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EU DECLARATION OF CONFORMITY (DoC)

Manufacturer:

Becton, Dickinson and Company

7 Loveton Circle

Sparks, Maryland 21152

USA.

Manufacturer SRN:

US-MF-000018910

Authorised Representative:

Becton Dickinson Ireland Ltd.

Donore Road, Drogheda
Co. Louth, A92 YW26

Ireland

Authorised Representative SRN:

IE-AR-000007610

Product:

Basic UDI-DI:

Catalog Product Trade Name | Product Family

Number

491443 BD CytoRich™ Clear | BD Liquid Based
Collection Vial Cytology Collection
BD SurePath™ Vials

491452 | Collection Vial Kit #1.1,1.2
500

Catalog | Product Trade Basic UDI-DI

Number | Name
BD CytoRich™

491443 Clear Collection Vial 038290EMBDCDTHXN
BD SurePath™

491452 | Collection Vial Kit 038290JMTAYLOWEJ
500

Risk Class and Rule:

Class A and Rule 5 (¢)
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Intended Purpose:

Catalog | Product Trade
Number | Name

Intended Purpose

BD CytoRich™
491443 Clear
Collection Vial

BD CytoRich™ Clear
Collection Vial contains an
alcohol-based preservative
fluid intended for collection,
preparation, and examination
of cytology specimens from
the human body for
diagnostic purposes

BD SurePath™
491452 Collection Vial
Kit 500

The BD SurePath™
Collection Vial is designed
for use with the BD
PrepStain™ and BD
Totalys™ Systems for the
processing of BD SurePath™
Liquid-based Pap Tests. The
BD SurePath Collection Vial
contains an alcohol-based
preservation solution that
serves as a transport,
preservative, and antibacterial
medium for gynecologic
specimens.

Notified Body:

Not applicable, device(s) self-certified

We, as the manufacturer of the device(s) take sole responsibility for and hereby declare that the above-mentioned
product(s) meet(s) the provisions of the following Directives/ Regulation(s):

e Regulation (EU) 2017/746 on In vitro Diagnostic Medical Devices.

Conformity Assessment Route:

[ ] ANNEX IX Technical File Examination

EC CERTIFICATE No.: N/A
EC Certificate Expiration Date: N/A

[ ] ANNEX IX Full Quality System

EC CERTIFICATE No.: N/A
EC Certificate Expiration Date: N/A

[[] ANNEX X Type Examination

EC CERTIFICATE No.: N/A
EC Certificate Expiration Date: N/A

[ ] ANNEX XI Production Quality System

EC CERTIFICATE No.: N/A
EC Certificate Expiration Date: N/A

X] ANNEX I & II+III

N/A

Common Specifications (CS):

Number: Title:

Full or Partial Application:
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Common Specifications have not been issued for these products.

Devices Covered by this DoC:

SKU# Device Name Device Class
491443 BD CytoRich™ Clear Collection Vial Class A
491452 BD SurePath™ Collection Vial Kit 500 Class A

Authorised Signatory:

Name & Title:

Anne Zavertnik, Vice President, Regulatory Affairs

On behalf of:

Becton, Dickinson and Company

Place of Issue:

Sparks, MD, USA

Date of Issue:

10-Nov-2022

Signature:

DocuSigned by:
| A Zawertnik

U Signer Name: Anne Zavertnik

Signing Reason: | approve this document
| Signing Time: 10-Nov-2022 | 11:30:37 PM GMT

DC6A638A32E64A8A91FID8DE330F0415

DECLARATION OF CONFORMITY Revision History:

Version: Detailed Change Description:
01 Initial release.
Revision 04 Template change, Product Family name included, ‘Assigned BUDI” changed to
02 ‘Basic UDI-DI’, Removed ‘Not Available’ in Common Specification table, Legal
manufacturer name updated in Authorised signatory section
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& BD SurePath™ Collection Vial
For use with the BD PrepStain™ and BD Totalys™ Systems

c € Ry Only 500017013(02)
2019-07

491452  BD SurePath™ Collection Vial Kit W 500 #1.1,1.2
491438 BD SurePath™ Vial and Cervix Brush Kit W 500
491439 BD SurePath™ Vial and Combi Brush Kit W 500
491440 BD SurePath™ Vial and Spatula/Brush Kit W 500

INTENDED USE FOR GYNECOLOGIC APPLICATIONS

The BD SurePath™ Collection Vial is designed for use with the BD PrepStain™ and BD Totalys™ Systems for the processing of
BD SurePath Liquid-based Pap Tests. The BD SurePath Collection Vial contains an alcohol-based preservation solution that serves
as a transport, preservative and antibacterial medium for gynecologic specimens. Refer to the BD PrepStain or the BD Totalys
SlidePrep package inserts for additional information and clinical data regarding the BD SurePath Liquid-based Pap Test.

SUMMARY AND EXPLANATION

Refer to the SAMPLE COLLECTION USING CERVICAL SAMPLING DEVICE(S) WITH DETACHABLE HEAD(S) section of this
package insert for instructions on using the BD SurePath Collection Vial.

For information on using the BD SurePath Collection Vial with different platforms, refer to the following documentation:
» BD Totalys SlidePrep Product Insert

+  BD Totalys MultiProcessor Instrument User’s Manual

e BD PrepMate™ Instrument User’'s Manual

»  BD PrepStain Product Insert

»  BD SurePath Manual Method Product Insert

REAGENTS

Materials Provided: Each package of BD SurePath Collection Vials contains: 25 or 500 BD SurePath Collection Vials with 10 mL of
BD SurePath Preservative Fluid in each vial.

Materials Required But Not Provided: Specimen collection device.

Use either a broom-type sampling device with detachable head (e.g., Rovers® Cervex Brush®) or a combination endocervical brush/
plastic spatula device with detachable head(s) (e.g., Cytobrush Plus® GT and Pap Perfect® spatula).

WARNINGS AND PRECAUTIONS

Cytologic specimens may contain infectious agents. Wear suitable protective clothing, gloves, and eye/face protection. Follow
appropriate biohazard precautions when handling samples.

BD SurePath Preservative Fluid contains an aqueous solution of denatured ethanol. The mixture contains small amounts of
methanol and isopropanol. Do not ingest.

Warning

H226 Flammable liquid and vapour.

P210 Keep away from heat, hot surfaces, sparks, open flames and other ignition sources. No smoking. P241 Use explosion-
proof electrical/ventilating/lighting/equipment. P280 Wear protective gloves/protective clothing/eye protection/face protection.
P240 Ground/bond container and receiving equipment. P233 Keep container tightly closed. P242 Use only non-sparking tools.
P243 Take precautionary measures against static discharge. P303+P361+P353 IF ON SKIN (or hair): Take off immediately all
contaminated clothing. Rinse skin with water/shower. P370+P378 In case of fire: Use for extinction: CO,, powder or water spray.
P403+P235 Store in a well-ventilated place. Keep cool. P405 Store locked up. P501 Dispose of contents/container in accordance
with local/regional/national/international regulations.
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PRECAUTIONS
1. For in vitro Diagnostic Use.

2. Good laboratory practices should be followed and all procedures for use of the BD PrepStain, the BD Totalys SlidePrep, and the
BD Totalys MultiProcessor systems should be strictly observed.

3. Avoid splashing or generating aerosols. Operators should use appropriate hand, eye and clothing protection.

4. The preservative fluid contained in the BD SurePath Collection Vial was tested for antimicrobial effectiveness against
Escherichia coli, Pseudomonas aeruginosa, Staphylococcus aureus, Candida albicans, Mycobacterium tuberculosis and
Aspergillus niger and found to be effective. BD SurePath samples inoculated with 106 CFU/mL of each species yielded no
growth after 14 days (28 days for Mycobacterium tuberculosis) of incubation under standard conditions. However, universal
precautions for safe handling of biological fluids should be practiced at all times.

General precautions on ancillary testing from the BD SurePath Collection Vial

While there is no evidence that removal of an aliquot from the BD SurePath Collection Vial affects the quality of the specimen for
cytology testing, rare instances of misallocation of pertinent diagnostic material may occur during this process. Healthcare providers
may need to acquire a new specimen if the results do not correlate with the clinical history of the patient. Furthermore, cytology often
addresses different clinical questions than molecular testing; therefore, aliquot removal may not be suitable for all clinical situations.
If necessary, a separate specimen may be collected for ancillary testing rather than taking an aliquot from the BD SurePath
Collection Vial.

Aliquot removal from low-cellularity specimens may leave insufficient material in the BD SurePath Collection Vial for preparation of a
satisfactory BD SurePath Liquid-based Pap Test.

FIRST AID

Call a physician immediately. If swallowed, do not induce vomiting. Give plenty of water to drink. Never give anything by mouth to an
unconscious person. If inhaled, remove person to fresh air. In case of contact, immediately flush skin with water; immediately flush
eyes with plenty of water for at least 15 minutes.

STORAGE AND DISPOSAL
1. Store the BD SurePath™ Collection Vial without cytologic samples at room temperature (15-30 °C) in the vials provided.

2. The BD SurePath Collection Vial preserves cells for up to 6 months at refrigerated temperatures (2—10 °C) or up to 4 weeks at
room temperature (15-30 °C).

3. Do not use the BD SurePath Collection Vial beyond the expiration date printed on the vial.

4. Expired and used supplies and products should be disposed of properly in accordance with institutional and local
government regulations.

SAMPLE COLLECTION USING CERVICAL SAMPLING DEVICE(S) WITH DETACHABLE HEAD(S):
NOTE: For specimen collection, use either a broom-type sampling device with detachable head (e.g., Rovers Cervex-Brush) or a
combination endocervical brush/plastic spatula device with detachable head(s) (e.g., Cytobrush Plus GT and Pap Perfect spatula).
1. Obtain a sample from the cervix according to the standard collection procedure (e.g., CLSI guideline GP15-A3).1
2. Holding the collection vial firmly down on a flat surface, insert the head(s) of the collection device(s) into the larger of the two
openings in the BD SurePath Collection Vial using one of three methods:
(1) Using the thumb and forefinger of a gloved hand, disconnect the head of the broom-type device from the handle and deposit
into the larger of the two vial openings.
(2) Insert the head of the broom-type device into the larger of the two vial openings. Rotate the handle of the collection device
while gently pulling up to detach the device head from the handle, depositing the device head into the larger of the two vial
openings.
(3) When using combination brush/spatula collection devices with detachable heads, insert the first device so that the break
point is above the top of the light blue vial insert and the head is below the insert. Bend the device back and forth until the
device breaks, deposting the collection head into the larger of the two vial openings. Repeat for the second device.
Discard the handle(s) of the sampling device(s). Do not touch the head(s) of the sampling device(s).

NOTE: Arrows on top of the light blue vial insert point to where the collection device head(s) should be deposited. Always
deposit collection device head(s) into the larger vial opening.

DO NOT place collection device head(s) into the smaller vial opening.
3. Cap the vial tightly.
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4. Optional: To utilize pre-labeled 2-D barcodes for positive sample identification, remove the upper barcode on the vial label by
peeling from the top left corner. Attach the barcode to the requisition form to be sent to the lab. The second barcode remains on
the vial, linking the patient sample to the requisition form.

5. Send the specimen containing the head(s) of the sampling device(s), with appropriate paperwork, to the laboratory
for processing.

Collection Vial Transport

For domestic and international shipments, specimens should be packaged and labeled in compliance with applicable state, federal, and
international regulations covering the transport of clinical specimens and etiologic agents/infectious substances. Time and temperature
conditions for storage must be maintained during transport.

LIMITATIONS OF THE PROCEDURE

Always use good sampling techniques when collecting specimens. Poor sample collection techniques will produce inadequate
preparations. Gynecologic specimens should be collected using a broom-type sampling device or a combination endocervical
brush/plastic spatula device with detachable head(s) according to the standard collection procedure provided by the manufacturer.
Wooden spatulas should not be used to collect specimens with the BD SurePath Collection Vial. Endocervical brush/plastic spatula
devices that are not detachable should not be used with the BD SurePath Collection Vial.

After the first vortex step, a maximum of 0.5 mL of the homogeneous mixture of cells and fluid may be removed for ancillary testing
prior to further processing of the BD SurePath Liquid-based Pap Test. Refer to the BD PrepStain, BD Totalys SlidePrep, or Manual
Method package inserts or the BD Totalys MultiProcessor Instrument User’s Manual for instructions on aliquot removal.

REFERENCE

1. Clinical and Laboratory Standards Institute (CLSI). Cervicovaginal Cytology Based on the Papanicolaou Technique; Approved
Guideline — Third Edition. CLS| document GP15-A3 (ISBN 1-56238-679-4). CLSI 2008.

Technical Information: In the United States contact BD Technical Service and Support at 1.800.638.8663 or www.bd.com.

Change History

Revision Change Summary

(02) 2019-07 Converted printed instructions for use to electronic format and added access
information to obtain the document from BD.com/e-labeling.
Updated “Warnings and Precautions” section with new GHS information.
Added hazard “P405 Store locked up”.



http://www.bd.com
http://BD.com/e-labeling

US Customers only: For symbol glossary, refer to www.bd.com/symbols-glossary

]
-

A

40 B

Manufacturer / MpoussoauTen / Vyrobce / Fabrikant / Hersteller / Kataokeuaoig / Fabricante / Tootja / Fabricant / Proizvodac / Gyarto / Fabbricante / ATkapyuubi /
#1214l / Gamintojas / RaZotajs / Tilvirker / Producent / Producétor / MponssoauTens / Vyrobca / Proizvodaé / Tillverkare / Uretici / Bupo6Huk / 2£7%) T

Use by / Manonasaiite go / Spotfebujte do / Brug fer / Verwendbar bis / Xprion éwg / Usar antes de / Kasutada enne / Date de péremption / A}-& 7]} / Upotrijebiti
do / Felhasznalhatdésag datuma / Usare entro / [leviiH naitganaHyra / Naudokite iki / Izlietot ITdz / Houdbaar tot / Brukes for / Stosowac¢ do / Prazo de validade / A se
utiliza pana la / Uicnonb3osatk go / Pouzite do / Upotrebiti do / Anvénd fére / Son kullanma tarihi / Bukopuctatu golline / i i 1k H

YYYY-MM-DD / YYYY-MM (MM = end of month)

rrrr-mMM-aa / rerr-MM (MM = kpasi Ha meceua)

RRRR-MM-DD / RRRR-MM (MM = konec mésice)

AAAA-MM-DD / AAAA-MM (MM = slutning af maned)

JIJJ-MM-TT / JJJJ-MM (MM = Monatsende)

EEEE-MM-HH / EEEE-MM (MM = TéAog Tou prjva)

AAAA-MM-DD / AAAA-MM (MM = fin del mes)

AAAA-KK-PP / AAAA-KK (KK = kuu 16pp)

AAAA-MM-JJ / AAAA-MM (MM = fin du mois)

GGGG-MM-DD / GGGG-MM (MM = kraj mjeseca)

EEEE-HH-NN / EEEE-HH (HH = hénap utolsé napja)

AAAA-MM-GG / AAAA-MM (MM = fine mese)

HAOKAK-AA-KK / HKAKIK-AA / (AA = aiifibiH COHpl)

YYYY-MM-DD/YYYY-MM(MM = ¢1%)

MMMM-MM-DD / MMMM-MM (MM = ménesio pabaiga)

GGGG-MM-DD/GGGG-MM (MM = ménesa beigas)

JJJJ-MM-DD / JJJJ-MM (MM = einde maand)

AAAA-MM-DD / AAAA-MM (MM = slutten av maneden)

RRRR-MM-DD / RRRR-MM (MM = koniec miesigca)

AAAA-MM-DD / AAAA-MM (MM = fim do més)

AAAA-LL-ZZ | AAAA-LL (LL = sfarsitul lunii)

rrrr-mm-ga / rerr-MM (MM = koHew mecsia)

RRRR-MM-DD / RRRR-MM (MM = koniec mesiaca)

GGGG-MM-DD / GGGG-MM (MM = kraj meseca)

AAAA-MM-DD / AAAA-MM (MM = slutet av manaden)

YYYY-AA-GG / YYYY-AA (AA = ayin sonu)

PPPP-MM-O1 / PPPP-MM (MM = kiHeup Micaus)

YYYY-MM-DD / YYYY-MM (MM = H K)

Catalog number / Katanoxer Homep / Katalogové &islo / Katalognummer / ApiBuég katahdyou / Nimero de catélogo / Katalooginumber / Numéro catalogue /
Katalo$ki broj / Katalégusszam / Numero di catalogo / Katanor Hemipi / 7F&- 2 71 ¥ 3. / Katalogo / numeris / Kataloga numurs / Catalogus nummer / Numer
katalogowy / Numér de catalog / Homep no katanory / Kataldgové Cislo / Kataloski broj / Katalog numarasi / Homep 3a katanorom / H 3%

Authorized Representative in the European Community / OTopuaupan npeactasuten B EBponeiickata obLyHocT / Autorizovany zastupce pro Evropském
spolecenstvi / Autoriseret repreesentant i De Europzaeiske Fzellesskaber / Autorisierter Vertreter in der Europaischen Gemeinschaft / E§ouaiodotnuévog
avTimpéowTog oTnv Eupwtraiki Koivétnta / Representante autorizado en la Comunidad Europea / Volitatud esindaja Euroopa Noukogus / Représentant autorisé
pour la Communauté européenne / Autorizuirani predstavnik u Europskoj uniji / Meghatalmazott képvisel6 az Eurdpai K6zésségben / Rappresentante autorizzato
nella Comunita Europea / EBpona KaybIMAacTbifbiHAAFb! yokineTTi exin /15 &5 4 2] 919 i3k / |galiotasis atstovas Europos Bendrijoje / Pilnvarotais parstavis
Eiropas Kopiena / Bevoegde vertegenwoordiger in de Europese Gemeenschap / Autorisert representant i EU / Autoryzowane przedstawicielstwo we Wspoélnocie
Europejskiej / Representante autorizado na Comunidade Europeia / Reprezentantul autorizat pentru Comunitatea Europeana / YnonHomou4eHHbIl NpeacraButens
B EBponeiickom coobLuectse / Autorizovany zastupca v Eurdpskom spologenstve / Autorizovano predstavnistvo u Evropskoj uniji / Auktoriserad representant i
Europeiska gemenskapen / Avrupa Toplulugu Yetkili Temsilcisi / YnosHoBaxeHuit npeactasHuk y kpaiHax €C / [l 3& R AU 2%

In Vitro Diagnostic Medical Device / MeguumHcku ypen, 3a AuarHocTvka uH BuTpo / Lékarské zafizeni uréené pro diagnostiku in vitro / In vitro diagnostisk medicinsk
anordning / Medizinisches In-vitro-Diagnostikum / In vitro SiayvwoTikn 1atpikr) cuokeur / Dispositivo médico para diagnéstico in vitro / In vitro diagnostika
meditsiiniaparatuur / Dispositif médical de diagnostic in vitro / Medicinska pomagala za In Vitro Dijagnostiku / In vitro diagnosztikai orvosi eszkdz / Dispositivo
medicale per diagnostica in vitro / XXacaHab! xafgaiiaa xyprizeTiH MeauumHanbik Anardoctuka acnabs / In Vitro Diagnostic 2] = 717] / In vitro diagnostikos
prietaisas / Medicinas ierices, ko lieto in vitro diagnostika / Medisch hulpmiddel voor in-vitro diagnostiek / In vitro diagnostisk medisinsk utstyr / Urzadzenie
medyczne do diagnostyki in vitro / Dispositivo médico para diagndstico in vitro / Dispozitiv medical pentru diagnostic in vitro / MeanuuHckuii npuéop ans
[amarHocTuky in vitro / Medicinska pomécka na diagnostiku in vitro / Medicinski uredaj za in vitro dijagnostiku / Medicinteknisk produkt fér in vitro-diagnostik / In Vitro
Diyagnostik Tibbi Cihaz / MeauuHwit npucTpiii ans aiarHocTukm in vitro / {442 Wi 2297 3 4

Temperature limitation / TemnepatypHu orpaHnyenns / Teplotni omezeni / Temperaturbegraensning / Temperaturbegrenzung / Mepiopiopoi Beppokpaaciag / Limitacion
de temperatura / Temperatuuri piirang / Limites de température / Dozvoljena temperatura / Hémérsékleti hatar / Limiti di temperatura / TemnepartypaHbi wekTey /-2 =
A| % / Laikymo temperatara / Temperatiras ierobeZojumi / Temperatuurlimiet / Temperaturbegrensning / Ograniczenie temperatury / Limites de temperatura / Limite
de temperaturd / OrpaHuyenne Temnepatypbl / Ohranicenie teploty / Ogranic¢enje temperature / Temperaturgrans / Sicaklik sinirlamasi / O6mexeHHs Temnepatypu
/L PR

Batch Code (Lot) / Kon Ha naptupara / Kod (islo) $arze / Batch-kode (lot) / Batch-Code (Charge) / Kwdikdg mraprtidag (raptida) / Codigo de lote (lote) / Partii kood /
Numéro de lot / Lot (kod) / Tétel szama (Lot) / Codice batch (lotto) / Tontama koabl / ¥ %] 5 =(ZE) / Partijos numeris (LOT) / Partijas kods (laidiens) / Lot nummer
/ Batch-kode (parti) / Kod partii (seria) / Cédigo do lote / Cod de serie (Lot) / Kog naptum (not) / Kéd série (Sarza) / Kod serije / Partinummer (Lot) / Parti Kodu (Lot)
/ Kog naprii / it5 It

Contains sufficient for <n> tests / CbabpxaHneTo e JocTaTbyHO 3a <n> TecTta / Dostate¢né mnozstvi pro <n> testu / Indeholder tilstraekkeligt til <n> tests /
Ausreichend fiir <n> Tests / Mepiéxer emapkn ToodTnTa yia <n> e&etdoelg / Contenido suficiente para <n> pruebas / Kiillaldane <n> testide jaoks / Contenu suffisant
pour <n> tests / Sadrzaj za <n> testova / <n> teszthez elegendé / Contenuto sufficiente per <n> test / <n> TecTTepi yLLiH XeTKinikTi / <n> H| 2~ E7} S35 L3k

/ Pakankamas kiekis atlikti <n> testy / Satur pietiekami <n> parbaudém / Inhoud voldoende voor “n” testen / Innholder tilstrekkelig til <n> tester / Zawiera ilos¢
wystarczajgcg do <n> testéw / Conteldo suficiente para <n> testes / Continut suficient pentru <n> teste / [loctato4Ho ansi <n> tectos(a) / Obsah vystaci na <n>
testov / Sadrzaj dovoljan za <n> testova / Innehaller tillrackligt for <n> analyser / <n> test igin yeterli malzeme igerir / Buctauuts ans avanisie: <n>/ & 4547 <n>
YA

Consult Instructions for Use / Hanpasete cnpaBka B MHCTpykLuuTe 3a ynotpeba / Prostudujte pokyny k pouZziti / Se brugsanvisningen / Gebrauchsanweisung
beachten / ZupBouAeureite Tig 0dnyieg xpriong / Consultar las instrucciones de uso / Lugeda kasutusjuhendit / Consulter la notice d’emploi / Koristi upute za
upotrebu / Olvassa el a hasznalati utasitast / Consultare le istruzioni per I'uso / MaiiganaHy HyckaymbiFbIMEH TaHbICkIN anbiHb3 / AH-8- A % 33 [ Skaitykite
naudojimo instrukcijas / Skatit lietoSanas paméacibu / Raadpleeg de gebruiksaanwijzing / Se i bruksanvisningen / Zobacz instrukcja uzytkowania / Consultar as
instrucdes de utilizagdo / Consultati instructiunile de utilizare / Cm. pykoBoacTso no akcnnyartauuu / Pozri Pokyny na pouzivanie / Pogledajte uputstvo za upotrebu /
Se bruksanvisningen / Kullanim Talimatlar’'na basvurun / [ue. iHCTpyKuUii 3 BUkopucTanHs / 152 [ fifi F 4 ]

Do not reuse / He usnonaeavite otHoBo / Nepouzivejte opakované / Ikke til genbrug / Nicht wiederverwenden / Mnv emavaypnoigotroieite / No reutilizar / Mitte
kasutada korduvalt / Ne pas réutiliser / Ne koristiti ponovo / Egyszer hasznalatos / Non riutilizzare / Naitnanax6aneia / A1 AF-8- 4] / Tik vienkartiniam naudojimui /
Nelietot atkartoti / Niet opnieuw gebruiken / Kun til engangsbruk / Nie stosowa¢ powtérnie / Nao reutilize / Nu refolositi / He ncnonb3sosatk nostopHo / Nepouzivajte
opakovane / Ne upotrebljavajte ponovo / Far ej ateranvéndas / Tekrar kullanmayin / He Bukopuctosysati nosTopHo / i %) fi 42 {ii ]

Serial number / CepueHn Homep / Sériové Cislo / Serienummer / Seriennummer / Zeipiakdg apiBudg / N° de serie / Seerianumber / Numéro de série / Serijski broj /
Sorozatszam / Numero di serie / Tontamanbik Hemipi / ¢ & W3 / Serijos numeris / Sérijas numurs / Serie nummer / Numer seryjny /Numero de série / Numar de
serie / CepuiiHbii Homep / Seri numarasi / Homep cepii / #3115
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For IVD Performance evaluation only / Camo 3a oueHka kayectBoTo Ha pabota Ha VD / Pouze pro vyhodnoceni vykonu IVD / Kun til evaluering af IVD ydelse / Nur
fur IVD-Leistungsbewertungszwecke / Mévo yia agioAdynon amédoong IVD / Sélo para la evaluacién del rendimiento en diagnéstico in vitro / Ainult IVD seadme
hindamiseks / Réservé a I'évaluation des performances IVD / Samo u znanstvene svrhe za In Vitro Dijagnostiku / Kizarélag in vitro diagnosztikdhoz / Solo per
valutazione delle prestazioni IVD / XXacaHab! afaaiaa «npobupka ilWwiHae» AuarHocTukaaa Tek XyMblcTel 6aranay ywin / IVD Al s 3 7}ell thaf 4wk AR / Tik IVD
prietaisy veikimo charakteristikoms tikrinti / Vienigi IVD darbibas novértéSanai /Uitsluitend voor doeltreffendheidsonderzoek / Kun for evaluering av IVD-ytelse /
Tylko do oceny wydajnosci IVD / Uso exclusivo para avaliagdo de IVD / Numai pentru evaluarea performantei IVD / Tonbko Anst OLEHKW KayecTBa ANarHoCTUKM in
vitro / Uréené iba na diagnostiku in vitro / Samo za procenu ucinka u in vitro dijagnostici / Endast for utvardering av diagnostisk anvandning in vitro / Yalnizca IVD
Performans degerlendirmesi igin / Tinbku Ans ouiHoBaHHA SKOCTi giarHocTukw in vitro / (LR VD #REPEAS

For US: “For Investigational Use Only”
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& BD SurePath Collection Vial
Skirta naudoti su ,,BD PrepStain® ir ,BD Totalys“ sistemomis

C€ 500017013(02)
2019-07

Lietuviy
491452 BD SurePath Collection Vial Kit N/ s0  #1.1,1.2
491438  BD SurePath Vial and Cervix Brush Kit W 500
491439  BD SurePath Vial and Combi Brush Kit W 500
491440  BD SurePath Vial and Spatula/Brush Kit Y/ 500

GINEKOLOGINE NAUDOJIMO PASKIRTIS

BD SurePath Collection Vial (,BD SurePath* meginiy émimo buteliukas) skirtas naudoti su ,BD PrepStain® ir ,BD Totalys*®
sistemomis apdorojant BD SurePath Liquid-based Pap Tests (,BD SurePath® skystyjy terpiy PAP tyrimai) rezultatus. ,BD SurePath
Collection Vial* yra alkoholio pagrindu pagamintas konservavimo tirpalas, naudojamas kaip gabenimo, konservavimo ir antibakteriné
ginekologiniy méginiy terpé. ,BD PrepStain® arba ,BD Totalys SlidePrep* pakuociy informaciniuose lapeliuose rasite daugiau
informacijos ir klinikiniy duomeny apie ,BD SurePath Liquid-based Pap Test".

SANTRAUKA IR PAAISKINIMAS

Nurodymus, kaip naudoti ,BD SurePath Collection Vial*, rasite $io pakuotés informacinio lapelio skyriuje MEGINIY EMIMAS
NAUDOJANT GIMDOS KAKLELIO MEGINIY EMIMO JRANK] (-IUS) SU NUIMAMA (-OMIS) GALVUTE (-EMIS).

Informacijos, kaip naudoti ,BD SurePath Collection Vial“ su jvairiomis platformomis, rasite Siuose dokumentuose:
*  BD PrepMate prietaiso instrukcija

+  BD PrepStain produkto informacinis lapelis

» ,BD Totalys SlidePrep* produkto informacinis lapelis

+ ,BD Totalys MultiProcessor* prietaiso instrukcija

»  BD SurePath rankinio metodo produkto informacinis lapelis

REAGENTAI

Tiekiamos medziagos: kiekvienoje ,BD SurePath Collection Vials" pakuotéje yra: 25 arba 500 ,BD SurePath Collection Vials* su
10 mL ,BD SurePath Preservative Fluid* (,BD SurePath” konservavimo skystis) kiekviename buteliuke.

Butinos, bet netiekiamos medziagos: meginio émimo priemoné.

Naudokite Sepetélio tipo méginiy émimo jrankj su nuimama galvute (pvz., ,Rovers Cervex Brush®) arba endocervikalinio
Sepetélio / plastikinés mentelés (pvz., ,Cytobrush Plus GT* ir ,Pap Perfect* mentelés) su nuimama (-omis) galvute

(-émis) komplekta.

JSPEJIMAI IR ATSARGUMO PRIEMONES
Citologiniuose méginiuose gali bati infekciniy ligy sukéléjy. Dévékite tinkamus apsauginius drabuZzius, mavékite tinkamas pirstines ir
naudokite akiy / veido apsaugos priemones. Dirbdami su méginiais, laikykités atitinkamy biologinio pavojaus atsargumo priemoniy.

,BD SurePath Preservative Fluid“ yra vandeninio denatlruoto etanolio tirpalo. Miinyje yra Siek tiek metanolio ir izopropanolio.
Nenuryti.

Ispéjimas

H226 Degus skystis ir garai.

P210 Laikyti atokiau nuo Silumos Saltiniy, karsty pavirsiy, ZieZirby, atviros liepsnos arba kity degimo Saltiniy. Nerakyti. P241 Naudoti
sprogimui atsparig elektros/ventiliacijos/ap$vietimo/jrangg. P280 Mavéti apsaugines pirstines/déveéti apsauginius drabuzius/naudoti akiy
(veido) apsaugos priemones. P240 |zeminti/jtvirtinti talpyklg ir priémimo jrangg. P233 Talpyklg laikyti sandariai uzdarytg. P242 Naudoti
tik kibirks¢iy nekeliancius jrankius. P243 Imtis atsargumo priemoniy statinei iSkrovai iSvengti. P303+P361+P353 PATEKUS ANT ODOS
(arba plauky): nusivilkite visus uzterstus drabuzius. Nuplaukite odg vandeniu arba po dusu. P370+P378 Gaisro atveju: gesinimui
naudoti CO,, purksti miltelius arba vandenj. P403+P235 Laikyti gerai védinamoje vietoje. Laikyti vésioje vietoje. P405 Laikyti uzrakinta.
P501 Turinj / pakuote iSmesti laikantis vietos / regiono / $alies / tarptautiniy teisés akty nuostaty.
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ATSARGUMO PRIEMONES

1. Naudoti in vitro diagnostikai

2. Naudojant BD PrepStain, BD Totalys SlidePrep ir ,BD Totalys MultiProcessor” sistemas privaloma laikytis tinkamos laboratorijos
praktikos ir grieztai laikytis visy procediry.

3. Venkite taSkymosi ar aerozoliy susidarymo. Operatoriai privalo naudoti tinkama ranky, akiy ir drabuziy apsauga.

4. ,BD SurePath Collection Vial* antimikrobinis efektyvumas buvo patikrintas su Escherichia coli, Pseudomonas aeruginosa,
Staphylococcus aureus, Candida albicans, Mycobacterium tuberculosis ir Aspergillus niger ir nustatyta, kad jis yra veiksmingas.
Istyrus ,,BD SurePath* méginius, inokuliuotus kiekvienos risies 106 CFU/mL po 14 inkubavimo standartinémis sglygomis
dieny (Mycobacterium tuberculosis — po 28 dieny) auganciy lasteliy uZfiksuota nebuvo. Vis délto universaliy saugaus darbo su
biologiniais skysc€iais atsargumo priemoniy reikia laikytis visada.

Bendros atsargumo priemonés atliekant papildoma tyrimga i$ ,,BD SurePath Collection Vial*

Nors néra jrodymuy, kad imant bandinj i$ ,BD SurePath Collection Vial“ paveikiama citologinio tyrimo méginio kokybé, per §j procesa

retkarciais gali pasitaikyti atitinkamos diagnostinés medziagos paskirstymo klaidy. Sveikatos priezitros specialistams gali prireikti

problemoms spresti, ne tik molekuliniams tyrimams atlikti, todél bandinio @émimas gali nebati tinkamas visoms klinikinéms
situacijoms. Jei reikia, papildomam tyrimui gali bati paimtas atskiras méginys, o ne bandinys i§ ,BD SurePath Collection Vial®.

Paémus bandinj i§ mazai Igsteliy turin€iy méginiy, ,BD SurePath Collection Vial* gali likti nepakankamai medziagos tinkamam
BD SurePath PAP skystujy terpiy tyrimui paruosti.

PIRMOJI PAGALBA

Nedelsdami skambinkite gydytojui. Prarijus neskatinti vémimo. Duokite gerti daug vandens. Netekusiam sgmonés asmeniui
niekada neduokite nieko per burna. Jei asmuo jkvépé preparato, iSveskite jj j gryng org. Jei pateko ant odos, nedelsdami nuplaukite
vandeniu; akis iSkart plaukite dideliu kiekiu vandens maziausiai 15 minuciy.

LAIKYMAS IR SALINIMAS

1. ,BD SurePath Collection Vial* be citologiniy méginiy laikykite kambario temperatiroje (15-30 °C) pateiktuose buteliukuose.

2. ,BD SurePath Collection Vial“ Igstelés iSsaugomos iki SeSiy meénesiy atSaldzius (2—-10 °C), o laikant kambario temperatiroje
(15-30 °C) — iki 4 savaiciy.

3. Nenaudokite ,BD SurePath Collection Vial“ pasibaigus ant buteliuko iSspausdintam galiojimo terminui.

4. Pasibaigusio galiojimo ar panaudoti priedai ir gaminiai turi bati tinkamai Salinami, laikantis jstaigos ir vietos valdZios institucijy
nustatyty reikalavimy.

M!'EGINIU EMIMAS NAUDOJANT GIMDOS KAKLELIO MEGINIY EMIMO JRANK] (-IUS) SU NUIMAMA (-OMIS) GALVUTE
(-EMIS):
PASTABA. Méginiams imti naudokite Sepetélio tipo méginiy émimo jrankj su nuimama galvute (pvz., ,Rovers Cervex-Brush®) arba
endocervikalinio Sepetélio / plastikinés mentelés (pvz., ,Cytobrush Plus GT® ir ,Pap Perfect” mentelés) su nuimama (-omis) galvute
(-emis) komplekta.
1. Paimkite méginj i§ gimdos kaklelio laikydamiesi standartinés méginiy émimo proceddros (pvz., CLSI nurodymy GP15-A3)."
2. Laikydami méginiy émimo buteliuka tvirtai atréme | plokscig pavirsiy, jkiskite méginiy émimo jrankio (-iy) galvute (-es)
didesniajg i$ dviejy ,BD SurePath Collection Vial* angy vienu is Siy trijy metody.
1) Mavedami pirsting nyksciu ir smiliumi suimkite ir nuimkite Sepetélio tipo jrankio galvute ir jdékite jg j didesniajg i$ dviejy
buteliuko angy.
2) |dékite Sepetélio tipo jrankio galvute j didesnigjg i$ dviejy buteliuko angy. Pasukite méginiy émimo jrankio rankena, tuo pat
metu atsargiai patrauke nuimkite jrankio galvute nuo rankenos ir jdékite jrankio galvute j didesniajg i$ dviejy buteliuko angy.
3) Jei kaip méginiy émimo jrankis naudojamas Sepetélio ir plastikinés mentelés su nuimamomis galvutémis komplektas, pirma
jrankj jdékite taip, kad 1Gzio taskas baty vir§ zydro buteliuko jdéklo, o galvuté baty Zemiau jdéklo. Lankstykite jrankj pirmyn atgal,
kol jis perla$ ir komplekto galvuté liks didesniojoje i§ dviejy buteliuko angy. Pakartokite tuos pacius veiksmus su antru jrankiu.
ISmeskite méginiy émimo jrankio (-y) rankeng (-as). Méginio émimo jrankio (-y) galvutés (-iy) nelieskite.

PASTABA. Rodyklés ant buteliuko Zydro jdéklo vir§aus rodo, kur reikia jdéti méginiy émimo jrankio (-iy) galvute (-es). Méginiy
émimo jrankio (-iy) galvute (-es) visada dékite j didesniajg buteliuko anga.
NEDEKITE méginiy émimo jrankio (-iy) galvutés (-&iy) j mazesniajg buteliuko anga.

3. Sandariai uzdarykite buteliukg dangteliu.



4. Neprivaloma: norédami pasinaudoti i§ anksto uzklijuotais teigiamo méginio nustatymo dvimadiais bruksniniais kodais, nuo
buteliuko etiketés nulupkite virSutinj briksninj kodg pradédami nuo virsutinio kairiojo kampo. Prilipdykite briksninj kodg prie
parai$kos formos, kurig siysite j laboratorijg. Antrasis briksninis kodas lieka ant buteliuko. Siuo kodu pacientés méginys
susiejamas su paraiskos forma.

5. Meéginj su méginiy émimo jrankio (-iy) galvute (-émis) ir atitinkamais dokumentais siyskite j apdorojimo laboratorija.
Méginiy émimo buteliuky gabenimas

tarptautiniy nuostaty, kurios apibrézia klinikiniy meginiy ir etiologiniy medziagy / infekcijg galin€iy sukelti medziagy gabenimo
sglygas. Gabenant turi bati paisoma laikymo trukmés ir temperatiros salygy.

PROCEDUROS APRIBOJIMAI

Imdami méginius visada laikykités tinkamos méginiy émimo technikos. Dél prastos méginiy émimo technikos ruoSiniai bus
netinkami. Ginekologiniai méginiai turi bati imami naudojant Sepetélio tipo méginiy émimo jrankj arba endocervikalinio Sepetélio
ir plastikinés mentelés komplekta su nuimama (-omis) galvute (-émis), laikantis standartinés gamintojo nurodytos méginiy émimo
procediros. Mediniy menteliy negalima naudoti méginiams imti naudojant ,BD SurePath Collection Vial“. Endocervikaliniai
Sepetéliai ir plastikinés mentelés, neturintys nuimamy galvuciy, su ,BD SurePath Collection Vial“ neturi bati naudojami.

Po pirmojo sukimo veiksmo galima pasalinti daugiausiai 0,5 mL homogenisko lasteliy ir skyscio misinio papildomam tyrimui
atlikti pries toliau apdorojant BD SurePath skystyjy terpiy PAP tyrimg. Nurodymus apie bandinio paémima rasite BD PrepStain,
,BD Totalys SlidePrep* arba rankinio metodo pakuotés informaciniuose lapeliuose arba ,BD Totalys MultiProcessor* prietaiso
instrukcijoje.

LITERATURA

1. Clinical and Laboratory Standards Institute (CLSI). Cervicovaginal Cytology Based on the Papanicolaou Technique; Approved
Guideline — Third Edition. CLSI document GP15-A3 (ISBN 1-56238-679-4). CLSI 2008.

Techninis aptarnavimas ir palaikymas: kreipkités j vietinj BD atstovg arba bd.com.

Pakeitimy istorija

Perzitra Pakeitimy santrauka

(02) 2019-07 Spausdinta naudojimo instrukcija konvertuota j elektroninj formatg ir pridéta
informacija, kaip gauti dokumentg i$ interneto svetainés BD.com/e-labeling.
Skyrius ,|spéjimai ir atsargumo priemonés*” atnaujintas nauja GHS informacija.
Pridétas pavojus ,P405 Laikyti uzrakintg®.



http://www.bd.com
http://BD.com/e-labeling
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For US: “For Investigational Use Only”
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Bestrahlung / MéBodog amooTeipwaong: akTivoBoAia / Método de esterilizacion: irradiacion / Steriliseerimismeetod: kiirgus / Méthode de stérilisation : irradiation /
Metoda sterilizacije: zratenje / Sterilizalas modszere: besugarzas / Metodo di sterilizzazione: irradiazione / Ctepunusauus sgici — cayne Tycipy / 25 43 WAL/
Sterilizavimo budas: radiacija / Sterilizé$anas metode: apstaro$ana / Gesteriliseerd met behulp van bestraling / Steriliseringsmetode: bestraling / Metoda sterylizacji:
napromienianie / Método de esterilizagéo: irradiagdo / Metoda de sterilizare: iradiere / Metog ctepunusauuun: obnydenue / Metoda sterilizacie: ozZiarenie / Metoda
sterilizacije: ozragavanje / Steriliseringsmetod: stralning / Sterilizasyon yéntemi: irradyasyon / MeToz ctepunizauii: onpomiHeHHsM / K& J7ik: bt

Biological Risks / Buonornynu puckose / Biologicka rizika / Biologisk fare / Biogefahrdung / BioAoyikoi kivduvol / Riesgos biolégicos / Bioloogilised riskid / Risques
biologiques / Bioloski rizik / Biologiailag veszélyes / Rischio biologico / Buonorusnsik Tayekenaep / A %814 913 / Biologinis pavojus / Biologiskie riski / Biologisch
risico / Biologisk risiko / Zagrozenia biologiczne / Perigo bioldgico / Riscuri biologice / Brionornyeckas onacHocTs / Biologickeé riziko / Bioloski rizici / Biologisk risk /
Biyolojik Riskler / Bionoriuna Hebeaneka / 242 X

Caution, consult accompanying documents / BHumaHue, HanpaseTe cnpaska B NpuapyxasaluuTe AokymeHTn / Pozor! Prostuduijte si pfilozenou dokumentaci!

|/ Forsigtig, se ledsagende dokumenter / Achtung, Begleitdokumente beachten / Mpogoxr, cupBouleuTeite Ta ouvodeuTIKA €yypaga / Precaucion, consultar la
documentacién adjunta / Ettevaatust! Lugeda kaasnevat dokumentatsiooni / Attention, consulter les documents joints / Upozorenje, koristi prate€u dokumentaciju

/ Figyelem! Olvassa el a mellékelt tajékoztatot / Attenzione: consultare la documentazione allegata / AGaiinaHpia, TUICTI KyKaTTapMeH TaHbICbIHbI3 / 52|, 5455
dvg A Z+z | Démesio, Zidrékite pridedamus dokumentus / Piesardziba, skatit pavaddokumentus / Voorzichtig, raadpleeg bijgevoegde documenten / Forsiktig,

se vedlagt dokumentasjon / Nalezy zapoznac sig z dotgczonymi dokumentami / Cuidado, consulte a documentacéao fornecida / Atentie, consultati documentele
insotitoare / BHumaHue: cM. npunaraemyto gokymeHTauuio / Vystraha, pozri sprievodné dokumenty / Paznja! Pogledajte prilozena dokumenta / Obs! Se medféljande
dokumentation / Dikkat, birlikte verilen belgelere bagvurun / Ysara: AB. cynyTHio fokymeHTawito / /Ny, 1525 [ B 5 S0k

Upper limit of temperature / FopeH numuT Ha Temnepatypara / Horni hranice teploty / @vre temperaturgreense / Temperaturobergrenze / Aviwtepo 6pio Beppokpaaiag
/ Limite superior de temperatura / Ulemine temperatuuripiir / Limite supérieure de température / Gornja dozvoljena temperatura / Felsé hémérsékleti hatar / Limite
superiore di temperatura / TemneparypaHbiH pykcat eTinreH xorapfbl weri / %3 &= / Aukiausia laikymo temperatdra / Augéja temperatiras robeza / Hoogste
temperatuurlimiet / @vre temperaturgrense / Gérna granica temperatury / Limite maximo de temperatura / Limitd maxima de temperatura / Bepxuuit npeaen
Temnepatypbl / Horna hranica teploty / Gornja granica temperature / Ovre temperaturgréns / Sicaklik Ust siniri / MakcumansHa Temneparypa / i J% 1 [f

Keep dry / Masete cyxo / Skladujte v suchém prostiedi / Opbevares tert / Trocklagern / @uAdgTe 1o oTeyvo / Mantener seco / Hoida kuivas / Conserver au sec /
Drzati na suhom / Szaraz helyen tartand¢ / Tenere all'asciutto / Kyprak kyninae ycra / 71 3] 4] / Laikykite sausai / Uzglabat sausu / Droog houden / Holdes
tert / Przechowywac w stanie suchym / Manter seco / A se feri de umezeala / He ponyckate nonaganus snarv / Uchovavajte v suchu / Drzite na suvom mestu /
Férvaras torrt / Kuru bir sekilde muhafaza edin / Bepertv sin Bonorw / i {443 T- 1

Collection time / Bpeme Ha cbbupane / Cas odbéru / Opsamlingstidspunkt / Entnahmeuhrzeit / Qpa guAoyrig / Hora de recogida / Kogumisaeg / Heure de
prélévement / Sati prikupljanja / Mintavétel idépontja / Ora di raccolta / YKunay yaksiTsl / =3 A7+ / Paémimo laikas / Savaksanas laiks / Verzameltijd / Tid
prevetaking / Godzina pobrania / Hora de colheita / Ora colectarii / Bpems c6opa / Doba odberu / Vreme prikupljanja / Uppsamlingstid / Toplama zamani / Yac
3abopy / KA ]

Peel / O6enerte / Oteviete zde / Abn / Abziehen / ATrokoAAroTe / Desprender / Koorida / Décoller / Otvoriti skini / Hizza le / Staccare / ¥cTiHri kabaTbiH anbin TacTa /
Hl7]7] | Plésti ¢ia / Atlimét / Schillen / Trekk av / Oderwac / Destacar / Se dezlipeste / OtknenTs / Odtrhnite / Oljustiti / Dra isar / Ayirma / Bigkneitu / #i

Perforation / Mepdopauus / Perforace / Perforering / Aiarpnon / Perforacion / Perforatsioon / Perforacija / Perforalés / Perforazione / Tecik Tecy / 2341 /
Perforacija / Perforacija / Perforatie / Perforacja / Perfuragéo / Perforare / Mepdopauust / Perforacia / Perforasyon / Mepdopauist / % 4L

Do not use if package damaged / He nsnonseaiite, ako onakoBkarta e nospeaeHa / Nepouzivejte, je-li obal poskozeny / Ma ikke anvendes hvis emballagen er
beskadiget / Inhal beschadigter Packungnicht verwenden / Mn xpnoipoTtroigite eciv n cuokeuaaia €xel utroaTei {nuid. / No usar si el paquete esta dafiado / Mitte
kasutada, kui pakend on kahjustatud / Ne pas I'utiliser si 'emballage est endommagé / Ne koristiti ako je oSte¢eno pakiranje / Ne hasznalja, ha a csomagolas
sérilt / Non usare se la confezione & danneggiata / Erep nakeT 6yabinfaH 6onca, nanganaba / @ 7] 2| 7} &=/ 749- A8 54| / Jei pakuoté paZeista,
nenaudoti / Nelietot, ja iepakojums bojats / Niet gebruiken indien de verpakking beschadigd is / Ma ikke brukes hvis pakke er skadet / Nie uzywac, jesli
opakowanie jest uszkodzone / N&o usar se a embalagem estiver danificada / A nu se folosi daca pachetul este deteriorat / He ncnonbsosatb npv nospexaeHun
ynakosku / Nepouzivajte, ak je obal poskodeny / Ne koristite ako je pakovanje oste¢eno / Anvand ej om férpackningen ar skadad / Ambalaj hasar gérmusse
kullanmayin / He BukopucTOBYBaTM 3a NOLLKOMKEHOI ynakoskm / US4 R fist, 152748

Keep away from heat / Ma3ete ot TonnuHa / Nevystavujte pfiliSnému teplu / Ma ikke udsaettes for varme / Vor Warme schiitzen / KpartioTe 10 pakpid atmé 1
BeppéTnTa / Mantener alejado de fuentes de calor / Hoida eemal valgusest / Protéger de la chaleur / Drzati dalje od izvora topline / Ovja a melegtél / Tenere lontano
dal calore / CankbiH xepae cakta / -2 3] &loF g / Laikyti atokiau nuo Silumos Saltiniy / Sargat no karstuma / Beschermen tegen warmte / Mé ikke utsettes for
varme / Przechowywac z dala od zrodet ciepta / Manter ao abrigo do calor / A se feri de caldura / He Harpesatb / Uchovavajte mimo zdroja tepla / Drzite dalje od
toplote / Far ej utsattas fér varme / Isidan uzak tutun / Bepertv sig aii Tenna / i i &5 FAJ5

Cut / Cpexerte / Odstfihnéte / Klip / Schneiden / Kéwre / Cortar / Léigata / Découper / Rezi / Vagija ki / Tagliare / Kecinia / -2} 7] / Kirpti / Nogriezt / Knippen / Kutt
/ Odcig¢ / Cortar / Decupati / Otpesats / Odstrihnite / Ise¢i / Klipp / Kesme / Poapizatu / 5§
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Collection date / lata Ha cbbupaHe / Datum odbéru / Opsamlingsdato / Entnahmedatum / Huepopnvia ouAoyrig / Fecha de recogida / Kogumiskuupéev / Date
de prélévement / Dani prikupljanja / Mintavétel datuma / Data di raccolta / YXuHaraH Tis6ekyHi / 55 &%} / Paémimo data / Savaksanas datums / Verzameldatum /
Dato prevetaking / Data pobrania / Data de colheita / Data colectarii / [lata c6opa / Datum odberu / Datum prikupljanja / Uppsamlingsdatum / Toplama tarihi / Jata
3a6opy / KA H

ul/test / uL/tect / uL/Test / uL/e&étaon / ul/prueba / uL/teszt / nL/€l 2~ = / mkn/tect / pLityrimas / pL/parbaude / pL/teste / mkn/anania / ML/ il

Keep away from light / Masete ot ceetnuHa / Nevystavujte svétlu / Ma ikke udseettes for lys / Vor Licht schiitzen / KpatfioTe 10 pakpid atmoé 1o ewg / Mantener
alejado de la luz / Hoida eemal valgusest / Conserver a I'abri de la lumiére / Drzati dalje od svjetla / Fény nem érheti / Tenere al riparo dalla luce / KapaHfbinanraH
xeppae ycta / 912 7] &) oF  / Laikyti atokiau nuo Silumos $altiniy / Sargat no gaismas / Niet blootstellen aan zonlicht / Méa ikke utsettes for lys / Przechowywaé z
dala od zrédet $wiatta / Manter ao abrigo da luz / Feriti de lumina / XpanuTb B TemHoTe / Uchovavajte mimo dosahu svetla / Drzite dalje od svetlosti / Far ej utsattas
for ljus / Isiktan uzak tutun / BeperTu Big aii ceitna / i it 5 Y62k

Hydrogen gas generated / O6pasysaH e Bogopog ra3 / Moznost Uniku plynného vodiku / Frembringer hydrogengas / Wasserstoffgas erzeugt / Anpioupyia agpiou
udpoydvou / Produccioén de gas de hidrogeno / Vesinikgaasi tekitatud / Produit de I'hnydrogéne gazeux / Sadrzi hydrogen vodik / Hidrogén gazt fejleszt / Produzione
di gas idrogeno / Faatektec cyTeri nainna Gonasl / 52~ 7k~ A4 % / I3skiria vandenilio dujas / Rodas Gdenradis / Waterstofgas gegenereerd / Hydrogengass
generert / Powoduje powstawanie wodoru / Produgdo de gas de hidrogénio / Generare gaz de hidrogen / Beinenenue sogopoaa / Vyrobené pouzitim vodika /
Oslobada se vodonik / Genererad vatgas / Agiga gikan hidrojen gazi / Peakuis 3 BugineHHsm BoaHwo / 2744

Patient ID number / U] Homep Ha nauueHTa / ID pacienta / Patientens ID-nummer / Patienten-1D / ApiBudég avayvwpiong acBevoug / Nimero de ID del paciente /
Patsiendi ID / No d’identification du patient / Identifikacijski broj pacijenta / Beteg azonosité szama / Numero ID paziente / MauveHTTiH naeHTUdUKaumsnblk Hemipi /
g2} ID W3 / Paciento identifikavimo numeris / Pacienta ID numurs / Identificatienummer van de patiént / Pasientens ID-nummer / Numer ID pacjenta / Numero da
ID do doente / Numar ID pacient / oeHTndpukaumoHHbIn Homep naumenTa / Identifikacné Eislo pacienta / ID broj pacijenta / Patientnummer / Hasta kimlik numarasi /
IneHTudikaTop nauieHTa / £ # FRil S

Fragile, Handle with Care / Yynnueo, PaboteTte c HeobxoanmoTo BHUMaHue. / Kiehké. Pi manipulaci postupujte opatrné. / Forsigtig, kan ga i stykker. / Zerbrechlich,
vorsichtig handhaben. / EuBpauacTo. XeipioTeiTe To pe Tpocoyr. / Fragil. Manipular con cuidado. / Orn, késitsege ettevaatlikult. / Fragile. Manipuler avec précaution.
/ Lomljivo, rukujte paZljivo. / Térékeny! Ovatosan kezelendd. / Fragile, maneggiare con cura. / CbiHfbiw, abaitnan naiiaanambiHsis. / =41 71171 418 22 / Trapu,
elkités atsargiai. / Trausls; rikoties uzmanigi / Breekbaar, voorzichtig behandelen. / @mtalig, handter forsiktig. / Krucha zawarto$¢, przenosi¢ ostroznie. / Fragil,
Manuseie com Cuidado. / Fragil, manipulati cu atentie. / Xpynkoe! O6paLyatbcsi ¢ ocTopoxHocTbio. / Krehké, vyZzaduje sa opatrna manipulacia. / Lomljivo - rukujte
pazljivo. / Brackligt. Hantera forsiktigt. / Kolay Kirilir, Dikkatli Tagiyin. / TeHgitHa, 3BepTatucs 3 obepexHictio / i, /Ny

bd.com/e-labeling
KEY-CODE: 500017013
Europe, CH, GB, NO:  +800 135 79 135

International: +31 20 794 7071
AR +800 13579135 LT 880030728
AU +800 13579 135 MT #3120 796 5693
BR 08005911055 NZ +80013579 135
CA +18558058539 RO 0800 895 084
CO +80013579 135 RU +800 13579 135
EE 0800 0100567 SG 800101 3366
GR 00800161220157799 SK 0800 606 287
HR 0800 804 804 TR 00800 142 064 866
L +80013579 135 US +1855236 0910
IS 8008996 UY +80013579 135
LI +3120796 5692 VN 12280297
& BD
L Australian Sponsor:
“ Becton, Dickinson and Company [Ec [rRep| Benex Limited Becton Dickinson Pty Ltd
7 Loveton Circle Pottery Road, Dun Laoghaire 4 Research Park Drive
Sparks, MD 21152 USA Co. Dublin, Ireland

Macquarie University Research Park
North Ryde, NSW 2113
Australia

U.S. Patent Number: 8,617,895.

Rovers® Cervex-Brush® is a trademark of Rovers Medical Devices B.V.
Cytobrush Plus® and Pap Perfect® are trademarks of CooperSurgical, Inc.

BD, the BD Logo, BD PrepMate, BD PrepStain, BD SurePath and BD Totalys are trademarks of Becton, Dickinson and Company or
its affiliates. All other trademarks are the property of their respective owners. © 2019 BD. All rights reserved.
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DECLARATION OF CONFORMITY

We, Rovers Medical Devices B.V.,

SRN

Role

Country

Actor

Abbreviated name

: NL-MF-000001553

: Manufacturer

: Netherlands

: Rovers Medical Devices B.V.
: RMD

declare under our sole responsibility that the Rovers® sterile cell sampling devices of this declaration (See
table 1) are in conformity with the European Medical Device Directive, 93/42/EEC, 14 June 1993 as amended
by Medical Device Directive, 2007/47/EEC, 5 September 2007(MDD) and its relevant transportation into
national laws of the member states into we place the devices,

and

declare that the below stipulated medical devices are also in conformity with the applicable requirements of
Medical Device Regulation (EU) 2017/745.

[ MDD | MDR
Post market surveillance
100% (Art. 83, 84, 85, 86)

Vigilance
(Art. 87, 88, 89, 90)

Registration of economic operators

(Art. 31)
Product group : Cell Sampling Devices, Class I STERILE products, Rule 5
UMDNS Code : 15-018
GMDN Code . 42537
Product Name: Catalogue numbers Basic UDI-D1 Notis #'s
3800903312 87191892463800903316R 36303

Rovers® Anex® Brush

The Anex® Brush is a single-use cell sampler intended to collect cells from the anal canal for
both men and women.

Rovers® Cervex-Brush®

380100331 871918924638010033143
3801004312 871918924638010043148 20897
380300331% 87191892463803003314V

The Cervex-Brush® is a single-use cell sampler intended to collect simultaneous cell material
from the cervical os, ectocervical and endo cervical in women.

Rovers® Cervex-Brush® Combi

20904

380101031Y 87191892463801010313T
3801020312 871918924638010203142
3803010313 87191892463803010314M

The Cervex-Brush® Combi is a single-use cell sampler intended to collect simultaneous cell
material from the ectocervical, endocervical and transformation-zone in women.

Rovers® EndoCervex-Brush®

3801007311

87191892463801007314P

380300731%

87191892463803007315H

20908

#1.1
#1.2
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Product Name: Catalogue numbers Basic UDI-DI Notis #’s

The EndoCervex-Brush® is a single-use cell sampler intended to collect endocervical cells.

Rovers® EndoCervex-Brush®-S

380100745Y 871918924638010074552
380300745% 87191892463803007455U

20910

The EndoCervex-Brush®-S is a single-use cell sampler intended to collect endocervical cells in
women,

380380331% 87191892463803803317M 20911

® ® .
Rovers® Orcellex® Brush The Orcellex® Brush Is a single-use cell sampler intended to collect cells form the oral cavity

for both men and women.

380200131Y 871918924638020013146
3802003319 87191892463802003314G 25675
Rovers® Viba-Brush® 380320331% 87191892463803203315K

The Viba-Brush® is a single use (self) cell-sampler device that allows easy, painless, safe and
effective collection of cell material from the vagina.

380500131 87191892463805001315D
380500150 87191892463805001505H

38351

Rovers® Evalyn® Brush

The Evalyn® Brush is a single use (self) cell-sampler device that allows easy, painless, safe
and effective collection of cell material from the vagina.

Table 1: Product group Sterile Cell Sampling Devices
1 Blue handle, 2 Green handle, ¥ Remover Tube (RT), ¥ Fuchsia handle

The conformity with the requirements of the Directive has been assessed following the procedure outlined in
Annex II of the MDD:

Notified Body #: 0044, TUV NORD CERT GmbH, Langemarckstr. 20, 45141 Essen, Germany EC
Certificate (MDD Annex II, without (4)) #: 44 232 121392,
Certificate validity from 03.04.2020 until 26.05.2024;

This declaration is supported by the Quality System certification based on the harmonized standard
EN-ISO 13485:2016, Quality System Certificate #: 44 221 121392 granted by TUV NORD CERT
GmbH, Certificate validity from 03.04.2020 until 02.04.2023;

And supported by the Quality System certification 1SO 13485:2016 under MDSAP for Medical Device
Requirements under the following jurisdictions;

Australia: Therapeutic Goods (Medical Devices) Regulations, 2002, Schedule 3 Part 1 (excluding Part
1.6) - Full Quality Assurance Procedure. Brazii: RDC ANVISA n. 16/2013; RDC ANVISA n. 23/2012;
RDC ANVISA n. 67/2009. Canada: Medical Devices Regulations - Part 1- SOR/98-282, Japan: MHLW
Ministerial Ordinance 169, Article 4 to Article 68. USA: United States: 21 CFR 803; 21 CFR 806;
21CFR 807 - Subparts A to D; 21 CFR 820.

Quality System Certificate #: 20-1612-M granted by TUV USA, Inc., Certificate validity from 23-10-
2020 until 22-10-2023.
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NOTIS:

In the Netherlands, manufacturers of risk class I medical devices must register their products via the online
NOTIS system from Farmatec before they are placed on the Dutch or European market. Farmatec is part of
CIBG, an implementation organization of the Ministry of Health, Welfare and Sport (VWS).

This EU declaration of conformity is issued under the sole responsibility of Rovers Medical Devices B.V.
An application for the above mentioned products is not lodged to any other Notified Body than mentioned in
this declaration.

Swiss AR Services GmbH, Industry Strasse 47, CH-6300 Zug, Switzerland
UK Respansible  qarad UK Ltd., 8 Northumberland Ave, Westminster, London WC2N 5BY, England, United Kingdom

Person

On behalf of Rovers Medical Devices B.V.; September 7th, 2021

pf 5@ Lekstraat 10, 5347 KV Oss
The Netherlands

J.M. Vissers, _
Senior QA/RA Manager, Doc. ID: 2022250HVA
PRRC.

Rovers Medical Devices B.V. Lekstraat 10 + 5347 KV Oss « The Netherlands ¢ T+31(0)412 648870 » F+31(0)412 623835
info@roversmedicaldevices.com » www.roversmedicaldevices.com

VAT nr. NL806793119B01 « CoC nr. 16089473 « BIC: INGBNL2A = IBAN: NL&7INGB0O655288716

Our general conditions registered at the Chamber of Commerce in 's-Hertogenbosch are applicable to all our agreements.
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Product Sheet Rovers® Cervex-Brush® Sterile #1.1,1.2

Product Name: Rovers® Cervex-Brush® Sterile
Acrticle number: 380100331
Produced by: Rovers Medical Devices B.V.; Lekstraat 10; 5347 KV Oss, The Netherlands

Quality Certificate: Nr. 44 221 121392 , issued by TQVNORD, Essen, Germany
CE-Conformity Certificate: Nr. 44 232 121392 , issued by TUVNORD, Essen, Germany
Packaging: 1 Rovers® Cervex-Brush® per bag

100 bags per white box
20 white boxes per transport box

Materials used: Brush: Polyethylene
Handle: Polypropylene
Bag: Polyethylene / Polyamide + gridlacq medical paper: 264 x 42 mm
White box: Carton 297 x 165 x 100 mm

Transport box:  Carton 715 x 305 x 545 mm
Thickness: 10,2 mm; Burst pressure: approx 2000 kPa;

The Rovers® Cervex-Brush® product consists of a blue handle (length 175 mm, diameter approx. 4 mm) and a
white brush (I x w x h =32 mm x 19 mm x 6 mm) with hairs.

The sterilisation is performed with ETO. The expiry period is three years after date of production. All this
information can be found on each individual bag.
The sterilisation has been validated in line with the requirements of the European Medical Device Directive.
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Produkto lapas Rovers® Cervex-Brush® Sterile #1.1, 1.2

Produkto pavadinimas: Rovers® Cervex-Brush® Sterile
Produkto numeris: 380100331
Gamintojas: Rovers Medical Devices B.V.; Lekstraat 10; 5347 KV Oss, Nyderlandai

Kokybés sertifikatas: Nr. 44 221 121392 , i§leido TUVNORD, Essen, Germany
CE atitikties sertifikatas: Nr. 44 221 121392 , i§leido TUVNORD, Essen, Germany

Pakavimas: 1 Rovers® Cervex-Brush® Sterile maiselyje
100 maiSeliy baltoje dézutéje
20 balty dézuciy transportavimo dézéje

Naudojamos medziagos: Sepetélis: polietilenas
Rankena: polipropilenas
Maiselis: polietilenas / poliamidas + Gridlacq medicininis
popierius: 264 x 42 mm
Balta dézuté: kartonas 297 x 165 x 100 mm
Transportavimo dézé: kartonas 715 x 305 x 545 mm

Storis: 10,2 mm; sprogimo slégis: mazdaug 2000 kPa

Rovers® Cervex-Brush® sudarytas i§ mélynos rankenos (175 mm ilgio, mazdaug 4 mm diametro) ir balto
Sepetélio (I x P x A =32 mm x 19 mm x 6 mm) su plaukeliais.

Sterilizacija atliekama su ETO. Galiojimo laikas yra 3 metai nuo pagaminimo dienos. Visa §i informacija
pateikiama ant kiekvieno individualaus maiSelio.

Sterilizacija buvo validuota pagal Europos medicinos prietaisy direktyvos reikalavimus.
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EU DECLARATION OF CONFORMITY (DoC)

Manufacturer:

Becton, Dickinson and Company

7 Loveton Circle

Sparks, Maryland 21152

USA.

Manufacturer SRN:

US-MF-000018910

Authorised Representative:

Becton Dickinson Ireland Ltd.
Donore Road, Drogheda
Co. Louth, A92 YW26

Ireland.

Authorised Representative SRN:

IE-AR-000007610

Product:

Cz;\tlz:)log Product name Product Family
1 ™
491335 BD CytoRlch Blue
Preservative
1 ™
491336 BD CytoRlch Red
Preservative
BD SurePath™ BD General Purpose
el Preservative Fluid Reagents
491457 BD Alcohol Blend Rinse
491458 BD Cytology Stain Kit
491459 BD Non-GYN Stain Kit
Basic UDI-DI: Catal
?\I?) g Product name Basic UDI-DI
1 ™
491335 | BD CytoRich™ Blue 038290DGQNORZEAP
Preservative
1 ™
491336 | BD CytoRich™ Red 038290DLFFGUMY4V
Preservative
™ 1
491337 ?ﬁiiurep ath™ Preservative 038290GDYWNUNZHN
491457 | BD Alcohol Blend Rinse 038290EAHEHTYSYT
491458 | BD Cytology Stain Kit 038290EEBLSFKQZP
491459 | BD Non-GYN Stain Kit 038290EEWDJPBGS5P
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Catalog Product name Risk Class and Rule
No.
1 ™
491335 BD CytoRlch Blue
Preservative
ich™
491336 BD CytoRlch Red
Preservative
491337 BD.SurePathTM Preservative | Class A and Rule 5 (a)
Fluid
491457 BD Alcohol Blend Rinse
491458 BD Cytology Stain Kit
491459 BD Non-GYN Stain Kit
Intended Purpose:
Catalog BD General Intended purpose
No. Purpose Reagents purp
BD CytoRich™ Blue Preservative
is an alcohol-based preservative
BD CytoRich™ Blue | fluid intended for preservation of
491335 . . .
Preservative cytology cells in suspension and
their subsequent preparation for
cytological evaluation.
BD CytoRich™ Red Preservative
is intended to preserve cells and
small tissue fragments in
suspension for cytological and
histological examination. BD
491336 BD CytoRich™ Red | CytoRich Red™ Preservative lyses
Preservative red blood cells and solubilizes
proteins. The preserved samples
are compatible with immuno-
histochemical staining, and results
are similar to those achieved with
neutral buffered formalin.
BD SurePath Preservative Fluid is
intended for use in the collection
BD SurePath™ and ‘Eransportatlon of gynecologic
491337 . . specimens and for storage of
Preservative Fluid : .
residual cervical cytology
specimens.
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BD Alcohol Blend Rinse is a

general-purpose reagent which is a

reagent grade alcohol solution that
is intended to be used as a

491457 B.D Alcohol Blend dehydrant and rinsing solution in

Rinse .. )

the staining process of gynecologic

and non-gynecologic cytology

specimens.
491458 The BD Cytology Stain and BD
BD Cytology Stain Non-GYN stain kits are reagents
Kit (multicolored stains) used for the
491459 £ stain lori I
BD Non-GYN Stain | Purpose of staining (coloring) cells
Kit collected from the human body to
be examined for diagnostic
purposes.
Notified Body: Not applicable, device(s) self-certified

We, as the manufacturer of the device(s) take sole responsibility for and hereby declare that the above mentioned
product(s) meet(s) the provisions of the following Directives/ Regulation(s):
e Regulation (EU) 2017/746 on In vitro Diagnostic Medical Devices.

Conformity Assessment Route:

[ ] ANNEX IX Technical File Examination | EC CERTIFICATE No.:N/A
EC Certificate Expiration Date: N/A

[ ] ANNEX IX Full Quality System EC CERTIFICATE No.: N/A
EC Certificate Expiration Date: N/A
[] ANNEX X Type Examination EC CERTIFICATE No.:N/A

EC Certificate Expiration Date: N/A

[ ] ANNEX XI Production Quality System EC CERTIFICATE No.:N/A
EC Certificate Expiration Date: N/A

X] ANNEX I & TI+III N/A

Common Specifications (CS):

Number: Title: Full or Partial Application:

Common Specifications have not been issued for these products.

Devices Covered by this DoC:

SKU# Device Name Device Class

491335 BD CytoRich™ Blue Preservative Class A
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491336 BD CytoRich™ Red Preservative Class A
491337 BD SurePath™ Preservative Fluid Class A
491457 BD Alcohol Blend Rinse Class A
491458 BD Cytology Stain Kit Class A
491459 BD Non-GYN Stain Kit Class A
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& BD PrepStain™ System

q3

491313
491311
491312

BD PrepMate™ Consumables Kit

BD PrepStain™ Consumables Kit

BD PrepStain™ Consumables Kit — Japan

Deutsch: Seiten 19 - 27
Italiano: pagine 28 — 36

Espaiiol: paginas 37 —45
Portugués: paginas 46 — 54

English: pages 1-9
Francais : pages 10 - 18

Contact your local BD representative for instructions. /| CBbpxeTte ce ¢
mecTHMA npeactaButen Ha BD 3a umHcTpyk3un. /| Pokyny vam poskytne
mistni zastupce spole¢nosti BD. / Kontakt den lokale BD repraesentant for
at fa instruktioner. / ETIKOIVWVNOTE g TOV TOTIKO avTiTTpéowTtro Tng BD yia
odnyigg. / Kasutusjuhiste suhtes kontakteeruge oma kohaliku BD esindajaga.
| Ota yhteys lahimpaan BD:n edustajaan ohjeiden saamiseksi. / Kontaktiraj
lokalnog predstavnika BD za upute. / A hasznalati utasitast kérje a BD helyi
képviseletétdl. /| Hyckaynap ywiH xeprinikti BD ekinimeH xa6apnacbiHbI3.
| Lai sanemtu noradijumus, sazinieties ar vietéjo BD parstavi. / Naudojimo
instrukcijy teiraukités vietos BD jgaliotojo atstovo. / Neem contact op
met uw plaatselijke BD-vertegenwoordiger voor instructies. / Kontakt din
lokale BD-representant for mer informasjon. / Aby uzyskac¢ instrukcje
uzytkowania, skontaktuj sie¢ z lokalnym przedstawicielstwem BD. / Contacte
o representante local da BD para instrugées. / Pentru instructiuni, contactati
reprezentantul local BD. / [ins nony4YeHus yka3aHuit o6paTutTecb K MECTHOMY
npepcrtasutento komnavuu BD. / InStrukcie ziskate u miestneho zastupcu
spoloénosti BD. / Obratite se svom lokalnom predstavniku kompanije BD za
uputstva. / Kontakta narmaste BD-representant for anvisningar. / Talimatlar
icin yerel BD temsilcinizle temasa gegin. / 3a iHCTpyKUiAMX 3BepHiTbCA A0
MicueBoro npeAcTtaBHMKa komnaii BD

INTENDED USE

The BD PrepStain™ System (formerly the AutoCyte® PREP System) is a liquid-
based thin layer cell preparation process. The BD PrepStain System produces
BD SurePath™ Liquid-based Pap Test slides that are intended as replacements
for conventional gynecologic Pap smears. BD SurePath Liquid-based Pap Test
slides (formerly AutoCyte PREP slides) are intended for use in the screening and
detection of cervical cancer, pre-cancerous lesions, atypical cells and all other
cytologic categories as defined by The Bethesda System for Reporting Cervical/
Vaginal Cytologic Diagnoses.’

BD SurePath Preservative Fluid is an appropriate collection and transportation
medium for gynecologic specimens tested with BD ProbeTec™ Chlamydia
trachomatis (CT) Q* and Neisseria gonorrhoeae (GC) Q* Amplified DNA Assays.
Refer to the assay package inserts for instructions on using BD SurePath
Preservative Fluid to prepare specimens for use with these assays.

SUMMARY AND EXPLANATION

The BD PrepStain System converts a liquid suspension of a cervical cell sample
into a discretely stained, homogeneous thin-layer of cells while maintaining
diagnostic cell clusters.?° The process includes cell preservation, randomization,
enrichment of diagnostic material, pipetting, sedimentation, staining, and
coverslipping to create a BD SurePath Liquid-based Pap Test slide for use in
routine cytology screening and categorization as defined by The Bethesda
System.” The BD SurePath Liquid-based Pap Test slide presents a well-
preserved population of stained cells present within a 13 mm diameter circle.
Air-drying artifact, obscuring, overlapping cellular material and debris are largely
eliminated. The numbers of white blood cells are significantly reduced, allowing for
easier visualization of epithelial cells, diagnostically relevant cells and infectious
organisms.

The BD SurePath process begins with qualified medical personnel using a
broom-type sampling device (e.g., Rovers® Cervex-Brush®, Rovers Medical
Devices B.V., Oss — The Netherlands) or an endocervical brush/plastic spatula
combination (e.g., Cytobrush Plus® GT and Pap Perfect® spatula, CooperSurgical
Inc., Trumbull, CT) with detachable head(s) to collect a gynecologic specimen.
Rather than smearing cells collected by the sampling devices on a glass slide,
the heads of the sampling devices detach from the handle and are placed into
a vial of BD SurePath Preservative Fluid. The vial is capped, labeled, and sent
with appropriate paperwork to the laboratory for processing. The heads of the
sampling devices are never removed from the preservative vial containing the
collected sample.

In the laboratory, the preserved sample is mixed by vortexing* and then transferred
onto BD Density Reagent. An enrichment step, consisting of centrifugal
sedimentation through BD Density Reagent, partially removes non-diagnostic
debris and excess inflammatory cells from the sample. After centrifugation,
the pelleted cells are resuspended, mixed and transferred to a BD Settling
Chamber mounted on a BD SurePath PreCoat Slide. The cells are sedimented
by gravity, then stained using a modified Papanicolaou staining procedure. The

1 English

slide is cleared with xylene or a xylene substitute and coverslipped. The cells,
presented within a 13 mm diameter circle, are examined under a microscope by
trained cytotechnologists and pathologists with access to other relevant patient
background information.

*Note: For ancillary testing, the aliquot of up to 0.5 mL may be removed after this
vortexing step in the BD SurePath Liquid-based Pap Test slides.

LIMITATIONS

* Gynecologic specimens for preparations using the BD PrepStain System
should be collected using a broom-type sampling device or an endocervical
brush/plastic spatula combination with detachable head(s) according to
the standard collection procedure provided by the manufacturer. Wooden
spatulas should not be used with the BD PrepStain System. Endocervical
brush/plastic spatula combinations that are not detachable should not be used
with the BD PrepStain System.

* Training by authorized persons is a prerequisite for the production and
evaluation of BD SurePath Liquid-based Pap Test slides. Cytotechnologists
and pathologists will be trained in morphology assessment on the BD SurePath
Liquid-based Pap Test slides. Training will include a proficiency examination.
Laboratory customers will be provided with the use of instructional slide and
test sets. BD Diagnostics will also provide assistance in the preparation of
training slides from each customer’s own patient populations.

«  Proper performance of the BD PrepStain System requires the use of only
those supplies supported by, or recommended by BD Diagnostics, for use with
the BD PrepStain System. Used supplies and product should be disposed of
properly in accordance with institutional and governmental regulations.

« All supplies are intended for single use only and cannot be reused.

*  Avolume of 8.0 £ 0.5 mL of the sample collected in the BD SurePath Collection
Vial is required for the BD SurePath Liquid-based Pap Test slides.

WARNINGS AND PRECAUTIONS

Cytologic specimens may contain infectious agents. Wear suitable protective
clothing, gloves, and eye/face protection. Follow appropriate biohazard
precautions when handling samples.

BD SurePath Preservative Fluid contains an aqueous solution of denatured
ethanol. The mixture contains small amounts of methanol and isopropanol. Do
not ingest.

Warning

H226 Flammable Liquid and Vapour.

P233 Keep container tightly closed. P280 Wear protective gloves/protective
clothing/eye protection/face protection. P303+P361+P353 IF ON SKIN (or hair):
Take off immediately all contaminated clothing. Rinse skin with water/shower.
P403+P235 Store in a well-ventilated place. Keep cool. P501 Dispose of contents/
container in accordance with local/regional/national/international regulations.

BD Density Reagent contains sodium azide. Do not ingest.

Warning

H302 Harmful if swallowed.

P264 Wash thoroughly after handling. P301+P312 IF SWALLOWED: Call
a POISON CENTER or doctor/physician if you feel unwell. P501 Dispose of
contents/container in accordance with local/regional/national/international
regulations.

BD EA/OG Combo Stain contains ethanol, methanol and acetic acid. Do
not ingest.

Danger

GO

H225 Highly flammable liquid and vapor. H312+H332 Harmful in contact with skin
or if inhaled. H370 Causes damage to organs.

P264 Wash thoroughly after handling. P280 Wear protective gloves/protective
clothing/eye protection/face protection. P312 Call a POISON CENTER or doctor/
physician if you feel unwell. P403+P235 Store in a well-ventilated place. Keep
cool. P501 Dispose of contents/container in accordance with local/regional/
national/international regulations.
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PRECAUTIONS
« For in vitro diagnostic use.
«  For professional use only.

* Good laboratory practices should be followed and all procedures for use of the
BD PrepStain™ System should be strictly observed.

* Reagents should be stored at room temperature (15 — 30 °C) and used prior
to their expiration dates to assure proper performance. The storage condition
for BD SurePath™ Preservative Fluid without cytologic samples is up to
36 months from date of manufacture at room temperature (15 — 30 °C). The
storage limit for BD SurePath Preservative Fluid with cytologic samples
is 6 months at refrigerated temperature (2 — 10 °C) or 4 weeks at room
temperature (15 — 30 °C). BD SurePath Preservative Fluid containing
cytologic sample intended for use with the BD ProbeTec™ CT Q* and GC
Q* Amplified DNA Assays can be stored and transported for up to 30 days
at 2 — 30 °C prior to transfer to the Liquid-Based Cytology Specimen (LBC)
Dilution Tubes for the BD ProbeTec Q* Amplified DNA Assays.

« Avoid splashing or generating aerosols. Operators should use appropriate
hand, eye and clothing protection.

« BD SurePath Preservative Fluid was tested for antimicrobial effectiveness
against: Escherichia coli, Pseudomonas aeruginosa, Staphylococcus aureus,
Candida albicans, Mycobacterium tuberculosis and Aspergillus niger and
found to be effective. BD SurePath Preservative samples inoculated with
10% CFU/mL of each species yielded no growth after 14 days (28 days for
Mycobacterium tuberculosis) of incubation under standard conditions.
However, universal precautions for safe handling of biological fluids should
be practiced at all times.

« Failure to follow recommended procedures as outlined in the BD PrepStain
System Operator’s Manual may compromise performance.

OPTIONAL ALIQUOT REMOVAL

« Sufficient volume is available in the BD SurePath Collection Vial to allow
removal of up to 0.5 mL of homogeneous mixture of cells and fluid for ancillary
testing, prior to the BD SurePath Liquid-based Pap Test while still allowing
sufficient volume for Pap testing.

*  While there is no evidence that removal of an aliquot from the BD SurePath
Collection Vial affects the quality of the specimen for cytology testing, rare
instances of misallocation of pertinent diagnostic material may occur during this
process. Healthcare providers may need to acquire a new specimen if the results
do not correlate with the clinical history of the patient. Furthermore, cytology
addresses different clinical questions than sexually transmitted disease (STD)
testing; therefore, aliquot removal may not be suitable for all clinical situations.
If necessary, a separate specimen may be collected for STD testing rather than
taking an aliquot from the BD SurePath Collection Vial.

« Aliquot removal from low-cellularity specimens may leave insufficient
material in the BD SurePath Collection Vial for preparation of a satisfactory
BD SurePath Liquid-based Pap Test.

« Aliquot must be removed prior to processing the BD SurePath Liquid-based
Pap Test. Only one aliquot may be removed from the BD SurePath Collection
Vial prior to performing the BD SurePath Liquid-based Pap Test, regardless
of the volume of the aliquot.

Procedure

1. In order to ensure a homogenous mixture, the BD SurePath Collection Vial
must be vortexed for 10-20 seconds and the 0.5 mL aliquot must be removed
within one minute of vortexing.

2. A polypropylene aerosol barrier pipette tip that is sized appropriately for the
volume being withdrawn must be used for aliquot removal. Note: Serological
pipettes should not be used. Good laboratory practices must be followed
to avoid introducing contaminants into the BD SurePath Collection Vial or
the aliquot. Aliquot removal should be performed in an appropriate location
outside an area where amplification is performed.

3. Visually check the aliquot material in the pipette for evidence of large gross
particulates or semi-solids. Evidence of such material encountered while
withdrawing the aliquot material should prompt return of all the material to
the specimen vial and disqualify the specimen for ancillary testing prior to
performing the Pap test.

4. For instructions on processing the aliquot using the BD ProbeTec CT Q* and
GC Q* Amplified DNA Assays, refer to the assay Package Inserts provided by
the manufacturer.

STORAGE

The storage condition for BD SurePath Preservative Fluid without cytologic
samples is up to 36 months from date of manufacture at ambient temperature
(15-30 °C).

The storage limit for BD SurePath Preservative Fluid with cytologic samples
is 6 months at refrigerated temperatures (2 — 10 °C) or 4 weeks at ambient
temperature (15 — 30 °C).

2 English

BD SurePath Preservative Fluid containing cytologic sample intended for use with
the BD ProbeTec CT Qf and GC Q* Amplified DNA Assays can be stored and
transported for up to 30 days at 2 — 30 °C prior to transfer to the Liquid-based
Cytology Specimen (LBC) Dilution Tubes for the BD ProbeTec Q* Amplified
DNA Assays.

MATERIALS REQUIRED

Refer to the Operator’s Manual for the BD PrepStain Slide Processor for complete
information concerning reagents, components and accessories. Not all the
materials listed below are required for preparing BD SurePath Slides manually
(without using the BD PrepStain Slide Processor).

Materials Provided
« BD PrepStain Slide Processor

#1.2

« BD SurePath Collection Vial (includes BD SurePath Preservative Fluid) 491337

* Cervical Sampling Devices(s) with Detachable Head(s)
« BD Density Reagent

« BD Syringing Pipettes

+ BD Settling Chambers

« BD Cytology Stain Kit

+ BD SurePath PreCoat Slides

+ BD Centrifuge Tubes

» Slide and Tube Racks

+ BD PrepStain Transfer Tips

+ BD Aspirator Tips

Materials Regired But Not Provided

* Vortex mixer

« Deionized Water (pH 7.5 to 8.5)

« BD Alcohol Blend Rinse or Isopropanol and Reagent Grade Alcohol
» Clearing Agent, Mounting Media and Glass Coverslips

DIAGNOSTIC INTERPRETATION AND PREPARATION ADEQUACY

After BD Diagnostics-authorized user training on the BD PrepStain System
and BD SurePath Liquid-based Pap Test slides, the Bethesda System cytologic
diagnostic criteria currently utilized in cytology laboratories for conventional Pap
smears are applicable to BD SurePath Liquid-based Pap Test slides.! Guidelines
recommended in the Bethesda 2001 Reporting System address liquid based
preparations and define how to determine adequate cellularity specifically for
these preparations.

In the absence of abnormal cells, a preparation is considered unsatisfactory if one

or more of the following conditions are present:

(1) Inadequate numbers of diagnostic cells (fewer than 5,000 squamous epithelial
cells per preparation). The following are the recommended procedures
for estimating the count of well-preserved squamous epithelial cells on
BD SurePath Liquid-based Pap Test slides:

« For each microscope model used in screening, examine the manufacturer’s
microscope manual or contact the microscope manufacturer to determine
the area of the field of view using the preferred ocular and the 40x
objective. Alternatively, calculate the Field Area using a hemocytometer or
similar microscopic slide measurement scale (Field area = Tr?> where r is
the radius of the field).

* The minimum average number of cells per 40x objective field should be
determined by dividing the 130 mm? approximate cell deposition area of
the BD SurePath Liquid-based Pap Test slide by the field area for the
specific microscope. The resulting number is then divided into the 5000 cell
minimum. The resulting number is the recommended minimum average
adequacy number for epithelial cells in a 40x objective field of view. Record
this number and keep it for routine reference use by the cytotechnologist.
The Bethesda 2001 guidelines indicating the approximate number of cells
per field for a 13 mm preparation.

* A minimum of ten fields should be counted horizontally or vertically along
the center of the diameter of the preparation.

« As a practical means of assessing cellularity, macroscopic evaluation of
the visual density of the stained preparation can be used to check the
adequacy of preparation production runs. There is, however, no substitute
for the primary microscopic evaluation by the cytotechnologist during the
screening process.

(2) 75% or more of the cellular components are obscured by inflammation, blood,
bacteria, mucus, or artifact that precludes cytologic interpretation of the slide.

Any abnormal or questionable screening observations should be referred
to a pathologist for review and diagnosis. The pathologist should note any
diagnostically significant cellular morphologic changes.

500006642(02) 2015-04
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PERFORMANCE CHARACTERISTICS: REPORT OF CLINICAL STUDIES

First Split-Sample Study

BD Diagnostics (previously known as TriPath Imaging) conducted a prospective,
masked, split-sample, matched-pair clinical investigation at multiple sites to compare
the diagnostic results of BD SurePath Liquid-based Pap Test slides produced by
the BD PrepStain System with conventionally prepared Pap smears. The objective
of the study was to assess BD SurePath Liquid-based Pap Test performance as
compared to the conventional Pap smear for the detection of cervical cancer, pre-
cancerous lesions and atypical cells in various patient populations and laboratory
settings. Adequacy was also assessed for both preparations.

Following the recommendations of the FDA “Points to Consider” document for
Cervical Cytology Devices', each conventional Pap smear was prepared first,
then the residual specimen remaining on the broom-type sampling device was
deposited into a BD SurePath Collection Vial.

After transport to the laboratory, each preserved cell suspension was processed
according to the BD PrepStain System protocol. The resulting BD SurePath
Liquid-based Pap Test slide and the matching conventional Pap smear slide were
screened manually and diagnosed independently using diagnostic categories
consistent with The Bethesda System. At each site, a pathologist evaluated all
abnormal slides.

Consistent with the method described by Shatzkin', this study used an
independent reference pathologist at a designated referral site who reviewed all
abnormal and discrepant cases, repair cases and 5% of the normal cases from all
sites in a masked fashion to provide diagnostic “truth” for each case.

Patient Characteristics

The ages of women in the study ranged from 16 to 87 years, with 772 being
post-menopausal. Of the 8,807 patients represented in the study, 1,059 presented
a history of prior abnormal Pap smears. The entire patient population studied
consisted of the following racial groups: Caucasian (44%), Black (30%), Asian
(12%), Hispanic (10%), Native American (3%) and Other (1%).

Exclusions were made for incorrect paperwork, patients under age 16, patients
with hysterectomies, and cytologically unsatisfactory and inadequate specimens.
An effort was made to include as many cases of cervical cancer and pre-
cancerous disease as possible by accessing high risk, infrequently screened and
referral patients.

Of 10,335 total cases, 9,046 were accepted and evaluated across eight different
study sites. Of those 9,046 cases, 8,807 met The Bethesda System requirements
for preparation adequacy and were available for complete diagnosis of both
preparations.

Study Results

The goal of the clinical trial was to compare the performance of BD SurePath™
Liquid-based Pap Test slides produced by the BD PrepStain™ System to
conventionally prepared Pap smears. Slides for both preparation types were
classified according to The Bethesda System criteria. The study protocol was
biased in favor of the conventional Pap smear because a conventional Pap smear
was always prepared first, thereby restricting the BD SurePath Liquid-based Pap
Test slide to residual material remaining on the broom-type device (the portion
of the sample that normally would have been discarded). ' The intended use of
the BD SurePath Liquid-based Pap Test is a direct-to-vial application where all
collected cells will be available to the BD PrepStain System.

To compare the sensitivities of the BD SurePath Liquid-based Pap Test slides
and conventional Pap smear slides when read manually, the level of abnormality
for the cases was determined by the reference pathologist and compared to
diagnoses made by the study sites. The reference diagnosis was based upon the
most abnormal diagnosis of either slide preparation by the independent reference
pathologist. This result was used as the “truth” diagnosis or reference value for
the comparison of the site results using the BD PrepStain System preparation
of BD SurePath Liquid-based Pap Test slides versus conventional Pap smear
preparation. The null hypothesis that the sensitivities of the two methods of slide
preparation are equivalent was tested using the McNemar chi-square test for
paired data.”™ In this statistical test, discrepant results for the two preparation
methods were compared.

Table 1 presents a direct comparison of all site results for BD SurePath
Liquid-based Pap Test slides versus Conventional slides for the diagnostic
treatment categories Within Normal Limits (WNL), Atypical Squamous Cells of
Undetermined Significance/Atypical Glandular Cells of Undetermined Significance
(ASCUS/AGUS), Low-grade Squamous Intraepithelial Lesion (LSIL), High-grade
Squamous Intraepithelial Lesion (HSIL), and Cancer (CA).

3 English

Table 1 First Split-Sample Study: 8,807 Matched Samples — Site Results

Comparison — No Reference Pathologist
Results by Site

Site | Slide | \y\) | Ascus| AGUS | LSIL | HSIL | CA | Total
No. Type
SP 873 56 2 42 5 0 978
1 CN 881 46 2 29 20 0 978
5 SP | 1514 | 47 4 81 24 0 1,670
CN | 1560 | 33 6 40 31 0 1,670
5 SP 668 15 1 13 7 0 704
CN 673 1 0 13 6 1 704
. SP | 1,302 | 60 2 19 5 0 1,388
CN | 1326 | 37 2 19 4 0 1,388
s SP 465 25 1 5 1 0 497
CN 444 45 1 4 3 0 497
. SP | 1272 | 179 6 83 35 1 1,576
CN | 1,258 | 209 9 68 30 2 1,576
. SP 438 66 17 13 14 23 571
CN 417 93 19 4 22 16 571
s SP | 1,227 | 61 3 86 44 2 1,423
CN | 1,209 | 57 0 94 61 2 1,423
SP | 7,759 | 509 36 342 135 26 | 8,807
Total "N | 7,768 | 531 39 271 177 21 | 8807

SP = BD SurePath
CN = Conventional

Table 2 presents a direct comparison of all site results for the BD SurePath
preparation method vs. Conventional Pap smear preparation for all diagnostic
treatment categories.

Table 2  First Split-Sample Study: 8,807 Matched Samples — All Site Results
Comparison — No Reference Pathologist

Conventionally Prepared Pap Smear

WNL | ASCUS | AGUS | LSIL | HSIL | CA | Total

WNL | 7,290 | 361 20 63 24 1| 7.759

| Ascus| 343 | 101 4 44 15 2 509

BD PrepStain“Agus | 26 6 4 0 0 0 36
Prepared

BD SurePath | LSIL | 87 52 2 147 | 53 1 342

HSIL | 20 10 7 17 79 2 135

CA 2 1 2 0 6 15 26

Total | 7,768 | 531 39 | 271 | 177 | 21 | 8807

No independent reference pathologist results are reflected in Table 1 or Table 2.

Table 3  First Split-Sample Study: Comparison of All Site Results for Cases
Designated by the Reference Method as ASCUS/AGUS - Discordant
Error Analysis

Conventionally Prepared Slide

Success Error
BD PrepStain Success 113 205 318
Prepared
BD SurePath Pap
Test Slide Error 180 229 409
293 434 727

Success = ASCUS/AGUS

Error = WNL & Reactive/Reparative

Result of McNemar Test: X2 mc =1.62, p = 0.2026

Errors Conventional: 205

Errors BD SurePath: 180

Table 3 shows the results for cases identified by the reference pathologist to
be ASCUS or AGUS. This evaluation allows analysis of the discordant errors
to assess the sensitivity of the methods in the split-sample study design. Errors
include WNL and Reactive/Reparative. Since the p-value determined by the
McNemar test exceeded 0.05, the BD SurePath and conventional Pap smear
results were equivalent.
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Table 4 First Split-Sample Study: Comparison of All Site Results for Cases
Designated by the Reference Method as LSIL — Discordant

Error Analysis
Conventionally Prepared Slide
Success Error

BD PrepStain Success 140 63 203

Prepared

BD SurePath Pap

Test Slide Error 54 86 140
194 149 343

Success = LSIL

Error = WNL, Reactive/Reparative & ASCUS/AGUS

Result of McNemar Test: X2 mc = 0.69, p = 0.4054

Errors Conventional: 63

Errors BD SurePath: 54

Table 4 shows the results for cases identified by the reference pathologist to
be LSIL. Errors include WNL, Reactive/Reparative and ASCUS/AGUS. As with
ASCUS/AGUS, the sensitivity of the two methods in the split-sample study was
statistically equivalent with a p-value in excess of 0.05.

Table 5 First Split-Sample Study: Comparison of All Site Results for Cases
Designated by the Reference Method as HSIL+ Discordant Error
Analysis (LSIL is not an error)

Conventionally Prepared Slide

Success Error
BD PrepStain Success 160 28 188
Prepared
BD SurePath Pap
Test Slide Error 36 38 74
196 66 262

Success = HSIL+

Error = WNL, Reactive/Reparative & ASCUS/AGUS

Result of McNemar Test: X?mc =1.00, p =0.3173

Errors Conventional: 28

Errors BD SurePath: 36

Table 5 shows results for cases identified by the reference pathologist to be

HSIL+. In this comparison, LSIL was not considered an error but rather a

discrepancy.’®'s Error includes WNL, Reactive/Reparative and ASCUS/AGUS.

The sensitivity analysis of the discordant errors showed statistical equivalence of

the methods in the split-sample study.

Table 6 First Split-Sample Study: Discordant Error Analysis for Cancer Cases
(HSIL is not an error; LSIL is considered an error)

Conventionally Prepared Slide

Success Error
BD PrepStain™ Success 19 5 1
Prepared
BD SurePath™
Pap Test Slide Error 5 1 6
24 3 27

Success = Cancer

Error = WNL, Reactive/Reparative ASCUS/AGUS & LSIL

Result of McNemar Test: X2 mc = 1.645, p = 0.1980

Errors Conventional: 2

Errors BD SurePath: 5

Table 6 shows results (all sites) for cases judged to be cancer by the reference
method. Errors include WNL, Reactive/Reparative, ASCUS/AGUS and LSIL. The
sensitivity analysis of the discordant errors showed statistical equivalence of the
methods. These 27 cancer cases were included in the re-evaluation study. This
data can be found in Table 9.
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Table 7  First Split-Sample Study: Comparison of All Site Results for Cases
Designated by the Reference Method as HSIL+ Discordant Error
Analysis (LSIL was considered an error in this analysis)

Conventionally Prepared Slide

Success Error
BD PrepStain Success 94 33 127
Prepared
BD SurePath
Pap Test Slide Error 67 68 135
161 101 262

Success = (HSIL+)

Error = WNL, Reactive/Reparative ASCUS/AGUS & LSIL

Result of McNemar Test: X2 mc = 11.56, p = 0.0007

Errors Conventional: 33

Errors BD SurePath: 67

Table 7 shows results for cases identified by the reference pathologist to be
HSIL+. Error includes WNL, Reactive/Reparative, ASCUS/AGUS and LSIL.
Though not consistent with the original study protocol™, a statistical comparison
of methods was performed where LSIL was considered a diagnostic error against
a case determined to be HSIL+ by the single independent reference pathologist.
In this statistical comparison of diagnostic sensitivities, when LSIL is considered
an error, as opposed to a minor discrepancy, BD SurePath Liquid-based Pap
Test slides prepared by the BD PrepStain System would not be equivalent to
the conventionally prepared Pap smear for detection of HSIL+ abnormality in the
split-sample study.

MASKED RE-EVALUATION OF HSIL+ CASES

A new evaluation was conducted to determine if the results were affected by
preparation quality or interpretational subjectivity. In order to assess the 262
cases which were diagnosed as HSIL+ in the original study (Table 7), an additional
evaluation was conducted after implementing a new training program for cytology
professionals designed to emphasize consistent interpretation between the
diagnostic groups of The Bethesda System. These HSIL+ cases were re-masked
as part of a re-evaluation consisting of a total of 2,438 specimens prepared
using the same split sample protocol. Study site results for the two preparations
were then compared to a new reference value which required agreement of at
least two of three independent reference pathologists as to the most abnormal
cytology diagnosis.

In the reference process for the re-evaluation, both slide preparations from the
discordant cases (BD PrepStain prepared BD SurePath Liquid-based Pap
Test slides and conventionally prepared slides) were rescreened by a second
cytotechnologist, and newly identified abnormalities were added to those
from the initial screening. Three reference cytopathologists then evaluated all
discordant cases using a masked protocol. This more stringent reference method
reduced the number of HSIL+ reference cases from 262 in the original study to
209 in the re-evaluation. The 53 case difference may be explained as follows: 48
cases were diagnosed by the more stringent reference method as LSIL or less
severe; the adequacy of 3 cases was judged unsatisfactory upon re-evaluation;
and the remaining 2 cases were not available for assessment in the masked re-
evaluation study.

Table 8 Re-Evaluation Study: Discordant Error Analysis for 209 Original
HSIL+ Cases Re-Evaluated by the More Stringent Reference Criteria
Involving Three Independent Reference Pathologists

Conventionally Prepared Slide

Success Error
BD PrepStain Success 153 2% 179
Prepared
BD SurePath
Pap Test Slide Error 24 6 30
177 32 209

Success = HSIL+

Error = WNL, Reactive/Reparative ASCUS/AGUS & LSIL

Result of McNemar Test: X2 mc =0.02, p = 0.8875

Errors Conventional: 26

Errors BD SurePath: 24

Table 8 shows results for cases identified by the reference pathologist to be
HSIL+. Error includes WNL, Reactive/Reparative, ASCUS/AGUS and LSIL. In this
comparison, LSIL was considered a diagnostic error against a case determined
to be HSIL+ by the independent reference pathologist. Comparison of diagnostic
sensitivities showed statistical equivalence between the two methods.
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Table 9 Re-Evaluation Study: Discordant Error Analysis for Cancer Cases
(HSIL is not an error; LSIL is considered an error)

Conventionally Prepared Slide

Success Error
BD PrepStain Success 32 3 35
Prepared
BD SurePath
Pap Test Slide Error 3 0 °
35 3 38

Success = Cancer

Error = WNL, Reactive/Reparative ASCUS/AGUS & LSIL

Result of McNemar Test: X2 mc =0.00, p = 1.0000

Errors Conventional: 3

Errors BD SurePath: 3

Table 9 shows results for cases judged to be cancer by the new reference method
(all sites). Errors include WNL, Reactive/Reparative, ASCUS/AGUS and LSIL. One
error resulted from a LSIL interpretation. All other errors involved interpretation of
slides as ASCUS/AGUS or WNL. The sensitivity analysis of the discordant errors
showed statistical equivalence of the methods.

The masked re-evaluation contained 2097 new cases that were used to re-mask
the original HSIL+ samples. The analysis and comparison of the preparations from
these new cases follows in Table 10.

Table 10 Re-Evaluation Study: 2097 Direct Site Results Comparison — No
Reference Pathologist

Conventionally Prepared Pap Smear

Table 12 First Split-Sample Study: Summary of Benign Cellular Changes

BD PrepStain™ Prepared .
. . . Conventionally
Descriptive Diagnosis BD SurePath™ :
A . Prepared Slide
(No. of Patients: 8,807) Pap Test Slide
N % N %
Benign Cellular Changes
* Infection:
Candida species 440 5.0 445 5.1
Trichomonas vaginalis 118 1.3 202 2.3
Herpes 8 0.1 6 0.1
Gardnerella 85 1.0 44 0.5
Actinomyces species 6 0.1 2 <0.1
Bacteria (other) 52 0.6 191 22
** Reactive Reparative Changes 424 4.8 319 3.6

*

For Infection category above, observations of infectious agents are reported.
More than one class of organism may be represented per case.

** Reactive reparative changes included reactive changes associated with
inflammation, atrophic vaginitis, radiation and IUD use, as well as typical
repair involving squamous, squamous metaplastic or columnar epithelial cells.

A total of 8,807 cases contained no “unsatisfactory” assessment by either the trial

sites or the reference site. An additional 239 samples were scored “unsatisfactory”

by either or both the trial sites or reference site on either or both preparations.

Of the 239 unsatisfactory cases, 151 were noted on conventional slides only;

70 on BD SurePath Liquid-based Pap Test slides only; and 18 were observed

on both the conventional and BD SurePath Liquid-based Pap Test slides. All

unsatisfactory cases were excluded from diagnostic comparison by The Bethesda

System categories, but were added back for comparison of preparation adequacy.

WNL |ASCUS| AGUS | LSIL | HSIL cA Total Tables 13 through 16 show preparation adequacy results for all sites.
WNL 1,561 128 0 47 30 0 1,766
BD PrepStain [AsCus | 80 37 1 6 8 1 133 Table 13 First Split-Sample Study: Preparation Adequacy Results
Prepared .
AGUS 9 7 0 0 1 0 17 BD PrepStain .
C ti Il
BD SurePath =) —1 33 1 1 33 1 1 90 Preparation Adequacy Prepared BD SurePath | BtV SOE Y
Pap Test (No. of Patients: 9,046) Pap Test Slide
Slide HSIL 26 18 1 18 19 3 85 N % N %
J 0
CA 1 2 0 0 1 2 6
Total 1710 203 3 104 70 7 2097 Satisfactory 7,607 84.1 6,468 71.5
! ! Satisfactory But Limited By: 1,385 15.3 2,489 27.5
Of the 2097 new cases described above, 77 were diagnosed HSIL+ by the reference Endocervical Component Absent 1,283 14.2 1,118 12.4
pathologists. Table 11 presents the sensitivity analysis for those 77 HSIL+ cases. Air-Drying Artifact 0 0 17 0.2
Table 11 Re-Evaluation Study: Comparison of All Site Results for Cases Thick Smear 1 <01 0 0
Designated by the Reference Method as HSIL+ Discordant Error Obscuring Blood 53 0.6 121 1.3
Analysis (LSIL was considered an error in this analysis) Obscuring inflammation 102 11 310 34
Conventionally Prepared Slide Scant Squamous Epithelial Cells 4 <0.1 7 0.1
Success Error Cytolysis 10 0.1 1 0.1
BD PrenStal No Clinical History 0 0 0 0
Propared | ueeess 25 2 46 Not Specified 60 07 1018 | 113
BD SurePath Unsatisfactory for Evaluation: 54 0.6 89 1.0
Pap Test Slide Error 21 10 31 Endocervical Component Absent 42 0.5 42 0.5
Air-Drying Artifact 0 0 0 0
46 31 ” Thick Smear 0 0 2 <041
Success = HSIL+ Obscuring Blood 7 0.1 6 0.1
Error = WNL, Reactive/Reparative ASCUS/AGUS & LSIL Obscuring Inflammation 6 01 6 0.1
Result of McNemar Test:  X* mc = 0.00, p = 1.0000 Scant Squamous Epithelial Cells 6 01 0 0
Errors Conventional: 21 Cytolysis 0 0 1 <01
Errors BD SurePath: 21 Na Clinical History 0 0 0 0
Analysis of the discordant errors in Table 11 showed an equal number of HSIL+ Not Specified 37 04 32 05

misses for both preparation methods. Error includes WNL, Reactive/Reparative,
ASCUS/AGUS and LSIL. The statistical test demonstrated equivalence between
the two methods in the split-sample design even when LSIL is considered an error
against a reference value of HSIL+.

Table 12 summarizes the descriptive diagnoses of benign findings for all sites.

5 English

Note: Some patients had more than one subcategory.

Additional unsatisfactory cases were determined by the reference pathologist, and
the total numbers of unsatisfactory results are reflected in Table 15. In the table,
SAT = Satisfactory, SBLB = Satisfactory But limited By (some specified condition),
and UNSAT = Unsatisfactory.

Table 14 shows results from a comparison of preparation adequacy both
preparation methods. There were significantly fewer Unsatisfactory and SBLB
cases with BD SurePath Liquid-based Pap Test slides as compared to the
conventional slides.
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Table 14 First Split-Sample Study: Summary of Preparation Adequacy Results
All Clinical Trial Sites

Conventionally Prepared Slide

SAT SBLB UNSAT
BD Propstain | SAT 5,868 1,693 46 7,607
Prepared
SBLB 579 772 34 1,385
BD SurePath
Pap Test Slide | \;\ygat 21 24 9 54
6,468 2489 89 9,046

UNSAT: Result of McNemar Test: X2 mc =9.33, p =0.0023

SBLB: Result of McNemar Test: X2 mc = 546.21, p = 0.0000

Table 15 shows comparison of satisfactory and unsatisfactory preparations from
the evaluations at both the trial sites and the reference site. BD SurePath Liquid-
based Pap Test slides show a statistically significant reduction of unsatisfactory
cases compared to conventional slides.

Table 15 First Split-Sample Study: Comparison of Unsatisfactory Results from
the Clinical Trial Sites and the Reference Site

Conventionally Prepared Slide

SAT UNSAT
BD PrepStain SAT 8,807 151 8,958
Prepared
BD SurePath
Pap Test Slide UNSAT 70 18 88
8,877 169 9,046

Result of McNemar Test:  X? mc = 29.69, p = 0.0000

Table 16 Preparation Adequacy Results by Site—SBLB Rates for No
Endocervical Component (ECC)

Site Cases BD SurePath SBLB Conventional SBLB
no ECCs N (%) no ECCs N (%)

1 995 60 (6.0) 85 (8.5)

2 1,712 121(7.1) 54 (3.2)

3 712 180 (25.3) 141 (19.8)

4 1,395 165 (11.8) 331(23.7)

5 500 58 (11.6) 56 (11.2)

6 1,695 473 (28.2) 238 (14.2)

7 589 19 (3.3) 3(0.5)

8 1,448 207 (14.3) 210 (14.5)
All Sites 9,046 1,283 (14.2) 1,118 (12.4)

Detection of endocervical cells (Table 16) varied at different trial sites. Overall,
there was a 1.8% difference in endocervical cell detection between the
conventional Pap smear and BD SurePath methods, which is similar to previous
studies involving split-sample methodology. '

BD SurePath Liquid-based Pap Test slides produced by the BD PrepStain
System provide similar results to conventional Pap smears in split-sample
comparisons in a variety of patient populations and laboratory settings. In
addition, there were significantly fewer Unsatisfactory and SBLB cases with
BD SurePath Liquid-based Pap Test slides as compared to conventional Pap
smears. The BD SurePath Liquid-based Pap Test slide may thus be used as a
replacement for the conventional Pap smear for the detection of atypical cells,
pre-cancerous lesions, cervical cancer, and all other cytologic categories defined
by The Bethesda System.

EVALUATION OF BD SUREPATH LIQUID-BASED PAP TEST SLIDE
PREPARATION USING THE BD PREPMATE™ AND THE BD SUREPATH
MANUAL METHODS

BD Diagnostics (previously known as TriPath Imaging) conducted a prospective,
multi-center clinical trial to evaluate two modifications to the FDA-approved
procedure of preparing BD SurePath Liquid-based Pap Test slides. The
modifications to the approved process for preparing BD SurePath Liquid-based
Pap Test slides were as follows:

¢ The addition of the BD PrepMate Automated Accessory (BD PrepMate
method), which automates the initial manual steps of the BD PrepStain
laboratory process. The BD PrepMate method automatically mixes and
removes the specimen from the BD SurePath Collection Vials, and layers the
specimen onto BD Density Reagent in a test tube.

* The addition of the BD SurePath manual method, in which, rather than using
the BD PrepStain Slide Processor for cell suspension and slide staining, the
cell suspension is manually layered onto the slide and stained by a laboratory
technician.
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This study evaluated over 400 cases in a masked comparison of the two alternative
methods to the currently approved procedure for preparing BD SurePath Liquid-
based Pap Test slides. The comparison was based on morphological and quality
criteria applied to the slides prepared by each method.

The primary objectives of the study were to:

« Evaluate the morphological and quality aspects of BD SurePath™ Liquid-
based Pap Test slides prepared using the BD PrepMate™ method as
compared to slides prepared according to the approved method of using the
BD PrepStain™ System (referred to as the BD PrepStain method).

« Evaluate the morphological and quality aspects of BD SurePath Liquid-based
Pap Test slides prepared using the BD SurePath manual method as compared
to slides prepared according to the approved BD PrepStain method.

Additional objectives of the study were to:

« Determine if the amount of agreement between the approved BD PrepStain
method and the BD PrepMate method was greater than would be expected
by chance alone.

» Determine if the amount of agreement between the approved BD PrepStain
method and the BD SurePath manual method was greater than would be
expected by chance alone.

* Assess the specimen adequacy according to the BD PrepStain System
standards for preparing BD SurePath Liquid-based Pap Test slides using the
BD PrepMate method.

* Assess the specimen adequacy according to the BD PrepStain System
standards for preparing BD SurePath Liquid-based Pap Test slides using the
BD SurePath manual method.

BD PREPMATE AUTOMATED ACCESSORY

The BD PrepMate instrument is an accessory to the BD PrepStain System that
automates two manual steps—sample mixing and layering—of the BD PrepStain
laboratory process. The BD PrepMate thoroughly mixes, accurately removes the
specimen from the BD SurePath Collection Vials, and layers the specimen onto
BD Density Reagent in a test tube. A specimen rack preloaded with collection
vials, syringing pipettes, and test tubes (containing the BD Density Reagent) is
placed on the instrument’s tray. The rack contains up to twelve vials, tubes, and
syringing pipettes, which are arranged in three rows of four each. Vials, syringing
pipettes, and tubes are disposable. They must be used only once to eliminate the
possibility of specimen contamination.

BD SUREPATH MANUAL METHOD

The BD SurePath manual method uses a manual procedure to layer the cell
suspension onto the slides and stain the preparation. Gynecologic specimen
collection and processing are identical for both the Manual and approved
BD PrepStain methods up to the point of using the BD PrepStain Slide Processor.
In the BD PrepStain method, centrifuged cell pellets are placed directly onto
the BD PrepStain Slide Processor for automated processing to produce stained
BD SurePath Liquid-based Pap Test slides.

In the BD SurePath manual method, deionized water is added to the centrifuged
cell pellet followed by vortexing to resuspend and randomize the sample. The
sample is transferred into a BD Settling Chamber mounted on a BD SurePath
PreCoat Slide. After the sample is settled onto the slide, the sample is stained by
a batch Papanicolaou staining procedure.

SLIDE ACCOUNTABILITY

Table 17 shows the slide accountability for the clinical study slides. It is important
to note that the study set consisted of three slides per case.

Table 17 Slide Accountability

Cases Slides

Total number enrolled in study 471 1,413

Total number excluded from analysis -68 -204
Incomplete Documentation -39 -117
Slides Prepared Incorrectly —24 72
Other exclusion reasons * -5 -15

Total number included in analysis 403 1,209

* Missing samples, duplicate patient numbers, etc.
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POPULATION DEMOGRAPHICS

Table 18 lists the patient age demographics for all cases included in the study
population.

Table 18 Patient Demographics

Age Number of Cases
19 or younger 3

20-29 73

30-39 158
40-49 105

50 + 64

Total 403

Table 19 lists current clinical information and Table 20 lists clinical history for all
cases included in the study population. Note that the selection of more than one
item was allowed, so total case counts may not correlate to the total number of
cases in the study population.

Table 19 Current Clinical Information

Clinical Information Number of Cases

Cyclic 241
Irregular Cycle 69
Hysterectomy 16
Pregnant 9
Post Abortion 0
Post Natal 9
Post Menopausal 58
Peri-menopausal 1
Immune Depressed 0
Abnormal GYN Presentation 0
Vaginal Discharge 137
Estrogen Replacement Therapy 19
IUD 2
Oral Contraceptives/Implant 20
No Birth Control 181
Information not available 22

Table 20 Clinical History

History Number of Cases
Previous abnormal cytology 13
History of abnormal bleeding 36
Biopsy 3
History of Cancer 1
Chemotherapy 0
Radiation 0
Colposcopy 9
HIV/AIDS 0
HPV (Wart Virus) 0
Herpes 1
History of BTL* 1
History of PID** 57
None Noted 363

*

Bilateral tubal ligation
**  Pelvic inflammatory disease

STUDY RESULTS

The purpose of this study was to establish that BD SurePath Liquid-based Pap
Test slides prepared using the BD PrepMate method and BD SurePath manual
method procedures compared favorably with those prepared using the approved
BD PrepStain method. The clinical data show that the slides prepared by the
BD PrepMate and BD SurePath manual methods are comparable in morphology
and quality to those prepared by the approved BD PrepStain method.

The clinical data also show that the diagnostic performance is the same for the
BD PrepMate method and BD SurePath manual method when compared to the
approved BD PrepStain method. In addition, the adequacy of slides prepared by
the BD PrepMate method and BD SurePath manual method does not differ from
those prepared by the approved BD PrepStain method. These findings support
the comparability of the BD PrepMate method and BD SurePath manual method
to the approved BD PrepStain method.
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SPECIMEN MORPHOLOGY AND QUALITY

Table 21 shows the results for the primary objectives. The acceptability of the
slides prepared by each method was evaluated according to the morphology and
quality criteria shown in the table. For each criterion, the proportion of acceptable
slides was calculated along with the corresponding exact 95% confidence interval.

Table 21 Comparison of Rates and Confidence Intervals (ClI) for Acceptability

Criteria
Slide Preparation Method
. BD SurePath™
™ ™

BD PrepStain BD PrepMate Manual Method
Rate Exact Rate Exact Rate Exact
(n/N) 95% CI (n/N) 95% ClI (n/N) 95% CI
Stainin 0.9876 0.9713, 0.9926 0.9784, 0.9901 0.9748,
9 (398/403) | 0.9960 | (400/403) | 0.9985 | (399/403) | 0.9973
S| Clarit 0.9876 0.9713, 0.9876 0.9713, 0.9975 0.9863,
8 y (398/403) | 0.9960 | (398/403) | 0.9960 | (402/403) | 0.9999
S 0.9901 0.9748, 0.9901 0.9748, 0.9975 0.9863,

Nuclear

2 (399/403) | 0.9973 | (399/403) | 0.9973 | (402/403) | 0.9999
% Cvtolo 0.9950 0.9822, 0.9901 0.9748, 1.0000 0.9909,
5 ytology (401/403) | 0.9994 | (399/403) | 0.9973 | (403/403) | 1.0000
§ Clusterin 0.9926 0.9784, 0.9975 0.9863, 0.9603 0.9363,
< 9 (400/403) | 0.9985 | (402/403) | 0.9999 | (387/403) | 0.9771
Cellularit 0.9305 0.9011, 0.9454 0.9185, 0.9404 0.9127,
Y (375/403) | 0.9533 | (381/403) | 0.9655 | (379/403) | 0.9615

The BD PrepMate method and BD SurePath manual method acceptability rates
are nearly always equal to or greater than those of the BD PrepStain method. In
addition, the 95% exact confidence intervals for the BD PrepMate method and
BD SurePath manual method substantially overlap those from the approved
BD PrepStain method for each criterion. This implies that the slides prepared by
the BD PrepMate method and BD SurePath manual method are of comparable
morphology and quality as those prepared by the approved BD PrepStain
method. Therefore, the preparation quality is the same for the approved method
and the two test methods.

DIAGNOSTIC AGREEMENT

This analysis compares the diagnoses on slides prepared by each method.
Because these data are derived from split samples, the diagnosis matrices
presented in Table 22 and Table 23 are based on paired samples with each of the
test slide preparation methods (BD PrepMate method and BD SurePath manual
method) being compared to the approved BD PrepStain method. Ideally, the
diagnosis obtained from slides prepared by two methods will be the same. This is
represented by the number of slides with identical diagnoses, which appear on the
main diagonal of each table.

The first measure of agreement is the proportion of slides on the main diagonal
and the corresponding exact 95% confidence intervals. The second measure of
agreement is obtained from the kappa statistic, which was computed for each
comparison and tested. The test determines if the amount of agreement between
the two methods is greater than would be expected by chance alone. Because
the observations are ordered, it is more important to have observations that lie
on or near the main diagonal. The weighted kappa statistic gives more weight to
observations that lie on or near the main diagonal in the tables.

COMPARISON OF APPROVED BD PREPSTAIN AND BD PREPMATE
METHODS

In Table 22, the number of slides on the main diagonal is 367 (2+334+8+6+5+11+1)
and the proportion of slides on the main diagonal is 0.9107 (367/403) with exact
95% confidence limits of 0.8785 to 0.9366.

If unsatisfactory slides are excluded from the table by deleting the first row and
first column, 397 slides remain. The proportion of slides on the main diagonal is
0.9194 (365/397) with 95% confidence limits of 0.8881 to 0.9442.

The results shown in Table 22 indicate that the approved BD PrepStain method
and the BD PrepMate method have a high proportion of slides with diagnostic
agreement, as indicated by the proportion of slides on the main diagonal in the
table. Further, the weighted kappa analysis indicates that the agreement was
much greater than could be attributed to chance alone.
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Table 22 Crosstabulation of Diagnoses by BD PrepStain and BD PrepMate

Method.
BD PrepStain Method Diagnosis

Unsat| WNL B::‘ Atypia| LSIL | HSIL [DYSPL| AIS | CA | Total
Unsat | 2 1 0 0 0 0 0 0 0 3
§ WNL 2 334 2 7 2 0 0 0 0 347
g’ ng' 0 6 8 0 1 0 0 0 0 15
E Atypia| 1 3 2 6 0 0 0 0 0 12
E LSIL 0 3 0 3 5 0 0 0 0 1
é HSIL 0 1 0 1 0 1 0 0 0 13
E DYSPL| 0 0 0 0 1 0 0 0 0 1
a1 as 0 0 0 0 0 0 0 0 0 0
CA 0 0 0 0 0 0 0 0 1 1
Total 5 348 | 12 17 9 1" 0 0 1 403

COMPARISON OF APPROVED BD PREPSTAIN AND BD SUREPATH
MANUAL METHODS

InTable 23, the number of slides on the main diagonal is 353 (3+315+6+10+7+11+1).
The proportion of slides on the main diagonal is 0.8759 (353/403). The exact
binomial 95% confidence limits for this proportion are 0.8397 to 0.9065.

If unsatisfactory slides are excluded from the table by deleting the first row and first
column, 398 slides remain. The proportion of slides on the main diagonal is 0.8794
(350/398) with 95% confidence limits of 0.8433 to 0.9097. The results shown in
Table 23 indicate that the approved BD PrepStain method and the BD SurePath
manual method have a high proportion of slides with diagnostic agreement, as
indicated by the proportion of slides on the main diagonal in the table. Further,
the weighted kappa analysis indicates that the agreement was much greater than
could be attributed to chance alone. Therefore, the diagnostic performance is the
same for the approved method and the two test methods.

Table 23 Crosstabulation of Diagnoses by BD PrepStain method and
BD SurePath manual method

BD PrepStain Method Diagnosis

Table 25 Adequacy Results for BD SurePath Manual Manual and
BD PrepStain Method Slides

BD PrepStain Method Result

SAT or SBLB UNSAT
BD SurePath | SAT or SBLB 398 2 400
Manual Method
Result UNSAT 0 3 5
398 5 403

These two comparisons demonstrate that the BD PrepMate method and
BD SurePath manual method do not differ from the approved BD PrepStain
method with respect to slide adequacy.

DIRECT-TO-VIAL STUDY

Following the initial FDA approval of the BD PrepStain System, BD Diagnostics
(formerly known as TriPath Imaging) conducted a large, multi-center study of the
BD PrepStain System when used as intended with direct-to-vial specimens. The
previous clinical studies used a split-sample method in which the sample was first
used to create a conventional Pap smear slide, and the remaining sample was
placed in the BD SurePath Collection Vial and processed by the BD PrepStain
System to create a BD SurePath Liquid-based Pap Test slide. It is well established
that split-sample designs underestimate the true performance of the test that is
prepared from the residual cellular material™.

This study compared the performance of BD SurePath Liquid-based Pap Test
slides produced from direct-to vial samples to conventional Pap smears. Results
obtained with BD SurePath Liquid-based Pap Test slides were compared to results
obtained from an historical cohort of conventional Pap smears. Specifically, this
study evaluated whether BD SurePath Liquid-based Pap Test slides improved the
detection of high-grade squamous intraepithelial lesions (HSIL), adenocarcinoma
in-situ, and cancer (HSIL+). All available biopsy data was collected for both
slide populations.

The BD SurePath™ population consisted of 58,580 slides collected prospectively
from 57 clinics that had converted almost 100% from conventional Pap smear
collection to the BD SurePath specimen collection. The specimens collected at
these clinics were sent to three clinical sites for processing.

The conventional population consisted of 58,988 slides from the same clinics
as the BD SurePath Liquid-based Pap Test slides. This historical population
was collected beginning with most recent slides before the clinics converted to

Unsat | WNL ng' Atypia| LSIL | HSIL |DYSPL| AIS | CA | Total the BD SurePath Liquid-based Pap Test, and then going back in time until the
conventional and BD SurePath Liquid-based Pap Test slide populations at each
o Unsat| 3 0 0 0 0 0 0 0 0 3 clinical site were approximately equal in number.
§ WNL ! 815 ! 8 1 0 0 0 0 821 The results from this study showed a detection rate of 405/58,580 for the
> ng' 0 19 6 0 0 0 0 0 0 25 BD SurePath Liquid-based Pap Test slides compared to 248/58,988 for
a - the conventional slides, resulting in detection rates of 0.691% and 0.420%,
g |Atypia| 0 12 4 10 0 0 0 0 0 26 respectively (see Table 26). For these clinical sites and these study populations,
g|LSL| O 1 1 3 7 0 0 0 0 [ 12 this indicates a 64.4% (p<0.00001) increase in detection of HSIL+ lesions for the
= | HsiL 1 1 0 1 1 " 0 0 0 15 BD SurePath Liquid-based Pap Test slides.
©
2 DYSPL] © 0 0 0 0 0 0 0 0 0 Table 26 Comparison of Detection Rates by Site
rEu AlS 0 0 0 0 0 0 0 0 0 0
cA | o 0| o 0 0 0 0 o | 1 1 HSIL+
Total 5 348 12 17 9 1 0 0 1 403 site Conventional BD SurePath
Total HSIL+ Percent (%) Total HSIL+ Percent (%)
SLIDE ADEQUACY 1 41,274 216 0.523 40,735 300 0.736
Slide adequacy was assessed for each of the preparation methods. The data were 2 10,421 19 0.182 10,676 78 0.731
analyzed using a two-sided McNemar test.18 3 7293 13 0178 7169 27 0.377
Table 24 shows the adequacy results when comparing the approved BD PrepStain Total| 58,988 248 0.420 58 580 405 0.691
method to the BD PrepMate method.
Table 24 Adequacy Results for BD PrepMate and BD PrepStain Method LSIL+
Slides sit Conventional BD SurePath
ite
BD PrepStain Method Result Total LSIL+ |Percent (%) Total LSIL+ |Percent (%)
SAT or SBLB UNSAT 1 41,274 765 1.853 40,735 1501 3.685
298 3 201 2 10,421 96 0.921 10,676 347 3.250
BD Prephate | O ooLe 3 | 7,293 99 1357 | 7,169 127 1772
Method Result Total| 58,988 960 1.627 58,580 1975 3.371
UNSAT 0 2 2
ASCUS+
398 5 403 Site Conventional BD SurePath
Table 25 shows the adequacy results when comparing the approved BD PrepStain Total ASCUS+ | Percent (%)| Total ASCUS+ | Percent (%)
method to the BD SurePath manual method. 1 41,274 1,439 3.486 40,735 2,612 6.412
2 10,421 347 3.330 10,676 689 6.454
3 7,293 276 3.784 7,169 285 3.975
Total| 58,988 2,062 3.496 58,580 3,586 6.122
8 English 500006642(02) 2015-04



Unsatisfactory

si Conventional BD SurePath
te I otal UNSAT+ | Percent (%)| Total UNSAT+ | Percent (%)
1| 41,274 132 0320 40,735 37 0.091
2 | 10421 163 1.564 10,676 89 0.834
3 | 7203 20 0.274 7,169 4 0.056
Total| 58,088 315 0534 58,580 130 0222

Note: Site to site variations in performance are expected. Each laboratory must
carefully monitor the quality of its work

PROCEDURE

Complete procedures for preparing BD SurePath Liquid-based Pap Test slides
are provided in the BD PrepStain™ Slide Processor Operator’s Manual.
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& BD PrepStain System

q3

,BD PrepMate” Consumables Kit
491313 (vartojimo reikmeny rinkinys)

,BD PrepStain“ Consumables Kit
431311 (vartojimo reikmeny rinkinys)

,BD PrepStain“ Consumables Kit
491312 (vartojimo reikmeny rinkinys) — Japonija

NAUDOJIMO PASKIRTIS

,BD PrepStain System” (anksciau ,,AutoCyte PREP System®) yra skystujy
terpiy plono Igsteliy sluoksnio paruoSimo procesas. Su ,BD PrepStain
System” pagaminamos ,BD SurePath* skystujy terpiy PAP tyrimo
skaidrés, kuriy paskirtis — pakeisti jprastus ginekologinius PAP tepinélius.
,BD SurePath” skaidres (anksciau ,AutoCyte PREP* skaidrés) yra skirtos
naudoti atliekant patikrg ir nustatant gimdos kaklelio vezj, ikivéZinius
pakitimus, atipines lIgsteles ir visas kitas citologines kategorijas, apibréztas
.Bethesda System for Reporting Cervical/Vaginal Cytologic Diagnoses*
(gimdos kaklelio / maksties citologinés diagnozés pateikimo sistemoje).!

,BD SurePath* konservavimo skystis yra tinkama ginekologiniy méginiuy,
tiiamy ,BD ProbeTec Chlamydia trachomatis (CT) QX and Neisseria
gonorrhoeae (GC) Q* Amplified DNA Assays” (amplifikuoty DNR tyrimais),
émimo ir gabenimo terpé. Nurodymus, kaip naudoti ,BD SurePath*
konservavimo skystj ruoSiant meéginius jvairiems tyrimams, rasite tyrimy
pakuodiy informaciniuose lapeliuose.

SANTRAUKA IR PAAISKINIMAS

,BD PrepStain System” skystg gimdos kaklelio lasteliy méginio suspensijg
pavercia | iSskirtinai nudazytg, homogeninj, plong lasteliy sluoksnj,
i8saugodama diagnostines Iasteliy sankaupas.2-? Sis procesas apima Igsteliy
konservavimg, atsitiktinj émima, diagnostinés medziagos sodrinimg, lasinimg
pipete, nusésdinima, dazymg ir uzdengima dengiamuoju stikleliu, siekiant
paruosti ,BD SurePath” skaidre, naudojamg atliekant jprastine citologijos

atranka ir klasifikavima, kaip apibréZta ,Bethesda“ sistemoje.! ,BD SurePath”

skaidréje pateikiama gerai iSsaugota nudazyty Iasteliy populiacija, esanti

13 mm skersmens apskritime. Pasalinama didZioji dalis oro sausinimo
artefakty, nerySkumu, persidengianéiy lgsteliy medziagy ir nuosédy. Gerokai
sumazinamas leukocity kiekis ir tai leidZia lengviau vizualizuoti epitelio
lasteles, diagnozuojant aktualias Igsteles ir infekcinius organizmus.

,BD SurePath” procesas pradedamas kvalifikuotam medicinos darbuotojui
naudojant Sepetélio tipo meéginiy émimo jrankj (pvz., ,Rovers Cervex-
Brush*, ,Rovers Medical Devices B.V.“, Oss, Nyderlandy Karalysté) arba
endocervikalinio Sepetélio ir plastikinés mentelés komplektg (pvz., ,Cytobrush
Plus GT* ir ,Pap Perfect” mentele, ,CooperSurgical Inc.“, Trumbull, CT) su
nuimama (-omis) galvute (-emis), skirta (-omis) ginekologiniam méginiui
paimti. Méginiy émimo jrankiu paimtos lgstelés netepamos ant stiklelio.
Méginiy émimo jrankio galvutés nuimamos nuo rankenos ir jdedamos |

,BD SurePath” konservavimo skysc¢io buteliukg. Buteliukas uzdaromas
dangteliu, pazymimas etikete ir siuniamas su atitinkamais dokumentais
apdoroti j laboratorijg. Méginiy émimo jrankio galvutés néra iSimamos i$
konservavimo buteliuky, kuriuose yra paimti méginiai.

Laboratorijoje konservuotas méginys pamaiSomas sukamaisiais judesiais®
ir perkeliamas j BD tankio reguliavimo reagenta. Taikant sodrinima, kurj
sudaro centrifuguojant atliekamas nusésdinimas naudojant BD tankio
reguliavimo reagentg, i§ méginio i$ dalies pasalinamos nediagnostinés
liekanos ir uzdegiminiy lgsteliy perteklius. Po centrifugavimo granuliuotos
Igstelés iS naujo suspenduojamos, sumaiSomos ir perkeliamos j

BD nusésdinimo kamera, jtaisytg ant ,BD SurePath PreCoat" skaidrés.
Lastelés nusésdinamos veikiant sunkio jégai ir nudazomos atliekant
modifikuotg Papanicolaou dazymo procediirg. Skaidré nuvaloma ksilenu ar
jo pakaitu ir uzdengiama dengiamuoju stikleliu. Lgsteles, esancias 13 mm
skersmens apskritime, mikroskopu tiria specialiai iSmokytas citopatologijos
technologas ir patologas, atsizvelgdami j kitg aktualig pacientés informacija.
*Pastaba. Papildomam tyrimui galima paimti iki 0,5 mL méginio po sukimo
,BD SurePath” skystujy terpiy PAP tyrimo skaidrése.

1 Lietuviy

APRIBOJIMAI

* Ginekologiniai méginiai, skirti ruoSiniams paruosti naudojant
,BD PrepStain System®, turi bati paimami naudojant $epetélio tipo
méginiy émimo jrankj arba endocervikalinio Sepetélio ir plastikinés
mentelés komplektg su nuimama (-omis) galvute (-émis), laikantis
standartinés gamintojo nurodytos méginiy émimo proceduros.

Medinés mentelés su ,BD PrepStain“ sistema neturi bati naudojamos.
Endocervikalinio Sepetélio ir plastikinés mentelés komplektai, neturintys
nuimamy galvuciy, su ,BD PrepStain® sistema neturi bati naudojami.

« Batina ,BD SurePath® skaidriy gaminimo ir vertinimo salyga yra jgaliotyjy
asmeny organizuojami mokymai. Citopatologijos technologai ir patologai
bus iSmokyti atlikti morfologijos jvertinimg pagal ,BD SurePath” skaidres.
Per mokymus bus tikrinami jgtdziai. Laboratorijos klientai galés naudoti
mokomuosius skaidriy ir tyrimy rinkinius. ,BD Diagnostics® taip pat padés
ruosti mokomasias skaidres i$ kliento pacienciy.

» Tinkamas ,BD PrepStain System“ veikimas uztikrinamas naudojant tik
,BD Diagnostics* palaikomus arba rekomenduojamus naudoti priedus.
Panaudoti priedai ir gaminiai turi biti tinkamai pasalinami, laikantis
istaigos ir valdzios institucijy nustatyty reikalavimy.

» Visi priedai yra vienkartiniai ir jy negalima naudoti pakartotinai.

« ,BD SurePath” skystujy terpiy PAP tyrimo skaidréms reikia 8,0 + 0,5 mL
méginio, paimto i$ ,BD SurePath“ méginiy émimo buteliuko.

ISPEJIMAI IR ATSARGUMO PRIEMONES

Citologiniuose méginiuose gali bati infekciniy ligy sukéléjy. Dévékite
tinkamus apsauginius drabuzius, mavékite tinkamas pirstines ir naudokite
akiy / veido apsaugos priemones. Dirbdami su méginiais, laikykités
atitinkamy biologinio pavojaus atsargumo priemoniy.

,BD SurePath Preservative Fluid“ konservavimo skystyje yra vandeninio
denatdruoto etanolio tirpalo. MiSinyje yra Siek tiek metanolio ir izopropilo
alkoholio. Nenuryti.

Atsargiai

H226 Degus skystis ir garai.

P233 Talpyklg laikyti sandariai uzdarytg. P280 Maveti apsaugines pirstines/
devéti apsauginius drabuzius/naudoti akiy (veido) apsaugos priemones.
P303+P361+P353 PATEKUS ANT ODOS (arba plauky): nusivilkite visus
uzterstus drabuzius. Nuplaukite odg vandeniu arba po dusu. P403+P235
Laikyti gerai vedinamoje vietoje. Laikyti vesioje vietoje. P501 Turinj / pakuote
iSmesti laikantis vietos / regiono / Salies / tarptautiniy teisés akty nuostaty.

,BD Density Reagent” (tankio reguliavimo reagentas) sudétyje yra natrio
azido. Nenuryti.

Atsargiai

H302 Kenksminga prarijus.

P264 Po naudojimo kruops$¢iai nuplauti. P301+P312 “PRARIJUS: pasijutus
blogai, skambinti j APSINUODIJIMYU KONTROLES IR INFORMACIJOS
BIURA arba kreiptis j gydytojg.” P501 Turinj / pakuote iSmesti laikantis
vietos / regiono / Salies / tarptautiniy teisés akty nuostaty.

,BD EA/OG Combo Stain“ (kombinuotieji dazai) yra metanolio ir eozino Y
,D&C" raudony dazy. Nenuryti.

Pavojinga

GO

H225 Labai degis skystis ir garai. H312+H332 Kenksminga susilietus su
oda arba jkvépus. H370 Kenkia organams.
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P264 Po naudojimo kruopsc¢iai nuplauti. P280 Mavéti apsaugines pirstines/
deéveéti apsauginius drabuzius/naudoti akiy (veido) apsaugos priemones.
P312 “Pasijutus blogai, skambinti j APSINUODIJIMY) KONTROLES IR
INFORMACIJOS BIURA arba kreiptis j gydytojg.” P403+P235 Laikyti gerai
védinamoje vietoje. Laikyti vésioje vietoje. P501 Turinj / pakuote iSmesti
laikantis vietos / regiono / Salies / tarptautiniy teisés akty nuostaty.

ATSARGUMO PRIEMONES

* Naudoti in vitro diagnostikai.

» Skirta naudoti tik profesionalams.

* Naudojant ,BD PrepStain*“ sistemg privaloma laikytis tinkamos
laboratorijos praktikos ir grieztai laikytis visy procediry.

* Kad veikty tinkamai, reagentai turi bati laikomi kambario temperataroje
(15-30 °C) ir negali bati naudojami pasibaigus galiojimo laikui.
BD SurePath konservavimo skystj be citologiniy méginiy galima
laikyti kambario temperataroje (15-30 °C) iki 36 ménesiy nuo
pagaminimo datos. BD SurePath konservavimo skystj su citologiniais
meéginiais galima laikyti Saldomg (2—10 °C) iki 6 ménesiy, o kambario
temperatiroje (15-30 °C) — iki 4 savai¢iy. BD SurePath konservavimo
skystj su citologiniais méginiais, skirtg naudoti su BD ProbeTec CT QX ir
GC Qx amplifikuoty DNR tyrimams, galima laikyti ir perveZti iki 30 dieny
2-30 °C temperaturoje prie$ perkeliant j skystujy terpiy citologiniy
meéginiy (LBC) skiedimo mégintuvélius BD ProbeTec QX amplifikuoty
DNR tyrimams.

» Venkite taSkymosi ar aerozoliy susidarymo. Operatoriai privalo naudoti
tinkama ranky, akiy ir drabuziy apsauga.

« ,BD SurePath Preservative Fluid“ konservavimo skyscio antimikrobinis
efektyvumas buvo patikrintas su Escherichia coli, Pseudomonas
aeruginosa, Staphylococcus aureus, Candida albicans, Mycobacterium
tuberculosis bei Aspergillus niger ir nustatyta, kad jis yra veiksmingas.
IStyrus ,BD SurePath” konservavimo meéginius, inokuliuotus su
kiekvienos rasies 106 CFU/mL, po 14 inkubavimo standartinémis
sglygomis dieny (Mycobacterium tuberculosis — po 28 dieny) auganciy
Igsteliy uzfiksuota nebuvo. Vis délto universaliy saugaus darbo su
biologiniais skysc€iais atsargumo priemoniy reikia laikytis visada.

» Jei nebus laikomasi ,BD PrepStain System“ operatoriaus vadove
nurodyty rekomenduojamy procedary, veiksmingumas gali pablogéti.

PASIRENKAMO BANDINIO PAEMIMAS

- ,BD SurePath Preservative Fluid Collection Vial“ konservavimo
skyscio méginiy émimo buteliuke yra pakankamas kiekis meéginio, kad
bty galima paimti iki 0,5 mL homogenisko Igsteliy ir skys€io misinio
papildomam tyrimui, prie$ atliekant ,BD SurePath“ PAP skystujy terpiy
tyrima, paliekant uztektinai méginio PAP tyrimui.

» Nors néra jrodymy, kad imant bandinj i$ ,BD SurePath” konservavimo
skys€io méginiy émimo buteliuko paveikiama citologinio tyrimo
meéginio kokybé, per §j procesg retkarciais gali pasitaikyti atitinkamos
diagnostinés medziagos paskirstymo klaidy. Sveikatos priezidros
pacientés sveikatos istorijos. Be to, citologiniai tyrimai skirti ir kitoms
klinikinéms problemoms, ne tik lytiniu keliu plintancioms ligoms
diagnozuoti, todél bandinio émimas gali bati netinkamas visoms
klinikinéms situacijoms. Jeigu reikia, lytiniu keliu plintan¢ioms ligoms
tirti gali bati paimtas atskiras méginys, o ne bandinys i$ ,BD SurePath*
konservavimo skyscio méginiy émimo buteliuko.

* Paémus bandinj i§ mazai Igsteliy turin€iy méginiy, gali likti
nepakankamai medziagos ,BD SurePath” konservavimo skyscio

méginiy émimo buteliuke tinkamam ,BD SurePath* PAP tyrimui paruosti.

» Bandinj reikia paimti prie§ atliekant ,BD SurePath” PAP skystujy
terpiy tyrima. Prie$ ,BD SurePath“ PAP skystuyjy terpiy tyrimg i$
,BD SurePath” konservavimo skys¢io méginiy émimo buteliuko galima
paimti tik vieng bandinj, tai nepriklauso nuo bandinio tario.

Procediira

1. Kad misinys baty homogeniskas, ,BD SurePath Preservative Fluid
Collection Vial* konservavimo skyscio méginiy émimo buteliukas turi
bati sukamas 10-20 sekundziy, o 0,5 mL bandinj reikia paimti per vieng
minute nuo tada, kai liaujamasi sukti.

2 Lietuviy

2. Bandiniui imti reikia naudoti polipropileno aerozolius sulaikancias
pipetes, kuriy dydis atitinka imama kiekj. Pastaba: serologiniy pipeciy
naudoti negalima. Reikia laikytis geros laboratorinés praktikos, kad j
,BD SurePath“ konservavimo skys¢io méginiy émimo buteliuka arba |
bandinj nepatekty terSaly. Bandinj reikia imti tinkamoje vietoje — ne ten,
kur atliekama amplifikacija.

3. Vizualiai patikrinkite bandinio medziagg pipetéje, ar néra dideliy arba
pusiau vientisy daleliy. Pastebéjus tokiy medziagy imant bandinj,
visg medziagag reikia grazinti j méginiy buteliukg ir nenaudoti méginio
papildomam tyrimui prie$ atliekant PAP tyrima.

4. Nurodymus apie bandinio apdorojimg naudojant ,BD ProbeTec" CT QX
ir GC Qx amplifikuoty DNR tyrimus rasite tyrimo gamintojo pakuotés
informaciniame lapelyje.

LAIKYMAS

,BD SurePath Preservative Fluid“ (konservavimo skystj) be citologiniy
méginiy galima laikyti kambario temperatiroje (15-30 °C) iki 36 ménesiy
nuo pagaminimo datos.
,BD SurePath Preservative Fluid“ (konservavimo skystj) su citologiniais
meéginiais galima laikyti Saldomg (2—10 °C) iki 6 ménesiy, o kambario
temperatiroje (15-30 °C) — iki 4 savaiCiy.
,BD SurePath Preservative Fluid“ su citologiniais méginiais, skirtag naudoti
su ,BD ProbeTec" CT QX ir GC Qx amplifikuoty DNR tyrimams, galima
laikyti ir pervezti iki 30 dieny esant 2—30 °C temperatirai pries perkeliant
i skysc€io pagrindo citologiniy meginiy (LBC) skiedimo mégintuvélius
,BD ProbeTec* Qx amplifikuoty DNR tyrimams.
BUTINOS MEDZIAGOS
ISsamig informacijg apie reagentus, komponentus ir priedus rasite
,BD PrepStain Slide Processor” (skaidriy procesoriaus) operatoriaus
vadove. ,BD SurePath“ skaidréms ruosti rankomis (kai nenaudojamas
,BD PrepStain”“ skaidriy procesorius) néra batinos visos toliau
vardijamos medziagos.
Tml;;rr;os medIZ|ag.os #1.2
. repStain Slide Processor
+ BD SurePath Collection Vial (su BD SurePath Preservative Fluid) 491337
» Gimdos kaklelio méginio émimo jrankis (-iai) su nuimama (-omis)

galvute (-émis)
+ BD Density Reagent
» BD Syringing Pipettes
» BD Settling Chambers
» BD Cytology Stain Kit
+ BD SurePath PreCoat Slides
« BD Centrifuge Tubes
» Skaidriy ir mégintuvéliy stoveliai
* BD PrepStain Transfer Tips
+ BD Aspirator Tips

Bitinos, bet netiekiamos medziagos

* Sukamasis maisytuvas

» Dejonizuotas vanduo (7,5-8,5 pH)

» BD alkoholinis skalavimo mi8inys arba izopropanolis ir reagenty
Svarumo klasés alkoholis

* Valymo medziaga, tvirtinimo priemoné ir dengiamieji stikleliai

DIAGNOSTIKOS INTERPRETAVIMAS IR RUOSINIO TINKAMUMAS
Po ,BD Diagnostics” jgaliotyjy mokymuy, kaip naudoti ,BD PrepStain
System* ir ,BD SurePath*” skaidres, ,BD SurePath“skaidréms galios
.Bethesda*“ sistemos citologijos diagnostikos kriterijai, kurie Siuo metu
taikomi citologijos laboratorijose jprastiems PAP tepinéliams. ,Bethesda
2001 m. diagnozés pateikimo sistemoje rekomenduojama laikytis tam
tikry nurodymy dél skystujy terpiy ruoSiniy ir apibréziama, kaip nustatyti
pakankama lasteliy kiekj bltent Siuose ruosSiniuose.
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Kai néra nenormaliy Igsteliy, ruoSinys yra laikomas netinkamu, jei egzistuoja

viena ar daugiau i$ toliau iSvardyty salyguy:

(1) Nepakankamas diagnostiniy lgsteliy skai¢ius (maziau nei 5000
daugiasluoksnio plok&ciojo epitelio (squamous epithelial) Iasteliy
viename ruosinyje). Toliau pateikiamos rekomenduojamos gerai
i§saugoty daugiasluoksnio ploksgiojo epitelio (squamous epithelial)
Igsteliy skaiciaus ant ,BD SurePath* skaidriy vertinimo proceddros.

» ISnagrinékite kiekvieno patikrai naudojamo mikroskopo modelio
gamintojo vadova arba susisiekite su mikroskopo gamintoju ir
nustatykite regéjimo lauko plotg, kai naudojamas norimas okuliaras
ir 40 k. priartinimo objektyvas. Arba apskaiciuokite lauko plotg
naudodami hemocitometrg ar panasig mikroskopine skaidrés
matavimo skale (lauko plotas = Tir2, kur r yra lauko spindulys).

» Minimalus vidutinis Igsteliy skaicius vieno 40 k. priartinimo objektyvo
plote turéty bati nustatomas dalijant ,BD SurePath” skaidrés
130 mm?2 apytikrj Igsteliy nusodinimo plotg i$ konkretaus naudojamo
mikroskopo lauko ploto. Tada gautas skaicius padalijamas i§ 5000
lgsteliy minimumo. Gautas rezultatas yra rekomenduojamas minimalus
vidutinis tinkamumo skaiCius epitelio Igsteléms 40 k. priartinimo
objektyvo regéjimo lauke. UZsiraSykite $j skaiciy, o citopatologijos
technologas turés juo visada remtis. ,Bethesda“ 2001 m. nurodymai,
nurodantys apytikslj Igsteliy skai€iy 13 mm ruoSinio lauke.

» Per ruoSinio skersmenj horizontaliai arba vertikaliai turéty bati
apskaiciuojama maziausiai deSimt lauky.

« Tikrinant gaminamy ruosiniy tinkamuma, galéty bati atliekamas
makroskopinis nudazyto ruosinio vizualinio tankumo vertinimas
kaip praktiska Igsteliy kiekio jvertinimo priemoné. Taciau per patikrg
citopatologijos technologo atliekamo pagrindinio mikroskopinio
ivertinimo pakaito néra.

(2) 75 % ar daugiau lgsteliniy komponenty yra neaiskis dél uzdegimo,
kraujo, bakterijy, gleiviy ar artefakty, o tai kliudo atlikti citologinj
skaidrés vertinima.

Visus nenormalius ar jtartinus patikros pastebéjimus reikéty perduoti

patologui perzidréti ir jvertinti. Patologas turéty pastebéti visus diagnostiskai

svarbius lgsteliy morfologinius pakitimus.

VEIKIMO CHARAKTERISTIKOS: KLINIKINIY TYRIMY ATASKAITA
Pirmasis padalyty méginiy tyrimas

Siekdama palyginti ,BD PrepStain System” pagaminty

,BD SurePath“Liquid-based Pap Test skaidriy ir jprastai ruoSiamy PAP
tepinéliy diagnostikos rezultatus, ,BD Diagnostics” (anksc¢iau Zinoma kaip
,IriPath Imaging®) jvairiose vietose atliko Zvalgomajj, slaptg padalyty
méginiy, suderinty pory klinikinj tyrimg. Tyrimo tikslas — lyginant su jprastu
PAP tepinéliu jvertinti ,BD SurePath Liquid-based Pap Test" skystujy

terpiy PAP tyrimo veiksminguma nustatant gimdos kaklelio vézZj, ikivezinius
pakitimus ir atipines Igsteles jvairiose pacienciy populiacijose ir skirtingoje
laboratorijy aplinkoje. Taip pat buvo vertinamas abiejy ruosiniy tinkamumas.
Remiantis FDA svarbiy punkty dokumento, skirto gimdos kaklelio citologijos
jrankiams10, rekomendacijomis, i§ pradziy buvo ruoSiami visi jprasti PAP
tepinéliai, o tada ant Sepetélio tipo jrankio likes méginys surenkamas j

,BD SurePath” konservavimo skys¢io meginiy émimo buteliuka.

Atvezta j laboratorijg kiekviena i§saugota Igsteliy suspensija buvo
apdorojama pagal ,.BD PrepStain System*” protokolg. Gauta ,BD SurePath*“
skaidré ir atitinkama jprasto PAP tepinélio skaidre buvo tikrinamos
rankomis ir diagnozuojamos atskirai, taikant diagnostikos kategorijas pagal
.Bethesda"“ sistema. Visur patologas vertino visas nenormalias skaidres.

Pagal Shatzkin aprasytg metodg!?, Siame tyrime paskirtoje referentinéje
vietoje dalyvavo nepriklausomas referentinis patologas, kuris i$ visy viety
slaptai perzidréjo visus nenormalius arba prieStaringus atvejus, atkdrimo
atvejus ir 5 % normaliy atvejy ir pateiké kiekvieno atvejo ,tikrajg“ diagnoze.

Pacienty charakteristikos

Tyrime dalyvavusiy motery amzZius buvo nuo 16 iki 87 mety, iS jy — 772
pomenopauzinio amziaus moterys. |5 8807 tyrime dalyvavusiy pacienciy,
1059 jau anksciau buvo nustatyti nenormalls PAP tepinéliy rezultatai. Visg
tirty pacienciy populiacijg sudaré toliau iSvardytos rasiy grupés: baltaodés
(44 %), juodaodés (30 %), azijietés (12 %), ispanés (10 %), indénés (3 %)
ir kt. (1 %).

3 Lietuviy

IS tyrimo buvo pasalintos neteisingai dokumentus uzpildziusios, jaunesnés
nei 16 mety moterys, pacientés, kurioms buvo pasalinta gimda ir paimti
citologiniu atzvilgiu netinkami ir nepakankami méginiai. Atrenkant didelés
rizikos, retai besitirianCias ir nepastovias pacientes, buvo siekiama jtraukti
kuo daugiau gimdos kaklelio vézio ir ikivéziniy ligy atvejy.

15 10 335 visy atvejy buvo priimti ir aStuoniose skirtingose tyrimo vietose
ivertinti 9046 atvejai. 18 8iy 9046 atvejy 8807 atitiko ,Bethesda“ sistemos
ruos$inio tinkamumo reikalavimus ir buvo tinkami naudoti visapusiSkai abiejy
ruoSiniy diagnozei.

Tyrimo rezultatai

Klinikinio tyrimo tikslas buvo patikrinti ,BD PrepStain System* pagaminty
,BD SurePath* skaidriy ir jprastai paruosty PAP tepinéliy veiksminguma.
Abiejy ruosiniy tipy skaidrés buvo suklasifikuotos pagal ,Bethesda“
sistemos kriterijus. Tyrimo protokolas buvo SaliSkas jprasto PAP tepinélio
atzvilgiu, nes i$ pradZiy visada buvo ruoSiami jprasti PAP tepinéliai, taigi
,BD SurePath” skaidrei tekdavo tik ant Sepetélio tipo jrankio likusi medziaga
(t. y. ta méginio dalis, kuri paprastai i§metama).’2 Numatyta ,BD SurePath*
skystujy terpiy PAP tyrimo paskirtis yra tiesioginis surinkimas j buteliuka, kur
visos surinktos Igstelés bus prieinamos ,BD PrepStain System*.
Siekdamas palyginti ,BD SurePath“ skaidriy ir jprasto PAP tepinélio
skaidriy jautruma, kai Sios nuskaitomos rankomis, referentinis patologas
nustate atvejy nenormalumo lygj ir palygino su tyrimo vietose atliktomis
diagnozémis. Referentiné diagnozé buvo grindziama nepriklausomo
referentinio patologo nustatyta bet kurios skaidrés ruoSinio labiausiai
nuo normos nukrypusia diagnoze. Sis rezultatas buvo naudojamas kaip
Jeisinga“ diagnozeé arba referentiné reikSmé norint palyginti viety rezultatus
naudojant ,BD PrepStain System“ ,BD SurePath“ skaidriy ruosinj ir jprasto
PAP tepinélio ruosSinj. Nuliné hipoteze, kad dviejy skaidriy ruosiniy metody
jautrumas yra vienodas, buvo patikrinta naudojant McNemar chi kvadrato
suporuoty duomeny tyrimg.13 Siuo statistikos tyrimu buvo lyginami dviejy
ruo$imo metody skirtingi rezultatai.
1 lenteléje pateikiamas tiesioginis visy viety ,BD SurePath* skaidriy ir
iprasty skaidriy rezultaty palyginimas Sioms diagnostinéms kategorijoms:
nevirsija normaliy riby (WNL), atipinés nenustatytos reikSmés ploks¢iojo
epitelio Igstelés / atipinés nenustatytos reikSmeés liaukinés Igstelés
(ASCUS / AGUS), nezymus plokscialgsteliniai intraepiteliniai pakitimai
(LSIL), zymus plokscialasteliniai intraepiteliniai pakitimai (HSIL) ir vézio
zymuo (CA).
1 lentelé Pirmasis padalyty méginiy tyrimas. 8807 poriniai méginiai — viety

rezultaty palyginimas — be referentinio patologo

Rezultatai pagal vietg

Vietos nr. S':i“l‘o':;'“ WNL | ASCUS | AGUS | LSIL | HSIL | CA |I$viso
SP 873 | 56 2 42 5 0 978

! CN 881 | 46 2 29 20 0 978
SP [1514 | 47 4 81 24 0 1670

2 CN | 1560 | 33 6 40 31 0 1670
SP 668 | 15 1 13 7 0 704

3 CN 673 | 11 0 13 6 1 704
A sP [1302| 60 2 19 5 0 1388
CN |1326| 37 2 19 4 0 1388

SpP 465 | 25 1 5 1 0 497

° CN 444 | 45 1 4 3 0 497
. sP | 1272| 179 6 83 35 1 1576
CN | 1258 | 209 9 68 30 2 1576

SP 438 | 66 17 13 14 23 | 571

! CN 417 | 93 19 4 22 16 571
sp [1227] 61 3 86 44 2 1423

8 CN | 1200| 57 0 94 61 2 1423
o sP [7759| 509 36 342 | 135 | 26 | 8807
IS viso CN | 7768 | 531 39 271 | 177 | 21 | 8807

SP — ,BD SurePath*” skaidrés
CN — |prastai paruo$tos skaidrés
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2 lenteléje pateikiamas tiesioginis visy viety ,BD SurePath* ruoSinio
metodo ir jprasto PAP tepinélio ruosinio rezultaty palyginimas pagal visas
diagnostinio gydymo kategorijas.
2 lentelé Pirmasis padalyty méginiy tyrimas. 8807 poriniai méginiai — visy
viety rezultaty palyginimas — be referentinio patologo
|prastai paruostas PAP tepinélis

5 lentelé Pirmasis padalyty méginiy tyrimas. Visy viety rezultaty, kada
méginiai pagal referentinj metoda buvo priskirti HSIL+ grupei,
palyginimas — priestaringy klaidy analizé (LSIL néra klaida)

|prastai paruosta skaidrée

WNL (ASCUS| AGUS | LSIL | HSIL | CA |[IS viso

WNL | 7290 | 361 20 63 24 1 7759

ASCUS| 343 101 44 15 2 509
,BD Pril:)Stain“ AGUS | 26 6 0 0 0 36
paruosta 1 342

,,BD SurePath“

HSIL 20 10 17 79 2 135

4
4

LSIL | 87 52 2 147 | 53
7
2

CA 2 1 0 6 15 26

IS viso | 7768 | 531 39 271 177 21 8807

1ir 2 lentelése nepriklausomo referentinio patologo rezultatai neatsispindi.
3 Lentelé Pirmasis padalyty méginiy tyrimas. Visy viety rezultaty, kai
atvejai pagal referentinj metodg buvo priskirti ASCUS / AGUS
grupei, palyginimas — priestaringy klaidy analizé
|prastai paruosta skaidré

Sékmingai Klaida
Su ,,BD PrepStain“ Sékmingai 113 205 318
paruosta
,,BD SurePath“ PAP
tyrimo skaidre Klaida 180 229 409
293 434 727

Sékmingai = ASCUS / AGUS

Klaida = WNL ir reaktyvis / reparaciniai

McNemar tyrimo rezultatas: X2 mc =1,62, p =0,2026

|prastai paruostos skaidrés klaidos: 205

,BD SurePath“ skaidrés klaidos: 180

3 lenteléje pateikiami atvejy, kuriuos referentinis patologas priskyré

prie ASCUS arba AGUS, rezultatai. Sis vertinimas leidZia i$analizuoti

priestaringas klaidas ir taip jvertinti metody jautruma pagal padalyty méginiy

tyrimo sgranga. Klaidos apima WNL ir reaktyvius / reparacinius atvejus.

McNemar tyrimu nustatyta p reikSmé virsijo 0,05, todél ,BD SurePath* ir

iprasto PAP tepinélio rezultatai buvo vienodi.

4 Lentelé Pirmasis padalyty méginiy tyrimas. Visy viety rezultaty, kada
meéginiai pagal referentinj metodg buvo priskirti LSIL grupei,
palyginimas — priestaringy klaidy analizé

|prastai paruosta skaidré

Sékmingai Klaida
Su ,,BD PrepStain“ Sékmingai 140 63 203
paruosta
,,BD SurePath“ PAP
tyrimo skaidré Klaida 54 86 140
194 149 343

Sékmingai = LSIL

Klaida = WNL, reaktyvis / reparaciniai ir ASCUS / AGUS

McNemar tyrimo rezultatas: X2 mc = 0,69, p = 0,4054

|prastai paruostos skaidrés klaidos: 63

,,BD SurePath“ skaidrés klaidos: 54

4 lenteléje pateikiami atvejy, kuriuos referentinis patologas priskyré prie
LSIL, rezultatai. Klaidos apima WNL, reaktyvius / reparacinius ir ASCUS /
AGUS atvejus. Kaip ir ASCUS / AGUS atveju, dviejy padalyty meéginiy tyrimo
metody jautrumas buvo statistiSkai vienodas, kai p reikSme virsijo 0,05.

4 Lietuviy

Sékmingai Klaida
Su ,,BD PrepStain“ | Sékmingai 160 28 188
paruosta
»,BD SurePath“ PAP
tyrimo skaidré Klaida 36 38 74
196 66 262

Sékmingai = HSIL+

Klaida = WNL, reaktyvis / reparaciniai ir ASCUS / AGUS

McNemar tyrimo rezultatas: X2 mc =1,00, p =0,3173

|prastai paruostos skaidrés klaidos: 28

»,BD SurePath“ skaidrés klaidos: 36

5 lenteléje pateikiavmi atvejuy, kuriuos referentinis patologas priskyré prie

HSIL+, rezultatai. Siame palyginime LSIL buvo vertinamas ne kaip klaida,

o kaip neatitikimas.10.14.15 Klaidos apima WNL, reaktyvius / reparacinius

ir ASCUS / AGUS atvejus. Si priestaringy klaidy jautrumo analizé parodé

padalyty méginiy tyrimo metody statistinj atitikima.

6 lentelé Pirmasis padalyty méginiy tyrimas. Vézio atvejy priestaringy
klaidy analizé (HSIL néra klaida; LSIL laikomas klaida)

|prastai paruosta skaidré

Sékmingai Klaida
Su,,BD PrepStain“ | Sékmingai 19 2 21
paruosta
,,BD SurePath“ PAP
tyrimo skaidré Klaida 5 1 6
24 3 27

Sékmingai = vézio zymuo

Klaida = WNL, reaktyvis / reparaciniai, ASCUS / AGUS ir LSIL

McNemar tyrimo rezultatas: X2 mc =1,645, p = 0,1980

|prastai paruostos skaidrés klaidos: 2

,,BD SurePath“ skaidrés klaidos: 5

6 lenteléje pateikiami atvejy (i$ visy viety), kurie pagal referentinj metodg

buvo jvertinti kaip véziniai, rezultatai. Klaidos apima WNL, reaktyvius /

reparacinius, ASCUS / AGUS ir LSIL atvejuvs. Priestaringy klaidy jautrumo

analizé parodé metody statistigj atitikimg. Sie 27 vézio atvejai buvo jtraukti j

pakartotinio vertinimo tyrimg. Siuos duomenis galite rasti 9 lenteléje.

7 lentelé Pirmasis padalyty méginiy tyrimas. Visy viety rezultaty, kai
atvejai pagal referentinj metodg buvo priskirti prie HSIL+,
palyginimas — pries$taringy klaidy analizé (LSIL Sioje analizéje
buvo laikoma klaida)

|prastai paruosta skaidrée

Sékmingai Klaida
Su ,,BD PrepStain“ Sékmingai 94 33 127
paruosta
,,BD SurePath“ PAP
tyrimo skaidré Klaida 67 68 135
161 101 262

Sékmingai = (HSIL+)

Klaida = WNL, reaktyvis / reparaciniai, ASCUS / AGUS ir LSIL
McNemar tyrimo rezultatas: X2 mc = 11,56, p = 0,0007
|prastai paruostos skaidrés klaidos: 33

»,BD SurePath“ skaidrés klaidos: 67
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7 lenteléje pateikiami atvejy, kuriuos referentinis patologas priskyré prie
HSIL+, rezultatai. Klaidos apima WNL, reaktyvius / reparacinius, ASCUS

/ AGUS ir LSIL atvejus. Nors ir nesilaikant pradinio tyrimo protokolo9,

buvo atliktas statistinis metody palyginimas lyginant atvejj, kai LSIL buvo
palaikytas diagnostine klaida, ir atvejj, kurj vienintelis nepriklausomas
referentinis patologas priskyré prie HSIL+. Siame statistiniame diagnostinio
jautrumo palyginime, kai LSIL yra laikomas klaida, o ne nezymiu neatitikimu,
,BD PrepStain“ sistemos paruostos ,BD SurePath* skaidrés nebuty
lygiavertés jprastai paruoStam PAP tepinéliui nustatant HSIL+ nenormaluma
per padalyty méginiy tyrima.

HSIL+ ATVEJU PASLEPTAS PAKARTOTINIS |VERTINIMAS

Siekiant nustatyti, ar rezultatams jtakos turéjo ruosiniy kokybé arba
interpretavimo subjektyvumas, buvo atliktas naujas jvertinimas. Dél

262 atvejy, kurie pradiniame tyrimo etape (7 lentelé) buvo diagnozuoti

kaip HSIL+, buvo atlikta papildoma analizé, i$ pradziy jgyvendinus

naujg citologijos specialistams skirta mokymo programa, kurioje buvo
akcentuojamas ,Bethesda“ sistemos diagnostiniy grupiy interpretavimo
nuoseklumas. Sie HSIL+ atvejai pakartotiniam vertinimui buvo vél paslépti
ir jtraukti j analize kaip 2 438 méginiy, paruosty naudojant tg patj padalyty
méginiy protokolg, dalis. Tada tyrimo viety rezultatai tiriant du ruoSinius
buvo lyginami su nauja referentine reikSme, kuri, pritariant maziausiai dviem
arba trims nepriklausomiems referentiniams patologams, buvo pripazjstama
labiausiai nuo normos nukrypusia citologijos diagnoze.

Per pakartotino vertinimo referentinj procesa priestaringy atvejy abiejy
skaidriy ruoSinius (su ,BD PrepStain“ paruosty ,BD SurePath® skaidriy ir
iprastai paruosty skaidriy) dar karta iSanalizavo antrasis citotechnologas,

0 naujai nustatyti nukrypimai nuo normos buvo pridéti prie nustatytyjy

per pradine patikrg. Tada trys referentiniai citopatologai jvertino visus

priestaringus atvejus pagal paslépta protokolg. Sis grieZtesnis referentinis

metodas sumazino HSIL+ referentiniy atvejy skai€iy nuo 262, uzfiksuoty
atliekant pradinj tyrimag, iki 209, atliekant pakartotinj vertinimg. 53 atvejy
skirtumg galima paaiskinti toliau aprasytu badu. 48 atvejai taikant
grieztesnj referentinj metodg buvo diagnozuoti kaip LSIL ar maziau rimti;
atlikus pakartotinj vertinimg, 3 atvejai pakartotinai jvertinus buvo pripazinti
netinkamais; likusiy 2 atvejy per pasléptg pakartotinio vertinimo tyrimg
ivertinti nebuvo jmanoma.

8 lentelé Pakartotinio vertinimo tyrimas. 209 pradiniy HSIL+ atvejy
priestaringy klaidy analizé, kai pradiniai atvejai buvo pakartotinai
jvertinti taikant grieztesnius referentinius kriterijus ir jtraukiant tris
nepriklausomus referentinius patologus

|prastai paruosta skaidre

Sékmingai Klaida
Su ,,BD PrepStain“ | Sékmingai 153 26 179
paruosta
»,BD SurePath“ PAP
tyrimo skaidré Klaida 24 6 30
177 32 209

Sékmingai = HSIL+

Klaida = WNL, reaktyvis / reparaciniai, ASCUS / AGUS ir LSIL
McNemar tyrimo rezultatas: X2 mc =0,02, p = 0,8875

|prastai paruostos skaidrés klaidos: 26

»,BD SurePath“ skaidrés klaidos: 24

8 lenteléje pateikiami atvejy, kuriuos referentinis patologas priskyrée prie
HSIL+, rezultatai. Klaid9s apima WNL, reaktyvius / reparacinius, ASCUS /
AGUS ir LSIL atvejus. Siame palyginime LSIL buvo laikomas diagnostine
klaida lyginant su atveju, kurj nepriklausomas referentinis patologas priskyré
prie HSIL+. Diagnostinio jautrumo palyginimas parodé dviejy metody
statistinj vienoduma.

5 Lietuviy

9 lentelé Pakartotinio vertinimo tyrimas. Vézio atvejy priestaringy klaidy
analizé (HSIL néra klaida; LSIL laikomas klaida)

|prastai paruosta skaidrée

Sékmingai Klaida
Su ,,BD PrepStain“ | Sékmingai 32 3 35
paruosta
»,BD SurePath“ PAP
tyrimo skaidré Klaida 3 0 3
35 3 38

Sékmingai = vézio zymuo
Klaida = WNL, reaktyvus / reparaciniai, ASCUS / AGUS ir LSIL
McNemar tyrimo rezultatas: X2 mc = 0,00, p =1,0000
|prastai paruostos skaidrés klaidos: 3
,»,BD SurePath“ skaidrés klaidos: 3
9 lenteléje pateikiami atvejy (i$ visy viety), kurie pagal naujg referentinj
metodg buvo jvertinti kaip véziniai, rezultatai. Klaidos apima WNL,
reaktyvius / reparacinius, ASCUS / AGUS ir LSIL atvejus. LSIL interpretacija
Iémé vieng klaida. Visos kitos klaidos buvo dél skaidriy interpretavimo kaip
ASCUS / AGUS arba WNL. Priestaringy klaidy jautrumo analizé parodé
metody statistinj atitikima.
Pasléptame pakartotiniame vertinime buvo 2097 nauiji atvejai, panaudoti
pradiniams HSIL+ méginiams i$ naujo paslépti. Siy naujy atvejy ruoSiniy
analizé ir palyginimas pateikiami 10 lenteléje.
10 lentelé Pakartotinio vertinimo tyrimas. 2097 tiesioginiy viety rezultaty

palyginimas — be referentinio patologo

|prastai paruostas PAP tepinélis

WNL [ASCUS| AGUS | LSIL | HSIL | CA |I5 viso
WNL | 1561 | 128 0 47 | 30 | 0 | 1766
Su AscUs| 80 | 37 1 6 8 | 1| 133
,»BD PrepStain“
paruoita AGUS | 9 7 0 0 1 o | 17
»BD SurePath®™ | g | 33 | 11 1 3 | 11| 1| 9
PAP tyrimo

skaidre HSIL 26 18 1 18 19 3 85
cCA | 1 2 0 0 1|2 s

I$ viso | 1710 | 203 3 104 | 70 | 7 | 2097

15 2097 anksciau aprasyty naujy atvejy, referentiniai patologai 77
diagnozavo kaip HSIL+. 11 lenteléje pateikiama Siy 77 HSIL+ atvejy
jautrumo analizé.

11 lentelé Pakartotinio vertinimo tyrimas. Visy viety rezultaty, kai
atvejai pagal referentinj metodg buvo priskirti prie HSIL+,
palyginimas — prieStaringy klaidy analizé (LSIL Sioje analizéje
buvo laikoma klaida)

|prastai paruosta skaidré

Sékmingai Klaida
Su

,BD PrepStain“| Sékmingai 25 21 46

paruosta
,,BD SurePath“

PAP tyrimo Klaida 21 10 31
skaidré

46 31 77

Sékmingai = HSIL+

Klaida = WNL, reaktyvis / reparaciniai, ASCUS / AGUS ir LSIL
McNemar tyrimo rezultatas: X2 mc = 0,00, p =1,0000

|prastai paruostos skaidrés klaidos: 21

,,BD SurePath“ skaidrés klaidos: 21

11 lenteléje pateikta prieStaringy klaidy analizé parodé, kad abiejy ruoSiniy
metody atvejais uzfiksuotas vienodas HSIL+ praleidimy skaicius. Klaidos
apima WNL, reaktyvius / reparacinius, ASCUS / AGUS ir LSIL atvejus.
Statistinis tyrimas atskleidé padalyty méginiy tyrimo dviejy metody atitikimg
net ir tokiu atveju, kai LSIL yra laikomas klaida, palyginti su referentine
reikSme HSIL+.
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12 lenteléje apibendrinamos visose vietose aptikty gerybiniy pakitimy

13 lentelé Pirmasis padalyty méginiy tyrimas. RuoSiniy tinkamumo rezultatai

aprasomc3swsI dlag.nozes. o _ N . Su_BD PrepStain®
12 lentelé Pirmasis padalyty meéginiy tyrimas. Gerybiniy Igsteliy I paruosta |prastai paruosta
pakitimy santrauka Ruosiniy tinkamumas ,BD SurePath“ PAP skaidrée
(pacienciy skaicius: 9046) tyrimo skaidré
Su ,BD PrepStain® ) i} Skaicius | % | Skaicius | %
paruosta |prastai paruosta - -
Aprasomoji diagnozé ,BD SurePath“ PAP skaidré Tinkami 7607 84,1 6468 71,5
(pacientiy skaiéius: 8807) tyrimo skaidré Tinkami, bet riboti dél: 1385 15,3 2489 275
Skaicius % Skaicius % ikalini
o o Endogerwkahmo komponento 1283 142 1118 12.4
o ’ . nebuvimo
Gerybiniai Igsteliy pakitimai
*Infekcija: Oro sausinimo artefakto 0 0 17 0,2
Candida rasys 440 5,0 445 51 Tirsto tepinélio 1 <0,1 0 0
Trichomonas vaginalis 118 1,3 202 2,3 NerySkumo dél kraujo 53 06 121 1.3
Nerysk dél uzdegi
Herpes 8 01 6 01 erySkumo dél uzdegimo 102 1,1 310 3.4
Nepakankamo plokscialgstelinio
Gardnerella 85 1,0 44 0,5 epitelio Iasteliy kiekio 4 <01 7 0.1
Actinomyces rasys 6 0,1 2 <0,1 Citolizés 10 0,1 11 0,1
Bakterijos (kitos) 52 0,6 191 2,2 Klinikinés istorijos nebuvimo 0 0 0 0
wok & i N
Reljlt(.tyvys reparaciniai 424 48 319 36 enurodyta 60 0,7 1018 11,3
pakitimai Netinkami vertinti dél: 54 0,6 89 1,0
* Lenteléje pateiktoje infekcijos kategorijoje buvo pastebéta infekciniy Endocervikalinio komponento 42 05 42 05
ligy sukéléjy. Su vienu atveju gali biti susijes daugiau nei vienas nebuvimo ' '
organizmy tipas. Oro sausinimo artefakto 0 0 0
** Reaktyvis reparaciniai pakitimai apémé reaktyvius pakitimus, susijusius Tirsto tepinélio 0 2 <0,1
su uzd_gglmu,_atroflnlu v_a_gl_nltu, spvlrj_dulluot_e ir varlnevs'_spwale_s _ Nery&kumo dél kraujo 7 01 5 01
naudojimu, taip pat su tipiniu plok$cialgstelinio, plokscialgstelinio — ————
metaplastinio arba stulpinio epitelio Iasteliy atsikarimu. NerySkumo dél uzdegimo 6 0.1 5 0.1
Tarp visy 8807 atvejy ,netinkamy* jvertinimy nebuvo nei bandymo vietose, Ng;taa:karkatm:.o i'_ot_sc'a'aSte"”'o 6 0,1 0 0
nei referentinéje vietoje. Dar 239 méginiy vienas arba abu ruoSiniai oplielo ‘gstely Kiekio
buvo jvertinti kaip ,netinkami* tiek bandymo vietose, tiek referentinéje Citolizes 0 0 1 <0,
vietoje arba kurioje nors i$ jy. IS 239 netinkamy atvejy 151 atveju buvo Klinikinés istorijos nebuvimo 0 0 0 0
iSbrokuotos tik jprastos skaidrés, 70 atvejy — tik ,BD SurePath* skaidreés, Nenurodyta 37 04 32 05

o 18 atvejy buvo iSbrokuotos tiek jprastos, tiek ,BD SurePath” skaidrés.
Visi netinkami atvejai buvo pasalinti i$ diagnostikos palyginimo pagal
,Bethesda“ sistemos kategorijas, taciau jie buvo vél jtraukti atliekant
ruoSiniy tinkamumo palyginima.

13—16 lentelése pateikiami visy viety ruosiniy tinkamumo rezultatai.

6 Lietuviy

Pastaba: kai kurios pacientés pateko j daugiau nei vieng subkategorijg.
Referentinis patologas nustaté daugiau netinkamy atvejy ir bendras
netinkamy rezultaty skaicius pateikiamas 15 lenteléje. Lenteléje
SAT = tinkamas, SBLB = tinkamas, bet ribotas dél (konkrecios salygos), ir
UNSAT = netinkamas.
14 lenteléje pateikiami ruoSiniy tinkamumo palyginimo rezultatai abiejy
ruoSiniy metody atvejais. Tarp ,BD SurePath* skaidriy, palyginti su
iprastinémis skaidrémis, buvo nustatyta gerokai maziau netinkamy ir
SBLB atvejy.
14 lentelé Pirmasis padalyty meginiy tyrimas. Visy klinikiniy tyrimy viety

ruosiniy tinkamumo rezultatai

|prastai paruosta skaidré

SAT SBLB UNSAT
SAT 5868 1693 46 7607
Su ,,BD PrepStain“
paruosta
,BD SurePath“ PAP | SBLB 579 772 34 1385
tyrimo skaidré
UNSAT 21 24 9 54
6468 2489 89 9046

UNSAT: McNemar tyrimo rezultatas: X2 mc = 9,33, p = 0,0023
SBLB: McNemar tyrimo rezultatas: X2 mc = 546,21, p = 0,0000
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15 lenteléje pateikiamas tinkamy ir netinkamy ruosiniy i$ vertinimy tyrimy
vietose ir referentinéje vietoje palyginimas. ,BD SurePath” skaidriy atveju,
lyginant su jprastinémis skaidrémis, buvo nustatytas statistiSkai reikSmingas
netinkamy atvejy skai€iaus sumazéjimas.
15 lentelé Pirmasis padalyty méginiy tyrimas. Netinkamy rezultaty i$
klinikiniy tyrimy viety ir referentinés vietos palyginimas
|prastai paruosta skaidré

SAT UNSAT
Su ,,BD PrepStain“ SAT 8807 151 8958
paruosta
,,BD SurePath“ PAP
tyrimo skaidré UNSAT 70 18 88
8877 169 9046

McNemar tyrimo rezultatas: X2 mc = 29,69, p = 0,0000

16 lentelé RuoSiniy tinkamumo rezultatai pagal vietg — SBLB dazniai be
endocervikalinio komponento (ECC)

Veta | Awejai | EDSurePatsLe | OO e e
ECC skaiciaus (%)
1 995 60 (6,0) 85 (8,5)
2 1712 121(7,1) 54 (3,2)
3 712 180 (25,3) 141 (19,8)
4 1395 165 (11,8) 331(23,7)
5 500 58 (11,6) 56 (11,2)
6 1695 473 (28,2) 238 (14,2)
7 589 19 (3,3) 3(0,5)
8 1448 207 (14,3) 210 (14,5)
Visos vietos 9046 1283 (14,2) 1118 (12,4)

Endocervikaliniy Igsteliy nustatymas (16 lentelé) jvairiose tyrimo vietose
buvo skirtingas. Apskritai, lyginant jprasto PAP tepinélio ir ,BD SurePath®
skaidriy metodus buvo nustatytas 1,8 % endocervikaliniy Igsteliy aptikimo
skirtumas, o tai panasu j ankstesniy tyrimy, kuriuose buvo taikoma padalyty
meéginiy metodika, rezultatus.16.17

Tiriant su ,BD PrepStain System* pagamintas ,BD SurePath” skaidres
padalyty méginiy metodo palyginimuose, jvairiose pacienciy populiacijose ir
jvairiomis laboratorijos sglygomis gaunama rezultaty, panasiy j jprasty PAP
tepinéliy. Be to, naudojant ,BD SurePath* skaidres, palyginti su jprastais
PAP tepinéliais, buvo nustatyta gerokai maziau netinkamy ir SBLB atvejy.
Todél nustatant atipines Igsteles, ikivézinius pakitimus, gimdos kaklelio

vézj ir visas kitas citologines kategorijas, apibréztas ,Bethesda“ sistemoje,
,BD SurePath” skaidrés gali bati naudojamos vietoj jprasty PAP tepinéliy.

,»,BD SUREPATH*“ PAP TYRIMO SKAIDRES RUOSINIO

IVERTINIMAS NAUDOJANT ,,BD PREPMATE* IR ,,BD SUREPATH*
RANKIN] METODUS

,BD Diagnostics* (anks¢iau zinoma kaip , TriPath Imaging“) atliko Zvalgomajj
daugiacentrj klinikinj tyrimg, siekdama jvertinti dvi FDA patvirtintos

,BD SurePath* skaidriy ruo$imo procediros modifikacijas. Patvirtintojo

,BD SurePath* skaidriy ruo$imo proceso modifikacijos yra Sios:

» Pridedamas ,BD PrepMate Automated Accessory” automatizuotasis
priedas (,BD PrepMate” metodas), kuris automatizuoja pirmuosius
rankinius ,BD PrepStain® laboratorijos proceso Zingsnius.

,BD PrepMate” automatiSkai sumai$o meéginius ir paima juos i$

,BD SurePath” konservavimo skys¢io méginiy émimo buteliuky, o tada
deda juos ant ,BD Density Reagent® (tankio reguliavimo reagento) j
tyrimo mégintuveél].

» ,BD SurePath” rankiniu metodu, kai uzuot naudojes Igsteliy
suspensijai ir skaidrei dazyti ,BD PrepStain“ skaidriy procesoriy,
laboratorijos specialistas rankomis uzdeda Igsteliy suspensijg ant
skaidrés ir tada nudazo.

7 Lietuviy

Per §j tyrimg atliekant pasléptg dabartiniu metu patvirtintos ,BD SurePath*“
skaidriy ruoSimo procediros dviejy alternatyvy palyginima, buvo jvertinta
daugiau nei 400 atvejy. Palyginimas buvo pagrjstas morfologiniais ir
kokybés kriterijais, taikytais abiem metodais ruoSiamoms skaidréms.
Pagrindiniai tyrimo tikslai buvo:

» |vertinti ,BD SurePath” skaidriy, paruosty taikant ,BD PrepMate*
metoda, morfologinius ir kokybés aspektus, palyginti su skaidrémis,
kurios buvo paruostos pagal patvirting metoda, naudojant
,BD PrepStain System” (vadinama ,BD PrepStain“ metodu).

» )vertinti ,BD SurePath” PAP tyrimo skaidriy, paruosty taikant
,BD SurePath” rankinj metodg, morfologinius ir kokybés aspektus,
palyginti su skaidrémis, kurios buvo paruostos pagal patvirting
,BD PrepStain“ metoda.

Papildomi tyrimo tikslai buvo:

* Nustatyti, ar deréjimo tarp patvirtintojo ,BD PrepStain“ metodo ir
,BD PrepMate” metodo lygis buvo didesnis, nei baty galima tikétis vien
dél atsitiktinumo.

* Nustatyti, ar deréjimo tarp patvirtintojo ,BD PrepStain“ metodo ir
,BD SurePath” rankinio metodo lygis buvo didesnis, nei baty galima
tikétis vien dél atsitiktinumo.

» )vertinti méginio tinkamuma pagal ,BD PrepStain System*
standartus, pritaikant juos ,BD PrepMate” metodu ruoSiamoms
,BD SurePath” skaidréms.

» |vertinti méginio tinkamumg pagal ,BD PrepStain System* standartus,
pritaikant juos ,BD SurePath” rankiniu metodu ruoSiamoms
,BD SurePath” skaidréms.

,»,BD PREPMATE AUTOMATED ACCESSORY*
AUTOMATIZUOTASIS PRIEDAS

,BD PrepMate” instrumentas yra ,BD PrepStain“ sistemos priedas,

kuris automatizuoja du rankinius ,BD PrepStain“ laboratorijos proceso
Zingsnius — méginio maiSyma ir sluoksniavima. ,BD PrepMate* gerai
sumai$o meéginius ir tiksliai paima juos i$ ,BD SurePath” konservavimo
skys€io méginiy émimo buteliuky, o tada sluoksniais deda juos ant

,BD Density Reagent” (tankio reguliavimo reagento) j tyrimo mégintuvél]. |
instrumento déklg dedamas méginiy stovelis su i$ anksto sudétais méginiy
émimo buteliukais, Svirk&timo pipetémis ir tyrimo mégintuvéliais (su

BD tankio reguliavimo reagentu). Stovelyje gali bati iki dvylikos buteliuky,
meégintuvéliy ir Svirkstimo pipeciy, kurie iSdéliojami trimis eilémis po keturis.
Buteliukai, SvirkStimo pipetés ir mégintuvéliai yra vienkartiniai. Juos galima
naudoti tik vieng kartg, kad méginys neuzsitersty.

,»,BD SUREPATH"“ RANKINIS METODAS

Naudojant ,BD SurePath* rankinj metoda, Igsteliy suspensijos sluoksnis
ant skaidriy dedamas ir ruo$inys nudazomas rankomis. Ginekologinio
méginio paémimo ir apdorojimo proceduros tiek rankinio, tiek patvirtintojo
,BD PrepStain“ metodo yra vienodos iki naudojant ,BD PrepStain Slide
Processor* skaidriy procesoriy.

Taikant ,BD PrepStain“ metoda, centrifuguotos Igsteliy granulés

yra dedamos tiesiogiai ant ,BD PrepStain Slide Processor” skaidriy
procesoriaus automatizuotai apdoroti ir taip pagaminti nudazytas

,BD SurePath* skaidres.

Taikant ,BD SurePath” rankinj metoda, j centrifuguotas lasteliy granules
ipilama dejonizuoto vandens, paskui miSinys pasukiojamas siekiant i$
naujo jj suspenduoti ir paimti atsitiktinj méginj. Méginys perkeliamas

i BD nusésdinimo kamerg, jtaisytg ant ,BD SurePath PreCoat Slide*
skaidrés. Kai méginys nuséda ant skaidrés, méginys dazomas atliekant
partijos Papanicolaou dazymo procedira.
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SKAIDRIY APSKAITA

17 lenteléje parodyta, kiek skaidriy buvo panaudota klinikiniuose tyrimuose.

Svarbu pazymeéti, kad tyrimo rinkinj sudaré trys skaidrés vienam atvejui.
17 lentelé Skaidriy apskaita

Atvejai Skaidrés
Visas j tyrima jtraukty skaidriy skaicius 471 1413
Visas i$ analizés pasalinty skaidriy skaicius -68 -204
Ne visa dokumentacija -39 -117
Neteisingai paruostos skaidrés -24 -72
Kitos pasalinimo priezastys* -5 -15
Visas j analize jtraukty skaidriy skaicius 403 1209

* Trokstami méginiai, dubliuoti pacienciy numeriai ir kt.
POPULIACIJOS DEMOGRAFINES CHARAKTERISTIKOS

18 lenteléje pateikiami visy j tyrimo populiacijg jtraukty pacienciy
amziaus duomenys.

18 lentelé Pacienciy demografiniai duomenys

Amzius Atvejy skaicius
19 m. arba jaunesnés 3

20-29 73
30-39 158
40-49 105

50 + 64

1S viso 403

19 lenteléje pateikiama visy j tyrimo populiacijg jtraukty atvejy dabartiné
klinikiné informacija, o 20 lenteléje — klinikiné istorija. Atkreipkite démesj
j tai, kad buvo galima pasirinkti daugiau nei vieng variantg, taigi bendras

atvejy skaicius gali nesutapti su bendru tyrimo populiacijos atvejy skaiciumi.

19 lentelé Dabartiné klinikiné informacija

Klinikiné informacija Atvejy skaicius
Ciklinis 241
Nereguliarus ciklas 69
Histerektomija 16
Néstumas

Po aborto

Po gimdymo

Po menopauzés 58
Perimenopauzé 1
Nusilpes imunitetas

Nenormalus GYN pateikimas

Maksties iSskyros 137
Estrogeny pakaitiné terapija 19
Variné spiralé 2
Geriamieji kontraceptikai / implantas 20
Jokiy kontraceptiniy priemoniy 181
Informacijos néra 22

20 lentelé Klinikiné istorija

Istorija Atvejy skaicius
Ankstesné nenormali citologija 13
Nenormalaus kraujavimo pasireiskimas 36
Biopsija 3
VéZinis atvejis 1
Chemoterapija 0
Spinduliuoté 0
Kolposkopija 9
ZIV / AIDS 0
ZPV (Wart virusas) 0
Herpes 1
BTL istorija* 1
PID istorija** 57
Né vienas nepazymeétas 363

* Abiejy pusiy kiausintakiy perriS§imas
** Dubens uzdegimas

TYRIMO REZULTATAI

Sio tyrimo tikslas buvo parodyti, kad pagal ,BD PrepMate* metodo ir

,BD SurePath” rankinio metodo procediras paruostos ,BD SurePath*
skaidrés prilygsta skaidréms, paruostoms taikant patvirtintajj

metodu ir ,BD SurePath” rankiniu metodu paruostos skaidrés morfologijos
ir kokybés atzvilgiu yra tokio paties lygio kaip tos, kurios buvo paruostos
naudojant patvirtintajj ,BD PrepStain“ metoda.

Klinikiniai duomenys taip pat rodo, kad ,BD PrepMate“ metodui ir

,BD SurePath” rankiniam metodui bidingas toks pats diagnostinis
veiksmingumas kaip ir patvirtintajam ,BD PrepStain“ metodui. Be to,

,BD PrepMate“ metodu ir ,BD SurePath* rankiniu metodu paruosty
skaidriy tinkamumas nesiskiria nuo ty skaidriy, kurios buvo paruostos
naudojant patvirtintgjj ,BD PrepStain“ metoda. Sie rezultatai patvirtina,
kad ,BD PrepMate” metodas ir ,BD SurePath” rankinis metodas prilygsta
patvirtintajam ,BD PrepStain“ metodui.

MEGINIY MORFOLOGIJA IR KOKYBE
21 lenteléje pateikiami pagrindiniy tyrimo tiksly rezultatai. Kiekvienu metodu
paruo$ty skaidriy priimtinumas buvo vertinamas pagal lenteléje pateiktus
morfologijos ir kokybés kriterijus. Buvo apskaiciuota kiekvieno kriterijaus
priimtiny skaidriy dalis bei atitinkamas tikslus 95 % patikimumo intervalas.
21 lentelé Priimtinumo kriterijy koeficienty ir patikimumo intervaly

(PI) palyginimas

Skaidrés paruosimo metodas

- « ,,BD SurePath*
,»,BD PrepStain ,»,BD PrepMate rankinis metodas
[7/] (2] [}

s — ] — 8 —

c 2 c 2 c 2

o= 2. o= 2. T e

SE | e | g% | g | 2% | g%

s~ | F3 T~ | F3 g~ | F3

X 4 X

Dasymas 0,9876 | 0,9713, | 0,9926 | 0,9784, | 0,9901 | 0,9748,
Y (398/403) 0,9960 |(400/403)| 0,9985 |(399/403)| 0,9973
= Aiskumas 0,9876 | 0,9713, | 0,9876 | 0,9713, | 0,9975 | 0,9863,
5 (398/403)| 0,9960 ((398/403)| 0,9960 [(402/403)| 0,9999
= Branduolvs 0,9901 | 0,9748, | 0,9901 | 0,9748, | 0,9975 | 0,9863,
g y (399/403)( 0,9973 |(399/403)| 0,9973 |(402/403)| 0,9999
2 Citologiia 0,9950 | 0,9822, | 0,9901 | 0,9748, | 1,0000 | 0,9909,
'E- 9l (401/403)| 0,9994 ((399/403)| 0,9973 |(403/403)| 1,0000
i=| Sankaupy 0,9926 | 0,9784, | 0,9975 | 0,9863, | 0,9603 | 0,9363,
8 | susidarymas | (400/403)| 0,9985 |(402/403)| 0,9999 |(387/403)| 0,9771
Lasteliy 0,9305 | 0,9011, | 0,9454 | 0,9185, | 0,9404 | 0,9127,
kiekis (375/403)| 0,9533 ((381/403)| 0,9655 |(379/403)| 0,9615

8 Lietuviy
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,BD PrepMate“ metodo ir ,BD SurePath* rankinio metodo priimtinumo
koeficientai beveik visada prilygsta ,BD PrepStain“ metodo koeficientams
arba yra uz juos didesni. Be to, kiekvieno kriterijaus ,BD PrepMate*“ metodo
ir ,BD SurePath” rankinio metodo 95 % tikslaus patikimumo intervalai
gerokai virsSija tuos badingus patvirtintajam ,BD PrepStain“ metodui. Tai
leidzia teigti, kad ,BD PrepMate“ metodu ir ,BD SurePath” rankiniu metodu
paruostos skaidrés yra panasios morfologijos ir kokybés kaip ir skaidrés,
paruo$tos naudojant patvirtintgjj ,BD PrepStain“ metodg. Todél patvirtintojo
metodo ir Siy dviejy tyrimo metody paruosimo kokybé nesiskiria.

DIAGNOSTINIS SUDERINAMUMAS

Sioje analizéje lyginamos diagnozés pagal skaidres, paruo$tas naudojant
kiekvieng metodg. Sie duomenys gauti i$§ padalyty méginiy, todél 22 ir

23 lentelése pateiktos diagnoziy matricos yra pagrjstos kiekvieno tyrimo
skaidriy ruoS§imo metodo (,BD PrepMate“ metodo ir ,BD SurePath* rankinio
metodo) poriniais méginiais, kai tyrimo metodai lyginami su patvirtintuoju
,BD PrepStain® metodu. Idealu, jeigu diagnozé, gauta i$ skaidriy, kurios
paruo$tos naudojant du skirtingus metodus, sutampa. Kiek tokiy atvejy yra,
rodo skaidriy su identiSkomis diagnozémis skaicius, pateiktas pagrindinéje
kiekvienos lentelés jstrizainéje.

Pirmasis suderinamumo matas yra skaidriy pagrindinéje jstrizainéje dalis

ir atitinkami tikslis 95 % patikimumo intervalai. Antrasis suderinamumo
matas gaunamas i$ kapa statistikos; Sie kiekvieno palyginimo duomenys
apskaiciuojami ir patikrinami. Patikrinimas nustato, ar deréjimo tarp dviejy
metody lygis buvo didesnis, nei baty galima tikétis vien dél atsitiktinumo.
Pastebéjimai yra iSdéstyti tam tikra tvarka, todél svarbiausia turéti reikSmes,
esancias ant pagrindinés jstrizainés arba greta jos. Svoriné kapa statistika
suteikia daugiau svarbos pastebéjimams, kurie lentelése yra ant pagrindiniy
istrizainiy arba greta jy.

PATVIRTINTOJO ,,BD PREPSTAIN“ METODO IR ,,BD PREPMATE“
METODO PALYGINIMAS

22 lenteléje skaidriy skaicius pagrindinéje jstrizainéje yra 367
(2+334+8+6+5+11+1), o skaidriy dalis pagrindinéje jstrizainéje sudaro
0,9107 (367/403), kai tikslus 95 % patikimumo intervalas yra nuo

0,8785 iki 0,9366.

Jeigu i8 lentelés iStrinant pirmaja eilute ir pirmajj stulpelj pasalinamos
netinkamos skaidrés, lieka 397 skaidrés. Skaidriy dalis pagrindinéje
istrizainéje sudaro 0,9194 (365/397), o tikslus 95 % patikimumo intervalas
yra nuo 0,8881 iki 0,9442.

22 lenteleje pateikti rezultatai rodo, kad patvirtintasis ,BD PrepStain®
metodas ir ,BD PrepMate“ metodas turi didele skaidriy dalj, kuriai bidingas
diagnostinis suderinamumas, kaip rodo skaidriy dalis pagrindinéje lentelés
istrizainéje. O svoriné kapa analizé rodo, kad suderinamumas buvo daug
didesnis, nei galéty bati vien dél atsitiktinumo.
22 lentelé ,BD PrepStain“ir ,BD PrepMate” metody diagnoziy kryzminé

dazniy lentelé

,»,BD PrepStain“ metodo diagnozés

Netink.| WNL [BCC-RR|Atipija| LSIL | HSIL [DYSPL| AIS | CA (15 viso
Netink. | 2 1 0 o |ofjo| o |o0o]o]| 3
g WNL | 2 [334]| 2 7 20| o [o0]o0|347
S [BCC-RR| 0 | 6 8 o | 1]o| o |ofo] 15
o | Atipija | 1 3 2 6 0 0 0 0|0 | 12
g LsiL | 0 3 0 3 |50 | 0o |o]o]| 1
Elmsw | o 1 0 1t o |1| o |0o]|0]| 13
§ DYSPL| 0 | © 0 o | 1]of| o |o]o] 1
e As 0 0 0 0o |o|o o |ofo]| o
5| ca 0 | o 0 oo o | o |of1] 1
% [sviso| 5 |a8| 12 177 | 9 | 11| 0o |0 | 1] 403

PATVIRTINTOJO ,,BD PREPSTAIN“ METODO IR ,,BD SUREPATH*
RANKINIO METODO PALYGINIMAS

23 lenteléje skaidriy skaicius pagrindinéje jstrizainéje yra 353
(3+315+6+10+7+11+1). Skaidriy dalis pagrindinéje jstrizainéje sudaro
0,8759 (353/403). Tikslus binominis Sios dalies 95 % patikimumo intervalas
yra nuo 0,8397 iki 0,9065.

9 Lietuviy

Jeigu i$ lentelés iStrinant pirmajg eilute ir pirmajj stulpelj pasalinamos
netinkamos skaidrés, lieka 398 skaidrés. Skaidriy dalis pagrindinéje
istrizainéje sudaro 0,8794 (350/398), o tikslus 95 % patikimumo intervalas
yra nuo 0,8433 iki 0,9097. 23 lenteléje pateikti rezultatai rodo, kad

,BD PrepStain“ metodas ir ,BD SurePath” rankinis metodas turi didele
skaidriy dalj, kuriai bidingas diagnostinis suderinamumas, kaip rodo
skaidriy dalis pagrindinéje lentelés jstrizainéje. O svoriné kapa analizé
rodo, kad suderinamumas buvo daug didesnis, nei galéty bditi vien dél
atsitiktinumo. Todél patvirtintojo metodo ir Siy dviejy tyrimo metody
diagnostinis veiksmingumas nesiskiria.

23 lentelé ,BD PrepStain“ metodo ir ,BD SurePath“ rankinio metodo
diagnoziy kryZminé dazniy lentelé
,,BD PrepStain“ metodo diagnozés

Netink.| WNL [BCC-RR|Atipija| LSIL | HSIL [DYSPL| Als | CA [15 viso
Netink.| 3 | 0 0 o oo o [ofo] 3
Sl wNe | 1 [315] 1 3|1 ]o| o [ofo]a3
% BcCRR| 0 | 19| 6 o lolo| o |o]o] 2
S| atipja| o [12] 4 10 |lofo] o |o|lo] 2
Blusw | o | 4 1 3| 7)o o |ofo]f 12
% HSIL | 1 | 1 0 1t 1)1 o ool 15
ElovspL| o | o 0 o lolo| o oo o
Sl as [ o [ o 0 o loflo| o fofo] o
ca | o | o 0 o|loflo| o fof1] 1
isviso| 5 |348]| 12 | 17 | o [ 11| o [o [ 1] 403
SKAIDRIY TINKAMUMAS

Buvo jvertintas visy ruoS§imo metody skaidriy tinkamumas. Duomenys
analizuoti naudojant dvipusj McNemar tyrima.18

24 lenteléje pateikiami tinkamumo rezultatai, kai lyginamas patvirtintasis
,BD PrepStain“ metodas ir ,BD PrepMate” metodas.

24 lentelé ,BD PrepMate" ir ,BD PrepStain“ metody skaidriy
tinkamumo rezultatai

,,BD PrepStain“ metodo rezultatas

SAT arba
SBLB UNSAT
SAT arba
,,BD PrepMate* SBLB 398 3 401
metodo
rezultatas UNSAT 0 9 )
398 5 403

25 lenteléje pateikiami tinkamumo rezultatai, kai lyginamas patvirtintasis
,BD PrepStain“ metodas ir ,BD SurePath” rankinis metodas.

25 lentelé ,BD SurePath” rankinio metodo ir ,BD PrepStain“ metodo
skaidriy tinkamumo rezultatai

,,BD PrepStain“ metodo rezultatas

SAT arba
SBLB UNSAT
,BD SurePath« | SAT arba 308 2 400
rankinio SBLB
metodo
rezultatas UNSAT 0 3 3
398 5 403

Sie du palyginimai rodo, kad ,BD PrepMate* metodas ir ,BD SurePath*
rankinis metodas skaidriy tinkamumu nesiskiria nuo patvirtintojo
,BD PrepStain“ metodo.

MEGINIY EMIMO TIESIAI | BUTELIUKUS TYRIMAS

Po pradinio FDA ,BD PrepStain System” patvirtinimo ,BD Diagnostics”
(anksc¢iau zinoma kaip , TriPath Imaging*) atliko didelj daugiacentrj

,BD PrepStain System"” tyrimg, kai sistema buvo pagal savo paskirt]
naudojama meginiams imti tiesiai j buteliukus. Ankstesniuose klinikiniuose
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tyrimuose bidavo naudojamas padalyty méginiy metodas, kai i§ méginio

i§ pradziy budavo sukuriama jprasta PAP tepinélio skaidre, o tada likusi
meéginio dalis bidavo dedama j ,BD SurePath Preservative Fluid Collection
Vial“ konservavimo skys¢io meéginiy émimo buteliukg ir apdorojama su

,BD PrepStain System*, taip sukuriant ,BD SurePath“ skaidre. Yra aiskiai
irodyta, kad padalyty méginiy metodas per prastai jvertina tikrajj tyrimo,
kuris ruosiamas i$ likusios Igstelinés medziagos, veiksminguma.'2
Atliekant $j tyrimg buvo lyginamas ,BD SurePath” skaidriy, pagaminty
surinkus meéginius tiesiogiai j buteliukus, ir jprasty PAP tepinéliy
veiksmingumas. 1S ,BD SurePath” skaidriy gauti rezultatai buvo palyginti
su rezultatais, gautais i$ istorinés jprastiniy PAP tepinéliy kohortos. Kalbant
tiksliau, Sis tyrimas vertino, ar ,BD SurePath*“ skaidrés pagerino Zymiy
ploksg¢ialgsteliniy intraepiteliniy pakitimy (HSIL), adenokarcinomos in-situ

ir vézio zymeny (HSIL+) nustatyma. Tiriant abiejy skaidriy populiacijg buvo
surinkti visi prieinami biopsijos duomenys.

,BD SurePath” populiacijg sudaré 58 580 skaidriy, prospektyviai surinkty i$
57 kliniky, kurios buvo beveik 100 % peréjusios nuo jprastiniy PAP tepinéliy
prie ,BD SurePath* méginiy surinkimo metodikos. Siose klinikose surinkti
meéginiai buvo siunciami j tris klinikines vietas apdoroti.

|prastinio metodo populiacijg sudaré 58 988 skaidrés i$ ty paciy kliniky, kaip
ir ,.BD SurePath“ skaidrés. Si istoriné populiacija buvo surinkta pradedant
nuo naujausiy skaidriy, prie$ pat klinikoms pereinant prie ,BD SurePath®
skystujy terpiy PAP tyrimo, o tada imant vis senesnes skaidres iki to meto,
kai jprastiniy ir ,BD SurePath* skaidriy populiacijos kiekvienoje klinikinéje
vietoje dar buvo apytiksliai vienodos.

Sio tyrimo rezultatai parode, kad ,BD SurePath” skaidréms buvo bidingas
405/58 580 aptikimo koeficientas, o jprastiniy skaidriy aptikimo koeficientas
sudaré 248/58 988, tad aptikimo lygiai atitinkamai sieké 0,691 % ir 0,420 %
(Zr. 26 lentele). Taigi vertinant Sias klinikines vietas ir Sias tyrimo populiacijas
galima konstatuoti, kad naudojant ,BD SurePath” Liquid-based Pap Test
skaidres HSIL+ pakitimy aptikimo lygis padidéjo 64,4 % (p < 0,00001).

26 lentelé Aptikimo lygiy pagal vietg palyginimas

HSIL+
Vieta |prastai paruosta skaidre ,,BD SurePath“
IS viso | HSIL+ | Procentai % | IS viso | HSIL+ | Procentai %
1 41 274 216 0,523 40735 300 0,736
2 10 421 19 0,182 10 676 78 0,731
3 7293 13 0,178 7169 27 0,377
IS viso 58 988 248 0,420 58 580 405 0,691
LSIL+
Vieta Jprastai paruosta skaidré ,»,BD SurePath“
IS viso | LSIL+ | Procentai % | IS viso | LSIL+ | Procentai %
1 41274 765 1,853 40735 | 1501 3,685
2 10 421 96 0,921 10 676 347 3,250
3 7293 99 1,357 7169 127 1,772
1S viso 58 988 960 1,627 58 580 1975 3,371
ASCUS+
Vieta |prastai paruosta skaidré ,,BD SurePath“
IS viso |ASCUS+| Procentai % | IS viso |[ASCUS+| Procentai %
1 41 274 1439 3,486 40735 | 2612 6,412
2 10 421 347 3,330 10 676 689 6,454
3 7293 276 3,784 7169 285 3,975
IS viso 58988 | 2062 3,496 58 580 3586 6,122
Netinkamos
Vieta |prastai paruosta skaidré »,BD SurePath“
IS viso | UNSAT+ | Procentai % | IS viso | UNSAT+ | Procentai %
1 41 274 132 0,320 40735 37 0,091
2 10 421 163 1,564 10 676 89 0,834
3 7293 20 0,274 7169 4 0,056
IS viso 58 988 315 0,534 58 580 130 0,222

Pastaba: tikétina, kad skirtingose vietose veiksmingumas kazkiek sKirsis.
Visos laboratorijos privalo kruop$ciai stebéti savo darbo kokybe.
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Lietuviy

PROCEDURA

Visos procediros, kaip ruosti ,BD SurePath* skys¢iy terpés PAP
tyrimo skaidres, yra pateiktos ,BD PrepStain® skaidriy procesoriaus
naudotojo vadove.
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EU DECLARATION OF CONFORMITY (DoC)

Manufacturer: Becton, Dickinson and Company
7 Loveton Circle

Sparks, Maryland 21152

USA.
Manufacturer SRN: US-MF-000018910
Authorised Representative: Becton Dickinson Ireland Ltd.

Donore Road, Drogheda
Co. Louth, A92 YW26

Ireland.

Authorised Representative SRN: | IE-AR-000007610

Product: Cz;\tlz:)log Product Trade Name Product Family
491248 BD SurePath PreCoat Slides
BD Totalys MultiProcessor
491453 Consumables Kit
491266 BD SurePath Manual Method
Kit
491332 BD Density Reagent
BD SurePath Liquid-
BD PrepMate Consumables based Pap Test Method
491455 . p
= #1.2
491454 BD PrepStain Consumables
Kit
BD Totalys SlidePrep
491456 Consumables Kit
491331 BD Syringing Pipettes
Basic UDI-DI: Catal
“I\; o8 Product Trade Name Basic UDI-DI

491248 BD SurePath PreCoat Slides 038290MJZIOXBDJ7

BD Totalys MultiProcessor
Consumables Kit

BD SurePath Manual Method
Kit 038290FXHRELFOE9
491332 BD Density Reagent

491453

491266

BD PrepMate Consumables

491455 Kit
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491454 BD PrepStain Consumables
Kit
BD Totalys SlidePrep
491456 Consumables Kit
491331 BD Syringing Pipettes 038290YOWBADVMLL
Risk Class and Rule :
Cz;\t;log Product Trade Name Risk Class and Rule
491248 BD SurePath PreCoat Slides
BD Totalys MultiProcessor
491453 Consumables Kit
491266 BD SurePath Manual Method
Kit
491332 BD Density Reagent
Class A and Rule 5 (a
491455 BD PrepMate Consumables (a)
Kit
491454 BD PrepStain Consumables
Kit
BD Totalys SlidePrep
491456 Consumables Kit
491331 BD Syringing Pipettes
Intended Purpose:
Catalog No. Product Name Intended purpose
The BD SurePath™ Manual
Method is a method for producing
liquid-based cell preparations
(LBPs). The BD SurePath Manual
Method is intended as a
replacement for the conventional
Pap smear preparation method for
191266 15[1) S“‘ie;[aﬂl‘l“; use in cervical cancer screening.
t . cq
anuz;{it etho BD SurePath Preservative Fluid is
an appropriate collection and
transportation medium for
gynecologic specimens tested with
BD ProbeTec™ Chlamydia
trachomatis (CT) Q" and Neisseria
gonorrhoeae (GC) Q* Amplified
DNA Assay.
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The BD PrepStain™ System
(formerly the AutoCyte® PREP
System) is a liquid-based thin layer
cell preparation process. The BD
PrepStain System produces BD
SurePath™ Liquid-based Pap Test
slides that are intended as
replacements for conventional

BD PrepStain™ gynecologic Pap smears. BD
repStain

491454 C bles Kit SurePath Liquid-based Pap Test
onsumaples slides (formerly AutoCyte PREP
™ slides) are intended for use in the
491455 BD PrepMate . screening and detection of cervical
Consumables Kit cancer, pre-cancerous lesions,
BD SurePath™ atypical cells and all other
491248 ure a? cytologic categories as defined by
PreCoat Slides The Bethesda System for
.. Reporting Cervical/Vaginal
491331 BDPSig:;?egsmg Cytologic Diagnoses.
BD SurePath Preservative Fluid is
191332 BD Density an appropriate collection and

transportation medium for
gynecologic specimens tested with
BD ProbeTec™ Chlamydia
trachomatis (CT) Q* and Neisseria
gonorrhoeae (GC) Q* Amplified
DNA Assays. Refer to the assay
package inserts for instructions on
using BD SurePath Preservative
Fluid to prepare specimens for use
with these assays.

Reagent

The BD Totalys™ SlidePrep is an
automated liquid-based thin layer
cell preparation system which
produces BD SurePath™ Liquid-
based Pap Test slides intended as
replacements for conventional
gynecologic Pap smears. BD

BD Totalys™ SurePath™ Liquid-based Pap Test
491456 SlidePrep slides are intended for use in the
Consumables Kit | screening and detection of cervical
cancer, pre-cancerous lesions,
atypical cells and all other
cytologic categories as defined by
The Bethesda System for
Reporting Cervical/Vaginal
Cytologic Diagnoses.
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491453

BD Totalys™
MultiProcessor
Consumables Kit

The BD Totalys™ MultiProcessor
is used in conjunction with the BD
Totalys™ SlidePrep to prepare the
BD SurePath™ Liquid-based Pap
test, which is intended as a
replacement for the conventional
gynecologic Pap smear. The BD
SurePath™ test is intended for use
in the screening and detection of
cervical cancer, pre-cancerous
cervical lesions, atypical cells and
all other cytologic categories as
defined by The Bethesda System
for Reporting Cervical/Vaginal
Cytologic Diagnoses.

The BD Totalys™ MultiProcessor
automates the preparation of an
enriched cell pellet from a cervical
cytology specimen collected in a
BD SurePath™ Collection Vial.
The cell pellet produced by the BD
Totalys™ MultiProcessor is
transferred to the BD Totalys
SlidePrep for further processing to
prepare a BD SurePath™ slide.
The BD Totalys MultiProcessor
can be programmed to perform the
optional withdrawal of a 0.5 mL
aliquot from the BD SurePath
Collection Vial, prior to the cell
enrichment process, for ancillary
testing indicated for use with the
BD Totalys™ MultiProcessor.

If a 0.5 mL aliquot is not
withdrawn prior to cytology
processing and slide preparation,
the BD Totalys™ MultiProcessor
can transfer a 0.25 to 1.5 mL
aliquot of the residual material
from the BD SurePath™
Collection Vial for ancillary testing
indicated for use with the BD
Totalys™ MultiProcessor.

Additionally, the BD Totalys™
MultiProcessor may be used to re-
process archived BD SurePath™
cytology specimens into cell
pellets. The BD Totalys™
MultiProcessor can provide chain
of custody information, linking the
output cell pellets and molecular

| Form No. CBI-058 FRM24 (IVDR DoC) | Revision 04
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tubes to the originating BD
SurePath™ Collection Vial.

Notified Body:

Not applicable, device(s) self-certified

We, as the manufacturer of the device(s) take sole responsibility for and hereby declare that the above mentioned
product(s) meet(s) the provisions of the following Directives/ Regulation(s):
e Regulation (EU) 2017/746 on In vitro Diagnostic Medical Devices.

Conformity Assessment Route:

[ ] ANNEX IX Technical File Examination

EC CERTIFICATE No.:N/A
EC Certificate Expiration Date: N/A

[] ANNEX IX Full Quality System

EC CERTIFICATE No.: N/A
EC Certificate Expiration Date: N/A

[[] ANNEX X Type Examination

EC CERTIFICATE No.:N/A
EC Certificate Expiration Date: N/A

[ ] ANNEX XI Production Quality System

EC CERTIFICATE No.:N/A
EC Certificate Expiration Date: N/A

X] ANNEX I & II+II

N/A

Common Specifications (CS):

Number:

Title: Full or Partial Application:

Common Specifications have not been issued for these products.

Devices Covered by this DoC:

SKU# Device Name Device Class
491248 BD SurePath PreCoat Slides Class A
491453 BD Totalys MultiProcessor Consumables Kit Class A
491266 BD SurePath Manual Method Kit Class A
491332 BD Density Reagent Class A
491455 BD PrepMate Consumables Kit Class A
491454 BD PrepStain Consumables Kit Class A
491456 BD Totalys SlidePrep Consumables Kit Class A
491331 BD Syringing Pipettes Class A

Authorised Signatory:
Name & Title: Anne Zavertnik, Vice President, Regulatory Affairs
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On behalf of:

Becton, Dickinson and Company

Place of Issue:

Sparks, MD, USA

Date of Issue:

10-Nov-2022

Signature:

DocuSigned by:
| A Zawertnik

'J Signer Name: Anne Zavertnik

Signing Reason: | approve this document
| Signing Time: 10-Nov-2022 | 11:30:43 PM GMT
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DECLARATION OF CONFORMITY Revision History:

Version: Detailed Change Description:
01 Initial release.
02 Revision 04 Template Change, Product details updated in tabular format, Catalog No column

included in Intended Purpose Section, ‘Assigned BUDI’ changed to ‘Basic UDI-DI’,
Removed ‘Not Available’ in Common Specification table, Legal manufacturer name
included in Authorised Signatory section, Class A mentioned for each catalog no. in Devices
covered by this DoC table, and formatting changes.
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& BD PrepStain™ System
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491455 BD PrepMate™ Consumables Kit #1.2
491454 BD PrepStain™ Consumables Kit #1.2
491312 BD PrepStain™ Consumables Kit — Japan

INTENDED USE

The BD PrepStain™ System (formerly the AutoCyte® PREP System) is a liquid-based thin layer cell preparation process. The

BD PrepStain System produces BD SurePath™ Liquid-based Pap Test slides that are intended as replacements for conventional
gynecologic Pap smears. BD SurePath Liquid-based Pap Test slides (formerly AutoCyte PREP slides) are intended for use in the
screening and detection of cervical cancer, pre-cancerous lesions, atypical cells and all other cytologic categories as defined by The
Bethesda System for Reporting Cervical/Vaginal Cytologic Diagnoses.!

BD SurePath Preservative Fluid is an appropriate collection and transportation medium for gynecologic specimens tested with
BD ProbeTec™ Chlamydia trachomatis (CT) QX and Neisseria gonorrhoeae (GC) QX Amplified DNA Assays. Refer to the assay
package inserts for instructions on using BD SurePath Preservative Fluid to prepare specimens for use with these assays.

SUMMARY AND EXPLANATION

The BD PrepStain System converts a liquid suspension of a cervical cell sample into a discretely stained, homogeneous thin-layer
of cells while maintaining diagnostic cell clusters.2-9 The process includes cell preservation, randomization, enrichment of diagnostic
material, pipetting, sedimentation, staining, and coverslipping to create a BD SurePath Liquid-based Pap Test slide for use in routine
cytology screening and categorization as defined by The Bethesda System.” The BD SurePath Liquid-based Pap Test slide presents
a well-preserved population of stained cells present within a 13 mm diameter circle. Air-drying artifact, obscuring, overlapping
cellular material and debris are largely eliminated. The numbers of white blood cells are significantly reduced, allowing for easier
visualization of epithelial cells, diagnostically relevant cells and infectious organisms.

The BD SurePath process begins with qualified medical personnel using a broom-type sampling device (e.g., Rovers® Cervex-Brush®,
Rovers Medical Devices B.V., Oss — The Netherlands) or an endocervical brush/plastic spatula combination (e.g., Cytobrush Plus® GT
and Pap Perfect® spatula, CooperSurgical Inc., Trumbull, CT) with detachable head(s) to collect a gynecologic specimen. Rather than
smearing cells collected by the sampling devices on a glass slide, the heads of the sampling devices detach from the handle and are
placed into a vial of BD SurePath Preservative Fluid. The vial is capped, labeled, and sent with appropriate paperwork to the laboratory
for processing. The heads of the sampling devices are never removed from the preservative vial containing the collected sample.

In the laboratory, the preserved sample is mixed by vortexing* and then transferred onto BD Density Reagent. An enrichment

step, consisting of centrifugal sedimentation through BD Density Reagent, partially removes non-diagnostic debris and excess
inflammatory cells from the sample. After centrifugation, the pelleted cells are resuspended, mixed and transferred to a BD Settling
Chamber mounted on a BD SurePath PreCoat Slide. The cells are sedimented by gravity, then stained using a modified
Papanicolaou staining procedure. The slide is cleared with xylene or a xylene substitute and coverslipped. The cells, presented
within a 13 mm diameter circle, are examined under a microscope by trained cytotechnologists and pathologists with access to other
relevant patient background information.

*Note: For ancillary testing, the aliquot of up to 0.5 mL may be removed after this vortexing step in the BD SurePath Liquid-based
Pap Test slides.

LIMITATIONS

»  Gynecologic specimens for preparations using the BD PrepStain System should be collected using a broom-type sampling
device or an endocervical brush/plastic spatula combination with detachable head(s) according to the standard collection
procedure provided by the manufacturer. Wooden spatulas should not be used with the BD PrepStain System. Endocervical
brush/plastic spatula combinations that are not detachable should not be used with the BD PrepStain System.

» Training by authorized persons is a prerequisite for the production and evaluation of BD SurePath Liquid-based Pap Test slides.
Cytotechnologists and pathologists will be trained in morphology assessment on the BD SurePath Liquid-based Pap Test slides.
Training will include a proficiency examination. Laboratory customers will be provided with the use of instructional slide and
test sets. BD Diagnostics will also provide assistance in the preparation of training slides from each customer’s own patient
populations.

»  Proper performance of the BD PrepStain System requires the use of only those supplies supported by, or recommended
by BD Diagnostics, for use with the BD PrepStain System. Used supplies and product should be disposed of properly in
accordance with institutional and governmental regulations.

»  All supplies are intended for single use only and cannot be reused.

* Avolume of 8.0 £ 0.5 mL of the sample collected in the BD SurePath Collection Vial is required for the BD SurePath
Liquid-based Pap Test slides.
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WARNINGS AND PRECAUTIONS

Cytologic specimens may contain infectious agents. Wear suitable protective clothing, gloves, and eye/face protection. Follow
appropriate biohazard precautions when handling samples.

Warning

H302 Harmful if swallowed.

P264 Wash thoroughly after handling. P270 Do not eat, drink or smoke when using this product. P301+P312 IF SWALLOWED: Call
a POISON CENTER or doctor/physician if you feel unwell. P330 Rinse mouth. P501 Dispose of contents/container in accordance
with local/regional/national/international regulations.

PRECAUTIONS

For in vitro diagnostic use.
For professional use only.

Good laboratory practices should be followed and all procedures for use of the BD PrepStain System should be strictly
observed.

Reagents should be stored at room temperature (15-30 °C) and used prior to their expiration dates to assure proper
performance. The storage condition for BD SurePath Preservative Fluid without cytologic samples is up to 36 months from date
of manufacture at room temperature (15-30 °C). The storage limit for BD SurePath Preservative Fluid with cytologic samples

is 6 months at refrigerated temperature (2—10 °C) or 4 weeks at room temperature (15-30 °C). BD SurePath Preservative Fluid
containing cytologic sample intended for use with the BD ProbeTec CT QX and GC Q* Amplified DNA Assays can be stored and
transported for up to 30 days at 2—-30 °C prior to transfer to the Liquid-Based Cytology Specimen (LBC) Dilution Tubes for the
BD ProbeTec Q¥ Amplified DNA Assays.

Avoid splashing or generating aerosols. Operators should use appropriate hand, eye and clothing protection.

BD SurePath Preservative Fluid was tested for antimicrobial effectiveness against: Escherichia coli, Pseudomonas aeruginosa,
Staphylococcus aureus, Candida albicans, Mycobacterium tuberculosis and Aspergillus niger and found to be effective.

BD SurePath Preservative samples inoculated with 108 CFU/mL of each species yielded no growth after 14 days (28 days

for Mycobacterium tuberculosis) of incubation under standard conditions. However, universal precautions for safe handling of
biological fluids should be practiced at all times.

Failure to follow recommended procedures as outlined in the BD PrepStain System Operator’s Manual may compromise
performance.

OPTIONAL ALIQUOT REMOVAL

Sufficient volume is available in the BD SurePath Collection Vial to allow removal of up to 0.5 mL of homogeneous mixture
of cells and fluid for ancillary testing, prior to the BD SurePath Liquid-based Pap Test while still allowing sufficient volume
for Pap testing.

While there is no evidence that removal of an aliquot from the BD SurePath Collection Vial affects the quality of the specimen

for cytology testing, rare instances of misallocation of pertinent diagnostic material may occur during this process. Healthcare
providers may need to acquire a new specimen if the results do not correlate with the clinical history of the patient. Furthermore,
cytology addresses different clinical questions than sexually transmitted disease (STD) testing; therefore, aliquot removal may
not be suitable for all clinical situations. If necessary, a separate specimen may be collected for STD testing rather than taking an
aliquot from the BD SurePath Collection Vial.

Aliquot removal from low-cellularity specimens may leave insufficient material in the BD SurePath Collection Vial for preparation
of a satisfactory BD SurePath Liquid-based Pap Test.

Aliguot must be removed prior to processing the BD SurePath Liquid-based Pap Test. Only one aliquot may be removed from
the BD SurePath Collection Vial prior to performing the BD SurePath Liquid-based Pap Test, regardless of the volume of the
aliquot.

Procedure

1.

In order to ensure a homogenous mixture, the BD SurePath Collection Vial must be vortexed for 10-20 seconds and the 0.5 mL
aliquot must be removed within one minute of vortexing.

A polypropylene aerosol barrier pipette tip that is sized appropriately for the volume being withdrawn must be used for aliquot
removal. Note: Serological pipettes should not be used. Good laboratory practices must be followed to avoid introducing
contaminants into the BD SurePath Collection Vial or the aliquot. Aliquot removal should be performed in an appropriate location
outside an area where amplification is performed.

Visually check the aliquot material in the pipette for evidence of large gross particulates or semi-solids. Evidence of such
material encountered while withdrawing the aliquot material should prompt return of all the material to the specimen vial and
disqualify the specimen for ancillary testing prior to performing the Pap test.

For instructions on processing the aliquot using the BD ProbeTec CT QX and GC QX Amplified DNA Assays, refer to the assay
Package Inserts provided by the manufacturer.



STORAGE

The storage condition for BD SurePath Preservative Fluid without cytologic samples is up to 36 months from date of manufacture at
ambient temperature (15-30 °C).

The storage limit for BD SurePath Preservative Fluid with cytologic samples is 6 months at refrigerated temperatures (2—10 °C) or
4 weeks at ambient temperature (15-30 °C).

BD SurePath Preservative Fluid containing cytologic sample intended for use with the BD ProbeTec CT QX and GC QX Amplified DNA
Assays can be stored and transported for up to 30 days at 2—-30 °C prior to transfer to the Liquid-based Cytology Specimen (LBC)
Dilution Tubes for the BD ProbeTec Q* Amplified DNA Assays.

MATERIALS REQUIRED
Refer to the Operator’s Manual for the BD PrepStain Slide Processor for complete information concerning reagents, components
and accessories. Not all the materials listed below are required for preparing BD SurePath Slides manually (without using the
BD PrepStain Slide Processor).
Materials Provided
*  BD PrepStain Slide Processor
»  BD SurePath Collection Vial (includes BD SurePath Preservative Fluid)
»  Cervical Sampling Devices(s) with Detachable Head(s)
+  BD Cytology Stain Kit 491458 #1 .2
*  BD PrepMate™ Consumables Kit
— 480 BD Centrifuge Tubes
— 480 BD Pipette Syringes
— 480 BD Aspirator Tips
— BD Density Reagent 480 mL
* BD PrepStain Consumables Kit
— 480 BD Settling Chambers
— 480 BD SurePath PreCoat Slides
— 480 BD Transfer Tips
»  BD Manual Method Kit
— 480 BD Settling Chambers
— 480 BD SurePath PreCoat Slides
«  BD Alcohol Blend Rinse 491457 #1 .2
»  Tris Buffered Saline Pack pH:8.0

Materials Required But Not Provided

*  Vortex mixer

»  Deionized Water (pH 7.5 to 8.5)

»  Clearing Agent, Mounting Media and Glass Coverslips

DIAGNOSTIC INTERPRETATION AND PREPARATION ADEQUACY

After BD Diagnostics-authorized user training on the BD PrepStain System and BD SurePath Liquid-based Pap Test slides, The

Bethesda System cytologic diagnostic criteria currently utilized in cytology laboratories for conventional Pap smears are applicable

to BD SurePath Liquid-based Pap Test slides.” Guidelines recommended in The Bethesda 2001 Reporting System address liquid

based preparations and define how to determine adequate cellularity specifically for these preparations.

In the absence of abnormal cells, a preparation is considered unsatisfactory if one or more of the following conditions are present:

(1) Inadequate numbers of diagnostic cells (fewer than 5,000 squamous epithelial cells per preparation). The following are the
recommended procedures for estimating the count of well-preserved squamous epithelial cells on BD SurePath Liquid-based Pap
Test slides:

» For each microscope model used in screening, examine the manufacturer’s microscope manual or contact the microscope
manufacturer to determine the area of the field of view using the preferred ocular and the 40x objective. Alternatively, calculate
the Field Area using a hemocytometer or similar microscopic slide measurement scale (Field area = 1ir2 where r is the radius
of the field).

» The minimum average number of cells per 40x objective field should be determined by dividing the 130 mm2 approximate cell
deposition area of the BD SurePath Liquid-based Pap Test slide by the field area for the specific microscope. The resulting
number is then divided into the 5,000 cell minimum. The resulting number is the recommended minimum average adequacy
number for epithelial cells in a 40x objective field of view. Record this number and keep it for routine reference use by the
cytotechnologist. The Bethesda 2001 guidelines indicating the approximate number of cells per field for a 13 mm preparation.

» A minimum of ten fields should be counted horizontally or vertically along the center of the diameter of the preparation.

» As a practical means of assessing cellularity, macroscopic evaluation of the visual density of the stained preparation can
be used to check the adequacy of preparation production runs. There is, however, no substitute for the primary microscopic
evaluation by the cytotechnologist during the screening process.

(2) 75% or more of the cellular components are obscured by inflammation, blood, bacteria, mucus, or artifact that precludes
cytologic interpretation of the slide.
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Any abnormal or questionable screening observations should be referred to a pathologist for review and diagnosis. The pathologist
should note any diagnostically significant cellular morphologic changes.

PERFORMANCE CHARACTERISTICS: REPORT OF CLINICAL STUDIES
First Split-Sample Study

BD Diagnostics (previously known as TriPath Imaging) conducted a prospective, masked, split-sample, matched-pair clinical
investigation at multiple sites to compare the diagnostic results of BD SurePath Liquid-based Pap Test slides produced by the

BD PrepStain System with conventionally prepared Pap smears. The objective of the study was to assess BD SurePath Liquid-based
Pap Test performance as compared to the conventional Pap smear for the detection of cervical cancer, pre-cancerous lesions and
atypical cells in various patient populations and laboratory settings. Adequacy was also assessed for both preparations.

Following the recommendations of the FDA “Points to Consider” document for Cervical Cytology Devices'0, each conventional
Pap smear was prepared first, then the residual specimen remaining on the broom-type sampling device was deposited into a
BD SurePath Collection Vial.

After transport to the laboratory, each preserved cell suspension was processed according to the BD PrepStain System protocol.
The resulting BD SurePath Liquid-based Pap Test slide and the matching conventional Pap smear slide were screened manually
and diagnosed independently using diagnostic categories consistent with The Bethesda System. At each site, a pathologist
evaluated all abnormal slides.

Consistent with the method described by Shatzkin!?, this study used an independent reference pathologist at a designated referral
site who reviewed all abnormal and discrepant cases, repair cases and 5% of the normal cases from all sites in a masked fashion to
provide diagnostic “truth” for each case.

Patient Characteristics

The ages of women in the study ranged from 16 to 87 years, with 772 being post-menopausal. Of the 8,807 patients represented in
the study, 1,059 presented a history of prior abnormal Pap smears. The entire patient population studied consisted of the following
racial groups: Caucasian (44%), Black (30%), Asian (12%), Hispanic (10%), Native American (3%) and Other (1%).

Exclusions were made for incorrect paperwork, patients under age 16, patients with hysterectomies, and cytologically unsatisfactory
and inadequate specimens. An effort was made to include as many cases of cervical cancer and pre-cancerous disease as possible
by accessing high risk, infrequently screened and referral patients.

Of 10,335 total cases, 9,046 were accepted and evaluated across eight different study sites. Of those 9,046 cases, 8,807 met The
Bethesda System requirements for preparation adequacy and were available for complete diagnosis of both preparations.

Study Results

The goal of the clinical trial was to compare the performance of BD SurePath Liquid-based Pap Test slides produced by the

BD PrepStain System to conventionally prepared Pap smears. Slides for both preparation types were classified according to The
Bethesda System criteria. The study protocol was biased in favor of the conventional Pap smear because a conventional Pap smear
was always prepared first, thereby restricting the BD SurePath Liquid-based Pap Test slide to residual material remaining on the
broom-type device (the portion of the sample that normally would have been discarded).'2 The intended use of the BD SurePath
Liquid-based Pap Test is a direct-to-vial application where all collected cells will be available to the BD PrepStain System.

To compare the sensitivities of the BD SurePath Liquid-based Pap Test slides and conventional Pap smear slides when read
manually, the level of abnormality for the cases was determined by the reference pathologist and compared to diagnoses made

by the study sites. The reference diagnosis was based upon the most abnormal diagnosis of either slide preparation by the
independent reference pathologist. This result was used as the “truth” diagnosis or reference value for the comparison of the site
results using the BD PrepStain System preparation of BD SurePath Liquid-based Pap Test slides versus conventional Pap smear
preparation. The null hypothesis that the sensitivities of the two methods of slide preparation are equivalent was tested using the
McNemar chi-square test for paired data.3 In this statistical test, discrepant results for the two preparation methods were compared.

Table 1 presents a direct comparison of all site results for BD SurePath Liquid-based Pap Test slides versus Conventional slides for
the diagnostic treatment categories Within Normal Limits (WNL), Atypical Squamous Cells of Undetermined Significance/Atypical
Glandular Cells of Undetermined Significance (ASCUS/AGUS), Low-grade Squamous Intraepithelial Lesion (LSIL), High-grade
Squamous Intraepithelial Lesion (HSIL), and Cancer (CA).

Table 1 First Split-Sample Study: 8,807 Matched Samples — Site Results Comparison — No Reference Pathologist

Results by Site

Site No. Slide Type WNL ASCUS AGUS LSIL HSIL CA Total
SP 873 56 2 42 5 0 978
! CN 881 46 2 29 20 0 978
2 SP 1,514 47 4 81 24 0 1,670
CN 1,560 33 6 40 31 0 1,670
3 SP 668 15 1 13 7 0 704
CN 673 1 0 13 6 1 704
4 SP 1,302 60 2 19 5 0 1,388
CN 1,326 37 2 19 4 0 1,388
5 SP 465 25 1 5 1 0 497
CN 444 45 1 4 3 0 497
6 SP 1,272 179 6 83 35 1 1,576
CN 1,258 209 9 68 30 2 1,576
7 SP 438 66 17 13 14 23 571
CN 417 93 19 4 22 16 571




Results by Site

Site No. Slide Type WNL ASCUS AGUS LsIL HSIL CA Total
. sP 1,227 61 3 86 44 2 1,423
CN 1,209 57 0 94 61 2 1,423

sP 7,759 509 36 342 135 26 8,807

Total CN 7,768 531 39 271 177 21 8,807

SP = BD SurePath
CN = Conventional

Table 2 presents a direct comparison of all site results for the BD SurePath preparation method vs. Conventional Pap smear
preparation for all diagnostic treatment categories.

Table 2 First Split-Sample Study: 8,807 Matched Samples — All Site Results Comparison — No Reference Pathologist

Conventionally Prepared Pap Smear

WNL ASCUS AGUS LSIL HSIL CA Total

WNL 7,290 361 20 63 24 1 7,759
ASCUS 343 101 4 44 15 2 509
BD PrepStain AGUS 26 6 4 0 0 0 36

Prepared

BD SurePath LSIL 87 52 2 147 53 1 342
HSIL 20 10 7 17 79 2 135
CA 2 1 2 0 6 15 26

Total 7,768 531 39 271 177 21 8,807

No independent reference pathologist results are reflected in Table 1 or Table 2.

Table 3 First Split-Sample Study: Comparison of All Site Results for Cases Designated by the Reference Method as
ASCUS/AGUS - Discordant Error Analysis

Conventionally Prepared Slide

Success Error
BD PrepStain Success 113 205 318
Prepared
BD SurePath Pap
Test Slide Error 180 229 409
293 434 727

Success = ASCUS/AGUS

Error = WNL & Reactive/Reparative

Result of McNemar Test: X2mc =1.62, p = 0.2026
Errors Conventional: 205

Errors BD SurePath: 180

Table 3 shows the results for cases identified by the reference pathologist to be ASCUS or AGUS. This evaluation allows analysis
of the discordant errors to assess the sensitivity of the methods in the split-sample study design. Errors include WNL and Reactive/
Reparative. Since the p-value determined by the McNemar test exceeded 0.05, the BD SurePath and conventional Pap smear
results were equivalent.

Table 4 First Split-Sample Study: Comparison of All Site Results for Cases Designated by the Reference Method as
LSIL — Discordant Error Analysis

Conventionally Prepared Slide

Success Error
BD PrepStain Success 140 63 203
Prepared
BD SurePath Pap
Test Slide Error 54 86 140
194 149 343

Success = LSIL

Error = WNL, Reactive/Reparative & ASCUS/AGUS

Result of McNemar Test: X2 mc = 0.69, p = 0.4054

Errors Conventional: 63

Errors BD SurePath: 54

Table 4 shows the results for cases identified by the reference pathologist to be LSIL. Errors include WNL, Reactive/Reparative and
ASCUS/AGUS. As with ASCUS/AGUS, the sensitivity of the two methods in the split-sample study was statistically equivalent with a
p-value in excess of 0.05.



Table 5 First Split-Sample Study: Comparison of All Site Results for Cases Designated by the Reference Method as HSIL+
Discordant Error Analysis (LSIL is not an error)

Conventionally Prepared Slide

Success Error
BD PrepStain Success 160 28 188
Prepared
BD SurePath Pap
Test Slide Error 36 38 74
196 66 262

Success = HSIL+

Error = WNL, Reactive/Reparative & ASCUS/AGUS

Result of McNemar Test: X2 mc =1.00, p =0.3173

Errors Conventional: 28

Errors BD SurePath: 36

Table 5 shows results for cases identified by the reference pathologist to be HSIL+. In this comparison, LSIL was not considered an
error but rather a discrepancy.10.14.15 Error includes WNL, Reactive/Reparative and ASCUS/AGUS. The sensitivity analysis of the
discordant errors showed statistical equivalence of the methods in the split-sample study.

Table 6 First Split-Sample Study: Discordant Error Analysis for Cancer Cases (HSIL is not an error; LSIL is considered an error)

Conventionally Prepared Slide

Success Error
BD PrepStain™ Success 19 5 1
Prepared
BD SurePath™
Pap Test Slide Error 5 1 6
24 3 27

Success = Cancer

Error = WNL, Reactive/Reparative ASCUS/AGUS & LSIL

Result of McNemar Test: X2 mc =1.645, p = 0.1980

Errors Conventional: 2

Errors BD SurePath: 5

Table 6 shows results (all sites) for cases judged to be cancer by the reference method. Errors include WNL, Reactive/Reparative,
ASCUS/AGUS and LSIL. The sensitivity analysis of the discordant errors showed statistical equivalence of the methods. These
27 cancer cases were included in the re-evaluation study. This data can be found in Table 9.

Table 7 First Split-Sample Study: Comparison of All Site Results for Cases Designated by the Reference Method as HSIL+
Discordant Error Analysis (LSIL was considered an error in this analysis)

Conventionally Prepared Slide

Success Error
BD PrepStain Success 94 33 127
Prepared
BD SurePath Pap
Test Slide Error 67 68 135
161 101 262

Success = (HSIL+)

Error = WNL, Reactive/Reparative ASCUS/AGUS & LSIL

Result of McNemar Test: X2 mc =11.56, p = 0.0007

Errors Conventional: 33

Errors BD SurePath: 67

Table 7 shows results for cases identified by the reference pathologist to be HSIL+. Error includes WNL, Reactive/Reparative,
ASCUS/AGUS and LSIL. Though not consistent with the original study protocol0, a statistical comparison of methods was
performed where LSIL was considered a diagnostic error against a case determined to be HSIL+ by the single independent
reference pathologist. In this statistical comparison of diagnostic sensitivities, when LSIL is considered an error, as opposed to a
minor discrepancy, BD SurePath Liquid-based Pap Test slides prepared by the BD PrepStain System would not be equivalent to the
conventionally prepared Pap smear for detection of HSIL+ abnormality in the split-sample study.



MASKED RE-EVALUATION OF HSIL+ CASES

A new evaluation was conducted to determine if the results were affected by preparation quality or interpretational subjectivity.

In order to assess the 262 cases which were diagnosed as HSIL+ in the original study (Table 7), an additional evaluation was
conducted after implementing a new training program for cytology professionals designed to emphasize consistent interpretation
between the diagnostic groups of The Bethesda System. These HSIL+ cases were re-masked as part of a re-evaluation consisting
of a total of 2,438 specimens prepared using the same split sample protocol. Study site results for the two preparations were then
compared to a new reference value which required agreement of at least two of three independent reference pathologists as to the
most abnormal cytology diagnosis.

In the reference process for the re-evaluation, both slide preparations from the discordant cases (BD PrepStain prepared

BD SurePath Liquid-based Pap Test slides and conventionally prepared slides) were rescreened by a second cytotechnologist, and
newly identified abnormalities were added to those from the initial screening. Three reference cytopathologists then evaluated all
discordant cases using a masked protocol. This more stringent reference method reduced the number of HSIL+ reference cases
from 262 in the original study to 209 in the re-evaluation. The 53 case difference may be explained as follows: 48 cases were
diagnosed by the more stringent reference method as LSIL or less severe; the adequacy of 3 cases was judged unsatisfactory
upon re-evaluation; and the remaining 2 cases were not available for assessment in the masked re-evaluation study.

Table 8 Re-Evaluation Study: Discordant Error Analysis for 209 Original HSIL+ Cases Re-Evaluated by the More Stringent
Reference Criteria Involving Three Independent Reference Pathologists

Conventionally Prepared Slide

Success Error
BD PrepStain Success 153 26 179
Prepared
BD SurePath Pap
Test Slide Error 24 6 30
177 32 209

Success = HSIL+

Error = WNL, Reactive/Reparative ASCUS/AGUS & LSIL

Result of McNemar Test: X2 mc =0.02, p = 0.8875

Errors Conventional: 26

Errors BD SurePath: 24

Table 8 shows results for cases identified by the reference pathologist to be HSIL+. Error includes WNL, Reactive/Reparative,
ASCUS/AGUS and LSIL. In this comparison, LSIL was considered a diagnostic error against a case determined to be HSIL+ by the
independent reference pathologist. Comparison of diagnostic sensitivities showed statistical equivalence between the two methods.

Table 9 Re-Evaluation Study: Discordant Error Analysis for Cancer Cases (HSIL is not an error; LSIL is considered an error)

Conventionally Prepared Slide

Success Error
BD PrepStain Success 32 3 35
Prepared
BD SurePath Pap
Test Slide Error 3 0 3
35 3 38

Success = Cancer

Error = WNL, Reactive/Reparative ASCUS/AGUS & LSIL

Result of McNemar Test: X2 mc =0.00, p =1.0000

Errors Conventional: 3

Errors BD SurePath: 3

Table 9 shows results for cases judged to be cancer by the new reference method (all sites). Errors include WNL, Reactive/
Reparative, ASCUS/AGUS and LSIL. One error resulted from a LSIL interpretation. All other errors involved interpretation of slides
as ASCUS/AGUS or WNL. The sensitivity analysis of the discordant errors showed statistical equivalence of the methods.

The masked re-evaluation contained 2,097 new cases that were used to re-mask the original HSIL+ samples. The analysis and
comparison of the preparations from these new cases follows in Table 10.

Table 10 Re-Evaluation Study: 2,097 Direct Site Results Comparison — No Reference Pathologist

Conventionally Prepared Pap Smear

WNL ASCUS AGUS LSIL HSIL CA Total
WNL 1,561 128 0 47 30 0 1,766
) ASCUS 80 37 1 6 8 1 133
BD PrepStain AGUS 9 7 0 0 1 0 17
Prepared
LsSIL 33 11 1 33 1 1 )
BD SurePath
Pap Test Slide HSIL 26 18 1 18 19 3 85
CA 1 2 0 0 1 2 6
Total 1,710 203 3 104 70 7 2,097

Of the 2,097 new cases described above, 77 were diagnosed HSIL+ by the reference pathologists. Table 11 presents the sensitivity
analysis for those 77 HSIL+ cases.



Table 11 Re-Evaluation Study: Comparison of All Site Results for Cases Designated by the Reference Method as HSIL+ Discordant
Error Analysis (LSIL was considered an error in this analysis)

Conventionally Prepared Slide

Success Error
BD PrepStain Success 25 21 46
Prepared
BD SurePath Pap
Test Slide Error 21 10 31
46 31 77

Success = HSIL+

Error = WNL, Reactive/Reparative ASCUS/AGUS & LSIL

Result of McNemar Test: X2 mc =0.00, p =1.0000

Errors Conventional: 21

Errors BD SurePath: 21

Analysis of the discordant errors in Table 11 showed an equal number of HSIL+ misses for both preparation methods. Error includes
WNL, Reactive/Reparative, ASCUS/AGUS and LSIL. The statistical test demonstrated equivalence between the two methods in the
split-sample design even when LSIL is considered an error against a reference value of HSIL+.

Table 12 summarizes the descriptive diagnoses of benign findings for all sites.

Table 12 First Split-Sample Study: Summary of Benign Cellular Changes

Descriptive Diagnosis BD PrepStain Prepared Conventionally Prepared Slide
(No. of Patients: 8,807) BD SurePath Pap Test Slide
N % N %
Benign Cellular Changes
* Infection:
Candida species 440 5.0 445 5.1
Trichomonas vaginalis 118 1.3 202 23
Herpes 8 0.1 6 0.1
Gardnerella 85 1.0 44 0.5
Actinomyces species 6 0.1 2 <0.1
Bacteria (other) 52 0.6 191 2.2
** Reactive Reparative Changes 424 4.8 319 3.6

*

For Infection category above, observations of infectious agents are reported. More than one class of organism may be

represented per case.

** Reactive reparative changes included reactive changes associated with inflammation, atrophic vaginitis, radiation and 1UD use,
as well as typical repair involving squamous, squamous metaplastic or columnar epithelial cells.

A total of 8,807 cases contained no “unsatisfactory” assessment by either the trial sites or the reference site. An additional 239

samples were scored “unsatisfactory” by either or both the trial sites or reference site on either or both preparations. Of the 239

unsatisfactory cases, 151 were noted on conventional slides only; 70 on BD SurePath Liquid-based Pap Test slides only; and 18

were observed on both the conventional and BD SurePath Liquid-based Pap Test slides. All unsatisfactory cases were excluded

from diagnostic comparison by The Bethesda System categories, but were added back for comparison of preparation adequacy.

Tables 13 through 16 show preparation adequacy results for all sites.

Table 13 First Split-Sample Study: Preparation Adequacy Results

Preparation Adequacy BD PrepStain Prepared BD SurePath Pap Test Slide Conventionally Prepared Slide
(No. of Patients: 9,046) N % N %
Satisfactory 7,607 84.1 6,468 71.5
Satisfactory But Limited By: 1,385 15.3 2,489 27.5
Endocervical Component Absent 1,283 14.2 1,118 124
Air-Drying Artifact 0 0 17 0.2
Thick Smear 1 <0.1 0 0
Obscuring Blood 53 0.6 121 1.3
Obscuring inflammation 102 1.1 310 3.4
Scant Squamous Epithelial Cells 4 <01 7 0.1
Cytolysis 10 0.1 " 0.1
No Clinical History 0 0 0 0
Not Specified 60 0.7 1,018 1.3
Unsatisfactory for Evaluation: 54 0.6 89 1.0
Endocervical Component Absent 42 0.5 42 0.5
Air-Drying Artifact 0 0 0 0
Thick Smear 0 0 2 <01
Obscuring Blood 7 0.1 6 0.1
Obscuring Inflammation 6 0.1 6 0.1




Preparation Adequacy BD PrepStain Prepared BD SurePath Pap Test Slide Conventionally Prepared Slide

(No. of Patients: 9,046) N % N %
Scant Squamous Epithelial Cells 6 0.1 0 0
Cytolysis 0 0 1 <01
No Clinical History 0 0 0 0
Not Specified 37 04 32 0.5

Note: Some patients had more than one subcategory.

Additional unsatisfactory cases were determined by the reference pathologist, and the total numbers of unsatisfactory results are
reflected in Table 15. In the table, SAT = Satisfactory, SBLB = Satisfactory But limited By (some specified condition), and
UNSAT = Unsatisfactory.

Table 14 shows results from a comparison of preparation adequacy both preparation methods. There were significantly fewer
Unsatisfactory and SBLB cases with BD SurePath Liquid-based Pap Test slides as compared to the conventional slides.

Table 14 First Split-Sample Study: Summary of Preparation Adequacy Results All Clinical Trial Sites

Conventionally Prepared Slide

SAT SBLB UNSAT
BD PrepStain SAT 5,868 1,693 46 7,607
Prepared
SBLB 579 772 34 1,385
BD SurePath
Pap Test Slide UNSAT 21 o4 o o
6,468 2489 89 9,046

UNSAT: Result of McNemar Test: X2 mc =9.33, p=0.0023
SBLB: Result of McNemar Test: X2 mc = 546.21, p = 0.0000

Table 15 shows comparison of satisfactory and unsatisfactory preparations from the evaluations at both the trial sites and the
reference site. BD SurePath Liquid-based Pap Test slides show a statistically significant reduction of unsatisfactory cases compared
to conventional slides.

Table 15 First Split-Sample Study: Comparison of Unsatisfactory Results from the Clinical Trial Sites and the Reference Site

Conventionally Prepared Slide

SAT UNSAT
BD PrepStain SAT 8,807 151 8,958
Prepared
BD SurePath Pap
Test Slide UNSAT 70 18 88
8,877 169 9,046
Result of McNemar Test: X2 mc =29.69, p = 0.0000
Table 16 Preparation Adequacy Results by Site—SBLB Rates for No Endocervical Component (ECC)
Site Cases BD SurePath SBLB no ECCs N (%) Conventional SBLB no ECCs N (%)
1 995 60 (6.0) 85 (8.5)
2 1,712 121(7.1) 54 (3.2)
3 712 180 (25.3) 141 (19.8)
4 1,395 165 (11.8) 331(23.7)
5 500 58 (11.6) 56 (11.2)
6 1,695 473 (28.2) 238 (14.2)
7 589 19 (3.3) 3(0.5)
8 1,448 207 (14.3) 210 (14.5)
All Sites 9,046 1,283 (14.2) 1,118 (12.4)

Detection of endocervical cells (Table 16) varied at different trial sites. Overall, there was a 1.8% difference in endocervical
cell detection between the conventional Pap smear and BD SurePath methods, which is similar to previous studies involving
split-sample methodology.16.17

BD SurePath Liquid-based Pap Test slides produced by the BD PrepStain System provide similar results to conventional Pap
smears in split-sample comparisons in a variety of patient populations and laboratory settings. In addition, there were significantly
fewer Unsatisfactory and SBLB cases with BD SurePath Liquid-based Pap Test slides as compared to conventional Pap smears.
The BD SurePath Liquid-based Pap Test slide may thus be used as a replacement for the conventional Pap smear for the detection
of atypical cells, pre-cancerous lesions, cervical cancer, and all other cytologic categories defined by The Bethesda System.



EVALUATION OF BD SUREPATH LIQUID-BASED PAP TEST SLIDE PREPARATION USING THE BD PREPMATE AND THE

BD SUREPATH MANUAL METHODS

BD Diagnostics (previously known as TriPath Imaging) conducted a prospective, multi-center clinical trial to evaluate two

modifications to the FDA-approved procedure of preparing BD SurePath Liquid-based Pap Test slides. The modifications to the

approved process for preparing BD SurePath Liquid-based Pap Test slides were as follows:

* The addition of the BD PrepMate Automated Accessory (BD PrepMate method), which automates the initial manual steps of
the BD PrepStain laboratory process. The BD PrepMate method automatically mixes and removes the specimen from the
BD SurePath Collection Vials, and layers the specimen onto BD Density Reagent in a test tube.

*  The addition of the BD SurePath manual method, in which, rather than using the BD PrepStain Slide Processor for cell
suspension and slide staining, the cell suspension is manually layered onto the slide and stained by a laboratory technician.

This study evaluated over 400 cases in a masked comparison of the two alternative methods to the currently approved procedure

for preparing BD SurePath Liquid-based Pap Test slides. The comparison was based on morphological and quality criteria applied to

the slides prepared by each method.

The primary objectives of the study were to:

»  Evaluate the morphological and quality aspects of BD SurePath Liquid-based Pap Test slides prepared using the BD PrepMate
method as compared to slides prepared according to the approved method of using the BD PrepStain System (referred to as
the BD PrepStain method).

»  Evaluate the morphological and quality aspects of BD SurePath Liquid-based Pap Test slides prepared using the BD SurePath
manual method as compared to slides prepared according to the approved BD PrepStain method.

Additional objectives of the study were to:

»  Determine if the amount of agreement between the approved BD PrepStain method and the BD PrepMate method was greater
than would be expected by chance alone.

»  Determine if the amount of agreement between the approved BD PrepStain method and the BD SurePath manual method was
greater than would be expected by chance alone.

* Assess the specimen adequacy according to the BD PrepStain System standards for preparing BD SurePath Liquid-based Pap
Test slides using the BD PrepMate method.

»  Assess the specimen adequacy according to the BD PrepStain System standards for preparing BD SurePath Liquid-based Pap
Test slides using the BD SurePath manual method.

BD PREPMATE AUTOMATED ACCESSORY

The BD PrepMate instrument is an accessory to the BD PrepStain System that automates two manual steps—sample mixing and
layering—of the BD PrepStain laboratory process. The BD PrepMate thoroughly mixes, accurately removes the specimen from the
BD SurePath Collection Vials, and layers the specimen onto BD Density Reagent in a test tube. A specimen rack preloaded with
collection vials, syringing pipettes, and test tubes (containing the BD Density Reagent) is placed on the instrument’s tray. The rack
contains up to twelve vials, tubes, and syringing pipettes, which are arranged in three rows of four each. Vials, syringing pipettes,
and tubes are disposable. They must be used only once to eliminate the possibility of specimen contamination.

BD SUREPATH MANUAL METHOD

The BD SurePath manual method uses a manual procedure to layer the cell suspension onto the slides and stain the preparation.
Gynecologic specimen collection and processing are identical for both the Manual and approved BD PrepStain methods up to the
point of using the BD PrepStain Slide Processor.

In the BD PrepStain method, centrifuged cell pellets are placed directly onto the BD PrepStain Slide Processor for automated
processing to produce stained BD SurePath Liquid-based Pap Test slides.

In the BD SurePath manual method, deionized water is added to the centrifuged cell pellet followed by vortexing to resuspend and
randomize the sample. The sample is transferred into a BD Settling Chamber mounted on a BD SurePath PreCoat Slide. After the
sample is settled onto the slide, the sample is stained by a batch Papanicolaou staining procedure.

SLIDE ACCOUNTABILITY
Table 17 shows the slide accountability for the clinical study slides. It is important to note that the study set consisted of three
slides per case.

Table 17 Slide Accountability

Cases Slides

Total number enrolled in study 471 1,413

Total number excluded from analysis -68 -204
Incomplete Documentation -39 -117
Slides Prepared Incorrectly —24 -72
Other exclusion reasons * -5 -15

Total number included in analysis 403 1,209

* Missing samples, duplicate patient numbers, etc.
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POPULATION DEMOGRAPHICS
Table 18 lists the patient age demographics for all cases included in the study population.

Table 18 Patient Demographics

Age Number of Cases
19 or younger 3

20-29 73

30-39 158

40 - 49 105

50 + 64

Total 403

Table 19 lists current clinical information and Table 20 lists clinical history for all cases included in the study population. Note that the selection of more
than one item was allowed, so total case counts may not correlate to the total number of cases in the study population.

Table 19 Current Clinical Information

Clinical Information Number of Cases
Cyclic 241
Irregular Cycle 69
Hysterectomy 16
Pregnant 9
Post Abortion 0
Post Natal 9
Post Menopausal 58
Peri-menopausal 1
Immune Depressed 0
Abnormal GYN Presentation 0
Vaginal Discharge 137
Estrogen Replacement Therapy 19
IUD 2
Oral Contraceptives/Implant 20
No Birth Control 181
Information not available 22

Table 20 Clinical History

History Number of Cases
Previous abnormal cytology 13
History of abnormal bleeding 36
Biopsy 3
History of Cancer 1
Chemotherapy 0
Radiation 0
Colposcopy 9
HIV/AIDS 0
HPV (Wart Virus) 0
Herpes 1
History of BTL* 1
History of PID** 57
None Noted 363

*

Bilateral tubal ligation
** Pelvic inflammatory disease

STUDY RESULTS

The purpose of this study was to establish that BD SurePath Liquid-based Pap Test slides prepared using the BD PrepMate

method and BD SurePath manual method procedures compared favorably with those prepared using the approved BD PrepStain
method. The clinical data show that the slides prepared by the BD PrepMate and BD SurePath manual methods are comparable in
morphology and quality to those prepared by the approved BD PrepStain method.

The clinical data also show that the diagnostic performance is the same for the BD PrepMate method and BD SurePath manual
method when compared to the approved BD PrepStain method. In addition, the adequacy of slides prepared by the BD PrepMate
method and BD SurePath manual method does not differ from those prepared by the approved BD PrepStain method. These findings
support the comparability of the BD PrepMate method and BD SurePath manual method to the approved BD PrepStain method.

SPECIMEN MORPHOLOGY AND QUALITY

Table 21 shows the results for the primary objectives. The acceptability of the slides prepared by each method was evaluated according
to the morphology and quality criteria shown in the table. For each criterion, the proportion of acceptable slides was calculated along
with the corresponding exact 95% confidence interval.
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Table 21 Comparison of Rates and Confidence Intervals (Cl) for Acceptability Criteria

Slide Preparation Method

BD PrepStain BD PrepMate BD SurePath Manual Method

Rate Exact Rate Exact Rate Exact

(n/N) 95% CI (n/N) 95% CI (n/N) 95% CI
Staining 0.9876 (398/403) 0.9713, 0.9960 0.9926 (400/403) 0.9784, 0.9985 0.9901 (399/403) 0.9748, 0.9973
é‘ Clarity 0.9876 (398/403) 0.9713, 0.9960 0.9876 (398/403) 0.9713, 0.9960 0.9975 (402/403) 0.9863, 0.9999
.“é 'g Nuclear 0.9901 (399/403) 0.9748, 0.9973 0.9901 (399/403) 0.9748, 0.9973 0.9975 (402/403) 0.9863, 0.9999
g;g Cytology 0.9950 (401/403) 0.9822, 0.9994 0.9901 (399/403) 0.9748, 0.9973 1.0000 (403/403) 0.9909, 1.0000
&’ Clustering 0.9926 (400/403) 0.9784, 0.9985 0.9975 (402/403) 0.9863, 0.9999 0.9603 (387/403) 0.9363, 0.9771
Cellularity 0.9305 (375/403) 0.9011, 0.9533 0.9454 (381/403) 0.9185, 0.9655 0.9404 (379/403) 0.9127,0.9615

The BD PrepMate method and BD SurePath manual method acceptability rates are nearly always equal to or greater than those of
the BD PrepStain method. In addition, the 95% exact confidence intervals for the BD PrepMate method and BD SurePath manual
method substantially overlap those from the approved BD PrepStain method for each criterion. This implies that the slides prepared
by the BD PrepMate method and BD SurePath manual method are of comparable morphology and quality as those prepared by the
approved BD PrepStain method. Therefore, the preparation quality is the same for the approved method and the two test methods.

DIAGNOSTIC AGREEMENT

This analysis compares the diagnoses on slides prepared by each method. Because these data are derived from split samples, the
diagnosis matrices presented in Table 22 and Table 23 are based on paired samples with each of the test slide preparation methods
(BD PrepMate method and BD SurePath manual method) being compared to the approved BD PrepStain method. Ideally, the
diagnosis obtained from slides prepared by two methods will be the same. This is represented by the number of slides with identical
diagnoses, which appear on the main diagonal of each table.

The first measure of agreement is the proportion of slides on the main diagonal and the corresponding exact 95% confidence
intervals. The second measure of agreement is obtained from the kappa statistic, which was computed for each comparison and
tested. The test determines if the amount of agreement between the two methods is greater than would be expected by chance
alone. Because the observations are ordered, it is more important to have observations that lie on or near the main diagonal. The
weighted kappa statistic gives more weight to observations that lie on or near the main diagonal in the tables.

COMPARISON OF APPROVED BD PREPSTAIN AND BD PREPMATE METHODS

In Table 22, the number of slides on the main diagonal is 367 (2+334+8+6+5+11+1) and the proportion of slides on the main
diagonal is 0.9107 (367/403) with exact 95% confidence limits of 0.8785 to 0.9366.

If unsatisfactory slides are excluded from the table by deleting the first row and first column, 397 slides remain. The proportion of
slides on the main diagonal is 0.9194 (365/397) with 95% confidence limits of 0.8881 to 0.9442.

The results shown in Table 22 indicate that the approved BD PrepStain method and the BD PrepMate method have a high
proportion of slides with diagnostic agreement, as indicated by the proportion of slides on the main diagonal in the table. Further, the
weighted kappa analysis indicates that the agreement was much greater than could be attributed to chance alone.

Table 22 Crosstabulation of Diagnoses by BD PrepStain and BD PrepMate Method.

BD PrepStain Method Diagnosis

Unsat WNL BCC-RR Atypia LsIL HSIL DYSPL AlS cA Total
Unsat 2 1 0 0 0 0 0 0 0 3

§ WNL 2 334 2 7 2 0 0 0 0 347
§ BCC-RR 0 6 8 0 1 0 0 0 0 15
% Atypia 1 3 2 6 0 0 0 0 0 12
§ LsIL 0 3 0 3 5 0 0 0 0 1
;3 HSIL 0 1 0 1 0 1 0 0 0 13
& DYSPL 0 0 0 0 1 0 0 0 0 1
§ AlS 0 0 0 0 0 0 0 0 0 0
cA 0 0 0 0 0 0 0 0 1 1

Total 5 348 12 17 9 1 0 0 1 403
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COMPARISON OF APPROVED BD PREPSTAIN AND BD SUREPATH MANUAL METHODS

In Table 23, the number of slides on the main diagonal is 353 (3+315+6+10+7+11+1). The proportion of slides on the main diagonal
is 0.8759 (353/403). The exact binomial 95% confidence limits for this proportion are 0.8397 to 0.9065.

If unsatisfactory slides are excluded from the table by deleting the first row and first column, 398 slides remain. The proportion
of slides on the main diagonal is 0.8794 (350/398) with 95% confidence limits of 0.8433 to 0.9097. The results shown in Table
23 indicate that the approved BD PrepStain method and the BD SurePath manual method have a high proportion of slides with
diagnostic agreement, as indicated by the proportion of slides on the main diagonal in the table. Further, the weighted kappa
analysis indicates that the agreement was much greater than could be attributed to chance alone. Therefore, the diagnostic
performance is the same for the approved method and the two test methods.

Table 23 Crosstabulation of Diagnoses by BD PrepStain method and BD SurePath manual method

BD PrepStain Method Diagnosis

Unsat WNL BCC-RR Atypia LSIL HSIL DYSPL AlS CA Total
P Unsat 3 0 0 0 0 0 0 0 0 3
§ WNL 1 315 1 3 1 0 0 0 0 321
S [ BCC-RR 0 19 6 0 0 0 0 0 0 25
E Atypia 0 12 4 10 0 0 0 0 0 26
2 LSIL 0 1 1 3 7 0 0 0 0 12
‘g HSIL 1 1 0 1 1 11 0 0 0 15
= | DyspL 0 0 0 0 0 0 0 0 0 0
2 AlS 0 0 0 0 0 0 0 0 0 0
= CA 0 0 0 0 0 0 0 0 1 1
Total 5 348 12 17 9 11 0 0 1 403

SLIDE ADEQUACY

Slide adequacy was assessed for each of the preparation methods. The data were analyzed using a two-sided McNemar test.18
Table 24 shows the adequacy results when comparing the approved BD PrepStain method to the BD PrepMate method.

Table 24 Adequacy Results for BD PrepMate and BD PrepStain Method Slides

BD PrepStain Method Result

SAT or SBLB UNSAT
SAT or SBLB 398 3 401
BD PrepMate
Method Result
UNSAT 0 2 2
398 5 403

Table 25 shows the adequacy results when comparing the approved BD PrepStain method to the BD SurePath manual method.
Table 25 Adequacy Results for BD SurePath Manual Method and BD PrepStain Method Slides

BD PrepStain Method Result

SAT or SBLB UNSAT
BD SurePath | SAT or SBLB 398 2 400
Manual Method
Result UNSAT 0 3 3
308 5 403

These two comparisons demonstrate that the BD PrepMate method and BD SurePath manual method do not differ from the
approved BD PrepStain method with respect to slide adequacy.

DIRECT-TO-VIAL STUDY

Following the initial FDA approval of the BD PrepStain System, BD Diagnostics (formerly known as TriPath Imaging) conducted a
large, multi-center study of the BD PrepStain System when used as intended with direct-to-vial specimens. The previous clinical
studies used a split-sample method in which the sample was first used to create a conventional Pap smear slide, and the remaining
sample was placed in the BD SurePath Collection Vial and processed by the BD PrepStain System to create a BD SurePath
Liquid-based Pap Test slide. It is well established that split-sample designs underestimate the true performance of the test that is
prepared from the residual cellular material.2

This study compared the performance of BD SurePath Liquid-based Pap Test slides produced from direct-to vial samples to
conventional Pap smears. Results obtained with BD SurePath Liquid-based Pap Test slides were compared to results obtained

from an historical cohort of conventional Pap smears. Specifically, this study evaluated whether BD SurePath Liquid-based Pap Test
slides improved the detection of high-grade squamous intraepithelial lesions (HSIL), adenocarcinoma in-situ, and cancer (HSIL+). All
available biopsy data was collected for both slide populations.
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The BD SurePath population consisted of 58,580 slides collected prospectively from 57 clinics that had converted almost 100% from
conventional Pap smear collection to the BD SurePath specimen collection. The specimens collected at these clinics were sent to
three clinical sites for processing.

The conventional population consisted of 58,988 slides from the same clinics as the BD SurePath Liquid-based Pap Test slides. This
historical population was collected beginning with most recent slides before the clinics converted to the BD SurePath Liquid-based
Pap Test, and then going back in time until the conventional and BD SurePath Liquid-based Pap Test slide populations at each
clinical site were approximately equal in number.

The results from this study showed a detection rate of 405/58,580 for the BD SurePath Liquid-based Pap Test slides compared
to 248/58,988 for the conventional slides, resulting in detection rates of 0.691% and 0.420%, respectively (see Table 26). For

these clinical sites and these study populations, this indicates a 64.4% (p<0.00001) increase in detection of HSIL+ lesions for the
BD SurePath Liquid-based Pap Test slides.

Table 26 Comparison of Detection Rates by Site

HSIL+
Site Conventional BD SurePath
Total HSIL+ Percent (%) Total HSIL+ Percent (%)
1 41,274 216 0.523 40,735 300 0.736
2 10,421 19 0.182 10,676 78 0.731
3 7,293 13 0.178 7,169 27 0.377
Total 58,988 248 0.420 58,580 405 0.691
LSIL+
Site Conventional BD SurePath
Total LSIL+ Percent (%) Total LSIL+ Percent (%)
1 41,274 765 1.853 40,735 1,501 3.685
2 10,421 96 0.921 10,676 347 3.250
3 7,293 99 1.357 7,169 127 1.772
Total 58,988 960 1.627 58,580 1,975 3.371
ASCUS+
Site Conventional BD SurePath
Total ASCUS+ Percent (%) Total ASCUS+ Percent (%)
1 41,274 1,439 3.486 40,735 2,612 6.412
2 10,421 347 3.330 10,676 689 6.454
3 7,293 276 3.784 7,169 285 3.975
Total 58,988 2,062 3.496 58,580 3,586 6.122
Unsatisfactory
Site Conventional BD SurePath
Total UNSAT+ Percent (%) Total UNSAT+ Percent (%)
1 41,274 132 0.320 40,735 37 0.091
2 10,421 163 1.564 10,676 89 0.834
3 7,293 20 0.274 7,169 4 0.056
Total 58,988 315 0.534 58,580 130 0.222

Note: Site to site variations in performance are expected. Each laboratory must carefully monitor the quality of its work.

PROCEDURE

Complete procedures for preparing BD SurePath Liquid-based Pap Test slides are provided in the BD PrepStain Slide Processor
Operator’s Manual.
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Manufacturer / MpoussoauTen / Vyrobce / Fabrikant / Hersteller / Kataokeuaatig / Fabricante / Tootja / Fabricant / Proizvodac / Gyarto / Fabbricante / ATkapyubi /
A 2%1 4] / Gamintojas / RaZotajs / Tilvirker / Producent / Producétor / Mponssoamtens / Vyrobca / Proizvodaé / Tillverkare / Uretici / Bupo6Huk / £ T

Use by / Manonasaiite go / Spotfebujte do / Brug fer / Verwendbar bis / Xprion éwg / Usar antes de / Kasutada enne / Date de péremption / A}-& 7]} / Upotrijebiti
do / Felhasznalhatdésag datuma / Usare entro / [leiiiH naaanaHyra / Naudokite iki / Izlietot ITdz / Houdbaar tot / Brukes for / Stosowac¢ do / Prazo de validade / A se
utiliza pané la / Vicnonb3sosats o / PouZite do / Upotrebiti do / Anvand fore / Son kullanma tarihi / Bukopuctatu go\line / fd F % i [ 1

YYYY-MM-DD / YYYY-MM (MM = end of month)

rrrr-mMM-aa / rerr-MM (MM = kpasi Ha meceua)

RRRR-MM-DD / RRRR-MM (MM = konec mésice)

AAAA-MM-DD / AAAA-MM (MM = slutning af maned)

JJII-MM-TT / JJJJ-MM (MM = Monatsende)

EEEE-MM-HH / EEEE-MM (MM = TéAog Tou prjva)

AAAA-MM-DD / AAAA-MM (MM = fin del mes)

AAAA-KK-PP / AAAA-KK (KK = kuu I6pp)

AAAA-MM-JJ / AAAA-MM (MM = fin du mois)

GGGG-MM-DD / GGGG-MM (MM = kraj mjeseca)

EEEE-HH-NN / EEEE-HH (HH = hénap utols6 napja)

AAAA-MM-GG / AAAA-MM (MM = fine mese)

HOKHKAK-AA-KK / HKAOKIK-AA / (AA = aiifibiH COHpl)

YYYY-MM-DD/YYYY-MM(MM = ¢1'2)

MMMM-MM-DD / MMMM-MM (MM = ménesio pabaiga)

GGGG-MM-DD/GGGG-MM (MM = ménesa beigas)

JJJJ-MM-DD / JJJJ-MM (MM = einde maand)

AAAA-MM-DD / AAAA-MM (MM = slutten av méaneden)

RRRR-MM-DD / RRRR-MM (MM = koniec miesigca)

AAAA-MM-DD / AAAA-MM (MM = fim do més)

AAAA-LL-ZZ | AAAA-LL (LL = sfarsitul lunii)

rrrr-Mmm-ga / rerr-MM (MM = koHew, mecsia)

RRRR-MM-DD / RRRR-MM (MM = koniec mesiaca)

GGGG-MM-DD / GGGG-MM (MM = kraj meseca)

AAAA-MM-DD / AAAA-MM (MM = slutet av manaden)

YYYY-AA-GG / YYYY-AA (AA = ayin sonu)

PPPP-MM-07 / PPPP-MM (MM = kiHeLb MicsLs)

YYYY-MM-DD / YYYY-MM (MM = HK)

Catalog number / Katanoxen Homep / Katalogové &islo / Katalognummer / ApiBuég katahdyou / Nimero de catélogo / Katalooginumber / Numéro catalogue /
Katalo$ki broj / Katalégusszam / Numero di catalogo / Katanor Hemipi / 7F&- 2 71 ¥ 3. / Katalogo / numeris / Kataloga numurs / Catalogus nummer / Numer
katalogowy / Numar de catalog / Homep no kararnory / Katalogoveé &islo / Kataloski broj / Katalog numarasi / Homep 3a karanorom / H 3% %5

Authorized Representative in the European Community / OTopuaupan npeactasuten B EBponeiickata obLyHocT / Autorizovany zastupce pro Evropském
spolecenstvi / Autoriseret repraesentant i De Europzeiske Fzellesskaber / Autorisierter Vertreter in der Europaischen Gemeinschaft / E§ouaiodotnuévog
avTimpéowTog oTnv Eupwtraiki KovétnTta / Representante autorizado en la Comunidad Europea / Volitatud esindaja Euroopa Noukogus / Représentant autorisé
pour la Communauté européenne / Autorizuirani predstavnik u Europskoj uniji / Meghatalmazott képvisel6 az Eurdpai K6zésségben / Rappresentante autorizzato
nella Comunita Europea / EBpona kaybIMAacTbifbiHAAFb! yoKineTTi exin /15 354 2] 919 i3k / |galiotasis atstovas Europos Bendrijoje / Pilnvarotais parstavis
Eiropas Kopiena / Bevoegde vertegenwoordiger in de Europese Gemeenschap / Autorisert representant i EU / Autoryzowane przedstawicielstwo we Wspoélnocie
Europejskiej / Representante autorizado na Comunidade Europeia / Reprezentantul autorizat pentru Comunitatea Europeana / YnonHomou4eHHbI NpeacraButens
B EBponeiickom coobLuectse / Autorizovany zastupca v Eurdpskom spologenstve / Autorizovano predstavnistvo u Evropskoj uniji / Auktoriserad representant i
Europeiska gemenskapen / Avrupa Toplulugu Yetkili Temsilcisi / YnosHoBaxeHuit npeactasHuk y kpaiHax €C / [l J& [ R AU %

In Vitro Diagnostic Medical Device / MeguumHcku ypen, 3a AuarHocTvka uH BuTpo / Lékarské zafizeni uréené pro diagnostiku in vitro / In vitro diagnostisk medicinsk
anordning / Medizinisches In-vitro-Diagnostikum / In vitro SiayvwoTikn 1atpikr) cuokeur / Dispositivo médico para diagnéstico in vitro / In vitro diagnostika
meditsiiniaparatuur / Dispositif médical de diagnostic in vitro / Medicinska pomagala za In Vitro Dijagnostiku / In vitro diagnosztikai orvosi eszkdz / Dispositivo
medicale per diagnostica in vitro / XXacaHab! xafgaiiaa xypriseTiH MeavumHanbik Auardoctuka acnabs / In Vitro Diagnostic 9] 5. 717] / In vitro diagnostikos
prietaisas / Medicinas ierices, ko lieto in vitro diagnostika / Medisch hulpmiddel voor in-vitro diagnostiek / In vitro diagnostisk medisinsk utstyr / Urzadzenie
medyczne do diagnostyki in vitro / Dispositivo médico para diagndstico in vitro / Dispozitiv medical pentru diagnostic in vitro / MeanuuHckuii npuéop ans
[avarHocTuky in vitro / Medicinska poméacka na diagnostiku in vitro / Medicinski uredaj za in vitro dijagnostiku / Medicinteknisk produkt fér in vitro-diagnostik / In Vitro
Diyagnostik Tibbi Cihaz / MeanuHuit npucTpiii ans aiarHocTukm in vitro / 442 Wi 2297 3 4

Temperature limitation / TemnepatypHu orpaHnyenns / Teplotni omezeni / Temperaturbegraensning / Temperaturbegrenzung / Mepiopiopoi Beppokpaaciag / Limitacion
de temperatura / Temperatuuri piirang / Limites de température / Dozvoljena temperatura / Hémérsékleti hatar / Limiti di temperatura / TemneparypaHbi wekTey /-2
A gk / Laikymo temperatiira / Temperataras ierobezojumi / Temperatuurlimiet / Temperaturbegrensning / Ograniczenie temperatury / Limites de temperatura / Limite
de temperaturd / OrpaHnyenne Temnepatypbl / Ohranicenie teploty / Ogranic¢enje temperature / Temperaturgrans / Sicaklik sinirlamasi / O6mexeHHs Temnepatypu
/L PR

Batch Code (Lot) / Kon Ha naptupara / Kod (Cislo) $arze / Batch-kode (lot) / Batch-Code (Charge) / Kwdikdg Traprtidag (Traptida) / Codigo de lote (lote) / Partii kood /
Numéro de lot / Lot (kod) / Tétel szama (Lot) / Codice batch (lotto) / Tontama koabl / ¥ %] 5 =(ZE) / Partijos numeris (LOT) / Partijas kods (laidiens) / Lot nummer
/ Batch-kode (parti) / Kod partii (seria) / Cédigo do lote / Cod de serie (Lot) / Kog naptum (not) / Kéd série (Sarza) / Kod serije / Partinummer (Lot) / Parti Kodu (Lot)
/ Kop maprii / 4ib5 CIEdt)

Contains sufficient for <n> tests / CbabpxaHneTo e JocTaTbyHO 3a <n> TecTta / Dostate¢né mnozstvi pro <n> testu / Indeholder tilstraekkeligt til <n> tests /
Ausreichend fiir <n> Tests / Mepiéxer emapkn ToodTnTa yia <n> e&etdoelg / Contenido suficiente para <n> pruebas / Kiillaldane <n> testide jaoks / Contenu suffisant
pour <n> tests / Sadrzaj za <n> testova / <n> teszthez elegendé / Contenuto sufficiente per <n> test / <n> TecTTepi yLLiH XeTkinikTi / <n> H ~E7} F4-35] L3k

1 Pakankamas kiekis atlikti <n> testy / Satur pietiekami <n> parbaudém / Inhoud voldoende voor “n” testen / Innholder tilstrekkelig til <n> tester / Zawiera ilos¢
wystarczajgcg do <n> testdéw / Contetdo suficiente para <n> testes / Continut suficient pentru <n> teste / [loctato4Ho ansi <n> tectos(a) / Obsah vystaci na <n>
testov / Sadrzaj dovoljan za <n> testova / Innehaller tillrackligt for <n> analyser / <n> test igin yeterli malzeme igerir / Buctauutb ans avanisie: <n>/ 2457 <n>
YA

Consult Instructions for Use / Hanpasete cnpaBka B MHCTpykLuuTe 3a ynotpeba / Prostudujte pokyny k pouZziti / Se brugsanvisningen / Gebrauchsanweisung
beachten / ZupBouAeureite Tig 0dnyieg xpriong / Consultar las instrucciones de uso / Lugeda kasutusjuhendit / Consulter la notice d’emploi / Koristi upute za
upotrebu / Olvassa el a hasznalati utasitast / Consultare le istruzioni per I'uso / MaiiganaHy HyckaymbiFbIMEH TaHbIChIN anbiHb3 / A8 A % 33 [ Skaitykite
naudojimo instrukcijas / Skatit lietoSanas paméacibu / Raadpleeg de gebruiksaanwijzing / Se i bruksanvisningen / Zobacz instrukcja uzytkowania / Consultar as
instrucdes de utilizagdo / Consultati instructiunile de utilizare / Cm. pykoBoacTso no akcnnyartauum / Pozri Pokyny na pouzivanie / Pogledajte uputstvo za upotrebu /
Se bruksanvisningen / Kullanim Talimatlar’na bagvurun / us. iHCTpyKuUii 3 BUKOpUcTaHHs / 1 2 [ fii i 15t 1A

Do not reuse / He usnonaeavite otHoBo / Nepouzivejte opakované / Ikke til genbrug / Nicht wiederverwenden / Mnv emavaypnoiyotroieite / No reutilizar / Mitte
kasutada korduvalt / Ne pas réutiliser / Ne koristiti ponovo / Egyszer hasznalatos / Non riutilizzare / Naitnanax6anpia / A1 AF-8- 4] / Tik vienkartiniam naudojimui /
Nelietot atkartoti / Niet opnieuw gebruiken / Kun til engangsbruk / Nie stosowa¢ powtdrnie / Nao reutilize / Nu refolositi / He ncnonb3sosatk nostopHo / Nepouzivajte
opakovane / Ne upotrebljavajte ponovo / Far ej ateranvéndas / Tekrar kullanmayin / He BukopuctoysaTi nosTopHo / i %) # 4 {ii

Serial number / CepueHn Homep / Sériové Cislo / Serienummer / Seriennummer / Zeipiakdg apiBudg / N° de serie / Seerianumber / Numéro de série / Serijski broj /
Sorozatszam / Numero di serie / Tontamanbik Hemipi / ¢ & W3 / Serijos numeris / Sérijas numurs / Serie nummer / Numer seryjny /Numero de série / Numar de
serie / CepuiiHbii Homep / Seri numarasi / Homep cepii / #5315
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For IVD Performance evaluation only / Camo 3a oueHka kayectBoTo Ha pabota Ha VD / Pouze pro vyhodnoceni vykonu IVD / Kun til evaluering af IVD ydelse / Nur
fur IVD-Leistungsbewertungszwecke / Mévo yia agioAdynon amédoong IVD / Sélo para la evaluacién del rendimiento en diagnéstico in vitro / Ainult IVD seadme
hindamiseks / Réservé a I'évaluation des performances IVD / Samo u znanstvene svrhe za In Vitro Dijagnostiku / Kizarélag in vitro diagnosztikahoz / Solo per
valutazione delle prestazioni IVD / XXacaHabl xafaaiiaa «npobupka ilwiHae» AarHocTukaaa Tek )XyMblcTel 6aranay ywin / IVD Al s 33 7}ell thaf 4wk A& / Tik IVD
prietaisy veikimo charakteristikoms tikrinti / Vienigi IVD darbibas novértéSanai /Uitsluitend voor doeltreffendheidsonderzoek / Kun for evaluering av IVD-ytelse /
Tylko do oceny wydajnosci IVD / Uso exclusivo para avaliagdo de IVD / Numai pentru evaluarea performantei IVD / Tonbko Anst OLEHKW KayecTBa ANarHoOCTUKM in
vitro / Uréené iba na diagnostiku in vitro / Samo za procenu ucinka u in vitro dijagnostici / Endast for utvardering av diagnostisk anvandning in vitro / Yalnizca IVD
Performans degerlendirmesi igin / Tinbku Ans ouiHoBaHHA SKOCTi giarHocTukw in vitro / (R IVD 4 REPEAS

For US: “For Investigational Use Only”

Lower limit of temperature / Jonen numuT Ha Temnepartyparta / Dolni hranice teploty / Nedre temperaturgreense / Temperaturuntergrenze / Katwrepo 6pio
Beppokpaaiag / Limite inferior de temperatura / Alumine temperatuuripiir / Limite inférieure de température / Najniza dozvoljena temperatura / Alsé hémérsékleti
hatar / Limite inferiore di temperatura / TemnepatypaHblH TemeHri pykcar weri / 313 &= / Zemiausia laikymo temperatdra / Temperattras zemaka robeza /
Laagste temperatuurlimiet / Nedre temperaturgrense / Dolna granica temperatury / Limite minimo de temperatura / Limitd minima de temperatura / HwkHuit npegen
Temneparypsl / Spodna hranica teploty / Donja granica temperature / Nedre temperaturgréns / Sicaklik alt sinirt / MinimansHa Temneparypa / i F R

Control / KontponHo / Kontrola / Kontrol / Kontrolle / Maptupag / Kontroll / Contréle / Controllo / Baksinay / 71 E-% / Kontrolé / Kontrole / Controle / Controlo /
KoHTponb / kontroll / KoHTporb / X #E

Positive control / Monoxutenen koHTpon / Pozitivni kontrola / Positiv kontrol / Positive Kontrolle / ©¢Tik6g pdptupag / Control positivo / Positiivne kontroll / Contréle
positif / Pozitivna kontrola / Pozitiv kontroll / Controllo positivo / OH Gakbinay / &3 %1 E & / Teigiama kontrolé / Pozitiva kontrole / Positieve controle / Kontrola
dodatnia / Controlo positivo / Control pozitiv / MonoxuTenbHbin koHTponb / Pozitif kontrol / MoautusHWi koHTponb / PR 4 X HE 5

Negative control / OtpuuareneH koHTpon / Negativni kontrola / Negativ kontrol / Negative Kontrolle / Apvntikég péptupag / Control negativo / Negatiivne kontroll /
Contrdle négatif / Negativna kontrola / Negativ kontroll / Controllo negativo / HeratusTik 6akbinay / 24 71 E% / Neigiama kontrolé / Negativa kontrole / Negatieve
controle / Kontrola ujemna / Controlo negativo / Control negativ / OTpuuaTtenbHbIii KoHTpons / Negatif kontrol / HeratusHuin kontponb / [ 14 %6 HE 1 7]

Method of sterilization: ethylene oxide / MeTog Ha cTepunusauus: eTuneHoB okeug / Zpusob sterilizace: etylenoxid / Steriliseringsmetode: ethylenoxid /
Sterilisationsmethode: Ethylenoxid / MéBoSog atoaTeipwang: aiBuAevogeidio / Método de esterilizacion: oxido de etileno / Steriliseerimismeetod: etiileenoksiid

/ Méthode de stérilisation : oxyde d’éthylene / Metoda sterilizacije: etilen oksid / Sterilizalas modszere: etilén-oxid / Metodo di sterilizzazione: ossido di etilene /
Crepunusaums agici — aTuneH ToTbirbl / 25 W o & 9l 8 Alo] = / Sterilizavimo bidas: etileno oksidas / Sterilizé$anas metode: etilenoksids / Gesteriliseerd met
behulp van ethyleenoxide / Steriliseringsmetode: etylenoksid / Metoda sterylizacji: tlenek etylu / Método de esterilizagao: 6xido de etileno / Metoda de sterilizare:
oxid de etilena / Metop ctepunusauum: atunexokens / Metoda sterilizacie: etylénoxid / Metoda sterilizacije: etilen oksid / Steriliseringsmetod: etenoxid / Sterilizasyon
yontemi: etilen oksit / MeToa cTepunisauii: eTuneHokcumom / K Jiik: WA Lk

Method of sterilization: irradiation / MeTop Ha ctepunusaums: npaguaums / Zpusob sterilizace: zafeni / Steriliseringsmetode: bestraling / Sterilisationsmethode:
Bestrahlung / MéBodog amooTeipwaong: akTivoBoAia / Método de esterilizacion: irradiacion / Steriliseerimismeetod: kiirgus / Méthode de stérilisation : irradiation /
Metoda sterilizacije: zratenje / Sterilizalas modszere: besugarzas / Metodo di sterilizzazione: irradiazione / Ctepunusauus agici — cayne Tycipy / 25 43 WAL/
Sterilizavimo budas: radiacija / Sterilizé$anas metode: apstaro$ana / Gesteriliseerd met behulp van bestraling / Steriliseringsmetode: bestraling / Metoda sterylizacji:
napromienianie / Método de esterilizagéo: irradiagdo / Metoda de sterilizare: iradiere / Metog ctepunusauuun: obnydenue / Metoda sterilizacie: ozZiarenie / Metoda
sterilizacije: ozragavanje / Steriliseringsmetod: stralning / Sterilizasyon yéntemi: irradyasyon / Metoz ctepunisauii: onpomiHeHHsM / K& J7ik: fibt

Biological Risks / Buonornynu puckose / Biologicka rizika / Biologisk fare / Biogefahrdung / BioAoyikoi kivduvol / Riesgos biolégicos / Bioloogilised riskid / Risques
biologiques / Bioloski rizik / Biologiailag veszélyes / Rischio biologico / Buonorusnsik Tayekenaep / A %814 913 / Biologinis pavojus / Biologiskie riski / Biologisch
risico / Biologisk risiko / Zagrozenia biologiczne / Perigo bioldgico / Riscuri biologice / Brionornyeckas onacHocTs / Biologickeé riziko / Bioloski rizici / Biologisk risk /
Biyolojik Riskler / Bionoriuna Hebeaneka / 242 X

Caution, consult accompanying documents / BHumaHue, HanpaseTe cnpaska B NpuapyxasaluuTe AokymeHTn / Pozor! Prostuduijte si pfilozenou dokumentaci!

|/ Forsigtig, se ledsagende dokumenter / Achtung, Begleitdokumente beachten / Mpogoxr, cupBouleuTeite Ta ouvodeuTiKd €yypaga / Precaucién, consultar la
documentacién adjunta / Ettevaatust! Lugeda kaasnevat dokumentatsiooni / Attention, consulter les documents joints / Upozorenje, koristi prate€u dokumentaciju

/ Figyelem! Olvassa el a mellékelt tajékoztatét / Attenzione: consultare la documentazione allegata / AGaiinaHpia, TUICTI KyKaTTapMeH TaHbICbIHbI3 / 5-2], 555
dvg A Z+z | Démesio, Zidrékite pridedamus dokumentus / Piesardziba, skatit pavaddokumentus / Voorzichtig, raadpleeg bijgevoegde documenten / Forsiktig,

se vedlagt dokumentasjon / Nalezy zapoznac sig z dotgczonymi dokumentami / Cuidado, consulte a documentacéao fornecida / Atentie, consultati documentele
insotitoare / BHumaHue: cM. npunaraemyto gokymeHTauuio / Vystraha, pozri sprievodné dokumenty / Paznja! Pogledajte prilozena dokumenta / Obs! Se medféljande
dokumentation / Dikkat, birlikte verilen belgelere bagvurun / Ysara: AB. cynyTHio fokymeHTawito / /Ny, 1525 [ B 5 S0k

Upper limit of temperature / FopeH numuT Ha Temnepatypara / Horni hranice teploty / @vre temperaturgreense / Temperaturobergrenze / Aviwtepo 6plo Beppokpaaiag
/ Limite superior de temperatura / Ulemine temperatuuripiir / Limite supérieure de température / Gornja dozvoljena temperatura / Felsé hémérsékleti hatar / Limite
superiore di temperatura / TemneparypaHbiH pykcat eTinreH xorapfbl weri / %3 & 1= / Aukiausia laikymo temperatdra / Aug$éja temperatiiras robeza / Hoogste
temperatuurlimiet / @vre temperaturgrense / Gérna granica temperatury / Limite maximo de temperatura / Limitd maxima de temperatura / Bepxuuit npeaen
Temnepatypbl / Horna hranica teploty / Gornja granica temperature / Ovre temperaturgréns / Sicaklik Ust siniri / MakcumansHa Temnepartypa / i )% 1 [f

Keep dry / Masete cyxo / Skladujte v suchém prostiedi / Opbevares tert / Trocklagern / @uAdte 1o oTeyvo / Mantener seco / Hoida kuivas / Conserver au sec /
Drzati na suhom / Szaraz helyen tartand6 / Tenere all'asciutto / Kyprak kyninae ycra / 71 3] 4] / Laikykite sausai / Uzglabat sausu / Droog houden / Holdes
tert / Przechowywac w stanie suchym / Manter seco / A se feri de umezeala / He ponyckate nonaganus snarv / Uchovavajte v suchu / Drzite na suvom mestu /
Férvaras torrt / Kuru bir sekilde muhafaza edin / Bepertv sin Bonorw / i {443 T- 1

Collection time / Bpeme Ha cbbupane / Cas odbéru / Opsamlingstidspunkt / Entnahmeuhrzeit / Qpa guAoyrig / Hora de recogida / Kogumisaeg / Heure de
prélévement / Sati prikupljanja / Mintavétel idépontja / Ora di raccolta / YKunay yaksiTsl / =3 A7+ / Paémimo laikas / Savaksanas laiks / Verzameltijd / Tid
prevetaking / Godzina pobrania / Hora de colheita / Ora colectarii / Bpems c6opa / Doba odberu / Vreme prikupljanja / Uppsamlingstid / Toplama zamani / Yac
3abopy / KA ]

Peel / O6enerte / Oteviete zde / Abn / Abziehen / ATrokoAAroTe / Desprender / Koorida / Décoller / Otvoriti skini / Hizza le / Staccare / ¥cTiHri kabaTbiH anbin TacTa /
w1 7]7] | Plésti ¢ia / Atlimét / Schillen / Trekk av / Oderwac / Destacar / Se dezlipeste / OtknenTs / Odtrhnite / Oljustiti / Dra isar / Ayirma / Bigkneitu / #i

Perforation / Mepdopauus / Perforace / Perforering / Aiarpnon / Perforacion / Perforatsioon / Perforacija / Perforalas / Perforazione / Tecik Tecy / 2341 /
Perforacija / Perforacija / Perforatie / Perforacja / Perfuragéo / Perforare / Mepdopauust / Perforacia / Perforasyon / Mepdopauist / % 4L

Do not use if package damaged / He nsnonseaiite, ako onakoBkarta e nospeaeHa / Nepouzivejte, je-li obal poskozeny / Ma ikke anvendes hvis emballagen er
beskadiget / Inhal beschadigter Packungnicht verwenden / Mn xpnoipoTtroigite ecv n cuokeuaaia €xel utroaTei {nuid. / No usar si el paquete esta dafiado / Mitte
kasutada, kui pakend on kahjustatud / Ne pas I'utiliser si 'emballage est endommagé / Ne koristiti ako je oSte¢eno pakiranje / Ne hasznalja, ha a csomagolas
sérilt / Non usare se la confezione & danneggiata / Erep nakeTt 6yabinfaH 6onca, nanganaba / @ 7] 2| 7} &=/ 749- A8 54| / Jei pakuoté pazeista,
nenaudoti / Nelietot, ja iepakojums bojats / Niet gebruiken indien de verpakking beschadigd is / Ma ikke brukes hvis pakke er skadet / Nie uzywac, jesli
opakowanie jest uszkodzone / N&o usar se a embalagem estiver danificada / A nu se folosi daca pachetul este deteriorat / He ucnonb3sosatb npv nospexaeHum
ynakosku / Nepouzivajte, ak je obal poskodeny / Ne koristite ako je pakovanje oste¢eno / Anvand ej om férpackningen ar skadad / Ambalaj hasar gérmusse
kullanmayin / He BukopucTOBYBaTM 3a NOLLKOMKEHOI ynakoskm / US4 R fist, 152748

Keep away from heat / Ma3ete ot TonnuHa / Nevystavujte pfiliSnému teplu / Ma ikke udsaettes for varme / Vor Warme schiitzen / KpartioTe 10 pakpid atmé
BeppdTnTa / Mantener alejado de fuentes de calor / Hoida eemal valgusest / Protéger de la chaleur / Drzati dalje od izvora topline / Ovja a melegtél / Tenere lontano
dal calore / CankbiH xepae cakta / -2 3] &loF g / Laikyti atokiau nuo Silumos Saltiniy / Sargat no karstuma / Beschermen tegen warmte / Mé ikke utsettes for
varme / Przechowywac z dala od zrodet ciepta / Manter ao abrigo do calor / A se feri de caldura / He Harpesatb / Uchovavajte mimo zdroja tepla / Drzite dalje od
toplote / Far ej utsattas fér varme / Isidan uzak tutun / Bepertv sig aii Tenna / i i & FAJ5

Cut / Cpexerte / Odstfihnéte / Klip / Schneiden / Kéwre / Cortar / Léigata / Découper / Rezi / Vagija ki / Tagliare / Kecinia / -2} 7] / Kirpti / Nogriezt / Knippen / Kutt
/ Odcig¢ / Cortar / Decupati / Otpesats / Odstrihnite / Ise¢i / Klipp / Kesme / Poapizatu / 5§
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Collection date / lata Ha cbbupaHe / Datum odbéru / Opsamlingsdato / Entnahmedatum / Huepopnvia ouAoyrig / Fecha de recogida / Kogumiskuupéev / Date
de prélévement / Dani prikupljanja / Mintavétel datuma / Data di raccolta / YXuHaraH Tis6ekyHi / 55 &%} / Paémimo data / Savaksanas datums / Verzameldatum /
Dato prevetaking / Data pobrania / Data de colheita / Data colectarii / [lata c6opa / Datum odberu / Datum prikupljanja / Uppsamlingsdatum / Toplama tarihi / Jata
3a6opy / KA H

ul/test / uL/tect / uL/Test / uL/e&étaon / ul/prueba / uL/teszt / nL/€l 2~ = / mkn/tect / pLityrimas / pL/parbaude / pL/teste / mkn/anania / ML/ il

Keep away from light / Ma3ete ot ceetnuHa / Nevystavujte svétlu / Ma ikke udseettes for lys / Vor Licht schiitzen / KpatfioTe 10 pakpid atmoé 1o ewg / Mantener
alejado de la luz / Hoida eemal valgusest / Conserver a I'abri de la lumiére / Drzati dalje od svjetla / Fény nem érheti / Tenere al riparo dalla luce / KapaHfbinanraH
xeppae ycta / 912 7] &) oF  / Laikyti atokiau nuo Silumos $altiniy / Sargat no gaismas / Niet blootstellen aan zonlicht / Méa ikke utsettes for lys / Przechowywaé z
dala od zrédet $wiatta / Manter ao abrigo da luz / Feriti de lumina / XpanuTb B TemHoTe / Uchovavajte mimo dosahu svetla / Drzite dalje od svetlosti / Far ej utsattas
for ljus / Isiktan uzak tutun / BeperTu Big aii ceitna / i it 5 Y62k

Hydrogen gas generated / O6pasysaH e Bogopog ra3 / Moznost Uniku plynného vodiku / Frembringer hydrogengas / Wasserstoffgas erzeugt / Anpioupyia agpiou
udpoydvou / Produccioén de gas de hidrogeno / Vesinikgaasi tekitatud / Produit de I'hnydrogéne gazeux / Sadrzi hydrogen vodik / Hidrogén gazt fejleszt / Produzione
di gas idrogeno / Faatektec cyTeri naitna Gonasl / 52~ 7k~ A4 % / I3skiria vandenilio dujas / Rodas Gdenradis / Waterstofgas gegenereerd / Hydrogengass
generert / Powoduje powstawanie wodoru / Produgdo de gas de hidrogénio / Generare gaz de hidrogen / Beigenenue sogopoaa / Vyrobené pouzitim vodika /
Oslobada se vodonik / Genererad vatgas / Agiga gikan hidrojen gazi / Peakuis 3 BugineHHsam BoaHwo / 2744

Patient ID number / U] Homep Ha nauuenTa / ID pacienta / Patientens ID-nummer / Patienten-ID / ApiBudég avayvwpiong acBevols / Nimero de ID del paciente /
Patsiendi ID / No d’identification du patient / Identifikacijski broj pacijenta / Beteg azonosité szama / Numero ID paziente / MauveHTTiH naeHTUdUKaumsnblk Hemipi /
g2} ID W& / Paciento identifikavimo numeris / Pacienta ID numurs / Identificatienummer van de patiént / Pasientens ID-nummer / Numer ID pacjenta / Numero da
ID do doente / Numar ID pacient / oeHTndpukaumoHHbIn Homep naumenTa / Identifikacné Eislo pacienta / ID broj pacijenta / Patientnummer / Hasta kimlik numarasi /
IneHTudikaTop nauieHTa / £ # FRil S

! Fragile, Handle with Care / Yynnueo, PaboteTte c HeobxoanmoTo BHUMaHue. / Kiehké. Pi manipulaci postupujte opatrné. / Forsigtig, kan ga i stykker. / Zerbrechlich,

@C B

X
S

é:o

==
H+

vorsichtig handhaben. / EuBpaucTo. XeipioTeiTe To pe Tpocoyr. / Fragil. Manipular con cuidado. / Orn, kasitsege ettevaatlikult. / Fragile. Manipuler avec précaution.
/ Lomljivo, rukujte paZljivo. / Térékeny! Ovatosan kezelendd. / Fragile, maneggiare con cura. / CbiHfbiw, abaitnan naiiaanambiHpis. / =41 7% 71 418 # 2] / Trapu,
elkités atsargiai. / Trausls; rikoties uzmanigi / Breekbaar, voorzichtig behandelen. / @mtalig, handter forsiktig. / Krucha zawartos$¢, przenosi¢ ostroznie. / Fragil,
Manuseie com Cuidado. / Fragil, manipulati cu atentie. / Xpynkoe! O6paLyatbcsi ¢ ocTopoxHocTbio. / Krehké, vyZzaduje sa opatrna manipulacia. / Lomljivo - rukujte
pazljivo. / Brackligt. Hantera forsiktigt. / Kolay Kirilir, Dikkatli Tagiyin. / TeHgitHa, 3BepTatucs 3 obepexHictio / 5, /N

RX On|y This only applies to US: “Caution: Federal Law restricts this device to sale by or on the order of a licensed practitioner.” / S’applique uniquement aux Etats-Unis: “Caution: Federal
Law restricts this device to sale by or on the order of a licensed practitioner.” / Vale solo per gli Stati Uniti: “Caution: Federal Law restricts this device to sale by or on the order of a
licensed practitioner.” / Gilt nur fiir die USA: “Caution: Federal Law restricts this device to sale by or on the order of a licensed practitioner.” / Sélo se aplica a los EE.UU.: “Caution:
Federal Law restricts this device to sale by or on the order of a licensed practitioner.”
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& BD PrepStain™ sistema
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,,BD PrepMate™ Consumables Kit“
s (,BD PrepMate” vartojimo reikmeny rinkinys) #1.2
,»,BD PrepStain™ Consumables Kit*
Sl (,BD PrepsStain*“ vartojimo reikmeny rinkinys) #1.2
491312 ,»BD PrepStain™ Consumables Kit*

(,BD PrepStain* vartojimo reikmeny rinkinys) — Japonija

NAUDOJIMO PASKIRTIS

,»BD PrepStain™* sistema (anks¢iau — ,AutoCyte® PREP* sistema) yra skys¢iy terpés plono Igsteliy sluoksnio paruosimo procesas.
Su ,,BD PrepStain“ sistema pagaminamos ,,BD SurePath™* skysciy terpés PAP tyrimo skaidrés, kuriy paskirtis — pakeisti jprastus
ginekologinius PAP tepinélius. ,,BD SurePath* skyscCiy terpés PAP tyrimo skaidrés (anksc€iau — ,AutoCyte PREP* skaidres) yra
skirtos naudoti atliekant patikrg ir nustatant gimdos kaklelio vézZj, ikivézinius pakitimus, atipines lasteles ir visas kitas citologines
kategorijas, apibréztas ,Bethesda System for Reporting Cervical/Vaginal Cytologic Diagnoses* (gimdos kaklelio / maksties
citologinés diagnozés pateikimo sistemoje)."

,BD SurePath Preservative Fluid“ (,BD SurePath* konservavimo skystis) yra tinkama ginekologiniy méginiy, tiriamy

,,BD ProbeTec™*“ Chlamydia trachomatis (CT) QX ir Neisseria gonorrhoeae (GC) Q¥ amplifikuoty DNR tyrimais, émimo ir gabenimo
terpé. Nurodymus, kaip naudoti ,,BD SurePath“ konservavimo skystj ruoSiant méginius jvairiems tyrimams, rasite tyrimy pakuociy
informaciniuose lapeliuose.

SANTRAUKA IR PAAISKINIMAS

,,BD PrepStain“ sistema skystg gimdos kaklelio Igsteliy méginio suspensijg pavercia j iSskirtinai nudazytg, homogeninj, plong
Igsteliy sluoksnj, i§saugodama diagnostines Igsteliy sankaupas.?-9 Sis procesas apima lgsteliy konservavima, atsitiktinj émima,
diagnostinés medziagos sodrinima, lasinimg pipete, nusésdinima, dazymg ir uzdengimg dengiamuoju stikleliu, siekiant paruosti

,,BD SurePath* skyscCiy terpés PAP tyrimo skaidre, naudojama atliekant jprastine citologijos atranka ir klasifikavima, kaip apibrézta
,Bethesda“ sistemoje.? ,,BD SurePath* skysciy terpés PAP tyrimo skaidréje pateikiama gerai iSsaugota nudazyty lasteliy populiacija,
esanti 13 mm skersmens apskritime. PaSalinama didzZioji dalis oro sausinimo artefakty, nerySkumuy, persidengianciy lasteliy
medziagy ir nuosedy. Gerokai sumazinamas leukocity kiekis ir tai leidzia lengviau vizualizuoti epitelio Igsteles, diagnozuojant
aktualias Iasteles ir infekcinius organizmus.

,,BD SurePath“ procesas pradedamas kvalifikuotam medicinos darbuotojui naudojant Sepetélio tipo meéginiy émimo jrankj (pvz.,
,Rovers® Cervex-Brush®, ,Rovers Medical Devices B.V.“, Oss, Nyderlandy Karalysté) arba endocervikalinio $epetélio ir plastikinés
mentelés komplektg (pvz., ,Cytobrush Plus® GT“ ir ,Pap Perfect® mentele, ,CooperSurgical Inc.”, Trumbull, CT) su nuimama (-omis)
galvute (-émis), skirta (-omis) ginekologiniam meginiui paimti. Méginiy émimo jrankiu paimtos Igstelés netepamos ant stiklelio.
Méginiy émimo jrankio galvutés nuimamos nuo rankenos ir jdedamos j ,,BD SurePath* konservavimo skysc¢io buteliuka. Buteliukas
uzdaromas dangteliu, pazymimas etikete ir siun€iamas su atitinkamais dokumentais apdoroti j laboratorijg. Méginiy émimo jrankio
galvutés néra iSimamos i$ konservavimo buteliuky, kuriuose yra paimti meginiai.

Laboratorijoje konservuotas méginys pamaiSomas sukamaisiais judesiais* ir perkeliamas j ,BD Density Reagent” (BD tankio
reguliavimo reagentg). Taikant sodrinima, kurj sudaro centrifuguojant atliekamas nusésdinimas naudojant BD tankio reguliavimo
reagenta, iS méginio i$ dalies pasalinamos nediagnostinés liekanos ir uzdegiminiy Igsteliy perteklius. Po centrifugavimo granuliuotos
Igstelés i$ naujo suspenduojamos, sumaiSomos ir perkeliamos j BD nusésdinimo kamerg, jtaisytg ant ,,BD SurePath PreCoat"
skaidrés. Lastelés nusésdinamos veikiant sunkio jégai ir nudazomos atliekant modifikuotg Papanicolaou dazymo procedirg. Skaidré
nuvaloma ksilenu ar jo pakaitu ir uzdengiama dengiamuoju stikleliu. Lasteles, esancias 13 mm skersmens apskritime, mikroskopu
tiria specialiai iSmokytas citopatologijos technologas ir patologas, atsizvelgdami j kitg aktualig pacientés informacija.

*Pastaba: papildomam tyrimui galima paimti iki 0,5 mL meéginio po sukimo ,,BD SurePath* skysciy terpés PAP tyrimo skaidrése.

APRIBOJIMAI

*  Ginekologiniai meéginiai, skirti ruoSiniams paruosti naudojant ,,BD PrepStain“ sistema, turi bati paimami naudojant Sepetélio
tipo méginiy émimo jrankj arba endocervikalinio Sepetélio ir plastikinés mentelés komplektg su nuimama (-omis) galvute
(-emis), laikantis standartinés gamintojo nurodytos meéginiy émimo procediros. Medinés mentelés su ,,BD PrepStain“ sistema
neturi bati naudojamos. Endocervikalinio Sepetélio ir plastikinés mentelés komplektai, neturintys nuimamy galvuciy, su
,»BD PrepStain“ sistema neturi bati naudojami.

» Bidtina ,,BD SurePath“ skysciy terpés PAP tyrimo skaidriy gaminimo ir vertinimo salyga yra jgaliotyjy asmeny organizuojami
mokymai. Citopatologijos technologai ir patologai bus iSmokyti atlikti morfologijos jvertinimg pagal ,,BD SurePath* skysciy
terpés PAP tyrimo skaidres. Per mokymus bus tikrinami jglidziai. Laboratorijos klientai galés naudoti mokomuosius skaidriy ir
tyrimy rinkinius. ,,BD Diagnostics“ taip pat padés ruosti mokomasias skaidres i$ kiekvieno kliento pacienciy populiacijos.

» Tinkamas ,,BD PrepStain“ sistemos veikimas uztikrinamas naudojant tik ,,BD Diagnostics” palaikomus arba su ,,BD PrepStain*
sistema rekomenduojamus naudoti priedus. Panaudoti priedai ir gaminiai turi biti tinkamai Salinami, laikantis jstaigos ir valdzios
institucijy nustatyty reikalavimy.

» Visi priedai yra vienkartiniai ir jy negalima naudoti pakartotinai.
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* ,BD SurePath Liquid-based Pap Test* (,BD SurePath” skysc¢iy terpés PAP tyrimo) skaidréms reikia 8,0 + 0,5 mL méginio, paimto
i$ ,BD SurePath Collection Vial“ (,BD SurePath“ méginiy émimo buteliuko).

|SPEJIMAI IR ATSARGUMO PRIEMONES
Citologiniuose méginiuose gali bati infekciniy ligy sukéléjy. Dévékite tinkamus apsauginius drabuZzius, mavékite tinkamas pirstines ir
naudokite akiy / veido apsaugos priemones. Dirbdami su méginiais, laikykités atitinkamy biologinio pavojaus atsargumo priemoniy.

Ispéjimas

H302 Kenksminga prarijus.

P264 Po naudojimo kruop$¢&iai nuplauti. P270 Naudojant §j produktg, nevalgyti, negerti ir nerokyti. P301+P312 PRARIJUS: pasijutus
blogai, skambinti j APSINUODIJIMY KONTROLES IR INFORMACIJOS BIURA arba kreiptis j gydytojg. P330 ISskalauti burng.

P501 Turinj / pakuote iSmesti laikantis vietos / regiono / Salies / tarptautiniy teisés akty nuostaty.

ATSARGUMO PRIEMONES

*  Naudoti in vitro diagnostikai.

«  Skirta naudoti tik profesionalams.

*  Naudojant ,,BD PrepStain“ sistemg privaloma laikytis tinkamos laboratorijos praktikos ir grieztai laikytis visy procedary.

» Kad veikty tinkamai, reagentai turi bati laikomi kambario temperataroje (15-30 °C) ir negali bati naudojami pasibaigus
galiojimo laikui. ,,BD SurePath* konservavimo skystj be citologiniy méginiy galima laikyti kambario temperatiroje (15-30 °C)
iki 36 ménesiy nuo pagaminimo datos. ,,BD SurePath* konservavimo skystj su citologiniais méginiais galima laikyti Saldomg
(2-10 °C) iki 6 ménesiy, o kambario temperatiroje (15-30 °C) — iki 4 savaiciy. BD SurePath konservavimo skystj su citologiniais
meéginiais, skirtg naudoti su BD ProbeTec CT Q¥ ir GC QX amplifikuoty DNR tyrimams, galima laikyti ir perveZti iki 30 dieny
2-30 °C temperatiroje pries perkeliant j skysc€iy terpés citologiniy méginiy (LBC) skiedimo mégintuveélius
,,BD ProbeTec* Qx amplifikuoty DNR tyrimams.

*  Venkite taSkymosi ar aerozoliy susidarymo. Operatoriai privalo naudoti tinkama rankuy, akiy ir drabuziy apsauga.

+ ,,BD SurePath“ konservavimo skysc¢io antimikrobinis efektyvumas buvo patikrintas su Escherichia coli,

Pseudomonas aeruginosa, Staphylococcus aureus, Candida albicans, Mycobacterium tuberculosis bei Aspergillus niger ir
nustatyta, kad jis yra veiksmingas. IStyrus ,,BD SurePath* konservavimo méginius, inokuliuotus su kiekvienos rasies 106
CFU/mL, po 14 inkubavimo standartinémis salygomis dieny (Mycobacterium tuberculosis — po 28 dieny) auganciy lasteliy
uzfiksuota nebuvo. Vis délto universaliy saugaus darbo su biologiniais skysciais atsargumo priemoniy reikia laikytis visada.

» Jei nebus laikomasi ,,BD PrepStain“ sistemos operatoriaus vadove nurodyty rekomenduojamy procediry, veiksmingumas gali
pablogéti.

PASIRENKAMO BANDINIO PAEMIMAS

+ ,,BD SurePath“ méginiy émimo buteliuke yra pakankamas kiekis méginio, kad baty galima paimti iki 0,5 mL homogenisko
Igsteliy ir skysc€io misinio papildomam tyrimui, prie$ atliekant ,,BD SurePath“ PAP skysciy terpés tyrima, paliekant uztektinai
meginio PAP tyrimui.

*  Nors néra jrodymy, kad imant bandinj i$ ,,BD SurePath Collection Vial* paveikiama citologinio tyrimo méginio kokybé, per §j
procesa retkarciais gali pasitaikyti atitinkamos diagnostinés medziagos paskirstymo klaidy. Sveikatos prieziGros specialistams
klinikinéms problemoms, ne tik lytiniu keliu plintanioms ligoms diagnozuoti, todél bandinio émimas gali bati netinkamas visoms
klinikinéms situacijoms. Jei reikia, lytiniu keliu plintan¢ioms ligoms tirti gali bati paimtas atskiras méginys, o ne alikvotiné dalis i$
,,BD SurePath“ méginiy émimo buteliuko.

* Paémus bandinj i§ mazai Igsteliy turin¢iy méginiy, ,,BD SurePath“ meginiy émimo buteliuke gali likti nepakankamai medziagos
tinkamam ,,BD SurePath* PAP skysciy terpés tyrimui paruosti.

» Bandinj reikia paimti pries atliekant ,,BD SurePath*“ PAP skysciy terpés tyrimg. Prie$ ,,BD SurePath®“ PAP skysciy terpés tyrimg
i$ ,,BD SurePath“ méginiy émimo buteliuko galima paimti tik vieng bandinj, tai nepriklauso nuo bandinio tdrio.

Procedira

1. Kad miSinys bty homogeniskas, ,,BD SurePath“ méginiy émimo buteliukas turi bati sukamas 10-20 sekundziy, o 0,5 mL
alikvotine dalj batina paimti per vieng minute nuo tada, kai liaujamasi sukti.

2. Bandiniui imti reikia naudoti polipropileno aerozolius sulaikancéias pipetes, kuriy dydis atitinka imama kiekj. Pastaba. Serologiniy

pipeciy naudoti negalima. Reikia laikytis geros laboratorinés praktikos, kad j ,,BD SurePath“ méginiy émimo buteliukg arba j
alikvotine dalj nepatekty terSaly. Bandinj reikia imti tinkamoje vietoje — ne ten, kur atliekama amplifikacija.

3. Vizualiai patikrinkite bandinio medziaga pipetéje, ar néra dideliy arba pusiau vientisy daleliy. Pastebeéjus tokiy medziagy imant
bandinj, visg medziagg reikia grazinti j meginiy buteliuka ir nenaudoti méginio papildomam tyrimui prie$ atliekant PAP tyrima.

4. Nurodymus apie bandinio apdorojimg naudojant BD ProbeTec CT QX ir GC Qx amplifikuoty DNR tyrimus rasite tyrimo gamintojo
pakuotés informaciniame lapelyje.



LAIKYMAS

,,BD SurePath* konservavimo skystj be citologiniy méginiy galima laikyti kambario temperatiroje (15-30 °C) iki 36 ménesiy nuo
pagaminimo datos.

,»,BD SurePath* konservavimo skystj su citologiniais méginiais galima laikyti Saldoma (2—-10 °C) iki 6 ménesiy, o kambario
temperatroje (15-30 °C) — iki 4 savaiciy.

,,BD SurePath* konservavimo skystj su citologiniais méginiais, skirtg naudoti su BD ProbeTec CT QX ir GC QX amplifikuoty DNR
tyrimams, galima laikyti ir perveZzti iki 30 dieny 2—-30 °C temperatiroje prie$ perkeliant j skys¢iy terpés citologiniy méginiy (LBC)
skiedimo mégintuveélius BD ProbeTec QX amplifikuoty DNR tyrimams.

BUTINOS MEDZIAGOS

ISsamig informacija apie reagentus, komponentus ir priedus rasite ,,BD PrepStain“ skaidriy procesoriaus operatoriaus vadove.
,,BD SurePath* skaidréms ruosti rankomis (kai nenaudojamas BD PrepStain skaidriy procesorius) néra batinos visos toliau
iSvardytos medziagos.

Tiekiamos medziagos

+ ,BD PrepStain Slide Processor” (,BD PrepStain® skaidriy procesorius)

* ,BD SurePath Collection Vial* (,BD SurePath® paémimo mégintuvélis) su ,BD SurePath Preservative Fluid“ (,BD SurePath®
konservavimo skysciu)

» ,Cervical Sampling Devices(s) with Detachable Head(s)* (gimdos kaklelio méginio émimo jrankis (-iai) su nuimama (-omis)
galvute (-emis))
- ,BD Cytology Stain Kit* (BD citologinis dazymo rinkinys) 491458 #1.2
» ,BD PrepMate™ Consumables Kit* (,BD PrepMate*“ vartojimo reikmeny rinkinys)
— 480 ,BD Centrifuge Tubes” (BD centrifugavimo mégintuvéliai)
— 480 ,BD Pipette Syringes” (BD $virkstimo pipetés)
— 480 ,BD Aspirator Tips“ (BD aspiratoriaus antgaliai)
— ,BD Density Reagent* (BD tankio reguliavimo reagentas), 480 ml
» ,BD PrepStain Consumables Kit* (,BD PrepStain® vartojimo reikmeny rinkinys)
— 480 ,BD Settling Chambers* (BD nusésdinimo kameros)
— 480 ,BD SurePath PreCoat Slides” (,BD SurePath PreCoat" skaidrés)
— 480 ,BD Transfer Tips“ (BD perkélimo antgaliai)
+ ,BD Manual Method Kit* (BD rankinio metodo rinkinys)
— 480 ,BD Settling Chambers* (BD nusésdinimo kameros)
— 480 ,BD SurePath PreCoat Slides” (,BD SurePath PreCoat" skaidrés)
,BD Alcohol Blend Rinse* (BD alkoholinis skalavimo miginys) 491457 #71.2

» ,Tris Buffered Saline Pack pH:8.0 (TRIS buferizuoto fiziologinio tirpalo pakuote, pH 8,0)

Batinos, bet netiekiamos medziagos

*  Sukamasis maiSytuvas

»  Dejonizuotasis vanduo (7,5-8,5 pH)

*  Valymo medziaga, tvirtinimo priemoné ir dengiamieji stikleliai
DIAGNOSTIKOS INTERPRETAVIMAS IR RUOSINIO TINKAMUMAS

Po ,BD Diagnostics* jgaliotyjy mokymuy, kaip naudoti ,,BD PrepStain“ sistemg ir ,,BD SurePath* skysciy terpés PAP tyrimo skaidres,

,»BD SurePath* skysciy terpés PAP tyrimo skaidréms galios ,Bethesda“ sistemos citologijos diagnostikos kriterijai, kurie Siuo metu

taikomi citologijos laboratorijose jprastiems PAP tepinéliams.? ,Bethesda“ 2001 m. diagnozés pateikimo sistemoje rekomenduojama

laikytis tam tikry nurodymy del skysciy terpés ruoSiniy ir apibréziama, kaip nustatyti pakankama Igsteliy kiekj batent Siuose ruoSiniuose.

Kai néra nenormaliy Igsteliy, ruoSinys yra laikomas netinkamu, jei egzistuoja viena ar daugiau i$ toliau iSvardyty salygy:

(1) Nepakankamas diagnostiniy lgsteliy skai€ius (maziau nei 5000 daugiasluoksnio ploksciojo epitelio (squamous epithelial) Igsteliy
viename ruosinyje). Toliau pateikiamos rekomenduojamos gerai iSsaugoty daugiasluoksnio plok&¢iojo epitelio (squamous
epithelial) Iasteliy skai¢iaus ant ,,BD SurePath* skysc¢iy terpés PAP tyrimo skaidriy vertinimo procediros.

« ISnagrinékite kiekvieno patikrai naudojamo mikroskopo modelio gamintojo vadova arba susisiekite su mikroskopo gamintoju ir
nustatykite regéjimo lauko plota, kai naudojamas norimas okuliaras ir 40 k. priartinimo objektyvas. Arba apskaiciuokite lauko plotg
naudodami hemocitometrg ar panasig mikroskopine skaidrés matavimo skale (lauko plotas = Trr2, kur r yra lauko spindulys).

* Minimalus vidutinis lasteliy skai€ius vieno 40 k. priartinimo objektyvo plote turéty bati nustatomas dalijant ,,BD SurePath*
skysciy terpés PAP tyrimo skaidrés 130 mm2 apytikrj Igsteliy nusodinimo plotg i§ konkretaus naudojamo mikroskopo lauko
ploto. Tada gautas skaiCius padalijamas i§ 5000 Igsteliy minimumo. Gautas rezultatas yra rekomenduojamas minimalus
vidutinis tinkamumo skaicius epitelio Igsteléms 40 k. priartinimo objektyvo regéjimo lauke. Uzsirasykite $j skaiciy, o
citopatologijos technologas turés juo visada remtis. ,Bethesda“ 2001 m. nurodymai, pateikiantys apytikslj Iasteliy skaiciy
13 mm ruoSinio lauke.

* Per ruo$inio skersmenj horizontaliai arba vertikaliai turéty bati apskaiCiuojama maziausiai deSimt lauky.
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 Tikrinant gaminamy ruosiniy tinkamuma, galéty bati atliekamas makroskopinis nudazyto ruosinio vizualinio tankumo
vertinimas kaip praktiska Igsteliy kiekio jvertinimo priemoné. Taciau per patikrg citopatologijos technologo atliekamo
pagrindinio mikroskopinio jvertinimo pakaito néra.
(2) 75 % ar daugiau Igsteliniy komponenty yra neaiskis dél uzdegimo, kraujo, bakterijy, gleiviy ar artefakty, o tai kliudo atlikti
citologinj skaidrés vertinima.
Visus nenormalius ar jtartinus patikros pastebéjimus reikéty perduoti patologui perziaréti ir jvertinti. Patologas turety pastebeéti visus
diagnostiSkai svarbius Igsteliy morfologinius pakitimus.

VEIKIMO CHARAKTERISTIKOS: KLINIKINIY TYRIMY ATASKAITA

Pirmasis padalyty méginiy tyrimas

,,BD Diagnostics“(anksc¢iau zinoma kaip ,TriPath Imaging®) jvairiose vietose atliko Zvalgomajj, slapta padalyty meéginiy, suderinty
pory klinikinj tyrimg siekdama palyginti BD SurePath skysc¢iy terpés PAP tyrimo skaidriy, pagaminty BD PrepStain sistemos, ir
iprastai ruoSiamy PAP tepinéliy diagnostikos rezultatus. Tyrimo tikslas — lyginant su jprastu PAP tepinéliu jvertinti ,,BD SurePath*
skysciy terpés PAP tyrimo veiksmingumag nustatant gimdos kaklelio vezj, ikivézinius pakitimus ir atipines Igsteles jvairiose pacienciy
populiacijose ir skirtingoje laboratorijy aplinkoje. Taip pat buvo vertinamas abiejy ruoSiniy tinkamumas.

Remiantis FDA svarbiy punkty dokumento, skirto gimdos kaklelio citologijos jrankiams'0, rekomendacijomis, i$ pradziy buvo
ruoSiami visi jprasti PAP tepinéliai, o tada ant Sepetélio tipo jrankio likes méginys surenkamas j ,,BD SurePath“ konservavimo
skyscio méginiy émimo buteliukg.

Atvezta j laboratorijg kiekviena iSsaugota Igsteliy suspensija buvo apdorojama pagal ,,BD PrepStain® sistemos protokola.

Gauta ,,BD SurePath* skyscCiy terpés PAP tyrimo skaidré ir atitinkama jprasto PAP tepinélio skaidré buvo tikrinamos rankomis ir
diagnozuojamos atskirai, taikant diagnostikos kategorijas pagal ,Bethesda“ sistemg. Visur patologas vertino visas nenormalias
skaidres.

Pagal Shatzkin aprasytg metodg'!, Siame tyrime paskirtoje referentinéje vietoje dalyvavo nepriklausomas referentinis patologas,
kuris i visy viety slaptai perzitréjo visus nenormalius arba prieStaringus atvejus, atkGrimo atvejus ir 5 % normaliy atvejy ir pateiké
kiekvieno atvejo ,tikrgjg” diagnoze.

Pacienty charakteristikos

Tyrime dalyvavusiy motery amzius buvo nuo 16 iki 87 mety, i$ jy — 772 pomenopauzinio amziaus moterys. 1S 8 807 tyrime
dalyvavusiy pacienciy, 1 059 jau anksciau buvo nustatyti nenormalds PAP tepinéliy rezultatai. Visg tirty pacienciy populiacijg sudaré
toliau iSvardytos rasiy grupés: baltaodés (44 %), juodaodés (30 %), azijietés (12 %), ispanés (10 %), indénés (3 %) ir kt. (1 %).

IS tyrimo buvo pasalintos neteisingai dokumentus uzpildZiusios, jaunesnés nei 16 mety moterys, pacientés, kurioms buvo pasalinta
gimda ir paimti citologiniu atzvilgiu netinkami ir nepakankami méginiai. Atrenkant didelés rizikos, retai besitirianCias ir nepastovias
pacientes, buvo siekiama jtraukti kuo daugiau gimdos kaklelio vézio ir ikivéziniy ligy atvejy.

15 10 335 visy atvejy buvo priimti ir aStuoniose skirtingose tyrimo vietose jvertinti 9 046 atvejai. IS Siy 9 046 atvejy 8 807 atitiko
,Bethesda"“ sistemos ruosinio tinkamumo reikalavimus ir buvo tinkami naudoti visapusi$kai abiejy ruo$iniy diagnozei.

Tyrimo rezultatai

Klinikinio tyrimo tikslas buvo patikrinti ,,BD SurePath* skysc¢iy terpés PAP tyrimo skaidriy, pagaminty ,,BD PrepStain“ sistemos,

ir jprastai paruosty PAP tepinéliy veiksminguma. Abiejy ruosiniy tipy skaidrés buvo suklasifikuotos pagal ,Bethesda“ sistemos
kriterijus. Tyrimo protokolas buvo Salikas jprasto PAP tepinélio atZvilgiu, nes i$ pradziy visada buvo ruoSiami jprasti PAP tepinéliai,
taigi ,,BD SurePath* skysc¢iy terpés PAP tyrimo skaidrei tekdavo tik ant Sepetélio tipo jrankio likusi medziaga (t. y. ta méginio dalis,
kuri paprastai i§metama).'2 Numatyta ,,BD SurePath* skysciy terpés PAP tyrimo paskirtis yra tiesioginis surinkimas j buteliukg, kur
visos surinktos Igstelés bus prieinamos ,,BD PrepStain“ sistemai.

Siekdamas palyginti ,,BD SurePath“ skysciy terpés PAP tyrimo skaidriy ir jprasto PAP tepinélio skaidriy jautruma, kai Sios
nuskaitomos rankomis, referentinis patologas nustaté atvejy nenormalumo lygj ir palygino su tyrimo vietose atliktomis diagnozemis.
Referentiné diagnozé buvo grindziama nepriklausomo referentinio patologo nustatyta bet kurios skaidrés ruosinio labiausiai nuo
normos nukrypusia diagnoze. Sis rezultatas buvo naudojamas kaip ,teisinga“ diagnozé arba referentiné reiksmeé norint palyginti
viety rezultatus naudojant ,,BD PrepStain“ sistemos ,,BD SurePath* skyscCiy terpés PAP tyrimo skaidres vietoj jprasto PAP tepinélio
paruosimo metodo. Nuliné hipotezé, kad dviejy skaidriy ruoSiniy metody jautrumas yra vienodas, buvo patikrinta naudojant
McNemar chi kvadrato suporuoty duomeny tyrimg.'3 Siuo statistikos tyrimu buvo lyginami dviejy ruo$imo metody skirtingi rezultatai.
1 lenteléje pateikiamas tiesioginis visy viety ,,BD SurePath“ skysciy terpés PAP tyrimo skaidriy ir jprasty skaidriy rezultaty
palyginimas Sioms diagnostinéms kategorijoms: nevirsija normaliy riby (WNL), atipinés nenustatytos reikSmés ploksciojo epitelio
Igstelés / atipinés nenustatytos reikSmés liaukinés Igstelés (ASCUS / AGUS), nezymis plokscialgsteliniai intraepiteliniai pakitimai
(LSIL), zymus plokscialasteliniai intraepiteliniai pakitimai (HSIL) ir vézio zymuo (CA).



1 lentelé Pirmasis padalyty méginiy tyrimas. 8 807 poriniai méginiai — viety rezultaty palyginimas — be referentinio patologo

Rezultatai pagal vieta

Vietos nr. Skaidriy tipas WNL ASCUS AGUS LSIL HSIL CA IS viso
sP 873 56 2 42 5 0 978
! CcN 881 46 2 29 20 0 978
) ) 1514 47 4 81 24 0 1670
CN 1560 33 6 40 31 0 1670
s SP 668 15 1 13 7 0 704
CN 673 1 0 13 6 1 704
. SP 1302 60 2 19 5 0 1388
CN 1326 37 2 19 4 0 1388
s SP 265 25 1 5 1 0 497
CN 444 45 1 4 3 0 497
. SP 1272 179 6 83 35 1 1576
CN 1258 209 9 68 30 2 1576
. SP 438 66 17 13 14 23 571
CN 417 93 19 4 22 16 571
. SP 1227 61 3 86 44 2 1423
CN 1209 57 0 94 61 2 1423
,, SP 7759 509 36 342 135 26 8807
1§ viso CN 7768 531 39 271 177 21 8807

SP = BD SurePath
CN = jprastai paruostos skaidrés

2 lenteléje pateikiamas tiesioginis visy viety ,,BD SurePath“ ruosinio metodo ir jprasto PAP tepinélio ruoSinio rezultaty palyginimas
pagal visas diagnostinio gydymo kategorijas.

2 lentelé  Pirmasis padalyty méginiy tyrimas. 8 807 poriniai méginiai — visy viety rezultaty palyginimas — be referentinio patologo

lprastai paruostas PAP tepinélis

WNL ASCUS AGUS LSIL HSIL CA 15 viso

WNL 7290 361 20 63 24 1 7759
su ASCUS 343 101 4 44 15 2 509
,,BD PrepStain“ AGUS 26 6 4 0 0 0 36
paruosta LSIL 87 52 2 147 53 1 342
»BD SurePath HSIL 20 10 7 17 79 2 135
CA 2 1 2 0 6 15 26

I$ viso 7768 531 39 271 177 21 8807

1ir 2 lentelése nepriklausomo referentinio patologo rezultatai neatsispindi.

3 lentelé Pirmasis padalyty méginiy tyrimas. Visy viety rezultaty, kai atvejai pagal referentinj metodg buvo priskirti
ASCUS / AGUS grupei, palyginimas — priestaringy klaidy analizé

Iprastai paruosta skaidré

Sékmingai Klaida
Su ,,BD PrepStain“| Sékmingai 113 205 318
paruosta
,,BD SurePath*
PAP tyrimo skaidré Klaida 180 229 409
293 434 727

Sékmingai = ASCUS / AGUS
Klaida = WNL ir reaktyvus / reparaciniai

McNemar tyrimo rezultatas: X2 mc =1,62, p =0,2026
|prastai paruostos skaidrés klaidos: 205
,,BD SurePath“skaidrés klaidos: 18

3 lenteléje pateikiami atvejy, kuriuos referentinis patologas priskyré prie ASCUS arba AGUS, rezultatai. Sis vertinimas leidZia i$analizuoti
priestaringas klaidas ir taip jvertinti metody jautruma pagal padalyty méginiy tyrimo sgranga. Klaidos apima WNL ir reaktyvius / reparacinius
atvejus. McNemar tyrimu nustatyta p reikSme virsijo 0,05, todél ,,BD SurePath® ir jprasto PAP tepinélio rezultatai buvo vienodi.



4 lentelé Pirmasis padalyty méginiy tyrimas. Visy viety rezultaty, kada méginiai pagal referentinj metoda buvo priskirti LSIL
grupei, palyginimas — priestaringy klaidy analizé

Iprastai paruosta skaidré

Sékmingai Klaida
Su
,,BD PrepStain* Sékmingai 140 63 203
paruosta
,,BD SurePath*
PAP tyrimo Klaida 54 86 140
skaidré
194 149 343

Sékmingai = LSIL
Klaida = WNL, reaktyvus / reparaciniai ir ASCUS / AGUS

McNemar tyrimo rezultatas: X2 mc = 0,69, p = 0,4054
|prastai paruostos skaidrés klaidos: 63
,»,BD SurePath“ skaidrés klaidos: 54

4 lenteléje pateikiami atvejy, kuriuos referentinis patologas priskyré prie LSIL, rezultatai. Klaidos apima WNL,
reaktyvius / reparacinius ir ASCUS / AGUS atvejus. Kaip ir ASCUS / AGUS atveju, dviejy padalyty méginiy tyrimo metody jautrumas
buvo statistiSkai vienodas, kai p reikSmé virsijo 0,05.

5lentelé Pirmasis padalyty méginiy tyrimas. Visy viety rezultaty, kada méginiai pagal referentinj metodg buvo priskirti
HSIL+ grupei, palyginimas — priestaringy klaidy analizé (LSIL néra klaida)

Iprastai paruosta skaidré

Sékmingai Klaida
Su
,BD PrepStain* Sékmingai 160 28 188
paruosta
,»,BD SurePath“
PAP tyrimo Klaida 36 38 74
skaidré
196 66 262

Sékmingai = HSIL+
Klaida = WNL, reaktyvus / reparaciniai ir ASCUS / AGUS

McNemar tyrimo rezultatas: X2 mc =1,00, p=0,3173
|prastai paruostos skaidrés klaidos: 28
»,BD SurePath“ skaidrés klaidos: 36

5 lenteléje pateikiami atvejy, kuriuos referentinis patologas priskyré prie HSIL+, rezultatai. Siame palyginime LSIL buvo vertinamas
ne kaip klaida, o kaip neatitikimas.10.14.15 Klaidos apima WNL, reaktyvius / reparacinius ir ASCUS / AGUS atvejus. Si priestaringy
klaidy jautrumo analizé parodé padalyty méginiy tyrimo metody statistinj atitikimg.

6 lentelé  Pirmasis padalyty meéginiy tyrimas. Vézio atvejy priestaringy klaidy analizé (HSIL néra klaida; LSIL laikomas klaida)

Iprastai paruosta skaidré

Sékmingai Klaida
Su

,BD PrepStain™«| Sékmingai 19 2 21

paruosta
,»,BD SurePath™*

PAP tyrimo Klaida 5 1 6
skaidré

24 3 27

Sékmingai = vézio zymuo
Klaida = WNL, reaktyvis / reparaciniai, ASCUS / AGUS ir LSIL

McNemar tyrimo rezultatas: X2 mc =1,645, p = 0,1980
|prastai paruostos skaidrés klaidos: 2
,BD SurePath“ skaidrés klaidos: 5

6 lenteléje pateikiami atvejy (i$ visy viety), kurie pagal referentinj metoda buvo jvertinti kaip véziniai, rezultatai. Klaidos apima WNL,
reaktyvius / reparacinius, ASCUS / AGUS ir LSIL atvejus. Priestaringy klaidy jautrumo analizé parodé metody statistinj atitikima. Sie
27 vézio atvejai buvo jtraukti j pakartotinio vertinimo tyrimg. Siuos duomenis galite rasti 9 lenteléje.



7 lentelé  Pirmasis padalyty méginiy tyrimas. Visy viety rezultaty, kai atvejai pagal referentinj metodg buvo priskirti prie HSIL+,
palyginimas — prieStaringy klaidy analizé (LSIL Sioje analizéje buvo laikoma klaida)

Iprastai paruosta skaidré

Sékmingai Klaida
Su
,,BD PrepStain® Sékmingai 94 33 127
paruosta
,,BD SurePath*
PAP tyrimo Klaida 67 68 135
skaidré
161 101 262

Sékmingai = (HSIL+)
Klaida = WNL, reaktyvis / reparaciniai, ASCUS / AGUS ir LSIL

McNemar tyrimo rezultatas: X2 mc = 11,56, p = 0,0007
|prastai paruostos skaidrés klaidos: 33
,BD SurePath“ skaidrés klaidos: 67

7 lenteléje pateikiami atvejy, kuriuos referentinis patologas priskyré prie HSIL+, rezultatai. Klaidos apima WNL,

reaktyvius / reparacinius, ASCUS / AGUS ir LSIL atvejus. Nors ir nesilaikant pradinio tyrimo protokolo0, buvo atliktas statistinis metody
palyginimas lyginant atvejj, kai LSIL buvo palaikytas diagnostine klaida, ir atvejj, kurj vienintelis nepriklausomas referentinis patologas
priskyré prie HSIL+. Siame statistiniame diagnostinio jautrumo palyginime, kai LSIL yra laikomas klaida, o ne neZymiu neatitikimu,

,»BD PrepStain“ sistemos paruostos ,,BD SurePath* skys&iy terpés PAP tyrimo skaidrés nebity lygiavertés jprastai paruoStam PAP
tepinéliui nustatant HSIL+ nenormalumg per padalyty méginiy tyrima.

HSIL+ ATVEJU PASLEPTAS PAKARTOTINIS [VERTINIMAS

Siekiant nustatyti, ar rezultatams jtakos turéjo ruosSiniy kokybé arba interpretavimo subjektyvumas, buvo atliktas naujas jvertinimas.
Del 262 atvejy, kurie pradiniame tyrimo etape (7 lentelé) buvo diagnozuoti kaip HSIL+, buvo atlikta papildoma analizé, i$ pradziy
igyvendinus naujg citologijos specialistams skirta mokymo programa, kurioje buvo akcentuojamas ,Bethesda“ sistemos diagnostiniy
grupiy interpretavimo nuoseklumas. Sie HSIL+ atvejai pakartotiniam vertinimui buvo vél paslépti ir jtraukti j analize kaip

2 438 méginiy, paruosty naudojant tg patj padalyty méginiy protokola, dalis. Tada tyrimo viety rezultatai tiriant du ruosinius buvo
lyginami su nauja referentine reikSme, kuri, pritariant maziausiai dviem arba trims nepriklausomiems referentiniams patologams,
buvo pripazjstama labiausiai nuo normos nukrypusia citologijos diagnoze.

Per pakartotino vertinimo referentinj procesa priestaringy atvejy abiejy skaidriy ruos$inius (su ,,BD PrepStain“ paruosty

,,BD SurePath* skysc¢iy terpés PAP tyrimo skaidriy ir jprastai paruo$ty skaidriy) dar karta iSanalizavo antrasis citotechnologas, o
naujai nustatyti nukrypimai nuo normos buvo pridéti prie nustatytyjy per pradine patikra. Tada trys referentiniai citopatologai jvertino
visus priestaringus atvejus pagal pasléptg protokolg. Sis grieZtesnis referentinis metodas sumazino HSIL+ referentiniy atvejy
skaiciy nuo 262, uZfiksuoty atliekant pradinj tyrima, iki 209, atliekant pakartotinj vertinima. 53 atvejy skirtuma galima paaiskinti
toliau aprasytu bidu. 48 atvejai taikant grieztesnj referentinj metodg buvo diagnozuoti kaip LSIL ar maziau rimti; atlikus pakartotinj
vertinimg, 3 atvejai pakartotinai jvertinus buvo pripazinti netinkamais; likusiy 2 atvejy per paslépta pakartotinio vertinimo tyrimag
ivertinti nebuvo jmanoma.

8 lentelé  Pakartotinio vertinimo tyrimas. 209 pradiniy HSIL+ atvejy priestaringy klaidy analizé, kai pradiniai atvejai buvo
pakartotinai jvertinti taikant grieztesnius referentinius kriterijus ir jtraukiant tris nepriklausomus referentinius patologus

Iprastai paruosta skaidré

Sékmingai Klaida
Su T
,BD PrepStain® | Sékmingai 153 26 179
paruosta
»BD SurePath* i
PAP tyrimo Klaida 24 6 30
skaidré
177 32 209

Sékmingai = HSIL+
Klaida = WNL, reaktyvis / reparaciniai, ASCUS / AGUS ir LSIL

McNemar tyrimo rezultatas: X2 mc =0,02, p = 0,8875
|prastai paruostos skaidrés klaidos: 26
BD SurePath skaidrés klaidos: 24

8 lenteléje pateikiami atvejuy, kuriuos referentinis patologas priskyré prie HSIL+, rezultatai. Klaidos apima WNL,

reaktyvius / reparacinius, ASCUS / AGUS ir LSIL atvejus. Siame palyginime LSIL buvo laikomas diagnostine klaida lyginant su
atveju, kurj nepriklausomas referentinis patologas priskyré prie HSIL+. Diagnostinio jautrumo palyginimas parodé dviejy metody
statistinj vienoduma.



9 lentelé  Pakartotinio vertinimo tyrimas. Vézio atvejy priestaringy klaidy analizé (HSIL néra klaida; LSIL laikomas klaida)

Iprastai paruosta skaidré

Sékmingai Klaida
Su .

,BD PrepStain“ Sékmingai 32 3 35

paruosta
,»,BD SurePath“ .

PAP tyrimo Klaida 3 0 3
skaidré

35 3 38

Sékmingai = vézio Zzymuo
Klaida = WNL, reaktyvis / reparaciniai, ASCUS / AGUS ir LSIL

McNemar tyrimo rezultatas: X2 mc = 0,00, p =1,0000
|prastai paruostos skaidrés klaidos: 3
,BD SurePath“ skaidrés klaidos: 3

9 lenteléje pateikiami atvejy (i$ visy viety), kurie pagal naujg referentinj metodg buvo jvertinti kaip véziniai, rezultatai. Klaidos apima
WNL, reaktyvius / reparacinius, ASCUS / AGUS ir LSIL atvejus. LSIL interpretacija lémé vieng klaida. Visos kitos klaidos buvo dél
skaidriy interpretavimo kaip ASCUS / AGUS arba WNL. Priestaringy klaidy jautrumo analizé parodé metody statistinj atitikima.

Pasléptame pakartotiniame vertinime buvo 2 097 nauiji atvejai, panaudoti pradiniams HSIL+ méginiams i$ naujo paslépti. Siy naujy
atvejy ruoSiniy analize ir palyginimas pateikiami 10 lenteléje.

10 lentelé Pakartotinio vertinimo tyrimas. 2 097 tiesioginiy viety rezultaty palyginimas — be referentinio patologo

lprastai paruostas PAP tepinélis

WNL ASCUS AGUS LSIL HSIL CA 15 viso

su WNL 1561 128 0 47 30 0 1766
,BD PrepStain® ASCUS 80 37 1 6 8 1 133
paruosta AGUS 9 7 0 0 1 0 17
,BD SurePath* LSIL 33 1 1 33 1 1 90
PAP tyrimo HSIL 26 18 1 18 19 3 85

skaidré CA 1 2 0 0 1 2 6
15 viso 1710 203 3 104 70 7 2097

18 2097 anksciau aprasyty naujy atvejy, referentiniai patologai 77 diagnozavo kaip HSIL+. 11 lenteléje pateikiama Siy 77 HSIL+
atvejy jautrumo analizeé.

11 lentelé Pakartotinio vertinimo tyrimas. Visy viety rezultaty, kai atvejai pagal referentinj metodg buvo priskirti prie HSIL+,
palyginimas — prieStaringy klaidy analizé (LSIL Sioje analizéje buvo laikoma klaida)

Iprastai paruosta skaidré

Sékmingai Klaida
Su

,,BD PrepStain® Sékmingai 25 21 46

paruosta
»,BD SurePath“

PAP tyrimo Klaida 21 10 31
skaidré

46 31 7

Sékmingai = HSIL+
Klaida = WNL, reaktyvis / reparaciniai, ASCUS / AGUS ir LSIL

McNemar tyrimo rezultatas: X2 mc = 0,00, p =1,0000
|prastai paruostos skaidrés klaidos: 21
,BD SurePath“ skaidrés klaidos: 21

11 lenteléje pateikta priestaringy klaidy analizé parodé, kad abiejy ruoSiniy metody atvejais uzfiksuotas vienodas HSIL+ praleidimy
skaicius. Klaidos apima WNL, reaktyvius / reparacinius, ASCUS / AGUS ir LSIL atvejus. Statistinis tyrimas atskleidé padalyty
méginiy tyrimo dviejy metody atitikimg net ir tokiu atveju, kai LSIL yra laikomas klaida, palyginti su referentine reik§me HSIL+.



12 lenteléje apibendrinamos visose vietose aptikty gerybiniy pakitimy apraSomosios diagnozés.
12 lentelé Pirmasis padalyty méginiy tyrimas. Gerybiniy Igsteliy pakitimy santrauka

Aprasomoji diagnozé Su ,BD PrepStain® paruosta |prastai paruosta skaidrée
(pacienéiy skaigius: 8807) ,,BD SurePath“ PAP tyrimo skaidré
Skaicius % Skaicius %
Gerybiniai Igsteliy pakitimai
* Infekcija:
Candida rasys 440 5,0 445 51
Trichomonas vaginalis 118 1,3 202 23
Herpes 8 0,1 6 0,1
Gardnerella 85 1,0 44 0,5
Actinomyces rasys 6 0,1 2 <0,1
Bakterijos (kitos) 52 0,6 191 2,2
;;I;:amk;?/vus reparaciniai 424 4.8 319 3,6

*

Lenteléje pateiktoje infekcijos kategorijoje buvo pastebéta infekciniy ligy sukéléjy. Su vienu atveju gali bati susijes daugiau nei
vienas organizmy tipas.

Reaktyvils reparaciniai pakitimai apémeé reaktyvius pakitimus, susijusius su uzdegimu, atrofiniu vaginitu, spinduliuote ir varinés
spiralés naudojimu, taip pat su tipiniu plokscialgstelinio, plokscialgstelinio metaplastinio arba stulpinio epitelio Igsteliy atsikarimu.
Tarp visy 8 807 atvejy ,netinkamy"” jvertinimy nebuvo nei bandymo vietose, nei referentinéje vietoje. Dar 239 méginiy vienas arba
abu ruoSiniai buvo jvertinti kaip ,netinkami* tiek bandymo vietose, tiek referentinéje vietoje arba kurioje nors i$ jy. IS 239 netinkamy
atvejy 151 atveju buvo iSbrokuotos tik jprastos skaidrés, 70 atvejy — tik ,,BD SurePath* skysc€iy terpés PAP tyrimo skaidrés, o 18
atvejy buvo iSbrokuotos tiek jprastos, tiek ,,BD SurePath* skysciy terpés PAP tyrimo skaidrés. Visi netinkami atvejai buvo pasalinti i$
diagnostikos palyginimo pagal ,Bethesda“ sistemos kategorijas, taciau jie buvo vél jtraukti atliekant ruosSiniy tinkamumo palyginima.
13 — 16 lentelése pateikiami visy viety ruosiniy tinkamumo rezultatai.

*k

13 lentelé Pirmasis padalyty méginiy tyrimas. RuoSiniy tinkamumo rezultatai

Su ,,BD PrepStain“ paruosta ,,BD SurePath“

PAP tyrimo skaidré prastai paruosta skaidré

Ruosiniy tinkamumas
(pacienciy skaicius: 9046)

Skaicius % Skaicius %
Tinkami 7 607 84,1 6 468 71,5
Tinkami, bet riboti dél: 1385 15,3 2489 27,5
Ezggs:i?nr\;ikalinio komponento 1283 14,2 1118 124
Oro sausinimo artefakto 0 0 17 0,2
Tirsto tepinélio 1 <0,1 0 0
Neryskumo dél kraujo 53 0,6 121 1,3
Neryskumo dél uzdegimo 102 1,1 310 3,4
e oy st : '
Citolizés 10 0,1 11 0,1
Klinikinés istorijos nebuvimo 0 0 0 0
Nenurodyta 60 0,7 1018 11,3
Netinkami vertinti dél: 54 0,6 89 1,0
Eggz\;:izr\gkalmlo komponento 42 05 42 05
Oro sausinimo artefakto 0 0 0 0
Tirsto tepinélio 0 0 2 <0,1
Neryskumo dél kraujo 7 0,1 6 0,1
Neryskumo dél uzdegimo 6 0,1 6 0,1
e o o i : : :
Citolizés 0 0 1 <0,1
Klinikinés istorijos nebuvimo 0 0 0 0
Nenurodyta 37 0,4 32 0,5

Pastaba: kai kurios pacientés pateko j daugiau nei vieng subkategorijg.

Referentinis patologas nustaté daugiau netinkamy atvejy ir bendras netinkamy rezultaty skai¢ius pateikiamas 15 lenteléje. Lenteléje
SAT = tinkamas, SBLB = tinkamas, bet ribotas dél (konkrecios salygos), ir UNSAT = netinkamas.



14 lenteléje pateikiami ruosiniy tinkamumo palyginimo rezultatai abiejy ruosiniy metody atvejais. Tarp ,,BD SurePath* skysc¢iy terpés
PAP tyrimo skaidriy, palyginti su jprastinémis skaidrémis, buvo nustatyta gerokai maziau netinkamy ir SBLB atvejy.

14 lentelé Pirmasis padalyty meéginiy tyrimas. Visy Klinikiniy tyrimy viety ruoSiniy tinkamumo rezultatai

Iprastai paruosta skaidré

SAT SBLB UNSAT
Su
,BD Prepstaine| SAT 5868 1693 46 7607
paruosta SBLB 579 - 34 o~
,,BD SurePath*
PAPtyrimo | NsaT 21 24 R =
skaidre
6 468 2489 89 9046

UNSAT: McNemar tyrimo rezultatas: X2 mc =9,33, p = 0,0023
SBLB: McNemar tyrimo rezultatas: X2 mc = 546,21, p = 0,0000

15 lenteléje pateikiamas tinkamy ir netinkamy ruoSiniy i$ vertinimy tyrimy vietose ir referentinéje vietoje palyginimas. ,,BD SurePath*
skysciy terpés PAP tyrimo skaidriy atveju, lyginant su jprastinémis skaidrémis, buvo nustatytas statistiSkai reikSmingas netinkamy
atvejy skaiCiaus sumazéjimas.

15 lentelé Pirmasis padalyty méginiy tyrimas. Netinkamy rezultaty i$ klinikiniy tyrimy viety ir referentinés vietos palyginimas

Iprastai paruosta skaidré

SAT UNSAT
Su
,,BD PrepStain*“ SAT 8807 151 8958
paruosta
»,BD SurePath“
PAP tyrimo UNSAT 70 18 88
skaidre
8877 169 9046
McNemar tyrimo rezultatas: X2 mc = 29,69, p = 0,0000
16 lentelé RuosSiniy tinkamumo rezultatai pagal vietg — SBLB dazniai be endocervikalinio komponento (ECC)
Vieta Atvejai »BD SurePa.t‘l!“ SBLB be ECC Iprastai paruoétos. ikaidrés SBLB
skaiciaus (%) be ECC skaiciaus (%)

1 995 60 (6,0) 85 (8,5)
2 1712 121(7,1) 54 (3,2)
3 712 180 (25,3) 141 (19,8)
4 1395 165 (11,8) 331(23,7)
5 500 58 (11,6) 56 (11,2)
6 1695 473 (28,2) 238 (14,2)
7 589 19 (3,3) 3(0,5)
8 1448 207 (14,3) 210 (14,5)

Visos vietos 9 046 1283 (14,2) 1118 (12,4)

Endocervikaliniy Igsteliy nustatymas (16 lentelé) jvairiose tyrimo vietose buvo skirtingas. Apskritai, lyginant jprasto PAP tepinélio

ir ,,BD SurePath* skaidriy metodus buvo nustatytas 1,8 % endocervikaliniy Igsteliy aptikimo skirtumas, o tai panasu j ankstesniy
tyrimy, kuriuose buvo taikoma padalyty méginiy metodika, rezultatus.16.17

Tiriant su ,,BD PrepStain“ sistemos pagamintas ,,BD SurePath* skysciy terpés PAP tyrimo skaidres padalyty méginiy metodo
palyginimuose, jvairiose pacienciy populiacijose ir jvairiomis laboratorijos sglygomis gaunama rezultaty, panasiy j jprasty PAP
tepinéliy. Be to, naudojant ,,BD SurePath* skysciy terpés PAP tyrimo skaidres, palyginti su jprastais PAP tepinéliais, buvo nustatyta
gerokai maziau netinkamy ir SBLB atvejy. Todél nustatant atipines lIgsteles, ikivéZinius pakitimus, gimdos kaklelio vézj ir visas kitas
citologines kategorijas, apibréztas ,Bethesda“ sistemoje, ,,BD SurePath* skysciy terpés PAP tyrimo skaidrés gali bati naudojamos
vietoj jprasty PAP tepinéliy.

»~BD SUREPATH“ SKYSCIY TERPES PAP TYRIMO SKAIDRES RUOSINIO JVERTINIMAS NAUDOJANT ,,.BD PREPMATE“ IR

»BD SUREPATH“ RANKIN] METODUS

,,BD Diagnostics” (anksciau zinoma kaip , TriPath Imaging“) atliko Zvalgomajj daugiacentrj klinikinj tyrima, siekdama jvertinti dvi

FDA patvirtintos ,,BD SurePath® skysc€iy terpés PAP tyrimo skaidriy ruoSimo proceddros modifikacijas. Patvirtintojo ,,BD SurePath*

skysciy terpés PAP tyrimo skaidriy ruoSimo proceso modifikacijos yra Sios:

*  Pridedamas ,,BD PrepMate* automatizuotasis priedas (,,BD PrepMate*“ metodas), kuris automatizuoja pirmuosius
rankinius ,,BD PrepStain“ laboratorijos proceso zingsnius. ,,BD PrepMate® automatiSkai sumaiSo méginius ir paima juos i$
,»,BD SurePath“ konservavimo skyscio méginiy émimo buteliuky, o tada deda juos ant BD tankio reguliavimo reagento j tyrimo
meégintuvelj.

+ ,,BD SurePath“ rankiniu metodu, kai uzuot naudojes Iasteliy suspensijai ir skaidrei dazyti ,,BD PrepStain“ skaidriy procesoriy,
laboratorijos specialistas rankomis uzdeda lgsteliy suspensijg ant skaidrés ir tada nudazo.
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Per §j tyrimg atliekant paslépta dabartiniu metu patvirtintos ,,BD SurePath* skysc¢iy terpés PAP tyrimo skaidriy ruosimo procediros dviejy
alternatyvy palyginimg, buvo jvertinta daugiau nei 400 atvejy. Palyginimas buvo pagrjstas morfologiniais ir kokybés kriterijais, taikytais
abiem metodais ruoSiamoms skaidréms.

Pagrindiniai tyrimo tikslai buvo:

» |vertinti ,,BD SurePath“ skysciy terpés PAP tyrimo skaidriy, paruosty taikant ,,BD PrepMate* metodg, morfologinius ir kokybés
aspektus, palyginti su skaidrémis, kurios buvo paruostos pagal patvirtintg metoda, naudojant ,,BD PrepStain“ sistema
(vadinama ,,BD PrepStain®“ metodu).

» |vertinti ,,BD SurePath* skysc¢iy terpés PAP tyrimo skaidriy, paruosty taikant ,,BD SurePath* rankinj metoda, morfologinius ir
kokybés aspektus, palyginti su skaidrémis, kurios buvo paruostos pagal patvirtintg ,,BD PrepStain“ metoda.

Papildomi tyrimo tikslai buvo:

*  Nustatyti, ar deréjimo tarp patvirtintojo ,,BD PrepStain“ metodo ir ,,BD PrepMate“ metodo lygis buvo didesnis, nei baty galima
tikétis vien dél atsitiktinumo.

»  Nustatyti, ar deréjimo tarp patvirtintojo ,,BD PrepStain“ metodo ir ,,BD SurePath“ rankinio metodo lygis buvo didesnis, nei baty
galima tikétis vien dél atsitiktinumo.

» )vertinti méginio tinkamuma pagal ,,BD PrepStain“ sistemos standartus, pritaikant juos ,,BD PrepMate* metodu ruoS§iamoms
,»BD SurePath* skysc¢iy terpés PAP tyrimo skaidréms.

« |vertinti méginio tinkamumg pagal ,,BD PrepStain“ sistemos standartus, pritaikant juos ,,BD SurePath“ rankiniu metodu
ruoSiamoms ,,BD SurePath* skysciy terpés PAP tyrimo skaidrems.

»,BD PREPMATE“ AUTOMATIZUOTASIS PRIEDAS

,,BD PrepMate“ instrumentas yra ,,BD PrepStain“ sistemos priedas, kuris automatizuoja du rankinius ,,BD PrepStain“ laboratorijos
proceso zingsnius — méginio maiSymg ir sluoksniavimg. ,,BD PrepMate“ gerai sumaiSo méginius ir tiksliai paima juos i$

,»,BD SurePath“ konservavimo skysc¢io méginiy émimo buteliuky, o tada sluoksniais deda juos ant BD tankio reguliavimo reagento
j tyrimo mégintuveél;. ] instrumento déklag dedamas méginiy stovelis su i$ anksto sudétais méginiy émimo buteliukais, Svirkstimo
pipetémis ir tyrimo mégintuvéliais (su BD tankio reguliavimo reagentu). Stovelyje gali bati iki dvylikos buteliuky, mégintuvéliy ir
Svirkstimo pipeciy, kurie iSdéliojami trimis eiléemis po keturis. Buteliukai, Svirkstimo pipetés ir mégintuvéliai yra vienkartiniai. Juos
galima naudoti tik vieng kartg, kad méginys neuzsitersty.

,,BD SUREPATH“ RANKINIS METODAS

Naudojant ,,BD SurePath* rankinj metoda, lgsteliy suspensijos sluoksnis ant skaidriy dedamas ir ruoSinys nudazomas rankomis.
Ginekologinio méginio paémimo ir apdorojimo procedros tiek rankinio, tiek patvirtintojo ,,BD PrepStain“ metodo yra vienodos iki
naudojant ,,BD PrepStain® skaidriy procesoriy.

Taikant ,,BD PrepStain“ metoda, centrifuguotos Igsteliy granulés yra dedamos tiesiogiai ant ,,BD PrepStain“ skaidriy procesoriaus
automatizuotai apdoroti ir taip pagaminti nudazytas ,,BD SurePath* skyscCiy terpés PAP tyrimo skaidres.

Taikant ,,BD SurePath* rankinj metoda, j centrifuguotas Igsteliy granules jpilama dejonizuoto vandens, paskui miSinys pasukiojamas
siekiant i$ naujo jj suspenduoti ir paimti atsitiktinj méginj. Méginys perkeliamas j BD nusésdinimo kamera, jtaisytg ant ,,BD SurePath
PreCoat” skaidrés. Kai méginys nuséda ant skaidrés, méginys dazomas atliekant partijos Papanicolaou dazymo procediirg.
SKAIDRIY APSKAITA

17 lenteléje parodyta, kiek skaidriy buvo panaudota klinikiniuose tyrimuose. Svarbu akcentuoti, kad tyrimo rinkinj sudareé trys
skaidrés vienam atvejui.

17 lentelé Skaidriy apskaita

Atvejai Skaidres

Visas j tyrima jtraukty skaidriy skaicius 471 1413
Vls:_ai i$ analizés pasalinty skaidriy _68 _204
skaicius

Ne visa dokumentacija -39 -17

Neteisingai paruostos skaidrés 24 -72

Kitos pasalinimo priezastys * -5 -15
Visas j analize jtraukty skaidriy skaicius 403 1209

* Trokstami méginiai, dubliuoti pacienciy numeriai ir kt.
POPULIACIJOS DEMOGRAFINES CHARAKTERISTIKOS
18 lenteléje pateikiami visy j tyrimo populiacijg jtraukty pacienciy amziaus duomenys.

18 lentelé Pacienciy demografiniai duomenys

Amzius Atvejy skaicius
19 m. arba jaunesnés 3

20-29 73
30-39 158
40-49 105

50 + 64

18 viso 403

1"



19 lenteléje pateikiama visy | tyrimo populiacijg jtraukty atvejy dabartiné klinikiné informacija, o 20 lenteléje — klinikiné istorija.
Atkreipkite démes;j j tai, kad buvo galima pasirinkti daugiau nei vieng variantg, taigi bendras atvejy skaiCius gali nesutapti su bendru
tyrimo populiacijos atvejy skai¢iumi.

19 lentelé Dabarting klinikiné informacija

Klinikiné informacija Atvejy skaicius
Ciklinis 241
Nereguliarus ciklas 69
Histerektomija 16
Néstumas

Po aborto 0
Po gimdymo 9
Po menopauzés 58
Perimenopauzé 1
Nusilpes imunitetas 0
Nenormalus GYN pateikimas 0
Maksties iSskyros 137
Estrogeny pakaitiné terapija 19
Variné spiralé 2
Geriamieji kontraceptikai / implantas 20
Jokiy kontraceptiniy priemoniy 181
Informacijos néra 22

20 lentelé Klinikiné istorija

Istorija Atvejy skaicius
Ankstesné nenormali citologija 13
Nenormalaus kraujavimo
pasireiskimas

Biopsija

Vézinis atvejis
Chemoterapija
Spinduliuote
Kolposkopija

ZIV /AIDS

ZPV (Wart virusas)
Herpes

BTL istorija*

PID istorija**

Né vienas nepazymétas
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Abiejy pusiy kiausintakiy perriSimas
Dubens uzdegimas

TYRIMO REZULTATAI

Sio tyrimo tikslas buvo parodyti, kad pagal ,,BD PrepMate*“ metodo ir ,,BD SurePath“ rankinio metodo procediras paruoétos
,,BD SurePath* skyscCiy terpés PAP tyrimo skaidrés prilygsta skaidréms, paruostoms taikant patvirtintajj ,,BD PrepStain®“ metoda.

Klinikiniai duomenys rodo, kad ,,BD PrepMate* metodu ir ,,BD SurePath* rankiniu metodu paruostos skaidrés morfologijos ir
kokybés atzvilgiu yra tokio paties lygio kaip tos, kurios buvo paruostos naudojant patvirtintajj ,,BD PrepStain“ metoda.

Klinikiniai duomenys taip pat rodo, kad ,,BD PrepMate‘ metodui ir ,,BD SurePath* rankiniam metodui bidingas toks pats
diagnostinis veiksmingumas kaip ir patvirtintajam ,,BD PrepStain“ metodui. Be to, ,,BD PrepMate* metodu ir ,,BD SurePath“
rankiniu metodu paruosty skaidriy tinkamumas nesiskiria nuo ty skaidriy, kurios buvo paruo$tos naudojant patvirtintajj

,,BD PrepStain“ metodg. Sie rezultatai patvirtina, kad ,,BD PrepMate* metodas ir ,,BD SurePath“ rankinis metodas prilygsta
patvirtintajam ,,BD PrepStain“ metodui.

MEGINIY MORFOLOGIJA IR KOKYBE

21 lenteléje pateikiami pagrindiniy tyrimo tiksly rezultatai. Kiekvienu metodu paruosty skaidriy priimtinumas buvo vertinamas pagal
lenteléje pateiktus morfologijos ir kokybés kriterijus. Buvo apskaiciuota kiekvieno kriterijaus priimtiny skaidriy dalis bei atitinkamas
tikslus 95 % patikimumo intervalas.

*k
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21 lentelé Priimtinumo kriterijy koeficienty ir patikimumo intervaly (Pl) palyginimas

Skaidrés paruosimo metodas

,»BD PrepStain“ ,BD PrepMate* ,»,BD SurePath“ rankinis metodas

Koe- Tikslus Koe- Tikslus Koe- Tikslus
ficientas 95 % PI ficientas 95 % PI ficientas 95 % PI
(n/N) (n/N) (n/N)
g Dazymas 0,9876 (398/403) 0,9713, 0,9960 0,9926 (400/403) 0,9784, 0,9985 0,9901 (399/403) 0,9748, 0,9973
_g Aiskumas 0,9876 (398/403) 0,9713, 0,9960 0,9876 (398/403) 0,9713, 0,9960 0,9975 (402/403) 0,9863, 0,9999
£ Branduolys 0,9901 (399/403) 0,9748, 0,9973 0,9901 (399/403) 0,9748, 0,9973 0,9975 (402/403) 0,9863, 0,9999
8 Citologija 0,9950 (401/403) 0,9822, 0,9994 0,9901 (399/403) 0,9748, 0,9973 1,0000 (403/403) 0,9909, 1,0000
3
£ Sa_nkaupq 0,9926 (400/403) 0,9784, 0,9985 0,9975 (402/403) 0,9863, 0,9999 0,9603 (387/403) 0,9363, 0,9771
E susida-rymas
£ Lasteliy kiekis 0,9305 (375/403) 0,9011, 0,9533 0,9454 (381/403) 0,9185, 0,9655 0,9404 (379/403) 0,9127,0,9615

,»BD PrepMate* metodo ir ,,BD SurePath* rankinio metodo priimtinumo koeficientai beveik visada prilygsta ,,BD PrepStain* metodo
koeficientams arba yra uz juos didesni. Be to, kiekvieno kriterijaus ,,BD PrepMate* metodo ir ,,BD SurePath“ rankinio metodo
95 % tikslaus patikimumo intervalai gerokai virSija tuos badingus patvirtintajam ,,BD PrepStain“ metodui. Tai leidzia teigti, kad
,,BD PrepMate* metodu ir ,,BD SurePath“ rankiniu metodu paruo$tos skaidrés yra panasios morfologijos ir kokybés kaip ir skaidres,

paruo$tos naudojant patvirtintajj ,,BD PrepStain® metoda. Todél patvirtintojo metodo ir Siy dviejy tyrimo metody paruosimo kokybé nesiskiria.

DIAGNOSTINIS SUDERINAMUMAS
Sioje analizéje lyginamos diagnozés pagal skaidres, paruo$tas naudojant kiekvieng metodg. Sie duomenys gauti i§ padalyty
méginiy, todél 22 ir 23 lentelése pateiktos diagnoziy matricos yra pagrjstos kiekvieno tyrimo skaidriy ruoSimo metodo
(,,BD PrepMate“ metodo ir ,,BD SurePath® rankinio metodo) poriniais méginiais, kai tyrimo metodai lyginami su patvirtintuoju
,»BD PrepStain“ metodu. Idealu, jeigu diagnozé, gauta i$ skaidriy, kurios paruostos naudojant du skirtingus metodus, sutampa. Kiek
tokiy atvejy yra, rodo skaidriy su identiSkomis diagnozémis skaicius, pateiktas pagrindinéje kiekvienos lentelés jstrizainéje.
Pirmasis suderinamumo matas yra skaidriy pagrindinéje jstrizainéje dalis ir atitinkami tikslds 95 % patikimumo intervalai. Antrasis
suderinamumo matas gaunamas i$ kapa statistikos; Sie kiekvieno palyginimo duomenys apskaiciuojami ir patikrinami. Patikrinimas
nustato, ar deréjimo tarp dviejy metody lygis buvo didesnis, nei biity galima tikétis vien dél atsitiktinumo. Pastebéjimai yra iSdéstyti
tam tikra tvarka, todél svarbiausia turéti reikSmes, esancias ant pagrindinés jstrizainés arba greta jos. Svoriné kapa statistika
suteikia daugiau svarbos pastebéjimams, kurie lentelése yra ant pagrindiniy jstrizainiy arba greta jy.

PATVIRTINTOJO ,,BD PREPSTAIN“ METODO IR ,,BD PREPMATE“ METODO PALYGINIMAS
22 lenteléje skaidriy skaicius pagrindinéje jstrizainéje yra 367 (2+334+8+6+5+11+1), o skaidriy dalis pagrindinéje jstrizainéje
sudaro 0,9107 (367/403), kai tikslus 95 % patikimumo intervalas yra nuo 0,8785 iki 0,9366.
Jeigu i$ lentelés iStrinant pirmajg eilute ir pirmajj stulpelj pasalinamos netinkamos skaidrés, lieka 397 skaidrés. Skaidriy dalis
pagrindinéje jstrizainéje sudaro 0,9194 (365/397), o tikslus 95 % patikimumo intervalas yra nuo 0,8881 iki 0,9442.

22 lenteléje pateikti rezultatai rodo, kad patvirtintasis ,,BD PrepStain“ metodas ir ,,BD PrepMate* metodas turi didele skaidriy dalj,
kuriai badingas diagnostinis suderinamumas, kaip rodo skaidriy dalis pagrindinéje lentelés strizainéje. O svoriné kapa analizé rodo,

kad suderinamumas buvo daug didesnis, nei galéty bati vien dél atsitiktinumo.

22 lentelé ,BD PrepStain“ir ,BD PrepMate* metody diagnoziy kryzminé dazniy lentelé.

»,BD PrepStain“ metodo diagnozé

Unsat WNL BCC-RR Atipija LSIL HSIL DYSPL AlS cA I$ viso
Y Unsat 2 1 0 0 0 0 0 0 0 3
g WNL 2 334 2 7 2 0 0 0 0 347
§ BCC-RR 0 6 8 0 1 0 0 0 0 15
2 Atipija 1 3 2 6 0 0 0 0 0 12
g LsIL 0 3 0 3 5 0 0 0 0 11
E HSIL 0 1 0 1 0 1 0 0 0 13
& DYSPL 0 0 0 0 1 0 0 0 0 1
E AlS 0 0 0 0 0 0 0 0 0 0
’ CcA 0 0 0 0 0 0 0 0 1 1
I$ viso 5 348 12 17 9 11 0 0 1 403
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PATVIRTINTOJO ,,.BD PREPSTAIN“ METODO IR ,,BD SUREPATH“ RANKINIO METODO PALYGINIMAS

23 lenteléje skaidriy skai€ius pagrindinéje jstrizainéje yra 353 (3+315+6+10+7+11+1). Skaidriy dalis pagrindinéje jstrizainéje sudaro
0,8759 (353/403). Tikslus binominis Sios dalies 95 % patikimumo intervalas yra nuo 0,8397 iki 0,9065.

Jeigu i$ lentelés iStrinant pirmaja eilute ir pirmajj stulpelj pasalinamos netinkamos skaidreés, lieka 398 skaidres. Skaidriy dalis
pagrindinéje jstrizainéje sudaro 0,8794 (350/398), o tikslus 95 % patikimumo intervalas yra nuo 0,8433 iki 0,9097. 23 lenteléje
pateikti rezultatai rodo, kad ,,BD PrepStain*“ metodas ir ,,BD SurePath“ rankinis metodas turi didele skaidriy dalj, kuriai badingas
diagnostinis suderinamumas, kaip rodo skaidriy dalis pagrindinéje lentelés jstrizaingje. O svoriné kapa analizé rodo, kad
suderinamumas buvo daug didesnis, nei galéty bati vien dél atsitiktinumo. Todél patvirtintojo metodo ir Siy dviejy tyrimo metody
diagnostinis veiksmingumas nesiskiria.

23 lentelé ,BD PrepStain“ metodo ir ,BD SurePath” rankinio metodo diagnoziy kryzminé dazniy lentelé

,,BD PrepStain“ metodo diagnozé

Unsat WNL BCC-RR Atipija LSIL HSIL DYSPL AlS CA 1 viso
§ Unsat 3 0 0 0 0 0 0 0 0 3
] WNL 1 315 1 3 1 0 0 0 0 321
& | BCCRR 0 19 6 0 0 0 0 0 0 25
- Atipija 0 12 4 10 0 0 0 0 0 26
E LSIL 0 1 1 3 7 0 0 0 0 12
g HSIL 1 1 0 1 1 11 0 0 0 15
2 DYSPL 0 0 0 0 0 0 0 0 0 0
= AlS 0 0 0 0 0 0 0 0 0 0
e CA 0 0 0 0 0 0 0 0 1 1
15 viso 5 348 12 17 9 11 0 0 1 403

SKAIDRIY TINKAMUMAS

Buvo jvertintas visy ruo§imo metody skaidriy tinkamumas. Duomenys analizuoti naudojant dvipusj McNemar tyrimag.18

24 lenteléje pateikiami tinkamumo rezultatai, kai lyginamas patvirtintasis ,,BD PrepStain“ metodas ir ,,BD PrepMate* metodas.
24 lentelé ,BD PrepMate” ir ,BD PrepStain“ metody skaidriy tinkamumo rezultatai

»,BD PrepStain“ metodo rezultatas
SAT arba

SBLB UNSAT
SAT arba
,BD PrepMate® SBLB 398 3 401
metodo
rezultatas UNSAT 0 2 2
398 5 403

25 lenteléje pateikiami tinkamumo rezultatai, kai lyginamas patvirtintasis ,,BD PrepStain“ metodas ir ,,BD SurePath* rankinis
metodas.

25 lentelé ,BD SurePath® rankinio metodo ir ,BD PrepStain“ metodo skaidriy tinkamumo rezultatai

,,BD PrepStain“ metodo rezultatas

SAT arba
SBLB UNSAT
SAT arba
,,BD SurePath* SBLB 398 2 400
rankinio metodo
rezultatas UNSAT 0 3 5
398 5 403

Sie du palyginimai rodo, kad ,,BD PrepMate* metodas ir ,,BD SurePath* rankinis metodas skaidriy tinkamumu nesiskiria nuo
patvirtintojo ,,BD PrepStain“ metodo.

MEGINIY EMIMO TIESIAI | BUTELIUKUS TYRIMAS

Po pradinio FDA ,,BD PrepStain“ sistemos patvirtinimo ,BD Diagnostics® (anksCiau zinoma kaip , TriPath Imaging"“) atliko didelj daugiacentr;
,»BD PrepStain® sistemos tyrimg, kai sistema buvo pagal savo paskirtj naudojama méginiams imti tiesiai j buteliukus. Ankstesniuose
klinikiniuose tyrimuose bldavo naudojamas padalyty méginiy metodas, kai i§ méginio i$ pradziy budavo sukuriama jprasta PAP tepinélio
skaidre, o tada likusi méginio dalis bidavo dedama j ,,BD SurePath* konservavimo skyscio méginiy émimo buteliukg ir apdorojama su
,»BD PrepStain® sistema, taip sukuriant ,,BD SurePath“ skyscCiy terpés PAP tyrimo skaidre. Yra aiSkiai jrodyta, kad padalyty méginiy
metodas per prastai jvertina tikrajj tyrimo, kuris ruoSiamas is likusios lgstelinés medziagos, veiksminguma. 12
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Atliekant $j tyrimg buvo lyginamas ,,BD SurePath“ skysciy terpés PAP tyrimo skaidriy, pagaminty surinkus méginius tiesiogiai |
buteliukus, ir jprasty PAP tepinéliy veiksmingumas. IS ,,BD SurePath“ skysc¢iy terpés PAP tyrimo skaidriy gauti rezultatai buvo palyginti
su rezultatais, gautais i$ istorinés jprastiniy PAP tepinéliy kohortos. Kalbant tiksliau, Sis tyrimas vertino, ar ,,BD SurePath* skysc¢iy
terpés PAP tyrimo skaidrés pagerino Zymiy plokscialasteliniy intraepiteliniy pakitimy (HSIL), adenokarcinomos in-situ ir véZio Zymeny
(HSIL+) nustatyma. Tiriant abiejy skaidriy populiacijg buvo surinkti visi prieinami biopsijos duomenys.

,»BD SurePath* populiacijg sudaré 58 580 skaidriy, prospektyviai surinkty i$ 57 kliniky, kurios buvo beveik 100 % peréjusios nuo
jprastiniy PAP tepinéliy prie ,,BD SurePath“ méginiy surinkimo metodikos. Siose klinikose surinkti méginiai buvo siungiami j tris
klinikines vietas apdoroti.

|prastinio metodo populiacijg sudaré 58 988 skaidres i$ ty paciy kliniky, kaip ir ,,BD SurePath® skyscCiy terpés PAP tyrimo skaidrés.
Si istoriné populiacija buvo surinkta pradedant nuo naujausiy skaidriy, prie$ pat klinikoms pereinant prie ,,BD SurePath* skysgiy
terpés PAP tyrimo, o tada imant vis senesnes skaidres iki to meto, kai jprastiniy ir ,,BD SurePath* skysciy terpés PAP tyrimo skaidriy
populiacijos kiekvienoje klinikinéje vietoje dar buvo apytiksliai vienodos.

Sio tyrimo rezultatai parodé, kad ,,BD SurePath* skyséiy terpés PAP tyrimo skaidréms buvo badingas 405/58 580 aptikimo
koeficientas, o jprastiniy skaidriy aptikimo koeficientas sudare 248/58 988, tad aptikimo lygiai atitinkamai sieké 0,691 % ir 0,420 %
(zr. 26 lentele). Taigi vertinant Sias klinikines vietas ir Sias tyrimo populiacijas galima konstatuoti, kad naudojant ,,BD SurePath*
skysciy terpés PAP tyrimo skaidres HSIL+ pakitimy aptikimo lygis padidéjo 64,4 % (p < 0,00001).

26 lentelé Aptikimo lygiy pagal vietg palyginimas

HSIL+
Vieta Iprastai paruosta skaidré ,,BD SurePath“
18 viso HSIL+ Procentai (%) IS viso HSIL+ Procentai (%)
1 41274 216 0,523 40735 300 0,736
2 10 421 19 0,182 10 676 78 0,731
3 7293 13 0,178 7169 27 0,377
1S viso 58 988 248 0,420 58 580 405 0,691
LSIL+
Vieta |prastai paruosta skaidre ,,BD SurePath“
1$ viso LSIL+ Procentai (%) 18 viso LSIL+ Procentai (%)
1 41274 765 1,853 40735 1501 3,685
2 10 421 96 0,921 10 676 347 3,250
3 7293 99 1,357 7169 127 1,772
1S viso 58 988 960 1,627 58 580 1975 3,371
ASCUS+
Vieta Iprastai paruosta skaidré ,»,BD SurePath*
1S viso ASCUS+ Procentai (%) 1S viso ASCUS+ Procentai (%)
1 41274 1439 3,486 40735 2612 6,412
2 10 421 347 3,330 10 676 689 6,454
3 7293 276 3,784 7169 285 3,975
1S viso 58 988 2062 3,496 58 580 3586 6,122
Netinkamos
Vieta Iprastai paruosta skaidré ,,BD SurePath“
1$ viso UNSAT+ Procentai (%) I$ viso UNSAT+ Procentai (%)
1 41274 132 0,320 40735 37 0,091
2 10 421 163 1,564 10 676 89 0,834
3 7293 20 0,274 7169 4 0,056
1S viso 58 988 315 0,534 58 580 130 0,222

Pastaba: tikétina, kad skirtingose vietose veiksmingumas kazkiek skirsis. Visos laboratorijos privalo kruop$ciai stebéti savo darbo
kokybe.

PROCEDURA

Visos procediros, kaip ruosti ,,BD SurePath* skysciy terpés PAP tyrimo skaidres, yra pateiktos ,,BD PrepStain* skaidriy
procesoriaus haudotojo vadove.

15



LITERATURA
1. Solomon D, Nayar R (editors): The Bethesda System for Reporting Cervical Cytology. New York, Springer Verlag, 2004.

2. Bishop JW: Comparison of the CytoRich® System with conventional cervical cytology: Preliminary data on 2,032 cases from a
clinical trial site. Acta Cytol 1997; 471:15-23.

3. Bishop JW, Bigner SH, Colgan TJ, Husain M, Howell LP, McIntosh KM, Taylor DA, Sadeghi M: Multicenter masked evaluation of
AutoCyte PREP thin layers with matched conventional smears: Including initial biopsy results. Acta Cytol 1998; 42:189-197.

4. Geyer JW, Hancock F, Carrico C, Kirkpatrick M: Preliminary Evaluation of CytoRich®: An improved automated cytology
preparation. Diagn Cytopathol 1993; 9:417—-422.

5. Grohs HK, Zahniser DJ, Geyer JW: Standarization of specimen preparation through mono/thin-layer technology in Automated
Cervical Cancer Screening. Edited by HK Grohs, OAN Husain. New York, Igaku-Shoin, 1994, pp. 176-185

6. Howell LP, Davis RL, Belk Tl, Agdigos R, Lowe J: The AutoCyte preparation system for gynecologic cytology. Acta Cytol 1998;
42:171-177.

7. McGoogan E, Reith A: Would monolayers provide more representative samples and improved preparations for cervical
screening? Overview and evaluation of systems available. Acta Cytol 1996; 40:107—119.

8. Vassilakos P, Cossali D, Albe X, Alonso L, Hohener R, Puget E: Efficacy of monolayer preparations for cervical cytology:
Emphasis on suboptimal specimens. Acta Cytol 1996; 40:496-500.

9. Wilbur DC, Facik MS, Rutkowski MA, Mulford OK, Atkison KM: Clinical trials of the CytoRich® specimen-preparation device for
cervical cytology: Preliminary results. Acta Cytol 1997; 41:24-29.

10. Center For Devices and Radiological Health, Food and Drug Administration. Points to consider: Cervical cytology devices.
July 25, 1994. This document is available from the Division of Small Manufacturers (DSMA), 1.800.638.2041

11. Shatzkin A, Conner RJ, Taylor PR, Bunnag B: Comparing new and old screening tests when a reference procedure cannot be
performed on all screeners. Am J Epidemiol 1987; 125: 672-678.

12. Austin RM, Ramzy I: Increased detection of epithelial cell abnormalities by liquid-based gynecologic cytology preparations. A
review of accumulated data. Acta Cytol 1998; 42:178-184.

13. McNemar Q: Note on the sampling error of the difference between correlated proportions or percentages. Psychometrika 1947;
12:153-7.

14. Mayeaux EJ, Harper MB, Fleurette A, Pope JB, Phillips GS: A comparison of the reliability of repeat cervical smears and
colposcopy in patients with abnormal cervical cytology. J Fam Pract 1995; 40:57—-62.

15. College of American Pathologists. Interlaboratory comparison program in cervicovaginal cytology (PAP).1995.

16. Bur M, Knowles K, Pekow P, Corral O, and Donovan J: Comparison of ThinPrep preparations with conventional cervicovaginal
smears: Practical considerations. Acta Cytol 1995; 39: 631-642.

17. Evans SK, Wilbur DC: Identification of endocervical cells and microorganisms on cervical thin layer cytology specimens:
Comparison to paired conventional smears. Acta Cytol 1993; 37:776.

18. Fleiss, Joseph L. Statistical Methods for Rates and Proportions. 2nd Ed. New York: John Wiley & Sons, 1981.

Techninis aptarnavimas ir palaikymas: kreipkités j vietinj BD atstovg arba bd.com.

Pakeitimy istorija

Perzitra Pakeitimy santrauka

(06) 2020-08 Perzidros numeris taisomas dokumenty valdymui suvienodinti.

16



OE

i
o %
]

4 B 9

Manufacturer / MpoussoauTen / Vyrobce / Fabrikant / Hersteller / Kataokeuaotig / Fabricante / Tootja / Fabricant / Proizvodac / Gyarté / Fabbricante / ATkapywbi /
A 29] 7l / Gamintojas / Razotajs / Tilvirker / Producent / Producétor / Mpouasoautens / Vyrobea / Proizvodaé / Tillverkare / Uretici / Bupo6ruk / A7) i

Use by / Manonasaiite go / Spotfebujte do / Brug fer / Verwendbar bis / Xprion éwg / Usar antes de / Kasutada enne / Date de péremption / A}-& 7] &} / Upotrijebiti
do / Felhasznalhatésag datuma / Usare entro / leviiH naiipananyra / Naudokite iki / Izlietot ITdz / Houdbaar tot / Brukes for / Stosowac¢ do / Prazo de validade / A se
utiliza pana la / Micnonb3osatk o / Pouzite do / Upotrebiti do / Anvand fére / Son kullanma tarihi / Bukopuctatu golline / i 4 15 H 1

YYYY-MM-DD / YYYY-MM (MM = end of month)

rrrr-MM-Aa4 / Trrr-MM (MM = kpast Ha meceLia)

RRRR-MM-DD / RRRR-MM (MM = konec mésice)

AAAA-MM-DD / AAAA-MM (MM = slutning af maned)

JJJI-MM-TT / JJJJ-MM (MM = Monatsende)

EEEE-MM-HH / EEEE-MM (MM = 1éAog Tou prjva)

AAAA-MM-DD / AAAA-MM (MM = fin del mes)

AAAA-KK-PP / AAAA-KK (KK = kuu 16pp)

AAAA-MM-JJ / AAAA-MM (MM = fin du mois)

GGGG-MM-DD / GGGG-MM (MM = kraj mjeseca)

EEEE-HH-NN / EEEE-HH (HH = hénap utolsé napja)

AAAA-MM-GG / AAAA-MM (MM = fine mese)

HAOKAK-AA-KK / HKAKIK-AA / (AA = aiifibiH, COHpl)

YYYY-MM-DD/YYYY-MM(MM = ¢12)

MMMM-MM-DD / MMMM-MM (MM = ménesio pabaiga)

GGGG-MM-DD/GGGG-MM (MM = ménesa beigas)

JJJJ-MM-DD / JJJJ-MM (MM = einde maand)

AAAA-MM-DD / AAAA-MM (MM = slutten av maneden)

RRRR-MM-DD / RRRR-MM (MM = koniec miesigca)

AAAA-MM-DD / AAAA-MM (MM = fim do més)

AAAA-LL-ZZ | AAAA-LL (LL = sfarsitul lunii)

rrrr-MM-Aa4 / rrrr-Mm (MM = koHel, mecsiua)

RRRR-MM-DD / RRRR-MM (MM = koniec mesiaca)

GGGG-MM-DD / GGGG-MM (MM = kraj meseca)

AAAA-MM-DD / AAAA-MM (MM = slutet av manaden)

YYYY-AA-GG / YYYY-AA (AA = ayin sonu)

PPPP-MM-O1 / PPPP-MM (MM = kiHeup Micaus)

YYYY-MM-DD / YYYY-MM (MM = H %)

Catalog number / Katanoxex Homep / Katalogové &islo / Katalognummer / ApiBuég katahdyou / Nimero de catélogo / Katalooginumber / Numéro catalogue /
Kataloski broj / Katalogusszam / Numero di catalogo / Katanor Hemipi / 7} & & 71 ¥ & / Katalogo / numeris / Kataloga numurs / Catalogus nummer / Numer
katalogowy / Numar de catalog / Homep no katanory / Katalogové &islo / Kataloski broj / Katalog numarasi / Homep 3a katanorom / H %5

Authorized Representative in the European Community / OTopuaupan npeactasuten B EBponeiickata obLyHocT / Autorizovany zastupce pro Evropském
spolecenstvi / Autoriseret repreesentant i De Europzeiske Fzellesskaber / Autorisierter Vertreter in der Europaischen Gemeinschaft / E§ouaiodotnuévog
avTITpéowTTog oTnv Eupwtraikr Kovétnta / Representante autorizado en la Comunidad Europea / Volitatud esindaja Euroopa Néukogus / Représentant autorisé
pour la Communauté européenne / Autorizuirani predstavnik u Europskoj uniji / Meghatalmazott képvisel6 az Eurdpai K6zosségben / Rappresentante autorizzato
nella Comunita Europea / Espona kaybIMaacTbifbiHAarb! yakineTTi exin /-7 # 3-5 4 2] 19 o) i / |galiotasis atstovas Europos Bendrijoje / Pilnvarotais parstavis
Eiropas Kopiena / Bevoegde vertegenwoordiger in de Europese Gemeenschap / Autorisert representant i EU / Autoryzowane przedstawicielstwo we Wspoélnocie
Europejskiej / Representante autorizado na Comunidade Europeia / Reprezentantul autorizat pentru Comunitatea Europeana / YnonHomou4eHHbI NpefcraButens
B EBponeiickom coobLectse / Autorizovany zastupca v Eurépskom spolocenstve / Autorizovano predstavnistvo u Evropskoj uniji / Auktoriserad representant i
Europeiska gemenskapen / Avrupa Toplulugu Yetkili Temsilcisi / YnosHoBaxeHuit npeactaBHuk y kpaiHax €C / [k 3[R AU 2

In Vitro Diagnostic Medical Device / MeauunHcky ypen 3a amarHocTtvika vH Butpo / Lékarské zafizeni uréené pro diagnostiku in vitro / In vitro diagnostisk medicinsk
anordning / Medizinisches In-vitro-Diagnostikum / In vitro SiayvwoTikn 1atpikr) cuokeur / Dispositivo médico para diagnéstico in vitro / In vitro diagnostika
meditsiiniaparatuur / Dispositif médical de diagnostic in vitro / Medicinska pomagala za In Vitro Dijagnostiku / In vitro diagnosztikai orvosi eszkdz / Dispositivo
medicale per diagnostica in vitro / XXacaHab! xafgaiiaa xypriseTiH MeavumHanbik Anardoctuka acnabsl / In Vitro Diagnostic 2] & 717] / In vitro diagnostikos
prietaisas / Medicinas ierices, ko lieto in vitro diagnostika / Medisch hulpmiddel voor in-vitro diagnostiek / In vitro diagnostisk medisinsk utstyr / Urzadzenie
medyczne do diagnostyki in vitro / Dispositivo médico para diagndstico in vitro / Dispozitiv medical pentru diagnostic in vitro / MegnuuHckuii npuéop ans
[amarHocTuky in vitro / Medicinska poméacka na diagnostiku in vitro / Medicinski uredaj za in vitro dijagnostiku / Medicinteknisk produkt fér in vitro-diagnostik / In Vitro
Diyagnostik Tibbi Cihaz / MeanuHuit npucTpiit ans aiarHocTukm in vitro / 442 Wi 297 3 4

Temperature limitation / TemnepatypHu orpaHunyenus / Teplotni omezeni / Temperaturbegraensning / Temperaturbegrenzung / Mepiopiopoi Beppokpaaciag / Limitacion
de temperatura / Temperatuuri piirang / Limites de température / Dozvoljena temperatura / HSmérsékleti hatar / Limiti di temperatura / Temnepartypab wekrtey /<%
A g+ / Laikymo temperattra / Temperattras ierobezojumi / Temperatuurlimiet / Temperaturbegrensning / Ograniczenie temperatury / Limites de temperatura / Limite
de temperaturd / OrpaHuyexne Temnepatypsl / Ohranicenie teploty / Ogranicenje temperature / Temperaturgrans / Sicaklik sinirlamasi / O6mexeHHs Temnepatypu
/iR PR

Batch Code (Lot) / Kog Ha naptupara / Kod (islo) $arze / Batch-kode (lot) / Batch-Code (Charge) / Kwdikdg Traprtidag (Traptida) / Codigo de lote (lote) / Partii kood /
Numéro de lot / Lot (kod) / Tétel szama (Lot) / Codice batch (lotto) / Tontama kopabl / ¥ %] 5L =(2E) / Partijos numeris (LOT) / Partijas kods (laidiens) / Lot nummer
/ Batch-kode (parti) / Kod partii (seria) / Codigo do lote / Cod de serie (Lot) / Kog naptuu (not) / Kéd série (Sarza) / Kod serije / Partinummer (Lot) / Parti Kodu (Lot)
/ Kog naprii / it CIE#tE)

Contains sufficient for <n> tests / CbabpxaH1eTo e JocTaTbyHO 3a <n> TecTa / Dostate¢né mnoZstvi pro <n> testu / Indeholder tilstraekkeligt til <n> tests /
Ausreichend flir <n> Tests / Mepiéxer emapkn ToodTnTa yia <n> e&etdoelg / Contenido suficiente para <n> pruebas / Kiillaldane <n> testide jaoks / Contenu suffisant
pour <n> tests / Sadrzaj za <n> testova / <n> teszthez elegendé / Contenuto sufficiente per <n> test / <n> TecTTepi ywiH xeTkinikTi / <n> B| ~E 7} 53] £31%

| Pakankamas kiekis atlikti <n> testy / Satur pietiekami <n> parbaudém / Inhoud voldoende voor “n” testen / Innholder tilstrekkelig til <n> tester / Zawiera ilo$¢
wystarczajgcg do <n> testéw / Contetido suficiente para <n> testes / Continut suficient pentru <n> teste / loctatouHo Ansa <n> tectoB(a) / Obsah vystaci na <n>
testov / Sadrzaj dovoljan za <n> testova / Innehaller tillrackligt for <n> analyser / <n> test igin yeterli malzeme igerir / Buctaunts ans aHaniais: <n>/ £ 8547 <n>
/sl

Consult Instructions for Use / Hanpasete cnpaBka B MHCTpykLumuTe 3a ynotpeba / Prostudujte pokyny k pouZziti / Se brugsanvisningen / Gebrauchsanweisung
beachten / ZupBouAeureite Tig 0dnyieg xpriong / Consultar las instrucciones de uso / Lugeda kasutusjuhendit / Consulter la notice d’emploi / Koristi upute za
upotrebu / Olvassa el a hasznalati utasitast / Consultare le istruzioni per I'uso / MaitnanaHy HyckaymbiFbIMeH TaHbIChin anbiHeia / AF-& A & 3% / Skaitykite
naudojimo instrukcijas / Skatit lietoSanas pamacibu / Raadpleeg de gebruiksaanwijzing / Se i bruksanvisningen / Zobacz instrukcja uzytkowania / Consultar as
instrucdes de utilizagdo / Consultati instructiunile de utilizare / Cm. pykoBoacTso no akcnnyartauuu / Pozri Pokyny na pouzivanie / Pogledajte uputstvo za upotrebu /
Se bruksanvisningen / Kullanim Talimatlar’na bagvurun / [us. iHCTpyKuUii 3 BUKopucTaHHs / i 23] f FH i3 W]

Do not reuse / He nanonassaiite otHoBo / Nepouzivejte opakované / Ikke til genbrug / Nicht wiederverwenden / Mnv emravaypnoipotroieite / No reutilizar / Mitte
kasutada korduvalt / Ne pas réutiliser / Ne koristiti ponovo / Egyszer hasznalatos / Non riutilizzare / Mannanan6aneia / A1 A8 = %] / Tik vienkartiniam naudojimui /
Nelietot atkartoti / Niet opnieuw gebruiken / Kun til engangsbruk / Nie stosowa¢ powtdrnie / N&o reutilize / Nu refolositi / He ucnons3sosatk nostopHo / Nepouzivajte
opakovane / Ne upotrebljavajte ponovo / Far ej ateranvéandas / Tekrar kullanmayin / He BukopuctoByBsatv nosTopHo / i Z7) & 4 1 ]

Serial number / CepueH Homep / Sériové Cislo / Serienummer / Seriennummer / Zeipiakdg apiBudg / N° de serie / Seerianumber / Numéro de série / Serijski broj /
Sorozatszam / Numero di serie / Tontamanbik Hemipi / ¢ & W 3 / Serijos numeris / Sérijas numurs / Serie nummer / Numer seryjny /Numero de série / Numar de
serie / CepuiiHbiii Homep / Seri numarasi / Homep cepii / #5115
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For IVD Performance evaluation only / Camo 3a oueHka kayectBoTo Ha pabota Ha VD / Pouze pro vyhodnoceni vykonu IVD / Kun til evaluering af IVD ydelse / Nur
fur IVD-Leistungsbewertungszwecke / Mévo yia agioAdynon amédoong IVD / Sélo para la evaluacién del rendimiento en diagnéstico in vitro / Ainult IVD seadme
hindamiseks / Réservé a I'évaluation des performances IVD / Samo u znanstvene svrhe za In Vitro Dijagnostiku / Kizarélag in vitro diagnosztikdhoz / Solo per
valutazione delle prestazioni IVD / XXacaHgb! xafaaiaa «npobupka ilwiHae» AnarHocTukaaa Tek )XyMblcTel 6aranay ywin / IVD Al s 3 7}ell thaf 4wk AL / Tik IVD
prietaisy veikimo charakteristikoms tikrinti / Vienigi IVD darbibas novértéSanai /Uitsluitend voor doeltreffendheidsonderzoek / Kun for evaluering av IVD-ytelse /
Tylko do oceny wydajnosci IVD / Uso exclusivo para avaliagdo de IVD / Numai pentru evaluarea performantei IVD / Tonbko Anst OLIEHKW KayecTBa ANarHoCTUKM in
vitro / Uréené iba na diagnostiku in vitro / Samo za procenu ucinka u in vitro dijagnostici / Endast for utvardering av diagnostisk anvandning in vitro / Yalnizca IVD
Performans degerlendirmesi igin / Tinbku Ans ouiHoBaHHA SKOCTi giarHocTuky in vitro / (LR VD #REPES

For US: “For Investigational Use Only”

Lower limit of temperature / Jonen numuT Ha Temnepartyparta / Dolni hranice teploty / Nedre temperaturgreense / Temperaturuntergrenze / Katwrepo 6pio
Beppokpaaiag / Limite inferior de temperatura / Alumine temperatuuripiir / Limite inférieure de température / Najniza dozvoljena temperatura / Alsé hémérsékleti
hatar / Limite inferiore di temperatura / TemnepatypaHblH TemeHri pykcar weri / &3 &= / Zemiausia laikymo temperattra / Temperattras zemaka robeza /
Laagste temperatuurlimiet / Nedre temperaturgrense / Dolna granica temperatury / Limite minimo de temperatura / Limitd minima de temperatura / HwxHuit npegen
Temnepartypsl / Spodna hranica teploty / Donja granica temperature / Nedre temperaturgréns / Sicaklik alt sinirt / MinimansHa Temnepartypa / i & R

Control / KontponHo / Kontrola / Kontrol / Kontrolle / Maptupag / Kontroll / Contréle / Controllo / Baksinay / 71 E-% / Kontrolé / Kontrole / Controle / Controlo /
KoHTponb / kontroll / KoHtporb / X #E

Positive control / Monoxutenen koHTpon / Pozitivni kontrola / Positiv kontrol / Positive Kontrolle / ©¢Tik6g pdptupag / Control positivo / Positiivne kontroll / Contréle
positif / Pozitivna kontrola / Pozitiv kontroll / Controllo positivo / OH Gakbinay / &3 %1 E & / Teigiama kontrolé / Pozitiva kontrole / Positieve controle / Kontrola
dodatnia / Controlo positivo / Control pozitiv / MonoxutensHbiin koHTponb / Pozitif kontrol / MoauTtnsHui koHTponb / FH 4 X HE 5

Negative control / OtpuuareneH koHTpon / Negativni kontrola / Negativ kontrol / Negative Kontrolle / Apvntikég péptupag / Control negativo / Negatiivne kontroll /
Contréle négatif / Negativna kontrola / Negativ kontroll / Controllo negativo / HeratusTik 6akbinay / 24 71 E% / Neigiama kontrolé / Negativa kontrole / Negatieve
controle / Kontrola ujemna / Controlo negativo / Control negativ / OTpuuatenbHbiii koHTpons / Negatif kontrol / HeratusHuin kontponb / [ 14 %6 HE 7]

Method of sterilization: ethylene oxide / MeTog Ha cTepunusauus: eTuneHoB okeug / Zpusob sterilizace: etylenoxid / Steriliseringsmetode: ethylenoxid /
Sterilisationsmethode: Ethylenoxid / MéBodog atoaTeipwang: aiBuAevogeidio / Método de esterilizacion: oxido de etileno / Steriliseerimismeetod: etiileenoksiid

1 Méthode de stérilisation : oxyde d’éthylene / Metoda sterilizacije: etilen oksid / Sterilizalas médszere: etilén-oxid / Metodo di sterilizzazione: ossido di etilene /
Crepunusaums agici — aTuneH ToTbiFbl / 255 W o & 9l 8 ALo] = / Sterilizavimo bidas: etileno oksidas / Sterilizé$anas metode: etilenoksids / Gesteriliseerd met
behulp van ethyleenoxide / Steriliseringsmetode: etylenoksid / Metoda sterylizacji: tlenek etylu / Método de esterilizagao: oxido de etileno / Metoda de sterilizare:
oxid de etilena / Metop ctepunusauum: atunexokens / Metdda sterilizacie: etylénoxid / Metoda sterilizacije: etilen oksid / Steriliseringsmetod: etenoxid / Sterilizasyon
yontemi: etilen oksit / MeToa cTepunisauii: eTuneHokcumom / K J7ik: HA Lk

Method of sterilization: irradiation / MeTop Ha ctepunusaums: npaguaums / Zpusob sterilizace: zafeni / Steriliseringsmetode: bestraling / Sterilisationsmethode:
Bestrahlung / MéBodog amooTeipwaong: akTivoBoAia / Método de esterilizacion: irradiacion / Steriliseerimismeetod: kiirgus / Méthode de stérilisation : irradiation /
Metoda sterilizacije: zratenje / Sterilizalas modszere: besugarzas / Metodo di sterilizzazione: irradiazione / Ctepunusauus sgici — cayne Tycipy / 25 3 WAL/
Sterilizavimo budas: radiacija / Sterilizé$anas metode: apstaro$ana / Gesteriliseerd met behulp van bestraling / Steriliseringsmetode: bestraling / Metoda sterylizacji:
napromienianie / Método de esterilizagéo: irradiagdo / Metoda de sterilizare: iradiere / Metog ctepunusauuu: obnydeHue / Metoda sterilizacie: ozZiarenie / Metoda
sterilizacije: ozragavanje / Steriliseringsmetod: stralning / Sterilizasyon yéntemi: irradyasyon / Metoz ctepunizauii: onpomiHeHHsM / K& J7i%: fabt

Biological Risks / Buonoruynu puckose / Biologicka rizika / Biologisk fare / Biogefahrdung / BioAoyikoi kivduvol / Riesgos bioldgicos / Bioloogilised riskid / Risques
biologiques / Bioloski rizik / Biologiailag veszélyes / Rischio biologico / Buonorusnsik Tayekenaep / A %814 913 / Biologinis pavojus / Biologiskie riski / Biologisch
risico / Biologisk risiko / Zagrozenia biologiczne / Perigo bioldgico / Riscuri biologice / Brionornyeckas onacHocTs / Biologickeé riziko / Bioloski rizici / Biologisk risk /
Biyolojik Riskler / Bionoriuna HeGeaneka / 44727 X &

Caution, consult accompanying documents / BHumaHue, HanpaseTe cnpaska B NpuapyxasaluuTe AokymeHTn / Pozor! Prostuduijte si pfilozenou dokumentaci!

|/ Forsigtig, se ledsagende dokumenter / Achtung, Begleitdokumente beachten / Mpogoxr, cupBouleuTeite Ta ouvodeuTiKd £yypaga / Precaucion, consultar la
documentacién adjunta / Ettevaatust! Lugeda kaasnevat dokumentatsiooni / Attention, consulter les documents joints / Upozorenje, koristi prate¢u dokumentaciju

/ Figyelem! Olvassa el a mellékelt tajékoztatét / Attenzione: consultare la documentazione allegata / AGaiinaHpia, TUICTI KyKaTTapMeH TaHbICbIHbI3 / 5-2], 5455
dvg A Z+z | Démesio, Zidrékite pridedamus dokumentus / Piesardziba, skatit pavaddokumentus / Voorzichtig, raadpleeg bijgevoegde documenten / Forsiktig,

se vedlagt dokumentasjon / Nalezy zapoznac si¢ z dotgczonymi dokumentami / Cuidado, consulte a documentagao fornecida / Atentie, consultati documentele
insotitoare / BHumaHue: cM. npunaraemyto gokymeHTauuio / Vystraha, pozri sprievodné dokumenty / Paznja! Pogledajte prilozena dokumenta / Obs! Se medféljande
dokumentation / Dikkat, birlikte verilen belgelere bagvurun / Ysara: aB. cynyTHio fokymeHTawito / /Ny, 1525 [ Bt 5 S0k

Upper limit of temperature / FopeH numuT Ha Temnepatypara / Horni hranice teploty / @vre temperaturgreense / Temperaturobergrenze / Aviwtepo 6pio Beppokpaaiag
/ Limite superior de temperatura / Ulemine temperatuuripiir / Limite supérieure de température / Gornja dozvoljena temperatura / Felsé hémérsékleti hatar / Limite
superiore di temperatura / TemneparypaHbiH pykcat eTinreH xorapfbl weri / %3 & 1= / Aukgiausia laikymo temperatdra / Aug$éja temperatiiras robeza / Hoogste
temperatuurlimiet / @vre temperaturgrense / Gérna granica temperatury / Limite maximo de temperatura / Limitd maxima de temperatura / Bepxuuin npeaen
Temnepatypbl / Horna hranica teploty / Gornja granica temperature / Ovre temperaturgrans / Sicaklik Ust siniri / MakcumansHa Temneparypa / i )% 1 [f

Keep dry / Masete cyxo / Skladujte v suchém prostiedi / Opbevares tert / Trocklagern / @uAdgTe 1o oTeyvo / Mantener seco / Hoida kuivas / Conserver au sec /
Drzati na suhom / Szaraz helyen tartand¢ / Tenere all'asciutto / Kyprak kyninae ycra / 71 3] {+4] / Laikykite sausai / Uzglabat sausu / Droog houden / Holdes
tert / Przechowywac w stanie suchym / Manter seco / A se feri de umezeala / He ponyckate nonaganus snarv / Uchovavajte v suchu / Drzite na suvom mestu /
Férvaras torrt / Kuru bir sekilde muhafaza edin / Bepertv sin Bonorw / i {443 T 1

Collection time / Bpeme Ha cbbupane / Cas odbéru / Opsamlingstidspunkt / Entnahmeuhrzeit / Qpa guAoyrig / Hora de recogida / Kogumisaeg / Heure de
prélévement / Sati prikupljanja / Mintavétel idépontja / Ora di raccolta / YKunay yaksiTsl / =3 A7+ / Paémimo laikas / Savaksanas laiks / Verzameltijd / Tid
prevetaking / Godzina pobrania / Hora de colheita / Ora colectarii / Bpems c6opa / Doba odberu / Vreme prikupljanja / Uppsamlingstid / Toplama zamani / Yac
3abopy / KA ]

Peel / O6enerte / Oteviete zde / Abn / Abziehen / ATrokoAAroTe / Desprender / Koorida / Décoller / Otvoriti skini / Hizza le / Staccare / ¥cTiHri kabaTbiH anbin TacTa /
w1 7] 7] | Plésti ¢ia / Atlimét / Schillen / Trekk av / Oderwac / Destacar / Se dezlipeste / OtknenTs / Odtrhnite / Oljustiti / Dra isar / Ayirma / Bigkneitu / #i

Perforation / Mepdopauus / Perforace / Perforering / Aiarpnon / Perforacion / Perforatsioon / Perforacija / Perforalés / Perforazione / Tecik Tecy / 2341 /
Perforacija / Perforacija / Perforatie / Perforacja / Perfuragéo / Perforare / Mepdopauust / Perforacia / Perforasyon / Mepdopauis / % 4L

Do not use if package damaged / He nsnonseaiite, ako onakoBkarta e nospeaeHa / Nepouzivejte, je-li obal poskozeny / Ma ikke anvendes hvis emballagen er
beskadiget / Inhal beschadigter Packungnicht verwenden / Mn xpnoipoTtroigite ecv n cuokeuaaia €xel utroaTei {nuid. / No usar si el paquete esta dafiado / Mitte
kasutada, kui pakend on kahjustatud / Ne pas I'utiliser si 'emballage est endommagé / Ne koristiti ako je oSte¢eno pakiranje / Ne hasznalja, ha a csomagolas
sérilt / Non usare se la confezione & danneggiata / Erep nakeTt 6yabinfaH 6onca, nanganaba / @ 7] 2| 7} =74 749 A8 54| / Jei pakuoté pazeista,
nenaudoti / Nelietot, ja iepakojums bojats / Niet gebruiken indien de verpakking beschadigd is / Ma ikke brukes hvis pakke er skadet / Nie uzywac, jesli
opakowanie jest uszkodzone / N&o usar se a embalagem estiver danificada / A nu se folosi daca pachetul este deteriorat / He ncnonb3soBatb npv nospexaeHun
ynakoBku / Nepouzivajte, ak je obal poskodeny / Ne koristite ako je pakovanje oste¢eno / Anvand ej om férpackningen ar skadad / Ambalaj hasar gérmuisse
kullanmayin / He Bukop1cTOBYBaTM 3a NOLLKOMKEHOI ynakoskm / U AL i, 152048 1

Keep away from heat / Ma3ete ot TonnuHa / Nevystavujte pfiliSnému teplu / Ma ikke udsaettes for varme / Vor Warme schiitzen / KpartioTe 10 pakpid atmé 1
BeppéTnTa / Mantener alejado de fuentes de calor / Hoida eemal valgusest / Protéger de la chaleur / Drzati dalje od izvora topline / Ovja a melegtél / Tenere lontano
dal calore / CankpiH xepae cakta / -2 3] &lloF g / Laikyti atokiau nuo Silumos $Saltiniy / Sargat no karstuma / Beschermen tegen warmte / Mé ikke utsettes for
varme / Przechowywac z dala od zrodet ciepta / Manter ao abrigo do calor / A se feri de caldura / He Harpesatb / Uchovavajte mimo zdroja tepla / Drzite dalje od
toplote / Far ej utsattas fér varme / Isidan uzak tutun / Bepertv sig aii Tenna / i it & FAJ5

Cut / Cpexerte / Odstfihnéte / Klip / Schneiden / Kéwre / Cortar / Léigata / Découper / Rezi / Vagija ki / Tagliare / Kecinia / -2} 7] / Kirpti / Nogriezt / Knippen / Kutt
/ Odcig¢ / Cortar / Decupati / Otpesats / Odstrihnite / Ise¢i / Klipp / Kesme / Poapizatu / 5§
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Collection date / lata Ha cbbupaHe / Datum odbéru / Opsamlingsdato / Entnahmedatum / Huepopnvia ouAoyrig / Fecha de recogida / Kogumiskuupéev / Date
de prélévement / Dani prikupljanja / Mintavétel datuma / Data di raccolta / YXuHaraH Tis6ekyHi / 55 &%} / Paémimo data / Savaksanas datums / Verzameldatum /
Dato prevetaking / Data pobrania / Data de colheita / Data colectarii / lata c6opa / Datum odberu / Datum prikupljanja / Uppsamlingsdatum / Toplama tarihi / lata
3a6opy / KA H

ul/test / uL/tect / uL/Test / uL/e&étaon / ul/prueba / uL/teszt / nL/€l 2~ = / mkn/tect / pLityrimas / pL/parbaude / pL/teste / mkn/anania / ML/ il

Keep away from light / Masete ot ceetnuHa / Nevystavujte svétlu / Ma ikke udseettes for lys / Vor Licht schiitzen / KpatfioTe 10 pakpid atmoé 1o ewg / Mantener
alejado de la luz / Hoida eemal valgusest / Conserver a I'abri de la lumiére / Drzati dalje od svjetla / Fény nem érheti / Tenere al riparo dalla luce / KapaHfbinanraH
xeppae ycra / 912 7] &) oF g/ Laikyti atokiau nuo Silumos $altiniy / Sargat no gaismas / Niet blootstellen aan zonlicht / Méa ikke utsettes for lys / Przechowywaé z
dala od zrédet $wiatta / Manter ao abrigo da luz / Feriti de lumina / XpanuTb B TemHoTe / Uchovavajte mimo dosahu svetla / Drzite dalje od svetlosti / Far ej utsattas
for ljus / Isiktan uzak tutun / BeperTu Big aii ceitna / i it 5 't 4k

Hydrogen gas generated / O6pasysaH e Bogopog ra3 / Moznost Uniku plynného vodiku / Frembringer hydrogengas / Wasserstoffgas erzeugt / Anpioupyia agpiou
udpoydvou / Produccién de gas de hidrogeno / Vesinikgaasi tekitatud / Produit de I'hnydrogéne gazeux / Sadrzi hydrogen vodik / Hidrogén gazt fejleszt / Produzione
di gas idrogeno / Faatektec cyTeri nainna Gonael / 572~ 7F2~ A4 ¥ / I3skiria vandenilio dujas / Rodas Gdenradis / Waterstofgas gegenereerd / Hydrogengass
generert / Powoduje powstawanie wodoru / Produgdo de gas de hidrogénio / Generare gaz de hidrogen / Beigenenue sogopoaa / Vyrobené pouzitim vodika /
Oslobada se vodonik / Genererad vatgas / Agiga gikan hidrojen gazi / Peakuisi 3 BugineHHsm BoaHo / 27244

Patient ID number / U] Homep Ha nauueHTa / ID pacienta / Patientens ID-nummer / Patienten-1D / ApiBudég avayvwpiong acBevoug / Nimero de ID del paciente /
Patsiendi ID / No d’identification du patient / Identifikacijski broj pacijenta / Beteg azonosité szama / Numero ID paziente / MauveHTTiH naeHTUdUKaumsnblk Hemipi /
g2} 1D W3 / Paciento identifikavimo numeris / Pacienta ID numurs / Identificatienummer van de patiént / Pasientens ID-nummer / Numer ID pacjenta / Numero da
ID do doente / Numar ID pacient / UoeHTndpukaumoHHbIn Homep naumenTa / Identifikacné Eislo pacienta / ID broj pacijenta / Patientnummer / Hasta kimlik numarasi /
IneHTudikaTop nauieHTa / & #FH FRiN S

Fragile, Handle with Care / Yynnueo, PaboteTte c HeobxoanmoTo BHUMaHue. / Kiehké. Pi manipulaci postupujte opatrné. / Forsigtig, kan ga i stykker. / Zerbrechlich,
vorsichtig handhaben. / EuBpaucTo. XeipioTeiTe To pe Tpocoyr. / Fragil. Manipular con cuidado. / Orn, kasitsege ettevaatlikult. / Fragile. Manipuler avec précaution.
/ Lomljivo, rukujte paZljivo. / Térékeny! Ovatosan kezelendd. / Fragile, maneggiare con cura. / CbiHfbiw, abaitnan naiiaanambiHsis. / =41 7% 71 418 2] / Trapu,
elkités atsargiai. / Trausls; rikoties uzmanigi / Breekbaar, voorzichtig behandelen. / @mtalig, handter forsiktig. / Krucha zawarto$¢, przenosi¢ ostroznie. / Fragil,
Manuseie com Cuidado. / Fragil, manipulati cu atentie. / Xpynkoe! O6paLuartbcsi ¢ ocTopoxHocTbio. / Krehké, vyZaduje sa opatrna manipulacia. / Lomljivo - rukujte
pazljivo. / Brackligt. Hantera forsiktigt. / Kolay Kirilir, Dikkatli Tagiyin. / TengitHa, 3BepTatucs 3 obepexHictio / it /Ny

bd.com/e-labeling
KEY-CODE: 500017014

Europe, CH, GB, NO: +800 135 79 135

International: +31 20 794 7071

AR +80013579 135 LT 880030728

AU +80013579 135 MT +3120796 5693

BR 0800591 1055 NZ +800 13579 135

CA +1855 8058539 RO 0800 895 084

CO +800 13579135 RU +800 13579 135

EE 0800 0100567 SG 8001013366

GR 00800161220157799 SK 0800 606 287

HR 0800 804 804 TR 00800 142 064 866

IL +80013579135 US +1855236 0910

IS 8008996 UY +800 13579 135

LI +3120796 5692 VN 12280297

d . o Australian Sponsor:

Becton, Dickinson and Company [Ec [Rer] Benex Limited Becton Dickinson Pty Ltd
7 Loveton Circle Pottery Road, Dun Laoghaire 4 Research Park Drive
Sparks, MD 21152 USA Co. Dublin, Ireland

Macquarie University Research Park
North Ryde, NSW 2113
Australia

U.S. Patent Number: 8,617,895.

Rovers® Cervex-Brush® is a trademark of Rovers Medical Devices B.V.
Cytobrush Plus® and Pap Perfect® are trademarks of CooperSurgical, Inc.

BD, the BD Logo, BD PrepMate, BD PrepStain, BD ProbeTec and BD SurePath are trademarks of Becton, Dickinson and Company
or its affiliates. All other trademarks are the property of their respective owners. © 2020 BD. All rights reserved.
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