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* O TpaxnAog eltval 1o AeTttOTEeQO & KATWTEQO TUT|HA TG UT)TOAS TO OTIOL0
TeoBaAAel otovg O0Aovg Tov kOATIOVL. EXeL tvopvwdn ovotaoT), pe 3ek.
unrog & 2.5¢ex. dapeto mepimov. Exelt KLAVOQIKO oxNUa, oL OpwWs aAAalel

OTNV €YKLVHOoUVN & HETA TNV EUUNVOTIAVON.

* To oxnua tov TpaxnAikov otouiov MOKIAAeL LTV ATOKO Yuvalka eltvat
ouvnOwg HkEOo & KUKAWKO. Meta tnv eykvpooLvvn Hotalet pe oXopn. Xtnv

EUHUNVOTILOT HTIOREL VA €Lval TOOO OTEVO OO0 1M ALY U1 Kap@itoag.

* IIeQlmov TO MO0 ATIO TO CLVOALKO UTKOG TOL TEarXNAOL TEOPBAAAeL péoa

OTO AV TUTNUA TOL KOATIOU.

* O 1oaxnA0Gg dlxtEéX ETAL EMUNKWS ATIO TOV EVOOTPaXNAIKO owAnve, O

0Ttolog TIROG TOV LOOUO ovVEXICETAL OTNV EVOOUTTOLKT] KOLAOTNTA.
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* O evdorpaxnlog extetvetal anod tov .IoOUO (0w TTOULO) £WG TOV

eEWTEAXNAO Kal TteQUAaUPAVEL TOV EVOOTOAXTALKO CWAT)VA.

* KaAvmtetatr amo BAevvoekkQLTiko KUALVOQLKO eTtO1ALO TOL OTTOLOV
OL TITUXEG KAL OL E00XEC HETA 0TO VTIOOTEWHUA OXNUATICOUVV
oVvOeTovg adéveg kat kQUTTEG. OL dEVeg TOL vOOTEAXAOL
tapayovv BAEVva, 1 omola amtoteA el dDLAdQOMO KaL OO Yix ta
oTtEQUATOCWAQLA & VPLOTATAL OT|HAVTIKEG AAAXYES KATA TN

dLapKkelx TOL KUKAOU.

* O ewtpaxnAog extetvetal amod v adevomAakwdn CLVUPOAN
(squamocolumnar junction - SCJ) €wg tovg B0Aovg, & KaAUTTTETAL ATIO
OQMOVOELALTOT)TO U1 KEQATIVOTIOLOVUEVO TTOAVOTIRO TAAKwWOEG

ertlOnALo.
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Spinnbarkeit test



ITAAKQAHX METAIIAAXH

MeranAaocia ovopaletal 1 ddikacio oty omola évag mAnpwes

Olaxoporomuévog TOmog emONAIOV HETATPETET XL OE DL POPETIKO TUTIO
eruOnAiov. IIpoxkertal yia mTQOOAQUOOTIKT] AAAXYT) O0€ EVaV HAKQOXQOVLO

€0EOLOUO 1) OQHOVIKO £QEO0LOUA.

* Ot petanAaotikeg aAAayég etval Oewontikd avaoTéPLpeg.
MertanAaoia pmogel va ovpuPet & 0to Yyaotowko BAevvoyovo, TV

OVQEODOXO0 KVOTT), TOUS BEOYXOUG KATL

¢ XTOV T0AXNAO TG MNTEAS, OL LETATAACTIKESG AAAAYEG APOQOVV
HETATQOTIN TOL AdeVIKOU £TLOTNALOL TOL £VOOTQAXTAOL O MAAKWIES e

eoé0opa v ékBeorn oto 0&wvo pH tov kOATOUL.



* H mAaxkwdokvAwvdgkr) CevEn PolokeTal 0To oMUElo OTIOL TO

KUALWVOQWKO emONALO ovvavta To TAakwdeg, O£0T MOV TOWKIAEL:
Ipw tnv epnpfeia: cvvOWS 0TO £EW TEAXTNALKO OTOULO
Meta tnv eyxvuoovvn: cvvnOwg Peloketal otov eEWTEAXNAO
Meta v epunvonavon: ovvnOwg PolokeTal peca 0tov

evOOTQOXNALKO CWAT)VA

* H Coovn petanAaonc (TZ/transformation zone) me@QUAapBavet tnv
TEQLOXT] TWV HETATAACTIKQOV daAAxywV otov TeaxnAo & etval
eEaQeTkA eVTTAONC OTA KAEKLIVOYOVA. OL TeEQLOOOTEQES TEAXNALKES

veomAaoteg EEKLVOVV OTNV TEQLOXT] AVTH.
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HPV-LXETIZOMENEX TPAXHAIKEX ITPOKAPKINIKEX
AAAOIQXEIX

A@OQOVLV TIG dLATAQOXEC TNG DLAPOEOTIONONG TOL TTAAKWOOLG
aAA& & Tov adevikoL emlONAloOv, oL 0Ttoleg avageQovTav

naAaotepa & wg dvomAaoieg

Ye kuTtTapoloyixo emimedo, ogoAoyia SIL: LSIL & HSIL

Ye 1otodoyiko emimtedo, opoAoyia CIN: CIN1, CIN2, & CIN3 (Ca in

situ)
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EruBnAakec
duomhaoiec

MAakwdouc

gmOnAiou

CIN1
FAadpa R = l
duomhaoia

MetpLa
duormhaoila

AdevikoU
gmOnAiov

HG-cGIN
AlS

g ICIN 3=Cainsitu

Tolivounan mpoxopKIVIKMY GALoIMEEMY TPOYINAOD HUITPOC,

TlpoAnmntikn avaAyntikn Gepamnela o€ yuvatkoAoyilkouc acFeveic evoyel
OlayvwoTikN ¢ KoArtookortnong Metamtuyiakn Atatpln,
Appoditn Mouuouvpn, Tunua Qapuakeutikng Mav. MNMatpwv, 2016
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Transmission: genital skin-to-skin
contact

v

v

Transient
HPYV infection

v

Persistent
infection with
oncogenic HPV

- types

Y

Low grade lesions:

CIN 1/LSIL
(Episomal HPV,
koilocytotic atypia, mild
dysplasia, lesion extends
to less than 1/3 of the
epithelium, most lesions

regress)

P

High grade lesions:

CIN 2-3 / HSIL

(HPV integrates into the
genome, genomic
instability, moderate or
severe dysplasia, extension
to full thickness of the
epithebum, regression less
frequent than for CIN 1)

H. Trottier, E.L. Franco / Vaccine 2451 (2006) §1/4-51/15 C

Invasive cervical carcinoma
(disease extends beyond basement membrane and
invades connective tissue, metastatic spread to lymph

nodes and distant sites)

Cofactors .

Oral contraceptive
use, other
hormonal
influences

Parity

Other STls
Smoking
Nutrition

Host genetics :
polymorphisms in
HLA and other
genes

Viral genetics:

genotype,
molecular variants
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Natural History of HPV Infection

0-1 Year 0-5 Years 1-20 Years

AL AL AL
Y ' ~

y Continuing CIN Invasive
Infection —’o 2/3 ™= Cervical
e 3% Cancer

Initial progress

HPV to HSIL
Infection

43% & 32%
regress

3 paths...
*Regress
*Persist

‘Progress

Ostor AG. Natural history of cervical intraepithelial neoplasia: A critical review. Int ] Gynecol Pathol.

1993 e




Omikron
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TRENDS in Microbiology




HPYV Risk potential Common Less common genotypes

genotypes
HIGH (HR-HPV’s) 16,18,31,45 33,35,39,51,52,56,58,59,67,
68,69,70,73,82,86
INTERMEDIATE 26,53,66,68,73,82
LOW (LR-HPV’s) 6,11 32,40,42,43,44,54,55,61,62,64,71,7
2,74,81,83,84,87,89,90,91

* Eupévovoa Aoipwén ue HPV vynAov xivdvvov napovoiaCetal 6to 5-10% twv yvvaikwv
* Meta tnv nAixioe twv 30-35, n toxaice avevpeon Oetixov hr-HPV opeidetar kata 80%-85%

o€ avalwnvpwon nadaiotepns fAafng



v
g
y—
>
'I
<
&
-—
—
&
o
»
‘—
-
T
p »
| -
-—
-'

Months after diagnosis

Regression of low-grade squamous intra-epithelial lesions in young women

Anna-Barbara Moscicki, MD, Stephen Shiboski, PhD, Nancy K Hills, MA, Kimberly J Powell, NP, Naomi Jay, NP, Evelyn N
Hanson, NP, Susanna Miller, BA, Lisa K Canjura-Clayton, Sepidah Farhat, MS, Jeanette M Broering, MPH and Teresa M Darragh,

MD
o+ ?"J‘\ Aie
'v‘*ﬁ:\\p« N
S AR The Lancet

3 (November 2004)
ELSEVIER DOI: 10.1016/S0140-6736(04)17354-6




INIGOANOTHTEX & I[IOXOLTA EEEAIZEHY CIN
AAAOIQXEQN XE TPAXHAIKO KAPKINO

e To10-15% twv CIN1 aAAowoewv Oa mpoxweroet oe CIN2

e To50-70% twv CIN1 aAAowoewv vtoxweetl

e  Movo 1o 14% twv CIN1 aAAowwoewv mpoxwoa e CIN3

e  To30-80% twv CIN3 aAdowwoewv Oa eEeAxOel oe ToaxnAkod

KOQKLVO oV maQapelvel aBeQamevto
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HAxia: 19eTtov



B’ TENHX ITPOAHWH
TPAXHAIKOY KAPKINOY
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EmudnuoAoyka, 1 mpoAnyn duaxpivetal oe:

- Ilpwtoyevn mpoAnn omov epaguolovtatl HETEA & avOQWTIOVG
TIOL OEV VOOOULV HUE OKOTIO TNV ATTOPUYT] €VOG VOOT|UATOG 1] HLXG
KATAOTAONG

- AevTepoyevnc mpoAnyn Omov meQAaUPAVOVTAL XY VWOTIKES KAL
eTEUPATIKEG eVEQYELEG-TIAQEUPBATELS ATIOOKOTIWVTAG OTNV
eTUREAdLVON 1] TNV DLAKOTN €EEALENG LG VOOOU HETA TNV €YKALQT)

dLXYVWOT] TNG KATA TA QXK OTALX



Yo TANOuoUAKA TIQOYQA AT EAEYXOU TOV TOAXNALKOU
KaQKivov, vglotavtal 000 AAANAOCVUTIATIQOVUEVES TTQOOEYYIOELG:

- H mpwroyevig mpoAnyn puéow tov euoAlxcuon, wote va
TteoAN@Oel 1 HPV Aotpwin

- H devtepoyevns mpoAnyn péow tov toaxnAtkov screening, wote va
avixvevOel & va OepamevOet 0 TEQAXNALKOS TTOOKAQKIVOG TTQOTOU

Kataotel OmOnTKog



[TPOTOI'ENHX ITPOAHWH

AITOXH
[TPODOYAAKTIKA
HPV EMBOAIAXMOX



AEYTEPOI'ENHX
[ TPOAHWVH

CERVICAL SCREENING & TRIAGE

- KYTTAPOAOI'IA vs

HPV-LXETIZOMENOI
BIOAEIKTEX

- ORGANIZED vs
OPPORTUNISTIC PROGRAMS



. STAGES OF PROGRESSION !

Risk Factor *— Sexual Behaviour
PRIMARY PREVENTION J

l ~"wyaccination”

Cancer Precursor 0—! HPV Infection and CIN

I|—| SECONDARY FREUENHDI:I‘J

_ *-screening-""’ -
‘ Invasive Cancer |® Incidence Rate

l|—[ TERTIARY PREVENTION J

e freatmentsett

MEASURABLE OUTCOMES

| Death . Mortality Rate

Fig. 1. Schematic illustration of opportunities for cancer control interven-

tions are provided by the illustrated stages of progression on the left and
measurable outcomes on the right which apply to cervical cancer preven-
tion via HPV vaccination (primary), screening with Pap cytology and HPV
testing (secondary). and treatment (tertiary).

E.L. Franco et al. / Vaccine 2453 (2006) S3/171-S3/177 =



TEST PAP -1

* MeB0dog HalIKoU EAEYXOU Vit TNV EYKALOT AVIXVELOT)
TIOOKAQKLVIKWV KATAOTATEWV

* ATOTEAEL TNV TAQADOOLAKT) EKPOAOT) TNG
dOevteQOYeEVOUG MEOANYPN G Tov KTM

* KAaoouwog toomog Anng: Evoéotpaxnlog,
eSwtpaxnlog, OmicOiog koAmixog OoAog

* Ao 1o 2000: Katataén kata Bethesda (TBS)

* H madawx kAaoowr) katatagn kata [amavikoAaov
elval LOTOQLKTG TAEOV ONUACIAG
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Comparison of cytology classification systems
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TEST PAP -2

* JIIaxpayovteg ov emnEeAlOVV TNV ELKOVA TOV
eTixolopatocg (nAkia yvvaixag, Tomoc Zwvng

Metantwonc, tvxov pAeyuovéc)
* A&LOAOYNON TWV EMXQLOUATWYV

o KaBoplopog ovxvotntag emaveEETaonS Kol CLOTAOT)

TIEQALTEQW EAEYXOU



ITAPATONTEXZ KINAYNOY I'TA ITAGOAOI'IKO PAP

o e N o O & O D=

—_
S

TieoTYOUUEVO trBoAoY ko test Pap

LOTOQLKO Aotpwéng pe hr-HPV, edwa tovg 16 1) 18
EVaQEN 0eEOVAALKNG OEATTNELOTNTAG O€ Uik NAKIX
TIOAAQTIAOL / €@1)peQOL 0EEOVAALKOL CUVTQOYOL
oUvTEOPOG pe HPV

KATIVIOUO [ OLOLOEERQTITELS

LotoQko STD’s (xAapvdix-éomntac)

Aotlpwén ando HIV

XAUNAEG KOLVWVIKOOIKOVOULKESG OLVOT)KEG

KATIOLX AVTIOVAATTTTIKA, OIS TTQOYEOTAYOVIKA
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0Odds Ratio Odds Ratio

Study log[Odds Ratio]  SE Weight IV, Random, 9596 CI IV, Random, 95% CI

Andrae et al 2008 0.9243 00726 11.1% 03968 [03442,0.4575] -

Aristizabal et al. 1984 222966 03222  44%  0.1006[0.0535,0.1892] ———

Besmino etal 1936 04977 02744  54%  0.6079[03550,1.0409] —

Clarke etal 1979 -1.0032 0.1601 84%  03667[02679,0.5019] ——

Decker et al. 2009 -1.0189 00921  106%  03610[03014,0.4324) -

Hemindez-Avila et al 1998 09676 0.1579  85%  03800[02789,0.5178] —-

Hermero etal 1992 09163 0.1153  99%  0.4000[03191,0.5014] -

Hoffman etal 2003 1204 00734 11.1%  03000[02598,0.3464] -

Jim énez-Pérez etal 1999 -1204 0.1768 7.9% 03000[02121,0.4242] =

Makino et al 1995 -1.9661 03133  46%  0.1400[0.0758,02587] —

Nieminen et al 1999 (Orzanized)  -1.0217 01917  75%  03600[02472,0.5242) —

Nieminen et al. 1999 (Opportunistic) 03147 0.1992  73%  0.7300[0.4940,1.0787] ——

Talbott et al 1995 -1.1313 03882  34%  03226[0.1507,0.6904] —

Total (9595 CI) 100.0%  0.3490[0.2953, 0.4124] ¢

Heterogeneity: Tau®= 0.06; Chi* = 50.98, df = 12 (P < 0.00001); I*= 76% E:},ns 03 ! j' ml

Test for overall effect: Z= 1236 (P < 0.00001) FavoursEx posure FavoursNo Exposure
to Cytology to Cytology

FOREST PLOT THX EIIIAPAXHX TOY KYTTAPOAOITKOY SCREENING
LTHN EIIITQXH TOY AIHOHTIKOY TPAXHAIKOY KAPKINOY

Peirson et al. Systematic Reviews 2013, 2:35
38
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40 -

20 - 10

1 2 3 4 5 6 6+
Years from last normal smear

TpaxnAixog kapxivog otnv IoAavdia.

Lwpevtixn ovxvotnta (%) katomiv evog QPuoloAoyIkoD KUTTapPOAOYIKOV ETUXPIOURTOG
42 mepimtwoewy oradiov IA nAikiwv 20-34 ov drayvwoOnkav petadv 1989-2008.
Ta mpwta mepriotatika ue pikpodimONTIKO Kapkivo Eekivoay va 6VOOCWPEVOVTHL Héon
0T 3 MPW T €T1 UETH ATIO EVx PUOLOAOYIKO ETUXPIOUK

Cyvtopathology 2010, 21, 213-222



2002-2009

Cervical cancer actual cases
diagnosed

11096

Total costs for screening and
treatmentof cancer cases

US $157.5 million

2002-2009

Expected number of cervical cancer
cases in the absence of screening

19384

Expected costs of treatment of
cervical cancer cases

US $199.7 million

Cost savings during 2002-2009
US $42.2 million (21.2%)

Fig. 3. Projected cost savings following introduction of cervical cancer screening in 1995 in Taiwan.

L. Denny, W. Prendiville / International Journal of Gynecology and Obstetrics 131 (2015) 528-532
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AIAI'NQXH CIN

Yromtto Test Pap

l
KoAnmookonnon £ DNA HPV

!

KoAnmookomka Aappavouevn prohia
(ue AaPidax Proiag n ayxvAn diaOepuiag )

!
IotoAoywkn E&etaon

41



TEST PAP -3

Y& MeQLITWOoeELS TaboAoyikwv evonuatwyv to Test Pap

e Bite moémel va emavaAn@Oel (tovAaxiotov peta 3mo)

e Eite moémel va akoAovOnOet ao KoAmookdmnon kat

LOWG KOATTOOKOTIKA kKatevOLVOpEVEG [Bloieg

* Bite mpémel vae akoAovOnOet amo avixvevor) YeveTikov

LAWKOU tov HPV

e Elte mpemet va a&loAoynOovv aAdol HPV-oxetiCopevol

Blodeikteg («Moplaka scoring systems toaxr|Aov»)



- OLyvwoelg mTov ovoowEELTNKAV TTAVW OTNV BloAoyta kot
TNV QUOLKT loToplx TG TEaxNAKT)C HPV Aolpwéng &
KOQKLVOYEVEONG, HETAKLVNOOAV TNV OTOXEVOT TWV
TIOOYQAUMUATWYV TIOOATTG TOL TOAXNALKOU KAXQKLVOL 0TV

avixvevor Tov attioAoykov tov tapayovta (HPV)

- H aviyxvevon twv vovkAeikwv o&ewv tov HPV ue xoron
KALVIKX TTUOTOTIOUHEVWYV OOKLUAT LWV VTTIEQEXEL EV UEQEL AOYW
dLVATOTNTAS TIEWIHOTEQTS DLXYVWOT)G OTNV OYKOYEVETLKT)

AAANAOLX X CUYKQLTIKA e TNV OVUPATIKT] KUTTAQOAOYLA.
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AAAa mAeovektuata tov HPV testing megulappavouvv:

(i) YYymAotepn evalocOnoia kat avamaQaywyotnTa
(reproducibility) CUYKQLTIKA UE TNV KUTTAQOAOY I

(il) ALVATOTITA AVTOUATOTIOMOTG, KEVTOLKNG OLxXEQLOTG Kol
TIOLOTLKOV EAEYXOV, YIAX HEYAAO OYKO DELYUATWV

(iii) Emaokn aopalewx, axoun & oe oevagla oAU eMUUNKUUEV@V
HECODAOTNUATWY EAEYXOU KAL

(iv) Lvugpépovoeg owkovouies kAtpakag (cost-effectiveness)

OUYKQLTIKA UE TNV KLTTAQOAOYia, eav a&lomomnBovv ualkd



* H toéxovoa avtiAnym etvat 0tL mapoAo mov Tae HPV tests eivai

TMEPLOOOTEPO amtibBavo va actoxnoovy otny didkyvwon cofapov

TPXXNAIKOU TIPOKAPKIVOV, TPOKXAOVY TIEPIOOOTEPEG OKOTIEG

MAPATIOUTIES YLk KOATIOKOTIN)O1).

* Evtovtolg, éxovtag pukeoteon milbavotnta va etvat Pevdwg aQvnTiko,

&va apvntiko HPV test eivai tepiocotepo kaOnovxaoTiko Eva apvnTiKo

KUTTaPOAOYIKO TEOT, KATL TTOV HE TNV OELQAX TOV EAATTWVEL TUXOV

kaOvotepnoelg oV KATAAANAN avTIpETOTLOT).

Koliopoulos G, Nyaga VN, Santesso N, et al. Cochrane Database Syst Rev. 2017



HPV-LXETIZOMENOI BIOAEIKTEX

Me v xpnon Evaiwpnuatwy Yypag @aocng yivetalr epiktn n xpnon
avalvtwv avtouatoromuevneg dwyvwonc (BD Focal Point system,

BD Sure Path LBC, Thin Prep Imaging System, k.c.)
: HPV DNA
: mRNA (FLOW CYTOMETRY-NASBA)
: p16/Ki67 (“Dual stain”, 7t.x. CINTEC PLUS 1ng Roche)
- Aelxteg peOuvAiwong
. P53
. BD ProExC

49



Figure 1. Positive dual stain criteria. A, LSIL cytology, classic koilogyte.
B, LSIL cytology with positive dual stain showing red (Ki-67) nuclear

MH AIAGEXIIMH EIKONA / IPADHMA . ) s
staining and brown (p16) gytoplasmic staining in same cell. C, HSIL

NIGANA YNOKEIMENO cytology, dysplastic cells with high nuclear-to-cytoplasmic ratios. D,
HSIL cytology with positive dual stain showing red (Ki-67) nuclear
IE MINEYMATIKA BIKAINMATA staining and brown (p16) cytoplasmic staining in same cells. LSIL, low-

grade squamous intraepithelial lesion; HSIL, high-grade squamous
intraepithelial lesion.

Journal of Lower Genital Tract Disease, Volume 18, Number 1, 2014, 1-7
50



XPHXIMOTHTA ITPOXAIOPIXMOY DNA HPV

1. Ilowtoyevng Avixvevon (screening) CIN2/3

2. AwxAoyn (triage — reflex test) Twv oQlakax
ntaBoAoywkwv Pap (Ascus/Borderline) tov
AVTLTIQOOWTIEVLOLY 5-7% TOL CLVOAOUL TwV Pap

3. Test taonc (test of cure) petax amo Oepameia CIN

51



HPV BIOAEIKTEXZ

Aeixteg Tng mapovoiag  Avixvevon tov DNA tov Avayvawpion twv
TOU 10V HPV nAnOvouwv exeivwv mov

Elval o€ KivOvvo

AEIKTEG TNG EVEPYOTNTAG Avixvevon twv KaOopiopog tng
& 116 amoppvOuiong Tov nowrteivwv tov HPV,  cofapotntag tne fAdfng
100 UMIOKATACTATWV
oeiktwv, mRNA,

nEoTUMwV nebviAiwong

AEIKTEG IOV XQWHOOWUIKEG A&eikTEG TNG MPoodov Tov
avadeikvoovy Tig AVWUAALEG veOTTAXOUATOG
OUVETIELEG TNG EKPPAOTG

Twv yovidiwv tov HPV



Classificadon to HPVtests

I

Nucleic acids Signal amplification
hybridization assays assays
L Southem blot Cervista® HPV
— In situ hvbndization Hybnd Capture® 2
(ac2)

— Dot blot hybnidization

|

Nucleic acids
amplification assays

Microamray

— PapilloCheck®

— PCR*

— PCER-RFLP**

— Real-Time - PCE.
| Abboott Real-Time
— COBASE 4800 HPFV
— Genome sequencing
— CLARTHPVIE

— INNO-LiPAE

— The Linear ArravE
— Clinical Amrays& HPV
F— MCHAE*®**

— PreTect® Proofer

L APTIMA® HPV Assay

Table 1 Benefits and weaknesses of the molecular methods for HPV detection
Method Benefits Weaknesses
Nucleic acids Southern blot is gold standard for HPV genomic analysis Low sensitivity , time consuming, relatively large
hybridization assays Presence of HPV in association with morphology amounts of purified DNA

Southern blot and hybridization cannot use degraded DNA
Signal amplification Quantitative Licensed and patented technologies
assays FDA-approved test (hc2) Wasn't designed to genotyping individual

Lower false-positive rate
High sensitivity to genotyping

Nucleic acids Flexible technology (viral load and genotype)
amplification assays Very high sensitivity
Multiplex analysis

Lower amplification signals of some HPV genotypes
Contamination with previously amplified material can lead
to false positives

Abreu et al. Virology Journal 2012, 9:262



Early research Hybrid Cervista Cobas Aptima
on HPV Capture 1 HR and 4800 approved
testing to approved by 16/18 approved by FDA
stratify risk of FDA as an approved by FDA (ASC-US
women with adjunct test by FDA (ASC-US and
abnormal (ASC-US and cotesting
cytology Hybrid and cotesting claims)
Capture 2 cotesting claims)
ALTS trial approved claims)
launched to by FDA as
gfi”;v"’a'”e an adjunct I Cobas 4800
: test approved by
festing as an :
adjunct test : o (p_nmary
to Pap Hybrid Capture 2 screening
approved by FDA claim)
cytology for cotesting with
Pap SGO/
USPSTF | ASCCP
USPSTF ACS/ ACP/
CTFPHE ASCP/ ASCP/
Acsl ACOG ASCCP ACOG
v v v v Vv ovw ¥ v .
[ >
1990 1995 2000 2005 2010 2015

M. El-Zein et al. / Journal of Clinical Virology 76 (2016) S62-568

ALTS: ASCUS-LSIL Triage Study; FDA: Food and Drug Administration; ASC-US: atypical squamous cells of undetermined significance; CTFPHE:
Canadian Task Force for Periodic Health Examination; ACS: American Cancer Society; USPSTF: U.S. Preventive Services Task Force; ACOG:
American Congress of Obstetricians and Gynecologists; ASCP: American Society for Clinical Pathology; ASCCP: American Society for
Colposcopy and Cervical Pathology; SGO: Society of Gynecologic Oncology



FDA APPROVED ASSAYS

Instrument
(Manufacturer)

Hybrid Capture 2
High Risk HPV
DNA test
(Digene)

Cervista™ HPV
HR and
Genfind™ DNA
Extraction
(Hologic)

Cervista™ HPV
146/18 (Hologic)

Summary of the Test

Identifies genetic
DNA from HPV in
cervical cells

Identifies DNA from 14
high-risk genital HPV
types commonly
associated with
cervical cancer

Identifies HPV types
16 and 18 in cervical
samples

Test Principle

Uses a DNA-Probe-
Hybrid
immunoassay
technique and is
used combined
when a woman's
Pap test results are
mildly alznormal

Uses DNA-probe
technology

Uses specific
DNA-probe
technology and
may be usedin
combination or as
a follow-up to the
Cervista HPV HR
test

Intended Use

e Detection of
high-risk HPV
(HR-HPV)

e Follow up test
when a PAP smear
is mildly abnormal

e Determine a
patient's risk for
developing
cervical cancer

® Determine a
patient's risk for
developing
cervical cancer

® Used for women
age 30 and over or
any age with
borderline
cytology results to
determine the
need for
additional follow
up procedures

Instrument

(Manufacturer)

cobas® HPV test
(Roche
Molecular
Systems)

APTIMA® HPV
Assay
(Gen-Probe)

Summary of the Test

Used on the cobas®
4800 system to
identify DNA from 14
high-risk genital HPV
types commonly
associated with
cervical cancers.
Specific for HPV types
16 and 18 but also
identifies other
high-risk types.

Used with the Tigris
DTS system to identify
RNA from 14 high-risk
genital HPV types
commonly
associated with
cervical cancer.
Detects messenger
RNA from two HPV
viral oncogenes, Eé
and E7

Test Principle

Uses fluorescent
labeled DNA
probes

Uses RNA capture
and amplification
of HPV RNA

Intended Use

® Provides
information on a
patient’s risk for
developing
cervical cancer

e Forwomen age 30
or over or women
age 21 and older
with borderline
cellular results to
assess the need for
additional
follow-up and
diagnostic
procedures

e Determine a
patient's risk for
developing
cervical cancer

e Used for women
age 30 and over or
any age with
borderline
cytology results to
determine the
need for
additional follow
up procedures

www.labce.com




D : *What is the intended use of the biomarker?
I S C Ove ry sScreening? Triage? Diagnosis?
T | t - *|s there a systematic strategy to evaluate biomarker performance?
ra n S a I 0 n *How does the biomarker perform in the context of its intended use?
R I t *What are the regulatory requirements for the biomarker test?
e g U a 0 ry sWho is funding regulatory studies?
G - d I - *|s the test included in current guidelines?
u I e I n e S *Are new guidelines being developed, and by whom?
M k t - *Which test differences are relevant for the intended use?
a r e I n g *Which test differences are relevant for implementation?

- - *Is the test covered by insurance?
C | I n I Ca I U S e ¢|s the test accepted by women and providers?

FIGURE 2. Questions to consider when assessing each stage of biomarker development and implementation.

Journal of Lower Genital Tract Disease  Volume 20, Number 3, July 2016 o6



MH AIAGEIIMH EIKONA / IPADHMA
NIGANA YNOKEIMENO
IE NINEYMATIKA BIKAIOMATA

FIGURE 1. The long and winding road from biomarker discovery to clinical use.

Journal of Lower Genital Tract Disease  Volume 20, Number 3, July 2016
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HPV WO |\ THERLANDS
S SPEGIAL ISSUE

Today

THE DUTCH HEALTH COUNCIL HAS ADYISED THE MINISTEY
OF HEALTH TO INTRODUCE PRIMARY HPY TESTING IN
ITS POPULATION-BASED CERYICAL CANCER SCREENING
PROGRAM. THE MINISTRY 1S CONSIDERING & FORMAL
IMPLEMENTATION TEST

This advice & ased anthe loe body of
scisntific avidence that has accu mu lated
over more than2 5 yea s
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Incidence (%)

N W’ &

Age groups (years)

—&—— POBASCAM ——&-—~- NTCC

Enintwon Tov avixvevouevov ue 1o screening hrHPV
()¢ enintwon opiCetat to tooooTo Twv HPV-apvntikwy yvvairkwv otny apxi,
Tiov noav Betikéc otov devtepo yvpo screening. Ot hrHPV yovotvmot
nieptAaupavovy tovg 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, & 68

Cancer Epidemiol Biomarkers Prev; 24(1) January 2015 59



Cost of treatment (tprevention) in India in US ($)

UsS billions
18
» 2020-2050 2020-2050
14
12
= c
. S S
— —
Ll - —
? - e 0 c
c =) O o
& (o) e s o -
— —_— N Ty =
— — i i e
4 =
£ = 00
o \
2 - o (o)}
< Lm
a T T
Annual cost of screening Annual cost of 30 years cost of 30 year cost of treatment 30 year cost of
(all 35 year olds) vaceination (2l 12 year prevention + treatment +no prevention starting prevention + treatment
olds, total 14 millions) starting now now after 30 years of

prevention

Fig. 4. Cost of treatment (+ prevention) in India in US dollars.

L. Denny, W. Prendiville / International Journal of Gynecology and Obstetrics 131 (2015) 528-532
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KYPIA MYNHMATATIIA TON HPV -1

J O HPV etvat oAV kowvog, oxedov 0AeS oL Yuvaikes Oa tov

ATIOKTNOOVLV OTAV YIvouv oeEovaAika eveQYég (75-80% lifetime
risk)

J Ol teproooteeg yvvaikeg, oxedov 90%, Oa amtaAAaxBovv amo
tov HPV pe tnv evdoyevr) toug avooia

e Havevpeon Oeticov DNA HPV dev amtoteAel detktrn g
0eEOVAAIKTIG CUUTIEQLPOQAS, ATILOTIAGS, €(TE TOV XQOVOL TIOV
ouvvePN N Aotpwén

e BEva Oetwko test 0ev ovvemayetal OTL O TWELVOS CUVTQOPOG TNS
Yuvatkag NTav ATLOTOS

61



KYPIA MYNHMATATITIA TON HPV -2

‘Eva Oetucod test DNA HPV onuaivet Adolpwin kat OXI vooo

Aev Oepamevovue pla yvvaika v eva Oeticd HPV test otnv

artovoiax CIN

O toaxnAwog kapkivog Oa mpemel va Oewpeltat poe ToAv

OTIAVLIA ETUTAOKT] g TOAD ovX Vg Aolpuwéng
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OEPAIIEIA ITPOKAPKINQMATQAQN AAAOIQXEQN

e Xpnowomotovvtat uéBodot pe Paon v eEalpeon g
BAaPNc (excision) 1) TNV kataotEOP™M tNc (ablation)

* Baowod mAeovéktnua twv apalpetikwyv peBodwv eltvat OtL
TIAREXOLV TEUAXLO LOTOV YIX LOTOAOYIKT) e&étaoT). Etol
ovVNOwg dev dLaPeVYOLV TEQLTITWOELS ULKQOOINONTIKWY,

O ONTIKWV Kaekivwv, aAAa kot adevikr)g vooov (cGIN)
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OEPAIIEIA High Grade (CIN2 & CIN3)

e Kwvoedrc exktour) pe Laser

o LLETZ (Large Loop Excision of the Transformation Zone) =

LEEP (Loop Electrosurgical Excision Procedures)

e Kwvoeldng ektour pe paxalot

e YotepekToula HTTOQEL Va Moy atoTtomOel eacv
OLVLTIAQX EL AAAN TtaaOoAoYia (TTX LtvopLOHATA,
LT TO0QOAYLEG) EPOTOV £XeL aTOKAeloOEL pe Pt ATTO TIG

TIEOTYOLUEeVES LeBOdOULG N TtBavoTnTa OO OT™G
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KAPKINOX
TPAXHAOY MHTPAX



AITHOHTIKO Ca TPAXHAQOY

e AmoteAel onuavtikn attia Oavatov aykoopa & v 21 attia

Oavatov amo yvvaikoAoywo Ca

* H attwoAoyia tov dinOnrtikov Ca tov tToaxnAov kat twv
teaxNAkwv dvoTtAactwv (CIN) etvat kowvr), apov amoteAovv

KON e€eAKTIKT) dlxdkaola KATW Ao TV omola Peloketat o
HPV

H @puown mopeta tng HPV Aolpwéng, magaAAnAiCer oteva

EKELVNG TOL TEAXNALKOU KOQKIVOU
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Sub-Saharan Africa
Both sexes

Estimated 5-year prevalent cancer cases, adult population (total:1316228)

Breast 2679610
(22.6%)

Other: 401667
(30.5%)

Corpus uteri: 32265

(2.5%) / Prostate: 135859
Colorectum: 57297 (10.3%)
4.4%)
aposi sarcoma; 61765
(4.7%)

Fig. 2. Sub-Saharan Africa. Estimated cancer five-year prevalence proportions by major sites, in both sexes combined, 2012. Reproduced with permission from: Bray F, Ren JS, Masuyer E,
Ferlay J. Global estimates of cancer prevalence for 27 sites in the adult population in 2008. Int ] Cancer 2013;132(5):1133-45.
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Figure 4: Cervical cancer incidence in Greece compared to other cancers
in women of all ages
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LYXNOTHTA EM®ANIXHYE NEQN ITEPITITQYXEQN (EIIIIITQEH) TPAXHAIKOY KAPKINOY XYTHN

EAAAAA LYTKPITIKA ME AAAOYX KAPKINOYX LE I'YNAIKEX OAQN TQN HAIKIQN
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Figure 9: Cervical cancer mortality in Greece compared to other cancers
in women of all ages
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I2TOMNAGOAOQOIIA

o [MAakwdelc (70%-80%)
o Adsvikol (10%-15%)

AIATNQ2H

e Emokomnnon, apdixsipn yuvatkoAoyikn & opBokoAmikn e€€taon
e Teot MamavikoAdou

e KoAmookomnnon pe Blodia

o Kwvoeldng eKTOUA HE AVAGKOTINGCN TWV TTAAKLS lwV

e Bloyla svbotpayniov
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KINAYNOX I'TA TPAXHAIKO Ca

Xwols kapia dtegevvnon

Me CIN3/HSIL & eAAmn
nagakoAovOnon

Me CIN1 & xvttagoAoyikn
nagakoAovOnon

Meta ano Ogpaneia omolaxodnmnote
BaOuidag CIN

1: 100

1: 3

1: 500

1: 250

(R.R. EYTKPITIKA ME T'ENIKO
INAHOYEMO =5) I'lA 20-25 ETH
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MH AIAGEIIMH EIKONA / IPADHMA
NIGANA YNOKEIMENO
IE MINEYMATIKA BIKAINMATA

Human papillomavirus (HPV) detection by cancer site

JNCI ] Natl Cancer Inst, 2015, Vol. 107, No. 6
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KAINIKEX EKAHAQYXEIX Ca TPAXHAOY

* XTI MPOKAPKIVIKEG KATAOTAOELS 1] YUVALKX OTIAVLIX

TIAQOLOLALEL CVUTTTWUATOAOY X

e  Oapxouevog tpaxnAikog kapkivog, etvat ovvrOwg
ACVUTITWHATIKOG, YEYOVOG TTOL UTIOQEL VX £XEL WG OUVETIELX N
VOOOG Vot TIROXWETOEL XWOIS VA YIVEL AVTIATTITI VI ONUAVTIKO
XQOVIKO dLXOTIHA.

e Apyotepa n mMAelOVOTNTA TIQOOEQXETAL AOYW aAvVWUAAOL
TQAXNALKOV €TILXQLOUATOG, HAKQOOKOTIKA AVWHAATG ELKOVAG
TQAXNAOV, KOATIKT)G ALLOQQOLAG, HETATUVOVOLXKT]G
ALUOQOAY LS, AVENUEVTIS CUYKEVTEWOTS OVCOOHWV KOATIUKWV
LYQWYV, TOVOL OTNV TEQLOXT] TNG UNTOAG 1) OTX LTTOXOVOQLX,

dLOXEQELEG OTNV 0VENOT) (e 1 Xwpic atuatovpica)
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2TAAIOMNOIHZH

H Ztadiomoinon tou Ca tpaynAou mapoapevel KAwikn. To cuotnua tafivopnongc TNM tng
AJCC (American Joint Committee on Cancer) Baociletat otig idlec KAWIKEC TTAnpodopleg
otadlomoinong pe ekeivo tng FIGO. Ta Xelpoupylkd Kol LoTomaBoAoyika supnuata
Kataypadovtal w¢ TEAIKO TaBoAoyoavaTOULKO OTASL0 VOOOU, TTOU OHWC OEV TPEMEL va
TPOTIOMOLOUV To KALVLKO otadlo FIGO.



FIGO stage 2009 AJCC stage
0 Tis Kapkivoc in situ & evdoemOnALakog Kapkivog
I Kapkivoc auotnpd MePLOPLOLLEVOC OTOV TpaxnAo
IA Tla ANBNTIKOC Kapkivog Tou avayvwplletal povo
ILKPOOKOTILKG: OAOL Ol LOKPOCKOTILKOL OYKOL, OKOLN
Kal pe emudavelakn) enektaon elval Xtadiov IB. H
dOnon meploplleTal oTnV PETPOUEVN
OTPWHATIKY dLBnon pe peywoto paboc Ta Smm Kal
EKTOLOT) T 7mm
IA1 T1al MeTpOUUEVN OTPWUATLKA S BNon oYL HEYOAUTEPN
MIKPOAIHOHTIKO amo 3mm o€ BaBoc KL PEYLOTNC EKTAONC 7mm
IA2 T1a2 MeTpoUpevn oTpwpatiky 6u0non peyaAltepn amo
3mm aMa oL peyadUTeEpN amo 5mm o BaBoc kot
LEYLOTNC EKTACNC 7mm
IB Tib KAWvikeC PAGPEC MEPLOPLOPEVEC OTOV TPAXNAO, 1)
npokALVIKEC PAaPec peyalUTepeg amo ekeiveg TOU
Ytadiov IA
IB1 Tib1 KAwvikec PAGPec peyebouc £wc 4cm
IB2 Tib2 KAwikec PAapec peyeBoucg advw Twv 4cm
I O KOpPKIvOC EMEKTEIVETAL EKTOC TpaynAou ahha bev
dunNBel Ta MUEAIKA TOLYW AT — EMEKTACT OTOV
KOATIO aAAQ O)L OTO KATWTIEPO TPLTNHOPLO
A1 T2a Ewc 4cm ot peyotn dlapetpo, ywpic SuBnon twv

napapnTplwy
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A2

T2a

Avw Twv 4cm oTn PEYLOTN SLAPETPO, Ywpic drBnan
TWV TapapnTpiwv

e

T2b

Me d1Bnon Twv napapnTplwy

O KapKivoC EMEKTEIVETOL OTA TIUEALKQ TOLY W LLOTAL:
OTNV EEETAON amo To 0pBo dev vTapyeL Soun)
eAEVBEPN VOOOU PETAED OYKOU KOl TIVEALKWV

TOLYWHATWY — EMEKTAON OTO KATWTIEPO TPLTHLOPLO
TOU KOATIOU — OAEC OL TIEPUTTWOELC JIE
vdpovedpwaon 1) KN Aettovpyouvia vedppo
nepikAelovtal edw ekToc av amodidovta oe arAn
atLtio

A

T3a

XwpIC EMEKTAOT OTC TIVEALKA TOLYWHOTO CAN
d1Bnon Tou KATWTEpOU TPLTNLOoPlou TOU KOATIOU

1B

T1, T2, T3a, T3b
N1

Emextaon ota MueKd Toywpata 1 vdpovedpwon
1 1N AELTOU pYIKOC VEDPOC

O kapkivog £xel emekTaBel eKTOC TNC atAnBouc
nmuelou 1 epdavilel KAVIKN driBnon Tou
BAevvoyovou Tne KUOTNC ) Tou opBou

IVA

T4
omolodimote N

Emektaon Tne d1BnonC o8 YELTOVIKA Opyava

IVB

omotodnmote T

omolodnmote N
M1

Emexktaan e du8nong o€ amopakpuopeva
opyava
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MH AIAGEIIMH EIKONA / IPADHMA
NIGANA YNOKEIMENO
IE NINEYMATIKA BIKAIOMATA

EIIOIITIKH EIKONA

LTAAIOQON TPAXHAIKOY
KAPKINOY
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MH AIAGEIIMH EIKONA / IPADHMA
NIGANA YNOKEIMENO
IE MINEYMATIKA BIKAINMATA
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EPIAXTHPIAKOLX & ITAPAKAINIKOX
EAEI'XOX LE Ca TPAXHAOY

Test Pap, KoAmtookomnor), Bioieg
AuatoAoyukes/Bloxnuikég e€eTATELS
Kapkwvikot detkteg

AxTtivoyoapia Owoakog
Aovikn/MayvnTikr topoyoa@ia
EvoopAéBia ITveAoypapia

Kvoteookonmnon/Opbookdmnon
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OEPAIIEIA Ca TPAXHAQOY

1.  XepovEyiKr aVITIHETWTILOT)
2. AxtwvoOepaTtela
3. Xnuewbepamela (& Neoadjuvant)

4. YXvvdvaouog [2] & [3] (Chemoradiation)
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EZEATOMIKEYMENH NPQTOTENHZ ANA 2TAAIO ANTIMETQMNIZH

1Al

Kwvoeldr)¢ ektopn emi uylwv oplwv POV ETIL ACUUTTANPWTNC OLKOYEVELUC
OMkn voTepeKTOpia (KotALtak/koAmikn/Aanapookoriki)

A2

Pk TpaynAektopia (kotAtakr) 1 koAmikr) e AAMapOCOKOTILKI) TIVEALKT)
Aepdadevektopia (g EMAEYUEVES TEQIMTWOELS [UE AOUUTTAN PWTN
OLKOYEVELX)

OMkn voTepekTOpia Kat ek AepdadevekTopia

Pk voTepekTopr) TUTOU Il pe muehikn Aepdadevektoun (+ mapaopTiki]
Aeppadevektoun)

IB1

Pk votepektopn tumou I f Il pe muehikn Aeppadevektopn (+
apaoptikn Aep@adevekToun)

EEwtepwkn aktivoBepameia + Bpayxubepaneia

TuvduaopEevn XNUELW -akTwvoBepanela (eéwTepikn akTivodepaneia &
Bpayulepaneia pe TauToypovn yopriynan cisplatin) + oAKr UOTEPEKTOLN

IB2

PL{Lkr) votepekTopn Tumou I pe muehikn & mapaoptikr) AepdadeveKTON)
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E€wteplkr) aktwvoBepaneia + PpayuBepaneia

TUVOUQOPEVN XNUELD -akTwvoBepaneia (eéwTepikn aktvodepansia &
Bpayudeparneia pe Tavtoypovn yopriynon cisplatin) + oAk} VOTEPEKTOWN
(Zuvduaaopevn e€wtepikn aktvoBepaneia pe BloAoyikoU Mapayoviec)

A

Pk votepektopr) Tomou NI pe mueAikr) & mapaoptikn AepdadevekTopr)
YJuvduaopevn xnUeLo -aktivoBepaneia (eéwtepikn aktivodepaneioa &
Bpayvepaneia e tautoypovn yoprynon cisplatin)

MpoeyxelpnTikr aktvoBepameia + Pk vOTEPEKTON TUTTOU Il pe TIVEALKN)
& mapaoptikn AepdadevekTopn)

(Zuvduaapevn e€wTeplkn aktvoBepamneia e BloloyikoUC TapayovTeg)

1B, A,
B, IVA,
IVB

Juvduaopevn XNUELD -akTwvoBepaneia (eéwTepikn aktivodepancia &
Bpayviepancia ue tavtoypovn yopriynon cisplatin)

(Zuvduaopevn e€wTepkr) akTvoBepameia e BLOAOYLIKOUC TOPAYOVTEC EKTOC
amo IVB)
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EEATOMIKEYMENH EMIKOYPIKH NMPOQTONENHZ METEMXEIPHTIKH OEPAMNEIA

o JUMUMANPWHUATLKN akTivoBepaneia muehov (eEwtepikn & Ppayubepaneia), mBava os
oUVOUQOO e Bepameld EKTETAUEVWY TESIWVY CLOPTHC.
e Juvbuaopevn XNUELO -akTvoBepaneia (eéwTepikn akTtivodepancia & BpayvFepancia pe

Tautoypovn xopriynan cisplatin)
H evdelen ylua emkouvplkr) mpwrtoyevr) Bepameia Ba tebel amo 1o Oykohoylko Zuppoulilo

adov cuvaflohoynBouv to performance status, n nAkia ¢ aoBevouic, kaBwc Kol Tuxov
duapevelc mpoyvwoTikol mapayovtec (Betikol muehikol Aepdadeveg, BeTIKA XELPOUPYLKA
opla, oykwdouc vooog, mrwyn Owadopornoinon, PaBo¢ oTpwpaTIKC SRBNONC, KOKOC
LoTOAOYLKOC UTIOTUTIOC, LVSI)

84



ENANEAEMXOI/NAPAKOANOYOHZIH AZOENQN META NPQTOTENH ©EPAMEIA

o  Ava 3-4 pfvec yuo Ta 2 IPpWTA £1N
e Avd 6UNVO yLO TA ETIOUEVA 3 €T

e Katomw, etrola

0O eAeyyo¢ auviotatal O&:
e KAwikn g€etaon, kuttapoloyia kohopwpatoc,
e [evikn eéetaon aiparoc, tumor markers, BLoXnNLKOC EAEyX0C NITATIKIC KL VEDPLKIC

AelToupyiag
e (T scan avw KoL KATW KoLALaC
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EEATOMIKEYMENH ANTIMETQMNIZH YIOTPONQN NOZOY

o Etwtepwkn aktvoBeparneia kal Ppayubepamneia mbava cuvduaopevn e
QKTLVOBEpATELN EKTETAUEVWV QOPTLKWV TESLWV

e JuvOUQOPEVN XNUELO-aKTIVOBEpameia

¢ XnuewoBepaneia pe Paon tnv miativa

o [luehikn e€eviepwon (meplhapPavetal n ovpodoyocg kuotn & to opBooiyposldec)

¢ [lapnyopnTLKN/CUUMTWHATIK aywyn
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ITENTAETHX EIIIBIQXH Ca TPAXHAQOY

| 80%
II 60%
I11 30%

IV 10%
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Ca TPAXHAOY XTHN KYHXH 1

: To 1-3% twv yvvawkwv pe KTM kvo@oovv 1) etvat Aexwideg kata
1] OTLY N TGS DXy VWwong

: H xvttagoAoywkn) e€etaot kata IamavikoAdaov
OUUTEQUAOUBAVETAL LETALD TWV EEETATEWV TIQOYEVVNTIKOU

eA€yxOL povTivag

- H dtxyvwotikr) axpifewx tov Iam etvatr duvatov va emnoeaoctel
OTNV KU1 O0T), aQeVOg A0Yw akataAANAov delypatog & teXvikwv
OLOKOALWV 0T ATYn TOoL TEAXNALKOV ETILXQLOUATOS, APETEQOV
eCartiag OaETOEWWV PLOLOAOYIKWV HETABOAWV TTOV

TIXQATNEOVVTAL O& KUTTAQLKO €TITTED0 A0y KUNOTG
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Ca TPAXHAOY XTHN KYHXH 2

- H xoAmookonnon etvat i armtoAvtwsg ao@aAr)c péBodog
eEETAONG, IOV TIEETEL VA £PAQUOCETAL O OTIOLOONTIOTE
HALEVTIKO TTEQLOTATIKO Ue TaaOoAOY KN TOAXTALKN

KLTTAQOAOY I, aveEAQTNTWS TOLUTVOL KUT|OT|G

- H paxQookomikn eiova Tov T1oaxnAov otnyv eykopova

dxpépeL onuavtika (oidnua & Oaptoctdeic arldayéc)
: H xinon dev emtayvvel v emdelvwon toaxnAtkwy BAaBav
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Ca TPAXHAOY XTHN KYHXH 3

: Movo 10 3,7% TV eyKOWV YUVALKW®V HE EVETHATA ATIO TNV
KLTTAQOAOYIKN e&etaot kata [lamavikoAdov cvpPata pe
ASCUS 1 LSIL, mapovoialav teAka vipnAoBadueg BAxPeg

- H vrtoxwenon twv toaxnAkwv BAaBwv kot TNV 1eQLodOo NS
Aoxelag amoteAel AQKETA OLXVO YEYOVOG

: 2T0X0G TG KOATTOOKOTNONG otnV Kunor) etvatl ITPOTIX T o
ATIOKAELOHMOG KATIOWXG dNONTIKNC PAAPTS AAAGX KaL 1) aTtopuyn

TEQLTTWV Depamevtikwy maQepuPacewv
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OEPATMNEIA CA TPAXHAQY 2THN KYHZH

e Hemoyn tnc PeAtiotnc Beparmelac akoAoUBEeL TIC LOLEC UPXEC OTIWC TE LN EYKUOUC

e Je eykUouc pe HK<16wks guviotdatal apeon Bepanela

e e eykUOUC [E VOOO apXlkou otadiov (FIGO IA1, IA2, IB) dlayvwopevn oe HK>16wks n
Bepameia pmopel va kaBuoTeprOEL PEXPL TNV EMITEVEN TIVEULOVLKIG WPLLOTNTAC

e Je gykUoOUC LE Tpoxwpnuevn vooo (= FIGO 1B2) dwayvwopevn oe HK>16wks ol
anodacelc yia tuyov kabBuotepnon g Bepaneiac Pacifovral otnv emakplPpn nAkia
KUNONC TNV OTLYUN T SLéyvwanc
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