VIASURE

Real Time PCR Detection Kits

” Cerlest

BIOTEC

SARS-CoV-2 § gene

Handbook for the following references/

Handbog for falgende referencer:

VIASURE SARS-CoV-2 S gene Real Time PCR Detection Kit BD REF 444212
AV
n " ﬂ"

fo be used with the BD MAX™ System

fil brug sammen med BD MAX™-systemet

Tp———



VIASURE Real Time PCR Detection Kits
I s

ENGLISH

1. Intended use

VIASURE SARS-CoV-2 § gene Real Time PCR Detection Kit is designed for the specific idenfification and
differentiation of 2019 Novel Coronavirus (SARS-CoV-2) in respiratory samples from patients with signs and symptoms
of COVID-19 infection. This test is infended to be used as an aid in the identification in the diagnosis of COVID-19 in
combination with patient's clinical signs and symptoms and epidemiological risk factors. The assay uses the BD
MAX™ System for automated extraction of RNA and subsequent real-time PCR employing the reagents provided
combined with universal reagents and disposables for the BD MAX™ System. RNA from respiratory specimens is

detected using fluorescent reporter dye probes specific for SARS-CoV-2.

2. Summary and Explanation

Coronavirus are enveloped non-segmented positive-sense RNA viruses and belong to Coronaviridae family [1,2].
There are six coronavirus species known to cause human diseases [2]. 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
[2]. 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 [1.3].

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 [2,4]. 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 [5].

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 [1,6,7]. 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 [1,4]. Centers of Disease Control
and Prevention (CDC) believes that symptoms of SARS-CoV-2 may appearin as few as 2 days or as long as 14 days
after exposure, being the most common fever, cough, myalgia and dyspnea [1,4,8]. Less common symptoms are
sore throat, headache, diarrhea and vomiting [1,4]. It seems that older males with comorbidities have been more
affected [4].

Diagnosis of SARS-CoV-2 is performed detecting conventional causes of pneumonia early and detected by nexi-
generation sequencing or real-fime RT-PCR methods [1,9]. Several assays that detect the SARS-CoV-2 have been
are currently available, and listed on the WHO (World Health  Organization) website
https://www.who.int/emergencies/diseases/novel-coronavirus-2019/technical-guidance/laboratory-guidance
[10].

WHO recommends upper respiratory fract specimens (hasopharyngeal and oropharyngeal swabs) and/or lower

respiratory specimens (sputum, endotracheal aspirate, or bronchoalveolar lavage) for the identification of SARS-
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CoV-2 [9,11]. In addition, other clinical specimens as blood, urine and stool may be collected to monitor the

presence of the virus [2,11].
3. Principle of the procedure

VIASURE SARS-CoV-2 S gene Real Time PCR Detection Kit is designed for the identification of SARS-CoV-2 in
respiratory samples. The detection is done in one step real time RT-PCR format where the reverse transcription and
the subsequent amplification of specific target sequence occur in the same reaction well. The isolated RNA target
is franscribed generating complementary DNA by reverse transcriptase which is followed by the amplification of a

conserved region of § gene using specific primers and a fluorescent-labeled probe.

VIASURE SARS-CoV-2 S gene Real Time PCR Detection Kit is based on 5 exonuclease activity of DNA polymerase.
During DNA amplification, this enzyme cleaves the probe bound to the complementary DNA sequence, separating
the quencher dye from the reporter. This reaction generates an increase in the 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 S gene Real Time PCR Detection Kit contains in each tube all the components necessary for
real time PCR assay (specific primers/probes, dNTPS, buffer, polymerase) in a stabilized format, as well as an internal
control to monitor PCR inhibition. SARS-CoV-2 is amplified and detected in channel 475/520 and the internal control
(IC) inin channel 530/565.

4. Reagents provided

VIASURE SARS-CoV-2 S gene Real Time PCR Detection kit includes the following materials and reagents detailed in
Table 1:

Reference Reagent/Material Description Color Amount

A mix of enzymes, primers probes,
SARS-Cov-2 S gene buffer, dNTPs, stabilizers and internal Transparent |2 pouches of 12

reaction tube control in stabilized format Green foll tubes

VS-NCO112

Solution fo reconstitute the stabilized Transparent 1 pouch of 24

VS-RBO9 Reh tion Buffer t .
ehydration Buffer fube product Orange foil fubes

Table 1. Reagents and materials provided in VIASURE SARS-CoV-2 S gene Real Time PCR Detection kit with Ref. VS-NCO124 (444212).
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 S gene Real Time PCR Detection kit.

e Real-time PCR instrument: BD MAX™ System.

e BD MAX™ ExK™ TNA-3 (Ref: 442827 or 442828).
e BD MAX™ PCR Carifridges (Ref: 437519).

e Vortex.

e Micropipettes (accurate between 2 and 1000 pL).
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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, they can be used for up to 28 days.
7. Precavutions for users

e  For professional Use.

e Forin vitro diagnostic use.

e Do not use expired reagents and/or materials.

o 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.

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

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

e Do notremove desiccant from reagent pouches.

e 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.

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

e Profectreagents from humidity. Prolonged exposure to humidity may affect product performance.

o 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 § gene Real Time PCR Detection kit, BD MAX™ ExK™ TNA-3 extraction
kit, any additional reagents required for testing, and the BD MAX™ System are not contaminated. Gloves must
be changed before manipulating reagents and cartridges.

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

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.
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8. Test procedure

8.1. SAMPLE COLLECTION, STORAGE AND TRANSPORT

The VIASURE SARS-CoV-2 S gene Real Time PCR Detection kit has been validated on negative nasopharyngeal/
oropharyngeal swab collected in viral fransport media (VIM) (Vircell S.L., Spain) and nucleic acid isolated from

positive nasopharyngeal/ oropharyngeal swab collected in VIM.

Another different 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 fransported 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 at <-
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 the 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 200 pyL of nasopharyngeal/ oropharyngeal swab collected in viral fransport media (VIM) info a BD
MAX™ TNA-3 Sample Buffer Tube and close the fube with a septum cap. Ensure complete mixing by vortexing the

sample at high speed for 1 minute. Proceed to BD MAX™ System Operation.
8.3. PCRPROTOCOL
Note: Please, refer to the BD MAX™ System User’'s Manual for detailed instructions.
8.3.1. Creating PCR test program for VIASURE SARS-CoV-2 S gene Real Time PCR Detection
kit

Note: If you have already created the VIASURE SARS-CoV-2 S gene Real Time PCR Detection test, you can skip
step 8.3.1 and go directly fo 8.3.2.

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

2) Click the “Create” button.

3) Inthe “Test Name"” window, name your test: i.e. VIASURE SARS-CoV-2 S gene.

4) In the “Extraction Type" drop down menu, select “"ExK TNA-3".
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5) Inthe “"Master Mix Format” drop down menu, choose "“Type 5".

a. Note: Product may be used in combination with an additional VIASURE for BD MAX test, then select

“Dual Master Mix Concentrated Lyophilized MM with Rehydration Buffer (Type 5)".
6) Inthe “Sample extraction parameters” select “User defined” and adjust sample volume to 700 uL.
7) Inthe “Ct Calculation” select "Call Ct at Threshold Crossing”.

8) In “PCR settings” tab enter the following parameters: "Channel Setftings”, “Gains” and “Threshold” (Table

2).
a. Note: Product may be used in combination with an additional VIASURE for BD MAX test, PCR
Settings and Test Steps should be completed for snap 2 (green) and snap 4 (blue) positions.
Channel Alias Gain Threshold Ct Min Ct Max
475/520 (FAM) | SARS-COV-2S 60 100 0 40
gene
530/565 (HEX) IC 80 100 0 40
585/630 (ROX) - 0 0 0 0
630/665 (Cy3) - 0 0 0 0
680/715 (Cy5.5) - 0 0 0 0

Table 2. PCR settings.

9) In"PCR settings” tab enter the following parameters “Spectral Cross Talk” (Table 3), as well

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 - 0.0 0.0 0.0
Excitation 585/630 0.0 0.0 - 0.0 0.0
Channel

630/665 0.0 0.0 0.0 - 0.0

680/715 0.0 0.0 0.0 0.0 -

Table 3. Spectral cross-talk parameters.

10) In “Test Steps” tab, enter the PCR protocol (Table 4).

Step Name Profile Type Cycles |Time (s)| Temperature Detect
Reverse franscription Hold 1 9200 45°C -
Initial denaturation Hold 1 120 98°C -
Denaturation and 10 95°C -
Annealing/Extension (Data | 2-Temperature 45
collection) 58 60°C v

Table 4. PCR protocol.

11) Click the “Save Test” button.
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8.3.2. BD MAX™ Rack set up

1) For each sample to be tested, remove one Unitized Reagent Strips from the BD MAX™ ExK TNA-3 kit. Genftly
tap each strip onfo a hard surface to ensure that all the liquids are at the boftom of the tfubes 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) info its corresponding positions in the TNA strip (Snap position
1, white color coding on the rack. See Figure 1). Remove excess air, and close the pouch with the zip seal.

3) Determine and separate the appropriate number of VIASURE SARS-CoV-2 S gene reaction fube (green
foil) and snap into 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. In orderto carry out a correct rehydration, please make sure that the lyophilized product is in the
bottom of the tube and is not adhered to the top area of the tube or to the foil seal.

i. Note: If you choose the format “Dual Master Mix Concentrated Lyophilized MM with
Rehydration Buffer (Type 5)" (Section 8.3.1), determine and separate the appropriate
number of additional VIASURE reaction tubes (different foil) and snap into their
corresponding positions in the strip (Snap position 4, blue color coding on the rack. See
Figure 1). Remove excess air, and close aluminum pouches with the zip seal.

4) Remove the required number of Rehydration Buffer tubes (orange foil) and snap into 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. Inorderto ensure a correct tfransfer, please make sure that the liquid is in the bottom of the tube

and is not adhered to the top area of the tube or to the foil seal.

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
L I TS T T ]
i1 eolle||le||e
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Lysis/Release Tube 2
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Wash
: Buffer ~—
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Elution L
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Tube 1 #1 #2 #3 #4

Rehydration Neuftralization
Buffer buffer
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8.3.3. BD MAX™ Instrument set up

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

2) In the "Test” drop down menu, select VIASURE SARS-CoV-2 S gene (if not already created see Section
8.3.1).

3) Select the appropriate kit lof number (found on the outer box of extraction 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) info 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.

8.34 BD MAX™ report

1) In main menu, click the “Results” button.

2) Either double click on your run in the list or press the “view button™.
3) Click on "Print”, select: “Run Details, Test Details and Plot..."”

4) 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 ampilification curve and according to the sample

interpretation guidelines outlined in Table 5.
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Check Internal Control 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 table:

SARS-CoV-2 §

gene Internal control Interpretation
(475/520) (530/565)
- + SARS-CoV-2 S gene RNA Not Detected
+ +/- SARS-CoV-2 S gene RNA 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.

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

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

Table 5. Sample interpretation

+: Amplification occurred

-: No amplification occurred

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.

A sample is considered negative, if the sample shows no amplification signal in the detection system but the internal

confrol is positive. An inhibifion 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 diluting the sample 1:10 to check for possible problems of inhibition.

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 The quality of the test depends on the quality of the sample; proper extracted nucleic acid from respiratory
samples must be extracted. Unsuitable collection, storage and/or transport of specimens may give false

negative results.
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e Extremely low levels of target below the limit of detection might be detected, but results may not be
reproducible.

e There is a possibility of false positive results due to cross-contamination by SARS-CoV-2 suspicious samples
containing high concentrations of target RNA or contamination due to PCR products from previous reactions.

e In the case of obtaining Unresolved, Indeterminate or Incomplete results using VIASURE SARS-CoV-2 S gene
Real Time PCR Detection Kit 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 instrument

failure, Indeterminate or Incomplete results will be obtained.

11. Quality control

VIASURE SARS-CoV-2 § gene Real Time PCR Detection Kit contains an internal control (IC) in each 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 S gene Real Time PCR Detection Kit was tested using 4 nucleic
acids isolated from positive nasopharyngeal and/or oropharyngeal swabs collected in VIM and 15 respiratory
samples (nasopharyngeal and/or oropharyngeal swabs in VIM) from patients with clinical suspicion of COVID-19
disease or other similar respiratory diseases. Four 4 SARS-CoV-2 positive samples were found and these results were
in agreement with a PCR test developed according to the China CDC Primers and probes for detection 2019-
nCoV. Additionally, the 4 SARS-CoV-2 positive samples were confirmed using a molecular detection method by
the Spanish National Reference Center (Institute of Health Carlos Il (ISClII))(the protocol “2019-nCoV by real-time
RT-PCR" suggested by Charité (Berlin), with modifications).

In conclusion, the results show a high sensitivity and specificity to detect SARS-CoV-2 using VIASURE SARS-CoV-2 §

gene Real Time PCR Detection Kit.
12.2. Analytical sensitivity

VIASURE SARS-CoV-2 § gene Real Time PCR Detection Kit has a detection limit of = 24 cDNA copies per reaction

(cp/mn) with a positive rate of =2 95%.

Figure 2. Dilution series of SARS-CoV-2 § gene (2.4*107-2.4*10' cp/rxn) template run on the BD MAX™ System (475/520 (FAM) channel).
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12.3. Analytical specificity

The specificity of the SARS-CoV-2 § gene 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:

Cross-reactivity testing

] Influenza

Human Adenovirus types 1-5. 8,15, 31, | _ A/California/7/2009 (H1N1)pdmO09-like Legionella longbeachae -
40 and 41 virus
Bocavirus i Influenza A/Michigan/45/2015 Legionella micdadei )

(HIN1)pdmO09 virus

Bordetella bronchiseptica -

Influenza A/Singapore/GP1908/2015,
IVR-180 (HINT)pdm09 virus

Legionella pneumophila -

Bordetella holmesii -

Influenza A/Perth/16/2009(H3N2)-like

Human metapneumovirus A and

virus B
Bordetella parapertussis - Influenza A/ Thu\:li?j:]sen/ 5/17 (H3N2) Moraxella catarrhalis -
: Influenza A/Switzerland/9715293/2013 :
Bordetella pertussis - (H3N2] virus Mycoplasma pneumoniae -

Chlamydia caviae -

Influenza A/Hong Kong/4801/2014,
NYMC X-263B (H3N2) virus

Mycobacterium tuberculosis -

Chlamydia psittaci genotype A and
C

Influenza A/DE-
SH/Reiherente/AR8444/ 2016 (H5N8)
virus

Human parainfluenza 1, 2, 3 and
4 viruses

Chlamydophila pneumoniae -

Influenza A/Anhui/1/2013 (H7N9) virus

Pneumocytis jirovecii Type Al
and g885652

Human coronavirus 229E, OC43, NL63

and HKU1

Influenza B/Brisbane/60/2008-like virus

Human rhinovirus -

MERS Coronavirus -

Influenza B/Florida/04/06 virus

Staphylococcus aureus subsp.
aureus

SARS Coronavirus -

Influenza B/Phuket/3073/2013 virus

Streptococcus pneumoniae -

Haemophilus influenzae MinnA -

Legionella bozemanii

Respiratory syncytial virus (RSV) -

Influenza A/New
Caledonia/20/99(HINT1) virus

Legionella dumoffii

Table 6. Reference pathogenic microorganisms used in this study.

12.4. Analytical reactivity

The reactivity of VIASURE SARS-CoV-2 § gene Real Time PCR Detection Kit was evaluated against RNA from Human

2019-nCoV strain BetaCoV/Germany/BavPat1/2020 p.1, showing positive result.
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DANSK

1. Anvendelsesformal

VIASURE SARS-CoV-2 S gene Real Time PCR Detection Kit er designet til specifik identifikation og differentiering af
2019 Novel Coronavirus (SARS-CoV-2) i respirationspraver fra patienter med tegn og symptomer p&d COVID-19-
infektion. Denne test er beregnet som en hjcelp fil identifikation af COVID-19 i kombination med patientens kliniske
fegn og symptomer og epidemiologiske risikofaktorer. Analysen anvender BD MAX™-systemet fil automatisk
ekstraktion af RNA og efterfalgende realtids-PCR med anvendelse af de medfglgende reagenser kombineret med
universelle reagenser og engangsartikler til BD MAX™-systemet. RNA fra respirationspraver detekteres ved hjcelp af

fluorescerende rapporterfarveprober, der er specifikke for SARS-CoV-2.
2. Oversigt og forklaring

Coronavirus er indkapslede ikke-segmenterede positivt polariserede RNA-vira og tilhgrer Coronaviridae-familien
[1.2]. Seks coronavirusarter vides at fordrsage sygdomme hos mennesker [2]. Fire vira (229E, OC43, NL63 og HKUT)
forarsager almindelige forkalelsessymptomer, og de to andre (svcert akut respiratorisk syndrom coronavirus (SARS-
CoV) og Mellemgastens respiratoriske syndrom coronavirus (MERS-CoV)) er zoonotiske og fordrsager mere alvorlige
komplikationer [2]. SARS-CoV og MERS-CoV har fordrsaget mere end 10.000 kumulative tilfcelde i de seneste to
Artier med en dedelighed p& 34 % MERS-CoV og 10 % SARS-CoV [1,3].

| december 2019 havde nogle mennesker, der arbejdede p& eller boede omkring Huanan skaldyrsmarked i Wuhan,
Hubei-provinsen i Kina, lungebetcendelse af ukendt érsag [2,4]. Dyb sekvensanalyse af respirationspraverne

indikerede en ny coronavirus, som farst fik navnet 2019 novel coronavirus (2019-nCoV) og for nylig SARS-CoV-2 [5].

Overfarsel af SARS-CoV-2 fra menneske til menneske er blevet bekroeftet, selv i inkubationsperioden uden
symptomer, og virusset fordrsager alvorlige luftvejslidelser, som ligner dem SARS-CoV frembragte [1,6,7]. Selv om
lungebetcendelse er den hyppigste sygdom, har enkelte patienter udviklet svcer lungebetcendelse, lungeadem,
akut &ndedrcetsbesveer eller multiorgansvigt og dad [1,4]. Centers of Disease Control and Prevention (CDC) mener,
at symptomer p& SARS-CoV-2 kan opstd i lgbet af s& f& som 2 dage eller s& loenge som 14 dage efter eksponering,
hvor de mest almindelige symptomer er feber, hoste, myalgi og dyspng [1,4,8]. Mindre almindelige symptomer er

ondt i halsen, hovedpine, diarré og opkastning [1,4]. Det ser ud til, at celdre moend med komorbiditeter rammes

hyppigere [4].

Diagnosticering af SARS-CoV-2 udfgres ved tidlig pdvisning af konventionelle arsager til lungebetcendelsen og
padvises ved next-generation-sekventering- eller realtids RT-PCR-metoder [1,9]. Adskilige analyser, der pdviser SARS-
CoV-2, er i gjeblikket tigeengelige og opfert pd WHO's (Verdenssundhedsorganisationens) websted
https://www.who.int/emergencies/diseases/novel-coronavirus-2019/technical-guidance/laboratory-guidance
[10].

WHO anbefaler praver fra de gvre luftveje (nasofaryngeale og orofaryngeale podepindspraver) og/eller praver fra
de nedre luftveje (sputum, endotrakealaspirat eller bronkoalveolcer skylning) til identifikation af SARS-CoV-2 [9,11].
Derudover kan der udtages andre kliniske praver sGsom blod, urin og affering for at overvége tilstedeveerelsen af

virusset [2,11].
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3. Procedurens princip

VIASURE SARS-CoV-2 S gene Real Time PCR Detection Kit er designet til identifikation af SARS-CoV-2 i
respirationsprgver. Detektionen foretages i et trins realtids RT-PCR-format, hvor den omvendte transkription og den
efterfalgende forstcerkning af den specifikke malsekvens finder sted i samme reaktionsbrgnd. Det isolerede RNA-
mal transkriberes og genererer komplementcer DNA ved revers transkriptase, som efterfglges af forstcerkning af et

konserveret omrade af S-gene ved hjcelp af specifikke primere og en fluorescensmeoerket probe.

VIASURE SARS-CoV-2 S gene Real Time PCR Detection Kit er baseret p& 5° exonuklease-akfivitet fra DNA-
polymerase. Under DNA-forstcerkningen spalter dette enzym proben, som er bundet til den komplementcere DNA-
sekvens og adskiller quencher-farvestoffet fra rapporteren. Denne reaktion genererer en stigning i det
fluorescerende signal, som er proportional med maengden pd mdlskabelonen. Denne fluorescens mdles af BD
MAX™-systemet.

VIASURE SARS-CoV-2 S gene Real Time PCR Detection Kit indeholder i hvert rgr alle de komponenter, der er
ngdvendige til at foretfage PCR-analyser i realfid (specifikke primere/prober, dNTPS, buffer, polymerase) i et
stabiliseret format samt en intern kontrol til overvagning af PCR-hcemning. SARS-CoV-2 forstcerkes og pdvises i kanal
475/520 og den interne kontrol (IC) i kanal 530/565.

4. Leverede reagenser

VIASURE SARS-CoV-2 § gene Real Time PCR Detection kit indeholder fglgende materialer og reagenser, som er

beskrevet i Tabel 1:

Reference Reagens/Materiale Beskrivelse Farve Mcengde

En blanding af enzymer, primerprober,

SARS-CoV-2 § gene Gennemsigti 2 posermed 12

VS-NCO112 reaction fube buffere, dNTP'er, stabilisatorer og ron folie o
interne kontroller i stabiliseret format 99
. . - Gennemisigti
VS-RBO9 Rehydration Buffer tube Op|®5l’1ll’\g.T.I| rekonsfitution af det g orange 1 pose med 24 rgr
stabiliserede produkt folie

Tabel 1. Reagenser og materialer leveret i VIASURE SARS-CoV-2 S gene Real Time PCR Detection kit med ref. VS-NCO124 (444212).
5. Reagenser og udstyr, der skal leveres af brugeren

Felgende liste omfatter de materialer og det udstyr, der krceves fil brug, men som ikke er inkluderet i VIASURE SARS-
CoV-2 § gene Real Time PCR Detection Kit.

e Realtids-PCR-instrument: BD MAX™ System.

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

e Vortex.

e Mikropipetter (ngjagtighed mellem 2 og 1000 pl).

e Filterspidser.

IU-NCO124enda0320 rev.01
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e Pulverfrie engangshandsker
6. Transport- og opbevaringsforhold

o Scettene kan sendes og opbevares ved 2 - 40 °C, indtil den udlgbsdato, der er angivet pd etiketten.

e Efter Gbning af aluminiumsposerne, som indeholder reaktionsrgrene, kan de anvendes i op fil 28 dage.
7. Scerlige forholdsregler for brugere

e  Kun beregnet fil professionel brug.

e Tilin vitro-diagnostisk brug.

e Brug ikke reagenser og/eller materialer, hvis udlglbsdatoen er overskredet.

e Brug ikke scettet, hvis efiketten, der forsegler den ydre ceske, er i stykker.

e Brug ikke reagenser, hvis beskyttelsesaesken er dben eller i stykker ved ankomsten.

e Brug ikke reagenser, hvis beskyttelsesposerne er dbne eller i stykker ved modtagelsen.

e Brug ikke reagenser, hvis tarremidlet ikke er til stede eller er i stykker inden i reagensposerne.

o Tarremidlet mad ikke fiernes fra reagensposerne.

e Luk straks de beskyttende poser med reagenser med lynldsforseglingen efter hver brug. Fiern eventuel
overskydende luft i poserne inden forsegling.

e Brug ikke reagenser, hvis folien er blevet gdelagt eller beskadiget.

e Reagenser fra forskellige poser og/eller scet og/eller partier md ikke blandes.

e Beskyt reagenser mod fugt. Laengerevarende eksponering for fugt kan pavirke produktets ydeevne.

e Hold komponenterne voek fra lys.

e |tilfcelde, hvor andre PCR-tests udfares i det samme generelle omréde af laboratoriet, skal det omhyggeligt
sikres, at VIASURE SARS-CoV-2 § gene Real Time PCR Detection kit, BD MAX™ ExK™ TNA-3 ekstraktionskit,
eventuelle yderligere reagenser, der er pdkraevede til testen og BD MAX™-systemet ikke er kontamineret.
Handsker skal udskiftes fgr h&ndtering af reagenser og kassetter.

o Tiretteloeg en ensrettet arbejdsgang. Den skal begynde i ekstraktionsomrddet og derefter flyttes fil
forstcerknings- og detektionsomrddet. Praver, udstyr og reagenser md ikke returneres til det omrdde, hvor det
foreg&ende trin blev udfert.

e Fglg god laboratoriepraksis. Brug beskyttelseste], engangshandsker, beskyttelsesbriller og maske. Man mé ikke
spise, drikke eller ryge i arbejdsomrédet. Vask haender efter endt test.

e Pragverne skal behandles som potentielt smitsomme samt alle reagenser og materialer, der er blevet
eksponeret for prgverne, og skal hdndteres i overensstemmelse med de nationale sikkerhedsforskrifter. Traef
de ngdvendige forholdsregler under indsamling, opbevaring, behandling og bortskaffelse af praver.

e Regelmcessig dekontaminering af almindeligt anvendt udstyr anbefales, iscer mikropipetter og arbejdsflader.

e Se brugervejledningen til BD MAX™-systemet for yderligere advarsler, forholdsregler og procedurer.

IU-NCO124enda0320 rev.01
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8. Analysemetode

8.1. INDSAMLING, OPBEVARING OG TRANSPORT AF PROVER

VIASURE SARS-CoV-2 S gene Real Time PCR Detection Kit er blevet valideret pd& negative
nasofaryngeale/orofaryngeale podepinde opsamlet i virale transportmedier (VIM) (Vircell S.L., Spanien) og

nukleinsyre isoleret fra positive nasofaryngeale/orofaryngeale podepinde opsamiet i VIM.
En anden type prever fra nasofaryngeale/orofaryngeale podepinde i VIM skal valideres af brugeren.

Preveudtagning, opbevaring og fransport skal vedligeholdes i overensstemmelse med de betingelser, der er
valideret af brugeren. Samlet set bear respirationspraver indsamles og mcerkes pd passende vis i rene beholdere
med eller uden transportmedier (afhcengigt af pravetype) og behandles s& hurtigt som muligt for at sikre testens
kvalitet. Prgverne skal transporteres ved 2 til 8 °C i op fil 48 timer i henhold til lokale og natfionale bestemmelser for
fransport af patogent materiale. Ved langfidstransport (mere end 48 timer) anbefaler vi forsendelse ved <-20 °C.
Det anbefales at anvende friske praver til testen. Praverne kan opbevares ved 2 til 8 °C i op fil 48 timer eller nedfryses
ved -20 °C eller ideelt ved -70 °C for konservering. Gentagne fryse-tg-cyklusser bar undgds for at forhindre

nedbrydning af preaven og nukleinsyrer.
8.2. KLARGQRING AF PRGVER OG RNA-EKSTRAKTION

Udfer preveklargeringen i henhold til anbefalingerne i brugsanvisningen til det anvendte ekstraktionskit, BD MAX™
ExK™ TNA-3. Bemcerk, at nogle andre praver kan krceve forbehandling. Brugeren skal udvikle og validere

ekstraktions- og proeparationsprocedurer, der er specifikke til formdlet.

1. Der pipetteres 200 ul nasofaryngeale/orofaryngeale podepindspragver opsamlet i virale transportmedier (VIM)
i et BD MAX™ TNA-3 prgvebufferrar, og reret lukkes med en septumhcette. Der sikres fuldstcendig blanding ved at

hvirvle prgven ved hgj hastighed i 1 minut. Fortscet til BD MAX™ Systembeftjening.
8.3. PCR-PROTOKOL
Bemcerk: Der henvises til brugervejledningen til BD MAX™-systemet for at f& detaljerede instruktioner.

8.3.1. Oprettelse af PCR-testprogram for VIASURE SARS-CoV-2 S gene Real Time PCR

Detection kit
Bemaerk: Hvis du allerede har gennemgdet VIASURE SARS-CoV-2 S gene Real Time PCR Detection-testen kan du
springe 1rin 8.3.1 over og gd direkte til 8.3.2.
1) Vcelg fanen "Test Editor” (Testredigering) pd skcermen "Run” (Kar) pd BD MAX™-systemet.
2) Klik p& knappen "Create” (Opret).
3) |vinduet "Test Name" (Testnavn) skal du navngive din test: dvs. VIASURE SARS-CoV-2 S-gene.

4) Vcelg "Extraction Type” (Ekstraktionstype) i rullemenuen "ExK TNA-3".

IU-NCO124enda0320 rev.01
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5) Vcelg "Type 5" i rullemenuen "Master Mix Format".
a. Bemcerk: Produktet kan anvendes i kombination med en ekstra VIASURE til BD MAX test, og vcelg

derefter "Dual Master Mix Concentrated Lyofized MM with Rehydration Buffer (Type 5)".

6) | "Sample extraction parameters” (Parametre for praveekstraktion) vcelges “User defined”
(Brugerdefineret), og prevevolumen justeres til 700 pl.

7) 1"Ct Calculation” (Ct-beregning) veelges "Call Ct at Threshold Crossing” (Beregn Ct ndr tcersklen krydses).

8) Indtast felgende parametre pd fanen "PCR settings” (PCR-indstillinger): "Channel Settings”
(Kanalindstillinger), "Gains"” (Stigninger) og "Threshold” (Tcerskel) (Tabel 2).

a. Bemcerk: Produktet kan anvendes i kombination med en ekstra VIASURE fil BD MAX-test, "PCR
settings” (PCR-indstillinger) og “Test Steps” (Testtrin) skal gennemfares for position 2 (gren) og
position 4 (bld).

. Gain Threshold Ct Min Ct Max
el liee (Stigning) (Tcerskel) (Ct. min) (Ct. max)
475/520 (FAM) SARS'gCeonv'Q S 60 100 0 40
530/565 (HEX) IC 80 100 0 40
585/630 (ROX) - 0 0 0 0
630/665 (Cy3) - 0 0 0 0
680/715 (Cy5.5) - 0 0 0 0

Tabel 2. PCR-indstillinger.

9)

| fanen "PCR settings” (PCR-indstillinger) indtastes falgende parametre samt "Spectral Cross Talk” (Spekiral
krydstale) (tabel 3)

False Receiving Channel
(Falsk modtagekanal)
Channel
(Kanal) 475/520 530/565 585/630 630/665 680/715
475/520 - 0.0 0.0 0.0 0.0
530/565 0.0 - 0.0 0.0 0.0
Excitation
Channel 585/630 0.0 0.0 - 0.0 0.0
(Excitationskanal) 630/665 0.0 0.0 0.0 ] 0.0
680/715 0.0 0.0 0.0 0.0 -

Tabel 3. Parametre for spekiral krydstale.

10) Indtast PCR-protokollen (tabel 4) pd fanen "Test Steps” (Testtrin).

Step Name Profile Type Cycles Time (s) | Temperature | Detect
(Trinnavn) (Profiltype) | (Cyklusser) | (Tid (sek.)) [ (Temperatur) | (Detekter)
Revers transskription Hold 1 900 45°C -
Indledende denaturering Hold 1 120 98°C -
Denaturering og 10 95°C -
annotering/udvidelse 2-temperatur 45
(dataindsamling) 58 60°C v

Tabel 4. PCR-protokol.
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11) Klik p& knappen "Save Test” (Gem test).

8.3.2. Opscetning af BD MAX™-stativ

1) For hver prave, der skal testes, fiernes en Unitized Reagent-strimmel fra BD MAX™ ExK TNA-3 scettet. Bank
forsigtigt hver strimmel mod en hérd overflade for at sikre, at alle veeskerne ligger i bunden af rerene, og
anbring dem i BD MAX™-systemets pravestativer.

2) Fjern det pdkroevede antal BD MAX™ ExK TNA-ekstraktionsrar (B4) (hvid folie) fra deres beskyttelsespose.
Scet udtroeksraret( -rarene) (hvid folie) i de tilsvarende positioner i TNA-strimlen (fastger position 1, hvid
farvekodning pd stativet. Se Figur 1). Fjern overskydende Iuft, og Iluk aluminiumsposerne med
lynidsforseglingen.

3) Identificer og adskil det rette antal VIASURE SARS-CoV-2 § gene reaction tube (gren folie), og klik dem p&
plads i deres tilsvarende positioner pd strimmel (Klik-position 2, gren farvekodning pd stativet. Se Figur 1).

a. Fjern overskydende luft, og luk aluminiumsposerne med lyni&sforseglingen.
b. Rehydreringen udfgres korrekt ved at sgrge for, at det fryseterrede produkt ligger i bunden af rgret
og ikke er i kontakt med rarets top eller folieforseglingen.
i. Bemcerk: Hvis du veelger formatet "Dual Master Mix Concentrated Lyophilised MM with
Rehydration Buffer (Type 5)" (afsnit 8.3.1), bestemmes og adskilles det passende antal
ekstra VIASURE reaktionsrar (forskellig folie) og klikkes fast i deres filsvarende positioner i
strimlen (klik-position 4, bl& farvekodning pd& stativet. Se Figur 1). Fiern overskydende Iuft,
og luk aluminiumsposerne med lynldsforseglingen.

4) Fjern det ngdvendige antal Rehydration Buffer tubes (orange folie), og klik dem fast pd& deres tilsvarende
pladser pd& strimlen (klik position 3, ikke-farvet kodning fast pd stativet. Se Figur 1). Fiern overskydende Iuft,
og luk aluminiumsposerne med lynldsforseglingen.

a. For at sikre, at overfarsien udfares korrekt, skal man serge for, at vaesken ligger i bunden aof rgret

og ikke er i kontakt med rarets top eller folieforseglingen.

Figur 1. BD MAX™ TNA reagensstrimmel (TNA) fra BD MAX™ ExK TNA-3 scettet.

Rar med klikldas Affaldsbeholder
Pipettespidser
#1 #2 #3  #4
: I TS T T ,
o|le|e||e
Ror il Reaktionsrar|2
Igfrit
provelyse/frigiv (valgfrit) ef|le||o]||o
Vaskebuffer
—/
Ekstraktionsrer ellellollo
Elueringsbuffer e A A
Reaktionsrer 1
#1 #2 #3 #4

Rehydrerings  Neutrgliserings
buffer bpffer
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8.3.3. BD MAX™ Instrumentopscetning

1) Vcelg fanen "Work List” (Arbejdsliste) pd skcermen "Run” (Kar) pd BD MAX™ Systemsoftware v4.50A eller
nyere.

2) Vceelg VIASURE SARS-CoV-2 § gene irullemenuen "Test” (hvis det ikke allerede er oprettet, se afsnit 8.3.1).

3) Vcelg det relevante lotnummer for kittet (fremgdr aof ekstraktionskittets udvendige ceske) fra rullemenuen
(valgfrit).

4) Indtast prevebufferrgrets identifikationsnummer i vinduet "Sample tube"” (Praverer) pd "Work list”
(Arbejdsliste), enten ved atf scanne stregkoden med scanneren eller ved manuel indtastning.

5) Udfyld vinduet Specimen/Patient ID og/eller Accession p& "Work list” (arbejdsliste), og klik pd knappen
"Save" (Gem). Fortscet, indtil alle prevebufferrer er indtastet. Serg for, at preve-/patient-id'et og
prevebufferrgrene matcher ngjagtigt.

6) Anbring det klargjorte pravebufferrgr i BD MAX™-stativet/stativerne.

7) Sceft stativet/stativerne i BD MAX™-systemet (stafiv A er placeret i venstre side af BD MAX™-systemet og
stativ B i hgjre side).

8) Anbring det nedvendige antal BD MAX™ PCR Cartridges i BD MAX™-systemet.

9) Luk ldgen til BD MAX™-systemet.

10) Klik p& "Start Run” (Start procedure) for at starte proceduren.

8.3.4. BD MAX™ rapport

1) Klik p& knappen "Results” (Resultater) i hovedmenuen.
2) Dobbeltklik enten pd din kersel pd listen, eller fryk pd knappen "View" (Vis).
3) Klik p& "Print” (Udskriv), veelg: "Run Details, Test Details and Plot..." (Ker detaljer, testdetaljer og tegn grafik).

4) Klik p& knappen "Print or Export” (Udskriv eller Eksporter) eller p& skaermen "Run Reports” (Ker rapporter).

9. Tolkning af resultater

For en detaljeret beskrivelse af, hvordan man analyserer data, se BD MAX™-systemets brugervejledning.

Analysen af data udfgres som BD MAX™-software i overensstemmelse med producentens anvisninger. BD MAX™.-
softwaren rapporterer Ct-voerdier og stigningskurver for hver detektorkanal for hver preve, og testes pd felgende

madade:

- En Ct-veerdi pd 0 angiver, at der ikke blev beregnet nogen Ct-veerdi af softwaren ved den angivne tcerskelvoerdi

(se tabel 2). En forstcerkningskurve for praven, der viser en Ct-veerdi p& "0", skal kontrolleres manuelt.
- Ct-veerdien -1 angiver, at ingen forstcerkningskurve er forekommet.

- Enhver anden Ct-vcerdi skal fortolkes i sammenhceng med forstcerkningskurve og i overensstemmelse med

retningslinjerne for tolkning af prgven som anfert i Tabel 5.

IU-NCO124enda0320 rev.01

18



VIASURE Real Time PCR Detection Kits
I s

Konftrollér, at det indvendige styresignal fungerer korrekt for amplifikationsblandingen. Desuden skal du konftrollere,

at der ikke foreligger nogen rapport over BD MAX™ Systemfejl.

-Resultaterne skal lceses og analyseres ved hjcelp of falgende tabel:

SARS-CoV-2 S | Intern kontrol Fortolkning

gen (475/520) (530/565)
- + SARS-CoV-2 S gen-RNA ikke pavist
+ +/- SARS-CoV-2 S gen-RNA padvist

Resultatet Unresolved (ulest) (UNR) opirceder under
tilstedevcerelse af hcemmere i PCR-reaktionen eller nar
der opstar et overordnet problem (der ikke rapporteres
med en fejlkode) under prevebehandlingen og/eller
forstcerkningstrinnene.

Analyseresultatet er Indeterminate (ubestemmeligt)
IND IND (IND). Skyldes en fejl i BD MAX™M-systemet.
Analyseresultat, der vises i tilfcelde af en instrumentfejl,
der knyttet til en fejlkode.

INC INC Analyseresultatet er Incomplete (ufuldstcendigt) (INC).
Skyldes fejl i BD MAX™-systemet. Analyseresultatet vises,
hvor en fuldstcendig kersel ikke kunne gennemfgres.

Tabel 5. Prgvefortolkning

+: Der opstod forsteerkning

-: Der opstod ingen forstcerkning

En preve betragtes som positiv, hvis Ct-vcerdien er mindre end 40. Den interne kontrol kan vise et
forstcerkningssignal, fordi et stort antal mdlkopier kan medfare prceferentiel forstcerkning af mdilspecifikke

nukleinsyrer i stedet for den interne kontrol. | disse filfcelde er undersggelse af IC ikke ngdvendig.

En prave betragtes som negativ, hvis preven viser intet forstaerkningssignal, men den interne kontrol er positiv. En

hcemning af PCR-reaktioner kan udelukkes ved forstcerkningen af intern kontrol.

| tiifcelde af ulgste resultater (UNR), manglende internt kontrolsignal i en negativ prgve anbefales det at gentage

analysen ved en prgvefortynding pé 1:10 for at kontrollere for eventuelle problemer med hcemning.

Resultaterne af testen ber vurderes af en lcege pd baggrund af anamnese, kliniske symptomer og andre

diagnostiske tests.
10. Begreensninger i testen

e Resultaterne af testen ber vurderes af en lcege pd baggrund af anamnese, kliniske symptomer og andre
diagnostiske tests.

e Selv om denne fest kan bruges sammen med andre typer prever er den blevet valideret med
nasofaryngeale/orofaryngeale podepinde indsamlet i VIM.

e Kvaliteten af testen afhcenger af kvaliteten af praven; korrekt udvundne nukleinsyrer fra respirationspraver skal

udvindes. Uegnet indsamling, opbevaring og/eller transport af praver kan give falsk-negative resultater.
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e Meget lave mdlniveauer under detektionsgraensen kan pdvises, men resultaterne er muligvis ikke
reproducerbare.

¢ Derermulighed for falske-positive resultater som falge af krydskontaminering af SARS-CoV-2-mistcenkte praver,
der indeholder hgje koncentrationer af mal-RNA eller er kontaminerede med PCR-produkter fra tidligere
reaktioner.

e | tilfcelde af ulgste eller ufuldstcendige resultater med VIASURE SARS-CoV-2 S gene Real Time PCR Detection
Kit er det ngdvendigt at gentage testen. Ulgste resultater kan skyldes tilstedevcerelsen af antistoffer i praven
eller forkert rehydrering af frysetarede reaktionsblandingsrar. Hvis der opstdr en instrumentfejl, kan det medfere

ubestemmelige eller ufuldstoendige resultater.

11. Kvalitetskontrol

VIASURE SARS-CoV-2 § gene Real Time PCR Detection Kit indeholder en intern kontrol (IC) i hver reaktion, hvilket

bekrcefter korrekt udfarelse af teknikken.

12. Ydelseskarakteristika

12.1. Klinisk sensitivitet og specificitet

De kliniske resultater af VIASURE SARS-CoV-2 S gene Real Time PCR Detection Kit blev testet med 4 nukleinsyrer
isoleret fra positive nasofaryngeale og/eller orofaryngeale podepinde indsamles i VIM og 15 prever
(nasofaryngeale og/eller orofaryngeale podepinde allerede hos VIM) fra patienter med klinisk mistanke om
sygdommen COVID-19 eller andre lignende Iuftvejssygdomme. Fire 4 SARS-CoV-2 positive praver blev fundet og
disse resultater stemmer overens med en PCR-test, der blev udviklet pd baggrund af China CDC-primere og prober
til detektion af SARS-CoV-2.

Derudover blev 4 SARS-CoV-2 positive praver bekroeftet via en molekylcer detektionsmetode af Spanish National
Reference Center (Institute of Health Carlos Il (ISCIII)) (protokollen "2019-nCoV af real-time RT-PCR", som foresl&et af
Charité (Berlin), med modifikationer).

Det kan konkluderes, at resultaterne viser en hgj sensitivitet og specificitet med hensyn til pAvisningen af SARS-CoV-
2 vha. VIASURE SARS-CoV-2 S gene Real Time PCR Detection Kit.

12.2. Analytisk sensitivitet

VIASURE SARS-CoV-2 S gene Real Time PCR Detection Kit har en detektionsgraense pd = 24 cDNA-kopier pr. reaktion

(cp/rxn) med en positivrate p& 2 95 %.
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Figur 2. Fortyndingsserier af SARS-CoV-2 § gen (2,4*107-2,4*10' cp/rxn) prevekgrsel pd BD MAX™ System (475/520 (FAM) kanal).

12.3. Analytisk specificitet

Specificiteten af SARS-CoV-2 S gentesten blev bekroeftet ved at teste et panel bestdende af forskellige
mikroorganismer, der reproesenterer de mest almindelige respiratoriske patogener. Der blev ikke pdvist

krydsreaktivitet mellem nogen af fglgende testede mikroorganismer:

Krydsreaktivitetstest

Human Adenovirus-type 1-5, 8, 15, 31,

Influenza
A/California/7/2009(HINT)pdm09-

Legionella longbeachae

400g4l lignende virus
Influenza
Bocavirus A/California/45/2015(H1N1)pdm09- Legionella micdadei

lignende virus

Bordetella bronchiseptica

Influenza A/Singapore/GP1908/2015,
IVR-180 (HINT)pdm09-virus

Legionella pneumophila

Bordetella holmesii

Influenza A/Perth/16/2009 (H3N2)-
lignende virus

Human metapneumovirus A og B

Bordetella parapertussis

Influenza A/Thiringen/5/17 (H3N2)-
virus

Moraxella catarrhalis

Bordetella pertussis

Influenza A/Switzerland/9715293/2013
(H3N2)-virus

Mycoplasma pneumoniae

Chlamydia caviae

Influenza A/Hong Kong/4801/2014,
NYMC X-263B (H3N2)-virus

Mycobacterium tuberculosis

Chlamydia psittaci genotype A og C

Influenza A/DE-
SH/Reiherente/AR8444/ 2016 (H5N8)-

Human parainfluenza 1, 2, 3 0g 4

virus vira
. . Influenza A/Switzerland/1/2013 Pneumocytis jirovecii Type Al og
Chlamydophila pneumoniae (H3N2)-virus 9885652
Human coronavirus 229 OG OCA43, Influenza B/anbor)e/60/2008-llgnende Human rhinovirus
NL63 og HKU1 Virus

MERS Coronavirus

Influenza B/Florida/04/06 virus

Staphylococcus aureus subsp.
Aureus

SARS Coronavirus

Influenza B/Phuket/3073/2013 virus

Streptococcus pneumoniae

Haemophilus influenzae MinnA

Legionella bozemanii

Respiratorisk syncytial virus (RSV)

Influenza A/New
Caledonia/20/99(HINT1)-virus

Legionella dumoffii

Tabel 6. Reference patogene mikroorganismer, som anvendes i denne undersggelse.
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12.4. Analytisk reaktivitet

Reaktiviteten i VIASURE SARS-CoV-2 § gene Real Time PCR Detection Kit blev evalueret i forhold til RNA fra human
2019-nCoV BetaCoV.stamme/Tyskland/BavPat1/2020 p.1, det viste et positivt resultat.
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14. Symbols for IVD components and reagents/ Symboler for IVD-komponenter

og -reagenser

In vitro diagnostic

device ?

In vitro-diagnostisk
udstyr

Consult Instructions
for Use /H/

Se brugsanvisning

Keep dry

Opbevares
tort

Temperature
limitation

Temperaturb
egrcensning

Use by

Anvendes
inden

Contains
sufficient for
<n> test

Indeholder
nok til <n>
tests

DIL

BD MAX™ is a registered frademark of Becton, Dickinson and Company.
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