VIASURE

Real Time PCR Detection Kits

” Cerlest

BIOTEC

SARS-CoV-2, Flu (A+B) & RSV

Handbook for the following references/

Asagidaki referanslar icin el kitabi:

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System BD REF 444217 :

fo be used with the BD MAX™ System

BD MAX™ Sistemi ile kullanmak icin



VIASURE Real Time PCR Detection Kits
.

ENGLISH

1. Intended use

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System is an automated real-time
RT-PCR test designed for the qualitative detection and differentiation of RNA from the SARS-CoV-2, Influenza A (Flu
A), Influenza B (Flu B) and/or Human Respiratory Syncytial Virus A/B (RSV) in respiratory samples from individuals
suspected of COVID-19 or other respiratory infection by their healthcare provider. This test is infended to be used
as an aid in the identification of the presence of the SARS-CoV-2, Flu A, Flu B and/or RSV viral RNA. The assay uses
the BD MAX™ System for automated extraction of RNA and subsequent real-time RT-PCR employing the reagents
provided combined with universal reagents and disposables for the BD MAX™ System. RNA is extracted from
respiratory specimens, amplified using RT-PCR and detected using fluorescent reporter dye probes specific for SARS-
CoV-2, Flu A, Flu B and/or RSV.

2. Summary and Explanation

Coronavirus are enveloped non-segmented positive-sense RNA viruses and belong to Coronaviridae family. There
are six coronavirus species known to cause human diseases. Four viruses (229E, OC43, NL63 and HKU1) cause
common cold symptoms and the other two (severe acute respiratory syndrome coronavirus (SARS-CoV) and
Middle East respiratory syndrome coronavirus (MERS-CoV)) are zoonotic and producing more severe complications.
SARS-CoV and MERS-CoV have caused more than 10,000 cumulative cases in the past two decades, with mortality
rates of 34% MERS-CoV and 10% SARS-CoV.

In December 2019, some people that worked at or lived around the Huanan seafood market in Wuhan, Hubei
Province, China, have presented pneumonia of unknown cause. Deep sequencing analysis of the respiratory
samples indicated a novel coronavirus, which was named firstly 2019 novel coronavirus (2019-nCoV) and lately
SARS-CoV-2.

Human-to-human transmission of the SARS-CoV-2 has been confirmed, even in the incubation period without
symptoms, and the virus causes severe respiratory illness like those SARS-CoV produced. Although the pneumonia
is the principal illness associated, a few patients have developed severe pneumonia, pulmonary edema, acute
respiratory distress syndrome, or multiple organ failure and death. Centers of Disease Control and Prevention (CDC)
believes that symptoms of SARS-CoV-2 may appear in as few as 2 days or as long as 14 days after exposure, being
the most common fever or chills, cough, fatigue, anorexia, myalgia and dyspnea. Less common symptoms are sore
throat, nasal congestion, headache, diarrhea, nausea and vomiting. Loss of smell (anosmia) or loss of taste
(ageusia) preceding the onset of respiratory symptoms has also been reported. Older adults and people who have
severe underlying medical conditions like heart or lung disease or diabetes seem to be at higher risk for developing

more serious complications from COVID-19 illness.

CDC recommends upper respiratory tract specimens (nasopharyngeal (NP) and oropharyngeal (OP) swalbs, nasal
mid-turbinate swab, nasal swab, nasopharyngeal wash/aspirate or nasal wash/aspirate (NW) specimens collected

mainly by a healthcare provider) and/or lower respiratory specimens (sputum, endotracheal aspirate, or
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bronchoalveolar lavage in patients with more severe respiratory disease) for the identification of SARS-CoV-2 and

other respiratory viruses, such as Influenza and RSV.

Influenza viruses belong to the Orthomyxoviridae family and cause the majority of viral lower respiratory tract
infections. Influenza A and B are a significant cause of morbidity and mortality worldwide, considering that elderly
and compromised individuals are especially at risk of developing severe illness and complications such as
pneumonia. People feel some or all of these symptoms: fever or feeling feverish/chills, cough, sore throat, nasal
stuffiness and discharge, myalgia, headaches, and anorexia. The influenza viruses can be spread from person to
person in two different ways: through the air (large droplets and aerosols from sneezing and coughing), and by

direct or indirect contact.

Influenza A and B are an enveloped, single stranded RNA viruses that containing eight segmented strands of
genome RNA, which typically encodes 11 or 12 viral proteins. The viral envelope, derived from the host plasma
membrane, consists of a lipid bilayer containing fransmembrane proteins, like hemagglutinin (HA) and
neuraminidase (NA), and matrix proteins M1 and M2. Influenza A viruses are further classified into subtypes based
on the antigenicity of their "HA” and "NA" molecules, whereas Influenza B is divided intfo 2 anfigenically and

genetically distinct lineages, Victoria and Yamagata.

Human respiratory syncytial viruses A and B (RSV) belong to the Paramyxoviridae family and are the most important
viral agents of acute respiratory infections. RSV is an enveloped, nonsegmented, negative, single stranded linear
RNA genome virus. Respiratory syncyfial virus is a common contributor of respiratory infections causing bronchitis,
pneumonia, and chronic obstructive pulmonary infections in people of all ages. People often feel some or all of
these symptoms: rhinorrhea, low-grade fever, cough, sore throat, headache, and wheezing. RSV is fransmitted via
large nasopharyngeal secretion droplets from infected individuals, close contact, or self-inoculation after touching

contaminated surfaces.

Diagnosis can be problematic, as a wide range of pathogens can cause acute respiratory infections presenting
with similar clinical syndromes. Real-time PCR assays have been shown to be a sensitive and specific diagnostic
tool for the detection of SARS-CoV-2, Flu A, Flu B and RSV viruses.

3. Principle of the procedure

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System is designed for the
identification of SARS-CoV-2, Flu A, Flu B and /or RSV in respiratory samples. The detection is done in one step real-
fime RT-PCR format where the reverse tfranscription and the subsequent amplification of specific target sequence
occurin the same reaction tube. The isolated RNA target is transcribed generating complementary DNA by reverse
franscriptase which is followed by the ampilification of two conserved regions of N gene (N1 and N2) for SARS-CoV-
2, a conserved region of the M1 gene for Flu A and Flu B, and a conserved region of the N gene for RSV using

specific primers and fluorescent-labeled probes.

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System is based on 5” exonuclease
activity of DNA polymerase. During DNA amplification, this enzyme cleaves the probe bound to the complementary

DNA sequence, separafing the quencher dye from the reporter. This reaction generates an increase in the
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fluorescent signal which is proportional to the quantity of the target template. This fluorescence is measured on the
BD MAX™ System.

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System is composed of two different
reaction tubes. One of the tubes detects and differentiates the RNA from Flu A, Flu B and/or RSV (Transparent Red
or 1A foil) and the other tube detects specifically the RNA from SARS-CoV-2 (Transparent Green or 1G foil). Each
fube contains all the components necessary for real-fime PCR assay (specific primers/probes, dNTPS, buffer,
polymerase, reverse-transcriptase) in a stabilized format, as well as an internal control (endogenous in the SARS-
CoV-2reaction tube) fo monitor the extraction process and/or inhibition of the polymerase activity. The SARS-CoV-
2 assay uses a human housekeeping gene as an endogenous Internal Control (human RNase P gene). Human
housekeeping genes are involved in basic cell maintenance and, therefore, are expected to be present in all
nucleated human cells and maintain relatively constant expression levels. Each RNA targets are amplified and
detected in specific channels (475/520, 585/630, and/or 630/665) and the internal confrol (IC) in channel 530/565.
In the Flu A, Flu B and/or RSV assay, Flu A RNA target is amplified and detected in channel 475/520, Influenza B RNA
target in channel 585/630, RSV RNA target in channel 630/665 and the internal control (IC) of this assay in channel
530/565. In SARS-CoV-2 assay, N2 target is amplified and detected in channel 475/520, N1 target in channel 630/665

and the endogenous internal control (IC) in channel 530/565.
4. Reagents provided

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System includes the following

materials and reagents detailed in Table 1:

Reference Reagent/Material Description Color/Barcode Amount

FIUA. Flu B & RSV A mix of enzymes, primers probes,

Transparent
VS-ABR212R : buffer, dNTPs, stabilizers and internal P _ | 2pouchesof 12
reaction tube . . Red or 1A foil tubes
control in stabilized format

A mix of enzymes, primers probes,

SARS-CoV-2 (N1 + N2) buffer, dNTPs, stabilizers and Transparent 2 pouches of 12
VS-NCO312 . . . .
reaction tube endogenous internal control in Green or 1G foil tubes
stabilized format
Rehydration Buffer Solution to reconstitute the stabilized Transparent 1 pouch of 24
VS-RBOY Orange or 11
fube product o fubes

Table 1. Reagents and materials provided in VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System with Cat.
N°. VS-FNR124 (444217).

5. Reagents and equipment to be supplied by the user

The following list includes the materials and equipment that are required for use but not included in the VIASURE
SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System.

e Real-time PCR instrument: BD MAX™ System.
e BD MAX™ ExK™ TNA-3 (Ref:442827 or 442828)
e BD MAX™ PCR Cartfridges (Ref: 437519)
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e Vortex.
e  Micropipettes (accurate between 2 and 1000 pL).
e  Filter tips.

e Powder-free disposable gloves
6. Transport and storage conditions

e The kits can be shipped and stored at 2-40°C until the expiration date which is stated on the label.

e After opening the aluminum pouches which contain the reaction tubes can be used up to 28 days.
7. Precavutions for users

e The product is indented for use by professional users only, such as laboratory or health professionals and
fechnicians, trained in molecular biological techniques.

e Forin vitro diagnostic use.

e Do not use expired reagents and/or materials.

e Do not use the kit if the label that seals the outer box is broken.

e Do not use reagents if the protective box is open or broken upon arrival.

¢ Do not use reagents if the protective pouches are open or broken upon arrival.

¢ Do not use reagents if desiccant is not present or broken inside reagent pouches.

e Do not remove desiccant from reagent pouches.

o Close protective pouches of reagents promptly with the zip seal after each use. Remove any excess air in the
pouches prior to sealing.

e Do not use reagents if the foil has been broken or damaged.

e Do not mix reagents from different pouches and/or kits and/or lofs.

e Protect reagents from humidity. Prolonged exposure to humidity may affect product performance.

e Keep components away from light.

e Incases where other PCR tests are conducted in the same general area of the laboratory, care must be taken
to ensure that the VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System, BD
MAX™ ExK™ TNA-3 extraction kit, any additional reagents required for testing, and the BD MAX™ System are
not contaminated. Avoid microbial and ribonuclease (RNase)/deoxyribonuclease (DNase) contamination of
reagents at all times. The use of sterile RNase/DNase-free disposable aerosol resistant or positive displacement
pipette tipsisrecommended. Use a new tip for each specimen. Gloves must be changed before manipulating
reagents and cartridges.

¢ Make sure to use a tube to determine RNA from Influenza A, Influenza B and RSV in Snap-In 2 (green position)
and another tube to determine RNA from SARS-CoV-2 in Snap-In 4 (blue position). Be careful not to mix them
throughout the entire process.

e To avoid confamination of the environment by amplicons, do not break apart the BD MAX™ PCR Cartridge
after use. The seals of the BD MAX™ PCR Cartridge are designed to prevent contamination.

e Design a unidirectional workflow. It should begin in the Exiraction Area and then move to the Amplification
and Detection Area. Do not return samples, equipment and reagents to the area in which the previous step

was performed.
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e Follow Good Laboratory Practices. Wear protective clothing, use disposable gloves, goggles and mask. Do
not eat, drink or smoke in the working area. Wash your hands after finishing the test.

e Samples must be treated as potentially infectious as well as all the reagents and materials that have been
exposed to the samples and they must be handled according to the national safety regulations. Take
necessary precautions during the collection, storage, treatment and disposal of samples.

e Regular decontamination of commonly used equipment is recommended, especially micropipettes and work
surfaces.

e  Consult the BD MAX™ System User’'s Manual for additional warnings, precautions and procedures.

8. Procedure

8.1. SAMPLE COLLECTION, STORAGE AND TRANSPORT

The VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System has been validated on

nasopharyngeal/ oropharyngeal swab collected in viral fransport media (VIM) Vircell S.L., Spain).
Other types of samples from nasopharyngeal/oropharyngeal swabs in VIM must be validated by the user.

Collection, storage and transport specimens should be maintained per the conditions validated by the user.
Overall, respiratory samples should be collected and labelled appropriately in clean containers with or without
fransport media (depending on sample type) and processed as soon as possible to guarantee the quality of the
test. The specimens should be tfransported at 2 to 8°C for up to 48 hours, following the local and national regulations
for the transport of pathogen material. For long term transport (more than 48 hours), we recommend shipping af <-
20°C. It is recommended to use fresh specimens for the test. The samples can be stored at 2 to 8°C for up to 48
hours or frozen at -20°C or ideally at -70°C for conservation. Repeated freeze-thaw cycles should be avoided in

order to prevent degradation of the sample and nucleic acids.
8.2. SAMPLE PREPARATION AND RNA EXTRACTION

Perform the sample preparation according to the recommendations in the instructions for use of extraction kit used,
BD MAX™ ExK™ TNA-3. Note that some other samples may require pre-processing. Application-specific extraction

preparation procedures should be developed and validated by the user.

1. Pipette 400 uL of nasopharyngeal/ oropharyngeal swab collected in viral transport media (VIM) infto a BD
MAX™ TNA-3 Sample Buffer Tube and close the tube with a septum cap. Ensure complete mixing by vortexing

the sample at high speed for 1 minute. Proceed to BD MAX™ System Operation.

Note: The Flu A, Flu B & RSV reaction tube has been validated with a sample volume of 200-400 uL and the SARS-
CoV-2 (N1 + N2) reaction tube with a sample volume of 400-750 pL.

8.3. PCRPROTOCOL

Note: Please, refer fo the BD MAX™ System User's Manual for detailed instructions.
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8.3.1. Creating PCR test program for VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR
Detection Kit for BD MAX™ System

Note: If you have already created the VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection test, you
can skip step 8.3.1 and go directly to 8.3.2.

1) On the "Run" screen of the BD MAX™ System, select the "Test Editor” tab.

2) Click the “Create” button.

3) Inthe Basic Information tab, within the “Test Name" window, name your test: i.e. VIASURE SARS-CoV-2, Flu
(A+B) & RSV (VSARSCoV2,FIuUA+B,RSV).

4) In the “Extraction Type" drop down menu, select “ExK TNA-3".

5) Inthe “Master Mix Format” drop down menu, choose “Dual Master Mix Concentrated Lyophilized MM with

Rehydration Buffer (Type 5)".
6) Inthe “Sample extraction parameters” select "User defined” and adjust sample volume to 950 uL.
7) Inthe “Ct Calculation” select "Call Ct at Threshold Crossing”.

8) If running software version 5.00 or higher and have barcoded foil snap-in fubes, in the “Custom Barcodes”

select the following configuration:
a. Snap-In 2 Barcode: 1A (concerning Flu A, Flu B & RSV reaction tube)
b. Snap-In 3 Barcode: 11 (concerning Rehydration Buffer fube)

c. Snap-In 4 Barcode: 1G (concerning SARS-CoV-2 (NT + N2) reaction tube)
9) “PCR Settings” and “Test Steps” must be completed for Snap-In 2 (green) and Snap-In 4 (blue) positions.

10) Snap-In 2 (green). In “PCR settings” tab enter the following parameters: “Channel Settings”, "Gains” and
“Threshold” (Table 2).

Channel Alias Gain Threshold Ct Min Ct Max
475/520 (FAM) Flu A 60 100 0 40
530/565 (HEX) IC 80 300 0 40
585/630 (ROX) Flu B 60 200 0 40
630/665 (Cy5) RSV 60 150 0 40
680/715 (Cyb.5) - 0 0 0 0

Table 2. PCR settings.

Note: It is recommended to set the minimum threshold values listed above for each channel as a starting point, but the final settings must be
determined by the end-user during the result interpretation in order to ensure that thresholds fall within the exponential phase of the
fluorescence curves and above any background signal. The threshold value for different instruments may vary due to different signal

intensities.

11) Snap-In 2 (green). In “PCR settings” tab enter the following parameters “Spectral Cross Talk” (Table 3), as

well.
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False Receiving Channel
Channel | 475/520 530/565 585/630 630/665 680/715
475/520 - 0.0 0.0 0.0 0.0
530/565 0.0 - 2.0 0.0 0.0
Excitation | 585,430 0.0 0.0 - 0.0 0.0
Channel
630/665 0.0 0.0 4.0 - 0.0
680/715 0.0 0.0 0.0 0.0 -
Table 3. Spectral cross-talk parameters.
12) Snap-In 2 (green). In “Test Steps” tab, enter the PCR protocol (Table 4).
Step Name Profile Type | Cycles | Time | Temperature | Detect
(s)
Reverse transcription Hold ] 900 45°C -
Initial denaturation Hold ] 120 98°C -
Denaturation and 2- 10 95°C -
Annealing/Extension | Temperature 45 o /
(Data collection) 61.1 63°C

Table 4. PCR protocol.

13) Snap-In 4 (blue). In "PCR settings” tab entfer the following parameters: “*Channel Settings”, “Gains” and
“Threshold” (Table 5).

Channel Alias Gain Threshold Ct Min Ct Max
475/520 (FAM) SQ'ZS@;Z;Q 80 150 0 40
530/565 (HEX) E“dol%e”ous 80 150 0 35
585/630 (ROX) : 0 0 0 0
630/665 (Cy5) Sﬁfs{grggf 80 150 0 40

680/715 (Cy5.5) : 0 0 0 0

Table 5. PCR settings.

Note: It is recommended to set the minimum threshold values listed above for each channel as a starting point, but the final settings must be

determined by the end-user during the result interpretation in order to ensure that thresholds fall within the exponential phase of the

fluorescence curves and above any background signal. The threshold value for different instruments may vary due to different signal

intensities.

14) Snap-In 4 (blue). In “PCR settings” tab enter the following parameters “Spectral Cross Talk” (Table 6), as

well.
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False Receiving Channel
Channel | 475/520 | 530/565 | 585/630 | 630/665 | 680/715
475/520 ] 3.0 0.0 0.0 0.0
530/565 1.0 - 0.0 0.0 0.0
Pxclialion | 5857630 0.0 0.0 - 0.0 0.0
630/665 0.0 0.0 0.0 - 0.0
680/715 0.0 0.0 0.0 0.0 i

Table 6. Spectral cross-talk parameters.

15) Snap-In 4 (blue). In “Test Steps” tab, enter the PCR protocol (Table 7).

Step Name Profile Type |Cycles| Time |Temperature | Detect
s
Reverse transcription Hold 1 9(02) 45°C -
Initial denaturation Hold 1 120 98°C -
Denaturation and 5. 10 95°C .
Anneoling/ExTepsion Temperature 45 611 £3°C v
(Data collection)

Table 7. PCR protocol.
16) Click the “Save Test” button.

8.3.2. BD MAX™ Rack set up

1) Foreach sample to be tested, remove one Unitized Reagent Strips from the BD MAX™ ExK TNA-3 kit. Gently
tap each strip onfo a hard surface to ensure that all the liquids are at the bottom of the tubes and load
on the BD MAX™ System sample racks.

2) Remove the required number of BD MAX™ ExK™ TNA Extraction Tubes (B4) (white foil) from their protective
pouch. Snap the Extraction Tube(s) (white foil) into its corresponding positions in the TNA strip (Snap position
1, white color coding on the rack. See Figure 1). Remove excess air, and close pouch with the zip seal.

3) Determine and separate the appropriate number of Flu A, Flu B & RSV reaction tubes (red or 1A foil) and
snap info their corresponding positions in the strip (Snap position 2, green color coding on the rack. See
Figure 1).

a. Remove excess air, and close aluminum pouches with the zip seal.

b. Inorderto carry out a correct rehydration, please make sure that the lyophilized product is in the
bofttom of the tfube and is not adhered to the top area of the tube or to the foil seal. Gently tap
each tube on a hard surface to make sure all the product is at the bottom of the tube.

4) Remove the required number of Rehydration Buffer tubes (orange or 11 foil) and snap info their
corresponding positions in the strip (Snap position 3, non-color coding on the rack. See Figure 1). Remove
excess air, and close the pouch with the zip seal.

a. Inorder to ensure a correct fransfer, please make sure that the liquid is in the bottom of the fube
and is not adhered to the top area of the tube or to the foil seal. Gently tap each tube on a hard

surface to make sure all the product is af the bottom of the tube.
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5) Determine and separate the appropriate number of SARS-CoV-2 (N1 + N2) reaction tubes (green or 1G
foil) and snap into their corresponding positions in the strip (Snap position 4, blue color coding on the rack.
See Figure 1).

a. Remove excess air, and close aluminum pouches with the zip seal.
b. Inorderto carry out a correct rehydration, please make sure that the lyophilized product is in the
bottom of the fube and is not adhered to the top area of the tube or to the foil seal. Gently tap

each tube on a hard surface fo make sure all the product is at the bottom of the tube.

Figure 1. BD MAX™ TNA Reagent Strip (TNA) from the BD MAX™ ExK TNA -3 kit.

Waste
Snap-in tubes Reservoir
Pipette Tips
#1 #2 #3  #4
[ T T T T .
ollel|loe]|e
. Reaction
Lysis/Release Tube 2
Tube (1G) ellellollo
Wash
: Buffer ~—
Extraction alalsls
Tube (B4) )
Elution NN
Reaction Buffer
Tube 1 (1A #1 #2 #3 #4

Rehydration  Neutralization
Buffer (11) buffer

8.3.3. BD MAX™ |nstrument set up

1) Select the "Work List” tab on the “Run” screen of the BD MAX™ System software v4.50A or higher.

2) Inthe "Test” drop down menu, select VSARSCoV2,FIuA+B,RSV (if not already created see Section 8.3.1).

3) Select the appropriate kit lot number (found on the outer box of exiraction kit used) from the pull down
menu (optional).

4) Enter the Sample Buffer Tube identification number into the Sample tube window of the Worklist, either by
scanning the barcode with the scanner or by manual entry.

5) Fill the Specimen/Patient ID and/or Accession window of the Worklist and click the “Save” button.
Continue until all Sample Buffer Tubes are entered. Ensure that the specimen/patient ID and the Sample
Buffer Tubes are accurately matched.

6) Place the prepared Sample Buffer Tube into the BD MAX™ Rack(s).

7) Load the rack(s) into the BD MAX™ System (Rack A is positioned on the left side of the BD MAX™ System
and Rack B on the right side).

8) Place the required number of BD MAX™ PCR Cartridge(s) into the BD MAX™ System.

9) Close the BD MAX™ System door.

10) Click “Start Run” to begin the procedure.
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8.3.4 BD MAX™ report

1

w N

)
)
)
)

4

In main menu, click the “Results” button.

Either double click on your run in the list or press the “view button™.

Click on "Print", select: “Run Details, Test Details and Plot..."”

Click on "Print or Export button” on the “Run Reports” screen.

9. Result interpretation

For a detailed description on how to analyze data, refer to the BD MAX™ System User’s manual.

The analysis of the data is done by the BD MAX™ software according to the manufacturer’s instructions. The BD

MAX™ software reports Ct values and amplification curves for each detector channel of each sample tested in

the following way:

- Ct value of 0 indicates that there was no Ct value calculated by the software with the specified Threshold (see

Table 2). Amplification curve of the sample showing a “0" Ct value must be checked manually.

- Ct value of -1 indicates that no amplification process has occurred.

- Any other Ct value should be interpreted in correlation with the amplification curve and according to the sample

interpretation guidelines outlined in Tables 8 and 9.

Check Internal Confrol signal to verify the correct functioning of the amplification mix. In addition, check that there

is no report of BD MAX™ System failure.

Results should be read and analyzed using the following tables:
a. Flu A, Flu B & RSV reaction tube: Snap-In 2

07 A0 e Icr:l;?\rtrrlgll Interpretation
(475/520) | (585/630) | (630/665) (530/565)
+ + + +/-1 Flu A, Flu B and RSV RNA Detected!
+ - - +/-1 Flu A RNA Detected, Flu B and RSV RNA Not Detected!
+ + - +/-1 Flu A and Flu B RNA Detected, and RSV RNA Not Detected!
+ - + +/-1 Flu A and RSV RNA Detected, and Flu B RNA Not Detected!
- + - +/-1 Flu B RNA Detected, Flu A and RSV RNA Not Detected!
- + + +/-1 Flu B and RSV RNA Detected, Flu A RNA Not Detected?
- - + +/-1 RSV RNA Detected, Flu A and Flu B RNA Not Detected!
- - - +2 Flu A, Flu B and RSV RNA Not Detected2
Unresolved (UNR) Result obtained in the presence of inhibitors in the PCR
- - - -2 reaction or when a general problem (not reported by an error code)
with the sample processing and/or amplification steps occurs.2
Indeterminate assay result (IND). Due to BD MAX™ System failure. Assay
IND IND IND IND 3 o 5 q 5
result displayed in case of an instrument failure linked to an error code.
INC INC INC INC Incomplete assay result (INC). Due to BD MAX™ System failure. Assay

result displayed in case of failure to complete run.

Table 8. Sample interpretation Flu A, Flu B & RSV reaction tube

+: Amplification occured
-: No amplification occured
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1 A sample is considered positive if the Ct value obtained is less than 40. The internal control may or may not show an
amplification signal, because a high copy number of target can cause preferential amplification of target-specific

nucleic acids instead of the internal control. In these cases, the detection of the IC is not necessary.

2 A sample is considered negative, if the sample shows no amplification signal in the detection system but the internal
control is positive (Ct less than 40). An inhibition of the PCR reaction can be excluded by the amplification of internal
control. In case of unresolved results (UNR), absence of internal control signal in negative sample it is recommended to

repeat the assay.

b. SARS-CoV-2 (N1 + N2) reaction tube: Snap-In 4

Endogenous SARS-CoV-2 (N1
SARS-CoV-2 (N2 Internal R Interpretation
target) (475/520) Control target) (630/665) P
(530/565)
+ +/-3 + SARS-CoV-2 N gene RNA Detected 3
+4 +/-3 - SARS-CoV-2 N gene RNA Detected 34
- +/-3 +4 SARS-CoV-2 N gene RNA Detected 34
- +5 - SARS-CoV-2 N gene RNA Not Detected?®

Unresolved (UNR) Result obtained in the presence of
inhibitors in the PCR reaction or when a general
problem (not reported by an error code) with the
sample processing and/or amplification steps
occurs.’

Indeterminate assay result (IND). Due to BD MAX™
IND IND IND System failure. Assay result displayed in case of an
instrument failure linked to an error code.

Incomplete assay result (INC). Due to BD MAX™
INC INC INC System failure. Assay result displayed in case of
failure to complete run.

Table 9. Sample interpretation SARS-CoV-2 (N1 + N2) reaction tube

+: Amplification occurred

-: No amplification occurred

3 A sample is considered positive if the Ct value obtained is less than 40. The endogenous Infernal Control (IC) may or
may not show an amplification signal. Sometimes, the IC detection is not necessary because a high copy number of

the target can cause preferential amplification of target-specific nucleic acids.

4 If only one target site of the N gene amplifies, verify the sigmoid shape of the curve and the intensity of fluorescence.
In case of a doubtful interpretation, depending on the available material, it is also recommended to:
a) re-extract and re-test another aliquot of the same specimen (if possible, increase sample volume to 750 ul) or,

b) obtain a new specimen and re-test.

5 In the case of SARS-CoV-2 target sites negative, IC must show an amplification signal with Ct less than 35. The Ct value

could be very variable due to the Endogenous Internal Control is a human housekeeping gene that should be present
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in all human nucleated cells in the original sample. If there is an absence of signal or Ct value = 35 of the endogenous

Internal Control, the result is considered as ‘Unresolved’, and retesting is required.

In case of a confinued ambiguous result, it is recommended to review the instructions for use, the extraction process
used by the user; to verify the correct performance of each RT-gPCR steps and review the parameters; and to

check the sigmoid shape of the curve and the intensity of fluorescence.

The results of the test should be evaluated by a health care professional in the context of medical history, clinical

symptoms and other diagnostic tests.

10. Limitations of the test

e The results of the test should be evaluated by a health care professional in the context of medical history,
clinical symptoms and other diagnostic tests.

e Although this assay can be used with other types of samples it has been validated with nasopharyngeal/
oropharyngeal swab collected in VIM.

e For good test performance, the lyophilized product should be at the boftom of the tube and not adhered to
the top area of the tube or the foil seal. Gently tap each tube on a hard surface fo make sure all the product
is at the bottom of the tube.

e Anappearance of the reaction mixture in stabilized format, normally found at the bottom of the tube, different
from the usual one (without conical shape, inhomogeneous, smaller/larger in size and/or color different from
whitish) does not alter the functionality of the test.

e The quality of the test depends on the quality of the sample; proper extracted nucleic acid from respiratory
samples must be extracted.

e This fest is a qualitative test and does not provide quantitative values or indicate the number of organisms
present.

e Exiremely low levels of target below the Iimit of detection might be detected, but results may not be
reproducible.

e Thereis a possibility of false positive results due to cross-contamination by SARS-CoV-2, Flu A, Flu B and/or RSV
either samples containing high concentrations of target RNA or contamination due to PCR products from
previous reactions.

e The specific primer and probe combinations for detection of conserved regions of N gene (SARS-CoV-2) used
in VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System have been designed
based on the US CDC assay for specific detection of SARS-CoV-2 by amplifying two unique regions of the N
gene. They do not show significant combined homologies with the human genome, human microflora, SARS-
CoV or other coronaviruses, which might result in predictable false positive.

e False Negative results may arise from several factors and their combinations, including:

o Improper specimens’ collection, fransport, storage, and/or handling methods.

o Improper processing procedures (including RNA extraction).

o Degradation of the viral RNA during sample shipping/storage and/or processing.

o Mutations or polymorphisms in primer or probe binding regions may affect detection of new or
unknown SARS-CoV-2, Flu and/or RSV variants.

o Aviralload in the specimen below the limit of detection for the assay.
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o The presence of RT-gPCR inhibitors or other types of interfering substances.
o Failure to follow instructions for use and the assay procedure.

e In SARS-CoV-2 (N1 + N2) reaction tube, a single-target site amplification or even random positive results is
suggestive of slightly different amplification yield of the target site of the N gene. Samples with low viral load
might result in N single target amplification. In case of a doubt, it is recommended referring to a reference
laboratory for further testing.

e Some samples (in SARS-CoV-2 (N1 + N2) reaction tube) may fail to exhibit RNase P amplification curves due to
low human cell numbers in the original clinical sample. A negative IC signal does not preclude the presence
of SARS-CoV-2, Flu and/or RSV RNA in a clinical specimen.

e A positive test result does not necessarily indicate the presence of viable viruses and does not imply that these
viruses are infectious or are the causative agents for clinical symptoms. However, a posifive result is indicative
of the presence of targets viral sequences.

e Negative results do not preclude SARS-CoV-2, Flu and/or RSV infection and should not be used as the sole
basis for freatment or other patient management decisions. Optimum specimen types and timing for peak
viral levels during infections caused by SARS-CoV-2 and novel Influenza A strain have not been determined.
The collection of mulfiple specimens (types and time points) from the same patient may be necessary to
detect the virus.

e If diagnostic tests for other respiratory illnesses are negative and the patient’s clinical presentation and
epidemiological information suggest that SARS-CoV-2, Flu and/or RSV infection is possible, then a false
negative resulf should be considered, and a re-testing of the patient should be discussed.

¢ In the case of obtaining Unresolved, Indeterminate or Incomplete results using VIASURE SARS-CoV-2, Flu (A+B)
& RSV Real Time PCR Detection Kit for BD MAX™ System retesting will be required. Unresolved results may be
due to the presence of inhibitors in the sample or an incorrect rehydration of lyophilized reaction mix tube. If

there is an instfrument failure, Indeterminate or Incomplete results will be obtained.

11. Quality control

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System contains an infernal control
ineach Flu A, Flu B & RSV reaction tube and an endogenous intfernal control in each SARS-CoV-2 (N1 + N2) reaction

tube which confirms the correct performance of the technique.
12. Performance characteristics
12.1. Clinical sensitivity and specificity

The clinical performance of VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System

was tested individually in each reaction tube.

The clinical performance of Flu A, Flu B & RSV reaction tube was tested using 344 respiratory specimens
(oropharyngeal swabs) from symptomatic patients. These results were compared with those obtained with a

molecular detection method (cobas® Influenza A/B & RSV (Roche)).

The results were as follows:
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cobas® Influenza A/B & RSV (Roche)
+ - Total
Flu A, B & RSV reaction tube n 157 o 159
- 7* 178 185
Total 164 180 344

Table 10. Comparative results for Flu A.

Positive percent agreement is >96% and negative percent agreement is >99%.

*The low amount of template RNA in this respiratory sample is below the detection limit of the method used.

cobas® Influenza A/B & RSV (Roche)
+ - Total
Flu A, Flu B & RSV reaction " 99 4+ 103
tube
- 1* 240 241
Total 100 244 344

Table 11. Comparative results for Flu B.

Positive percent agreement is >99% and negative percent agreement is >98%.

*The low amount of template RNA in this respiratory sample is below the detection limit of the method used.

cobas® Influenza A/B & RSV (Roche)

+ = Total
Flu A, Flu B & RSV reaction . 22 4* 26
tube
3* 315 318
25 319 344
Total

Table 12. Comparative results for RSV.

Positive percent agreement is >88% and negative percent agreement is >99%.

*The low amount of template RNA in this respiratory sample is below the detection limit of the method used.

The clinical performance of SARS-CoV-2 (N1 + N2) reaction tube was tested using 254 respiratory samples
(nasopharyngeal swabs in Vircell Transport medium) from patients with clinical suspicion of COVID-19 disease or
other similar respiratory diseases. The results were compared with those obtained with the clinical diagnosis

performed with Simplexa™ COVID-19 Direct assay with discrepant analysis performed with the Charité protocol.
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Alternative RT-PCR assays
+ - Total
SARS-CoV-2 (N1 + N2) reaction
tube + 63 2% 65
- 0 189 189
Total 63 191 254

Table 13. Comparative results for SARS-CoV-2.
*Initial diagnose of one of the two samples was invalid and reported to the patient as positive for prevention and quarantine period.

SARS-CoV-2 (N1 + N2) reaction tube detected two positive samples that were not detected using Simplexa™

COVID-19 Direct assay and the Charité protocol.

The Positive Percent Agreement (PPA) and the Negative Percent Agreement (NPA) for SARS-CoV-2 (N1 + N2)
reaction tube are >99% and 98%, respectively.

Results show high agreement to detect SARS-CoV-2, Flu A, Flu B and/or RSV viruses using VIASURE SARS-CoV-2, Flu
(A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System.

12.2. Analytical sensitivity

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System has a detection limit of 2 10
genome copies per reaction for Flu A, 2 20 genome copies per reaction for Flu B, 2 2 genome copies per reaction

for RSV and = 5 genome copies per reaction for SARS-CoV-2 with a positive rate of = 95% (Figures 2, 3, 4, 5 and 6).

Figure 2. Dilution series of Flu A (2¥10¢-2*10' copies per reaction) template run on the BD MAX™ System (475/520 (FAM) channel).
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Figure 3. Dilution series of Flu B (2*10¢-2*10" copies per reaction) template run on the BD MAX™ System (585/630 (ROX) channel).
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Figure 4. Dilution series of RSV (2*10¢-2*10' copies per reaction) template run on the BD MAX™ System (630/645 (Cy5) channel).
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Figure 5. Dilution series of SARS-CoV-2 (N1 + N2) (9.9%104-9.9*10° and 5.0*10° genome copies per reaction) template run on the BD
MAX™ System (475/520 (FAM) channel).
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Figure 6. Dilution series of SARS-CoV-2 (N1 + N2) (9.9%104-9.9*10° and 5.0*10° genome copies per reaction) template run on the BD
MAX™ System (630/665 (Cy5) channel).
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12.3. Analytical specificity

The specificity of the SARS-CoV-2, Flu (A+B) & RSV assay was confirmed by testing a panel consisting of different
microorganisms representing the most common respiratory pathogens. No cross-reactivity was detected

between any of the following microorganisms tested, except the targeted pathogens of each assay:

Cross-reactivity testing
. Influenza A/chicken/Hong
Human Adenovirus types 1-5, 8, 15, Influenza A/Netherlands/398/2014 -
- ) Kong/G9/1997 x PR8-IBCDC-2 (H9N2) | -/+
31, 40 and 41 (H3N2) virus (clade 3C.3q) /+ .
virus
Influenza
Influenza A/Netherlands/2393/2015 -
Bocavirus - ) A/Chicken/Myanmar/433/2016 -/+
(H3N2) virus (clade 3C.2q) /+ )
(HPN2) virus
) ) Influenza A/Newcastle/607/2019 (H3N2) | - Influenza A/Hong Kong/1073/99
Bordetella bronchiseptica - -/+
virus /+ (H9N2) virus
Influenza A/New York/39/2012 (H3N2) - | Influenza A/Hong Kong/33982/2009
Bordetella holmesii - -/+
virus /+ (HN2) x PR8-IDCDC-RG26 virus
Bordetella parapertussis - Influenza A/Ohio/2/2012 (H3N2) virus /_ Influenza B/Brisbane/60/2008 virus | -/+
+
Bordetella pertussis - | Influenza A/Perth/1001/2018 (H3N2) virus /_ Influenza B/Colorado/6/2017 virus | -/+
+
) ) Influenza A/Singapore/INFIMH-16- - . .
Chlamydia caviae - Influenza B/Malaysia/2506/2004 virus | -/+
0019/2016 (H3N2) virus /+
Chlamydia psittaci genotype A Influenza A/South Australia/55/2014 -
- Influenza B/Maryland/15/2016 virus | -/+
and C (H3N2) virus /+
Influenza A/South Australia/55/2014, -
Chlamydophila pneumoniae CM-1 | - Influenza B/Netherlands/207/06 virus | -/+
IVR-175 (H3N2) virus /+
Human coronavirus 229E, OC43, Influenza A/Switzerland/9715293/2013 - Influenza B/Netherlands/2518/2016 /
- -/+
NL63 and HKU1 (H3N2) virus /+ (clade 1A) virus
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Cross-reactivity testing

MERS Coronavirus - Influenza A/Texas/50/2012 (H3N2) virus / Influenza B/Nevada/3/2011 virus -/+
+
SARS Coronavirus Influenza A/ThUringen/5/2017 (H3N2) -
- Influenza B/New Jersey/1/2012 virus | -/+
Strain Frankfurt 1 virus (Clade 3C2a.1) /+
SARS-CoV-2 strain
Influenza A/Uruguay/716/2007 - )
BetaCoV/Germany/BavPat1/2020 | -/+ ) Influenza B/Texas/02/2013 virus -/+
: (H3N2) (NYMC X-175C) virus /+
p.
SARS-CoV-2 strain 2019-nCoV/Italy- Influenza A/Victoria/210/2009 (H3N2) -
-/+ Influenza B/Townsville/8/2016 virus | -/+
INMI1 virus /+
SARS-CoV-2 isolate Influenza A/Victoria/361/2011 (H3N2) - )
-/+ Influenza B/Canberra/11/2016 virus | -/+
Australia/VIC01/2020 virus /+
Influenza A/Victoria/361/2011 IVR-165 -
SARS-CoV-2 isolate Wuhan-Hu-1 -/+ Influenza B/Florida/4/2006 virus -/+
(H3N2) virus /+
SARS-CoV-2 strain -
-/+ | Influenza A/Anhui/01/2005 (H5N1) virus Influenza B/Florida/07/2004 virus -/+
2019nCoV/USAWA1/2020 /+
Influenza A/Anhui/01/2005 x PR8-IBCDC- | - Influenza B/Guangdong/120/2000
Enterovirus 68 and 71 - -/+
RG6 (H5NT) virus /+ virus
Influenza B/Hubei
) . Influenza A/chicken/Vietnam/NCVD- - .
Enterovirus Echovirus 11 and 30 - i Wujiagang/158/2009 (NYMC BX-39) | -/+
016/2008 (H5NT1) virus /+ )
virus
Influenza A/chicken/Vietham/NCVD-
Enterovirus Coxsackievirus A24, A9 - ) .
- 016/2008 x PR8-IDCDC-RG12 (H5NT) Influenza B/ Jiangsu/10/2003 virus -/+
and B3 ) /+
virus
Influenza A/chicken/Vietham/NCVD- - Influenza B/Massachusetts/2/2012
Haemophilus influenzae MinnA - ) . -/+
03/08 (H5N1) - PR8-IDCDC-RG25a virus | /+ virus
Influenza A/Brisbane/02/2018, IVR- y Influenza A/chicken/Yunnan/1251/2003 | - Influenza B/Netherlands/365/2016 /
-/+ -/+
190 (HIN1)pdm09 virus (H5N1) virus /+ (clade 3) virus
Influenza
Influenza A/common magpie/Hong -
A/California/7/2009(HTN1)pdm09 | -/+ . Influenza B/Phuket/3073/2013 virus | -/+
) Kong/645/2006 (H5N1) virus /+
virus
Influenza A/Dominican
. Influenza A/duck/Hunan/795/2002 - )
Republic/7293/2013 (HIN1)pdm09 | -/+ Influenza B/Texas/06/2011 virus -/+
. (H5NT1) virus /+
virus
Influenza A/Massachusetts/15/2013 -
-/+ | Influenza A/Egypt/321/2007 (HS5N1) virus Influenza B/Wisconsin/1/2010 virus | -/+
(HIN1)pdmO9 virus /+
Influenza A/Michigan/45/2015 y Influenza A/Egypt/321/2007 x PR8- - | Influenza B/Wisconsin/1/2010 BX-41A /
-/+ _/+
(HIN1)pdmOQ9 virus IDCDC-RG11 (H5N1) virus /+ virus
Influenza A/Netherlands/1250/2016 Influenza A/Egypt/3300-NAMRU3/2008 x | -
-/+ Legionella bozemanii -
(HIN1)pdmO09 virus (clade 6B.1) PR8-IDCDC-RG13 (H5N1) virus /+
Influenza A/New Influenza A/Egypt/N03072/2010 (HSN1) x | -
-/+ Legionella dumoffii -
Caledonia/20/99(HINT) virus PR8-IDCDC-RG29 virus /+
Influenza A/New York/18/2009 Influenza A/Hong Kong/213/2003 -
-/+ Legionella longbeachae -
(HIN1)pdmO9 virus (H5N1) virus /+
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Cross-reactivity testing
Influenza
) Influenza A/Hubei/1/2010 (H5N1) x PR8- | - ) ) )
A/Singapore/GP1908/2015, IVR-180 | -/+ Legionella micdadei -
] IDCDCRG30 virus /+
(HIN1)pdm09 virus
Influenza A/Sydney/134/2018 Influenza A/India/NIV/2006 xPR8-IBCDC- | - ) )
) -/+ ) Legionella pneumophila -
(HIN1)pdmO09 virus RG7 (H5N1) virus /+
Influenza A/Victoria/2040/2018 Influenza A/Japanese white eye/Hong | - )
. -/+ . Human metapneumovirus A and B -
(HINT1)pdmO9 virus Kong/1038/2006 (H5NT) virus /+
Influenza A/Vietnam/1194/2004 (H5N1) | -
Influenza A/PR/8/34 (HINT) virus | -/+ . Moraxella catarrhalis -
virus /+
Influenza A/Brisbane/117/2018 Influenza A/Vietnam/1194/2004 (NIBRG- | - )
) -/+ ) Mycoplasma pneumoniae -
(H3N2) virus 14) (H5N1) virus /+
Influenza A/Brisbane/1028/2017 y Influenza A/Vietnam/1203/2004 x PR8- | - Mycobacterium tuberculosis not
_/+ -
(H3N2) virus IBCDC-RG (H5N1) virus /+ rifampin resistant
Influenza A/Fujian/411/2002 (H3N2) y Influenza A/Whooper Swan/Ré5/2006 - Human parainfluenza 1, 2, 3 and 4
|+ -
virus (H5NT1) virus /+ viruses
o Influenza A/pheasant/New . .
Influenza A/Hiroshima//52/2005 - | Pneumocystis jirovecii Type A1 and
-/+ | Jersey/1355/1998 (H5N2)-PR8-IBCDC-4 -
(IVR-142) (H3N2) virus ) /+ 9885652
virus
Influenza A/Hong Kong/4801/2014 Influenza A/Duck/Singapore-Q/F119- -
-/+ Human rhinovirus type C -
(H3N2) virus 3/97 (H5N3) virus /+
Influenza A/Hong Kong/4801/2014, y Influenza A/Duck/Lao/XBY004/2014 - Staphylococcus aureus subsp.
_/+ -
NYMC X-263B (H3N2) virus (H5N6) (Clade 2.3.4.4) virus /+ aureus
Influenza A/Indiana/8/2011 Influenza A/DE-SH/Reiherente/AR8444/ | - ) o
-/+ Staphylococcus epidermidis -
(H3N2)v virus 2013 (H5N8) virus /+
Influenza A/Indiana/10/2011 Influenza A/Turkey/Germany/R2485- -
. -/+ . Streptococcus pneumoniae 2022 -
(H3N2)v virus 86/2014 (H5N8) virus /+
Influenza A/Kansas/14/2017 (H3N2) Influenza A/turkey/Virginia/2002 x PR8- | -
-/+ Streptococcus pyogenes -
virus IBCDC-5 (H7N2) virus /+
Influenza A/Kansas/14/2017, NYMC Influenza A/Mallard/Netherlands/2/2009 | - o
-/+ Streptococcus salivarius -
X-327 (H3N2) virus (H7N7) virus /+
Influenza
Influenza A/Kumamoto/102/2002 - Respiratory syncytial virus (RSV) A
) -/+ | A/Mallard/Netherlands/12/2000 (H7N7) ) -/+
(H3N2) virus /+ and B (strain CH93(18)-18)
- IBCDC-1 virus
Influenza A/Minnesota/11/2010 - Human Respiratory Syncytial Virus
-/+ | Influenza A/Anhui/1/2013 (H7N9) virus -/+
(H3N2)v virus /+ strain Long
Influenza A/Minnesota/11/2010 y Influenza A/Guangdong/17SF003/2016 | -
-/+
X203 (H3N2)v virus (H7N9) virus /+

Table 14. Reference pathogenic microorganisms used in this study.

12.4. Analytical reactivity

The reactivity of the VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System for
SARS-CoV-2 was evaluated against RNA from Human 2019-nCoV strain BetaCoV/Germany/BavPai1/2020 p.1,
Human 2019-nCoV strain 2019-nCoV/Italy-INMIT, SARS-CoV-2 strain 2019nCoV/USA-WA1/2020, synthefic RNA
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controls for two variants of the SARS-CoV-2 virus: MT007544.1 (SARS-CoV2 isolate Australia/VIC01/2020) and
MN908947.3 (SARS-CoV-2 isolate Wuhan-Hu-1), showing positive result.

The reactivity of the VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System for
Influenza A was evaluated against RNA extracted from the following strains: Influenza A/Brisbane/02/2018, IVR-190
(HINT1)pdmO09 virus, Influenza A/California/7/2009(H1NT)pdmO09 virus, Influenza A/Dominican Republic/7293/2013
(HINT)pdmOQ9 virus, Influenza A/Massachusetts/15/2013 (HIN1)pdmO0? virus, Influenza A/Michigan/45/2015
(HINT)pdmOQ9 virus, Influenza A/Netherlands/1250/2016 (HIN1)pdmOQ9 virus (clade 6B.1), Influenza A/New
Caledonia/20/99(HINT) virus, Influenza A/New York/18/2009 (HINT)pdmO9 virus, Influenza
A/Singapore/GP1908/2015 virus, IVR-180 (HIN1)pdmOQ09 virus, Influenza A/Sydney/134/2018 (HINT)pdmO9 virus,
Influenza A/Victoria/2040/2018 (HIN1)pdmO09 virus, Influenza A/PR/8/34 (HINT) virus, Influenza A/Brisbane/117/2018
(H3N2) virus, Influenza A/Brisbane/1028/2017 (H3N2) virus, Influenza A/Fujian/411/2002 (H3N2) virus, Influenza
A/Hiroshima//52/2005 (IVR-142) (H3N2) virus, Influenza A/Hong Kong/4801/2014 (H3N2) virus, Influenza A/Hong
Kong/4801/2014 NYMC X-263B (H3N2) virus, Influenza A/Indiana/8/2011 (H3N2)v virus, Influenza A/Indiana/10/2011
(H3N2)v virus, Influenza A/Kansas/14/2017 (H3N2) virus, Influenza A/Kansas/14/2017, NYMC X-327 (H3N2) virus,
Influenza A/Kumamoto/102/2002 (H3N2) virus, Influenza A/Minnesota/11/2010 (H3N2)v virus, Influenza
A/Minnesota/11/2010 X203 (H3N2)v virus, Influenza A/Netherlands/398/2014 (H3N2) virus (clade 3C.3a), Influenza
A/Netherlands/2393/2015 (H3N2) virus (clade 3C.2a). Influenza A/Newcastle/607/2019 (H3N2) virus, Influenza
A/New York/39/2012 (H3N2) virus, Influenza A/Ohio/2/2012 (H3N2) virus, Influenza A/Perth/1001/2018 (H3N2) virus,
Influenza A/Singapore/INFIMH-16-0019/2016 (H3N2) virus, Influenza A/South Australia/55/2014 (H3N2) virus, Influenza
A/South Australia/55/2014, IVR-175 (H3N2) virus, Influenza A/Switzerland/9715293/2013 (H3N2) virus, Influenza
A/Texas/50/2012 (H3N2) virus, Influenza A/Thiringen/5/2017 (H3N2) virus (Clade 3C2a.1), Influenza
A/Uruguay/716/2007 (H3N2)(NYMC X-175C) virus, Influenza A/Victoria/210/2009(H3N2) virus, Influenza
A/Victoria/361/2011 (H3N2) virus, Influenza A/Victoria/361/2011 IVR-165 (H3N2) virus, Influenza A/Anhui/01/2005
(H5NT) virus, Influenza A/Anhui/01/2005 x PR8-IBCDC-RG6 (HS5NT) virus, Influenza A/chicken/Vietham/NCVD-
016/2008 (H5NT1) virus, Influenza A/chicken/Vietnam/NCVD-016/2008 x PR8-IDCDC-RG12 (H5NT) virus, Influenza
A/chicken/Vietnam/NCVD-03/08 (H5NT) - PR8-IDCDC-RG25a virus, Influenza A/chicken/Yunnan/1251/2003 (H5NT)
virus, Influenza A/common magpie/Hong Kong/645/2006 (H5N1) virus, Influenza A/duck/Hunan/795/2002 (HSNT)
virus, Influenza A/Egypt/321/2007 (HS5NT1) virus, Influenza A/Egypt/321/2007 x PR8-IDCDC-RG11 (H5NT) virus, Influenza
A/EQypt/3300-NAMRU3/2008 x PR8-IDCDC-RG13 (H5N1) virus, Influenza A/Egypt/N03072/2010 (H5N1) x PR8-IDCDC-
RG29 virus, Influenza A/Hong Kong/213/2003 (H5N1) virus, Influenza A/Hubei/1/2010 (H5N1) x PR8-IDCDCRG30 virus,
Influenza A/India/NIV/2006 xPR8-IBCDC-RG7 (H5N1) virus, Influenza A/Japanese white eye/Hong Kong/1038/2006
(HS5N1) virus, Influenza A/Vietnam/1194/2004 (H5N1) virus, Influenza A/Vietnam/1194/2004 (NIBRG-14) (H5N1) virus,
Influenza A/Vietnam/1203/2004 x PR8-IBCDC-RG (H5N1) virus, Influenza A/Whooper Swan/Ré65/2006 (H5N1) virus,
Influenza A/pheasant/New Jersey/1355/1998 (H5N2)-PR8-IBCDC-4 virus, Influenza A/Duck/Singapore-Q/F119-3/97
(H5N3) virus, Influenza A/Duck/Lao/XBY004/2014 (H5Né) virus (Clade 2.3.4.4), Influenza A/DE-SH/Reiherente/AR8444/
2016 (H5N8) virus, Influenza A/Turkey/Germany/R2485-86/2014 (HSN8) virus, Influenza A/turkey/Virginia/2002 x PR8-
IBCDC-5 (H7N2) virus, Influenza A/Mallard/Netherlands/2/2009 (H7N7) virus, Influenza
A/Mallard/Netherlands/12/2000 (H7N7) - IBCDC-1 virus, Influenza A/Anhui/1/2013 (H7N9) virus, Influenza
A/Guangdong/17SF003/2016 (H7N9) virus, Influenza A/Chicken/Hong Kong/G9/1997 x PR8-IBCDC-2 (H9N2) virus,
Influenza A/Chicken/Myanmar/433/2016 (H9N2) virus, Influenza A/Hong Kong/1073/99 (H9N2) virus, Influenza
A/Hong Kong/33982/2009 (H9N2) x PR8-IDCDC-RG26 virus, showing positive result.
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The reactivity of the VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System for
Influenza B was evaluated against RNA extracted from the following strains: Influenza B/Brisbane/60/2008 virus,
Influenza B/Colorado/6/2017 virus, Influenza B/Malaysia/2506/2004 virus, Influenza B/Maryland/15/2016 virus,
Influenza  B/Netherlands/207/06 virus, Influenza B/Netherlands/2518/2016 (clade 1A) virus, Influenza
B/Nevada/3/2011 virus, Influenza B/New Jersey/1/2012 virus, Influenza B/Texas/02/2013 virus , Influenza
B/Townsville/8/2016 virus (B/Victoria lineage); Influenza B/Canberra/11/2016 virus, Influenza B/Florida/4/2006 virus,
Influenza B/Florida/07/2004 virus, Influenza B/Guangdong/120/2000 virus, Influenza B/Hubei Wujiagang/158/2009
(NYMC BX-39) virus, Influenza B/Jiangsu/10/2003 virus, Influenza B/Massachusetts/2/2012 virus, Influenza
B/Netherlands/365/2016 (clade 3) virus, Influenza B/Phuket/3073/2013 virus, Influenza B/Texas/06/2011 virus,
Influenza B/Wisconsin/1/2010 virus, Influenza B/Wisconsin/1/2010 BX-41A virus (B/Yamagata lineage), showing

positive result.

The reactivity of the VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System for RSV
was confirmed against RNA extracted from RSV A and B (strain CH?3(18)-18) and Human Respiratory Syncytial Virus

strain Long, showing positive result.
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TURKCE

1. Kullanim amaci

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System, saglik kurulusu tarafindan
COVID-19 veya diger solunum yolu enfeksiyonu siphesi olan kisilerden alinan solunum orneklerinde SARS-CoV-2'den
RNA'nin kalitatif tespiti ve SARS-CoV-2, Influenza A (Flu A), Influenza B (Flu B) ve/veya insan Respiratuvar Sinsityal VirUs
A/B (RSV) icin tasarlanmis otomatik bir gercek zamanl RT-PCR testidir. Bu testin, SARS-CoV-2, Flu A, Flu B ve/veya RSV
viral RNA'nin variginin tanimlanmasina yardimci olarak kullanimasi amaclanmistir. Analiz, BD MAX™ Sistemini,
otomatik olarak RNA'nin ekstraksiyonu icin kullanir ve ardindan BD MAX™ Sistemi icin evrensel reaktifler ve atilabilir
maddeler ile birlikte saglanan reaktiflerin kullanildigr gercek zamanli RT-PCR'yi kullanir. RNA solunum &érneklerinden
ekstrakte edilir, RT-PCR kullanilarak amplifikasyon uygulanir ve SARS-CoV-2, Flu A, Flu B ve/veya RSV'ye &zel floresan

raportér boya problar kullanilarak tespit edilir.
2. Ozetve Aciklama

Koronavirls, segmentlere ayrimamis porzitif-duyarli RNA virisodir ve Coronaviridae familyasina aittir. insan
hastaliklarina neden oldugu bilinen alti koronavirUs t0r0 vardir. Dort virds (229E, OC43, NL63 ve HKU1) soguk alginligi
semptomlarina neden olurken, diger ikisi (ciddi akut solunum sendromu koronavirUs (SARS-CoV) ve Orta Dogu
solunum sendromu koronaviris (MERS-CoV) zoonotiktir ve daha ciddi komplikasyonlara neden olurlar. SARS-CoV ve
MERS-CoV, son yirmi yilda 10.000'den fazla kUmulatif vakaya neden olmustur ve mortalite oranlari MERS-CoV icin
%34 ve SARS-CoV icin %10'dur.

Aralik 2019'da, Cin'in Hubei Eyaleti, Wuhan kentindeki Huanan deniz UrUnleri pazannda ¢alisan veya yakinlarinda
yasayan bazi insanlarda, nedeni bilinmeyen pndmoni gérildu. Solunum numunelerinin derin sekans analizi, ilk olarak
2019 yeni koronavirls (2019-nCoV) ve son zamanlarda SARS-CoV-2 olarak adlandinlan yeni bir koronavirisu ortaya

koydu.

SARS-CoV-2'nin semptomlarnn gérilmedigi kulugka déneminde bile insandan insana bulastig dogrulanmistir ve virds,
SARS-CoV virGsunun yol actiklarna benzer ciddi bir solunum yolu hastaligina neden olmaktadir. Pnémoni virUsle
baglantill baslica hastalk olmasina ragmen, az sayida hastada ciddi pndmoni, pulmoner 6dem, akut solunum
yetersizligi sendromu veya coklu organ yetmezligi ve 8lim meydana gelmistir. Hastalk Kontrol ve Onleme Merkezleri
(Centers of Disease Control and Prevention, CDC), SARS-CoV-2 semptomlarinin ortaya ¢cikma suresinin virdse maruz
kalindiktan sonra 2 gin kadar kisa veya 14 gin kadar uzun olabilecegine ve en yaygin semptomlarin ates veya
UsUme, 6ksurUk, yorgunluk, anoreksi kas agrsi ve nefes darligi olduguna inanmaktadir. Daha az gértlen semptomlar
bogaz agrnsi, burun tikanmasi, bas agrisi, ishal, bulanti ve kusmadir. Solunum semptomlarinin baslangicindan énce
koku kaybi (anosmi) veya tat kaybi (agizi) da bildirilmistir. lleri yastaki yetiskinler ve kalp veya akciger hastald ya
da diyabet gibi altta yatan ciddi tibbi rahatsizliklan olan kisiler, COVID-19 hastaligi nedeniyle daha ciddi

komplikasyonlar gelistirme agisindan daha yUksek risk allindadir.

CDC, SARS-CoV-2'nin ve influenza ve RSV gibi diger respiratuvar virUslerin fanimlanmasi igin Ust solunum yolu
orneklerinin (cogunlukla bir saglik kurulusu tarafindan toplanan nazofarengeal (NP) ve orofaringeal (OP) swablar,

nazal orta tUrbinat swab, nazal swab, nazofarengeal yikama/aspirat veya nazal yikkama/aspirat (NW) érnekleri)
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ve/veya alt solunum yolu &rneklerinin (balgam, endotrakeal aspirat veya daha siddetli solunum hastaligr olan

hastalarda bronkoalveolar lavaj) kullanilimasini énerir.

influenza virGsleri Orthomyxoviridae ailesine aittir ve viral alt solunum yolu enfeksiyonlarinin coguna neden olur. Yasli
ve riskli bireylerin 6zellikle agr hastallk ve pndmoni gibi komplikasyonlara yakalanma riski altinda oldugu
dustndldiginde, Influenza A ve B, dinya capinda énemli bir morbidite ve mortalite nedenidir. insanlar bu
semptomlarnn bir kismini veya tamamini hissederler: ates veya atesimsi/titreme hissi, 6ksUrUk, bogaz agrisi, burun
tikanikidi ve akintisi, miyalji, bas adnsi ve istahsizlik. influenza virUsleri insandan insana iki farkli sekilde yayilabilir: hava
yoluyla (hapsirma ve &ksirme sonucu ortaya ¢ikan bUyUk damlaciklar ve aerosoller) ve dogrudan veya dolayl

tfemas yoluyla.

influenza A ve B, tipik olarak 11 veya 12 viral proteini kodlayan sekiz balimli genom RNA ipligi iceren zarfl, tek
sarmalli RNA virGsleridir. Konakgi plazma membranindan turetilen viral zarf, hemaglutinin (HA) ve néraminidaz (NA)
gibi fransmembran proteinleri ve matris proteinleri M1 ve M2'yi iceren bir lipit cift tabakasindan olusur. influenza A
virGsleri ayrica "HA" ve "NA" molekullerinin antijenisitesine goére alt tiplere ayrilirken, Influenza B antijenik ve genetik

olarak farkl 2 soy olan Victoria ve Yamagata'ya ayrilir.

insan respiratuvar sinsityal virisleri A ve B (RSV), Paramyxoviridae ailesine aittir ve akut solunum yolu enfeksiyonlarinin
en 6nemli viral ajanlandir. RSV, zarfl, bé&limlenmemis, negatif, tek sarmalll dogrusal bir RNA genom virGsGdUr.
Respiratuvar sinsityal virUs, her yastan insanda bronsit, pnédmoni ve kronik obstriktif akciger enfeksiyonlarna neden
olan, solunum yolu enfeksiyonlarinin ortak bir nedenidir. insanlar genellikle bu semptomlarn bir kismini veya
famamini hissederler: rinore, dUsUk dereceli ates, dksuruk, bogaz agrisi, bas agnsi ve hirilti. RSV, enfekte kisilerden
gelen bUyUk nazofaringeal sekresyon damlaciklar, yakin femas veya kontamine yUzeylere dokunduktan sonra

kendi kendine asilama yoluyla bulasir.

Cok cesitli patojenler benzer klinik sendromlarla orfaya c¢ikan akut solunum yolu enfeksiyonlarna neden
olabileceginden teshisi sorunlu olabilir. Gercek zamanl PCR testlerinin, SARS-CoV-2, Flu A, Flu B ve RSV virUslerinin

tespiti icin hassas ve spesifik bir teshis araci oldugu gdsterilmistir.

3. Prosedur ilkesi

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System, solunum numunelerinde
SARS-CoV-2, Flu A, Flu B ve/veya RSV'nin tespiti icin tasarlanmistir. Tespit, ters transkripsiyonun ve onu izleyen spesifik
hedef sekans amplifikasyonunun ayni reaksiyon tUpUnde meydana geldigi tfek adimh gercek zamanl RT-PCR
formatinda gerceklestirilir. izole edilmis RNA hedefi, revers transkriptaz ile tamamlayici DNA olusturarak kopyalanir;
bunu SARS-CoV-2 igin N geninin iki korunmus bdlgesinin (N1 ve N2) amplifikasyonu, Flu A ve Flu B icin M1 geninin
korunmus bir bdlgesinin amplifikasyonu ve RSV icin spesifik primerler ve floresan etiketli problar kullanilarak N geninin

korunmus bir bdlgesinin amplifikasyonu takip eder.

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System, DNA polimerazin 5'
eksonUkleaz aktivitesine dayanir. DNA amplifikasyonu sirasinda, bu enzim tamamlayici DNA sekansina bagli probu
ayirarak; séndurtct boyanin raportdérden ayirt edilmesini saglar. Bu reaksiyon, hedef sablonun miktaryla orantili olan

floresan sinyalinde bir artis meydana getirir. Bu floresans BD MAX™ Sisteminde SlcUlUr.
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VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System iki farkli reaksiyon tOpUnden
olusur. TUplerden biri RNA'yI Flu A, Flu B ve/veya RSV'den (Seffaf Kirmizi veya 1A folyo) tespit ve ayirt eder ve diger
tUp &zellikle SARS-CoV-2'den (Seffaf Yesil veya 1G folyo) RNA'yl tespit eder. Her tUp, ekstraksiyon islemini ve/veya
polimeraz aktivitesinin inhibisyonunu izlemek icin stabilize bir formatta gercek zamanl PCR testine yonelik gerekli ttm
bilesenleri (spesifik primerler/problar, dNTPS, tampon, polimeraz, revers transkriptaz) ve bir dahili kontrol (SARS-CoV-
2 reaksiyon tUpUnde endojen) icerir. SARS-CoV-2 testinde, endojen Dahili Kontrol (IC) olarak bir insan housekeeping
geni kullanilir (insan RNase P geni). insan housekeeping genleri temel hiicre bakiminda rol oynar ve bu nedenle tOm
cekirdekli insan hUcrelerinde bulunmasi ve nispeten sabit ekspresyon seviyelerini muhafaza etmesi beklenir. Her bir
RNA hedefi, belirli kanallarda (475/520, 585/630 ve/veya 630/665) ve 530/565 kanalindaki dahili kontrolde (IC)
cogaltilir ve tespit edilir. Flu A, Flu B ve/veya RSV testinde, Flu A RNA hedefi kanal 475/520'de, Influenza B RNA hedefi
kanal 585/630'da, RSV RNA hedefi kanal 630/665'te ve bu testin dahili kontrolU kanal 530/565'te cogalfilir ve tespit
edilir. SARS-CoV-2 testinde, N2 hedefi 475/520 kanalinda, N1 hedefi 630/665 kanalinda ve endojen dahili kontrol (IC)
530/565 kanalinda ¢cogaltilir ve tespit edilir.

4. Verilen reaktifler

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System, Tablo 1'de ayrintili olarak

verilen asagidaki maddeleri ve reaktfifleri icerir:

Referans Reaktif/Materyal Aciklama Renk/Barkod Miktar
Enzimler, primer problari, tampon, seffaf
VS-ABR212R Flu A, F{u B & RSV .dN.TP ler, sTob|I|zc1’r<')'rIer ve stgblllze | kirmez veya 1A 12 tUp iceren 2
reaction tube edilmis formatta dahili kontrol iceren bir folyo poset
karisim
Enzimler, primer problari, tampon, seffaf
VS-NCO312 SARS-Co . 2 (N1 +N2) (.jN.TP ler sToblhonorI‘er ve stgbll|ze Yesil veya 1G 12 t0p iceren 2
reaction tube edilmis formatta endojen dahili kontrol folvo poset
iceren bir karisim 4
Rehydration Buffer Stabilize edilmis UrinU sulandirmak igin seffaf 24 tUpiceren 1
VS-RBO9 Y ? . ¢ Turuncu veya Pie
tube solUsyon kese
11 folyo

Tablo 1. VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System with Cat icinde saglanan reaktif ve materyaller.
N°. VS-FNR124 (444217).

5. Kullanici tarafindan tedarik edilecek olan reaktifler ve ekipman

Asagidaki liste, kullanim igin gerekli olan ancak VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit

for BD MAX™ System icinde bulunmayan materyalleri ve ekipmanlari icerir.

e Gercek Zamanl PCR cihazi: BD MAX™ System.

e BD MAX™ ExK™ TNA-3 (Ref:442827 veya 442828)
e BD MAX™ PCR Cartridges (Ref: 437519)

e Vorteks.

e  Mikropipetler (2 ile 1000 pL arasinda hatasiz).

e  Filtre uclar.
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e Pudrasiz tek kullanimlik eldivenler
6. Tasima ve depolama kosullan

e Kitler, etikette belirtilen son kullanma tarihine kadar 2-40 °C'de sevk edilip saklanabilir.

e  Reaksiyon tUplerini iceren aliminyum posetler, acildiktan sonra 28 gine kadar kullanilabilir.
7. Kullanicilara vyarilar

o Ur0n yalnizca molekiler biyolojik teknikler konusunda egitimli laboratuar veya sadlk uzmanlar ve teknisyenler
gibi profesyonel kullanicilar tarafindan kullaniimak Gzere tasarlanmistir.

e In vitro tanisal kullanim icindir.

e Son kullanma tarihi gecmis reaktifleri ve/veya materyalleri kullanmayin.

e Dis kutuyu mUhurleyen etiket acilmigsa kiti kullanmayin.

e Koruyucu kutu ulastiginda acilmis veya kirnlmissa reaktifleri kullanmayin.

¢ Koruyucu posetler ulastiginda aciksa veya kirimissa reaktifleri kullanmayin.

e Reaktif posetler icinde kurutucu mevcut degilse veya parcalanmissa reaktifleri kullanmayin.

e  Kurutucu maddeyi reaktif posetlerinden cikarmayin.

e Her kullanmdan sonra hemen reaktif koruyucu posetlerin fermuarini kapatin. Kapatmadan dnce posetlerdeki
fazla havayi giderin.

e  Folyo kinimis veya hasar gérmUsse reaktifleri kullanmayin.

e Farkl posetlerden ve/veya kitlerden ve/veya partilerden reakfifleri karstirmayin.

e Reaktifleri nemden koruyun. Neme uzun sUre maruz kalmak Gron performansini etkileyebilir.

e Bilesenleri isiktan koruyun.

e Laboratuvarin genel alaninda baska PCR testlerinin yapildigi durumlarda, VIASURE SARS-CoV-2, Flu (A+B) &
RSV Real Time PCR Detection Kit for BD MAX™ System, BD MAX™ ExK™ TNA-3 ekstraksiyon kiti, bunun icin gerekli
herhangi bir reaktif ile Test ve BD MAX™ Sisteminin kontamine olmamasina dikkat edilmelidir. Reaktiflerin
mikrobiyal ve ribonUkleaz (RNaz)/deoksiribonUkleaz (DNaz) kontaminasyonundan daima kaginin. Steril
RNaz/DNaz icermeyen, tek kullanimlik, aerosole direncli veya pozitif deplasmanl pipet uclarnnin kullanilmasi
Onerilir. Her numune icin yeni uc kullanin. Reaktifler ve kartuslar kullanimadan énce eldivenler degistirimelidir.

e Influenza A, influenza B ve RSV'den RNA'yI belirlemek icin Snap-In 2'de (yesil konum) bir tUp kullandiginizdan ve
SARS-CoV-2'den RNA'yI belirlemek icin Snap-In 4'te (mavi konum) baska bir tGp kullandiginizdan emin olun. TUm
sUrec boyunca bunlar kanstirmamaya dikkat edin.

e  Ortamin amplikonlarla kontaminasyonunu 6nlemek icin, BD MAX™ PCR Carfridge kullandiktan sonra
parcalamayin. BD MAX ™ PCR Cartridge contalarn kontaminasyonu dnleyecek sekilde tasarlanmigtir.

e Tek yonlU bir is akisi tasarlayin. Ekstraksiyon Alaninda baslanmali ve Amplifikasyon ve Tespit Alaninda devam
edilmelidir. Numuneleri, ekipmani ve reaktifleri Snceki adimin gerceklestirildigi alana geri géturmeyin.

e lyi Laboratuvar Uygulamalanna Uyun. Koruyucu kiyafet giyin, tek kullanmlik eldivenler, gdziikler ve maske
kullanin. Calisma alaninda bir sey yemeyin, icmeyin veya sigara kullanmayin. Testi bitirdikten sonra ellerinizi

yikayin.
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e Numuneler ile numunelere maruz kalan tUm reaktifler ve materyaller potansiyel olarak bulasici muamelesi
gormeli ve ulusal gUvenlik dizenlemelerine uygun olarak ele alinmalidir. Numunelerin toplanmasi, saklanmasi,
islenmesi ve bertarafi sirasinda gerekli dnlemleri alin.

e Yaygin olarak kullanilan ekipmanin, &ézellikle mikropipetler ve calisma yUzeylerinin dizenli olarak dekontamine
edilmesi 6nerilir.

e  Ek uyarilar, dnlemler ve prosedurler icin BD MAX™ Sistemi Kullanici El Kitabina bakin.

8. Prosedur

8.1. NUMUNELERIN TOPLANMASI, SAKLANMASI VE TASINMASI

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System, viral tasima ortaminda

(VIM) Vircell SL, ispanya) toplanan nazofaringeal/ orofaringeal swab Uzerinde dogrulanmistir.

VIM'de tfoplanan nazofaringeal/orofaringeal swablardan  farkl  tipteki numuneler  kullanici  tarafindan

dogrulanmalidir.

Toplanan, saklanan ve tasinan numuneler, kullanici tarafindan dogrulanan sartlarda muhafaza edilmelidir. Genel
olarak, solunum numuneleri tasima ortami iceren veya icermeyen (numune tUrine goére) temiz kaplarda uygun
sekilde toplanmali ve etiketlenmeli ve testin kalitesini garanti etmek icin en kisa sGrede isleme konmalidir. Numuneler
patojen materyalin tasinmasi ile ilgili yerel ve ulusal dizenlemelere uyularak, 48 saate kadar 2 - 8°C sicaklikta
tasinmalidir. Uzun sUreli tasimalar icin (48 saatten fazla), sevkiyatin -20°C'de yapilmasi dnerilir. Test icin taze érneklerin
kullaniimasi tavsiye edilir. Ornekler 2 ila 8 °C'de 48 saate kadar saklanabilir veya -20 °C'de dondurulabilir ya da
koruma icin ideal olarak -70 °C'de saklanabilir. Numune ve nukleik asitlerin bozulmasini énlemek icin tekrarlanan

donma-¢cdz0ime déngUlerinden kacginiimalidir.
8.2. NUMUNELERIN HAZIRLANMASI VE RNA EKSTRAKSIYONU

Numune hazirlama islemini kullanilan ekstraksiyon kiti olan BD MAX™ ExK™ TNA-3'nin kullanim talimatlarindaki
Onerilere uyarak gerceklestiin. Bazi numunelerin én islem gerektirebilecegini unutmayin. Uygulamaya &zel

ekstraksiyon hazirlama prosedurleri kullanici tarafindan gelistiriimeli ve dogrulanmalidir.

1. Bir BD MAX™ TNA-3 Numune Tampon TUpUne viral tasima ortaminda (VIM) 400 uL nazofaringeal/orofaringeal
sUruntu numunesini pipetleyin ve t0pU bir septum bashgiyla kapatin. Numuneyi 1 dakika boyunca yuksek hizda

vorteksleyerek tamamen karnistinn. BD MAX™ Sistemini Kullanmaya gecin.

Not: Flu A, Flu B & RSV reaction tube, 200-400 yL numune hacmi ve SARS-CoV-2 (N1 + N2) reaction tube 400-750 uL

numune hacmi ile dogrulanmistir.
8.3. PCRPROTOKOLU

Not: LUtfen ayrintili talimatlar icin BD MAX™ Sistemi Kullanici El Kitabina bakin.
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8.3.1. VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™

System i¢in PCR test programi olusturma
Not: Halihazirda VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit testi olusturduysaniz, 8.3.1
adimini atlayip dogrudan 8.3.2'ye gecebilirsiniz.
1) BD MAX™ Sisteminin “Run” (Calistir) ekraninda, “Test Editor” (Test DUzenleyici) sekmesini secin.
2) ‘“Create” (Olustur) diugmesine tiklayin.

3) "Test Name” (Test Adi) penceresindeki Temel Bilgi sekmesinde, testinize bir ad verin: drnegin VIASURE SARS-
CoV-2, Flu (A+B) & RSV (VSARSCoV2, FluA+B,RSV).

4) "“Extraction Type" (Ekstraksiyon Tipi) acilir menusunde, “ExK TNA-3"yi secin.

5) "Master Mix Format” (Ana Kangim Formati) acilir menUsinde, “Dual Master Mix Concentrated Lyophilized
MM with Rehydration Buffer (Type 5)" (Cift Ana Kansim Konsantre Liyofilize MM ile Rehydration Buffer (Tip

5)) égesini secin.

6) “Sample extraction parameters” (Numune ekstraksiyon parametreleri) icinde “User defined” (Kullanici

taniml) secenegdini secin ve numune hacmini 250 plL olarak ayarlayin.

7) “Ct Calculation” (Ct Hesaplamasi)'nda “Call Ct at Threshold Crossing” (Esigin Gecilmesi Halinde Ct'yi
Ara)’yi secin.

8) Yazlm sUrimU 5.00 veya Uzeri ise ve barkodiu folyolu takma tUpleri varsa, "Ozel Barkodlar' kisminda

asagidaki yapilandirmayi segin:
a. Snap-In 2 Barcode: 1A ( Flu A, Flu B & RSV reaction tube ile ilgili)
b. Snap-In 3 Barcode: 11 (Rehydration Buffer tube icin)

c. Snap-In 4 Barcode: 1G ( SARS-CoV-2 (N1 + N2) reaction tube ile ilgili)
9) Snap-In 2 (yesil) ve Snap-In 4 (mavi) konumlarn igin "PCR Settings” (PCR Ayarlan) ve "Test Steps” (Test

Adimlar) famamlanmalidir.

10) Snap-In 2 (yesil). “PCR settings” (PCR ayarlar) sekmesinde asadidaki parametreleri girin: “Channel Settings”

(Kanal Ayarlan), “Gains” (Kazanimlar) ve “Threshold” (Esik) (Tablo 2).

Channel Aliq§ Gain Threshold Ct Min Ct Max

(Kanal) (Takma Isim) (Kazanim) (Esik) (Ct Asgari) (Ct Azami)
475/520 (FAM) Flu A 60 100 0 40
530/565 (HEX) IC 80 300 0 40
585/630 (ROX) Flu B 60 200 0 40
630/665 (CyS5) RSV 60 150 0 40
680/715 (Cyb.5) - 0 0 0 0

Tablo 2. PCR ayarlar.

Not: Her kanal i¢in baslangi¢ noktasi olarak yukarida listelenen minimum esik degerlerinin ayarlanmasi onerilir, ancak esiklerin floresan
egrilerinin Ustel fazi dahilinde ancak arka plan sinyallerinin izerinde kalmasini saglamak icin nihai ayarlarin sonug enterpolasyonu sirasinda

son kullanici tarafindan belirlenmesi gerekir. Farkh cihazlar igin esik degeri, farkli sinyal yogunluklan nedeniyle degisebilir.
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11) Snap-In 2 (yesil). "PCR setftings” (PCR ayarlar) sekmesinde asagidaki parametreleri de girin: “Spectral Cross
Talk” (Spekiral Tartisma) (Tablo 3).

False Receiving Channel (Yanhs Alici Kanal)
Channel
(Chanel) 475/520 530/565 585/630 630/665 680/715
475/520 - 0.0 0.0 0.0 0.0
Excitation 530/565 0,0 - 2,0 0,0 0,0
Channel | 555,430 0,0 0,0 - 0,0 0,0
(Eksitasyon
Kanal) 630/665 0.0 0.0 4,0 - 0.0
680/715 0.0 0.0 0.0 0.0 -

Tablo 3. Spekiral tarisma parametreleri.

12) Snap-In 2 (yesil). "Test Steps” (Test Adimlar) sekmesine PCR protokolUnu girin (Tablo 4).

Step Name Profile Cycles
(Adim ismi) Type (Doénguler)
(Profil Tipi)

Tutma 1 900 45°C -

Temperature | Detect

Time (s) | (sicakiik) | (Tespif)

(Sireler)

Reverse transcription
(Revers transkripsiyon)
Initial denaturation

(Baslangic Tutma 1 120 98°C -
denatirasyonu)
Denaturation and
Annealing/Extension 10 95°C -
(Data collection)
(Denaturasyon ve 2- Sicaklik 45
Yeniden
Birlestirme/Genisletme
(Veri toplama))

61,1 63°C v

Tablo 4. PCR protokold.

13) Snap-In 4 (mavi). "PCR seftings” (PCR ayarlan) sekmesinde asagidaki parametreleri girin: “Channel

Settings” (Kanal Ayarlarn), "Gains” (Kazanimlar) ve “Threshold” (Esik) (Tablo 5).

Channel Alias Gain Threshold Ct Min Ct Max
(Kanal) (Takma isim) (Kazanim) (Esik) (Ct Asgari) (Ct Azami)
SARS-CoV-2
475/520 (FAM) N2 hedefi 80 150 0 40
530/565 (HEX) Endojen IC 80 150 0 35
585/630 (ROX) - 0 0 0 0
SARS-CoV-2
630/665 (Cyb) N1 hedefi 80 150 0 40
680/715 (CyS5.5) - 0 0 0 0

Tablo 5. PCR ayarlar.

Not: Her kanal icin baslangi¢ noktasi olarak yukarida listelenen minimum esik degerlerinin ayarlanmasi 6nerilir, ancak esiklerin floresan
egrilerinin Ustel fazi dahilinde ancak arka plan sinyallerinin Uzerinde kalmasini saglamak igin nihai ayarlarin sonug enterpolasyonu sirasinda

son kullanici tarafindan belirlenmesi gerekir. Farkli cihazlar igin esik degeri, farkl sinyal yogunluklari nedeniyle degisebilir.

14) Snap-In 4 (mavi). "PCR seftings” (PCR ayarlarn) sekmesinde asagidaki parametreleri de girin: “"Spectral Cross
Talk” (Spektral Tartisma) (Tablo 6).
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False Receiving Channel (Yanhs Alici Kanal)
Channel
(Kanal) 475/520 530/565 585/630 630/665 680/715
475/520 - 3.0 0,0 0,0 0,0
Excitation 530/565 1,0 - 0,0 0,0 0,0
Channel
(Eksitasyon 585/630 0,0 0,0 - 0,0 0,0
Kanalh) 630/665 0,0 0,0 0,0 - 0.0
680/715 0,0 0,0 0,0 0,0 -

Tablo 6. Spekiral tarhlsma parametreleri.

15) Snap-In 4 (mavi). "Test Steps” (Test Adimlar) sekmesine PCR protokolinU girin (Tablo 7).

Step Name Profile Cycles Time (s) Temperatur | Detect
(Adim ismi) Type (Dongiiler) (Sireler) e (Sicaklik) | (Tespit)
(Profil Tipi)

Tutma 1 200 45°C -

Reverse franscription
(Revers transkripsiyon)
Initial denaturation

(Baslangic Tutma 1 120 98°C -
denatirasyonu)
Denaturation and
Annealing/Extension 10 95°C
(Data collection)
(Denaturasyon ve 2- Sicaklik 45
Yeniden
Birlestirme/Genisletme 611 63°C v
(Veri toplama))

Tablo 7. PCR protokold.

16) "Save Test (Testi Kaydet) digmesine tiklayin.

8.3.2. BD MAX™ Raf kurulumu.

1) Test edilecek her birnumuneicin, BD MAX™ ExK TNA-3 kitinden bir adet Birimlere Ayrilmis Reakfif Serit cikarin.
TOm sivilarin tOplerin alt kisminda oldugundan ve BD MAX™ Sistemi numune raflarnna yUklendiginden emin
olmak icin her bir seridi hafifce sert bir yizeye vurun.

2) Gereklisayida BD MAX™ ExK™ TNA Ekstraksiyon TUpU'nU (B4) (beyaz folyo) koruyucu posetlerinden ¢ikarin.
Ekstraksiyon TUpUnU/TUplerini (beyaz folyo) TNA seridindeki ilgili pozisyonlara yerlestirin (1. Yerlestirme
pozisyonu, raftaki beyaz renkli kodlama. Sekil 1'e bakin). Fazla havayi ¢cikartin ve poseti fermuar ile kapatin.

3) Uygun sayida Flu A, Flu B & RSV reaction tubes (kirmizi veya 1A folyo) belirleyin ve ayirin ve seritte karsilik
gelen konumlarina yerlestirin (Snap-In 2. Yerlestirme pozisyonu, raftaki yesil renkli kodlama. Sekil 1'e bakin).

a. Fazla havay ¢ikartin ve aliminyum posetleri fermuar ile kapatin.

b. Rehidrasyonu dogru sekilde gerceklestirebilmek icin, I0tfen liyofilize UrlnUn t0pUn dibinde
oldugundan ve tUpUn Ust kismina veya folyo kapamasina yapismadigindan emin olun. TOm 0rdnin
tOpUn altinda oldugundan emin olmak igin her bir tUpU sert bir yizeye hafifce vurun.

4) Gerekli sayida Rehydration Buffer tubes (turuncu veya 11 folyo) cikarin ve seritteki konumlarina yerlestirin
(Snap-In 3. Yerlestirme pozisyonu, raftaki renksiz kodlama. Sekil 1'e bakin). Fazla havayi ¢ikartin ve poseti

fermuar ile kapatin.
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a. Akfarnmi dogru sekilde gerceklestirebilmek icin, sivinin tUpUn dibinde oldugundan ve tUpun Ust
kismina veya folyo kapamasina yapismadigindan emin olun. TUm UronUn t0pUn altinda
oldugundan emin olmak icin her bir tGpU sert bir yizeye hafifce vurun.

5) Uygunsayida SARS-CoV-2 (N1 + N2) reaction tubes (yesil veya 1G folyo) belirleyin ve ayinn ve seritte karsilik
gelen konumlarina yerlestirin (Snap-In 4. Yerlestirme pozisyonu, raftaki mavi renkli kodlama. Sekil 1'e bakin).

a. Fazla havayi cikartin ve aliminyum posetleri fermuar ile kapatin.

b. Rehidrasyonu dogru sekilde gerceklestirebilimek icin, I0tfen liyofiize Uronin tOpUn dibinde
oldugundan ve tUpUn Ust kismina veya folyo kapamasina yapismadigindan emin olun. Tium

UrGnun t0pUn altinda oldugundan emin olmak icin her bir tUpU sert bir yUzeye hafifce vurun.

Sekil 1. BD MAX™ ExK TNA-3 kitindeki BD MAX™ TNA Reaktif Serit (TNA).

Atk
Yerlestirilecek tUpler Rezervuan
Pipet Uclan
#1 #2 #3  #4
. T T I I :
o|lo|e||le
Repksiyon TOpU
Lizis/Salinim 2 T] G)
TUpU ellefoflo
Yikama
) Tamponu ~
Eki’rrq_kswon ellellollo
TOpU (B4) .
. ElUsyon NN
Reaksiyon TUpU Tamponu
1(1A) #1 #2 #3 #4

Rehydration  Notralizasyon
Buffer (11) tamponu

8.3.3. BD MAX™ Cihaz kurulumu.

1) BD MAX™ Sistem yazilimi v4.50A veya daha Usti siriminde “Run” (Calistir) ekraninda “Work List™ (is Listesi)
sekmesini secin.

2) “Test” asadi acilir menUsunde VSARSCoV2,FluA+B,RSV 6gesini secin (daha dnce olusturulmadiysa, BSIUm
8.3.1'e bakin).

3) Asagi acllirmenUden uygun kit parti numarasini (kullanilan ekstraksiyon kitinin dis kutusunda bulunur) secin
(istege bagly).

4) Barkod tarayici ile tarayarak veya elle girerek Is Listesinin (Worklist) Numune t0pU (Sample tube)
penceresine Numune Tampon TGpU kimlik numarasini girin.

5) s Listesinin (Worklist) Numune/Hasta Kimligi ve/veya Erisim (Specimen/Patient ID and/or Accession)
penceresini doldurun ve “Save” (Kaydet) digmesine tiklayin. Tum Ornek Tampon Topleri girilene kadar
devam edin. Numune/hasta kimliginin ve Numune Tampon TUplerinin dogru sekilde eslestiginden emin
olun.

6) Hazirlanan Numune Tampon TUpUnU BD MAX™ Raflarna yerlestirin.

7) Raflan BD MAX™ Sistemine yUkleyin (A Rafi, BD MAX™ Sisteminin sol tarafinda ve B Rafi sag tarafta yer alir).

8) BD MAX™ Sistemine gerekli sayida BD MAX™ PCR Cartridge(s) yerlestirin.

9) BD MAX™ Sisteminin kapagini kapatin.
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10) Prosedure baslamak icin “Start Run” (Calistirmaya Basla) digmesine fiklayin.
8.3.4 BD MAX™ raporu

1)  Ana menude “Results” (Sonuclar) dugmesine tiklayin.

2) Yalistenizdeki calistir tusuna cift tiklayin ya da “view button”a (géruntile digmesi) basin.

3)  “Print” (Yazdir) 6gesine tiklayin ve: “Run Details, Test Details and Plot...” (Calisirma Detaylari, Test Detaylar
ve Cizit....) 6gesini secin.

4) "Run Reports” (Raporlar Calistir) ekraninda “Print or Export” (Yazdir veya Disa Aktar) digmesine tiklayin.

9. Sonuglarin yorumlanmasi

Verilerin nasil analiz edilecegine dair aynntii aciklama icin, BD MAX™ Sistemi Kullanim Kilavuzuna bakin.

Verilerin analizi, Greticinin talimatlarina gére BD MAX™ yaziimi tarafindan yapilir. BD MAX™ yazilimi, asagidaki sekilde

test edilen her bir numunenin her bir tespit kanaliicin Ct degerlerini ve amplifikasyon egrilerini raporlar:

- 0'In Ct degeri, belirtilen Esik degerine sahip yaziim tarafindan hesaplanan higbir Ct degerinin olmadigini gdsterir

(bkz. Tablo 2). "0" Ct degeri gosteren numunenin amplifikasyon egrisi manuel olarak kontrol ediimelidir.
- -1'lik Ct degeri, amplifikasyon isleminin gerceklesmedigini gosterir.

- Diger herhangi bir Ct degeri, amplifikasyon egrisi ile ilintili olarak ve Tablo 8 ve 9'te verilen numune yorumlama

kilavuzlanna gére yorumlanmalidir.

Amplifikasyon kansiminin dogru calishgini dogrulamak icin Dahili Kontrol sinyalini kontrol edin. Ek olarak, herhangi bir
BD MAX™ Sistem hatasi raporu olup olmadigini kontrol edin.

Sonuclar asagidaki tablolar kullanarak okunmali ve analiz ediimelidir:

a. Flu A, Flu B ve RSV reaction tube: Snap-In 2

Flu A Flu B RSV Dahili konirol Yorumlama
(475/520) | (585/630) | (630/665) (530/565)

+ + + +/-1 Flu A, Flu B ve RSV RNA Tespit Edildi1

+ - - +/-1 Flu A RNA Tespit Edildi, Flu B ve RSV RNA Tespit Edilmedi?

+ + - +/-1 Flu A ve Flu B RNA Tespit Edildi ve RSV RNA Tespit Edilmedi?

+ - + +/-1 Flu A ve RSV RNA Tespit Edildi ve Flu B RNA Tespit Edilmedi?

- + - +/-1 Flu B RNA Tespit Edildi, Flu A ve RSV RNA Tespit Edilmedi'

- + + +/-1 Flu B ve RSV RNA Tespit Edildi, Flu A RNA Tespit Edilmedi?

- - + +/-1 RSV RNA Tespit Edildi, Flu A ve Flu B RNA Tespit Edilmedi?

- - - +2 Flu A, Flu B ve RSV RNA Tespit Edilmedi2

PCR reaksiyonunda inhibitérlerin olmasi ya da numune isleme ve/veya
) ) ) 9 amplifikasyon adimlarninda genel bir sorun (hata kodu ile rapor
edilmemis) meydana gelmesi durumunda C6zimlenmemis (UNR)
Sonug elde edilir.2
Belirsiz tahlil sonucu (IND). BD MAX™ Sistem arizasi nedeniyle. Bir hata
IND IND IND IND = 5 q q
koduna bagh cihaz anzasi durumunda gésterilen tahlil sonucu.
Eksik tahlil sonucu (INC). BD MAX™ Sistem arizasi nedeniyle. Calismanin
INC INC INC INC = q q
tamamlanamamasi durumunda gosterilen tahlil sonucu.

Tablo 8. Numune yorumlama Flu A, Flu B ve RSV reaction tube

+: Amplifikasyon meydana geldi
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-: Amplifikasyon meydana gelmedi

1 Elde edilen Ct degeri 40'tan kig¢Ukse, numune pozitif olarak kabul edilir. YUksek sayida hedef kopyasi olmasi, dahili
kontrol yerine hedefe 6zgU nUkleik asitlerin tercinli amplifikasyonuna neden olabilecegdinden; dahili kontrol, bir

amplifikasyon sinyali gésterebilir veya gdstermeyebilir. Bu durumlarda, IC'nin tespit edilmesi gerekli degildir.

2 Numune, fespit sistemi igerisinde amplifikasyon sinyali gdstermiyorsa ancak dahili kontrol pozitifse (Ct 40'tan az),
numune negatif olarak kabul edilir. PCR reaksiyonunun inhibisyonu, dahili kontrol amplifikasyonu ile dislanabilir.
Co6zOmlenmemis sonuclar (UNR) olmasi, negatif numunede dahili kontrol sinyalinin olmamasi durumunda  testin

tekrarlanmasi dnerilir.

b. SARS-CoV-2 (N1 + N2) reaction tube: Snap-In 4

SARS-CoV-2 (N2 Endojen Dahili | sARs-CoV-2 (N1

Yorumlama
hedef) (475/520) | 5"3%’}*5’2'5) hedef) (630/665)
+ +/-3 + SARS-CoV-2 N geni RNA Tespit Edildi 3
+4 +/-3 - SARS-CoV-2 N geni RNA Tespit Edildi 34
- +/-3 +4 SARS-CoV-2 N geni RNA Tespit Edildi 34
- +5 - SARS-CoV-2 N geni RNA Tespit Edilmedi 5

PCR reaksiyonunda inhibitorlerin olmasi ya da
numune isleme ve/veya amplifikasyon
adimlarinda genel bir sorun (hata kodu ile rapor
edilmemis) meydana gelmesi durumunda
Cozimlenmemis (UNR) Sonug elde edilir.®

Belirsiz tahlil sonucu (IND). BD MAX™ Sistem arizasi
IND IND IND nedeniyle. Bir hata koduna bagh cihaz anzasi
durumunda goésterilen tahlil sonucu.

Eksik tahlil sonucu (INC). BD MAX™ Sistem arizasi
INC INC INC nedeniyle. Calismanin tamamlanamamasi
durumunda gosterilen tahlil sonucu.

Tablo 9. Ornek yorumlama SARS-CoV-2 (N1 + N2) reaction tube

+: Amplifikasyon meydana geldi

-: Amplifikasyon meydana gelmedi

3 Elde edilen Ct deg@eri 40'tan kUcUkse, numune pozitif olarak kabul edilir. Endojen Dahili Kontrol (IC) bir amplifikasyon
sinyali gosterebilir veya gdstermeyebilir. Bazen, hedefin ylUksek kopya sayisi, hedefe &zel nuUkleik asitlerin tercihli

amplifikasyonuna neden olabileceginden, IC tespiti gerekli degildir.

4 N geninin yalnizca bir hedef bélgesi cogalirsa, egrinin sigmoid seklini ve floresans yogunlugunu dogrulayin. SUpheli bir
yorum durumunda, mevcut materyale badl olarak asagidakilerin yapilmasi da énerilir:
a) ayni numuneden baska bir boluntlyU yeniden ekstrakte edin ve tekrar test edin (mUmkUnse numune hacmini
750 ul'ye yUkseltin) veya,

b) yeni bir numune alin ve tekrar test edin.
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5 SARS-CoV-2 hedef bdlgelerinin negatif olmasi durumunda, IC, Ct'si 35'ten az olan bir amplifikasyon sinyali géstermelidiir.
Endojen Dahili Kontrol, orijinal numunedeki tOm ¢ekirdekli insan hicrelerinde bulunmasi gereken bir insan housekeeping
geni oldugundan Ct degeri ¢cok degisken olabilir. Endojen Dahili Kontrolde sinyal yoklugu veya = 35 Ct degeri varsa,

sonug 'Cozumlenmemis' olarak kabul edilir ve yeniden test edilmesi gerekir.

Belirsiz sonucun devam etmesi durumunda, kullanma talimatlannin, kullanici tarafindan kullanilan ekstraksiyon
isleminin gdzden gecirimesi; her bir RT-gPCR adiminin dogru performansinin teyidi ve parametrelerin gézden

gecirilmesi; ayrica egrinin sigmoid seklinin ve flioresans yogunlugunun kontrol edilmesi énerilir.

Test sonuclan tibbi gecmis, klinik semptomlar ve diger tani testleri baz alinarak, bir saglk uzmani tarafindan

degerlendirimelidir.

10. Testin kisilamalari

o Test sonuclar tibbi gegmis, klinik semptomlar ve diger tani testleri baz alinarak, bir saglk uzmani tarafindan
degerlendirimelidir.

e Her ne kadar bu analiz diger numune fipleriyle birlikte kullanilabilse de, VIM icinde toplanan nazofaringeal
ve/veya orofaringeal swablar ile dogrulanmistir.

e lyi bir test performansi icin liyofilize Orin, t0pUn altinda olmall ve tUpUn Ust alanina veya folyo kapamaya
yapismamalidir. Tim Urindn t0pUn altinda oldugundan emin olmak icin her bir tUpU sert bir yizeye hafifce
vurun.

e Reaksiyon karisiminin, normalde tipun altinda, normalden farkl (konik sekil olmayan, homojen olmayan, boyut
olarak daha kuguk/daha bUyUk ve/veya beyazimsi renkten farkl) stabilize formatta géronima, testin islevini
degistirmez.

e Testin kalitesi numunenin kalitesine bagldir; solunum numunelerinden uygun sekilde ekstrakte edilmis nUkleik
asitlerin varligi dnemlidir.

o Bu test kalitatif bir testtir ve kantitatif degerler saglamaz veya mevcut organizma sayisini géstermez.

e Bu gibi durumlarda, tespit sininnin altinda son derece dusuk hedef seviyeleri tespit edilebilir, ancak sonuclar
tekrarlanamayabilir.

e YUksek konsantrasyonlarda hedef RNA iceren SARS CoV-2, Flu A, Flu B ve/veya RSV olan numunelerin capraz
kontaminasyon nedeniyle veya énceki reaksiyonlardan kalan PCR UrUnleriyle kontaminasyon gibi sebepler
yUzUnden hatall pozitif sonuclarn ortaya ¢cikma olasiigr bulunmaktadir.

e  VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System icinde kullanilan N
geninin (SARS-CoV-2) korunmus bdlgelerinin saptanmasina ydnelik spesifik primer ve prob kombinasyonlari, N
geninin iki benzersiz bolgesini gUglendirerek SARS-CoV-2 spesifik tespiti icin US CDC testi temel alinarak
tasarlanmistir. Ongérilebilir yalanci pozitif sonug verebilecek insan genomu, insan mikroflorasi, SARS-CoV veya
diger koronavirUslerle 6nemili birlesik homolojiler gdstermezler.

e Yalanci Negatif sonuclar, asagidakiler dahil cesitli faktérlerden ve bunlarin kombinasyonlarindan
kaynaklanabilir:

o Uygun olmayan &rneklerin toplanmasi, tasinmasi, depolanmasi ve/veya muamele ydntemileri.
o Uygun olmayan isleme prosedurleri (RNA ekstraksiyonu dahil).

o Numunelerin tasinmasi/depolanmasi ve/veya islenmesi sirasinda viral RNA'nin bozulmasi.
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o Primer veya prob baglama bdélgelerindeki mutasyonlar veya polimorfizmler, yeni veya bilinmeyen
SARS-CoV-2, Flu ve/veya RSV varyantlarinin tespitini etkileyebilir.

o Numunede test icin saptama sininnin altinda viral yUk.

o RT-gPCR inhibitérlerinin veya diger tirden mUdahale edici maddelerin varligi.

o  Kullanim talimatlarina ve test prosedirine uyulmamasi.

e SARS-CoV-2 (N1 + N2) reaction tube tek hedefli bdlge amplifikasyonu ve hatta rastgele pozitif sonuclar, N
geninin hedef bdlgesinin biraz farkl amplifikasyon verimini dUsGndUrir. DUsUk viral yUke sahip érnekler, N tek
hedef amplifikasyon ile sonuclanabilir. SUphe durumunda, daha ileri testler icin bir referans laboratuvara
basvurulmasi énerilir.

e Orijinal klinik numunedeki dUsUk insan hicre sayisi nedeniyle bazi numuneler (SARS-CoV-2 (N1 + N2) reaction
tube) RNase P amplifikasyon egrilerini gdsteremeyebilir. Negatif IC sinyali, klinik bir numunede SARS-CoV-2, Flu
ve/veya RSV RNA'sinin varligini dislamaz.

e Porzitif test sonucu, mutlaka canl virGslerin varigini gostermez ve bu virUslerin bulasici oldugu veya klinik
semptomlara neden olan ajanlar oldugu anlamina gelmez. Ancak pozitif sonug, hedef viral dizilerin varliginin
gOstergesidir.

e Negatif sonuclar SARS-CoV-2, Flu ve/veya RSV enfeksiyonunu dislamaz ve tedavi veya diger hasta yonetimi
kararlari icin yegane dayanak olarak kullaniimamalidir. SARS-CoV-2 ve yeni influenza A susunun neden oldugu
enfeksiyonlar sirasinda tepe viral seviyeleriicin optimum numune tipleri ve zamanlamasi belilenmemistir. VirGso
tespit etmek icin ayni hastadan birden fazla numune (tip ve zaman noktasi) alinmasi gerekebilir.

e Diger solunum yolu hastaliklar igin tanisal testler negatifse ve hastanin klinik sunumu ve epidemiyolojik bilgileri
SARS-CoV-2, Flu ve/veya RSV enfeksiyonunun mUmkin oldugunu gdsteriyorsa, sonucun yalanci negatif
olabilecegi dUusinUlmeli ve hastanin yeniden test ediimesi tartisimalidir.

e VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System kullanilarak
CozUmlenmemis, Belirsiz veya Eksik sonuclarnn alinmasi durumunda, yeniden test yapilimasi gerekecekfir.
C6zUmlenmemis sonuclar, numunede inhibitorlerin varigindan veya liyofilize edilmis reaksiyon karisimi tGpunin

yanlis rehidrasyonundan kaynaklanabilir. Bir cihaz arizasi varsa, Belirsiz veya Eksik sonuclar elde edilecektir.

11. Kalite kontrol

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System, teknigin dogru performansini
dogrulamak icin her bir Flu A, Flu B & RSV reaction tube icinde bir dahili kontrol ve her bir SARS-CoV-2 (N1+N2)

reaction tube icinde bir endojen dahili kontrol icerir.

12. Performans ozellikleri

12.1. Klinik duyarhlik ve 6zgulluk

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System'in klinik performansi her bir

reaksiyon tUpUnde ayr ayr test edilmistir.

Flu A, Flu B & RSV reaction tube'nin klinik performansi, sesmptomatik hastalardan alinan 344 solunum yolu numunesi
(orofaringeal swablar) kullanilarak test edilmistir. Bu sonuclar, bir molekuUler tespit ydntemiyle (cobas® Influenza A /
B & RSV (Roche)) elde edilenlerle karsilastinidi.
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Sonuclar asagidaki gibiydi:

cobas® Influenza A/B ve RSV (Roche)
+ - Toplam
Flu A, Flu B & RSV reaction
tube + 157 2* 159
- 7* 178 185
Toplam 164 180 344

Tablo 10. Flu A igin karsilaghrmali sonuglar.

Pozitif yUzde anlasmasi >%96 ve negatif yizde anlagsmasi > %99'dur.

*Bu solunum numunesindeki dUsUk sablon RNA miktari, kullanilan yéntemin saptama sininnin altindadir.

cobas® Influenza A/B ve RSV (Roche)
+ - Toplam
Flu A, Flu B & RSV reaction ~ 99 4* 103
tube
- 1* 240 241
Toplam 100 244 344

Tablo 11. Flu B igin karsilasirmal sonuglar.

Pozitif yUzde anlagsmasi > %99 ve negatif yizde anlasmasi > %98'dir.

*Bu solunum numunesindeki dUstUk sablon RNA miktari, kullanilan yéntemin saptama sininnin altindadir.

cobas® Influenza A / B ve RSV (Roche)
+ - Toplam
Flu A, Flu B & RSV reaction + 2 4+ 2%
tube
- 3* 315 318
Toplam 25 319 344

Tablo 12. RSV igin karsilastirmali sonuglar.

Pozitif yUzde anlagsmasi >% 88 ve negatif yizde anlagsmasi >%99'dur.

*Bu solunum numunesindeki dUsUk sablon RNA miktari, kullanilan yéntemin saptama sininnin altindadir.

SARS-CoV-2 (N1 + N2) reaction tube UrinUnun klinik performansi, COVID-19 hastaligi veya diger benzer solunum

yolu hastalklan siphesi bulunan hastalardan alinan 254 solunum numunesi ile (Vircell Transport ortamindaki
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nazofaringeal swablar) test edilmistir. Sonuclar, Charité protokolU ile yapilan tutarsiz analizle Simplexa ™ COVID-19

Direct testi ile gerceklestirilen klinik tani ile elde edilenlerle karsilastiridi.

Alternatif RT-PCR testleri
+ - Toplam
SARS-CoV-2 (N1 + N2) reaction
tube + 63 2* 65
- 0 189 189
Toplam 63 191 254

Tablo 13. SARS-CoV-2 icin karsilastirmali sonuglar.

* [ki drnekten birinin ilk teshisi gegersizdi ve hastaya dnleme ve karantina sUresi icin pozitif olarak bildirildi.

SARS-CoV-2 (N1 + N2) reaction tube, Simplexa™ COVID-19 Direct testi ve Charité protokolU kullanilarak

belirlenmeyen iki pozitif drnek saptadi.

SARS-CoV-2 (N1 + N2) reaction tube icin Pozitif YUzde Anlasma (PPA) ve Negatif YUzde Anlasma (NPA) sirasiyla> %99
ve %98'dir.

Sonuclar, VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System kullanilarak SARS-
CoV-2, Flu A, Flu B ve/veya RSV virUslerini tespit etmede yUksek anlasmayr gdstermektedir.

12.2. Anadlitik hassasiyet

VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System, Flu A icin reaksiyon basina
= 10 genom kopyasi, Flu B icin reaksiyon basina = 20 genom kopyasi; RSV igin reaksiyon basina = 2 genom kopyasi
ve SARS-CoV-2 icin reaksiyon basina = 5 genom kopyasi (= %95 porzitif oraninda) saptama sininna sahipfir (Sekil 2, 3,
4, 5ve 6).

Sekil 2. Flu A dilisyon serisi (reaksiyon basina 2*104-2*10' kopya) sablonu BD MAX ™ System (475/520 (FAM) kanal) Gzerinde ¢alisir.
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Sekil 3. Flu B dilisyon serisi (reaksiyon basina 2*10¢-2*10' kopya) sablonu BD MAX™ System (585/630 (ROX) kanali) Uzerinde ¢alisir.

4000
3000
2000
1000

Sekil 4. RSV dilisyon serisi (reaksiyon basina 2*10¢-2*10" kopya) sablonu BD MAX™ System (630/665 (Cy5) kanal) Gzerinde ¢alisir.
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Sekil 5. SARS-CoV-2 (N1 + N2) dilisyon serisi (reaksiyon basina 9.9* 104-9.9* 100 ve 5.0* 10° genom kopyasi) sablonu BD MAX ™
Sistemi(475/520 (FAM) kanal) Gzerinde ¢alisir.

4000
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Sekil 6. SARS-CoV-2 (N1 + N2) dilisyon serisi (reaksiyon basina 9.9* 104-9.9*10° ve 5.0*10° genom kopyasi) sablonu BD MAX ™ Sistemi
(630/665 (Cy5) kanali) izerinde galisir.

[
=1
=1

=1
=1
=1

12.3. Analitik 6zgulluk

SARS-CoV-2, Flu (A+B)

35 40 45

ve RSV testinin &zgulligu, en yaygin solunum patojenlerini temsil eden farkl

mikroorganizmalardan olusan bir panel test edilerek dogrulanmistir. Her bir testin hedeflenen patojenleri haric, test

edilen asagidaki mikroorganizmalarin hi¢cbiri arasinda ¢apraz reaktivite tespit edilmemistir:

Capraz reaktivite testi

insan Adenovirus tipleri 1-5, 8, 15,

Influenza A/Netherlands/398/2014

Influenza A/chicken/Hong

) -/+ Kong/G9/1997 x PR8-IBCDC-2 -/+
31, 40 ve 41 (H3N2) virGsU (clade 3C.3a) L
(H9N2) virGsU
Influenza
Influenza A/Netherlands/2393/2015
Bocavirus ) -/+ A/Chicken/Myanmar/433/2016 -/+
(H3N2) virGsU (clade 3C.2a) N
(HPN2) virGsU
) ) Influenza A/Newcastle/607/2019 (H3N2) Influenza A/Hong Kong/1073/99
Bordetella bronchiseptica -/+ -/+
virGsU (HPN2) virGsU
Influenza A/New York/39/2012 (H3N2) Influenza A/Hong Kong/33982/2009
Bordetella holmesii -/+ -/+
virlsu (H9N2) x PR8-IDCDC-RG26 virlsU
Bordetella parapertussis Influenza A/Ohio/2/2012 (H3N2) virGsU | -/+ | Influenza B/Brisbane/60/2008 virds | -/+
Influenza A/Perth/1001/2018 (H3N2)
Bordetella pertussis L -/+ | Influenza B/Colorado/é/2017 virOsU | -/+
virGso
. . Influenza A/Singapore/INFIMH-16- Influenza B/Malaysia/2506/2004
Chlamydia caviae ) -/+ . -/+
0019/2016 (H3N2) virlsU virgsu
. o . Influenza A/South Australia/55/2014 Influenza B/Maryland/15/2016
Chlamydia psittaci genotip A ve C . -/+ L -/+
(H3N2) virGst virGsU
Influenza A/South Australia/55/2014, Influenza B/Netherlands/207/06
Chlamydophila pneumoniae CM-1 -/+ -/+
IVR-175 (H3N2) virUsU virdsu
insan koronavirls 229E, OC43, NL43 Influenza A/Switzerland/9715293/2013 / Influenza B/Netherlands/2518/2016 /
-/+ -/+
ve HKU1 (H3N2) virGsu (clade TA) virUsU
MERS KoronavirUs Influenza A/Texas/50/2012 (H3N2) virGsG | -/+ | Influenza B/Nevada/3/2011 virGsG | -/+
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Capraz reaktivite testi

Influenza A/Thiringen/5/2017 (H3N2)

Influenza B/New Jersey/1/2012

SARS KoronavirUs Sus Frankfurt 1 - ) -/+ ) -/+
virUsU (Clade 3C2a.1) vir0su
SARS-CoV-2 strain
Influenza A/Uruguay/716/2007 L
BetaCoV/Germany/BavPat1/2020 | -/+ . -/+ Influenza B/Texas/02/2013 vir0sG | -/+
: (H3N2) (NYMC X-175C) virGsU
p.
SARS-CoV-2 strain 2019-nCoV/Italy- Influenza A/Victoria/210/2009(H3N2) ) )
-/+ -/+ | Influenza B/Townsville/8/2016 virUsd | -/+
INMI1 virdsu
SARS-CoV-2 isolate y Influenza A/Victoria/361/2011 (H3N2) y Influenza B/Canberra/11/2016 /
-/+ -/+ -/+
Australia/VIC01/2020 virlso virGsu
Influenza A/Victoria/361/2011 IVR-165 ) )
SARS-CoV-2 isolate Wuhan-Hu-1 -/+ ) -/+ Influenza B/Florida/4/2006 virUs -/+
(H3N2) virsu
ZSARS-CoV-2 susu 2019nCoV / . L . .
-/+ | Influenza A/Anhui/01/2005 (H5N1) virdsu | -/+ Influenza B/Florida/07/2004 virUs -/+
USAWAT /2020
Influenza A/Anhui/01/2005 x PR8-IBCDC- Influenza B/Guangdong/120/2000
EnterovirUs 68 ve 71 - -/+ - -+
RG6 (HENT) virUsU VirGsu
Influenza B/Hubei
Influenza A/chicken/Vietnam/NCVD- .
EnterovirGs Echovirds 11 ve 30 - L -/+ | Wujiagang/158/2009 (NYMC BX-39) | -/+
016/2008 (H5N1) virsU L
virGsu
Influenza A/chicken/Vietham/NCVD-
Enterovirls Coxsackievirus A24, A9 ) )
83 - 016/2008 x PR8-IDCDC-RG12 (H5NT1) -/+ | Influenza B/ Jiangsu/10/2003 virUsU | -/+
ve
virdsu
Influenza A/chicken/Vietham/NCVD- Influenza B/Massachusetts/2/2012
Haemophilus influenzae MinnA - . -/+ o -/+
03/08 (H5N1) - PR8-IDCDC-RG25a virUsu virGsu
Influenza A/Brisbane/02/2018, IVR- y Influenza A/chicken/Yunnan/1251/2003 / Influenza B/Netherlands/365/2016 /
-/+ -/+ /+
190 (HINT1)pdmO? virGsU (H5NT) virGsU (clade 3) virUsu
Influenza
Influenza A/common magpie/Hong .
A/California/7/2009(HIN1)pdm09 | -/+ . -/+ | Influenza B/Phuket/3073/2013 virGs | -/+
L Kong/645/2006 (H5N1) virGsU
virgsu
Influenza A/Dominican
Influenza A/duck/Hunan/795/2002 L
Republic/7293/2013 (HIN1)pdm09? | -/+ ) -/+ Influenza B/Texas/06/2011 virUsU -/+
L (H5NT) vir0su
virgsu
Influenza A/Massachusetts/15/2013 Influenza A/EQypt/321/2007 (H5NT) ) ) L
-/+ -/+ | Influenza B/Wisconsin/1/2010 virGsU | -/+
(HIN1)pdmO09 virdsu virdsu
Influenza A/Michigan/45/2015 y Influenza A/Egypt/321/2007 x PR8- / Influenza B/Wisconsin/1/2010 BX- /
-/+ -/+ -+
(HIN1)pdmO09 virdsu IDCDC-RG11 (H5N1) virGst 41A virGsG
Influenza A/Netherlands/1250/2016 Influenza A / Egypt / 3300-NAMRU3 / . B
-/+ ) -/+ Legionella bozemanii -
(HIN1)pdm09 virdst (clade 6B.1) 2008 x PR8-IDCDC-RG13 (H5NT1) virUsu
Influenza A/New Influenza A/Egypt/N03072/2010 (H5NT) x . .
-/+ -/+ Legionella dumoffii -
Caledonia/20/99(HTINT) virUs PR8-IDCDC-RG29 virlsU
Influenza A/New York/18/2009 Influenza A/Hong Kong/213/2003 .
-/+ -/+ Legionella longbeachae -
(HIN1)pdmO09 virdsu (H5NT) virGsU
Influenza
Influenza A/Hubei/1/2010 (HENT) x PR8- . ) )
A/Singapore/GP1908/2015, IVR-180 | -/+ -/+ Legionella micdadei -

(HIN1)pdmO9 virdsu

IDCDCRG30 virUst
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Capraz reaktivite testi
Influenza A/Sydney/134/2018 Influenza A/India/NIV/2006 xPR8-IBCDC- ) )
) -/+ ) -/+ Legionella pneumophila -
(HINT)pdmO9 virdst RG7 (HSN1) virGsU
Influenza A/Victoria/2040/2018 Influenza A/Japanese white eye/Hong ) o
o -/+ e -/+ Insan metapndmonivirds A ve B -
(HIN1)pdm09 virUst Kong/1038/2006 (H5NT1) virGst
Influenza A/Vietnam/1194/2004 (H5NT)
Influenza A/PR/8/34 (HINT) virGsG | -/+ o -/+ Moraxella catarrhalis -
virGso
Influenza A/Brisbane/117/2018 Influenza A/Vietnam/1194/2004 (NIBRG- )
) -/+ ) -/+ Mycoplasma pneumoniae -
(H3N2) virGso 14) (H5N1) vir0st
Influenza A/Brisbane/1028/2017 y Influenza A/Vietnam/1203/2004 x PR8- / Mycobacterium tuberculosis
-/+ -/+ -
(H3N2) virdsu IBCDC-RG (H5N1) virGsU rifampine direncli degil
Influenza A/Fujian/411/2002 (H3N2) y Influenza A/Whooper Swan/Ré5/2006 / insan parainfluenza 1, 2, 3 ve 4
|+ Yy -
virgsu (H5NT) virGsU virUsleri
Influenza A/pheasant/New
Influenza A/Hiroshima//52/2005 Pneumocystis jirovecii Type Al ve
e -/+ | Jersey/1355/1998 (H5N2)-PR8-BCDC-4 | -/+ -
(IVR-142) (H3N2) virGso L 0885652
virGso
Influenza A/Hong Kong/4801/2014 Influenza A/Duck/Singapore-Q/F119- )
-/+ -/+ Insan rinovirus tip C -
(H3N2) virGsu 3/97 (H5N3) virUst
Influenza A/Hong Kong/4801/2014, y Influenza A/Duck/Lao/XBY004/2014 / Staphylococcus aureus subsp.
-/+ -/+ -
NYMC X-263B (H3N2) virUsU (H5N6) (Clade 2.3.4.4) virGsU aureus
Influenza A/Indiana/8/2011 Influenza A/DE-SH/Reiherente/AR8444/ ) o
L -/+ L -/+ Staphylococcus epidermidis -
(H3N2)v vir0sU 2013 (H5N8) virUsu
Influenza A/Indiana/10/2011 Influenza A/Turkey/Germany/R2485-
) -/+ ) -/+ | Streptococcus pneumoniae 2022 -
(H3N2)v virdsu 86/2014 (H5N8) virUsu
Influenza A/Kansas/14/2017 (H3N2) Influenza A/turkey/Virginia/2002 x PR8-
-/+ -/+ Streptococcus pyogenes -
virGsU IBCDC-5 (H7N2) virGsu
Influenza A/Kansas/14/2017, NYMC Influenza A/Mallard/Netherlands/2/2009 o
L -/+ L -/+ Streptococcus salivarius -
X-327 (H3N2) virUsU (H7N7) virGsU
Influenza
Influenza A/Kumamoto/102/2002 Respiratuvar sinsityal virls (RSV) A
L -/+ | A/Mallard/Netherlands/12/2000 (H7N7) | -/+ -/+
(H3N2) virGsu ve B (sus CH93(18)-18)
- IBCDC-1 virGsU
Influenza A/Minnesota/11/2010 insan Respiratuvar Sinsityal VirdsU
-/+ | Influenza A/Anhui/1/2013 (H7N9) virGsU | -/+ -/+
(H3N2)v virdsu susu Uzun
Influenza A/Minnesota/11/2010 y Influenza A/Guangdong/17SF003/2016 /
-/+ -/+
X203 (H3N2)v virlsU (H7N9) vir0su

Tablo 14. Bu calismada kullanilan referans patojenik mikroorganizmalar.

12.4. Analitik reaktivite

SARS-CoV-2 icin VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System’in
reaktivitesi'den ekstrakte RNA'ya karsi degerlendirimistir insan 2019-nCoV susu BetaCoV/Germany/BavPat1/2020
p.1’, Insan 2019-nCoV susu 2019-nCoV/Italy-INMI1, SARS-CoV-2 susu 2019nCoV/USA-WA1/2020 ve SARS-CoV-2
(SARS-CoV2 izolat Australia/VIC01/2020) ve
MN908947.3 (SARS-CoV-2 izolat Wuhan-Hu-1), olumlu sonug¢ gosteriyor.

virGsUnun iki varyanti icin senfetik RNA konfrollerine: MT007544.1
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Influenza Aicin, VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System'in reaktivitesi
asagidaki suslardan ekstrakte edilen RNA'ya karsi degerlendirilmistir:  Influenza A/Brisbane/02/2018, IVR-190
(HINT1)pdm09 virUsU, Influenza A/California/7 /2009 (HINT)pdm09 virGsU, Influenza A/Dominican Republic/7293/2013
(HIN1)pdmO09 virUsU, Influenza A/Massachusetts/15/2013 (HINT)pdmO09 virGsU, Influenza A/Michigan/45/2015
(HIN1)pdmO09 virGsU, Influenza A/Netherlands/1250/2016 (HIN1)pdmO09 virGsG (clade 6B.1), Influenza A/New
Caledonia/20/99(HIN1)  virGsU,  Influenza  A/New  York/18/2009 (HIN1)pdm09  virGs0, Influenza
A/Singapore/GP1908/2015 virGsU, IVR-180 (HIN1)pdmO09 virUsU, Influenza A/Sydney/134/2018 (HINT)pdm09 virlsy,
Influenza  A/Victoria/2040/2018  (HIN1)pdmQ9  virGsU, Influenza  A/PR/8/34 (HIN1)  vir0sO, Influenza
A/Brisbane/117/2018 (H3N2) virUsU, Influenza A/Brisbane/1028/2017 (H3N2) virGsU, Influenza A/Fujian/411/2002
(H3N2) virsU, Influenza A/Hiroshima//52/2005 (IVR-142) (H3N2) virUsU, Influenza A/Hong Kong/4801/2014 (H3N2)
virsu, Influenza A/Hong Kong/4801/2014 NYMC X-263B (H3N2) virUsuU, Influenza A/Indiana/8/2011 (H3N2)v virdsu,
Influenza A/Indiana/10/2011 (H3N2)v virUsu, Influenza A/Kansas/14/2017 (H3N2) virGsU, Influenza A/Kansas/14/2017,
NYMC X-327 (H3N2) virUsU, Influenza A/Kumamoto/102/2002 (H3N2) virUsu, Influenza A/Minnesota/11/2010 (H3N2)v
virosu, Influenza A/Minnesota/11/2010 X203 (H3N2)v virGsU, Influenza A/Netherlands/398/2014 (H3N2) virUsu (clade
3C.30), Influenza A/Netherlands/2393/2015 (H3N2) virGsU (clade 3C.2q), Influenza A/Newcastle/607/2019 (H3N2)
virisu, Influenza A/New York/39/2012 (H3N2) virGsU, Influenza A/Ohio/2/2012 (H3N2) virGsU, Influenza
A/Perth/1001/2018 (H3N2) virUsU, Influenza A/Singapore/INFIMH-16-0019/2016 (H3N2) virUsu, Influenza A/South
Australia/55/2014  (H3N2) virGsU, Influenza A/South  Australia/55/2014, IVR-175 (H3N2) virdsU, Influenza
A/Switzerland/9715293/2013 (H3N2) virUsU, Influenza A/Texas/50/2012 (H3N2) virUsU, Influenza A/Thiringen/5/2017
(H3N2) virisU (Clade 3C2a.1), Influenza A/Uruguay/716/2007 (H3N2)(NYMC X-175C) virUsU, Influenza
A/Victoria/210/2009(H3N2) virUsy, Influenza A/Victoria/361/2011 (H3N2) virUsU, Influenza A/Victoria/361/2011 IVR-
165 (H3N2) virGsu, Influenza A/Anhui/01/2005 (H5NT) virGsU, Influenza A/Anhui/01/2005 x PR8-IBCDC-RG6 (H5NT)
virUsu, Influenza A/chicken/Vietnam/NCVD-016/2008 (H5N1) virUsU, Influenza A/chicken/Vietham/NCVD-016/2008
X PR8-IDCDC-RG12 (H5NT1) virUsU, Influenza A/chicken/Vietnam/NCVD-03/08 (H5N1) - PR8-IDCDC-RG25a virUsU,
Influenza A/chicken/Yunnan/1251/2003 (H5N1) virGsU, Influenza A/common magpie/Hong Kong/645/2006 (HSNT)
virosu, Influenza A/duck/Hunan/795/2002 (H5NT1) virGsU, Influenza A/EQypt/321/2007 (HSNT1) virGsU, Influenza
A/EQypt/321/2007 x PR8-IDCDC-RG11 (H5NT1) virGsU, Influenza A/EgQypt/3300-NAMRU3/2008 x PR8-IDCDC-RG13
(HSNT) virGsU, Influenza A/Egypt/N03072/2010 (H5NT) x PR8-IDCDC-RG29 virGsU, Influenza A/Hong Kong/213/2003
(H5N1) virUsU, Influenza A/Hubei/1/2010 (H5N1) x PR8-IDCDCRG30 virdsu, Influenza A/India/NIV/2006 xPR8-IBCDC-
RG7 (HS5NT) virGsU, Influenza A/Japanese white eye/Hong Kong/1038/2006 (HS5NT1) vir0sU, Influenza
A/Vietnam/1194/2004 (HSNT1) vir0suU, Influenza A/Vietham/1194/2004 (NIBRG-14) (H5NT1) vir0sU, Influenza
A/Vietnam/1203/2004 x PR8-IBCDC-RG (H5NT1) virGsy, Influenza A/Whooper Swan/R65/2006 (H5NT) virGsU, Influenza
A/pheasant/New Jersey/1355/1998 (H5N2)-PR8-IBCDC-4 virUsU, Influenza A/Duck/Singapore-Q/F119-3/97 (H5N3)
virosu, Influenza A/Duck/Lao/XBY004/2014 (H5N6) virUsU (Clade 2.3.4.4), Influenza A/DE-SH/Reiherente/AR8444/
2016 (H5N8) virUsu, Influenza A/Turkey/Germany/R2485-86/2014 (H5N8) virUsuU, Influenza A/turkey/Virginia/2002 x
PR8-IBCDC-5 (H7N2) vir0sug, Influenza A/Mallard/Netherlands/2/2009 (H7N7) virgsug, Influenza
A/Mallard/Netherlands/12/2000 (H7N7) - IBCDC-1 virUsU, Influenza A/Anhui/1/2013 (H7N9) virdsu, Influenza
A/Guangdong/17SF003/2016 (H7N9) virUsu, Influenza A/Chicken/Hong Kong/G9/1997 x PR8-IBCDC-2 (H9N2) virUsu,
Influenza A/Chicken/Myanmar/433/2016 (H9N2) virsu, Influenza A/Hong Kong/1073/99 (H9PN2) virGsU, Influenza
A/Hong Kong/33982/2009 (H9N2) x PR8-IDCDC-RG26 virUsU, pozitif sonug gdsterir.
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Influenza B icin, VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System'in reaktivitesi
asagidaki suslardan ekstrakte edilen RNA'ya karsi degerlendiriimistir: Influenza B/Brisbane/60/2008 virUsU, Influenza
B/Colorado/6/2017 virUsU, Influenza B/Malaysia/2506/2004 vir0sU, Influenza B/Maryland/15/2016 virGsU, Influenza
B/Netherlands/207/06 virUsU, Influenza B/Netherlands/2518/2016 (clade 1A) vir0sU, Influenza B/Nevada/3/2011
vir0sU, Influenza B/New Jersey/1/2012 virUsU, Influenza B/Texas/02/2013 virUsU, Influenza B/Townsville/8/2016 virGsU
(B/Victoria lineage); Influenza B/Canberra/11/2016 virGsU, Influenza B/Florida/4/2006 virGsU, Influenza
B/Florida/07/2004 virGsU, Influenza B/Guangdong/120/2000 virGsU, Influenza B/Hubei Wujiagang/158/2009 (NYMC
BX-39) virGsU, Influenza B/Jiangsu/10/2003 virGsU, Influenza B/Massachusetts/2/2012  virGsU, Influenza
B/Netherlands/365/2016 (clade 3) virUsU, Influenza B/Phuket/3073/2013 virUsU, Influenza B/Texas/06/2011 virUsU,
Influenza B/Wisconsin/1/2010 virGsU, Influenza B/Wisconsin/1/2010 BX-41A virUsG (B/Yamagata lineage) pozitif sonug

gOsterir.

RSV icin VIASURE SARS-CoV-2, Flu (A+B) & RSV Real Time PCR Detection Kit for BD MAX™ System’in reaktivitesi, RSV
A ve B'den ekstrakte edilen RNA'ya karsi dogrulandi (sus CH93 (18) -18) ve insan Respiratuvar Sinsityal VirUs susu Long,

pozitif sonuc gosterdi.
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