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Turkiye’de Kadinlarda En Sik Gorilen Kanserler
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25-49 Yas Kadinlarda En Sik Goriulen Kanserler

Meme 341

Tiroid 233
Kolorektal 4.9

Uterus Serviksi m

Uterus Korpusu 3.5
Over 32 M Yuzde
Mide 2.5
Trakea,Brons,Akciger 2.4
Non-Hodgkin lenfoma 2.3
Beyin, sinir sistemi 2.3




Serviks Kanseri Gelisimi

‘ Normal serviks ‘

Lv | <—

‘HPV enfeksiyonu

2-3 yil iginde

%60’1 geriler 8-24 ay icinde

virlis temizlenir

[Kofaktorler
3-4 yil iginde %15’i ilerler J g Yiiksek riskli HPV
| | (Tip 16, 18 vs)

10 yil iginde %12’i ilerler Sigara icimi
immiinsiipresyon

Invaziv kanser




Serviks Kanseri Onlenebilir

PRIMER KORUNMA SEKONDER KORUNMA

> HPV asilan > Tarama
> Sitoloji

> Sigaranin onlenmesi ]
» HPV testi

~ Sitoloji + HPV testi

» Preinvaziv lezyon tedavisi



Serviks kanseri 20 yas altinda cok nadirdir

30

25

20

15

10

Percent of New Cases

5

0

Yasa gore serviks kanseri goriulme sikhign

insidans

24.3%_ 53 7o
A.B.D.
18.4%
13.9%
11.2%
5.7%

2.7%
0.1%
<20 J 20-34 35-44 45-54 55-64 65-74 75-84 >34

Age

SEER Cancer Statistics Review, 1975-2013

14.0

12.0

10.0

8.0

6.0

4.0

2.0

0.0

T.C.

o MD H DR FD PO AP PG
'\-'b”f ) 3 be) Co’\’\
")6’ %Q%%@@%Q'@(OQ’@/\Q’/\%%G

Turkiye Birlesik Veri Tabani, 2014



Yas Gruplarina Gore Genital
Orneklerde HPV-16 Pozitifligi

HPV 16 HPV enfeksiyonun klirensi
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Mukemmel Tarama Testi

Prekanseroz hastaligin olup oimadigini en dogru
saptayabilen testtir

Miikemmel test var mi?



Servikal Sitolojik Tarama




Pap Test Yalanci Negatifligi

%15-50

- Ornekleme aracindan lam’a gecis %20 ﬁ'
- Ornekleme hatalari

- Tespit sirasinda
- Kurutma hatalar ve artefaktlar

- Degerlendirme hatalari —_— e |
- Kan ‘,4
- Enfeksiyon .Q,. 3
> Mukus ve debris - =
- Ust uiste binen hiicrelerin varlign ‘/

o Zaman



Pap Smear Sensitivitesi

HGSIL icin %70-80

Test sensitivitesini sinirlayan faktorler

- Kicuk timor

- Ulasilamayan timor

- Orneklenmemis tiimor |
- Slaytta sadece birkac anormal hiicre varhg: &
- Hicrelerin saklandigi iltihap, kan varhgi i



Sivi-bazh vs. Konvansiyonel Sitoloji

= Her iki yontem de taramada kullanilabilir

Sivi-bazhi yontem :

= Kan ve iltihabi hucreler yok
= Kalan sivida HPV testi

LSIL ve HSIL icin her iki yontem arasinda spesifite
ve sensitivite acisindan fark yok

*ASC-US icin sivi-bazh sitolojide spesifite dusiik



Invaziv Serviks Kanseri ve HPV

HPV testleri gundeme gelmistir




Hangi tarama modalitesi daha guvenilir?
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Tarama Programina Katilmamak

Serviks kanseri gelisen kadinlarin;

1%60%1 hic smear veya HPV-DNA testi aldirmamis

1%65’i, son 5 yilda hic test yaptirmamis




Tarama Baslangi¢c Yasi

Ilk cinsel aktivite yasindan bagimsiz

Asemptomatik, immun sistemi baskilanmamisglar i¢in




Tarama Baslangi¢c Yasi

v 21 yas alti serviks Ca insidansi: 0.1/100.000

v LSIL bulunan 21 yas alti kadinlarda regresyon
< 12. ayda %61
< 36. ayda %91

Gereksiz tedavi-morbidite !




i , European guidelines for quality assurance in cervical cancer screening.
Papillomavirus . ] .
Research -~ |  Summary of the supplements on HPV screening and vaccination

WL Lawrence von Karsa™*, Marc Arbyn ” Hugo De Vuyst“, Joakim Dillner “, Lena Dillner®,
ke Silvia Franceschi ', Julietta Patnick®, Guglielmo Ronco ", Nereo Segnan ", Eero Suonio?, European
Sven Térnberg', Ahti Anttila’ Commission

] Serviks kanseri taramasi 20-30 yas arasi baslamahdir

1 30 yas oncesi sitolojik tarama yapilan ilkelerde, 30-35
yasinda baslayan primer HPV taramasi eklenebilir

] Sitolojik tarama programi bulunmayan ulkelerde 35
yasinda baslayan primer HPV taramasi diusiuniilebilinir



Tarama Sikhgi

30 YAS ALTI 30 YAS USTU

3 yilda bir sitolojik tarama A. 3 yilda bir sitolojik tarama
B. 5 yilda bir kotest
(HPV DNA + sitoloji)




30 yas alti nicin HPV taramasi onerilmiyor ?

Gecici HPV enfeksiyonlan saptanmaktadir

Gereksiz kolposkopi (sadece sitoloji yapilanlara
gore %27 daha fazia) !!!




30 yas ustiu nicin HPV taramasi oneriliyor ?

=30 yas uzerinde HPV persistansi yiiksek




Tarama ne zaman sonlandirihir ?

Sigara kullanmiyor
Immunsuprese degil

HPV iliskili hastalik yok
Anormal sitoloji oykusu yok

Son 10 yilda ardisik 2 (-) kotest veya 3 (-) sitoloji




Risk Faktoru Olanlarda Tarama Ne
Zaman Sonlandirilir ?

Eger risk faktoru varsa ve yasam beklentisi iyi

ise taramaya 80 yasina kadar devam edilebilir




Histerektomize Hastalar

TOTAL HISTEREKTOMIZE SUBTOTAL HISTEREKTOMIZE

CIN hikayesi yoksa tarama Tarama onerileri degismez
sonlandinhr

HISTEREKTOMIZE + CIN
HIKAYESI (+)
Taramaya 20 yil daha
devam edilir




Tarama Metodlar

PAP TEST HPV TESTI
Konvansiyonel veya sivi bazh Sensitivitesi daha yiuksek
Sensitivite %30-87 Tarama intervallerini

Spesifisite %80-95 uzatabilir

Ozellikle genclerde

AdenoCa ve adenoCa in situ spesifisitesi diisiik

icin daha basarisiz




FDA tarafindan onayli HPV testleri

Saptanan HPV tipleri Sonuc¢ sekli
HPV tip
sayisi

Ilk defa 2014°de FDA tarafindan primer HPV testi onay::

Cobas HPV testi, 2 25 yas icin serviks kanserinde primer
tarama olarak onaylanmistir




FDA tarafindan onayli HPV testleri

Test Saptanan HPV tipleri Sonuc¢ sekli
HPV tip
sayisi
Hybrid Capture 2 13 16,18,31,33,35,39,45, Birlestiriimis
51,52,56,58,59,68
Cervista HPV HR 14 +66 Birlestirilmis
Cobas 14 Ayni 16/18’e spesifik
Diger 12 tip igin
birlestiriimis

Aitima MmRNA 14 Ainl Birleitirilmii



HPV testi vs Pap smear

> W HPV teé_tir{Q in combination wﬂhhqmdbased cytology in
primary cervical screening (ARTISTIC): arandomised
controlled trial |

Henry CKitchener, Maribel Aimonte, Claire Thomson, Paula Wheeler, Alexandra Sargent, Boyka Stoykova, Clare Gilham, Helene Baysson,

Christopher Roberts, Robin Dowie, Mina Desai, Jean Mather, Andrew Bailey, Andrew Turner, Sue Moss, Julian Peto
Lancet Uncol 2012; 13: /654

iquid- __ sed
Pontus Naucler, M.D., Ph.D., Walter Ryd, M.D., Sven Térnberg, M.D., Ph.D.,
contre Anders Strand, M.D., Ph.D., Géran Wadell, M.D., Ph.D., _
Kristina Elfgren, M.D., Ph.D., Thomas Radberg, M.D., Bjérn Strander, M.D.,
Bo Johansson, Ph.D., Ola Forslund, Ph.D., Bengt-Géran Hansson, Ph.D.,
Eva Rylander, M.D., Ph.D., and Joakim Dillner, M.D., Ph.D.



Efficacy of HPV-based screening for prevention of invasive
cervical cancer: follow-up of four European randomised

controlled trials

Guglielmo Ronco, Joakim Dillner, K Miriam Elfstrom, Sara Tunesi, Peter | F Snijders, Marc Arbyn, Henry Kitchener, Nereo Segnan, Jare Gilham,

Paolo Giorgi-Rossi, Johannes Berkhof, Julian Peto, Chris| L M Meijer, and the International HPV screening working groun™
Lancet 2014; 383:524-32

NTCC (italya), ARTISTIC (Biiyiik Britanya),
Swedescreen (Isvec), POBASCAM (Hollanda)
20-64 yas arasi >175.000 kadin




Efficacy of HPV-based screening for prevention of invasive
cervical cancer: follow-up of four European randomised

controlled trials

Guglielmo Ronco, Joakim Dillner, K Miriam Elfstrom, Sara Tunesi, Peter | F Snijders, Marc Arbyn, Henry Kitchener, Nereo Segnan, Jare Gilham,

Paolo Giorgi-Rossi, Johannes Berkhof, Julian Peto, Chris| L M Meijer, and the International HPV screening working groun™
Lancet 2014; 383:524-32

Primer 3.5 yillik takipte Ca 5.5 yillik takipte Ca
negatif test

HPV DNA 0.0046 0.0087

Sitoloji 0.0154 0.036



Devam Eden Calisma

Primary HPV Testing in a Canadian Organized
Cervical Cancer Screening Program

A Randomized Controlled Trial
(funded by the Canadian Institutes of Health Research)
ISRCTN79347302

HPV FOCAL Study

25-65 yas, >18.000 kadin
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HPV for cervical cancer screening (HPV FOCAL): Complete
Round 1 results of a randomized trial comparing HPV-based
primary screening to liquid-based cytology for cervical cancer

Gina S. Ogilvie**?, Mel Krajden, Dirk van Niekerk®*, Laurie W. Smith*, Darrel Cook®*, Kathy Ceballos®, Marette Lee®,
Laura Gentile“, Lovedeep Gondara®, Ruth Elwood-Martin®, Stuart Peacock®, Gavin Stuart’, Eduardo L. Franco” and
Andrew ). Coldman®

Kontrol grubu Calisma grubu
CIN 3+ saptama orani: 4.6/1000 CIN 3+ saptama orani: 7.5/1000

58.9/1,000; 95%Cl: 55.4, 62.7 vs. control: 30.9/1,000; 95%Cl: 27.6, 34.6). At completion of Round 1 HPV-based cervical can-
cer screening in a population-based program resulted in greater CIN2+ detection of across all age cohorts compared to LBC

screening.



Testlerin sikligs
Negatif kotest sonrasi 5 yil icinde CIN 3 + ihtimali

0.08/100 - 0.9/100

mgﬂ 30-65 yas arasi icin 3 yil arahklarla sitoloji veya
5 yil araliklarla kotest onerilir




2011 ASCCP, ASCP, ACS Guideline’lari
= 30 yas alti HPV testi onerilmemektedir

= 30-65 yas arasi HPV testi tek basina
onerilmemektedir

= 30-65 yas arasi servik kanseri taramasi
» 3 yilda bir, yalniz sitoloji

» 3 yilda bir, sitoloji + HPV




Guncel Ara Guideline’lar

2015 2015
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Society of Gynecologic Oncology




(-) HPV testi, (-) sitolojiye gore daha giivenilir

Calisma Yas Hasta
sayisl

5 yiida 3 yiida
CIN 3+ kanser

Kaiser 30-64 1011092

Permanente
Northern
California

HPV (-): 0.07| HPV (-): 0.14 HPV (-): 0.011
Sit. (-): 0.19 | Sit. (-): 0.31 Sit. (-): 0.02

ATHENA 25-93 42.209 HPV (-): 0.34




Negatif tarama sonrasi CIN 2+ gelisimi

CINZ* CIN3+ Cancer
1.0 4 0.5 - 0.05 -
0.9 4
Pap-negative
0.79 0.4 - 0.04 -
0.8 1
0 3.73 p-negative Pap-negative
%91 ; 0.031
E-E- 0.3 1 0.03 -
=
u
= 0.5
2 0.48
% HPV-negative
E 0.40 0.2+ 0.19 0.02 - 0.020 .
a 04 1 Cotest-negative HPV.-negative
.34 0.017
HPV-negative 4 Cotest-negative
0.14 . 0.014
0.3 5 Cotest-negative
0.11 0.011
0.20 0.1 / ol /
0.1 1 015 0.0 0.007
/ 05 1 0.005
/ 0.003




Society of Gynecologic Oncology

‘... Because of equivalent or superior effectiveness,

primary hrHPV screening can be considered as a cervical

cancer screening methods...’

25 yas ve uzeri




Primary cervical cancer screening with human papillomavirus: End of @mﬁm
study results from the ATHENA study using HPV as the first-line
screening test”™

Gynecologic Oncology 136 (2015)

Thomas C. Wright **, Mark H. Stoler°, Catherine M. Behrens ©, Abha Sharma ©, Guili Zhang ¢, Teresa L. Wright
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ATHENA sonuclarina gore (+) HPV testi
yonetimi

/ =ASC-US

"Sereening | — (NN —
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Belirtilmemis Noktalar

» Takipte kullanilacak test
> HPV (+)’ligi sonrasi takipte kullanilacak test




Cochrane
Library

Cochrane Database of Systematic Reviews

C

Cytology versus HPV testing for cervical cancer screeningin

the general population (Review)

Koliopoulos G, Nyaga VN, Santesso N, Bryant A, Martin-Hirsch PPL, Mustafa RA, Schiinemann H,
Paraskevaidis E, Arbyn M

. 2017




Hybrid Capture I’nin
CIN 2+ saptama
gucu

25 kesitsel calisma
n=138.000

Study TP FPFN TN Sensttivity Specificity Sensitivity Specificity
Belinson 2003 363 1652 12 6470 097[094,098] 080[079,081] - )
Bigras 2005 80 1063 2 12697 098[091, 1.00] 092[092,093]

Blumenthal 2001 68 721 40 1270 0BI[075086] 064[062066]
Cardenas-Turanzas 2008 || 55 5 764 069[041,089] 093[091,095] ° m
Clavel 2001 129 1085 0 6718 100[097 1.00] 086[085087] ° m
Cuzick 2003 87 697 3 9571 097[091,099] 093[093,094] F
de Cremoux 2003 150 331 3| 1273 083[077,088] 079[077,081] I I
Ferreccio 2013 91 742 5 7374 095[088 098] 091[090,091] ‘
Gravitt 2010 34 200 22 1975 061[047,074] 091[090,092] F
ftner 2015 86 494 4 B8B67 096[089,099] 095[094,095] m m
Li 2009 67 351 7 2137 091[081,096] 086[084,087] °
Mahmud 2012 2 48 3 1180 0B8B[068097] 089[087,090] \° °\
McAdam 2010a 14 34 7 436 067[043,085] 093[080,095] ° EE
McAdam 2010b 22 31 5 454 081[062,094] 094[081,096] 1 m
Mansonego 201 | 98 595 3 3733 097[092,09%] 086[085087] 0 “
Moy 2010 204 1037 8 7268 096[093,098] 088[087,088] H L]
(] m
Pan 2003 79 248 4 |1505 095[088099] 086[084,087] >
Petry 2003 45 369 I 7493 098[088 100] 095[095096] (T =
Qiao 2008 68 333 2 1985 0Q97[090 1.00] 086[084,087] .
- m
Ronco 2006 73 11122 15223 097[091,1.00] 093[093,094] m
Salmeron 2003 94 626 7 7205 093[086097] 0952[091,093] : w
Sankaranarayanan 2004a 120 750 59 10389 067[060,074] 093[093,094] n
Sarian 2005 52 665 Il 3467 0B3[071,091] 084[083,085] 0 m
Shipitsyna 201 | & 10l 0 716 100[054, 1.00] 0.88[085090] m
Wu 2010 24 306 3 1682 0B9[071,098] 085[083,086]




Aptima (HPV E6/7 mRNA)’nin CIN 2+
saptama giicu

3 kesitsel calisma

n=16.000
Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
Iftner 2015 B2 382 B 8979 091[083,09] 096[095096]

Monsonego 2011 93 363 8 3965 092[085097] 092[091,092] B LI hA N Ahd- sPesifisite
Wu 2010 27 174 0 1814 100[087,100] 091[090,092] [ h/its ke g 100 %91-97




Cobas testinin CIN 2+ saptama giici

2 kesitsel calisma
n=11.600

Study TP FF N ™ Sensitivity Specificity Senstivity Specificity

Agorastos 2015 41 368 0 3434 100[0%91,100] 050[0.89 021 ]

Castle 201 Ia 380 3122 51 4270 088[085091] 058[057,059] BT IhANAL LS 8pesifisite
%88-100 %58-90




Hybrid Capture 1l vs Konvansiyonel Sitoloji
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Relatif sensitivite: HC 11/Sitoloji: 1.3
Relatif spesifisite: HC I1l/Sitoloji: 0.9

Sivi bazh sitolojide de sonuclar benzer



 Taranan her 1000 kadinin prekanseroéz degisiklik olacaktir

HPV testi bu 20 kadinin 16’sin1 dogru tamyabilir, 4’ini kacirir
Pap testi, bu 20 kadinin 12’sini dogru taniyabilir, 8’ini kacinr

* Taranan her 1000 kadinin Yy Usegy prekanseroéz degisiklik
olmayacaktir

HPV testi, 879’unda (-) ,101’inde ise yanhs (+) gelecektir
Pap testi, 951’inde (-), 29°’unda yanhs (+) gelecektir



Serviks Kanseri Taramasi

Avrupa Birligi Kilavuzu

European
Commission |

» Yastan bagimsiz olarak, sadece tek test ile yapiimahdir
» Primer HPV taramasi 30 yas altinda baslamamalidir

» HPV (-) ise bir sonraki tarama min. 5 yil sonra olmahdir
» Kisisel ozelliklere gore 10 yila kadar uzatilabilir

» HPV (+) kadinlarin yonetimi
a. Pap smear testi onerilir
b. Direk kolposkopi onerilmez. Smear sonucuna gore kolposkopi yapilir



(KETEM

KANSER ERKEN TESHIS TARAMA VE EGITIM MERKEZI

Turkiye’de Serviks Kanseri Taramasi
KETEM
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~HPV-FASTER:
Serviks Kanseri Onleme Stratejisi Degisecek mi?

HPV-FASTER campaign
Vaccination of women aged up to 45 years, and HPY testing from 30 years of age onwards




