Persisten High Risk HPV Genotiplemesi
Pozitif ve Sitolojisi Negatif olan Kadinlarda
High Grade CIN (CIN2+) Riski Nedir ?

tf; 1 Servikal Patolojiler ve Kolposkopi Dernegi
| & TURKISH SOCIETY FOR COLPOSCOPY AND CERVICAL PATHOLOGY

Prof. Dr. Omer T. YALCIN
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Servikal Karsinogenezis

Preinvaziv Kanser;
Klinik Semptom ve Bulgu yok !

Normal
Serviks

Preinvaziv Kanser tanisi;
Biopsi ve Patolojik inceleme

Gecici
Enfeksiyon

Persistan
Enfeksiyon

Kimden biopsi alinacak ?

Servikal
Kanser

Progresyon

TARAMA TESTLERI




KANSER TARAMA TESTLERI

« Kesin tani yontemi degildir.

« Kesin tani yontemlerinin (Biopsi) uygulanacagi riskli
grubu belirler

« Sempt. (-) ve Bulgu (-) olan hedef populasyona (Tum
kadinlara) yapilir

 Her yerde ve kolay uygulanmalidir
« Hasta kabullenimi yuksek olmalidir
* Ucuz olmali, Fiyat - etkin olmalidir;
— Taranan hastalik prevalansi yuksek olmali

— Geg tanida mortalite ve morbidite yuksek olmali

— Yontemin tanisal etkinligi yuksek olmali

» Hatali Pozitif ve Hatali Negatif Orani dusuk olmali




Tarama Testleri
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PAP Smear; Sitolojik Degerlendirilmesi

PAP Displazi CIN Histolojik Bethesda
Smear degisiklik
Grade
I Normal Normal Normal
Il infilamasyon infilamasyon ASC
ASC-US
ASC-H
1] Hafif CIN I Bazal 1/3 Low SIL
| 2/ i
de?erégde CIN ” <Bazal 2/3 ngh SIL
Siddetli CIN ”I Tum kalinhk
\Y; CIS
V SCC SCC SCC SCC




Kolposkopi Endikasyonlar

e Invasiv kanser stiphesi

e ASC-US (seceneklerden biri olarak)
e ASC-H

o LGSIL

e HGSIL

e AGCve AIS

e Persiste eden yetersiz smearler

e |liski sirasinda kanama, intermensttirel ve irregiler kanli
akinti, hipertrofik T/Z
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Human Papillomavirus Testing and Molecular Markers
of Cervical Dysplasia and Carcinoma

Donna Dehn, e Department of Pathology, University of Colorado at

Kathleen C. Torkko, php Denver and Health Sciences Center, Aurora, Colo-

Kenneth R. Shroyer, mo, pad rado.
TABLE 1
Clinically Equivocal Cytologic Diagnostic Categories*
Cytologic Total Cases (Annual No Clinically Significant
Diagnosis US Population)* Lesion On Colposcopy
ASCUS =2 million 1.66-1.9 million
ASC-H 0.20 million (estimated) 0.001-0.15 million
[SIL 1.65 million 1.24 million
AGC 0.31 million 0.18-0.25 million

Total 2.66-3.54 million

* Data summarnzed from references™ =<




>150 HPV types

Mucosal
{tend to infect cells of the C
moist surface layers that ' Utane'OUS
line organs and cavities of (infect the skin and can
the body) cause warts there)

A “low-risk” types

“high-risk” types (including types 6 & 11)
(including types 16 & 18)

“Common” warts

(hands & feet)
v’ Low grade abnormalities of
mucosal cells
High grade abnormalities/ v'Respiratory & laryngeal papillomas
pre-cancers in mucosal cells v'Low grade abnormalities of

Various cancers mucosal cells

v'Genital warts (these rarely
become cancer)




HPV Testleri

» Hybrid capture (HC II);

= HrHPV taramasi

» Polymerase Chain Reaction (PCR)

* Yuksek riskli subtiplerin genotiplemesi

» Ayri | ayni materyalden calisilabilir
» Sitoteknisyen gerekmez

» Daha Objektif sonug¢ alinir



Identifying Women With Cervical Neoplasia
Using Human Papillomavirus DNA Testing
for Eauivocal Papanicolaou Results

M. Michele Manos, PhID, MPH JAMA, May 5, 1996—Vol 281, Mo, 17

Kaiser Calismasi; 46.000 kadindan Median yas; 37

Pap smear sonrasi HrHPV Triage;
ASCUS orani %3.5

Table 3. Predicted Outcomes of Triage Strategies”

Positive Megative
Referred to Sensitivity Predictive Predictive
Strateqy Colposcopyt for HS1L+ Value for H3I1L+ | Value for HSIL+

Triage based on HPV testg | 39.5 (36.4-42.7)] |185.2 (78.4-95.2) 1 15.1 {11.7-19.2) || 98.8 (97 .4-89.5)

Triage basad on rapaal 38.9 (35.8-42. 0| 76.2 (63.5-85. 71 | 12.9 (9.8-16.8) || 97.4 (95.7-98.5)
Fap test resulsg

further estimated that an HPV-based algorithm including the immediate colposcopy
of HP\=pasiti d then repeat Pap testing of all others, would provide an
overall|sensitivity of 96.9%|(95% CI, 88.3%:-99.5%).




Hr HPV Testi Klinik Kullanimi

» Hr HPV Triage (Yonetim)
» ASCUS, LGSIL, AGC



GENERAL GYNECOLOG american Journal of Obstetrics & Gynecology JANUARY 2012
Thel ATHENA human papillomavirus study:
design, methods, and baseline results

Thomas C. Wright Jr, MD; Mark H. Stoler, MD; Catherine M. Behrens, MD, PhD;
Raymond Apple, PhD; Toniann Derion, PhD; Teresa L. Wright, MD

STUDY DESIGN: A total of 47,208 women aged 21 years or older un-
dergoing routine screening were enrolled; liquid-based cytology and
human papillomavirus (HPV) testing were performed. Women with ab-
normal cytology underwent colposcopy, as did high-risk HPV (hrHPV)—
positive women and a random subset of women negative by both tests

- RESULTS: The prevalence of cytologic abnormalities was 7.1%. hrHPV,
HPV 16, and HPV 18 were detected using the cobas HPV Testin 12.6%,
2.8%, and 1.0% of women, respectively. Both cytologic abnormalities

and hrHPV positivity declined with increasing age. The adjusted preva-
lence of cervical intraepithelial neoplasia grade 2 (CIN2) or greater in
women aged 25-34 years was 2.3%, decreasing to 1.5% among older
women.



Age-Specific Evaluation of Primary Human
Papillomavirus Screening vs Conventional Cytology

in a Randomized Setting J Natl Cancer Inst 2009:101:1612-1623

Maarit Leinonen, Pekka Nieminen, Laura Kotaniemi-Talonen, Nea Malila, Jussi Tarkkanen, Pekka Laurila,
Ahti Anttila

Conclusions

Primary HPV DNA sregning with cytology triage is more sensitive than conventional stresning, Among
Women a0ed 3 years o older.primary HPV DA seraening with ytology tiage i also more spafc than
conventionalsoraening and dacreases colposoopy rferrals and folloneip tests,




Human papillomavirus testing for the detection of
high-grade cervical intraepithelial neoplasia and cancer:
final results ofthel POBASCAM‘randcmised controlled trial

Dorien C Rijkaart, Johannes Berkhof, Lawrence Rozendaal, Folkert ] van Kemenade, Nicole W ] Bulkmans, Daniélle A M Heideman,
Gemma G Kenter, Jack Cuzick, Peter ] F Snijders, Chris JL M Meijer Lancet Oncol 2012; 13: 78-88

worse in the second screening round relative to conventional cytology. Additionally, as was
the case in the NTCCtrial, the final POBASCAM data also show that HPV screening protects
against cervical cancer better than does cytology alone. By contrast with other studies, CIN

terrtaton Inplementation €DV DNA tesigDin cevcal crening leas t ealier dteton of dinicaly
relevant CIN grade 2 or worse, which when adequatelytreated, improves protection against CIN grade 3 orworse and

cvica cancer,Fary detecton ofhish-radecervcalesions caused by HVA§ was  major component of this benef.
Qur tesults end supporttothe use of HPV DNA testng for all women aged 2 vears and older




SYSTEMATIC REVIEWS www.AJOG. org

GENERAL GYNECOLOGY
A systematic|review of randomized trials| assessing human
papillomavirus testing in cervical cancer screening

Insiyyah Y. Patanwala, MD; Heidi M. Bauer, MD, MS, MPH; Justin Miyamoto, MD; Ina U. Park, MD, MS;
Megan J. Huchko, MD, MPH; Karen K. Smith-McCune, MD, PhD

articles. Six studies met inclusion criteria. Relative sensitivities for detecting CINS or
- greater of HPY testing-based strategies vs cytology ranged from 0.8 to 2.1. The main
imitation of our study was that testing methodologies and screening/management proto-
cols were highly variable across studies. Screening strategies in which a single initial
HPV-positive test led to colposcopy were more sensitive than cytology but resulted in
\higher colposcopy rates. |These results have implications for cotesting with HPV and
cytology as recommended in the United States.




Hr HPV Testi Klinik Kullanimi

» Hr HPV Triage (Yonetim)
» ASCUS, LGSIL, AGC

» Hr HPV Tarama
 Hr HPV + Pap test kombinasyonu



Taramada Sitoloji ve Hr HPV Testi Kombinasyonu

Sitoloji (-) Sitoloji (-) Sitoloji ASCUS
HPV (-) HPV (+) HPV (-) i

Sitoloji
ASCUS

Sitoloji
>ASCUS

HPV (+)

HPV (-)

} } } ;
Her iki test tekrari KOLPOSKOPI i
3-5yilda bir 6-12 ayda bir 12 ayda bir

Sitoloji (-) Sitoloji ASCUS Sitoloji >ASCUS
HPV (-) HPV (-) HPV (-)

i (- Herhangibir Sitoloji
i HPV (+)

. KOLPOSKOPI i
3- 5 yilda bir 12 ayda bir




Efficacy of HPV-based screening for prevention of invasive

cervical cancer: follow-up of four European randomised
controlled trials Lancet 2014; 383: 524-32

Guglielmo Ronco, Joakim Dillner, K Miriam Elfstrom, Sara Tunesi, Peter | F Snijders, Marc Arbyn, Henry Kitchener, Nereo Segnan, Clare Gilham,
Paolo Giorgi-Rossi, Johannes Berkhof, Julian Peto, Chris | L M Meijer, and the International HPV screening working group*

I -

tepretation HPVased srening provio§. A0-10% Meaer profction aainst nvashie cemical carcnoma
e v o, Dt of el oot spportion PV srenpbon
a9 vesandexfensionof ceening nfevals ot et yeas




Hr HPV Testi Klinik Kullanimi

» Hr HPV Triage (Yonetim)
» ASCUS, LGSIL, AGC

» Hr HPV Tarama
* Hr HPV + Pap test kombinasyonu

e Hr HPV Primer Tarama
« Sitoloji Triage



Primer Taramada Hr HPV

w924 |G V) (AR

\ ¥

Bes yilda bir tekrar / \ PoZitif %16
Neaatif %6

Hr HPV (+), Sitoloji (-) mmmm,

Sitoloji (-) HPV (-)

HPV (+)  Sitdloji < Hafif Sitoloji 2 Hafif
HPV (-) Sitqloji Borderline

Bes yilda bir tekrar 6.ve 12. aylarda

. %0.6
%2.9 %2.5

“Proposed New Screening Algoritm - Percentages Based on HART Population Aged 30-60”  §




Cervical cancer screening by high risk HPV
testing in routine practice: results at one year
recall of high risk HPV-positive and

—
cytology-negatlve women J Med Screen
2014, Vol. 21(1) 30-37

. I [ . 2
Annarosa Del Mistro , Helena Frayle ', Antonio Ferro”,
5

Susanna Callegaro3, Annamaria Del Sole?, Anna Stomeo”’,
Emanuela Cirillo®, Chiara Fedato’, Silvana Pagnia, Luisa Barzon® and
Manuel Zorzi’, on behalf of the Veneto HPV-screening Working
Group

Results: Of 46,64 women screened by HPV testing up to December 2011, 3.211 (6.5%) tested hrHPY positve; 43% of these
had a positve triage ¢ytology. Those with negative cytology wereinvited for I-yr eeat test‘ng Complance with invitation was
ol 0% at baseline and 89.J% at -yr repeat. Rate of persistent hrHPY positi y B3)/1.435). Colposcopy performed n
women with a positive hrHPY test at [4r repeat accounted Cor all colposcopies performed within the screening
programmes. Cumulatively, a histologica high-grade lesion was detected in 276 women (5.9% detection rate), 24 at baselne

(85%), and‘l fr repeat,



Use of a high-risk human papillomavirus DNA

+act ac thaea nrimarv tact in A rarvical cFanrcar

Table 1. PMMain results of the HPW test-based screening prograrmimie
at baselimne (wormen screemnaed from Spril 2009 to Spril 2011 amnd at

the 1-ywear repeat of women fournd o be HPW-w'Pap— at baseline (up
tTo SApril 201 2)

Baselimne T-wear repeat
after HPW-+/
Pap— tests

e i e o
Wvormern imnwvited 23 3Ia3 SO 1
Total wvwormeaen examimneaed 12 O266™ 51.5% =299 TFa2s
(2% = crude com pliamce)
Proportion of positive HPW tests
Owerall SZ20s11 895 Q 223,394 @
25 -29 wears 1751 102 g =pu S 2/8& =
S0—=9 wears T&1, 1221 1=2_2Z P WSS 59 .
35564 ywears A2 A5 73 5.1 125230 54 3
Proportion of positive Pap I28/829 9.6 A3 21.5
tTests amomrng HPYW 4+
Referral rate to immediate 28511 895 2223,5/3949 @
colpo s co oy
Compliance to immeaediate 2F3,F1 9 * 1 78,223 o8

colposco py
CIMNMNZ2+- DR (2% )

m
) .

e rall 1511 895 12/,394

25 29 wears s 0 W — 1/ 8 ; -

S0—=220 wears TOr1221 5.2 s N = 51 .3

35564 ywears 279572 ZF .= FA2=20 0.4

PPW for CIMNZ+ at first A3 117 T1.71 78 L2
colpo s co oy

Referral rate to 1-wear S0O1.11 895 .

recall



Five-Year Risks of CIN 3+ and
Cervical Cancer Among Women
Who Test Pap-Negative But Are

HPV-Positive

Hormuzd A. Katki, PhD,' Mark Schiffman, MD, MPH,'
Philip E. Castle, PhD, MPH,” Barbara Fetterman, SCT (ASCP),’
Nancy E. Poitras, PMP,” Thomas Lorey, MD,” Li C. Cheung, MsS,?
Tina Raine-Bennetr, MD, MPH,> Julia C. Gage, PhD, MPH,'
and Walter K. Kinney, MD®

'Division of Cancer Epidemiology and Genetics, National Cancer Institute, National Institutes
of Health, DHHS, Bethesda, MD; 2Albert Einstein College of Medicine, Bronx, NY;
BRE’gI-U?’IaI Laboratory, Kaiser Permanente Northern California, Berkeley, CA; 4Inﬁ}rmariun
Management Services, lnc, Calverton, MD; SWormen’s Health Research Institute, Division
of Research, Kaiser Permanente Northern California, Oakland, CA; and ®Division of
Gynecologic Oncology, Kaiser Permanente Medical Care Program, Oakland, CA
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Figure 1. Decline of repeat HC2 positivity and cumulative risks of
CIN 2+, CIMN 3+, and cancer since baseline among women aged 30to
64 years, testing HPVWV-positive/Pap-negative at baseline.



Table 2. Cumulative 5-Year Risks of CIN 2+, CIN 3+, and Cancer Among Women Aged 30 to 64 Years at Baseline Given
Repeat Cotest Results (Excluding High-Grade Pap Tests) After HPV-Positive/Pap-Negative Compared to the Risk for

Those Cotests at Baseline

5y risk after repeat cotest 5y risk after repeat cotest 5y risk after repeat cotest
following following following
5y risk at HPV-positive/ 5 risk at HPV-positive/ Sy risk at HPV-positive/
baseline, %  Pap-negative, %  baseline, %  Pap-negative, % baseline, % Pap-negative, %

HPV-positive/LSIL 19 24 6.1 92 0.089 0.18
HPV-positive/ASC-US 18 2 6.8 19 0.41 0.405
HPV-positivePap-negative 10 16 45 14 0.34 0.46
AR EIES 5 0t 70 7 ' h
HPV-negative/ASC-US 1.1 52 043 29 : :
HPV-negativePap-negative  0.27 18 0.08 0.93 0.011 0.13




Table 3. Benchmarking CIN 3+ Risks for Repeat Cotest Results After HPV-Positive/Pap-Negative to Risk Thresholds
Implicitly Used to Determine Clinical Management Options Based on Screening Pap Tests

Implicit risk threshold: 54 CIN 3+ risk by baseline 5-y CIN 3+ risk after given repeat
Pap result alone (regardless of HPV resulty’ cotest result after HPV+/Pap—
Frequency in Repeat cotest  Frequency in
Current recommended management women aged  CIN 3+ result after women aged  CIN 3+
strateqy based on Pap alone Management-defining result 30-64y, % risk, % HPV+/Pap- 30-64 y, % risk, %
‘ HPV+/Pap- | 0.75
Immediate colposcopy 0.97 @
HPV—/LSIL 0.006 17

HPV -/ASC-US 0.04 29
y retum ASC-US 28 26

HPV-/Pap- 13 093
#yretum Pap- 05,6 026

Gy return HPV-/Pap- 92.0 0.08




Management of women with human papillomavirus @Crosm
persistence: long-term follow-up of a randomized

clinical tnial American Journal of Obstetrics & Gynecology MARCH 2017
Kristina Elfgren, MD; K. Miriam Elfstrom, PhD; Pontus Naucler, MD; Lisen Arnheim-Dahlstrom, PhD; Joakim Dillner, MD

FIGURE 4
Cumulative proportion of CIN2 + among women with type-specific
persistence

1400 1 100%

0.90

In conclusion, the evidence of a very

56%

high 7 vear risk of developing CIN2+
among women with continuous HPWV
persistence, even with an initially
negative cvtologyv, indicates that
follow-up for this length of time is a

priority. B

0%




Performance of carcinogenic human papillomavirus (HPV)
testing and HPV16 or HPV18 genotyping for cervical cancer
screening of women aged 25 gears and older: a subanalysis
of the ATHENA StUdi Lancet Oncol 2011; 12: 880-90

Philip E Castle, Mark H Stoler, Thomas C Wright Jr, Abha Sharma, Teresa L Wright, Catherine M Behrens

The management of HPV-positive women with
negative cytology results remains a clinical dilemma.*
Although some guidelines recommend rescreening of
such-women_in 1 year,”™* this strategy has substantial
S.DIIIE women will already have CIN3 or

vorserWhich includes a small but appreciable number of
women with invasive cervical cancer.” |Second] loss to

follow-up in this population can be high (abou -“'5

and, as such, can offset the gain in sensitivity (bt ot

NPV) of use of HPV testing for primary screening. In

view of these issues, an immediate triage strategy is
needed for this group.



Performance of carcinogenic human papillomavirus (HPV)
testing and HPV16 or HPV18 genotyping for cervical cancer
screening of women aged 25 years and older: a subanalysis
of the ATHENA StUdy Lancet Oncol 2011; 12: 880-90

Philip E Castle, Mark H Stoler, Thomas C Wright Jr, Abha Sharma, Teresa L Wright, Catherine M Behrens

ATHENA is the largest US registration trial to assess the performance of HPV DNA testing
with individual genotyping for HPV16, HPV18, or both compared with liquid-based
cytology for cervical cancer screening. Our findings show that HPV DNA testing has higher
sensitivity than cytologydetection of HPV16, HPVIB hoth alone has similar sensitivity
&@ASC-US orworse cytology; ame detection of HPV16, HPV18, or both in combination

with low-grade squamous intraepithelial lesion or worse cytology has better sensitivity
than ASC-US or worse cytology. HPV testing with individual genotyping for HPV16,

HPV18, or both could provide a more efficient strategy for cervical cancer screening than
do existing programmes hased on cytology.




HPV16 and HPV18 genotyping in cervical cancer screening

against cervical cancer. For example, immediate
referral of women who were HPV16-positive, HPV18-
positive, or had ASC-US or worse (instead of only

those with ASC-US or worse), allowed detection of
abou€25% of HPV—pﬂsitive@)c}rwmse ayear earlier




HPV16/18 genotyping for the triage of HPV @
positive women in primary cervical cancer
Screening in Chile Infectious Agents and Cancer (2015) 10:43

Marcela Lagos', Vanessa Van De Wyngard?, Helena Poggi’, Paz Cook?, Paola Viviani’, Marfa Isabel Barriga®,
Martha Pruyas® and Catterina Ferreccio®™

Results: Amor@q the 8265 particigaints, 10.7 % were hrHPV positive, 1.7 % had ASCUS+ cytology, 12 % had CIN2+;
776 (88 %) hrHPV postive women had complete resuts, of whom 388 % were positive for HPV16 (24,0 %), HPVIS

(9.7%) or both (5.1 %). CIN2+ prevalence in HPV16/18 positive women (16.3 %, 95 % C1 123-209) was twice that of
HPV16/18 negative women (8.0 %, 95 % C1 5.7-108 HPVIG/18 qenotypip) identified 405 % of CIN2, 66.7 % of CIN3
and 75,0 % of cancers. Compared to hrHPY screening alone, HPV16/18 triage sianificantly reduced the referral rate
d the number of colposcopies required TWW HPV16/18 negative
worem T Daseline ASCUS+ cytology were also colposcopied, an adam 0F CIN2+ was identified; referral

increased slightly t0.4.2 %




Comparison of cervical cancer screening strategies
incorporating different combinations of cytology,
HPV testing, and genotyping for HPV 16/18:

results from the ATHENA HPV study

J. Thomas Cox, MD; Phillip E. Castle, PhD, MPH; Catherine M. Behrens, MD, PhD; Abha Sharma, PhD;
Thomas C. Wright Jr, MD; Jack Cuzick, PhDj; and the Athena HPV Study Group

MARCH 2013 American Journal of Obstetrics & Gynecology

CONCLUSION: Strategies that maximize detection of women at greatest
risk of cervical intraepithelial neoplasia grade 3 or greater by immediate
referral to colposcopy, with follow-up testing of women at intermediate
risk, maximize the benefits of cervical cancer screening while decreas-
Ing the potential harm. Incorporating screening with HPV and triage of
HPV-positive women by a combination<afgenotyping for HPV16/78and
cytology provided@ good balance’between maximizing sensitivity (ben-
efit) and specificity by limiting the number of colposcopies (potential
harm).
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Sensitivity for CIN3 or more severe and number of colposcopies

Sensitivity (%)
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Primary Screening Strategies For CIN3+ Endpoint

® Strategy 4

@ Strategy 9
8-Strategy-5

@ Strategy 10

# Strategy 1 or 3
#_ Strategy 8
L 2 Stratggy 7

W Strategy 2

W -Strateg) 6

Colposcopies, Initial tests
Strategy n Sensitivity, % performed, n
Strategy 1 Cytology with reflex HPV (ASC-US Triage) 816 56.1 35,546
Strategy 2 Cytology alone 1644 57.7 34,254
Strategy 3 Cotesting with reflex for ASC-US 816 56.1 68,508
Strategy 4 Cotesting with genotyping and cytology triage: HPV 16/18 and ASCUS HPV+ threshold 1202 76.2 68,508
Strategy 5 Cotesting with genotyping and cytology triage: HPV 16/18 and LSIL threshold 1030 70.9 68,508
Strategy 6 HPV alone 2341 89.9 34,254
Strategy 7 HPV with cytology triage 596 51.9 37,126
Strategy 8 HPV with genotyping friage 580 53.4 34,254
Strategy 9 HPV with genotyping and reflex cytology: ASC-US threshold 982 72.0 36,423
Strategy 10 HPV with genotyping and cytology (LSIL cut-off) triage 810 66.7 36,423
T T T T T
500 1000 1500 2000 2500

@mber of Colposcop)




Triage of Women With Negative

Cytology and Positive High-Risk
HPV: An Analysis of Data From
the SHENCCAST 1I/111 Studies

Sarah Kay Goodrich, MD,! Robert G. Pretorius, MD.,> Hui Du, MD,">

RuiFang Wu, MD.? and Jerome L. Belinson, MD!'-#

Y"Worerr’s Health Institiete, Departmrertt of Gynecology, Clevelarnd Clirnic, Clevelarnd, (OH;
D epartmtent of Obstetrics and Gynecology, S.C.P.M.G. Forntarna, Forntara, CA; > Departrrzernt
of O bstetrics arnd Gynecology, Peking Urniversity Shenzhernn Hospital, Shenzberr, Chirna;
arnd *Preventive Oncology Internatiornal, Clevelarid Heights, OH

Conclusions. In the cytology-negative HR-HPV—positive
population,| Cervista 16/18 |as the HPV detection method
would refer women for colposcopy and diagnose

of the TIN 3+, while [MALDI-TOF16/18| would refer
nd diagnose(§6.7 %)of the CIN 3+. Cervista HPV-16/
18 seems to be the superior triage test. However, in resource-
limited settings, an assay that includes 16/18 genotyping in
the primary result (rather than a second test) may be more
cost efficient. W




Distribution of HPV types in ICC by
Histologic Types

Prevalance %

Any Histology SCC Adenoca Unspecified
59 01,1 59 11,1 59 00,6 39 1,5
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PV Types in the
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World Less DeveloF More Developed
3,1 45 ®2.6 53 @37
w34 35 ®2,6 39 @39
-3r5 53 -2,3 35 _-4
a5 8 51 94,2 51 W7
6,9 31 @63 18 =71
7,4 33 ®W6,5 5§ =73
mmg 4 g @73 3 ®m7.6
m9,9 s—712,6 e=10,6
. | 1 6, 5
——A44,6 l | 8,8 ] o
0 50 0 20 40 0 >0

Bruni L et al. ICO Information Centre on HPV and Cancer (HPV
Information Centre). Human Papillomavirus and Related Diseases in theWorld. Summary Report 2016



Prevalence of high-risk human papilloma virus genotypes and associated
risk of cervical precancerous lesions in a large U.S. screening population:
Data fI'OITl the ATHENA trlal Gynecologic Oncology 137 (2015) 47-54

Joseph Monsonego ¥, |. Thomas Cox ”!, Catherine Behrens €, Maria Sandri 9, Eduardo L. Franco ¢,
Poh-Sin Yap ¢, Warner Huh’

overall populatinnnferred the greatest absolute risk of = CIN3 both in women aged 25-29 and

::30iears (142% and T5.1% respectively) followed bS.D% and 79%)(EPV52)6.7% and 44%) and

.75 and 9.0%). Similar trends were seen in women with negative cytology. The percent positivity in-
creased markedly with disease progression for HPV16 and HPV18 which were responsible for 45.6% and 8.4%
of = CIN3, respectively. Of noteCHPV 18)was responsible for 50% of adenocarcinoma in situ (AIS) and 50% of

INVasive cancer cases,

Conclusions, HPV16 played a major role 1n the development of 2 CIN3 imespective of age, supporting theiden-
lfication of HPV16 1 primary screenung for all women, Identification of HPV18 1s also warranted, given its signil-
\cant contribution to ALS and cancer. ldentification of non-16/18 genotypes as a pool should provide sufficient
information for Screening,



Clinical Commentary Gynecologic Oncology 136 (2015) 178-182

Use of primary high-risk human papillomavirus testing for cervical 0o
cancer screening: Interim clinical guidance“

Warner K. Huh ** Kevin A. Ault, David Chelmow €, Diane D. Davey Robert A. Goulart ¢, Francisco AR, Garcia'
Walter K. Kinney &, L. Stewart Massad " Edward] Mayeaux Debbie Saslow?, Mark Schiffman ',
Nicolas Wentzensen ', Herschel W. Lawson ' Mark H. Einstein ™

A negative hrHPV test provides greater reassurance of low CIN3 +
risk than a negative cytology result.

Based on limited dat_a, tl:igge of hrHPV-positive women using a
combination ofgenotyping for HPV 16 and 18 amd reflex cytology

for women positive for the 12 other hrHPV genotypes appears to
be a reasonable approach to managing hrHPV-positive women.
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Hr HPV Testi Klinik Kullanimi

» Hr HPV Triage (Yonetim)
» ASCUS, LGSIL, AGC

» Hr HPV Tarama
* Hr HPV + Pap test kombinasyonu

« Hr HPV Primer Tarama
« Sitoloji
« HPV 16-18 Genotiplemesi



ASCCP paa ed Consensus Guidelines FAQs

— What's New?

« Returning to ‘routine’ screening
« Managing women with discordant cotest results:
|- (HPV+ /Cytology - |
« HPV- /Cytology = ASC-US
« Extending adolescent (age <21) management guidelines to women < age 25

« Treating CIN1 on ECC as + ECC or CIN1?
« Managing women with unsatisfactory cytology and specimens missing endocervical or
transformation zone components

— How should I manage women with discordant cotesting results?

+ Use cotesting management recommendations only for women 230 years of age.
+ HPV+/Pap- women can be managed in two ways:
« Repeat cotesting in one year, with colposcopy if HPV+ or ASC-US+ (including
HPV-/ASC-US) and repeat cotesting in 3 years if cotest results are negative.
» Genotyping, with colposcopy if HPV16+ or18+ and repeat cotesting in 1 year if both HPV
16 and 18 are negative.



| Normal Cytology/HPV Positive \

Management of Women = Age 30, who are Cytology Negative, but HPV Positive

Cytology Negative = ASC HPV 16 or 18 Positive HPV 16 and 18 Negative
and or
HPV Negative HPV Positive \ ¥
¢ Repeat Cotesting

Colposcopy @ 1 year

Repeat Cotesting

@ 3 years l
Manage per Manage per
ASCCP Guideline ASCCP Guideline

© Copynght, 2013, American Society for Colposcopy and Cervical Pathology. All rights reserved. m



A model to evaluate the costs and clinical effectiveness|of human
papilloma virus screening compared with annual papanicolaou
CytOlOgy in Gern]any ‘European Journal of Obstetrics & Gynecology and Reproductive Biology 212 (2017) 132-139

Karl Ulrich Petry®*, Cordula Barth®, Jiirgen Wasem®, Anja Neumann®

Table 3
Cost analysis of different scenarios. Data shown are average annual costs (costs incurred over 10 years divided by 10) and expressed in millions of Euros (£). Sums may not

total precisely due to roundinﬁ.

Scenario 2 HPV+ followed by p16/Ki-67 dua Scenario 3 HPV 16/18 followed by | Bcenario 4 HPV [Pap

stained cytology colposcopy
Screening 146.9 932 94.5 93.4 110.0
Office visit 93.7 35.0 34.0 34.2 34.2
Pap cytology 51.5 1.0 <0.1 <0.1 18.8
HPWV 1.7 57.0 55.4 55.7 55.8
Reflex genotyping ] 0 0 0 ]

p16/Ki-67 dual- (0] 0.2 5.0 3.5 09
stained cytology

Diagnostic 16.0 11.0 139 16.6 13.4
Office visit 0.8 0.7 1.0 1.4 1.0
Colposcopy + biopsy 5.6 5.1 7.1 9.4 71
Surveillance 9.6 52 5.8 5.8 53

Treatment 14.0 12.7 12.5 126 129

CIN2 0
CIN3 3.7
Cervical cancer 10.2

Conclusion: Screening strategies including primary HPV testing for high-risk subtypes (HPV-16/18) in

conjunctionwith p16/Ki-67 dual-stained cytology can improve the detection of cervical cancer at alower
total annual cost than conventional Pap cytology screening.

o0 ]
4.2 39




Servikal Patolojiler ve Kolposkopi Dernegi

/ TURKISH S0OCIETY FOR CoOLPOSCOPY AND CERVICAL PATHOLOGY

Servikal Kanser Tarama Testinde, Servikal Sitoloji
Sonucu Normal Olarak Degerlendirilip

HPV 16 ve/veya 18 ile HPV 16-18 disi (Diger) Yiiksek
Riskli HPV Tipleri Tespit Edilen Hastalarin Kolposkopik
Biyopsi Sonuglarinin Karsilastiriimasi

Patients groups: Cytology(-), HR-HPV(+):677

HPV 16 and/or 18 (+) : 361
Other than HPV-HR 16-18 (other) (+) |: 316

- sy

e OV
TS



Gruplarin Karsilagtirilmasi

+ Servikal sitoloji sonucu normal olarak degerlendirilip
HPV 16-18 disi (diger) yiiksek riskli HPV tipleri

tespit edilen hastalarda kolposkopik degerlendirme

dikkate alinmasi gereken bir durum qibi goriinmekte

) P<0.001
>HSIL 85/361 18/316

(%23,5) (7%5,7)

Servikal 4/361 2/316 P=05
Kanser (701,1) (700,6)




Secondary Prevention of Cervical
Cancer: ASCO Resource-Stratified
Clinical Practice Guideline

© 2016 by American Society of Clinical Oncology
T his ASCO guidelimne reinforces selected recormn-
mendations offered im the ACS/IASCCOCRP/AASCER,

ASCCP, CCO, WHO, von Karsa et al, and Huh
et al® guidelines and acknowledges the effort

resource level (1e, basic, limited, enhanced, maximal

These guidelines were published between 2011
and 2015. Sixwere based completely orin part on
systematic reviews.” == The ui::leliﬂe has
the largest global constituency and makes recom-
mendations for resource-constrained areas. All

the other guidelines were developed In maximal
resource—level setings. Various types and levels of



Key Recommendations

| Primary Screening |

e Human papillomavirus (HPV) DNA testing is recommended in all resource settings.
* Visual inspection with acetic acid may be used in basic settings.
* The recommended age ranges and frequencies in each setting are as follows:

o Maximal: 25-65 years, every 5 years

o Enhanced: 30-65 years, if two consecutive negative tests at 5-years intervals, then every
10 years

o Limited: 30-49 years, every 10 years

o Basic: 30-49 years, one to three times per lifetime

In basic settings without current mass screening, infrastructure for HPV testing, diagnosis, and freatment
should be developed.

|£xftfng Screening |

* Maximal and enhanced: = 65 years with consistently negative results during past = 15 years

* [imited and basic: = 49 years, resource-dependent; see specific recommendations



| Triage |

* |n basic settings, visual assessment for treatment may be used after positive HPV DNA testing
results.

o |f visual inspection with acetic acid was used as primary screening with abnormal results,
women should receive treatment.

* For other settings, HPV genotyping and/or cytology may be used.

| Atter Triage |

* Women with negative triage results should receive follow-up in 12 months.

* |n basic settings, women should be treated if there are abnormal or positive triage results.

¢ [nlimited settings, women with abnormal results fromtriage should receive colposcopy, if available,
or visual assessment for treatment, if colposcopy Is not available.

¢ |n maximal and enhanced settings, women with abnormal or positive results from triage should
receive colposcopy.



X

<, HPV Bazli Tarama Programi

KL

“Yeni Tarama Algoritmi — 30-64 Yas Kadinlar”

Normal Sitoloji Anormal Sitoloji Normal 3 AY Sonra
5-Yilda Bir Tarama Test Tekr‘arl
Kadin Hastahklan ve HPV HPV
Dogum Uzmanina Sevk E 16-18 (+) 16-18 Disi (+)
1 Yil Sonra
Test Tekrar
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