Cell-Free DNA BCT°CE <

INSTRUCTIONS FOR USE
Cell-Free DNA BCT® CE is a direct draw whole blood collection tube intended for collection, transport and
storage of blood samples. This product is FOR EXPORT ONLY, not to be used in the United States.

SUMMARY AND PRINCIPLES
Cell-Free DNA BCT CE stabilizes cell-free plasma DNA as well as preserves cellular genomic DNA present in
nucleated blood cells and circulating epithelial cells (tumor cells) found in whole blood.

Accurate analysis of cf-DNA can be compromised by sample handling, shipping and processing, causing
lysis of nucleated blood cells and subsequent release of cellular genomic DNA. Additionally, degradation of
cf-DNA due to nuclease activity can be problematic.

The preservative reagent contained in Cell-Free DNA BCT CE stabilizes nucleated blood cells, preventing
the release of cellular genomic DNA, and inhibits nuclease mediated degradation of cf-DNA, contributing
to the overall stabilization of cf-DNA. Samples collected in Cell-Free DNA BCT CE are stable for up to 14
days at temperatures between 6 °C to 37 °C, allowing convenient sample collection, transport and storage.

The preservative reagent contained in Cell-Free DNA BCT CE stabilizes circulating epithelial cells (tumor
cells) in whole blood for up to 7 days at temperatures between 15 °C to 30 °C.

REAGENTS
Cell-Free DNA BCT CE contains the anticoagulant K,EDTA and a cell preservative in a liquid medium.

PRECAUTIONS

1. For In Vitro Diagnostic Use.

Do not freeze specimens collected in glass Cell-Free DNA BCT CE.

Do not use tubes after expiration date.

Do not use tubes for collection of materials to be injected into patients.

Product is intended for use as supplied. Do not dilute or add other components to Cell-Free DNA BCT

CE.

6. Overfilling or underfilling of tubes will result in an incorrect blood-to-additive ratio and may lead to
incorrect analytic results or poor product performance.

CAUTION

a. Glass has the potential for breakage; precautionary measures should be taken during handling of
glass tubes.

b. All biological specimens and materials coming in contact with them are considered biohazards and
should be treated as if capable of transmitting infection. Dispose of in accordance with federal, state
and local regulations. Avoid contact with skin and mucous membranes.

. Product should be disposed with infectious medical waste.

d. Remove stopper by either gently rocking the stopper from side to side or by grasping with a
simultaneous twisting and pulling action. A “thumb roll” procedure for stopper removal is not
recommended, as tube breakage and injury may result. Reinsert stopper by gently pushing stopper
onto tube with a simultaneous twisting action.

7. SDS can be obtained at streck.com or by calling +1 402-691-7510.
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STORAGE AND STABILITY

1. When stored at 2 °C to 30 °C, empty Cell-Free DNA BCT CE is stable through expiration date.

2. Short-term storage at 2 °C to 40 °C is acceptable for empty Cell-Free DNA BCT CE for up to 14 days.

3. Do not freeze empty Cell-Free DNA BCT CE. Proper insulation may be required for shipment during
extreme temperature conditions.

4. Sample storage/stability:

Sample Type
Cell-Free DNA | Cellular Genomic DNA Epithelial Cells
(Tumor Cells)
Sample Stability 14 days 14 days 7 days
Sample Storage Temperature 6°Cto37°C 6°Cto37°C 15°Cto 30 °C

INDICATIONS OF PRODUCT DETERIORATION

1. Cloudiness or precipitate visible in reagent of empty tube.

2. If indications of product deterioration occur, contact Streck Technical Services at +1 402-691-7510 or
technicalservices@streck.com.

INSTRUCTIONS FOR USE

For a video demonstration, visit streck.com/mixing.

1. Collect specimen by venipuncture according to CLSI GP41'.

Prevention of Backflow - Since Cell-Free DNA BCT CE contains chemical additives, it is important to

avoid possible backflow from the tube.

To guard against backflow, observe the following precautions:

a. Keep patient's arm in the downward position during the collection procedure.

b. Hold the tube with the stopper in the uppermost position so that the tube contents do not touch the
stopper or the end of the needle during sample collection.

¢. Release tourniquet once blood starts to flow in the tube, or within 2 minutes of application.

2. Follow recommendations for order of draw outlined in CLSI GP41". Cell-Free DNA BCT CE should be
drawn after the EDTA tube and before the fluoride oxalate (glycolytic inhibitor) tube. If a Cell-Free DNA
BCT CE tube immediately follows a heparin tube in the draw order, Streck recommends collecting a
non-additve or EDTA tube as a waste tube prior to collection in the Cell-Free DNA BCT CE.

3. Fill tube completely.

4. Remove tube from adapter and immediately mix by gentle inversion 8 to 10 times. Inadequate or
delayed mixing may result in incorrect analytical results or poor product performance. One inversion is
a complete turn of the wrist, 180 degrees, and back per the figure below:
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5. After collection, transport and store tubes within the recommended temperature range.

Note:

1. Forbest results, a 21G or 22G needle is advised. Slower fill times may be observed when using a smaller
gauge needle.
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2. When using a winged (butterfly) collection set for venipuncture and the Streck Cell-Free DNA BCT CE
is the first tube drawn, a non-additive or EDTA discard tube should be partially drawn first in order to
eliminate air or “dead space” from the tubing.

3. Cell-Free DNA BCT CE does not dilute blood samples; therefore, no dilution factor correction is
necessary.

4. As in the case with most clinical laboratory specimens, hemolysis, icterus and lipemia may affect the
results obtained on blood samples preserved with Cell-Free DNA BCT CE.

DNA EXTRACTION
Extraction of cell-free plasma DNA and cellular genomic DNA can be accomplished using most commercially
available kits that include a Proteinase K treatment step.

Cell-Free Plasma DNA
Streck has qualified two separate plasma separation spin protocols for your convenience.

Double Spin Protocol 1

Step 1. To separate plasma, centrifuge whole blood at 300 x g for 20 minutes at room temperature.
Step 2. Remove the upper plasma layer and transfer to a new conical tube (not provided).

Step3.  Centrifuge the plasma at 5000 x g for 10 minutes.

Step4. Isolate cell-free DNA per kit manufacturer instructions.

Double Spin Protocol 2 (for maximum plasma recovery)

Step 1. To separate plasma, centrifuge whole blood at 1600 x g for 10 minutes at room temperature.
Step 2. Remove the upper plasma layer and transfer to a new conical tube (not provided).

Step3.  Centrifuge the plasma at 16000 x g for 10 minutes.

Step4.  Isolate cell-free DNA per kit manufacturer instructions.

For optimal results for all of the above protocols, include a Proteinase K treatment step
(> 30 mAU/mL digest) at 60 °C in the presence of chaotropic salts for 1 hour when extracting cell-free
DNA.

Cellular Genomic DNA

Step 1. To separate the white blood cells, either lyse the red blood cells and wash, or centrifuge
whole blood and collect the buffy coat layer.

Step 2. Isolate genomic DNA per kit manufacturer instructions.

For optimal results, include a Proteinase K treatment step (> 30 mAU/ml digest) at 60 °C in the presence
of chaotropic salts for 2 hours when extracting cellular genomic DNA.

FREEZING AND THAWING

PLASMA

1. To Freeze: For long-term storage, after spinning, collect and transfer the upper plasma layer to a
cryogenic tube (not provided) and freeze at -20 °C or -80 °C.

2. To Thaw: Thaw cryogenic tubes at appropriate temperature as specified in your protocol.
Note: If cryoprecipitates form in the plasma, vortex the tube for 30 seconds after thawing. Do not
centrifuge the plasma.

LIMITATIONS

1. For single use only.

2. Samples drawn in other anticoagulants or preservatives may cause coagulation in Cell-Free DNA BCT CE.
3. Specimen transport via pneumatic tube system is not advised.

REFERENCES
1. Clinical and Laboratory Standards Institute. GP41, Procedures for the collection of diagnostic blood
specimens by venipuncture. Approved Standard - Seventh Edition.

ORDERING INFORMATION
Please call our Customer Service Department at+1 402-333-1982 for assistance. Additional information can
be found online at streck.com.

GLOSSARY OF SYMBOLS
See the Instructions (IFU) tab under Resources on the product page at streck.com.

Australia Patent AU2003254755

Canada Patent CA2,917,912

Europe Patent EP2228453B1; EP2626438A1; EP2814981; EP1816461

Germany Patent DE60201322817.5; DE 202010048559

United States Patent US9,657,227; US9,926,590; US10,144,955; US10,294,513; US10,091,984
Other Patents Pending

See streck.com/patents for patents that may be applicable to this product.
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NAUDOJIMO INSTRUKCI)OS Lithuanian (Lietuviy)
,Cell-Free DNA BCT® CE" yra visos sudéties kraujo tiesioginio paémimo mégintuvelis, skirtas kraujo méginiams
paimti, transportuoti ir laikyti. Sis produktas skirtas TIK EKSPORTUI, jis neskirtas naudoti JAV.

SANTRAUKA IR PRINCIPAI

,Cell-Free DNA BCT CE" stabilizuoja nelasteling plazmos DNR ir iSsaugo lastelés genomo DNR, esancig
branduolius turinciose kraujo lastelése ir cirkuliuojanciose epitelio Iastelése (auglio lastelése), kuriy randama
visos sudéties kraujyje.

Nelgstelinés DNR analizés tiksluma gali neigiamai paveikti méginiy tvarkymas, gabenimas ir apdorojimas,
sukeliantis branduolius turinciy kraujo lasteliy lize, kai atpalaiduojama Iastelés genomo DNR. Be to, nelgstelinés
DNR skaidymas dél nukleazés aktyvumo gali kelti problemuy.

Konservuojantis reagentas, kurio yra ,Cell-Free DNA BCT CE*, stabilizuoja branduolius turincias kraujo lasteles,
apsaugodamas nuo lastelés genomo DNR atpalaidavimo, ir slopina nukleazés katalizuojama nelastelinés DNR
skaidyma, taip prisidédamas prie bendrojo nelastelinés DNR stabilizavimo. Méginiai, paimti  mégintuvélj ,Cell-
Free DNA BCT CE*, i8lieka stabilds iki 14 dieny, laikant nuo 6 °C iki 37 °C temperatdroje, taigi toks mégintuvélis
pagerina méginiy émimo, transportavimo ir laikymo salygas.

Konservuojantis reagentas, kurio yra ,Cell-Free DNA BCT CE’, stabilizuoja cirkuliuojancias epitelio lasteles
(auglio Iasteles) visos sudéties kraujyje iki 7 dieny laikant nuo 15 °C iki 30 °C temperatdroje.

REAGENTAI
Mégintuvelyje ,Cell-Free DNA BCT CE" yra antikoagulianto K,EDTA ir Igsteliy konservanto skystoje terpéje.

ATSARGUMO PRIEMONES

1. Skirta in vitro diagnostikos tyrimams.

2. | stiklinius mégintuvelius ,Cell-Free DNA BCT CE” surinkty méginiy negalima uzsaldyti.

3. Nenaudokite mégintuvéliy pasibaigus galiojimo terminui.

4. Nenaudokite mégintuvéliy medziagoms, kurios bus 3virk$¢iamos pacientams, paimti.

5. Gaminys yra skirtas naudoti toks, koks tiekiamas. Neskieskite ,Cell-Free DNA BCT CE" ir nepridékite j jj kity
komponenty.

6. PerpildZius arba nepilnai pripildZius mégintuvél, galima gauti neteisingg kraujo ir priedy santykj bei
klaidingus analizés rezultatus arba gaminys gali veikti netinkamai.

DEMESIO

a. Stiklas gali suduZti; naudojant mégintuvélius reikia imtis atsargumo priemoniy.

b. Visi biologiniai méginiai ir su jais besilieciancios medziagos yra laikomos biologiskai pavojingomis ir su
jomis turi bati elgiamasi taip, lyg jos galéty pernesti infekcija. Salinkite laikydamiesi federaliniy, valstijos
ir vietiniy teisés akty reikalavimy. Venkite patekimo ant odos ir gleivinés.

¢. Gaminj reikia alinti su infekcinémis medicininémis atliekomis.

d. I8traukite kamstj Svelniai jj judindami i$ vienos puseés j kitg arba suimdami jj ir tuo pat metu sukdami ir
traukdami. Nerekomenduojama traukti kamstj sukant nyk3ciu, nes mégintuvélis gali suskilti ir suZaloti.
Kamstj jkiSkite atsargiai stumdami j mégintuveélj ir tuo paciu metu jj sukdami.

7. SDLrasite adresu streck.com arba galite gauti paskambine tel. 402-691-7510.

LAIKYMAS IR STABILUMAS

1. Laikant nuo 2 °C iki 30 °C temperatdroje, tusti, Cell-Free DNA BCT CE" mégintuvéliai yra stabills iki galiojimo
pabaigos datos.

2. Tustius ,Cell-Free DNA BCT CE" galima trumpai (iki 14 dieny) laikyti nuo 2 °C iki 40 °C temperatroje.

3. Neuz3aldykite tudcio ,Cell-Free DNA BCT CE". Gabenant itin aukstoje ar Zemoje temperatdroje gali bati
reikalinga tinkama izoliacija.

4. Méginio laikymas / stabilumas:

Méginio tipas

Nelasteliné DNR Lastelés genomo DNR Epitelio lastelés

(auglio lastelés)

Méginio stabilumas 14 dieny

nuo 6 °C iki 37 °C

14 dieny
nuo 6 °C iki 37 °C

7 dieny
nuo 15 °C iki 30 °C

Méginio laikymo temperatdra

PRODUKTO KOKYBES PABLOGEJIMO POZYMIAI

1. Matomas nepanaudoto mégintuvélio reagento drumstumas arba nuosédos.

2. Jei atsiranda produkto kokybés pablogéjimo poZymiy, kreipkités j ,Streck” techniniy paslaugy skyriy tel.
402-691-7510 arba adresu technicalservices@streck.com.

NAUDOJIMO INSTRUKCI)OS
Pavyzdinj vaizdo jrasa rasite adresu streck.com/mixing.
1. Paimkite méginj atlike venos punkcija pagal CLSI GP41'.
Atgalinés srovésprevencija. Mégintuvélyje ,Cell-Free DNA BCT CE” yra cheminiy priedy, todél labai svarbu
iSvengti galimos atgalinés srovés i$ mégintuvélio.
Norédami apsisaugoti nuo atgalinés srovés, laikykités toliau nurodyty atsargumo priemoniy:
a. Atlikdami paémimo procedrg paciento rankg laikykite nuleistg Zemyn.
b. Laikykite mégintuvélj, kad kamstis baty aukS¢iausioje padétyje ir méginio paémimo metu mégintuvélio
turinys neliesty kam3cio arba adatos galo.
¢. Kai kraujas pradés tekéti j mégintuvelj, arba po 2 minuciy nuo uzdéjimo atlaisvinkite turniketa.
2. Laikykités méginiy émimo tvarkos rekomendacijy, pateikty CLSI GP41'. Méginj  ,Cell-Free DNA BCT CE”
reikéty imti po EDTA mégintuvélio ir pries fluorido oksalato (glikolitinio inhibitoriaus) mégintuvelj. Jei
méginys | ,Cell-Free DNA BCT CE" mégintuvélj imamas i$ karto po heparino mégintuvélio pagal méginiy
émimo tvarkg, ,Streck” rekomenduoja panaudoti mégintuvélj be priedy arba EDTA mégintuvélj kaip atlieky
mégintuvélj prie imant méginj j ,Cell-Free DNA BCT CE" mégintuvelj.
Mégintuvelj pripildykite iki galo.
4. Mégintuvelj ISimkite i$ adapterio ir iSkart iSmaiSykite atsargiai apversdami 8-10 karty. MaiSant netinkamai
arba uZdelsus, analizés rezultatai gali biti neteisingi arba gaminys gali veikti netinkamai. Vienas apvertimas
reiskia visiska rieso pasukima 180 laipsniy kampu ir atgal, kaip parodyta paveikslélyje toliau:
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5. Paéme méginius, transportuokite ir saugokite mégintuvélius rekomenduojamos temperatdros iribose.
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Pastaba:

1. Kad pasiektuméte geriausiy rezultaty, rekomenduojame naudoti 21G ar 22G adatg. Naudojant mazesne
adata, gali bati léciau uZpildoma.

2. Jei atliekant venos punkcijg naudojamas sparnuotasis surinkimo rinkinys ir pirmas méginys imamas |, Streck
Cell-Free DNA BCT CE" mégintuvelj, pirmiausia reikia paimti Siek tiek méginio j mégintuvélj be priedy arba
EDTA atlieky mégintuvelj, kad mégintuvélyje nelikty oro ir (arba) tusciy viety.

3. ,Cell-Free DNA BCT CE” neatskiedZia kraujo méginiy, todél nereikia skiedimo koeficiento korekcijos.

4. Kaip ir daugumos kity Klinikiniy laboratoriniy méginiy atveju rezultatus, gautus iStyrus mégintuvélyje
,Cell-Free DNA BCT CE" konservuotus kraujo méginius, gali paveikti hemolizé, gelta ar lipemija.

DNR ISSKYRIMAS
Nelasteling plazmos DNR ir Iastelés genomo DNR galima iSskirti naudojant dauguma rinkoje sidlomy rinkiniy,
kuriuose yra apdorojimo proteinaze K etapas.

Nelasteliné plazmos DNR
Jsy patogumui ,Streck” patvirtino du atskirus plazmos atskyrimo sukimo protokolus.

1 dvigubo sukimo protokolas

1 etapas. Norédami atskirti plazma, centrifuguokite visos sudéties krauja (300 x g) 20 minutiy
kambario temperatdroje.
2 etapas. Nuimkite virsutinj plazmos sluoksnj ir perkelkite j nauja kginj mégintuvelj (nepridedamas).

3 etapas. Centrifuguokite plazma (5 000 x g) 10 minuciy.
4 etapas. Izoliuokite nelasteline DNR laikydamiesi rinkinio gamintojo pateikty instrukcijy.

2 dvigubo sukimo protokolas (Kad biity geriausiai atkurta plazma)

1 etapas. Norédami atskirti plazma, centrifuguokite visos sudéties kraujg (1 600 x g) 10 minuciy
kambario temperatdroje.
2 etapas. Nuimkite virSutinj plazmos sluoksnj ir perkelkite j nauja kaginj mégintuvélj (nepridedamas).

3 etapas. Centrifuguokite plazma (16 000 x g) 10 minuciy.
4 etapas. Izoliuokite nelasteling DNR laikydamiesi rinkinio gamintojo pateikty instrukcijy.

Norédami gauti optimalius rezultatus, kai iSskiriate nelasteline DNR, jtraukite 1 val. trukmés apdorojimo
proteinaze K etapa (> 30 mAU/ml skaidyta) 60 °C temperatdroje esant chaotropiniy drusky.

Lastelés genomo DNR

1 etapas. Norint atskirti baltasias kraujo lasteles, reikia lizuoti ir iSplauti raudonasias kraujo lasteles
arba centrifuguoti visos sudéties kraujg ir paimti kresulio Sviesujj sluoksnj.

2 etapas. Izoliuokite genomo DNR laikydamiesi rinkinio gamintojo pateikty instrukcijy.

Norédami gauti optimalius rezultatus, kai i3skiriate lastelés genomo DNR, jtraukite 2 val. trukmés
apdorojimo proteinaze K etapa (> 30 mAU/ml skaidyta) 60 °C temperatdroje esant chaotropiniy drusky.

UZSALDYMAS IR ATITIRPINIMAS

PLAZMA

1. Uz3aldyti: jei planuojate ilgai laikyti, iScentrifugave j kriogeninj mégintuvelj (netiekiamas) perkelkite surinktg
virdutinj plazmos sluoksnj ir uz3aldykite -20 °C arba -80 °C temperatdroje.

2. Atitirpinti: kriogeninius mégintuvélius atitirpinkite atitinkamoje temperatdroje, kaip nurodyta jusy protokole.
Pastaba. Jeigu plazmoje susidaro krioprecipitatas, atitirping plazma, 30 sekundZiy mégintuvélj purtykite
maiSykléje. Plazmos necentrifuguokite.

APRIBOJIMAI

1. Skirta naudoti tik vieng karta.

2. Méginiai, paimti naudojant kitus antikoaguliantus ar konservantus, gali sukelti kreS&jima mégintuvélyje
,Cell-Free DNA BCT CE".

3. Nerekomenduojama transportuoti méginio pneumatinéje mégintuvéliy sistemoje.

LITERATOROS SALTINIAI
1. Clinical and Laboratory Standards Institute. GP41, Procedures for the collection of diagnostic blood
specimens by venipuncture. Approved Standard - Seventh Edition.

UZSAKYMO INFORMACIJA
Prireikus pagalbos, skambinkite | mdsy klienty aptarnavimo skyriy tel. 402-333-1982. Daugiau informacijos
galima rasti internetiniu adresu streck.com.

SIMBOLIY ZODYNAS
Zr. kortele ,Instructions (IFU)" (naudojimo instrukcijos) meniu punkte ,Resources" (iStekliai) gaminio interneto
svetaingje streck.com.

Australijos patentas Nr. AU2003254755

Kanados patentas Nr. CA2,917,912

Europos patentai Nr. EP2228453B1; EP2626438A1; EP2814981; EP1816461

Vokietijos patentai Nr. DE60201322817.5; DE202010048559

Jungtiniy Amerikos Valstijy patentai Nr. US9,657,227; US9,926,590; US10,144,955; US10,294,513; US10,091,984
Kity patenty patvirtinimo laukiama

Informacijos apie patentus, kurie gali bati galiojantys Siam produktui, ieSkokite streck.com/patents.
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