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Compliance to invitation by arm

Finnish trial

HPV screening

Conventional

arm screening arm
All ages 66410/101678 65784/101747
65.3% 64.7%
25.34 11191/20460 11071/20455
54.7% 54.1%
35-65 55219/81218 54713/81292
68.0% 67.3%

Leinonen et al. BMJ 2012 modified




| Hazard ratios of invasive cervical cancer (ICC), AlS, or CIN among women invited for organised cervical scregning in Finland, by
screening status

Mo of cases detected in Mo of cases detected in
women Wamen
aged 25-34 years aged =35 yvears Hazard ratlo (25% CI1)
HPY
screening  Conventional HPY Conventional
arm soreaning arm sereaning arm  screening arm Age 25-34 years Age =35 years Overall

All women invited

G 1 B 24 25 0AF (00210 1.38) 095 (0.55 0 1.68) 081 {048 1o 1.37)
CIM 3 or AIS 20 0 18 119 129 (08510177 1331050 189 132 (1.049 1o 1.549)
CIM 2 209 135 236 155 156 (12510183) 153125 1.87) 154 (1.331n1.78)
CIMA 117 68 175 123 1.73{12810233) 1.43(1.13101.80) 1.53(1.281n1.84)

Women who atlended

[ 1 2 16 7 049 (004 10 5.42) 227 (08930 3.51) 1.8 {083 1o 4.20)
CIM 3 or AIS B2 32 116 i 1.892{125102584) 1.580(1.1210 2.00) 1.62(1.28 o 2.08)
CIM 2 155 B5 190 116 1.81 {13910 235 1.683(1.29102.05) 1.71 (143 2.03)
CIM A Ba 43 138 g4 20314110282 163(1.25M02.14) 1.77{1.42 1o 2.20)

Women who did not atlend

[ 0 4 a 18 MNA 0.45(0.20 to 1.04) 037 (017 1o 0.83)
CIM 3 or AlS 28 38 42 42 0.75 (04610 1.23) 1.02 {0.66 1o 1.56) 0089 (0.65 to 1.23)
CIN 2 E4 50 46 38 1007510162 1.20(0.78 0 1.84) 1.158{0.86 1o 1.52)
ZIM A 29 23 ar a8 119 (DES 0 2.02) 097 (0062 0 1.52) 108 {053 1o 1.45)

MA=not applicable. Association befween age and 1CC was not significant (P=0.83 among all invited, P=0.96 among women who attended, and P=0.12 amaong
women who did not attend). Assoclations between age and CIN 1, CIMN 2, and GIN 3 or AIS wera significant (P<0.001 among all subgroups of allendanca). There
was significant effect modification betwesn age and screaning mathod only far CIN 1 among all wamen invited (P=0.002) and among woman who altended
(P=0.004).

Leinonen et al. BMJ 2012
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Programma

Campagna promozionale

Invito

Abruzzo Nessuna Lettera + depliant
informativo

Guidonia Solo primo round: campagne informative a | Lettera + depliant
livello comunale informativo

Reggio Emilia |Su televisioni e su giornali locali Lettera + depliant
informativo

Torino Nessuna Lettera + depliant
Informativo

Trento Iniziative nell’ambito del programma di Lettera + depliant
aggiornamento sugli screening informativo

Umbria Campagna di promozione Lettera + depliant

informativo

Valcamonica

Alta padova | Comunicazione a operatori (MMG, Lettera + depliant
ginecologi) informativo

Padova Manifesti in consultori, studi MMG, farmacie |Lettera + depliant
informativo

Este Articolo su giornale locale Lettera + depliant
Campagna di promozione in seconda fase |informativo

Rovigo Articolo su giornale locale Lettera + depliant
informativo

Adria Nessuna Lettera + depliant

informativo




Adesione all'invito

Survey su attivita
2011
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Pilot project design

e Centres: Torino, Trento & Reggio
Emilia

* Cluster randomised (birth cohort)
to HPV or cytology

 Age 35-64



Torino, Reggio Emilia e Trento:
adesione all'invito

Centro Invitate Aderenti HPV | Invitate Aderenti RR (95%CI)
HPV citologia  |citologia

Torino 66930 34209 56666 28264 [1.02 (1.01-1.04)
(51.1%) (49.9%)

Reggio 19826 11959 17935 10554 [ 1.05 (1.03-1.07)

Emilia (60.3%) (58.9%)

Trento 10748 6109 8571 2928 [ 0.82 (0.80-0.84)
(56.8%) (69.2%)

Totale 97504 52277 83172 4474611.01 (0.99-1.03)*
(53.6%) (53.8%)

* standardizzato per centro




Randomised Pilot Project Italy

Compliance to Invitation

women invited within may 2012

Centre Invited | Compliance | Invited Compliance
HPV HPV cytolgy cytology RR (95%CI)
Torino 54123 27683 45283 22751 1.03
(51.1%) (50.2%) (1.01-1.04)
Reggio 16825 11678 15338 9233 1.15
Emilia (69.4%) (60.2%) (1.13-1.17)
Total 70948 39361 60621 31984 1.05
(55.5%) (52.8%) (1.06-1.06)




x 100 invitate

Adesione all'invito ai programmi pilota con HPV

80

682 /0.2

71,9




Adesione: HPV vs Pap

Pilota RR
« Pap best HPV best —
Abruzzo . 1,9
Guidonia O 1,9
Reggio Emilia : 1,0
Torino 1,0
Trento HiH 0,8
Umbria [] 1,2
Valcamonica = 1,0
Alta padovana ] 1,2
Padova [ 1,0
Este B 1,6
Rovigo L] 1,2
Adria u 1,9
Media Italia ~1.20
| | | |
0.3 0.5 1 2 3

Rischio relativo di aderire
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VENETO - Adesione corretta all'invito
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VENETO - Adesione corretta all'invito, per eta

—pap 2007-09

—HPV 2012
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UMBRIA - Adesione all'invito per eta

PAP 56,5

[

—— +\\‘F —
= HPV56,6
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UMBRIA - Il peso del solleciti

guota adesione
eta sollecitate senza sollecito
HPV 41.6 51,9

PAP 88,2 44 2
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UMBRIA - Adesione all'invito per eta,
esclusi i solleciti
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PAP 44,2

--PAP TEST 2008 - 2010

-=+HPV2010- 2011

35-39

40-44 45-49 50-54 55-59 60-64 totale




x 100 invitate

ABRUZZO - Adesione all'invito per anno
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GUIDONIA - Adesione all'invito per ROUND

31,8

ROUND 1

30,9

ROUND 2
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ESTE - Adesione corretta all’invito (%)

/5,3

51,5

43,9

Pap test 2007-2009 HPV primo round HPV secondo round




Relative positive predictive value for CIN2+ and CIN3+ at
1° round of HPV-based vs. cytology-based screening

according to the screening policy with HPV

Co-testing Stand alone HPV
Study CIN2+ CIN3+ Study CIN2+ CIN3+
Triage POBASCAM 0.95 1.03 Finnish 1.34 1.22
(1.04-1.72) | (0.78-1.92).
ARTISTIC 0.98 1.15
NTCC PH1 0.55 0.24
age 25-34 (0.37-0.82) (0.13-0.45)
Direct NTCC PH1 0.40 0.34 NTCC PH2 0.89 0.66
referral age 25-34 (0.23-0.66) (0.21-0.54) | age 25-34 (0.55-1.44) (0.31-1.40)
NTCC PH2 0.80 0.86
age 25-34 (0.55-1.18) (0.49-1.52)




Studio POBASCAM
Gestione donne HPV+ citologia normale

Cytology and hrHPY

test at 6 months Donne 29-56
Compliance
Prima ripetizione: 82% (376/459)
i Entrambe le ripetizioni: 58%
SMP (268/459)

Repeat both tests | Colposcopy-
at 18 months

MormallBMD =BMD
and or
hrHPV - hrHPV +

Routine  Colposcopy + biopsy
screening

Bulkmans, Lancet 2007



Swedescreen trial — compliance to protocol

PROTOCOL.:
If HPV+ and Pap- repeat HPV test after 12 months

If persistent type-specific infection referred to colposcopy.

Offered second HPV test |341 | 100%

Had second HPV test 270 | 79.2%

Had persistent type- 119 | 34.9% | 100%
specific HPV infection

Had colposcopy 100 | 29.3% | 84.0%

Naucler et al. New Engl J Med 2007



NTCC trial phase 1 women age 25.34 yrs

compliance to protocol
PROTOCOL.:

If HPV+ and had normal cytology repeat HPV test and cytology after 12
months

If persistent HPV or cytology ASCUS+ referred to colposcopy.

Were HPV+ and had normal 510 100%
cytology

Had immediate colposcopy 14 2.7%
Had second HPV and cytology 339 | 66.5%
test

Had persistent HPV infection or 164 | 32.2% 100%
cytology ASCUS+

Had colposcopy 148 | 29.0% 90.2%

Ronco et al. Lancet Oncol 2006



Artistic study
Clinical management and timelines according to cytology grade in screening
round 1 and by study group

Round 1 of screening with cytology
with or without HPVY testing

|
= -

| Concealed group only | [ Revealed group only
| Normal cytology | [ Mormal cytology
[ Revealed and concealed groups l I
¢ ¢ | HPV positive | | HPV negative
Severe Mild dyskaryosis *.
or moderate or borderline HPV at 12 months
¢ ¢ (no repeat cytology) —pl If HPV negative [—b
Colposcopy | Second smear and HPY ¢
test at & months
| If HPV positive |
L b ¢ | Patient choice |
Mormal Recurrent Persistent
borderline dyskarnyosis I
¢ $ B HPY test at | Colposcopy |
3 24 months
Third smear and HPW | Colposcopy
test at 12 months Y [
*, ¢ I | HPW negative | | HPWV positive |
NMormal Abnormal L
cytology cytology
Colposco |
Round 2 | =
at 3 years - » w v v v
I Cytology and HPV ] | Cytology and HPW | | Cytology and HPW | | Cytology and HPV | | Cytology and HPW | l Cytology and HPW I I Cytology and HPV

Kitchener et al. Lancet Oncol 2009



| 675 women testad
cytology —ve and HPY

ARTI STI C trlal +ve at baseline 257 returned in scresning round 2

> 378 did not return for repeat HPY test

Compliance to triage oy

1040 returned for &1 ) Recalled for
repeat HPY tast® HPFY —va LEC test at 3& months

v

439
HPFY +ve

-

Offered choice of
immediate colposcopy
or repsat HPY
test in |2 maonths

L

427 264 opted for
responsas received —» colposcopy at 5t Mary's Hospital

v

72 had repeat HPY test in round 2 |63 opted for repeat 23 Recalled for LRC
4| did not return for further scresning b HPY testin 12 months |— " HPY —ve P | test at 36 months

v

27 HPV +ve —>

Referraed for colposcopy at
5t Mary's Hospital

Kitchener Health Technology Assessment, 2009



Study

DRR (95% Cl)

Developing countries
Sankaranarayan, 2005 (IN)

Industrialised countries, CP

Ronco, 2006* (IT)

Naucler, 2007 (SE)

Ronco, 2008* (IT)

Leinonen, 2009* (FL)
Rijkaart, 2012 (NL)

Subtotal (12=0.0%, p=0.464)

Industrialised countries, LBC

Kitchener, 2009 (UK)

Overall (12=63.4%, p=0.012)

0.83 (0.69, 1.00)

1.24 (0.77, 2.00)
1.28 (0.90, 1.82)
2.06 (1.16, 3.68)
1.49 (0.87, 2.55)
1.17 (0.93, 1.46)
1.28 (1.09, 1.51)

0.94 (0.73, 1.21)

1.14 (0.93, 1.40)

CIN2+
Study DRR (95% Cl)
Developing countries E
Sankaranarayan, 2005 (IN) — ] 0.88 (0.76, 1.03)
Industrialised countries, CP E
Ronco, 2006* (IT) — - 1.43 (1.00, 2.04)
Mayrand, 2007 (CA) E 1.69 (0.83, 3.45)
Naucler, 2007 (SE) — 1.42 (1.06, 1.91)
Ronco, 2008* (IT) ——s—— 1092(1.28,2.87)
Leinonen, 2009* (FL) — 1.37 (0.98, 1.90)
Rijkaart, 2012 (NL) —— 1.26 (1.04, 1.52)
Subtotal (12=0.0%, p=0.572) < 1.39 (1.23, 1.57)
Industrialised countries, LBC E
Kitchener, 2009 (UK) —(— 1.06 (0.87, 1.28)
Overall (12=71.8%, p=0.001) <§> 1.27 (1.06, 1.52)
T T * T T
3 5 1 2 3

Detection rate ratio

Arbyn et al, Vaccine 2012

T

5

1

2

Detection rate ratio



HPV- vs cytology based screening
CIN3+in 2"d round

Study DRR (95% Cl)
«— HPV best Cytology best —

Naucler, 2007 = 0.53 (0.29, 0.98)

Kitchener, 2009 bl 0.52 (0.28, 0.97)

Ronco, 2010 - 0.34 (0.15, 0.75)
Rijkaart, 2012 —— 0.39 (0.27, 0.56)
|
Overall (12=0.0%, p=0.681) <> 0.43 (0.33, 0.56)
i
!
I | . | | | |
1 3 5 1 2 3 10

Detection rate ratio

*Age >=35 years
Arbyn et al, Vaccine 2012



Programma Richiamo a 12 mesi

Abruzzo Lettera

Guidonia Prima fase: telefonata
Seconda fase: lettera
Attualmente telefonata

Reggio Emilia Lettera + telefonata di sollecito (in seconda
fase)

Torino Lettera + telefonata di sollecito

Trento Lettera personalizzata

Umbria Lettera

Valcamonica

Alta padova Lettera

Padova Lettera + telefonata di sollecito
Este Lettera + telefonata di sollecito
Rovigo Lettera + telefonata di sollecito

Adria Lettera + telefonata di sollecito




Torino, Reggio Emilia: adesione
alla ripetizione a 12 mesi

Centre HPV positive | Compliance test HPV positive at
at baseline repeat 1 year 1 year
Test repeat
Torino 1448/2476 401/442 227/401
5.9% 90.7% 56.6%
(5.6 - 6.2) (87.6 - 93.3) (51.5-61.5)
Reggio Emilia 445/10339 212/263 89/212
4.3% 80.6% 42.0%
(3.9-4.7) (75.3 - 85.2) (35.3-49.0)
Totale 1893/35100 613/705 316/613
5.4% 87.0% 51.5%
(5.2 - 5.6) (84.5-89.4) (47.6-55.5)

| ettera+telefonata sollecito
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VENETO - Ripetizione a 12 mesi: adesione all'invito,

per programma

i M Correzione
i M Adesione grezza
16 17 15 19 18 TOTALE

classed'eta (anni)

Lettera + telefonata sollecito




x 100 invitate

VENETO - Adesione alla ripetizione a 12 mesi, per eta
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VALCAMONICA - Adesione alla ripetizione
alanno

S cunn G —

¢ 86,2

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




UMBRIA
RIPETIZIONE A 1 ANNO

Dopo 1 anno sono state richiamate
telefonicamente 128 donne e sono tornate 90
(70%)
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GUIDONIA - Adesione alla ripetizione a 12 mesi

per modalita di invito

[l
(010

Totale

telefonata

lettera




ABRUZZO
RIPETIZIONE A 1 ANNO

1°round 2010 %

567 / 1372 41,30%

Lettera



x 100 invitate

Adesione alla ripetizione a 1 anno per programma
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Conclusioni

- Maggiore adesione rispetto al pap test in
guasi tutti 1 contesti

- Molto variabile la compliance al richiamo ad
1 anno. Sollecito telefonico necessario

- Quale adesione al re-screening a 5 anni?
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