prezenta
unui reactiv de blocare RF; IgM sunt capturati de catre antigen,
daca sunt presenti. Dupa spalarea tuturor celorlalte componente
ale probei, in al doilea proces de incubatie, anticorpii sunt
detectati prin adaugarea anticorpilor specifici anti-higM
policlonali, marcati cu peroxidaza (HRP).

Enzima capturata pe faza solida, actioneaza asupra amestecului
de substrat / cromogen, generand un semnal optic care este
proportional cu cantitatea de anti-COVID-19 IgM prezenta in
proba. O valoare limitda permite ca densitatile optice sa fie
interpretate in rezultate negative si pozitive ale IgM COVID-19.

Neutralizarea 1gG anti-Covid si RF, efectuata direct in sonda,
este efectuaté Tn analiza pentru a bloca astfel de interferente.

D. COMPONENTE

Codul COV19M.CE contine reactivi pentru 96 de teste.
Microplate MICROPLATE

microplaca n 8 microwells acoperite cu antigene
recombinante COVID-19 Nucleocapsid si Spike. Placile sunt
sigilate intr-un sac cu desicant.

Control NEGATIV CONTROL -

1x2.0ml / flacon. Gata de utilizare a controlului. Contine 1%
proteine serice de capra, 10 mM Na-citrat tampon pH 6,0 +/-
0,1, 0,5% Tween 20, 0,09% Na-azida si 0,045% ProClin 300 ca
conservanti. Controlul negativ este codat de culoare galbena.

Control POZITIV CONTROL +

1x2.0ml / flacon. Gata de utilizare a controlului. Contine 1%
proteine serice de capra, IgM uman, 10 mM Na-citrat tampon pH
6,0 +/- 0,1, 0,5% Tween 20, 0,09% Na-azida si 0,045% ProClin
300 ca conservanti. Controlul pozitiv este codat de culoare verde.

L]

Conjugat ENZIMATIC CONJ
1x16ml / flacon. Gata de utilizare si reactiv codificat de culoare
roz / rosu. Contine_anticorpi policlonali de capra conjugata cu
Peroxidaza de Hr IgM umani, 5% BSA, 10 mM
Tris tampon pH 6,8 +/- 0,1, 0,045% ProClin 300 si 0,02% sulfat
de gentamicina ca conservanti.

Cromogen/Substrat SUBSTMB |

1x16ml / flacon. Componenta gata de utilizare. Contine tampon
citrat-fosfat de 50 mM pH 3,5-3,8, 4% dimetilsulfoxid, 0,03%
tetra-metil-benzidina sau TMB si 0,02% peroxid de hidrogen sau
H202.

Nota: A fi pastrat protejat de lumina la fel de sensibil la iluminare
puternica.

Sample Diluent:

2x50ml / flacon. Contine 1% proteine serice de capra, 10 mM
Na-citrat tampon pH 6,0 +/- 0,1, 0,5% Tween 20, 0,09% Na-
azida si 0,045% ProClin 300 ca conservanti. Se foloseste pentru
diluarea esantionului.

Nota: diluantul isi schimbé culoarea de la verde maslin la verde-
albastrui inchis Tn prezenta probei.

Reactivul neutralizant

1x8.0ml / flacon. Gata de utilizare a reactivului. Contine capra
anti hlgG, solutie tamponatda de 10 mM tris pH 8,0 +/- 0,1
continand 0,045% ProClin 300. Pentru blocarea interferentelor
datorate RF.

Tampon concentrat de sphlare WASHBUF 20X

1x60ml / flacon. 20x solutie concentrata. Odata diluata, solutia
de spalare contine tampon fosfat de 10 mM pH 7,0 +/- 0,2,
0,05% Tween 20 si 0,045% ProClin 300.

Acid sulfuric  H2S04 0.3 M
1x15ml/flacon. contine 0.3 M H2S0a solutie.

Atentie: Iritant (H315; H319; P280; P302+P352; P332+P313;
P305+P351+P338; P337+P313; P362+P363)

Folii de etansare a placilor n ° 2
Continutul pachetului nr. 1

Nota importanta: Numai la cerere specifica, Dia.Pro poate
furniza reactivi pentru 192 de teste, dupé cum se raporteaza
mai jos:

n°?2

1x4.0ml / flacon
1x4.0ml / flacon
Px16ml / flacon
Px16ml / flacon
Bx60ml / flacon
1x15ml / flacon
Px60 ml / flacon
1x32ml / flacon

1.Microplate
2.NegativeControl
3.PositiveControl

4.Enz. Conjuga
5.Chromog / Subs

6. Diluent de proba

8. Reactivul neutralizant
5.Wash buff conc

9. Acidul sulfuric

10. Folii de etansare cu nr 4
placa
11.Pack. introduce nr.1

Numarul de teste 192

Cod COVI19M.CE.192

E. MATERIALE NECESARE DAR NU SUNT FURNIZATE
Dozatoare calibrate (200ul si 10ul) si varfuri de plastic de unica
folosinta.

1. Apa de calitate EIA (bidistilata sau deionizata, carbune tratata
pentru a elimina substantele chimice oxidante utilizate ca
dezinfectanti).

2. Cronometru cu o durata de 60 de minute sau mai mare.
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4. Tesuturi absorbante din hartie.

5. Incubator termostatic ELISA calibrat cu microplaca, capabil sa
asigure o temperatura de + 37 ° C.

6. Cititor calibrat ELISA microwell cu 450nm (citire) si filtre de
620-630nm (blanking).

7. Spalator de microplaci ELISA.

8. Vortex sau instrumente de amestecare similare.

F. AVERTIZARI S| PRECAUTII

1. Trusa trebuie sa fie utilizatd numai de personal tehnic calificat
si instruit corespunzator, sub supravegherea unui medic
medical responsabil de laborator.

2. Atunci cand trusa este utilizatd pentru screeningul unitatilor
de sange si a componentelor de sange, aceasta trebuie utilizata
ntr-un laborator certificat si calificat de autoritatea nationala din
acel domeniu (Ministerul Sanatatii sau entitate similara) pentru a
efectua acest tip de analiza .

3. Tot personalul implicat in efectuarea testului trebuie sa poarte
haine de laborator de protectie, manusi si ochelari fara talc.
Trebuie evitata utilizarea oricaror dispozitive ascutite (ace) sau
taiere (lame). Tot personalul implicat trebuie sa fie instruit in
proceduri de biosecuritate, asa cum recomanda Centrul pentru
Controlul Bolilor, Atlanta, S.U.A. si raportat in cadrul National
Publicatia Institutului de Sanatate: ,Biosecuritatea 1in
laboratoarele microbiologice si biomedicale”, ed. 1984.

4. Tot personalul implicat in tratarea esantionului trebuie
vaccinat impotriva VHB si HAV, pentru care vaccinurile sunt
disponibile, sigure si eficiente.

5. Mediul de laborator trebuie controlat astfel incat sa se evite
contaminantii, cum ar fi praful sau agentii microbieni nascuti in
aer, la deschiderea flacoanelor si a microplacilor kitului si la
efectuarea testului. Protejati cromogenul / substratul impotriva
luminii puternice si evitati vibratiile suprafetei de pe locul in care
a fost efectuat testul.

6. Dupa primire, pastrati kitul la 2..8 ° C intr-un frigider sau o
camera frigorifica.

7.Nu schimbati componentele intre loturile diferite ale kiturilor.
Se recomanda ca componentele intre doua seturi ale aceluiasi
lot sa nu fie schimbate.

8.Verificati daca reactivii sunt limpezi si nu contin particule grele
vizibile sau agregate. Daca nu, sfatuiti supervizorul de laborator
sa initieze procedurile necesare pentru inlocuirea kitului.
9.Evitati contaminarea incrucisata intre probele de ser / plasma
folosind virfuri de unica folosinta si schimbandu-le dupa fiecare
proba. Nu reutilizati virfuri de unica folosinta.

10. Evitati contaminarea incrucisaté intre reactivii kitului folosind
virfuri de unica folosintd si schimbandu-le intre utilizarea
fiecaruia. Nu reutilizati virfuri de unica folosinta.

11. Nu folositi kitul dupa data de expirare inscrisa pe recipientul
extern si pe etichetele interne (flacoane).

12. Trateaza toate eprubetele ca fiind potential infectioase.
Toate esantioanele de ser uman ar trebui manipulate la nivelul
biosecuritatii 2, asa cum recomanda Centrul pentru Controlul
Bolilor, Atlanta, S.U.A., in conformitate cu ceea ce a fost
raportat in publicatia Institutelor de Sanatate: ,Biosecuritate in
laboratoarele microbiologice si biomedicale”, ed. 1984.

13. Folosirea obiectelor de plastic de unica folosinta este
recomandata la prepararea componentelor lichide sau la
transferul componentelor in statii de lucru automatizate, pentru
a evita contaminarea incrucisata.

14. Deseurile produse in timpul utilizarii kitului trebuie aruncate
in conformitate cu directivele si legile nationale privind deseurile
de laborator de substante chimice si biologice. in special,
deseurile lichide generate din procedura de spalare, din
reziduurile de control si din probe trebuie tratate ca materiale
potential infectioase si inactivate Tnainte de deseuri. Procedurile
de inactivare recomandate sunt tratamentul cu o concentratie
finala de 10% de finalbitor casnic timp de 16-18 ore sau
inactivarea caldurii prin autoclavare la 121 ° C timp de 20 min ..
15. Deversarile accidentale din esantioane si operatii trebuie
absorbite cu tesuturi de hartie imbibate cu inalbitor casnic si
apoi cu apa. Tesuturile ar trebui apoi aruncate in containere
adecvate destinate deseurilor de laborator / spital.

16. Acidul sulfuric este un iritant. Tn cazul varsarilor, spalati
suprafata cu multa apa

17. Alte materiale reziduale generate din utilizarea Kkitului
(exemplu: virfuri utilizate pentru probe si controale, microplaci
utilizate) ar trebui manipulate ca potential infectioase si aruncate

in conformitate cu directivele si legile nationale privind
deseurile de laborator.

G. SPECIMEN: PREGATIRE S| RECOMANDARI

1. Séngele este atras aseptic de venipunctura si plasma sau

serul este preparat folosind tehnici de preparare standard

de probe pentru analiza clinica de laborator. Nu a fost

observata nicio influenta in prepararea esantionului cu citrat,

EDTA si heparina.

2. Evitati orice adaugare de conservanti la probe; in special

azida de sodiu, deoarece acest produs chimic ar afecta

activitatea enzimatica a conjugatului, generand rezultate
negative.

3. Probele trebuie identificate in mod clar cu coduri sau hume
pentru a evita interpretarea gresita a rezultatelor. Atunci cand
kitul este utilizat pentru screeningul unitatilor de sange, se
recomanda etichetarea codurilor de bare si citirea electronica.

4. Probele hemolitizate (rosii) si vizibil hiperlipemice
(Jlaptoase”) trebuie aruncate deoarece pot genera rezultate
false. Probele care contin reziduuri de fibrind sau particule grele
sau filamente si corpuri microbiene trebuie aruncate, deoarece
ar putea da rezultate false.

4. Serul si plasma pot fi pastrate la + 2 °... + 8 ° C in tuburile de
colectare primara pané la cinci zile dupa colectare. Nu inghetati
tuburile primare de colectare. Pentru perioade mai lungi de
depozitare, seruri si probe de plasma, indepartate cu grija din
tubul primar de colectare, pot fi depozitate congelate la —20 ° C
timp de cel putin 12 luni. Orice probe congelate nu trebuie
congelate / decongelate mai mult de o data, deoarece acestea
pot genera particule care ar putea afecta rezultatul testului.

5. Daca sunt prezente particule, centrifugati la 2.000 rpm pentru
20 min sau filtrati folosind filtre 0.2-0.8u pentru a curata proba
pentru testare.

6. Intrucat Diluentul pentru esantion (DILSPE) contine o
substanta puternica de inactivare a virusului, probele diluate pot
fi pastrate la + 2..8 ° C doar pentru 48 de ore.

.H. PREGATIREA COMPONENTELOR S| AVERTIZARILOR
Un studiu realizat pe un kit deschis nu a evidentiat nicio
pierdere relevantd de activitate pana la 6 reutilizari a
dispozitivului si pana la 6 luni.

Microplaci:

Lasati microplaca sa atinga temperatura camerei (aproximativ 1
ord) Tnainte de a deschide recipientul. Verificati daca desicantul
nu este transformat in verde inchis, ceea ce indica un defect de
fabricatie. In acest caz, apelati serviciul clientilor Dia.Pro.

Benzile neutilizate trebuie sa fie introduse din nou in punga de
aluminiu, Tn prezenta desicantului furnizat, fermoar ferm si
depozitat la + 2 ° ..8 ° C. Cand sunt deschise pentru prima data,
benzile reziduale sunt stabile pana cand indicatorul de umiditate
din interiorul pungii de desicant devine de la galben la verde.

Control negativ:
Gata de folosire. Amesteca bine pe vortex Tnhainte de utilizare.

Control pozitiv:
Gata de folosire. Amesteca bine pe vortex inainte de utilizare.

Concentrat tampon de spalare:

Solutia concentrata 20x trebuie diluata cu apa de calitate EIA
pana la 1200 ml si amestecata usor la sfarsit Thainte de utilizare.
Deoarece unele cristale de sare pot fi prezente in flacon, aveti
grija sa dizolvati tot continutul atunci cand pregatiti solutia.

In preparare, evitati spumarea, deoarece prezenta bulelor ar
putea da originea unei eficiente proaste.

Nota: Odata diluata, solutia de spalare este stabila timp de
1 saptamanala+2.8°.
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Enzyme conjugat:

Gata de folosire. Amesteca bine pe vortex inainte de utilizare.
Aveti grijd sa nu contaminati lichidul cu substante chimice
oxidante, praf generat de aer sau microbi.

Daca aceasta componenta trebuie transferata, folositi numai
recipiente de plastic, eventual sterile.

Chromogen / Substrat:

Gata de folosire. Amesteca bine pe vortex inainte de utilizare.
Aveti grija s& nu contaminati lichidul cu substante chimice
oxidante, praf generat de aer sau microbi.

Nu va expuneti la iluminare puternica, agenti de oxidare si
suprafete metalice.

Tn cazul in care aceastd componenti trebuie transferata, folositi
doar plastic, posibil recipient steril de unica folosinta.

Reactivul de neutralizare:
Gata de folosire. Amesteca bine pe vortex inainte de utilizare.

Diluent de proba:
Gata de folosire. Amesteca bine pe vortex inainte de utilizare.

Acid sulfuric:
Gata de folosire. Amesteca bine pe vortex inainte de utilizare.

Atentie: Iritant (H315; H319; P280; P302 + P352; P332 +
P313; P305 + P351 + P338; P337 + P313; P362 + P363).
Legenda:

Declaratii de avertizare H:
H315 - provoaca iritarea pielii.
H319 - provoaci iritatii grave ale ochilor.

Declaratii de precautie P:

P280 - Purtati manusi de protectie / imbracaminte de protectie /
protectie pentru ochi / fata.

P302 + P352 - DACA PE PIESE: Spalati cu mults sdpun si apa.
P332 + P313 - Daca apare iritatia pielii: primiti sfaturi / atentii
medicale.

P305 + P351 + P338 - DACA OCHI: Clatiti cu precautie cu apa
timp de cateva minute. Indepértati lentilele de contact, daca sunt
prezente si usor de facut. Continuati sa clatiti.

P337 + P313 - Daca iritatia ochilor persista: Obtineti consultanta /
atentie medicala.

P362 + P363 - Scoateti hainele contaminate si spalati-le nainte
de refolosire.

I. INSTRUMENTS AND TOOLS USED IN COMBINATION
WITH THE KIT

1. Dozatoarele trebuiesc calibrate pentru a livra volumul
corect cerut de test si trebuie supuse unei decontaminari
periodice (alcool casnic, solutie de 10% de indlbitor, dezinfectanti
de calitate spitaliceasca) a acelor parti care ar putea intra in
contact accidental cu proba. De asemenea, acestea trebuie
mentinute Th mod regulat pentru a arata o precizie de 1% si o
veridicitate de +/- 2%. De asemenea, decontaminarea
deversarilor sau reziduurilor componentelor kitului trebuie sa fie
efectuata in mod regulat

2. Incubatorul ELISA trebuie sa fie reglat la + 37 ° C (toleranta
de +/- 0,5 ° C) si verificat regulat pentru a se mentine
temperatura corecta. Atat incubatoarele uscate, céat si baile de
apa sunt potrivite pentru incubatii, cu conditia ca instrumentul sa
fie validat pentru incubarea testelor ELISA.

3. Spalatorul ELISA este extrem de important pentru
performantele generale ale testului. Spalatorul trebuie sa fie
validat cu atentie in prealabil, verificat pentru livrarea volumului
de distribuire adecvat si supusa regulat la intretinere conform
instructiunilor de utilizare ale producatorului. In special,
spalatorul, la sfarsitul volumului zilnic de munca, trebuie curatat
intens de saruri cu apa deionizata. Inainte de utilizare, spalatorul
trebuie amorsat cu solutia de spalare diluata.

4. Instrumentul  saptamanal trebuie sa fie
decontaminarii conform manualului sau (este
decontaminarea NaOH 0.1 M).

supus
sugerata

5 cicluri de spalare (aspiratie + dispensare de 350 ml / godeu de
solutie de spalare + inmuiere de 20 sec = 1 ciclu) sunt suficiente
pentru a asigura analiza cu performantele declarate.

Daca inmuierea nu este posibild, adaugati inca un ciclu de
spalare. Un ciclu de spalare incorect sau ace blocate cu sare
sunt cauza principala a reactiilor pozitive false.

4. Timpii de incubatie au o toleranta de + 5%.

5. Cititorul de microplaci ELISA trebuie sa fie echipat cu un filtru
de citire de 450 nm si cu un al doilea filtru de 620-630 nm,
obligatoriu in scopuri de acoperire. Performantele sale standard
trebuie sa fie (a) latime de banda <10 nm; (b) intervalul de
absorbtie de la 0 la> 2,0; (c) liniaritatea cu> 2.0; (d)
repetabilitate> 1%. Blanking-ul se efectueaza pe putul identificat
in sectiunea ,Procedura de analiza”. Sistemul optic al cititorului
trebuie calibrat regulat pentru a se asigura ca se masoara
densitatea optica corectd. Acesta trebuie intretinut in mod
regulat conform instructiunilor producatorului.

6. Utilizarea statilor de lucru automatizate ELISA este
recomandata atunci cand sunt selectate un numar destul de
mare de esantioane (> 50 de probe).

Cand folositi o statie de lucru automat ELISA, toate etapele
critice (dispensare, incubare, spalare, citire, manipulare de date)
trebuie sa fie setate cu atentie, calibrate, controlate si deservite
regulat pentru a se potrivi cu valorile raportate in sectiunea O
,<controlul intern al calitati” . Protocolul de analiza trebuie
instalat in sistemul de operare al unitatii si validat ca pentru
spalator si cititor. Tn plus, partea de manipulare a lichidului din
statie (distribuirea si spéalarea) trebuie sa fie validata si reglata
corect. O atentie deosebitd trebuie acordatd pentru a evita
preluarea acelor utilizate in distribuire si spalare.

Acest lucru trebuie studiat si controlat pentru a reduce
la minimum posibilitatea contaminarii puturilor adiacente.

Cand utilizati dispozitive automate, in cazul in care
suportul flaconului instrumentului nu se potriveste cu flacoanele
furnizate in kit, transferati solutia in recipiente adecvate si
etichetati-le cu aceeasi etichetad scoasa din flaconul original.
Aceasta operatie este importanta pentru a evita nepotrivirea
continutului flacoanelor atunci cand le transferati. Cand testul
este incheiat, intoarceti recipientele etichetate secundare la 2..8
° C, cu capac ferm.

Serviciul clientilor Dia.Pro ofera asistenta utilizatorului in setarea
si verificarea instrumentelor utilizate ih combinatie cu kitul,
pentru a asigura respectarea cerintelor descrise. Asistenta este,
de asemenea, asigurata pentru instalarea de instrumente noi
care vor fi utilizate cu kitul.

L. CONTROL

1. Verificati data de expirare a kitului imprimat pe eticheta

externa a casetei kit. Nu utilizati daca a expirat.

2. Verificati dacd componentele lichide nu sunt contaminate de

particule sau agregate cu ochi goi. Verificati daca Chromogen /

Substrat este incolor sau albastru pal, aspirand un volum mic al

acestuia cu o pipeta de plastic transparenta sterila. Verificati

daca nu s-a produs nicio rupere in transport si nu este prezenta

scurgerea de lichid in cutie. Verificati daca punga de aluminiu,

care contine placa, nu este perforata sau deteriorata.

3. Dilueaza tot continutul solutiei de spalare concentrata 20x,

asa cum este descris mai sus.

4. Lasati toate celelalte componente sa atinga temperatura

camerei (aproximativ 1 ord) si apoi amestecati conform

descrierii.

5. Puneti incubatorul ELISA la + 37 ° C si pregatiti spalatorul

ELISA prin amorsare cu solutia de spalare diluata, conform

instructiunilor producatorilor. Setati numarul potrivit de cicluri de

spalare, asa cum este raportat n sectiunea specifica.

6. Porniti cititorul ELISA cu cel putin 20 de minute Tnainte de

operatia de citire.

7. Daca utilizati o statie de lucru automata, porniti-o, verificati

setarile si asigurati-va ca folositi protocolul de analiza corect.

8. Verificati daca dozatoarele sunt setate la volumul necesar.

9. Verificati daca toate celelalte echipamente sunt disponibile si

gata de utilizare.

1. Incaz de probleme, nu continuati testul si anuntati
supraveghetorul .



[ Doc.: [INSCOV19M.CE/Eng | Page | 50f7 |

Rev.. | 5c | Date: [ 2020/05|

M. PROCEDURA DE EVALUARE

Testul trebuie efectuat Th conformitate cu cele raportate mai jos,
avand grija sa& mentina acelasi timp de incubatie pentru toate
probele in testare.

TESTUL AUTOMAT:

In cazul in care testul este efectuat automat cu un sistem
ELISA, urmati instructiunile de mai jos pentru programarea
instrumentului:

1. Dilueaza esantioane 1:41 fintr-un tub potrivit conform
instructiunilor de utilizare a instrumentului. Ca exemplu: proba
de 10 ul + 400 ul DILSPE). Se amesteca prin aspiratie si
dispensare.

2. Sonda A1 este utilizata pentru operatiuni de acoperire.

3. Aruncati 50 ul de reactiv de neutralizare (SOL NEUT) in toate
godeurile microplatei, cu exceptia A1, pentru acoperire.

Nota importanta: Reactivul de neutralizare este capabil sa
blocheze reactii fals pozitive din cauza RF. Probele pozitive
din panourile de control intern pot fi detectate negativ daca
aceste probe au fost testate pozitiv cu un IVD care nu
efectueazd nicio reactie de blocare RF.

4. Se distribuie 200 ul Control negativ in trei exemplare si 200 ul
Control pozitiv intr-unul singur, n godeurile de control (ex .: B1
+ C1 + D1 pentru controlul negativ si E1 pentru controlul
pozitiv). Nu diluati controalele, deoarece sunt diluate fin
prealabil, gata de utilizare!

5. Distribuiti 200 ul de probe prediluate in godeurile de proba
corespunzatoare.

6. Pentru urmatoarele operatiuni, urmati instructiunile operative
raportate mai jos pentru testul manual.

Nota importanta: monitorizati vizual daca probele au fost
distribuite In godeuri potrivite. Acest lucru se realizeaza pur
si simplu prin verificarea faptului ca culoarea godeului se
transforma in albastru intens.

Se recomanda cu tarie sa se verifice daca intervalul dintre
distribuirea primului si ultimul esantion va fi calculat de
instrument si luat in considerare prin intarzierea primei operatii
de spalare.

TESTUL MANUAL

1. Tn eprubetele corespunzatoare se distribuie 400 ul de diluant
de proba (DILSPE); apoi adaugati 10 ul proba pentru a avea o
diluare finald de 1:41. Se amesteca proba pe vortex. Verificati
daca culoarea devine verde deschis la verde albastrui.

2. Asezati numarul necesar de godeuri in suportul de
microgodeuri. Lasati primul godeu gol pentru operatia de
semifabricare.

3. Adaugati 50 de ul de reactivi de neutralizare (SOL NEUT) Tn
fiecare godeu al placii, cu exceptia A1.

4. Se distribuie 200 ul de control negativ n trei exemplare si 200
ul de control pozitiv ntr-un singur in godeurile de control
identificate corect. Nu diluati Controalele deoarece sunt diluate
in prealabil, gata de utilizare!

5. Tn final, distribuiti 200 ul de probe diluate la toate godeurile
probei.

Nota importanta: verificati dacd culoarea godeului se
transforma la adaugarea probei diluate de la verde albastrui
la albastru inchis.

6. Amestecati usor placa manual, evitdnd revarsarea si
contaminand puturile adiacente.
7. Incubati placa pentru 45 min la + 37 ° C.

Nota importanta: Benzile trebuie sa fie sigilate cu folie de
etansare adezivd, furnizate, numai atunci cénd testul este
efectuat manual. Nu acoperiti benzile atunci cénd utilizati
instrumente automate ELISA.

8. Spalati placa cu spalator automat, furnizand si aspirand 350ul /
godeu de solutie de spalare diluatd, asa cum a fost raportat
anterior (sectiunea 1.3).

9. Pipetati 100 pl de enzima conjugata Tn fiecare godeu, cu
exceptia celui de-al doilea godeu de acoperire, si acoperiti-I cu
sigiliu. Verificati dacé aceasta componenta de culoare roz / rosu
a fost distribuitda in toate godeurile, cu exceptia A1.

Nota importanta: Aveti grija sa nu atingeti suprafata interioara
din plastic a godeului cu varful umplut cu conjugatul
enzimatic. Poate sa apara contaminarea.

10. Incubati placa pentru 45 min la + 37 ° C.

11. Spalati godeurile ca la pasul 6.

12. Pipetati 100 ul amestec de cromogen / substrat Tn fiecare
godeu, godeul gol inclus. Apoi incubati placa la temperatura
camerei (18-24 ° C) timp de 15 minute.

Nota importanta: Nu expuneti la o iluminare directa puternica.
Ar putea fi generat un fundal ridicat.

13. Pipetati 100 ul Acid sulfuric in toate godeurile folosind aceeasi
secventa de pipetare ca in etapa 10 pentru a opri reactia
enzimatica. Adaugarea de acid va transforma controlul pozitiv si
probele pozitive de la albastru la galben / maro.

14. Masurati intensitatea culorii solutiei Tn fiecare godeu, asa cum
este descris in sectiunea 1.5, la filtrul de 450 nm (citire) si la 620-
630 nm (scadere de fundal), acoperind instrumentul pe A1
(obligatoriu).i

Notite importante:

1. Inainte de citire, asigurati-va ca nu exista amprente pe
partea inferioara a micro -plansetei. Amprentele digitale pot
genera rezultate fals pozitive la citire.

2. Citirea trebuie efectuata imediat dupd addugarea solutiei
Stop si, oricum, nu mai mult de 20 de minute de la addugarea
acesteia. O anumita auto-oxidare a cromogenului poate avea
loc conducand la un fond ridicat.

N. SCHEME DE EVALUARE

Un exemplu de schema de dispensare este prezentat mai
jos:

Microplaca

1 | 2 | 3] 4/ 5] 6] 7| 8| 9] 10f 11 12

BLK] S4

NC | S5

NC | S6

NC| S7

PC| S8

S1 | S9

S2 |S10

I|O|m|m|O|O|w|>

S3 |S11

Legenda: BLK =Blank  NC = Negative Control PC = Positive Control
S = Sample

Tn tabelul de mai jos volumele si procedurile sunt rezumate pentru
Metoda manuala.

Metoda manuala Operatiuni
Probele + DILSPE 10 ul + 400 ul
(dilutie 1:41)

Reactivul neutralizant 50 ul
Controale 200 ul
Probele diluate 200 ul
Prima incubare 45 min
Temperatura +37°C
Etapa de spalare n ° 5 cicluri cu 20 "de inmuiere

SAU

n ° 6 cicluri fard inmuiere

Conjugat enzimatic 100 ul
A 2-a incubatie 45 min
Temperatura +37°C
Etapa de spalare n ° 5 cicluri cu 20 "de inmuiere

SAU

n ° 6 cicluri fard inmuiere

TMB / H202 100 ul
A 3-a incubatie 15 min
Temperatura r.t.
Acid sulfuric 100 ul
Citirea OD 450nm / 620-630nm
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O. CONTROLUL CALITATII INTERNE

Se verifica controalele de fiecare data cand se foloseste kitul
pentru a verifica daca valorile lor OD450nm / 620-630nm sunt
asa cum sunt de asteptat si raportate in tabelul de mai jos.

Verificare Cerinte

Blank well 0,100 OD450nm valoarea

Control negativ <0.150 valoare medie OD450nm dupa
(NC) blanking

Control pozitiv [5/Co>1.1

Daca rezultatele testului corespund cerintelor enuntate mai sus,
treceti la sectiunea urmétoare. Dacé nu, nu continuati, deoarece
datele sunt invalide.

P. CALCULAREA INCHEIERII

Rezultatele testelor sunt calculate cu ajutorul unei valori de
taiere determinata cu urmatoarea formula pe valoarea medie
0OD450nm / 620-630nm a controlului negativ (NC):

NC + 0.250 = Cut-Off (Co)

Valoarea gasita pentru test este utilizata pentru interpretarea
rezultatelor descrise in paragraful urmator.

Nota importanta: Atunci cand calculul rezultatelor se face de
catre sistemul operativ al unei statii de lucru automatizate
ELISA, asigurati-va ca formularea corespunzdtoare este
utilizata pentru a calcula valoarea limita si pentru a genera
interpretarile corecte ale rezultatelor.

Q. INTERPRETAREA REZULTATELOR

Rezultatele testelor sunt interpretate ca raport dintre esantionul
OD450nm / 620-630nm si valoarea Cut-Off (sau S / Co)
conform tabelului urmator.

n monitorizarea infectiilor suspectate de COVID-19 se aplica
urmatoarea interpretare:

S/Co Interpretarea
<0.9 Negative
0.9-1.1 Zonagri
> 1.1 Positive

Un rezultat negativ indica faptul ca subiectul nu a dezvoltat
IgM pana la COVID-19.

Orice subiect care prezinta un rezultat echivoc (zona gri)
trebuie testat din nou pe un al doilea esantion preluat 1-2
saptamani mai tarziu.

Un rezultat pozitiv este indicat de prezenta IgM la COVID-
19.

Notite importante:

1. Interpretarea corecta a rezultatelor trebuie facuta oricum sub
supravegherea responsabilului laboratorului, analizand in plus
alti parametri clinici pentru a reduce riscul erorilor de judecata si
al interpretarilor gresite.

2. Orice rezultat pozitiv ar trebui confirmat printr-o metoda
alternativa capabila sa detecteze anticorpi IgM (exemplu:
confirmare / test de dactilografiere Dia.Pro) fnainte de
formularea unui diagnostic. Prezenta IgM nu poate fi utilizat
singur pentru a formula un diagnostic de infectie cu COVID-
19.

2. in cazul exceptional, trusa este utilizata pentru
screeningul lucratorilor din domeniul sanatatii cu risc de infectie
cu COVID-19 sau pentru evaluarea starii imune dobandite a
persoanelor din populatia normala, se aplicd urmatoarea
interpretare:

S/Co | Interpretation
<0.9 Negativ
0.9-1.1 Zona gri
1.1 —2.0] Slab pozitiv
> 2.0 Pozitiv

si un ,Index de incredere” (sau un grad de fiabilitate) este
utilizat pentru interpretarea datelor, dupa cum urmeaza:

a) pentru valori din intervalul 1.1 <S / Co <2, pozitivitatea are un
indice redus de incredere. Dacéd totusi anticorpii IgG, cénd sunt
testati in combinatie cu IgM, arata un rezultat pozitiv sau
echivoc, sunt sugerate investigatii diagnostice suplimentare
pentru o proba colectata dupa 7-10 zile de la prima.

b) pentru S / Co> 2, dimpotriva, indicele de incredere este
ridicat si, in acest caz, este sugerat sa trimitefi proba pentru
testul de confirmare al DiaPro, asa cum a fost deja raportat.
Daca anticorpii IgG, atunci cand sunt testati in combinatie, sunt
de asemenea pozitivi, persoana trebuie testatd pentru ARN
COVID-19 si/ sau supusé unei tomografii computerizate (CAT).

3. Atunci cand rezultatele testelor sunt transmise de la
laborator la un centru de informatie, trebuie s& se acorde atentie
pentru a evita transferul de date eronat.

R. PERFORMANTE

Performantele intregi sunt inca in curs de evaluare, avand in
vedere dificultatea de a evalua, Tn special, probe provenite de la
pacienti infectati spitalizati.

Specificitatea diagnosticului:
Testul a fost testat pe sute de probe colectate Tnainte de
FOCARUL COVID-19. A fost gasita o valoare de> 98%.

Nu s-au observat reactii incrucisate de alti microbi si virusuri
infectioase respiratorii, inclusiv gripa (testate la persoanele
vaccinate 2019-2020) si niciunul nu a fost observat de anticorpi
IgM pentru urmatorii agenti infectiosi comuni: virusuri herpetice
(CMV, EBV si HSV), Toxoplasma si rubeola, H.pylori. Nu au fost
observate rezultate fals pozitive cu anticorpi Tmpotriva VHC,
HIV, HBsAg, Sifilis, specii Plasmodium si altele minore.

Autoanticorpii obisnuiti (tiroida, ficatul, ANA si ENA mai ales) in
bolile autoimune nu au generat rezultate pozitive false.

Nu s-au observat interferente la femeile insarcinate, niveluri
anormale de enzime hepatice si alte patologii comune pentru
organele specifice.

Infectiile anterioare cu SARS-CoV-1 au cauzat interferenta mea
si raspunsul IgM datorita nivelului ridicat de omologie genetica
dintre cele doua virusuri. Alte tulpini de Coronavirus provoaca
un raspuns usor la IgM, avand in vedere similaritatea diferitelor
tulpini.

Au fost studiate probe bine cunoscute care pot interfera in EIA.
Rezultatele sunt raportate in tabelul de mai jos:

Substances oncentrations Score
Hemoglobina Pand la 500 mg/ dI negativ
Bilirubina Pandla20 mg/dl negativ
Triglicerida  (probe  delPand la 3000 mg/dl  |negativ
lapte)

Proteine serice Pana la 15g / dl negativ
RF + Pand la 2500 U / mllnegativ

Cobas)
[Anti E-Coli Ab + Foarte pozitiv negativ

Nu s-a gasit nicio reactivitate falsa datoratd metodei de analiza.
Aceleasi probe potentiale de interferinta au fost nregistrate cu
un specimen extrem de pozitiv pentru IgM la nucleul COVID-19
Nucleocapsid. Nu s-a gasit niciun rezultat fals negativ care sa
asigure interferenta acestor substante in testarea probelor
pozitive.

Atat plasma, derivata cu diferite tehnici standard de preparare
(citrat, EDTA si heparina), cat si seruri au fost utilizate pentru a
determina valoarea specificitatii. Probele congelate au fost
testate, de asemenea, pentru a verifica daca exista interferente
datorate colectarii si depozitarii. Nu s-a observat nicio
interferenta, cu conditia ca esantionul sa fie limpede si lipsit de
particule / agregate.

Au fost observate interferente atunci cand agregate de fibrina,
particule vizibile si straturi de lipide au fost prezente in prob3,
dand de obicei un rezultat fals pozitiv. Aceste probe trebuie
sterse prin filtrare pe un filtru de 0,22 u (straturi lipidice) sau
centrifugate timp de 30 min
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la 4000 rpm (agregate) Tnainte de testare sau aruncat ca
neadecvat testarii.

Sensibilitatea diagnosticului

Un studiu international multicentric (mai multe spitale COVID-19
din ltalia, Marea Britanie, Franta, Spania, Ecuador), a fost
realizat in contextul situatiilor de urgenta de sanatate publica.

Probele de la o cohorta de pacienti infectati, unii urmariti pana la
recuperare, au aratat o sensibilitate mai buna decéat 98%.

S-a observat o corelatie buna a pozitivitatii IgM la pacientii cu
PCR + testate la decalarea simptomelor.

In unele cazuri, IgM a fost dezvaluit mai tarziu decat IgG, asa
cum este raportat 1n literatura de specialitate pentru
seroconversiile COVID-19.

O astfel de corelatie a ajuns la aproape 100% in ceea ce
priveste rezultatele PCR + in cursul urmaririi pacientului. Unele
cazuri sunt prezente in studiul pacientilor cu PCR cu simptome
de infectie care au prezentat o seroconversie specifica COVID-
19.

ntregul studiu este disponibil la cerere; rezultatele sale sunt pe
scurt rezumate mai jos.

in studiile interne, toate probele detectate pozitiv pentru IgM au
fost confirmate pozitiv in Testul confirmator al DiaPro pentru IgM
la Nucleocapsid Core. In unele cazuri, IgM a fost pozitiv si pentru
antigenele Spike, dar niciunul nu a fost pozitiv doar pentru ei,
confirmand ca seroconversia la anticorpi incepe mai intai catre
Nucleocapsid Core.

Cand pacientii cu COVID-19 IgM au fost testati mai tarziu in
cursul infectiei si dupa recuperarea completa, anticorpii IgM
arata tendinta de a ramane pozitiv chiar si pentru cateva
saptamani dupa recuperare, dar cu tendinta de a scadea in S/
Co; 1gG au dimpotriva tendinta de a creste in astfel de valori.

Precizie:

Acesta a fost calculat pe doua probe, unul negativ si unul pozitiv
scazut, examinate Tn 16 replici in trei runde separate.
Variabilitatea gasita de 5-20% Tn functie de esantion (scazut de
neg) nu a condus la o clasificare gresita a probei.

S. LIMITARI

Asa cum s-a raportat in sectiunea corespunzatoare, probele
extrem de lipemice (,laptoase”) si hemolizate (,rosii) pot
genera reactii fals pozitive.

Titrele foarte ridicate ale factorului reumatoid peste 2500 U / ml
pot duce la un rezultat fals pozitiv.
Altii sunt in curs de evaluare.

Producator:
Dia.Pro Diagnostic Bioprobes S.r.l.
Via G. Carducci n° 27 — Sesto San Giovanni (MI) - ltaly
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This is to certify that the management system of:

Awareness Technology, Inc.

Main Site: 1935 SW Martin Highway
Palm City, Florida 34990 USA
Additional site: 2325 SW Martin Highway, Palm City, Florida 34990 USA

has been assessed by Intertek as conforming to the requirements of:

1ISO 13485:2016

The quality management system is applicable to:

The design, development, manufacture, distribution, installation and
service of IVDD General Laboratory Instruments.

Additional site: Manufacturing, Quality Control, Distribution, Shipping,
Installation and Service.

intertek

Total Quality. Assured.

Certificate Number:
9362-8

Initial Certification Date:
March 28, 2012

Date of Certification Decision:

March 24, 2021

Issuing Date:
March 27, 2021

Valid Until:
March 27, 2024
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Intertek *

President

Intertek Testing Services NA Ltd.,

1829, 32nd avenue, Lachine, QC, H8T 3J1,

Canada

In the issuance of this certificate, Intertek assumes no liability to any party other than to the Client, and then only in accordance with the agreed upon Certification Agreement. This
certificate’s validity is subject to the organization maintaining their system in accordance with Intertek’s requirements for systems certification. Validity may be confirmed via email at

certificate.validation@intertek.com or by scanning the code to the right with a smartphone. The certificate remains the property of Intertek, to whom it must be returned upon

request.

CT-ISO 13485_2016-SCC-EN-LT-P-12.dec.17
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COVID-19
Spike 1&2
1IgG

Enzyme Immunoassay
for the determination of
1gG antibodies to Spike antigens
iIn human serum and plasma

- for “in vitro” diagnostic use only -

DIA.PRO

Diagnostic Bioprobes Srl
Via G. Carducci n°® 27
20099 Sesto San Giovanni
(Milano) - Italy

Phone +39 02 27007161
Fax +39 02 44386771

e-mail: info@diapro.it

REF COV19GSPIKE.CE
96, 192 Tests
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COVID-19 Spike 1&2 1gG

A.INTENDED USE

Enzyme ImmunoAssay (ELISA) for the determination of 1gG

antibodies to COVID-19 Spike antigens in human plasma and

sera.

The 1gG assay is intended for testing:

(a) health-care workers at risk of COVID-19 infection to verify
whether or not they might be positive for potentially
neutralizing anti Spike IgG;

(b) normal population for epidemiology studies on presence of
potential “protective” IgG to COVID-19 Spike antigens;

(c) PCR-negative infected individuals, successfully
recovered from infection, to assure presence of potentially
neutralizing antibodies;

(d) human donors, recovered from COVID-19 infection,
positive for anti-Spike 1gG for the generation of
hyperimmune plasma, as a possible immunotherapeutic
approach to the disease;

(e) vaccinated individuals to assure a reliable positive
immunization with development of anti Spike IgG antibodies.

For “in vitro” diagnostic use only.

B. INTRODUCTION

Coronavirus disease 2019 (COVID-19) is caused by severe
acute respiratory syndrome coronavirus 2 (SARS-CoV-2), which
was first identified amid an outbreak of respiratory illness cases
in Wuhan City, Hubei Province, China and has since then
caused a global pandemic. SARS-CoV-2 is a positive-sense
single-stranded RNA virus and belongs to the Betacoronavirus
Genus, which also includes SARS CoV (2003) and MERS CoV
(2012). Same as all other coronaviruses, the genome of
SARS-CoV-2 (2019-nCoV) encodes the spike protein, the
envelope protein, the membrane protein, and the nucleocapsid
protein. Those who are infected with COVID-19 may have little
to no symptoms. Symptoms of COVID-19 are similar to a cold or
flu and may take up to 14 days to appear after exposure to
SARS-CoV-2. Symptoms have included: fever, cough, difficulty
breathing, pneumonia in both lungs. In severe cases, infection
can lead to death. Current tests for SARS-CoV-2 look for
genetic material of the virus in oral swabs, using the polymerase
chain reaction (PCR). PCR only give a positive result when the
virus is still present. As antibodies to Spike glycoproteins,
involved in the ACE2 receptor binding, are supposed to be
neutralizing by the international Literature, the determination of
such IgG is useful to monitor their presence.

C. PRINCIPLE OF THE TEST

Microplates are coated with recombinant Spike-1/RBD
glycoprotein and Spike-2 antigens specific of COVID-19. The
solid phase is first treated with the diluted sample and IgG
antibodies are captured, if present, by the antigens.

The dispensation of specimens and components is monitored by
the DiaPro’s Sample Addition Monitoring System (“SAMS”)
where the correct addition of the samples and the reagents of
the assay is followed up visually by a step-wise change of
colors. After washing out all the other components of the
sample, in the 2" incubation bound antibodies are detected by
the addition of polyclonal specific anti higG antibodies, labelled
with peroxidase (HRP).

The enzyme captured on the solid phase, acting on the
substrate/chromogen mixture, generates an optical signal that is
proportional to the amount of anti COVID-19 IgG present in the
sample.

An index (sample/cut-off) lets optical densities be interpreted
into anti COVID-19 Spike specific IgG negative and positive
results, and provide a quantification of IgG when present.

D. COMPONENT
The standard code COV19GSPIKE.CE contains reagents for 96
tests.

Microplate

n°® 1 microplate. 12 strips of 8 microwells coated with
recombinant Spike-1/RBD glycoprotein and Spike-2 antigens.
Plates are sealed into a bag with desiccant.

Negative Control

1x2mllvial. Ready to use control. It contains 1% goat serum
proteins, 10 mM Na-citrate buffer pH 6.0 +/-0.1, 0.5% Tween 20,
0.09% Na-azide and 0.045% ProClin 300 as preservatives. The
negative control is yellow color coded.

The Negative control contains 0 WHO IU/ml (1st WHO
International Standard for anti-SARS-CoV-2 immunoglobulin
NIBSC code 20/136) of anti SARS-CoV-2 antibodies.

Positive Control

1x2mllvial. Ready to use control. It contains 1% goat
serum proteins, human IgG positive to COVID-19, 10 mM Na-
citrate buffer pH 6.0 +/-0.1, 0.5% Tween 20, 0.09% Na-azide
and 0.045% ProClin 300 as preservatives. The Positive Control
is green color coded. The concentration value, expressed in
WHO IU/ml (1st WHO International Standard for anti-SARS-
CoV-2 immunoglobulin NIBSC code 20/136) is indicated on the
vial label.

Enzyme Conjugate [CONJ|

1x16ml/vial. Ready to use and pink/red color coded
reagent. It contains Horseradish Peroxidase conjugated goat
polyclonal antibodies to human 1gG, 5% BSA, 10 mM Tris buffer
pH 6.8+/-0.1, 0.045% ProClin 300 and 0.02% gentamicin
sulphate as preservatives.

Chromogen/Substrate

1x16ml/vial. Ready-to-use component. It contains 50
mM citrate-phosphate buffer pH 3.5-3.8, 4% dimethylsulphoxide,
0.03% tetra-methyl-benzidine or TMB and 0.02% hydrogen
peroxide or H202.

Note: To be stored protected from light as sensitive to
strong illumination.

Assay Diluent

1x16 ml/vial. 10 mM tris buffered solution pH 8.0 +/-0.1
and bovine proteins containing 0.045% ProClin 300 for the pre-
treatment of samples and controls in the plate, blocking
interference.

Note: The liquid changes color from light yellow to dark
greenish blue when the diluted sample is added.

Sample Diluent:

1x50ml/bottle. It contains 1% goat serum proteins, 10 mM
Na-citrate buffer pH 6.0 +/-0.1, 0.5% Tween 20, 0.09% Na-azide
and 0.045% ProClin 300 as preservatives. To be used to dilute
the sample.

Note: The diluent changes color from olive green to dark
bluish green in the presence of sample.

Wash buffer concentrate WASHBUF[_20X]

1x60ml/bottle. 20x concentrated solution. Once diluted, the
wash solution contains 10 mM phosphate buffer pH 7.0+/-0.2,
0.05% Tween 20 and 0.045% ProClin 300.

Sulphuric Acid

1x15ml/bottle. It contains 0.3 M H2SOa4 solution.

Attention: Irritant (H315; H319; P280; P302+P352; P332+P313;
P305+P351+P338; P337+P313; P362+P363)

Plate sealing foils n° 2

Package insert n° 1
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Important note: Upon request, Dia.Pro can supply reagents for
192 tests, as reported below:

1.Microplate n°2
2.NegativeControl | 1x4.0ml/vial
3.PositiveControl | 1x4.0ml/vial
4.Enz. Conjugate | 2x16ml/vial
5.Chromog/Subs 2x16ml/vial
6.Assay Diluent 1x32ml/vial
7.SampleDiluent 2x50ml/bottle
8.Wash buff conc | 2x60ml/bottle
9.Sulphuric Acid 1x32ml/bottle

10.Plate seal foils | n°4

11.Pack. insert n°l
Number of tests 192
Code COV19GSPIKE.CE.192

E. MATERIALS REQUIRED BUT NOT PROVIDED

1. Calibrated Micropipettes (200ul and 10ul) and disposable
plastic tips.

2. EIA grade water (bidistilled or deionized, charcoal treated to

remove oxidizing chemicals used as disinfectants).

Timer with 60 minute range or higher.

Absorbent paper tissues.

Calibrated ELISA microplate thermostatic incubator capable

to provide a temperature of +37°C.

6. Calibrated ELISA microwell reader with 450nm (reading)
and with 620-630nm (blanking) filters.

7. Calibrated ELISA microplate washer.

8. Vortex or similar mixing tools.

asw

F. WARNINGS AND PRECAUTIONS

1. The kit has to be used by skilled and properly trained
technical personnel only, under the supervision of a medical
doctor responsible of the laboratory.

2. When the kit is used for the screening of blood units and
blood components, it has to be used in a laboratory certified and
qualified by the national authority in that field (Ministry of Health
or similar entity) to carry out this type of analysis.

3. All the personnel involved in performing the assay have to
wear protective laboratory clothes, talc-free gloves and glasses.
The use of any sharp (needles) or cutting (blades) devices
should be avoided. All the personnel involved should be trained
in biosafety procedures, as recommended by the Center for
Disease Control, Atlanta, U.S. and reported in the National
Institute of Health’s publication: “Biosafety in Microbiological and
Biomedical Laboratories”, ed. 1984.

4.  All the personnel involved in sample handling should be
vaccinated for HBV and HAV, for which vaccines are available,
safe and effective.

5. The laboratory environment should be controlled so as to
avoid contaminants such as dust or air-born microbial agents,
when opening kit vials and microplates and when performing the
test. Protect the Chromogen/Substrate from strong light and
avoid vibration of the bench surface where the test is
undertaken.

6. Upon receipt, store the kit at 2..8°C into a temperature
controlled refrigerator or cold room.

7. Do not interchange components between different lots of
the kits. It is recommended that components between two kits
of the same lot should not be interchanged.

8. Check that the reagents are clear and do not contain
visible heavy particles or aggregates. If not, advise the
laboratory supervisor to initiate the necessary procedures for kit
replacement.

9. Avoid cross-contamination  between  serum/plasma
samples by using disposable tips and changing them after each
sample. Do not reuse disposable tips.

10. Avoid cross-contamination between kit reagents by using
disposable tips and changing them between the use of each
one. Do not reuse disposable tips.

11. Do not use the kit after the expiration date stated on the
external container and internal (vials) labels.

12. Treat all specimens as potentially infective. All human
serum specimens should be handled at Biosafety Level 2, as
recommended by the Center for Disease Control, Atlanta, U.S.
in compliance with what reported in the Institutes of Health’'s
publication: “Biosafety in Microbiological and Biomedical
Laboratories”, ed. 1984.

13. The use of disposable plastic-ware is recommended in the
preparation of the liquid components or in transferring
components into automated workstations, in order to avoid
cross contamination.

14. Waste produced during the use of the kit has to be
discarded in compliance with national directives and laws
concerning laboratory waste of chemical and biological
substances.  In particular, liquid waste generated from the
washing procedure, from residuals of controls and from samples
has to be treated as potentially infective material and inactivated
before waste. Suggested procedures of inactivation are
treatment with a 10% final concentration of household bleach for
16-18 hrs or heat inactivation by autoclave at 121°C for 20 min..
15. Accidental spills from samples and operations have to be
adsorbed with paper tissues soaked with household bleach and
then with water. Tissues should then be discarded in proper
containers designated for laboratory/hospital waste.

16. The Sulphuric Acid is an irritant. In case of spills, wash the
surface with plenty of water

17. Other waste materials generated from the use of the kit
(example: tips used for samples and controls, used microplates)
should be handled as potentially infective and disposed
according to national directives and laws concerning laboratory
wastes.

G. SPECIMEN: PREPARATION AND RECOMMANDATIONS
1.Blood is drawn aseptically by venipuncture and plasma or
serum is prepared using standard techniques of preparation of
samples for clinical laboratory analysis. No influence has been
observed in the preparation of the sample with citrate, EDTA
and heparin.

2. Avoid any addition of preservatives to samples; especially
sodium azide as this chemical would affect the enzymatic
activity of the conjugate, generating false negative results.

3. Samples have to be clearly identified with codes or names in
order to avoid misinterpretation of results. When the kit is
used for the screening of blood units, bar code labeling and
electronic reading is strongly recommended.

4. Haemolysed (red) and visibly hyperlipemic (“milky”) samples
have to be discarded as they could generate false results.
Samples containing residues of fibrin or heavy particles or
microbial filaments and bodies should be discarded as they
could give rise to false results.

5.Sera and plasma can be stored at +2°...+8°C in primary
collection tubes for up to five days after collection.

Do not freeze primary tubes of collection. For longer storage
periods, sera and plasma samples, carefully removed from the
primary collection tube, can be stored frozen at —20°C for at
least 12 months. Any frozen samples should not be
frozen/thawed more than once as this may generate particles
that could affect the test result. See also Chapter S
(Limitations).

6. If after thawing particles are present (as frequently happens
with old samples in small volumes and to plasma), centrifuge at
2.000 rpm for 20 min or better filter using 0.2-0.8u filters to clean
up the sample before testing.

7. As the sample diluent (DILSPE) contains a strong virus-
inactivating substance, diluted samples may be duly stored at
+2..8 °C only for 48 hrs.
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H. PREPARATION OF COMPONENTS AND WARNINGS

A study conducted on an opened kit has not pointed out any
relevant loss of activity up to 6 re-use of the device and up to 6
months.

Microplates:

Allow the microplate to reach room temperature (about 1 hr)
before opening the container.  Check that the desiccant is not
turned to dark green, indicating a defect of manufacturing.

In this case call Dia.Pro’s customer service.

Unused strips have to be placed back into the aluminum pouch,
in presence of desiccant supplied, firmly zipped and stored at
+2°..8°C.

When opened the first time, residual strips are stable till the
indicator of humidity inside the desiccant bag turns from yellow
to green.

Negative Control:
Ready to use. Mix well on vortex before use.

Positive Control:

Ready to use. Mix well on vortex before use. Handle this
component as potentially infective even if the control by its
chemical composition is inactivated.

Wash buffer concentrate:

The 20x concentrated solution has to be diluted with EIA grade
water up to 1200 ml and mixed gently end-over-end before use.
As some salt crystals may be present into the vial, take care to
dissolve all the content when preparing the solution.

In the preparation avoid foaming as the presence of bubbles
could give origin to a bad washing efficiency.

Note: Once diluted, the wash solution is stable for 1 week at
+2..8° C.

Enzyme conjugate:

Ready to use. Mix well on vortex before use.

Be careful not to contaminate the liquid with oxidizing chemicals,
air-driven dust or microbes.

If this component has to be transferred use only plastic, possibly
sterile disposable containers.

Chromogen/Substrate:

Ready to use. Mix well on vortex before use.

Be careful not to contaminate the liquid with oxidizing chemicals,
air-driven dust or microbes.

Do not expose to strong illumination, oxidizing agents and
metallic surfaces.

If this component has to be transferred use only plastic, possible
sterile disposable container.

Assay Diluent:
Ready to use. Mix well on vortex before use.

Sample Diluent:
Ready to use. Mix well on vortex before use.

Sulphuric Acid:

Ready to use. Mix well on vortex before use.

Attention: Irritant (H315; H319; P280; P302+P352; P332+P313;
P305+P351+P338; P337+P313; P362+P363).

Legenda:

Warning H statements:

H315 — Causes skin irritation.

H319 — Causes serious eye irritation.

Precautionary P statements:

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

P302 + P352 — IF ON SKIN: Wash with plenty of soap and water.

P332 + P313 — If skin irritation occurs: Get medical advice/attention.

P305 + P351 + P338 — IF IN EYES: Rinse cautiously with water for
several minutes. Remove contact lenses, if present and easy to do.
Continue rinsing.

P337 + P313 - If eye irritation persists: Get medical advice/attention.
P362 + P363 — Take off contaminated clothing and wash it before reuse.

I. INSTRUMENTS AND TOOLS USED IN COMBINATION

WITH THE KIT

1. Micropipettes have to be calibrated to deliver the correct
volume required by the assay and must be submitted to
regular decontamination (household alcohol, 10% solution
of bleach, hospital grade disinfectants) of those parts that
could accidentally come in contact with the sample. They
should also be regularly maintained in order to show a
precision of 1% and a trueness of +/-2%. Decontamination
of spills or residues of kit components should also be carried
out regularly.

2. The ELISA incubator has to be set at +37°C (tolerance of
+/-0.5°C) and regularly checked to ensure the correct
temperature is maintained. Both dry incubators and water
baths are suitable for the incubations, provided that the
instrument is validated for the incubation of ELISA tests.

3. The ELISA washer is extremely important to the overall
performances of the assay. The washer must be carefully
validated in advance, checked for the delivery of the right
dispensation volume and regularly submitted to
maintenance according to the manufacturer's instructions
for use. In particular the washer, at the end of the daily
workload, has to be extensively cleaned out of salts with
deionized water. Before use, the washer has to be
extensively primed with the diluted Washing Solution.

The instrument weekly has to be submitted to

decontamination according to its manual (NaOH 0.1 M

decontamination suggested).

5 washing cycles (aspiration + dispensation of 350ul/well

of washing solution + 20 sec soaking = 1 cycle) are

sufficient to ensure the assay with the declared
performances.

If soaking is not possible add one more cycle of washing.

An incorrect washing cycle or salt-blocked needles are the

major cause of false positive reactions.

Incubation times have a tolerance of +5%.

The ELISA microplate reader has to be equipped with a

reading filter of 450nm and with a second filter of 620-

630nm, mandatory for blanking purposes. Its standard

performances should be (a) bandwidth < 10 nm; (b)

absorbance range from 0 to > 2.0; (c) linearity to > 2.0; (d)

repeatability > 1%. Blanking is carried out on the well

identified in the section “Assay Procedure”. The optical
system of the reader has to be calibrated regularly to ensure
that the correct optical density is measured. It should be

regularly maintained according to the manufacturer ‘s

instructions.

6. The use of ELISA automated work stations is
recommended when screening a quite high number of
samples (> 50 samples).

When using an ELISA automated workstation, all critical
steps (dispensation, incubation, washing, reading, data
handling) have to be carefully set, calibrated, controlled and
regularly serviced in order to match the values reported in
the section O “Internal Quality Control”. The assay protocol
has to be installed in the operating system of the unit and
validated as for the washer and the reader. In addition, the
liquid handling part of the station (dispensation and
washing) has to be validated and correctly set. Particular
attention must be paid to avoid carry over by the needles
used for dispensing and for washing.

This must be studied and controlled to minimize the
possibility of contamination of adjacent wells.

When using automatic devices, in case the vial holder of the
instrument does not fit with the vials supplied in the Kkit,
transfer the solution into appropriate containers and label
them with the same label peeled out from the original vial.
This operation is important in order to avoid mismatching
contents of vials, when transferring them. When the test is
over, return the secondary labeled containers to 2..8°C,
firmly capped.

Dia.Pro’s customer service offers support to the user in the
setting and checking of instruments used in combination

ok
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with the kit, in order to assure compliance with the
requirements described. Support is also provided for the
installation of new instruments to be used with the kit.

L. PRE ASSAY CONTROLS AND OPERATIONS

1. Check the expiration date of the kit printed on the external
label of the kit box. Do not use if expired.

2. Check that the liquid components are not contaminated by
naked-eye visible particles or aggregates. Check that the
Chromogen/Substrate is colorless or pale blue by aspirating
a small volume of it with a sterile transparent plastic pipette.
Check that no breakage occurred in transportation and no
spillage of liquid is present inside the box. Check that the
aluminum pouch, containing the microplate, is not punctured
or damaged.

3. Dilute all the content of the 20x concentrated Wash Solution
as described above.

4. Allow all the other components to reach room temperature
(about 1 hr) and then mix as described.

5. Set the ELISA incubator at +37°C and prepare the ELISA
washer by priming with the diluted washing solution,
according to the manufacturers instructions. Set the right
number of washing cycles as reported in the specific
section.

6. Turn on the ELISA reader at least 20 minutes before the
reading operation.

7. If using an automated workstation, turn it on, check settings
and be sure to use the right assay protocol.

8. Check that the micropipettes are set to the required volume.

9. Check that all the other equipment is available and ready to
use.

10. In case of problems, do not proceed further with the test and
advise the supervisor.

M. ASSAY PROCEDURE

The assay has to be carried out according to what reported
below, taking care to maintain the same incubation time for all
the samples in testing.

Automated Assay:

In case the test is carried out automatically with an ELISA
system, follow the instructions reported for the Manual Assay to
program the assay protocol. In case of a fixed needle, before
the next sample is aspirated, needles have to be duly washed to
avoid any cross-contamination among samples.

Important Note: Visually monitor that samples have been
diluted and dispensed into appropriate wells. This is simply
achieved by checking that the color of diluted samples has
turned to dark bluish-green while the color of the negative
control has remained yellow.

It is strongly recommended to check that the time lap between
the dispensation of the first and the last sample will be
calculated by the instrument and taken into consideration by
delaying the first washing operation accordingly.

For the next operations follow the operative instructions reported
below for the Manual Assay.

Manual assay:

1. Place the required number of Microwells in the microwell
holder. Leave the 1% well empty for the operation of
blanking.

2. Dispense 200 ul of Negative Control (0 1U/ml) in duplicate
and then 200 ul Positive Control (IU/ml reported on the
label) in duplicate in proper wells. Do not dilute Controls as
they are pre-diluted, ready to use!

3. Add 200 ul of Sample Diluent (DILSPE) to all the sample
wells; then dispense 10 ul sample in each properly
identified well. Mix gently the plate, avoiding overflowing
and contaminating adjacent wells, in order to fully disperse
the sample into its diluent.

Important note: Check that the color of the Sample Diluent,
upon addition of the sample, changes from olive green to dark
bluish green, assuring that the sample has been really added.

4. Dispense 50 ul Assay Diluent (DILAS) into all the controls
and sample wells. Check that the color of wells has turned
to dark blue.

5. Mix gently the plate manually, avoiding overflowing and
contaminating adjacent wells.

6. Incubate the microplate for 45 min at +37°C.

Important note: Strips have to be sealed with the adhesive
sealing foil, supplied, only when the test is carried out manually.
Do not cover strips when using ELISA automatic instruments.

7. Wash the microplate with an automatic washer by
delivering and aspirating 350ul/well of diluted washing
solution as reported previously (section 1.3).

8. Pipette 100 pl Enzyme Conjugate into each well, except
the 1% blanking well, and cover with the sealer. Check that
this pink/red colored component has been dispensed in all
the wells, except Al.

Important note: Be careful not to touch the plastic inner
surface of the well with the tip filled with the Enzyme Conjugate.
Contamination might occur.

9. Incubate the microplate for 45 min at +37°C.

10. Wash microwells as in step 7.

11. Pipette 100 pl Chromogen/Substrate mixture into each
well, the blank well included. Then incubate the microplate
at room temperature (18-24°C) for 15 minutes.

Important note: Do not expose to strong direct illumination.
High background might be generated.

12. Pipette 100 pl Sulphuric Acid into all the wells using the
same pipetting sequence as in step 10 to stop the
enzymatic reaction. Addition of acid will turn the positive
control and positive samples from blue to yellow/brown.

13. Measure the color intensity of the solution in each well, as
described in section 1.5, at 450nm filter (reading) and at 620-
630nm (background subtraction), blanking the instrument on
Al (mandatory).

Important notes:

1. Ensure that no fingerprints are present on the bottom of the
microwell before reading. Fingerprints could generate false
positive results on reading.

2. Reading has to be carried out just after the addition of the
Stop Solution and anyway not any longer than 20 minutes
after its addition. Some self oxidation of the chromogen can
occur leading to high background.

N. ASSAY SCHEME
Scheme of the assay:

Method Operations
Controls 200 ul
Sample Diluent (DILSPE) 200 ul
Samples 10 ul
Assay Diluent (DILAS) 50 ul
1stincubation 45 min
Temperature +37°C
Wash step n° 5 cycles with 20" of soaking

OR

n° 6 cycles without soaking

Enzyme conjugate 100 ul
2nd incubation 45 min
Temperature +37°C
Wash step n° 5 cycles with 20” of soaking

OR

n° 6 cycles without soaking

TMB/H202 100 ul
3dincubation 15 min
Temperature r.t.
Sulphuric Acid 100 ul
Reading OD 450nm /620-630nm
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An example of dispensation scheme is reported below:

Microplate
1 2 3 4 5 6 7 8 9 10 | 11 | 12

A | BLK | S4

B | NC | S5

C | NC | S6

D | PC | S7

E PC | S8

F S1 | S9

G S2 | S10

H S3 | S11
Legenda BLK = Blank NC = Negative Control

PC = Positive Control S = Sample

O. INTERNAL QUALITY CONTROL

A check is carried out on the controls any time the kit is used in
order to verify whether their OD450nm/620nm values are as
expected and reported in the table below for the Screening
method.

Check Requirements
Blank well < 0.100 OD450nm value
Negative Control [ < 0.150 mean OD450nm value after
(NC) blanking
Positive Control > 1.000 OD450nm value

If the results of the test match the requirements stated above,
proceed to the next section.
If they do not, do not proceed any further as data are invalid.

P. CALCULATIONS

Semi-quantitative determination

The tests results are calculated by means of a cut-off value
determined with the following formula on the mean
0OD450nm/620-630nm value of the Negative Control (NC):

NC + 0.250 = Cut-Off (Co)

The value found for the test is used for the interpretation of
results as described in the next paragraph.

Quantitative determination

Calculate the mean OD450nm of the Negative (N = 0 IU/ml) and
the Positive (P = IU/ml declared on its label) Controls.

For the next operations follow the manufacturer instructions
reported in the Operator Manual of the reader (manual assay) or
of the automated work station used for the Automated Assay.

Important note:

When the calculation of results is done by the operative system
of an ELISA automated workstation be sure that the proper
formulation is used to calculate the cut-off value and generate
the right interpretations of results.

Q. INTERPRETATION OF RESULTS

Semi-quantitative assay

Results are interpreted as ratio of the sample OD450nm/620-
630nm and the Cut-Off value (or S/Co) according to the
following table:

S/Co Interpretation
<0.9 Negative
0.9<S/Co<1.1 equivocal
1.1<S/Co<4 Low positive
4<S/Co<8 Medium positive
8<8S/Co<12 High positive
212 Very high positive

A negative result (S/Co < 0.9) indicates that the subject has not
1gG to COVID-19 Spike antigens.

An equivocal result (0.9 < S/Co < 1.1) indicates the level of IgG
to COVID-19 Spike antigens is closed to the cut-off of the assay
(gray zone). It is recommended that a further sample is tested
7-14 days later.

A positive result (S/Co > 1.1) is indicative of anti IgG to COVID-
19 Spike antigens. The table above correlates S/Co values with
a semi-quantitative interpretation.

Quantitative assay

Results are interpreted by turning OD450nm of samples into
WHO |U/ml with a linear standard curve fitting system able to
draw a straight line from the value N (0 IU/ml) to P (1U/ml
declared on the label of the Positive Control).

Samples OD450nm values are then turned by the system in
corresponding WHO 1U/ml.

An example of standard curve is reported below:

OD450nm

WHO 1U/ml

Samples showing values > 100 WHO 1U/ml have to be diluted
1:20 (10 ul + 190 ul Sample Diluent), before retesting.

The diluted sample is then treated as reported in the table
“Assay Scheme” described in chapter N, and briefly summarized
as below in the first step of dispensation:

A2+A3
A4+A5

Negative Control (0 IU/ml) 200 pl
Positive Control (reported 1U/ml) | 200 pl

Sample Diluent (DILSPE) 200 pl In sample wells only
Sample prediluted 1:20 10 ul In sample wells
Assay Diluent (DILAS) 50 ul | In all the wells (except Al)

The value of WHO IU/ml of such samples, calculated on the
linear standard curve, has to be multiplied by 20 to ultimately
obtain the right concentration of anti Spike/RBD IgG in the
original undiluted sample.

WHO |U/ml values are interpreted as reported in the following
table:

WHO IU/ml Interpretation
<10 Negative
10 < 1U/ml <12 equivocal
12 < IU/ml < 50 Low positive
50 < 1U/ml <250 | Medium positive
250 < IU/ml < 1000 High positive
= 1000 Very high positive

Important Notes:

1. A conversion factor 1:1 between IU/ml and BAU/mI (1000
IU/ml corresponds to 1000 BAU/mI) is established in the
official Instructions For Use issued by NIBSC, for First WHO
International Standard for SARS-CoV-2, NIBSC code
20/136 (Version 2., Dated 17/12/2020)

2. Interpretation of results should be done under the
supervision of the responsible of the laboratory to reduce
the risk of judgment errors and misinterpretations.

3. Any positive result should be confirmed by an alternative
method capable to detect IgG antibodies to SPIKE antigens
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(example confirmation test Dia.Pro code COV19CONF.CE)

before a diagnosis is formulated.

4. When test results are transmitted from the laboratory to an
informatics centre, attention has to be done to avoid
erroneous data transfer.

5. The interpretation of results given in these Instructions has
to be anyway taken as a presumptive diagnostic information
to be further strengthened by clinical evidences and
international directives.

6. No directive has been released so far by any international
entity (WHO, CDC, NIH and national MOHSs) on the titer of
IgG antibodies such to make an individual be considered
“protected” from a secondary infection. It is recommend
anyway fulfilling the national regulations and directives in
force in the single countries on this specific matter.

7. As recommended by FDA for anti covid-19 immunotherapy
with hyperimmune plasma, in order to identify the right
donor, the following procedure is reported:

a) Dilute the plasma 1:40 by dispensing 10 pl sample +
400 pl DILSPE. Mix and then dilute further to 1:160 by
mixing 100 pl of dilution 1:40 + 300 pl DILSPE.

b) Dispense 50 ul of DILAS in each sample wells.

c) Dispense 200 ul of sample diluted 1:160, possibly in
duplicate, and then proceed in testing as reported in the
proper section M.

d) Samples showing a positive result (S/Co > 1.1) at the
dilution of 1:160 are considered by FDA plasma suitable
for immunotherapy.

R. PERFORMANCES

Whole performances are still under evaluation considering the
difficulty to evaluate in particular specimens coming from
infected hospitalized patients.

Diagnostic specificity:

The assay specificity, evaluated testing hundreds of samples
collected before and after the outbreak of COVID-19, reached
an overall value of > 98%.

Potential crossreactions with other respiratory infective agents
were studied on samples positive for antibodies to: PIV1-3,
Influenza A and B, H.influenzae, hCoV 229E, hCoV 0OC43,
hCoV HKU1, hCoV NL63, Rhinovirus, RSV, Adenovirus,
M.pneumoniae and C.pneumoniae.
No crossreactions were observed.

Antibodies, commonly present in human sera and plasma, to
unrelated infective agents were also tested. Antibodies positive
to CMV, EBV, HSV1&2, Toxoplasma, Rubella, H.pylori, Malaria
sps, Coxsackie virus, Parvovirus B19 and HCV, HIV, Syphilis
and HBsAg did not crossreacted.

No interferences were observed in pregnant women, abnormal
levels of liver enzymes and other common organ-specific
pathologies.

Well-known potentially interfering samples in EIA were studied.
Results are reported in the table below:

derived with different standard techniques of preparation
(citrate, EDTA and heparin), and sera were used to determine
the value of specificity. Frozen specimens were tested, as well,
to check for interferences due to collection and storage. No
interference was observed provided that the sample was clear
and free of particles/aggregates.

Interferences were seen when fibrin aggregates, visible particles
and lipid layers were present in the sample, giving usually a
false positive result. These samples have to be cleared by
filtration on a 0.22 u filter (lipid layers) or centrifuged for 30 min
at 4000 rpm (aggregates) before testing, or discarded as not
suitable for testing.

Analytical and Diagnostic Sensitivity

Recently NIBSC/WHO released the first WHO International
Standard for anti-SARS-CoV-2 immunoglobulin NIBSC code
20/136 in IU/ml.

An analytical sensitivity better than 5 WHO |U/ml was observed.

NIBSC/WHO also released a panel - anti SARS-CoV-2
Verification Panel for Serology Assays code 20/B770 - aimed at
providing data of performances in such IVD.

Results for the Screening assay are reported in the table below
in comparison to the DiaPro’s ELISA for anti RBD neutralizing
antibodies code ACE2-RBDNEUTR.CE:

NIBSC Verification Panel code 20/B770

Sample | NEUTR | SPIKEIgG | Sample | NEUTR | SPIKE IgG
# result SICo # result SICo
1 pos 3,4 20 pos 11,3
2 pos 3,7 21 pos 11,1
3 pos 13,5 22 pos 10,3
4 pos 12,7 23 pos 10,1
5 pos 13,7 24 neg 0,1
6 pos 9,9 25 neg 0,1
7 pos 11,1 26 neg 0,1
8 pos 11,8 27 neg 0,1
9 pos 14,6 28 neg 0,0
10 pos 15,0 29 neg 0,0
11 pos 8,5 30 neg 0,1
12 pos 9,8 31 neg 0,1
13 pos 10,1 32 neg 0,1
14 pos 8,4 33 neg 0,1
15 pos 9,4 34 neg 0,1
16 pos 7,7 35 neg 0,0
17 pos 10,2 36 neg 0,0
18 pos 12,3 37 neg 0,1
19 pos 10,5

Substances Concentrations Score
Haemoglobin Up to 500 mg/dI negative
Bilirubin Up to 20 mg/dl negative
Triglyceride (milky samples) Up to 3000 mg/dl negative
Serum proteins Up to 15g/dI negative
RF+ Up to 2500 U/ml (*) negative
Anti-E-Coli Ab+ Highly positive negative

(*) Cobas assay for RF determination.

No false reactivity due to the method of analysis was found.

The same potential interfering samples were spiked with a
specimen highly positive for IgG to COVID-19 Spike antigens.
No false negative result was found assuring no interference of
such substances in positive samples testing.Both plasma,

A multicentric international study was carried out in the context
of the Public Health Emergency on more than 300 individuals.
With samples from: (a) a cohort of infected patients at end of
infection with PCR negativity and clear clinical signs of full
recovery, (b) normal population tested for epidemiologic studies
and (c) healthcare operators in COVID-19 hospitals a sensitivity
better than 98% was found.

When the samples above were tested on the DiaPro’s
Confirmatory Assay (code COV19CONF.CE), all the samples
reacted to Spike 1 with a sensitivity value of 100% and some to
Spike 2 as well.

When samples, collected during the course of the infection at
sequential dates from outset of first symptoms and PCR
positivity, were tested with the DiaPro’s Confirmatory Assay, IgG
to Spike antigens came out quite later than antibodies to
Nucleocapsid (core) and kept on increasing in their S/Co values
together with 1gG to Nucleocapsid.

Precision:

Repeatability (intra-assay) was studied on 3 samples, one
negative, one low positive and one high positive, examined in 16
replicates.

Results are summarized in the following table:
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NEG | 1ighPOS | 10wPOS

average | 0,059 | 2,191 | 0,450
STD 0,01 0,14 0,05
CV% 19,2 6,6 11,0

Reproducibility (inter-assay) was studied on the same 3
samples tested in 16 replicates for 3 times.

The variability found of 3-20 % depending on the sample (low-
neg) did not lead in sample misclassification.

S. LIMITATIONS

In the first weeks of the onset of the infection with SARS-CoV-2

patients results may be negative for 1IgG to Spike antigens, that

usually show up far later than 1gG to anti Nucleocapsid antigen.

In addition, patients with a low immunity status or other diseases

that affect immune function, failure of important systemic organs

and use of drugs that suppress immune function, might also

lead to negative results of anti COVID-19 Spike IgG.

As reported in the proper section highly lipemic (“milky”) and

haemolized (“red) samples may generate false positive

reactions.

When testing frozen samples, in particular those that:

(a) were submitted to several cycles of freezing&thawing;

(b) were already “dirty” in origin when aliquoting;

(c) were aliquoted in a small volume, due to tendency to get
jellified by evaporation;

(d) are composed of plasma because of their tendency to form
aggregates of fibrin upon thawing;

(e) IgM samples that by nature tends to aggregate upon
freezing&thawing and become “sticky”,

some false positive reaction it's quite likely to come out.

The device is able to detect antibodies generated by SARS-
CoV-2, original Wuhan strain, infection or vaccines based on
RNA/DNA specific for such strain.

Antibodies generated upon infection by SARS-CoV-2
mutants/variants might be detected with a different efficiency.
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quality control and released into the market only if conforming
with the EC technical specifications and acceptance criteria.

Manufacturer:
Dia.Pro Diagnostic Bioprobes S.r.l.
Via G. Carducci n° 27 — Sesto San Giovanni (M) — Italy

C€




EC Certificate

mdc medical device certification GmbH
Notified Body 0483
herewith certifies that

NovaTec Immundiagnostica GmbH
WaldstraBe 23 A6
63128 Dietzenbach
Germany

for the scope

immunodiagnostics for the determination of
antibodies against Toxoplasma gondii, Rubella virus,
Cytomegalovirus and Chlamydia
(see attachment)

has introduced and applies a
Quality System

for the design, manufacture and final inspection.

The mdc audit has proven that this quality system
meets all requirements according to

Annex IV — excluding Section 4 and 6
of the Council Directive 98/79/EC

of the European Parliament and of the Council of
27 October 1998 on in vitro diagnostic medical devices.

The surveillance will be held as specified in Annex IV, Section 5.

Valid from 2018-12-04
Valid until 2023-12-03
Registration no. D1055500015
Report no. P18-01143-127558
Stuttgart 2018-10-09

A A
Head of Certification Body

medical device certification

Mac

mdc medical device certification GmbH
Kriegerstral3e 6
D-70191 Stuttgart, Germany
Phone: +49-(0)711-253597-0
Fax: +49-(0)711-253597-10
Internet: http://www.mdc-ce.de




Attachment of the certificate

No. D1055500015 Date 2018-10-09 Page 1 of 1
Product category Product Class
immunodiagnostics for the NovaLlsa Toxoplasma gondii IgA List B,
determination of antibodies against NovaLlsa Toxoplasma gondii IgG Annex Il
Toxoplasma gondii NovaLlsa Toxoplasma gondii IgM p-capture

NovalLisa® Avidity Toxoplasma gondii IgG
Toxoplasma gondii IgA

Toxoplasma gondii IgG

Toxoplasma gondii IgM u-capture

Avidity Toxoplasma gondii IgG

immunodiagnostics for the NovaLlsa Rubella Virus IgG List B,
determination of antibodies against NovaLlsa Avidity Rubella Virus 1gG Annex Il
Rubella virus NovaLisa® Rubella Virus IgM p-capture

Rubella Virus 1gG
RubeIIaV|rus IgM u-capture

immunodiagnostics for the NovaLlsa Cytomegalovirus (CMV) IgG List B,
determination of antibodies against NovaLlsa Avidity Cytomegalovirus (CMV) IgG Annex Il
Cytomegalovirus NovaLisa® Cytomegalovirus (CMV) IgM

Cytomegalovirus (CMV) IgG
Cytomegalowrus (CMV) IgM

immunodiagnostics for the NovaLlsa Chlamydia pneumoniae IgA List B,
determination of antibodies against NovaLlsa Chlamydia pneumoniae IgG Annex Il
Chlamydia NovaLlsa Chlamydia pneumoniae IgM

NovaLlsa Chlamydia trachomatis IgA
NovaLlsa Chlamydia trachomatis IgG
Novalisa® Chlamydia trachomatis IgM
Novagnost Chlamydia pneumoniae IgA
Novagnost Chlamydia pneumoniae IgG
Novagnost Chlamydia pneumoniae IgM
Novagnost Chlamydia trachomatis IgA
Novagnost Chlamydia trachomatis IgG
Novagnost Chlamydia trachomatis IgM
Chlamydia pneumoniae IgA

Chlamydia pneumoniae 1gG

Chlamydia pneumoniae IgM
Chlamydia trachomatis IgA

Chlamydia trachomatis 1gG

Chlamydia trachomatis IgM

; -'__',I/r/ 7
/” /S T

Head of Certification Body

medical device certification

Mac

mdc medical device certification GmbH
Kriegerstral3e 6
D-70191 Stuttgart, Germany
Phone: +49-(0)711-253597-0
Fax: +49-(0)711-253597-10
Internet: http://www.mdc-ce.de



= EMERGOEUROPE

J Quality Assurance & Regulé\'to'ry Affairs

(€ Registration Certificate

This is to certify that, in accordance with the In Vitro Diagnostic Medical Device
Directive 98/79/EC, Emergo Europe agrees to perform all duties and
responsibilities as the Authorized Representative for

ERMA Inc.
2-31-6 Yushima, Bunkyo-ku
Tokyo, 113-0034
Japan

as stipulated and demanded by the aforementioned Directive. The Dutch
Competent Authorities have received the In Vitro Diagnostic Medical Device
Registrations on the following dates:

21 September 2007
See attached product listing

Emergo Europe Registration Number: NL/CA01/601529

The Manufacturer has provided Emergo Europe with the appropriate
Declaration(s) of Conformity confirming that the In Vitro Diagnostic Medical
Devices fulfill the applicable requirements of Directive 98/79/EC.

25 September 2007

o

Rene van de Zande
President & CEO
Emergo Europe

Emergo Europe: Molenstraat 15, 2513 BH, The Hague, The Netherlands 5
Telephone: +31.70.345.8570 > Fax: +31.70.346.7299 > Online: EmergoEurope.com S 0et0



=# EMERGO EUROPE

Quality Assurance & Regulatary Affairs

W

Annex A to the Emergo Europe CE Registration Certificate

dated 25 September 2007

IVD Medical Device EDMS Code

Class Per IVDD Registration Date
97/79/EC

PCE-210 23 01 10 01 Other (Self-Certify) | 21 September 2007

PCE-210N 230110 01 Other (Self-Certify) | 21 September 2007
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%&" MINISTERIO
U» DE SANIDAD
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LA AGENCIA ESPANOLA DE MEDICAMENTOS Y PRODUCTOS SANITARIOS
THE AGENCIA ESPANOLA DE MEDICAMENTOS Y PRODUCTOS SANITARIOS

otorga el certificado niimero
grants the certificate no.

2013 11 0039 EN

segun la norma
in accordance with the standard

UNE-EN ISO 13485: 2018
(EN 1SO 13485: 2016 & ISO 13485: 2016)

Productos Sanitarios: Sistemas de Gestion de Calidad — Requisitos para fines reglamentarios
Medical devices — Quality management systems - Requirements for regulatory purposes

a la empresa
to the company

Dia.Pro Diagnostic Bioprobes S.r.l.
Sede social y de fabricacién/ Headquarters and manufacturing facility
Via G. Carducci, 27-20099-Sesto San Giovanni-Milano-Italy

Para las siguientes actividades / For the following activities:

Diseiio, desarrollo y produccién de reactivos y productos reactivos, calibradores y materiales de control para
inmunoquimica, microbiologia, inmunologia infecciosa y técnicas de biologia molecular.

Disefio, desarrollo, produccién y servicio técnico de instrumentos y software para diagnéstico in vitro.

Design, development and manufacturing of reagents, reagent products, calibrators and control materials for
immunochemistry, microbiology, infectious immunology and molecular biology techniques.

Design and development, management of production and technical servicing of instruments and software for “in vitro”
diagnostic.

Modificaciones de alcance/ Scope modifications:: Ver Anexo | / see Annex |

Fecha de validez/ Date of validity: Desde/ From: 25-02-2021 Hasta/To: 18-11-2023
Certificacion inicial/ /nitial certification date: 27-11-2013

Renovaciones / Renewal of certification dates: 8-03-2019; 25-02-2021

Madrid, 23 de febrero de 2021
DIRECTORA DE LA AGENCIA ESPANOLA DE MEDICAMENTOS Y PRODUCTOS SANITARIOS

géncija e
¢ Spanola
. Medicga €ntos v
r
Productog Sanitarjog

Fdo. M2 JesUs Lamas Diaz

Agencia Espafiola de Medicamentos y Productos Sanitarios (AEMPS)
Fecha de la firma: 23/02/2021
Puede comprobar la autenticidad del documento en la sede de la AEMPS:https://localizador.aemps.es

CSV: 4TEYRF78EE

CORREO ELECTRONICO Péagina 1 de 2

on0318@aemps.es
CERTIFICACION 13485

C/ CAMPEZO, 1 - EDIFICIO 8

28022 MADRID

Tel.: (+34) 902.101.322 /(+34) 91.822.59.97
Fax: (+34) 91.822.52.89



% MINISTERIO
DE SANIDAD

om

ANEXO I / ANNEX |

CERTIFICADO UNE-EN ISO 13485: 2018/ UNE-EN ISO 13485: 2018 CERTIFICATE

Modificaciones del alcance / Scope modifications:

Fecha/Date

Descripcion de la modificacién/ Modification description

18-12-2018

Cambio en la descripcion del tipo de técnica en el ambito tecnoldgico
(inmunologia infecciosa y técnicas de biologia molecular).
Cambio del nivel de detalle en la descripcion del ambito tecnoldgico

Change in the description of the method of analysis in the technological scope
(infectious immunology and molecular biology techniques).
Change in the level of detail of the technological scope description.

8-03-2019

Ampliacion del &mbito tecnoldgico para incluir:

Inmunoquimica y microbiologia

Instrumentos y software para diagndstico “in vitro”.
Modificacion del alcance para incluir la actividad de asistencia técnica para
Instrumentos y software para diagnéstico “in vitro”.

Extension of technological scope:

Immunochemistry and Microbiology

Instruments and software for “in vitro” diagnostic
Modification of the scope to include the activity of technical servicing of
instruments and software for “in vitro” diagnostic

Madrid, 23 de febrero de 2021

DIRECTORA DE LA AGENCIA ESPANOLA DE MEDICAMENTOS Y PRODUCTOS SANITARIOS

agencija e

. Sparnol
’ rr:edlcamentosade
Productog Sanitarjog

Fdo. M2 JesUs Lamas Diaz

Agencia Espafiola de Medicamentos y Productos Sanitarios (AEMPS) CSV: 4ATEYRF78EE

Puede comprobar la autenticidad del documento en la sede de la AEMPS:https://localizador.aemps.es |” ”Ill “ || I|| | m | ‘Illlm || ‘ || | ‘ || I||

Fecha de la firma: 23/02/2021

CORREO ELECTRONICO

on0318@aemps.es

Pégina 2 de 2 C/ CAMPEZO, 1 - EDIFICIO 8
28022 MADRID
Tel.: (+34) 902.101.322 /(+34) 91.822.59.97

CERTIFICACION 13485 Fax: (+34) 91.822.52.89




& Nsal

Certificate of Registration
of Quality Management System
to I.S. EN ISO 13485:2016

The National Standards Authority of Ireland certifies that:
Monobind Inc.

100 North Pointe Drive

Lake Forest, CA 92630

USA

has been assessed and deemed to comply with the
requirements of the above standard in respect of the scope of
operations given below:

The Design, Manufacture and Distribution of In-Vitro Diagnostic
Medical Device Immunoassays and Related Reagents, Controls, and
Semi-Manual and Automated Washers and Analyzers.

Additional sites covered under this multi-site certification are listed on the
Annex (File No. MD19.4585)

Approved by: Approved by: % ZQQZ
Geraldine Larkin Caroline Dore Geraghty C
Chief Executive Officer Director of Medical Devices /

Head of Notified Body

Registration Number: MD19.4585
Certification Granted: May 18, 2010
Effective Date: September 25, 2019
Expiry Date: September 24, 2022

National Standards Authority of Ireland, 1 Swift Square, Northwood, Santry, Dublin 9, Ireland T +353 1 807 3800

GCT-25-07 Rev 2.0
Page 1 of 2



9 Nsal

Annex to Certificate Number: MD19.4585

Scope of Registration:

The Design, Manufacture and Distribution of In-Vitro Diagnostic
Medical Device Immunoassays and Related Reagents, Controls,
and Semi-Manual and Automated Washers and Analyzers.

Activity Location

Headquarters, Administration, Monobind Inc.

Design, Manufacturing, 100 North Pointe Drive

Distribution Lake Forest, CA 92630
USA

File No.: MD19.4585

Manufacturing, Distribution Monobind Inc.
103 North Pointe Drive
Lake Forest, CA 92630
USA
File No.: MD19.4585/A

Verified by:
Operations Manager

GCT-25-07 Rev 2.0
Page 2 of 2



CHUCTEMA JIOBPOBOJILHOW CEPT UOUKAIIUHU
«MEX/IVYHAPOJAHBIE TEXHOJIOI'MH CTAHJIAPTHU3ALUN»
3aperucTpUpOBaNa B eJIMHOM PEECTPe CHCTEM J0BPOROIILHOI cepTHhHKAIHH
Perucrpanunonnsiit Ne POCC RU.31763.04K0D2

Per. Ne VCS-IST.0S3.RU.0001.02.15
Opran no ceprupuramnn 000 «Ilapagurmar
Anpec: 191014, r. Canxr-IletepGypr, Backos nep., 1. 13-15, imt. A, nom. 42 H
ter: 8 (812) 425-34-39 iso.sds@mail.ru

CEPTUOUKAT COOTBETCTBUS
Per. Ne VCS-IST.SS.RU.0215.04.20

HACTOSILIUN CEPTU®UKAT YJIOCTOBEPSIET, UTO
CUCTEMA MEHE/[KMEHTA KAYECTBA
MEJIULUMHCKUX U3JIEJIUI
COOTBETCTBYET TPEBOBAHUSIM

I'OCT ISO 13485-2017 (ISO 13485:2016)
CEPTUDUKAT BbIJIAH

000 «Meauriaon»
Ajpec: 127276 Mocksa, boranudeckas yi, jiom 35
WMHH 7719191607 OI'PH 1027700153766

Jara Beigaun: 28.04.2020 Cpoxk neiicreus xo: 28.04.2023

PykoBomuTens oprana:

Al
BY ¥4 4
f O i

| Dkcnepr:

—

MaﬂﬁHOBCKH,ﬁ I E ' AHagﬁucB AP

HACTOSILNA CEPTUGHUKAT OBSI3BIBAET OPT'AHU3AIIHIO TIOJIEPKUBATE COCTOSHUE BLITTOJIHAEMBIX PABOT B
COOTBETCTBHH C BBIIUEYKA3AHHBIM CTAHIAPTOM, UTO BYJIET HAXOJIUTHCS MO KOHTPOJIEM OPT'AHA T10
CEPTHOHKALIMHA CHCTEMBI JIOBPOBOJILHOMN CEPTUGHKAIIMN « MTC» 1 TMNOATBEPKIATBLCS ITPH
[MPOXOXKJIEHHU HHCTIEKLIMOHHOTO KOHTPOJI A
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CHCTEMA JIOBPOBOJIbLHOM CEPTUOUKALIMU
«MEX/IYHAPO/IHBIE TEXHOJIOI'MU CTAHJIAPTU3ALIAH»

3aperucTpupoBata B €AMHOM PEECTPE CUCTEM J106POBOJILHOI CepTHHHKALHY
Perucrpanmonnsiii Ne POCC RU.31763.04K0D2

Per. Ne VCS-IST.0OS3.RU.0001.02.15
Oprau no ceprudpuranun OO0 «Ilapagurmar
Appec: 191014, r. Cankr-IerepOypr, Backos nep., x. 13-15, nur. A, nom. 42 H
Ten: 8 (812) 425-34-39 iso.sds@mail.ru

CEPTU®UKAT COOTBETCTBHUSI IIEPCOHAJIA
Per. Ne VCS-IST.SS.RU.1139.04.20
Hacrosmuit cepruduxar yﬂocrésepﬂeT, 9TO
Buxropos Hukouaii Anexcanjiposuy
Coorsercrayer Tpeboanusm CJ/IC «MTC» npepapiseMbIM K
BHYTPEHHHUM AY/IUTOPAM
10 HaIPaBIICHHIO
I'OCT ISO 13485-2017 (ISO 13485:2016)

Hacrosiumit ceprudukar npeioctapisier 1(paBo Ha NPOBEJIEHUE BHYTPEHHHX IPOBEPOK
CHUCTEMBI MEHE/DKMEHTA Ka4ecTBa [IPOAYKIIHH MEIHITHHCKOIO Ha3HAYeHUS

Jara spiaaun: 28.04.2020 % Cpox aeiicreus jpo: 28.04.2023

PyKOBOAUTEIL Oprana: | Dxenepr:
o ; - ’4
ManunoBckuii .17, AHnadues A.P.

Cepmucpuxam ev10an na ocHo8aHUU PewteHUs KOMUCCUU 8 CUCMeMe dobposonbHou cepmupurayuu
«Meorcoynapoousie Texnonoeuu Cmanoapmusayuu» om 27.04.2020
3apezucmpupoean 6 Peecmpe ayoumopos enympennux npoGepoK cucmemvl 006PO6ONLHOU
cepmucpukayuu «Mexcdynapoonsie Texrnonoeuu Cmandapmuzayuuy IIpomokon Ne 04 om 28.04.2020



CHCTEMA J106POBOJILHOH CEPTUOUKALIAHA
«MEXJAYHAPO/IHBIE TEXHOJIOI'MU CTAHJIAPTU3 AL

3aperucTpHpoBaHa B €/IHOM PEECTPE CHCTEM 100POBOILHOI cepTUhUKAITUHU
Perucrpannonnsiit Ne POCC RU.31763.04K0D2

Per. Ne VCS-IST.0S3.RU.0001.02.15
Opran no ceprupuxannun OO0 «Ilapagurma»
Anpec: 191014, r. Cankr-Ilerep6ypr, backos nep., 1. 13-15, mut. A, nom. 42 H
Tein: 8 (812) 425-34-39 jso.sds@mail.ru

CEPTH®UKAT COOTBETCTBUS IIEPCOHAJIA

Per. Ne VCS-IST.SS.RU.1140.04.20

Hacrosmmit ceprudukar ygocrosepser, 4to

EpbiieB Poman Muxaiiiosuy
Coorsercryer tpeboBanusam CIC «MTC» npetbaBaseMbiM K
BHYTPEHHUM AY]IUTOPAM
110 HAaNPaBJICHHIO
FOCT ISO 13485-2017 (ISO 13485:2016)

Hacrosmmii ceprudukar npeiocTaBiseT npaBo Ha IPOBE/ICHHE BHYTPEHHHUX IIPOBEPOK
CHCTEMBbI MEHE/DKMEHTA Ka4eCcTBa NPOAYKIIHH MEIUIMHCKOI0 Ha3HAYCHUS

Jlara Beixaun: 28.04.2020 A \ . Cpox aeiieTsus 110: 28.04.2023

PyxkoBoauTesnb oprana: | IKenepr:
: A B | | ‘ i '/I S .‘ =
Masunosckuit 3.1, Anaduen A.P.

Cepmughuram évi0an Ha OCHOBAHUU PEUIeHUs KOMUCCUU 8 CUCTEME 006p08o.IbHOU cepmughukayuu
«Meawcdynapoonwie Texnonoeuu Cmandapmusayuu» om 27.04.2020
3apezucmpuposan ¢ Peecmpe ayoumopoe e1ympennux npoeepox cucmemvi 006poconbHOU
cepmugpurayuu «Mexcoynapoonsie Texnonozuu Cmandapmusayuuy» lIpomokonNe 04 om 28.04.2020



CUCTEMA JIOBPOBOJIbHOH CEPTHUOUKAIINH
«MEKJYHAPO/IHBIE TEXHOJIOI'MA CTAHJAAPTH3ALIUHN»
3aperucrpupoBana B CJIMHOM PEECTPE CUCTEM JI0OPOBOIBHOI cepTHhUKALIMH
Perucrpannonnsiit Ne POCC RU.31763.04K052

Per. Ne VCS-IST.0S3.RU.0001.02.15
Opran no ceprupurkamnn OO0 «Ilapaanrmar»
Anpec: 191014, r. Caukr-IlerepOypr, Backos nep., 1. 13-15, nut. A, nom. 42 H
reir: 8 (812) 425-34-39 iso.sds@mail.ru

CEPTUD®HUKAT COOTBETCTBUS ITEPCOHAJIA

Per. Ne VCS-IST.SS.RU.1141.04.20

Hacrosmmit ceprudukar yJ1ocroBepser, 410
IOmenko Kpucruna BajepneBna

CootsercrByet TpedoBanuim CJIC «MTC» npeapasiseMbIM K
BHYTPEHHUM AYJIUTOPAM
10 HAIIPaBJICHHUIO
I'OCT ISO 13485-2017 (ISO 13485:2016)

Hacrosiiuil cepTuduKar npe10CcTaBseT PaBo Ha IPOBEJICHHE BHYTPEHHHX IIPOBEPOK
CHCTEMBI MEHEKMCHTA Ka4eCTBa NPOJYKIHH METHIHHCKOrO Ha3HAYEHHS

Hara peiaaun: 28.04.2020 | "\ Cpoxk neiicrBust 10: 28.04.2023

PykoBoauTeIL oprana: 4 04 'E)Kcnep;l;:}

4
A
A A7

Anaduer A.P.

MaJlHHOBCKHMiA AT.

Cepmuchuxam 6v10an na 0OCHOGAHUU PEUIEHUA KOMUCCUL 6 CUCmeme D0OPOBOLHOL cepmugdurkayuu
«Medicoynapoonsie Texnonoeuu Cmanoapmusayuu» om 27.04.2020
3apezucmpuposan ¢ Peecmpe ayoumopos 61ympeniux npoeepox cucmems Q0OposonbLHOU
cepmugpurayuu «Medxncoynapoonsie Texnonozuu Cmanoapmuzayuuy» Ipomoron Ne 04 om 28.04.2020



CUCTEMA JIOBPOBOJILHOM CEPTU®HUKAIIUU
«MEX/IYHAPO/IHBIE TEXHOJIOI'MUA CTAHJIAPTU3ALIUU»

3aperucTpupoBaHa B €IMHOM PEecTpe CUCTeM J00POROILHOIM cepTHhHUKAIN
Perucrpanmonnsiit Ne POCC RU.31763.042K0D2

Per. Ne VCS-IST.OS3.RU.0001.02.15
Opran o ceprupuxannun Q00 «llapaaurmay
Anpec: 191014, r. Cankr-IlerepOypr, Backos nep., 1. 13-15, aur. A, nom. 42 H
Tex: 8 (812) 425-34-39 iso.sds@mail.ru

PA3ZPEILNEHHUE
Per. Ne VCS-IST.SS.RU.0215.04.20
HA IITPUMEHEHMUWE 3HAKA_‘CO0TBETCTBHH
CUCTEMBI JOBPOBOJILHOHU CEPTUOPHUKAIIUH
«EBPABUNCKHNH COI03 CEPTUOUKAIITUN»
PA3SPEIIEHUWE BLIJAHO
000 «Meaukiaon»
Anpec: 127276 Mocksa, botanuveckas yii, oM 35

HMHH 7719191607 OI'PH 1027700153766

HA OCHOBAHHWHU CEPTUDHUKATA
Per. Ne VCS-IST.SS.RU.0215.04.20

Jdara Boigaun: 28.04.2020 . : "' Cpok aeiicteus go0: 28.04.2023

YeaoBus npuMeHeHns 3HAKA COOTBETCTBHS:
CDHPMEHHBIQ OJaHKH NPCANPHATHA, TOTOBOPLI, PEKIAMHBIC H Nne"aTHbIC H3dHHA

PykoBoauTe/ih oprana I EA Manunosckuii .1




* . ’, w. SYSTEM OF
- INTERNATIONAL
: . CERTIFICATION

CERTIFICATE

of Quality Management System

SIC.MS.094.1S013485.1332 dated 11.03.2020 till 10.03.2023

The Certification Center “International Agency Certification” hereby
certifies that the Quality Management System of

«Mediclone»
Limited Liability Company

35, Botanicheskaya, Moscow, Russian Federation, 127276

Concerning:

production of medical devices, namely: Reagents and sets of
reagents for the determination of human blood groups of ABO

Rhesus and Kell systems, as well as antigens and antibodies of the
Rhesus system

EN ISO 13485:2016

“Medical devices. Quality management systems.
Requirements for regulatory purposes”

Date of Certification: 11.03.2020
Date of Expiry: 10.03.2023

subject to annual approval
2021r. - till 11.02.2021
2022r. - till 11.02.2022

SIC.MS.094.1S013485.1332

International Certification Agency, 109444, Russian Federation, Moscow, 10 Samarkandsky blvd., Bldg. 1, Apt. 62,
Tel./fax: +8 (903) 223-25-69, Notification letter SIC.02.094,

S.1.C. Global Inc., 346 WIGSTON DR, Suite 4, NORTH BAY, ONTARIO, P1A 1X3, CANADA http://sic-global.com



/ . SYSTEM OF
== W -l INTERNATIONAL
CERTIFICATION

CEPTVIOVIKAT

Ha CUCTEMY MEHEeOAXMEHTa Ka4yeCTBa
SIC.MS.094.1S013485.1332 ot 11.03.2020 go 10.03.2023

OpraH ceptudmkaumm “MexxayHapogHoe AreHtcTBo Ceptudunkaumm”
HaCTOSILLUM CePTUMDUKATOM MOATBEPXHAAET, UTO CUCTEMA MEHEM)KMEHTA

Ka4eCTBa

<MeaAuUkKNoH»

O6LecTBo C OrpaHU4YEeHHOW OTBETCTBEHHOCTbIO

127276 Poccuickan Pepepauma, Mocksa, yn. botaHuueckas, aom 35

NMpuMeHnTENbHO K

NpPOun3BOACTBY U34E/UN MEeAULMHCKOro Ha3HavyeHus, a
MMeHHO: «PeareHTOB 1 HabopoB peareHToB A/
onpeaesieHMA rpynn Kposu YyesnoseKa cuctem ABO Pesyc u
Kenn, a TakKe aHTUreHoB U aHTUTEN cucTembl Pesycy

COOTBETCTBYeT TpeboBaHMAM MexaAyHapoAHOro craHaapra

EN ISO 13485:2016

“Uspenna meguumHckme. Cuctembl MeHeAKMEHTa KayecTBa.
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DECLARATION OF CONFORMITY
1)  Manufacturer (Name, department): Monobind Inc.
Address: 100 North Pointe, LAKE FOREST, CA 92630. UNITED STATES

and

2) European authorized representative: CEpartner4U BV,

Address: ESDOORNLAAN 13, 3951DB MAARN, THE NETHERLANDS;
(on product labels printed as:
CEpartner4U , ESDOORNLAAN 13, 3951DB MAARN, THE NETHERLANDS. www.cepartner4u.com)

3) PI’OdUCt‘ S) (name, type or model/batch number, etc.):

Immunoassay products;
AccuBind® ELISA,
Acculite® CLIA,
QSure® Control,
Instruments

see appendix

4) The product(s) described above is in conformity with:

Document No. Title
98/79/EC In vitro Dlagno_stlc Medlcal Devices
Directive

5) Additional information (Conformity procedure, Notified Body, CE certificate, Registration nr., etc.).

Conformity assessment procedure for CE marking: In vitro Diagnostic Medical Device Directive,
Annex Il
Registration nr. : NL- CA002-22758 and NL- CA002-22762

AShahla

Tony Shatola; QA Director, Monobind Inc.
(Place & date of issue (yyyy-mm-dd)) (name, function and signature of manufacturer)

Lake Forest, USA; 2021-09-20

Declaration form: Standard ISO/IEC 17050-1:2010
vs. 2020-11
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List of devices.

Device types

Appendix

Item#
AccuBind®
ELISA

Item#
AcculLite®
CLIA

Item#
QSure®

Control

Instru-

Date: 2021-09-20

Item#
Risk  First date of

EDMS code Class CE-marking

ment

Allergy & Anemia

Microwells

Microwells

" 2825-300A | 2875-300A
Ferritin Test System 2825-300B 2875-300B 12.07.01.02.00 | Low | 2005-11-11
Folate T 7525-300A | 7575-300A 12 ] L 201 5
olate Test System 7525-300B 7575-300B .07.01.03.00 ow 010-06-29
. 2525-300A | 2575-300A
Immunoglobulin E (IgE) Test System 2595-300B 2575-300B 12.02.01.02.00 | Low | 2005-11-11
Transferrin Soluble Receptor (sTfR) Test 8625-300A | 8675-300A AL
System 8625-300B | 8675-300B 12.07.01.06.00 | Low | 2010-06-29
o i 7625-300A | 7675-300A
Vitamin B-12 (Vit B12) Test System 7625-300B 7675-300B 12.07.02.04.00 | Low | 2011-09-26
Folate, Vitamin B-12 (Anemia Panel VAST) Test | 7825-300A | 7875-300A
System 7825-300B | 7875-300B 12.07.01.00.00 | Low | 2013-09-16
Autoimmune
Anti-Cyclic Citrullinated Peptide IgG (Anti-CCP | 12725-300A | 12775-300A "
IgG) Test System 12725-300B | 12775-3008 12.11.01.90.00 | Low | 2019-04-03
) . ) 1025-300A | 1075-300A
Anti-Thyroglobulin (Anti-Tg) Test System 1025-300B 1075-300B 12.10.03.04.00 | Low | 2005-11-11
Anti-Th i Anti-TPO) T 1125-300A 1} 1175-300A 12.1 1 L 2005-11-11
nti-Thyroperoxidase (Anti-TPO) Test System 1125-300B 1175-300B .10.03.01.00 ow 005-11-
Bone Metabolism & Growth
L 9325-300A | 9375-300A
Calcitonin Test System 9325-300B 9375-300B 12.06.03.02.00 | Low 2019-04-03
1725-300A | 1775-300A
Growth Hormone (hGH) Test System 1725-300B 1775-300B 12.06.04.02.00 | Low 2005-11-11
. 9025-300A | 9075-300A
Parathyroid Hormone (PTH) Test System 9025-300B 9075-300B 12.06.03.13.00 | Low | 2011-09-26
Parathyroid Hormone (PTH) 3rd & 2nd Gen 10025-300A | 10075-300A A
(VAST) Test System 10025-3008 | 10075-3008 12.06.03.13.00 | Low | 2019-04-03
25(OH) Vitamin D Total Direct (Vit D-Direct) 7725-300A | 7775-300A oo
Test System 7725-3008 | 7775-3008 12.06.03.10.00 | Low | 2017-07-05
Cancer Markers
) 1925-300A | 1975-300A
Alpha-Fetoprotein (AFP) Test System 1925-300B 1975-300B 12.03.90.01.00 | Low 2005-11-11
A125 T 3025-300A | 3075-300A 12 ] L ) 1111
CA-125 Test System 3025-300B 3075-300B .03.01.06.00 ow 005-11-
5625-300A | 5675-300A
CA 15-3 Test System 5625-300B | 5675-3008 12.03.01.02.00 | Low | 2010-06-29
A 199 T 3925-300A | 3975-300A 12 1 L 5 1111
CA 19-9 Test System 3925-300B 3975-300B .03.01.03.00 ow 005-11-
. . ) 1825-300A | 1875-300A
Carcinoembryonic Antigen (CEA) Test System 1825-300B 1875-300B 12.03.01.31.00 | Low | 2005-11-11
Next Generation Carcinoembryonic Antigen 4625-300A | 4675-300A 12.03.01.31.00 | Low | 2010-06-29
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Device types

Item#
AccuBind®
ELISA
Microwells

Item#
AcculLite®
CLIA
Microwells

Item#
QSure®

Control

Item#
Instru-
ment

EDMS code

Risk
Class

First date of
CE-marking

(CEA-Next Gen) Test System 4625-300B | 4675-300B
Free B-Subunit Human Chorionic Gonadotropin | 2025-300A | 2075-300A
(Free Beta hCG) Test System 2025-300B | 2075-300B 12.03.01.90.00 | Low | 2005-11-11
Cardiac Markers
s 2925-300A | 2975-300A
CK-MB Test System 2925-300B 2975-300B 12.13.01.02.00 | Low 2005-11-11
Digoxin (DIG) T 925-300A | 975-300A 12.08.01.01 L 2005-11-11
igoxin (DIG) Test System 925-300B 975-300B .08.01.01.00 ow 005-11-
_ - 3125-300A | 3175-300A
High Sensitivity CRP (hs-CRP) Test System 3125-300B 3175-300B 12.13.01.90.00 | Low 2005-11-11
Myoglobin Test S 3225-300A | 3275-300A 12.13.01.05.00 | L 2005-11-11
yoglobin Test System 3225.300B | 3275-300B 13.01.05. ow -1-
. 3825-300A 3875-300A
Troponin | (cTnl) Test System 3825-300B 3875-300B 12.13.01.07.00 | Low | 2005-11-11
Diabetes
. 2725-300A 2775-300A
C-Peptide Test System 2795-300B 2775-300B 12.06.01.01.00 | Low 2005-11-11
Insulin T 2425-300A 2475-300A 12 1 L 5 11-11
nsulin Test System 2495-300B 2475-300B .06.01.03.00 ow 005-11-
_ _ 5825-300A
Rapid Insulin Test System 5825-300B 12.06.01.03.00 | Low 2010-06-29
Insulin - C-Peptide (Di Panel VAST 7325-300A | 7375-300A 12.06.01 L 2005-11-11
nsulin - C-Peptide (Diabetes Panel VAST) 7325-300B 7375-300B .06.01.03.00 ow 005-11-
Endocrine
ACTH Test System 10625-300 10675-300 12.06.04.01.00 | Low 2019-04-03
Aldosterone Test System 10125-300 10175-300 12.06.02.01.00 | Low | 2019-04-03
Leptin Test System 10925-300 10975-300 12.06.90.17.00 | Low 2019-04-03
Fertility & Prenatal
- 9725-300A | 9775-300A
Anti-Mllerian Hormone (AMH) Test System 9725-300B 9775-300B 12.05.02.16.00 | Low | 2019-04-03
) . ) 425-300A 475-300A
Folicle Stimulating Hormone (FSH) Test System 495-300B 475-300B 12.05.01.04.00 | Low 2005-11-11
B-Human Chorionic Gonadotropin (hCG) Test 825-300A 875-300A L
System 8253008 | 875-3008 12.05.02.05.00 | Low | 2005-11-11
B-Human Chorionic Gonadotropin Extended 8825-300A 8875-300A
Range (hCG-XR) Test System 8825-300B | 8875-300B 12.05.02.05.00 | Low | 2013-09-16
Rapid B-Human Chorionic Gonadotropin (Rapid | 3325-300A L
-hCG) Test System 3325.300B 12.05.02.05.00 | Low 2005-11-11
. 9525-300A 9575-300A
Inhibin A Test System 9525-300B 9575-300B 12.05.01.90.00 | Low 2019-04-03
Inhibin B Test S 9625-300A 9675-300A 12.05.01.90.00 | L 2019-04-03
nhibin B Test System 9625-300B | 9675-300B :05.01.90. ow -04-
T 625-300A | 675-300A 12.05.01
Luteinizing Hormone (LH) Test System 625-300B 675-300B .05.01.05.00 | Low | 2005-11-11
Pregnancy Associated Plasma Protein — A Mass | 12625-300A | 12675-300A
Units (PAPP-A Mass Units) Test System 12625-300B | 12675-3008 12.05.02.10.00 | Low | 2017-07-05
Prolactin H PRL) T 725-300A | 775-300A 12.05.01 L 2005-11-11
rolactin Hormone ( ) Test System 725.300B 775-300B .05.01.08.00 ow 005-11-
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Device types

Item#
AccuBind®
ELISA
Microwells

Item#
AcculLite®
CLIA
Microwells

Item#
QSure®

Control

Item#
Instru-
ment

EDMS code

Risk
Class

First date of
CE-marking

Prolactin Hormone Sequential (PRLs) Test 4425-300A | 4475-300A L
System 4425-300B | 4475-3008 12.05.01.08.00 | Low | 2005-11-11
Human Chorionic Gonadotropin (hCG) , Human | 83253008 | 8375-300B
Prolactin (hPRL), Human Luteinizing Hormone 8325-300D | 8375-300D e
(hLH), Follicle Stimulating Hormone (FSH) 5305.300E | 8375.300E 12.05.01.90.00 | Low | 2006-08-24
(Fertility Panel VAST) Test System
Alpha-Fetoprotein (AFP), Human Chorionic 8525.300A | 8575.300A
Gonadotropin (hCG), Unconjugated Estiol (u- - - R
E3) Triple Screen (Triple Screen Panel VAST) 8525-300B 8575-300B 12.05.01.90.00 | Low | 2010-06-29
Test System
Infectious Diseases
Anti-H. Pylori IgG (H. Pylori Ab IgG) Test 1425-300A | 1475-300A
System 1425-300B 1475-300B 15.01.04.03.00 | Low | 2005-11-11
Anti-H. Pylori IgM (H. Pylori Ab IgM) Test 1525-300A | 1575-300A L
System 1525-3008 1575-300B 15.01.04.03.00 | Low | 2005-11-11
) ) i 1625-300A | 1675-300A
Anti-H. Pylori IgA (H. Pylori Ab IgA) Test System 1625-300B 1675-300B 15.01.04.03.00 | Low | 2005-11-11
Anti-SARS-CoV-2 (COVID-19) IgG Test S 11925-300A 1 11975-300A 15.04.80.90.00 | L 2020-08-25
nti-SARS-CoV-2 ( -19) IgG Test System | 44955 3008 | 11975-3008 04.80.90. ow -08-
) 11725-300A | 11775-300A
Anti-SARS-CoV-2 (COVID-19) IgM Test System 11725-300B | 11775-3008B 15.04.80.90.00 | Low | 2020-08-25
] 11825-300A | 11875-300A
Anti-SARS-CoV-2 (COVID-19) IgA Test System 11825-3008 | 11875-300B 15.04.80.90.00 | Low | 2020-08-25
Anti-SARS-CoV-2 (COVID-19) S1-RBD IgG 12025-300A | 12075-300A oL
Test System 12025-300B | 12075-300B 15.04.80.90.00 | Low | 2021-09-20
) 9225-300A | 9275-300A
D-Dimer Test System 9295-3008 9275-300B 13.02.05.03.00 | Low 2020-08-25
o 1425-300A | 1475-300A
Procalcitonin (PCT) Test System 1425-300B 1475-300B 12.06.90.16.00 | Low 2017-07-05
Neonatal
5525-300A
Neonatal 170HP (N-170HP) Test System 5525-300B 12.05.01.07.00 | Low | 2008-02-01
N | (N-T4) Thyroxine TestS 2625-300A 12.04.01.12.00 | L 2005-11-11
eonatal (N-T4) Thyroxine Test System 2625-300B .04.01.12. ow -11-
8925-300A
Neonatal TBG (N-TBG) Test System 8925-300B 12.04.01.09.00 | Low | 2013-09-16
3425-300A
3425-300B
Neonatal TSH (N-TSH) Test System 3425-300D 12.04.01.90.00 | Low | 2005-11-11
3425-300E
Steroid
. 12425-300A | 12475-300A
Androstenedione (ANST) Test System 19425-300B | 12475-300B 12.05.01.01.00 | Low | 2021-09-20
) 3625-300A | 3675-300A
Cortisol Test System 3625-300B 3675-300B 12.06.02.04.00 | Low 2005-11-11
Deh i DHEA) T 7425-300A | 7475-300A 12.05.01.02.00 | L 2011-09-2
ehydroepiandrosterone ( ) Test System 7425-300B 7475-300B .05.01.02. ow 011-09-26
Dehydroepiandrosterone Sulfate (DHEA-S) 5125-300A | 5175-300A .
Test System 5125-3008 | 5175-3008 12.05.01.02.00 | Low ) 2010-06-29
E E1) Test S 10325-300A | 10375-300A 12.05.02.04.00 | L 2019-04-03
strone (E1) Test System 10325-300B | 10375-300B 05.02.04. ow -04-
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Itemi# Itemi# o ltemi#t Itemi
. AccuBind® | Acculite QSure® Instru- Risk  First date of
Device types ELISA CLIA ment ~ EPMScode | cics  CE-marking
Microwells Microwells Control
. 4925-300A | 4975-300A
Estradiol (E2) Test System 4925-300B 4975-300B 12.05.01.03.00 | Low | 2010-06-29
. ) 5025-300A | 5075-300A
Unconjugated Estiol (u-E3) Test System 5025-300B 5075-300B 12.05.02.02.00 | Low | 2010-06-29
4825-300A | 4875-300A
Progesterone Test System 4825-300B 4875-300B 12.05.01.06.00 | Low 2010-06-29
5225-300A | 5275-300A
17-OH Progesterone (17-OHP) Test System 5225-300B 5275-300B 12.05.01.07.00 | Low | 2010-06-29
17-OH Progesterone S| (17-OHP-SI) Test 9925-300A | 9975-300A
System 9925-300B | 9975-3008B 12.05.01.07.00 | Low | 2010-10-18
Sex Hormone Binding Globulin (SHBG) Test 9125-300A | 9175-300A oL
System 9125-300B | 9175-300B 12.05.01.09.00 | Low | 2013-09-16
3725-300A | 3775-300A
Testosterone Test System 3795-300B 3775-300B 12.05.01.10.00 | Low 2007-11-01
5325-300A | 5375-300A
Free Testosterone Test System 5325-300B 5375-300B 12.05.01.10.00 | Low 2010-06-29
Thyroid
125-300A 175-300A
. . 125-300B 175-300B
Total Triidothyronine (tT3) Test System 125-300D 175-300D 12.04.01.05.00 | Low 2005-11-11
125-300E 175-300E
1325-300A | 1375-300A
. . 1325-300B 1375-300B
Free Triidothyronine (fT3) Test Stystem 1325-300A 1375-300D 12.04.01.01.00 | Low 2005-11-11
1325-300B 1375-300E
. ) 8125-300A | 8175-300A
Total Triidothyronine (tT3 SBS) Test System 8125-300B 8175-300B 12.04.01.01.00 | Low | 2010-06-29
i i i id - 11225-300A
gsstlgn':'otal Triidothyronine (Rapid -tT3) Test 112953008 12.04.01.01.00 | Low 2017-07-05
525-300A 575-300A
T3-Uptake (T3U) Test System 525.300B 575-300B 12.04.01.06.00 | Low | 2005-11-11
225-300A 275-300A
) 225-300B 275-300B
Thyroxine (tT4) Test System 225-300D 275-300D 12.04.01.07.00 | Low 2005-11-11
225-300E 275-300E
1225-300A | 1275-300A
) 1225-300B 1275-300B
Free Thyroxine (fT4) Test System 1225-300D | 1275-300D 12.04.01.02.00 | Low | 2005-11-11
1225-300E 1275-300E
) 8225-300A | 8275-300A
Total Thyroxine (tT4 SBS) Test System 8225-300B 8275-300B 12.04.01.01.00 | Low 2010-06-29
) ) ) 11125-300A
Rapid Total Thyroxine (Rapid -tT4) Test System 11125-300B 12.04.01.01.00 | Low | 2017-07-05
325-300A 375-300A
) 325-300B 375-300B
Thyrotropin (TSH) Test System 325-300D 375-300D 12.04.01.11.00 Low 2005-11-11
325-300E 375-300E
6025-300A | 6075-300A
Rapid TSH Test System 6025-3008 | 6075-300B 12.04.01.11.00 | Low | 2010-06-29
) o ) 3525-300A | 3575-300A
Thyroxine-Binding Globulin (TBG) Test System 3525-300B 3575-300B 12.04.01.09.00 | Low | 2005-11-11
Thyroglobulin (Tg) Test System 2225-300A | 2275-300A 12.04.01.08.00 | Low | 2005-11-11
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Itemi# B /teT# o ltemi#t Itemi
AccuBind® ceulLite QSure® Instru- First date of
ELISA CLIA ment EDMS code CE-marking

Microwells Microwells Control

Device types

2225-300B 2275-300B
Total Thyroxine (tT4), Total Triidothyronine (t73) | 8025-300B | 8075-3008
& Thyroid Stimulating Hormone (TSH) (Thyroid | 8025-300D | 8075-300D 12.04.01.01.00 | Low | 2005-11-11
Panel VAST) Test System 8025-300E 8075-300E
Free Thyroxine (fT4), Free Triiodothyronine 7025-300B | 7075-300B
(fT3) & Thyroid Stimulating Hormone (TSH) 7025-300D | 7075-300D 12.04.01.01.00 | Low | 2010-06-29
(Free Thyroid Panel VAST) Test System 7025-300E 7075-300E
Miscellaneous Controls
Anti-H. Pylori Control (IgA, IgG, IgM) — Positive HPC-300 12.50.01.16.00 | Low | 2013-09-16
& Negative
Anti-Tg & Anti-TPO Control — Positive & AIT-101 12.50.01.16.00 | Low | 2010-06-29
Negative
Materna_l Control — (AFP, uE3, hCG, Free beta MC-300 12.50.01.16.00 | Low 2010-06-29
hCG) Tri Level
TBG Control — Tri-Level TBG-300 12.50.01.16.00 | Low 2013-09-16
Tg Control — Tri-Level TG-300 12.50.01.16.00 | Low 2010-06-29
Tumor Marker Control - (CA 125, CA 15-3, CA TMC-300 12.50.01.16.00 | Low | 2013-09-16
19-9) Tri-Level
Miscellaneous Instruments
Autoplex® ELISA & CLIA Analyzer INOO6 21.02.10.01 Low | 2010-06-29
Autoplex® G2 ELISA & CLIA Analyzer INO06-2 21.02.10.01 Low | 2013-09-16
Autoplex® G3 ELISA & CLIA Analyzer INO06-3 21.02.10.01 Low | 2017-07-05
NeoEldex® ELISA Analzyer INOO9 21.02.10.01 Low | 2011-09-26
Impulse® 3 CLIA Analyzer INOO7 21.02.10.01 Low | 2010-06-29
NeoLumax® CLIA Analyzer INO10 21.02.10.01 Low | 2011-09-26
LuMatic® CLIA Analyzer INOO8 21.02.10.01 Low | 2011-09-26
PrisMatic® ELISA Analyzer INO13 21.02.10.01 Low | 2013-09-16
PlateWash - Immunoassay Washer INOO2 21.02.10.01 Low | 2010-06-29
TITIN® ELISA & CLIA Analyzer INO15-EC 21.02.10.01 Low | 2017-07-05
TITIN® ELISA Analyzer INO15-E 21.02.10.01 Low | 2017-07-05
TITIN-s® ELISA & CLIA Analyzer INO16-EC 21.02.10.01 Low | 2017-07-05
TITIN-s® ELISA Analyzer INO16-E 21.02.10.01 Low | 2017-07-05
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NovalLisa ® Virology

Prod. No. Name

ADVA0010 Adenovirus IgA

ADVGO0010 Adenovirus 1gG

ADVMO0010 Adenovirus IgM

CHIG0590 Chikungunya Virus 1gG capture
CHIMO0590 Chikungunya Virus IgM p-capture
CMVGO0110 Cytomegalovirus (CMV) I1gG
ACMV7110 Avidity Cytomegalovirus (CMV) IgG
CMVMO0110 Cytomegalovirus (CMV) IgM
DENGO0120 Dengue Virus 1gG

DENMO0120 Dengue Virus IgM

DVMO0640 Dengue Virus IgM p-capture
NS1D4020 Dengue Virus NS1 Antigen
EBVAQ0150 Epstein-Barr Virus (VCA) IgA
EBVG0150 Epstein-Barr Virus (VCA) 1gG
AEBV7150 Avidity Epstein-Barr Virus (VCA) IgG
EBVMO0150 Epstein-Barr Virus (VCA) IgM
EBVGO0580 Epstein-Barr Virus (EBNA) 1gG
HANGO0670 Hantavirus 19G

HANMO0670 Hantavirus IgM

HEVGO0780 Hepatitis E Virus (HEV) IgG
HEVMO0780 Hepatitis E Virus (HEV) IgM
HSVG0250 Herpes simplex Virus 1+2 (HSV) 1gG
HSVMO0250 Herpes simplex Virus 1+2 (HSV) IgM
HSV1G0500 Herpes simples Virus 1 (HSV 1) IgG
HSV1M0500 Herpes simplex Virus 1 (HSV 1) IgM
HSV2G0540 Herpes simplex Virus 2 (HSV 2) IgG
HSV2M0540 Herpes simplex Virus 2 (HSV 2) IgM
INFA0290 Influenza Virus A IgA

INFG0290 Influenza Virus A I1gG

INFM0290 Influenza Virus A IgM

INFA0300 Influenza Virus B 1gA

INFG0300 Influenza Virus B 1gG

INFMO0300 Influenza Virus B IgM

MEAGO0330 Measles Virus 1gG

AMEA7330 Avidity Measles Virus 1gG
MEAMO0330 Measles Virus IgM

MUMGO0340 Mumps Virus 1gG

MUMMO0340 Mumps Virus IgM

PAIA0360 Parainfluenza Virus 1,2,3 IgA
PAIG0360 Parainfluenza Virus 1,2,3 1gG
PARGO0370 Parvovirus B 19 I1gG

PARMO0370 Parvovirus B 19 IgM

RSVAO0380 Respiratory syncytial Virus IgA
RSVG0380 Respiratory syncytial Virus 1gG
RSVMO0380 Respiratory syncytial Virus IgM
RUBG0400 Rubella Virus 1gG

2
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ARUB7400 Avidity Rubella Virus 1gG

RUBMO0400 Rubella Virus IgM p-capture
TICG0440 TBE / FSME 1gG

TICMO0440 TBE / FSME IgM

PTICG044 TBE / FSME 1gG plus

VZVA0490 Varicella-Zoster Virus (VZV) IgA
VZVG0490 Varicella-Zoster Virus (VZV) 1gG
VZVM0490 Varicella-Zoster Virus (VZV) IgM
ZVGO0790 Zika Virus IgG capture

ZVMO0790 Zika Virus IgM p-capture

NovalLisa Bacteriology

Prod. No. Name

BAR0900 Bartonella

BOPA0030 Bordetella pertussis IgA

BOPGO0030 Bordetella pertussis 1gG

BOPMO0030 Bordetella pertussis IgM

BPTAO0610 Bordetella pertussis toxin (PT) IgA
BPTG0610 Bordetella pertussis toxin (PT) IgG
BORGO0040 Borrelia burgdorferi 1gG

BORMO0040 Borrelia burgdorferi IgM

BRUGO0050 Brucella 1gG

BRUMO0050 Brucella IgM

CHLAO0070 Chlamydia trachomatis IgA
CHLGO0070 Chlamydia trachomatis 1gG
CHLMO0070 Chlamydia trachomatis IgM
CHLAO510 Chlamydia pneumoniae IgA
CHLGO0510 Chlamydia pneumoniae I1gG
CHLMO510 Chlamydia pneumoniae IgM
CORG0090 Corynebacterium diphtheriae toxin 1gG
CORG5009 Corynebacterium diphtheriae toxin 5S 1gG
PCORGO009 Corynebycterium diphtheriae toxin 5S IgG plus
COX1G0600 Coxiella burnetii (Q-Fever) Phase 1 IgG
COX2G0600 Coxiella burnetii (Q-Fever) Phase 2 IgG
COX2M0600 Coxiella burnetii (Q-Fever) Phase 2 IgM
HELAO0220 Helicobacter pylori IgA

HELG0220 Helicobacter pylori 19G

PHELAO022 Helicobacter pylori IgA plus
PHELGO022 Helicobacter pylori 1gG plus
LEGG0650 Legionella Pneumophila 1IgG
LEGMO0650 Legionella Pneumophila IgM
LEPGO0660 Leptospira IgG

LEPMO0660 Leptospira IgM

20022020-BZ
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MYCAO0350 Mycoplasma pneumoniae IgA
MYCGO0350 Mycoplasma pneumoniae 1gG
MYCMO0350 Mycoplasma pneumoniae IgM
TETG0430 Clostridium tetani toxin IgG
TETG5043 Clostridium tetani toxin 5S 1gG
PTETGO043 Clostridium tetani toxin 5S IgG plus
NovalLisa Parasites

Prod. No. Name

CHAGO0560 Chagas (Trypanosoma cruzi) 19G
TRYPO0570 Chagas

ENTGO0140 Entamoeba histolytica 1gG
LEIG0310 Leishmania infantum 1gG
MALO0620 Malaria

TOXA0460 Toxoplasma gondii IgA
TOXG0460 Toxoplasma gondii 1gG
ATOX7460 Avidity Toxoplasma gondii 1gG
TOXMO0460 Toxoplasma gondii IgM p-capture
NovalLisa Worms

Prod. No. Name

ASCG0020 Ascaris lumbricoides 1gG
ECHGO0130 Echinococcus IgG

FILO760 Filariasis

SCHGO0410 Schistosoma mansoni 1gG
SCHMO0410 Schistosoma mansoni IgM
STRO0690 Strongyloides

TAEG0420 Taenia solium IgG
TOCGO0450 Toxocara canis 1gG
TRIG0480 Trichinella spiralis 1gG
Novalisa Fungi

Prod. No. Name

ASPG0680 Aspergillus fumigatus IgG
ASPM0680 Aspergillus fumigatus IgM
CANAO0060 Candida albicans IgA
CANGO0060 Candida albicans IgG
CANMO060 Candida albicans IgM
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NovalLisa Hormones

THYROID HORMONES
(ELISAs for the determination of thyroid hormones a

nd antibodies)

Prod. No. Name
ATG1010 Anti-TG
ATP0O1020 Anti-TPO
FT41050 Free T4
TSH1030 TSH
Hormones

STEROID HORMONES
(ELISAs for the determination of steroid hormones

in plasma and serum)

Prod. No. Name

DNOVO001 Cortisol
DNOV002 Testosterone
DNOVO003 17 beta-Estradiol
DNOV004 17-OH Progesterone
DNOV005 DHEA-S
DNOVO006 Progesterone
DNOV008 Androstenedione
DNOV009 Free Testosterone
DNOV011 Total Estriol
DNOV012 Aldosterone

STEROID HORMONES IN URINE

(ELISAs for the determination of steroid hormones i n urine)
Prod. No. Name

DNOVO010 Urinary Cortisol

STEROID HORMONES IN SALIVA

(ELISAs for the determination of steroid hormones i n saliva)
Prod. No. Name

DSNOV20 Cortisol Saliva

DSNOV21 Testosterone Saliva

DSNOV24 DHEA-S Saliva

DSNOV27 Androstenedione Saliva
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PROTEIN HORMONES

(ELISAs for the determination of proteins in plasma and serum)
Prod. No. Name

DNOV030 LH

DNOV031 FSH

DNOV032 Prolactin

DNOV033 AFP

DNOV034 beta HCG

THYROID HORMONES

(ELISAs for the determination of thyroid hormones a

nd antibodies)

Prod. No. Name
DNOVO051 Free T3
DNOVO053 Total T3
DNOV054 Total T4
DNOV057 Thyroglobulin

DIABETES MONITORING
(ELISAs for the determination of specific analytes

in plasma and serum)

Prod. No. Name
DNOV111 Insulin
DNOV112 C-Peptide

CIRCULATING IMMUNO COMPLEXES
(ELISAs for the determination of specific analytes

in plasma and serum)

Prod. No. Name
DNOV093 CIC-Clq
DNOV094 CIC-C3d
DNOV096 CH-50

TUMOR MARKERS
(ELISAs for the determination of specific analytes

in plasma and serum)

Prod. No. Name
DNOV 060 CEA
DNOV061 CA 125
DNOV062 CA 15-3
DNOV063 CA 19-9
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MISCELLANEOUS

(ELISAs for the determination of specific analytes in plasma and serum)
Prod. No. Name

DNOV100 Ferritin

DNOV101 HGH

DNOV102 IgE

NovaLisa ® Autoimmune

Autoimmune

(ELISAs for the determination of specific autoimmun e antibodies)
Prod. No. Name

ATG1010 Anti-TG

ATP01020 Anti-TPO

Rheumatology

(ELISAs for the determination of specific analytes in plasma and serum)
Prod. No. Name

RFM3010 Rheumatoid Factor IgM

NovaLisa ®© Recombinant Antigens
Prod. No. Name

BORGO0040 Borrelia burgdorferi 1gG

BORMO0040 Borrelia burgdorferi IgM

CHAGO0560 Chagas (Trypanosoma cruzi) IgG
TRYPO0570 Chagas

HANGO0670 Hantavirus IgG

HANMO0670 Hantavirus IgM

HELAO0220 Helicobacter pylori IgA

PHELAO022 Helicobacter pylori IgA plus
HEVGO0780 Hepatitis E Virus (HEV) IgG
HEVMO0780 Hepatitis E Virus (HEV) IgM
HSV1G0500 Herpes simples Virus 1 (HSV 1) IgG
HSV1M0500 Herpes simplex Virus 1 (HSV 1) IgM
HSV2G0540 Herpes simplex Virus 2 (HSV 2) IgG
HSV2M0540 Herpes simplex Virus 2 (HSV 2) IgM
MALO0620 Malaria

STRO0690 Strongyloides

ZVGO0790 Zika Virus IgG capture

ZVMO0790 Zika Virus IgM p-capture
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NovaLisa © Quantitative Assays (WHO standardized)
Prod. No. Name

BPTA0610

Bordetella pertussis toxin (PT) IgA

BPTG0610 Bordetella pertussis toxin (PT) IgG
CORG0090 Corynebacterium diphtheriae toxin 1gG
CORG5009 Corynebacterium diphtheriae toxin 5S 1gG
PCORGO009 Corynebycterium diphtheriae toxin 5S IgG plus
RFM3010 Rheumatoid Factor IgM

RUBG0400 Rubella Virus 1gG

TETG0430 Clostridium tetani toxin IgG

TETG5043 Clostridium tetani toxin 5S IgG
PTETGO043 Clostridium tetani toxin 5S IgG plus
TOXG0460 Toxoplasma gondii IgG

ATOX7460 Avidity Toxoplasma gondii IgG

TSH1030 TSH

Novalisa Quantitative Assays

Prod. No. Name

ATG1010 Anti-TG

ATPO1020 Anti-TPO

BPTA0610 Bordetella pertussis toxin (PT) IgA
BPTG0610 Bordetella pertussis toxin (PT) 1gG
CORG0090 Corynebacterium diphtheriae toxin 1gG
CORG5009 Corynebacterium diphtheriae toxin 5S 1gG
PCORGO009 Corynebacterium diphtheriae toxin 5S 1gG plus
FT41050 Free T4

HELAO0220 Helicobacter pylori IgA

HELGO0220 Helicobacter pylori IgG

PHELAO022 Helicobacter pylori IgA plus

PHELGO022 Helicobacter pylori 1IgG plus

RFM3010 Rheumatoid Factor IgM

RUBG0400 Rubella Virus IgG

ARUB7400 Avidity Rubella Virus 1gG

TETG0430 Clostridium tetani toxin IgG

TETG5043 Clostridium tetani 5S toxin IgG
PTETGO043 Clostridium tetani toxin 5S IgG plus
TICG0440 TBE / FSME 1gG

PTICGO044 TBE / FSME 1gG plus

TOXG0460 Toxoplasma gondii IgG

ATOX7460 Avidity Toxoplasma gondii IgG

TSH1030 TSH
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Antigen Assays

Prod. No. Name

NS1D4020 Dengue Virus NS1 Antigen
NovaLisa © IgM p-capture Assays
Prod. No. Name

CHIMO0590 Chikungunya Virus IgM p-capture
DVMO0640 Dengue Virus IgM p-capture
RUBMO0400 Rubella Virus IgM p-capture
TOXMO0460 Toxoplasma gondii IgM p-capture
ZVMO0790 Zika Virus IgM p-capture
NovaLisa ® Antibody Assays

Prod. No. Name

ASCG0020 Ascaris lumbricoides 1gG
CHAGO0560 Chagas (Trypanosoma cruzi) 1gG
TRYPO0570 Chagas

ENTGO0140 Entamoeba histolytica 1gG
LEIG0310 Leishmania infantum 1gG
MALO0620 Malaria

STRO0690 Strongyloides

TAEG0420 Taenia solium IgG

TOCGO0450 Toxocara canis 1gG

TRIG0480 Trichinella spiralis 19G
NovaLisa ®© Avidity Assays

Prod. No. Name

ACMV7110 Avidity Cytomegalovirus (CMV) IgG
AEBV7150 Avidity Epstein-Barr Virus (VCA) 1gG
AMEA7330 Avidity Measles Virus 1gG
ARUB7400 Avidity Rubella Virus 1gG
ATOX7460 Avidity Toxoplasma gondii IgG
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Prod. No.

®

Liquor Diagnostic
Name

BORG0040
BORMO0040

Borrelia burgdorferi 1gG
Borrelia burgdorferi IgM
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Vacuum Blood Collection Tube
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Vacuum Blood Collection Tube, Gel & Clot Activator Tube

Material: PET, Glass

Color: Yellow

Qty/case Qty/case

Cat. No. Specification Volume Additive (Glass) (PET)
630201 13x75mm 3ml Gel & Clot Activator 1800 1800
630202 13x75mm 4ml Gel & Clot Activator 1800 1800
630203 13x75mm 5ml Gel & Clot Activator 1800 1800
630204 13X100mm 5ml Gel & Clot Activator 1200 1200
630205 13x100mm eml Gel & Clot Activator 1200 1200
630206 13x100mm 8ml Gel & Clot Activator 1200 1200
630207 16x100mm 8ml Gel & Clot Activator 1200 1200
630208 16x100mm 9ml Gel & Clot Activator 1200 1200

630209 16x100mm 10ml Gel & Clot Activator 1200 1200



EG-KONFORMITATSERKLARUNG - EC DECLARATION OF CONFORMITY
DECLARATION CE DE CONFORMITE - DICHIARAZIONE CE DI CONFORMITA

Name und Adresse des Herstellers: / BOEN HEALTHCARE CO.,LTD
Name and address of the manufacturer: / Unit 602, International Center, No.535, Shenxu Road,
Nom et adresse du fabricant: / Suzhou, 215021, Jiangsu, China

Nome e indirizzo del fabbricante:

Wir erklaren in alleiniger Verantwortung, dass / We declare under our sole responsibility that /
Nous déclarons sous notre propre responsabilité que / Dichiariamo sotto la sola responsabilita che

das Medizinprodukt: / Microscope Slide
the medical device: /
le dispositif médical: /
il dispositivo medico:

der Klasse: / Common/Others IVD

of class: / (Devices of NOT Annex Il and NOT self-test)
de la classe: /

di classe:

(IVDD, Artikel 9 Absatz 1) nicht Teil der Liste A und B von Anhang Il sein / (IVDD, Article9(1)) not be part of list A & B of annex II
(IVDD, article 9, paragraphe 1) ne fait pas partie de la liste A et B de I'annexe Il / (IVDD, articolo 9, paragrafo 1) non fanno parte dell'elenco A e B
dell'allegato I

den einschlagigen Bestimmungen der Medizinprodukte-Richtlinie 98/79/EG und deren Umsetzungen in nationale
Gesetze entspricht. Die Erklarung gilt in Verbindung mit dem zum Produkt gehérigen ,,Endpriifprotokoll®. /

meets the provisions of the directive 98/79/EC and its transpositions in national laws which apply to it. The declaration
is valid in connection with the “final inspection report” of the device. /

remplit toutes les exigences de la directive sur les dispositifs médicaux 98/79/EC et de ses transpositions en droit
national qui le concernent. La déclaration est valable si elle est associée au «rapport de 'inspection finale» du produit. /

soddisfa tutte le disposizioni della direttiva 98/79/EC e della loro trasposizione nel diritto nazionale che lo riguardano.
Questa dichiarazione & valida in congiunzione con il “rapporto di ispezione finale” del prodotto.

Konformitatsbewertungsverfahren: / Anhang lll (voraussichtlicher Punkt 6) der IVDD 98/79 /
Conformity assessment procedure: / EG Annex lll (expect point 6) of IVDD 98/79/EC
Procédure d’évaluation de la conformité: / Annexe lll (sauf le point 6) de I'lVDD 98/79 / CE
Procedura di valutazione della conformita: Allegato lll (aspettarsi il punto 6) dell'lVDD 98/79 / CE

Registrier-Nr.: /
Registration No.: /
N°d’enregistrement: /
Numero di registrazione:

Benannte Stelle: /
Notified Body: /
Organisme notifié: /
Organismo notificato:
CE

Suzhou, 201.05.26

Ort, Datum / Place, date /
Lieu, date / Luogo, data
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Microscope Slide

SLIDES

Microscope Slide

Slide with 90° Corner, 45° Clipped Corner, both beveled edges and clipped corners.
50pcs/box and 72pcs/box are available.

Cat. No. Description Dim. (mm) Thickness (mm) Qty/Case
7101 Ground Edges 25.4x76.2 (1"x3") 1-1.2 50
7102 Cut Edges 25.4%x76.2 (1"x3") 1-1.2 50
7103 Single Cavity, Ground Edges 25.4%x76.2 (1”"x3") 1-1.2 50
7104 Double Cavities, Ground Edges 25.4%x76.2 (1”"x3") 1-1.2 50
7105 Ground Edges, Frosted One End One Side 25.4%x76.2 (1”"x3") 1-1.2 50
7105-1 Cut Edges, Frosted One End One Side 25.4%x76.2 (1"x3") 1-1.2 50
7106 Ground Edges, Frosted Two Ends One Side 25.4x76.2 (1”"x3") 1-1.2 50
7107 Ground Edges, Frosted One End Both Sides 25.4x76.2 (1"x3") 1-1.2 50
7107-1 Cut Edges, Frosted One End Both Sides 25.4x76.2 (1”"x3") 1-1.2 50

Ground Edges, Color Frosted One End One
7109 Side, White, Orange, Yellow, Green, Pink, 25.4x76.2 (1"x3") 1-1.2 50
Blue
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Microscope Cover Glass

Microscope Cover Glass

22 X 22mm
100 PCS
THICKNESS
0.13-0.17mm

COVER

GLASS

Hinged-lid box wrapped in Individual Vacuum Tropical Pack. 200pcs/box. Or package of 10x100pcs/Vacuum

Tropical Pack.

Cat. No.

620801
620802
620803
620804
620805
620806
620807
620808
620809
620810

620811

Description

12x12mm
14x14mm
16x16mm
18x18mm
20x20mm
22%x22mm
24%x24mm
24x32mm
24x40mm
24x50mm

24x60mm

Thickness (mm)

No.1

0.13-0.17

0.13-0.17

0.13-0.17

0.13-0.17

0.13-0.17

0.13-0.17

0.13-0.17

0.13-0.17

0.13-0.17

0.13-0.17

0.13-0.17

No.2

0.17-0.25

0.17-0.25

0.17-0.25

0.17-0.25

0.17-0.25

0.17-0.25

0.17-0.25

0.17-0.25

0.17-0.25

0.17-0.25

0.17-0.25

Qty/Case (bxs)

100
100
100
100
100
100
100
100
100
100

100
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620812

620813

620814

620815

620816

620817

620818

$12 mm

$13 mm

$16 mm

$18 mm

$19 mm

$20 mm

$22 mm

0.13-0.17

0.13-0.17

0.13-0.17

0.13-0.17

0.13-0.17

0.13-0.17

0.13-0.17

0.17-0.25

0.17-0.25

0.17-0.25

0.17-0.25

0.17-0.25

0.17-0.25

0.17-0.25

200

200

200

200

200

200

200



EG-KONFORMITATSERKLARUNG - EC DECLARATION OF CONFORMITY
DECLARATION CE DE CONFORMITE - DICHIARAZIONE CE DI CONFORMITA

Name und Adresse des Herstellers: / BOEN HEALTHCARE CO.,LTD
Name and address of the manufacturer: / Unit 602, International Center, No.535, Shenxu Road,
Nom et adresse du fabricant: / Suzhou, 215021, Jiangsu, China

Nome e indirizzo del fabbricante:

Wir erklaren in alleiniger Verantwortung, dass / We declare under our sole responsibility that /
Nous déclarons sous notre propre responsabilité que / Dichiariamo sotto la sola responsabilita che

das Medizinprodukt: / Vacuum Blood Collection Tube
the medical device: /
le dispositif médical: /
il dispositivo medico:

der Klasse: / Common/Others IVD

of class: / (Devices of NOT Annex Il and NOT self-test)
de la classe: /

di classe:

(IVDD, Artikel 9 Absatz 1) nicht Teil der Liste A und B von Anhang Il sein / (IVDD, Article9(1)) not be part of list A & B of annex II
(IVDD, article 9, paragraphe 1) ne fait pas partie de la liste A et B de I'annexe Il / (IVDD, articolo 9, paragrafo 1) non fanno parte dell'elenco A e B
dell'allegato I

den einschlagigen Bestimmungen der Medizinprodukte-Richtlinie 98/79/EG und deren Umsetzungen in nationale
Gesetze entspricht. Die Erklarung gilt in Verbindung mit dem zum Produkt gehérigen ,,Endpriifprotokoll®. /

meets the provisions of the directive 98/79/EC and its transpositions in national laws which apply to it. The declaration
is valid in connection with the “final inspection report” of the device. /

remplit toutes les exigences de la directive sur les dispositifs médicaux 98/79/EC et de ses transpositions en droit
national qui le concernent. La déclaration est valable si elle est associée au «rapport de 'inspection finale» du produit. /

soddisfa tutte le disposizioni della direttiva 98/79/EC e della loro trasposizione nel diritto nazionale che lo riguardano.
Questa dichiarazione & valida in congiunzione con il “rapporto di ispezione finale” del prodotto.

Konformitatsbewertungsverfahren: / Anhang lll (voraussichtlicher Punkt 6) der IVDD 98/79 /
Conformity assessment procedure: / EG Annex lll (expect point 6) of IVDD 98/79/EC
Procédure d’évaluation de la conformité: / Annexe lll (sauf le point 6) de I'lVDD 98/79 / CE
Procedura di valutazione della conformita: Allegato lll (aspettarsi il punto 6) dell'lVDD 98/79 / CE

Registrier-Nr.: /
Registration No.: /
N°d’enregistrement: /
Numero di registrazione:

Benannte Stelle: /
Notified Body: /
Organisme notifié: /
Organismo notificato:
CE

Suzhou, 201.05.26

Ort, Datum / Place, date /
Lieu, date / Luogo, data
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