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Genel Bilgi Aptima"

Genel Bilgi

Amaclanan kullanim

Aptima HPV testi, 14 yiiksek riskli insan papilloma viriisii (HPV) tipinden
(16/18/31/33/35/39/45/51/52/56/5 8/59/66/68) E6/E7 viral mesajct RNA'nin (mRNA) in vitro kalitatif
tespiti i¢in bir hedef amplifikasyon niikleik asit prob testidir. Aptima HPV testi 14 yiiksek riskli tip
arasinda ayrim yapmaz.

* Aptima HPV testi, kolposkopiye sevk ihtiyacini belirlemek i¢in ASC-US (6nemi belirlenmemis
atipik skuaméz hiicreler) Pap test sonuglari olan hastalarin taranmasinda kullanim igin
tasarlanmustir. Bu testin sonuglari kadmlarm kolposkopiye gitmesini énlemeye yonelik degildir.

* Aptima HPV testi, yiiksek riskli HPV tiplerinin varligmi veya yoklugunu degerlendirmek
lizere servikal sitoloji ile birlikte ek tarama (birlikte test) i¢in kullamilabilir. Bu bilgi,
doktorun sitoloji gegmisi, diger risk faktorleri ve profesyonel kilavuzlar hakkindaki
degerlendirmesiyle birlikte hasta yonetimini yonlendirmek igin kullamlabilir.

* Aptima HPV testi, serviks kanseri gelisimi veya yiiksek dereceli hastalik varligi agisindan
yilksek risk altindaki kadmnlari belirlemek igin servikal sitoloji ile birlikte veya tek basina birinci
basamak birincil tarama testi olarak kullanilabilir. Bu bilgi, doktorun hastanin tarama gecmisi,
diger risk faktdrleri ve profesyonel kilavuzlara iligkin degerlendirmesiyle birlikte hasta
yonetimini y6nlendirmek i¢in kullanilabilir.

Aptima HPV testi Panther sisteminde asagidaki numune tiirlerini test etmek icin kullamlabilir: Pap
islemi &ncesi veya sonrasi PreservCyt™ soliisyonu iceren ThinPrep™ Pap Test gigelerinde toplanan
servikal numuneler, Aptima Servikal Numune Toplama ve Tagima Kiti ile toplanan servikal
numuneler veya SurePath Koruyucu Sivi iginde toplanan servikal numuneler.

Testin Ozeti ve Aciklamas:

Serviks kanseri diinyada en stk goriilen kadin kanserlerinden biridir. HPV, tiim servikal kanserlerin
%99'undan fazlasindan sorumlu etiyolojik ajandir.>3 HPV, 100'den fazla genotipten olusan, cinsel
yolla bulagan yaygin bir DNA viriisiidiir.*

HPV viral genomu yaklagik 7900 baz ¢ifti uzunlugunda ¢ift sarmalli dairesel bir DNA'dir. Genomun
list Uste binen sekiz acik okuma cergevesi vardir. Alt1 erken (E) gen, iki geg (L) gen ve bir ¢evrilmemis
uzun kontrol bélgesi vardir. L1 ve L2 genleri majdr ve mindr kapsid proteinlerini kodlar. Erken genler
HPYV viral replikasyonunu diizenler. Yiiksek riskli HPV genotiplerinden E6 ve E7 genleri bilinen
onkogenlerdir. E6/E7 polikistronik mRNA'dan eksprese edilen proteinler hiicresel p53 ve
retinoblastoma protein fonksiyonlarini degistirerek hiicre dongiisii kontrol noktalarinin bozulmasina ve
hiicre genomu instabilitesine yol agar."*

On dort HPV genotipi servikal hastalik icin patojenik veya yiiksek riskli olarak kabul edilir.5 Cok
sayida ¢alisma 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66 ve 68 genotiplerini hastaligin
ilerlemesiyle iliskilendirmistir.> %7 Bu tiplerden biriyle kalici enfeksiyonu olan kadinlarda siddetli
displazi veya servikal karsinom gelisme riski artmistir.**

HPV enfeksiyonlar: ¢ok yaygindir ve gogu kadin HPV enfeksiyonlarini 6 ila 12 ay iginde
temizleyecektir.>® HPV niikleik asidinin varlig: servikal displazi veya servikal kanserin mevcut
oldugu anlamma gelmez. Bununla birlikte, servikal hastaligin tespiti igin etkili bir yaklagim, HPV'nin
kalier viral enfeksiyonu ve hiicresel déniisiimii tegvik eden onkojenik unsurlarin1 hedef almaktir.*
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Aptima® Genel Bilgi

Aptima HPV Testi Serviks Kanseri i¢in Birincil Taramada Klinik Performans

Aptima HPV tahlilinin birincil tarama ybnteminde kullanildiginda klinik performansi bagimsiz
aragtirmacilar tarafindan ¢ok sayida calismada aragtirilmigtir. 15 ayr1 klinik ¢calismadan elde edilen en
az 25 hakemli yayin11-35 Aptima HPV'nin on bir iilkede (Cin, Kanada, Fransa, Meksika, ingiltere,
Danimarka, Hollanda, Amerika Birlesik Devletleri, Almanya, Isveg ve Tayland) kayith kadnlarda
birincil taramadaki performansini rapor etmektedir. Bu ¢aligmalardan elde edilen veriler, Aptima
HPV'nin servikal kanser &ncesi ve kanser igin birincil tarama igin kullamldiginda klinik olarak
dogrulanmig diger HPV testlerine kiyasla benzer klinik performansa sahip oldugunu géstermektedir.

Prosediir Ilkeleri

Aptima HPV testi tek bir tiipte gerceklesen li¢ ana adimdan olusur: hedef yakalama, Transkripsiyon
Aracih Amplifikasyon (TMA) ile hedef amplifikasyonu,42 ve Hibridizasyon Koruma Testi (HPA) ile
amplifikasyon iiriinlerinin (amplikon) tespiti.43 Test, niikleik asit yakalama, amplifikasyon ve tespitin
yan1 sira operator veya cihaz hatasini izlemek icin bir Dahili Kontrol (IC) igerir.

Numuneler, hiicreleri lize eden, mRNA'y1 serbest birakan ve saklama sirasinda bozulmaya karsi
koruyan numune tagima ortamm (STM) igeren bir tiipte toplanir veya bu tiipe aktarilir. Aptima HPV
tahlili yapildiginda, hedef mRNA manyetik mikropartikiillere bagl yakalama oligomerleri kullanilarak
numuneden izole edilir. Yakalama oligomerleri, HPV mRNA hedef molekiillerinin belirli bélgelerine
tamamlayic1 dizilerin yani sira bir dizi deoksiadenozin kalintis: igerir. Hibridizasyon adim sirasinda,
yakalama oligomerlerinin sekansa &zgii bol geleri HPV mRNA hedef molekiiliiniin spesifik bolgelerine
baglanir. Yakalama oligomeri:hedef kompleksi daha sonra reaksiyonun sicakligim oda sicakligma
diigiirerek ¢ozeltiden yakalanir. Bu sicaklik diisiisii, yakalama oligomeri iizerindeki deoksiadenozin
bolgesi ile manyetik partikiillere kovalent olarak bagli poli-deoksitimidin molekiilleri arasmda
hibridizasyonun gerceklesmesini saglar. Yakalanan HPV mRNA hedef molekiillerinin bagl oldugu
mikropartikiiller miknatislar kullanilarak reaksiyon tiipiiniin kenarina gekilir ve siipernatent aspire
edilir. Partikiiller, amplifikasyon inhibitorleri icerebilecek kalinti numune matrisini uzaklastirmak icin
yikanir,

Hedef yakalama tamamlandiktan sonra HPV mRNA, iki enzim, MMLYV ters transkriptaz ve T7 RNA
polimeraz kullanan transkripsiyon tabanli bir niikleik asit amplifikasyon y&ntemi olan TMA
kullanilarak amplifiye edilir. Ters transkriptaz, T7 RNA polimeraz igin bir promotsr dizisi iceren hedef
mRNA dizisinin bir DNA kopyasini olusturmak igin kullamlir. T7 RNA polimeraz, DNA kopya
sablonundan birden fazla RNA amplikon kopyast iiretir.

Amplikonun tespiti, amplikona tamamlayic: olan kemiliiminesan etiketlj tek sarmalli niikleik asit
problari kullanilarak HPA ile gergeklestirilir. Etiketli niikleik asit problar spesifik olarak amplikona
hibridize olur. Se¢im Reaktifi, hibridize edilmemis problar iizerindeki etiketi inaktive ederek hibridize
edilmis ve edilmemis problar arasinda ayrim yapar.

Tespit adimi sirasinda, etiketli RNA:DNA hibridlerinden yayilan 11k, bir liminometrede Bagil Isik
Birimi (RLU) ad1 verilen foton sinyalleri olarak l¢iiliir. Nihai tahlil sonuglar: analit sinyal-kesme
(S/CO) degerine goére yorumlanr,

IC, Hedef Yakalama Reaktifi araciliftyla her reaksiyona eklenir. IC, tahlilin hedef yakalama,
amplifikasyon ve tespit adimlarini izler. Her bir reaksiyondaki IC sinyali, farkli etiketlere sahip
problardan gelen 151k emisyonunun farkh kinetigi ile HPV sinyalinden ayrilir.44 IC'ye 6zgii amplikon,
hizl1 151k emisyonuna sahip bir prob (flagsr) kullanilarak tespit edilir. HPV'ye 6zgii amplikon, nispeten
daha yavas 151k emisyon kinetigine sahip problar kullanilarak tespit edilir (glower). Ikili Kinetik Test
(DKA), flasher ve glower etiketlerinden gelen sinyaller arasinda ayrim yapmak i¢in kullanilan bir
yontemdir.**
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Genel Bilgi Aptima~
Giivenlik ve Performans Ozeti
SSP (Giivenlik ve Performans Ozeti), cihaz tammlayicilariyla (Temel UDI-DI) baglantili oldugu

Avrupa tibbi cihazlar veri tabaninda (Eudamed) mevcuttur. Aptima HPV'nin SSP'sini bulmak i¢in
Temel Benzersiz Cihaz Tanimlayicisina (BUDI) bakin: 54200455DIAGAPTHPVBR.

Uyarilar ve Onlemler
A. In vitro diagnostik kullanim igin.

B. Profesyonel kullanim i¢in.

C. Ek ozel uyarilar ve dnlemler i¢in Panther/Panther Fusion Sistemi Operator Kilavuzlarina bakin,

Laboratuvar ile ilgili
D. Yalnizca tedarik edilen veya belirtilen tek kullamimlik laboratuvar gereclerini kullanim.

E. Rutin laboratuvar énlemlerini kullanin. Belirlenmis ¢alisma alanlarinda bir gey yemeyin, igmeyin
veya sigara igmeyin. Numuneleri ve kit reaktiflerini tutarken tek kullamimlik, pudrasiz eldivenler,
koruyucu gézliikler ve laboratuvar 6nliikleri giyin. Numuneler ve kit reaktiflerini tuttuktan sonra
ellerinizi iyice yikaym.

F. Uyan: Tahris Edici ve Asindirie1: Auto Detect 2'nin cilt, g6z ve mukoza ile temasindan kagmin.
Bu sivi cilt veya gzlerle temas ederse, etkilenen bélgeyi suyla yikaymn. Bu sivi dokiiliirse,
silmeden &nce ddkiintiiyii suyla seyreltin.

G. Calisma yiizeyleri, pipetler ve diger ekipmanlar diizenli olarak %2,5 ila %3,5 (0,35 M ila 0,5 M)
sodyum hipoklorit ¢ézeltisi ile dekontamine edilmelidir. Daha fazla bilgi i¢in Panther Sistemi Test
Prosediiriine bakin.

Numune ile ilgili

H. Numunenin biitiinliigiinii saglamak i¢in numune nakliyesi ve depolanmast sirasinda uygun sicakhk
kogullarini koruyun. Numune stabilitesi, dnerilenler disindaki nakliye ve saklama kosullar altinda
degerlendirilmemisgtir.

I.  Numune toplama/transfer kitleri ve tiipleri iizerinde belirtilen son kullanma tarihleri test tesisi ile
degil toplama/transfer yeri ile ilgilidir. Bu son kullanma tarihlerinden dnce herhangi bir zamanda
toplanan/transfer edilen numuneler, bu son kullanma tarihleri geemis olsa bile, uygun prospektiise
uygun olarak tasinmis ve saklanmis olmalar kosuluyla test i¢in gecerlidir.

J. Numuneler bulasic1 olabilir. Bu tahlili gergeklestirirken Evrensel Onlemleri kullanin. Uygun
kullanim ve imha y&ntemleri laboratuvar yéneticisi tarafindan belirlenmelidir. Yalnizca bulasici
materyallerin tasinmas: konusunda yeterli egitim almig personelin bu prosediirii uygulamasina izin
verilmelidir.
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Aptima” Genel Bilgi

K. Numune tasima adimlari sirasinda ¢apraz kontaminasyondan kagmm. Numune kaplarinin birbirine
‘ temas etmediginden emin olun ve kullanilmis malzemeleri agik kaplarm iizerinden gegirmeden
atin. Eldivenler numune ile temas ederse degistirin.

L. Delindiginde, belirli kogullar altinda tiip kapaklarindan sivi bosalabilir. Daha fazla bilgi icin Panther
Sistem Test Prosediiriine bakmn.

M. ThinPrep siv1 sitoloji ve Servikal Numune Toplama ve Tasima (CSCT) numuneleri, numune
tiiplinde bir toplama cihazi birakilmigsa reddedilmelidir.

N. SurePath siv1 sitoloji numuneleri, flakonda bir toplama cihazi yoksa reddedilmelidir.
Test ile ilgili

O. Reaktifleri belirtilen sicakliklarda saklayin. Testin performansi, uygun olmayan sekilde saklanan
reaktiflerin kullanimindan etkilenebilir.

Reaktiflerin mikrobiyal ve riboniikleaz kontaminasyonunu &nleyin.
Q. Kiti son kullanma tarihinden sonra kullanmaym.

R. Farkh lot numaralarina sahip kitlerdeki tahlil reaktiflerini veya Kalibratorleri degistirmeyin,
kangtirmayin veya birlestirmeyin.

S. Aptima Assay Fluids ve Aptima Auto Detect Reaktifleri Ana Lotun bir pargasi degildir; herhangi
bir lot kullamlabilir.

T. Dogru tahlil sonuglari elde etmek igin tahlil reaktiflerinin iyice karigtirilmasi gerekir.
U. Hidrofobik tapali uglar kullanilmalidir.

V. Bu kitin baz1 reaktifleri risk ve giivenlik sembolleri ile etiketlenmistir.

Not: Tehlike iletisimi AB Giivenlik Bilgi Formlart (SDS) sintflandirmalarmi yansumaktadir.
Bdlgenize dzgii tehlike iletigimi bilgileri icin www. hologicsds.com adresindeki Givenlik Bilgi
Formu Kiitiiphanesinde bulunan bolgeye 6zgii GBF'yve bakin. Semboller hakdanda daha Jfazla bilgi
i¢in hitps://www. hologic.com/package-inserts adresindeki sembol agiklamasma bakn..

AB Tehlike Bilgileri

Secim Reaktifi
BORIK ASIT I - 5%
DIKKAT
H315 - Cilt tahrigine neden olur
H319 - Ciddi goz tahrisine neden olur

Hedef Yakalama Reaktifi
HEPES %5 - 10

EDTA %1 -5

Lityum Hidroksit, Monohidrat %1 - 5

H412 - Uzun sireli etkilerle sucul yagam igin zararlidir
P273 - Cevreye salmaktan kaginin
P280 - Goz korumasi/yiiz korumasi kullanmn
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Genel Bilgi Aptima”

Amplifikasyon Reaktifi
HEPES % 25 - 30

H412 - Sucul yagam igin uzun siireli etkilerle zararlidir
P273 - Cevreye salinmasin onleyin
P280 - Gdz korumasi/yiiz korumasi kullanm

Enzim Reaktifi
HEPES% 1 -5

H412 - Uzun sureli etkileriyle suda yagayan canlilar i¢in zararlidir.
P273 - Cevreye salinmasindan kagmin
P280 - Gz korumasi/yiiz korumasi kullanm.

Prob Reaktifi

LAURIL SULFAT LITYUM TUZU %35 — 40
SUKSINIK ASIT %10—15

LITYUM HIDROKSIT MONOHIDRAT %10 - 15

H412 - Sucul yagam i¢in uzun siireli etkilerle zararlidir
P273 - Cevreye salinmasint Onleyin
P280 - Géz korumasy/yiiz korumasi kullanin

Reaktif Depolama ve Ellecleme Gereklilikleri

Reaktifleri flakonlarmm iizerinde belirtilen son kullanma tarihinden sonra kullanmayn. Ek saklama
talimatlar1 i¢in agagiya bakin.

A. Asagidaki reaktifler teslim ahindiktan sonra 2°C ila 8°C'de (sogutulmus) saklanir:
HPV Amplifikasyon Reaktifi
HPV Enzim Reaktifi
HPV Prob Reaktifi
HPV Dahili Kontrol Reaktifi
HPV Pozitif Kalibratérler ve Negatif Kalibrattrler

B. Asa@daki reaktifler 15°C ila 30°C'de (oda sicakligi) saklanir:
HPV Amplifikasyon Rekonstitiisyon Cozeltisi
HPV Enzim Sulandirma Soliisyonu
HPV Probu Yeniden Yapilandirma Cozeltisi
HPV Hedef Yakalama Reaktifi
HPV Secim Reaktifi

C. Sulandirildiktan sonra, asagidaki reaktifler 2°C ila 8°C'de saklandigmda 30 giin boyunca stabildir:
HPV Amplifikasyon Reaktifi

HPV Enzim Reaktifi

uzdolabinda saklamayin.
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Aptima~ Genel Bilgi

E. Kullaniimamig sulandirilmis reaktifleri ve wTCR'yi 30 giin sonra veya Ana Lot son kullanma
tarihinden sonra (hangisi 6nce gelirse) atin.

F. Aptima HPV tahlil reaktifleri Panther Sisteminde saklandiginda toplam 72 saat boyunca
stabildir.

G. Prob Reaktifi ve Sulandiriimis Prob Reaktifi 1513a duyarhidir. Reaktifleri 1siktan koruyarak
saklayin.

H. Reaktifleri dondurmayn.

Numune Toplama ve Saklama
A. Numune toplama ve isleme
ThinPrep swvi sitoloji nunumeleri
1. Servikal numuneleri PreservCyt soliisyonu igeren ThinPrep Pap test giselerinde siipiirge tipi

veya sitobrush/spatula toplama cihazlariyla iireticinin talimatlarina gore toplayin.

2. ThinPrep 2000 iglemci, ThinPrep 5000 Islemci, otomatik yiikleyicili ThinPrep 5000 islemci
veya ThinPrep Genesis islemci ile islemden 6nce veya sonra, 1 mL ThinPrep sivi sitoloji
numunesini Aptima Numune Transfer Kiti ve Aptima Transfer Soliisyonu prospektiisiindeki
talimatlara gore bir Aptima Numune Transfer tiipiine aktarm.

SurePath smvi sitoloji numuneleri

1. SurePath Pap Testi ve/veya PrepStain Sistemi kullanim talimatlarina gbre bir SurePath sivi
sitoloji drnegi toplaym.

2. SurePath siv1 sitoloji ornegini Aptima Numune Transfer Kiti ve Aptima Transfer Soliisyonu
prospektiisiindeki talimatlara gore bir Aptima Numune Transfer tiipiine aktarin.

Aptima Servikal Numune Toplama ve Tasima Kiti numuneleri

Numuneyi Aptima CSCT Kiti kullanim talimatlarina gore toplaymn.

B. Testten 6nce tagima ve depolama
ThinPrep s sitoloji numuneleri

1. ThinPrep siv1 sitoloji numunelerini 2°C ila 30°C'de tagiyin.

2. Numuneler, alindiktan sonraki 105 giin i¢inde bir Aptima Numune Transfer tiipiine
aktarilmalidir.

3. Transfer ncesinde, ThinPrep siv1 sitoloji numuneleri 2°C ila 30°C'de saklanmali, 8°C'nin
tizerindeki sicakliklarda 30 giinden fazla tutulmamalidir.

4. Bir Aptima Numune Transfer tiipiine aktarilan ThinPrep siv1 sitoloji numuneleri 2°C ila
30°C'de 60 giine kadar saklanabilir.

5. Daha uzun siire saklama gerekiyorsa, ThinPrep stv1 sitoloji numunesi veya Numune Transfer
tiipiine seyreltilmis ThinPrep siv1 sitoloji numunesi -20°C'de veya daha sogukta 24 aya kadar
saklanabilir.

SurePath sivi sitoloji numuneleri

. 1. SurePath s1v1 sitoloji numunelerini 2°C ila 25°C'de tasiym.
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Genel Bilgi Aptima~

4. Bir Aptima Numune Transfer tiipiine aktarilan SurePath srv1 sitoloji numuneleri 2°C ila
25°C'de 7 giine kadar saklanabilir.

Aptima Servikal Numune Toplama ve Tasima Kiti numuneleri
1. Numuneleri 2°C ila 30°C'de 60 giine kadar tasiym ve saklayimn.

2. Daha uzun siireli saklama gerekiyorsa, tasima kiti numuneleri -20°C'de veya daha sogukta 24
aya kadar saklanabilir.

C. SurePath Svi1 Sitoloji Numune Islemi

Not: SurePath sivi sitoloji numuneleri Aptima HPYV testi ile test edilmeden once Aptima Transfer
Soliisyonu ile muamele edilmelidir.

1. Aptima Transfer Cozeltisi

Islem gérmiis numuneler Aptima HPV tahlili ile test edilmeden &nce 17 giine kadar 2°C ila 8°C'de
saklanabilir. Daha fazla ayrinti igin Aptima Numune Transfer Kiti ve Aptima Transfer Soliisyonu
prospektiisiine bakin.

D. Testten sonra numunenin saklanmasi

1. Tahlil edilen numuneler bir rafta dik olarak saklanmalidur.

2. Numune tiipleri yeni, temiz bir plastik veya folyo bariyer ile kaplanmalidir.

3. Tahlil edilen numunelerin dondurulmasi veya génderilmesi gerekiyorsa, delinebilir kapag:
¢ikarin ve numune tiiplerine delinemez yeni kapaklar yerlestirin. Numunelerin baska bir
tesiste test edilmek iizere gonderilmesi gerekiyorsa, belirtilen sicakliklar korunmalidir. Daha
once test edilmis ve yeniden kapatilmis numunelerin kapaklarimi agmadan nce numune
tiipleri 420 Bagil Santrifiij Kuvvetinde (RCF) 5 dakika santrifiij edilerek tiim sivinin tiipiin
dibine inmesi saglanmalidir.

Not: Numuneler, gecerli ulusal ve uluslararas: nakliye yonetmeliklerine uygun olarak sevk
edilmelidir.

.
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Aptima~ Panther Sistemi

Panther Sistemi

Aptima HPV tahlili icin reaktifler Panther Sistemi igin agagida listelenmistir. Reaktif Tanimlama
Sembolleri de reaktif adinin yaninda listelenmistir.

Saglanan Reaktifler ve Malzemeler
Aptima HPV testi, 250 test, Cat. No. 303093 (3 kutu)

Aptima HPV testi, 100 test, Cat. No. 302929 (3 kutu)

Kalibratorler ayr1 olarak satin alinabilir. Asagidaki katalog numaralarma bakimiz.
Aptima HPV SoZutmah Kutu
(teslim aldiktan sonra 2°C ila 8°C'de saklayin)

Sembol Bilegen Miktar

A HPV Amplifikasyon Reaktifi 1 flakon
Enfeksiviz olmayan wiikleik asitler <%5 hacim arttrict madde
iceren tamponlu gozelti icinde kurutulur.

E HPV Enzim Reaktifi 1 flakon

Ters transkriptaz ve RNA polimeraz, <%10 hacim arttirict reaktif
iceren HEPES tamponlu ¢ozeltide kurutulmugtur.

P HPV Prob Reaktifi 1 flakon
Enfeksiyoz olmayan kemiliiminesan DNA problar: (<300 ng/sise) <%5
deterjan i¢eren siiksinat tamponly ¢ozeltide kurutulur.

IC HPYV Dahili Kontrol Reaktifi 1 flakon

<%.J deterjan iceren tamponlu ¢ézeltide bulagsict olmayan RNA
transkripti.

Aptima HPV Oda Sicakhi Kutusu
(teslim aldiktan sonra oda sicakhiginda, 15°C ila 30°C'de saklayn)

Sembol Bilesen Miktar
AR HPV Amplifikasyon Rekonstitiisyon Cozeltisi 1
Koruyucu iceren sulu ¢izelri,
ER HPV Enzim Sulandirma Soliisyonu 1
Bir yiizey aktif madde ve gliserol iceren HEPES tamponlu ¢ézelti.
PR HPV Probu Yeniden Yapilandirma Cézeltisi 1
<%3 deterjan iceren siiksinat tamponlu ¢ozelti.
S HPYV Secim Reaktifi 1
600 mM borat tamponlu yiizey aktif madde iceven cézelti.
TCR HPV Hedef Yakalama Reaktifi 1

Katt faz ve yakalama oligomerleri (<0,5 mg/mL) iceren
tamponlanmis ¢ozelti.

Yeniden Yapilandirma Halkalan 3
Ana Lot Barkod Sayfasi 1 sayfa

(L ﬁ'::\
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Panther Sistemi

Aptima~

Aptima HPV Kalibratér Kutusu (Kat. No. 302554)
(teslim aldiktan sonra 2°C ila 8°C'de saklayin)

Sembol Bilesen Quantity
PCAL HPYV Pozitif Kalibrator 5 flakon
Bulasict olmayan HPV 16 in vitro transkripti, <%5 deterjan
igeren tamponlanmig bir ¢ozelti icinde mL bagina 1000 kopya.
NCAL  HPV Negatif Kalibrator 5 flakon

<% deterjan iceren tamponlanmig ¢ozelli.

Malzemeler Gerekli Ancak Ayr Olarak Temin Edilebilir

Not: Aksi belirtilmedikge, Hologic'ten temin edilebilen malzemelerin katalog numaralar: listelenmigtir.

Materyal

Panther Sistem
Panther Sistemi Siirekli Sivi ve Atik (Panther Plus)

Panter Caligtirma Kiti

Aptima Test Svilar: Kiti
{(Aptima Yikama Soliisyonu, Aptima Deaktivasyon Stvist igin
Tampon ve Aptima Yag Reaktifi)

Aptima Otomatik Algilama Kiti
Cok tiiplii iiniteler (MTU'lar)
Panther Atk Torbas: Kiti
Panther Cip Kovast Kapagi

Uglar, 1000 pL filtreli, iletken, stvi algilayict ve tek kullanimlik Tiim
iriinler tiim bolgelerde mevcut degildir. Bolgeye dzgii bilgiler icin temsilcinizie
iletigime gecin

Aptima Numune Transfer Kiti

Aptima Numune Transfer Kiti - yazdirilabilir
Aptima Servikal Numune Toplama ve Tasima Kiti
Aptima Delinebilir Kapaklar

Yedek delinmez kapaklar

250 test kiti i¢in Yedek Kapaklar:
Amplifikasyon Reaktifi ve Prob Reaktifi sulandirma soliisyonlart
Enzim Realtifi sulandirma soliisyonu
TCR ve Secim Realdtifi

100 test kiti i¢in Yedek Kapaklar:
Amplifikasyon Reaktifi ve Prob Reaktifi sulandirma soliisyonlari
Enzim Realtifi sulandiwma ¢ézeltisi
TCR ve Segim Reakiifi

Camasir suyu %5,0 ila %8,25 (0,7 M ila 1,16 M) sodyum

/?;‘Q'?pqun_t gozeltisi

N
\3 /”’” “G, \
” '3 kuﬂam}nﬁi( eldivenler
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= u%ptzu;;(&;q ;é,n‘éfﬁ; oliisyon Kiti (sadece SurePath numuneleri igin)
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Cat. No.

303095
PRD-06067
303096
303014

303013

104772-02

902731
504405

901121 (10612513 Tecan)
903031 (10612513 Tecan)
MME-04134 (30180117 Tecan)
MME-04128

301154C
PRD-05110
302657
105668
103036A

CLOO41T
501616
CL0040

CLOO41
CLO041
301604
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Aptima~ Panther Sistemi

Istege Bagh Malzemeler

Materyal Cat. No.
Temizlik i¢in Agartic1 Giiglendirici 302101

Panther Sistem Test Prosediirii

Not: Ek Panther Sistemi prosediir bilgileri icin Panther/Panther Fusion Sistemi Operator Kilavuzuna
bakan.

A. Caligma Alanmin Hazirlanmas:

Reaktiflerin ve numunelerin hazirlanacag galisma yiizeylerini temizleyin. Caliyma yiizeylerini %2,5
ila %3,5 (0,35 M ila 0,5 M) sodyum hipoklorit ¢Ozeltisi ile silin. Sodyum hipoklorit ¢ozeltisinin
yiizeylerle en az 1 dakika temas etmesine izin verin ve ardindan suyla durulaym. Sodyum hipoklorit
¢ozeltisinin kurumasna izin vermeyin. Reaktiflerin ve numunelerin hazirlanacag tezgah yiizeyini
temiz, plastik destekli emici laboratuvar tezgah &rtiileriyle Srtiin.

B. Yeni Bir Kit Igin Reaktif Hazirlama

Not: Panther Sistemi iizerinde herhangi bir ¢alismaya baglamadan énce Reaktif Sulandirma

islemi gerceklestirilmelidir.

1. Amplifikasyon, Enzim ve Prob Reaktiflerini sulandirmak igin liyofilize reaktif siselerini
sulandirma soliisyonuyla birlestirin. Sogutulmussa, kullanmadan &nce sulandirma
soliisyonlarmin oda sicakligina ulagmasini bekleyin.

a. Her bir sulandirma soliisyonunu liyofilize reaktifiyle eslestirin. Sulandirma halkasin:
takmadan once sulandirma ¢dzeltisi ve reaktifin etiket renklerinin eslestiginden emin olun.

b. Uygun reaktiflerin eslestirildiginden emin olmak i¢in Ana Lot Barkod
Sayfasindaki lot numaralarin1 kontrol edin.

c. Liyofilize reaktif flakonunu agin ve sulandirma bileziginin centikli ucunu
flakon acikligina sikica yerlestirin (Sekil 1, Adim 1).

d. Eslesen sulandirma soliisyonunu agin ve kapagi temiz, kapal bir calisma yiizeyine
yerlestirin.

e. Cbzelti sisesini tezgah iizerinde tutarken, sulandirma bileziginin diger ucunu siseye
sikica yerlestirin (Sekil 1, Adim 2).

f.  Birlestirilmis siseleri yavasca ters gevirin. Cozeltinin siseden cam siseye akmasina izin
verin (Sekil 1, Adim 3).

g. lyice karistirmak i¢in sisedeki ¢ozeltiyi yavasca dondiiriin. Siseyi dondiiriirken kdpiik
olugturmaktan kagmnin (Sekil 1, Adim 4).

h. Liyofilize reaktifin ¢6zelti haline gelmesini bekleyin, ardindan monte edilmis siseleri tekrar
ters ¢evirin ve kdpiiklenmeyi en aza indirmek i¢in 45° agiyla egin (Sekil 1, Adim 5). Tim
swvinin plastik siseye geri akmasina izin verin.

i.  Sulandirma halkasmi ve cam siseyi gikarmn (Sekil 1, Adim 6).

J. Plastik siseyi tekrar kapatn. Sulandirilan tiim reaktif sigelerine operatoriin bas harflerini
ve sulandirma tarihini kaydedin (Sekil 1, Adim 7).

Sulandirma halkasini ve flakonu atin (Sekil 1, Adim 8).

e
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Panther Sistemi Aptima"

Uyare: Reaktifleri sulandirirken kopiik olusturmaktan kacimn. Kopiik, Panther Sistemindeki seviye

algilamasim tehlikeye atar.
g 1 i

o

(l

5
. >,
& s ]

Sekil 1. Panther Sistemi Yeniden Olusturma Siireci

2. Calisan Hedef Yakalama Reaktifini (WT'CR) hazirlaym:
a. Uygun TCR ve IC sigelerini eslestirin.

b. Kitteki uygun reaktiflerin eslestirildiginden emin olmak igin Ana Lot Barkod Sayfasindaki
reaktif lot numaralarim kontrol edin.

¢. TCR sigesini a¢in ve kapagi temiz, kapali bir ¢alisma yiizeyine koyun.

d. Csisesini agm ve igeriginin tamamm TCR sisesine dokiin. IC sisesinde az miktarda sivi

kalmasin1 bekleyin.

e. TCR sisesinin kapagim kapatin ve icindekileri karigtirmak icin ¢6zeltiyi hafifce dondiiriin.
Bu adim sirasinda kopiik olugturmaktan kaginin.

f.  Etiketin iizerine operatoriin bag harflerini ve gegerli tarihi kaydedin.
g. IC sisesini ve kapaZini atin.

h. wI'CR'de gokelti olusabilir ve bu da hacim dogrulama hatalari nedeniyle gegersiz sonuglara
yol agabilir. Cokelti, wTCR'nin 42°C ila 60°C'de 90 dakikaya kadar sitilmasiyla
¢oziilebilir. Kullanmadan énce wTCR'nin oda sicakligma dengelenmesini bekleyin. Cokelti
devam ederse kullanmayin.

3. Secim Reaktifini Hazirlayin

a. Kite ait oldugundan emin olmak igin Ana Lot Barkod Sayfasindaki reaktif lot numarasini
kontrol edin.

b. Segim Reaktifi ¢okelti igeriyorsa, ¢okeltinin ¢oziinmesini kolaylastirmak i¢in Segim
Reaktifini 60°C + 1°C'de 45 dakikaya kadar 1sitmn. Siseyi her 5 ila 10 dakikada bir hafifce
karigtirin. Kullanmadan 6nce Segme Reaktifinin oda sicakliina dengelenmesini bekleyin.
Cokelti veya bulaniklik devam ederse kullanmayin.

Not: Sisteme yiiklemeden once tiim reaktifleri nazikce ters cevirerek iyice karigtirm. Reaktiflerin
ters gevrilmesi sirasinda kopiik olugsmasini onleyin.

C. Onceden Sulandirilmig Reaktifler i¢in Reaktif Hazirlama

—J. Onceden sulandirilmis Amplifikasyon, Enzim ve Prob Reaktifleri, tahlil baglamadan 6nce oda
G f;’a 1cakhigina (15°C ila 30°C) ulasmalidir.

landirilmug Prob Reaktifi oda sicaklifinda ¢ozeltiye donmeyen gokelti igeriyorsa, 1 ila 2
ika boyunca 60°C'yi agmayan bir sicaklikta 1sitin. Cékelti veya bulaniklik varsa

un /& Kullanmayn. { \_M
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Aptima”

Panther Sistemi

WTCR c¢okelti igeriyorsa, wTCR'yi 42°C ila 60°C'de 90 dakikaya kadar 1s1tin. Kullanmadan
once wTCR'nin oda sicaklifina dengelenmesini bekleyin. Cokelti devam ederse kullanmayin.
Secim Reaktifi ¢kelti iceriyorsa, ¢tkeltinin ¢oziinmesini kolaylastirmak i¢cin Se¢im Reaktifini
60°C + 1°C'de 45 dakikaya kadar 1sitin. Siseyi her 5 ila 10 dakikada bir hafifce karigtirm.
Kullanmadan once Segme Reaktifinin oda sicaklifina dengelenmesini bekleyin. Cékelti veya
bulamklik devam ederse kullanmayin.

Sisteme yiiklemeden 6nce her bir reaktifi nazikge ters ¢evirerek iyice kangtirm. Reaktiflerin
ters gevrilmesi sirasinda képiik olusmasini énleyin.

Reaktif siselerini doldurmaym. Panther Sistemi doldurulmus siseleri taniyacak ve
reddedecelktir.

D. Numune Elle¢leme

I:

Islemden 6nce numunelerin (kalibratrler ve numuneler) oda sicakligina ulagmasin
bekleyin.

Numuneleri vortekslemeyin.

Rafa yerlestirmeden dnce numune tiiplerini inceleyin. Bir numune tiipii kabarciklar igeriyorsa
veya tipik olarak gozlemlenenden daha diisiik bir hacme sahipse, kapakta sivi olmadigindan
emin olmak i¢in tiipii 420 RCF'de 5 dakika santrifiijleyin.

Not: Adim 3'e uyulmamas: numune tiipii kapagindan sivi bosalmasina neden olabilir.

E. Sistem Hazirhig

1. Sistemi Panther Sistemi Operator El Kitabindaki talimatlara ve asagidaki Prosediir Notlar
béliimiine gore kurun. Uygun boyutta reaktif raflarinin ve TCR adaptérlerinin kullanildigindan
emin olun.

2. Numuneleri yiikleyin.

Prosediir Notlan

A. Kalibratorler

1,

2.

Panther Sisteminde Aptima HPV tahlil yazilimiyla diizgiin ¢aligmak i¢in Pozitif Kalibratoriin
ii¢ kopyas1 ve Negatif Kalibratoriin ii¢ kopyast gereklidir. Her kalibratorden bir sige Panther
Sistemindeki herhangi bir Numune Bélmesi Seridindeki herhangi bir raf konumuna
yiiklenebilir. Asagidaki iki kosuldan biri karsilandiginda numune pipetleme islemi
baglayacaktir:

a. Bir Pozitif ve Negatif Kalibrat6r su anda sistem tarafindan iglenmektedir.
b. Kalibratdrler i¢in gegerli sonuglar sisteme kaydedilir.

Kalibratdr tiipleri pipetlendikten ve belirli bir reaktif kiti i¢in iglendikten sonra, numuneler
ilgili tahlil reaktif kiti ile 24 saate kadar ¢aligtinilabilir.:

a. Kalibratdr sonuclar: gecersiz.
b. Ilgili tahlil reaktif kiti sistemden gikarilir.

c. Ilgili tahlil reaktif kiti stabilite limitlerini agmugtur.

3. Bir kalibrator tiipiinden iigten fazla replikat pipetleme girisimleri islem hatalarina yol
acabilir.
_..B.._Sicakhk

p» : EF?@Mlcakhgl 15°C ila 30°C olarak tanimlanr.
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Panther Sistemi Aptima~

C. Eldiven Tozu

Her reaktif sisteminde oldugu gibi, bazi eldivenlerdeki fazla pudra agilan tiiplerin
kontaminasyonuna neden olabilir. Pudrasiz eldivenler tavsiye edilir.
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Kalite KontrolProsediirleri

Kalite Kontrol Prosediirleri

A. Calistirma Gegerlilik Kriterleri

Yazilim ¢alistirma gegerliligini otomatik olarak belirler. Asagidaki kosullardan herhangi biri
gergeklesirse yazilim bir ahstirmay1 gecersiz kilacaktir:

* Birden fazla gecersiz Negatif Kalibrator replikasi.
* Birden fazla gegersiz Pozitif Kalibratér replikasi.

Tahlil gergeklestirilirken teknik, operatér veya cihaz zorluklari

gozlemlenir ve belgelenirse, bir galisma

operatdr tarafindan gecersiz kilinabilir.

Gegersiz bir ¢alistirma tekrarlanmalidir. Iptal edilen ¢ahistirmalar tekrarlanmalidir.

B. Kalibrattr Kabul Kriterleri
Asa@idaki tablo Negatif ve Pozitif Kalibratsr replikalari i¢in RLU kriterlerini tanimlamaktadir.
Negatif Kalibrator
Analit| >0 ve <45,000 RLU
IC| >75,000ve < 400,000 RLU
Pozitif Kalibrator
Analit| >480,000 ve < 1,850,000 RLU
IC| <450,000 RLU
C. IC Kesme Hesaplamasi
IC kesimi, gegerli Negatif Kalibrator kopyalarindan gelen IC (flasor) sinyalinden belirlenir.
IC Kesme = 0.5 x [Gegerli Negatif Kalibrator replikalarimn ortalama IC RLU'su]
D. Analit Kesme Hesaplamas
Analit kesme degeri, gegerli Negatif Kalibrator replikatlarndan gelen analit (parlama) sinyalinin yam
sira gegerli Pozitif Kalibrator replikatlarindan gelen analit sinyalinden belirlenir
i _ [ gecerli Negatif Kalibrator replikatlarimn ortalama analit RLU'suj +
Aualh Besme = (0,09 x gegerli Pozitif Kalibrator replikatlarinin ortalama analit RLU' suj
E. Analit Sinyal-Kesme (S/CO) Hesaplamasi
Analit S/CO, test numunesinin analit RLU'sundan ve ¢alistirma icin analit kesme degerinden
belirlenir.
Analit S/CO = €5t numu.nesi analit RLU
Analit kesme
p”f"“:‘_; ;‘% N
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Aptima- Kalite KontrolProsediirleri

Testin Yorumlamasi

Tahlil test sonuglart tahlil yazilum tarafindan otomatik olarak belirlenir. Bir test sonucu, Analit igin
IC RLU ve S/CO tarafindan belirlendigi sekilde negatif, pozitif veya gecersiz olabilir. Bir test
sonucu, diger parametrelerin (anormal kinetik egri sekli) normal beklenen araliklarin disinda olmas:
nedeniyle de gegersiz olabilir. ilk gecersiz test sonuglari tekrarlanmalidir.

Aptima CSCT Kiti numuneleri potansiyel inhibitér maddelerin istesinden gelmek igin
seyreltilebilir. Gegersiz numunenin 1 pargasim 8 par¢a numune tagima ortamina (CSCT Kiti
tiiplerindeki ¢ozelti) seyreltin; drnegin 560 PL numuneyi 4,5 mL numune tasima ortami igeren yeni
bir CSCT Kiti tiipiine koyun. Kanigtirmak igin seyreltilmis numuneyi yavasca ters gevirin; kopiik
olusumundan kaginin. Seyreltilmis numuneyi standart tahlil prosediiriine gore test edin.

Not: Numunenin I alikotunu test etmek icin minimum 1,7 mL hacim gereklidir. Gegersiz bir

seyreltilmis numuneyi seyreltmeyin. Seyreltilmis bir numune gecersiz bir sonug verirse, hastadan
veni bir numune almmalidir.

Aptima HPV

Test Sonucu e

Analit S/CO < 0.50

Negatif IC > IC Kesme

IC <2,000,000 RLU

Analit S/CO > 0.50

Pozitif IC <2,000,000 RLU

Analit < 13,000,000 RLU

IC> 2,000,000 RLU

veya

Gecersiz Analit S/CO < 0.50 ve IC < IC Kesme

veya
Analit > 13,000,000 RLU
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HOLOGIC Aptima"

Aptima™ HPV Assay (Panther™ System)

Instructions for Use
For in vitro diagnostic use
For U.S. export only
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General Information Aptima-

General Information

Intended Use

The Aptima HPV assay is a target amplification nucleic acid probe test for the in vitro
qualitative detection of E6/E7 viral messenger RNA (mRNA) from 14 high-risk types of
human papillomavirus (HPV) (16!18/31/33/35!39/45/51/52!56/58!59/66/68). The Aptima HPV
assay does not discriminate between the 14 high-risk types.

* The Aptima HPV assay is indicated for use in screening patients with ASC-US (atypical
squamous cells of undetermined significance) Pap test results to determine the need for
referral to colposcopy. The results of this test are not intended to prevent women from
proceeding to colposcopy.

* The Aptima HPV assay can be used with cervical cytology to adjunctively screen (co-
testing) to assess the presence or absence of high risk HPV types. This information,
together with the physician’s assessment of cytology history, other risk factors, and
professional guidelines, may be used to guide patient management.

» The Aptima HPV assay can be used as a first-line primary screening test, with or without
cervical cytology, to identify women at increased risk for the development of cervical
cancer or presence of high-grade disease. This information, together with the physician’s
assessment of the patient’s screening history, other risk factors, and professional
guidelines, may be used to guide patient management.

The Aptima HPV assay can be used to test the following specimen types on the Panther
system: cervical specimens collected in ThinPrep” Pap Test vials containing PreservCyt”
solution pre- or post-Pap processing, cervical specimens collected with the Aptima Cervical
Specimen Collection and Transport Kit, or cervical specimens collected in SurePath
Preservative Fluid.

Summary and Explanation of the Test

Cervical cancer is one of the most common female cancers in the world. HPV is the
etiological agent responsible for more than 99% of all cervical cancers.*>* HPV is a common
sexually transmitted DNA virus comprised of more than 100 genotypes.*

The HPV viral genome is a double-stranded circular DNA approximately 7900 base pairs in
length. The genome has eight overlapping open reading frames. There are six early (E)
genes, two late (L) genes, and one untranslated long control region. The L1 and L2 genes
encode the major and minor capsid proteins. Early genes regulate HPV viral replication. The
E6 and E7 genes from high-risk HPV genotypes are known oncogenes. Proteins expressed
from EB/E7 polycistronic mRNA alter cellular p53 and retinoblastoma protein functions,
leading to disruption of cell-cycle check points and cell genome instability.* *

Fourteen HPV genotypes are considered pathogenic or high-risk for cervical disease.*
Multiple studies have linked genotypes 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, and
68 to disease progression.>®"Women with a persistent infection with one of these types have
an increased risk for developing severe dysplasia or cervical carcinoma.®*

HPV infections are very common and most women will clear HPV infections within 6 to 12

months.*® The presence of HPV nucleic acid does not mean that cervical dysplasia or

cervical cancer is present. However, an effective approach for detection of cervical disease is
~—.~lo target those oncogenic elements of HPV that foster persistent viral infection and cellular

<hTE .
v ﬁffza formation.
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Aptima HPV Assay Clinical Performance in Primary Screening for Cervical Cancer

The clinical performance of the Aptima HPV assay when used in a primary screening
modality has been investigated in multiple studies by independent investigators. At least 25
peer-reviewed publications™* from 15 separate clinical studies report the performance of
Aptima HPV in primary screening in women enrolled in eleven countries (China, Canada,
France, Mexico, England, Denmark, The Netherlands, The United States, Germany, Sweden,
and Thailand). The data from these studies show that Aptima HPV has similar clinical .
performance compared to other clinically validated HPV tests when used for primary
screening for cervical pre-cancer and cancer.

Principles of the Procedure

The Aptima HPV assay involves three main steps, which take place in a single tube: target
capture, target amplification by Transcription-Mediated Amplification (TMA),* and detection of
the amplification products (amplicon) by the Hybridization Protection Assay (HPA).® The
assay incorporates an Internal Control (IC) to monitor nucleic acid capture, amplification, and
detection, as well as operator or instrument error.

Specimens are collected in or transferred to a tube containing specimen transport media
(STM) that lyses the cells, releases the mRNA, and protects it from degradation during
storage. When the Aptima HPV assay is performed, the target mRNA is isolated from the
specimen by use of capture oligomers that are linked to magnetic microparticles. The capture
oligomers contain sequences complementary to specific regions of the HPV mRNA target
molecules as well as a string of deoxyadenosine residues. During the hybridization step, the
sequence-specific regions of the capture oligomers bind to specific regions of the HPV
mRNA target molecule. The capture oligomer:target complex is then captured out of solution
by decreasing the temperature of the reaction to room temperature. This temperature
reduction allows hybridization to occur between the deoxyadenosine region on the capture
oligomer and the poly-deoxythymidine molecules that are covalently attached to the magnetic
particles. The microparticles, including the captured HPV mRNA target molecules bound to
them, are pulled to the side of the reaction tube using magnets and the supernatent is
aspirated. The particles are washed to remove residual specimen matrix that may contain
amplification inhibitors.

After target capture is complete, the HPV mRNA is amplified using TMA, which is a
transcription-based nucleic acid amplification method that utilizes two enzymes, MMLV
reverse transcriptase and T7 RNA polymerase. The reverse transcriptase is used to generate
a DNA copy of the target mRNA sequence containing a promoter sequence for T7 RNA
polymerase. T7 RNA polymerase produces multiple copies of RNA amplicon from the DNA
copy template.

Detection of the amplicon is achieved by HPA using single-stranded nucleic acid probes with
chemiluminescent labels that are complementary to the amplicon. The labeled nucleic acid
probes hybridize specifically to the amplicon. The Selection Reagent differentiates between
hybridized and unhybridized probes by inactivating the label on the unhybridized probes.
During the detection step, light emitted from the labeled RNA:DNA hybrids is measured as
photon signals called Relative Light Units (RLU) in a luminometer. Final assay results are
interpreted based on the analyte signal-to-cutoff (S/CO).

IC is added to each reaction via the Target Capture Reagent. The IC monitors the target

capture, amplification, and detection steps of the assay. IC signal in each reaction is
qu_%:}g s¢riminated from the HPV signal by the differential kinetics of light emission from probes
Qgi:%::;,‘f-wrm_y‘frtg,“‘different labels.* IC-specific amplicon is detected using a probe with a rapid emission of
/95 47 7 WODT (Masher). Amplicon specific to HPV is detected using probes with relatively slower

.;fz‘g # ‘1
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General Information Aptima~

kinetics of light emission (glower). The Dual Kinetic Assay (DKA) is a method used to
differentiate between the signals from the flasher and glower labels.*

Summary of Safety and Performance

The SSP (Summary of Safety and Performance) is available in the European database on
medical devices (Eudamed), where it is linked to the device identifiers (Basic UDI-DI). To
locate the SSP for Aptima HPYV, refer to the Basic Unique Device Identifier (BUDI), which is:
54200455DIAGAPTHPVBR.

Warnings and Precautions
A. For in vitro diagnostic use.

B. For professional use.

C. For additional specific warnings and precautions refer to the Panther/Panther Fusion
System Operator's Manuals.

Laboratory Related
D. Use only supplied or specified disposable laboratory ware.

E. Use routine laboratory precautions. Do not eat, drink, or smoke in designated work areas.
Wear disposable, powderless gloves, protective eye wear, and laboratory coats when
handling specimens and kit reagents. Wash hands thoroughly after handling specimens
and kit reagents.

F. Warning: Irritant and Corrosive: Avoid contact of Auto Detect 2 with skin, eyes and
mucous membranes. If this fluid comes into contact with skin or eyes, wash the affected
area with water. If this fluid spills, dilute the spill with water before wiping dry.

G. Work surfaces, pipettes, and other equipment must be regularly decontaminated with
2.5% to 3.5% (0.35 M to 0.5 M) sodium hypochlorite solution. Refer to Panther System
Test Procedure for more information.

Specimen Related

H. Maintain proper temperature conditions during specimen shipping and storage to ensure
the integrity of the specimen. Specimen stability has not been evaluated under shipping
and storage conditions other than those recommended.

I. Expiration dates listed on specimen collection/transfer kits and tubes pertain to the
collection/transfer site and not the testing facility. Specimens collected/transferred any
time prior to these expiration dates are valid for testing provided they have been
transported and stored in accordance with the appropriate package insert, even if these
expiration dates have passed.

J. Specimens may be infectious. Use Universal Precautions when performing this assay.
Proper handling and disposal methods should be established by the laboratory director.
Only personnel adequately trained in handling infectious materials should be permitted to
perform this procedure.

4 AW-22202-001 Rev. 001
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K. Avoid cross-contamination during the specimen handling steps. Ensure that specimen
containers do not contact one another, and discard used materials without passing over
open containers. Change gloves if they come in contact with specimen.

L. Upon piercing, liquid can discharge from tube caps under certain conditions. Refer to
Panther System Test Procedure for more information.

M. ThinPrep liquid cytology and Cervical Specimen Collection and Transport (CSCT)
specimens should be rejected if a collection device has been left in the sample tube.

N. SurePath liquid cytology specimens should be rejected if a collection device is not
present in the vial.

Assay Related

O. Store reagents at the specified temperatures. Performance of the assay may be affected
by use of improperly stored reagents.

Avoid microbial and ribonuclease contamination of reagents.
Q. Do not use kit after its expiration date.

R. Do not interchange, mix, or combine assay reagents or Calibrators from kits with different
lot numbers.

S. Aptima Assay Fluids and Aptima Auto Detect Reagents are not part of the Master Lot:;
any lot may be used.

T. Thorough mixing of assay reagents is necessary to achieve accurate assay results.
U. Tips with hydrophobic plugs must be used.

Some reagents of this kit are labeled with risk and safety symbols.

Note: Hazard communication reflects the EU Safety Data Sheets (SDS) classifications.
For hazard communication information specific to your region, refer to the region specific
SDS on the Safety Data Sheet Library at www.hologicsds.com. For more information on
the symbols, refer to the symbol legend on https://www.hologic.com/package-inserts.

EU Hazard Information

Selection Reagent
BORIC ACID 1 - 5%

WARNING
H315 — Causes skin irritation
H319 — Causes serious eye irritation

Target Capture Reagent

HEPES 5 - 10%

EDTA 1 - 5%

Lithium Hydroxide, Monohydrate 1 - 5%

H412 — Harmful to aquatic life with long lasting effects
| P273 — Avoid release to the environment
G B fE f?ﬁi;ﬂ?"\\ P280 — Wear eye protection/ face protection
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Amplification Reagent
HEPES 25 - 30%

H412 - Harmful to aquatic life with long lasting effects
P273 - Avoid release to the environment
P280 - Wear eye protection/ face protection

Enzyme Reagent
HEPES 1 - 5%

H412 - Harmful to aquatic life with long lasting effects.
P273 - Avoid release to the environment
P280 - Wear eye protection/ face protection.

Probe Reagent

LAURYL SULFATE LITHIUM SALT 35 - 40%
SUCCINIC ACID 10 - 15%

LITHIUM HYDROXIDE MONOHYDRATE 10 - 15%

H412 - Harmful to aquatic life with long lasting effects
P273 - Avoid release to the environment
P280 - Wear eye protection/ face protection

Reagent Storage and Handling Requirements

Do not use reagents beyond the expiration date indicated on the vials. See below for
additional storage instructions.

A. The following reagents are stored at 2°C to 8°C (refrigerated) upon receipt:
HPV Amplification Reagent
HPV Enzyme Reagent
HPV Probe Reagent
HPV Internal Control Reagent
HPV Positive Calibrators and Negative Calibrators

B. The following reagents are stored at 15°C to 30°C (room temperature):
HPV Amplification Reconstitution Solution
HPV Enzyme Reconstitution Solution
HPV Probe Reconstitution Solution
HPV Target Capture Reagent
HPV Selection Reagent
C. After reconstitution, the following reagents are stable for 30 days when stored at 2°C to
8°C:
HPV Amplification Reagent
HPV Enzyme Reagent
HPV Probe Reagent

lorking Target Capture Reagent (WTCR) is stable for 30 days when stored at 15°C to
. Do not refrigerate.

!
i
i
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Aptima~ General Information

E. Discard any unused reconstituted reagents and wTCR after 30 days or after the Master
Lot expiration date, whichever comes first.

F. The Aptima HPV assay reagents are stable for a cumulative 72 hours when stored
on board the Panther System.

G. The Probe Reagent and Reconstituted Probe Reagent are photosensitive. Store the
reagents protected from light.

H. Do not freeze reagents.

Specimen Collection and Storage
A. Specimen collection and processing
ThinPrep liquid cytology specimens

1. Collect cervical specimens in ThinPrep Pap test vials containing PreservCyt solution
with broom-type or cytobrush/spatula collection devices according to the manufacturer's
instructions.

2. Prior to or after processing with the ThinPrep 2000 processor, ThinPrep 5000 Processor,
ThinPrep 5000 processor with autoloader, or ThinPrep Genesis processor, transfer

1 mL of the ThinPrep liquid cytology specimen into an Aptima Specimen Transfer tube
according to the instructions in the Aptima Specimen Transfer Kit and Aptima Transfer
Solution package insert.

SurePath liquid cytology specimens
1. Collect a SurePath liquid cytology specimen according to the SurePath Pap Test and/or
PrepStain System instructions for use.

2. Transfer the SurePath liquid cytology specimen into an Aptima Specimen Transfer tube
according to the instructions in the Aptima Specimen Transfer Kit and Aptima Transfer
Solution package insert.

Aptima Cervical Specimen Collection and Transport Kit specimens
Collect the specimen according to the Aptima CSCT Kit instructions for use.

B. Transport and storage before testing
ThinPrep liquid cytology specimens
1. Transport the ThinPrep liquid cytology specimens at 2°C to 30°C.
2. Specimens should be transferred to an Aptima Specimen Transfer tube within 105 days
of collection.
3. Prior to transfer, ThinPrep liquid cytology specimens should be stored at 2°C to 30°C,
with no more than 30 days at temperatures above 8°C.

4. ThinPrep liquid cytology specimens transferred to an Aptima Specimen Transfer tube
may be stored at 2°C to 30°C for up to 60 days.

5. Iflonger storage is needed, the ThinPrep liquid cytology specimen or the ThinPrep liquid
cytology specimen diluted into the Specimen Transfer tube may be stored at -20°C or
colder for up to 24 months.

SurePath liquid cytology specimens
J}; "Ff:c‘s«i Transport the SurePath liquid cytology specimens at 2°C to 25°C.
"%\ Specimens should be transferred to an Aptima Specimen Transfer tube within 7 days of
y ollection.

rior to transfer, SurePath liquid cytology specimens should be stored at 2°C to 25°C.

S

0216 47967 07
0552 644 64 22
alrat. ~

7 AW-22202-001 Rev. 001



General Information Aptima"

4. SurePath liquid cytology specimens transferred to an Aptima Specimen Transfer tube
may be stored at 2°C to 25°C for up to 7 days.

Aptima Cervical Specimen Collection and Transport Kit specimens
1. Transport and store specimens at 2°C to 30°C for up to 60 days.

2. Iflonger storage is needed, transport kit specimens may be stored at -20°C or colder for
up to 24 months.

C. SurePath Liquid Cytology Specimen Treatment

Note: SurePath liquid cytology specimens must be treated with the Aptima Transfer
Solution prior to testing with the Aptima HPV assay.

1. Aptima Transfer Solution

Treated samples may be stored at 2°C to 8°C for up to 17 days prior to testing with the
Aptima HPV assay. Refer to the Aptima Specimen Transfer Kit and Aptima Transfer
Solution package insert for further details.

D. Specimen storage after testing

1. Specimens that have been assayed must be stored upright in a rack.

2. Specimen tubes should be covered with a new, clean plastic or foil barrier.

3. If assayed samples need to be frozen or shipped, remove penetrable cap and place
new non-penetrable caps on the specimen tubes. If specimens need to be shipped for
testing at another facility, specified temperatures must be maintained. Prior to
uncapping previously tested and recapped samples, specimen tubes must be
centrifuged for 5 minutes at 420 Relative Centrifugal Force (RCF) to bring all of the
liquid down to the bottom of the tube.

Note: Specimens must be shipped in accordance with applicable national and
international transportation regulations.

0216 475 5/07\
0552 544 64 22
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Aptima* Panther System

Panther System

Reagents for the Aptima HPV assay are listed below for the Panther System. Reagent
Identification Symbols are also listed next to the reagent name.

Reagents and Materials Provided
Aptima HPV assay, 250 tests, Cat. No. 303093 (3 boxes)

Aptima HPV assay, 100 tests, Cat. No. 302929 (3 boxes)
Calibrators may be purchased separately. See the individual catalog numbers below.

Aptima HPV Refrigerated Box
(store at 2°C to 8°C upon receipt)

Symbol Component Quantity

A HPV Amplification Reagent 1 vial

Non-infectious nucleic acids dried in buffered solution
containing < 5% bulking agent.

E HPV Enzyme Reagent 1 vial
Reverse transcriptase and RNA polymerase dried in HEPES
buffered solution containing < 10% bulking reagent.

P HPV Probe Reagent 1 vial

Non-infectious chemiluminescent DNA probes (< 500 ng/vial)
dried in succinate buffered solution containing < 5% defergent.

Ic HPV Internal Control Reagent 1 vial

Non-infectious RNA transcript in buffered solution containing
< 5% detergent.

Aptima HPV Room Temperature Box
(store at room temperature, 15°C to 30°C upon receipt)

Symbol Component Quantity
AR HPV Amplification Reconstitution Solution 1
Aqueous solution containing preservatives.
ER HPV Enzyme Reconstitution Solution 1
HEPES buffered solution containing a surfactant and glycerol.
PR HPV Probe Reconstitution Solution 1
Succinate buffered solution containing < 5% detergent.
S HPV Selection Reagent 1
600 mM borate buffered solution containing surfactant.
TCR HPV Target Capture Reagent 1
Buffered solution containing solid-phase and capture
oligomers (< 0.5 mg/mL).

Reconstitution Collars 3

Master Lot Barcode Sheet 1 sheet

Apifm&HPVAE;@
/, L TC!’-‘“‘ o

0 AW-22202-001 Rev, 001



Panther System Aptima~

Aptima HPV Calibrators Box (Cat. No. 302554)
(store at 2°C to 8°C upon receipt)

Symbol Component Quantity

PCAL  HPV Positive Calibrator 5 vials
Non-infectious HPV 16 in vitro transcript at 1000 copies per
mL in a buffered solution containing < 5% detergent.

NCAL  HPV Negative Calibrator 5 vials
Buffered solution containing < 5% detergent.

Materials Required But Available Separately

Note: Materials available from Hologic have catalog numbers listed, unless otherwise specified.

Material Cat. No.
Panther System 303095
Panther System Continuous Fluid and Waste (Panther Plus) PRD-06067
Panther Run Kit 303096
Aptima Assay Fluids Kit 303014

(Aptima Wash Solution, Aptima Buffer for Deactivation Fluid,
and Aptima Oil Reagent)

Aptima Auto Detect Kit 303013
Multi-tube units (MTUs) 104772-02
Panther Waste Bag Kit 902731
Panther Waste Bin Cover 504405

Tips, 1000 pL filtered, conductive, liquid sensing and disposable 901121 (10612513 Tecan)
Not all products are available in all regions. Contact your representative for 903031 (1061 2513 Tecan)

IRgIoRSpecIfc IforpeN MME-04134 (30180117 Tecan)

MME-04128
Aptima Specimen Transfer Kit 301154C
Aptima Specimen Transfer Kit — printable PRD-05110
Aptima Cervical Specimen Collection and Transport Kit 302657
Aptima Penetrable Caps 105668
Replacement non-penetrable caps 103036A
Spare Caps for 250 test kits: —
Amplification Reagent and Probe Reagent reconstitution solutions CLO041
Enzyme Reagent reconstitution solution 501616
TCR and Selection Reagent CLOD40
Spare Caps for 100 test kits: —
Ampiification Reagent and Probe Reagent reconstitution solutions CL0041
Enzyme Reagent reconstitution solution CL0041
TCR and Selection Reagent 501604
Bleach 5.0% to 8.25% (0.7 M to 1.16 M) sodium hypochlorite e
éoluion
/’
E 5 D?époééblg Hloves -
.Y lrp,g ??a‘n’é"féﬂ Solution Kit (for SurePath specimens only) 303658
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Aptima” Panther System

Optional Materials

Material Cat. No.
Bleach Enhancer for Cleaning 302101

Panther System Test Procedure

Note: See the Panther/Panther Fusion System Operator's Manual for additional Panther
System procedural information.

A. Work Area Preparation

Clean work surfaces where reagents and samples will be prepared. Wipe down work surfaces
with 2.5% to 3.5% (0.35 M to 0.5 M) sodium hypochlorite solution. Allow the sodium
hypochlorite solution to contact surfaces for at least 1 minute and then follow with a water
rinse. Do not allow the sodium hypochlorite solution to dry. Cover the bench surface on which
the reagents and samples will be prepared with clean, plastic-backed absorbent laboratory
bench covers.

B. Reagent Preparation of a New Kit

Note: Reagent Reconstitution should be performed prior to beginning any work on the
Panther System.

1. To reconstitute Amplification, Enzyme, and Probe Reagents, combine the bottles of
lyophilized reagent with the reconstitution solution. If refrigerated, allow the
reconstitution solutions to reach room temperature before use.

a. Pair each reconstitution solution with its lyophilized reagent. Ensure that the
reconstitution solution and reagent have matching label colors before attaching the
reconstitution collar.

b. Check the lot numbers on the Master Lot Barcode Sheet to ensure that the
appropriate reagents are paired.

c. Open the lyophilized reagent vial and firmly insert the notched end of the
reconstitution collar into the vial opening (Figure 1, Step 1).

d. Open the matching reconstitution solution, and set the cap on a clean, covered work
surface.

e. While holding the solution bottle on the bench, firmly insert the other end of the
reconstitution collar into the bottle (Figure 1, Step 2).

f. Slowly invert the assembled bottles. Allow the solution to drain from the bottle into
the glass vial (Figure 1, Step 3).

g. Gently swirl the solution in the bottle o mix thoroughly. Avoid creating foam while
swirling the bottle (Figure 1, Step 4).

h. Wait for the Iyophilized reagent to go into solution, then invert the assembled bottles
again, tilting at a 45° angle to minimize foaming (Figure 1, Step 5). Allow all of the
liquid to drain back into the plastic bottle.

i. Remove the reconstitution collar and glass vial (Figure 1, Step 6).

Recap the plastic bottle. Record operator initials and the reconstitution date on all
reconstituted reagent vials (Figure 1, Step 7).

Discard the reconstitution collar and vial (Figure 1, Step 8).
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Warning: Avoid creating foam when reconstituting reagents. Foam compromises the
level-sensing in the Panther System.
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Figure 1. Panther System Reconstitution Process

2. Prepare the working Target Capture Reagent (WTCR):
a. Pair the appropriate bottles of TCR and IC.

b. Check the reagent lot numbers on the Master Lot Barcode Sheet to make sure that
the appropriate reagents in the kit are paired,

c. Open the bottle of TCR, and set the cap on a clean, covered work surface.

d. Open the bottle of IC and pour the entire contents into the bottle of TCR. Expect a
small amount of liquid to remain in the IC bottle.

e. Cap the bottle of TCR and gently swirl the solution to mix the contents. Avoid
creating foam during this step.

. Record operator initials and the current date on the label.
g. Discard the IC bottle and cap.

h. Precipitate may form in wTCR which may yield invalid results due to volume
verification errors. Precipitate may be dissolved by warming wTCR at 42°C to 60°C
for up to 90 minutes. Allow the wTCR to equilibrate to room temperature prior to use.
Do not use if precipitate persists.

3. Prepare the Selection Reagent

a. Check the reagent lot number on the Master Lot Barcode Sheet to make sure it
belongs to the kit.

b. If Selection Reagent contains precipitate, warm the Selection Reagent at 60°C +
1°C for up to 45 minutes to facilitate dissolution of precipitate. Gently mix the bottle
every 5 to 10 minutes. Allow the Selection Reagent to equilibrate to room
temperature prior to use. Do not use if precipitate or cloudiness persists.

Note: Thoroughly mix by gently inverting all reagents prior to loading on the system.
Avoid creating foam during inversion of reagents.

C. Reagent Preparation for Previously Reconstituted Reagents

1. Previously reconstituted Amplification, Enzyme, and Probe Reagents, must reach room
temperature (15°C to 30°C) prior to the start of the assay.

s t&ﬁ(lf reconstituted Probe Reagent contains precipitate that does not return to solution at
W %@ﬁ“ m temperature, heat at a temperature that does not exceed 60°C for 1 to 2 minutes.
= "‘% Q not use if precipitate or cloudiness is present.
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3. If WTCR contains precipitate, warm wTCR at 42°C to 60°C for up to 90 minutes. Allow
the wTCR to equilibrate to room temperature prior to use. Do not use if precipitate
persists.

4. If Selection Reagent contains precipitate, warm the Selection Reagent at 60°C + 1°C for
up to 45 minutes to facilitate dissolution of precipitate. Gently mix the bottle every 5to
10 minutes. Allow the Selection Reagent to equilibrate to room temperature prior to use.
Do not use if precipitate or cloudiness persists.

9. Thoroughly mix each reagent by gently inverting prior to loading onto the system. Avoid
creating foam during inversion of reagents.

6. Do not top off reagent bottles. The Panther System will recognize and reject bottles that
have been topped off.

D. Sample Handling

1. Allow the samples (calibrators and specimens) to reach room temperature prior to
processing.

2. Do not vortex samples.
3. Inspect sample tubes before loading into the rack. If a sample tube contains bubbles or

has a lower volume than is typically observed, centrifuge the tube for 5 minutes at 420
RCF to ensure that there is no liquid in the cap.

Note: Failure to follow step 3 may resuit in liquid discharge from the specimen tube cap.

E. System Preparation

1. Set up the system according to the instructions in the Panther System Operator’s
Manual and the Procedural Notes section below. Make sure that the appropriately sized
reagent racks and TCR adapters are used.

2. Load samples.

Procedural Notes

A. Calibrators

1. To work properly with the Aptima HPV assay software on the Panther System, three
replicates of the Positive Calibrator and three replicates of the Negative Calibrator are
required. One vial of each calibrator may be loaded in any rack position in any Sample
Bay Lane on the Panther System. Specimen pipetting will begin when one of the
following two conditions has been met:

a. APositive and Negative Calibrator are currently being processed by the system.
b. Valid results for the calibrators are registered on the system.

2. Once the calibrator tubes have been pipetted and are being processed for a specific
reagent kit, specimens can be run with the associated assay reagent kit for up to 24
hours unless:

a. Calibrators results are invalid.

b. The associated assay reagent kit is removed from the system.
c. The associated assay reagent kit has exceeded the stability limits.

3. Attempts to pipette more than three replicates from a calibrator tube can lead to
processing errors.

B. Temperature
A TER Room temperature is defined as 15°C to 30°C.
/ Wt ’X( FR‘RSON :
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C. Glove Powder

As in any reagent system, excess powder on some gloves may cause contamination of
opened tubes. Powderless gloves are recommended.

14 AW-22202-001 Rev. 001
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Quality Control Procedures

Quality Control Procedures

A. Run Validity Criteria

The software automatically determines run validity. The software will invalidate a run if any of
the following conditions occur:

* More than one invalid Negative Calibrator replicate.
* More than one invalid Positive Calibrator replicate.

A run may be invalidated by an operator if technical, operator, or instrument difficulties are
observed and documented while performing the assay.

An invalid run must be repeated. Aborted runs must be repeated.

B. Calibrator Acceptance Criteria
The table below defines the RLU criteria for the Negative and Positive Calibrator replicates.

Negative Calibrator

Analyte
IC

20 and < 45,000 RLU
2 75,000 and < 400,000 RLU

Positive Calibrator

Analyte
IC

2 480,000 and < 1,850,000 RLU
< 450,000 RLU

C. IC Cutoff Calculation

The IC cutoff is determined from the IC (flasher) signal from the valid Negative Calibrator
replicates.

IC Cutoff = 0.5 x [mean IC RLU of the valid Negative Calibrator replicates]

D. Analyte Cutoff Calculation

The analyte cutoff is determined from the analyte (glower) signal from the valid Negative
Calibrator replicates as well as the analyte signal from the valid Positive Calibrator replicates

_ [mean analyte RLU of the valid Negative Calibrator replicates] +
Analyte Cutoff = [0.09 x mean analyte RLU of the valid Positive Calibrator replicates]

E. Analyte Signal to Cutoff (S/CO) Calculation

The analyte S/CO is determined from the analyte RLU of the test sample and the analyte
cutoff for the run.

Analyte S/CO = test sample analyte RL

analyte cutoff
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Test Interpretation

Test results are automaticall
HPV 16 and HPV 18/45, ne
negative for HPV 18/45, po

Test Interpretation

y determined by the assay software. A test result may be negative for both
gative for HPV 16 and positive for HPV 18/45, positive for HPV 16 and

sitive for both HPV 16 and HPV 18/45, or invalid as determined by the IC

RLU and S/CO ratios as described in the table below. A test result may also be invalid due to other

parameters (e.g., abnormal curve shape)

should be repeated.

CSCT Kit specimens may be diluted to overcome potential
invalid specimen into 8 parts of specimen transport media (
of specimen into a new CSCT Kit tube which contains 4.5 m
the diluted specimen to mix: avoid creating foam. Test the

assay procedure.

Note: Do not difute an invalid diluted specimen. If a

specimen should be obtained from the patient.

being outside the normal expected ranges. Invalid test results

inhibitory substances. Dilute 1 part of the
the solution in CSCT Kit tubes); e.g. 560 uL
L of specimen transport media. Gently invert
diluted specimen according to the standard

diluted specimen yields an invalid result, a new

Aptima HPV 16 18/45

Negative - 18/45

Genotype Assay Criteria
Result
; IC/HPV 16 RLU = IC Cutoff and
Negative - 16

HPV 16 S/CO < 1.00 and
HPV 18/45 S/CO < 1.00

Negative - 16
Positive - 18/45

HPV 16 S/CO < 1.00 and
HPV 18/45 S/CO = 1.00 and
HPV 18/45 RLU < 3,000,000

Positive - 16
Negative - 18/45

HPV 16 S/CO = 1.00 and
IC/HPV 16 RLU < 4,000,000 and
HPV 18/45 S/CO < 1.00

Positive - 16
Positive - 18/45

HPV 16 S/CO 2 1.00 and
IC/HPV 16 RLU < 4,000,000 and
HPV 18/45 S/CO 2 1.00 and
HPV 18/45 RLU < 3,000,000

Invalid

HPV 16 5/CO < 1.00 and
HPV 18/45 S/CO < 1.00 and
IC/HPV 16 RLU < IC cutoff
or

IC/HPV 16 RLU > 4,000,000
or

HPV 18/45 RLU > 3,000,000

Aptima HPV 16 18/45 Genolype Assay
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