“.( Bioinova ) .
NAVOD K POUZITI

Rychly test pro detekci virovych infekci
Bi-VirTest®

Urcené poutiti:
Rychly kvantitativni imunochromatograficky test, ktery pomaha rozlisit pficinu pocinajici respiracni nebo jiné akutni infekce
virového nebo bakteridlniho plvodu. Test je uréeny pro poufZiti v blizkosti pacienta nebo pfimo u pacienta.

Bi-VirTest® méfi hladinu proteinu MxA (myxovirus resistance protein A) ve vzorku kapilarni krve. Tento protein se tvoti v
bunkach v reakci na zvyseni hladiny protivirovych interferon( typu | a lll (1). Mezi ostatnimi mediatory imunitni odpovédi
je vyznamny svou aktivitou proti neobvykle Sirokému spektru vird (2). Zvysené hladiny byly pozorovany béhem infekci
rhinovirem, influenzavirem, lidskym parainfluenzavirem, koronavirem, respira¢nim syncytidlnim virem nebo lidskym
metapneumovirem (3). Protivirova aktivita dale zahrnuje rfadu dalsich vird vyvoldvajicich infekce mimo dychaci cesty (4; 5).

V klinické diagnostice se vyuZiva toho, Ze hladiny proteinu MxA v krvi jsou v klidovém stavu velmi nizké a zvysuji se
specificky v reakci na akutni virovou infekci (6). K nardstu dochazi v fadu hodin a nejvyssi koncentrace je dosazeno béhem
prvniho dne (7; 8). V pfitomnosti interferonu se zvysené hladiny udrZuji a protein je navic velmi stabilni (polocas rozpadu ~
2,3 dna). Bakterialni infekce hladinu proteinu MxA nezvysuje (6). Klinicka uZitecnost tohoto markeru pfi stanoveni infekci
virového plvodu byla potvrzena fadou klinickych studii, které byly provadény zejména na pediatrické populaci (3; 9; 6; 10).

Indikace:

Pacienti s celkovymi klinickymi pfiznaky akutni infekce véetné infekce hornich cest dychacich (do 3 dn( od zacatku horecky
nebo do 7 dnli od pocatku priznak(, véetné respiracnich) bakteridlniho nebo virového plvodu. Test nemusi byt presny za
nasledujicich okolnosti:

- Nedostateénd imunita, popf. uzivani imunosupresivnich 1ékud.

- Do 30 dni od vakcinace Zivymi virovymi vakcinami.
- Do 30 dni od zavaZného Urazu nebo velké operace.

- Chronicka horecka trvajici vice nez 7 dnQ.

- Uzivani peroralnich 1€kl proti infekci.

- Uzivani interferonu (napt. k |é¢bé roztrousené
sklerdzy).

Baleni:
10 test( (katalogové ¢islo BI005-10)

Obsah:
- Testovaci kazeta 10x - Lanceta 12x
- UniSampler™ 10x - RFID karta 1x
- Lyzacni roztok v 3—5ml lahvicce 1x - Navod k pouziti 1x
- Promyvaci roztok v Unisampleru™ 1x

SloZeni: Pfesné sloZeni je soucasti obchodniho tajemstvi. POZOR: Roztok mUze pfi zasazeni oci zpUsobit jejich vazné
podrazdéni.

Pozadovany materidl a vybaveni, které nejsou soucasti baleni:

- Rukavice, sterilni tampony, dezinfekce

- Ctecka Bi-Reader® (vyrobce: Chembio Diagnostics GmbH, distributor: Bioinova, a.s.)
Provedeni testu:
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Pockejte, dokud se  Vlozte kapilaru
obé ¢asti kapilary s krvi do nddobky
nenaplni krvi. a pevné zatlacte,
aby se nadobka
zcela uzavrela.

UniSampler™ ma 2 Nakapejte 6 kapek Provedte vpich do

¢asti: nadobku a vicko  lyzaéniho roztoku bfiska prstu (viz

s dvojitou kapilarou z lahvicky do nddobky  postup pro odbér

pro odbér krve. prazdného nize). Spi¢kou kapilary
UniSampleru. se dotknéte kapky.

4-5 10— 11 min.
min. 2X W
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Po 4 minutach Po 11 minutach
naneste na misto odectéte vysledek
pro vzorek 2 kapky na ¢tecce (viz

Odstrante vicko.

Protfepejte
UniSampler™
prudkym vertikdlnim

Otocte UniSampler™
a jemné vytlacte 2
kapky na misto pro

pohybem, aby krev vzorek na testovaci promyvaciho postup pro
stekla do nddobky a kazeté. roztoku z odecteni nize).
promisila se Unisampleru.

s roztokem.

POZOR: Promyvaci roztok je nutné aplikovat pfesné v rozmezi 4 aZ 5 minut po naneseni vzorku, jinak maze byt
vysledek neplatny.

Odbér kapilarni krve:

1. Vyberte misto vpichu na boku briska prstu.
Zajistéte dostatecné prokrveni (jemnym tfrenim rukou nebo teplou vodou).
Vydezinfikujte misto vpichu, dodrZte dobu plsobeni a nechte zaschnout.
Provedte vpich jednorazovou lancetou.
Prvni kapku otfete suchym sterilnim tamponem.
Pfed odbérem zkontrolujte, zda je kapka krve dostatecné velka. Tvorbu kapky Ize
podpofit lehkym tlakem. Nevymackdvejte silou!
7. Po odbéru pfiloZte na misto vpichu suchy sterilni tampon.
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Odecteni vysledkl na ¢teéce Bi-Reader®:

Na poutZitou testovaci kazetu poloZte drzak kazety. Trn na spodni strané drzaku musi zapadnout do otvoru pro vzorek.
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Zkontrolujte, Ze je detekéni okénko na spodni strané ctecky Cisté a nasadte ji na drzak s kazetou. Zkoseny roh ¢tecky musi
byt orientovan proti zkosenému rohu drzaku.
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1. Zapnéte ¢tecku stisknutim tlaéitka na predni strané. Ctecka provede
kontrolni test, béhem kterého se zobrazi “WAIT”. Po pipnuti se zobrazi
“ON”". Znovu kratce zmacknéte tlacitko.

2. Na obrazovce se stfida napis “RFID” a ,, TEST“.

TEST

3. Na horni stranu ¢tecky umistéte dodanou kartu RFID, jejiz oznaceni
odpovida pouzité sarzi Bi-VirTestu. Tim se do ¢tecky nahraji pfislusné
kalibrac¢ni Gdaje.

4. Po pipnuti se zobrazi “TEST,” zmacknéte tlacitko a zobrazi se “RUN”. Po
dal$im pipnuti se zobrazi koncentrace proteinu MxA v ng/ml.

RUN
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Pozndmka: Pokud chcete vyuzit funkci automatického odecétu po uplynuti inkubacni doby
testu, zmacknéte v kroku 1 tlacitko dlouze (>1 s). Po ukonceni kroku 4 se na obrazovce objevi

indikace odpocitavani (tj. opakovany odpocet od 9 do 0) a vysledek se zobrazi automaticky po
uplynuti inkubacni doby. Stisknete-li béhem chodu ¢asovace tlacitko, méreni se ukonci.

Interpretace vysledkd:

Vysledek Hladina | Susp. plivod | Klinicky stav pacienta Doporuceni s ohledem na dalsi
testu MxA onemocnéni diagnostiku a uziti ATB*
(ng/ml)
BéZné nachlazeni Primarné NE, dale dle prabéhu +
0-12 Normalni | Bakterialni moznost CRP
Silné projevy nemoci ANO (ihned CRP + nasazeni ATB)
N Bézné nachlazeni Primarné NE, déle dle pribéhu +
>12 ZvySena | Virové — - - s
Silné projevy nemoci moznost CRP

* Dulezita informace: Protein MxA je vyznamny marker probihajici virové infekce. PFi stanoveni konecné diagnoézy je
vSak vidy tieba zohlednit klinicky stav pacienta a vysledky pf¥ipadnych dalSich vysetfeni.

Analyticka funkce:

Senzitivita

Analyticka senzitivita (doIni mez detekce) je 2 ng/ml.

Rozsah méreni

Rozsah méreni je 12 ng/ml az 500 ng/ml. Kalibraéni kfivka obsahovala 6 bodi a vzorky byly méfeny v 10 opakovanich.
Interferujici latky

Interference byla mérena na MxA pozitivnich i negativnich vzorcich vidy v 5 opakovanich. Nizka interference znaci zkresleni
vysledkU o vice nez 20 %, stfedni o vice nez 30 % a vysoka o vice nez 50 %.

Nazev latky Koncentrace | Interference Nazev latky Koncentrace | Interference
Ampicilin-Na 1 mg/ml zadna Cyklosporin 5 pg/ml nizka
Biotin 0,66 mg/ml nizka Doxycyklin hyklat | 5 ug/ml nizka
nekonjugovany 3,5 pg/ml vysokd Levodopa 30 pg/ml 7adna

1,2 ug/ml stredni Fenylbutazon 0,1 mg/ml zadna

0,6 ug/mi nizka Rifampicin 60 pg/mi Zadna

0,1 pug/ml nizka Teofylin 0,1 mg/ml zadna
Biotin konjugovany | 60 mg/dl nizka

Citlivost a specificita

V klinické studii bylo hodnoceno 26 pacientl s pfiznaky akutni infekce hornich cest dychacich. Hladiny proteinu MxA
stanovené pomoci prostfedku Bi-VirTest® byly srovnany s prikazem virové infekce ve vzorku z dychacich cest (referenéni
test). Na zakladé predeslé populaéni studie byla jako mezni hodnota stanovena hladina proteinu MxA 12 ng/ml. Bi-VirTest®
oznacil 17 vzorkl za MxA-pozitivni, zbylych 9 bylo MxA-negativnich. Pozitivni i negativni vysledky byly ve vSech pripadech
potvrzeny metodou ELISA. Vyslednd citlivost a specificita testu je 100 %.

Referencni test
Pozitivni Negativni Celkem
Pozitivni 17 0 17
Bi- .
N
VirTest® egativni 0 9 9
Celkem 17 9 26

Skladovani a dalsi informace:

- P¥ipraci s testem a pfi odbéru krve je nutné pouzivat vhodné ochranné pomducky (rukavice).

- Skladuje pfi 2—8 °C, mimo dosah ptfimého slune¢niho zareni.

- Pootevieni je nutné kazetu ihned pouZzit.

- Otevreny roztok je nutné uchovavat za skladovacich podminek uvedenych pro celou soupravu a Ize ho pouzit
celou dobu pouzitelnosti.

- Prostfedek Ize pouzit, pouze pokud neni obal poskozen. Nepouzivejte poskozené casti testu.

- Testovaci kazeta, prazdny UniSampler™ a lanceta jsou urceny pro jednorazové pouZziti.

- Poutzity material (kazetu a lancetu) zlikvidujte spolecné s infekénim odpadem. Pfipadné zbytky roztokd je tfeba
zlikvidovat jako nebezpecny odpad.

- Vysledek odecitejte pouze pomoci ¢tecky Bi-Reader® a jejiho prislusenstvi doporu¢eného vyrobcem testu.

- Pripadné zavaZné nezadouci pfihody souvisejici s produktem (napf. zavazné zhorseni zdravotniho stavu), je
nutno hlasit vyrobci a Statnimu Gradu pro kontrolu Iéciv.

- Uchovavejte mimo dosah déti.
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INSTRUCTIONS FOR USE

Rapid test for detection of viral infections
Bi-VirTest®
Intended use:

Bi-VirTest® is a rapid quantitative immunochromatographic test that helps to distinguish the cause of an incipient
respiratory or other acute infection of viral or bacterial origin. The test is intended for near-patient testing.

Bi-VirTest® measures the level of MxA (myxovirus resistance protein A) in a capillary blood sample. MxA is produced in cells
in response to elevated levels of antiviral interferons type | and Il (11). Among other mediators of the immune response,
it is significant for its activity against an unusually broad spectrum of viruses (2). Elevated MxA levels have been observed
during infections with rhinovirus, influenza virus, human parainfluenza virus, coronavirus, respiratory syncytial virus, or
human metapneumovirus (3). Its antiviral activity also includes some viruses causing infections beyond the respiratory tract
(4;5).

Clinical diagnosis is based on the fact that normal MxA level in blood is very low and increases specifically in response to
acute viral infection (6). MxA increase occurs within hours and the highest concentration is reached within the first day (7;
8). In the presence of interferon, elevated levels are maintained. MxA is also very stable (half-life ~ 2.3 days). Bacterial
infections do not increase MxA level (6). The clinical utility of this biomarker in the determination of infections of viral
origin has been confirmed by numerous clinical studies conducted mostly in the pediatric population (3; 9; 6; 10).
Indications:

Patients with general symptoms of acute infection including upper respiratory tract infection (within 3 days

of onset of fever or 7 days of onset of symptomes, including respiratory symptoms) of bacterial or viral origin.

The test may not be accurate in the following circumstances:

- Chronic fever lasting more than 7 days. - Immunodeficiency, or use of immunosuppressive drugs.
- Use of oral medications for infection. - Within 30 days after vaccination with live virus vaccines.
- Use of interferons (e.g., to treat multiple - Within 30 days after a major injury or surgery.
sclerosis).
Packaging:
10 tests (catalog number BI005-10)

Contents:
- Test cassette 10x - Lancet 12x
- UniSampler™ 10x - RFID card 1x
- Lysis Buffer in 3-5ml bottle 1x - Instructions for use 1x

- Wash Buffer in Unisampler™  1x

Composition: The exact composition is a matter of business secret. WARNING! Contact with buffers may cause severe
eye irritation.

Materials and equipment required but not provided:
- Gloves, sterile swabs, disinfection
- Bi-Reader® (manufacturer: Chembio Diagnostics GmbH, distributor: Bioinova, a.s.)

Test procedure:
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Add 6 drops of Prick the belly of a Wait until both
Lysis Buffer from  finger (see collection parts of the

the bottle into procedure below). capillary fill with
the container of  Touch the tip of the  blood.

Insert the full
capillary into the
container and
press firmly to

UniSampler™
contains 2 parts:
container and cap
with a double

capillary for blood the empty capillary to the close the
collection. UniSampler™. blood droplet. container
completely.
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Shake the Remove the cap.  Invert UniSampler™  Wait for 4 Wait for 11

minutes and then minutes and read
apply 2 drops of  the result using
Wash Buffer the reader (see

and gently squeeze
2 drops onto the
sample well on the

UniSampler™ by a
vigorous vertical
motion to move the

blood to the test cassette. from results readout
container and mix it Unisampler™ to procedure below).
with Buffer. the sample well.

WARNING: The Wash Buffer must be applied exactly 4 to 5 minutes after the sample, otherwise the result may be
invalid.

Capillary blood collection:
8. Select a puncture site on the side of the finger belly.
9. Ensure sufficient blood flow (by gently rubbing the hand or running it under warm water).
10. Cleanse the selected site, allow the disinfection to act for a sufficient time, and let dry.
11. Perform the finger prick with a disposable lancet.
12. Wipe the first droplet with a sterile dry swab.
13. Check that the blood droplet is large enough before collection. The formation of the
droplet can be enhanced by light pressure. Do not squeeze with force!
14. After collection, place a sterile dry swab at the puncture site.

Results readout using Bi-Reader®:

Place the cassette holder onto the used test cassette. The pin on the bottom of the holder must fit into the sample well.
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Make sure the detection window on the bottom of the reader is clean and place the reader on the cassette holder. The
slanted corner of the reader must face its counterpart on the holder.
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1. Turn on the reader by pressing the button on the front. The reader runs a
self-test, during which "WAIT" is displayed. After a beep signal, "ON" is
displayed. Press the button again briefly.

2. The display alternates between "RFID" and “TEST”.

TEST

3. Place a lot-specific RFID card provided with the test onto the top of the
reader. This will upload the calibration data to the reader.

4. After the beep signal, "TEST" is displayed. Press the button to display
"RUN". After the next beep signal, the MxA concentration in ng/ml is

displayed.
RUN n50 ng/ml
O @)

Note: If you want to use the automatic readout function after the incubation time of the test,
press the button longer (>1 s) in step 1. After step 4, a countdown indication appears on the
display (i.e., a repeated countdown from 9 to 0) and the result is displayed automatically after
the incubation time. If you press the button during the countdown, the measurement is
terminated.

Interpretation of results:

Test MxA level Suspected Clinical Recommendations about further diagnosis
result origin of the | condition of the and use of antibiotics*
(ng/ml) disease patient
Mild symptoms Primarily NO, then according to the course of
the disease + CRP test may be done
0-12 Normal Bacterial
Severe YES (CRP test immediately + use of
symptoms antibiotics)
Mild symptoms
512 Elevated Viral Primarily NO, then according to the course of
Severe the disease. CRP test may be done.
symptoms

* Important information: the MxA protein is an important marker of ongoing viral infection. However, the clinical
condition of the patient and the results of any further investigations should always be taken into account when
making a definitive diagnosis.

Analytical performance:

Sensitivity
The analytical sensitivity (lower limit of detection) is 2 ng/ml.
Measurement range

The measurement range is 12 ng/ml to 500 ng/ml. The calibration curve contained 6 points and the samples were
measured in 10-fold determination.

Interfering substances

Interference was measured on MxA positive and negative samples in 5-fold determination. Low interference indicates a
bias of more than 20%, medium interference more than 30% and high interference more than 50%.

Name of Concentration | Interference | Name of Concentration | Interference
substance substance
Ampicillin-Na 1 mg/ml None Cyclosporine 5 ug/ml Low
Biotin 0.66 mg/ml Low Doxycycline 5 ug/ml Low
unconjugated Hyclate

3.5 pg/ml High Levodopa 30 ug/mi None

1.2 pg/ml Medium Phenylbutazone 0.1 mg/ml None

0.6 pg/ml Low Rifampicin 60 ug/mi None

0.1 pg/ml Low Theophylline 0.1 mg/ml None
Biotin conjugated | 60 mg/dI Low

Clinical performance:

Sensitivity and specificity

In a clinical study, 26 patients with symptoms of acute upper respiratory tract infection were evaluated. MxA levels
obtained by Bi-VirTest® were compared with the evidence of viral infection in a respiratory sample (“reference test”).
Based on a previous population-based study, MxA level 12 ng/ml was set as the cut-off value. Bi-VirTest® identified 17
samples as MxA-positive, the remaining 9 were MxA-negative. Positive and negative results were confirmed by ELISA in all
cases. The resulting sensitivity and specificity of the test is 100%.

Reference test
Positive Negative Total
Positive 17 0 17
Bi-VirTest® | Negative 0 9 9
Total 17 9 26

Storage and other information:

- Appropriate protective equipment (gloves) must be worn when working with the test and during blood collection.

- Store at 2-8 °C, out of direct sunlight.

- Once opened, the cassette must be used immediately.

- Open buffers must be stored under the storage conditions specified for the entire kit and can be used for the entire
shelf life.

- The product can be used only if the packaging is not damaged. Do not use damaged parts of the test.

- The test cassette, empty UniSampler™, and lancet are intended for single use.

- Dispose of the used material (cassette and lancet) as infectious waste. Residual buffers must be disposed of as
hazardous waste.

- Read the result only with the Bi-Reader® and its accessories recommended by the test manufacturer.

- Any serious adverse events related to the product (e.g. serious deterioration of health) shall be reported to the
manufacturer and local competent authority if required by local regulations.

- Keep out of the reach of children.
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