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HPV TECT KAO MPUMAPHU TECT CKPUHUHTA Y MPEBEHLWIU
LEPBUKAJIHOI KAPLUMHOMA Y PEMYBJIMLIA XPBATCKOJ
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CaxeTak

CasHame fa je nep3ncTeHTHa MHekumja XymaHum nanunoma BMpycoMm
(HPV) HeonxogHu y3pok kapuuHoma rpnvha matepulie foBena je Ao npo-
MeHa y cTpaTtervjama npeBeHuumje n paHe AeTekumje OBOr paka Koje nMajy
3a UWrb HEroBO VCKopenvBakse. MNprmapHa npeBeHLmnja ynotpebom Bak-
umHa koje crnipeyvaajy HPV nHdekunjy cnposoam ce og 2006. roavHe, Aok
je cekyHgoapHa npeBeHuuja paka rpnvha martepuue 3HaTHO noborbluaHa
yBoheweMm HPV Tecta, 6uno kao jeguHe meTode NpvMapHOr CKPUHMHIa
nnu y kombuHaumju c MNana Tectom. CKPUHWHF 3acHoBaH Ha lNMana Tecty
610 je HeCyMHUBO ycnellaH y CMakery UHUMAEHUE U MopTanuteTa y
npoLuriom Beky. Y HOBWje Bpeme [OLUSO je A0 NMOCTENEeHUX npoMeHa y
ynotpebu HPV TecTa, oa weroBe ynotpebe kao pedniekcHor Tecta HakoH
aetekuuje brnarnx uMToNoLWKMx abHOPManHOCTU, NPeKo KoTecTupara, 4o
ynotpebe HPV TecTa kao jeamHor Tecta y npumMapHOM CKPUHWUHTY 3axBa-
byjyhn gokasmma npukynmbeHuM ynotpebom Benukux, paHAoMU30BaHNX
ucTpaxusana 1 metaaHanuaa. MNpegHoctu ynotpebe HPV Tecta y ogHo-
cy Ha [MNana TecT ykIby4yjy BULLY OCETIBMBOCT Y OTKpMBaHY NPEeManurHmnx
nesuja, BULLY HeraTMBHY NPeAnKTUBHY BPeAHOCT TeCcTupama u 6esbeaHo
npoay>xerwe BpEMEHCKOr MHTepBana uamehy ckpuHuHra. Minak, ysohere
HPV TecTta kao npvMapHOr Tecta CKPMHWHra Huje Tako jeAHOCTaBHO U
3axTeBa CTPOry KOHTPOMy KBanuteTa TecTupawa v paspaheHe cmepHu-
Lie kako 6w ce ocurypana onTMmanHa cTpartervja v cnpeuvno AoAaTHO
onTepehere 30paBCTBEHOr cucTema. Y OBOM nperneay npvkasaH je Ha-
LMOHanHM nporpam CKpUHWHra LepBuKanHor kapuvHoma y Peny6nvum
XpBaTtckoj, npobnemu koju cy oHemoryhunu 3anoumrbare NUnoT npojex-
Ta y jeiHoj XxpBaTckoj XynaHuju ogabpaHoj 3a yBohewe HPV Tecta kao
TecTa NPUMapHOTr CKPUHWHIA y MPEeBEHLM|U LepBUKanHor KapLuHoma,
Kao 1 3agaum Koju NpeacToje y HapeaHoOM nepuody kako 6u ce ocury-
pano HecmeTaHo crnpoBohere NUMOT npojekTa n uMmnnemeHtnpao HPV
TECT Kao NpMMapHU TEeCT CKpMHUHra y XpBaTckoj. Ha ocHoBy pesynrtata
NMNOT NpOjeKTa HEONXOAHO je MPeuM3HO AeduHucaT: CTapocT Yy Kojoj
Tpeba 3ano4yeTn 1 y Kojoj ce 3aycTaBrba NpumMapHo TecTupamwe Ha HPV
y mporpamMmy CKpWHWHra Ha pak rpnuha maTtepuue, uHTepsan nperneia
HakoH HeraTuBHor npumapHor HPV TecTa, garbe nocTynke ca xeHama ¢
no3nTMBHMM NpumapHum HPV Tectom, nocTtynke cnpoBohera pedek-
CHOT LIMTOSOLLKOr TeCTMpaka 1 farbe nocTynamwe ca NaunjeHTKNHOM Y
cknagy ¢ TMM Hanasom, MoryhHOCTV 1 onpaBaaHocT yBofera caMoy3op-
KoBaH-a y CKIony nporpama CKpUMHUHIa Ha kapuumHoMm rprnvha matepuue
6a3vpaHor Ha HPV TecTy ka0 NpUMapHOM TECTY CKPUHWHIA, N KOHaYHO
BPCTY HajnorogHujer HPV Tecta 3a npumapHu CKpUHUHE Y XpBaTCKoj.

Krby4yHe peun: nporpam CKpvHUHra paka rpnvha matepu-
Le, NpMMapHN TecT ckpuHuHra, HPV TecT, cmepHuue
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Abstract

The knowledge that persistent infection with the human papillomavirus
(HPV) is a necessary cause of cervical cancer has led to changes in
strategies for the prevention and early detection of this cancer, with aim
to eradicate it. Primary prevention through the use of vaccines that pre-
vent HPV infection has been implemented since 2006, while secondary
prevention of cervical cancer has been significantly improved by the intro-
duction of the HPV test, either as the only method of primary screening or
in combination with the Pap test. Screening based on the Pap smear has
been unquestionably successful in reducing incidence and mortality in the
last century. More recently, there have been gradual changes in the use of
the HPV test, from its use as a reflex test after the detection of mild cyto-
logical abnormalities, through co-testing, to the use of the HPV test as the
only test in primary screening thanks to the evidence gathered from the
use of large, randomized research and meta-analysis. The advantages of
using the HPV test over the Pap test include a higher sensitivity in detect-
ing premalignant lesions, a higher negative predictive value of the test,
and a safe extension of the time interval between screenings. However,
the introduction of the HPV test as a primary screening test is not so sim-
ple and requires strict testing quality control and elaborate guidelines to
ensure an optimal strategy and prevent additional burden on the health-
care system. This review presents the national cervical cancer screening
program in the Republic of Croatia, the problems that prevented the start
of a pilot project in one Croatian county selected for the introduction of
the HPV test as a primary screening test in the prevention of cervical car-
cinoma, and the tasks ahead in the next period which would ensure the
smooth implementation of the pilot project and implement the HPV test
as the primary screening test in Croatia. Based on the results of the pilot
project, it is necessary to precisely define: the age at which primary HPV
testing should start and stop in the cervical cancer screening program,
the examination interval after a negative primary HPV test, further proce-
dures with women with a positive primary HPV test, the procedures for
conducting reflex cytological testing and further treatment of the patient in
accordance with the findings, the possibilities and justification of introduc-
ing self-sampling as part of the cervical cancer screening program based
on the HPV test as the primary screening test, and finally the type of HPV
test that is most suitable for the primary screening in Croatia.

Key words: cervical cancer screening program, primary
screening test, HPV test, guideline
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YBop,

Cse Behu 6poj 3emarba 6vpa HPV TecT 3a npumapHu
TECT CKPUHUHra uepBuKanHor kapumHoMma. OCHOBHU Unib
CKPVHWHIa je MpaBOBPEMEHO OTKpMBaH-e NpeKkaHLepo3HnX
nesuja Ha rpnuhy martepuue Kao n nosehaHor pusumka 3a
HacTaHaK KapLuMHOMa, a CKPUHUHI 3acHoBaH Ha HPV Te-
CTUpary Ce, Y OAHOCY Ha CKPUHWUHI 6asnpaH Ha LMToOMOop-
donoruju (Mana Tecty unun HoBujemM noborbluaky — TECTY
TeuHe uyuTonoruje, eHrn. liquid based citology, LBC), noka-
330 YYMHKOBUTMUM Y MOCTM3aky CMakbera MHUMAEHLUE U
mopTanuteta [1-4]. Krby4dHo je, mehyTum, ogabpatu 3a Ty
cBpxy npuknagaH HPV tect n 06e36eantn KBanuTeT cnpo-
BONEeHa CKPMHUHI Nporpama kako 6u yBohewe HPV Tecta
ymecTo Nana Tecta pesyntoBasno He CaMO CMaHeHEM UH-
ungeHue n mopTanuTeTa KapuuMHoma LepBuKca, Hero ce
1 nokasano MHaHCKCKN NPUXBAT/bUBUM U paLMOHaIHUM
MPUCTYNOM Y MPEBEHLMjM OBOr y MOTMYHOCTU MpeBeHTa-
BGunHor kapumnHoma.

Y oBOM nperneny yKpaTKo je npukasaH HaumoHarHu npo-
rpaM CKpUHWHra uepBUKanHor kapuuHoma y Peny6nuum
Xpsatckoj (PX), npobnemn koju cy oHemoryhumnm 3ano-
Ynkbatbe MUITOT MpOojeKTa Y jeAHO] XPBATCKOj XymnaHuju
opabpaHoj 3a yBohewe HPV Tecta kao Tecta npumapHor
CKPVHWHIa y NpeBeHuuj LepBuKanHor KapunuHoma, Kao u
3ajaum Koju NpeacrToje y HapegHoOM nepuody kako 6u ce
06e3beanno HecmeTaHO cnpoBohene MUIOT MpojekTa u
nMnnemeHTpao HPV TecT kao npMmapHu TECT CKPUHMHIa
y XpBarckoj.

Ennpemunonoruja kapunHoma LepBUKca U HauMOHanHu
nporpam CKpuHuHra y XpBaTckKoj

Y nocrnegwmnx HEKoNuMKo AeleHuja ce 6poj obonenux of
ManurHux Heonnasmu rpnuha matepuvue/paka rpnvha ma-
Tepuue y pasBujeHUM 3emMrbama, fna Tako u y XpBaTckoj,
cMamyje. Minak, uepBukanHu KapLmnHOM je joLl yBEK Y CBETY
penaTuBHO YecTa U CMPTOHOCHA DONECT Y XXeHCKoj nonyna-
umjun, ca 570.000 HoBoobonenux n suwe og 311.000 ymp-
nunx eHa rogunwnse. Npema npoueHama GLOBOCAN-a 3a
2020. rognHy LepBUKarHn pak je Ha BMCOKOM YeTBPTOM
MECTY MO y4eCTanoCTu 1 CMPTHOCTU KOA XeHa LUMPOM CBe-
Ta [5]. MHumMaeHua n nocebHO CMPTHOCT of oBe Gornectn
OUTHO ce pasnukyje namehy pasBujeHMx 3emarba C BULLUM
npvxoguma 1 BULLUM COLIMOEKOHOMCKUM CTaTyCOM Y OOHO-
CY Ha 3eMIbe HWKUX MPUXo4a MU HUXKEr COLMOEKOHOMCKOT
ctatyca. Hajsehu ygeo HoBux crniyyajeBa (70%) n cmptu
(85%) 3abenexeH je y 3eMrbama HUCKOT UIn cpeaHer cTe-
neHa pasgoja [5, 6].

XpBaTtcka kao unaHuua Esponcke yHuje (EY) npunaga rpy-
MM 3emarba C HWKOM MHUMAEHLOM 1M CMpTHOLWRY oA uep-

Introduction

An increasing number of countries are choosing the HPV
test as the primary screening test for cervical cancer. The
basic goal of screening is the timely detection of precan-
cerous lesions on the cervix and the increased risk of can-
cer, and screening based on HPV testing, compared to
screening based on cytomorphology (Pap test or a more
recent improvement - the liquid based cytology, LBC test),
has proven to be more effective in reducing incidence and
mortality [1-4]. However, it is crucial to choose an appro-
priate HPV test for this purpose and to ensure the quality
of the implementation of the screening program so that the
introduction of the HPV test instead of the Pap test not
only results in a reduction in the incidence and mortality of
cervical cancer, but also proves to be a financially accept-
able and rational approach to the prevention of this fully
preventable cancer.

This review briefly presents the national cervical cancer
screening program in the Republic of Croatia (croat. Re-
publika Hrvatska, RH), the problems that prevented the
start of a pilot project in one Croatian county selected for
the introduction of the HPV test as a primary screening test
in the prevention of cervical cancer, and the tasks ahead
in the next period in order to ensure the smooth implemen-
tation of the pilot project and the HPV test as the primary
screening test in Croatia.

Cervical cancer epidemiology and national screening
program in Croatia

In the last few decades, the number of patients with malig-
nant neoplasm of the cervix/cervical cancer in developed
countries, including in Croatia, has been decreasing. How-
ever, cervical cancer is still a relatively common and deadly
disease in the female population worldwide, with 570,000
newly diagnosed cases and more than 311,000 female
deaths per year. According to GLOBOCAN estimates for
the year 2020, it ranks fourth in frequency and mortality
among women worldwide [5]. The incidence and especially
mortality from this disease differ significantly between de-
veloped countries with higher income and higher socioeco-
nomic status compared to countries with lower income and
lower socioeconomic status. The highest proportion of new
cases (70%) and deaths (85%) were recorded in countries
with a low or medium level of development. [5, 6].

As a member of the European Union (EU), Croatia belongs
to the group of countries with lower incidence and mortality
from cervical cancer. According to the data from the can-
cer registry of the Croatian Institute of Public Health (croat.
Hrvatski zavod za javno zdravstvo, HZJZ), in Croatia, an
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BMKanHor kapumnHoma. lNpema nogaumma Peructpa 3a pak
XpBatckor 3aBofa 3a jaBHO 3apaBrbe (X3J3) y XpBarckoj
0 LiepBUKarnHor KapumHoma npoceyHo rouilke obonu
oko 300 xeHa, a ymupe mnx oko 100 [7]. Og nHBasmBHOr
KapuunHoma rpnuha matepuue y Xpsatckoj cy y 2018. roau-
H¥ obonene 274 >xeHe WTo YnHKM ctony og 13,0 Ha 100.000
CTaHOBHMKa (CTapOCHO-CTaHgapau3oBaHa crtona 12,4), a
npema M3BewwTajy o ympnum ocobama ucte rogmHe je ymp-
no 125 xeHa og nocrneguua Te 6oNecTu WTO YNHK CTOny
on 5,9 Ha 100.000 cTtaHOBHMKaA (CTAapOCHO-CTaHAAPAM30-
BaHa ctona 5,4). inak, JOCTUrHyTe cTone WMHUMAEHLUE U
CMPTHOCTW He 3afoBOsbaBajy caBpemeHe MOryhHocTu u
CcTaHdapAe W jow yBeKk HMCY yrnopeavBe ca 3eMibama y
Kojuma Ccy UCTe M3pasuToO HUCKE, Kao LUTO Cy CKaHAMHaB-
cke 3emrbe. Ha npumep, y ®uHckoj Koja nma cnmdaH 6poj
CTaHOBHMKa cTona nHumaeHue je 4,3 Ha 100.000, a ctona
CMPTHOCTU of LepBukanHor kapumHoma je 1,0 Ha 100.000
[6-9].

Op yBohera onopTyHor ckpuHuHra 1950-nx roguna, y Xp-
BaTCKOj je, Kao U y pasBUjeHUM 3eMribama Yy CBETY, TpeHn
cTona LepBuMKanHor kKapumHoMa y KOHTUHYMpaHoOM onaga-
kY. Y nocrnegwux geceT roguHa y XpBaTckoj ce benexu
TpeHa napja cTaHgapAu3oBaHe cTone MHUMAeHue, AOK je
MopTanuTeT ctabunaH [7]. inak, nako mMopTanuTeT noka-
3yje cTabunHoO KpeTawe Ha HUCKOM HUBOY, Y Nocnegxe
[Be feleHuje Huje 3abenexeHo cmamemne (cnuka 1). MNMpe-
Ma npoueHama Eponcke komucuje 3a 2020. roguHy, Xp-
BaTcka ce Hanasu Ha 11. mecTty of 27 3emarba EBponcke
YHWje MO CTapoCHO-CTaHAapAu3oBaHUM cTonama WHUU-
OeHLe 1 MopTanuTeTa o4 LuepBukanHor kapumHoma. Mako
je mpema nogaumma Peructpa 3a pak X3J3 y XpBaTckoj
pak Terna maTtepuue Ha YeTBPTOM MECTY MO y4ecTanocTu
oboneBara 0/ CBUX CryyajeBa KapuMHOMa Kof XeHa, pak
rpnvha maTtepuue y nocneawux HEKONMMKO roavHa Bulle
HuWje Mehy feceT HajydecTanujux BpCTa paka Ko XeHa.
Mnak, oH je kop »xeHa ctapocty og 30 go 39 roguHa Tpehu
Hajuyewhun pak (M3a paka Jojke U WTUTHade), a YeTBpTU
Ko xeHa ctapoctu of 40 fo 49 rognHa (n3a paka aojke,
LWTUTHa4e U jajHuka) [6, 7].

HakoH Buwwe feleHuja cnposofjera OnopTyHOr CKPUHUHIA
y XpBaTckoj, y cknagy ca npenopykama Caseta EY, npe-
nosHata je notpeba yBohewa opraHM3oBaHOr CKPUHUHra
KapumMHoma LepBukca. lNMpenosHasLIM jaBHO3APaBCTBEHY
Ba)XHOCT CrpeYyaBatba MojaBe HOBMX CrlydajeBa paka rp-
nvha martepuue, cMakwera CMPTHOCTM of Te 6orectu u
yHanpehewa pesyntaTta onopTyHOr CKpuHuHra, MuHucrap-
CTBO 3apaBrba PX je mokpeHyno uspagy HauwoHanHor
nporpama paHor oTKpuBaka paka rpnvha martepuue Koju
je Bnapa PX ycBojuna Ha cegHuum y jyny 2010. roamHe
[6]. Kpajem 2012. 3anoyeno je cnpoBohewe HaumoHanHor
nporpama opraHnM3oBaHOr CKPUHMHIA 3aCHOBAHOT Ha LNUTO-

average of 300 women get cervical cancer every year, and
about 100 of them die [7]. In 2018, 274 women were diag-
nosed with invasive cervical cancer in Croatia, which is a
rate of 13.0 per 100,000 inhabitants (age-standardized rate
12.4), and according to the Report on Deaths in the same
year, 125 women died as a result of the disease, which
makes a rate of 5.9 per 100,000 inhabitants (age-standard-
ized rate 5.4). However, the achieved incidence and mor-
tality rates do not meet modern possibilities and standards
and are still not comparable to countries where they are
extremely low, such as Scandinavian countries. For exam-
ple, in Finland which has a similar number of inhabitants,
the incidence rate is 4.3 per 100,000, and the mortality rate
from cervical cancer is 1.0 per 100,000 [6-9].

Since the introduction of opportunistic screening in the
1950s, in Croatia, as well as in developed countries in the
world, the trend of cervical cancer rates has been in contin-
uous decline. In the last ten years, there has been a down-
ward trend in the standardized incidence rate in Croatia,
while mortality is stable [7]. Nevertheless, although mortal-
ity shows a stable movement at a low level, no reduction
has been recorded in the last two decades (Figure 1). Ac-
cording to the estimates of the European Commission for
the year 2020, Croatia ranks 11th out of 27 countries of the
European Union in terms of age-standardized incidence
and mortality rates from cervical cancer. Although accord-
ing to the data of the HZJZ cancer registry in Croatia, can-
cer of the uterine body ranks fourth in terms of frequency
of all cancer cases in women, cervical cancer is no longer
among the ten most common cancers in women in the last
few years. However, it is the third most common cancer in
women aged 30 to 39 (behind breast and thyroid cancer),
and the fourth most common in women aged 40-49 (be-
hind breast, thyroid and ovarian cancer) [6, 7].

After several decades of opportunistic screening in Cro-
atia, in accordance with the recommendations of the EU
Council, the need to introduce organized cervical cancer
screening was recognized. Recognizing the public health
importance of preventing the occurrence of new cases of
cervical cancer, reducing mortality from this disease, and
improving the results of opportunistic screening, the Minis-
try of Health of the Republic of Croatia initiated the devel-
opment of the National Program for the Early Detection of
Cervical Cancer, which was adopted by the Government of
the Republic of Croatia at a session in July 2010 [6]. At the
end of 2012, the implementation of the national program of
organized screening based on cytology on the target pop-
ulation of women between the ages of 25 and 64 began
under the professional coordination of HZJZ. After the first
round of calls ended in 2016, the National Cervical Can-
cer Early Detection Program was temporarily suspended
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NOrnju Ha UUIbHOj Nonynauynju XXeHa ctapoctn nsmeny 25
n 64 roguHe nofg cTpy4yHoMm KoopauHaumwjom X3J3. HakoH
npBOr Kpyra no3uea Koju je 3aspweH 2016, HaumoHanHm
nporpamM paHor oTKpuBaka paka rpnivha martepuue je npu-
BpeMeHO 00yCTaBrbeH pagn TEXHUYKMX 1 UHADPACTPYKTYp-
HMX nobosblwaka. Y jaHyapy 2018. 3anoyeno je nnaHu-
pakwe 1 npunpema yHanpeherwa nporpaMma rMHeKONOLLIKOD
CKPVIHWHIa 1 permoHasnHe nMnneMeHtauuje npee ase pe-
OpraHn3oBaHOr MporpaMa paHor oTKpuBaka paka rpnvha
mMaTepuue y jedHoj XynaHuju (mmunoTt npojekat y Buposu-
TUYKO-MOAPAaBCKOj XXyNnaHmWj1), C HOBUM MPUCTYMOM KOjW Y3
Mana TecT ykrbyydyje u nMmnnemeHtaumjy HPV tecta kao
npyvMapHor Tecta CKpuHWHra 3a >xeHe ctapuje og 30 ro-
avHa. MunoT npojekat je Tpebano ga noyHe 2020. rogu-
He, anu nojasom naHaemunje COVID-19 (eHrn. coronavirus
diseases 2019) akTMBHOCTW MMMMEMEHTALMje NUOT Npo-
jekTa cy npuBpemMeHo obycTaBrbeHe (cnvka 2) [6].

Y XpBaTtckoj Cy AOCTYNHWU CBU MOTPEOHN HAYMHWN NPEBEH-
uvje 1 nevera Npema CBETCKUM 1 €BPONCKMM CTaHgapau-
Ma, HO NoTpebHO je ojayaTn nojeguHe MHTEPBEHLMjE Kao
LUTO je MOHOBHO YCMOCTaBIbake OPraHM30BaHOr CKPUHMWH-
ra paka rpnvha matepuue y OKBMpY HaLMOHaNHor nporpa-
Ma Koju je npmBpemMeHo obycTaBIbeH, NPBO 300r yoUeHMX
NHGOPMATNYKO-TEXHOMOLLKUX Npobrnema, a kacHuje n 36or
naHgemunje COVID-19 [6].

CMepHMLe 32 CKPUHUHT paka rpnvha maTtepuue

CMepHMLE 3a CKPUHUHT Ce 3Ha4ajHO pasnukyjy of 3eMribe
00 3emrbe, na npemaga of 139 3emarba Koje Mmajy ckpu-
HUHI nporpam wux 48 (35%) y cBojum cmepHuuama 3a
CKPVHWHT paka rpnvha matepuue npenopyyyje npumapHu
CKpUHUHT 6asmpaH Ha HPV Tectupamny, Yak 109 3emarba
(78%) joww yBeKk CKpMHUHI 6a3upa Ha uuTonoruju [10].

CeeTcka 3gpaBcTBeHa opraHusaumja (C30) je kpajem
2020. nokpeHyna rnobanHy MHMUMjaTMBY 3a envMMUHaum-
jy KapumHOMa uepBuKca, C MMNEMEHTauUmMjoM cTparteruje
Koja objeanmyje Tpu mepe nHtepseHumje go 2030. roamHe:
BakumHauuja 6ap 90% peBojaka y y3pacty oo 15 roguHa
HPV BakuyuHom, ckpuHuHr 70% >xeHa HPV Tectom go cra-
pocTtu og 35 roguHa v NOHOBO jOLU jeAHOM A0 CTapOCTU Of
45 roguHa, n nevere 6ap 90% CBMX OTKPUBEHUX Npema-
NUrHMX nesmja n nHBasmeBHUX kapumHoma [11]. C30 je 3a
CKpuHUWHT npenopyyuna HPV TecT 36or gokasa o cynepu-
opHoctn HPV Tecta y ogHocy Ha [lMana TecT, npukynsoe-
HMX ynoTpebom BpojHUX paHOOMMU3OBaHUX UCTpaxuBara
n metaaHanusa [1-4]. MNpegHocTn ynotpebe HPV Tecrta
y ogHocy Ha [Mana TecT namehy ocTtanor ykiby4yjy BuLly
OCET/BUBOCT Y OTKPMBaKLY NPeManurHux nesuja, BULLY He-
raTMBHYy NPeauKTMBHY BpeagHOCT TecTupawa u 6e3begHo
npoOyXewe BPEMEHCKOr MHTepBana uamefy CKpUHWHra.

for technical and infrastructural improvements. In January
2018, the planning and preparation of the improvement of
the gynecological screening program and the regional im-
plementation of the first phase of the reorganized cervical
cancer early detection program in one county (pilot proj-
ect in the Virovitica-Podravina County) began with a new
approach that, in addition to the Pap test, also includes
the implementation of the HPV test as primary screening
test for women over 30 years of age. The pilot project was
supposed to start in 2020, but due to the emergence of the
COVID-19 pandemic (coronavirus diseases 2019), the im-
plementation activities of the pilot project were temporarily
suspended (Figure 2) [6].

In Croatia, all the necessary methods of prevention and
treatment according to world and European standards are
available, but it is necessary to strengthen certain inter-
ventions, such as the re-establishment of organized cervi-
cal cancer screening within the framework of the national
program that was temporarily suspended, first due to ob-
served information technology problems and later due to
the COVID-19 pandemic [6].

Cervical cancer screening guidelines

Screening guidelines vary greatly from country to country,
so although out of 139 countries that have a screening
program, 48 of them (35%) recommend primary screening
based on HPV testing in their cervical cancer screening
guidelines, as many as 109 countries (78%) still imple-
ments screening based on cytology [10].

At the end of 2020, the World Health Organization (WHO)
launched a global initiative to eliminate cervical cancer,
with the implementation of a strategy that combines three
intervention measures until 2030: vaccination of at least
90% of girls under the age of 15 with the HPV vaccine,
screening of 70% of women with HPV test until the age
of 35 and again until the age of 45, and treatment of at
least 90% of all detected premalignant lesions and inva-
sive cancers [11]. The WHO recommended the HPV test
for screening because of the evidence of superiority of the
HPV test compared to the Pap test, collected using nu-
merous randomized trials and meta-analyses [1-4]. The
advantages of using the HPV test compared to the Pap
test include, among other things, a higher sensitivity in de-
tecting premalignant lesions, a higher negative predictive
value of the test and a safe extension of the time interval
between screenings. However, the implementation of the
HPV test as a primary screening test encounters numer-
ous barriers worldwide, from those caused by the lack of
technical infrastructure and the poor availability of validat-
ed HPV tests in certain countries, to those caused by the
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MehyTtum, nmnnemeHtaumja HPV Tecta kao npumapHor
TecTa CKpuHWHra Haunasm Ha 6pojHe Gapwjepe LwMpom
CBETa, 0 OHWX KOje Cy y3pOKOBaHe HeJoCTaTKOM TeXHUY-
Ke MHgpacTpykType n cnabom goctynHowhy Banugupa-
Hux HPV TecTtoBa y nojeavHuM 3emrbama, [0 OHWUX Koje
Cy Y3pOKOBaHe MULLIbeH-EM 3aKkoHodaBsLa M noctojehom
WMH(PACTPYKTYpOM HGasMpaHoM Ha LUTOMOrmju.

Kao unyctpauuja moxe nocnyxutu cutyaumja y Cjegure-
HuM Amepunuknm Opxasama (CAL). HoBe Amepuyke npe-
nopyke (ycarnaweHo OOHETe Of CTpaHe Tpu MepuTopHa
amepuyka CTpyyHa gpywrtea y anpuny 2021. roguHe) Ha-
Boae ynoTtpeby HPV Tectupatrba 3a cse xeHe ctapoctu 30
roguHa n ctapwuje (og 30 go 65 roguHa), ca nHTepBanom
CKPWHMHIa oA neT roavHa, y3 ycroe ynotpebe Banugupa-
Hor HPV TecTa koju je ogobpeH of amepuyke AreHuuje 3a
xpaHy u nekose (FDA, Food and Drug Administration) [12—
14]. MehyTum, HOBE CMEPHULIE UCTOBPEMEHO 3a Ty CTapo-
CHy rpyny npeasuhajy n moryhHocT ynotpebe uutomopdo-
riorvje y CBpXy CKpPVMHWHIa y HTepBanvMMa of, Tpu roguHe,
Kao 1 KoTecTupake 0OHOCHO ynotpeby kombuHaumje HPV
TecTa W uUTonorvje cBakux neT rogmHa. To obpasnaxy nu-
MUTUpaHum mMoryhHocTuMa ynotpebe BanugupanHux HPV
TecToBa y nojeauHuM nogpyyjuma, nocebHo y pypanHum
noapyyjma M OHMMa HMKEr COLMOEKOHOMCKOr cTeneHa
pasBoja, kao U Manum bpojem o caga ogobpeHux HPV
TecToBa 3a NPMMapHU CKPUHWHI, OOK je Opoj OOCTYmHMX
HPV TecToBa 3a koje je FDA fao ogobpemwe u Koju cy Ba-
nuavpann 3a kotectupawe mnak Behu, 6yayhu ga CAL
nMa Tpaguumjy KotectTupara.

ok ce Amepwuyke n EBponcke cmepHuLe cnaxy y npeno-
pykama 3a mnage xeHe go 30 roavHa, rge 6u ynortpeba
HPV TecTta pesyntoBana geTekuujoM y Toj Jobu Hajye-
whe nponasHe HPV uHdekumje, na ce 3ato npenopyyyje
CKPWHUWHI 3aCHOBaH Ha LMUTUOMOMMjK a Tek ce pedrnekCcHO
TectTupame (Tpujaxa no3uTUBHUX MNagmx XeHa) CnpoBo-
an HPV Tectom, EBponcke cmepHuue 13 2015. roanHe He
npenopy4vyjy KoTectupakwe HU Yy jedHOj CTapoCHOj rpynu
[15]. Te cmepHuue Hucy obaBesyjyhe 3a 3emrbe EY, oHe
Cy OOHETe Ha HMBOY NPenopyKa anv He 1 3aKOHO4AaBCTBa,
na cBaka 3emrba Y 3aBMCHOCTW 0 CBOjUX CMELMPUYHOCTH,
MOryRHOCTU 1 MH(PPaCTPYKType AOHOCK CBOje CMEPHULIE.
Crora cy ny EY, kao y CALl, npucyTHe pasnuvke y nporpa-
MUMa CKPUHWHra NojefuHNX 3eMarba.

3emrba koja je y EBponu HajycnelwHuje TpaHcdopmuca-
na cBOj Nporpam CKpUHWHra LepBUKanHor kapunHomMa, of
OHor 6asvpaHor Ha LMTONOrnju y CKPUHUHI 6asupaH Ha
HPV Tectupamny, je XonaHngwja [16]. Og nodetka 2017.
nporpam ce y OBOj 3eMIbM CMPOBOAMN Tako Aa y30pKe y3u-
Ma nekap orniiTe npakce UM ce y3opak npukynrba camo-
Yy30pKOBaH-EM aKO Ce XeHa Huje oda3Bana Ha NMpPeTXoaHu

opinion of legislators and the existing infrastructure based
on cytology.

The situation in the United States of America (USA) can
serve as an illustration. New American recommendations
(consensually adopted by three meritorious American pro-
fessional societies in April 2021) recommend the use of
HPV testing for all women aged 30 years and older (from
30 to 65 years), with a screening interval of five years, with
the condition of using a validated HPV test approved by
the US Food and Drug Administration (FDA) [12-14]. How-
ever, for that age group, the new guidelines at the same
time foresee the possibility of using cytomorphology for
the purpose of screening at intervals of three years, and
co-testing, i.e. the use of a combination of HPV test and
cytology every five years. This is explained by the limited
possibilities of using validated HPV tests in certain areas,
especially in rural areas and those with a lower socioeco-
nomic level of development, and the small number of HPV
tests approved so far for primary screening, while the num-
ber of available HPV tests approved by the FDA and which
are validated for co-testing is still higher, since the USA has
a tradition of co-testing.

While the American and European guidelines agree in the
recommendations for young women up to 30 years of age,
where the use of the HPV test would result in the detection
of the most common transient HPV infection at that age,
therefore screening based on cytology is recommended
and only reflex testing (triage of positive young women)
should be performed with the HPV test, European guide-
lines from 2015 do not recommend co-testing in any age
group [15]. EU countries are not obliged to apply these
guidelines, they were adopted at the level of recommen-
dations but not legislation, so each country, depending on
its specificities, possibilities and infrastructure, adopts its
own guidelines, and therefore there are differences in the
screening programs in the EU as well as in the USA be-
tween countries.

The country that most successfully transformed its cervical
cancer screening program in Europe, from one based on
cytology to one based on HPV testing, is the Netherlands
[16]. Since the beginning of 2017, the HPV-based program
has been implemented in this country so that the samples
are taken by a general practitioner or the sample is col-
lected by self-sampling if the woman did not respond to
the previous call. Cytology is used in women older than
29 years as a triage test after a positive HPV test (imme-
diately and after 6-12 months). Only five laboratories in
the Netherlands are accredited for HPV-testing, with the
requirement that they have a minimum of 450 HPV tests
per day (in contrast to the previous 40 laboratories when
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nosue. Liutonorunja ce ynotpebrbaBa Kog XeHa cTapujux
of 29 roguHa Kao TpujaxkHu TeCT HakoH nosutusHor HPV
TecTa (ogMax u HakoH 6-12 meceum). Camo net nabopa-
Topuyja y XonaHauju je akpegutoBaHo 3a HPV TecTupare
1 OHEBHO MOpajy nMaTtn MuHnmanHo 450 ysopaka (3a pa-
3nuky og npehawmnx 40 nabopatopuja kaaa je CKPUHMHT
6vo 6asupaH Ha uutonoruju), a HabaBka TecTta U NOTPO-
LUHOT MaTepujana 3a camoy30pKOBahe€ je LieHTpanusosa-
Ha, o6jaBrbyje ce roauLiHby HauMoHanHu TeHaep Yime ce
MoCTWXKe jedHaka LeHa NOTPOLLUHOr MaTepujana y CBux net
oBnawheHux nabopatopuja, ann obesbehyje n ynotpeba
ncror Banuamparor HPV Tecta y untaBoj 3emrbu [16, 17].

Y XpBaTcKoj Cy CMEpPHULE 3a CKPUHMHT Ha LIepBUKaIHE UH-
TpaenuTernHe nesunje XpBaTCcKor ApyLITBa 3a MMHEKOMNorn-
jy W aKkywepcTBO M OpYrMx CPOgHMX ApylwiTtaBa XpBaTCKOr
nekapckor apywtea goHete jow 2012. roguHe v npegsu-
hajy ynotpeby HPV TecTa y cBpXy NpvMapHOr CKPUHWHTA,
anu cy anroputMu y CMepHuLama HanpasBibeHu npema
CKpUHUWHTY 6a3upaHom Ha uutonoruju [18]. Buhe noTtpeb-
HO [a ce y HOBMM CMepHuuama y3me y ob3vp Hanpegak
Yy MOreKyrnapHoj aujarHoctium n ynotpedbu HPV TectoBa
HoBe reHepauuje koju cy seh og 2009. roguHe NpUCyTHA Y
KNMHWYKOj Npakcu y XpBaTcKoj, a CTpaTuUuKyjy p1M3nk 3a
HacTaHak npemManurHe nesvje U UHBAa3MBHOI KapuMHOMa
LepBUKCa jep AETEKTYjy reHOTMMNOBE C HajBULUMM OHKOre-
HAM noTeHLUMjanoM 3acebHO, M3OBOjeHO U3 rpyne BUCO-
KopuanyHux reHotunosa HPV-a. OpraHn3oBaHu CKPUHUHE
je obyctaBrbeH 1 cnpoBoguhe ce MOHOBO HaKoH aHanuae
pesynTarta NUnoT npojekta y BUpoBMTUYKO-NOAPaBCKO] XKY-
naHunjn. X330 je nspagmo oncexaH NpUPYYHUK 3a peanu-
3aTope NuIoT NpojekTa y Kome ce namehy ocranor HaBoge
N HOBW anropuTMU CKPUHWHIA Yy 3aBUCHOCTU Of CTapPOCHMUX
rpyna, u yBoam ce CKpuHuHr 6asvpaHn Ha HPV Tectupary
[6]. Y umrby obe3behena kBanuTeTa kao peanusatop HPV
TecTupawa nNuroT npojekta npeasuneH je HactaBHu 3a-
BOA 3a jaBHO 3gpasree ,[p Angpuja Ltamnap”, kao go
cafa jeguHa akpegutoBaHa nabopatopuja 3a HPV Tectu-
pawe y PX ca yBegeHUM CUCTEMOM KBanuTeTa no CTaH-
napay 1ISO 15189:2012, ca kanaumteTuma obpage > 450
TecToBa OHEBHO.

Munot npojekT y BupoBUTUUYKO-NOApPaBCKOj XXynaHUju

CnpoBohere NUoT npojekTa je oanoxeHo 30or naHae-
muje COVID-19, jep cy cBM OunjarHOCTUYKK pecypcu Gunum
notpebHun y naHgemuju. Mehytum, nangemmja COVID-19
nmana je n No3nTMBaH yYnHak Ha MHAPPACTPYKTYpHE Kana-
uMTeTe 1 3HadajHo je nosehana TexHosowke MoryhHoCcTu
cBMX nabopaTtopuja KnMHWYKEe MUKpoBMonoruje y 3eMrby.
3axsarbyjyhu ypehajyma Brcoke npoTo4HOCTH, KOjU Cy Ha-
6aBrbeHun 360r naHgemuje, opraHmsaunja HPV Tectupara
y OKBUPY CNpoBOfera HauMOoHanHor nporpama CKpyHUHra

screening was based on cytology), and the procurement of
the test and consumables for self-sampling is centralized,
an annual national tender is published which achieves the
same price of consumables in all five authorized laborato-
ries, but also ensures the use of the same validated HPV
test throughout the country [16, 17].

In Croatia, the guidelines for screening for cervical intraep-
ithelial lesions of the Croatian Society of Gynecology and
Obstetrics and other related societies of the Croatian Med-
ical Association were adopted in 2012 and foresee the use
of the HPV test for the purpose of primary screening, but
the algorithms in the guidelines are based on screening
based on cytology [18]. The new guidelines will need to
take into account progress in molecular diagnostics and
the use of new generation HPV tests, which have been
present in clinical practice in Croatia since 2009, and strat-
ify the risk for the occurrence of premalignant lesions and
invasive cervical cancer because they detect and report
the genotypes with the highest oncogenic potential sep-
arately from the group of high-risk HPV genotypes. The
organized screening has been suspended and will be car-
ried out again after the analysis of the results of the pilot
project in Virovitica-Podravina County. HZZO created an
extensive manual for the implementers of the pilot project,
which, among other things, lists new screening algorithms
depending on age groups, and introduces screening based
on HPV testing [6]. In order to ensure quality, the Teaching
Institute for Public Health "Dr. Andrija Stampar", as so far
the only accredited laboratory for HPV testing in the Re-
public of Croatia with an introduced quality system accord-
ing to the ISO 15189:2012 standard, with the processing
capacity of > 450 tests per day, was selected.

Pilot study in Virovitica-Podravina County

Implementation of the pilot project was postponed due to
the COVID-19 pandemic, as all diagnostic resources were
needed during the pandemic. However, the COVID-19 pan-
demic also had positive effects on infrastructural capacities
and significantly increased the technological capabilities of
all clinical microbiology laboratories in the country. Thanks
to the high-throughput devices, which were acquired due
to the pandemic, the organization of HPV testing within the
implementation of the national screening program and the
transformation of screening based on cytology into screen-
ing based on HPV testing will be much easier.

Before the introduction of new guidelines for cervical can-
cer screening, the following should be well defined: the
age at which primary HPV testing should be started and
stopped in cervical cancer screening program, the exam-
ination interval after a negative primary HPV test, further
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1 TpaHcopMaumja CKpMHUHIa 6a3npaHor Ha UMTONornju y
CKPUHUHT 6a3npaH Ha HPV Tectupawy 6uhe 3HaTHO nak-
wa.

Mpe yBoherwa HOBUX CMepHMLLA 1 3anoyntata OpraHn3o-
BaHOI CKpUHWHra 3a pak rprnuha martepuue 6asupaHor Ha
HPV Tectnpary y XpBaTCcKoj, Ha OCHOBY pesyrnTaTta nuroT
npojekTa Heonxo4Ho je NpeunsHo geduHUcaTu: cTapocT
y kOjoj Tpeba 3anoyeTu 1 y Kojoj ce 3aycTaBrba NpUMapHO
TecTupanwe Ha HPV y nporpamy CKpuHuHra uepBuKarHor
KapunHoMma, MHTepBarn nperrnega HakoH HeraTuBHOI Npwu-
mMapHor HPV TecTa, pednekcHO LUTONOLLKO TeCTUpare 1
Jaroe noctynawe ca nauujeHTKUHOM y CcKragy ¢ TUM Ha-
nasom, MoryhHocT 1 noTpeby yBofhewa camoy3opKoBaHa
y CKrnomny nporpama ckpuHuHra nomohy npumapHor HPV
TecTupana v Ha kpajy n3bop HPV Tecta koju je Hajnoroa-
HWjM 3a NPUMapHU CKPUHWHI paka rprnvha matepuue n Ha-
YMH HEroBe NPUMEHE Ha TepPEHYy.

M360p HPV TecTa y cBpXy NnpMMapHOr CKpUHUHra

Hanac goctynHn HPV TecTtoBM 3acHuBajy ce Ha MOMeKy-
napHoj TexHororuju, a Hajuyeluhe ce KOPUCTU peakuuja naH-
YaHoMm nonumepasom (eHrn. polymerase chain reaction,
PCR), a kao uurbHa cekBeHua kopuctu ce oacevak OHK
reHa 3a L1 i/ili E6/E7. Mawn geo TectoBa KOpPUCTM 3a
unreHy cekseHuy PHK E6/E7 n gpyre BpcTe monekynapHe
TexHonoruje (HNp. amnnudurkaunjy cMrHana HakoH xmbpu-
ansaumje). Nako gaHac Ha TpXKuWTy noctoju Bue of 250
poctynHux pasnuuntux HPV Tectosa, camo je manu geo
tux (Marwe og 10%) npoao aHanUTUYKy U/Nnn KINNHUYKY
eBanyauujy ca pesyntatuma 06jaBrbeHuM Yy peLeHsupa-
Hoj nuTepatypu [19]. Kako HPV TecTtoBu He 61 Tpebano
[a nponase npoTokone Banvpauuwje 6asupaHe Ha Benu-
KM KIUHUYKUM UcTpaxnsamwnma, 2009. roguHe je rpyna
MehyHapogHWX ekcnepata nocTaBuna cmepHuue (T3B.
MewujepoBu 3axTeBu) 3a Banupaumjy HPV TectoBa koju
Ce MOry KOPUCTUTM Yy CKPUHWHIY paka rpnvha martepuvue
[20]. Hekonuko roguHa kacHuje nokpeHyTta je n VALGENT
(VALidation of HPV GENotyping Tests) nHnumjatmea, Koja
ocum WwTo omoryhasa Banugauujy tectosa 3a HPV reHo-
TUNM3aumjy, 3HaTHO OrakLiasa M NpuKynrbawe noTpebHor
Opoja y3opaka kopuwherwem VALGENT nanena [21]. Cge-
ra gecetak HPV TectoBa 3agoBorbaBa OBe MOCTaBIbEHE
KINMHWYKe 3axTeBe, na 61 ce camo OHW CMENU KOPUCTUTK
Kao TeCTOBU 3a CKPUHUHI paka rpnuha matepuue [22, 23].
BehuHa oBux BanuaupaHux TectoBa omoryhasa orpaHu-
YeHy reHoTunu3auujy (3acebHa Tunusaumja camo 3a Tu-
NnoBe C HajBMLUMM OHKOreHMM noTeHuunjanom — HPV 16/18
unn HPV 16/18/45, ook ce 3a octane BUCOKOPU3NYHE re-
HoTunoBe fobuje rpynHM pesynTaT), @ CaMo HEKOSNKO HbMX
omoryhasa npoLUMpeHy UM Yak NOoTAyHYy reHoTunm3auujy
(mojeguHavHa reHoTMNM3auuja CBMX BUCOKOPU3NYHKUX HPV

Jasmina Vranes

procedures with women in whom a positive primary HPV
test was detected, reflex cytological testing and further
treatment of the patient in accordance with the findings, the
possibilities and justification of introducing self-sampling as
part of the cervical cancer screening program based on the
HPV test as the primary screening test, and finally the type
of HPV test that is most suitable for the primary screening
in Croatia and the method of its application in the field.

Choosing an HPV test for primary screening purposes

The HPV tests available today are based on molecular
technology, and the polymerase chain reaction (PCR) is
most often used, and the target sequence is a section
of the DNA gene for L1 and/or E6/E7. A smaller part of
the tests uses the E6/E7 RNA target sequence and oth-
er types of molecular technology (e.g. signal amplification
after hybridization). Although there are more than 250
different HPV tests available on the market today, only a
small fraction of them (less than 10%) have undergone an-
alytical and/or clinical evaluation with results published in
the peer-reviewed literature [19]. Since HPV tests should
not undergo validation protocols based on large clinical re-
search, in 2009 a group of international experts set guide-
lines (so-called Meijer's requirements) for the validation of
HPV tests that can be used in cervical cancer screening
[20]. A few years later, the VALGENT (VALidation of HPV
GENotyping Tests) initiative was launched, which, in addi-
tion to enabling the validation of HPV genotyping tests, sig-
nificantly facilitates the collection of the required number of
samples using the VALGENT panel [21]. Only a dozen of
HPV tests meet these clinical requirements, and only they
should be used as cervical cancer screening tests [22, 23].
Most of these validated tests allow limited genotyping (sep-
arate typing only for types with the highest oncogenic po-
tential - HPV 16/18 or HPV 16/18/45, while for other high-
risk genotypes a collective result is obtained), and only a
few of them allow extended or even complete genotyping
(individual genotyping of all high-risk HPV genotypes).

There are only a few HPV tests has so far received the
approval of the US Food and Drug Administration (FDA)
for cervical cancer screening in co-testing with cytology
[1. Digene Hybrid Capture 2 (HC2) High-Risk HPV DNA
Test, Qiagene, Inc.; 2. Cervista HPV HR with reflex test
Cervista HPV 16/18, Hologic, Inc.; 3. COBAS 4800 HPV
Test, Roche Molecular Systems, Inc.; 4. APTIMA HPV
Reflex Assay APTIMA HPV 16 18/45 Genotype Assay,
Gen-Probe/Hologic, Inc.; 5. BD ONCLARITY HPV ASSAY,
Becton, Dickinson and Co. and 6. COBAS 6800/8800 HPV
test, Roche Molecular Systems, Inc.], while only three
have FDA approval to be used as a primary test in cervi-
cal cancer screening [1. COBAS 4800 HPV Test, Roche
Molecular Systems, Inc.; 2. BD ONCLARITY HPV ASSAY,
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reHOTUMNoBa).

Cgera je Hekonuko HPV TecTtoBa go caga pobwno ogo-
Opere AMepunyke areHumje 3a xpaHy u nekose (FDA) 3a
CKPVHUWHI paka rpnvha matepuue y KoTecTupaky C Uu-
Tonorujom [1. Digene Hybrid Capture 2 (HC2) High-Risk
HPV DNA Test, Qiagene, Inc.; 2. Cervista HPV HR s
refleksnim testom Cervista HPV 16/18, Hologic, Inc.; 3.
COBAS 4800 HPV Test, Roche Molecular Systems, Inc.;
4. APTIMA HPV Assay s refleksnim testom APTIMA HPV
16 18/45 Genotype Assay, Gen-Probe/Hologic, Inc.; 5. BD
ONCLARITY HPV ASSAY, Becton, Dickinson and Co. i 6.
COBAS 6800/8800 HPV test, Roche Molecular Systems,
Inc.], pok nx camo Tpu nocegyje u FDA opobpewe fa
Ce Yy CKPUHUHIY KapuuHoma rpnuha maTtepuue KopucTe
kao npumapHn TecT [1. COBAS 4800 HPV Test, Roche
Molecular Systems, Inc.; 2. BD ONCLARITY HPV ASSAY,
Becton, Dickinson and Co. i 3. COBAS 6800/8800 HPV
Test, Roche Molecular Systems, Inc.].

EBponcke cmepHuue n3 2015. roanHe n EBponcka Komu-
cuja 3axTeBajy ga ce kog ckpuHuHra HPV Tectupanem
ynoTpebrbaBa BanvampaHu TECT 1 TO Y akpeanToBaHoj na-
Gopatopuju (ca yBeAeHUM CUCTEMOM KBanuteta no cTaH-
apagpy ISO 15189:2012) koja mn3soan Hajmawe 10.000
HPV Tectnpawa rogunwme [15].

3akrby4ak

OnopTyHU CKPUHUHT Aaje noLuvje pesyrnTtarte y npeBeHumjmn
paka rpnvha maTtepuLe Hero opraH1M30BaHU CKPUHKH, a 6e3
ob3npa Ha cTpaTerujy CKpuHMHra koja ce ynotpebroasa y
HaUMOHaNHOM nporpamy Krby4Ha je heroBa KOH3UCTEHTHA
npumeHa. MNpu Tome cy n obyxsaT M KOHTpOMa KBanurteta
jeQHako BaXKHW M NpeacTaBrbajy rMmaBHE U3a3oBe Ha MNyTy
enuMuHauuje kapumHoma rpnuha marepuue. HeonxogHo
je wTo cKkopwuje 3anoyeTn nraHupaHu nuroT nporpam y
XpBaTcKoj 1 MOHOBHO 3aMO4YeTV OPraHN30BaHU CKPUHWUHT
HacTaBrbakbeM HauMoHanHor nporpama 3anoyetor 2012.
roguHe, HakoH JOHOLIEeHa HOBMX CMepHMLA CKpUHUHra 6a-
3mpaHux Ha HPV TecTy Kao NpvMapHOM TECTY CKPUHMHTA.

Mpen HPV 3ajegHnuom garbu BENvKK M3a30BU YKIbYYYjY
JeduHucarwe 1 ucnymwere 3axresa 3a sanngauunjom HPV
TecToBa HaMelEeHUX y3opuuma gobujeHuM camoy30pKo-
BakE€M, KaO M OHUX HaMEHEHUX APYrMM WHAuKauunjama
(OCMM 3a CKPUHWHI LiepBUKanHOr KapLuMHoma), T€ CXOO4HO
TOMe Jpyrum BpcTama y3opaka (y30pLuu NpUKYnibeHU U3
opodpapuHrearnHe, aHanHe 1 nepuaHanHe pervje, uta).

Becton, Dickinson and Co. and 3. COBAS 6800/8800 HPV
Test, Roche Molecular Systems, Inc.].

The European guidelines from 2015 and the European
Commission require that a validated test be used for HPV
testing in an accredited laboratory (with an introduced qual-
ity system according to ISO 15189:2012) that conducts at
least 10,000 HPYV tests per year [15].

Conclusion

Opportunistic screening produces inferior results in the
prevention of cervical cancer in comparison to organized
screening, and regardless of the screening strategy used
in the national program, its consistent application is es-
sential. At the same time, coverage and quality control are
equally important, and represent the main challenges on
the way to eliminating cervical cancer. It is necessary to
start the planned pilot program in Croatia as soon as pos-
sible and start organized screening again by continuing the
national program started in 2012, after the adoption of new
screening guidelines based on the HPV test as the primary
screening test.

Further major challenges facing the HPV community in-
clude defining and fulfilling the requirements for the val-
idation of HPV tests intended for samples obtained by
self-sampling, as well as those intended for other indica-
tions (except for cervical cancer screening), and accord-
ingly for other types of samples (samples collected from
the oropharyngeal, anal and perianal region, etc.).
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