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> Cancer Res. 1976 Feb;}6(2 pt 2):794.

Condylomata acuminata and human genital cancer
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Fig. 1.9 Phylogeny of the alpha human papillomavirus (HPV) types, with species groups and IARC
classifications of the branch that contains carcinogenic types
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Fig. 1.10 Relative importance of the carcinogenic human papillomavirus (HPV) types
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HrHPVs clear 12-18months
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Rate of New HPV-associated Cancers by Cancer Type
All HPV-associated Cancers,

Female, United States, 2014-2018 HUMAN PAPILLOMAVIRUS
— ~ CAN CAUSE SEVERAL

TYPES OF CANCER

Anal and Rectal Squamous Cell Cancinoma — 24
“Wulvar Squameous Cell Carcinoma = 2.1
Cropharyngeal Squamous Cell Carcinoma — 1.7

Waginal Squamous Cell Carginoma < 0.4
VULVAR

Penile Sguamous Cell Carcinoma =| Data Suppressed

Rate per 100,000 women

Source - U.S. Cancer Statistics Working Group. U.S. Cancer Statistics Data Visualizations Tool, based on 2020 ca ncer govlhpv
submission data (1999-2018): U.S. Department of Health and Human Services, Centers for Disease Control and "
Prevention and National Cancer Institute; https://www.cdc.gov/cancer/dataviz, released in June 2021.
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Arbyn et al. (2019). Estimates of incidence and mortality of cervical cancer in 2018: a worldwide analysis. The
Lancet Global Health. 8
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Leukemia
3.0%
Esophagus
3.8%
Ovary
4.7%
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4.9%

Colorectum Globocan 2020
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) Cervix uteri
;';f.}: Stomach 7-7%
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Estimated number of new cases in 2020, worldwide, females, ages 0-34
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Data source:GLOBOCAN 2020
Graph production: Global Cancer Observatory(httg://gco.iarc.fr/)
© International Agency for Research on Cancer 2022
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Baarmoederhalskanker is de 236 meest voorkomende kanker in Belgié .
In 2021, zijn 164 personen overleden ten gevolge van deze kanker in Belgié.

I boormoederhalskanker Kankers.

In 2022 waren er T6220 kankergevallen, waarvan® 641

baarmoederhalskankers (0,84%)

Figure 2: Cervical Cancer: Age-specific incidence rates, 2015-2019

.. I

En in Belgié? /" |LEUVEN

B 1: Vrouw - Baarmoederhals (C53) - Belgié

Europe

Montenegro
Romania
Serbia
Bulgaria
Esfonia
Lithuania
Latvia
Slovakia

Hungary

Moldova

_ Usraine
Fussian Federation
Bosnia Herzegovina
oland

Balarus

Morway

Ireland

Croatia

Pertugal

n

Denmark

zechia
United Kirgdom

10

20
15
o
(=4
)
S 10+
b
=
5 |
0 -
I T 1 1 1 T 1 T I 1 1 1 1 1 T T 1 I
00- 05- 10- 15- 20- 25- 30- 35- 40- 45- 50- 55- 60- 65- 70- 75- 80- 85+
[RT—— Age group
‘ I Females

Morth Macedonia

Slovenia
France
Methelands
Austria
Spain
Cyprus
Luxembou
Finlan
. Malta
Switzerland

Cumulative risk of incidence, 0-74 years (%)

cervical cancer screening IARC handbooks of cancer prevention volume 18 (2022)

|
3

WSR (N/100.000)

2004

2005

2006

2007

2008

2009

2010

201m

2012

2013

Jaar

2014

2015

2016

2017

2018

2019

2020

2021



DOMUS ,f7’
MeDICA ’

Waarom Screening?

LEUVEN

304

L
251
25|
Age-standardized rate (World) per 100 000, mortality, males and females
USA | 204
Colon - Colorectum - Pancreas - Lung - Cervix uteri - Prostate 0]
B Denmark B France
Males ====== Females 137 B Finland 151 rance
W Ireland
B Mopway i .
B United Kingdom
Sweden
104 The Netherlands
104
...Lung, males ¥ 5l
Lung, females
o
1975 1980 1985 1990 1995 2000 2005 2010 o1
1975 1980 1985 1890 19 05 2010

10 _..Colorectum, males

....Prostate, males

-~
-

Age-standardised rate per 100 000

“Pancreas, females
“Colon, females

w s~ WU ~
|
.

ervix uteri, females

Age-Standardized Rate (World) per 100 000

1 T T

——
1950 1960 1970 1980 1990 2000

Rates are shown on a semi-log scale
Lines are smoothed by the LOESS regression algorithm (bandwidth: 0.25)
CANCER OVER TIME |IARC - All Rights Reserved 2022 - Data version: 1.0

Year



. . 'f7 LEUVEN
Cervical cancer screening

or ﬁOt "
that 15 M

the.

question.

WILLIAM SHAKESPEARE

Adapted from Hamlet, by William Shakespeare
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WAT moeten we doen?

research far impact ®

WHO guideline for screening and treatment
of cervical pre-cancer lesions for cervical

cancer prevention, second edition

Recommendations for the general population of
women?

1. WHO recommends using HPV DNA detection as the
primary screening test rather than VIA or cytology in
screening and treatment approaches among both the
general population of women and women living with
HIV.

Remarks: Existing programmes with quality-assured
cytology as the primary screening test should be
continued until HPV DNA testing is operational; existing
programmes using VIA as the primary screening

test should transition rapidly because of the inherent
challenges with quality assurance.

Strength of
recommendation
and level of
evidence

Strong
recommendation,
moderate-
certainty evidence

2. WHO suggests using an HPV DNA primary
screening test either with triage or without triage to
prevent cervical cancer among the general population
of women.

Conditional
recommendation,
moderate-
certainty evidence
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WHO guideline for screening and treatment
of cervical pre-cancer lesions for cervical

cancer prevention, second edition

Recommendations for the general population of
women?

1. WHO recommends using HPV DNA detection as the
primary screening test rather than VIA or cytology in
screening and treatment approaches among both the
general population of women and women living with
HIV.

Remarks: Existing programmes with quality-assured
cytology as the primary screening test should be
continued until HPV DNA testing is operational; existing
programmes using VIA as the primary screening

test should transition rapidly because of the inherent
challenges with quality assurance.

Strength of
recommendation

and level of
evidence

Strong
recommendation,
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certainty evidence

2. WHO suggests using an HPV DNA primary
screening test either with triage or without triage to
prevent cervical cancer among the general population
of women.

Conditional
recommendation,
moderate-
certainty evidence

Age 21—
24

Age 25—
29

Age 30-
65

Age 65
and older

2020 ACS

No screening

HPV test every 5 years
(preferred)

HPV/Pap cotest every
5 years (acceptable)
Pap test every 3 years
(acceptable)

HPV test every 5 years
(preferred)

HPV/Pap cotest every
5 years (acceptable)
Pap test every 3 years
(acceptable)

No screening if a
series of prior tests
were normal

2012 ACS

Pap test every 3 years

Pap test every 3 years

HPV/Pap cotest every
3 years (preferred)
Pap test every 3 years
(acceptable)

No screening if a
series of prior tests
were normal

1

2018 USPSTF
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WAT moeten we doen? !

2y, World Health
Organization

2020 ACS 2012 ACS 2018 USPSTF

©

. . . Age 21- No screening Pap test every 3 years Papt ears
WHO guideline for screening

of cervical pre-cancer Iesion Primary HPV screening m

cancer prevention, second el _ . . . nhs.uk
Primary human papillomavirus (HPV) screening has been demonstrated within very 3 years Pap t

randomised controlled trials reported in 2009, 2014 and 2019 to be more sensitive
than cytology to detect pre-invasive disease of the cervix. Improved sensitivity leads to
e e b @ reduction inincidence of both adenocarcinomas and squamous carcinomas of the
L Ll cervix compared to cytology screening alone. The improved sensitivity of high risk HPV
(hrHPV) testing and its high negative predictive value also enables longer screening

1. WHO recommends using HPV DNA detectior . T . . . . .
primary screening test rather than VIA or cytolc INtervals for individuals with normal test results and is the optimum primary screening

ears

BuIusa1s 20ueD) [BDIAS) o) ssalbold ul a1epdn

. X . . ) . zotest every Papt ears,
sereening and treatment approaches among b tast for vaccinated individuals. The lower specificity of hrHPV testing requires areflex  crerreq) HPV
general population of women and women living o .
HIV. triage test to ensure colposcopy clinics are not over burdened with unnecessary very 3 years years >
Remarks: Existing programmes with quality-ass. '€f€rrals and individuals are not inconvenienced. le) cotes
cytology as the primary screening test should be > yes
continued until HPV DNA testing is operational; . . . . .
SR v (7 2 e pﬁma,ﬁsc,eem-ng A national programme of primary HPV screening with triage by cytology results now
test should transition rapidly because of the inhe 5 harates following the evidence from the English primary implementation pilot report.
challenges with quality assurance. ) . . ]
2. WHO suggests using an HPV DNA primary The new pathways can be found in the flowcharts accompanying this guidance. ing ifa NOAS(
screening test either with triage or without triage w | recommenuauon, TV RVITIen SUrICS U v teows Sunies w Prior tests serie ts
prevent cervical cancer among the general population | moderate- were normal were normal were not
of women. certainty evidence at hic

cervi
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The NEW ENGLAND JOURNAL of MEDICINE

1. WHO recommends u
primary screening test
screening and treatmer
general population of w
HIV.

Remarks: Existing progr
cytology as the primary
continued until HPV DN
programmes using VIA

test should transition ra,
challenges with quality

2. WHO suggests using
screening test either w
prevent cervical cancer
of women.

SPECIAL REPORT

The IARC Perspective on Cervical Cancer Screening

Vely = ywon o

Table 3. Comparative Effectiveness of the Established Cervical Cancer
Screening Methods.*

Comparison of
Methods Compared angesBenefit-to-Harm Balances

_otest every

HPV DNA testing vs. VIA HPV DNA testing >> VIA e

HPV DNA testing vs. cytology HPV DNA testing > cytology ©

HPV DNA testing vs. cotestingy HPV DNA testing = cotesting

* The symbol >> indicates that the benefits of testing clearly outweigh the ing if a
harms, the symbol > that the benefits outweigh the harms, and the symbol = """
that the benefits do not outweigh the harms. VIA denotes visual inspection
with acetic acid.

T Cotesting involves screening and cytologic analysis combined.
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D HPV-based . HPV-based screening with self- |: HPV-based screening with self- Planned HPV-based % Pilot self-sampling
screening sampling for ALL women sampling for UNDERSCREENED women screening study

Serrano et al. Worldwide use of HPV self-sampling for cervical cancer screening, Preventive Medicine,Volume 154, 2022,
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Fig. 4.4 Randomized controlled trials comparing HPV-based screening versus cytology screening:
relative risk of CIN2+ and CIN3+ in the first and secopd sgreening rounds

LEUVEN

1stround RR of CIN2+ [95% CI] 1stround RR of CIN3+[95% CI]
NTCC —-— 1.93[1.54, 2.43] NTCC —— 1.87[1.36, 2.59]
SwedeScreen —.— 1.50 [1.13, 2.01] SwedeScreen »—-l—- 1.31[0.93, 1.86)
ARTISTIC - 1.13[0.94, 1.37) ARTISTIC »—l—« 0.97(0.75, 1.25)
POBASCAM l-< 1.25[1.04, 149] POBASCAM -—I—< 1.15[0.92, 1.43)
HPV FOCAL - 1.61[1.24, 2.09] HPV FOCAL —— 1.61(1.09, 2.37)
Hong Kong SAR —— 250([1.64, 3.81] Hong Kong SAR —— 3.06([1.74, 5.38)
Finnish L ] 1.68[1.46, 1.92] Finnish i 1.64[1.30, 2.06)
Compass 10.95[1.51,79.34] Compass 7.46[1.02, 54.66)
RE model - 1.59[1.32, 1.90] RE model - 1.52(1.19, 1.95)
T I T T T T 1 1 T T T T 1
0.37 1 272 739 2009 546 148.41 0.37 1 272 739 2009 546 14841
Risk ratio (log scale) Risk ratio (log scale)
2nd round RR of CIN2+ [95% CI] RR of CIN3+[95% CI]
NTCC —— 0.42(0.23, 0.74) NTCC —_— 0.31[0.14, 0.69)
SwedeScreen —— 0.58 [0.36, 0.95] SwedeScreen ——y 0.53[0.29, 0.98]
ARTISTIC i 0.63[0.42,0.96] ARTISTIC —— 0.53(0.30, 0.96]
POBASCAM — 0.88[0.71, 1.08] POBASCAM —— 0.730.55, 0.96]
HPV FOCAL A 0.47[0.34, 0.67] HPV FOCAL —— 0.42 (0.25, 0.69)
Hong Kong SAR —_— 0.23(0.09, 0.62) Hong Kong SAR —_— 0.27 [0.09, 0.83]
RE model —— 0.56 (0.41, 0.76) RE model ——— 0.51[0.38, 0.69]
mai T T T 1 | e e I

0.08 0.22 061 1 1865
Risk ratio (log scale)

008

0.22 061 1
Risk ratio (log scale)

cervical cancer screening IARC handbooks of cancer prevention volume 18 (2022)
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CIN3+ CERVICAL CANCER

Study DRR (95% CI) Study DRR (95% CI)
Naucler, 2007 T 0.53 (0.29, 0.98)
Naucler, 2007t € - 0.14 (0.01, 2.77)
Kitchener, 2009 — e 0.52 (0.28, 0.97)
Ronco, 2010*T ¢ 0.05 (0.00, 0.92)
Ronco, 2010* — 0.34 (0.15, 0.75)
Rijkaart, 2012 - 0.17 (0.04, 0.74)
Rijkaart, 2012 —— 0.3% (0.27, 0.56) :

i Overall (2=0.0%, p=0.785)<_ i > 0.13 (0.04, 0.44
Overall (12=0.0%, p=0.68])® 0.43 (0.33, 0.56) N P )’ ( )

M .
T L) L T T L} L] ] T

1 35 1 23 10 01 e T
Detection rate ratio Detection rate ratio

* restricted to women of 35 years or older.
T continuity correction (+.5 in each cell because of zero cancer cases among HPV-negative women).

Arbyn et al. (2012). Evidence Regarding Human Papillomavirus Testing in Secondary Prevention of Cervical Cancer. Vaccine, 30(), F88—F99.



ey Points The HPV FOCAL Randomized Clinical Trial

Question Does cervical cancer screening using primary cervical

human papillomavirus (HPY) testing compared with cytology
result in a lower likelihood of cervical intraepithelial neoplasia
grade 3 or worse (CIN3+) at 48 months?

Findings In this randomized clinical trial that included 19 009
women, screening with primary HPV testing resulted in
significantly lower likelihood of CIN3+ at 48 months compared
with cytology (2.3/1000 vs 5.5/1000).

Meaning HPV-based screening resulted in lower likelihood of
CIN3+ than cytology after 48 months, but further research

is needed to understand long-term clinical outcomes

as well as cost-effectiveness.

|A| Cumulative CIN3+ incidence

All Participants

v UZ
y’ LEUVEN

Baseline Negative Screen

Incidence Rate/1000 (95% CI) at 48 mo

Risk Ratio Incidence Rate/1000 Risk Ratio
Intervention Group Control Group (95% CI) (95% Cl) at 48 mo (95% Cl)
CIN3+ 2.3(1.5-3.5) 5.5(4.2-7.2) 0.42 (0.25-0.69) 1.4 (0.8-2.4) 0.25 (0.13-0.48)
CIN2+ 5.0(3.8-6.7) 10.6 (8.7-12.9) 0.47 (0.34-0.67)

’ B Cumulative CIN2 + incidence

157 | tesvention %
Looking only at LBC results at exit (excluding HPV results)
= =~ Looking at both HPY and LEC results at exit
S 8
= Control S
i g f o — Looking only at LBC results at exit (excluding MPV results) i 104
& «« == Looking at both HPV and LBC results at exit Py
S 3
c c
e o
g S g
g s & sq
* g +
~ ~
= - =
. B f/_l—’_’-—r §
” il S sl
,,f/ v o b &
- N
O ’ Y v ’ v . - - . v ' - . 0 ) v ¥ ' v - y v v - v - -~ .
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78
Time to CIN3+, mo Time to CIN2+, mo
No. at risk No. at risk
LBC 9072 9025 8932 8822 8696 8110 5406 L8C 95072 9025 8932 £814 8683 8076 5374
HPV 8768 8717 8652 8598 8446 7951 5399 HPV 8768 8n7z 8652 8598 8446 7933 5387

Ogilvie , et al. JAMA. 2018;320(1):43-52.



Summary recommendation for the general
population of women

WHO suggests using either of the following
strategies for cervical cancer prevention among the

general population of women:

HPV DNA detection in a screen-and-treat

approach starting at the age of 30 years with
regular screening every 5 to 10 years.

HPV DNA detection in a screen, triage and treat
approach starting at the age of 30 years with
regular screening every 5 to 10 years.

CONSENSUS STATEMENT

Cervical screening: ESGO-EFC position paper of the
European Society of Gynaecologic Oncology (ESGO)
and the European Federation of Colposcopy (EFC)

* Niet <25 jaar!

e <30 HPV versus Cyt="?
* Lagere specificiteit
* Triage nodig!

Wanneer?

J

!
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These recommendations differ slightly from those given by ACS in 2012 and by the US
Preventive Services Task Force (USPSTF)in 2018 &..

Age 21-
24

Age 25—
29

Age 30—
65

Age 65
and older

2020 ACS

No screening

HPV test every 5 years
(preferred)

HPV/Pap cotest every
5 years (acceptable)
Pap test every 3 years
(acceptable)

HPV test every 5 years
(preferred)

HPV/Pap cotest every
5 years (acceptable)
Pap test every 3 years
(acceptable)

No screening if a
series of prior tests
were normal

2012 ACS

Pap test every 3 years

Pap test every 3 years

HPV/Pap cotest every
3years (preferred)
Pap test every 3 years
(acceptable)

No screening if a
series of prior tests
were normal

2018 USPSTF
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Fig. 1.4 Age-specific incidence of cervical cancer worldwide and in terms of the four-tier Human

Fig. 1.8 Age-specific standardized prevalence of human papillomavirus (HPV) infection by world Development Index (HDI), 2018
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Age (years) Reproduced from Arbyn et al. (2020).

The shaded area represents the 95% confidence interval for the global HPV prevalence.
Courtesy of Laia Bruni, Bruni et al. (2016).
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Belgié 2018

Cervical cancer (C53), Average Number of New Cases per Year and Age-Specific Incidence Rates per 100,000 Female Population,
ag - - - - - - - - - - - - - - - -'l.-'rc'uw UK, 2016-2018
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Wat met HPV negatieve kanker? Ficeuven



DOMUS ,f7'

i Wat met HPV negatieve kanker? i IEEEVEN

NON-ISSUE

CIN3+ CERVICAL CANCER
Study DRR (95% CI) Study DRR (95% CI)
Naucler, 2007 0.53 (0.29, 0.98)
Naucler, 2007t 0.14 (0.01, 2.77)
Kitchener, 2009 0.52 (0.28, 0.97)
Ronco, 20101 ¢——e—"FP—— 0.05 (0.00, 0.92)
Ronco, 2010* —_—r 0.34 (0.15,0.75)
Rijkaart, 2012 . 0.17 (0.04, 0.74)
Rijkaart, 2012 —— 0.39 (0.27, 0.56)
Overall (12=0.0%, p=0.785) > 0.13 (0.04, 0.44)
Overall (2=0.0%, p=0.681) &> 0.43 (0.33, 0.56)
1 35 1 23 10 o1 WRss )40
Detection rate ratio Detection rate ratio

* restricted to women of 35 years or older.
 continuity comrection (+.5 in each cell because of zero cancer cases among HPV-negative women).
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TABLE 2 | Pathological types of cervical adenocarcinoma and its human papillomavirus (HPV)-positive rate.

LEUVEN

|
Pathological types (Reference) Percentage of cervical adenocarcinoma, % HPV-positive rate, % (17)
Endocervical (usual) type (15, 18) 73-79 80-100
Intestinal (15) 3-8 85% 83-100
Villoglandular (15) 0.8-6 100
Signet-ring cell (15) 0.3 100
Endometrioid (13, 15) 1.1-1.6 27.3
-From squamous columnar junction zone — 100
-From upper endocervix and lower uterine segment — 0
Gastric (15, 18) 1.5-10 0
Clear cell (13, 18) 4.4-6.3 20-27.6
Serous (13, 15) 0.5-3.5 25-30.4
Mesonephric (15) 0.3 0

Xing et al. (2021). Front. Oncol. 10:606335. doi: 10.3389/fonc.2020.606335

Inc. HPV+ CC

94,00%

92,00%

90,00%
- Metastase? Andere origine (endometrium?) 88,00%
- Sensitiviteit van de gebruikte test? 86,00%
- Verlies van HPV DNA fragmenten? (ex. L1 test) 84,00% .
- Welk staal (necrose?) 500% 90-'99 00-'05 06-'10

M Inc. HPV+ CC
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Voor elke oplossing

1s wel een probleem.
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Fig. 1.8 Age-specific standardized prevalence of human papillomavirus (HPV) infection by world

region

Noodzaak aan TRIAGE

Genotypering + cytologie (ASCCP / Australian )
Cytologie: meeste richtlijnen
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The shaded area represents the 95% confidence interval for the global HPV prevalence.
Courtesy of Laia Bruni, Bruni et al. (2016

P16/Ki67 ‘dubbele kleuring’
Methylatie testen

Fig. 1.4 Age-specific incidence of cervical cancer worldwide and in terms of the four-tier Human

Development Index (HDI), 2018
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‘The four tiers of HDI are: low (< 0.55), medium (> 0.55 to < 0.7), high (= 0.7 to < 0.8), and very high (= 0.8).

Reproduced from Arb




DOMUS
MEDICA

ANNO2o015

CERVICAL CANCER SCREENING PROGRAM

AND HUMAN PAPILLOMAVIRUS (HPV) TESTING, PART II:
UPDATE ON HPV PRIMARY SCREENING
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Implementatie HPV Screening
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FIGUUR 1: SCREENINGSALGORITME VOOR 25 TOT 29-JARIGEN IN DE ALGEMENE BEVOLKING (versie 1 —d.d. 20241015)
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25-29 jaar. CYTOLOGIE 3-jaarlijks

routine
NILM screening

——TRIAGE afwijkende cytologie

e
routine

2de tri NILM routine
einage ; ASC-US/hr HPV - screening
| J
LSIL :
repeat : 4 5
: k. J

5 =i

2 ASC-H/AGC colposcopie

2ASC-H/AGC = ASC-H/AGC of een hooggradigere afwijking (HSIL, SCC, AlS, AC)
Opgelet: Een ASC-US resultaat wordt altijd gevolgd door een reflex HPV-test (zowel bij de primaire screening als bij de 2% triage na 12 maanden)



el il FIGUUR 2: SCREENINGSALGORITME VOOR 30 TOT 64-JARIGEN IN DE ALGEMENE BEVOLKING (versie 1 -d.d. 20241015)

MEDICA

SCREENING ALGEMENE BEVOLKING ;
" %iensano

30-64 jaar: HPV-test 5-jaarlijks

screening

— TRIAGE HPV+

12M | hr HPV - Akt
2de triage : - screening

HPV-test

i colposcopie
Ar HPV +

cytologie

NILM

hr HPV
-16/18
. i reflex

cytologie

z ASC-US

['.l

colposcopie

[F 0

[Geen titel]

colposcopie

HPV 16/18 +

!

cytologie

Opgelet: Een positief hrHPV-resultaat wordt altijd gevolgd door een reflex cytologie (zowel bij de primaire screening als bij de 2% triage na 12 maanden)
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Praktijk

NOMENCLATUURCODES: NEMEN VAN EEN
CERVICOVAGINAAL UITSTRIJKPREPARAAT

Huisarts

y

LEUVEN

Gynaecoloog

Screening

114030-114041

149612-149623

Opvolging: diagnostisch/therapeutisch

114170-114181

149634-149645

NIEUW: klinisch/diagnostisch + hoogrisicogroepen

114192-114203

149656-149660

Klinisch Diagnostisch:
* Postmenopauzaal bloedverlies

 Abnormaal therapieresistent vaginaal bloedverlies

* Onverklaard post-coitaal bloedverlies
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Hoog risico

HOOGRISICOGROEPEN

Andere’ HPV-test of cytologie, Geen beperking

(met immuundeficiéntie) afhankelijk van de leeftijd Aanbeveling: Driejaarlijkse HPV-test of
jaarlijkse cytologie, afhankelijk van de
leeftijd®

Notificatie met terugbetaling van
de vereiste testen

® BIJGEWERKTE DEFINITIE vs. nomenclatuur: bij alle patiénten metimmuunsuppressie (hiv-positieve patiénten (CD4 <350/ul of HIV
RNA > 200 cp/ml), na orgaan taﬁ plantatie, na allogene stamceltransplantatie, systemische lupus erythematosus, congenitale
primaire immuundeficiéntie, of patiénten die langdurig aanhoudende immuuunsuppressiva krijgen) is frequeﬁtere screening vereist

zolang de immuunsuppressieve behandeling voortduurt

x ™ (5] hitps://www.sciensano.be/en/cervical-cancer-screening
1233

Y \
EAR

, HIV-RNA <200 cp/ml

4 RULE
> EXCEPTION
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Praktijk: Overgangsperiode

* 30j = Kalenderjaar waarin ‘doelgroep’ 30 wordt

* Nieuwe screenings test:
e 3 jaar na negatieve cytologie
* 5jaar na negatieve HPV test

A Cumulative CIN3+ incidence

15

10

CIN3+ Detection Rate per 1000

0

No. at risk

LBC 9072
HPV 8768

0

Inteérvention
Looking only at LBC results at exat (excluding HPV results)
~— =« | ooking at both HPY and LEC results at exit

Control
Looking only at LEBC results at exat (excluding HPV results)
Looking at both HPV and LEBC results at exit

6 12 18 24 30 36 42 48 54 60 66 72 78

Timeto CIN3+, mo

9025 8932 8822 8696 8110 5406
8717 8652 8598 8446 7951 5399
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Opportuniteiten zelftest

= Figuur 1: Evolutie van de totale dekking met opsplitsing op basis van de meest recente deelname.
Totale dekking, Vlaanderen (2021)

80,%
100%
68.4% M Geen dekking, geen enkele
70,% 61,1% ’ 66,8%  66,1%  658% 65% 60,5% o deelname voor 1/1/20xx-2
1
o, B80%
e e m Geen dekking , wel oude deelname
70% voor 1/1/20xx-2
50,%
60% W Dekking door deelname in
betrokken jaar- eerste screening
40,% g 50% m Dekking door deelname in
® betrokken jaar- vervolg screening
30,% 40%
20,% - 2% a2
" 403% Dekking door deelname in vorige
20% twee kalenderjaren
10,%
10%
* , P
— —_— o ekking r uitsluiting

25-29 jaar 30-34 jaar 35-39 jaar 40-44 jaar 45-49 jaar 50-54 jaar 55-59 jaar 60-64 jaar

Screeningsjaar
JAARRAPPORT BEVOLKINGSONDERZOEK.BE

60
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KLINISCH/DIAGNOSTISCH
Klinische testen (bij

Praktijk

Cotesting (cytologie + HPV)

Geen beperking

Notificatie met terugbetaling van

Iy

I’ |LEUVEN

symptomen) 2 één diagnostische co-test
HOOGRISICOGROEPEN

DES? Cotesting (cytologie + HPV) | Geen beperking Notificatie met terugbetaling van
AlS* Aanbeveling: jaarlijks de vereiste testen

Andere® HPV-test of cytologie, Geen beperking Notificatie met terugbetaling van

(met immuundeficiéntie)

afhankelijk van de leeftijd

Aanbeveling: Driejaarlijkse HPV-test of
jaarlijkse cytologie, afhankelijk van de

leeftijd®

de vereiste testen

<
e

.
»0
-

-

COTEST HPV
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Conventional Cyto
GP5+/6+
Cotest

CIN3+

Dijkstra, BMJ 2016
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European Federation for Colposcopy

and Pathology of the Lower Genital Tract ﬁ/
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Praktijk: communicatie

 Patienten communicatie CvKO: DECEMBER
o

O
CAIKO o ® cenTRUM VOOR
KANKEROPSPORING

ANTWERPEN . BRUGGE . BRUSSEL . GENT . LEUVEN

* RIZIV nomenclatuur: Publicatie KB in November
* Wettelijk gaat dit in 1ste dag van de 2e maand volgend op publicatie

</

RIZIV
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Tabel 1.1: Basisvaccinatieschema toegepast in Vlaanderen, 2016-2021

Leeftijd Vaccinaties
8 weken IPV-DTaP-Hib-HBV-1 + Pnc-1 + rota-1
12 weken IPV-DTaP-Hib-HBV-2 + rota-22
16 weken IPV-DTaP-Hib-HBV-3 + Pnc-2 (+ rota-3%)
12 maand MBR-1 + Pnc-3
15 maand IPV-DTaP-Hib-HBV-4 + MenC
6 jaar IPV-DTPa
10 jaar MBR-2
12 jaar HPV® en HBV®
——
14 jaar dTap

@ aanbevolen door de HGR maar niet gratis beschikbaar in Viaanderen.
bsinds september 2019 voor meisjes en jongens; voordien enkel voor meisjes.
“voor wie nog niet eerder gevaccineerd werd tegen HBV, 2 dosissen van het vaccin voor volwassenen.

Studie van de vaccinatiegraad in Vlaanderen 2020, prof. Dr. Maertens
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Vaccinatie in Belgié: Historiek

09/2010: 09/2015: 09/2018: 09/2019: 08/2022:

- 3x Gardasil 4 (?) 2x Cervarix 2x Gardasil 9 (o} Ook inhaal d gratis
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Tabel 3.14: Vaccinatiegraad bij adolescenten in Vlaanderen, per vaccin en per dosis, uitgedrukt
in procenten (met 95% betrouwbaarheidsinterval) (n=955), Vlaanderen 2020

1¢ dosis 2¢ dosis E—
DTPa-IPV? 92,6 (90,6-94,5)
MBR® 91,6 (89,5-93,7) 93,8 (92,1-95,6)

89,4 (86,8-92,1) 80,7 (77,6-83,8)

l HPVe
rste leerjaar),

inclusief afzonderlijk (maar volledig) toegediende DTPa én Polio vaccins en inhaalschema’s op later leeftijd (0.m.
nieuwkomers)

b De eerste dosis MBR verwijst naar een vaccinatie toegediend op zuigelingenleeftid (behoudens enkele
uitzonderingen met een inhaalvaccinatie); de tweede dosis verwijst naar een vaccinatie toegediend op de leeftijd
van 10 jaar. Vijf jongeren (0,5%) kreeg nog een derde keer het MBR vaccin toegediend. Zie § 3.2.2 voor details.

¢ Voor jongeren uit geboortejaar 2007 kan een schema van 2 dosissen als volledig worden beschouwd. Acht
jongeren kregen wel nog een derde dosis. Zie § 3.2.2 voor details.

Vaccinatie in Belgié: dekking

y

LEUVEN

Studie van de vaccinatiegraad in Vlaanderen 2020, prof. Dr. Maertens

Tableau 4 : Statut vaccinal (%) pour la 1% dose du vaccin HPV chez les éléves de 2éme secondaire par province/région,
par genre et par type de vaccinateur en 2019-2020
Luxem-
Bruxelles- Brabant Hainaut Liége bourg Namur FWB
Capitale Wallon (n=903) (n=864) (n=769) (n=768) (n=4870)
(n=709) (n=858)
Médecin F 45,7 36,6 33 49,6 44,9 b4,b 43,2
scolaire G 41,4 46,3 41,1 53,9 47,5 56,9 48
T 43,3 41,1 37,1 51,8 46,3 55,9 45,7
Autres F h,h 15,1 13 16,6 20 16 14,2
vaccinateurs G 0.8 1.8 0.7 3.4 8.7 3.4 2,8
T 2,4 8,2 6,8 9.7 14 8,9 8,2
F 7 14,8 4 2,2 4,7 6,3 6,5%
Refus G 6,3 12,8 3.3 4,5 h,2 6,7 [
T 6,6 13,8 3,7 3.4 4,9 6,6 6,6
Demande F 4, 12,9 4.9 9.6 9.9 9 8.8
médecin G 4,3 2.8 3,9 7.6 12,6 8.3 7.9
traitant T 4,5 11,3 4 8,6 11,3 8,6 8,3
F 11,7 27,7 14,5 15,4
Sous-total non ™ 10,7 22,6 12,1 17,8 14,9
vaccines T 11,1 25,1 11,9 16,3 15,1
Sous-total F 38,1 21,7 451 22,1 20,5 14,2
statut vaccinal 47,2 29.3 51 30,6 26 24,8
inconnu T 43,2 25,6 48,1 26,5 23,4 20,2

La vaccination contre le papillomavirus humain (HPV) chez les éléves de 2°™e secondaire dans I’enseignement de la Fédération Wallonie-Bruxelles.
F. PANICHELLI, K. SARR, C. BRASSEUR.
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@ ® The effects of the national HPV vaccination programme
" inEngland, UK, on cervical cancer and grade 3 cervical
intraepithelial neoplasia incidence: a register-based
observational study

Invasive cervical cancer
Milena Falcaro, Alejandra Castaion, Busani Ndlela, Marta Checchi, Kate Soldan, Jamie Lopez-Bernal, Lucy Elliss-Brookes, Peter Sasieni 1509 — Cohort 4
— Cohort §
——Cohort 6
——Cohort 7

1004

Cumulative incidence rate per 100000

504
Date of birth
Ix 8]
F P R &
I M ' ' My M My M
e Q o 3 3 S 3 R
¥ < = W & & & N od
1 1 1 1 | 1 | -
I 1 1 ) 1 I 1 I L
Birth cohort 1 2 3 4 5 6 7 an3
Age at first invitation 20 200r25 25 24.5 245 245 245 4000
to screening (years)
Offer of HPV vaccination ~ No No No No Yes Yes Yes 2
School years 12-13 10-11 8 § 30001
Age (years) 16-18 14-16 12-13 g
4
Coverage* g
At least 1 dose 605% 80-1% 88:7% 5 20007
3 doses 44-8% 73:2% 84-9% 5
. . . . '—E 1000
Figure 1: Schematic representation of the birth cohorts E
*Vaccine coverages include (when data are available) mop-up vaccinations (ie, when females are vaccinated in a o
lateryear than the one in which they were first offered vaccination).
-

Age (years)

Figure 2: Cumulative incidence rates of cervical cancer and CIN3 by birth
cohort

The shaded area indicates 95% Cl. CIN=cervical intraepithelial neoplasia. Estimates
from Model 3 with all other covariates fixed at their reference values.
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Sweden Denmark
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Beoefen wat je predikt
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Huidige access in Belgie

i,

Beoefen wal je predikt

©  Algemene vaccinatie

O
[m @ Vlaanderen: jongens en meisjes in het eerste jaar secundair onderwijs

Wallonié: jongens en meisjes in het tweede jaar secundair onderwijs

Inhaalvaccinatie
ﬁ Federale terughetaling jongens en meisjes tussen 12 en 18 jaar

Inhaalvaccinatie
Jonge vrouwen en mannen: 15 — 26 jaar

3 dosissen, 0, 1 en 6 maanden, op individuele basis
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Figure 1: Cumulative risk curves of post-treatment CIN grade 2 or higher and CIN grade 3 or higher
Cumulative risk curves of (A) post-treatment CIN arade 2 or hiaher and (B} post-treatment CIN arade 3 or higher.

Kocken et al. Lancet Oncol 2011; 12: 441-50

Vaccinated Unvaccinated Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weiﬂht M-H, Random, 95% CI M-H, Random, 95% ClI
1.11.1 Prospective studies
Del Pino 2020 5 153 12 112 9.0% 0.28 [0.10, 0.82]
Ghelardi 2018 2 172 11 172 6.2% 0.17 [0.04, 0.79] -
Karimi 2020 23 93 41 69 12.6% 0.22 [0.11, 0.44] —_—
Pieralli 2018 0 89 4 89 2.3% 0.11 [0.01, 2.00] + =
Sand 2019 82 2074 777 15054 16.3% 0.76 [0.60, 0.95] -
Subtotal (95% Cl) 2581 15496 46.3% 0.31 [0.14, 0.72] *
Total events 112 845
Heterogeneity: Tau® = 0.56; Chi* = 17.77, df = 4 (P = 0.001); I = 77%
Test for overall effect: Z = 2.74 (P = 0.006)
1.11.2 Retrospective studies
Bogani 2020 0 100 g 200 2.4% 0.10 [0.01, 1.74] + -
Garland 2016 1 190 ] 264 4.0% 0.15 [0.02, 1.19]
Hildesheim 2016 3 142 2 169 4.9% 1.80 [0.30, 10.94]
Joura 2012 8 474 26 562 11.4% 0.37[0.17, 0.83] —_—
Kang 2013 9 360 27 377 11.7% 0.33 [0.15, 0.72] —_—
Ortega 2018 5 103 22 139 9.6% 0.27 [0.10, 0.74] —_—
Petrillo 2020 [ 182 14 103 9.7% 0.22 [0.08, 0.58] —
Subtotal (95% Cl) 1551 1844 53.7% 0.32 [0.21, 0.48] E
Total events 32 109
Heterogeneity: Tau® = 0.00; Chi® = 5.55, df = 6 (P = 0.48); I = 0%
Test for overall effect: Z = 5.47 (F < 0.00001)
Total (95% ClI) 4132 17340 100.0% 0.33 [0.20, 0.52] -‘-
Total events 144 954
Heterogeneity: Tau® = 0.34; Chi* = 31.35, df = 11 (P = 0.0010): I’ = 65% Iﬂ.(}l []%1 1'0 lﬂﬂl

Test for overall effect: Z = 4.65 (P < 0.00001)
Test for subgroup differences: Chi* = 0.00, df = 1 (P = 0.98), I’ = 0%

Favours [experimental] Favours [control]

Figure 4. Forest plot of comparison: subgroup analysis related to the study design for CIN 2+ recurrence.
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Belgian Post-Colposcopy Follow-Up Algorithm :. VVOG

VLAAMSE VERENIGING VOOR OBSTETRIE EN GYNAECOLOGIE vzw

4.2. Vaccination
- Secondary vaccination with treatment of high grade lesions.
o Suggestion of reduced recurrence of CIN2+
o Current ongoing RCT’s to provide more evidence.
o recommendation on individual bases. Stronger recommendation if younger.
O Only data available for a 3-dose scheme
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TAKE HOME

* Onveranderde afname /7s/
EUROPE’S BEATING

* <25] GEEN screening CANCER PLAN
LET’S STRIVE FOR MORE

e 25-29 = Cytologie ( +/- HPV)

* 30-64 = HPV ( +/- cytologie)

* Screen verder in gevaccineerde cohorte

* GEEN co-testing in screening!
* Gebruik de terugbetaling voor inhaalvaccinatie (<18j)
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